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1. Background information on the procedure

1.1. Submission of the dossier

The applicant Novartis Europharm Limited submitted on 3 March 2022 an application for marketing
authorisation to the European Medicines Agency (EMA) for Tizveni, through the centralised procedure
falling within the Article 3(1) and point 1 of Annex of Regulation (EC) No 726/2004.

The applicant applied for the following indication:

Tizveni in combination with pemetrexed and platinum-containing chemotherapy is indicated for,

first-line treatment of locally advanced or metastatic non-squamous non-small cell lung can dults
whose tumours have no epidermal growth factor receptor (EGFR) or anaplastic lymphomd kindse (ALK)
positive mutation. K\

Tizveni in combination with carboplatin and either paclitaxel or nab-paclitaxel is,i d for the

first-line treatment of locally advanced or metastatic squamous non-small ceII"Q' cancer in adults.

Tizveni as monotherapy is indicated for the treatment of locally advance?bg‘tastatic non-small cell
lung cancer after prior chemotherapy in adults.

During the procedure, the applicant has changed from Novartis E @arm Limited to Beigene Ireland
limited. Relevant documents for the change of applicant have brovided, validated and agreed.

Legal basis, dossier content \O

The legal basis for this application refers to: O
Article 8.3 of Directive 2001/83/EC - compl nd independent application

The application submitted is compose Iinistrative information, complete quality data, non-
clinical and clinical data based on ap " own tests and studies and/or bibliographic literature
substituting/supporting certain tes@ r study(ies).

Information on pae(agc requirements
Pursuant to Article,7 ulation (EC) No 1901/2006, the application included an EMA Decision(s)

P/0142/2019 ('in @g nting of a (product-specific) waiver.

1.2. In tion relating to orphan market exclusivity

1.2.1. Similarity

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000, the applicant did not submit a critical report addressing the possible similarity with
authorised orphan medicinal products because there is no authorised orphan medicinal product for a
condition related to the proposed indication.

Assessment report
EMA/116407/2024 Page 7/293



1.3. Applicant’s request(s) for consideration

1.3.1. New active substance status

The applicant requested the active substance Tislelizumab contained in the above medicinal product to
be considered as a new active substance, as the applicant claimed that it was not a constituent of a
medicinal product previously authorised within the European Union.

1.4. Scientific advice

The applicant did not seek scientific advice from the CHMP. @é

1.5. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP were: ®
Rapporteur: Jan Mueller-Berghaus Co-Rapporteur: Aaron Sosa Mejia 0
The Rapporteur appointed by the PRAC was: K®
PRAC Rapporteur: Bianca Mulder @
The application was received by the EMA on OQ 3 March 2022
N\ S
The procedure started on \() 24 March 2022
The CHMP Rapporteur's first Assessment Report w@rculated to all 13 June 2022

CHMP and PRAC members on

X,

N4
The PRAC Rapporteur's first Assessmen rt was circulated to all 27 June 2022
PRAC and CHMP members on

The CHMP agreed on the consoli@ﬁst of Questions to be sent to 21 July 2022
0

the applicant during the meeti
The applicant submitted ®he régponses to the CHMP consolidated List of | 25 January 2023

Questions on @.
N

J N
The following G \d GCP inspection(s) were requested by the CHMP
and their outt aken into consideration as part of the
Quality/Saf ficacy assessment of the product:
7~>

GCP in Wns were requested and conducted at one investigator site in | 20 January 2023 and 04
Turk tween 29 August to 2 September 2022, the sponsor site in the | January 2024

USA, between 9 and 17 November 2022 and two investigator sites in
China between 6 and 17 November 2023. The outcome of the inspections
carried out was issued on:

A GMP inspection at Boehringer Ingelheim Biopharmaceuticals 08 May 2023
(China) Ltd., 1090 Halei Road, Pilot Free Trade Zone, Shanghai,
201203, China for Drug Substance and Drug Product manufacturing
and testing, Drug Product Primary packaging, between 13-17 March
2023. The outcome of the inspection carried out was issued on:
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The CHMP Rapporteurs circulated the CHMP and PRAC Rapporteurs Joint
Assessment Report on the responses to the List of Questions to all
CHMP and PRAC members on

10 March 2023

The PRAC agreed on the PRAC Assessment Overview and Advice to
CHMP during the meeting on

16 March 2023

The CHMP agreed on a list of outstanding issues in writing to be sent to
the applicant on

30 March 2023

The applicant submitted the responses to the CHMP List of Outstanding
Issues on

16 January 2024

O

The CHMP Rapporteurs circulated the CHMP and PRAC Rapporteurs Joint
Assessment Report on the responses to the List of Outstanding Issues
to all CHMP and PRAC members on

24 March 30%@'
O

The CHMP, in light of the overall data submitted and the scientific
discussion within the Committee, issued a positive opinion for granting
a marketing authorisation to Tizveni on:

N
2 \@uary 2024

Furthermore, the CHMP adopted a report on new active substance

(NAS) status of the active substance contained in the medicinal ct

70

22 February 2024

\OQ
O
N
O
Q)
O
©
\Q
. Q‘b
O
N
@6

Q
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2. Scientific discussion

2.1. Problem statement

The initially claimed therapeutic indication was: “Tislelizumab as monotherapy is indicated for the
treatment of patients with locally advanced or metastatic NSCLC after prior chemotherapy in adults.

Tislelizumab in combination with carboplatin and either paclitaxel or nab-paclitaxel for the first-line
treatment of patients with locally advanced or metastatic squamous NSCLC.

Tislelizumab in combination with pemetrexed and platinum- containing chemotherapy for the first-line
treatment of patients with locally advanced or metastatic nonsquamous NSCLC with no EGFR o K
genomic tumor aberrations.” @

2.1.1. Disease or condition

Lung cancer is the second most common cancer worldwide (after breast cancer) anQ soaated with
the highest cancer mortality. As per GLOBOCAN data in 2020, there were app OQ 2.2 million
new cases and 1.8 million deaths (Sung et al 2021). Based on the estimates LOBOCAN 2020,
the age-adjusted incidence rate (IR) of lung cancer in 2020 was 33.1 per in the United States
of America (US) and was 29.4 per 100000 in 2020 in Europe (Ferlay et a 0). The leading cause of
lung cancer is smoking in both men and women, irrespective of ge hic region. Emerging
economies vary widely in smoking practices and cancer incidenc ommonly also harbour risks
from environmental exposures (Barta et al 2019). Q
Il

Non-small cell lung cancer (NSCLC) accounts for 80%— lung cancers (Bareschino et al 2011)
and based on this assumption, the estimated incidence o CLC in Europe is approximately 25.0 per
100000 and was 28.1 per 100000 in USA (Goldstrav@al 2016). The main histological subtypes are
adenocarcinoma (40%), squamous cell carcinom@,(26-30%), and large cell carcinoma (10-15%)

(National Cancer Institute 2017). Lung canceftis often diagnosed at an advanced stage, resulting in a
poor prognosis; the 5-year OS rate for pati with advanced NSCLC ranges from 19% in patients
with Stage IIIB to 6% with Stage IV (Goldstraw et al 2016).

2.1.2. Epidemiology O

The highest incidence rates o@ cancer in males are observed in Micronesia/Polynesia, Eastern and
Southern Europe, and Eas\ d Western Asia, and among women in North America, Northern and
Western Europe, Micron olynesia, and Australia/New Zealand (Sung et al 2021). In the US,
according to SEER+18 data (2017), the incidence of NSCLC was 37.5 per 100,000 (42.4 per 100,000 in
men and 33.8 pe ,000 in women), and the 5-year survival overall was 26.4% (21.9% in men and
31.3% in wo@ anti et al 2021). In Europe, the age-standardised incidence rate of all lung
cancers is er 100,000 (97.6 per 100,000 among men and 38.3 per 100,000 among women)

(Dy§ 21).
iologic features

Non-small cell lung cancer (NSCLC) is the predominant subtype, accounting for approximately 85% of
all cases. NSCLC can be divided into two major histologic types: non-squamous and squamous cell
carcinoma. Non-squamous histology accounts for more than half of all NSCLC, whereas squamous
histology accounts for approximately 30% (Brambilla et al, 2014 and Schrump DS et al. NSCLC;
Principles and Practice of Oncology. 9th Edition. 2011) in Europe.

2.1.4. Clinical presentation, diagnosis and stage/prognosis

More than half of the patients are diagnosed at an advanced stage of disease, which directly
contributes to poor survival, as expressed by an untreated median OS of 4 months and a metastatic 5-
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year survival rate of <5% (Lindsey A. et al, 2016). Poor prognostic factors for survival in patients with
NSCLC include advanced stage of disease at the time of initial diagnosis, poor performance status (PS),
and a history of unintentional weight loss. More than half of the patients with NSCLC are diagnosed
with distant metastatic disease, which directly contributes to poor survival prospects.

2.1.5. Management

Over the past decade, there have been considerable advances in the management of NSCLC. Improved
understanding of the biology and molecular subtypes of NSCLC has led to development of a number of
biomarker-directed therapies for patients with metastatic disease, including drugs targeting

EGFR mutations, ALK rearrangements, and other molecular aberrations. These therapies have
improved OS for patients with metastatic NSCLC with an oncogenic driver (Arbour and Riely 2 For
patients with metastatic NSCLC with no actionable oncogenic driver (notably without EGFR tions
and ALK rearrangements), the development of immune checkpoint inhibitors (ICIs) ha§ formed
the care, providing a survival benefit when administered as monotherapy foIIowmg \ progression
on platinum-based chemotherapy (Borghaei et al 2015, Brahmer et al 2015, H I 2016,
Rittmeyer et al 2017) or when administered with or without chemotherapy in %t line setting
(Borghaei et al 2017, Gandhi et al 2018, Paz-Ares et al 2018, Socinski et aI@ West et al 2019,
Jotte et al 2020, Nishio et al 2021, Paz-Ares et al 2021). @

Second-/third-line treatment options for advanced or metastatic N%vwithout oncogenic driver

mutations

Before ICI therapy was available, there were 2 established c@rapeutic agents available globally
for the treatment of locally advanced or metastatic NS no actionable oncogenic driver after
prior chemotherapy: docetaxel for patients with either{\:&squamous or squamous NSCLC and
pemetrexed for patients with nonsquamous NSCL did not receive pemetrexed as first-line
treatment (Planchard et al 2018, Ettinger et al 2@. Erlotinib can also be considered for patients who

cannot receive cytotoxic chemotherapy due or performance status (Tarceva USPI 2010, Planchard
et al 2018). Overall, the therapeutic benefi hese further lines of treatment has been restricted by
limited improvements in survival, Iow se rates, and significant toxicities (Stinchcombe and

Socinski 2008, Al-Farsi and Ellis 2(¢ dler et al 2018).

PD-1/PD-L1 ICIs were first ap beginning in 2015 for patients with second- or later-line locally
advanced or metastatic N king sensitizing EGFR or ALK mutations, and over time, access has
expanded globally from Xapprovals in the US and EU (Novello et al 2016, Ettinger et al 2019). As
access in other part world arrived later, docetaxel remained a commonly used standard
treatment option h squamous and nonsquamous NSCLC in the second- and third-line treatment
settings until & Presently, pembrolizumab (Keytruda), nivolumab (Opdivo), and atezolizumab
(Tecentriq) a roved in the EU for the second-line treatment of metastatic NSCLC (Keytruda SmPC

ZOZ@SmPC 2021, Tecentrig SmPC 2021).
First- U reatment options for advanced or metastatic NSCLC without oncogenic driver mutations

Before ICI therapy became available as the first-line treatment for advanced or metastatic NSCLC,
platinum-based doublet therapy was the recommended treatment option in patients with no actionable
oncogenic driver and an ECOG performance status of 0 to 2. Pemetrexed use is restricted to
nonsquamous cell carcinoma in first- (or later-) line of treatment in advanced disease, and is preferred
to gemcitabine- or docetaxel-based combinations in nonsquamous NSCLC (Planchard et al 2018).

The approval of ICIs has now been extended to first-line treatment therapy for NSCLC with no
actionable oncogenic driver, either as monotherapy or in combination with chemotherapy (Reck et al
2016, Paz-Ares et al 2018, Mok et al 2019). Pembrolizumab in combination with platinum and
pemetrexed has since become a new standard of care for patients with first-line nonsquamous NSCLC,
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irrespective of PD-L1 status (Gandhi et al 2018). ICI monotherapy has been approved for patients with
PD-L1 positive expression (=50%) and, in some countries, the approval was also extended to the
patients with tumour PD-L1 expression >1% (Reck et al 2016, Mok et al 2019, Keytruda SmPC 2021).

Similarly, in the first-line squamous NSCLC setting, pembrolizumab has been approved as first-line
treatment therapy for squamous NSCLC, either as monotherapy for the "PD-L1 high” (=50%)
population (and also for the population with PD-L1 >21% in the US) (Reck et al 2016) or in combination
with chemotherapy irrespective of PD-L1 expression (Paz-Ares et al 2018). More recently,
nivolumab/ipilimumab with platinum-doublet chemotherapy has been approved as first-line treatment
for NSCLC irrespective of histology, and nivolumab/ipilimumab combination therapy alone was
approved in tumours expressing PD-L1 =21% (Opdivo SmPC 2021). Other ICIs approved for tre
in the first-line setting include atezolizumab and cemiplimab as monotherapy for first-line tr
NSCLC whose tumours have high PD-L1 expression irrespective of histology, and atezo)iz
line treatment of metastatic nonsquamous NSCLC with no EGFR or ALK genomic tumo,
combination with bevacizumab, paclitaxel, and carboplatin as well as with paclitaxe@ge

in-bound and

carboplatin (Tecentrig SmPC 2021, Libtayo SmPC 2021). ®
2.2. About the product 0
Tislelizumab is a humanised IgG4 variant monoclonal antibody that bi he T-cell surface receptor

programmed cell death protein 1 (PD-1) with high specificity and a@) (KD = 0.15nM). It
competitively blocks the binding of both PD-L1 and PD-L2, inhibjti 1-mediated negative

signalling. As such, upregulation of PD-1 ligands occurs in so ours and signalling through this
pathway can contribute to inhibition of active T-cell immu@eillance of tumours, which is
counteracted by the administration of PD-1 inhibitors li lizumab. The antibody does not bind to

Fc gamma receptors and C1q and therefore does nowuce antibody-dependent cellular cytotoxicity or
complement-dependent cytotoxicity.

Tislelizumab belongs to the therapeutic sub LO1 (antineoplastic agents) of the Anatomical
Therapeutic Chemical Classification Syst@

The approved indication is: 6

Tizveni in combination with pem d and platinum-containing chemotherapy is indicated for the
first-line treatment of adult p@w with non-squamous non-small cell lung cancer whose tumours
have PD-L1 expression on f tumour cells with no EGFR or ALK positive mutations and who

have:

o locally adva QSCLC and are not candidates for surgical resection or platinum-based

chemo ioh, or

metas% SCLC.
Tizveni bination with carboplatin and either paclitaxel or nab-paclitaxel is indicated for the first-
line ent of adult patients with squamous non-small cell lung cancer who have:

locally advanced NSCLC and are not candidates for surgical resection or platinum-based
chemoradiation, or
. metastatic NSCLC.

Tizveni as monotherapy is indicated for the treatment of adult patients with locally advanced or
metastatic non-small cell lung cancer after prior platinum-based therapy. Patients with EGFR mutant or
ALK positive NSCLC should also have received targeted therapies before receiving tislelizumab.

Tislelizumab concentrate for solution for infusion is formulated in vials of 10 mL containing 100 mg
tislelizumab. Tislelizumab treatment must be initiated and supervised by physicians experienced in the
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treatment of cancer. The recommended dose of tislelizumab is 200 mg administered by intravenous
infusion once every 3 weeks. Tislelizumab treatment should be continued until disease progression or
unacceptable toxicity. No dose reductions of Tizveni as monotherapy are recommended. Tizveni should
be withheld or discontinued as described in Table below. Detailed guidelines for the management of
immune-related adverse reactions are described in section 4.4.

Table 1. Recommended treatment modifications for Tizveni

Immune-related adverse Severity! Tizveni treatment
reaction modification
Grade 2 Withhold?-3
Pneumonitis Recurrent grade 2; grade 3 or | Permanently discontinue3
4 i }
ALT or AST >3 to 8 x ULN or | Withhold?23 @
Hepatitis total bilirubin >1.5 to 3 x ULN « Ca
ALT or AST >8 x ULN or total Permanently discgndi 3
bilirubin >3 x ULN P
- Grade 3 withhold23 o \.J
Grade 4 Permane%d\continué
Withhol N
For ged SJS or TEN, do
Suspected SCARs, including not @'ﬂe unless SJS/TEN
Severe cutaneous adverse SJS or TEN s been ruled out in
reactions (SCARs) sultation with appropriate
ecialist(s).
Confirmed SCARs, includi Permanently discontinue
SJS or TEN f\ -
N Grade 2 or 3 N @) Withold?-3
Colitis - -
Recurrent grade 3; 9W4 Permanently discontinue3
. . Grade2or3 [\ Withhold?3
Myositis/rhabdomyolysis Recurrent grag®3s=Qrade 4 Permanently discontinue3
- Hypothyroidism may be
. managed with replacement
Hypothyroidism Grade 2@4 therapy without treatment
\\ interruption.
6" Withhold?
For grade 3 or 4 that has
<O improved to grade <2 and is
N controlled with anti-thyroid
Hyperthyroidism Q Grade 3 or 4 therapy, if indicated
\ continuation of Tizveni may be
@ considered after corticosteroid
S taper. Otherwise, treatment
p\ should be discontinued.
*\J Consider withholding
6\ Grade 2 treatment until controlled by
HRT.
@ Withhold3

For grade 3 or 4 that has
improved to grade <2 and is
controlled with HRT, if
Grade 3 or 4 indicated continuation of
Tizveni may be considered
after corticosteroid taper.
Otherwise, treatment should
be discontinued.3

Adrenal insufficiency
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Grade 2

Consider withholding
treatment until controlled by
HRT.

Hypophysitis

Grade 3 or 4

Withhold2:3

For grade 3 or 4 that has
improved to grade <2 and is
controlled with HRT, if
indicated continuation of
Tizveni may be considered
after corticosteroid taper.
Otherwise, treatment should

Type 1 diabetes mellitus

Type 1 diabetes mellitus
associated with grade =3
hyperglycaemia

(glucose >250 mg/dl

or >13.9 mmol/l) or
associated with ketoacidosis

be discontinued.3

Withhold

For grade 3 or 4 that has
improved to grade <2 a?‘
insulin therapy, if indic

continuation of Tiz
considered oncg

control is achie
treatme 0
disconti

gtabolic
d. Otherwise,
be

Nephritis with renal

Grade 2

3 x baseline or >1.5to 3 x

ULN)

(creatinine >1.5 to

With%%

dysfunction

Grade 3

baseline or >3 to 6 x ULN) o
grade 4 (creatinine >6 x ULI

(creatinine >3 x

ST

anently discontinue3

Pancreatitis

lipase levels i sed (>2 x
ULN
Grade 40 9

Myocarditis Grade 2, 3 or 4 N\« Permanently discontinue3
Neurological toxicities Grade 2 N M Withhold="
9 Grade 3 or 4 N\ Permanently discontinue3
Grade 3 pancreatitis, or Withhold?3
grade 3or4 s mylase or

Permanently discontinue3

Other immune-related adverse
reactions

Gr.
R

e

Withhold2-3

t grade 3; grade 4

Permanently discontinue3

Other adverse drug reactions /'

Q}Q

<U

N
Grade 1

Consider pre-medication for
prophylaxis of subsequent
infusion reactions.

Slow the rate of infusion by
50%.

Infusion-related gefq
.\(\,

Grade 2

Interrupt infusion.

Resume infusion if resolved or
decreased to grade 1, and
slow rate of infusion by 50%.

O

Grade 3

or 4

Permanently discontinue

th

nor
1

NCI-CTCAE v5.0.

ALT = We aminotransferase, AST = aspartate aminotransferase, HRT= hormone replacement
JS = Stevens-Johnson syndrome, TEN = toxic epidermal necrolysis, ULN = upper limit

Toxicity grades are in accordance with National Cancer Institute Common Terminology Criteria
for Adverse Events Version 4.0 (NCI-CTCAE v4.0). Hypophysitis grade is in accordance with

Resume in patients with complete or partial resolution (grade 0 to 1) after corticosteroid taper
over at least 1 month. Permanently discontinue if no complete or partial resolution within

12 weeks of initiating corticosteroids or inability to reduce prednisone to <10 mg/day (or

equivalent) within 12 weeks of initiating corticosteroids.
Initial dose of 1 to 2 mg/kg/day prednisone or equivalent followed by a taper to <10 mg/day
(or equivalent) over at least 1 month is recommended, except for pneumonitis, where initial
dose of 2 to 4 mg/kg/day is recommended.
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2.3. Type of application and aspects on development

The legal basis for this application refers to: Article 8.3 of Directive 2001/83/EC, as amended -
complete and independent application.

2.4. Quality aspects

2.4.1. Introduction

The finished product is presented as concentrate for solution for infusion containing 100 mg/lO@of
tislelizumab as active substance.

Other ingredients are: sodium citrate dihydrate, citric acid monohydrate, L-histidine h i« %oride
monohydrate, L-histidine, trehalose dihydrate, polysorbate 20 and water for injecti(o

The product is available in a 20 mL type 1 glass vial, with a grey chlorobutyl with FluroTec
coating and seal cap with a flip-off button. The product is available in unit pa ntaining 1 vial and
in multipacks containing 2 (2 x 1) vials. @

2.4.2. Active Substance é
2.4.2.1. General Information OQ

Tislelizumab is a Fc engineered humanised immuno ulin G4 (IgG4) variant monoclonal antibody
produced in recombinant Chinese Hamster Ovar cells. The antibody binds to the programmed
cell death protein 1 (PD-1) receptor on the T4gell surface, preventing interaction with PD-1 ligands PD-
L1 and PD-L2, thereby blocking PD-1-mediéﬂhibitory signalling.

Tislelizumab consists of two heterodi Qach composed of a heavy and a light polypeptide chain.
The amino acid sequences of the li in (LC) and heavy chain (HC) in tislelizumab are shown in
Figure 1. The theoretical moIecu& ight calculated from the amino acid sequence is 144,080 Dalton.
Tislelizumab is composed of ]@ mino acid residues, 445 in the HC and 214 in the LC. Each HC
contains one N-glycosylatiop site,at asparagine 295. Post-translational modifications concern the N-
termini with a N-term utamate, or Pyr-Q, and the C-termini with a C-term lysine clipped, -K, as
well as a glycosylat@the conserved Fc glycosylation site. Due to the modulations in the Fc region,

tislelizumab dae ind to Fc gamma receptors and C1q. Therefore, it does not include antibody-
dependent c Cytotoxicity (ADCC), antibody-dependent cellular phagocytosis (ADCP) and/or
compleme endent cytotoxicity (CDC).
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Figure 1: Primary structure of tislelizumab

The physicochemical properties of tlslellzumaKqubstance are provided in the dossier. The
general information is considered sufficient

2.4.2.2. Manufacture, process co@ls and characterisation

The active substance is manuf; &e , tested and released in accordance with good manufacturing
practice (GMP). The site rgsp le for the manufacture of the active substance is Boehringer
Ingelheim Biopharmacet‘%ﬁ (China) Ltd., 1090 Halei Road Pilot Free Trade Zone, 201203 Shanghai,
China.

>
During the proge ?major objection (MO) was raised for the lack of proof of EU GMP compliance
for several of ive substance manufacturing sites. Following remote inspection and/or agreement
to conduc -approval inspection at the concerned sites from the responsible supervisory
authori GMP compliance for the active substance manufacturing sites has been confirmed.

Ton of manufacturing process and process controls

The overall active substance manufacturing process is adequately presented in the dossier. The
tislelizumab active substance is expressed in the CHO cell expression system. The manufacturing
process is divided into cell culture/harvest (upstream) and purification (downstream) steps.

To initiate the tislelizumab cell culture process, working cell bank (WCB) is thawed and cells are
cultivated under controlled conditions. After vial thaw, a series of sequential passages are performed to
expand and scale-up the tislelizumab cell culture before being finally transferred into the production
bioreactor.
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During the harvest unit operation, cells and cell debris are separated from the cell culture fluid of the
production bioreactor containing tislelizumab active substance to provide harvested cell culture fluid for
purification.

The purification of the active substance starts with a Protein A affinity chromatography to remove
process-related impurities. Viral reduction follows during a virus inactivation and pH adjustment step.
Turbidities are removed by depth filtration subsequently. Process-related impurities are removed
further by several other chromatography techniques. Virus filtration is conducted as a second
orthogonal method specifically dedicated for viral clearance that provides additional assurance of viral
safety by the physical removal of potential adventitious viruses by size. After ultrafiltration and
diafiltration during tangential flow filtration, the tislelizumab active substance is supplemented

spike buffer and formulation buffer to achieve the target product concentration and excipien@

composition. .

Lastly, the filtration and storage unit operation include filtration of the active substa &}o a mixing
bag with subsequent transfer into bags for long-term storage. 6

The container closure system (CCS) for tislelizumab active substance is a sin e pre-sterilised bag
that complies with the compendial requirements. Sufficient details on the including materials,
dimensions and technical drawings are provided in the dossier.

Adequate definition of a batch of tislelizumab active substance is i d in the dossier. Reprocessing
is claimed for several manufacturing steps and the proposed ap ch is considered acceptable.

An extractables assessment was performed based on extr&s study data to identify potential
leachables present in both tislelizumab active substance inished product manufacturing processes,
which may adversely affect patient safety. Polymeri terials used throughout the manufacturing
processes were assessed by review of associatedggcables data available for each material. The
leachable study results, by all analyses, dete&ted elemental impurities with a concentration greater
than or equal to the corresponding Permitt ﬁﬂy Exposure (PDE) limits and no organic compounds
with a concentration greater than or | e corresponding Analytical Evaluation Threshold (AET)
limits. Therefore, the leachables stud orts the conclusion that potential leachables present in the
tislelizumab active substance/fini @product manufacturing processes and/or in the active substance
CCS pose no risk to patient sa

Overall, the active substaxm ufacturing process has been adequately described and the in-process
controls (IPCs) are indi or each step, with adequately justified acceptance criteria. It is
mentioned that a then procedure, which includes an investigation, is followed when any normal
operating range or proven acceptable range (PAR) limits for process parameters (PP) are
exceeded or xcursions for critical (CPP), key (KPP) and non-key (non-KPP) process parameters
occur. Thi ach is endorsed.

In cencl n, the active substance manufacturing process is considered acceptable.
Control of materials

Sufficient information on raw materials has been submitted by the applicant. Raw materials and
reagents for the manufacture of tislelizumab active substance are commercial or prepared from
commercially available materials and are qualified. Compendial raw materials comply with their
respective monographs. None of the raw materials of the manufacturing process are of animal or
human origin. The composition of media for cell banking, growth and production, feed is provided and
process parameters for media preparation are indicated.
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Tislelizumab is expressed in CHO cells. Sufficient information regarding cell line development has been
presented in the dossier. Master cell bank (MCB), working cell bank (WCB) and end-of-production cell
banks (EOPCBs) were tested for identity, sterility, mycoplasma, endogenous and adventitious viruses.

The limit of in vitro cell age (LIVCA) has been established for the tislelizumab production cell line in
accordance with ICH Q5B.

Control of critical steps and intermediates

A comprehensive overview of critical in-process controls and critical in-process tests performed
throughout the tislelizumab active substance manufacturing process is given. Acceptable information
has been provided on the control system in place to monitor and control the active substance
manufacturing process with regard to critical, as well as non-critical operational parameters
process tests. Actions taken if limits are exceeded are specified. The critical manufactuyi
supported by process characterisation studies, additional supportive studies and man \ ng

experience. Hold time CPPs through both harvest and purification processes are es ished and
considered acceptable. ®
Process validation 0

a%obust quality of the active
- Process Design, Stage 2 -
ess Verification.

Process validation follows a master validation plan to control consiste
substance. A three-stage approach to validation was followed: Sta
Process Performance Qualification (PPQ) and Stage 3 - Continu

Process characterisation studies and scale down models wer@o ted to support the commercial
manufacturing process control strategy and to ensure r@b ocess performance and consistent
product quality. Quality attributes (QA) are established an the criticality of each quality attribute is
assessed with respect to impact on biological activ't@narmacokinetics, pharmacodynamics, and
immunogenicity and safety, which are directly li o product efficacy and safety.

A

or to the validation execution was assessed and

Impact of non-conformities to the product (Q
corrective and preventive actions (CA e initiated as appropriate.

ication (PPQ) demonstrated that the tislelizumab
capable of producing product meeting predefined criteria for
ility and consistency of all PPQ batches manufactured.

reuse are validated within supporting validation studies.

Results of the process performanc
manufacturing process is consis

each PPQ batch, including re
resin

Reprocessing, hold times }\d

In conclusion, the ac i stance manufacturing process is adequately validated.
Manufacturing process development

The commertive substance manufacturing process was developed in parallel with the clinical
develo @Jrogram. Several important changes have been introduced during the development of
the cturing process. These include changes to manufacturing site, scale and to the process
itself.

The tislelizumab final manufacturing process (FMP) is the process intended for commercial
manufacturing and was the only source of active substance used in the pivotal study for the Marketing
Authorisation Application (MAA).

Comparability studies were performed at every major stage of development to assure product quality
and performance. The comparability assessment showed no impact to purity and potency. All active
substance batches met the predetermined comparability criteria. The additional characterisation
confirmed the consistent higher-order structure and biophysical properties. Slight differences in
glycosylation were observed, which were attributed to variability in the cell culture medium used.
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Despite these differences, no changes in functional attributes were correlated to an increase or
decrease of specific glycan forms or charge variant groups. Therefore, tislelizumab manufacturing
process was demonstrated to be comparable throughout development.

Characterisation

Structure, physicochemical characteristics and biological properties of tislelizumab were elucidated by
release tests and additional characterisation assays. The analytical results are consistent with t
proposed structure.

Primary, secondary and higher order structure has been thoroughly characterised applyi fous
orthogonal methods, revealing that the active substance has the expected structure o \ an IgG4-
type antibody. Furthermore, heterogeneity of the active substance was adequately cterised by

analysing size and charge variants, glycosylation and other product-related s@ S and impurities.

Biological characterisation of tislelizumab indicates that this antibody has a ffinity for human PD-
1 and binds to the extracellular domain of PD-1, as well as to the native (Dl expressed on cell
surface, in a dose-dependent manner. Binding activities of tislelizumap to Fc gamma receptors and Cl1q
protein were analysed and results show that tislelizumab does not &o different Fc gamma
receptors and has little or no binding to C1gq. ADCC and CDC ac of tislelizumab was characterised
by cell-based assays and neither ADCC, nor CDC activity we ed, as expected for IgG4

construct. O

Process-related impurities comprise of impurities ori ting from the cell substrates, cell culture and
purification processing. During process characte @Qstudles and process validation campaigns,
sufficient clearance of certain process-relate ties was shown. Based on the provided data, it is
acceptable that tests for these impurities a included as in-process controls or in the tislelizumab
active substance release specificationIn stimary, the characterisation data presented are considered
appropriate for this type of moIecuIe.b

©

The release and stability%iﬁcation for tislelizumab active substance are set based on regulatory
guidelines, analytical ility, process capability and clinical experience. The tislelizumab
release/stability@' ation includes general tests, test for identity, purity and impurity tests for

product-related« rities, test for process-related impurities, test for protein content, biological
activity, as s tests for safety parameters.

During sessment, the applicant was requested to tighten the acceptance criteria for several
quali ributes (bacterial endotoxin and biological activity). Additionally, inclusion of a quantitative
acceptance criteria for glycan content was requested. A recommendation to monitor the glycan
content, until a sufficient number of active substance batches is manufactured to document
manufacturing process consistency and determine if the quantitative control of glycan content for
tislelizumab release testing is required, has been given (Recommendation).

2.4.2.3. Specification

Overall, the parameters included in the active substance release and shelf-life specification are found
adequate to control the quality of tislelizumab.

Assessment report
EMA/116407/2024 Page 19/293



Analytical methods

Method descriptions for all non-compendial analytical procedures are provided and validations are
performed according to ICH Q2(R1). The compendial methods have been verified to demonstrate the
suitability for the intended purpose. The biological activity of tislelizumab is determined by a cell-based
assay, measuring the ability of the active substance to block PD-1 receptor from engaging with the
target ligand PD-L1.

Batch analysis

Batch analysis data of the active substance were provided, cover early-stage batches produced by the
original manufacturing process and late-stage batches produced by the final manufacturing pr s. All
batch analysis data were in line with the acceptance criteria that applied at the time of testin@
results for batch release demonstrate a high level of batch-to-batch consistency. 6

N\

Reference materials K
A 2-tiered reference standard (RS) system has been established with a primar%@ce standard

(PRS) and a working reference standard (WRS). 0’\,

L 2

The information provided is found sufficient and the extent of the qualifi of the standards is

adequate. K
&i

Future WRS will be prepared form representative commercial acti bstance batches. A detailed
protocol for the characterisation and qualification of future W been provided, including sufficient
description of potency assignment. Requalification protoc e PRS and WRS have been included

and are found acceptable. \
2.4.2.4. Stability Q:

The proposed shelf-life for the tislelizumab é@ substance is 24 months in the defined CCS and at
the proposed long-term storage conditiog.

The active substance stability prog conducted according to ICH Q1A (R2) and ICH Q5C. Primary
data are derived from PPQ batchés“amd from additional representative clinical batches, manufactured
at the proposed commercial s All primary stability batches were manufactured using the final
manufacturing process and\the @CS used is representative of the commercial container closure. In
addition to data from th tmary stability studies, data from supportive stability batches manufactured
using the original ufacturing process are also provided.

In summary, \Cability data demonstrate that the active substance is stable at the recommended
long-term st e condition for all attributes tested, supporting the proposed shelf-life of 24 months.
All stabilit ta remain within the clinical specifications in place at the time of testing, indicating that
ther been no significant changes in terms of potency, quality or purity of the active substance
when red at the long-term condition. No change has been observed relative to the initial time point
and the results meet the acceptance criteria for all analytical procedures applied. In addition, data from
stability studies conducted under accelerated and stressed conditions are also included in the dossier
and results are adequately discussed.

Additionally, forced degradation studies were performed to further characterise the active substance
and to build knowledge around specific molecular degradation pathways and resilience of the molecule
under various stressed conditions. The results obtained demonstrate that selected analytical methods
are stability indicating.
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The applicant commits to conduct and complete the ongoing long-term stability studies of the primary
batches, which includes stability studies for process validation batches, according to the stability
protocols. This approach is endorsed.

2.4.3. Finished Medicinal Product

2.4.3.1. Description of the product and pharmaceutical development

The finished product is presented as a 10 mL concentrate for solution for infusion in a 20 mL vial,
consisting of 10 mg/mL tislelizumab formulated in citrate, histidine, trehalose, polysorbate 20.
concentrate is a clear to slightly opalescent, colourless to slightly yellowish solution, that co@ms no

preservative and is intended for intravenous infusion as single use only. . 6
Acceptable description of the finished product composition has been provided. All e ts are of Ph.
Eur. compendial grade and specifications for the excipients have been providedy,i ng additional
testing of polysorbate 20 and trehalose dihydrate for residual solvents. No n cipients and no

between the excipients and the tislelizumab active substance is consider monstrated by the long-
term stability data.

excipients of human or animal origin are used in the finished product forzé ion. Compatibility

The primary packaging is a Type I glass vial, with a grey chloro opper with FluroTec-coating and
secured with aluminium flip-off seal caps. The finished prod omplies with compendial
requirements. Suitability of the CCS is supported by the ¢ al resistance of the selected
components, container closure integrity testing (CCIT) a ability data. In addition, extractable and
leachables studies were performed, in line with ICH guideline. The extractables study identified no
extractables requiring further investigation. The @ables study results indicate that all elemental
analyses were below the PDE and all organic pounds were below the AET, with the exception of
two substances of interest. However, as b mpounds were detected at levels well below the safety
threshold, no further toxicology evalu b&as needed. In summary, test results support the
conclusion that the selected CCS is étible with the finished product and adequate for the intended
use of the product throughout t @f-life.

The commercial formulation d% finished product was established in formulation screening and
robustness studies. The tivé of the finished product formulation development program was to
develop a formulatio ently stable and robust for manufacturing, storage, transportation and
administration of tl’%mab by intravenous infusion. There have been no changes in the formulation
h

of tislelizuma r€)a product between the toxicology batches used for nonclinical safety studies,
clinical batch%&d the planned commercial batches.

Over t c@se of manufacturing process development, the manufacturing process has undergone
seve nges as appropriate for each development stage. These changes were primarily associated
with the transfer to the commercial manufacturing site, process scale-up and change of the CCS.
Process characterisation, process transfer and comparability studies were conducted to support the

commercial manufacturing process control strategy and to ensure robust process performance and
consistent finished product quality.

The clinical dose of 200 mg is delivered using two 100 mg vials via intravenous administration with a
0.22 pm filter, upon dilution with saline solution. Compatibility with representative infusion bags,
infusion lines and in-line filter has been investigated in-use stability studies and results demonstrate
that the diluted tislelizumab injection solution is stable for 24 hours at refrigerated conditions (2°C to
8°C), as well as 4 hours at 25°C £ 2°C, when in contact with clinically representative plastics. Further
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studies demonstrate that no microbial proliferation occurred in spiked 0.9% saline bags for 48 hours at
the refrigerated conditions (2°C to 8°C) and for 8 hours at room temperature conditions (25°C £ 2°C).
The proposed in-use period and storage conditions stated in the SmPC are therefore supported.

2.4.3.2. Manufacture of the product and process controls

The manufacture, control, packaging and release of tislelizumab finished product is performed, in
accordance with GMP. The sites responsible for the batch release of the finished product are: Novartis
Farmacéutica, S.A., Gran Via de les Corts Catalanes, 764, 08013 Barcelona, Spain and Novartis
Pharma GmbH, Roonstrasse 25, 90429 Nuremberg, Germany.

During the procedure, a major objection (MO) was raised for the lack of proof of EU GMP co ce
for several of the finished product manufacturing sites. The MO was resolved, referencg i to the
active substance section. K\

The tislelizumab finished product manufacturing process consists of the followi perations:

thawing, bioburden reduction filtration and pooling, sterile filtration, filling ant\' ering, capping and
visual inspection.

The finished product manufacturing process includes no additional for u@n steps, hence all
physicochemical and biological properties of the finished product ar same as those for the active
substance. Controls for CPPs and IPCs (including microbiologic anation control) with process
limits and acceptance criteria are established for the finished @ manufacturing process to ensure
consistent process performance and product quality. Hold i or thawing and pooled active
substance have been adequately defined.

A three-stage approach to validation of the finish uct manufacturing process was followed:
Stage 1 - Process Design, Stage 2 - Process Per nce Qualification (PPQ) and Stage 3 - Continued
Process Verification. The predefined PPQ re ,&g'lent of the finished product batches was determined
based on platform experience, process de ent knowledge and manufacturing history. PPQ
batches are subject to increased scru process performance and extended sampling and testing,
and encompass all unit operations inished product manufacturing process. The PPQ campaign
was performed under cGMP comﬂ , with defined targets and/or ranges for process parameters
equivalent to the NORs. All C% d KPPs were assessed per PPQ protocol. All process parameters
were within all NORs and outputs met all process validation limits and acceptance criteria. As a
consequence, all validat nges or limits are implemented as the commercial process NORs, PARs
and IPCs process Iﬁ\ IPC acceptance criteria.

The consistencysand reproducibility of the intermediate hold times were successfully validated during

the PPQ cam @ with the demonstration that the intermediate hold validation batches met all
predefi idation criteria.

Take ether, the finished product manufacturing process is considered validated and it has been
demonstrated that the process is capable of producing a product of intended quality in a reproducible
manner.

Results of shipping qualification for non-simulated shipment over a worst-case distance of the bulk
finished product between China and a site in the US and back to China for testing have been further
provided. It is concluded that there is no adverse effect on the tislelizumab finished product. The same
conclusion results upon risk assessment of the second shipping configuration and associated shipment
of bulk finished product from China to a secondary packaging site in Switzerland.
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2.4.3.3. Product specification

The release and shelf-life specification includes general tests, test for protein content, test for identity,
purity and impurity tests for product-related impurities and heterogeneity, biological activity, as well as
tests for safety parameters. Polysorbate 20 content is tested at both release and stability. Further,
container closure integrity is tested during stability.

The general approach for selection of the attributes included in the finished product release and
stability specification is based on clinical safety, efficacy, and pharmacokinetic analysis, statistical
analysis of release and stability data and historical understanding of the finished product
performance/formulation robustness studies. Further, compendial requirements are considereds
Overall, the selection of specification attributes and setting of the acceptance criteria are in Iin@w
ICH Q6B and are found adequate to control the quality of the tislelizumab finished produc ever,
similar to the active substance specification, some adjustments/tightening of the accep criteria
for biological activity, visible particles and bacterial endotoxin were performed upon 6&\t

No additional process or product-related impurities are introduced or expecte Qﬁ'ﬁ as a result of
the finished product manufacturing. Therefore, finished product impurities aré&sp cted to be the same
as those described in the active substance section. Q

A risk evaluation concerning the presence of nitrosamine impurities ir{the finished product has been
performed, considering all suspected and actual root causes in Iine@‘u the “Questions and answers for
marketing authorisation holders/applicants on the CHMP Opinio he Article 5(3) of Regulation (EC)
No 726/2004 referral on nitrosamine impurities in human m?\ products” (EMA/409815/2020) and
the “Assessment report- Procedure under Article 5(3) lation EC (No) 726/2004- Nitrosamine
impurities in human medicinal products” (EMA/3691 0). Based on the information provided it is
accepted that no risk was identified on the possi éence of nitrosamine impurities in the active
substance or the related finished product. Therel@no additional control measures are deemed
necessary. In addition, the risk of extractab chables and elemental impurities is found sufficiently
addressed and no additional controls are C’sary, as stated in the active substance section.

Analytical methods 6

The finished product is tested u th compendial and non-compendial methods. Many of the
methods used to test the finis roduct are equivalent to the methods used to test the active
substance, since there is n 05|t|onal difference between the active substance and the finished
unique to finished uet is determination of polysorbate 20 content, for which appropriate validation

product with respect t |n concentration or formulation. The only non-compendial method which is
data in accordanﬂsh ICH guidelines have been provided.

The applican declared that a new method employing a demasking procedure coupled with
endotoxi rmination is currently under development. Therefore, the applicant is recommended to
co te the outcome of method evaluation to the authority immediately upon finalisation (to be
submitted as a Recommendation).

Batch analysis

The data for all tislelizumab finished product batches used during clinical development and
manufactured at the commercial manufacturing facility, demonstrate that all batches met the
specifications in place at the time of release, are comparable across production sites and scales and
confirm consistency of the manufacturing process.

Reference materials

Reference is made to the corresponding active substance section.
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2.4.3.4. Stability of the product

The applicant claims a shelf-life for the finished product of 36 months when stored at 2°C to 8°C in the
defined CCS.

Stability results for tislelizumab finished product stored under recommended long-term conditions (5°C
£ 3°C) and under accelerated conditions (25°C £ 2°C, 60% £ 5% RH) are provided. Primary stability
data are derived from finished product PPQ batches and from representative clinical finished product
batches, all batches being manufactured at the commercial site and packaged in the CCS. Data from
supportive stability clinical batches are also provided. All the primary and supportive stability finished

product batches have the same formulation composition and protein concentration. e
A photostability study was conducted in line with ICH Q1B and data obtained show no signifj
impact on the finished product quality after exposure to light. Nevertheless, the SmPC st t
“Store in the original carton in order to protect from light” is kept as a precaution dueQ imal
storage. This approach is considered acceptable. O

As discussed in the Pharmaceutical Development section, in-use stability of th\@ad finished product
solution has been demonstrated for 24 hours at 2°C to 8°C. The 24 hours incligde storage of the
diluted solution under refrigeration (2°C to 8°C) for no more than 20 hos.@klme required for returning
to room temperature (25°C or below) and time to complete the infusi@n within 4 hours.

In summary, the stability data demonstrate that the tislelizuma 'zﬂed product is stable at the
recommended long-term storage condition of 2°C to 8°C, as ed in the SmPC, supporting the
proposed shelf-life of 36 months. O

The applicant commits to conduct and complete the o 9}09 stability studies, which includes stability
studies for process validation batches, according t tability protocols. This approach is endorsed.

2.4.3.5. Post approval change manageéo protocol(s)

Two post-approval change managem ocols (PACMPs) are included in Module 3.2.R of the
dossier. The protocols concern:

1. Introduction of an ad@\al active substance manufacturing and testing site.
d

2. Introduction of a \ itional finished product manufacturing site, as well as introduction of two
additional fini @toduct testing sites.

>
Overall, the stratt} rovided in both PACMPs are considered adequate. Provided that the PACMPs
>
are fulfilled aE\ ssfully implemented, it is agreed that the changes can be accepted.

2.4.3. entitious agents

Transmissible spongiform encephalopathy (TSE) compliance

No animal-derived or human-derived components were used in the manufacture of the MCB and WCB.
No animal-derived or human-derived components were used during cell line development and
generation of the MCB. None of the raw materials used during manufacturing of active substance or
finished product are of animal or human origin. No human or animal-derived excipients are used at
formulation of the finished product. One animal-derived material, sheep-wool-derived cholesterol, was
used in the development of the MHCB, which was transfected to generate MCB, for which a TSE
Certificate was provided.
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In summary, compliance with “Note for guidance on minimising the risk of transmitting animal
spongiform encephalopathy agents via human and veterinary medicinal products (EMA/410/01 rev.3)"
requirement has been demonstrated.

Virus safety

The antibody is produced in a cell culture medium, free of animal or human-derived components. MCB
and WCB and cells from end of production have been sufficiently tested for adventitious and
endogenous viruses. The tests demonstrate the absence of viral contaminants. Only retrovirus-like
particles have been detected, which is expected for this type of cells. A retroviral risk assessment
demonstrated an excess reduction capacity for retroviral particles within manufacturing process, The
presence of retroviral particles is therefore justified. The purification process includes four steéb

including virus filtration, which all have been validated for their virus removal capacity of en
L 2

ped
and non-enveloped viruses.

Overall, sufficient virus inactivation/removal capacity has been demonstrated. é

Not applicable.

N
2.4.3.7. GMO @0\'
\

2.4.4. Discussion and conclusions on chemical rmaceutical and
biological aspects Q

Information on development, manufacture and control wactive substance and finished product has
been presented in a satisfactory manner. The result tests carried out indicate consistency and
uniformity of important product quality characteristies, and these in turn lead to the conclusion that
the product should have a satisfactory and unﬁm performance in clinical use.

The applicant has applied QbD principlem development of the active substance and/or finished
wever, no design spaces were claimed for the
manufacturing process of the activ tance, nor for the finished product.

product and their manufacturing proc

One major objection was raisj ring the assessment for the lack of valid EU GMP certificates for
active substance and finiw duct sites, which has been adequately addressed by the end of the

procedure. @

At the time of the t@pinion, there were a number of minor unresolved quality issues having no
impact on the b, @f} risk ratio of the product, which pertain to the: 1) requirement to continue

monitoring t@can content at the active substance level until a sufficient number of batches has
r

been n ed to document manufacturing process consistency and 2) requirement to update the
dossier n optimised endotoxin test procedure once validation of the new procedure is finalised.
These ts are put forward and agreed as recommendations for future quality development.

2.4.5. Conclusions on the chemical, pharmaceutical and biological aspects

The quality of this product is considered to be acceptable when used in accordance with the conditions
defined in the SmPC. Physicochemical and biological aspects relevant to the uniform clinical
performance of the product have been investigated and are controlled in a satisfactory way. Data has
been presented to give reassurance on viral/TSE safety.
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2.4.6. Recommendations for future quality development

In the context of the obligation of the MAHs to take due account of technical and scientific progress,
the CHMP recommends the following points for investigation:

1. The Applicant proposes to monitor glycan content through a continued process verification
protocol in which glycan content can be quantitatively monitored in all commercially
manufactured active substance lots for the first year of manufacture, and trending analysis
performed to ensure levels are not drifting or changing in a meaningful manner over time. A
determination can then be made after the first year as to whether continued quantitative
control of glycan content for active substance release testing is required. This approach¥
supported, provided that a sufficient number of active substance batches is manufac
document manufacturing process consistency. The Applicant is recommended to

approach and submit a suitable variation application when sufficient data is av NS to
support discontinued quantitative control of glycan content for active substé elease testing.

2. For the determination of bacterial endotoxin, low endotoxin recovery (@/as observed in the
finished product. The Applicant has declared that a new method emﬁ a demasking
procedure coupled with endotoxin determination is currently und lopment. The Applicant
is recommended to communicate the outcome of method eval a’mo the authorities
immediately upon finalisation. {

Non-clinical aspects OQ b

2.4.7. Introduction O

Tislelizumab is a humanised IgG4 variant an odmerived from a murine hybridoma clone. The
proposed mode of action consists in bindi
transduction and consequently enhanéi
tumour growth in vivo. Tislelizumab
binding to Fc gamma receptors.x

togthe check-point molecule PD-1, blocking its signal
une cell functions, possibly leading to inhibition of
een mutated in the Fc region, in order to minimise the

Non-clinical studies are base@t e requirements of the ICH S6 and S9 guidelines; therefore, a
reduced package of studi as Submitted.

2.4.8. PharnC ogy

ry pharmacodynamic studies

ant performed a wide panel of in vitro studies to characterise tislelizumab binding to its
target PD.1 and its subsequent whished effect (i.e. re-activation of immune response). From the
results shown, tislelizumab seems to specifically bind to PD-1 (and to cynomolgus PD-1, but not to
murine PD-1) with KD in the order of 0.1-0.2 nM. EC50 values were calculated with different methods
and in different experimental settings (e.g. ELISA and FACS) and they were in low nM order.
Competition with PD-L1 and PD-L2 molecules was also tested with IC50 values of approximatively
0.5nM. Functional assays showed variable activity but with IC50 or EC50 again in low nM order (0.4-
1.5 nM).

The activity of tislelizumab was investigated in several in vivo experiments. The experiments include
also allogeneic xenograft models of epidermoid carcinoma, colon and lung cancers. In all studies
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presented, treatment with tislelizumab (10mg/kg, i.p QW or less) showed a decrease in tumour growth
compared to controls. Although, animal survival was not an endpoint, in most of the studies tumour
regression (not always long lasting) could be observed in some animals (Reports: R01-vivo-127 and
125 colon cancers). Of note, tumour inoculation had only marginal effect on animal weight and no
significant difference could be noted between treated animals and controls.

2.4.8.2. Secondary pharmacodynamic studies

Since tislelizumab contains mutations to reduce Fc effector functions, several experiments were
performed to verify a reduced binding to FcyRs and lack of ADCC and CDC activity.

Dahan et al. 2015 report that Fcy receptor engagement augments the anti-tumour activity PD-
L1 antibodies (Abs), but compromises the anti-tumour activity of anti-PD-1 Abs. These,fi provid
rationale for Fc engineering of these Abs to optimise anti-tumour efficacy. Lack of bin&'&
tislelizumab to FcyR as compared to pembrolizumab and nivolumab was demonstra IR vitro. These
interactions between anti-PD-1 antibodies with competent Fc have shown to s@an ly reduce their
therapeutic efficacy for cancer treatment, likely due to the killing of T cells t@ ody-mediated

effector functions (such as ADCC). @
2.4.8.3. Safety pharmacology programme K
Safety pharmacology parameters were assessed during the toxi studies, please refer to the

2.4.8.4. Pharmacodynamic drug interactions

Toxicology section. Q

No pharmacodynamic drug interactions studies were@smitted as part of this application.
2.4.9. Pharmacokinetics Q

The PK behaviour of tislelizumab was inves@}d after single or repeat intravenous infusion
administration to cynomolgus monkeys.a hg,study P14-057-YD included three groups with single dose
administrations of 3/10/30 mg/kg tis%mab and one group with repeat-dose administration of
tislelizumab 10mg/kg once week our weeks with a total of five doses. There was no control group
in this study. In the single do ups, Cmax and exposure increased approximatively dose-
proportional. In the repeat-do roup, some accumulation could be noticed between d1 and d289, at
least in male animals. S 'a\ifferences in PK parameters between female and male animals were
observed. ADA were d in the vast majority of the animals with possible impact on tislelizumab

concentration.
o CD
Toxicokinetic e single dose study in monkeys, tislelizumab Cnax and AUC increased slightly more

than dose tionally. T 2 ranged from 7-11 days, approximatively. In the 13-week repeat-dose
study i eys, tislelizumab Cmax and AUC increased approximatively dose proportional at day 1.
Sligh mulation between d1, d29 and d71 could be seen in the mid and high dose groups in male

animals. The presence of ADA may have affected Cmax and AUC especially in the low dose group and
potentially AUC for the mid and high-dose groups, nevertheless exposure was still present in the
majority of the animals. Of note, results of the nAb assay indicate that the ADA were neutralising.
Serum exposure in male and female monkeys was generally comparable after a single dose on Day 1
across the two IV dose groups. Serum exposure to tislelizumab in female monkeys was generally lower
compared with those measured for male monkeys after repeated once every two weeks IV bolus doses
on Day 71 across the two IV dose groups.

Overall, PK parameters were compatible with the ones expected for monoclonal antibodies.
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Distribution

No specific tissue-cross reactivity with tislelizumab was noted in cynomolgus monkey or human
tissues. (study Nos 014-057-2Z] and 014-057-1Z]). A Retrogenix assay, was also performed, please
refer to the section “other toxicity studies”.

No animal studies have been conducted to assess the impact of tislelizumab on milk production or its
presence in breast milk.

Metabolism and excretion
No metabolism and excretion studies were performed. E
Pharmacokinetic drug interactions

As there is minimal involvement of the cytochrome P450 system in the metabolism of ﬁ@lonal
antibodies it is endorsed that no in vitro drug interaction studies with tislelizumab a@ nducted.

2.4.10. Toxicology \\'Q

2.4.10.1. Single dose toxicity 0

The Applicant performed a single-dose toxicology study in mice (m14- 5@'), where 0/30/100 mg/kg
tislelizumab was administered IV once to 10 female and 10 male ani group and followed by a 28-
day recovery period. Only a limited set of parameters was analy inical observations, body weight,
food consumption, upon necropsy: macroscopic evaluation ( dings), the Applicant did not
observe any sign of toxicity. Of note, no TK analysis perfo so the exposure not known in this
study. Importantly, the mouse is not the relevant anim ies, since tislelizumab does not bind to

murine PD-1. O

Moreover, the Applicant performed a single—dose@k_ology study in monkeys (p14-057-jd), where
0/10/30/100 mg/kg tislelizumab was admir@gd IV once to one female and one male animal/group
and followed by a 28-day recovery period Applicant did not observe any sign of toxicity and set
the MTD at 100mg/kg. ADA were det 3& about 50% of the animals.

2.4.10.2. Repeat dose toxicit{Q

-dose toxicology study in monkeys (p14-057-cd), where 0/3/10/30

The Applicant performed a re
i

mg/kg tislelizumab was adwinistered IV once biweekly for 13 weeks to 6 animals/sex/group followed

by a 6-week recovery périod (the first 4 monkeys/sex/group were euthanised after 13-week of dosing
on Day 91 and the'\ ing 2 monkeys/sex/group were euthanised on Day 133) following a 6-week
recovery periogd.

pplicant did not observe any sign of toxicity and set the NOAEL at 30 mg/kg.
y parameters were incorporated in the toxicology studies and no effects were noted

administered IV once every two weeks for 13 weeks to 3 animals/sex/group or as two single doses (14
days apart to 3 males only) via subcutaneous injection (SQ). No sign of toxicity was observed at
30mg/kg, which was confirmed to be the NOAEL. However, in the 60 mg/kg IV group, a female had to
be euthanised early at day 31. The causes were possibly attributed to immunogenicity.

2.4.10.3. Genotoxicity
No genotoxicity studies were performed as part of this application.
2.4.10.4. Carcinogenicity

No carcinogenicity studies were performed as part of this application.
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2.4.10.5. Reproductive and developmental toxicity

No dedicated in vivo studies reproductive and developmental toxicity studies were submitted as part of
this application The applicant submitted a literature review on the effects of PD-1/PD-L1 on embryo-
foetal toxicity. The risk-assessment highlighted the important role of the PD-1/PD-L1 axes in
pregnancy and foetal loss. Tislelizumab may cause foetal harm, increase rates of abortion or stillbirth
or altering the normal immune response in foetuses if administered to a pregnant woman, which is
acknowledged. Moreover, the effects of PD-1/PD-L1 on prenatal and postnatal development, including
maternal function, suggest that inhibition of PD-1/PD-L1 pathway during pregnancy may cause or
potentiate autoimmune diseases in infants. Examination of reproductive organs was performed during
the 13-week repeat dose study, where no findings were reported.

2.4.10.6. Toxicokinetic data @
X e?)
2.4.10.7. Local tolerance \

Local tolerance endpoints were included in the repeated dose toxicity study an |ngs were
reported. This is considered acceptable.

2.4.10.8. Other toxicity studies
Other in vitro toxicity studies were performed in order to evaluate t|s |zu;ab antigenicity,
immunotoxicity and potential to induce cytokine release.

The Applicant performed two tissue cross-reactivity studies o man normal tissues (014-057-
173) and 30 monkey normal tissues (014-057-227]). The CR studies submitted in the original

application were not considered GLP compliant therefor tudy results were replaced with
Retrogenix assay. The Applicant performed a Retro i
on fixed and live human cells (HEK293 transfect =The positive signals were further verified by
FACS. Although for tislelizumab an Ab conceniratiom much higher than the one of the positive control
rituximab was used (20ug/ml versus lug/ ectively), the signal appears to be strong and
specific. The results of the Retrogenix QQ entified a specific, although weak, off-target binding to
TREML1, which was not sufficiently atéﬁ d in the current answer and the Applicant was asked to
further investigate. In response, ppllcant provided an additional study investigating the potential
binding of tislelizumab to TRE {wa SPR. Two different assay formats were tested, one format had
the antigen in solution (mgno nt format) the other format had the antigen bound to the surface
e

assay showing binding of tislelizumab to PD-1

(avid format). None of t ats could confirm tislelizumab binding to TREML-1. Of note, the
respective p05|t|ve C esulted in positive signals, as expected. Therefore, it is unlikely that
VDT482 shows si & competition against the natural ligand of TREML1 and thus the weak
interaction o in the Retrogenix in vitro assay is not expected to have any physiological
implication." 6

2.4.11. oxicity/environmental risk assessment

A justification for not performing an environmental risk assessment was provided. As tislelizumab is a

protein composed of natural amino acids, and proteins are expected to biodegrade in the environment
and not pose a significant risk. Therefore, tislelizumab is exempt from preparation of an Environmental
Risk Assessment as per the “Guideline on the Environmental Risk Assessment of Medicinal Products for
Human Use” (EMEA/CHMP/SWP/4447/00).

2.4.12. Discussion on non-clinical aspects

Overall, the primary pharmacodynamic studies provided evidence that tislelizumab can bind to PD-1
receptor and can prevent the interaction with PD-1 ligands PD-L1 and PD-L2, avoiding PD-1-mediated
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inhibitory signalling. However, most experiments were performed in very artificial conditions showing
binding to PD-1 transfectants, believed to have a very high target expression. Lack of binding of
tislelizumab to FcyR as compared to pembrolizumab and nivolumab was demonstrated in vitro. These
interactions between anti-PD-1 antibodies with competent Fc have shown to significantly reduce their
therapeutic efficacy for cancer treatment, likely due to the killing of T cells by antibody-mediated
effector functions (such as ADCC). However, how this would pan out in a disease animal model is not
known. Therefore, a comparative study with nivolumab and pembrolizumab in an animal model to
determine the lack of antibody effector function in vivo would have been supportive of the non-clinical
proof of concept of tislelizumab. Therefore, more data on binding to unstimulated PBMCs (performed,
but not shown) were requested. In vivo studies using murine xenograft tumour models and human
PBMCs showed tislelizumab efficacy against several tumour cell lines. 6

The pharmacokinetics of tislelizumab were assessed in cynomolgus monkeys in a single- study
and in the repeat-dose toxicity study after IV administration. This is appropriate as it P\ the
clinical route of administration. ADA were detected in most of the animals and dete Kd to be mostly
neutralising. An impact on Cmax and AUC was evident especially in the low do
also on AUC for the mid and high-dose group, nevertheless exposure was stil
studies indicate that tislelizumab has pharmacokinetics typical for a mAb. ewly developed
validation methods are considered fit for purpose and suitable to be use upport of the pivotal GLP
toxicology study. As tislelizumab is expected to be degraded to sm ptides and individual amino
acids, the omission of metabolism and excretion studies is supp

As there is minimal involvement of the cytochrome P450 sy %-ve metabolism of monoclonal

antibodies it is endorsed that no in vitro drug interacti @ with tislelizumab are conducted.

and potentially
nt. Overall, these

The toxicity of tislelizumab was evaluated in a smglﬁse toxicology study in mice (not relevant

species) and in two studies in cynomolgus monk?\ relevant species.

The studies in monkeys were a single-dose logy study with tislelizumab IV up to 100 mg/kg, a

b IV biweekly up to 30 mg/kg and an additional
elizumab was administered IV once every two weeks for
13 weeks to 3 animals/sex/group o single doses (14 days apart to 3 males only) via
subcutaneous injection (SQ)+. I irst two studies, no signs of toxicity were observed. A MTD of
100mg/kg for the single dos in monkeys and a no observed adverse effect level (NOAEL) at
30mg/kg for the repeat-d stidy were set. In the additional repeat-dose study (Labcorp, USA) no
sign of toxicity at 30m ere observed, which was confirmed to be the NOAEL. However, in the 60
mg/kg IV group, ale has to be euthanised early at day 31. The causes were possibly attributed to
immunogenicity. were detected in most of animals at low doses and in individual animals at mid
and higher d
repeat-do ology studies in cynomolgus monkeys with intravenous dose administration for 13
weeks s of 3, 10, 30 or 60 mg/kg every 2 weeks for 13 weeks (7 dose administrations), no
reatment-related toxicity or histopathological changes were observed at doses up to 30
mg/kg every 2 weeks, corresponding to 4.3 to 6.6 times the exposure in humans with the clinical dose
of 200 mg. This is reflected in section 5.3 of the SmPC. Reproductive and developmental toxicity
studies have not been conducted with tislelizumab. In line with ICH S9, omission of fertility/early
embryonic development studies and of pre-/post-natal development studies is accepted. A weight of
evidence approach, as outlined in ICH S6(R1) was applied to describe the potential risk of tislelizumab
to human pregnancy, which is acceptable. Given the role of the PD-1/PD-L1 pathway in maintaining
materno-fetal tolerance (in murine models of pregnancy, blockade of PD-1/PD-L1 signalling has been
shown to disrupt tolerance to the foetus and to result in increased foetal loss, treatment with
tislelizumab during pregnancy may lead to abortion or still births. Furthermore, tislelizumab is a
monoclonal antibody and is expected to be present in breast milk. Because of the potential for serious

first 13-week repeat-dose study with tislehi
repeat-dose study, where 0/30/60 m

owever the exposure was maintained in almost all animals. In conclusion, in
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adverse drug reactions in breast-fed infants breastfeeding is not recommended during tislelizumab
treatment and for at least 4 months after stopping treatment with tislelizumab.

This is reflected in section 4.6 of the SmPC.

No studies have been performed to assess the potential of tislelizumab for carcinogenicity or genotoxicity
in line with ICH guideline S9 and ICH S6(R1).

Moreover, two tissue cross reactivity studies on cynomolgus and human normal tissues were
performed, but their sensitivity was questioned. Therefore, a Retrogenix assay was performed in order
to address the concerns. Results from this assay show binding to tislelizumab to PD-1 on fixed and live
human cells (HEK293 transfectants). The positive signals were further verified by FACS. Although\for
tislelizumab an Ab concentration much higher than the one of the positive control Rituxima sed
(20 pg/ml versus 1 ug/ml respectively), the signal appears to be strong and specific. Th Its,
together with the data provided contributed to clear up the doubts about tislelizumab \Q e
insufficient binding. However, the results of the Retrogenix assay identified a specifi hough weak,
off-target binding to TREML1, which needed to be further investigated. In res % additional
study investigating the potential binding of tislelizumab to TREML-1 via SPR xp ovided. Two
different assay formats were tested, one format had the antigen in soluti Qnovalent format), the
other format had the antigen bound to the surface (avid format). None o formats could confirm
tislelizumab binding to TREML-1. Of note, the respective positive c Is resulted in positive signals,
as expected. Therefore, in conclusion, it is unlikely that VDT482 Qg significant competition against
the natural ligand of TREML1 and thus the weak interaction o in the Retrogenix in vitro assay is
not expected to have any physiological implication. b

Importantly, the TCR and the first toxicological studiesk‘e performed in the facility of JOINN
Laboratories (Beijing, China), which was not part of mpliance monitoring program of an EU
monitoring authority and located in a non—OECD@ country. A study-specific GLP inspection was
triggered for studies P14-057-CD (13-week@t-dose toxicity in monkeys), 014-057-2Z] (TCR in
monkey tissues) and 014-057-1Z] (TCR i an tissues) A remote inspection was performed from
14/11/2022 to 18/11/2022. The final gion report, dated 20/01/2023, indicated several critical
and major findings and declared al ree studies as non OECD- GLP compliant. Several actions to
mitigate the negative inspection§ me were proposed. A new in vivo 13-week repeat-dose
toxicology study for tislelizu a GLP-compliant facility (Labcorp, USA) was initiated. Considering
the new study results conw the NOAEL at 30mg/kg, the results of additional tests confirming the
specific binding of tisleli to PD-1, the well-known target and that “nonclinical toxicity studies in
nonhuman primat een poor in predicting clinical toxicities for antibodies mediating immune
checkpoint block@\/ang et al 2014)"”, the GLP inspections findings were considered solved.
Several othe \

ro toxicity studies were performed in order to evaluate tislelizumab antigenicity,
immun o@y and potential to induce cytokine release. Beside the potential of tislelizumab to induce
neutralising ADA and to possibly induce an enhanced recall response to the re-challenge antigen, no
other icities were detected.

Regarding ecotoxicity, the active substance is a natural substance, the use of which will not alter the
concentration or distribution of the substance in the environment. Therefore, tislelizumab is not
expected to pose a risk to the environment.

2.4.13. Conclusion on the non-clinical aspects

Overall, the package of in vitro and in vivo non-clinical studies with tislelizumab is adequate and is
supportive of market approval for Tizveni.
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2.5. Clinical aspect

2.5.1. Introduction

GCP aspects
The Clinical trials were performed in accordance with GCP as claimed by the applicant.

The applicant has provided a statement to the effect that clinical trials conducted outside the
Community were carried out in accordance with the ethical standards of Directive 2001/20/EC.

e Tabular overview of clinical studies

Overview of main studies and their status: @

Patients

Study
Status

Study Design

\J
Treatments and ta rge&
regimen

randomised

(N)

001
Completed

Phase I, open-label, multiple-dose, dose- 0.5/2/5/10 mg/kg
escalation and expansion study

. c . 2/5 mg/kg Q3
investigating the safety, tolerability, PK, 200 3W
and antitumour activity of tislelizumab in mg Q

patients with advanced tumours, including

NSCLC :Q)
Participating countries: Australia, New Q
Zealand, South Korea, Taiwan, United O

States (27 centres) \

451 enrolled
(49 with
NSCLC)

102
Completed

Phase I/II multicentre, open-label, s 200mg Q3w
in Chinese patients with advanced sali
tumours. The Phase I portionsasseSsed
safety, tolerability, PK char istics,
preliminary antitumour ac m and
determined the MTD a r)RP2D of
tislelizumab. The Pha portion was
conducted as an in@ n-expansion
study to further the safety, PK,
and prelimin acy in patients with
mours, including

malignant’glé
cohorts % ients with NSCLC.

*
Participating country: China

L ntres)

300 enrolled
(56 with
NSCLC)

303

@se III, randomised, open-label,
ulticentre study in adult patients with

Oongoi g@

Tislelizumab 200 mg iv Q3W

histologically confirmed, locally advanced
or metastatic NSCLC (squamous or
nonsquamous) who had disease
progression during or after a platinum-
containing regimen to investigate the
efficacy and safety of tislelizumab
compared with docetaxel.

Docetaxel 75 mg/m? iv Q3W

Participating countries: China,
Bulgaria, Brazil, Lithuania, Mexico, New
Zealand, Poland, Russia, Slovakia,
Turkey.

535

270

Total: 805

307

Phase III, multicentre, randomised, open- Arm T+PC
label study to compare the efficacy and

T+PC: 120
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Ongoing safety of tislelizumab combined with Tislelizumab 200 mg iv D1 Q3W

paclitaxel plus carboplatin or nab- Paclitaxel 175 mg/m2 D1 Q3W

paclitaxel plus carboplatin vs. paclitaxel Carboplatin AUC 5 D1 Q3W

plus carboplatin alone as first-line (Paclitaxel and carboplatin

treatment for untreated advanced administered 4-6 cycles)

squamous NSCLC.
Arm T+nPC

Participating country: China Tislelizumab 200 mg iv D1 Q3W T+nPC: 119
Nab-paclitaxel 100 mg/m2 D1, 8,
15 Q3w

Carboplatin AUC 5 D1 Q3W

(Nab-paclitaxel and carboplatin
administered 4-6 cycles) 6

Arm PC* . 6
Paclitaxel 175 mg/m? D1

Carboplatin AUC 5 D1 Q@
(Paclitaxel and carb% PC: 121

administered 4-6 c

progression.

*Optional crossov receive
tislelizumab 2% v upon disease

P Total: 360
304 Phase III, multicentre, randomised study Indu ase:
Ongoing to investigate the efficacy and safety of A T+PP: 223
tislelizumab combined with platinum- elizfmab 200 mg iv D1 Q3W
pemetrexed vs. platinum-pemetrexed latin 75 mg/m2 or carboplatin
alone as first-line treatment for patients C5
with Stage IIIB or IV nonsquamous O Pemetrexed 500 mg/m?
NSCLC. (Chemotherapy administered 4-6
Q cycles Q3W)
Participating country: Ché)\o
Arm PP
0 Cisplatin 75 mg/m? or carboplatin  PP: 111
AUC 5
O Pemetrexed 500 mg/m?
K (Chemotherapy administered 4-6

cycles q3w)

. Qa Maintenance Phase: Total:334
\ Arm T+PP
Tislelizumab 200 mg iv D1 Q3W

>
G\C) Pemetrexed 500 mg/m? Q3W

@ Arm PP*
Pemetrexed 500 mg/m? Q3W

*QOptional crossover to receive
tislelizumab 200 mg iv upon disease
progression.
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2.5.2. Clinical pharmacology

2.6.2.1 Pharmacokinetics

Clinical studies that contributed to the characterisation of the clinical pharmacology properties of
tislelizumab are presented in Table 2. Dose ranges from 0.5 to 10 mg/kg Q2W, 2 and 5 mg/kg Q3W,
and 200 mg Q3W, all administered as intravenous infusions over 30 to 60 minutes were studied.
Sparse PK samples were collected in Phase I, II, and III studies that tested the recommended dose of
200 mg Q3W. PK data from the studies presented in Table 2 were also used in the popPK analysis and
to characterise ER relationships.

Table 2: Overview of studies with clinical pharmacology components in patients

Study number, phase

Clinical pharmacology

2=

type of study Population "m of PK evaluable assessments with study
{objectives) pa data
Tislelizumab monotherapy \ )
BGE-A317-001. Phase IAIB Patients with advanced ar | 108 (NCA) NCA iase |4 Part 1
Open-label, multiple-doze, refractony solid tumors 450 (PopPK) PopPk (Dose escalation):
multicenter, 2-part, dose (TN} ur ‘0.5, 2, 5, and 10 mg'kg Q2W
:i:-:'::;: and indication 0.5 mglkg Q2W in =3} ADA Y Phase I4 Part 2 (Schedule
{safety, tolerability, anti-tumor 2 mg/kg Q2W (n = 26) @ E?:Emnﬁ'é.q@ QW or QW
activity, and determine MTD and 5 mg/kg Q2W (n = 2B)
RP2ID) _ Phase |A Part 2
10 mg'kg Q2W (n=T7) (Flat-dose evaluation): 200 mg
2 mglkg QAW n = 21) @ Q3w
5 mgikg Q3W (n = 354) Phase 1B
= (Indication expansion):
200 mg Q3W (n=13) 5 mgfkg QAW
BGB-A317-102, Phase Il Chinese patients with 20 (NCA) NE Phase |
Open-label, multicenter, 2-part, advanced solid tumors 300 (PopPE) MK (Dose wenfication):
dose-verification and indication (TN} 200 mg Q3W
- Exposure-safety
expansion ) ADA Phase | (PK substudy):
(safety, tolerability, antiumeor 200 mg for the first dose, and
activity, and determine MTD and 200 mg QW started at Week
RPID) 5 Day 1
Phase Il
(Indication expansion):
P i 200 mg Q3W
BGB-A317-203, ot o g!:::wese patients with R/R e PK) PopPK 200 mg Q3w
Open-labal, single-am and 9 ) Exposure-safety
nmilticenter ADA
(efcacy, safety and tolerability)
BiGB-A317-204, Phase Il 108 (Sparse PK) PopPK 200 mg Q3W
Single-arm, multicenter, and 112 (PopPK) Exposure-safety
multinational ADA
(efficacy, safety and tolerability)
B3B-A317-205, Phase || se patients with 30 (PopPK) PopPK 200 mg Q3W
Open-label, single-arm, ki I able, locally
cohort, multicenter \ p advanced or metasiatic
(efficacy, safety, tolerapiligland esophageal, gastric, or
antitumor activity gastroesophageal junction
Ccanzinoma
BGB-A317-208 | Patients with 241 (Sparse PK) PopPK 200 mg Q3W
Cpen-la si h previously-treated 248 (PopPK) Exposure-safety
multicen national unreseciable HCC ADA
effi . and tolerability}
BGE . Phase | Chinese patients with 76 (PopPE) PopPk 200 mg Q3W
Cpen-la single-arm and previously-treated locally
multicenter advanced unresectable or
(efficacy, safety, and tolerability) metastatic MS1-H or
dMMR solid tumors
BGE-A317-302, Phase lll Patients with advanced, 245 (Sparse PK) PopPK 200 mg Q3W
Randomized, controlled, open- unresectable or metastatic | og4 (PopPK Exposure-safety
label, two-arm multicenter, and esophageal squamous cell (PopPH) ADA sur
multinational Ccanzinoma
(efficacy, safety, and iolerability)
B3B-4317-303, Phase Il Patients with locally 518 (Sparse PK) PopPK 200 mg Q3W
Open-label, two-arm, randomized, | advanced or metastatic 532 (PopPK]) Exposure-efiicacy
multicenter, and multinational MHSCLC with disease
(efficacy, safety, and tolerability) progression on or after Exposure-safety
prior chemotherapy ADA
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Study number, phase Clinical pharmacology -
t of st Population Nm of PK evaluable asses nts with st Trsllellzumab Dosage
{ohjectives) pa data regimen
Tislelizumab combination therapy
Bi38-A317-208, Phase || Chinese patients with 54 (PopPK) PopPK 200 mg TQ3IW
Open-label, multi-cohort and locally advanced or Exposure-safety
multicenter metastatic lung cancer ADA
(efficacy, safety, tolerability and
antitumor activity)
BGB-4317-304, Phase |l Chinese patients with 222 (PopPK) PopPK 200 mg Q3w
Open-label, two-am., randomized keally advanced or Exposure-efficacy
and multicenter metastatic non-squamous
(efficacy, safety and folerability) NSCLC Exposure-safety

ADA
BGB-4317-307, Phase |l Chinese patients with 238 (PopPK) PopPK 200 mg Q3w
Open-label, multi-arm, multicenter, | locally advanced or Exposure-efficacy
and randomized metastatic squamous
{efficacy, safety and tolerabilty) | MSCLG E’::S”'mfe"”
Abbreviations: ADA, antidrug antibody; cHL. classical Hodgkin lymiphoma: dMMR, deficient mismatch repair; HCC, hepatocellular carcinoma; MS1-H. mi
instability-high; MTD. maximum tolerated dose; MCA. noncompartmental analysis; MSCLC, non-small cell lung cancer, PD-L1, programmed cell death .
PopPH, population pham'lamklnene(s‘; Q2W, once every 2 weeks; Q3W, once every 3 weeks: RP2D, recommended Phase 2 dose; RIR. relapsed . TH.
treatment-naive; UC, urcthelial carcinoma.
Mote: All doses were sdministered intravenoushy.
Source: [Study 001], [Study 102], [Study 203], [Study 204], [Study 205], [Study 208], [Study 209], [Study 302], [Study 303], [Study 208], [amo&
[Study 307] [PopPK Report-Table 8], [BGB-A317-CP-000], [ER Report]

The number of patients by age group for the 12 studies of the PopPK dataset @ded in the table

below. 0

Table 3: Number of patients by age group in the 12 studies inclu the PopPK dataset
Study &
number | 001 | 102 | 203 | 204 | 205 | 206 | 208 | 209 | 302 ) 304 | 307 | Al
Age <64 285 (223 |66 |69 |20 | 39 148 | 63 163 | 147 | 1750

group ['g5-74 [125[72 [4 [37 [10 [14 [75 |11 |[§ N 5|56 |91 | 737
7584 |40 [5 [o [s6 Jo [1 [24 [ (UYs [13 [3 [o [107

=85 0 0 0 0 0 0 1 N0 0 1 0 0 2

\¥,
Analytical methods Q

Two quantitative indirect enzyme immunoa
tislelizumab in human serum. The fir ical laboratory method in serum was developed and fully
validated at Australia CPR Pharma Se VAL136). This method was then transferred to Covance and
fully validated at their Shanghai | tory (8354-363). In addition, a formal cross-validation has been
performed to verify that PK d tained at different laboratories (method VAL136 and method 8354-
363) are reliable and co arQ

A validated antidrug ant@by (ADA) electro-chemiluminescent (ECL) immunoassay utilizing the Meso
Scale Discovery ( chnology was used for determination of anti-tislelizumab antibodies in human
serum from cliai%dies. Detection of ADAs was performed in 3 steps: a screening assay; a
confirmation Sy and a titration assay to estimate the level of antibody in confirmed positive

samples. @

Av competitive ECL ligand-binding assay utilizing MSD technology was applied for detection of
neutralizing antibodies (NAbs) to tislelizumab.

PK data analysis

In the early studies (BGB-A317-001 and BGB-A317-102), PK parameters were derived using standard
noncompartmental methods with WinNonlin Professional or SAS.

In addition, a popPK model was developed from the full PK analysis dataset consisting of 12 studies
(Studies 001, 102, 203, 204, 205, 206, 208, 209, 302, 303, 304, and 307, see Table 4) to
quantitatively describe the PK properties of tislelizumab and identify sources of interindividual
variability.
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Table 4: Summary of studies included in the PopPK analysis

Region Study No. Title Phase Dose Regimen ~
A Phase 1A/1B, Open Label. Multiple Dose. Dose Study to °5,§":,‘13“‘§:'3w
Global | BGB-A317-001 Safety, Phanmacokinetics and Antinmor Activities of the anti- m-lmmmsea A317n ] Ry et e Gw 451
smmmum SUUERE 90O MPRE W
and 200 mz Q3W
Phase IT Srudy Safery.
Chima | BGB-A317-102 Activities of Ant-PD-1 Moooclonal Antbody BGB- Asl:momhmmmuw 12 | 200mg Q3W 300
Tumors
China BGB- A317-203 ASh;anth{icm.MISMvd!BGB-M]?u y in Relapsed or Refractory 3 200 mg Q3W 70
China/ A Single-Am. Multicenter Phase 2 Study of BGB-A317 in Patients with Previously Treated PD-L1+ y
Kores | BOB-A3T | 1ouny Advanced or Urothelia! Bladder Cancer 1 | W= QW e
APhasel, ohort Study to Investigate the Safety. and
? Actvity of the ang-PD-1 Monoclonal Antbody BGB-A317 in Combination with Chemotherapy as First- >
Chima | BGB-A317-205 | 1y, Traamment in Adults with Inoperable, Locally Advanced or Metastatic Esophageal. Gasic, or 1 | X0mpgQswW 30
Gastroesophageal Junction Carcinoma
- Mmf 2<“ﬁ-mm'ﬁ:bodv BGB-A317 m Combination. with
k {3 anti- v - m o
Chima | BGB-A317-206 wummmmammmmmnywuuumm 3 | M0meQW 54
APhase2, enter Study to Investizate the Efficacy. Safety. and Pharmacokinetics of the
Global | BGB- A317-208 Anti-PD-1 Monoclonal Am‘body BGB-A317 in Patients with Previously Trested Hepatocellubr | 2 | 200mg Q3W 249
Unresectable Carcinoma
A Single-Ann. Muln-Center, Open-Label, Phase 2 Srady to Evaluate Eficacy and Safety of Tislehzumab
BGB- A317200 (BGB-A317), an anti-PD-1 Membuh\mbod\' 25 Morotherapy in Pagents with Previously-Treated a 200 mg Q3W 7
China = Locally Advanced U ellite v-High (MST-E) or Repair [ - =g
Deficient (dMMR) Solid Tumors *
A Randomized, Controlled, Open-label. Global Phase 3 Study Comparing the Efficacy of the anti-PD-1
Global | BGB- A317-302 mnﬂm&mmjmw ukmlmhuwmhnnsm 3 200 mg Q3W 264 K
m‘ ol ‘m o
Global | BGB- A317-303 Ammxmummmb«mmmmxm—sw 3| 200mz Q3w 532
Cell Cancer Who Have udenikmphmm-c
A Phase 3, Open-Label, Multicenter, Inveshgate the and Safety of
Tislelizumab (BGB-A317) (Anti-PD1 Antidody) Com&mdwnhplm Pemetrexed Versus Platinum- o
Chima | BGB-A317-304 | pornorraved Alone as First-line Treatment for Patients With Sage IIB or IV 3 | 00mg QW 2
A Phase 3, Multicenter, Randomized Open-Label Srudy to Compare the Efficacy and Safery of
565 A313-567 Tislelizamab (BGB-A317. Ant-PD] Antibody) Combined With Pachtaxel Phus Carboplatin o Nab- | o | 00 oo
China 3 Pacliane Pl Caropiats Versas Paclial s Csboplacs Alco s Fust-Line TresstforUsteated =gQ
Advanced Squamous Nog- ell Lung er

A 3-compartment model with first order elimination from the centr, \npartment, and redistribution
into the peripheral compartments best characterised tislelizum ollowing IV administration.

k.=elimination rate constant

k,.=rate constant from central to peripheral 2
k,;= rate constant from peripheral 2 to central
kyz=rate constant from central to peripheral 3
k3;= rate constant from peripheral 3 to central
ClL=clearance

Q,=inter-compartmental clearance 2
Q,=inter-compartmental clearance 3
V.=central volume

V,=peripheral volume 2

Vs=peripheral volume 3

IV=intravenous

Fig : PopPK model diagram for tislelizumab

Parameter estimates for the final PopPK model for tislelizumab are presented in Table 5.
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Table 5: Summary of final population PK parameters

Final PopPK Model
Parameter Parameter Description Estimate Median (95% CT) Shrinkage
(% RSE) from bootstrapping (%)

exp(8,)=24 Clearance. CL (L/day) 0.153 (0.816%) 0.154 (0.151. 0.157) 15.9%

6. Influence of WT on CL 0.565 (5.95%) 0.562 (0.491. 0.631) =

6,, Influence of ALB on CL -0.457 (11.2%) -0.443 (-0.648. -0.229) -

é,, Influence of TUMSZ on CL 0.0735 (10.4%) 0.0757 (0.056. 0.0953) z

6,5 Influence of ADA on CL 0.111 (13.8%) 0.110 (0.0783. 0.146) =

O,; Influence of TUMTP of GC on CL 0.069 (48.2%) 0.0778 (-0.00319. 0.161) = 4

2.5 Influence of TUMTP of cHLon CL | -0.216 (17.1%) -0.215 (-0.294. -0.137) & \

— -

ap(8,) Central volume. V_(L) 3.05 (0.498%) 3.05 (3.02.3.08) 15.7;/@

6, Influence of WT on V_ 0.397 (5.50%) 0.395 (0.354. 0.437) ¢

6, Influence of Sex on V_ -0.116 (8.30%) -0.116 (-0.135, -0.0997) =

é,, Influence of Ageon V_ 0.0966 (51.7%) 0.0957 (0.0602. 0.132) S
Inter-compartmental clearance. Q,

ap(6,)+24 e 2, 0.740 (4.55%) 0.746 (0.616. 0. =
L/day) N

exp(8,) Peripheral volume. V, (L) 1.27 (2.02%) 1.27 (1.14@ 55.8%
Inter-compartmental clearance, Q.

ap(6,)=24 e Qs 0.092 (3.23%) 0.0923 (L0796, 0.104) -
(L/day) o~

ap(8,) Peripheral volume. V, (L) 2.10 (3.89%) g.w.sl. 2.30) 44.4%

(o:a, = Covarnance (CL.V) 0.020 (6.43%) 0.0167. 0.0227) =

—_— CL. 26.3 (1.84%) | 26.4 (25.2.27.7) =

Individual v, 16.7 (2.05\\.} 16.7 (15.8.17.6) s

Variability - ) 2

(%RSE) Vi 74.7 (mvo) 76.3 (65.0. 86.8) -
v, 9@0‘@ 07.3 (85.7. 110) .

%% Proportional residual error (%) XIZ. 1.08%) 12.6 (12.0. 13.2) 17.8%

<, Additive residual error (ug/mL) . Q,M)Q (©.31%) 2.06 (1.79.2.33) 17.8%

In Amendment 1 to the popPK report
from BGB-A317-302 study were ¢

N

d and PK parameters were re-estimated using the final PopPK

epancies regarding the baseline body weight of two subjects

tical to those reported in the original PopPK report, with some minor

model and the updated PopPK@is:! with corrected weights. The estimated PK parameters using

updated dataset were almost
differences in second d \place.

e g
ion of popPK model

Evaluation and Quali

The final PopRK
goodness-of

The

was evaluated with multiple model qualification/validation methods, including

F) plots, prediction-corrected visual predictive check (pcVPC), numerical predictive
check ( P@)ootstrap, and shrinkage assessments.

al goodness-of-fit plots of the final PopPK model are shown in Figure 7 and Figure 8, where a

good agreement between the predicted concentrations and the observed concentrations was observed
and no apparent bias was observed in the residuals plots over time and across predicted
concentrations.
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Figure 3: Predicted versus observed concentration for the final PopPK
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ehted residuals (CWRES) vs time (top left) and population predicted concentrations (PRED, top
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concentratibns (IPRED, bottom right). Points are individual data. Red solid lines represent the unit line at zero.
Green dotted lines represent [CWRES| of 5. The blue dashed lines are smooth curves (lowess) showing the
relationship between 2 vanables.

Figure 4: Residual diagnostic plots for the final PopPK model

The ability of the final popPK model to reproduce the distribution of the tislelizumab concentration data
over time was evaluated using pcVPC based on 1000 simulated replicates of the original dataset. The
pcVPC plots showed that the observed median, 2.5th and 97.5th %tiles of the concentration-time
profiles were generally contained within the simulation-based 95% confidence intervals for the
corresponding model predicted median and 2.5th and 97.5% %tiles. These results suggest that the
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final popPK model adequately predicted the central tendency and variability of the serum tislelizumab
concentrations following IV administration.

All subjects (n=2596)

1000 -3

Serumconcentration of tislelizumab ( ug/mL)

Time after previous dose (day) Q
All subjects (0-42 days,n=2596) \

Serumconcentration of tislelizumab ( ng/mL)

0.1 =7 T T T T T T
(] 7 14 21 28 35 &
Time after previous dose (day) < :

Figure 5: Prediction-corrected vis @dictive check of tislelizumab serum concentration
time profiles across all studies

©

In study 001, noncomp \ﬁtal PK analysis revealed a Cmax after the first dose of tislelizumab (200
mg Q3W) of 76.1 g SN Cycle 4 or Cycle 5, Cnax Was determined to be 89.5 pg/mL. In study 102,
Cmax in Cycle 1 am e 5 was determined to be 66.5 ug/mL and 126 ug/mL, respectively.

*

Absorption

The estimatet dy-state Cnax derived by population PK analysis was 110 pg/mL.
100% bio@ ility is expected as tislelizumab is administered by iv infusion.
DistEi n

Noncompartmental analysis:

In study 102, geometric mean VSS (Cycle 5) was determined to be 4.04 L.

Population PK analysis:

The steady-state volume of distribution is 6.42 L. Vc, V2, and V3 were estimated to be 3.05 L, 1.27 L,
and 2.10 L, respectively.
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Elimination

Noncompartmental analysis:

After 200 mg intravenous tislelizumab dosing, mean CL determined in Cycle 1 and Cycle 5 of study 001
were 0.186 and 0.242 L/day. The apparent terminal t'2 estimated in Cycle 1 and Cycle 5 was 15.9
days and 14.9 days, respectively.

In study 102, clearance values determined in Cycle 1 and Cycle 5 after dosing with 200 mg
tislelizumab Q3W were 0.233 and 0.186 L/day, respectively. The apparent half-lives (t'2 values)
estimated in Cycle 1 and Cycle 5 were 12.9 and 16.6 days, respectively.

Population PK analysis: é

The geometric mean elimination half-life was estimated to be 23.8 days. Clearance was esti d to
be 0.153 L/day. ‘\

Tislelizumab as monoclonal antibody is metabolised by protein catabolism via the r@)endothelial
system or target-mediated disposition. Due to its large molecular size, renal eg&\fQQ of intact

tislelizumab is unlikely. 0

Dose proportionality and time dependencies @

In study 001, drug exposure (Cmax and AUC0-14d) increased in a d&roportional manner from 0.5
mg/kg to 10 mg/kg both after the first dose administration and e 4/5, corresponding to steady
state.

The accumulation indices in study 001 were 1.21 and 1 mined by the ratio of steady-state and
first dose of Cmax and AUCO-tau, respectively. In stud &, the accumulation index ranged between
1.87 and 2.13 determined by PK exposures (ratio f@ady—state and first dose of AUCO-tau, Cnax, and
predose Ctrough). Referring to the population P@ysis, the accumulation ratios are 2.14, 1.62, and
2.49 for AUCss, Cmax,ss and Cmin,ss.

PK in target population 60

Study BGB-A317-303 (Study 30@

A Phase 3, Open-Label, Iti%r, Randomized Study to Investigate the Efficacy and Safety of BGB-
A317 (Anti-PD-1 Antibo Mx;m ared With Docetaxel in Patients with Non-Small Cell Lung Cancer Who
Have Progressed ol'\ %Iatinum—Containing Regimen.

A total of 534 pa eceived tislelizumab at a dose of 200 mg administered intravenously Q3W.
Study treatm t\ tinued until disease progression as assessed by the investigator per Response
Evaluation a in Solid Tumors (RECIST) v1.1, unacceptable toxicity, or withdrawal of informed
consen ichever occurred first.

1 and 5) serum concentrations after the intravenous doses of tislelizumab 200 mg Q3W, summarised
by study cycles up to Cycle 17, are presented in Table 6. A total of 532 patients were included in the
PK data analysis set.

Assessment report
EMA/116407/2024 Page 40/293



Table 6. Summary of tislelizumab serum concentrations in study 303 (PK analysis set)

Tislelizumab concentrations (ug/mL)
Visit Predose (Cpin) Postdose (Cnmax)
GM (GCV%) GM (GCV%)
NC? 68.4 (27.3%)
Cycte 1 (n=519) (n=517)
16.0 (36.9%)
Cycle 2 (n = 493) NA
33.8 (38.3%) 100.8 (27.5%)
Cycle S (n = 329) (n = 329)
40.7 (48.0%)
Cycle 9 (n = 224) NA
47.1 (33.7%)
Cycle 17 (n= 102) NA 6
Source: [Study 303-Table 14.4.1, Listing 16.2.9.1 and Listing 16.2.9.2] (Data cutoff 28-May-2020). [Study 303-
Table 20] @
Abbreviations: Cpa,, maximum serum concentration (end of infusion, postdose); Cmin, Minimum serum * 6
concentration (predose); GCV, geometric coefficient of variation; GM, geometric mean; M/F, male/female; NA, \
not available; NC, not calculated. K
Notes: Population: 532 patients; sex (M/F): 414/118; age: 59.9 (28-88), body weight: 67.7 (35-130) kg. O
2.7% (77/2841) of samples were excluded from the summary due to aberrant sample collection information.
3 Eleven patients with a measurable predose concentration at Cycle 1 were excluded from the summary. A\

Study BGB-A317-304 (Study 304) @

A Phase 3, Open-Label, Multicenter, Randomized Study to Investigate{the Efficacy and Safety of
Tislelizumab (BGB-A317) (Anti-PD1 Antibody) Combined With Plati®- emetrexed Versus Platinum-
Pemetrexed Alone as First-line Treatment for Patients With Sta B or IV NonSquamous Non-Small
Cell Lung Cancer.

Study 304 is an ongoing, open-label, multicentre, rando Phase III study designed to compare the
efficacy and safety of tislelizumab combined with pl m (cisplatin or carboplatin) and pemetrexed
versus platinum (cisplatin or carboplatin) and pe ed alone as first-line treatment in patients who

have Stage IIIB or IV non-squamous NSCLC,&Khre by the choice of platinum (cisplatin or carboplatin)
was at the investigator’s discretion. As of t a cutoff date, total of 334 patients were randomised
of which 222 patients received 200 m tislelizumab in combination with pemetrexed and platinum.

Pharmacokinetic data were availab total of 222 patients (1185 samples with 961 observed
values and 224 below the limit o\ tification samples) following treatment with tislelizumab 200 mg
every 3 weeks administered v infusion over 30 to 60 minutes (60 minutes for the first dose; if
well-tolerated, 30 minute r the rest of doses). The exclusion percentage for tislelizumab was 3.71%
(44/1185 samples). A @e data cutoff date, the mean (£ standard deviation), Ctrough (predose),
and Cmax (postdosé Iowing the iv doses of tislelizumab 200 mg every 3 weeks up to Cycle 17, were
presented in Tabl€7)

)
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Table 7: Summary of tislelizumab serum concentration (mean Plus/Minus standard
deviation) (PK analysis set)

Tislelizumab Concentrations (ug/mL)
Time point Cycle T+PP
Pre-Dose Cycle 1 NC2 (n=219)
Cycle 2 16.4 £ 5.75 (n=202)
Cycle 5 38.2 + 14.39 (n=162)
Cycle 9 47.8 + 17.46 (n=107)
Cycle 17 61.3 + 19.85 (n=18)
Post-Dose Cycle 1 69.1 + 16.81 (n=219)
Cycle 5 103.5 + 26.24 (n=160) 6
Source: [Study 304-Table 18] (Data cutoff 19-Dec-2019). @
Abbreviations: T+PP, Tislelizumab+Pemetrexed+Platinum; NC, not calculated. -
Population: 222 patients; Sex (M/F): 167/55; Age: 60(27-75) years; Body weight: 65 (41-100) kg. 3.71% \.9
(44/1185) of samples were excluded from the summary due to abemrant sample collection information. K
2 3 patients with a predose measurable concentration at Cycle 1 were excluded from the summary. s !

Study BGB-A317-307 (Study 307) 9

Study 307 is an ongoing open-label, randomised, multicentre Phase III s@‘ esigned to compare the
efficacy and safety of tislelizumab combined with carboplatin and eit axel (Arm T+PC) or nab-
paclitaxel (Arm T+nPC) versus paclitaxel plus carboplatin alone (A ) as first-line treatment in
patients with untreated Stage IIIB or IV squamous NSCLC. As data cutoff date, total of 360
patients were randomised of which 120 patients received 20@ tislelizumab in combination with
paclitaxel and 118 patients received 200 mg of tisleliz mbination with nab-paclitaxel.

Pharmacokinetic data were available for a total of 2 atients (1222 samples with 983 observed
values and 239 below the limit of quantification s) following treatment with tislelizumab 200 mg
every 3 weeks administered as an intravenoug infusion over 30 to 60 minutes (60 minutes for the first
dose; if well-tolerated, 30 minutes for the r@(doses).

As of the data cutoff date, the mean trough (predose) and Cmax (postdose) following the
intravenous doses of tislelizumab @ every 3 weeks, stratified by treatment cohorts up to Cycle
17, were presented in the below{a

Table 8: Summary of ti izu?nab serum concentration (mean +/- standard deviation) (PK
analysis set)

&

Tislelizumajredngantrations (ug/mL)
;:?net Cycle \‘\JP c T+nPC All
Pre- NC = (n=117) NC2(n=115) NC %(n=232)
Dose e 15.2 + 4.47 (n=110) 13.1 + 3.63 (n=109) 14.1+4.21 (n=219)
\Oycle 5 37.7 + 11.39 (n=83) 28.4 £ 921 (n=77) 33.2 1 11.36 (n=160)
%*yde 9 443 £ 14.23 (n=59) 41.9 + 13.45 (n=50) 43.2 + 13.87 (n=109)
Cycle 17 | 47.5 + 34.76 (n=3) 415 + 12.41 (n=5) 43.8 + 21.05 (n=8)
Post- | Cyce01 | 70.2:16.77 (n=118) | 65.4 + 11.45 (n=117) 67.8 % 14.54 (n=235)
Dose | cycle05 | 98.9+23.16 (n=82) 89.3 + 17.82 (n=78) 94.2 + 21.21 (n=160)

Source: [Study 307-Table 16] (Data cutoff 31-Oct-2019).

Abbreviations: T+PC, Tislelizumab+Paclitaxel+Carboplatin; T+nPC, Tislelizumab+nab-Paclitaxel+Carboplatin;
NC, not calculated.

Population: 238 patients; Sex (M/F): 218/20; Age: 62 (38-74) years, Body weight: 62 (45-113) kg. 4.91%
(60/1222) of samples were excluded from the summary due to abemrant sample collection information.

a 6 patients with a predose measurable concentration at Cycle 1 were excluded from the summary.

Assessment report
EMA/116407/2024 Page 42/293



PK in special populations

In the population PK model, baseline body weight, albumin level, tumour size of solid tumours, ADA
status (treatment-emergent ADA), and tumour type were identified as significant covariates on CL.
Baseline body weight, sex, and age were identified as significant covariates on Vc.

AUC.. (ng*day/mL)

"

0 560 1120 1680 2240 2800
" N M N

Crnaxss (ng/ml.)
0 40 80 120 160 200
1 " )

L " "

AlCss 808(-38 1%) 2032 (55.86%) Cmaxss 164 (-289%) 158 (47.3%)
TUMTP GC (-667%) CHL (424 1%) wr B3Kkg (-114%) S0 kg (+138%) 6
wr 83KQ(-129%) S0 kg (+16%) TUUTP GC(-342%) CHL (+121%) @
*
ALB 9L (-8 19%) 47 gL (+6 43%) ALB Mol (42%) 47 gL (+327%)
TUMSZ 126 mm (-5 5%) 23 mm (+7.69%) TUMSZ wmmi281%) [l 23 mm<-
ADA ADA¢ (-105%) ADA. (+0%) SEX Male 0%) e
SEX Mae (0%) | Female (+0%) ADA ADA+ (-5 30%)
AGE 45 yoar (%) 71 year (+0%) AGE 71 yoar (-0 €85 45 yoar (+1.48%)
Base=1305 uq"daymi é Bese=1068 ugml
Con s (ng/ml) q
) 57 6\
L A )
-

Cmnss 217(-489%) 725 (708%)
TUUTP GC(882%) CHL (+314%)
wT 83 kg (-15%) S0kg (+186%)

AT gL (+8 45%)

23 mm(+10.1%)

ALB 34 "Q&
TUMSZ @ 27%)

ADA +(-139%) ADA. (+0%)
@ Female (257%) J Male (+0%)
45 year (-0.613%) 71 year (+0 353%)

R

The black vertical hine{re¥ers to the predicted exposure (AUC,;. Cpuax ss. and Cpin <) of tislelizumab.in a typical
subject after 200 for 30 weeks which serve as the reference values. All percentage values shown in
each plot are (e cﬁve changes 1n exposure relative to the reference value. The black shaded bar with values
he 5% to 95 percentile exposure range across the study population. Each blue shaded bar
representg"Preiagnitude of influence of the respective covariate on the exposure. The length of each bar
e range of predicted tislelizumab exposure between the high/low or possible values of the
covall indicated at each end of the bar). The covariates shown in each plot are ordered from the most
influeitial covariate at the top to the least influential covarate at the bottom.

Base=424 poiml

Figure 6: Sensitivity analysis plot comparing the effect of covariates on tislelizumab steady

state exposure (AUCss, Cmaxss and Cminss)

Impaired renal function

Renal function was not identified as a significant covariate. No dedicated studies of tislelizumab have
been conducted in patients with renal impairment. In the population PK analyses of tislelizumab, no
clinically relevant differences in the clearance of tislelizumab were found between patients with mild
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renal impairment (CLCr 60 to 89 ml/min, n = 1 046) or moderate renal impairment (CLCr 30 to 59
ml/min, n = 320) and patients with normal renal function (CLCr 290 ml/min, n = 1 223) (Figure 7).
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: . . .
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n=1223 n=1046 n=320 n=5
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O
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Source: [PopPK Report-Figure 25). \
Abbreviations: AUC,,, area under the serum concentration-time cu teady state; CL, clearance;
Cmin.ss» MiNimum serum concentration at steady state; PK, phar ic(s).

Notes: The steady-state exposures (Cninss and AUC,;) of tislelizipal were computed for each patient.
AUC,, was calculated as dose/CL. Cinss Was calculated ashe mihimum concentration on the 21st
days after the 10th consecutive doses of tislelizumab Q K Report-Section 5.5 and

Section 5.6).
The dashed red horizontal line represents the m @ overall population.

Figure 7: Steady-state tislelizu xposure by renal function

Impaired hepatic function\Q

No dedicated studies o izumab have been conducted in patients with hepatic impairment. The
liver function labo ests (AST, ALT, or total bilirubin) were not found to be significant covariates
on tislelizumab, PK i e popPK analysis. The mean simulated exposures (AUCss, Cmax,SS and Cmin,ss)
in mild, mod@ or severe hepatic impairment were up to 8.71% lower, 15.4% lower, and 9.12%
lower, res ly, compared with those of subjects with normal hepatic function. Comparing popPK
mod@' ed exposures between different impairment groups, no clinically relevant effect of hepatic

funct as noticeable on the PK of tislelizumab.
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Source: [PopPK Report-Figure 26].

Abbreviations: AUC,;, area under the serum concentration-time curve at steady-state; rance;

Cmin.ss» Minimum serum concentration at steady state; PK, pharmacokinetic(s).

Notes: The steady-state exposures (C,,,<s and AUC,;) of tislelizumab were co or each patient.
Swe?

clr nss (ng/mL)

AUC,; was calculated as dose/CL. Cnss Was calculated as the minimum c pn on the 21st
days after the 10th consecutive doses of tislelizumab Q3W [PopPK Report-Se 5 and
Section 5.6].

Horizontal red dashed line represents the median value based on the o @ population.

N\
Figure 8: Steady-state tislelizumab expow'e\y hepatic function

Gender ég

Gender was found to be a signifi variate on the Vc (volume of distribution in the central
compartment). The typical Vc ate was 11% lower for female than male patients. The geometric
mean of simulated exposures Css, Cmax,ss and Cmin,ss) in female subjects was 14.7% to 19.0%
higher compared with tl-%xf male subjects.

O
QS
N\

O

Assessment report

EMA/116407/2024 Page 45/293



1800 2400 3000
260

1200

Chaxss (ng/mL)
156

AUC,, (ng*day/mL)

600

0

1 n=1920 n=676 © 1 n=1920 n=676
T T T T
Male Female Male Female

Sex Sex E

% 120

cmm,si (ug/mL)
7

Sex

Source: [PopPK Report-Figure 21]. %%_

Circles are the simulated steady state tislelizumab exposure in individual subjects. Th%‘

represent the 25" to 75" percentiles (the interquartile range). The solid black horizontajllin:
middle of each box represents the median. The whiskers represent the range of d@ s within 1.5

times the interquartile range. The dashed red horizontal line represents the m overall

population.

Figure 9: Simulated steady-state exposures lizumab by gender following 200mg and
Q3W dosing

X
Race O

The popPK analysis showed that ra not a significant covariate on the PK parameters (CL and Vc)
of tislelizumab and had no clinic é/ance on tislelizumab PK exposure.

Subsequent simulations indic that overall range of tislelizumab exposure after 200 mg Q3W is
largely overlapped betw e Asian and white patients, as shown below. The simulated geometric
mean exposures (AU ax,SS, and Cmin,ss) of the Asian patient population (the majority of Asian
patients are Chine§ %‘n 12 studies were approximately 12% to 21% higher than those of white

patients. ‘\
O
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Abbreviations: AUC,;, area under the serum concentration-time curve at steady-state; CL, clg@rance;
Cominss, MiNimum serum concentration at steady-state; PK, pharmacokinetic(s).
Notes: The steady-state exposures (C,ss and AUC,,) of tislelizumab were computed % patient.
AUC,, was calculated as dose/CL. Cnss Was calculated as the minimum concentrati the 21st

day after 10 consecutive doses of tislelizumab 200 mg Q3W [PopPK Report-Sectj
Section 5.6].

The dashed red horizontal line represents the mean of the overall populatign

Figure 10: Simulated steady-state exposures o@lelizumab by race following 200mg Q3W

dosing Q
o o

Body weight was identified as a signif ﬁ&)variate on the CL and Vc of tislelizumab in the final PopPK

model. Increased body weight was ated with increased CL and Vc values. Therefore, subjects
with higher body weight are pre to have lower exposure. The geometric mean simulated
exposures (AUCss, Cmax,SS a n,ss) in the lowest and highest quartile of body weight were up to

14.5% higher and 17.3%Ner, espectively, compared with those of the overall population.

O
O

)
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Circles are the simulated steady state tislelizumab exposure in individual subjects. Thd s represent the
25% to 752 percentiles (the interquartile range). The solid black horizontal line i dle of each box
represents the median. The whiskers represent the range of data points within 1.5 g he interquartile range.
The dashed red horizontal line represents the mean of the overall populatior\

Figure 11: Simulated steady-state exposures o lelizumab by body weight quartiles
following 200mg and Q3W dosing Q

Because body weight was identified as a&(ﬁant covariate on clearance, simulations were performed
to compare the exposure produced wb 00 mg Q3W flat dose regimen with those produced with a
hypothetical 3 mg/kg Q3W body wei ased dose to further understand the effect of body-weight
distribution on dosing.

The overall difference in geo ¢ means of all summary exposure measures between the two dosing
scenarios was <4%, wit 9%Iar variability (% CV) (Table 9). Although predicted exposures were
higher in patients xvit ?&F body weight receiving the flat dosing regimen, the median and 90%
prediction interval islelizumab summary exposures across the body weight range was maintained
well within the" Gof 2 -5 mg/kg Q3W (therapeutic range established in FIH study 001), and well
below the cofresponding median exposures observed with tislelizumab 10 mg/kg Q2W, the clinically
establi e@ est, safe and tolerable dose.
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Table 9: Comparison of summary of exposures between flat and body weight-based dosing

regimens
3 mg/kg Q3W 200 mg Q3W
Summary
exposure Geometric Mean Median Geometric Mean Median
(% CV) [POS, P95] (% CV) [POS, P95]

ATCE 583 (20.7) 584 [418, 818] 601 (17.7) 601 [446, 799]
(ng*day/mL) ’
Caa1 (ng/mL) 65.8(18.9) 65.4[49.0.89.4] 67.8 (18.1) 67.3[51.1,92.1]
Crum (ng/mL) 16.0 (28.3) 16.2[10.1, 24.3] 16.5 (27.0) 16.7 [10.6, 24.9]
AUCs 1245 (27.9) 1245 [784. 1946] 1283 (28.7) 1297 [808, 2032]
(ng*day/mL) T - ’ T - T
Crmaxss (ug/mL) 107 (21.7) 107 [75.0. 152] 110 (22.2) 110 [76.4, 158]
Crinss (ng/mL) 39.8 (36.6) 40.5 [21.6, 68.7] 41.0(38.3) 42.1[21.7,72.5]

Additionally, the predicted steady state exposures stratified by body weight q
Table below. The geometric mean simulated exposures (AUCss, Cmax,ss and
highest quartile of body weight were up to 14.5% higher and 17.3% low

with those of the overall population.

Table 10: Comparison of the predicted steady-state expo

weight quartiles

9
S
(§

<

D

are presented in
) in the lowest or
ectively, compared

SEIQKn patients stratified by body

N

weight quartiles

Q1 Q3 Q4
Summary exposure 200 QG 200 3 200 3
mg mger mgrkg mg mg/kg mg) mg/kg
Mo of subjects (%) 677 (2 685 (26.4) 610 (23.5) 624 (24.0)
AUCss Geometric 1406 1309 1204 1232 1283 1079 1347
(HgTday/mL) mean (%CV) (2?.20 3) (248) (248) (252) (254) (268) (26.9)
% difference = 1 -12.1 432 -1.07 -1.86 5.36 -14 1062
Cmax,ss Geometric 93 113 104 106 110 95 118
(Hg/mL}) mean (%CV) gy (203) (18.8) (18.8) (194) (194) (198) (19.8)
%differen 124 -11.8 36 -1.8 2.5 4.7 -131 1.8
Cmin,ss Geom 35 42 39 39 41 33 42
(Hg/mL}) mea (3? 2y (372) (337) (337) (348) (349 (375 (36.8)
ces 1348 -10.7 58 03 20 53 -16.7 72
Body weight (kgjﬁ)\ [31.9; 52; 57] [57.2; 61; 69] [65.2; 70, 74] [74.1; 81, 130]

[min, median,

Son

the geometric mean simulated exposures of the subjects in the overall population

a9 difreren@

Further
vario
weight).

ere provided demonstrating that observed concentrations and the medians across

se levels are in a similar range between patients with BW < 89 kg and =

89 kg (p95 of body
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Figure 12: Observed tisIeIizu@oncentrations stratified by dose and body weight groups

(PopPK dataset) Q

Further, PopPK—predicte@lelizumab exposure metrics (AUC, Cmax, Cmin, and Cavg) after 200 mg
Q3W at dose 1 and steady-state in patients with 2L ESCC (Study 302) and NSCLC (Studies 303, 304,
and 307) are shofvngdh Figure 2-5 and Figure 2-6. These figures further show the overlapping exposure
in patients wi < 89 kg and BW > 89 kg, suggesting that BW is not the only covariate that affects
tislelizum ther factors, such as baseline albumin level, tumour size, ADA status, tumour type,
gender, ge, also contribute to the difference in PK.
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Geometric mean (%CV) of simulated steady-state exposure metrics of tislelizumab at 200 mg Q3W for
all patients in the PopPK dataset comparing BW < 89 kg and BW = 89 kg.
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Table 11: Geometric mean (%CV) of simulated steady-state exposure metrics of
tislelizumab at 200 mg Q3W

Characteristics BW < 83 kg BW = 89 kg

Mo. of subjects, N (%) 2463 (94.9) 133 (5.1)
Cmin,ss (ug/mL) 40.67 (37.09) 30.34 (40.12)
Cmax,ss (pg/mL) 110.03 (21.4) 8843 (19.6)
AUC,ss (pg*day/mL) 1270.49 (27.32) 1002.57 (28.11)
CL (L/day) 0.15 (28.06) 0.2 (28.52)

BW (kg) — min, median, max 319,64, 889 89, 95.5, 130
Alburmin (g/L} — min, median, max 17, 41.1, 435 22,409, 613
Age (year) — min, median, max 18, 60, 90 29, 59, 81
Tumor size (mm) — min, median, max 10, 63, 408 10, EB

Sex - M/F, n (%) 1815 (73.7), 648 (26.3) 105 (7 ‘l}
ADA negative/positive/missing, n (%) 2031 (82.5), 406 (16.5), 26 (1.1) 105 (78.9) AQ 5),2(1.5)

Source:
ICVDT482C 1/mas/mas_2/model/pgm_001/PopPK/WT_change_popPK/EMA_D180 B@GEUMEM_PK_DD
seSS_WT_EMA_D180 pdf

Elderly @

Baseline age was identified as a significant covariate on the Vc of izumab in the final popPK model.
The estimates of Vc at 10th and 90th percentile of age distribut to 71-year-old) were within 3%
of the typical estimate of Vc at median age of 60. The predi@?s dy-state exposures after 200 mg
Q3W dosing for subjects stratified by age groups are p in Figure below.
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Source: [PopPK Report-Figure 20]

Abbreviations: AUC,;, area under the serum concentration-time curve at steady-state; CL, clearance;
Chminss, Minimum serum concentration at steady-state; PK, pharmacokinetic(s).

Notes: The steady-state exposures (Cninss and AUC,;) of tislelizumab were computed for each patient.
AUC was calculated as dose/CL. C,;, <s was calculated as the minimum concentration on the 21st
day after the 10th consecutive doses of tislelizumab 200 mg Q3W [PopPK Report-Section 5.5 and
Section 5.6].

The dashed red horizontal line represents the mean of the overall population.

Figure 15: simulated steady-state exposures of tislelizumab by age group after 200 mg Q3W
dosing
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Children

Tislelizumab has no study conducted in paediatric subjects.

In the presentation of variability in special populations, the Applicant notes in several instances that
"These differences were small relative to the overall variability of exposures and are not considered
clinically significant". The variability values were obtained by taking the largest differences between the
5th and 95th percentile exposures in the overall population compared to the typical individual, which
are ~ 55.8%, 47.3%, and 70.8% for AUC,ss, Cmax,SS, and Cmin,ss, respectively. Based on the data
provided, it is agreed that the variability in the special populations is small compared to the overall
variability.

Impact of ADA on PK 6

In the Phase III Studies 302, 303, 304, and 307, patients who tested positive for treatzn ergent
ADA had slightly lower trough tislelizumab concentrations as compared to patients whﬁ ADA
negative. However, the serum concentrations in the treatment-emergent ADA—posi'@
within the range observed in ADA-negative patients. Q

tients were

The effect of immunogenicity (ADA) on PK was further evaluated by treatm&ergent ADA status in
the popPK model. The subject-level ADA status was identified as a signifi@ ovariate on the CL of
tislelizumab in the final PopPK model, where ADA positive status was assotfated with a slightly
increased CL compared with ADA negative status. The predicted st@state exposures following 200

mg Q3W dosing stratified by ADA are presented below. Q
The geometric mean simulated exposures (AUCsS, Cmax,SS in,ss) in ADA positive subjects were
up to 20.5% lower compared with those of in ADA negabi bjects (Table below).

Table 12: Geometric mean (%CV) simulated st@y state exposure of tislelizumab by ADA
status following 200mg Q3W dosing

. . - Neutralizing
Characteristics - =
Negativ Positive Nab+
No. of subjects (%) 213 = 432 (16.8) 20(0.779)
) geometric mean V 5
AUC (%CV) 6 77.7) 1114 (28.9) 895.4 (30.3)
* o -
(hg*day/mL) % difference " ™\ - -157 -322
geometc A" < 112 (22) 101 (21.8) 86.7 (19.5)

(ug/mL) (%CV)

% difjegils)” - -10.1 228
g’e 1C’mean
C&IE 42.6(348) 339 (39.2) 25 (42.2)

C
max ss

"o difference ’ - -20.5 -413
Body weig in, median, max] [31.9; 65:170] [36.3: 65: 139] [44.5: 65.8: 107]

Albu in, median, max] [17:41.4; 435] [20; 40; 53.2] [22:384; 47]
%ﬁ an, median, max) [18; 60; 90] [21; 61; 83] [36: 61.5; 72]
TumoRgize (mm) [min, median, max] [10: 61.3; 380] [10; 75; 408] [24;75:271]
Sex [M/F, N(%)] 1561 (73.1)/575 (26.9) [335 (77.5)/97 (22.5) 17 (85)/3 (15)
a. %difference from the geometric mean sumulated exposures of the ADA negative subjects in the overall
population.
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Circles are the simulated steady state tislelizumab exposure in individual subjects. The boxes represent the @
25% to 75% percentiles (the interquartile range). The solid black horizontal line in the middle of each box

represents the median. The whiskers represent the range of data points within 1.5 tumes the interquartile range. K
The dashed red horizontal line represents the mean of the overall population. @

Figure 16: Simulated steady state exposure of tisIeIizu@ ADA following 200mg Q3W

dosing \O
O

Pharmacokinetic interaction studies Q

No formal drug-drug interaction studies hay, &Bn conducted with tislelizumab. The drug interaction
potential of tislelizumab is expected to be ased on the nature of therapeutic antibody drugs and
the knowledge on antibodies of the s ss of PD-1 checkpoint inhibitors.

Population PK analysis: O

Single or combination therap not tested during the PopPK covariate model development because
multiple chemotherapeuti&gm ination regimens were included in many tumour types (i.e. NPC, GC,
EC, and NSCLC) and st i.e. 205, 206, 304, 307, and 309). The impact of combination therapy on

the covariate-adjus elizumab PK parameters (CL and Vc) were evaluated in post hoc analysis
based on the fin el are illustrated in Figure 17. The result suggested a significant correlation (p
< 0.0001) be he covariate-adjusted CL and therapy. In order to evaluate the impact of therapy

xposure, the predicted steady state exposures following 200 mg Q3W dosing were
summa nd plotted by therapy (Table 13 and Figure 18). The mean simulated exposures
(AU max,SS and Cmin,ss) in subjects with combination therapy were up to 8.79% higher compared

with those of subjects with monotherapy in the overall population. These differences were very small
relative to the overall variability of exposures and are not considered clinically significant.
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P value<0.0001 (n=2586)

P value=0.245 (n=2586)
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Circles are the covariate-adjusted tislelizumab CL and V¢ values in individual subjects. The boxes rep t
the 25%™ to 75™ percentiles (the interquartile range). The solid black horizontal line in the middle of e
represents the median. The whiskers represent the range of data points within 1.5 times the interquarty ge.

The dashed red horizontal line represents the mean of the entire PopPK analysis populations

shown on the plots are from ANOVA testing.
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Figure 17: Impact of therapy on the covariate-adjusted tislelizumab CL ant@gased on the

final PopPK model
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Table 13: Geometric mean (%CV) simulated steady state expo tlslelizumab by

therapy following 200mg Q3W dosing

Q)

Characteristics

O

Therapy

Nmﬁeram

Combotherapy

No. of subjects (%) WZ (79) 544 (21)
geometric mean O
1269 (29.4 1332 (25
AUC_ (ng*day/mL) | (%CV) ‘0 29 )
% difference " ('\ - 4.97
geometric
3 110 (23.1) 112(19.9)
C s, (ng/mL) (%CV )
% diffored - 2.07
tric mean
9 402 (37.2) 43.8(32.1)
C_.. (ng/mL) \(g
o« O\Y % difference * - 8.79

Body weight )ﬁ?m median, max] [31.9; 65; 170] [36:63.5;113]
Albumin ( i, median, max] [17;:41:435] [25.4;:41.2;61.3]
Age in, median, max] [18; 60; 90] [27; 61; 75]

/b @ (mm) [min, median, max] [10: 61.6; 408] [10; 73; 230]

Sex W/F, N(%)]

1462 (71.6)/580 (28.4)

450 (82.7)/94 (17.3)

ADA [Negative/Positive, N(%)]

1717 (84.8)/307 (15.2)

419 (77)/125 (23)

a. %difference from the geometric mean simulated exposures of the subjects with monotherapy in the

overall population.
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Circles are the simulated steady state tislelizumab exposure in individual subjects. The boxes repre Q
25% to 75% percentiles (the interquartile range). The solid black horizontal line in the middle of e%x
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Figure 18: Simulated steady state exposure of tisIeIizqu therapy following 200 mg

Q3W dosing
&

2.6.2.2 Pharmacodynamics O

d to understand the relationships between PK and
analyses support the proposed dosing regimen of 200 mg

Throughout the clinical studies, no specific phar odynamic endpoints were investigated.
orgne

efficacy, as well as safety parametersaT
Q3W.

Exposure-response (E-R) analyses were p
ge§

The immunogenicity profile of ti mab and its impact on PK, safety, and efficacy in the NSCLC
population has been charact

Mechanism of action (b

Tislelizumab is a ht@ed IgG4 variant monoclonal antibody against PD-1, binding to the
extracellular dcrr@ human PD-1 with high specificity and affinity (KD = 0.15 nM). It competitively
blocks the bi xof both PD-L1 and PD-L2, inhibiting PD-1-mediated negative signalling, and

enhancin nctional activity in T-cells in in vitro cell-based assays. Tislelizumab does not bind to
Fc gam ceptors and C1q and therefore does not induce antibody-dependent cellular cytotoxicity or
comp nt-dependent cytotoxicity.

Immunogenicity

Immunogenicity data are available from 10 clinical studies of tislelizumab administered as a
monotherapy (Studies 001, 102, 203, 204, 208, 302, and 303) or in combination with chemotherapy
(Studies 206, 304, and 307) in patients with different tumour types.

Monitoring of antidrug antibodies (ADA) to tislelizumab and titre determination for confirmed positive
ADA samples has been performed. Neutralizing antibodies (NAbs) were evaluated in the confirmed
positive ADA samples.
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Tislelizumab monotherapy

Among 1424 evaluable patients treated with tislelizumab 200 mg Q3W as monotherapy, 232 (16.3%)
had treatment-emergent ADA, of which 224 (15.7%) had treatment-induced ADA, and 8 (0.6%) had

treatment-boosted ADA, and 11 (0.6%) had neutralizing antibodies (Table below).

Tislelizumab combination therapy

Among 492 evaluable patients treated with tislelizumab 200 mg Q3W in combination with platinum-
containing chemotherapy (Studies 206, 304, and 307), 118 (24.0%) had treatment-emergent ADA, of
whom 114 (23.2%) had treatment-induced ADA and 4 (0.8%) had treatment-boosted ADA, and 7
(1.4%) had NAb (Table 14). Transient ADA (14.8%) were more common than persistent ADA (8.3%),

although this may reflect the limited sampling schedule in these studies (predose of Cycles 1

%&%%, 303,

and 17).

Table 14: ADA incidence by dose regimen - Studies 001, 102, 203, 204, 206,

304 and 307 (ADA evaluable patients)

Evaluable Treatment- Treatment- Treatment-

Patients emergem boosted induced Persistent Transient Posmve
Dose Regimen Study N n (%) n (%) n (%) n (%) n (%) n (%) b
0.5 mg/kgQ2W 001 3 1(333) 0 1(333) 0 1(33.3) @
2 mg/kg Q2W 21 6(286) O 6 (28.6) 2(9.5) 4(19.0)
5 mg/kg Q2W 25 5(20.0) 0 5(20.0) 4(16.0) 1 (4.0) {
10 mg/kg Q2W 6 1(16.7) 0 1(16.7) 1(16.7)
2 mgkg Q3W 19 6(316) O 6(31.6) 3(15.8)
5 mg/kg Q3W 287 44 (153) 1(0.3) 43(150) 21(7.3) 0
Study 001 Weight-based 361 63(17.5) 1(0.3) 62(17.2) 31(8.6) 1 0
dosing mono' (\
200 mg Q3W 001 11 3273) 0 3(27.3) 1OMN”2(182) 1(9.1)
200 mg Q3W 102 280 43(154) 2(0.7) 41 (14.6) (9.3 15(5.4) 2(0.7)
200 mg Q3W 203 70 6(8.6) 0 6 (8.6) @.7) 2(29) 1(14)
200 mg Q3W 204 104 18(173) 1(1.0) 17 (1603) \N13(125) 4(3.8) 0
200 mg Q3W 208 231 50(1216) 0 w 33(143) 17(74) 4(1.7)
200 mg Q3W 302 221 32(145) 2(09) 6) 20(9.0) 10(4.5) 1(0.5)
200 mg Q3W 303 507 80(15.8) 3(0.6) 4 (15.2) 40(7.9) 37(7.3) 2(04)
200 mg Q3W mono' 1424 232(16.3) 8YQ.6), D224 (15.7) 137(9.6) 87(6.1) 11(0.8)
200 mg Q3W 206 51 7(13.7) . 7(137) 1(20) 6(118 0
200mg Q3WT+PP 304 213 48 (225 " 46 (216) 12(5.6) 34(16.0) 2(0.9)
200mg Q3W T+PC 307 115 43 (3& 1.7) 41(35.7) 18(157) 23(200) 1(0.9
200 mg Q3W T+nPC 307 113 2 0 20(17.7) 10(8.8) 10 (8.8) 4(3.5)
200 mg Q3W combo? 492 o 1@.0) 4(0.8) 114 (23.2) 41 (8.3) 73(148) 7(1.4)
200 mg Q3W total 50 (18.3) 12 (0.6) 338 (17.6) 178(9.3) 160(8.4) 18(0.9)
Total 2277 Q 413 (18.1) 13 (0. 6) 400 (17.6) 209 (9.2) 191 (8.4) 18(0.8)

Source: [Report BGB-A3 1Y
Table 2], [Study 206 CSR—

3 -neutrallzmg antibody, QZW-once every 2 weeks; Q3W-once every 3 weeks;

8iifarel + carboplatin; T+nPC=tislelizumab + Nab-paclitaxel + carboplatin;
trexed + platinum; %=n/N for each row*100

py administered in Studies 001, 102, 203, 204, 208, 302, and 303

ination therapy: Study 206 (tislelizumab in combination with platinum-containing doublet

304 T+PP; Study 307 T+PC and T+nPC

N

9,

Higher ADA incidence rates were observed in White vs. Asian patients (21.0% vs. 14.3%) and also in
Europe/North America vs. Asia (24.4% vs. 15.2%), although exposure-response analyses revealed
that the difference in ADA incidence rates between White and Asian patients is not associated with
altered clinical efficacy and safety.
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Onset and duration

The onset and duration of treatment-induced, persistent, and transient ADA were comparable across
the studies. Most patients with treatment-induced ADA, persistent or transient, developed the ADA by
the second dose (Cycle 2 Day 1; Study Day 22 £ 4 days) and before the third dose of the Q3W
regimen (Table 15).

Table 15: Onset and duration (days) of treatment induced ADA - Studies 001, 102, 203, 204,
208, 302, 303, 304 and 307 (ADA evaluable patients)

Treatment-induced ADA Persistent ADA Transient ADA
Onset Duration Onset Duration Onset Duration
Median Median Median Median Median Median
Study (Min, Max) (Min, Max) (Min, Max) (Min, Max) (Min, Max) (Range)
Tislelizumab monotherapy @
001,102, 420 720 310 850 430 605 N 6
203, 204 (19, 338) (19, 457) (19, 338) (20, 457) (20, 337) (19, 92) \
208 230 85.0 295 (22, 1165 220 64.0
(22, 170) (9,318) 170) (9, 318) (22, 85) (63, 85) O
302 230 63.0 230 615 230 63"
(20, 343) (5, 230) (20, 339) (5, 230) (22, 343) \
303 230 85.0 230 975 220 65.0
(18, 255) (22, 317) (18, 255) (22, 317) (19, 174) (60, 92
Tislelizumab combination therapy
304T+PP 230 77.0 245 1325 225
(20, 301) (64, 523) (21, 301) (64, 523) (20, 109) N0)
307T+PC 230 1455 250 1455 220
and T+nPC (19, 351) (28, 316) (19, 351) (28, 316) (21, 174)
Source: [Report BGB-A317-CP-012-Table 7], [Study 208 IAR Report-Section 5.2 and Taiffe § 302 IAR-
Section 5.2 and Table 6]; [Study 303 IAR-Section 5.2 and Table 6], [Study 304 IAR-T; [Study 307 IAR-
Table 5]

ADA-anti-drug antibody; T+PC=tislelizumab + paclitaxel + carboplatin; T+nPC=tisIa
carboplatin; T+PP=tislelizumab + pemetrexed + platinum (cisplatin or carboplatin)
For patients with a single positive ADA sample and no subsegquent samples;

b + Nab-paclitaxel +

samples were excluded from

the median calculations for duration. All min and max values are pre
*Duration of transient ADA in Study 302 was available for only one pati
ND: the duration was marked as ‘Not determined’ for all patients wa t ADA in Study 307

Median titre levels

O

The median titre levels generally fluc 2d between 10 and 100 over time. Higher titres 21000 were
04 and 307 at isolated timelines during treatment with

observed in some patients in Stu

tislelizumab in combination wi

motherapy.

Individual titre values for&st tients did not increase over the course of the studies.

O
O

)
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Impact of ADA on clinical efficacy

Table 16: Clinical response endpoints after tislelizumab treatment by ADA status in all

patients - Studies 001, 102, 203, 204, 208, 302, 303, 304 and 307 (ADA evaluable patients)

Treatment-emergent ADA Treatment-emergent ADA
Clinical Endpoint Positive Negative

Studies 001, 102, 203 and 204 - All patients

Objective Response - n/N (%) 25/133 (18.8) 171/693 (24.7)

Disease Control - VN (%) 61/133 (45.9) 370/693 (53.4)

Clinical Benefit - /N (%) 34/133 (25.6) 208/693 (30.0)

Studies 001, 102, and 204 - Solid tumors

Objective Response - n/N (%) 20/127 (15.7) 115/629 (18.3)

Disease Control - VN (%) 56/127 (44.1) 311/629 (49.4)

Clinical Benefit - /N (%) 34/127 (26.8) 208/629 (33.1) 6
Study 208 — HCC @
Objective Response - n/N (%) 12/50 (24.0) 21/181 (11.6) . %
Disease Control - VN (%) 32/50 (64.0) 94/181 (51.9) \
Clinical Benefit - n/N (%) 15/50 (30.0) 45/181 (24.9) K
Study 302 - ESCC O
Objective Response - n/N (%) 6/32 (18.8) 31/189 (16.4)

Disease Control - VN (%) 18/32 (56.3) 97/189 (51.3) A\

Study 303 - NSCLC 0

Objective Response - n/N (%) 20/80 (25.0) 85/427 (19.9)

Disease Control - VN (%) 45/80 (56.3) 230/427 (53.9)

Clinical Benefit - /N (%) 39/80 (48.8) 193/427 (45.2)

Tislelizumab combination therapy

Study 304 — NSCLC: T+PP

Objective Response - n/N (%) 26/48 (54.2) 86/165

Disease Control - VN (%) 46/48 (95.8) 148/16%)

Clinical Benefit - n/N (%) 38/48 (79.2) N

Study 307 - NSCLC: T+PC
Objective Response - n/N (%)
Disease Control - /N (%)

RE! 4
e

24/43 (55.8) bz (69.4)
35/43 (81.4) 066/72 (94.4)

Clinical Benefit - n/N (%) 32/43 (74.4) 63/72 (87.5)
\ A3
Study 307 = NSCLC: T+nPC
Objective Response - n/N (%) 0 10/20 (50.0) 64/93 (68.8)
Disease Control - /N (%) 6 20/20 (100) 88/93 (94.6)

14/20 (70.0) 81/93 (87.1)

[Study 303 IAR-Table 7], [. IAR-Table 7], [Study 307 IAR-Table 7]

ESCC=esophageal epatocellular carcinoma; NSCLC=non-small cell lung cancer
T+PC-=tislelizumab + + carboplatin; T+nPC-=tislelizumab + Nab-paclitaxel + carboplatin;
T+PP=tislelizumahy+ exed + platinum (cisplatin or carboplatin)

Clinical Benefit - n/N (%)
Source: [Report BGB-A317-CF, Table 9 and Table 10]. [Study 208 IAR-Table 7], [Study 302 IAR-Table 7],
&

N\
6\0

@@
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Figure 21: Progression free survival by ADA status after tislelizumab + permetrexed +
cisplatin or carboplatin- Study 304 (ADA evaluable patients)
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Figure 23: Overall survival by ADA status after tislelizumab monotherapy
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Figure 25: Overall survival by ADA status after tislelizumab + pemetrexed + cisplatin or
carboplatin- Study 304 (ADA evaluable patients)
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Figure 26: Overall survival by ADA status after tislelizumab + paclitaxel or Nab paclitaxel +
carboplatin- Study 307 (ADA evaluable patients)

To further estimate the causal treatment effects on survival in subgroups defined based on a post-
baseline variable, the principal stratum strategy was applied to the primary endpoint of OS in Studies
302 and 303, and PFS in Studies 304 and 307. Comparable survival benefits favouring tislelizumab
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arm compared to the adjusted control arm were observed in both ADA-positive and ADA-negative
subgroups of the Phase III studies, confirming the lack of causal impact of ADA on survival (data not
shown).

The impact of transient versus persistent ADA response as well as Nab positivity on evaluated efficacy
parameters were investigated (data not shown).

Impact of ADA on safety

Overall, the incidence of immune-mediated AEs and AESIs (comprising immune-mediated AEs and
infusion-related reactions) were comparable between patients who developed ADA and those who
tested negative for ADA. AEs causing treatment discontinuation or dose modification also showed no
notable differences by ADA status. There was no apparent relationship between AEs and AD in
ADA-positive patients, with most AEs occurring in patients with low titres <40 or <80.

A higher incidence of Grade = 3 AEs in treatment-emergent ADA-positive patients co Xd with ADA-
negative patients was observed in all studies, with the exception of Study 307 wh|c owed similar

incidence of Grade = 3 AEs in the two ADA subgroups. ®
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Table 17: Treatment-emergent adverse events by ADA status - Studies 001, 102, 203, 204,
208, 302, 303, 304 and 307 (ADA evaluable patients)

Treatment-emergent Treatment-emergent

All ADA Positive ADA Negative
Treatment-emergent AEs n (%) n (%) n (%)
Monotherapy studies
Studies 001, 102, 203, and 204
N 826 133 693
Immune-mediated AEs 264 (32.0) 46(34.6) 218 (31.5)
AESIs 296 (35.8) 49(36.8) 247 (35.6)
AEs Grade = 3 361 (43.7) 68(51.1) 293 (42.3)
AEs causing treatment discontinuation 77(9.3) 13(9.8) 64(9.2)
AEs causing dose modification 148 (17.9) 29 (21.8) 119 (17.2)
Study 208 6
N 231 50 181
Immune-mediated AEs 48(20.8) 15(30.0) 33(18.2) @
AESIs 52(22.5) 17 (34.0) 35(19.3) . %
AEs Grade = 3 106 (45.9) 27 (54.0) 79 (436) \
AEs causing treatment discontinuation 19(8.2) 7(14.0) 12(6.6) K
AEs causing dose modification 72(31.2) 18 (36.0) 54 (29.8) O
Study 302
N 221 32 189 \
Immune-mediated AEs 46 (20.8) 6(18.8) 40(212)
AESIs 52 (23.5) 7(219) 45(238)
AEs Grade =3 94 (42.5) 20 (62.5) 74(392) @
AESs causing treatment discontinuation 37(16.7) 4(125) 33(17.5)
AEs causing dose modification 44 (19.9) 6(18.8) 38(20.1) K
Study 303 @
N 507 80 427
Immune-mediated AEs 70(13.8) 14 (17.5) 56 (131
AESIs 73(144) 15(18.8) 58(13.0
AEs Grade =3 188 (37.1) 41(51.3) 14 )
AESs causing treatment discontinuation 46 (9.1) 9(11.3)
AESs causing dose modification 113(22.3) 25(31.3) 88 (20.6)
Combination therapy studies ﬁ
Study 304: T+PP N
N 213 48 165
Immune-mediated AEs 49(23.0) 9(18 40(242)
AESIs 51(23.9) 9(#8.8) 42(255)
AEs Grade = 3 148 (69.5) 109 (66.1)
SAEs 80 (37.6) 1 J%3.8) 59 (35.8)
AESs causing treatment discontinuation 30(14.1) (14.6) 23(13.9)
AEs causing dose modification 140 (65.7) 7N\ 33 (68.8) 107 (64.8)
Study 307 — Combined T+PC and T+nPC
N 228 63 165
Immune-mediated AEs 64 17 (27.0) 47 (28.5)
AESIs 9 (30: 18 (28.6) 51(30.9)
AEs Grade =3 (89.9) 56 (88.9) 149 (90.3)
SAEs (42.5) 30 (47.6) 67 (40.6)
AEs causing treatmentdiseorﬁnn.@ 29 (12.7) 8(127) 21(12.7)
AEs causing dose modificati 151 (66.2) 35 (55.6) 116 (70.3)

Source: [Report BGB-A817CP: 2-Table 10], [Study 208 IAR-Table 12], [Study 302 IAR-Table 9], [Study 303
IAR-Table 9], [Study e 8], [Study 307 IAR-Table 8]

AESI=adverse even | interest (immune-mediated adverse events and infusion-related reactions)

i el + carboplatin; T+nPC-=tislelizumab + Nab-paciitaxel + carboplatin;

trexed + platinum (cisplatin or carboplatin)

The imbalance in Grade > 3 AEs observed between the ADA subgroups was driven mainly by Grade 3
AEs, of which the majority in both ADA subgroups were considered not related to study treatment.
Across all Phase III studies, the Grade = 3 events had no impact on the continuation of tislelizumab as
confirmed by the comparable rates of AEs leading to discontinuation between the ADA subgroups. In
general, there was no obvious temporal association between Grade > 3 AEs and ADA onset (although
limited by sparse ADA sampling), no correlation between toxicity grade and ADA titre, and no clinically
relevant relationships between tislelizumab exposure and safety endpoints. Importantly, immune-
mediated AEs and infusion-related reactions, which may be potentially attributable to ADA, showed no
differences between treatment-emergent ADA positive and ADA-negative patients.
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Upon request, treatment-emergent AEs by ADA status in a pooled dataset for patients treated with
tislelizumab monotherapy at a dose of 200 mg Q3W and pooled for the combination therapy studies
were provided separately for immune-mediated AEs, IRRs, Grade =3 AEs, SAEs, and AEs causing
treatment discontinuation/dose modification. The ADA-positive and ADA-negative groups had
comparable rates of immune-mediated AEs, IRRs, AEs causing treatment discontinuation and AEs
causing dose modification, while the ADA-positive group showed higher rates of Grade = 3 AEs (50.9%
vs. 39.3% for monotherapy and 85.6% vs. 78.2% for combination therapy) and SAEs (37.1% vs.
29.7% for monotherapy and 45.9% vs. 38.2% for combination therapy).

Grade > 3 AEs in monotherapy studies

In the pooled monotherapy studies, the following SOCs showed numerical differences >2% bet@n
the treatment-emergent ADA-positive and ADA-negative groups:

L 2
Investigations SOC (12.9% vs. 10.3%), with PTs that were generally low and compar(\ﬁween the
ADA-positive and ADA-negative groups. O

e Metabolism and nutrition disorders (11.6% vs. 7.3%), with small diffe\@of 1-2% between
ADA-positive and ADA-negative groups in PTs of hyponatraemia (4.@/ . 2.0%) and
hypokalaemia (2.6% vs. 1.3%). @

e Blood and lymphatic system disorders (9.9% vs. 5.3%), with all"differences of 1-3% in
anaemia (7.8% vs. 4.2%) and thrombocytopenia (1.3% v

e Gastrointestinal disorders (9.1% vs. 5.7%), with no sin

e General disorders and administrative site conditions {6.5%=¥
this difference. Q

e Hepatobiliary disorders (4.7% vs. 2.1%), with P at occurred at very low and comparable
rates (<0.9% in either ADA group). O

Grade > 3 AEs in combination therapy studies\'o

driving this difference.
s. 3.9%), with no single PT driving

In the pooled combination therapy studie following SOCs showed numerical differences >2%
between the treatment-emergent AD QTve and ADA-negative:

e Blood and lymphatic syst
vs. 13.0%), leukopenig=()
febrile neutropeni (4. vs. 1.8%). These haematological events are common with
chemotherapy a Xe majority of such events were considered related to the chemotherapy
rather tharl t '%umab [Study 304-Table 14.3.1.2.5.3], [Study 307- Table 14.3.1-2.5.3].

Qsorders (53.2% vs. 44.2%), mainly driven by anaemia (21.6%
8.9% vs. 14.8%) and thrombocytopenia (13.5% vs. 9.7%), and

e Infections festations (15.3% vs. 8.2%), mainly due to pneumonia (9.0% vs. 3.9%). In
the oy pulations of the NSCLC studies, Grade =3 pneumonia occurred with comparable
rates een tislelizumab + chemotherapy and chemotherapy arms [Study 304-Table 14.3.1-

@ [Study 307-Table 14.3.1.2.4.2].
piratory, thoracic, and mediastinal disorders (10.8% vs. 8.2%), with a small difference
een in haemoptysis (3.6% vs. 1.2%).
e Metabolism and nutrition disorders (9.9% vs. 6.7%), with small differences seen in decreased
appetite (2.7% vs. 1.2%) and hypokalaemia (2.7% vs. 0.9%).
e General disorders and administration site conditions (4.5% vs. 2.4%), with a small difference
seen in malaise (2.7% vs. 0.3%).

SAEs in monotherapy studies

In the pooled monotherapy studies, the following SOCs showed numerical differences >2% between
the treatment-emergent ADA-positive and ADA-negative groups:
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e Gastrointestinal disorders (9.1% vs. 4.5%), with differences in dysphagia (2.2% vs. 0.5%) and
diarrhoea (1.3% vs. 0.1%). All other PTs occurred in < 1% of patients in either group.

e Hepatobiliary disorders (3.9% vs. 1.8%), with PTs that occurred at very low and comparable
rates (<0.9% in either ADA group).

SAEs in combination therapy studies

In the pooled combination therapy studies, the following SOCs showed numerical differences >2%
between the treatment-emergent ADA-positive and ADA-negative groups:

e Respiratory, thoracic, and mediastinal disorders (17.1% vs. 11.2%), driven primarily b
pneumonitis (8.1% vs. 5.2%) and haemoptysis (5.4% vs. 1.2%). Pneumonitis is a n imAE
of immune checkpoint inhibitors (Wu et al 2017) and was more common in thetj umab +
chemotherapy arm vs. chemotherapy arm in the NSCLC studies: 5.9% T+PP, *9% PP
[Study 304-Table 27], and 2.5% T+PC, 1.7% T+nPC vs. 0% PC [Study, 3 le 25].

e Infections and infestations (12.6% vs. 7.9%), driven by pneumonia ( . 5.5%). In the
overall populations of the NSCLC studies, the incidence of serious pv nia was comparable
between tislelizumab + chemotherapy and chemotherapy arms [ 304- Table 27], [Study
307-Table 25]. g

e Blood and lymphatic system disorders (10.8% vs. 4.8%), \@ ifferences in thrombocytopenia
(4.5% vs. 1.5%) and anaemia (3.6% vs. 0.3%).

e General disorders and administration site condMons@ s. 3.3%) due mainly to malaise
(1.8% vs. 0%).

e Cardiac disorders (3.6% vs. 0.9%), with all PTsX:urring as single events (£0.9% in either

ADA group).
e Skin and connective tissue disorders (2.7@5. 0.6%) due mainly to rash (1.8% vs. 0%).
e Hepatobiliary disorders which were common in the ADA-negative group (2.1%) than in

the ADA-positive group (0%).

Most SOCs and PTs of SAEs listed abc@not known to be mediated by ADA. On the other hand,
ADA-related immune complexes @been shown to induce release of inflammatory cytokines and
complement activation, leadin {n ammation and breakdown of self-tolerance (Krishna and Nadler
2016). While it is unclearqha e, if any, ADA may play in the pathogenesis of imAEs such as
pneumonitis, the incide ‘%(pneumonitis in tislelizumab studies in NSCLC is similar to those reported
for other PD—1/PD;L1 i ’}z'ors, including nivolumab and atezolizumab which have comparable or
higher ADA incide s tislelizumab (Wu et al 2017, Rittmeyer et al 2017).

*

The majority 8 patients with NAb (0.8% of 2277 ADA evaluable patients; Table 14) across the
10 clinical s did not experience immune-mediated AEs or AESIs, and none had hypersensitivity
AEs.

Expo -response analyses

Exposure-efficacy analysis:

The exposure-efficacy relationship was explored for each of the pivotal studies (303, 304 and 307)
using various endpoints, such as BOR, PFS, and OS.

The relationship between exposure and BOR was first illustrated descriptively for Studies 303, 304, and
307 by providing summary statistics of popPK predicted Cavg,ss and covariates of interest by response
status. Logistic regression was then used to further evaluate the relationship between exposure and
the probability of response (i.e., BOR being CR or PR), separately for each study, and identify
significant covariates.
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Similarly, OS and PFS were first illustrated by Kaplan-Meier survival curves, stratified by quartiles of
tislelizumab exposure (Cavg,ss) and covariates of interest. A Cox regression model was then used to
further characterise the relationship between exposure and PFS and OS and identify significant
covariates.

Results

For all efficacy endpoints (BOR, PFS, and OS) analysed, there appears to be a positive trend between
these efficacy endpoints and exposure within the range of exposure at 200 mg Q3W, which was the
only dose evaluated in all three studies. As shown in Figure below, in general, higher exposure seems
to be associated with higher probability of OS in 2/3L, and PFS in 1L SQ and NSQ NSCLC population at
a given time, respectively. 6

Furthermore, results from Cox regression models (Table 18, Table 19 and Table 20) al§o #&t that
the risk of death or risk of disease progression decreases with an increase in exposure& L, 1L SQ
and 1L NSQ NSCLC population, respectively. O

In addition, significant covariates were identified based on the covariate searc\?hown in Table 18,
baseline LDH, PD-L1 status, weight and disease stage were statistically sigr% covariates on OS in
2/3L NSCLC. Specifically, subjects with lower LDH, higher PD-L1 expressj ally advanced
carcinoma and higher body weight seem to have lower risk of death. Similafly, as shown in Table 19
and Table 20, baseline weight and PD-L1 status were identified as iﬁcant covariates in 1L SQ and
NSQ, respectively. Subjects with higher baseline weight, or hig -L1 expression tend to have
lower risk of disease progression in 1L SQ and NSQ, respecti .

However, the present analysis, in which only one dose @f 200 mg Q3W was evaluated, has
important limitations. For example, the positive expgsire éfficacy relationship in BOR observed at the
200 mg Q3W dose was not consistent with the fl sure response relationship on BOR observed at
200 mg Q3W and 5 mg/kg Q3W, in the previgus osure response analysis based on earlier phase
data on patients with NSCLC [BGB—A317—CP§€J.

@se relationship between a given dose level and across
anti-PD1 drugs. For instance, in both pembrolizumab and
similar positive relationship was observed between exposure
and efficacy endpoints (Agra al 2016, Feng et al 2017, Turner et al 2018), while a flat dose
response relationship wiﬁvged across multiple doses. This inconsistency suggests that the within

In fact, this inconsistency in exposure
different dose levels was not unco
nivolumab, within a given dose |

dose difference in effica 0ss exposure quartile were likely due to factors other than exposure.
. Q
&:\

Q
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Figure 27: Kaplan-Meier curves of OS stratified by quartiles of Cavg%

Efficacy set)

o

(o

A3
\ NSCLC (2LPK -

Table 18: Summary of Cox model parameters for OS — Q

LC (2LPK- Efficacy set)

ratio
95% CI
Parameter Sta @
Parameter Estimate Eré Estimate Lower Upper
Log of popPK predicted Cavg,ss [pg/mL] -2.055 &':’
30% increase in Cavg, ss O 0.58 0.52 0.66
30% decrease in Cavg,ss 2.07 175 245
LDH at Baseline (kU/L) 1. 0.391 4.66 217 10.04
0.434 vs 0.203 1.43 1.20 1.70
0.142vs 0.203 O 0.91 0.87 0.95
PD-L1 Expression Group at Baselin K
<25% vs. 225% Q 0.324 0.126 1.38 1.08 1.77
Disease Stage at Baseline \
Locally Advanced vs. Metast%\ 0.463 0.178 0.63 044 089
Weight at Baseline (kg) Q -0.031 0.006 0.97 0.96 0.98
89 vs 67 \ 0.51 0.39 0.66
50 vs 67 ) ) 1.69 1.38 2.08

For continuous
the median, and

Source:

e, odds ratios and 95% CI were generated to compare the 95" percentile vs.
percentile vs. the median for this covariate.
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Figure 28 Kaplan-Meier curves of PSF stratified by Cavg,ss -

set)

Table 19: Summary of Cox model parameters fG}

N

2
O
o)

N@C (1LSQPK - Efficacy

- 1L SQ NSCLC (1LSQPK- Efficacy set)

N Hazard ratio
\ 95% CI
0 Parameter Standard

Parameter AQ Estimate Error Estimate Lower Upper
Log of popPK predicted Cavg, mL] -2.050 0.399

30% increase in Cavg,ss 0.58 047 072
30% decrease in Cavg,ss Q 2.08 1.57 275
Weight at Baseline (k \ -0.026 0.008 0.97 0.96 0.99
85vs 62 . % 0.55 0.38 0.80
48 vs 62 Q\Q 143 1.14 1.79

0\ v
O

Q
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Figure 29: Kaplan-Meier curves of PFS stratified by Cavg,si @. NSQ NSCLC (1LNSQPK -

\OQ

Table 20: Summary of Cox model paramete PFS — 1L NSQ NSCLC (1LNSQPK- Efficacy

set)
('\
0\" Hazard ratio
6\ 95% CI
N
@ Parameter Standard

Parameter Estimate Error Estimate Lower Upper
Log of popPK predict%@ss [Hg/mL] -0.891 0.374

30% increase in Gaug@b 079 0.65 0.96
30% decrease in,C 1.37 1.06 1.78
oup at Baseline

PD-L1 Expre.ssc)
1-49% vs. & 0.640 0.249 1.90 1.16 3.09

<1% vs. 25! 0.949 0.215 258 1.69 3.94

Exp@afetv analysis:

The exposure-safety relationship was explored using various endpoints, such as immune-mediated
TEAEs, infusion-related reactions (IRRs), TEAEs with CTCAE Grade > 3, TEAEs leading to treatment
discontinuation, and TEAEs leading to dose modification(s). The relationship between exposure and
safety endpoints was first explored descriptively by providing summary statistics and boxplots of
popPK predicted Cnax,SS by event status (patient experienced at least one AE, yes/no). In addition,
logistic regression analysis was performed to evaluate the relationship between exposure and the
probability of at least one such safety event.
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While steady-state Cmax is @ common PK metric used in ER safety analysis, the conclusion would
remain the same using other PK metrics, such as Cavg,ss and Cmin,ss, since all these PK metrics are
highly correlated.

Results

To support the indication of tislelizumab as second (or third-) line treatment for patients with locally
advanced or metastatic NSCLC, the analyses were conducted separately on Study 303 and on the
monotherapy pool comprising studies with various solid tumour types across a wide range of doses
(0.5 - 10 mg/kg Q2W, 2-5 mg/kg Q3W including 200 mg Q3W). As shown in Figure 3-11 and Figure 3-
12, the tislelizumab exposure was similar between subjects with or without any immune related\TEAEs,
or TEAEs with CTCAE Grade > 3, respectively, based on data from Study 303. This observation@
further supported by results from logistic regression (Figures below), in which an increase i
tislelizumab exposure was not associated with an increased risk of immune-mediated TE?N TEAEs
with CTCAE Grade > 3. In fact, for all safety endpoints analysed based on data fro 303 and the
monotherapy pool, both the descriptive summary and the logistic regression s clinically
relevant association between exposure and increased probability of safety eveﬁ%;h%

analyses indicated that exposure metrics were comparable between Asians @n

safety events. (b

These same analyses and endpoints were also conducted on the co@ation pool to support the 1L
indication in squamous and non-squamous NSCLC population. A n in Figure 3-15 and Figure 3-
16, the tislelizumab exposure was similar between subjects wi ithout any immune related TEAEs,
or TEAEs with CTCAE grade > 3, respectively, based on d m 1L combination pool. Consistent with
the observed data, logistic regression analyses also sug Qmat_an increase in exposure does not lead
to increased probability of immune-mediated TEAEs EAEs with CTCAE grade > 3. Moreover, for all
other safety endpoints analysed based on 1L con&n pool, both the descriptive statistics and the
logistic regression suggest no association be lelizumab exposure and probability of safety

addition, these
ites with or without

events.
5 WHAQ = D'rherl
175
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Mo I mmune-mediated TEAE [n=438) [ At lesst one |l mmune-medided TEAE (n=94)

Symbols are the popPK predicted exposure matrices. The median is represented by the horizontal
black line in the middle of each box. The lower and upper ends of the box plot represent the 25th and
T5th percentile (the lower and upper quartiles, respectively). The bars extend to the most extreme data
point which is no more than 1.5xIQR from the box. The grey horizontal line represents the median
value of overall set.

Figure 30: Boxplot of popPK predicted Cmnax,ss by- immune mediated TEAE status , Study 303
only 2LPK-Safety set)
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Madel is log(p/(1-p)) = intercept + log popPK predicted Cmax,ss, where p is the p-rc:t:-a&1 mune-

mediated TEAE.

The blue shade area represents the 95% CI of the logistic regression model estimat@

the black
line in the middle of the shaded area represents the median prediction

The dots are the observed proportions at the median popPK predicted Cavg,ss each quartile,
and the range represents the 95% Cls for these are based on the Clopper-Pa&rson method.

The three vertical grey line represents the 25" 50" and 75" percentile of PK predicted
Cavg,ss.

Figure 31: Probability of immune-mediated TEAE vs. e)@sa Study 303 only (2LPK -

safety set) \
O

Ror @ Wyhite + Asm

Cmia 55 {g'ml)

Mo TEAEswith CTCAE == 3 (n=30%) | At least one TEAEs with CTCAE == 3 (n=206) |

Symbols are the popPK predicted exposure matrices. The median is represented by the horizontal
black line in the middle of each box. The lower and upper ends of the box plot represent the 25th and
75th percentile ({the lower and upper quartiles, respectively). The bars extend to the most extreme data

point which is no more than 1.5xIQR from the box. The grey horizontal line represents the median
value of overall set.

Figure 32: Boxplot of popPK predicted Cmax,ss by TEAEs with CTCAE grade greater than or
equal to 3 status , Study 303 only (2LPK - safety set)
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Maodel is log(p/(1-p)) = intercept + log popPK predicted Cmax,ss, where p is the probability Es

with CTCAE grade = 3.
The blue shade area represents the 95% CI of the logistic regression model estimatio@he black
line in the middle of the shaded area represents the median prediction Q

The dots are the observed proportions at the median popPK predicted Cavg,ss ach quartile,
and the range represents the 95% Cls for these are based on the Clopper-Pea ethod.

The three vertical grey line represents the 25% 50th and 75% percentile of th&popPK predicted
Cavg,ss.

Figure 33: Probability of TEAEs with CTCAE grade grea@- or equal to 3 vs. exposure,
Study 303 only (2LPK - safety set) \O
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Figure 34: Boxplot of PopPK predicted Cnax,Ss vs. occurrence of TESAES, Study 303

Symbols are the PopPK predicted exposure matrices. The median is represented by the horizontal black line in the

middle of each box. The lower and upper ends of the box plot represent the 25th and 75th percentile (the lower and
upper quartiles, respectively). The bars extend to the most extreme data point which is no more than 1.5xIQR from

the box. The grey horizontal line represents the median value of overall set.
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Figure 35: Probability of TESAEs vs. PopPK predicted Cmax,ss, Stu

9
S
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O

Model is log(p/(1-p)) = intercept + log PopPK predicted Cmax,SS, where p is &robability of TESAEs. The blue

shade area represents the 95% CI of the logistic regression model estil
the shaded area represents the median prediction. The dots are the
predicted Cmax,Ss within each quartile, and the range represents

1 nd the black line in the middle of
proportions at the median PopPK
% ClIs for these are based on the Clopper-

Pearson method. The three vertical grey line represents the 2% h and 75th percentile of the PopPK predicted

Cmax, SS.

O

Crrax,ss (gL}

Mo Immune-medited TEAE (n=376) |

At lesst one lmmune-medided TEAE (n=121)

Symbols are the popPK predicted exposure matrices. The median is represented by the honzontal
black line in the middle of each box. The lower and upper ends of the box plot represent the 25th and
75th percentile (the lower and upper quartiles, respectively). The bars extend to the most extreme data
point which is no more than 1.5xIQR from the box. The grey horizontal line represents the median

value of overall set.

Figure 36: Boxplot of popPK predicted Cnax,ss by immune-mediated TEAE status (1LPK -

Safety set)
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Moaodel is log(p/(1-p)) = intercept + log popPK predicted Cmax,ss, where p is the prob TEAEs

leading to dose modification.
The blue shade area represents the 95% CI of the logistic regression model estim@and the black
line in the middle of the shaded area represents the median prediction @

The dots are the observed proportions at the median popPK predicted Cavg,ss n each quartile,
and the range represents the 95% Cls for these are based on the Clopper- rson method. The three
vertical grey line represents the 25t 50t and 75% percentile of the popP icted Cavg,ss.

Figure 37: Probability of immune-mediated TEAE vs ex @ combination therapy pool
(1LPK - Safety set) t '

Crmexss (ug/mlL)

No TEAEs with CTCAE >= 3 (n=103) | At least one TEAEs with CTCAE >= 3(n=394) |

Symbols are the popPK predicted exposure matrices. The median is represented by the horizontal
black line in the middle of each box. The lower and upper ends of the box plot represent the 25th and
75th percentile (the lower and upper quartiles, respectively). The bars extend to the most extreme data
point which is no more than 1.5xIQR from the box. The grey horizontal line represents the median
value of overall set.

Figure 38: Boxplot of PopPK predicted Cnax, Ss by TEAEs with CTCAE grade greater than or
equal to 3 status (1LPK safety set)
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leading to dose modification.
The blue shade area represents the 95% CI of the logistic regression model estimaﬁo@d the black
line in the middle of the shaded area represents the median prediction

The dots are the observed proportions at the median popPK predicted Cavg,ss yith ach quartile,
and the range represents the 95% Cls for these are based on the Clopper-Pea%tr method.

The three vertical grey line represents the 25*, 50* and 75% percentile of th@a K predicted

Cavg,ss. Q
Figure 39. Probability of TEAEs with CTCAE grade grea@\ n or equal to 3 vs exposure,
combination therapy pool (1LPK safety set)
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Symbols are the PopPK predicted exposure matrices. The median is represented by the horizontal black line in the middle of each

box. The lower and upper ends of the box plot represent the 25th and 75th percentile (the lower and upper quartiles, respectively).
The bars extend to the most extreme data point which is no more than 1.5xIQR from the box. The grey horizontal line represents

the median value of overall set.
Figure 40: Boxplot of PopPK predicted Cnax,Ss vs. occurrence of TESAEs, combination

therapy pool
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prediction. The dots are the observed proportions at the median PopPK predicted Cmax, ithin each quartile, and the range represents

the 95% CIs for these are based on the Clopper-Pearson method. The three vergt y line represents the 25th, 50th and 75th

percentile of the PopPK predicted Cmax,SS.

Figure 41: Probability of TESAEs vs. PopPK predi«&@1 xrSS, combination therapy pool

2.5.3. Discussion on clinical pharm@logy

Pharmacokinetics ()

The clinical pharmacology package ofdﬁ)umab comprised 12 clinical studies contributing to the
characterisation of tislelizumab ph kinetics (2596 patients). Doses ranging from 0.5 to 10 mg/kg
Q2W, 2 and 5 mg/kg Q3W, and Qg Q3W, all administered as intravenous infusions over 30 to 60
minutes, were investigated.

The proposed dosing re@h for tislelizumab is 200 mg administered IV once every 3 weeks.

Analytical methods Q
. CN

For the quan f tislelizumab concentrations, a quantitative indirect ELISA method was
developed lidated. A formal cross-validation has been performed to verify that PK data obtained
at diffe oratories (method VAL136 and method 8354-363) are reliable and comparable.

ination of anti-drug antibodies (ADA) to tislelizumab, an electro-chemiluminescent (ECL)
immunoassay method using the Meso Scale Discovery (technology) was developed and validated
(8354-373). A standard 3-tiered approach was applied, comprising a screening assay followed by
confirmation of ADA status and determination of ADA titre. Assay sensitivity was determined to be

21.7 ng/mL relative to surrogate ADA and drug tolerance was 200 ug/mL in the presence of 100 ng/mL
of surrogate ADA. Two different antibodies (mAb and pAb) were used as positive controls during the
ADA assay validation in order to provide a complete characterisation of assay parameters. The mAb PC
(“reference antibody 1”) was used for the whole method validation (to prepare positive control samples
used in the whole method validation process and validation samples, except for the drug tolerance
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samples), while the pAb PC (“reference antibody 2”) was used only in the drug tolerance evaluations
(to prepare drug tolerance samples). This is considered to be acceptable.

A competitive ECL ligand-binding assay utilizing MSD technology to detect neutralizing antibodies
(NADbs) to tislelizumab was also developed and validated (8369-215). The NAb assay sensitivity was
173 ng/mL. Drug tolerance was 100 pg/mL and 10 pg/mL in the presence of 1000 ng/mL and 500
ng/mL of surrogate NAb in the serum which is considered too low for adequate detection of NAbs in a
relevant number of study samples with tislelizumab concentrations >10ug/mL. Thus, confirmed ADAs
against tislelizumab might be not correctly classified as neutralizing. No Hook effect and no
interference with PD-1 concentrations up to 4000 pg/mL was observed. Selectivity of the assay was
not demonstrated in disease state matrix. However, to test the selectivity, additional experime were
performed in pre-dose samples from clinical studies 302 and 303. Therefore, 10 samples for,

patient population were analysed in the NAb assay unspiked as well as spiked with LPC a
concentration of the positive control. The results of the additional experiments currenk ided were
in accordance with the acceptance criteria of the EU guidance and are considered a ble. Data and
information from the additional experiments to further confirm the selectivity o b assay, were
included in the amended bioanalytical data reports for studies BGB—A317—3(@ GB-A317-303.

Population PK model @

The final population PK model was a 3-compartment model with fir er elimination. The dataset
consisted of 14,473 observed serum concentrations from 2,596 s enrolled in 12 clinical studies
of tislelizumab. In the PopPK model dataset, there are 52 BL es, approximately 0.36% of the
total 14525 samples, which were excluded from the analysi %e to the small percentage of BLQ data,
exclusion of these data is not considered to affect the o mconclusions of the PopPK analysis and is
thus considered to be acceptable. In addition, 11 P ples, which were outside the proven stability
timeframe, were included in the population PK d ?However, these 11 PK samples are not
considered to have a significant impact on thegpop®lation PK modelling and parameter estimation
because the number of samples (11) is very's | compared to the entire dataset and only accounted
for 0.076% of the total number of po Q K data points. In addition, these data points do not
have extreme values nor are they ou% e range of samples that were within the proven stability

timeframe. O

In the final PopPK model, WT, sex, ALB, TUMSZ, TUMTP, and ADA were identified as statistically
significant covariates on the P

weight was the most in lal covariate on tislelizumab exposure. This is in line with what has been
described for other onal antibodies in the past. Goodness-of-fit (GOF) and prediction-corrected
visual predictive (VPC) plots showed good agreement between the observed and the simulated
the structural model. However, more details on the included population regarding
to BW wer, ired to ensure that the data are representative of the EU population. Although, with
the pro 00 mg Q3W dosing regimen, the observed exposure and the simulated overall exposure

af tislelizumab, while covariate sensitivity analysis showed that body

difference is not considered clinically meaningful, based on the new data provided.

Referring to the presented pcVPC plots by treatment regimen, model-fit for the Q2W treatment
regimen is slightly worse, as a tendency towards slight underprediction of observed values is shown.
Still, the final popPK model is considered to provide acceptable estimations of tislelizumab exposure for
the relevant dose of this application.

No exposure differences (simulated) were observed based on tumour subtype.

Incidence of ADAs and NAbs were low and seem to have a lowering effect on exposure. Even the mean
exposure was lower than the mean for ADA negatives, all ADA/Nab positive data were within the range
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of data points of ADA negatives, thus the effect is not considered clinically relevant. The submitted Pop
PK model can adequately describe the PK of tislelizumab in patients with NSLC and other cancer
types/subtypes included in the analysis.

ADME

Tislelizumab is presently intended to be solely administered via the IV route, which implies that the
drug will be 100% bioavailable. Cnax ranged between 89.5 ug/mL and 126 pg/mL. Central volume of
distribution and clearance of tislelizumab estimated by population PK analysis was 3.05 L and be 0.153
L/day, respectively. These values correspond to typical values described for V and CL of monoclonal
antibodies in the past.

No time-varying CL has been observed for tislelizumab, which was concluded from the inve
an empirical model of time-varying clearance that did not improve model fit of the initial
This is considered somewhat unexpected, given that other checkpoint inhibitors curre
which target PD-1/PD-L1 have all been described to exhibit time-varying CL (decre i CL when
tumour burden declines and disease state improves, presumably due to TMDD@ with this,
tumour size was determined to be a significant covariate affecting tislelizuma lower tumour size
resulted in decreased CL and higher AUC, large tumour size resulted in in d CL and decreased
AUC). Although most published popPK models for other checkpoint inhibi exhibited time varying
CL, based on the currently updated information provided, it appear: t the time-varying clearance of
tislelizumab has no strong meaningful impact on the PK charactesi of tislelizumab. Both assessed
popPK models with or without time-varying clearance appear, rgely comparable in the PK
metrics (e.g. geometric mean of AUC, Cmnax and Cmin after or at steady state (ss)). Therefore,
the current approach and conclusion of a 3-compartme el without time-varying CL appears to be
valid and appropriate based on the currently provid ata.

The estimate for the terminal half-life of tislelizu@derived from population PK analysis (which is also
stated in the SmPC) differs from the result ined for t1/2 in noncompartmental analyses (i.e. study
001 and study 102). However, it was clarifj at the terminal half-life (t1/2) of tislelizumab from the
PopPK model was derived from the P ntration time profiles for the original 2596 patients (from
12 studies), that were simulated fo 200 mg Q3W 1V for 17 doses. The steady state t1/2 was
then estimated by non-compartnde analyses (NCA) based on the simulated concentration time
profile from day 336 to day 3 wever, the observed post-treatment PK concentration samples for
NCA were limited (n = 5 Ntu 001 and n=10 for study 102 at the flat dose level of 200 mg Q3W)
and the variability in st 1 for the apparent terminal half-life at a flat dose 200 mg Q3W was quite
high (127%). In additiory the applicant clarified that the Q2W and Q3W dosing intervals in study 001
and Q3W interyal§ i udy 102 limited the sampling time windows for PK profiles after the first dose,
therefore wer, \ ufficient to robustly characterise the t1/2 of tislelizumab using NCA. The approach
of using t ated terminal half-life of tislelizumab derived from the population PK analysis based
on spa ples from a large patient population pooled from all studies with evaluable PK data, is
consi acceptable.

Dose proportionality and time dependency

PK of tislelizumab was shown to be linear and dose-proportional at dosing regimens of 0.5 mg/kg to 10
mg/kg once every 2 or 3 weeks and 200 mg Q3W. Steady-state accumulation ratio of tislelizumab PK
exposure is approximately 2-fold.

No dose adjustment is needed for patients with mild or moderate renal impairment. Data from patients
with severe renal impairment are too limited to make dosing recommendations for this population.
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No dose adjustment is needed for patients with mild or moderate hepatic impairment. Data from
patients with severe hepatic impairment are too limited to make dosing recommendations for this
population.

Variability

Inter-individual variability with regard to PK parameters of tislelizumab was moderate, e.g. the popPK-
derived estimate of inter-individual variability for tislelizumab CL was 26.3%. Higher inter-individual
variability (74.7%, and 99.9%) was observed for V2 and V3.

The variability values were obtained by taking the largest differences between the 5t and 95t

percentile exposures in the overall population compared to the typical individual, which are ~ %,
47.3%, and 70.8% for AUC,ss, Cmay,ss, and Cmin,ss, respectively. @
Exposure in patient population ‘\6

In study 001, PK of tislelizumab at dose levels ranging from 0.5 mg/kg - 10 mg/kg
assessed by noncompartmental analysis. PK was determined after the first do Cycle 4 (for

Q2W regimen) or Cycle 5 (for Q3W regimen), corresponding to steady state. er, PK at steady
state (Cycle 4 or Cycle 5) was derived from a rather limited number of pai at 200 mg flat dose
Q3W, 5 patients have contributed to PK results), therefore, reIiabiIity{ma data is considered

or Q3W was

questionable. Geometric means of AUC0-21d, Cycle 1, and AUCO-i cle 1, were 644 and 1075
pgeday/mL, respectively. At steady state (Cycle 4 or Cycle 5), g ic mean AUCO-tau was 825
pgeday/mL.

In the Phase 1 part of study 101, further noncompartnalyses were performed for
tislelizumab dosed at 200 mg Q3W. The number of patie after the first dose (Cycle 1) and after
multiple dosing at Cycle 5 was 20 patients and 12 ts, respectively. Overall, PK results were
similar to those obtained in study 001. The georﬂ@ means of AUCO-tau in Cycle 1 and Cycle 5 were
582 and 1073 pgeday/mL, respectively. g)

After doses of tislelizumab at 200 mg @ ery 3 weeks, the geometric mean of AUCss was
estimated by population PK analysis 283 pgeday/mL. The estimate is similar to results for
AUCtau at Cycle 4 or Cycle 5 deri y noncompartmental PK analyses in studies 001 and 102.

No meaningful discrepancies @I d from re-analysis of the population PK model as described in
popPK report amendment

Special population§ Q@'

In the populatbn%\\odel, baseline body weight, albumin level, tumour size of solid tumours, ADA
ergent ADA), and tumour type were identified as significant covariates on CL.

Baseline b ight, sex, and age were identified as significant covariates on Vc. However, simulated

mean e e differences observed in patients with impaired renal or hepatic function, different

compared to the overall variability of tislelizumab exposure and thus currently not deemed clinically
relevant. Conclusively, no dose adjustment of tislelizumab is currently deemed necessary for any
special populations.

The number of patients with severe renal impairment (n=5) was too low to make any valid
conclusions, whether the increase in tislelizumab exposure in patients with severe renal impairment
(50.5% higher as compared to subjects with normal renal function) resulted in any clinically relevant
impact on efficacy or safety parameters. However, as for other mAbs, there is no mechanistic rationale
for an increase in exposure with reduced renal function. Results are likely to be confounded by other
baseline characteristics, such as lower body weight. Based on currently available information it is not
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suggested that the observed increase in tislelizumab exposure in patients with severe renal impairment
(50.5% higher as compared to subjects with normal renal function) resulted in any clinically relevant
impact on efficacy or safety parameter, however no dosing recommendations can be made for these
patients (see sections 4.2 and 5.2 of the SmPC).

Tislelizumab has no study conducted in paediatric subjects.

In the population PK analyses of tislelizumab, no clinically relevant differences in the clearance of
tislelizumab were found between patients with mild hepatic impairment (bilirubin < ULN and AST >ULN
or bilirubin >1.0 to 1.5 x ULN and any AST, n = 396) or moderate hepatic impairment (bilirubin >1.5
to 3 x ULN and any AST; n = 12), compared to patients with normal hepatic function (bilirubin € ULN
and AST = ULN, n = 2 182) No dose adjustment is needed for patients with mild or moderate rét
impairment (see sections 4.2 and 5.2 of the SmPC). Based on the limited number of patient h
severe hepatic impairment (bilirubin >3 x ULN and any AST, n = 2), the effect of seveft tic
impairment on the pharmacokinetics of tislelizumab is unknown and no dosing reco Xations for

this population can be made.

The weight is similar in the different hepatic function groups and therefore n Q&ntlal confounder
of the influence of hepatic impairment on tislelizumab PK. The use of AST, or total bilirubin as
markers of metabolic liver function is questioned but will not be further p

monoclonal antibody for which the elimination is not expected to d on the hepatic function.

ed since tislelizumab is a

Interactions

The impact of combination therapy on the covariate-adjus islelizumab PK parameters (CL and Vc)
were evaluated in post hoc analysis based on the final p model. Again, accounting for the overall
variability of exposures, differences were not consid clinically significant, which is agreed.

Pharmacodynamics Q

No specific pharmacodynamic parameters vé&nvestigated in the clinical development program for
tislelizumab. 0
Immunogenicity 6

Immunogenicity was analyseQ 0 clinical studies of tislelizumab administered either as monotherapy
di

(Studies 001, 102, 203 302, and 303) or in combination with chemotherapy (Studies 206,
304, and 307) in patien ifferent tumour types. Anti-drug antibodies were determined by
screening and confir assays, followed by the analysis of ADA titre.

Of 1 916 anUd;uQ\bodles (ADA)-evaluable patients treated at the recommended dose of 200 mg
once every 3 18.3% of patients tested positive for treatment-emergent ADA, and neutralising
antibodies were detected in 0.9% of patients. Population pharmacokinetic analysis showed that
ADA st s a statistically significant covariate on clearance; however, the presence of treatment-
DA against tislelizumab appears to have no clinically relevant impact on pharmacokinetics

or efficacy.

Among ADA-evaluable patients, the following rates of adverse events (AEs) have been observed for the
ADA-positive population compared to the ADA-negative population, respectively: grade =3 AEs 50.9%
vs. 39.3%, serious adverse events (SAEs) 37.1% vs. 29.7%, AEs leading to treatment discontinuation
10.8% vs. 10.2%: (for monotherapy); grade = 3 AEs 85.6% vs. 78.2%, SAEs 45.9% vs. 38.2%, AEs
leading to treatment withdrawal 13.5% vs. 13.3% (for combination therapy). Patients who developed
treatment-emergent ADAs tended to have overall poorer health and disease characteristics at baseline
which can confound the interpretation of the safety analysis. Available data do not allow firm
conclusions to be drawn on possible patterns of adverse drug reactions.
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Exposure-response analyses

Exposure-efficacy analyses

In the first-line SQ NSCLC population, a positive correlation between tislelizumab exposure (Cavg,ss)
and the evaluated efficacy endpoints (BOR, PFS, and OS) was observed. In addition to exposure,
baseline weight was another significant covariate identified in the analyses of PFS and OS.

In the first-line NSQ NSCLC population, a positive correlation between tislelizumab exposure (Cavg,ss)
and the evaluated efficacy endpoints (BOR, PFS, and OS) was observed. In addition to exposure, PD-
L1 status was identified as significant covariate in the analyses of BOR and PFS.

In the overall NSCLC population (studies 001, 102, 303 including data on 5 mg/kg Q3W and 2

Q3W dosing groups), a positive correlation between tislelizumab exposure (Cavg,ss) and th luated
efficacy endpoints (BOR, PFS, and OS) was observed (for results see section 3.3.2.1.1. %eral
baseline characteristics were identified as significant covariates. The positive ER effi @Iationship
was less pronounced when using Cavg,dosel as compared to that with Cavg,sss;&é

The main limitation of these analyses is that only one dose level was tested i ies 303, 304 and
307. The phenomenon of E-R confounding has been broadly observed for Qlonal antibody cancer
therapies (including immune checkpoint inhibitors) and is believed to relﬁ cancer cachexia and/or
inflammation causing more rapid protein turnover and thus mAb c lism in patients with poor
prognosis. Hence, in the present analyses, the observed tisleliz -R relationship seen with 200
mg Q3W dose for BOR, OS, and PFS was likely a result of inc islelizumab clearance in patients
with poorer prognosis rather than a true exposure effect rug efficacy. Moreover, the flat
exposure response relationship observed based on the phase data of 200 mg and 5 mg/kg Q3w
suggested that 200 mg Q3W might already reach thgplateau, achieving maximum efficacy.

Exposure-safety analyses Q

The exposure-safety relationship for tisIeIiz;mg in NSCLC was explored using various endpoints, such

as immune-mediated TEAEs, IRR, TEA TCAE grade > 3, TEAEs leading to treatment
discontinuation and TEAEs leading to -@ e modification(s) and treatment-emergent SAEs. The
exposure metric was based on st state Cnax predicted by the population PK model. Analyses were
conducted separately on Stud and on the monotherapy pool comprising studies with various solid
tumour types. In all safety en nts analysed (except for IRR on the monotherapy pool), logistic
regression models sugg xo statistically significant relationship between the probability of safety
events and exposure 'mhe range of dose levels investigated. For the analysis of IRR based on the
data from the mo apy pool, while the relationship between the probability of an event and
exposure wa isfically significant, the increase in the probability of having an IRR was from 3.27%
at the media Rﬂe 1st exposure quartile to 5.5 % at the median of the 4th exposure quartile. Hence,
this mi ease in the safety risk was not considered clinically relevant, which is agreed. In

additi e analysis based on the monotherapy pool data indicated that exposure metrics were
compatrable between Asians and Whites with or without safety events. Overall, based on these
analyses, there was no evidence of higher tislelizumab exposure leading to increased safety risks in the
population analysed.

2.5.4. Conclusions on clinical pharmacology

Overall, pharmacokinetics and pharmacodynamics, i.e. immunogenicity and exposure-response
relationships, of tislelizumab have been adequately characterised.
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2.5.5. Clinical efficacy

2.5.5.1. Dose response studies

The recommended dose of tislelizumab is 200 mg administered as an intravenous (IV) infusion once
every 3 weeks (Q3W) until disease progression or unacceptable toxicity.

Study 001

Phase IA of Study 001 was designed to establish the recommended Phase II dose in patients with
advanced tumours. Phase IA was also designed to determine the maximum tolerated dose (Mbeor
tislelizumab, although no MTD was established in the study. @

Four dose levels were investigated during dose escalation in Phase 1A Part 1: 0.5, 2.0, nd 10
mg/kg Q2W. After clearance of the dose-limiting toxicity (DLT) period, two dosing sch %’es 2 mg/kg
and 5 mg/kg, Q2W and Q3W were further evaluated during schedule expansion in e 1A Part 2.
Phase 1A Part 3 comprised the fixed dose exploration with the 200 mg Q3W

O

Study results:
e Rates of treatment-related adverse events (AEs) and serious ?v@ events observed in

patients receiving 2 mg/kg and 5 mg/kg either administer: 2W or Q3W were comparable.

e Confirmed overall response rates (ORRs) in patients t with tislelizumab 2 mg/kg and 5
mg/kg Q2W were 10% (2 of 20) and 15% (3 of 20 spectively, and ORRs were 38% (8 of
21) and 15% (3 of 20) for patients treated at 2 and 5 mg/kg Q3W, respectively.

e Dose proportional increases in Cmax and AU e observed across a range of 0.5 mg/kg to
10 mg/kg. No correlation was found betv@clearance and body weight. The steady-state
geometric mean elimination half-life was calculated to be about 23.8 days based on popPK
analysis, and steady state trough @ntrations were similar across the Phase 1B indication
arms suggesting a lack of a d &éffect on PK. .

e Pharmacokinetic data fro ts who were administered 200 mg Q3W showed that
tislelizumab concentratj er the first 200 mg dose were within the range of concentrations
observed from the 2 g and 5 mg/kg doses .

Exposure-response anal patients with solid tumours

The purpose of thi§®sis was to analyse the exposure-response (E-R) relationships for tislelizumab
efficacy and dpoints using data collected in the studies BGB-A317-001, BGB-A317-102, BGB-
A317-203 an -A317-204.

The disthibdtion of different dose regimens used in each study is displayed in Table 21.
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Table 21: Summary of dose regimens

Dose Regimen | BCB-A317-001° BGB—‘_A_BIT-IGZb BGB-A317-203 | BGB-A317-204 Overall
(N=450) (N=300) N=70) (N=112) (N=932)
0.5 mg/kg Q2W 3 (0.7%) - - - 3(0.3%)
10 mg/kg Q2W 7 (1.6%) - - - 7 (0.8%)
2 mg/kg Q2W 26 (5.8%) - - - 26 (2.8%)
2 mg/kg Q3W 21 (4.7%) - - - 21 (2.3%)
200 mg Q3W 13 (2.9%) 300 (100%) 70 (100%) 112 (100%) 495 (53.1%)
5 mg/kg Q2W 26 (5.8%) - - - 26 (Z:3¢0)
5 mg/kg Q3W 354 (78.7%) - - - _3@8.0%)

a. 1 subject from BGB-A317-001 ADSL without PK exposure was excluded.

b. 99 subjects from BGB-A317-102 ADSL with SAFFL="N" and no PK exposure were excluded.

c. 1 subject from BGB-A317-204 ADSL without PK exposure was excluded.

*

-

N\
o

The E-R logistic regression models for ORR in patients with solid tumours a@g\'ﬁslelizumab
u

Cavg,dosel were developed using combined data in all solid tumour typ
BGB-A317-102 and BGB-A317-204.

Table 22: The model building process for ORR

%,
O

{‘b

dies BGB-A317-001,

N
Run Model Description \\)Compare to run p-value
1 Runl only intercept - -
2 Runl + log(Cavg.dosel) 1 0.2292

(,)\‘

Table 23: Summary of logistic moB rameters for ORR in patients with solid tumours

V__N
Parameters (U Estimates (SE) p-value
]S
Intercept . 9 -0.495 (0.934) 0.5957
Slope of log(C, _ 4..1) (x\ -0.313 (0.26) 0.2296

QS
N\
DO

Ny
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where P is probability of event and N is the number of patients in each quantile bin. The blu&% d light blue shaded area are
the median and 95% prediction interval based on the 1000 bootstrap samples of the model. horizon boxplots represent the
observed exposure range of 200 mg Q3W and 5 mg/'kg Q3W. K

Figure 42: Logistic regression of probability of ORR versus t@lzumab exposure in patients

with solid tumours QQ

Table 24: PopPK predicted Cavg,ss by confirme@onders status - 2L NSCLC (2LPK-

Efficacy set) (\
\ - Responder = Ho

All non-
Parameter Statistics nder =Yes responders BOR=SD
popPK predicted Cavg,ss (pg/mL) M 106 392 171
Mea 66.2 (15.0) 299(154) 60.5(156)
226 258 257
ean 64.6 T 585
CW% 27 266 268
edian 63.6 3841 8.0
013 26.0-76.8 49.5-882 20,1699
0‘<\ Min-Max 35.5-118 23.5-109 27.5-106
n = number of pau'.e \‘

BOR of PR or CR

Responder =
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Logistic regression was further used to evaluate the relationship between exposure and confirmed
BOR.
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Figure 44: Logistic regression of probability of confirmed BOR being CR/PR vs. popPK
predicted Cavg,ss — 2L NSCLC Q K-Efficacy set)

Table 25: Probability ei i aEs of confirmed BOR being CR/PR vs. popPK predicted Cavg,ss

— 2L NSCLC (2LPK-E set)
5
\ Median Model-based
Cavg,ss caﬁg@ Cavyg,ss probability (%) of
{pgimlL) \ {pgfmL) Observed CRIPR (%) (95% CI) CRIPR (95% CI)
<51.0 - 449 13124 (10.5) (5.7, 17.3) 136 (9.8, 18.7)
551 2BM25 (22.4) (154, 30.7) 18.4 (140,22 4)
2 634 31124 (25.0) (17.7, 33.6) X2.3(18.8, 26.3)
80.0 34125 (27.2) (196, 35.9) 0.1 (241, 36.9)

The slope (coefficient of log (Cavg,ss)) of the relationship between the probability of confirmed BOR
being CR/PR and the log of popPK predicted Cavg,ss was positive.

Based on covariate selection analysis, "PD-L1 expression” and “sex” were identified as significant
covariates and were therefore incorporated into the final model.

In addition, the relationship between exposure and AEs was evaluated by building logistic regression
models and plotting data by tumour type for imAEs (Figure 45) and AESIs (Figure 46).
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Figure 4 ability of immune-mediated AEs vs tislelizumab exposure in subjects by

The safety and efficacy of the 200 mg Q3W tislelizumab dose was further verified in Study 102 in
patients with multiple malignancies, and has been used in all the subsequent tislelizumab clinical
studies. Thus, no additional dose selection studies or analyses were performed for the present
application.

Exposure-response analyses for the overall NSCLC population

The applicant provided E-R analyses of efficacy for the overall NSCLC population by developing a model
that includes studies 001, 102 and 303.
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Figure 48. Kaplan-Meier OS curves stratified by Cavg,ss quartiles, 2L NSCLC patients from
studies 001, 102 and 303
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Figure 49: Kaplan-Meier PFS curves stratified by Cavg,ss, 2L N(L patients from studies

001, 102 and 303 @
o >

With these analyses a positive relationship between ex@ d efficacy response was determined.
To adjust for baseline characteristics and the potential confounding effect of CL, stepwise covariate
search based on AIC was conducted on baseline cheristics and the base model. As a result, in
addition to CL and Cavg,dosel, several other baselirte covariates were retained in the final model.
While the association between Cavg,dosel ap@\efficacy outcomes was statistically significant in the
base model, after adjusting for CL and ot baseline covariates, the association between Cavg,dosel
and efficacy outcome was no longer sé&lly significant in the final model.

For reasons of simplifying dosing @ ministration, the 200 mg once every 3 weeks dose was chosen
as recommended dose becaus is dose resulted in tislelizumab concentrations largely overlapping
with concentrations obserﬁ the 2 mg/kg and 5 mg/kg dose levels.

Ultimately, the toxicoki rofile of tislelizumab was characterised in preceding preclinical studies in
monkeys. TisIeIizun\rI posure in monkey serum at the NOAEL of 30 mg/kg Q2W was approximately
5- to 8-fold high@ those in patients receiving the studied human dose of 200 mg Q3W.

Main stu
Sum of the main studies supporting the 3 indications within this application, described in the
sections below:
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Clinical efficacy of tislelizumab monotherapy as 2L+ treatment of NSCLC

Main study Study 303

Supportive study(ies) Study 001 (dose response), Study 102

Clinical efficacy of tislelizumab in combination with chemotherapy as 1L treatment of squamous NSCLC

Main study Study 307

Supportive study(ies) Study 206 (squamous NSCLC cohort)

Clinical efficacy of tislelizumab in combination with chemotherapy as 1L treatment of nonsqua@us NSCLC

Main study Study 304 @

Supportive study(ies) Study 206 (nonsquamous NSCLC cohort) (\b
o)

2.5.5.2. Clinical efficacy of tislelizumab monotherapy as 2L+ treatmeg@SCLC

Main study 0

Study 303 (BGB-A317-303): A Phase 3, Open-Label, MuIticentﬁRandomized Study to
Investigate the Efficacy and Safety of Tislelizumab Compar h Docetaxel in Patients
With Non-Small Cell Lung Cancer Who Have Progressed rior Platinum-Containing
Regimen

Study 303 is an ongoing Phase III, randomised, open-la arallel-group multicentre study designed
to evaluate the efficacy and safety of tislelizumab in It patients with histologically confirmed, locally
advanced or metastatic (squamous or non-squa SCLC who had progressed during or after a
prior platinum-containing regimen. The propdgtion‘of PD-L1-negative patients (defined as < 25% of
tumour cells (TC) with PD-L1 membrane st@via the Ventana SP263 assay) was capped at < 60%
of patients in the study.

Patients were randomised in a 2:1 0 receive either tislelizumab or docetaxel treatment.
Randomisation was stratified by dfiistefogy (squamous vs. non-squamous), line of therapy (second- vs.
third-line), and PD-L1 expres < 25% TC vs. = 25% TC).

LCICﬂ“y advanced \Q _ .
metastatic N 8@ — BGE Aaég\‘?\?omg v — End of treatment of Botf.‘,ge;‘JT;m of E.SMLEQIM
- H . 8
- SAEs
«  Stage IlIE Continue BGB-A317 after + Drug related SAEs
o f 3(?[@(, r PD is allowed « irAEs
( n during ’ % L
- platinum —l ,‘é' End of treatment of Long term Follow up
aded doublet 21 -] Docetaxel: + Tumor assessment
e A » New anti-cancer
:.l1(,‘IIT1(;ﬂ1(-l[dE‘\; 2 E Crossover to receive therapy
xcluding EG Docetaxel 75 mg,-mz BGB-A31T treatment + Survival Status
mutation or ALK L Q3W NOT allowed ]
translocation
N =800
usdo China +160 ROW) * Note: cap ITT enrollment at max of 60% with PD-L1 TPS <25%

Figure 50: Study design (Study 303)
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Methods

e Study Participants

Key inclusion criteria included:

1.

4,

Histologically confirmed disease which was currently locally advanced or metastatic NSCLC of
either squamous or non-squamous histology.

With disease progression during or following treatment with at least one platinum-containing
regimen.

e Patients who received prior neoadjuvant or adjuvant chemotherapy but progressed within 6

months after the last dose were eligible provided the target lesion(s) had not been sly
treated with local therapy (radiation) or the target lesion(s) within the field of loc apy had
subsequently progressed as defined per RECIST v1.1. K\

etastatic

e Note: No more than 2 prior lines of systemic chemotherapy for advar%@n

disease \

— Chemotherapy regimens were counted on the basis of i Q disease progression
and not the number of agents or switches in agents (e.g., a first- therapy that consisted of
several cycles of a platinum doublet and subsequent maint ce therapy that introduced or
was switched to a new chemotherapy agent without int sease progression was all

considered one chemotherapy regimen).

— Adjuvant/neoadjuvant chemotherap |@§oradiation counted as a prior
chemotherapy regimen if < 6 months had elapsed\between the last dose and the date of
recurrence. Combined treatment with che rapy and radiation constitutes a single
regimen; surgery was not considered a régimen.

¢ Anti-EGFR treatment with diseaseésgession as the treatment outcome was counted as a

line of therapy. Q

e Anticancer agents used fi odesis were not counted as a line of therapy.

&rc ival/fresh tumour tissues (FFPE blocks or approximately 11 [at
least 5] freshly cut ungtai FFPE slides) for biomarker analysis to assess PD-L1 expression and
provided sufficient t% including TMB and GEP.

ECOG PS < 1.0\0

Patients were able to provj

Key exclusio Eu'\lcg'a included:

1.

Receiy, r docetaxel treatment for metastatic disease or prior immune checkpoint inhibitor
the targeting PD-1, PD-L1, or CTLA-4.

Diagnosed with NSCLC that harbours EGFR sensitizing or driver mutation or ALK gene
translocation.

¢ Patients with a known ALK fusion oncogene were excluded. Patients (non-squamous or
squamous histology) with unknown ALK fusion oncogene status were not required to be tested
at screening given that testing for ALK fusion was not considered standard in the squamous
type patient population and a low frequency in non-squamous type.

Patients with toxicities (as a result of prior anticancer therapy including radiation) which had not
recovered to baseline or stabilised, except for AEs not constituting a likely safety risk (including but
not limited to alopecia, rash, pigmentation, specific laboratory abnormalities, etc). Received
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chemotherapy, immunotherapy (e.g., interleukin, interferon, thymosin), or investigational agent
used to control cancer < 28 days (or < 5 half-lives, whichever was shorter) prior to randomisation.

4. History of interstitial lung disease, non-infectious pneumonitis or uncontrolled systemic diseases,
including diabetes, hypertension, pulmonary fibrosis, acute lung diseases, etc.

5. Patients with significantly impaired pulmonary function or who require supplemental oxygen at
baseline.

6. Clinically significant pericardial effusion.
7. Active leptomeningeal disease or uncontrolled, untreated brain metastasis: E

¢ Patients with a history of treated and, at the time of screening, asymptomatic cen@
nervous system (CNS) metastases were eligible, provided they met all the follqwi%

— Brain imaging at screening showed no evidence of interim progression. K\

— Had measurable disease outside the CNS, only supratentorial metaxﬂ&)wed

— No ongoing requirement for corticosteroids as therapy for CNS di ; anticonvulsants at a

stable dose were allowed. @
— No stereotactic radiation or whole-brain radiation within ys prior to randomisation.
e Patients with new asymptomatic CNS metastases det at the screening scan had to

receive radiation therapy and/or surgery for CNS meev

— Following treatment, these patients could the ligible, provided all other criteria,
including those for patients with a history of in metastases, were met.

8. Malignancy other than NSCLC. Q

e Any active malignancy < 2 years e’f\e randomisation except for the specific cancer under
investigation in this study with the eption of those with a negligible risk of metastasis or
death, such as localised and ately treated malignancies (e.g., resected basal or
squamous cell skin canci@erﬁcial bladder cancer, carcinoma in situ of the cervix or

breast).
9. Requiring systemic tr%’lea with either corticosteroids (> 10 mg daily prednisone or equivalent)

or other immunosu sive medications within 14 days of randomisation.

e A brief (=< 7 days) of corticosteroids for prophylaxis (e.g., contrast dye allergy) or for
@

treat non-autoimmune conditions (e.g., delayed-type hypersensitivity reaction caused
by cc%: allergen) was permitted.

nal replacement steroid dose < 10 mg daily prednisone equivalent was permitted in the
sence of active autoimmune disease.

e Topical, ocular, intra-articular, intranasal, and inhalational corticosteroids (with minimal
systemic absorption) were permitted.

10. Active autoimmune diseases or history of autoimmune diseases that may relapse were excluded.
Patients with the following autoimmune diseases were allowed: controlled type 1 diabetes,
hypothyroidism managed with hormone replacement therapy only, controlled celiac disease, skin
diseases not requiring systemic treatment (such as vitiligo, psoriasis, or alopecia), or diseases not
expected to recur in the absence of external triggering factors.

11. Any of the following cardiovascular criteria:
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a. Cardiac chest pain, defined as moderate pain that limits instrumental activities of
daily living, < 28 days before randomisation.

b. Symptomatic pulmonary embolism < 28 days before randomisation.

c. Acute myocardial infarction < 6 months prior to randomisation.

d. Heart failure of New York Heart Association Classification III or IV < 6 months prior to
randomisation.

12. Prior allogeneic stem cell transplantation or organ transplantation.
® Treatments

Tislelizumab 200 mg was administered by IV infusion on Day 1 of each 21-day cycle (once é 3
weeks). The initial infusion (Cycle 1 Day 1) was delivered over 60 minutes. If this was we?t@ated,

then the subsequent infusions were administered over 30 minutes, which was the sho e period
permissible for infusion. Tislelizumab was not concurrently administered with any o rug.
Tislelizumab was given until disease progression assessed by the investigator Tvl.1,

unacceptable toxicity, or withdrawal of informed consent, whichever occursﬁb\'

ery 3 weeks until

Docetaxel 75 mg/m?2 was administered as an IV infusion over 1 hour o%
premedications were

disease progression, intolerable toxicity, or withdrawal of consent. Ad{io
administered as per standard practice.

Tumour assessments were conducted every 9 weeks for 52 we ter randomisation and continued
every 12 weeks thereafter. Survival status was followed eve nths after discontinuation of the

study treatment. \O
e Objectives O

Assess the efficacy and safety of tislelizumab,as @otherapy for the treatment in 2L (or 3L) of

NSCLC. 6\.
® Outcomes/endpoints EQ

Primary Efficacy Endpoint O

Overall Survival

OS was defined as the ti &ogthe date of randomisation to the date of death due to any cause in
the ITT and PD-L1-Posi @nalysis Sets.

>
Secondary Efticc) dpoints

Objective Re@&e Rate

ORR w @ued as the proportion of patients who had a CR or PR as assessed by the investigator per
REC *1 in the ITT and PD-L1-Positive Analysis Set. Patients without any postbaseline assessment
were considered non-responders. Patients without measurable disease at baseline were also
considered as non-responders. The difference in ORR between arms was evaluated using the Cochran-
Mantel-Haenszel (CMH) chi-square test with the actual stratification factors as strata.

The two-sided 95% ClIs for the odds ratio and the difference in ORR were calculated, as well as
Clopper-Pearson 95% CIs for the ORR within each arm. In addition, the number and percentage of
patients for each of the BOR categories were presented. A waterfall plot of best percent change in sum
of target lesion diameters from baseline was provided by treatment arm. The patients in each arm
were ordered by the percentage, and patients with the largest percentage were presented on the right.
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Progression-Free Survival

PFS was defined as the time from randomisation to the first objectively documented disease
progression as assessed by the investigator per RECIST v1.1 or death from any cause, whichever
occurred first, in the ITT and PD-L1-Positive Analysis Sets. The actual tumour assessment visit date
was used to calculate PFS. The PFS censoring rules were specified in the Statistical Analysis Plan.
Similar methodology except for sensitivity analyses used to evaluate OS was applied to the analysis of
PFS.

Duration of Response

Duration of response (DoR) was defined for patients with an objective response as the time fro@e
first documented objective response to documented disease progression as assessed by the
investigator using RECIST v1.1, or death from any cause, whichever occurred first, in th d PD-
L1-Positive Analysis Sets. Only the subset of patients who showed a CR or PR were toi' uded in
the DoR analysis. Data for patients who were alive and who had not experienced di progression
at the time of analysis were censored at the date of the last tumour assessm 6 tumour
assessments were performed after the date of the first occurrence of the obj esr&response (CR or

PR), DoR was censored at the date of the first occurrence of the objectiv se. Median DoR and
corresponding 95% Cls were estimated using the Kaplan-Meier methodo for each treatment arm.
Comparisons of DoR between treatment arms was made using the ank test.

Health-Related Quality of Life

Analysis method: the three patient-reported outcomes us§ easuring HRQoL included QLQ-C30
(measuring core cancer) and its lung cancer module QL 3. Also, EQ-5D-5L was used for
measuring general health status.

Exploratory Efficacy Endpoints Q

Disease Control Rate per the Investigator (}'

DCR was defined as the proportion of Qs with objective response (CR or PR), non-CR/non-PD, or
stable disease maintained for = 9 with allowable visit window) using RECIST v1.1. DCR per the
investigator was analysed. Simil hodologies for the analysis of ORR were applied.

Clinical Benefit Rate per t{@tiaator

CBR was defined as the ortion of patients who had CR, PR, non-CR/non-PD, and stable disease
that is = 24 weeks’? tion per RECIST v1.1. CBR per the investigator was analysed. Similar

methodologies,fo analysis of ORR were applied.

Time to Res nse per the Investigator

Time to se per the investigator was defined for patients with an objective response as

dete by the investigator as the time from randomisation to the first occurrence of a CR or PR as
assessed by the investigator using RECIST v1.1. Only the subset of patients who showed a CR or PR
was included in the time to response analysis. Time to response was summarised for descriptive
purposes. The mean, SD, median, and range of time to response were provided.

Time to First Subsequent Anticancer Systemic Therapy

Time to first subsequent anticancer systemic therapy was defined for patients with the use of
subsequent anticancer systemic therapy as the time from end of study treatment to first dose of
subsequent anticancer systemic therapy. The mean, SD, median, and range of time to first subsequent
anticancer systemic therapy were provided.
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Subsequent Anticancer Therapy

Subsequent anticancer therapy was summarised by percentage, category and Preferred Term (PT) in
the ITT and PD-L1-Positive Analysis Sets for each treatment arm.

PD-L1 Expression as a Predictive Biomarker for Response

Distribution of PD-L1 expression was examined in the ITT Analysis Set. Association between PD-L1
expression (not restricted to the prespecified cutoff level of 25%) and tislelizumab treatment effect
over docetaxel (OS, ORR, PFS, DoR, DCR, CBR) was explored. E

e Sample size @

The original sample size calculation (i.e., approximately 640 patients in China and Asia® @: region)
was based on the number of events required to demonstrate the OS superiority of \o Arm B in
ITT-CAP and ITT-CAP patients with PD-L1 positive tumours. The sample size has ncreased to
include an additional 160 patients from ROW (rest of the world), hence a tota& roximately 800
patients were planned to be recruited into the trial. 0

Six hundred and forty patients in ITT-CAP were planned to be enrolle 0\@ 16-month period at a
constant enrolment rate and randomised in a 2:1 ratio to Arms A a The enrolment of 160 patients
in ITT-ROW was expected to start approximately 8 months after, éﬂ)r the ITT-CAP and to last about
12 months. The median OS was assumed as 10 months in Ar, Q

An interim analysis was planned when approximately 426 ths in the ITT Analysis Set have been
observed, which represents 76% of the planned number 0f events (i.e. 560 events) in the ITT Analysis
Set for the final analysis. There was an approxima 7% power to detect an OS HR (Arm A/Arm B)
of 0.75 with a one-sided type I error of 0.02 in tﬁé‘F

A Hwang-Shih-DeCani spending function wi arameter of -2 based on the information fraction in
the ITT Analysis Set was used in settiQg e upper (efficacy) boundary. The stopping boundaries in
Table 27 (below) were planned to be ed based on the actual death events observed in the ITT
Analysis Set at the interim and fi& alyses.

The superiority test of OS in L1 positive Analysis Set were planned to be performed only in the
final analysis. Two hundrethandtseven deaths in the ITT patients with PD-L1 positive tumours were

planned to be required ve an approximately 86% power to detect an OS HR of 0.60 with a one-
sided type I error 6 /. Assuming the prevalence of PD-L1 positivity is 40% in the ITT Analysis Set,
it was planned,that it\would take approximately 31.0 months to accumulate the required approximately

207 events i \ ximately 320 patients with PD-L1 positive tumours in the ITT Analysis Set.

The PD ]@)ression status was planned to be closely monitored and enrolment of patients whose
tum PD-L1 negative was planned to be stopped as necessary through IWRT upon reaching
~60% \that is to ensure that the percentage of PD-L1 positive patients is no less than 40% of the ITT
Analysis Set. The capping of PD-L1 negative patients to ~60% was planned to be implemented in both
ITT-CAP and ITT-ROW independently.

The sample size and power considerations are acceptable, assumptions were well justified at the time
of planning.

An interim analysis was planned when approximately 426 deaths in the ITT Analysis Set had been
observed; however, the interim analysis was conducted after 441 events.

A capping of PD-L1 negative patients was planned to ensure that the percentage of PD-L1 positive
patients was no less than 40% of the ITT Analysis Set. Capping was triggered for the Rest of the World
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population. After triggering this cap, 33 ROW patients were randomised, among whom 31 were PD-L1
225%. 131 ROW patients had been already enrolled. A total of 16 patients were screen failures due to
the cap.

In amendment 1, the sample size has been increased to enrol an additional 160 patients from ROW.
¢ Randomisation and Blinding (masking)

Patients were planned to be randomised in a 2:1 ratio to receive tislelizumab or docetaxel, using the
IWRT system for this study by permuted block stratified randomisation. According to the original study
protocol, the randomisation was stratified according to the following factors: histology (squamous
versus non-squamous), line of therapy (2 versus 3) and PD-L1 expression level on tumour cell
membrane (<25% versus =25%). The PD-L1 expression status was planned to be measure
immunohistochemistry (IHC) assay in a central laboratory and using the Ventana PD-L1
antibody. To mitigate the risk of obtaining skewed PD-L1 distribution toward low expr §§Q due to

competing trials enrolling only patients whose tumour PD-L1 expression is high, adj nt to
enrolment was planned to be made by capping the PD-L1 negative and low p atioh to ~60% of ITT.
This was planned to be accomplished through the Interactive Web Response ology (IWRT)
system, when necessary. This study was open-label. @

o Statistical methods

Analysis Set gﬁ
The ITT population was planned to include all randomised pa? d to analyse all patients according
r

to their randomised treatment arms. It was planned to
efficacy analysis. The ITT Analysis Sets was planned to ummarlsed for both the China and Asia
Pacific (ITT-CAP) Analysis Set and the rest of wo% -ROW) Analysis Set.

imary analysis population for the

According to the original protocol, the Per Pr P) population was planned to include all
randomised patients who received at least q%bse of the assigned study drug and had no major
protocol deviations. Major protocol d @ were planned to be determined and documented before
the database lock for the primary an%

The PD-L1 positive population ( %o TCs) was planned to include all randomised patients whose
tumours were PD-L1 positiveQrI analyse all patients according to their randomised treatment arms.
It was planned to be the &{Ip

Safety Analysis Set W, nned to include all patients who received at least one dose of study drug. It
was planned to b opulation for the safety analyses.

ary analysis population for efficacy analysis.

The PK Analy \e was planned to include patients who contributed at least one quantifiable post-
dose PK s

The@walysis Set was planned to include all patients who have received at least 1 dose of
tisleliztwnab for whom non-missing baseline ADA and at least 1 non-missing postbaseline ADA results
are available.

Primary and secondary endpoints

The primary endpoint of the trial was OS - defined as the time from the date of randomisation to the
date of death due to any cause in the ITT and PD-L1 positive Analysis Set.

Secondary endpoints included in the multiple testing procedure were:

e ORR - defined as the proportion of patients in the ITT and PD-L1 positive Analysis Set who had
a CR or PR as assessed by the investigator per RECIST v1.1.
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e DoR - defined as the time from the first occurrence of a documented objective response to the
time of relapse, as determined by the investigator per RECIST v1.1, or death from any cause,
whichever comes first, in the ITT and PD-L1 positive Analysis Set.

e PFS - defined as the time from the date of randomisation to the date of the first objectively
documented tumour progression as assessed by the investigator per RECIST v1.1 or death
from any cause, whichever occurs first, in the ITT and PD-L1 positive Analysis Set.

e HRQoL - measured using European Organisation for Research and Treatment of Cancer Quality
of Life Questionnaire-Lung Cancer (EORTC QLQ-LC13) and Core 30 (EORTC QLQ-C30), and

European Quality of Life 5-Dimensions, 5-level (EQ-5D-5L) scale. E
Analysis primary endpoints @
OS was planned to be compared between tislelizumab (Arm A) and docetaxel (Arm B) h\n ITT
analysis set in a stratified log-rank test using a significance level of 0.02 (one-sided ﬂe ull
hypothesis planned to be tested was: Q
HO: OS in Arm A = OS in Arm B against the alternative hypothesis: 0’\,

Ha: OS in Arm A # OS in Arm B @

This was planned to be the primary analysis once the targeted nu of deaths would be reached in
the ITT Analysis Set. The p-value from stratified log-rank test w I-Ié’med to be presented using
stratification factors (histology (squamous versus non-squa e of therapy (2 versus 3) and PD-
L1 expression level on tumour cell membrane (<25% ver I-IQ%)). The median OS and the
cumulative probability of OS at every 6 months were pl Dto be calculated for each treatment arm
and presented with two-sided 95% Cls. Kaplan-Mei rvival probabilities for each arm were planned
to be plotted over time. The hazard ratio betweep/ti zumab and docetaxel (HR A/B) and its 95% CI
were planned to be estimated using a Cox prgportienal hazard model with treatment arm as a factor
and stratified by the actual value of the str@ﬁion factors.

The hypothesis testing of OS in the P Qsitive Analysis Set was planned to be carried out at a
significance level of 0.007. If the O, thesis in the ITT Analysis Set could be rejected, its
corresponding a would be shifte e testing in the PD-L1 positive Analysis Set (i.e., a total a of
0.025). Similar statistical me as described above were planned to be applied with histology and
line of therapy as strata in\the stratified analyses.

Supplementary Anialypx_ Primary Endpoint

In order to evaludte fhe robustness of the OS results, several sensitivity analyses were planned and
further descrij N the Statistical Analysis Plan (SAP).

The se it@ analysis 1 was planned to be the same as the primary analysis except that it was
pla e based on the stratification factors using the values from Interactive Response
Techndlogy, by which patients were randomised.

The sensitivity analysis 2 was planned to be the same as the primary analysis except that it was
planned to use Rank Preserving Structural Failure Time Model (RPSFTM) to adjust survival estimates in
the presence of arm B patients receiving any subsequent immunotherapy after discontinuation of
docetaxel.

The sensitivity analysis 3 was planned to be the same as the primary analysis except that a patient
was planned to be censored at the date last known to be alive before his/her COVID-19 related drug
administration protocol deviation.
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When there are over 10% ITT patients who had critical protocol deviations, the sensitivity analysis 4 in
the PP analysis set was planned to be implemented in the same way as the primary analysis.

Analysis Secondary Endpoints

The statistical significance of the difference in ORR between arms in the ITT Analysis Set was planned
to be evaluated using the Cochran-Mantel-Haenszel chi-square test with the actual stratification factors
as strata. The two-sided 95% ClIs for the odds ratio and the difference in ORR was planned to be
calculated, as well as Clopper-Pearson 95% ClIs for the ORR within each arm.

Progression-free survival was planned to be compared between the 2 arms in the ITT Analysis Set
using a stratified log-rank test using actual stratification factors as strata. The median PFS and
cumulative probability of PFS at every 3 months were planned be calculated for each treat

and presented with two-sided 95% CIs. PFS was planned be estimated using the Kaplan ethod.
The PFS censoring rule were planned to follow the ‘FDA Guidance for Industry 2007". &ual
tumour assessment visit date was planned to be used to calculate PFS. Data for pa@ without
disease progression or death at the time of analysis were planned to be censor e time of the
last valid tumour assessment. Data for patients who start to receive new anti r therapy or are lost
to follow-up were planned to be censored at the last valid tumour assess te prior to the
introduction of new therapy or lost to follow-up. Patients who had a etermination of
progression were planned to undergo a CT/MRI, if possible, to cor {radmgrapmc findings with the
clinical findings. If a clinical determination of progression for a p é’could be confirmed, the date of
the CT/MRI scan would get considered as the progression da at patient.

The DoR was planned to be analysed similarly as the PR@V s planned to be summarised within
responders.

Efficacy outcomes (i.e., ORR, DoR, and PFS) in t@Ql positive Analysis Set were planned to be
summarised similarly.

European Organisation for Research and Qﬂ'lent of Cancer Quality of Life Cancer Questionnaire
(EORTC QLQ-LC13 and EORTC QLQ-C EQ-5D-5L post baseline scores were planned to be
compared between the 2 treatmen , using a mixed model with baseline score and time since the
randomisation as covariates. Sig&d t interaction between treatment and time since randomisation
or quadratic term of time sinaQ omisation (p-value<0.05) were planned to also be included in the
final model.

N
Qfo

6\
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Table 26: Censoring rules for primary analysis of PFS per RECIST version 1.1 (Study 303)

No. |Situation Primary Analysis
} Incomplete or no baseline , L.
1 P i Censored at randomization date
tumor assessments
No postbaselme tumor . L
2 ! ) Censored at randomization date
assessment and no death
. No postbaseline tumor . .
3 ! ) Died at date of death
assessment and death
Progression documented .
4 = .. Progressed at date of documented progression
between scheduled visits = =
. Censored at date of last adequate tumor assessment with no documente,
5 No progression .
progression gl
6 New anticancer treatment Censored at date of last adequate tumor assessment before date
started anticancer freatment ‘\
Death between adequate . \Y
7 - adeque Died at date of death
assessment visits Q
g Death or progression after =2 | Censored at date of last adequate tumor assessmer k to the =2 missed
missed visit fumor assessments
Multiplicity K

The overall type I error was planned to be strongly controlled a@e—sided a of 0.025 within the two
dual primary hypotheses and 4 secondary efficacy hypotheses. of 0.02 and 0.007 was planned to
be initially assigned to the primary hypothesis testing i t@ and PD-L1 positive Analysis Sets,
respectively. The a allocation accounts for the positive corfkelation between the test statistics in the 2
Analysis Sets (i.e., PD-L1 positive is a subset of t Analysis Set). The overall type I error was
controlled at 0.025 when at least 30% of the deﬁ@n the ITT Analysis Set were from the PD-L1
positive subset. The a of 0.007 in the PD-L1 ing was planned to be adjusted downwards if the final
observed percentage was lower. At the fi lysis, it was planned to test the OS hypothesis first in
the ITT Analysis Set. If the hypothesi @ ITT Analysis Set could be rejected, it was planned to pass
the unused a on to the OS hypothesi in PD-L1 positive Analysis Set; followed by the second
efficacy hypothesis testing in thels ential order of ORR in the PD-L1 positive Analysis Set, DoR in the
PD-L1 positive Analysis Set, l@n the PD-L1 positive Analysis Set, PFS in the ITT Analysis Set, ORR in
the ITT Analysis Set, DoR ™ theNTT Analysis Set, lung cancer symptom scale measured by QLQ-LC13
and QLQ-C30 global he tatus/QoL in the ITT and PD-L1 Analysis Sets. Otherwise, if the OS
hypothesis in the nalysis Set could not be rejected, the hypothesis testing would be carried out
sequentially orﬂy@e PD-L1 positive Analysis Set for OS, ORR, DoR, PFS, lung cancer symptom scale
C13 and QLQ-C30 global health status/QoL scale at a of 0.007. The testing was

An interim analysis for OS in the ITT Analysis Set was planned to be performed by an independent
statistician external to BeiGene and when approximately 426 deaths (76% of the target number of 560
deaths) among the 2 treatment arms were observed in the ITT Analysis Set. It was estimated that it
would take approximately 23.1 months to observe 426 events. The final analysis of OS was planned to
take place after 560 deaths were observed in the ITT Analysis Set and 207 deaths were observed in its
subgroup of patients with PD-L1 positive tumours. Thus, the predefined number of deaths in the ITT
Analysis Set would trigger the interim and final analyses. The information fraction used in a spending
function was planned to be based on the observed number of deaths in the ITT Analysis Set at the
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corresponding time points. With Protocol Amendment 3, a Hwang-Shih-DeCani (HSD) spending
function with y parameter of -2 was planned to be used in setting up the upper (efficacy) boundary.
Initially, a HSD spending function with y = -4 was defined. In Protocol Amendment 1 this was modified
to a HSD with y = -0.7. . Stopping boundaries (p-value and Z score) of superiority test for OS at the
interim and final analyses in the ITT Analysis Set, as well as OS at the final analysis in the PD-L1
positive Analysis Set are shown in Table 27. The boundaries for hypothesis testing in OS were planned
to be updated according to the actual numbers of death events in the interim and final analyses, using
the pre-specified a spending function.

The IDMC was advised to make the recommendation of stopping the trial early for efficacy only when
the early stopping boundaries for efficacy were crossed in the ITT Analysis Set.

Table 27: Stopping boundaries (p-value and Z score) and approximate HR thresho
interim and final analyses of OS (Study 303)

Time p-value Appr q]’nﬂte HR
(months) # Deaths (Z score) for eshold for
Efficacy NN\ Efficacy

Interim analysis in ITT 231 426 =0.0112 (:i*Z.ES)\ \'.;:o_?&?l

Final analysis n ITT 310 560 <0.0153 (" @ =(.824

Final analysis in PD-1.1 positive 31.0 207 <. 000‘_ G) =0.696
Abbreviations: HR. = hazard ratio; ITT = intent-to-treat (Analysis Set); P = programmed cell death protein
ligand 1 Q
Subgroup Analyses \O
To determine if the treatment effect was consistent ss various subgroups, the HR estimates of OS
and its 95% CI were planned to be estimated an ed within each category of the following

variables: PD-L1 expression in TC (=25% Tcsﬁ: <25% TC) in the ITT Analysis Set, histology
(squamous versus non-squamous), line of y (2 versus 3), age (<65 versus >65 years), gender
(Female versus Male), ECOG PS (0 ve& , smoking status and region (CAP versus ROW).

Approximately 160 patients were n to be randomised in the ITT-ROW from countries outside of
China and Asia Pacific region, w nsisted of the 20% of the ITT Analysis Set. With the additional
region, it was possible to eva@ he treatment effect of tislelizumab in a broader population, as well
as its consistency between siavand Caucasian populations. Subgroup analysis in the ITT-ROW were
planned for descriptiv se only due to the small sample size. Selected efficacy and safety
variables were plafi !@ be summarised in the ITT-ROW as subgroup analysis using similar
methodolog|e9d|@ ed earlier.

@@
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Results

e Participant flow

- Excluded: n=730
5 Assessed for eligibility: L
= n=1535 Mot Meeting Inclusion/Exclusion Criteria n=627
< withdrawal of Consent n=41 (5.6%)
= ¢ PD-L1 Not Evaluable n=31 (4.2%)
g a
Randomised: 6
g n=805 @
T . v . 6
E Allocated to Tislelizumab Allocated to Doxetacel K
= n=535 n=270 (
Treated: n= 334 (99.8%) Treated: n=258 (95.6%) N
o 4 ' \
2 Continuing treatment: Continuing treatment NS
E n=108(20.2%) n=12 (4. 4%
S
bl
v . ,
Reasons for discontinuation n (%): Reasons for di inuation n (%):
W Radiographic Progressive Disease: 216 (40.4) Radiographi ve Disease: 160 (59.3)
E Loss of Clinical Benefit: 101 (18.9) Loss of Cligi : 0 (0.0)
= Adverse Event: 57 {(10.7) Adve ; : 30 (11.1)
s Clinical Disease progression: 23 (4.3) Clinical g5e progression: 15 (5.6)
< Physician decision: 8 (1.5) Physigian decision: 10 (3.7)
Withdrawal by subject: 17 (3.2) Wwal by subject: 29 (10.7)
Concurrent Antineoplastic Therapy: 1 (0.2) frrent Antineoplastic Therapy: 1 (0.4)

Lost of Follow up: 2 (0.4) &g of Follow up: 0 (0.0)

® Recruitment

This ongoing study is currently bein éducted in 109 study centres. Patients were enrolled in China,
Brazil, Bulgaria, Lithuania, Mexic @N Zealand, Poland, Russia, Slovakia, and Turkey. The dominating
enrolling country was China VQ total of 651 subjects.

r

The most common reaso & s@reen failure were Exclusion 11 (active leptomeningeal disease or
uncontrolled, untreat é‘r metastasis/134 patients, 18.4%), Inclusion 5 (Patients must be able to

provide arch|val/fr umour tissues for biomarker analysis to assess PD-L1 expression and, provided
sufficient tissue ing TMB, and gene expression profiling (GEP), 132 patients, 18.1%), and
Exclusion 236 rlying medical conditions, 84 patients, 11.5%).
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® Conduct of the study

Table 28: Summary of protocol amendments (Study 303)

Version

Date

Amendment 1.0

14 February
2018

Key Changes
e Expanded the study to allow the enrollment of about 160

patients outside of China, including Brazil, Bulgaria, Lithuania,
Mexico, New Zealand, Poland, Russia, Slovakia, and Turkey

OS in PD-L1-positive (= 25% TCs) population were changed to
be tested at a significance level of 0.007 as the dual primary
endpoint

Updated the planned timing and number of death events for
interim and final analyses of OS

Removed analysis of PD-L1-positive (= 25% TCs) population
from interim analysis

Revised to cap the PD-L1 negative (< 25% TCs) population to
about 60% of ITT population ¢ c
Revised the timing of collection of all imAEs and SAEs re %‘

to tislelizumab O
Added ophthalmologic exams
Added questionnaire EQ-5D-5L &

Amendment 1.0
Addendum 1

22 May
2018

Added myocarditis and myositis'thabdomyolysjs tential
imAEs and provided guidelines for their dia wAests and
management

Added monitoring of serum creatine kinQa creatine Kinase
cardiac muscle isoenzyme A

Amendment 2.0

20 July
2018

Revised exclusion criteria pertaing
herbal medicine
Clarified inclusion/exclusion

od for prior anticancer

anticancer therapy, w

chemotherapy, hetbalznsx e, immunotherapy, and radiation
Added inclusion crigergn of = 12 weeks life expectancy
Added antibioti @out period of 2 weeks prior to
randomization

on the assessment of pulmonary function

Amendment 3.0

09 March
2020

\ R

Updated ed timing and number of death events for

1 nal analyses of OS

ptom scale of QLQ-LC13 to HRQoL measures in

| analysis

ied the definition of window of baseline tumor assessment

Ad

R

Added tumor-infiltrating immune cells as exploratory biomarker

for efficacy

Abbreviations: AE, adverse \ NQ-5D-5L, European Quality of Life 5-Dimension, S-Level Questionnaire;

HRQoL, health-related

O

Q

e

treat; OS, overall survi®,
Quﬁtionnain:-Lm‘g ®

ife; iImAE, immunc-mediated treatment-cmergent adverse events: ITT, intent-to-
1, programmed cell death protein ligand-1: QLQ-LC13, Quality of Life
MSAE, serious adverse event; TCs, tumor cells.
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e Baseline data

Table 29: Demographics and baseline characteristics (ITT analysis set) (Study 303) (DCO:

15JUL2021)
Tislelizumab Docetaxel
(N=535) (N=270)
n (%) n (%)
IAge (vears)
n 535 270
Mean (SD) 60.0 (8.81) 60.2 (9.02)
Median 61.0 61.0
Q1.0Q3 55.0. 66.0 55.0, 66.0
Min, Max 28. 88 32, 81
A ge Group, n (%)
<65 years 364 (68.0) 180 (66.7) @
> 65 - < 75 vears 156 (29.2) 79 (29.3) N »
> 75 - < 85 years 14 (2.6) 11 (4.1) eﬁo
> 85 years 1(0.2) 0000) _N P
Sex, n (%) -
Male 416 (77.8) 206 (764
Female 119 (22.2) 64 23Q)
[Race, n (%) N N
American Indian or Alaska Native 12 (2.2)
Asian 424 (79.3) 21G481.1)
Black or African American 1 {0.2) ( 3(1.1)
Mative Hawaiian or Other Pacific 3 (0.6) @‘ 3(1.1)
Islander
White 93 (17.4) _KN 44 (16.3)
Other 2 (0.4) Jd\N/ 0 (0.0)
Ethnicity. n (%a) NN\
Hispanic NaA N\ NA
Mon-Hispanic MNA N\ M
ICountry, m (%) N\
Brazil 1'{.@/ 8 (3.0)
Bulgaria NN 1 (0.4)
China 423 #79.1) 218 (80.7)
Lithuania ~ (0.7) 1 (D.4)
Mexico ~\J1222 2 (0.7)
New Fealand 917 5 (1.9}
Poland 2 (0.4) 2 (0.7)
Russia | 41 (7.7} 15 (5.6)
Slovakia ﬁ 2 (0.4) 3 (1.1)
Turkey ( - 24 (4.5) 15 (5.6)
Region, n (%) -
China \\ 423 (79.1) 218 (80.7)
ROW 112 (20.9} 52 (19.3)
Weight (kz) m‘
n a4 535 270
Mean (SD) "o\ 67.78 (11.874) 67.12 (14.034)
Median , £ & 67.00 65.00
Q1,03 \ ¥/ G000, 75.00 59.00, 73.00
Min, Ma> 35.0, 130.0 36.0, 129.0
BMI (ko
n 534 269
cqNSD) 24.15 (3.626) 24.21 (4.466)
@n 23.86 23.46
QO3 21.78. 26.30 21.36. 26.61
Min, Max 15.1,43.9 162, 48.6
ECOG Performance Status, n (%)
0 116 (21.7} S0 (18.5)
1 419 (78.3) 220 (&1.5)
ISmoking Status, n (%)
Never 162 (30.3) B2 (30.4)
Current 50 (9.3) 19 (7.0)
Former 323 (60.4) 169 (62.6)

Data Source: ADSL ADBASE ADCM ADTRSUM. Data cutoff: 15JUL202Z1. Data extraction: Z20CT2021.
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Table 30: Disease history (ITT analysis set) (Study 303) (DCO: 15JUL2021)

Tislelizumab Docetaxel
(N=535) (N=270)
n (%) n (%)
[PD-L1 Expression, n (%)
>25% 227 (42.4) 115 (42.6)
< 25% 307 (57.4) 152 (56.3)
Missing * 1(0.2) 3(L.1)
Histology. n (%)
Squamous 248 (46.4) 122 (45.2)
Non-Squamous 287 (53.6) 148 (54.8)
[EGFR Mutation, n (%)
Wild Type 343 (64.1) 187 (69.3) 6
Mutant 1(0.2) 0(0.0)
Unknown ® 191 (35.7) 83 (30.7) @
ALK Rearrangement, n (%) ¢ 6
Wild Type 241 (45.0) 130 (48.1) é N
Translocated 0(0.0) 0(0.0) >
Unknown 294 (55.0) 140 (51.9 4
Line of Therapy, n (%)
Second 453 (84.7)
Third 82 (15.3)
[Disease Stage at Study Entry °, n (%)
Locally Advanced 84 (15.7)
Metastatic 451 (84.3) N7 [87 8)
[Brain Metastasis. n (%) ‘(J
Yes 39(7.3) 18 (6.7)
No 496 (92.7) Oﬂ\ </ 252(93.3)
[Liver Metastasis, n (%)
AN
Yes Ti(13.6)0 33(12.2)
No 462 {EQ 237 (87.8)
Baseline Target Lesions Sum of Diameters by Q
Investigator {mm)
n f"\f'ﬂ"f 258
Mean (SD) « \G6IR0 (40.337) 71.44 (45.304)
Median N 5800 60.65
01,03 ~37.00, 90.00 37.00, 94.00
Min, Max Na) 10.0, 292.7 11.0,239.0
Time from Initial Diagnosis to Study FRgry™”
(Vear) (E{&
n \N X 535 270
Mean (SD)) P N\ 1.238 (1.24700 1.129 (0.8922)
Median O/ 0.887 0.839
Q1. Q3 M\ 0.632, 1372 0.594, 1.246
Min,Max o ( & 0.05,12.73 0.17,5.77
Location of Dis w:-tascs, n (%) ¢
Adrenal Gl M 53 (9.9 37(13.7)
Bon "l 166 (31.0) 79 (29.3)
vill 39(7.3) 18 {6.7)
v 9(L7) 8(3.0)
Liv T3 (13.6) 33(12.2)
Lung 200 (37.4) 103 (38.1)
Lymph Nodes 74 (13.8) 29(10.7)
Pleura/Pleural Effusion 170 (31.8) 94 (34.8)
Pericardium/Pericardial Effusion 29(5.4) 15(5.6)
Other 53(9.9) 32{(11.9
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(%)

Tislelizumahb Docetaxel
(N=535) (N=270)
n (%) n (%)
Patients with any Prior Anticancer Systemic 535 (100.0) 27000 100.0)
[Therapy. n (%)
Time from End of Last Therapy to Study
Entry © (month)
n 535 270
Mean (SD) 4.70(4.602) 4.20(4.354)
Median 299 2.66
Q1. 03 1.71,6.21 1.58, 5.32
Min, Max -0.1.39.3 0.0, 35.5
Tvype of Prior Therapy. n (%) 4
Chemotherapy 535 (100.0) 270 (100.0)
Protein Kinase Inhibitors 16 (3.0) 9i3.3) N d,
Immunotherapy 0 (0.0) 0 (0.0) NS
Other 118{22.1) 55(20.4) A~NN
Setting of Prior Therapy, n (%) *
Metastatic 27(61.1)
Locally Advanced 190 (35.5)
Neoadjuvant 12(2.2)
Adjuvant 59(11.0) . .
Patients with any Prior Anticancer Surgeries, 130(24.3) @\ 66 (24.4)

Intention of Surgery, n (%) °

Curative 103 (79.2) L N 52 (78.8)
Palliative 322480\ 15(22.7)
Other L {080\ 1(1.5)
Time from Last Surgery to Study Entry © O
{month) N
n N30 66
Mean (SD) ~ 8L 72{21.723) [8.54 (12.812)
Median <\ ) 1421 13.50
Q1,03 » 894 2658 9.63,25.30
Min, Max 0.8, 146.8 1.4, 69.3
Patients with any Prior Anticancer 199 (37.2) 101 (37.4)
Radiotherapy, n (%)
Intent of Therapv. n (%) d n‘
Radical \N X B2(41.2) 31(30.7)
Neoadjuvant ONS 0 (0.0) 3 (3.0)
Adjuvant AN G 7(3.5) 7(6.9)
Palliative _ NN\ 118 (59.3) 61 (60.4)
Missin ) 1 (0.5) 1 (1.0)
Time fro| Last Radiotherapy to
Study nonth)
n 199 101
Mdan (SD) 7.65 (6.744) B.81(9.914)
%:iian 611 5.88
Q1,03 2.56,9.92 2.50, 10.61
Min, Max 0.0,33.8 0.0, 53.6

Data Source: ADSL ADBASE ADCM ADTRSUM. Data cutoff: 15JUL2021. Data extraction: 220CT2021.

For patients with any prior anticancer treaiment, percentages were based on N; for others, percentages were based on

the number of patients with any prior anticancer treatment.
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a Patients with missing baseline PD-L1 expression were the patients scored with unqualified samples

b Patients with unknown epidermal growth factor (EGFR) mutation included the following: Squamous (SQ) patients
without EGFR testing (n1=273) and nonsquamous (NSQ) patients with a non-tissue-based EGFR wild-type result
(n=1). Eight NSQ patients had their EGFR mutation status updated from unknown to wild type. which was due to
sites updating the EGFR wild-type result confirmed by non-tissue-based to tissue-based method. In total. there was 1
NSQ patient who did not have a tissue-based EGFR wild-type result and had only a blood-based EGFR wild-type
result.

¢ Study Entry date referred to randomization date m this study.

4 A patient was counted only once within each category. but may be counted in multiple categories.

e Numbers analysed
All 805 patients who were randomised to the study were included in the ITT Analysis Set.

O

Table 31: Analysis sets (Study 303) (DCO: 15JUL2021)

4
Tislelizumahb Docetaxel @Tﬂlal
(N = 535) (N =170) ¢ (N = B0S)
n (%) n (%) \ n (%)
ITT Analysis Set * 535 (100.0) 270 (100.0) A\Y 803 (100.0)
PD-L1+ Analysis Set b 227 (42.4) 115 (42.6) 342 (42.5)
Safety Analysis Set © 334 (99.8) 258 (95.6, T92 (98.4)
PK Analysis Set ¢ 532 (99.4) 0 (0.0) & 532 (66.1)
ADA Analysis Set® 507 (94.8) 0 0.0y 507 (63.0)
HRQoL Analysis Set ' 333 (99.6) 25 b TR9 (98.0)
PD-L1+ HRQoL Analysis Set ¢ 227 (42.4) 1 ) 335 (41.6)
Per-Protocol Analysis Set " 489 (91.4) 253 T 742 (92.2)

Data Source: ADSL. Data cuteff: 15JUL2021. Data extraction: 220CT2021. @‘
*ITT Analysis Set included all patients randomized to the stdy.

® PD-L1+ Analysis Set included all randomized patients whose tumors were PD-L1 positive.

< Safety Analysis Set included all randomized patients who received at least | dose of any study dgdf

4 PK Analysis Set included all patients who received at least 1 dose of tislelizumab per the prof | Ngr whom any post-baseline PK data were avallable.

= ADA Analysis Set included all patients who received at least | dose of tislelizumab fior baseline ADA and at least | post-baseline ADA results are available.
THRQwL Analysis Set included all randomized patients who recerved at least 1 dose of stud$ ¥and completed at least one HROQJoL assessment.

£ PD-L1+ HRQoL Analysis Set included all randomized patients whose tumors were 1 positive and who received at least | dose of study drug and completed at least one
HROQwl assessment.

¥ Per-Protocol Analysis Set included patients in the ITT analysis set who had n otocol deviations.

® Outcomes and estimation é
Primary endpoint: dual primary (80

Overall Survival in the ITT analvsib

The interim analysis of Study DCO 10 Aug 2020) had a median follow-up of 11.7 months (13.3
and 9.7 for Tislelizumab agd taxel arms, respectively). A statistically significant improvement in
OS was observed in the a\opulation. Results favoured the tislelizumab arm (HR = 0.64; 95% CI:
0.53, 0.78; p < 0.00 edian OS was 17.2 months for the tislelizumab arm and 11.9 months for
the docetaxel ar N final analysis (DCO 15 July 2021) had a median follow-up of 14.2 months (16.0
and 10.7 forgﬂ mab and Docetaxel arms, respectively). Results of the final analysis are provided
below:
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Table 32: Analysis of overall survival (ITT analysis set) (Study 303) (DCO: 15JUL2021)

Tislelizumah Docetaxel
(N=335) (N=2T0)
Dverall Survival
Death, n (%) 65 (68.2) 206 (T76.3)
Censored, n (%) 170 (31.8) 64 (23.7)
Ongoing in the Study 153 (28.6) 45(16.7)
Withdrawal by Subject Gl.1) 16(5.9)
Lost to Follow-up 10 (1.9 2(0.7)
Study Discontinuation Due to Other 1 (0.2) L (0.4)
Reasons
One-sided stratified log-rank test P-value ° E =.0001
IStratified Hazard Ratio (95% CI)* 0.66 (0,559, 0.790) 6
[Dverall Survival {(month) _ @
Median (95% CI) 16.9(15.24_19.09) 11.9(9.63, 13.54
Q1 (95% CI) 8.4 (7.13,9.36) 5.3{4.53,{3.3%\"
03 (95% CI) 35.1(30.32, NE) 228193 )
Event Free Rate at, %({95% CI) e
3 month (95% CI) 92,5 (89,89, 94.43) EE.?‘@‘H.{EJ
& month (95% CT) 83.2(79.76, 86.14) TRENTOUR, TR.TT)
9 month (95% CT) T34 (6938 76.92) {%&92, 64.97)
12 month (95% CI) 621 (57.86, 66.13) 4 7 (43.45, 55.71)
18 month (95% CI) 47.5(43.12, 51.67 }my 32.6(26.94, 38.45)
24 month (95% CI) 36.8 (32.62, 413}%3 23.7 (18.57,29.17)
36 month (95% CI) 24.7(20.29, 294 138 (887, 19.69)
Follow-up Time (month) \yrt
Median (95% CI) 12 ¥1.64) 2792638, 31.15)

Data Source: ADSL ADTTE. Data cutoff: 15JUL2021. Data extraction: 22000

Median follow-up time was estimated by the reverse Kaplan-Meler mi

Medians and other quartiles were estimated by Kaplan-Meiler method @'lh Cls estimated using the method of Brookmeyer
and Crowley.

Event free rates were estimated by Kaplan-Meier method with 95% Wls estimated using the Greenwood's formula.

Docetaxel arm was the reference group for hazard ratio.

* Stratified by stratification factors: histology (squamous véisusgndnsgquamous), lines of therapy {second versus third), and PD-L1
b The primary endpoint was met, and statistical signific. af achicved in the prespecified interim analysis. Formally, there is
no subsequent significance testing. The p-values inNGiR{nI» analysis for efficacy are descriptive in nature.
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Data Source: ADSL ADTTE. Data cutoff: 15JUL2021. Data extraction: 220CT2021.
Arm A = Tislelizumab, Arm B = Docetaxel.

Abbreviations: CI, confidence interval;

Hazard ratio was estimated from stratified Cox model with docetaxel g & e group.

Cox regression medel were stratified by histology (sguamous versus nonsg 1. lines of therapy (second versus third), and
PD-L1 expression {=25% TC versus <25% TC).

Figure 51: Kaplan-Meier plot of overall surv@(ITT analysis set) (Study 303) (DCO:
15JUL2021)
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Overall Survival in PD-L1-Positive Analysis Set (>25% PD-L1 positivity)

Table 33: Analysis of overall survival (PD-L1-positive analysis set, (>25% PD-L1 positivity))

(Study 303) (DCO:15JUL2021)

Tislelizumab Docetaxel
(N=227) (N=115)
Overall Survival
Death. n (%) 141 (62.1) 86 (74.8)
Censored, n (%) 86 (37.9) 29 (25.2)
Ongoing in the Study 80(35.2) 19 (16.5)
Withdrawal by Subject 3(1.3) 9(7.8)
Lost to Follow-up 3(1.3) 1(0.9)
Study Discontinuation Due to Other 0(0.0) 0(0.0)
Reasons R f‘@
One-sided stratified log-rank test P-value * <.0001 \

Stratified Hazard Ratio (95% CI) *

0.53 (0.407. 0.702)

N

Overall Survival (month)

Median (95% CT)

19.3 (16.49. 22.60)

AA\)
11.5

Q1 (95% CI)

9.6 (8.08,11.37)

Q3 (95% CI)

NE (33.91. NE)

Event Free Rate at, %(95% CI)

6. 18.54)
5.1 @&8?6.64)
@43. 31.77)
4

3 month (95% CI) 93.8(89.74.96.27) N 87.0(79.04.92.09)
6 month (95% CI) 87.1(81.99.90.86) (14 ¥ 69.1 (59.40. 76.94)
9 month (95% CI) 77.7 (71.70. 82.¢F ¥ 58.7(48.73.67.37)
12 month (95% CT) 67.4 (60.83, 48.3 (38.51, 57.38)
18 month (95% CI) 52.8 (45.98%39,10) 30.0 (21.49. 38.87)
24 month (95% CT) 423 (88 J3.82) 22.6(14.98,31.10)
36 month (95% CI) 29.6422.39. 37.15) 13.7 (6.72. 23.07)
Follow-up Time (month) -& )

Median (95% CI)

$0%W (28.48.31.84)

27.5(25.20.32.30)

Data Source: ADSL ADTTE. Data cutoff: 153JUL2021. Data actiol 220CT2021.
Median follow-up time was estimated by the reverse Kaplau@ nethod.
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Secondary endpoints: PFS, ORR, DoR, HRQoL

Progression-Free Survival

Table 34: Analysis of progression-free survival per RECIST version 1.1 by investigator (ITT
analysis set) (Study 303) (DCO: 15JUL2021)

Btratified Hazard Ratio (95% CI) *

L63 (0528, 0.745)

Tislelizumaly Docetaxel
[(N=535) (N=2710)
n{%a) n (%)
Progression-Free Survival
Events, n (%) 451 (84.3) 208 (77.0)
Progressive Disease 398 (74.4) 180 {66.7)
Death 53 (9.9) 28 (10.4)
Censored, n (%) 84 (15.7) 62 (23.0)
Mo Disease Progression or Death 60 (11.2) 5(1.9)
Mo Baseline Assessment 0 (0.0 0 (0.0} 7
Mo Posthaseling Assessment T(1.3) 24 (8.9)
Mew Anticancer Therapy 12{2.2) 29¢10.7) °
Deeath or progression after missing 2 or more 3(0.9 4(1.5 N
conseculive IUmor assessments .
Cne-sided stratified log-rank test p-value ° =.0001 A‘E
\NY

Progression-Free Survival {month)

Median {95% CI)

4.2 (3.85, 5.52)

‘ N
N7
v {2.17.3.7%)

01 (93% CI)

2.0 (184, 2.04)

Q3 (95% CI)

p

6.0 (4.24, 6.41)

Event Free Rate at, %o (95% CI)

2.0 (2.04, 2.07) L
10.5 (1018, 1

3 month (95% Cl1)

475 (4118, 54.09)

& month {(95% Cl)

573 ts@m
45.1 (Mg IM0%4)

254 (19.70.31.54)

9 month (95% CIL) AR 3430 | 81 (4.79.1255)
12 month (95% CI) 24 W20.29, 27 80) 6.5 (3.57, 10.61)
Follow-up Time (month) I\

Median {95% CI)

.3 (23,56, 28.04)

210 (1807, 34.56)

Data Source: ADSL ADTTE. Drata cutoff: 13JUL202 1. Data extract

and Crowley.

Event free rates were estimated by Kaplan-Meier metl
Docetaxe] arm was the reference group for hazard ratly
= Seratified by stratification factors: histology [:q_uau

expression (225% TC versus <25% TC). O

Q
Q’O

6\

Medians and other gquartiles were estimated by l{ap]a.:L-Mcin.-rQ

\
%JE‘TE(L 1.
Median follow-up time was estimated by the reverse Kaplan-h%c .

with 95% Cls catimated using the method of Brookmeyer

Yo Cls estimated using the Greenwood's formula.

ersus nonsquamous), lines of therapy (second versus third), and PFD-L1
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Data Source: ADSL ADTTE. Data cutoff: 15JUL2021. Data exir ct@{’rzﬂll.

Arm A = Tislelizumab, Arm B = Docetaxel.
Abbreviations: Cl, confidence interval;
Hazard ratio was estimated from stratified Cox model with de] group as reference group.

Cox regression model were stratified by histology (squa
PD-L1 expression (=25% TC versus <25% TC). \

sus nonsquamouns), lines of therapy (second versus third), and

Figure 52: Kaplan-Meier plot of progression-free survival per RECIST version 1.1 by
investigator (ITT analysis set) (S 03) (DCO: 15JUL2021)

In the PD-L1 Positive Analysis &the median PFS was 6.5 months (95% CI: 6.24, 8.28 months) and
2.5 months (95% CI: 2.1 4Q‘nonths) for the tislelizumab arm and Docetaxel arm, respectively, as
estimated using the Ka Neier method, with a stratified HR of 0.38 (95% CI: 0.285, 0.494),

indicating a 62% rgd in the risk of experiencing a PFS event for patients in the Tislelizumab arm.
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Objective Response Rate

Table 35: Analysis of disease response per RECIST version 1.1 by investigator (ITT analysis
set), unconfirmed responses (Study 303) (DCO: 15JUL2021)

Tislelizumab Daocetaxel
(N=535) (N=270)
n (%) n (%)
Best Overall Response, n (%)
CR (Complete Response) 9(1.7 1{(04)
PR (Partial Response) 112(20.9) 18(6.7)
SD (Stable Disease) 157 (29.3) IN33.7)
non-CR/non-PD 20 (3.7) PR
PD (Progressive Disease) 198 (37.0) ,-wfl (38.5)
Could Not Be Determined * 39 (7.3) \‘O 52(19.3)
Objective Response Rate (ORR), n (%) 121 (22.6) K‘ 19 (7.0)
95% CI (19.14. 26490084 (4.29.10.77)
ICMH's p-value {:_Dﬂtﬂig‘
0dds Ratio (95% CI) 3.86 (2.336, %.393)
ORR Difference, % (95% CI) 15.6 (16@5,'20_33)
Disease Control Rate, n (%) £98 (55.7) 114 (42.2)
95% CI 138, 59.96) (36.26, 48 36)
Clinical Benefit Rate °, n (%) | 293 (54.8) 95(35.2)
95% CI LN 5044, 59.04) (29.49.41.21)
IClinical Benefit Rate ®, n (%) N~ N 242 (45.2) 51(18.9)
95% CI N (40.96. 49.56) (14.40, 24.08)

VN
Data Source: ADSL ADRS. Data cutoff: 15JUL2021. Data @tiﬂn: 220CT2021.
Abbreviations: CI, confidence interval;
05% CI was calculated using Clopper-Pearson mfth%m
Objective response rate differences and odds ratio, peen arms were calculated vsing the Cochran-Mantal-Haenszel Chi-square
test with actual stratification factors as strata. 6
Docetaxel arm was the reference group.
3 Included patients who had postbaseline

ssessment, none of which were evaluable; or patients who had no postbaseline
tumor assessments due to death, with consent, lost to follow-up or any other reasons.

¥ Included patients with BOR in CR 1 212 weeks SD or non-CR/non-PD.

¢ Included patients with BOR in Q F. or =24 weeks 5D or non-CR/non-PD.

AN
o

QS
N\
DO

Q
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Table 36: Analysis of disease response per RECIST version 1.1 by investigator (ITT analysis

set), confirmed responses (Study 303) (DCO: 15JUL2021)

Tislelizumab Docetaxel
(N=535) (N=270)
n (%) n (%)
Best Overall Response with confirmation, n (%)
CR (Complete Response) 9(1L.7) 1(0.4)
PR (Partial Response) 103 (19.3) 9(3.3)
SD (Stable Disease) 166 (31.0) 100 (37.0)
non-CR/non-PD 20 (3.7) JA(1.5)
PD (Progressive Disease) 198 (37.0) (38.5)
Could Not Be Determined * 39(7.3) (19.3)
Objective Response Rate (ORR). n (%) 112(209) +JC/A~10(3.7)
95% CI (17.56, 24.63) =~ (1.79, 6.71)

CMH's p-value

<0001 _ ()

Odds Ratio (95% CI)

IORR Difference, % (95% CI)

6.89 (3.563,%?92}
17.3 (13% 44)

Data Source: ADSL ADRS. Data cutoff: 15JUL2021. Data extraction: 220CT2021. @

Abbreviations: CI, confidence interval;
95% CI was calculated using Clopper-Pearson method.

Objective response rate differences and odds ratios between arms were calcu

test with actual stratification factors as strata.
Daocetaxel arm was the reference group.

tumor assessments due to death, withdrawal of consent, lost to fall

@Ssing the Cochran-Mantal-Haenszel Chi-square

* Included patients who had post-baseline tumor assessment, none @ ich were evaluable; or patients who had no post-baseline

p or any other reasons.

In the PD-L1 Positive Analysis Set, the unconfirm ®< in the tislelizumab arm (37.4% [95% CI:

31.13, 44.09]) was higher than the ORR in the
value < 0.0001). Meanwhile, a numerically
was observed in the PD-L1 Positive Analysi
Analysis Set.

etaxel arm (7.0% [95% CI: 3.05, 13.25]) (with p-
r ORR of 37.4% (85 patients) in the tislelizumab arm
compared with 22.6% (121 patients) in the ITT
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Duration of Response

Table 37: Analysis of duration of response (unconfirmed) per RECIST version 1.1 by
investigator (ITT analysis set) (Study 303) (DCO: 15JUL2021)

Tislelizumab Docetaxel
(N = 535) (N = 270)
Number of Responders 121 19
Duration of Response
Events, n (%) T5(62.0) 16 (84.2)
Progressive Disease 66 (54.5) 15(78.9)
Death 9(7.4) 1(5.3)
Censored, n (%) 46 (38.0) 3(15.8)
[Dne-sided log-rank test p-value <.0001

Hazard Ratio (95% CI)

0.31 (0.176, 0.536)

20

Duration of Response (month)

V-2

Median (95% CI)

13.5 (8.54. 19.58)

6.0 (2.10, 7.%

QI (95% CI)

6.2 (4.27, 6.80)

Q3 (95% ClI)

30.9 (23.03, NE)

2.3 (0.56, 481
7.2 [ﬁ.ﬂsﬂ%%}

Event Free Rate at, % (95% CI)

3 month (95% CI)

90.9 (84.09, 94.83)

\J
?U.QEQS‘, 86.56)

6 month (95% CI)

78.2 (69.60, 84.57)

52. %62, 73.03)

9 month (95% CI)

58.7 (49.14, 67.05)

12 month (95% CI)

52.3 (42.72, 60.96)

4,35, 38.30)
%6 (.35, 38.30)

18 month (95% CI)

42.6 (33.32, 51.63)

0.0 (NE, NE)

Follow-up Time (month) P
Median (95% CI) 243 (21.49, 2
Data Source: ADSL ADTTE. Data cutoff: 15JUL2021. Data extraction: 220(’T2tb

NE (11.89, NE)

Percentages were based on number of responders.
Duration of response analysis included patients with objective response.
Median follow-up time was estimated by the reverse Kaplan-Meier meth

Medians and other quartiles were estimated by Kaplan-Meier method with 95% Cls estimated using the method of Brookmeyer
and Crowley.

Event free rates were estimated by Kaplan-Meier method with 95%,C mated using the Greenwood’s formula.

Docetaxel arm was the reference group for hazard ratio. Q

In the PD-L1 Positive Analysis Set, the medi ’%E)R in the tislelizumab arm (11.9 [95% CI: 8.31,
19.85]) was higher than the median Do% docetaxel arm (4.2 [95% CI: 0.56, 6.05]).

Table 38: Analysis of duratio@sponse (confirmed) per RECIST version 1.1 by
investigator (ITT analysisﬁ Study 303) (DCO: 15JUL2021)

Y Tislelizumah Daocetaxel Total
(N =535) (N=2T0) (N = B05)
Number of Responders ( v 112 10 122
Duration of Response ¢
Events, n (%) \ 66 (58.9) 10 (100.0) T6 (62.3)
Progressiy, is@ 59(52.7) 9 (90.0) 68 (55.7)
Death 7(6.3) 1(10.0) 8 (6.6)
Censon 46 (41.1) 0(0.0) 46 (37.7)
One-side : test p-value 0.0002

Haza 5% CI) 0.31(0.155,0.607)

Duration of Response (month)

Median (95% CI) 14.7 (10.55, 21.78) 6.2(4.11, 8.31) 13.5 (9.00, 19.38)
Q1 (95% CI) 6.4 (6.18, 8.31) 6.0(4.11, 6.24) 6.2 (6.14, 6.97)
Q3 (95% CTI) NE (24.87, NE) 8.3 (6.24, 17.31) 30.9 (23.03, NE)

Data Source: ADSL ADTTE. Data cutoff: 15JUL2021. Data extraction: 220CT2021.

Percentages were based on number of responders.

Duration of response analysis included patients with objective response.

Median follow-up time was estimated by the reverse Kaplan-Meier method.

Medians and other quartiles were estimated by Kaplan-Meier method with 95% Cls estimated using the method of Brookmeyer and Crowley.

Event free rates were estimated by Kaplan-Meier method with 95% Cls estimated using the Greenwood's formula.

* Stratified by stratification factors: histology (squamous versus non-squamous), lines of therapy (second versus third), and PD-L1 expression (=23% TC versus <25% TC).
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Health-Related Quality of Life

Compliance rates for all the 3 questionnaires were similar in both treatment arms, with highest
compliance rates of > 98% to 100% for QLQ-C30 and QLQ-LC13 and 78% to 100% for EQ-5D-5L in
the HRQoL Analysis Set.

In the tislelizumab arm, there was a trend towards improvement in HRQoL as measured by QLQ-C30
GHS/QoL (LS mean difference up to Cycle 12 was 2.44 (95% CI: 4.050, 0.837), and in QLQ-LC13
coughing and dyspnoea compared to the docetaxel arm. The time to deterioration (TTD) for QLQ-C30
GHS/QoL and for the index score of the QLQ-LC13 was not reached in either treatment arm.

¢ Ancillary analyses é

Sensitivity Analysis for OS

L 2
To test the robustness of the OS data, sensitivity analyses were performed as predefi@%he
statistical analysis plan at the interim analysis (DCO 10 Aug 2020).

Sensitivity Analysis 1 \\'Q

The sensitivity analysis 1 was the same as the primary analysis except th Qas based on the
stratification factors using the values from IRT, by which patients were ra mised. Sensitivity
Analysis 1 showed consistent results with those from the primary O@ alysis for the ITT Analysis Set,

with a stratified HR of 0.64 (95% CI: 0.529, 0.781) :
Sensitivity Analysis 2 Q

The sensitivity analysis 2 used RPSFTM to adjust surviv Q‘nates in the presence of patients in the
docetaxel arm receiving any subsequent immunoth after discontinuation of docetaxel. As of the
data cutoff date, 53 patients (19.6%) in the docgé@/rm received subsequent immunotherapy. The
stratified HR was 0.58 (95% CI: 0.457, 0.736).

Sensitivity Analysis 3 q()

Sensitivity Analysis 3 was conducted uate the impact of the COVID-19 pandemic for the primary
analysis. It was the same as the ry analysis except that patients were censored at the date last
known to be alive before his/ ID-19 related drug administration protocol deviation (70 patients
in total). The resulting strt\iﬁQR was 0.67 (95% CI: 0.548, 0.809)

Sensitivity Analysis 4 @

>
In total, 61 patie Q)/o) in the ITT Analysis Set had critical protocol deviations and were excluded
from the PP 2‘ ig/Set. Sensitivity Analysis 4 conducted in the PP Analysis Set showed a stratified HR

of 0.62 (95% .506, 0.757).

@@
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Subgroup Analysis

Table 39: Subgroup analysis: forest plot of OS (ITT analysis set) (Study 303) (DCO
15JUL2021)

Subgroup No. of Events/ Hazard Ratio
No. of Patients for Death
(5% CD
Owerall 5711805 - ! 0,67 (0 566-0.79T)
= {5 years 385544 - 064 (0.519-0.790)
= 65 years 1861261 — 0.73 (0 545-0 989)
Sex !
Ilale 451622 -
Female 1201183 R
Race i
Asian 4621643 - ] 793
Whate 90137 —_— -,
Other 19125 - -
4611641 - \ M6 (D 5420 793)
Ewrope T4i11 — K 0.73 (0.450-1.173)
Otther 6153 — 0.74 (0.369-1 494)
ECOG perfarmance-status score '
i} 1011188 —— 0.76 (0.497-1,160)
1 4700635 - D66 (D 546-0.794)
Smo stahis H
Curment or former 411561 - 0.61 (0. 497-0.743)
Hever 1600244 —_— 0.87 (0 624-1 208)
FD-L1 expression in TC !
=2 TC 340459 —-— 0.79 (0635-0.994)
= 15% TC 2271342 - 054 (0 411-0.706)
=1%TC 28317 —- 0.79 (06011 041
= 1% TC 3301484 - 061 (D 485-0756
= 10% TC 2590407 —.— 0.77 (0.605-0.975,
= 10% TC 2680394 —-— 0.59 (0.459-0.7586
= 30% TC 4134557 - 0.74 ﬂﬁﬂ?-ﬂ.?l%
= 50% TC 1541244 - 0.54 (0.389-0.74
Histology i
Hon-sguamous 288M35 —-— 0.72 (0.562-0.91
ls_ﬁul.ru.m'q ; 283070 0.60 Eﬂ 4730771
ECGFE mutation at bage line
Wild type 3571530 0.69 (0.559-0.859)
Unknown 2141274 061 (D 461-0 B16)
ALK rearrangemeni ai baseline
Wild type 255071 0.6%9 (D.534-0 88
Unknown 316M3 065 (0518-0824
Line of therapy
Second 477682 064 (0 529-0.76
“Thuaxl 0.89 (0.579-1.383
Disease §
Loc ; d 051 (0.315-0 B:&g
M atic 070 (D.554-0 843
Brain metastazes at baseline
Yes 097 504-1.3!!03
o 0.65 (0.546-0.779
Liver metastases at bazeline
Yes 0.48 (0.301-0.780)
Ho 0,69 (0 572-0 B2T)

po 05 10 15 20 25 30 35 40
+ Tislelizumab Docetaxel -

Data source: AD/ QI_FE ADBASE. Data cutoff: 15JUL2021. Data extraction: 220CT2021.

Abbreviations: €1, fenfidence interval; PD-L1, programmed death ligand-1; ECOG, Eastern Cooperative Oncology
Group.

Hazard rati its 95% CI was estimated from unstratified Cox model with docetaxel group as reference group.

* Thy @et& confidence interval of this subgroup is not shown due to space limitations.
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Table 40: Subgroup analysis: forest plot of PFS per RECIST 1.1 by investigator (ITT analysis

set) (Study 303) (DCO 153JUL2021)

Subgreup Na. of Events/ Hazard Ratie PFS
No. of Patients for Disease Pregression {month) Median
5% CI) @5% CDTIS
|
Overall 659/805 - 061 (0517-0724) 42(388,552)
ﬂﬂd 65 yeas 453/544 - 060 (0 493-0 740) 40(276,434)
= 65 years 206261 - 062 (0 456-0 835) 6.2(4.17,818)
Sex I
Male 5100622 - 0.53 (0. 440-0 648) 50(4.11,6.24)
Fernale 149/183 —— 0.93 (0.658-1327) 23(2.10,404)
Race |
Asian 529/643 - 0.60 (0 496-0.724) 41(332,439)
White 109/137 —-— 0.59 (0 391-0 889) T5(417,841)
Other 21125 L 1.14 (0 414-3 157) 30(2.10,825)
Re I
hina 528/641 - | 0.5% (04920719 4.1(332,434)
Euwrope BE/111 — 0.65 (04131 018) 75(4.17,10.25)
Other 4353 —. 0.72 {0.368-1.428) 6.1(2.27,8.15)
ECOG performance-status score y .
0 131166 - 0.56 (0.375-0.822) 42(230,624
1 528639 - | 0.62(0517-0.752) 42(358,59 \
Smoking status i
Cument or former 454561 - !

n
T T

0,55 (0 445-0 £68) 57 (4.14,
Hever 205244 - 0.78 {0 579-1 063) 2.%
L] Ll 1 L) 1 L)
00 05 10 15 20 25 30 35 0\'

« Tislelizumab Docetaxel —

Subgroup Ne. of Events/ Hazard Ratie @» PFS
DNo. of Patients for Disease Pro n (month) Median
5% CT (5% CDTIS

sien in TC

il & - 199 18 €57 N g2 (g4t 44

268017 —r 0g % 23(2.14,404

IBE/A84 - 0 4E (1981087 81 -_il.l.?’,ﬁ.}

byl ] AN T2 2 gigdd el

470557 -l ‘% 0 640-095 3A40225,414

! 1867244 - ! 0.239-0 46 B2(6.24,100
e W . O o mb i
A B Q pHEsEIny AN

| el Pox SREEIRY A

' T SLEIBED - 058 En.tsu.-o 599} 42 E]..QE,-E.DB]

- cl 103123 ——— O 0.80(0517-1326 4.0(2.23,6.24

! 24-0.92 2

I =) IROMIRY DR
e - % FRE I I 1 AT
ti“mm u BI/106 1 0.53 (0.333-0855 21(304,401

o 57099 ! 0B2 Eﬂ.s 15-0.?39} i3 Ed..ﬂ?, -5.133

5 I.II] 1I5 ]I[I 2I.5 I-III] 3I.5
\ lizumab Docetaxel —
Data source: ADSL ADTTE ADB a cutoff: 151012021, Data extraction: 220CT2021.

o)
O

O

FFS
(month) Median
©5% CDDOX

26(2.17,378)

23(2.10, 3.78)
37{227.417)

24(2.14,338)
41{210,6.14)

24(2.14,358)
41(217, 463
2(191, NE)

14, 358)
217, 5.78)
B(1.91,6.28)

22(191,4.11)
27(217,3.98)

25(2.14,3.78)
37(207, 4.14)

PFS

(month) Median
95% CHDOX
B 1T0
Fitie 401
ET{CRL RS
28(2.20,4.0
220204, 401
38015 414
R
R Aek o KL
R ER T B34
3161939
1y
505 200
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Overall Survival in PD-L1-Negative Analysis Set (<25% PD-L1 positivity)

Table 41: Analysis of overall survival (PD-L1-negative analysis set, (<25% PD-L1
positivity)) (Study 303) (DCO: 15JUL2021) - exploratory analysis

Tislelizumah Docetaxel
(N=307) (N=152)
Owerall Survival
Death, n (%) 23 (72.6) 117 (77.0)
Censored, n (%) 84 (27.4) 35(23.0)
Omgoing in the Study 73 (23.8) 26(17.1)
Withdrawal by Subject J(L 7 (4.6)
Lost to Follow-up 7(2.3) 1{0.7)
Study Discontinuation Due to Other Reasons 1(0.3) 1{0.7)
One-sided stratified log-rank test P-value ® 0.0129
Stratified Hazard Ratio (95% CI)* 0.77 (0.618, 0.970)
One-sided unstratified log-rank test P-value 0.0219

Unstratified Hazard Ratio (95% CI) 0.79 (0.635, 0.994)
Owverall Survival (month)
Median (95% CI)
Q1 (95% CI)
Q3 (95% CI)

15.2(13.44,17.61)
7.2(6.05, 8.94)
28.6 (24.94, NE)

Data Source: ADSL ADTTE. Data cutoft: 15JUL2021. Data extraction: 220CT2021.
Median follow-up time was estimated by the reverse Kaplan-Meier method.
Medians and other quartiles were estimated by Kaplan-Meier method with 95% Cls estimated using the m%nl kmeyer and Crowley.

Event free rates were estimated by Kaplan-Meier method with 95% Cls estimated using the Greenwood's ula.
Docetaxel arm was the reference group for hazard ratio.

* Stratified by stratification factors: histology (squamous versus non-squamous) and lines of thera soatd versus third).

Objective Response Rate by smoking status, gender in metastases

Table 42: Analysis of confirmed objective response
Investigator by smoking status, gender, and b

(DCO 153UL2021) Q

()\, Objective Response Rate

e per RECIST version 1.1 by
metastasis (ITT analysis set) (Study 303)

n (%)
N \ (95% CI)
Tislelizn@J’ Docetaxel Total
Smoking status
Former (n=492) 6 8.9) 5/169 (3.0) 66/492 (13.4)
]&, 23.59) (0.97, 6.77) (10.53, 16.75)
Current (n=69) QSO (26.0) 2/19 (10.5) 15/69 (21.7)
\ (12,63, 40.34) (1.30, 33.14) (12.71, 33.31)
Never (n=244) (b 33/162 (20.4) 3/82 (3.7) 36/244 (14.8)
* (14.46, 27.40) (0.76, 10.32) (10.55, 19.84)
Gender . 0 v
Male (n=622) \ 90/416 (21.6) 7/206 (3.4) 97/622 (15.6)
6 (17.77, 25.91) (1.38, 6.88) (12.83, 18.69)
Female @ 17/119 (14.3) 3/64 (4.7) 20/183 (10.9)
(8.55, 21.88) (0.98, 13.09) (6.80, 16.37)
Bra%a;tasis
Yes (n=87) 9/39 (23.1) 0/18 (0.0) 9/57 (15.8)
(11.13, 39.33) (0.00, 18.53) (7.48, 27.87)

No (n=748) 98/496 (19.8) 10/252 (4.0) 108/748 (14.4)
(16.34, 23.54) (1.92, 7.18) (12.00, 17.16)

PD-L1 TC <25%

Yes 32/307 (10.4) 6/152 (3.9) 38/459 (8.3)
(7.24, 14.40) (1.46, 8.39) (5.93, 11.19)
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e Summary of main efficacy results

The following tables summarise the efficacy results from the main studies supporting the 2L/3L (as
monotherapy) NSCLC indication of the present application. These summaries should be read in
conjunction with the discussion on clinical efficacy as well as the benefit risk assessment (see later

sections).

Table 43: Summary of efficacy for BGB-A317-303 (Study 303)

Title: A Phase 3, open-label, multicenter, randomized study to investigate the efficacy and safety of BGB-A317
(anti-PD1 antibody) compared with docetaxel in patients with non-small cell lung cancer who have progressed on a
prior platinum-containing regimen

)N

Study identifier BGB-A317-303; EudraCT number 2018-000245-39, RATIONALE 303 ‘\)
Design Phase III, multicentre, randomised (2:1), open-label study comparing t izUmab
monotherapy versus docetaxel (\
Duration of main phase: 30-Nov-2017 - Ongoing (dat -Off for interim
analysis: 10-Aug-2020; fi ysis: 15-July-2021)
The interim and final & were conducted when
the predefined deathéagv@nts had been observed for
the efficacy and s aluations. Results for the
final analysis are pfigsented in this submission.
The study wi &ntinue until the last patient has died,
becomes follow-up, or withdraws from study,
or until sor decides to terminate the study.
Duration of Run-in phase: icable
Duration of Extension phase: pplicable
o
Hypothesis Superiority (\\,

Treatments groups

Tislelizumab

A

200 mg IV Q3W / n = 535

Docetaxel

« &

\\)

75 mg/m? IV Q3W / n = 270

Endpoints and definitions

Primary endp

\Q

s
©

Time from the date of randomisation to the date of
death due to any cause in the ITT and PD-L1 positive
analysis set (defined as 225% of tumour cells with
PD-L1 membrane staining via Ventana SP263 assay)

4
O\Q,

QS
N\
DO

\ndary PFS Time from the date of randomisation to the date of
dpoint the first objectively documented tumour progression
as assessed by the investigator per RECIST v1.1 or
death from any cause, whichever occurs first, in the
ITT and PD-L1 positive analysis set
Secondary ORR Proportion of patients who had a CR or PR as
. assessed by the investigator per RECIST v1.1 in the
endpoint ITT and PD-L1-Positive Analysis
Secondary DOR Time from the first occurrence of a documented
endpoint objective response to the time of relapse, as

determined by the investigator per RECIST v1.1, or
death from any cause, whichever comes first, in the
ITT and PD-L1 positive analysis set

Data cutoff

15-July-2021 (final analysis data cut-off date)

Results and Analysis
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Analysis description

Primary endpoint analysis — OS in ITT and PD-L1 positive subgroup

Analysis population and
time point description

ITT and PD-L1 positive analysis set

Time point: As of the data cut-off date of 15-July-2021, a total of 571 death events had
occurred in the ITT Analysis Set, reaching the preplanned number of events in the final
analysis for the primary endpoint.

Descriptive statistics and |Treatment group Tislelizumab Docetaxel
estimate variability
ITT
Number of patients 535 270
mOS (months) 16.9 11.9 b
95% CI 15.24, 19.09 9.63, 13 )
PD-L1 = 25% . 6
t\‘
Number of patients 227 (\\15
mOS (months) 19.3 (\\J 11.5
N
95% CI 16.5, 22.6 \\' 8.2, 13.5
Effect estimate per ITT Comparison groups ‘ﬁslelizumab vs. docetaxel
comparison
HR 0.66
95% CI 0.56, 0.79
1\\ Z)
-value <0.0001
pvalue N
PD-L1 = 25% Compari% oups Tislelizumab vs. docetaxel
Hk( ) 0.53
¥
Ki CI 0.41, 0.70
Notes Not applicable. ()

Analysis description

Secondar é}int analysis - PFS in ITT and PD-L1 positive subgroup

Analysis population and
time point description

\Q

ITT andw positive analysis set

Descriptive statistics and( \tment group Tislelizumab Docetaxel
estimate variability, T
¢ C)\ Number of patients 535 270
6\ mPFS (months) 4.2 2.6
@ 95% CI 3.88, 5.52 2.17,3.78
PD-L1 = 25%
Number of patients 227 116
mPFS (months) 6.5 2.5
95% CI 6.24, 8.28 2.10, 4.11
Effect estimate per ITT Comparison groups Tislelizumab vs. docetaxel

comparison

HR

0.63

95% CI

0.53, 0.75
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PD-L1 = 25% Comparison groups Tislelizumab vs. docetaxel

HR 0.38

95% CI 0.29, 0.49

Notes Not applicable.

Analysis description Secondary endpoint analysis - ORR in ITT and PD-L1 positive subgroup

Analysis population and |ITT and PD-L1 positive analysis set
time point description

Descriptive statistics and |Treatment group Tislelizumab ‘ Docetaxel
estimate variability ITT ® P
A
Number of patients 535 (V\g
ORR CR+PR (%) 112 (20.9) O}(BJ)

95% CI 17.56, 24.63 x\ ¥ 1.79, 6.71
8

PD-L1 = 25% 0

ORR CR+PR (%) 34.4 P ¢ } 7.0
95% CI 31.13, 44.0 ’\ 3.05, 13.25
Notes Not applicable.

O

A J
Analysis description Secondary endpoint analysis -\@Unconfirmed Response) in ITT and PD-L1

positive subgroup
VN

time point description

Analysis population and [ITT and PD-L1 positive anal&s}t

Descriptive statistics and |Treatment group \C)Wb Tislelizumab Docetaxel
estimate variability
ITT V)
Number Off( 535 270
mDOR (Ws) 13.5 6.0
N
si%w 8.54, 19.58 2.10, 7.16
‘.1 = 25%

*
\C 'Number of patients 227 116

95% CI 8.31, 19.85 0.56, 6.05

E’\C} mDOR (months) 11.9 4.2
4

Notes Not applicable.
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Clinical studies in special populations

Table 44: Analysis of OS, PFS and confirmed ORR by age group (Study 303) (DCO:
15JUL2021)

<65 years 65 - <75 years ==75 years
Tislelizumab Docetaxel Tislelizumal Docetaxel Tislelizumab Docetaxel
(N = J54) (N = 180) {N =156) (N =T739) {N =15} (N=11)

Overall survival (month)

Median (95% Cl) 17.6 (15.41, 20.57) 11.5(9.63,13.54) 17.2(13.44, 23.690) 13.1(7.49, 16.56) 7.5(3.48 NE) 7.0(2.73, NE)

Stratified HR. (95% CI) 0.59 (0.463, 0.748) 067 (0.461, 0.974) 0.91 (0289, 2.879)
Progression-Free Survival (month)

Median (95% CI) 4.0 (2.76, 4.24) 2.3(210,3.78) 6.0 (4.14, 7.75) 37(2.23, 421} 35(2.04, 831) 3.8(2.10, £.38)

Stratified HR. (95% CI) 0.61 (0.493, 0.756) 0.55 (0.387, 0.770) 1280371, 4.010)
Objective response rate 6

n (%) 65 (17.9) 7(39) 41(26.3) 3(3.8) 1 0(0.0)

95% Cl {14.06, 22 19) (1.58, 7.85) {19.57, 33.92) (0,79, 10.70) (07 NE1L95) (000, 28 49)

(3
In vitro biomarker test for patient selection for efficacy é

Assay used: VENTANA PD-L1 (SP263) 0,{'0

Analytical Performance @

Cut-off TC25% @

Analytical sensitivity and specificity of the VENTANA PD—L§3 CDx Assay is assessed by
immunoreactivity testing on various normal and neoplasg sues. The normal tissues were evaluated
for the presence of any specific epithelial membran ining. Neoplastic tissues were evaluated for
tumour cell membrane staining and tumour-assoég

Sensitivity and Specificity

mmune cell staining.

Repeatability and Intermediate Precision

Table 45: Repeatability and inter e@S‘grecusnon study of VENTANA PD-L1 (SP263) CDx
é /e

assay on NSCLC tissue specimens TC cutoff
Overall Percent Agreement
Repeatability/ Precisio K
Q (95%Cl)
A N\

Intra-Day Repeatajpy 100.0%
(within a siml\ (96.9-100.0)"

Inter-Da @\Bn 99 2%
(5 n@&ecutiue days) (97.0-89.8)"

Jhstrument Precision 98.6%
cross 3 ULTRA instruments) (95.1-99.6)"
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Lot-to-Lot Reproducibility

Table 46: Lot-to-lot reproducibility agreement rates across NSCLC tissue specimens at 25%

TC cutoff
Positive Percent Negative Percent Overall Percent
Lot to Lot
Reproducibility Agreement Agreement Agreement
(95%CI)* (95%CI)** (95%CI)**
Average of all three 99.2% 97.5% 98.4%
lot-to-lot comparisons (97.0-99.8) (94.7-98.9) (96.8-99.2)

** 2-sided 95% confidence intervals were calculated using the percentile bootstrap method from 2,000 bootstrap sa&les

Inter-and Intra-Reader Precision Studies

staining of NSCLC - 25% TC cutoff

<&

Table 47: Between and within reader precision of VENTANA PD-L1 (SP263) f&\ssay

Reader Precision Average Positive Average Negative ’%\Qrall Percent

(Average of all three Agreement Agreement 0 Agreement
readers) (95% CI)* (95% CIy* @ (95% CIy*

96 6% 96 8% 96 7%

Inter-Reader Precision ’ ’ K ’
(93 8-98 8) (939-98. % (94 2-98 9)

96 2% 96.3%

Intra-Reader Precision ’ Q ’
(92.7-98 8) (93.3-98 8)

" 2-sided 95% confidence intervals were calculated using the

N\

Clinical Performance

Tumour specimens from eligible patiegt
laboratory. The study enrolled all eligi

regardless of PD-L1 expression st

patients, and investigators an &/
inati to

Determination of the 250/&

studies in late-line NSC

2017), and (2) NSE

L1 < 25%. A

ab suggest that patients with PD-L1

;@ntile bootstrap method from 2,000 bootstrap samples.

prospectively tested for PD-L1 expression by a central
tients whose tissue was evaluable for expression testing,
e PD-L1 expression status remained blinded to BeiGene,
open to the Independent Data Monitoring Committee (IDMC).

or the PD-L1 expression level was chosen based on: (1) durvalumab

ng the same PD-L1 kits with SP263 (Planchard et al 2016, Garassino et al
ort data from Study 001 with tislelizumab. Both the durvalumab studies and

> 25% had better clinical efficacy than PD-
the 25% PD L1 expression level was prespecified in the protocol to assess PD-L1

positive/n status in Study 303. The 25% cutoff selection cannot be followed. The Applicant
explain data from published durvalumab studies (performed with the same assay) were
cons . The cut-off was further validated in Study001 where PD-L1 >25% was determined as the

most optimal cutoff based on statistical parameters relative to clinical response, as well as improved

ORR and DCR.

To mitigate the risk of obtaining skewed PD-L1 distribution toward low expression due to competing
studies enrolling only patients whose tumour PD-L1 expression was high, an adjustment to the
enrolment was made by capping the PD-L1 negative and low population to ~60% of the ITT
population. This was accomplished through the IWRT system such that the percentage of PD-L1
positive (= 25%) patients was no less than 40% of the ITT population (based on the reported
prevalence of PD-L1 positivity of ~40% in the NSCLC population (Rebelatto et al 2016, Antonia et al
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2017)). Capping was triggered towards the end of enrolment; thus, the impact could be low on the
patient population selection in this study.

The percentage of PD-L1 high (60% of the study population) in the durvalumab study differs largely
from the values tested in Study 303 (42%) which could be due to competing studies enrolling only
patients whose tumour PD-L1 expression was high, as the applicant stated. This could, however, also
indicate a low concordance between the data from durvalumab VENTANA PD-L1 (SP263) and data
generated in this study. This issue is not further pursued, one should nevertheless take into
consideration that PD-L1 expression data represent another uncertainty to the question of the external

validity of the trial.

Analysis performed across trials (pooled analyses and meta-analysis) @
0\6
Supportive study(ies) ®

Study 001 0

Not applicable.

Study 001 was a Phase I open-label multiple dose study consisting o%vPhase IA dose escalation and
dose-finding component to establish the MTD, if any, and RP2D(s @) ed by a Phase IB component
to investigate the safety, tolerability, PK, and antitumour activit@tislelizumab in patients with
advanced tumours including NSCLC.

Phase IA consisted of 3 parts. Part 1 was a multicentre, -label, multiple-dose, dose-escalation, FIH
study. Part 2 evaluated the safety and PK of 2 dosin@hedules, once every 2 weeks vs. once every 3
weeks at selected doses. Part 3 evaluated the sa@ d PK of tislelizumab at a flat dose that did not
exceed the exposure as determined in Part left and Part 3 also evaluated preliminary efficacy.

Phase IB was a multicentre, open-label, Qe-dose (repeated dosing), multiple-arm, indication
expansion study. The various arms of udy examined the potential efficacy, safety, and tolerability
of tislelizumab in patients with can@ o had previously failed standard of care therapies.

The patients with NSCLC (n = ere treated at 5 mg/kg dose in Q3W dosing schedule.

AN
o

QS
N\
DO

Q
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Phase 1A Part1: Phase 1A Part2: Phase 1A Part 3

Dose Escalation Schedule Expansion* Fixed Dose Exploration™
0.5 mgfkg Q2w 2 mglkg Q2W~ 20 pts
2 mglkg Q2W ~/E: 2 mglkg Q3W ~ 20 pts 200 mg Q3W
—>
| 5 mglkg Q2W H-—* | 5 malkg Q2W~ 20 pts | ~10-20 pts
| 10 mg/kg Q2W | '—--| 5 mglkg Q3W~ 20 pts |
™ 1, In select lumors al ixed
" 1. In select umors doses hal do nol exceed the
2. Other doses or schedules MTD
may be expanded 2. Conducted in parallel with 6

Phase 1B @
Phase 1B:Indication Expansion . %

Expansion in =~ 330 patients with multiple tumor types:

Arm 1:NSCLC O
Arm 2: Ovarian cancer -\
Arm 3: Gasftric cancer

Arm4: HCC %
Arm S:HNSCC 0
Arm 6: Esophageal cancer @

Arm7:TNEBC

Arm 8: Cholangiocarcinoma

Arm 9: RCC, bladder, melanoma, Merkel-cell, s s
cuSCC or any othersolid tumorswith MSI-H or d chas

CRC or pancreatic cancer

Figure 53: Study design FIH study (Study 001) \O

\oo
O
O
O
©
\Q
. Q’b
O
N
Q)é

Q
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Table 48: Summary of treatment response by investigator (Study 001, phase 1B) (safety

analysis set)

O

<&

P
>

(Overall Response Category Arm 1
NSCLC
(N=49)
IORE. (CE, PR)
n (%a) 6(12.2)
(Exact 95% CT) (4.63,24.77)
Best Orverall Response — Confirmed, o (%)
CER 0{0.0
PE 6(12.2)
5D 23 (46.9)
PD 13 {Efr@'
Could not be determined 7 [lil.é
0.\
DCR (CR. PR_ SD) & 14
n (%) 90 (50.2)
(Exact 95% CI)

%‘4.2 1, 73.00)
Q&%

CBR (CR. PR durable SD) N
n (%) 17 (34.7)
(Exact 95% CI) QG (21.67, 49.64)

)

Time to Response (days) Fad\
N R\ 6
Mean (SD) N\ 102.5 (51.02)
Median Na) 91.0

. -

Min, Max 62. 189

N
&0
%)

Q
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Table 49: Tumour response by PD-L1 expression status (Study 001) (safety analysis set)

GC EC HCC ocC NSCLC | TNBC CRC | HNSCC | UBC Ccc RCC

Overall Response Category (N=54) | (N=54) | N=50) | (N=51) | (N=49) | (N=21) | (N=21) | (N=20) | (N=17) | N=18) | (N=16)

Overall ORR [1] (CR, PR)

n (%) 7a3.0] 6| 62m| s5e8 | sa2n| 000 | 3043 ] 3050 5| 0o [ 56LI
(Exact 95% CI) (537. | (419, | @53. | (326, | (463. | (000, | (305 | (321, | (1031, | (000, | (11.02,
2490) | 2263) | 2431) | 2141 | 2477 | 1611) | 3634) | 3789) | 5596) | 1853) | 58.66)
PD-L1 Expression Positive [2] 23 13 26 22 16 13 6 5 9 7 6
(%) [3] 41149 402 ] 6| 3w | 3ass| oo | 2633 10| 3633 0000 | 2333
(Exact 95% CI) 495, | (340, | (897. | (@91, | (05 | (0.00. | (433, | (051 | (749, | (0.00. | (433,

38.78) | 28200 | 4365 | 349D | 4565 | 2470 | 7772 | 71eh | 7007 | 4096) | 77.72)

PD-1.1 Expression Negative 22 16 19 22 21 6 12 13 7 9
n (%) [3] 145 | 163 | oo | 200 [ 205 [ oo | 1683 | 1] 10143 L 3(33.3)
(Exact 95% CI) (012, | (0.16, | (000, | (112, | (117, | (0.00, | (021, | (0.19, | (0.36, (7.49,
2284) | 3023) | 1765 | 20.16) | 3038) | 4593) | 3848 | 36.03) | 57. 8?) 70.07)
PD-L1 Expression Unknown 9 5 5 7 12 2 3 2 ;i\«/ 6 1
n (%) [3] 2220 1o | oo | oo | 1683 000 | 000 | 1600 000.0) | 00
(Exact 95% CI) @281, | (051, | (000, | (000, | (021 | (0.00. | 000, | 26 W ¢ 30 0.00. | (.00,
60.01) | 71.64) | 52.18) | 4096) | 3848 | 84.19) | 70.76) 0.00) | 45.93) | 97.50)

Source: Table 14.2 6a, Listing 16.2.6.1 x

Abbrewviations: CC, cholangiocarcinoma, colorectal cancer, pancreatic cancer; CIL, confidence interval; CE, complete e; CRC, colorectal carcinoma; EC,
esophageal cancer; GC, gastric cancer; HCC, hepatocellular cancer: HNSCC, head and neck squamous cell carcy - I, immune cells; NSCLC, non-small cell
lung cancer; ORR, overall response rate; OC, ovarian cancer; PD-L1, programmed death ligand 1; PR, partial - RCC, renal cell carcinoma: TA, tumor
area; TC. tumor cells; TNBC, triple negative breast cancer; UBC, urothelial bladder cancer.

[1] ORR = Objective Response Rate; Objective response (OR) 1s based on the confirmed CR or PR acc g to RECIST, Response Evaluation Criteria in Solid

CRC: TC==1%: HNSCC: TC>—25°/ UBC: TC ==25% or IC>=25%; CC: TC >=1%; RCC: I
[3] Percentages are calculated based on the total number of patients in each sub-category.

Tumors 1.1.
[2] GC: TC ==25% or IC>=25% ; EC: TC »=25% or IC>=25%; HCC: TC ==1%_; OC: TC ==25 %@tZSW NSCLC: TC ==25%; TNBC: IC/TA>=1%);
<!5 %
Database lock 26 August 2020.

Study 102

Study 102 was a two-phase, non-randomised, P@l/z study of tislelizumab monotherapy in Chinese
patients with advanced solid tumours.

The Phase 1 part of Study 102 was a @ntre and open-label study for the verification of
tislelizumab dosing regimen identifiec@ udy 001.

Subsequent cycles

&c | P
D 1) Day 21 o Dey 1 to Day 21 Follow-up
Screemng : \ y Day 28° | ! } | 30 days (=3 days)

Day -28 to Day -1* Once Everv 3 after the end of

Z Weeks treatment
. Dosing on Day |
\ admumstration

a Fresh tumo &sy samples (optional) were collected within 42 days prior to the first dose of study drug if
patients ha hival tumour tissue samples. Other screening assessments were completed within 28 days prior
to the fi of the study drug.

b The

period; the duration of the first cycle for the remaining 48 patients was 28 days, which was performed for the PK

ation of the first cycle for the first 20 patients was 21 days, and DLT assessment was conducted in this

analyses of the products derived from 2 manufacturing processes and scales (500L-FMP versus 2000L-FMP).
Figure 54: Flow chart for Phase 1 (Study 102)

The Phase 2 of Study 102 was conducted as an indication-expansion study with the 200mg Q3W
tislelizumab dose among the following 11 arms of indications to further assess the preliminary efficacy,
safety, and PK of tislelizumab in Chinese patients with multiple malignant solid tumours. For the
purpose of this submission, only data from the NSCLC arm is discussed in this report.
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Subsequent

Pre- Cycle 1 — cyeles Follow-up
Screening Screening Day 1 to Day 21 Day 1 to 30 days (£3
56 days Day -28 to Once Every 3 Day 21 days) after
before Day-1° Weeks Once Every 3 the end of
Screening administration Wecks treatment

administration

Figure 55: Flow chart for Phase 2 (Study 102)

The tumours evaluated include NSCLC; gastric cancer (GC); melanoma; oesophageal cancer,; renal cell carcinoma
(RCC); urothelial carcinoma (UC),; microsatellite instability-high (MSI-H) or deficient mismatch repair (dM
colorectal cancer; triple-negative breast cancer, head and neck squamous cell carcinoma, small cell neur rine
carcinoma or other tumours with known MSI-H or dMMR; nasopharyngeal carcinoma (NPC); and /lep lar

carcinoma including mixed hepatocellular and cholangiocellular carcinoma. \

a Tumour samples and blood samples for detecting MSI or tumour samples for detecting MMF@ation status were
collected during pre-screening period (< 8 weeks prior to screening period) from patien@ enrolled in arm 8
when their MSI/MMR mutation status was unknown. 0

b Fresh tumour biopsy samples were collected within 42 days prior to the first do patients had no archival
tumour tissue samples. Other screening assessments were completed within days prior to the first dose of the

study drug. :

Objective response rate was a primary endpoint of the X’@Z stage. There was no formal statistical
testing for the efficacy endpoints; the efficacy analy were descriptive only. Response was based on
Investigators’ judgment according to RECIST v1. as also collected.

L
>
\0
9
&
O
N
S
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Table 50: Baseline characteristics NSCLC population (Study 102)

)

NSCLC
Category (N=50)
Age(vears)
n 56
Mean (SD) 57.1(9.88)
Median 58.0
Q1.Q3 51.66
Min, Max 26, 72
Age Group. n (%)
<65 40 (714)
=65 16 (28.6)
Sex. n (%)
Male 40 (714)
Female 16 (28.6)
ECOG Status. n (%)
0 14 (25.0)
1 42(75.0)
Weight (kg)
1 56
Mean (SD) 65.25 (12.01)
Median 64.00
Q1.Q3 56.0, 723
Min, Max 43.0,95.0
Alcohol Use, nn (%) \‘
Never 36 (64.3) ~
Irregular 12214
Prior regular use 8(143) N,
Current regular use 0
Cigarettes Use. 0 (%) UM
Never | X&(} 1)
Current N\ (3.6)
Former L\ 316554
Study Follow-up Duration (months) [1]{{ Y *
1 \l S 56
Mean (SD) [P\ 18.20 (12.34)
Median « LN 19.60
QL Q3 ~\" 58,286
Min. Max §} 02,355
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Table 51: Analysis of confirmed disease response per RECIST v1.1 (Study 102)

NSCLC Melanoma ESCC GC Lie NPC
Response Category (N=56) (N=34) (N=16) (N=24) (N=12) (N=11)
BOR per RECIST 1.1, (%)

CR (Complete Response, confirmed) 0 0 0 0 0 0

PR (Partial Response, confimmed) 10(17.9) 6(17.6) 2(7.7) 4(16.7) 4(182) 10 (47.6)

SD (Stable Disease) 21(37.5) 7(20.6) 7(269) 2(33) 5227 7(33.3)

PD (Progressive Disease) 21(37.5) 18(52.9) 13 (30.0) 10 (41.7) 5227 4(19.0)

NE[1] 4(7.1) 3(38) 4(154) 8(333) 8(364) 0
Objective Response Rate (ORR=CR+PR). (%) 10(17.9) 6(17.6) 2(7.7) 4(16.7) 4(18.2) 10 (47.6)

Exact 05% CI (89.304) (68.345) | (00.251) | (47.374) | (52.403) | (257.702)
Objective Response Rate, unconfirmed (ORR=CR+PR). n(%) 10(17.9) 6(17.6) 2077 4(16.7) 4(18.2) 10 (47.6)

Exact 95% CI (89.304) (68.345) | (09.251) | (47.374) | (52.403)

Clinical Benefit Rate (CBR=CR+PR+Durzble SD [2]). n(%) 30(53.6) 12(353) 7(269) 6(25.0) 8(36.4)

Exact 95% CI (397.67.0) | (197.535) | (11.6.47.8) | (98.467) | (172.593)

Clinical Benefit Rate (CBR=CR+PR+Durzble SD [3]). n(%) 20(51.8) 12(35.3) 7(269) 6(25.0) 7431 17 (81.0)

Exact 05% CI (380.653) | (107.535) | (116.47.8) | (98.46.7) (1% . (58.1,94.6)
Clinical Benefit Rate (CBR=CR+PR+Durable SD [4]). n(%) 19(33.9) 11(32.4) 4(154) 6(25.0) 3) 13 (61.9)

Exact 95% CI (218.47.8) | (174.505) | (44.349) | (98.467 @ 502) | (384.819)
Disease Control Rate (DCR=CR+PR+SD). n(%) 31(554) 13(382) 9 (34.6) 6@3 , 9(40.9) 17 (81.0)

Exact 95% CI (415,687 | (222.564) | (172.55.7) | (94 (207.63.6) | (38.1.94.6)
Time to Response (Weeks) A "

n 10 6 2 S~ 4 10

Mean (SD) 11.87 (4405) | 18.17 (11.398) | 8.86 ( 0,202) [Wl46 (4.465) | 15.54 (13.167) | 18.00 (14.563)

Median 036 13.93 ‘1% 936 9.00 043

QL.Q3 000,17.14 | 9.14.2757 900 | 9001393 | 8862221 | 9.00.18.00

Min, Max 8431020 | 843.360 7000 | 0001814 | 8863520 | 8.86.45.00

Among 56 patients with NSCLC, 33 (58.9%) patients had s of the final data cutoff date. The

median OS was 22.1 months (95% CI: 10.1 to 33.5). Th mulative probability of OS at 12 and 24
months was 0.6 (95% CI: 0.4 to 0.7) and 0.5 (95%@ 0.4 to 0.6), respectively.

Median Time (Months) = 221 (10,1, 33.5)

H 1st Quartile (Months) = 59{4.3, 101}
D84 — K 3rd Quartile (Months): = NE (285, NE)

T l—_
* Q o+ L,
i
. I
E\ b b
¥
®+C‘Eﬂ5nred

Survival Probability
=

R
T T — T T T T T T T T T T e e LU S S S B S B S S S B B S S S .
o 1 2 3 4 5 B 7 B 9 10 11 12 13 14 15 16 17 18 1% 20 21 23 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 3D 40 41

i Survival Time (Months)
Yo of Patients at Risk
SES54 53525044 40 28 37 3534 3331 303029202028 2828 2827 252522 21151512111110 7 6 4 0 0 0 0 0 O

Figure 56: Kaplan-Meier plot of overall survival (Study 102) (safety analysis set)

PD-L1 expression on tumour cell membranes was assessed by the central laboratory using the
VENTANA PD-L1 (SP263) assay. PD-L1 positivity was defined as 210% of tumour cells with PD-L1
membrane staining at any intensity. Response was observed regardless of PD-L1 expression levels. Of
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the 56 patients, there were 24 patients (42.9%) with PD-L1-positive NSCLC, 31 patients (55.4%) with
PD-L1-negative NSCLC, and 1 patient (1.8%) with PD-L1 status unknown. ORR was 16.7% and 19.4%
for patients with PD-L1-positive NSCLC and patients with PD-L1-negative NSCLC, respectively. The
median OS was 22.1 months (95% CI: 11.0 to 28.5) for patients with PD-L1-positive NSCLC and 28.1
months (95% CI: 7.3 to NE) for patients with PD-L1-negative NSCLC, with a median survival follow-up
time of 31.4 months (95% CI: 26.8 to 34.2).

2.5.5.3. Clinical efficacy of tislelizumab in combination with chemotherapy as 1L treatment
of squamous NSCLC

Main study 6

Study 307 (BGB-A317-307): A Phase 3, Multicenter, Randomized Open-Label to
Compare the Efficacy and Safety of Tislelizumab Combined With Paclitaxel rboplatin
or Nab Paclitaxel Plus Carboplatin Versus Paclitaxel Plus Carboplatin Alo First-Line

Treatment for Untreated Advanced Squamous Non-small Cell Lung Ca&

O

Study 307 is a Phase III, 3-arm, open-label, randomised, multicentre stl.@conducted solely in China,
designed to evaluate the efficacy and safety of tislelizumab in combinﬁon with carboplatin plus either
paclitaxel (Arm T+PC) or nab-paclitaxel (Arm T+nPC) vs. paclita e@ls carboplatin alone (Arm PC) as

first-line treatment in 360 patients with Stage IIIB or IV squa SCLC. The study design schema is
depicted below. The enrolment period was from 30—Ju|y—20f to%13-Jun-2019.
é ARM A N —_——
Tislalizurmab 200mg. D1 f
Paclitaxel 175mgm®, D1~ 23V Dbjectives
Carboplatin AUC 5, D1 Continue tislelizumab Primary:
- Paclitaxel and uarhcplatmx until: EFS'- .
adrmingstered for 4 10 G cycl - disease progression SCondary.
r .
;f— \ ¥ - * loss of clinical benefit, 1 ORR, DOR, 08 ).
-~ [ ARM = intolerable toxicity, or —_—
QW * withdrawal of conse

[

u d e Tislalizumab 200mg o8 |
Boiinlg-+-F Nab-Pacitaxel 100 0gmIPD1 8, 415 - o
80 NECLE |t Carboplatin .ﬁ.l.J R
[N=34Z) - Mab-FPaci apd carpopiatin will be +
g 1:1:1 i

. a or 4 1o & cycles E
"y :
Siratific atice :
Stage {HIBvs V] ARM C 1
PO-L1eapression Crprional |
[< 1% TC s, 1%-d9% el 175 mg/m?, D1 Upon disease Crossoverio recaiva |
TC s 2 0% TS) p platin ALC 5 D1 progressicen tislalzumab treatmant
4

\ AW for 4 fo 6 cycles
&

.
Arm A = Arm T+PG; =Arm T+nPC; Arm C = Arm PC
Note: Patients wi e |lIB disease were eligible for enrolment if their disease was not amenable to curative surgery or

radiother. y@
Figure 5%:"Study design (Study 307)

Methods
e Study Participants
Key inclusion criteria included:
1. 18 to 75 years old on the day of signing the informed consent form (ICF)

2. Histologically confirmed, locally advanced (Stage IIIB) not amenable to curative surgery or
radiotherapy, or metastatic (Stage IV) squamous NSCLC
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a. Patients with tumours of mixed non-small cell histology (squamous and non-squamous) were
eligible if the major histological component appeared to be squamous.

3. Patients must have been able to provide fresh or archival tumour tissues (formalin-fixed paraffin-
embedded blocks or approximately 15 [= 6] freshly cut unstained formalin-fixed paraffin-
embedded slides) with an associated pathological report (squamous). In the absence of sufficient
archival tumour tissues, a fresh biopsy of a tumour lesion at baseline was mandatory. PD-L1
expression was assessed centrally.

4. ECOGPS <1
5. Patients must have had > 1 measurable lesion as defined per RECIST v1.1.
6. Must have been treatment-naive for locally advanced or metastatic squamous NSCLC. @

L 2
a. Patients who had received prior neoadjuvant, adjuvant chemotherapy, radioth N r

chemoradiotherapy with curative intent for nonmetastatic disease must have e ienced a
disease-free interval of > 6 months from the last dose of chemotherapy a@ iotherapy prior

to randomisation. 0
Key exclusion criteria included: @
1. Diagnosed with NSCLC that harbours an EGFR-sensitizing mutgtion or ALK gene translocation

2. Received any approved systemic anticancer therapy, inclu ormonal therapy within 28 days
prior to initiation of study treatment

3. Treatment with systemic immune-stimulatory agen Qluding but not limited to interferons,
interleukin 2, and tumour necrosis factor) withiQweeks or 5 half-lives of the drug, whichever
was longer, prior to randomisation (prior tr with cancer vaccines was allowed)

4. Active leptomeningeal disease or uncor@(ﬁd, untreated brain metastasis

a. Patients with a history of trea d@ at the time of screening, asymptomatic CNS metastases
were eligible, provided they Il the following:

i. Brain imaging at scre{Q showed no evidence of interim progression

ii. Had measurahle @se outside the CNS, only supratentorial metastases allowed

iii. No ongoin @ulrement for corticosteroids as therapy for CNS disease; anticonvulsants at
a st ?é&se allowed

iv. ‘\ tactic radiation or whole-brain radiation within 14 days prior to randomisation

b. Paz ith new asymptomatic CNS metastases detected at the screening scan must have
ved radiation therapy and/or surgery for CNS metastases.

g i. Following treatment, these patients may have then been eligible, provided all other
criteria, including those for patients with a history of brain metastases, were met.

5. Any major surgical procedure requiring general anaesthesia < 28 days before randomisation

6. Any active malignancy < 2 years before randomisation, except for the specific cancer under
investigation in this study and any locally recurring cancer that had been treated curatively (e.g.,
resected basal or squamous cell skin cancer, superficial bladder cancer, carcinoma in situ of the
cervix or breast)
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7. Active autoimmune diseases or history of autoimmune diseases that may have relapsed Note:
Patients with the following diseases were not excluded and may have proceeded to further
screening:

a. Controlled Type I diabetes

Hypothyroidism (provided it was managed with hormone replacement therapy only)

Controlled celiac disease

Skin diseases not requiring systemic treatment (e.g., vitiligo, psoriasis, alopecia)

Any other disease that was not expected to recur in the absence of external triggering factor

D a0 o

8. Any condition that required systemic treatment with either corticosteroids (> 10 mg daily
prednisone or equivalent) or other immunosuppressive medication < 14 days before

randomisation @
L
e Treatments \6

Tislelizumab O

Tislelizumab 200 mg was administered on Day 1 of each 3-week cycle, by i Qous infusion
through an intravenous line containing a sterile, nonpyrogenic, low-protei %ng 0.2 or 0.22 micron
in-line or add-on filter. %

The initial infusion (Day 1 of Cycle 1) was delivered over 60 minut@ it was well-tolerated,
subsequent infusions were to be administered over 30 minutes,% was the shortest period
permissible for infusion. Tislelizumab must not have been codc ly administered with any other

drug. O

As a routine precaution, after infusion of tislelizuma Day 1 of Cycle 1 and Cycle 2, patients were
monitored for = 1 hour afterward in an area with itation equipment and emergency agents.
From Cycle 3 onward, a monitoring period ofy= 3 inutes was required in an area with resuscitation
equipment and emergency agents. K

Chemotherapy Q

Paclitaxel 175 mg/m?2 was admi d as an intravenous infusion over 3 hours on Day 1 of each
cycle, for 4 to 6 cycles. In addition; all patients received the appropriate premedications as per the

local approved label and ta& practice.

Nab-paclitaxel 100 m‘& was administered as an intravenous infusion over 30 minutes on Day 1,
Day 8, and Day 15»0% cycle for 4 to 6 cycles. All patients received the appropriate
premedicationg a e local approved label and standard practice.

Carboplatin Xn at AUC 5 mg/mL/min was administered as an intravenous infusion over 15
1 of each cycle, for 4 to 6 cycles immediately after paclitaxel or nab-paclitaxel.

minutes, o
i remedications were administered as per standard practice.

Addigion

When clinically feasible, premedication with steroids was limited due to their immunomodulatory
effects.
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Table 52: Treatments (Study 307)

Study dru Dose KTequency of g et

’ . & ’ administration administration

Tislelizumab|200 mg D1 of each cycle Intravenous

Paclitaxel  [175 mg/m? Day 1 of each cycle Intravenous

Nab- 2 D1, D8, and D15 of] )

3 100 mg/m- Intravenous

paclitaxel - each cycle

Carboplatin |[AUC § D1 of each cycle Intravenous e
Abbreviations: AUC, area under the plasma or serum concentration-time curve @
Note: Treatment of paclitaxel or nab-paclitaxel was determined at randomisation. 4 6

Chemotherapy was administered on a 3-week cycle. K\

Tumour assessments were conducted every 6 weeks for the first 6 months, th 9 weeks for the

remainder of the first year, then every 12 weeks until disease progression. 0\'

e Objectives @

Assess the efficacy and safety of tislelizumab in combination with chefotherapy as 1L treatment of
squamous NSCLC.

%,
e Outcomes/endpoints \OQQ

Primary Efficacy Endpoint

Progression Free Survival (per IRC) O

Evaluation Criteria in Solid Tumours (RECI .1 in an Intent-to-Treat (ITT) Analysis Set between
tislelizumab either combined with paclitax arboplatin (Arm A) or combined with nab-paclitaxel +

To compare the PFS as assessed by the In% Review Committee (IRC) per Response
carboplatin (Arm B) and paclitaxel@ latin alone (Arm C) in patients with untreated Stage IIIB or

Stage 1V (as classified according t ican Joint Committee Cancer 7th Edition of Cancer Staging
Manual) squamous NSCLC.

Secondary Efficacy EnNQ

Overall Survival
*
To compare 0§@§tislelizumab combined with paclitaxel + carboplatin or nab-paclitaxel +

carboplatin ag axel + carboplatin alone in the ITT Analysis Set.
Progressi Survival (per investigator)

ré PFS as assessed by the investigator per RECIST v1.1 between tislelizumab combined with
| + carboplatin or nab-paclitaxel + carboplatin and paclitaxel + carboplatin alone in the ITT
Analysis Set.

Objective Response Rate (per IRC and per investigator)

To compare ORR as assessed by the IRC and by the investigator per RECIST v1.1 between
tislelizumab combined with paclitaxel + carboplatin or nab-paclitaxel + carboplatin and paclitaxel +
carboplatin alone.
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Duration of Response (per IRC and per investigator)

To compare DOR as assessed by the IRC and by the investigator per RECIST v1.1 between
tislelizumab combined with paclitaxel + carboplatin or carboplatin + nab-paclitaxel and paclitaxel +
carboplatin alone.

Health-related Quality of Life

To compare HRQoL between tislelizumab combined with paclitaxel + carboplatin or nab-paclitaxel +
carboplatin an paclitaxel + carboplatin alone.

Others
To evaluate the safety and tolerability of tislelizumab combined with paclitaxel + carboplatir@g-

paclitaxel + carboplatin compared with paclitaxel + carboplatin alone. 6
To evaluate the correlation between PD-L1 expression levels by immunohistoche »and
antitumour activity of tislelizumab combined with paclitaxel + carboplatin or nab- xel +
carboplatin.

e Sample size 0
The sample size calculation was based on the number of PFS events r &to demonstrate the PFS
superiority of Arm A or Arm B to Arm C in the ITT Analysis Set, resé/ely Exponential distribution

was assumed for PFS. Estimates of the number of events requir monstrate efficacy with regards
to PFS were based on the following assumptions:

1. A one-sided a of 0.025 and 80% power to d te R of 0.65, corresponding to an
improvement in median PFS from 6 months to& onths, in the PFS of A versus C

comparison. O

2. A one-sided a of 0.025 and 80% powe@detect a HR of 0.65, corresponding to an

improvement in median PFS from 6 ths to 9.2 months, in the PFS of B versus C
comparison.

3. One planned interim analysi oth A versus C and B versus C comparisons when ~75%
of the targeted PFS events ccurred, with Lan-DeMets O'Brien-Fleming approximation
spending function. K

4. Dropout rate o 5°/@ 12 months in PFS evaluation

With these assumptio s@atal of approximately 173 PFS events were planned to be required for each
primary comparis m A versus Arm C or Arm B versus Arm C at final analysis for PFS. Assuming
342 patients weré to be enrolled and randomised at a 1:1:1 ratio over a 11.5-month period at a
steady-state ent rate of 40 patients per month and enrolment ramp up duration of six month,
i.e., enrol te of 10 patients per month from study Month 0 to Month 2, 20 patients per month
from M to Month 4, 30 patients per month from Month 4 to Month 6, and 40 patients per month

¢ Randomisation and Blinding (masking)

Patients were planned to be randomised at a 1:1:1 ratio in one of the three arms by using the IRT
system for this study by permuted block stratified randomisation with stratification factors of Stage
(IIIB versus IV) and PD-L1 expression in TC (= 50% TC versus 1% - 49% TC versus < 1% TC).

This study was open-label.
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e Statistical methods

Analysis Sets

The ITT Analysis Set was planned to include all randomised patients. Patients were planned to be
analysed according to their randomised treatment arms. This was planned to be the primary analysis
set for efficacy analysis.

The Safety Analysis Set was planned to include all patients who received > 1 dose of study drug; it
was planned to be the analysis set for the safety analyses.

The PK Analysis Set was planned to include all patients who receive > 1 dose of tislelizumab pegthe
protocol, for whom any postdose PK data were available. eb

Primary Endpoint . 66

The primary endpoint PFS per the IRC was defined as the time from randomisation \K}irst
documented disease progression as assessed by the IRC with the use of RECIST b}

any cause, whichever occurred first. The actual tumour assessment visit date\ﬁ%
to calculate PFS. Data for patients without disease progression or death at theime of analysis were
planned to be censored at the time of the last valid tumour assessment. @a or patients without
postbaseline tumour assessment were planned to be censored at the.ﬂn}e f
patients who started to receive new anticancer therapy or were Ios@ llow-up were planned to be
censored at the last valid tumour assessment date prior to the i uction of new therapy or loss to
follow-up. Patients who had a clinical determination of progr@ ere planned to undergo a CT/MRI,
if possible, to correlate radiographic findings with the cli @i dings. If a clinical determination of
progression for a patient was confirmed, the date of th(& MRI scan was planned to be considered as
the progression date for that patient.

r death from
nned to be used

randomisation. Data for

PFS per the IRC was planned to be compare et@n tislelizumab combined with paclitaxel +
carboplatin (Arm A) and paclitaxel + carboplatin®(Arm C), and between tislelizumab combined with
nab-paclitaxel + carboplatin (Arm B) g itaxel + carboplatin (Arm C), using stratified log-rank
test methodology. The two primary h @ esis tests were formed as follows:

One-sided testing of PFS superia@ Arm A to Arm C:
The null hypothesis to be es@s: HO: PFS in Arm A < PFSin Arm C
Against the alternative r@t\\esis: Ha: PFS in Arm A > PFS in Arm C
One-sided testing p ! superiority of Arm B to Arm C:

2

The null hyp IS to be tested is: HO: PFS in Arm B < PFS in Arm C

Agains h@ernative hypothesis: Ha: PFS in Arm B > PFS in Arm C

The es from a stratified log-rank test were planned to be presented using stratification factors
with actual values as recorded in the EDC at randomisation. The median PFS was planned to be
calculated for each treatment arm and presented with two-sided 95% Cls. Kaplan-Meier survival
probabilities for each arm were planned to be plotted over time. The HR for PFS for each comparison
(i.e., Arm A versus Arm C, Arm B versus Arm C) were planned to be estimated using a stratified Cox
regression model, with treatment arm as a factor and stratified by the actual value of the stratification
factors as recorded in eCRF (electronic case report form). The 95% CI for the HR were planned to be
provided. Unstratified analysis were planned to also be presented.
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Secondary Endpoints

Overall Survival

OS was defined as the time from randomisation to death from any cause. Data for patients who were
not reported as having died at the time of analysis were planned to be censored at the date last known
to be alive. Data for patients without postbaseline information were planned be censored at the date of
randomisation. Similar methodology used to evaluate PFS per the IRC were planned to be applied to
OS analysis.

Progression-Free Survival per Investigator

PFS per the investigator is defined as the time from randomisation to the first objectively docu ed
disease progression, or death from any cause, whichever occurs first, as determined per RE vli.l
in the ITT Analysis Set. Similar methodology used to evaluate PFS per the IRC were pla\ to be
applied to analysis of PFS per the investigator.

O

Objective Response Rate per the IRC and per the Investigator \?

ORR per the IRC resp. per the investigator (confirmation not required accorgi RECIST v1.1) was
planned to be defined as the proportion of patients who had a CR or PR eﬁ&sessed by the IRC resp.
per the investigator per RECIST v1.1 in all randomised patients with gieasUrable disease at baseline.
Patients without any postbaseline assessment were planned to be QI ered non-responders. The
difference in ORR per the IRC and per the investigator between% versus Arm C and Arm B versus
Arm C in the ITT Analysis Set were planned to be evaluated dsi e Cochran-Mantel-Haenszel (CMH)
chi-square test with the actual stratification factors as e two-sided 95% ClIs for the odds ratio
and the difference in ORR were planned to be calculated, well as Clopper-Pearson 95% CIs for the
ORR within each arm.

Duration of Response per the IRC and per th n&gator

gefined for patients with an objective response as the
ponse to documented disease progression as assessed by
the IRC resp. as assessed by the i tor using RECIST v1.1, or death from any cause, whichever
occurs first. Data for patients w alive and who have not experienced disease progression at the
time of analysis were planne censored at the date of the last tumour assessment. If no tumour
assessments were performed after the date of the first occurrence of the objective response (CR or
PR), DOR was planned censored at the date of the first occurrence of the objective response.
DOR per the IRC as well\as per the Investigator was planned to be estimated using Kaplan-Meier
methodology. Coqu isons between treatment arms were planned to be made using the stratified and
t

unstratified | Nﬂ

Health~Re Quality of Life

DOR per the IRC resp. per the Investigat
time from the first documented objec

est for descriptive purposes only.

Sum statistics (mean, standard deviation, median, and range) of the post-baseline scores and
changes from baseline were planned to be reported for the EORTC questionnaires (QLQ-C30 and QLQ-
LC13). Line charts depicting the mean changes (and standard errors) over time from the baseline
assessment were planned to be provided for each treatment arm. The proportion of patients showing
clinically meaningful changes in selected items and subscales at each assessment time point were
planned to be calculated. Completion and compliance rates were planned to be summarised at each
time point by treatment arm. Only patients in the ITT Analysis Set with a non-missing baseline
assessment and at least one in-study non-missing post-baseline assessment were planned to be
included in the analyses.
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PD-L1 Expression as a Predictive Biomarker for Response

Distribution of PD-L1 expression in TC were planned to be examined in the ITT Analysis Set.
Association between PD-L1 expression and tislelizumab treatment effect over control (PFS, OS, ORR,
DOR, DCR) were planned to be explored.

Multiplicity

The overall Type I error for primary endpoint PFS per IRC that compared between Arm A versus Arm C
or Arm B versus Arm C at the interim and final analyses was planned to be strongly controlled at an
alpha of 0.025 by using sequential testing procedure. Hypothesis testing for the primary endpoint of
PFS (Arm A vs C followed by Arm B vs C) was planned to be carried out sequentially, each at a&ne-
sided alpha of 0.025, until the first non-rejection. The alpha allocation algorithm is describe

l-sided(lz =0.025 O{\e
[ PFS of Avs C ] 0

If PFS of A vs C is positive, @ = 0.025 @

[ PFS of Bvs C ] Q@
Figure 58: Type I error control scheme (Study 30&0Q

Interim Analyses

One interim efficacy analysis of PFS was pIan@ach comparison performed in the ITT

Analysis Set. For the PFS endpoint, the in gefﬁcacy analysis was planned to be performed after
approximately 130 PFS events (75% Qarget number of approximately 173 PFS events) would
have been observed in each compari f A versus C or B versus C. It was estimated that it would
take approximately 17 months tQ mulate the required number of PFS events. The final analysis for

PFS was planned to be pexfor after approximately 173 PFS events have been observed and it was
estimated that this wou r at approximately 24 months after the first patient was randomised.

An independent st& @I review was planned to be conducted to determine if the required number of
events had ocour@l two arms of A vs C or B vs. C. If the time of observing the targeted number of
events in ea parison was different from each other, the analysis could be separate.

The int '@undary was based on Lan-DeMets O'Brien-Fleming approximation spending function.

The i and final analyses timing and stopping boundaries for PFS are summarised in Table 53
below. The times and boundaries for the interim and final analysis were based on protocol-defined

enrolment and PFS assumptions. They were planned to be updated according to the actual PFS events
included at the interim and final analyses using Lan-DeMets spending function.
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Table 53: Analysis timing and stopping boundaries for PFS in each of the primary testing at
one-sided a=0.025 (Study 307)

} Expected Testing boundary
. Number of :
Type of analysis events time _value boundary Approx. hazard ratio
(months) P : threshold
Interim analysis 130 16.7 0.0097 0.6637
Final analysis 173 238 0.0221 0.7364

Subgroup Analyses

Subgroup analysis of primary endpoint of PFS per the IRC were planned to be conducted to ine
whether the treatment effect is consistent across various subgroups, and the HR estimate @S and
its 95% CI were planned to be estimated and plotted within each category of the fog:@riables:

PD-L1 expression in TC (= 50% TC versus 1% to 49% TC versus < 1% TC), Stage versus 1V),

age (< 65 versus > 65 years), gender (female versus male), ECOG PS (0 vers

status (former versus current versus never). 0\'
Results @

e Participant flow

d smoking

€ Excluded: n=108
] Reasons :

E - Brain metastasis (14%)
° - Withdrawal consent
|

w

_ | }0 }
-g Allocated to T+PC Allocated to T+nPC Allocated to PC

- n=120 n=119 n=121

o Treated: n= 120 (1& Treated: n=118 (99.2%) Treated: n=117 (96.7%)
) LO 1 l

o

. \ : Continuing treatment: Crossoverto T

3 n=35 (29.4%) n=67

= Continuing treatment:
4 n=0 (0%)

Table 54: Patient disposition and reasons for discontinuation (ITT analysis set) (Study 307)
(DCO: 30SEP2020)
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T+PC T+nPC PC Total
(N=120) | (N=119) | (N =121) | (N = 36D)
n (%) n (%) n (%) n (%)
Mumber of Patients Randomized 120 (10009119 (100.0)121 { 100.0)360 (100.0)
Patients Randomized, but not Treated 0 (0.0 1 (0.8) 4(3.3) 5(L4)
Number of Patients Treated 120 (1000 118 (99.2) [ 117 (96.7)| 355 (98.6)
Number of Patients Discontinued from All Study | 89 (74.2) | 834 (T0.6) | 117 (96.7) [ 290 (80.6)
Dirugs
Primary Reason for Treatment
Discontinuation
Progressive Disease 44500 | 51429y | 9(7.4) (31.7)
Complete Chemmherapv 1= {0.5) 0 {0.0) 21 (66.9)4 22.8)
Adverse Event 16(13.3) [ 14(11.8) | 16132 6 (12.8)
Voluntary Withdrawal 9{7.5) 11(9.2) BI&BL)| 28(7.8)
Physician Decision 5(4.2 5(4.2) %} 12(3.3)
Start of a New Anticancer Therapy [ {0.8) 1{0.8 \Q%.{]} 2(0.6)
Lost to Follow-Up | (0.8) 0 (0.0) 1 (0.3)
Non-Compliance with Study Drug 0 (0.0 L (0.8) 1{0.3)
Other 2({1L.7) 000.0) 4(1.1)
Number of Patients Remained on Treatment ° 31 {258 . 000y [ 65(18.1)
Number of Patients Discontinued from Study 5l [42@%\52 (43.7) | 68 (56.2) | 171 (47.5)
Primary Reason for Study Discontinuation \
Death D) | 47 (39.5) | 52 (43.0) | 147 (40.8)
Voluntary Withdrawal ANCRS | 4349 140116 | 2158
Lost to Follow-Up NNJ00.0) [ 0(0.0) 1 (0.8) 1(0.3)
Other PaX 010.0) 1 {0.8) 1 {0.8) 2{0.6)
Number of Patients Remained on Study AV 69 (57.5) | 67(56.3) | 53 (43.8) | 189 (52.5)
Study Follow-up Time (Months) © M
Median f,‘\. 16.97 17.15 16.13 16.66
Min, Max R\ 1.0, 26.1 | 01,242 | 0.1,23.5 | 0.1, 26.1

Source: ADSL. Data cutoff: 30SEP2020. DaeRiggttion: 20FEB2021.

Abbreviations: PC, Paclitaxel+Carboplatin: . Tislelizumab+Pachtaxel+Carboplating T+aPC, Tislehzumab-+mnab-
Paclitaxel+Carboplatin.

Primary reason for treatment disuun[i& referred to primary reason for the discontinuation of the last study drug
administered.

e Recruitment (&

This study is ongoﬁ'\ tart date 20-Jul-2018). Patients were enrolled in 43 centres in China. Median
follow up tim ’q&'n I"analysis (DCO: 30 September 2020): 16.7 month.

e C of the study
Amen 1.0 (dated 27 April 2018)

e Updated NCI-CTCAE version from v4.03 to v5.0

e Updated the frequency for tumour assessments

e Updated the reasons for patients to discontinue the study treatment or discontinue study
¢ Clarified the guidance regarding dose modifications for tislelizumab and chemotherapy

e Added “total CK and creatine kinase cardiac muscle isoenzyme” to laboratory assessments

» Clarified the visits and the frequency to assess irAEs and concomitant medications during safety
follow-up
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e Updated contents of interim analysis and sample size consideration by adjusting O’Brien-Fleming
boundary per Center for Drug Evaluation comments

e Changed the frequency for the data review by IDMC from “every 4 months” to “every 6 months”

¢ Added the diagnostic tests and treatment for myocarditis/myositis (irAE evaluation and
management) according to FDA requirements

¢ Replaced the Chronic Kidney Disease Epidemiology Collaboration (CKD-EPI) equation in Appendix 7
with more commonly used formula (Cockcroft-Gault Formula and Calvert Formula)

Amendment 1.0 Addendum 1 (dated 22 May 2018) E
e Added details for serum CK and creatine kinase cardiac muscle isoenzyme testing @

e Updated the diagnostic tests and treatment for myocarditis (irAE evaluation and man%@nt)
Amendment 2.0 (dated 14 December 2018) :K

o Clarified the criteria for squamous NSCLC staging in the primary objective Q
N

e Updated the inclusion criteria to allow patients with unevaluable PD-L1 statu

study @

¢ Added prophylaxis antiviral therapy for patients with inactive HBs &reated and stable hepatitis B
(HBV DNA < 500 IU/mL) to permitted concomitant medicationsg

participate in this

¢ Added the guidance on pulmonary function assessment Q

e Clarified the safety assessment schedule for patients Qossed over to tislelizumab monotherapy
e Incorporated the changes made in addendum to @col amendment 1.0 and updated the
information regarding serum CK and creatine kin@ardiac muscle isoenzyme testing

Amendment 3.0 (dated 16 August 201(’)\'

e Updated the statistical method to co erall Type I error for hypothesis tests of PFS in each
comparison of Arm A versus Arm B versus Arm C

e Changed HR assumption of P, om 0.6 to 0.65, and increased the number of PFS events at both
interim and final analys

e
e Changed the method &QOL analysis from model-based method to descriptive method
>
e Updated the tu ssessments for treatment beyond progression and for crossover
*

e Added bio sample collection procedure for patients who cross over to tislelizumab
monother

o U he definition of study termination

e Baseline data
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Table 55: Demographics and baseline characteristics (ITT analysis set) (Study 307)

(DCO: 30SEP2020)

T+PC T+nPC PC Total
(N=120) | (N=119) [ (N=121) | (N = 360)
n (%) n (%) n (%) n (%)
Aee (years)
Median 60.0 63.0 62.0 62.0
Min, Max 41.74 38,74 34,74 34,74
Aee Group, n (%)
< 65 years 81 (67.5) | 67 (56.3) | 85(70.2) [233 (64.7)
= 63 years 39 (32.5) [ 52(43.7) | 36(29.8) [ 127 (33)
BMI (kg/m"2) P
Median 22.27 22.41 2229 | N
Min, Max 16.9,34.9 [17.4,31.9 | 15.2, 29.44 m, 34.9
Sex, n (%) PR
Male 107 (89.2) [ 112 (94.1) lll‘L@ 330 (9L.7)
Female 13(10.8) | 7(5.9) (™) | 30(8.3)
ECOG Performance Status, n (%) R N
0 31(25.8) | 22¢(1 \bﬁ (26.4) | 85 (23.6)
l 89 (74.2) G‘HH% 89 (73.6) (275 (T6.4)
Smoking Status, n (%) N\
Never 24 (20.0 2a10.1) [ 23(19.0) | 59 (16.4)
Current 24 (2{1(&\ L(17.6) | 27(22.3) | 72 (20.0)
Former 72 (0. 86 (72.3) | 71 (58.7) [229 (63.6)
Baseline Target Lesions Sum of Diameters by O
Investigator (mm) \
Median _@ 77.20 82.70 83.00 80.50
Min, Max LN\17.1, 205.3(15.0, 207.1]15.0, 196.0[15.0, 207.1
Current Disease Stage, n (%) x\'\
I11B C IB(3L.7) [ 40(33.6) | 44 (36.4) [122 (33.9)
IV o\ 82 (68.3) | 79 (66.4) | 77 (63.6) |238 (66.1)
PD-L1 Expression in Tumor Cell, n E%Nf
<1%* NN 48 (40.0) | 47 (39.5) | 49 (40.5) [ 144 (40.0)
[%-49% (V 30(25.0) | 30(25.2) | 31 (25.6) | 91 (25.3)
=50% (\\ 42 (35.0) | 42 (35.3) | 41 (33.9) [125 (34.7)
Patients with any Prior An%txljrug Therapy, n (%) 12(10.0) | 1084 7(5.8) 29 (8.1)
Type of Prior Antica% rug Therapy. n (%) ™
Adjuvant 10 (83.3) | 4(40.0) [ 4(57.1) | I8 (62.1)
NeoadjuvaalN 1(8.3) | 6(60.0) | 2(28.6) | 9(31.0)
Locally«Nyinced 0 (0.0} L (10.0) | 1(14.3) 2(6.9)
Met 1(8.3) 0{0.0) 0(0.0) 1(3.4)
Prior Anticancer Surgeries, n (%) 12(10.0) | 9(7.6) 8 (6.6) 29 (8.1)
5(4.2) 6 (5.0) 5(4.1) 16 (4.4)

L. ADBASE. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.
Abbrevidions: PC, Paclitaxel+Carboplatin: T+PC, Tislehzumab+Paclitaxel+Carboplatin; T+#PC, Tislehzumab+aab-

Patients witl?a
Patient any Prior Anticancer Radiotherapy, n (%)
Suuru:&?s

Paclitaxel+Carboplatin.

*There were 6 patients with not evaluable PD-L1 status in the < 1% subgroup: 1 in Arm T+PC, 1 in Arm T+sPC, and 4 in

Arm PC.

" A patient was counted only once within each category, but may be counted in multiple categories.
¢ Percentages were based on the number of patients with any prior anticancer drug therapy.

Table 56: Disease characteristics (ITT analysis set) (Study 307) (DCO: 30SEP2020)
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T+PC T+nPC PC Total
(N=120) | (N=119) | (N =121) | (N = 360)
n (%) n (%) n (%) n (%)
Time from Initial Diagnosis to Study Entry * (Day)
Median 28.5 30.0 30.0 30.0
Min. Max 11,1315 | 9.3199 | 10,1490 | 9.3199
Time from Advanced/Metastatic Disease Diagnosis to
Study Entry * (Days)
Median 19.0 19.0 21.0 20.0
Min, Max -7.243 | -70.225 1,198 -70. 243
Histology. n (%)
Squamous Cell Carcinoma 120 (100.0) 118 (99.2) 120 (99.2) | 358 @
Mixed Adeno-Squamous 0(0.0) 0(0.0) 0(0.0) g%
Other 0(0.0) 1(0.8) 108 ¢ .6)
Baseline Target Lesion Location. n (%) ° N
Lung 111(92.5)|110(92.4) 112(9\% 333 (92.5)
Bone 0(0.0) 1(0.8) : 1(0.3)
Liver 11(9.2) 11(9.2) (5.8) 29 (8.1)
Other € 64 (53.3) | 68 (574) (57.0) | 201 (55.8)
Location of Distant Metastases. n (%) ° [N
Bone 24 (20.0) (1%%) [ 21 (17.4) | 61 (16.9)
Liver 15 (12.5)A9012.6) | 14 (11.6) | 44 (12.2)
Brain 2 (1. 3(2.5) 1(0.8) 6(1.7)

Abbreviations: PC, Paclitaxel+Carboplatin; T+PC, Tislelizumab+Paclitaxel

tin; T+»nPC, Tislelizumab+nab-

Source: ADSL, ADBASE. Data cutoff: 30SEP2020. Data extraction: EOFEE&,

Paclitaxel+Carboplatin.
? Study Entry date referred to randomization date 1n this study.
b A patient was counted only once within each category, but may

)
kd in multiple categories.

¢ Other included brain, lymph node, muscle, peritoneum, plelb ssue, and other types of lesions not specified.

e Numbers analysed

Table 57: Analysis sets (Study 30@) 30SEP2020)

\LFPC T+nPC PC Total
®;= 120) (N=119) (N=121) (N =360)

n (%) n (%) n (%) n (%)
ITT Analysis Set N \< 120 (100.0) 119 (100.0) 121 (100.0) 360 (100.0)
Bafety Analysis Set A 120 (100.0) 118 (99.2) 117 (96.7) 355 (98.6)
PE. Analysis Set 120 (100.0) 118 (99.2) NA 238 (66.1)
HRQoL Analysis 5‘4‘\\ 120 (100.0) 118 (99.2) 117 (96.7) 355 (98.6)

JDSEP2020. Data extraction: 20FEB2021.
plicable; PC, Paclitaxel+Carboplatin: T+PC, Tislelizumab+Paclitaxel+Carboplatin; T+nPC,
itaxel-+Carboplatin,

Source: ADSL. Dga
Abl:urc'.muuns
Tislehzumab+ n

] omes and estimation

The effigacy results presented in this report are based on the interim analysis (data cutoff 06
December 2019, with a median follow-up time of 8.4 months) and final analysis of efficacy data
(data cutoff date of 30 September 2020, with a median follow-up time of 16.7 months).

As of the data cutoff date of 30 September 2020, a total of 245 PFS events per IRC across three arms
were observed (166 in the comparison of Arm T+PC versus Arm PC and 165 in the comparison of Arm
T+nPC versus Arm PC in the ITT Analysis Set).

Primary Endpoint

Progression Free Survival
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Table 58: Analysis of progression-free survival per RECIST version 1.1 by independent
review committee (ITT analysis set) (Study 307); interim analysis (DCO: 06DEC2019)

Event Free Rate at. % (95% CI)

T+PC T+nPC PC
N = 120) (N =119) (N=121)
Progression-Free Survival
Events. n (%) 60 (50.0) 56 (47.1) 75 (62.0)
Progressive Disease 55(45.8) 51(42.9) 71 (58.7)
Death 5(4.2) 5(4.2) 4(3.3)
Censored, n (%) 60 (50.0) 63 (52.9) 46 (38.0)
One-sided stratified log-rank test p- <0.0001 <0.0001
value * ]
Stratified Hazard Ratio (95% CI) * 0.483 (0.340, 0.686) | 0.450 (0.316, 0.642) P
Progression-Free Survival (month) -
Median (95% CI) 7.6 (5.95.9.79) 7.6 (5.75.11.01) 5.4 (4.212559)
Q1 (95% CI) 4.4 (3.06.5.52) 4.2 (4.11.5.55) 4.0 (2.784%4)
Q3 (95% CI) NE (10.41, NE) NE (11.01. NE) 7.4 (@7.66)

O

3 month {95% CI) 83.7 (75.69, 89.31) | 88.5(80.95.93.13) 7.91, 84.13)
6 month {95% CI) 59.1 (49.16. 67.76) | 58.4 (48.26. 67.27), [\325 (22.79, 42.58)
9 month (95% CI) 41.7 (30.94, 52.09) | 47.2 (36.46. 57.1F, 13.5 (6.66, 22.78)

12 month (95% CI)

32.4 (19.99, 45.49)

4

NE (NE. NE)

Paclitaxel+Carboplatin: NE. not estimable.

Medians and other quartiles were estimated by Kaplan-Meier method with 93% C
and Crowley. Event free rates were estimated by Kaplan-Meier method with 9

Paclitaxel+Carboplatin was the reference group for hazard ratio. ® Stratifie

35.7 (23.07&?)
Source: ADSL, ADTTE. Data cutoff: 06DEC2019. Data extraction: 07JAN2020.
Abbreviations: T+PC, Tislelizumab+Paclitaxel+Carboplatin; T+nPC, Tislelizumab+na i

xel+Carboplatin; PC,

d using the method of Brookmeyer
estimated using the Greenwood's formula.

x ification factors: disease stage (IIIB versus
IV) and PD-L1 expression mn tumor cell (= 50% TC versus 1%-49% TC versus\=1% TC).

Table 59: Analysis of progression-free survival per RECIST version 1.1 by independent
review committee (ITT analysis set) (Study 307); final analysis (DCO: 30SEP2020)
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T+PC T+nPC PC
(N =120) (N=119) (N=121)
Progression-Free Survival
Events, n (%) 30 {66.7) 79 (66.4) 86 (71.1)
Progressive Disease 74(61.7) 74 (62.2) 82 (67.8)
Death 6(5.0) 5(4.2) 4(3.3)
Censored. n (%) 40(33.3) 40 (33.6) 35(28.9)
Consent Withdrawn 1{0.8) 0(0.0) 4(3.3)
Lost to Follow Up 0(0.0) 0(0.0) 0 (0.0)
Ongoing without Event 32(26.7) 25(21.0) 5(4.1)
No Baseline Tumor Assessment 0(0.0) 0(0.0) 0(0.0) o
Mo Postbaseline Tumor 1{(0.8) 4(34) 9(7.4) 0
Assessment Yo )
New Anticancer Therapy 5(4.2) 2(6.7) 13 (1Q=
Death or Progression after 1{(0.8) 3(2.5) 44
Missing 2 or More Consecutive
Tumor Assessments " s !
(One-sided stratified log-rank test =0.0001 =0.0001 \
p-value *
Stratified Hazard Ratio (95% CD) * 0.450 (0.326, 0.619) | 0.428 {0308, [1"

Progression-Free Survival (months)

Median (95% CI)

7.7 (6.74, 10.41)

9.6 (7.39%0.78)

55(4.21,5.59)

Q1 (95% CI)

4.7 (3.61, 5.52)

43 '55)

4.0 (2.76.4.17)

Q3 (95% CI)

20.0 (14.69, 23.13)

19 .99, NE)

7.6 (6.54, 7.66)

Event Free Rate at, % (95% CI)

3 months (95% CI)

84.6 (76.70, 90.02)

FROM (82.03, 93.82)

77.5 (68.25, 84.31)

6 months (95% CI)

60.7 (51.10, 68.98y,)

1.8 (51.99, 70.15)

35.1 (25.51, 44.86)

9 months {95% CI)

47.8 (38.28, 56%8)

52.4 (42.64, 61.30)

15.4 (8.80, 23.76)

12 months (95% CI)

33.1 (24.21, 42.26)

9.5 (448, 16.79)

18 months (95% CI)

27.1(18.70, 36.24)

6.8 (2.66, 13.58)

24 months (95% CI)

36.5 (2?.%14)
20.4 éﬁﬂ' 3R.42)

NE)

NE (NE, NE)

NE (NE, NE)

Source: ADSL, ADTTE. Data cutoff: 30SEP2020.
Abbreviations: NE, not estimable; PC, Paclitaxal+
Tislelizumab+nab-Paclitaxel+Carboplatin.
Medians and other quartiles were estimate
and Crowley. Event-free rates were estin
Paclitaxel+Carboplatin was the refere

* Stratified by stratification factors:
1%-49% TC versus <1% TC).

&
o

QS
N\
O

Q

xtpaction: 20FEB2021.
rbyplating T+HPC, Tislelizumab+Paclitaxel+Carboplating T+aPC,

n-Meier method with 95% Cls estimated using the method of Brookmeyer

Kaplan-Meier method with 95% Cls estimated using Greenwood's formula.
p for hazard ratio.

tage (I1IB versus IV) and PD-L1 expression in tumor cell (= 50% TC versus
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Arm T+PC versus Arm PC

100

Evenis Median Hazard Hatio P Value
] {95%0 1) (95% CI)
THPC B0 (66.7) 7.7 (6.7, 104) 0463 (0341, 0.641] <0.000]
PC Bo(TLL) 5.5(42 56

a0 -
80—
70
B =
50 =
40 =
0 -

20 -

Progression-Free Survival Probability(%6)

15
Months Q
Number At Risk: \
T+PC 120 o7 6 51 37 27 0 13 2 0
FC 170 74 31 13 8 % 1 1 0

Arm T+nPC versus C

100 <

() {95% 1) (95% CT)
T#nPC 790 66.4) 56 (74, 108) 0458 (0335, 0.628) <0.000]
PCOBG(TLLY 55042 54)

OQ Events Median Hazard Katio P Value

a0 =
80 =
TO S
Gl =
50
40 -

a0

20 =

Progression-Free Survival Probability(%)

10 =

i

P 66 55 ] ) 15 3 0
PC 6\ 3l 13 & ; 4 | a

L. ADTTE. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.
tions: PC, Paclitaxel+Carboplatin, T+PC. Tislelizumab+Paclitaxel+~Carboplatin: T=nPC. Tislelimomab+nad-

+Carboplatin.

Figure 59: Kaplan-Meier plots of progression-free survival per RECIST version 1.1 by
independent review committee (ITT analysis set) (Study 307); final analysis (DCO:
30SEP2020)
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Secondary endpoints

Overall Survival

Table 60: Analysis of overall survival (ITT analysis set) (Study 307); final analysis (DCO:

O

30SEP2020)
T+PC T+nPC PC
(N =120) (N=119) (N =121)
Overall Survival
Death, n (%) 48 (40.0) 47 (39.5) 52 (43.0)
Censored, n (%) 72 (60.0) 72 (60.5) 69 (57.0)
Ongoing in the Study 69 (57.5) 67 (56.3) 53 (43.8)
Withdrawal by Subject 3(2.5) 4(3.4) 14 (11.6)
Lost to Follow-up 0(0.0) 0(0.0) 1(08) . £~
Study Discontinuation 0(0.0) 1(0.8)

Due to Other Reasons

1 (0.8,)\ \\u

Stratified Hazard Ratio (95%
cn*

0.678 (0.455, 1.010)

0.752 (0.504, 1.120)

O
&

Overall Survival (months)
Median (95% CI) 22.8 (19.09, NE ) NE (18.56. NE) 2115.97, NE)
QI (95% CI) 11.2 (9.66, 14.82) 12.8 (9.63. 16.76) 4 (8.11, 13.37)
Q3 (95% CI) 26.1 (NE, NE) NE (NE. NE) { NE (NE. NE)

Event Free Rate at, % (95% CI)

Source: ADSL, ADTTE. Data cutoff: 30SEP2020.
Abbreviations: PC, Paclitaxel+Carboplatin; T+
Tislelizumab+nab-Paclitaxel+Carboplatin,
Median follow-up time was estimated by t

for descriptive purpose only. Medians

the method of Brookmeyer and Crogley.

the Greenwood's formula, Pa'.h
* Stratified by stratification lm
49% TC versus <1% TC)

: C)
N\
Q)b

Q

A

)
3 months (95% CI) 97.5 (92.37.99.18) 974 (92.2@ 95.7 (90.01, 98.19)
6 months (95% CI) 92.4 (85.88. 95.96) 93.9 (8 ) | 89.4 (82.13, 93.86)
9 months (95% CI) 89.0 (81.79, 93.45) 84. Rl, 89.79) | 81.0(72.30, 87.17)
12 months (95% CI) 72.7 (63.70, 79.87) 42,83.90) | 71.4(61.91, 79.00)
15 months (95% CI) 66.7 (57.42, 74.47) 9.4160.01, 76.93) | 62.9 (52.98, 71.25)
18 months (95% CI) 63.2 (53.77.71.24 g.o (52.10, 70.40) | 55.7 (45.27, 64.83)
21 months (95% CI) 58.6 (48.46, 67.4 52.8(41.42,63.03) | 43.1 (31.18, 54.42)
24 months (95% CI) 48.9 (28.94. &I 1)°| 52.8(41.42,63.03) NE (NE, NE)

Follow-up Time (months) N

Median (95% CI) 18.8(139 .27) 18.9 (18.04, 20.50) | 18.1(17.31, 20.01)

ion: 20FEB2021.
b+Paclitaxel+Carboplatin; T+aPC,

Kaplan-Mcm method. One-sided p-value was estimated from log rank test

uartiles were estimated by Kaplan-Meier method with 95% Cls estimated using

t free rates were estimated by Kaplan-Meier method with 95% Cls estimated using

in arm was the reference group for hazard ratio.
stage (I1IB versus IV) and PD-L1 expression in tumor cell (= 50% TC versus 1%-
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Arm T+PC vs Arm PC

100 Bventt  Median
o0 - (%) (95% CI)
T+PC 48 ( 40.0) 22.8(19.1, NE)
80 - PC 52(430) 20.2(16.0, HE)
- 10
)
60 -
E 50 -
w
T o@-
g 3[] -
20 4 t
10 o ——e— T+EC
. —— FC Vi
L] L] L] L] L] L] L] hd L] T
0 3 ] 9 12 15 18 21 \ 24 27
Months K
Number At Risk: O
T+PC 120 115 109 104 25 18 46 Q? 2 0
13 i] 0

FC 121 108 06 85 15 65 35 0\

Arm T+nPC vs Arm PC @ Frents Median

100
o0 - K (%) (95% CD
@ T+nPC 47 (39.5) NE(18.6, NE)
80 - PC 52(43.0) 20.2(16.0, NE)
- 10
g
60 -
E 50 - O
w
T oy Q

30 - \
O
10 —e— THarc 0

0 el 1
0 3 K g 12 15 18 21 24 27
Months
MNumber At Risk:
T+PC 119 113 \10? og 33 79 4a 20 2 0
PC 121 108 @ 04 85 15 63 35 13 0 0
>

: a cutoff: 30SEP2020. Data extraction: 20FEB2021.
itexel+-Carboplatin: T+PC. Tislelizumab+Paclitaxel+Carboplatin; T+nPC.
itaxel+Carboplatin.

Source: ADSL. AJQT

Abbreviations: PE.
Tislelizumab-+n

Figure plan-Meier Plot of overall survival (ITT analysis set) (Study 307); Final
analysi CO: 30SEP2020)

Overall Survival - Updated data

As the OS data were considered not mature, OS analyses based on the most recent data extraction
with a data cutoff date of 15-July-2022, with a median study follow up of 20.5 months were provided
during the assessment. At this cut-off date, the degree of maturity for OS for T+PC arm and T+nPC
arm was 62.5% (75/120) and 70.6% (84/119) respectively and the fraction of cross over was app. 44

%.
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T+PCvs PC

0 -| Hazard ratio for death, 0.84 (95% CI. 0.614-1%

1004 |Censored: 4+ Tis+Pac+Carbo QO Pac+Carbo |
— 90
*
=~ 80
]
= 70 -
E
S 60 -
1=
A 504
E 40
5
H 30
= 20+
8 Number of events:Tis+Pac+Carbo:75/120;Pac+Carbo:82/121
5 10 4 Median: Tis+Pac+Carbo-26.09 vs Pact+Carbo-19.38
0 - Hazard ratio for death, 0.69 (95% CI, 0.503-0.946)
P=0.0374
T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 39 42 45
Months ¢ 6
No. at Risk K\
Tis+Pac+Carbo 120 115 109 104 85 78 73 66 61 54 53 Q 43 30 9 0
Pac+Carbo 121 110 99 88 77 68 59 49 43 40 30 18 10 0
T+nPCyvs PC \\
100 el
i @ [Censored: _+ Tis+nab-Pac+Carbo_Q Pac+Carbo |
—_ 90 -
9 K
g
=~ 80
%)
E 70
2 60
et
E 50+
—
E 40+
- 30+
= 20
5 Number of events:Tis+nab-Pac+Carbo:84/119:Pac+ 21
5 10 4 Median: Tis+nab-Pac+Carbo-23.29 vs Pact+Carbo- 1.3

P=0.2132
T T T T T a! v‘ T T T T T T T T T T T
0 3 4] 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months
No. at Risk
Tis+nab-Pac+Carbo 119 115 108 9 79 71 60 56 46 40 36 35 23 14 1 0
Pac+Carbo 121 110 99 e 77 68 59 49 43 40 35 31 30 18 10 0

Figure 61: Kaplan-Mei
data (DCO: 15JUL202

N

N3
prf overall survival (ITT Analysis Set) (Study 307); Updated
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Progression-Free Survival (per Investigator)

Table 61: Analysis of progression-free survival per RECIST version 1.1 by investigator (ITT
analysis set) (Study 307); final analysis (DCO: 30SEP2020)

T+PC T+uPC PC
(N=120) (N=119) (N=121)
Progression-Free Survival
Events, n (%) 78 (63.0) 79 (66.4) 88 (72.7)
Progressive Disease 70 (58.3) 73 (61.3) 82(67.8)
Death 8(6.7) 6(5.00 6 (5.0)
Censored, n (%) 42 (35.0) 40(33.6)

Stratified Hazard Ratio (95% CI) * 0.341 (0.245.0.473)

0.403 (0.289. 0.564)

33 (2?.3)6;

Progression-Free Survival (months)

Median (95% CI) 9.6 (7.62. 11.76)

9.9 (8.57. 11.86)

Q1 (95% CI) 57(5.32.7.52)

5.6 (4.30. 7.39)

5.54(. Q
4&414)

Q3 (93% CT) 232(1452 23 16) | 189 (1436 NE) MN 97.7.66)
[Event-Free Rate at, % (95% CI) .

3 months (93% CT) 921(8541,9582) | 929 (8622 9673 0.2 (71.22, 86.62)
6 months (93% CI) 72.4(63.18,79.73) | 69.9 (6040, 7 38.1 (28.43_47.64)
9 months (93% CI) 5345 (44.85,63.19) | 59.7 (49 88, 15.2 (8.82 23.23)
12 months (93% CI) 36.1(27.28,45.03) | 389 (2.9%. 2796) | 10.2(4.95.17.53)
18 months (93% CI) 27.8(18.84.3743) | 256 (a8, 3464) | 74(3.04.1437)
24 months (95% CI) 0.0 (NE, NE) . NE) NE (NE, NE)

Source: ADSL. ADTTE. Data cutoff: 30SEP2020. Data extraction: "'DPEBZ
Abbreviations: NE, not estimable; PC, Paclitaxel+~Carboplatin: T+PC. TE
Y.

Tislelizumab+nab-Paclitaxel+Carboplatin
One-sided p-value was estimated from log rank test for descriptive p'l.
Kaplan-Meier method with 93% Cls estimated using the method

for hazard ratio.

aclitaxel+Carboplatin; T+#PC.

Medians and other quartiles were estimated by
ver and Crowley. Event free rates were estimated by

Eaplan-Meier method with 95% Cls estimated using the Gr fom.mla Paclitaxel~Carboplatin was the reference group
%ﬁﬂd

3 Stratified by stratification factors: disease stage (IIIB
1%6-49% TC versus <1% TC).

>

PD-L1 expression 1n fumor cell (= 50% TC versus
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Objective Response Rate (per IRC)

Table 62: Analysis of unconfirmed disease response per RECIST version 1.1 by independent
review committee (ITT analysis set) (Study 307); final analysis (DCO: 30SEP2020)

T+PC T+uPC PC
(N =120) N =119) (N =121)
Best Owverall Response - unconfirmed. n
%)
Complete Response 7(5.8) 8(6.7) 1 (0.8)
Partial Response 82 (68.3) 80 (67.2) 57 (47.1)
Stable Disease 16 (13.3) 20 (16.8) 39 (32.2)
Progressive Disease 12 (10.0) 5(4.2) %
Not Evaluable 0 (0.0) 0 (0.0) ~ 0.0
Missing 32.9) 6 (5.0) A2 (9.9)
(Objective Response Rate (ORR), n (%) 89 (74.2) 88 (7139) v 58 (479
95% CI (65.4, 81.7) (65.1. 8 1.@@%} (38.8.57.2)
Odds Ratio (95% CI) 3.36 (1.923. 5.881)| 3.16 (1.819.
ORR Difference. % (95% CI) 27.0 (15.38.38.66)| 26.1 (14. 93)
Disease Control Rate. n (%) 105 (87.5) 10 98 (81.0)
95% CI (80.2.92.8) 4.1%05.3) (72.9. 87.6)

Abbreviations: PC, Paclitaxel+Carboplatin; T+PC. Tislelizumab+Paclitaxel+G
Tislelirumab-+nab-Paclitaxel+Carboplatin.

Best overall response of missing was due to no post-baseline tumor asse
method. Objective response rate differences and odds ratios between
Chi-square test with actual stratification factors as strata. Paclitaxe

Source: ADSL, ADRS. Data cutoff: 30SEP2020. Data extraction: 20@20@

atin: T+nPC.

5% CT was calculated using Clopper-Pearson

rere calculated using the Cochran-Mantel-Haenszel
latin arm was the reference group.

Of note, only unconfirmed ORR results were pres&@t The Applicant provided post-hoc analysis of

confirmed ORR (DCO 30 Sep 2020) results.

Table 63: Analysis of confirmed disease response per RECIST version 1.1 (efficacy analysis

set) (Study 307) (DCO: 30SEP2020)
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Study 307

T+PC T+nPC PC
(N =120) (N=119) (N =121)

Best Overall Response 2, n (%)

Complete Response 7 (5.8) 6 (5.0) 1(0.8)

Partial Response 67 (55.8) 68 (57.1) 44 (36.4)

Stable Disease 31 (25.8) 34 (28.6) 52 (43.0)

Non-CR/Non-PD 0 (0.0) 0 (0.0) 1(0.8)

Progressive Disease 12 (10.0) 5(4.2) 11 (9.1)

Could not be Determined 3(2.5) 6 (5.0) 12 (9.9
Objective Response Rate (ORR), n (%) 74 (61.7) 74 (62.2) 45 (3

95% ClI (52.4, 70.4) (52.8, 70.9) (28,6, )
Disease Control Rate, n (%) 105 (87.5) 108 (90.8) h .0)

95% ClI (80.2, 92.8) (84.1, 95.3) &\2.9, 87.6)
Clinical Benefit Rate ?, n (%) 100 (83.3) 102 (85.7 87 (71.9)

95% Cl (75.4, 89.5) (78.1, 91 (63.0, 79.7)
Clinical Benefit Rate ¢, n (%) 86 (71.7) 86 (£2° 57 (47.1)
95% Cl (62.7, 79.5) (63. 1) (38.0, 56.4)

2 confirmed CR or PR is required in 307.

5 Included patients with BOR in CR or PR or 212 weeks SD. @
¢ Included patients with BOR in CR or PR or 224 weeks SD. %
iNe tumour assessment, none of which were

Best overall response of could not be determined include patients who had pc@s
evaluable; or patients who had no post-baseline tumour assessment, and /non-PD was due to no measurable target lesion
per IRC. Results were summarised based on data as assessed by inde @ review committee for study 307. Objective
Response Rate was the proportion of Patients who achieved CR or PR u RECIST version 1.1. Disease Control Rate was the
proportion of Patients who achieved CR, PR, non-CR/non-PD or S@g RECIST version 1.1.

N
&0
%)

Q

Objective Response Rate (per Investigator)

Table 64: Analysis of unconfirmed disease response per RECIST version 1.1 by investigator
(ITT analysis set) (Study 307); final analysis (DCO: 30SEP2020)
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T+PC T+uPC PC
(N =120) N=119) (N=121)
Best Overall Eesponse - unconfirmed. n
(%0)
Complete Response 1(0.8) 0(0.0) 0 (0.0)
Partial Response 83 (69.2) 03 (78.2) 60 (49.6)
Stable Disease 27 (22.5) 17 (14.3) 45 (37.2)
Progressive Disease 4(3.3) 2(1.7) 3(4.1)
Not Evaluable 2(1.7) 1(0.8) 0(0.0)
Missing 3(2.3) 6(5.0) 11 (9.1)
(Objective Response Rate (ORR), n (%) 84 (70.0) 93 (78.2) 60 (49.
93% CI (61.0, 78.0) (696, 832) (404, i&
Odds Ratio (95% CI) 2.56(1.486,4410)| 3.60(2.052,6.309) -
ORR Difference. % (95% CI) 213(947.33.17) | 288 (17.14, 40.50) “05
Disease Control Rate, n (%) 111 (92.5) 110 (92.4) QN?TSIS.S)
95% CI (86.2,96.5) (86.1,96.5) Q}Qﬂt 92.2)

Source: ADSL., ADRS. Data cutoff: 305EP2020. Data extraction: 20FEB2021.
Abbrewviations: PC, Paclitaxel+Carboplatin; T+PC, Tislelizumab~Paclitaxel+Carboplatm: T—nPC_\

Tislelizumab-+nab-Paclitaxel +Carboplatin. a h
Missing: Patients without post-baseline tumor assessment. 95% CI was calculated using Cl = n method. Objective
response rate differences and odds ratios between arms were calculated vsing the Cochran- -Haenszel Chi-square test with

actual stratification factors as strata. Paclitaxel+Carboplatin arm was the reference gmq&

2
\<§\Q

RS

O
N\
Q

o
O
.\Q\

@@

Duration of Response (by IRC)

Table 65: Analysis of duration of response based on unconfirmed responses per RECIST
version 1.1 by independent review committee (ITT analysis set) (Study 307); final analysis
(DCO: 30SEP2020)

Assessment report
EMA/116407/2024 Page 157/293



T+PC T+uPC PC
(N=120) (N=119) (N=111)
INumber of Responders 89 88 58
IDuration of Response
Events, n (%) 53 (59.6) 36 (63.6) 44 (75.9)
Progressive Disease 30 (36.2) 4 (614 43 (74.1)
Death 33.4) 2(2.3) 1(L.7)
Censored, n (%) 36 (40.4) 32 (36.4) 14 (24.1)

IDuration of Response (months)

Median (95% CI)

2.4 (5.03. 15.80)

8.6 (7.13. 12.48)

43 (2.86.542)

Q1 (95% CI)

3.6 (2.79.434)

12 (2.76.628)

28 (1.77.2.86) ,

Q3 (95% CI)

21.7(18.69, 21.72)

NE (13.27. NE)

[Event Free Rate at, % (95% CI)

6.2 (542 13.14))}
O

4

6 months (93% CI)

59.8 (48.39, 69.38)

69.0 (57.86. 77.70)

12 months (95% CI)

43.9 (33.04. 54.15)

399 (29.13.5041)

30.6 (18.49,4? 5
4)

18 months (95% CI)

38.53 (27.61. 49.36)

26.4 (16.16. 37.84)

24 months (95% CT)

0.0 (NE. NE)

NE (NE. NE)

Source: ADSL, ADTTE. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.

Abbreviations: NE. not estimable; PC, Paclitaxel~Carboplatin; T+PC, Tislelizumab+Paclitaxel+Car

Tislelizumab+nab-Paclitaxel +Carboplatin.

Percentages were based on number of responders. Duration of response analysis included patie
Medians and other quartiles were estimated by Kaplan-Meier method with 95% Cls estimated
and Crowley. Event free rates were estimated by Kaplan-Meier method with 95% CTs esti

Duration of Response (per Investigator)

Table 66: Analysis of duration of response based
version 1.1 by investigator (ITT analysis set) (N

o

ed using

%,
S

jective response.
method of Brookmevyer
the Greenwood's formula.

onfirmed responses per RECIST
307); final analysis (DCO: 30SEP2020)

G;-D‘ T+nPC PC
=120) (N=119) (N=121)
INumber of Responders \ 84 93 60
Duration of Response 0
Events, n (%) 2N\ 48 (57.1) 62 (66.7) 46 (76.7)
Progressive Disease = \J" 46 (54.8) 59 (63.4) 44 (73.3)
Death ,KU 224 332 2(3.3)
Censored, n (%) 36(42.9) 31(33.3) 14 (23.3)
Duration of Response ([hg{&
Median (95% CI) N 10.6 (7.03,21.75) | 8.8(8.05,11.10) 4.8 (2.86.6.11)
Q1 (95%CI) - 6.2 (4.40,6.74) 4.8 (4.14, 6.80) 2.8 (2.66, 2.86)
Q3 (95% CRNNS 21.7 (NE, NE) NE (12.71, NE) 6.3 (6.11,13.14)
Evcnt-Fret&}a’, % (95% CI)
6 months\\W5% CI) 76.8 (66.13, 84.55) | 70.5 (60.03, 78.75) | 39.8 (26.72, 52.58)
‘@ s (95% CI) 48.1 (36.88, 58.51) | 37.3(27.28,47.30) | 16.4(7.86,27.73)
1 nths (95% CI) 38.2 (26.16, 50.10) | 28.6 (19.03, 38.83) | 12.3(5.10, 22.93)
_%‘months (95% CI) 0.0 (NE, NE) NE (NE, NE) NE (NE, NE)

Source: ADSL, ADTTE. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.
Abbreviations: NE, not estimable; PC, Paclhitaxel+Carboplatin; T+PC, Tislelizumab+Paclitaxel+Carboplatin; T+aPC,

Tislelizumab+nab-Paclitaxel+Carboplatin.

Percentages were based on number of responders. Duration of response analysis included patients with objective response.
Medians and other quartiles were estimated by Kaplan-Meier method with 95% Cls estimated using the method of Brookmeyer
and Crowley. Event free rates were estimated by Kaplan-Meier method with 95% Cls estimated using the Greenwood's formula.

Health-Related Quality of Life
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Patients in Arm T+PC and Arm T+nPC had similar HRQoL outcomes to those in Arm PC as measured by
the key PRO endpoint of EORTC QLQ-C30 GHS/QoL and in lung cancer-specific symptoms of coughing,
chest pain and dyspnoea. The median time to deterioration (TTD) for QLQ-C30 GHS/QoL was not
reached in all treatment arms; the median TTD for the composite of cough, chest pain, and dyspnoea
scores in Arm T+PC reached only in Arm T+PC of 5.7 months (95% CI: 3.06, NE).

e Ancillary analyses
Sensitivity analysis 1 for PFS

Sensitivity Analysis 1 evaluated the impact of censoring the primary endpoint due to new anticancer
treatment. This analysis was the same as the primary analysis with regards to the censoring r
except for the handling of new anticancer treatment. The PFS was derived regardless of the
anticancer treatment.

*
Table 67: Censoring rules for primary and sensitivity analysis of PFS Per REC%lersion 1.1
(Study 307) O

No. |Situation Primary Analysis Senﬁ%\;l nalysis
g

1 Incomplete or no baselineg

Censored at randomization date
tumor assessments m

- ) L~ 4
Mo postbaseline tumor N
Censored at randomization date
assessment and no death ()

Mo postbaseline tumor
assessment and death

Died at date of death

fad

: N
Progression documented X .
4 . Progressed at date of ented progression
between scheduled visits = Prog
; . Censored at da @5[ adequate tumor assessment with no documented
5 Mo progression .
Progression
g
Progressed at
: . Cens date of last adequate i i i
New anticancer treatment . ' eq . Date of do-:ur_n_cnlcd progression with
6 started t dpecssment before date of new | protocol specified continued follow-
ncer treatment up 1 all treatment arms or died at
(\ date of death whichever is earlier
N
Death between adequate K . -
7 ™ Died at date of death

assessment visits a

! . .~ |Censored at date of last adequate
Death or prog fter =2 . o
8 . Sy tumor assessment prior to the =2
missed visit .
C) missed tumor assessments
XS
Q 8

Progressed at date of documented
progression or Died at date of death

whichever 1s earlier

@@
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Table 68: Analysis of progression-free survival per RECIST version 1.1 by independent
review committee, comparison of primary analysis and sensitivity analysis (ITT Analysis
Set) (Study 307); final analysis (DCO: 30SEP2020)

Primary Analvsis Sensitivity Analvsis
T+PC T+nPC PC T+PC T+uPC PC
(N=120) |(N=119) |(N=121) [(N =1200) | (N =119} | (N =121)
Progression-Free Survival
Events. n (%) BO(B6.T) | 79(66.4) | B6(71.1) | B1 (67.5) | 81 (68.1) | BB (72.7)
Censored. n (%) 40(33.3) | 40(33.6) | 35(289) | 39(32.5) [ 3B8(31.9) | 33(27.3)
Stranfied Hazard Ratio (95% CI) ® 0.450 0428 0.497 0476
(0.326, (0308, (0.362, (0.345,
0.619) | 0.595) 0.681) | 0.658) Jb
Progression-Free Survival (months) &’
Median (95% CI) 170674, |96 (739, | 550421, |7.7(6.74, |96(7.39, | 5,5 :
10.41) 10.78) 5.59) 9.82) 10.78) g§
Source: ADSL. ADTTE. Data cutoff- 30SEP2020. Data extrachion: 20FEB2021.

Subgroup analysis of PFS ass

essed by IRC
Arm T+PC versus Arm PC

N
>

Subgroup No. of Events/ & Hazard Ratio for
No. of Patients @ Disease Progression
or Death (95% CI)
: Q
Overall 166/241 -— O D468 (0.341, 0.641)
Age \
<65 years 1207166 ! 0.453 (0.312, 0.659)
= 65 years 46/75 ; 0.521 (0.289, 0.940)
Sex :
Female 15/23 —I—E 0.339(0.116, 0.988)
Male 151/218 —-—— ! 04494 (0.355, 0.688)
ECOG Performance Status 0 |
1] H-’é — - 0.640 (0.350, 1.169)
1 1 - 0.410 (0.283, 0.596)
Smoking status & '
Never 6/47 —.-— 0.406 (0.205, 0.801)
Former or Current \ 130194 —-— ! 0488 (0,342, 0.698)
Disease Stage i
iz @ 56/82 —-— 0.384 (0.221, 0.666)
v . Q 1101159 —-— 0.511 (0.347, 0.753)
]
Liver metast§5r®aeline !
Yes \ 21/29 — 0.528 (0.214, 1.302)
Mo 145212 —-— : 0450 (0.322, 0.631)
PD-L1 @; ton in TC :
< 64/97 —— 0553 (0336, 0.911)
1027144 —-— ! 0.421 (0.280, 0.633)
% to 49% 42761 —— 0.404 (0.214, 0.764)
= 50% 6083 - 0.438 (0.257, 0.748)
T T T T T
0.0 05 1.0 15 2.0

— T+PC PC —
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Arm T+nPC vs Arm PC

Subgroup No. of Events/ Hazard Ratio for
No. of Patients Disease Progression
or Death (95% CI)
|
Overall 165/240 - j 0.458 (0.335, 0.628)
Age i
< 65 years 111/152 —a— , 0.457 (0.310, 0.675)
= 65 years 54/88 —— | 0.519(0.298, 0.904)
Sex |
Female 1217 : 0.461 (0.131, 1.614)
Male 153/223 —-— ! 0.463(0.334, 0.643) 6
ECOG Performance Status .
a 38/54 — 0.866 (0.453,
1 127/186 - i 0.355 (0.246,
Smoking status E
Never 22/35 - 0
Former or Current 143/205 —-—
Disease Stage i
i1l 59/84 -
v 106/156 —-—
Liver metastases at baseline !
Yes 21/2% — K 0.485 (0.196, 1.204)
No 144/211 - : @ 0431 (0.307, 0.604)
PD-L1 expression in TC 5 q
< 1% £69/96 —— 0.662(0.411, 1.069)
> 1% 96/144 0352 (0.230, 0.537)

—-—
19 to 49% 44/61 ﬂ—\G 0.398 (0.215, 0.737)
> 50% 52783 —=+— N 0.327 (0.181, 0.590)
T e T T T
& 05 10 15 20
0 — T+nPC PC —

Figure 62: Subgroup analysis: f Qlot of PFS per RECIST version 1.1 by independent
review committee for arms T nd T+nPC vs PC (ITT analysis set) (Study 307); final

analysis (DCO: 3OSEP202QQ
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>
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Subgroup Analysis of OS

Subgroup

M

ECE])G Performance Status
1

Smoking status
Never

Disease
R}B

Liver metastases at baseline
Yes

Former or Curent
Stage

N
PD-L] expression in TC
<19,

>1%
1% to 49%
> 50%

Subgroup

M
EC 0 G Performance Status
Smh.ng status
Fonner or Curent
Disease Stage
P
Liver metastases at baseline
Yes
No
PD-L1 expression in TC
<1%

> 1%
1% to 49%
= 50%

.\Q
Figure 6

(DCO: 2020)

Ca
o

Arm T+PC versus Arm PC

No. of Events/
No. of Patients

1007241

66/166
34775

8/23
921218

22/63
78178
15/147
85/194

27/82
731159

16/29
841212

46/97

00 15
« T+PC PC —

30 45

Hazard Ratio for
Overall Suxvival
or Death (95% CI)

0.778 (0.524, 1.154)

0.784 (0.483, 1.271
0.755 (0.381, 1.495
0.331 (0.079, 1.390
0.847 (0562, 1278
1.296 (0.544, 3.083
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Data cutoff date 15-July-2022, median study follow-up of 20.5 months. At this cut-off date, the
maturity of the PFS data was 70.0% (84/120) and 72.3% (86/119) for the T+PC arm and T+nPC arm

respectively.
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T+PCvs PC: TC <1%
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T+PC vs PC: TC >= 50%
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T+nPC vs PC : TC 1%-49%
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Figure 64: Kaplan-Meier plot of pr Qﬁon-free survival per RECIST version 1.1 by

independent review committee
data (DCO: 15JUL2022) K

e OSbyPD-L1E \ssion

Data cutoff date 15z3ul
maturity of the
respectively

)

-L1 Expression (ITT analysis set) (Study 307); updated

2022, median study follow-up of 20.5 months. At this cut-off date, the
a for T+PC arm and T+nPC arm was 62.5% (75/120) and 70.6% (84/119)
\be fraction of cross over was 58.7%.
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T+PC vs PC: TC < 1%
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T+PC vs PC: TC 1%-49%
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T+nPCvs PC: TC < 1%

T+nPCvs PC : TC >= 1%
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T+nPC vs PC : TC 1%-49%
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Figure 65: Kaplan-Meier p overall survival by PD-L1 expression (ITT analysis set)
a (BCO: 15JUL2022)
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e ORR by PD-L1 Expression
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Figure 66: Objective response per RECIST version 1 RC by PD-L1 expression (ITT
analysis set) (Study 307); final analysis (DCO: 30 20)

O

OS Supportive Analyses
To assess the impact of in-study crossover o S,qupportive analysis was conducted using Rank-
Preserving Structural Failure Time Model ( , Robins et al 1991). The stratified HRs were 0.630
(95% CI: 0.312, 1.272) for the compEEi ombetween Arm T+PC and Arm PC and 0.624 (95% CI:

0.196, 1.981) for the comparison bet Arm T+nPC and Arm PC.

In addition, a supportive analysi& a two-stage method (Latimer et al 2014) was also performed
to estimate the in-study cros effect on the post-progression survival (PPS) using data from
patients who progressed \%;R assessment before any subsequent anticancer therapy in the control
arm only. The stratified ased on the counterfactual survival time of patients in Arm PC who had
crossed over to re lelizumab and the observed survival times in the rest of the patients were
estimated as O.SQ % CI: 0.350, 0.934) for Arm T+PC versus Arm PC and 0.572 (95% CI: 0.344,
0.951) for Ar C versus Arm PC.

)
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Arm T4+PC versus Arm PC
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Figure 67: Kaplan-Meier Plot of OVERALL SURVIVAL - Sensitivity ANALYSIS USING RANK-
PRESERVING STRUCTURAL FAILURE TIME MODEL (ITT ANALYSIS SET) (Study 307); FINAL
ANALYSIS (DCO: 30SEP2020)
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Arim T4+PC versus Arm PC

Overall Survival (%)
8 8
1 1

Events Median

(%) 5% CT
T+PC 43 (400 22E(19.1, HE)
PC 45(37.2) 17.2(122, HE)

] - b—oeno
30 -
m -
10 o —e— TepC . %
0 ——e— PC
] 3 fi g 21 % Ei]
Mumber At Risk: \
T+PC 120 115 109 104 T3 0 2 ]
PC 121 107 o3 14 0 Jb 0 ]
Arm T+aPC versus Arm PC é
100

80 -
0 -

Overall Survival (4)
2 B
1 1

Events Bledian

) (5% CD
T+nPC 47( 3935) HE(154, NE)
PCOAS{ET2) 172(020, HE)

113 107 0§
07 3 74

1slelimmmab—mab-Paclitaxel-Carboplatin.

ADSL, ADTTE. Drata cutoff: 30SEP2020. Data extraction: 20FEB2Z021.
dations: PC, Paclitaxel+Carboplatin; T+PC, Tislelizumab+Paclitaxel +Carboplating T+uPC,

M | n
1| 2 a
] 0 ]

Figure\68: Kaplan-Meier plot of overall survival — sensitivity analysis using two-stage model
(ITT analysis set) (Study 307); final analysis (DCO: 30SEP2020)
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e Summary of main efficacy results

The following tables summarise the efficacy results from the main studies supporting the 1L (in
combination with chemotherapy) squamous NSCLC indication of the present application. These
summaries should be read in conjunction with the discussion on clinical efficacy as well as the benefit
risk assessment (see later sections).

Table 69: Summary of efficacy for trial BGB-A317-307 (Study 307)

Title: A Phase 3, multicenter, randomized open-label study to compare the efficacy and safety of tislelizumab (BGB
A317, anti-PD1 antibody) combined with paclitaxel plus carboplatin or nab-paclitaxel plus carboplatin versus

Study identifier

BGB-A317-307, RATIONALE 307

paclitaxel plus carboplatin alone as first-line treatment for untreated advanced squamous non-small cell Iég cancer

£

’\
&0
%)

Tislelizumab

>

Design Phase III, multicentre, randomised (1:1:1), open-label study comparln umab +
paclitaxel + carboplatin or tislelizumab + nab-paclitaxel + carboplat paclitaxel +
carboplatin alone {

Duration of main phase: 30-Jul-2018 - Ongoing fut-off for final
analysis: 30-Sep 2%
The interim and fi lyses were conducted when
the predefined PF ents had been observed for the
efficacy and safety evaluations. The study met its
primary o of PFS at the interim analysis.
Results final analysis are presented in this
report.
The study will continue until the last patient has
\ ‘@. se progression, is lost to follow-up, or withdraws
study, or until study completion by Sponsor.
Duration of Run-in phase: O Not applicable
Duration of Extension phase; Not applicable
Hypothesis Superiority Fad\
Treatments groups Arm T+PC: n =120

Tislelizumab 200 mg i.v. D1 + paclitaxel 175 mg/m?
D1 + carboplatin AUC 5 D1 for 4-6 cycles

Paclltax
Carb followed by

tislelizumab 200 mg Q3W
Arm T+nPC: n =119

Tislelizumab

Nab-Paclitaxel

Tislelizumab 200 mg D1 +nab-paclitaxel 100 mg/m?
D1, D8, and D15 + carboplatin AUC 5 D1 for 4-6
cycles

Carboplatin followed by
tislelizumab 200 mg Q3W

Arm PC: n=121

Paclitaxel Paclitaxel 175 mg/m? D1 and carboplatin AUC 5 D1
for 4-6 I

Carboplatin or cycles
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Endpoints and definitions

Database lock

Primary endpoint |PFS as Time from randomisation to the first objectively
assessed by the|documented disease progression, or death from any
IRC cause, whichever occurs first, as assessed by the IRC
per RECIST v1.1 in the ITT analysis set
Secondary 0s Time from the date of randomisation to the date of
endpoint death due to any cause in the ITT analysis set
Secondary PFS as Time from randomisation to the first objectively
endpoint assessed by the|documented disease progression, or death from any
investigator cause, whichever occurs first, as determined by the
investigator per RECIST v1.1 in the ITT an%is set
Secondary ORR as Proportion of patients who had comple ponse
endpoint assessed by the|(CR) or partial response (PR) as ass y the IRC
IRC per RECIST v1.1 in all randomlscix ts with
measurable disease at baseline
Secondary ORR as Proportion of patients who ha@ or PR as
endpoint assessed by the|determined by the inve, &@ er RECIST v1.1 in all
investigator randomised patients W'K asurable disease at
baseline é
Secondary DOR as Time from the flrs( urrence of a documented
endpoint assessed by the|objective resp@nse to the time of relapse, or death
IRC from any ¢ whichever comes first, as assessed
by the I RECIST v1.1 in all randomised
patient@ documented objective responses
£\ A
Secondary DOR as j an the first occurrence of a documented
endpoint assessed by t tive response to the time of relapse, or death
investigator any cause, whichever comes first, as
determined by the investigator per RECIST v1.1 in all
O randomised patients with documented objective
(\ responses
30-Sep-2020 (data c ff dzte)

Results and Analysis

R\
N4

Analysis description

Primary endg®a

nalysis — PFS by IRC

Analysis population and
time point description

ITT analy. s\a)

Descriptive statistics

TiTe after 245 PFS by IRC events
\went group Arm T+PC Arm T+nPC Arm PC
and estimate variabilit M
N {\ ber of patients 120 119 121
mPFS (months) 7.7 9.6 5.5
95% CI 6.74, 10.41 7.39, 10.78 4,21, 5.59
Comparison groups Arm T+PC vs Arm Arm T+nPC vs
PC Arm PC
HR 0.450 0.428
95% CI 0.326, 0.619 0.308, 0.595
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p-value <0.0001 <0.0001
Notes The primary endpoint was met, and statistical significance was achieved for the prespecified

interim analysis (06-Dec-2019 data cut-off) in both PFS comparisons of Arm T+PC versus Arm

PC and Arm T+nPC versus Arm PC. The P-value for 30-Sep-2020 data cut-off was descriptive.
Analysis description |[Secondary endpoint analysis - OS
Analysis population and [ITT analysis set
time point description 6

VN

Descriptive statistics Treatment group Arm T+PC Arm T+nPC ~ rpn PC
and estimate variability "ﬁ

Number of patients 120 119 \ 121

mOS (months) 22.8 NE 20.2

O
95% CI 19.09, NE 18.55‘@ 15.97, NE
NG

Effect estimate per Comparison groups Arm T+PC vs Arm Arm T Vs
comparison PC (X C

HR 0.678 i q752

95% CI 0.455, 1.010 7%0.504, 1.120
Notes

‘ E_d

Analysis description |(Secondary endpoint analysis - P‘F?bhnvestigator
Analysis population and |ITT analysis set \\/
time point description (\
Descriptive statistics Treatment group (\\\{m T+PC Arm T+nPC Arm PC
and estimate variability B N

Number of patients 120 119 121

o~
mPFS (months) \\) 9.6 9.9 5.5
& &
95% CI N 7.62,11.76 8.57,11.86 4.21,5.65
N
Effect estimate per O Arm T+PC vs Arm T+nPC vs Arm
comparison K Arm PC PC
Q
-
N 0.341 0.403
0\( % CI 0.245, 0.473 0.289, 0.564
Notes XS C)\ Not applicable
LN
Analysis de@y\ion Secondary endpoint analysis - ORR by IRC
-
Analy @Iation and |ITT analysis set
ti escription
g

Descriptive statistics Treatment group Arm T+PC Arm T+nPC Arm PC
and estimate variability -

Number of patients 120 119 121

OOR, n (%) 89 (74.2) 88 (73.9) 58 (47.9)

95% CI 65.4, 81.7 65.1, 81.6 38.8, 57.2
Effect estimate per Arm T+PC vs Arm [Arm T+nPC vs Arm
comparison PC PC

Odds ratio 3.36 3.16
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95% CI

1.923, 5.881

1.819, 5.489

Notes

Not applicable

Analysis description

Secondary endpoint analysis — ORR by investigator

Analysis population and
time point description

ITT analysis set

Descriptive statistics Treatment group Arm T+PC Arm T+nPC Arm PC
and estimate variability
Number of patients 120 119 121
OOR, n (%) 84 (70.0) 93 (78.2) 60 (X6)
95% CI 61.0, 78.0 69.6, 85.2 4@,&}8
4
Effect estimate per Arm T+PC vs Arm T+nPC vs Arm § 6
comparison Arm PC PC ‘K\
Odds ratio 2.56 3.60 )
95% CI 1.486, 4.410 2 OSZ,X 9\
Notes Not applicable Y
]
Analysis description |[Secondary endpoint analysis - DOR by IRC 0
AN
Analysis population and |ITT analysis set w
time point description .
Descriptive statistics Treatment group Arm Arm T+nPC Arm PC
and estimate variability « ('\
Number of patients W 119 121
mDoR (months) 0 8.4 8.6 4.3
O
95% CI \\ 5.03, 15.80 7.13,12.48 2.86, 5.42
;\J
Notes oA
Analysis description |[Secondary en@ analysis — DOR by investigator
P_\
Analysis population and |[ITT analy.
time point description
Descriptive statistics Trﬁn&group Arm T+PC Arm T+nPC Arm PC
and estimate variability [7 % % -
@ber of patients 120 119 121
.
\Q\m_DoR (months) 10.6 8.8 4.8
>
A\O 95% CI 7.03, 21.75 8.05, 11.10 2.86, 6.11

Notes

N

Clini

tudies in special populations

Only patients under 75 years were included, therefore no analysis on special populations were
performed for Study 307.

In vitro biomarker test for patient selection for efficacy

Clinical Performance

Archival tumour tissue (formalin-fixed paraffin-embedded or approximately 15 [= 6] unstained slides)
was sent to central laboratory for central immunohistochemistry assessment of PD-L1 status. PD-L1
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status was characterised as PD-L1 membrane staining on TC via the Ventana SP263 assay. If the
submitted tumour tissue was unevaluable for PD-L1 expression status, patients were included in the <
1% TC group. Other exploratory predictive biomarkers, such as tumour mutation load, immune-related
gene expression profiling, and tumour-infiltrating immune cells that are related to response or clinical
benefit of tislelizumab may also have been evaluated. If no archival samples were available, a fresh
tumour biopsy at baseline was required.

Rationale cut-off selection:

PD-L1 expression was tested centrally, and results remained blinded to the investigators, the patients,
and the Applicant. The 3 cutoff levels employed (< 1% TC vs. 1%- 49% TC vs. = 50% TC) wer
selected based on prevalence data from previous NSCLC studies with ICIs. For the 3 cutoff lev
employed (< 1% TC vs. 1%- 49% TC vs. = 50% TC ) that were also chosen for stratificatit@o
analytical validation report was provided. Data provided so far only support the 25% clitoff:

Analysis performed across trials (pooled analyses and meta-analysis) O

Not applicable. ®

Supportive study(ies) @

Study 206 @

Study 206 was a multi-cohort, open label Phase II study of ti ab in combination with standard
platinum-containing doublet chemotherapy as first-line tr nt in Chinese patients with locally
advanced or metastatic lung cancer. Patients were enrc\ to 1 of 4 cohorts according to their
pathological/histological diagnosis of the primary di@e. These include a non-squamous NSCLC
cohort, 2 squamous NSCLC cohorts (A and B), a@ LC cohort. The study includes a safety run-in
stage and a dose-expansion stage. Tislelizuw continually dosed Q3W for all cohorts until the
patients were deemed not to be benefiting from*®herapy under investigators’ discretion, intolerable
toxicity, or withdrawal of consent. Do %&emotherapy was given until the completion of 4 to 6
cycles (4 cycles for the non-squamou LC cohort), disease progression assessed by RECIST v1.1,
intolerable toxicity, or withdrawa{@msent.

At the cutoff date of 31—Dec—Q, end of study was reached with the database closed as the final data
point of interest had been\@e d from the last patient.

The median age oﬁa @ts was 61.0 years (range: 36 to 75 years), most patients were male
(74.1%); 83.3% \ baseline ECOG performance status of 1. All of 16 patients (100%) in the non-
squamous co 5 Ge negative for EGFR and ALK mutations. More than half of the patients (55.6%)
had <10% P expression on tumour cells.

Stud d Study 206 (squamous NSCLC cohort)

The applicant presented a critical analysis of the clinical data from squamous NSCLC patients in Study
307 and squamous NSCLC cohort in Study 206. The results from the two studies were presented side
by side.

All analyses were based on the efficacy set from Study 307 (T+PC; N = 120) (T+nPC; N = 119) (PC;
N=121) and from Study 206 including 21 patients (squamous NSCLC cohorts; T+PC; N=15 and
T+GC*; N=6). [*GC = cis/carboplatin + gemcitabine].

Efficacy endpoints include PFS, ORR, DCR, DOR, CBR, and OS. There were differences between Study
307 and 206 regarding the definition of these efficacy endpoints. In Study 307, efficacy endpoints were
assessed by IRC, and CR/PR confirmation was not required, whereas in Study 206, efficacy endpoints
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are assessed by investigator and confirmed CR/PR was required. For completeness, confirmed CR/PR
were also included for Study 307. Confirmation CR/PR is defined as two determinations of CR/PR at
least four weeks apart before progression as per RECIST 1.1.

Table 70: Demographics and baseline characteristics — Studies 307 and 206 (Efficacy

Analysis Set)

Study 307 Study 206
T+PC T+nPC PC T+PC T+GC
(N =120) (N=119) (N=121) (N=15) (N =6)
Age (Years)
Median 60.0 63.0 62.0 59.0 63.0
Min, Max 41,74 38, 74 34,74 40, 74 42 72
Age Group, n (%) . 6
< 65 years 81 (67.5) 67 (56.3) 85 (70.2) 12 (80.0) 4 (66.7) \
= 65 years 39 (32.5) 52 (43.7) 36 (29.8) 3{20.0) 2(3 K
Sex, n (%) @
Male 107 (89.2) 112 (84.1) 111{91.7) 12 (80.0) Q.E})
Female 13 (10.8) 7(5.9) 10 (8.3) 3{20.0) \Q .0)
BMI (kg/m*2) 0
Median 2227 22.41 22.29 24.46@ 19.55
Min, Max 169 349 174,319 152, 296 1Q 35 16.7, 26 5
ECOG Performance Status at @
Baseline, n (%)
0 31(25.8) 22 (18.5) 32 (26 Qd{zﬁ_?] 1(16.7)
1 89(74.2) 97 (81.5) jiie] [7@ 11(73.3) 5(83.3)
Smoking Status, n (%) Q
MNever 24 (20.0) 12 (10.1) \ .0) 2{13.3) 0(0.0)
Current 24 (20.0) 21 {1?.5)0 27 (22.3) 3{20.0) 21(33.3)
Former 72 (60.0) B6 (7 71(58.7) 10 {66.7) 4 (66.7)
PD-L1 Expression in Tumor Cell, @
n (%) 32
< 1% 48 (40.0) Q}Q.S) 49 (40.5) 3{20.0) 21(33.3)
1% - 49% 30 (25. 0 (25.2) 31 (25.6) 7{46.7) 1(16.7)
= 50% 42 [35.% 42(35.3) 41 (33.9) 5{33.3) 3(50.0)
Baseline Target Lesions Sum of
Diameters by Investigator (mim) O
Median 0 82.70 83.00 62.00 83.00
Min, Max A, 2053 15.0, 207 1 15.0, 196.0 30.0,164.0 22.0,161.0
Time from Initial Diagnosis \
Study Entry * (Days) é
Median . Q 285 301 301 91 24.0
Min, Max 11,1315 9 3195 10, 1490 1,2128 0,622
Current Disease ae, (%)
ne \ 38 (31.7) 40 (33.6) 44 (36.4) 6 {40.0) 0(0.0)
v 82 (68.3) 70 (66.4) 77 (63.6) 9 {60.0) G (100.0)
Histo ]
us Cell Carcinoma 120 (100.0) 119(100.0)  120(99.2) 14 (93.3) G (100.0)

D
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Efficacy analysis: PFS

Table 71: Analysis of progression-free survival per RECIST v1.1 (Studies 307 and 206)
(Efficacy Analysis Set)

Study 307 Study 206
T+PC T+nPC PC T+PC T+GC
(N = 120) iN=119) (N=121) (N =15) {N=6)
Progression-Free 80 (66.7) 79 (66.4) 86 (71.1) 10 (66.7) 2 (33.3)
Survival Events, n (%)
Progressive Disease 74 (61.7) 74 (62.2) B2 (57.8) B (53.3) 2(33.3)
Death 6(5.0) 5i4.2) 4(3.3) 2(13.3) 0 (0.0)
Censored 40(33.3) 40 (33.6) 35 (28.9) 5(33.3) 4 (66.7)
Progression-Free T7(6.74, 9.6 (7.39, 55(4.21, 7.0{5.52, MNE (4.2 @
Survival (Months) 10.41) 10.78) 5.59) 18.63) NEW
Median (95% CI) \
Q1 (95% CI) 47(361,552) 43(4.14,555) 4.0 (2.76, 6.0 (0.66, 27,
417) 7.03)
Q3 (95% CI) 20.0 (14.69, 19.9 (11.99, 7.6 (6.54, 18.6 {?.ﬂ&&E (4.27,
23.13) NE) 7.66) NE) 0 NE)
Stratified Hazard Ratio 0450 (0.326, 0428 (0.308,
(95% CI) a 0.619) 0.545) 0
Event Free Rate at, % (95% CI)
6 month (95% CI) 60.7 (51.10, 61.8 (51.99, 35.1 (25.51 @ 1(39.83, 75.0(12.79,
68.98) 70.15) 44.86) B8.11) 96.05)
12 month (95% CI) 36.5 (27 .58, 331(24.1, 9.5 (4 3051463, 50.0(5.78,
45.44) 42.26) 1 £3.81) 84.49)
18 month (95% CI) 29.4 (20.79, 27.1 (18.70, \ 66, 29.6 (8.13, 50.0 (5.78,
38.42) 36.24) 1358) 55.44) 84.49)
24 month (95% CI) 0.0 (NE, NE) NE (NE, N O NE (NE, NE) 19.7 (2.41, 50.0 (5.78,
45 89) 84.449)

o\\
@6
\Q
. Q’b
. O
N
@6

Q
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Efficacy analysis: Disease response

Table 72: Analysis of confirmed disease response per RECIST v1.1 (Studies 307 and 206)
(Efficacy Analysis Set)

Study 307 Study 206
T+PC T+nPC PC T+PC T+GC
(N =120) (N=119) (N=121) (N=15) (N=§)
Best Overall Response, n (%)*
Complete Response 7 (5.8) B (5.0) 1(0.8) 0 (0.0} 0 (0.0}
Partial Response 67 (55.8) 68 (57.1) 44 (36.4) 12 (80.0) 4 (B6.T)
Stable Disease 31 (25.8) 34 (28.6) 52 (43.0) 2(13.3) 1 )
Mon-CR/Mon-FD 0(0.0) 0(0.0) 1(0.8) 0 (0.0) .
Progressive Disease 12 {10.0) 5(4.2) 11(9.1) ooy 6 A0)
Could not be  Determined 3 (2.5) 6 (5.0) 12 (9.9) 1(6.7) \ 1({16.7)
Objective Response Rate 74 (61.7) 74 (62.2) 45 (37.2) 12 (8 K 4 (66.7)
(ORR), n (%)
95% CI (52.4,70.4) (52.8, 70.9) (28.6, 46.4) Qﬂs_?j (22.3,95.T)
Disease Control Rate, n (%) 105 (87.5) 108 (90.8) 98 (81.0) &93.3} 51(83.3)
95% ClI (80.2, 92.8) (84.1,953) (729, 87 (68.1,99.8) (35.9, 09.8)
Clinical Benefit Rate ®, 100 (83.3) 102 (85.7) &7 {?Q} 14 (93.3) 5(83.3)
n (%)
85% ClI (75.4, B9.5) (78.1,81.5) W77 (B&.1, 99.8) (35.9,99.8)
Clinical Benefit Rates n (%) 86 (7T1.7) 86(72.3) 7.1) 14 (93.3) 4 (66.7)
95% ClI (62.7, 79.5) (63.3, B0~W\, (38.0, 56.4) (681, 99.8) (22.3,95.7)
\J

a Best overall response of could not be determined incl atients who had post-baseline tumour assessment,
none of which were evaluable; or patients who had no p U@eline tumour assessment, and non-CR/non-PD was
due to no measurable target lesion per IRC. Results waémmarised based on data as assessed by independent
review committee for Study 307 and as assessed investigator for study 206. Objective Response Rate was the
proportion of Patients who achieved CR or PR usi IST version 1.1. Disease Control Rate was the proportion of
patients who achieved CR, PR, non-CR/non-PD using RECIST version 1.1.

b Included patients with BOR in CR or P oéz weeks SD

¢ including those patients with BOR in C% or SD = 24 weeks SD

2.5.5.4. Clinical efficacy of ti mab in combination with chemotherapy as 1L treatment
of non-squamous NSCLC Q

Main study (&

Study 304 (BGB-A@\BOM: Phase III Open Label First Line Therapy Study of Tislelizumab
With Chemothe@P Versus Chemotherapy in Untreated Advanced Non-Squamous Non-Small
Cell Lung C NSCLC)

Study 4@ Phase III, open-label, multicentre, randomised study, conducted solely in China, and
desi evaluate the efficacy and safety of tislelizumab in combination with platinum and
pemetrexed vs. platinum and pemetrexed alone in chemotherapy-naive patients with Stage IIIB or IV
non-squamous NSCLC.
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Induction Phase Maintenance Phase Upon PD

-

Arm A
Tislelizumab 200 mg IV D1 Q3W Tislelizumab Coatinve tislelizumab uatl
. Cisplatin 75 mg'nv’ 200 mg IV DI . Disease progression )
Stage IIBIV Carboplatin AUC $ Q3w - . Loss of clinical benefit |-
'\:o.',so. K Pemetrexed 500 mg'm’ Pemetrexed 500 : Intolerable toxicity or
\\( LC (Chemotherapy * will be mg'ay Q3W withdrawal of consent
(N=320) administered 4 10 6 cycles Q3W)
Stratification: Follow
Stage(I1IB vs »> Up
v)
PD-L1 /
expression in TC Arm B Usca PD:
(< 1% vs 1-49% Y Cisplatia 75 mg/m® Pemetrexed 500 ol < F“: S coommo .
s > $0%) Carboplatin AUC $ mg/m’ Q3W )p:n:m CrOSSOVer 10
Pemetrexed S00 mg/m? tislelizumab
\ / (Chemotherapy® will be
Kadnuunszx.\:c\i 410 6 cycles Q3W)

AJCC staging system v7 ®

Arm A = Arm T+PP; Arm B = Arm PP
Patients were randomised in a 2:1 ratio to treatment with Arm T+PP or Arm PP %

Patients with Stage IIIB disease were eligible for enrolment if their disease was n enable to curative surgery or

radiotherapy

Figure 69: Study design (Study 304) é
Methods \OQ

e Study Participants O
Key inclusion criteria included: Q

1. 18 to 75 years old on the day of sig@éhe ICF

2. Histologically confirmed, local @nced (Stage IIIB) not amenable to curative surgery or
radiotherapy, or metastatic IV) non-squamous NSCLC. Patients with tumours of mixed
non-small cell histology K ous and non-squamous) were eligible if the major histological

on-squamous.

component appears tQ
3. Patients must h \een able to provide fresh or archival tumour tissues (FFPE blocks or
approximatel %t least 6] freshly cut unstained FFPE slides) with an associated pathological
report (noﬁ Qmous). Patients must have been able to provide documentation of wild-type
t% by a tissue-based test. For patients without documented EGFR status, archival
our tissues were required for EGFR mutation assessment prior to enrolment. In the
of archival tumour tissues, a fresh biopsy of a tumour lesion at baseline was
atory. PD-L1 expression was to be assessed centrally, and patients who had evaluable
-L1 results are eligible.

4. ECOG performance status < 1
5. Patients must had at least one measurable lesion as defined per RECIST v1.1.

6. Have had no prior systemic chemotherapy for advanced or metastatic NSCLC. Patients who
had received prior neo-adjuvant, adjuvant chemotherapy, radiotherapy, or chemoradiotherapy
with curative intent for non-metastatic disease must had experienced a treatment-free interval
of at least 6 months from the last dose of chemotherapy and/or radiotherapy prior to
randomisation.
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7.

Life expectancy > 12 weeks

Key exclusion criteria included:

1.

2.

9.

Diagnosed with NSCLC that harbours an EGFR-sensitizing mutation or ALK gene translocation

Any approved systemic anti-cancer therapy, including hormonal therapy, within 28 days prior
to initiation of study treatment

Received prior treatment with EGFR inhibitors or ALK inhibitors
Received prior therapies targeting PD-1 or PD-L1

Treatment with systemic immune-stimulatory agents (including but not limited to inte ns,
interleukin IL-2, and tumour necrosis factor) within 4 weeks or 5 half-lives of the d
whichever is longer, prior to randomisation (prior treatment with cancer vacciﬁ\ llowed)

Had received any Chinese herbal medicine or Chinese patent medicines us ontrol cancer
within 14 days of randomisation Q

With history of interstitial lung disease, non-infectious pneumonitis, 0 controlled systemic
diseases, including diabetes, hypertension, pulmonary fibrosis, fb ung diseases, etc

Active leptomeningeal disease or uncontrolled, untreated metastasis

e Patients with a history of treated and, at the time of s@mg, asymptomatic CNS
metastases are eligible, provided they meet all the f

- Brain imaging at screening shows no ev of interim progression

- Have measurable disease outside th S, only supratentorial metastases allowed

- No ongoing requirement for corti@ ids as therapy for CNS disease; anticonvulsants
at a stable dose allowed 5\

- No stereotactic radiation or@) -brain radiation within 14 days prior to randomisation

e Patients with new asympto S metastases detected at the screening scan must
receive radiation therapy a urgery for CNS metastases.

- Following trea &t, these patients may then be eligible, provided all other criteria,
including r patients with a history of brain metastases, are met.

Any major sur@procedure < 28 days before randomisation

10. Any cond hat required systemic treatment with either corticosteroids (> 10 mg daily of

predni r equivalent) or other immunosuppressive medication < 14 days before
cabs tion

aut0|mmune diseases that may have relapsed. Patients with the following diseases
ere not excluded and may have proceeded to further screening:

a. controlled type I diabetes;

b. hypothyroidism (provided that it was managed with hormone replacement therapy
only);

c. controlled celiac disease;

d. skin diseases not requiring systemic treatment (e.g., vitiligo, psoriasis, alopecia); and
e) any other disease that was not expected to recur in the absence of external
triggering factors.
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® Treatments
Tislelizumab

Tislelizumab 200 mg was administered on Day 1 of each 21-day cycle (every 3 weeks) by IV infusion
through an IV line containing a sterile, nonpyrogenic, low-protein-binding 0.2 or 0.22 micron in-line or
add-on filter.

The initial infusion (Cycle 1 Day 1) was delivered over 60 minutes; if it was well-tolerated, the
subsequent infusions were administered over 30 minutes, which was the shortest period permissible
for infusion. Tislelizumab was not to be concurrently administered with any other drug.

As a routine precaution, after infusion of tislelizumab on Day 1 of Cycle 1 and Cycle 2, patients@e
monitored for = 1 hour afterward in an area with resuscitation equipment and emergency a S.
From Cycle 3 onwards, a = 30-minute monitoring period was required in an area with # tation

equipment and emergency agents. :

Pemetrexed administration was performed before cisplatin or carboplatin s%’the induction phase.
Pemetrexed 500 mg/m2 was administered as an IV infusion over 10 min nce every 3 weeks until
disease progression or unacceptable toxicity. All patients received thefappropriate supplementation of
vitamin B12 and folic acid according to the approved product label r standard practice. In
addition, all patients received the appropriate corticosteroid pre Ications as per the local approved
label. Additional pre-medications were to be administered ae@s ndard practice.

Chemotherapy

Carboplatin area under the curve (AUC) 5 was admini Qas an IV infusion over 15 minutes once
every 3 weeks for 4 to 6 cycles immediately after p trexed. Additional premedications were to be
administered as per standard practice. Q

Cisplatin 75 mg/m2 was administered as a Mnfusion over 2 hours once every 3 weeks for 4 to 6
cycles. All patients received adequate hy ioh (including pre-treatment hydration) and diuretics.
Urinary output >2000 mL was mainta5 r 24 hours after the infusion.

Table 73: Treatments (Studyi@
N hd

. réfjuency of Route of
Study Dirug Daose e T - .
. Adgninistration Administration
. . NV
Tislelizumab 2000 (b' Every 3 weeks Intravenons
3 N 5
Pemetrexad SOOI/ |Every 3 weeks Intravenons

. . . M 3
Cisplatin % \\ug m- Every 3 weeks Intravenons

hd
MUC 5 Every 3 weeks Intravenons

Carboplat
Abbrevigh

UC. area under curve.,

TumouPassessments were conducted every 6 weeks for the first 6 months, then every 9 weeks for the
second 6 months, then every 12 weeks.

® Objectives

Assess the efficacy and safety of tislelizumab in combination with chemotherapy as 1L treatment of
non-squamous NSCLC.

Primary Objective

e To compare the progression-free survival (PFS) as assessed by the Independent Review Committee
(IRC) per Response Evaluation Criteria in Solid Tumours (RECIST) v1.1 in the Intent-to-Treat (ITT)
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Analysis Set between tislelizumab combined with platinum-pemetrexed and platinum-pemetrexed
alone in chemotherapy-naive patients with Stage IIIB or Stage IV (as classified according to the
American Joint Committee Cancer 7th Edition of Cancer Staging Manual) non-small cell lung cancer
(NSCLC).

Secondary Objectives

e To compare the overall response rate (ORR) as assessed by the IRC and by the investigator per
RECIST v1.1 between tislelizumab combined with platinum-pemetrexed and platinum-pemetrexed
alone.

e To compare the duration of response (DOR) as assessed by the IRC and by the investigator p,
RECIST v1.1 between tislelizumab combined with platinum-pemetrexed and platinum-peme

alone. . 6

e To compare overall survival (OS) between tislelizumab combined with platinum-p {Q' ed and
platinum-pemetrexed alone in the ITT Analysis Set. @

e To compare PFS as assessed by the investigator per RECIST v1.1 between 5 umab combined

with platinum-pemetrexed and platinum-pemetrexed alone in the ITT An?? et.

e To compare health-related quality of life (HRQoL) between tisIeIizurQ:) bined with platinum-

pemetrexed and platinum-pemetrexed alone.

e To evaluate the safety and tolerability of tislelizumab combij @h platinum -pemetrexed compared
with platinum-pemetrexed alone. C

e To evaluate the correlation between programmed deaxlgand 1 (PD-L1) expression levels by
immunohistochemistry (IHC) and antitumour activit tislelizumab combined with platinum-
pemetrexed. Q

Exploratory Objectives (}'

e To compare tumour assessment out (e.g., disease control rate [DCR], time to response [TTR])
between tislelizumab combined wi um-pemetrexed and platinum-pemetrexed alone as assessed
by the investigator per RECIST

e To assess tumour and o@markers of tislelizumab response, resistance, and patient prognosis.

e To characterise the ph@acokinetics (PK) of tislelizumab when given in combination with platinum-
pemetrexed.

e To assess hE \Gﬂunogenlqty to tislelizumab.

tcomes/endpomts

Primary Efficacy Endpoint

*PFS as assessed by the IRC

the time from randomisation to the first objectively documented disease progression, or death from
any cause, whichever occurs first, as determined by the IRC per RECIST v1.1 in an ITT Population.

Secondary Efficacy Endpoints

¢ OS - the time from the date of randomisation to the date of death due to any cause in an ITT
Population.
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e PFS as assessed by the investigator - the time from randomisation to the first objectively
documented disease progression, or death from any cause, whichever occurs first, as determined by
the investigator per RECIST v1.1 in an ITT Population.

* ORR as assessed by the IRC - the proportion of patients who had complete response (CR) or
partial response (PR) as determined by the IRC per RECIST v1.1 in all randomised patients with
measurable disease at baseline.

* ORR as assessed by the investigator - the proportion of patients who had CR or PR as
determined by the investigator per RECIST v1.1 in all randomised patients with measurable disease at

response to the time of relapse, or death from any cause, whichever comes first, as detepmi by the

baseline.
¢ DOR as assessed by the IRC - the time from the first occurrence of a documented o@b
IRC per RECIST v1.1 in all randomised patients with documented objective responses&\

* DOR as assessed by the investigator - the time from the first occurrence of, @umented
objective response to the time of relapse, or death from any cause, whicheve@ first, as
determined by the investigator per RECIST v1.1 in all randomised patients wi ocumented objective

responses.
¢ HRQoL-measured using the European Organization for Research Treatment of Cancer Quality of
Life Questionnaire-Lung Cancer (EORTC QLQ LC13) and Core 30 C QLQ-C30) as presented in

patient-reported outcomes
¢ Incidence and severity of treatment-emergent AEs (T A@gded according to National Cancer
Institute-Common Terminology Criteria for Adverse Events (NCI-CTCAE), v4.03.

e PD-L1 expression by IHC as a predictive bij er for response.
Exploratory Endpoints \

e DCR - the proportion of patients w @a complete response (CR), partial response (PR), or stable
disease (SD) as assessed by the inve or per RECIST v1.1.

e TTR —the time from randomisaﬁ the first occurrence of a documented objective response as
assessed by the investigator CIST v1.1.

e Status of exploratory l}ﬁquers, including but not limited to: PD-L1, tumour mutation burden
(TMB), and immune—ﬁ gene expression profiling (GEP) in archival and/or freshly obtained tumour
tissues and blood od derivatives) obtained before, during, or after treatment with tislelizumab or
at progressio e association with disease status and/or response to tislelizumab in combination
with chemot}ép .

e Sum serum concentrations of tislelizumab.

e AsseSsments of immunogenicity of tislelizumab by determining the incidence of antidrug antibodies
(ADAS).

e Sample size

The sample size calculation was based on the number of events required to demonstrate the PFS
superiority of Arm A to Arm B in the ITT analysis set. The estimates of the number of events required
to demonstrate efficacy about PFS in the primary comparisons were based on the following
assumptions:

1. Median PFS of 7 months in Arm B with exponential distribution assumption.
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2. At a one-sided a of 0.025, 85% power to detect an HR of 0.65, corresponding to an
improvement in median PFS from 7 months to 10.8 months, in the ITT analysis set.

3. Randomisation ratio of 2:1.

4. One interim analysis of PFS planned in the ITT analysis set when approximately 71% of total
PFS events occurred, with Lan-DeMets’ approximation to O'Brien-Fleming boundary (O'Brien et
al, 1979).

With these assumptions, a total of 215 PFS events were planned to be required for the ITT analysis set
for the PFS final analysis. Assuming 320 patients were planned to be enrolled over an 8-month period
at a constant enrolment rate, the PFS final analysis was planned to occur approximately 19.2 months
after the first patient was randomised.

¢ Randomisation and Blinding (masking) @

L 2
Patients were planned to be randomised in a 2:1 ratio to either Arm A or Arm B using \ system
for this study by permuted block stratified randomisation with stratification factors ge (IIIB
versus IV) and PD-L1 expression in TC (= 50% TC versus 1%-49% TC versus % ). The stratified
randomisation was planned to be produced, reviewed, and approved by an in dent statistician.

The trial is an open-label study. Due to the open-label design, access to @ tient level clinical data
in the EDC system was planned to be assigned to predefined study pefsonfiel only. Functions/persons
with access to the EDC system were planned to be prohibited from x the EDC system to generate
unnecessary listings/summaries that may introduce unwanted or share such outputs from the
EDC system with other functions/persons who do not have a%s 6 the EDC. In addition, the central
imaging vendor was planned to perform the central imagi iew without knowledge of treatment
arm assignment. Although the study is open label, analys&s or summaries generated by randomised
treatment assignment and actual treatment recei\/é re planned to be limited and documented.

To minimise the potential for assessment bia
tislelizumab combined with platinum-pemetfe
a blinded IRC per RECIST v1.1 was u? a

in the open-label Study 304 when comparing
versus platinum-pemetrexed alone, PFS evaluated by
e primary endpoint of the study.

e Statistical methods O

Analysis Sets

The ITT Analysis Set was Ia@ to include all randomised patients. Patients were planned to be
analysed according to th K@nd mised treatment arms. This was planned to be the primary analysis
set for efficacy anaJy i @

nalysis Set was planned to include randomised patients who received at least 1
study drug and had no major protocol deviations. Major protocol deviations were

The PK Analysis Set was planned to include all patients who received at least 1 dose of tislelizumab per
the protocol, for whom any post-dose PK data were available.

The immunogenicity (ADA) Analysis Set was planned to include all patients who received at least 1
dose of tislelizumab for whom both baseline ADA and at least 1 post-baseline ADA results were
available.
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Primary Endpoint

The primary endpoint PFS per the IRC was defined as the time from randomisation to the first
documented disease progression as assessed by the IRC with the use of RECIST v1.1, or death from
any cause, whichever occurred first. The actual tumour assessment visit date was planned to be used
to calculate PFS. Data for patients without disease progression or death at the time of analysis were
planned to be censored at the time of the last valid tumour assessment. Data for patients without
post-baseline tumour assessment were planned to be censored at the time of randomisation. Data for
patients who started to receive new anticancer therapy or were lost to follow-up were planned to be
censored at the last valid tumour assessment date prior to the introduction of new therapy or loss to
follow-up. Patients who had a clinical determination of progression were planned to undergo a QT/MRI,
if possible, to correlate radiographic findings with the clinical findings. If a clinical determinatio
progression for a patient was confirmed, the date of the CT/MRI scan was planned to be cor@red as
the progression date for that patient. *\6

PFS per the IRC was planned to be compared between tislelizumab with platinum-p &'exed (Arm A)

and platinum-pemetrexed alone (Arm B) in a stratified log-rank test at one-sid i icance level
a=0.025. X

The null hypothesis to be tested was: HO: PFS in Arm A < PFS in Arm B @0

Against the alternative hypothesis: Ha: PFS in Arm A > PFS in Arm K

The p-value from a stratified log-rank test was planned to be p d using stratification factors. The

median PFS was planned to be calculated for each treatmen? d presented with two-sided 95%
CIs. Kaplan-Meier survival probabilities for each arm w ed to be plotted over time. The hazard
ratio (HR) between Arm A and Arm B and its 95% CI werg,planned to be estimated using a Cox
proportional hazard model with treatment arm as a @Dr and stratified by the actual value of the
stratification factors as recorded in the eCRF.

Secondary Endpoints EQ

Overall Survival

0OS was defined as the time fronf\raffdomisation to death from any cause. Data for patients who were
not reported as having died a time of analysis were planned to be censored at the date last known
to be alive. Data for pati who did not have post-baseline information were planned to be censored
at the date of randomy . Similar methodology used to evaluate PFS per the IRC was planned to

>
OS analysis. \

*
Progression- vival per Investigator

PFS per; tr@ stigator was defined as the time from randomisation to the first objectively

docuyme disease progression, or death from any cause, whichever occurs first, as determined per
RECI .1in an ITT analysis set. Similar methodology used to evaluate PFS per the IRC was planned
to be applied to analysis of PFS per the investigator.

Objective Response Rate per the IRC and per the Investigator

ORR per the IRC or per the Investigator, resp. (confirmation not required according to RECIST v1.1)
was defined as the proportion of patients who had a CR or PR as assessed by the IRC per RECIST v1.1
resp. as determined by the investigator per RECIST v1.1 in ITT analysis set. Patients without any post-
baseline assessment were planned to be considered non-responders. The difference in ORR per the IRC
and in ORR per the Investigator between arms in the ITT analysis set were planned to be evaluated
using the Cochran-Mantel-Haenszel (CMH) chi-square test with the actual stratification factors as
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strata. The two-sided 95% ClIs for the odds ratio and the difference in ORR per the IRC as well as in
ORR per the Investigator were planned to be calculated, as well as Clopper-Pearson 95% CIs for the
ORR within each arm.

Duration of Response per the IRC and per the Investigator

DOR per the IRC resp. DOR per the Investigator was defined for patients with an objective response as
the time from the first documented objective response to documented disease progression as assessed
by the IRC using the RECIST v1.1 resp. as determined by the investigator using the RECIST v1.1, or
death from any cause, whichever occurs first. Data for patients who were alive and who had have not
experienced disease progression at the time of analysis were planned to be censored at the date of the
last tumour assessment. If no tumour assessments were performed after the date of the first 6
occurrence of the objective response (CR or PR), DOR was planned to be censored at the d f the
first occurrence of the objective response. DOR was planned to be estimated using Ka[ﬂx ier
methodology. Comparisons between treatment arms were planned to be made usin ratified and

unstratified log-rank test for descriptive purposes only. Q
Health-Related Quality of Life \,

Summary statistics (mean, SD, median, and range) of the post-baseline f&es were planned to be
reported for the EORTC Quality of Life Cancer Questionnaire (EORTC @LQ-LC13 and EORTC QLQC30).
The mean change of the scores from baseline (and 95% CI with u he normal approximation)
were also planned to be assessed. Line charts depicting the me anges (and standard errors) over
time from the baseline assessment were planned to be provide each treatment arm. The
proportion of patients showing clinically meaningful ch elected items and subscales at each
assessment time point were planned to be calculated. Completion and compliance rates were planned
to be summarised at each time point by treatmen Only patients with a non-missing baseline
assessment and at least one in-study non-missiant—baseline assessment were planned to be

included in the analyses. Summaries were p d be performed for the ITT analysis set only.

PD-L1 Expression as a Predictive Bio eRJor Response

Distribution of PD-L1 expression in s planned to be examined in the ITT analysis set. Association
between PD-L1 expression and tiél mab treatment effect over control (PFS, OS, ORR, DOR, DCR)

were planned to be explored.Q

Restricted Mean survivalgti

Upon request, thes@nt provided restricted mean survival times to address potentially non-
proportional haz -L1 was included for as a continuous variable. Results (RMST(Arm T+PP) -
RMST(Arm PP, months (95% CI: 1.23, 5.15, p= 0.001)) provide reassurance.

efficacy analysis of PFS performed in the ITT analysis set was planned. The interim
analysis of PFS was planned to be performed when approximately 153 PFS events (71% of the
targeted number of 215 PFS events) were observed in the ITT analysis set. It was estimated that it
would take approximately 12.8 months to observe 153 PFS events. The interim boundary for PFS was
based on the Lan-DeMets approximation to O’Brien-Fleming boundary. The interim and final analysis
timing and stopping boundaries were summarised in Table 74, and the exact time of each analysis was
planned to depend on actual number of events occurred.
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Table 74: Analysis timing and stopping boundary for PFS in the ITT analysis set (overall
one-sided hypothesis testing at a = 0.025) (Study 304)

N : Testing Boundary
Type of Analysis Time (Months) ) rl]l;rfbe: ) 8 :
ol Lvents P-value Boundary Approx. HR Threshold
Interim analysis 12.8 153 0.0078 0.660
Final analysis 19.2 215 0.0226 0.748

Subgroup Analyses

Subgroup analysis of primary endpoint of PFS per the IRC were planned to be conducted to det&rmine
if the treatment effect is consistent across various subgroups, the HR estimates of PFS and it

were planned to be estimated and plotted within each category of the following variables:

CI

expression in TC (= 50% TC versus 1%-49% TC versus < 1% TC), Stage (IIIB versus, ge (< 65
versus > 65 years), gender (female versus male), ECOG PS (0 versus 1), and smo&ﬁt us (Former
versus Current versus Never). Q
Results 05\'
e Participant flow @
Q$
IEchuded: n=300 (47%)
Assessed for eligibility:
- n=634 Not meeting Inclusion
E N 0 or exclusion criteria: n=272 (90.7%)
° \ EGFR/ALK mutation: n=85 (28.3%)
E l O
: . U Uncontrolled brain
Ra"d_om'SEdQ Metastasis: n=69 (23%)
n=334
3\ Withdrew before
A, v’ . randomization: n=28 (9.3%)
E . :
= Allocated to T+P, O Allocated to PP
o n=223 n=111
2
< Treated: nzﬁ .6%) Treated: n=110 (99.1%)
Mot treatem (0.4%) Mot treated: n=1 {0.9%)
O
g- WO follow up: n=3 Lost to follow up: n=4
3 (1.3%) (3.6%) v
2 untary withdrawal: n=5 Voluntary mthuﬂrawal: n=11
(2.2%) (gﬁ? ’Fu_j Crossed over to Tislelizumab:
Death: n=96 Death: n=46 n=56 (50.5%)
(43.0%) (41.4%)
M l ¥
W
%" Remained on study: n=119 Remained on study: n=50
é (53.4%) (45.0%)
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Table 75: Patient disposition and reasons for discontinuation (ITT analysis) (Study 304)
(DCO: 260CT2020)

Arm T+PP Arm PP
(N =223) (N =111)
n (%) n (%)
Number of Patients Treated 222 (99.6) 110 (99.1)
Number of Patients Discontinued from all Study 168 (75.3) 104 (93.7)
drugs
Primary Reason for Treatment Discontinuation 2

Fadiographic Progression 111 (49.8) 72 (64.9)

Patient Withdrawal of Consent 20(9.0) 14(12.6) ,

Adverse Event 24 (10.8) B8(7.2) LN\

Clinical Progression 5(2.2) 3(2.7)

Physician Decision 2(0.9)

Non-Compliance with Study Drug 2(0.9)

Other 4(1.8) /,} 0.9)
Number of Patients Remained on Treatment 54 (24.2) 6 (5.4)
Number of Patients Discontinued from Study 104 (: & 0l (35.0)

Primary Reason for Study Discontinuation

Death 46 (41.4)
Voluntary Withdrawal « (N2 11 (9.9)
Lost to Follow-Up N3 (1.3) 4(3.6)
Other< 0 (0.0) 0 (0.0)
Number of Patients Remained on Studyl N 119 (53.4) 50 (45.0)
Study Follow-up Time (Months) © Q\A -
Median RSN 16.49 15.15
Min, Max \) 0.0,272 00,258

Data cutoff: 260ct2020

Abbreviations: 304, A317-304; T+PP @lzumab+Pemetrexed+PIat|num PP, Pemetrexed+Platinum.

a Primary reason for treatment dlsw&h tion referred to primary reason of study drug which discontinued last.
¢ Study follow-up time was defin e time from the randomisation date to date of death or end of study date
(whichever occurs first) for t|e continued from the study or the database cutoff date for ongoing patients.

® Recruitme

This ongoing stu &mg conducted in 47 study centres in China. Start date was 24-Jul-2018.

Median follo \ e at final analysis (DCO: 26 October 2020): 16.1 months.

° ct of the study
Am@nt 1.0 (dated 07 June 2018)
The main purpose of this protocol amendment was:

¢ To update the safety data and clinical PK data according to the latest tislelizumab IB 5.0 and protocol
template.

e To update statistical analysis parts by adjusting O’'Brien-Fleming boundary per CDE comments, and
PFS interim analysis timing per PFS delayed effect.

e To update protocol language to align with the latest protocol template, including updates to risk and
management of myocarditis/myositis
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Amendment 2.0 (dated 24 January 2019)
The main purpose of this protocol amendment was:

e To clarify the operational details of serum creatinine kinase (CK) and creatinine kinase cardiac
muscle isoenzyme (CK-MB) testing for close monitoring of myocarditis/myositis;

e To update myocarditis/myositis language (immune-related adverse event evaluation and
management) according to FDA requirements;

e To update to allow subjects with PD-L1 unevaluated results to be included in this study;

e To update the procedures for select study assessments to allow for greater flexibility in keepi@vith
clinical practice;

e To revise the content for clarity and consistency to align with the latest updates to th%\'@izumab
protocol template, including updates to safety assessment.

Note: Patients with PD-L1 unevaluated results were allowed to be included in \' y with protocol

amendment V2 0

\
%,
&S
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e Baseline data

Table 76: Demographics and baseline characteristics (ITT analysis set) (Study 304)

(DCO: 260CT2020)

Radiothera

T+PP PP Total
(N =223) (N=111) (N =2334)
n (%) n (%) n (%)
A oe (years)
Median 60.0 61.0 61.0
Min, Max 27,75 25,74 25,75
Age Group, n (%)
< 65 years 163 (73.1) 74 (66.7) 237 (71.0)
= 65 years 60 (26.9) 37(33.3) 97 (29.0)
Sex, n (%)
Male 168 (75.3) 79 (71.2) 247(74.0) =
Female 55(24.7) 32 (28.8) 7 (26.074
BMI (ke/m?)
Median 23.41 22.49
Min, Max 16.0, 33.8 15.6,29.7
ECOG Performance Status, n (%)
0 54 (24.2) 24 (21.6) 8(23.4
1 169 (75.8) B7(78.4) 256 (76.6)
Smoking Status, n (%) K
Never 76 (34.1) 45 (40.8D. 121 {36.2)
Current 32(14.3) 13 45 (13.5)
Former 115 (51.6) 3 168 (50.3)
Baseline Target Lesions Sum of N
Diameters by Investigator {mm) ~ 0
Median 66.60 N 63.00 65.50
Min, Max 10.0, 230.0 10.4,219.0 10.0, 230.0
PD-L1 Expression in Tumor Cell, n (%)
<1%" 3.0) 48 (43.2) 144 (43.1)
1% - 49% T2 s ) 27(24.3) 80 (24.0)
> 50% 2) 36(32.4) 110 (32.9)
Patients with any Prior Anticancer Drug & (7.2) £(7.2) 24(7.2)
[Therapy. n (%) b
Type of Prior Anticancer Drug
Therapy, n (%)™ .
Adjuvant ‘ 11 (68.8) 7(87.5) 18 (75.0)
NeoAdjuvant 2(12.5) 0 (0.0) 2(8.3)
Curative Radlochemoll%’ 1 (6.3) 0(0.0) 1(4.2)
Other” « LN 3 (18.8) 1(12.5) 4(16.7)
Patients with any Pyj \Mcancer 21(9.4) 15(13.5) 36 (10.8)
Surgeries, n (% G
Patients with a r Anticancer 19 (8.5) 8(7.2) 27 (8.1)

Source:

DBASE. Data cutoff: 260¢t2020. Data extraction: 23Feb2021.
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Table 77: Disease characteristics (ITT analysis set) (Study 304) (DCO: 260CT2020)

T+PP PP Total
(N =223) (N=111) (N = 334)
n (%) n (%) n (%)
Time from Initial Diagnosis to Study Entry *
(Months)
Median 1.02 1.05 1.02
Min, Max 03 461 0.3,151.7 03,1517
Time from Advanced/Metastatic Disease
Diagnosis to Study Entry * (Months)
Median 0.89 0.89 0.89
Min, Max 0.0, 185 01,525 0.0, 525 é
ICurrent Disease Stage, n (%)
B 40 (17.9) 21 (18.9) 61(183) @
v 183 (82.1) 90 (81.1) 273 BL.T) . @)
Histology, n (%) |
Adenocarcinoma 215(96.4) 107 (96.4) 322 (96.
Mixed Adeno-Squamous 1(0.4) 2(1.8) K %
Other 7(3.1) 2(1.8) & 7
EGFR Mutation Status, n (%) ° a )
Negative 218 (97.8) 109 (98.2) 327 (97.9)
Missing 5(2.2) 2(1.8) WV 7100
ALK Rearrangement. n (%) A&
Negative 166 (74.4) ?9‘%) 245 (73.4)
Unknown 57 (25.6) B G %) 89 (26.6)
[Location of Baseline Target Lesion, n (%) (\vJ
Lung 200 (89.7) o Y07 (96.4) 307 (91.9)
Liver 12(54) 12 (10.8) 24(72)
Other ° 128 (5747 54 (48.6) 182 (54.5)
[Location of Distant Metastases n (%) © \J
Bone 5 (3%G)° 41 (36.9) 116 (34.7)
Liver 9.0) 17 (15.3) 37(11.1)
Brain LL10(49) 7(6.3) 18 (5.4)
Source: ADSL. ADBASE. Data cutoff: 260ct20 Wﬂacﬁcn: 23Feb2021.
Abbreviations: T+PP. Tislelimm:{b+Pemerrexe% im; PP, Pemetrexed+Platinum.
e Numbers analyse K
Table 78: Analysis setsNu 304) (DCO: 260CT2020)
@ T+PP PP Total
(IN=1223) (N=111) (N =334)
n (%) n (%) n (%9)
223 (100.0) 111 (100.0) 334 (100.0)
222 (99.6) 110 (99.1) 332 (99.4)
222 (99.6) NA 222 (66.5)
)_ual‘,-'sis Set 222 (99.6) 110(99.1) 332 (99.4)

Sourc

ADSL. Data cutoff: 260¢ct2020. Data extraction: 23Feb2021.

Abbreviations: T+PP, Tislelizumab+Pemetrexed+Platinum; PP, Pemetrexed+Platinum; NA. Not applicable.

e Outcomes and estimation

Primary Endpoint

Progression free survival (by IRC)

At Interim Analysis (data cut-off date 23 Jan 2020), a total of 104 (46.6%) PFS events in Arm A and
54 (48.6%) in Arm B had occurred, with a median follow-up time of 9.8 months in the ITT Analysis

Set.
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Table 79: Analysis of progression-free survival per RECIST version 1.1 by independent
review committee (ITT analysis set) (Study 304); interim analysis (DCO: 23JAN2020)

T+PP PP
(N =223) (N =111)
Progression-Free Survival
Events. n (%) 104 (46.6) 54 (48.6)
Progressive Disease 96 (43.0) 49 (44.1)
Death 8 (3.6) 5(4.5)
Censored, n (%) 119 (53.4) 57 (51.4)
One-sided stratified log-rank test p-value * 0.0054
Stratified Hazard Ratio (95% CT) ® 0.651 (0.465, 0.912) i >
Progression-Free Survival (month) %,
Median (95% CI) 9.7 (7.72. 11.53) 7.6 (556802)
Q1 (95% CT) 5.0 (4.17. 5.62) 3.9 ({69730
Q3 (95% CI) 12.9 (11.76. NE) 9§ 02. NE)
Event-free Rate at, % (95% CI) ﬁv
3 months (95% CI) 85.7 (80.24, 89.81) 2\,'\4 (67.97. 84.40)
6 months (95% CI) 64.8 (57.59. 71.03) . NJ*56.3 (45.01. 66.06)
9 months (95% CI) 543 (46.45.61.51) () 35.4 (22.90, 48.16)
12 months (95% CI) 31.3(21.67.4144) | 17.7 (7.26, 31.90)
Source: ADSL. ADTTE. Data cutoff: 23Jan2020. Data extraction: 31Mar2020. @‘
The final efficacy analysis was performed by the IRC after events (60.2% of 334 patients in
the ITT Analysis Set) were observed on 26 October 2020, ata cutoff date. The median follow-up
time at the final analysis was 16.1 months. \

In the following, efficacy results from the data cutof@ Oct 2020 at the final analysis are presented.
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Table 80: Analysis of progression-free survival per RECIST version 1.1 by independent
review committee (ITT analysis set) (Study 304); final analysis (CO: 260CT2020)

T+PP PP
(N =1223) (N=111)
Progression-Free Survival
Events, n (%) 133 (59.6) 68 (61.3)
Progressive Disease 122 (54.7) 63 (56.8)
Death 11 (4.9) 5(4.5)
Censored, n (%) 90 (40.4) 43 (38.7)
Consent Withdrawn 1(04) 3(2.7)
Lost to Follow Up 1(04) 1(09)
Ongoing without Event 54 (24.2) 9(8.1)
No Baseline Tumor Assessment 0(0.0) 0(0.0) \
No Postbaseline Tumor Assessment 4(1.8) 4(36) _ @
New Anticancer Therapy 27(12.1) 25 (22_9kb_
Death or Progression after Missing 2 or More 3(1.3) 1 (0. N
Consecutive Tumor Assessments
One-sided stratified log-rank test p-value * 0.0013 @"
Stratified Hazard Ratio (95% CI) *° 0.632 (0.467, 0.855) R
Progression-Free Survival (month) »
Median (95% CI) 9.8 (8.94, 11.70) 6 (5.55, 8.02)

Q1 (95% CI)

5.0(4.17,5.75)

39 (2.69,430)

Q3 (95% CI)

NE (17.08. NEy9 N

9.9 (9.69, 16.82)

[Event Free Rate at, % (95% CI)

3 month (95% CI)

6 month (95% CT)

77.4 (67.97. 84.40)

57.0 (46.09_ 66.58)

9 month (95% CI) 57.N49.93. 63.72) 38.6 (27.59, 49.42)
12 month (95% CI) 390 (38.76, 46.84) 20.1 (11.56, 30.22)
18 month (95% CI) —165.)(19.49,34.32) 113 (4.64, 2121)
24 month (95% CI) 1 (17.83, 32.97) NE (NE, NE)

Source: ADSL. ADTTE. Data cutoff: 260ct2020. D:{&
Abbreviations: T+PP. Tislelimmab+Pemen'exed—P!®I

Medians and other quartiles were estimated by Kapl3
method of Brookmeyer and Crowley. Event- fj
estimated using Greenwood's formula.

# Stratified by stratification factors: disea@ (IIB versus IV) and PD-L1 expression in tumor cell (=50% TC

versus 1%-49% TC versus <1% TC).
*Hazard ratio was estimated from (q

AN
o

QS
N\
DO

tradtion: 23Feb2021.
- PP. Pemetrexed+Platinum: NE. Not Estimable.

eter methodology with 95% CIs estimated using the
were estimated by Kaplan-Meier methodology with 95% Cls

pdel with pemetrexed+platinum group as reference group.
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Figure 70: Kaplan-Meier plot of progression-free survival per RECIS&I by independent

review committee (ITT analysis set) (Study 304); final analysis (?b' 0CT2020)

Secondary Endpoints

Overall Survival

Table 81: Analysis of overall survival (ITT analys

QQ}
i\;@%tudy 304); final analysis (DCO:

260CT2020)
%O “T+PP PP
(N =223) (N=111)
Overall Survival v

Death, n (%) ,.\ 96 (43.0) 46 (41.4)
Censored, n (%) \J 127 (57.0) 65 (58.6)
Ongoing in the Study \ D) 119 (53.4) 50 (45.0)

Withdrawal by Subject ‘e)' 5(2.2) 11 (9.9)

Lost to Follow-up 3(1.3) 4(3.6)

Stratified Hazard Ratio (95% g;&"

0.900 (0.631, 1.283)

Overall Survival (months) )}

Median (95% CI) .\, 21.4 (17.68, NE) 21.3 (15.64, NE)

Q1(95%cC) _C/» 12.5(9.95, 13.83) 9.0 (6.01, 14.36)

Q3(95%CDh e+, L N~ NE (NE, NE) NE (NE, NE)
Event-Free Rate g, % [95% CI)

3 monthsy ) 98.6 (95.81, 99.56) 93 4 (86.59, 96.78)

92 7 (8835, 95 46)

84.6 (76.08. 90.27)

95% CT)

85.3 (79.84, 89 36)

74.6 (65.01. 81.97)

fiths (95% CI) 76.4 (70.19, 81.54) 69.4 (59.41, 77.42)
onths (95% CI) 55.4 (47.98, 62.17) 55.3 (44.59, 64.77)
24 months (95% CT) 48.4 (39 66, 56.67) NE (NE. NE)
Follow-up Time (month)
Median (95% CI) 18.4 (17.54, 19.45) 18.0 (16.79. 18.86)

Source: ADSL, ADTTE. Data cutoff: 260c¢t2020. Data exiraction: 23Feb2021.
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100 = Events Median
90 %) (95% CI)
> T4PP 96{ 43.0) 21 4(17 7, NE)
21 3{156 NE
80 PP 46 (410 2131 E)
F 0+
3
T 60
=
£ 504
@
:E 40
£ 304
20~
10+
——— T+
0 of === PP
L] Ll Ll L) L) T L] L)
0 3 6 9 12 15 I8 2A " <
Months * %
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Figure 71: Kaplan-Meier plot of overall survival (ITT analysis set)

(DCO: 260CT2020)
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Figure 72: Kapl@n-Meier plot of overall survival (ITT analysis set)
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Progression-Free Survival (by Investigator)

Table 82: Analysis of progression-free survival per RECIST version 1.1 by investigator (ITT
analysis set) (Study 304); final analysis (DCO: 260CT2020)

T+PP PP
(N =223) (N =111)
Progression-Free Survival
Events. n (%) 143 (64.1) 31 (73.0)
Progressive Disease 134 (60.1) 77 (69.4)
Death 9 (4.0) 4(3.6)

Stratified Hazard Ratio (95% CI) *

0.550 (0.415, 0.729)

Progression-Free Survival {month)

Median (95% CT)

9.7 (7.66, 11.70)

5.6 (4.80,

Q1 (95% CI)

50(4.17,578)

Q7

Q3 (95% CI)

192 (17.25. NE)

' 68)

[Event-Free Rate at, % (95% CI)

3 months (95% CI)

$5.8 (80.35, 89.87)

_83.16)

6 months (95% CI)

68.8 (62.02, 74.63)

R w&ﬁtﬁ
XA I (3755

_57.50)

9 months (95% CI)

_44.96)

12 months (95% CT)

52.4 (4534, 58.99) ,35.0(25.14
40.0 (33.14, 46.67 17.5 (10.07

. 26.60)

18 months (95% CT) 25.1(18.38, 3289) 6.8(2.39, 14.52)
24 months (95% CI) 238(17.03 % ) NE (NE, NE)
Source: ADSL, ADTTE. Data cutoff: 260¢ct2020. Data extraction: 23Fe 2

Objective Response Rate (by IRC)

QO

Table 83: Analysis of confirmed disease response@ECIST v1.1 by independent review

committee (ITT analysis set) (Study 304); fi;{@

alysis (DCO: 260CT2020)

- Study 304
\ T+PP PP
‘C) (N = 223) (N =111)
Best Overall Response ?, h (%) 0'
Complete Response 6 9 (4.0) 2 (1.8)
Partial Response 104 (46.6) 29 (26.1)
Stable Disease KO 83 (37.2) 56 (50.5)
Non-CR/Non-PD 3(1.3) 3(2.7)
Progressive Disea 15 (6.7) 14 (12.6)
Could not be Det ed 9 (4.0) 7 (6.3)
Objective Response RR), n (%) 113 (50.7) 31 (27.9)
95% CI (43.9, 57.4) (19.8, 37.2)
Disease Control k (%) 199 (89.2) 90 (81.1)
95% (84.4, 93.0) (72.5, 87.9)
Clinical Ben te ®, n (%) 184 (82.5) 80 (72.1)
9@ (76.9, 87.3) (62.8, 80.2)
Clinic fit Rate ¢, n (%) 149 (66.8) 54 (48.6)
% CI (60.2, 73.0) (39.0, 58.3)

DCO: 260ct2020

Abbreviations: T+PP, Tislelizumab+Pemetrexed+Platinum; PP, Pemetrexed+Platinum.

Best overall response of could not be determined included patients who had post-baseline tumour assessment, none of which were
evaluable; or patients who had no post-baseline tumour assessments due to death, withdrawal of consent, lost to follow-up or any
other reasons, and non-CR/non-PD was due to no measurable target lesion per IRC. Results were summarised based on data as
assessed by independent review committee. Objective Response Rate was the proportion of Patients who achieved CR or PR using
RECIST version 1.1. Disease Control Rate was the proportion of Patients who achieved CR, PR, non-CR/non-PD or SD using RECIST
vl.1.

a Confirmed CR or PR is required.

b Included patients with BOR in CR or PR or 212 weeks SD.

¢ Included patients with BOR in CR or PR or =24 weeks SD.
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Duration of Response (by IRC)

Table 84: Analysis of duration of response confirmed per RECIST v1.1 by independent
review committee (ITT analysis set) (Study 304); final analysis (DCO: 260CT2020)

Study 304
T+PP PP
(N = 223) (N=111)
Number of Responders? 113 31
Duration of Response
Events, n (%) 53 (46.9) 17 (54.8)
Progressive Disease 48 (42.5) 16 (51.6)
Death 5(4.4) 1(3.2)

Censored 60 (53.1) 14 (45.2) é
Duration of Response (Months) @
Median (95% CI) 14.5 (10.09, NE) 8.4 (5.95, 15.47) ¢ 6
Q1 (95% CI) 6.5 (4.99, 8.31) 5.9 (3.25, 7.00) K\

Q3 (95% CI) NE (NE, NE) 15.5 (8.48, NE)

Event Free Rate at, % (95% CI) \Q
6 months 78.5 (69.47, 85.19)  63.8 (41.78, 79.35) \,

12 months 53.9 (43.63, 63.11)  37.2 (18.32, 56 %0

18 months 42.0 (30.35, 53.17) 20.7 (4. 86 43.

24 months 42.0 (30.35, 53.17)  NE (NE, NE

DCO: 260ct2020 for 304.
Abbreviations:T+PP, Tislelizumab+Pemetrexed+Platinum; PP, Pemetrexed+PIatin’% not estimable.

a Responders are defined as patients who achieved best overall response of confi R or PR using RECIST

version 1.1.Percentages were based on number of responders.

Results were summarised based on data as assessed by independent revie mittee. Medians and other quartiles were estimated
by Kaplan-Meier method with 95% CIs estimated using the method of Bro yer and Crowley. Event free rates were estimated by
Kaplan-Meier method with 95% CI estimated using the Greenwood’s fok

O

Health-related Quality of Life Q

The addition of tislelizumab to platinum-pe &ed trended towards improvements in HRQoL
compared to platinum-pemetrexed al inypatients with previously untreated stage IIIB or IV non-
squamous NSCLC. The difference in an change scores at Cycle 5 for QLQ-C30 GHS/QoL was 3.9

(95% CI: -0.9, 8.7); however, t @erence at Cycle 7 (5.7 [95% CI: 1.0, 10.5]) showed a trend
towards higher scores for Ar %P The difference in LS mean change scores at Cycle 5 for QLQ-LC13
chest pain was -3.2 (95%nCI: *6, 1.2); however, the difference at Cycle 7 (-6.2 [95% CI: -10.8, -
1.6]) showed a trend to X lower scores for Arm T+PP. The difference in LS mean change scores at
Cycle 5 for QLQ-LC1 ing was -2.2 (95% CI: - 7.4, 3.1); however, the difference at Cycle 7 (-5.9
[95% CI: -11.6, - howed a trend towards lower scores for Arm T+PP. The median TTD for QLQ-
C30 GHS/Qo Qt reached in either treatment arms; the median TTD for the composite of cough,
chest pain, a yspnoea in the QLQ LC13 was 5.8 months (95% CI: 4.40, NE) in Arm T+PP and 4.3
month CI: 3.09, NE) in Arm PP.

ncillary analyses
Sensitivity Analyses for PFS

Sensitivity Analysis 1 evaluated the impact of censoring the primary endpoint due to new anticancer
treatment. This analysis was the same as the primary analysis with regards to the censoring rules
except for the handling of new anticancer treatment. The PFS was derived regardless of the new
anticancer treatment.
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Table 85: Analysis of progression-free survival per RECIST version 1.1 by independent
review committee - comparison of primary analysis and sensitivity analysis (ITT analysis
set) (Study 304); final analysis (DCO: 260CT2020)

Primarv Analysis Sensitivity Analvsis 1
T+PP PP T+PP PP
(N=1223) (N=111) (N=1223) (N=111)
Stratified Hazard Ratio 0.632 - 0.625 —
(95% CI) b (0.467, 0.855) (0467, 0.837)
[Progression-Free Survival (months)

Median (95% CT) 98(8.94, 11.70) |7.6(5.55,802)(9.7(8.90,11.70) |7.5(5.39, 7.89)
Source: ADSL, ADTTE. Data cutoff: 260ct2020. Data extraction: 23Feb2021. Abbreviations: T+PP.
Tislelizumab+Pemetrexed+Platinum: PP, Pemetrexed+Platinum_ é

An additional analysis was conducted to evaluate the impact of never smoking and basgli r
metastasis on the primary analysis. The stratified HR as estimated from the Cox mod je'Sted for

never-smoking and baseline liver metastasis was 0.636 (95% CI: 0.468, 0.863).

Table 86: Analysis of progression-free survival per RECIST version 1. independent
review committee - adjusting for smoking status and baseline Iiver@ asis (ITT analysis

set) (Study 304); final analysis (DCO: 260CT2020)
T+PP % PP
N =223 ™ =111)

68 (61.3)

Progressive Disease 63 (56.8)
Death 5(4.5)

Censored, n (%) g (40.4) 43 (38.7)
Consent Withdrawn O 1(0.4) 3(2.7)
Lost to Follow Up 1(0.4) 1(0.9)

Events, n (%)

Progression-Free Survival K
133 (@

Ongoing without Event 54(24.2) 9(8.1)
No Postbaseline Tumor Assessment 4(1.8) 4(3.6)
New Anticancer Therapy 27(12.1) 25(22.5)
Death or Progression after Missing 2 or More Consecutive Tum@ 3(1.3) 1(0.9)
Assessments

One-sided stratified log-rank test p-value * () 0.0013
Stratified Hazard Ratio (95% CI) * E 0 0.636 (0.468, 0.863)

One-sided unstratified log-rank test p-value 0.0003
Unstratified Hazard Ratio (95% CI)® 0.601 (0.445, 0.810)
Progression-Free Survival (month) @
Median (95% CT) 9.8 (8.94, 11.70) 7.6 (5.55, 8.02)
Q1 (95% CI) 5.0(4.17,5.75) 3.9(2.69,4.30)
Q3 (95% CI) \ NE (17.08, NE) 9.9 (9.69, 16.82)
Event Free Rate at, % (95% CI) @
3 month (95% CT) . 85.8(80.29,89.84) 77.4(67.97, 84.40)
6 month (95% CI) \ 66.3 (59.32, 72.33) 57.0 (46.09, 66.58)
9 month (95% CI, 0 57.2 (49.93, 63.72) 38.6 (27.59, 49.42)
12 month (95% r\ 39.9 (32.76, 46.84) 20.1 (11.56, 30.22)
24 month (95"/% 25.1(17.83, 32.97) NE (NE, NE)
Follow-updi th)
Medi ) 17.1 (14.75. 17.18) 14.4 (5.78, 20.04)

Sensitivity Analyses for OS

As of the data cutoff date of 26 October 2020, 16 patients (7.2%) in Arm T+PP, and 56 patients
(50.5%) in Arm PP had received subsequent immunotherapy, including 40 patients (36.0%) with in-
study crossover. The median time from randomisation to crossover was 35.1 weeks and from end of
study treatment to crossover was 2.6 weeks (minimum: 0.1 week).

To assess the impact of in-study crossover on OS, a supportive analysis was conducted using Rank-
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Preserving Structural Failure Time Model (RPSFTM, Robins, et al. 1991). The stratified HR from this

analysis was

0.844 (95% CI: 0.479, 1.488).

In addition, a supportive analysis using two-stage method (Latimer, et al. 2014) was also performed to

estimate the

in-study crossover effect on post-progression survival (PPS) using data from patients who

progressed per IRC assessment before any subsequent anti-cancer therapy in the control arm only.
The stratified HR based on the counterfactual survival time in arm PP crossed-over patients and the
observed survival times in the rest of the patients was estimated as 0.707 (95% CI: 0.468, 1.070).

100
90 -
80
70 =
60
50
40 5

Overall Survival (%)

30 -
20 -

10 4

Events Median

(%) (95% CI)
T+PP 96 (43.0) 21.4(17.7, NE)
PP 46 ( 41.4) 20.2(14.9, NE)

Number At Risk:

—— PP @
T T
9 12 15 8

»Q 21 24
Months \O

T+PP 223 216 202 183 164 O 134 69 26 4
PP 111 98 85 73 13 23 7 0
Source: ADSL. ADTTE. Data cutoff: 260¢t2020. Dat. tion: 23Feb2021.
Abbreviations: T+PP, Tislelizmnab+Pemetrexed+P:a wuth: PP. Pemetrexed+Platinum.
Figure 73: Kaplan-Meier Plot of o urvival - sensitivity analysis using rank- preserving
structural failure time model (I lysis set) (Study 304); final analysis (DCO:
260CT2020)
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Figure 74: Kaplan-Meier plot of overall survival - ivity analysis using two stage method
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Subgroup Analyses

Subgroup Analysis of PFS Assessed by IRC

Subgroup No. of Events/
No. of Patients
Overall 202/334 -
Age 141237 —-—
o 112 |
» S&Yn 3t -
“Vemale 57187 ——
Male 145/247 —-— !
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nl:lever 77% 1 = Ee—
ormer or Current 125/213 -—
Disease Stage ’ ——
Li - Fhasall 1?)8/8%3 — =
IV§I' metastases at baseline :
/ -
PDNSS ion 10 TC 1;8/%7 =
Iﬂ) expression in 08/144 e
>1% 1 0 -—
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Unknown 47/89 ——
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0105091317
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Figure 75: Subgroup analysis: forest plot of PFS pe
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ECIST version 1.1 by independent
final analysis (DCO: 260CT2020)
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Subgroup Analysis of OS

Subgroup No. of Events/
Mo of Patients
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Figure 76: Subgroup analysis: forest plot of
final analysis (DCO: 260CT2020) \
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Efficacy by PD-L1 Expression
PD-L1 <1%

PFS

A. PD-L1 Expression in Tumor Cell <1%

1004 FEvents Median Hazard Ratio
90 (%) (95% C1) (?5% (8]
THPP 67 (698) 7.6(54,9.7) 0.808(0.522, 1251)
30 PP 30(625) 7.6(4.3.7.9)
70 =
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50
40 +
30 4

204

10 o =——e— T+Fp
—— PP

Progression-Free Survival Probability(%)

Number At Risk:

T+«PP %6
Pr 48

3 15 § 3
os QQ
PD-L1 Expression in Tumor Cell <1% \O

Events Median Hazard Ratio

(%) (95% CI (95% CI)
THPP 51(53.1) 17.1(15.0, 18.8) 1442 (0.832, 2.499)

PP 17(354) 2L7(14.9.NE)
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104 —&— T+PP

—6— PP
0 Ll L) L) L) L) L) 1
0 3 @ 6 9 12 15 18 21 24
* Months
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T+PP 96 - 83 74 66 53 25 6 2
PP 48 4 4 34 31 21 13 G 1}
Source: ADSL, ADY cutoff: 260ct2020. Data extraction: 23Feb2021.
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PD-L1 1%-49%
PFS

B. PD-L1 Expression in Tumor Cell 1 to 49%
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PD-L1 > 50%
PFS

C. PD-L1 Expression in Tumor Cell =50%
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Source: ADSL, ADTTE. Data cutoff: 260ct2020. Data extraction: 23Feb2021.

Stratified Hazard Ratio (95% CI): 0.39 (0.22, 0.71)

Figure 77: Kaplan-Meier plot of PFS per RECIST version 1.1 by independent review
committee and OS by PD-L1 expression (ITT analysis set) (Study 304); final analysis (DCO:
260CT2020)
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ORR by PD-L1 expression

B T+PF
W PP
PD-L1 Expression
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Figure 78: Objective response per RECIST version 1.1 by IR \’

Number of Response/ ORR (95% CT)

Number of Patients

5474 73.0 (61 4, 82.6)
15/36 41.7(25.5,59.2)
3353 62.3(479,752)
12/27 44.4(255,647)
42/96 438(336,543)
13/48

(o

analysis set) (Study 304); final analysis (DCO: 260CT20

Table 87: Confirmed objective response, P

=50%) (Study 304); final analysis (DCO: 26

D-L1

27.1(15.3, 41 Q

Estimated Treatment
DifTeremce (95% CI)

31.3(12.3,50.3)

17.8(-5.0,40 ?'J@é
&

1'}‘. 3

s}

T

D-L1 expression (ITT

thive population (PD-L1 expression

e

Endpoint N\, Tislelizumab + Pemetrexed + Platinum
\v Pemetrexed + Platinum (n = 36)
G (n = 74)
ORR, n (%) « o \~ 52 (70.3) 11 (30.6)
95% CI O}J (58.5, 80.3) (16.3, 48.1)
CR, n (%) PR, 7 (9.5) 0 (0.0)
PR, n (%) 45 (60.8) 11 (30.6)

Q< ‘
A — 4
DoR by PD-L1 express'\

Table 88: Duratign
304) Final Anal CO: 260CT2020
) Final Analysia )

sponse, PD-L1 positive population (PD-L1 expression =250%) (Study

.\, "Endpoint Tislelizumab + Pemetrexed +
Pemetrexed + Platinum
@ Platinum (n = 36)
\ (n =74)
DoR™
Median DoR (months) (95% CI) | NE (13.2, NE) | 8.5 (3.3, NE)

OS Supportive Analyses

e Summary of main efficacy results

The following tables summarise the efficacy results from the main studies supporting the 1L (in
combination with chemotherapy) nonsquamous NSCLC indication of the present application. These
summaries should be read in conjunction with the discussion on clinical efficacy as well as the benefit

risk assessment (see later sections).
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Table 89: Summary of efficacy for trial BGB-A317-304 (Study 304)

Title: A Phase 3, open-label, multicenter, randomized study to investigate the efficacy and safety of tislelizumab
(BGB-A317) (anti-PD1 antibody) combined with platinum-pemetrexed versus platinum-pemetrexed alone as first-line
treatment for patients with stage IIIB or IV non-squamous non-small cell lung cancer

Study identifier

BGB-A317-304, RATIONALE 304

Design

Phase III, multicentre, randomised (2:1), open-label study comparing tislelizumab +
platinum-pemetrexed versus platinum-pemetrexed alone

Duration of main phase:

Duration of Extension ;@

K [
%,
&S

Duration of Run-in phase: O

24-Jul-2018 - On i@iata cut-
off for final an %: 26-0Oct-
2020) é
The interi @ inal analyses were
condugt en the predefined PFS
eved been observed for the
effi nd safety evaluations. The
et its primary objective of
%at the interim analysis. Results
the final analysis are presented
in this submission.

The study will continue until the last
patient has disease progression, is
lost to follow-up, or withdraws from
study, or until study completion by
Sponsor.

Not applicable
Not applicable

Hypothesis

Superiority \"

Treatments groups

*
«

N

N
Arm T+PPE 0

Tislelizum

Pemg
@ atin or cisplatin
o)

n =223

Tislelizumab 200 mg i.v. +
carboplatin AUC 5 OR cisplatin
75 mg/m? + pemetrexed 500
mg/m?2 Q3W for 4-6 cycles

followed by

tislelizumab 200 mg + pemetrexed
500 mg/m?2 Q3W

)

‘b\v

Arm PP
Pemetrexed

Carboplatin or cisplatin

n=111

Carboplatin AUC 5 OR cisplatin
75 mg/m? + pemetrexed 500
mg/m? Q3W for 4-6 cycles

followed by
pemetrexed 500 mg/m? Q3W
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Endpoints and definitions Primary PFS as assessed by the IRC

endpoint

Time from randomisation to the first
objectively documented disease
progression, or death from any
cause, whichever occurs first, as
assessed by the IRC per RECIST
v1.1 in ITT analysis set

Secondary 0s
endpoint

Time from the date of
randomisation to the datg,of death
due to any cause in ITT sis set

:\66

Secondary PFS as assessed by the
endpoint investigator

K‘
%,
O

objectivel mented disease
prog i death from any

cau jchever occurs first, as
d@ ed by the investigator per

@ v1.1in ITT analysis set

Time from m sation to the first
C10C
or

VN
A
Secondary ORR as assess@we IRC

endpoint

Q
o

Proportion of patients who had
complete response (CR) or partial
response (PR) as assessed by the
IRC per RECIST v1.1 in ITT analysis

Seconda DOR as assessed by the IRC
endpoj

I

Time from the first occurrence of a
documented objective response to
the time of relapse, or death from
any cause, whichever comes first,
as assessed by the IRC per RECIST
v1.1 in ITT analysis set with
documented objective responses

Da \)ck 26-0ct-2020 (data cut-off date)

Analysis
description

Primary endpoint analysis — PFS by IRC

Analysis ITT analysis set
opulation
gng time Time point: after 201 PFS by IRC events
point
Descriptive |Treatment group Arm T+PP Arm PP
statistics and
Number of patients 223 111
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estimate | mpFs (months) 9.8 7.6
variability
95% CI 8.94, 11.70 5.55, 8.02
Effect Comparison groups Arm T+PP vs. Arm PP
estimate per
comparison
HR 0.632
95% CI 0.467, 0.855
p-value 0.0013
Notes The primary endpoint was met, and statistical significance was achieved in the pre-specified i
analysis (23-Jan-2020 data cut-off), the p-value is descriptive for 26-Oct-2020 data cut-off,
Analysis Secondary endpoint analysis - OS \b
description (\
Analysis ITT Q
population \
and time 0
point
Descriptive |Treatment group Arm T+PP Arm PP
statistics and - K
estimate Number of patients 223 @ 111
variability | 15 (months) 2140 W 21.3
~="
95% CI 17@@-} 15.64, NE
y__ N -
Effect Co i groups Arm T+PP vs. Arm PP
estimate per
comparison O
(5)\ HR 0.900
95% CI 0.631, 1.283
S
Notes
V__ N
Analysis Secondary endpoi ‘Q;ysis - PFS by investigator
description a\
Analysis ITT Y
population
and time @
point - Q
description
Q)
L W N
Descriptive 1wment group Arm T+PP Arm PP
statistics ——d I
estim Number of patients 223 111
VIR mPFS (months) 9.7 5.6
95% CI 7.66, 11.70 4.80, 7.89
Effect Comparison groups Arm T+PP vs. Arm PP
estimate per
comparison
HR 0.550
95% CI 0.415, 0.729
Notes
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Analysis Secondary endpoint analysis — ORR by IRC
description
Analysis ITT
population
and time
point
description
Descriptive |Treatment group Arm T+PP Arm PP
statistics and ;
estimate Number of patients 223 111
variability ORR, n (%) 113 (50.7) 31 (27.9) x
95% CI 43.9,57.4 19.8, 37@\}
[
Notes °
Kl
Analysis Secondary endpoint analysis - DOR by IRC \\
description O
Analysis ITT \;‘
population 0
and time
point
description
= >\
Descriptive |Treatment group Arm T+R Arm PP
statistics and -
estimate Number of patients 111
variability
mDoR (months) ~ ' 8.4
-
95% CI A\O.O9, NE 5.9 (3.25, 7.00)
Analysis Subgroup analysis — PFS by IRC (P 50%)
description
Analysis PD-L1 = 50% ()\0
population
and time 0
point
description n
Descriptive |Treatment group & = Arm T+PP Arm PP
statistics and Na\
estimate Number of pa%nw 74 36
variability N
mPFS (mor@ 14.6 4.6
95%‘ c\ 11.5, NE 3.5,9.7
. fo\ .5, .5, 9.
‘\\\) Comparison groups Arm T+PP vs. Arm PP
\} HR 0.31
95% CI 0.18, 0.55
Notes
Analysis Subgroup analysis - OS by IRC (PD-L1 = 50%)
description
Analysis PD-L1 = 50%
population
and time
point
description
Treatment group Arm T+PP Arm PP
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Number of patients 74 36
mOS (months) NE 13.1
95% CI NE, NE 5.6, NE

Comparison groups Arm T+PP vs. Arm PP

HR 0.39

95% CI 0.22,0.71
Notes

Clinical studies in special populations é

Not applicable. . 6
In vitro biomarker test for patient selection for efficacy ®

Clinical Performance

Archival tumour tissue (formalin-fixed paraffin-embedded or approximately 15 [= 6] unstained slides)
was sent to central laboratory for central immunohistochemistry ment of PD-L1 status. PD-L1
status was characterised as PD-L1 membrane staining on TC vi%Ventana SP263 assay. If the
submitted tumour tissue was unevaluable for PD-L1 express s, patients were included in the <
1% TC group. Other exploratory predictive biomarkers\ s tumour mutation load, immune-related
gene expression profiling, and tumour-infiltrating im ells that are related to response or clinical
benefit of tislelizumab may also have been evalu no archival samples were available, a fresh
tumour biopsy at baseline was required. @

Rationale cut-off selection:

PD-L1 expression was tested centrall esults remained blinded to the investigators, the patients,
and the Applicant. The 3 cutoff lev, ployed (< 1% TC vs. 1%- 49% TC vs. = 50% TC) were
selected based on prevalence daﬁT m previous NSCLC studies with ICIs. For the 3 cutoff levels
employed (< 1% TC vs. 1%— Cvs. 2 50% TC ) that were also chosen for stratification, no
analytical validation rep%as provided. Data provided so far only support the 25% cutoff.

>
Analysis perfor ross trials (pooled analyses and meta-analysis)

*
Not applicablb\

Su, study(ies)

Study 206

Study 206 was a multi-cohort, open label Phase II study of tislelizumab in combination with standard
platinum-containing doublet chemotherapy as first-line treatment in Chinese patients with locally
advanced or metastatic lung cancer. Patients were enrolled into 1 of 4 cohorts according to their
pathological/histological diagnosis of the primary disease. These include a nonsquamous NSCLC cohort,
2 squamous NSCLC cohorts (A and B), and a SCLC cohort. The study includes a safety run-in stage
and a dose-expansion stage. Tislelizumab was continually dosed Q3W for all cohorts until the patients
were deemed not to be benefiting from therapy under investigators’ discretion, intolerable toxicity, or
withdrawal of consent. Doublet chemotherapy was given until the completion of 4 to 6 cycles (4 cycles
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for the nonsquamous NSCLC cohort), disease progression assessed by RECIST v1.1, intolerable
toxicity, or withdrawal of consent.

At the cutoff date of 31-Dec-2019, end of study was reached with the database closed as the final data
point of interest had been collected from the last patient.

Table 90: Efficacy of tislelizumab combination therapy in patients with lung cancer (Study
206)

Nonsquamous Squamous A Squamous B
N=16 N=15 N=6 é
Tislelizumab+ Tislelizumab+ Tislelizumab+
cis/carboplatin+ cis/carboplatin+ cis/carboplati
Treatment paclitaxel paclitaxel gemcitabing&)
Median OS (mo) NE NE NE Q’
(95% CI) (13.31, NE) (1544 NE) (825,
Median PFS (mo) 9.0 7.0 N
(95% CI) (4.27,21.36) (5.52, 18.63) &' NE)
ORR (%) 438 80.0 B8/
(95% CI) (19.8,70.1) (519, 057) @ 23,957)
DCR (%) 938 933 833
(95% CI) (69.8, 99 8) (68.1,99.8) P (359, 9986)

NE=not estimable

2.5.6. Discussion on clinical efficacy

\4
\0(@

Tislelizumab monotherapy as 2L+ treatmen&CLC
NS)

Design and conduct of clinical studi

b for the treatment of 2L+ NSCLC is based on the single

otal Phase 3 study BGB-A317-303 (Study 303). The study was
conducted in adult patients WQ tologically confirmed, locally advanced or metastatic (squamous or
nonsquamous) NSCLC whoNhad progressed during or after a prior platinum-containing regimen.
Overall, the study desiE ndorsed. Stratification factors histology (squamous versus non-

The application for approval of tisl
open-label, randomised, controll&
i

squamous), line of* apy (2 versus 3) and PD-L1 expression level on tumour cell membrane (<25%
versus =25% ar@ orsed.

In general, t plied inclusion and exclusion criteria selected an adequate population of patients with
advanc etastatic NSCLC eligible for 2™ line treatment, although the population may be
con somewhat selected due to exclusion of patients with ECOG PS 2= 2, which could raise

concerfs about the external validity of the trial. Considering that patients included were required to
have ECOG PS <1, the population represents a rather selected population accounting for the fact that
there is evidence from literature that approx. 20% of NSCLC patients have ECOG PS 2-4 (Kawaguchi et
al. Journal of Thoracic Oncology, 2010). Patients were enrolled regardless of their tumour PD-L1
expression level, which is considered acceptable.

Overall survival was selected as primary endpoint and is endorsed, as OS represents the most
persuasive outcome - both from a clinical and methodological point of view — and is adequate,
especially considering the prognosis of NSCLC patients having failed prior therapy. Other secondary
efficacy endpoints (PFS, ORR, DOR, HRQolL) are standard in oncology trials and generally acceptable,
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although an independent central review of PFS, ORR and DOR instead of the sole assessment by
investigator would have been more persuasive and thus preferred. Nevertheless, since OS was
selected as primary endpoint, the lack of independent central assessment of imaging endpoints can be
considered acceptable.

The methods are overall acceptable. The sample size and power considerations are acceptable,
assumptions were well justified at the time of planning. The primary analysis by means of a stratified
log-rank test is in principle supported. An interim analysis was planned when approximately 426
deaths in the ITT Analysis Set had been observed and was conducted after 441 events. This is
incorporated in the alpha-spending approach and had no relevant impact on study conduct or results.

A 2:1 randomisation ratio is acceptable. The choice and number of strata are considered feasi d
reasonable.

L 2

The primary analysis set, comprising all randomised subjects, is endorsed. Adherence @I‘I‘I’
principle is endorsed. However, no estimand was defined. The primary analysis by & of a stratified
log-rank test is in principle supported. The hazard ratio was calculated using w portional hazard
model with treatment arm as factor and stratified by the actual value of the iftcation factors. The
primary analysis was stratified for strata as recorded in the eCRF rather t & strata used for
randomisation, which is not considered optimal. A sensitivity analysis as@)n the randomisation
stratification factors showed consistent results. {

&

A sensitivity analysis was planned using a Rank Preserving Str\% Failure Time Model (RPSFTM) to
adjust survival estimates in the presence of arm B patients réciyi®g any subsequent immunotherapy

after discontinuation of docetaxel. The model should beyi eted with care because the adjustment

is based on an intercurrent event. Nonetheless results aréhoverall consistent with the primary analysis,
which provides reassurance.

e&e, and the use of the proposed alpha spending
as the use of a hierarchical testing approach for

in the final analysis in the ITT as well as the PD-L1
population is acceptable. The timing ( opulations) for interim analyses and the alpha-spending
approach was updated multiple ti nitially, a Hwang-Shih-DeCani (HSD) spending function with y
= -4 was defined. In Protocol Agdendment 1 this was modified to a HSD with y = -0.7. Only in Protocol
Amendment 3 (09 Mar 2020) Q final HSD spending function with y = -2 was defined. Given that the
study was an open-labe y this is considered potentially problematic. The rationale for these
changes provided Qy@ plicant upon request (delayed treatment effect became apparent from
results of other studh was considered acceptable. Sensitivity analyses provided reassurance that
there was no ‘@ful impact on the obtained results.

A one-sided significance level of a=0.025 is
approach to account for multiple analyses
sequential testing of the secondary e i

The alpha lit for the two dual primary hypotheses to control the overall type I error strongly at a

@na of 0.025. To account for the positive correlation between the test statistics in the 2
Anal ets (since the PD-L1 positive set is a subset of the ITT Analysis Set), it was planned to assign
an alpha of 0.02 and 0.007 to the primary hypothesis testing (in contrast to a conservative 0.02 and
0.005 split) in the ITT and PD-L1 analysis set. The applicant provided a justification that under the
global null hypothesis of no effect this approach would control type I error at the level of 0.025. It is
not obvious how the properties would be in case an interaction between PD-L1 and treatment (i.e. null
hypothesis in one subgroup and effect in the complementary subgroup), however given the results the
assessors do not see any value in further discussion.

one-si

Censoring rules for OS are acceptable. However, for PFS the censoring rules warrant further
discussion. Data for patients who start to receive new anticancer therapy or died/progressed after two
or more missed visits were planned to be censored at the last valid tumour assessment date prior to
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the introduction of new anticancer therapy or were planned to censored at date of last adequate
tumour assessment prior to the >=2 missed tumour assessments. This is not in line with the
(Appendix 1 to the) EMA guideline on the evaluation of anticancer medicinal products in man
(EMA/CHMP/27994/2008/Rev.1). Upon request, the applicant has conducted the analysis applying the
censoring strategy requested with respect to missing observation, treatment discontinuation and
rescue medication preceding the death. The results of the requested analyses agree with those
previously provided.

Recruitment and conduct of the study

Study 303 recruited patients from 10 countries, including Asia and Europe. In the ITT Analysis Set, a
total of 805 patients were randomised 2:1 to receive tislelizumab or docetaxel. More patients i
docetaxel arm as compared to the tislelizumab arm were randomised but not treated (4.4% 0.2%)
or withdrew from the study. The higher proportion of patients in the control group who* not
treated at all or discontinued treatment early could have had an impact on the perfg née of the
control arm. The proportion of patients with uncontrolled, untreated brain metas cluded could
be reasonable, this refers also to the incidence of EGFR mutation. The applica\
sensitivity analyses addressing this imbalance which were supporting.

oVided conservative

At the data cutoff date of 15 July 2021, the median follow-up time wa 1%months for the
tislelizumab arm and 10.7 months for the docetaxel arm in the ITT sis Set.

Baseline characteristics Q

The study population included in Study 303 was predomi %ale (77%) and had a median age of
61.0 years. The majority of patients were recruited at sités Th Asia and thus, 80% of patients were
Asian versus 17% being of White or Caucasian race our tissue (either archival tissue or fresh
biopsy) was required for enrolment in this study.@ents with known EGFR/ALK mutations were

excluded. \

Overall, there are no meaningful imb
arms. However, several points could
life EU patients (i.e. 55% male, 4

a

C patients’ baseline characteristics among treatment

n whether the enrolled population is representative of real-
ale, 10% never smoker, 70% non-squamous, Simeone et al.
2019). In Study 303, 30% of p ntS were never smokers, 54% non-squamous and only 22% were
female, which is not consj eerresentative. 80% of the patients were enrolled in China, which
means the ethnicity, the@ dard of care and the histology differs largely from a Western European

population.

. ?
It is noted that \ tients (85%) included in Study 303 had received 1 prior anticancer therapy.
Only 2™ and t ine patients are included. The indication statement did not include a restriction of

administra tislelizumab to patients having received 1 or 2 prior therapy in the past. As such,

Iso be treated with tislelizumab in even further lines of therapy. Although no data are

r patients with advanced or metastatic NSCLC in later lines of therapy, the extrapolation of
study résults is considered acceptable. 15% of patients included in Study 303 had locally advanced
disease, the remaining patients had been diagnosed with metastatic disease at study entry.
Conclusively, the inclusion of locally advanced disease stage in the indication wording is agreed.

Efficacy data and additional analyses

The primary efficacy analysis demonstrated a statistically significant difference in OS with tislelizumab
versus docetaxel. The stratified HR was 0.66 (95% CI: 0.56, 0.79). The median OS was 16.9 months
(95% CI: 15.24, 19.09 months) and 11.9 months (95% CI: 9.63, 13.54 months) for the tislelizumab
arm and docetaxel arm, respectively. The median follow-up time estimated by the reverse Kaplan-
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Meier method was 31.1 months (95% CI: 29.54, 31.64 months) for the tislelizumab arm and 27.9
months (95% CI: 26.38, 31.15 months) for the docetaxel arm in the ITT Analysis Set.

Benefit could be shown for investigator-assessed PFS in the ITT population (stratified HR = 0.63; 95%
CI: 0.53, 0.75). The secondary endpoint of unconfirmed ORR, as assessed by the investigator per
RECIST v1.1, showed a higher response rate for tislelizumab; 22.6 % vs. 7% of patients in the
tislelizumab vs. docetaxel arm presented with objective response. A relatively high percentage of
patients in the docetaxel arm (52 patients; 19.3%) with BOR “could not be determined” is noted. Per
definition, this included patients with no post-baseline tumour assessment by the data cutoff due to
discontinuation (for any reason) or death without having any post-baseline tumour assessment. The
number of patients with indeterminable response in the docetaxel arm is in line and can be expjained
by the number of patients randomised but not treated or withdrawn from study treatment (

The high proportion of missing values in the control arm is considered unfortunate. DOR s
demonstrated that among patients with objective response (CR or PR, as assessed byﬂ\ estigator
per RECIST v1.1), responses were of longer duration for tislelizumab as compared trol (median
DOR 13.5 months vs. 6.0 months). These results were consistent with the int &sis results
(DCO 10 Aug 2020). g\,

A median OS of 17 months for the tislelizumab arm in study 303 is consi outstanding, when
compared with other PD-(L)-1 inhibitors in the 2L NSCLC indications. Median OS ranged from 9.23
months (Opdivo CA209017(squamous)) to 13.8 months (Tecentriqéﬁ. A longer median OS is also
reported in the control arm. Difference in OS could be explaine a selected patient population with a
more favourable prognosis as the effect of tislelizumab on thQﬂ-\ endpoints does not seem to differ
from the effect of other PD-(L)1 inhibitors (e.g. ORR). O

Efficacy in subgroups O

A statistically significant improvement in OS was@rved in the PD-L1 =225% analysis set favouring
the tislelizumab arm (HR = 0.54; 95% CI: Q 0.71) with median OS being 19.3 months for the
tislelizumab arm and 11.7 months for the axel arm. A notably lower OS advantage was observed
for tislelizumab relative to docetaxel i éD—Ll negative subset (PD-L1 <25%), with a stratified HR
of 0.79 (95% CI; 0.64, 0.99), and OS estimates of 15.2 months (95% CI: 13.4, 17.6) for the
tislelizumab arm vs. 12.3 mont %o CI: 9.3, 14.3) for the docetaxel arm.

OS subgroup analyses sh we%ower effect for never smokers, female patients and subjects with

red to the effect of tislelizumab on the ITT population. Acknowledging the
e to the limited number of events, the evidence does not allow to conclude
hese subgroups. No meaningful differences are observed based on histology.

brain metastasis when

wide confidence inger

on the lower ben
L

Subgroup an@ n subjects <65 and >65 years suggest a similar efficacy for both age groups with
slightly lo ues for the higher age group (HR for OS 0.64 [95% CI 0.519, 0.790] vs. 0.73 [95%CI
0.545, @ ). Data in patients =75 year old were too limited to draw any conclusion, this is reflected
in se .8 of the SmPC.

Wording of the indication

As tislelizumab would be the 4% PD-(L)1 inhibitor in this setting, the following statement was added to
the indication in line with Tecentriq and Keytruda: Patients with EGFR mutant or ALK positive NSCLC
should also have received targeted therapies before receiving Tizveni.

It is acknowledged that the pivotal Study 303 only excluded patients with known EGFR and ALK
mutations. However, since the initiation of Study 303, the treatment landscape has changed and
several ROS-targeted therapies have been approved for patients with ROS1 rearrangements that are
recommended prior to treatment with immune- or chemotherapy (please refer to ESMO clinical
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practice guidelines). Therefore, the indication wording could lack reference to patients with mutations
(as proposed by the applicant and as done for Opdivo). Nevertheless, for consistency reasons and to
adequately reflect the inclusion criteria of study 303, a statement regarding EGFR and ALK mutations
was added.

In consideration of heterogeneity of patients with locally advanced disease, which could be treated with
Tizveni after progression to (neo)adjuvant chemotherapy, chemoradiation therapy or 1L metastatic
chemotherapy -platinum-based in all four scenarios-, deleting “chemo” is endorsed to encompass both
chemoradiation and chemotherapy.

Final indication statement:

Tizveni as monotherapy is indicated for the treatment of adult patients with locally advance
metastatic non-small cell lung cancer after prior platinum-based therapy. Patients with, E utant or
ALK positive NSCLC should also have received targeted therapies before receiving tis/&

Tislelizumab in combination with carboplatin and either paclitaxel or A@clitaxel for the
1L treatment of squamous NSCLC 0

‘b

The pivotal study supporting the sought indication is the ongom% y 307, a phase III randomised,
open-label trial with tislelizumab in combination with carbopiat litaxel/nab-paclitaxel (T+(n)PC)
compared to carboplatin-paclitaxel (PC) in first line loc ced (stage IIIB) or metastatic (stage
IV) squamous NSCLC. No Scientific Advice to CHMP wa&uested on this study.

Design and conduct of clinical studies

Tislelizumab 200 mg Q3W was administered in c tion with carboplatin AUC5 + paclitaxel 175
mg/m? or nab-paclitaxel 100 mg/m? for a total of % to 6 cycles, followed by tislelizumab until
progression. Carboplatin with either paclita nab-paclitaxel is one of the accepted standard
treatment options for 1t line squamog g cancer. Cisplatin, although indicated and used in

squamous disease, was not included i study. Therefore, no data are available for tislelizumab in
combination with cisplatin-based c@ herapy in squamous histology, contrary to non-squamous
NSCLC (Study 304) where bot tin and carboplatin (with pemetrexed) have been tested (see
section 2.6.6.4 below). The s t indication for tislelizumab in squamous NSCLC is ultimately in
combination with carbop \

recommend the us‘e cycles of treatment for chemotherapy, Investigators choice of number of
cycles (up to SiX)@ efore supported. Of note, lower doses for paclitaxel and carboplatin were

and either paclitaxel or nab-paclitaxel. International guidelines

applied in St
literature da gested that the dose reductions would likely not have a relevant impact on the

efficac e@s
Stat&ethods

N
The sample size, power considerations and randomisation methods are acceptable. The primary PFS
analysis for Study 307 by means of a stratified log-rank test using stratification factors with actual
values as recorded in the EDC at randomisation is in principle supported. The hazard ratio was
calculated using a Cox proportional hazard model with treatment arm as factor and stratified by the
actual value of the stratification factors. This is endorsed. No estimand was defined. A one-sided
significance level of a=0.025 is acceptable, and the use of the proposed sequential hypothesis testing
procedure (Arm A vs C followed by Arm B vs C) as well as the use of the spending function approach to

account for multiple analyses is also endorsed. The prespecified p-value boundaries per Lan-DeMets O
Brien-Fleming approximation spending function were updated as 0.0115 for 136 events and 0.0103 for

compared to the recommended standard doses in European guidelines. However,
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132 events, this is supported. Censoring rules for OS are acceptable. However, for PFS the censoring
rules were not in line with the relevant EMA guideline (EMA/CHMP/27994/2008/Rev.1) but reflected
FDA censoring rules. A sensitivity analysis based on EMA censoring rules was provided. Overall, this is
acceptable.

Originally, it was planned to assign an alpha of 0.0125 and 0.0125 to the primary hypothesis testing of
PFS of A versus C and PFS of B versus C, combined with an alpha passing to the other comparison in
case any of the two comparisons would be statistically significant at the initial assigned alpha of
0.0125. In Amendment 3 this was changed to a hierarchical approach: Hypothesis testing for the
primary endpoint of PFS was planned to be carried out sequentially (Arm A vs C followed by Arm B vs
C), each at a one-sided alpha of 0.025, until the first non-rejection. Additionally, it was origina
planned to perform the interim analysis when approximately 109 PFS events (67% of the ta
number of events, slightly corrected to 103 PFS events in Amendment 1) would have Qe@rved.
In Amendment 3 this was changed to 130 PFS events (75% of the now targeted numt‘A 73 PFS
events, based on an updated sample size calculation with a now assumed HR of 0. rm A as well
as Arm B). Since this is an open-label trial, such late changes in the timing of I im analysis (4

months before data cut-off) raise uncertainties. Q’\,
X

Upon request, the Applicant clarified that a delayed treatment effect was@
planning but was suggested by results from other studies that were ﬁ@is d during the conduct of this
study. This led to the changes of the study. Although some uncert emains, e.g. due to the open-
label study design, this explanation seems reasonable. Further, @ s based on the original plan with
103 events in Arms T+PC and PC and Arms T+nPC and PC p#0

pected during the initial

eassurance.

Recruitment and conduct of the study \O

In the ITT Analysis Set, a total of 360 patients were@domised 1:1:1 to receive T+PC, T+nPC or PC.
More patients in the control arm as compared tothe™+(n)PC arms were randomised but not treated or
withdrew from the study (14.9% vs. 4.2%).

Baseline characteristics 0

The 307 study population was pre tly male (91.7%), had a median age of 62.0 years and 16%
never smoker were included. Pa were enrolled in 43 centres in China. Some imbalances could be
detected in the T+nPC arm ¢ ed to control (and T+PC). There are only 6% female and 10% never
smoker in this arm. Ovean Asian patients were included, the median age of 62 years is
considered low (expect years) and 8% female patients only are not considered representative for
a European patient tion, this raises concerns about the external validity of the trial.

Both intrinsic ‘n&rinsic ethnic factors are of influence in the presented data for both trials. The

magnitude o ifferences in the intrinsic factors of age and gender distribution and the extrinsic
factor s@ing status distribution between the 2 cohorts of study 304 and 307 and a European
corr ing patient population, is notable and of importance. In studies 304/307, the median age
was 6 years, the female fraction was 26%/8.3% and the never-smoker fraction was

36.2%/16.4%. In the European population of patients with mNSCLC, the median age at diagnosis is
~70 years, the distribution of females /males is ~35-50%/50-65% and the fraction of never-smokers
is ~5-10%. However, this fraction of never-smokers is lower when patients with driver mutations are
excluded, which is the situation in the cohorts of study 304 and 307. This fact makes the high
frequency of never-smokers in study 304 and 307 even more striking.

It is reasonable to believe, that the efficacy and safety profile of a population of relatively younger
patients, primarily male and far more frequent never-smokers, not impacted by the comorbidity that
comes with smoking, could differ significantly from that of a population of older patients, a different
gender distribution, and with the far majority being smoker/previous smokers (with the concomitant
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comorbidities smoking entails). Conversely, it is not justifiable to assume that there are no or only
neglectable differences in the outcome of efficacy and toxicity profile between two patient populations
with such distinct differences in characteristics.

The pattern of distribution of these intrinsic and extrinsic factors is consistent across the 2 trials; 304
and 307, verifying the fact, that the Chinese mMNSCLC patient population presents inherent and distinct
differences from that of the European population.

To generate reliable data —upon which an assessment of benefits and risks can be based- in a patient
population that differs markedly from the one the medication was investigated in, a clinical trial, e.g., a
bridging study, in the population of the new region (in this case Europe) is needed. This is clea
reflected in the ICH E5 guideline on Ethnic factors in the acceptability of foreign clinical data. E @ al
validity of the outcome data from study 304 and 307 was questioned, however considerin results
could be regarded as comparable to other studies with PD-L1 inhibitors in NSCLC this iﬁ\éas not
further pursued.

Inclusion was limited to ECOG PS 0-1 and the inclusion was restricted to parti ;ounger than 75
years which cannot be followed and is suboptimal, as it hampers the compar with the real-world
setting. Patients with sensitizing EGFR mutation or ALK translocation we% igible. As

consequence, this could result in exclusion of patients with EGFR and AL tations in the indication

wording. However, compared with lung adenocarcinoma, evidence t the efficacy of EGFR TKIs and
treatment progress in patients with lung squamous cell carcino ) is limited and controversial.
Activation of EGFR mutations are rare in patients with SCC ( he lack of reported mutations may
limit the use of EGFR-TKIs in lung cancer patients with S addition, ALK and ROS1
rearrangements in lung squamous cell carcinoma are ve e (Zhao et al. Lung cancer 2016), so not
considered relevant in real world setting. O

Overall, there are no meaningful imbalances in patients’ baseline characteristics between the treatment
arms T+PC and PC.

Efficacy data and additional analyé0

A statistically significant and clina meaningful improvement in PFS assessed by the IRC per RECIST
v1.1 was shown for both trea@‘u arms (T+PC and T+nPC vs PC alone) at the interim analysis. With

a total of 191 PFS events % ‘of the overall population), the stratified HR was 0.48 (95% CI: 0.34,
0.69) for T+PC vs PC a M5 (95% CI: 0.32, 0.64) for T+nPC vs PC. The median PFS was 7.6
months (95% CI: 5,93,9%8) in Arm T+PC and 7.6 months (95% CI: 5.8, 11.0) in Arm T+nPC vs 5.4
months (95% CI@S.G) in Arm PC.

In the final a is, the stratified PFS HR was 0.45 (95% CI: 0.32, 0.62) for T+PC vs PC and 0.43
(95% QI @, 0.62) for T+nPC vs PC. At the data cutoff date for the final analysis (30 September
202 edian follow-up time was 16.7 months in the ITT. Results from PFS sensitivity analysis 1,

represénting the preferred PFS analysis by EMA, and PFS based on investigator assessment were
consistent with the primary analysis.

OS results showed a beneficial trend at the final PFS analysis with OS HRs of 0.68 (95% CI 0.46, 1.01)
and 0.75 (95% CI 0.50, 1.12) in favour of T+PC and T+nPC vs PC, respectively. Median OS was 22.8
months in Arm T+PC, not reached in Arm T+nPC, and 20.2 months in Arm PC. However, taking the KM
curves into consideration, the clinical relevance of the OS improvement appears less obvious. The
maturity level of OS is only 41% at this analysis and OS KM curves are hardly interpretable after
month 9 due to the high rate of censoring.
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In Study 307, statistical testing was only planned for PFS, but not for OS which is seen as a
shortcoming in the study design. Overall survival is considered the clinically most relevant endpoint
and generally also the preferred endpoint in oncology clinical trials when it can be reasonably
assessed.

Since crossover to tislelizumab treatment (in 55% of patients in the control arm) could have hampered
the chance to show meaningful OS results, two supplementary OS analyses (both not pre-specified)
were performed to adjust for the crossover effect of tislelizumab. Both analyses suggested potentially
more favourable OS benefit in Arm T+PC and Arm T+nPC compared with Arm PC, but the 95%
confidence intervals for the HR’s for both comparisons in both sensitivity analyses still include 1 and
especially the difference between the point estimates based on the classical analysis and comp to
the RPSFT model-based estimate is small. Furthermore, the differences in the results of the

sensitivity analyses raise uncertainties about the robustness of these analyses. . 6

An advantage of T+(n)PC over PC alone is seen regarding response rates (confirm assessed
by the IRC: 61.7% and 62.2% vs 37.2%). Median DOR (for unconfirmed respo s also longer
for T+PC and T+nPC vs PC (8.4 and 8.6 vs 4.3 months). \'t v

Overall, the PFS advantage of T+(n)PC appears to be maintained in most subgroups analysed.
It has been noted, that no meaningful benefit was observed for patients ECOG-PS 0, however,
numbers are too small and no biological rationale could support thi ing. Only 1.7% of patients with
brain metastasis were included, therefore the evidence does no to conclude on the treatment
effect in patients with brain metastasis. Q
W\

During the procedure, updated PFS and OS data were ased on a data cutoff date of 15-July-
2022, with a median follow up of 20.5 months. In Iiter;k, a trend for a better outcome with
checkpoint inhibitor chemo combination with high L1 score has been observed also in squamous
NSCLC. This trend was also evident in the updat S and OS data provided for Study 307. However,
PFS and OS data indicate a meaningful ben in the PD-L1 negative subgroup (T+PC vs PC: TC<1%
(HR: 0.57, 95% CI: 0.34, 0.93); and T+ PC: TC<1% (HR: 0.73, 95% CI: 0.46, 1.17))
supporting an indication regardless of expression.

Wording of the indication

O
Overall, patients’ selection crre considered reflective of the target population in the indication.
The inclusion of patients No ally advanced stage in the indication wording for the first line
treatment of both squa SCLC is accepted with the clarification that these patients were not
candidates to platinum-based chemoradiation. Therefore, the indication was updated as follows:

Tizveni in combinatidn with carboplatin and either paclitaxel or nab-paclitaxel is indicated for the first-
line treatme ult patients with squamous NSCLC who have:

@ dvanced NSCLC and are not candidates for surgical resection or platinum-based
oradiation, or
etastatic NSCLC.

Tislelizumab in combination with platinum and pemetrexed for the first line treatment of
metastatic nonsquamous NSCLC

Design and conduct of clinical studies

The pivotal study supporting the sought indication is the ongoing Study 304, a phase III randomised,
open-label trial with tislelizumab in combination with cisplatin or carboplatin and pemetrexed (T+PP)
compared to cisplatin or carboplatin and pemetrexed (PP) in first line metastatic (stage IIIB/ IV AJCC
7th edition) non-squamous NSCLC. No Scientific Advice to CHMP was requested on this study.
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Tislelizumab 200 mg Q3W was administered in combination with cisplatin 75 mg/m? or carboplatin
AUC5 and pemetrexed 500 mg/m? for a total of 4 to 6 cycles, followed by tislelizumab in combination
with pemetrexed 500 mg/m?2 Q3W until progression. A meta-analysis has supported the
interchangeable use of carboplatin and cisplatin in combination with SOC antineoplastic agents and this
is also reflected in the NCCN recommendations, nevertheless this is neither reflected in the ESMO-
Guideline for metastatic NSCLC (Ann Oncol (2016) 27 (suppl 5): v1-v27) nor it is clinical practice in
Europe. Cisplatin doublets are currently recommended as the preferred choice and used in clinical
practice in patients with no contraindications. Investigators choice for the platinum component is
however considered acceptable. This refers also to the investigators’ choice of number of cycles (up to

six). E
Statistical methods @

Please refer to the section above, discussion on Study 307. ‘\6
Recruitment and conduct of the study O

In the ITT Analysis Set, a total of 334 patients were randomised 2:1 to receiv }@ or PP. More
patients in the control arm as compared to the T+PP arms withdrew from t y or treatment
(22.5% vs. 11.2%) (see Table 75). At the data cutoff date of 26 Octobe , the median follow-up

time was 16.1 months for the ITT Analysis Set.

Baseline characteristics %@
y

The study population included in Study 304 was predominaan (74.0%) and had a median age of
61.0 years. 36.2% of patients were never smoker. Pati e enrolled in 47 centres solely in China.
Tumour tissue (either archival tissue or fresh biopsy) waswequired for enrolment in this study.

Overall, patients’ selection criteria are considere tive of the target population in the indication;
however, several limitations due to the inclusien ofChinese patients only should be taken into
consideration. The median age of 61 years j 9&?sidered low (expected 69 years) and the percentage
of never smokers is significantly high o vS. 10% in the European patient population). The
percentage of female patients (26%) er low, but much more comparable to a European patient
population than the proportion of en in Study 307 (10%). In addition, the considerably low
percentage of patients with br'etastasis (ca. 5%) or liver metastasis (11%) indicates a highly
selected patient population. of the patients had tumour cell PD-L1 expression =50%. The
baseline characteristics %s study population were: median age 61 years (range: 25 to 75), 29%
age 65 years or olgeq male; 23.4% with ECOG PS of 0 and 76.6% with ECOG PS of 1; 18.3%
with disease stag ; 26.6% with unknown status for ALK rearrangement and 73.4% with negative
ALK rearrang i @6.2% never-smokers. The characteristics of age, sex, ECOG PS, stage, smoking

status, PD-L core expression and prior anticancer treatments were balanced between the
treatm t@s. There were several imbalances in patients baseline characteristics between the
trea rms, e.g. patients > 65 years (26.9% vs. 33.3%) and distant metastasis (including liver

metastasis) (9.0% vs. 15.3% for T+PP vs. PP, respectively). Imbalances could also be detected
regarding smoking status and sex.

The relatively young Asian patient population raised concerns regarding the external validity of the
trial. However, the favourable OS could be regarded to be relevant to outweigh these uncertainties.

Inclusion was limited to ECOG PS 0-1. The inclusion was restricted to participants younger than 75
years which is not supported, as it hampers the comparability with the real-world setting. A statement
was added in section 4.8 of the SmPC to highlight that data in patients aged 75 years and above are
too limited to draw conclusions on this population.
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Patients with ROS rearrangements were not considered to be excluded in the indication wording, as
they were not excluded in Study 304. At the time of study initiation the inclusion of these patients was
acceptable. However, it is worth mentioning that in the meantime effective TKIs were approved for
patients with ROS rearrangements. Crizotinib and entrectinib are both highly effective first line
treatments for patients with ROS1 rearranged tumours, being entrectinib a preferred option in those
patients with brain metastases.

Efficacy data and additional analyses

A statistically significant improvement in PFS assessed by the IRC per RECIST v1.1 was observed in
the overall patient population. The stratified HR of PFS was 0.632, indicating a 37% reduction in the
risk of experiencing a PFS event of PD or death. The median PFS was 9.8 months (95% CI: 8.

11.70) in Arm T+PP and 7.6 months (95% CI: 5.55, 8.02) in Arm PP. The estimated 12- mo

event-free rate was 39.9% (95% CI: 32.76, 46.84) in Arm T+PP and 20.1% (95% CI: ‘\ , 30. 22) in
Arm PP.

The median OS in Arm T+PP was 21.4 months (95% CI: 17.68, NE) compare@ months in Arm
PP (95% CI: 15.64, NE) with a stratified HR of 0.90 (95% CI: 0.63, 1.28), b OS comparable in
the two arms. Taking the KM curves into consideration, the OS data is co d to be inconclusive.
Maturity level of OS was 42% at this analysis and, due to the high rat o@ﬁsorlng, a late crossing of
&emo arm (PP) to tislelizumab is
presumably the reason for the unusually high OS in the chemo at is confounding the OS data.

the curves cannot be excluded. The allowance of cross-over from t

In Study 304 statistical testing was only planned for PFS, buf{n OS which is seen as a
shortcoming in the study design. Overall survival is consi the clinically most relevant endpoint
and generally also the preferred endpoint in oncology (Z.Ikal trials when it can be reasonably
assessed.

As of the data cutoff date of 26 October 202 1&ients (7.2%) in Arm T+PP, 56 patients (50.5%) in
Arm PP had received subsequent immunothér including 40 patients (36.0%) with in-study
crossover. Since crossing over to tisleliz reatment could have hampered the OS results, two
supplementary OS analyses (both no -specified) were performed to adjust for the crossover effect
of tislelizumab. Both analyses su r@ ed a potentially more favourable OS benefit in Arm T+PP
compared with Arm PP, but th % confidence intervals for the HR’s for both comparisons in both
sensitivity analyses still %@ and especially the difference between the point estimates based on

pared to the RPSFT model-based estimate is small. Furthermore, the
he two sensitivity analyses raise uncertainties about the robustness of

the classical analysis an
differences in the re (ﬂ
these analyses

More mature cﬁ’JIts were provided (DCO 15 July 2022). In this updated analysis, the stratified HR
for OS wa 95% CI: 0.63, 1.14) for Arm T+PP vs. Arm PP. Median OS was 21.6 months in Arm

T+P@ months in Arm PP,
An ad tage of T+PP over PP alone is seen in the response rate (confirmed ORR assessed by the IRC:
50.7% vs 27.9%). Median DOR was also longer for T+PP (14.5 vs 8.4 months).

Overall, it appears that the PFS results are consistent in most subgroups analysed. Subgroups which
had an unstratified PFS HR with 95% CI including 1.0 were females, ECOG PS 0, never smoker, and
disease stage IIIB, which could be due to smaller sample size.

A strong benefit was demonstrated for patients with PD-L1 expression on =50% of the tumour cells,
The unstratified PFS HR was 0.28 (95% CI: 0.16, 0.50) and OS HR 0.38 (95% CI: 0.21, 0.70). For
patients with PD-L1 expression on < 1% of TC, the unstratified PFS HR was 0.79 (95% CI: 0.51, 1.21)
for T+PP vs PP, for patients with 1% - 49% TC the unstratified PFS HR was 0.90 (95% CI: 0.49, 1.63).
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OS data indicate a potential detrimental effect in these subgroups with HR 1.44 (95% CI: 0.83, 2.50)
and HR 1.17 (95% CI: 0.54, 2.55), respectively.

Updated data for the 3 prespecified subgroups of PD-L1 expression negative, low and high (PD-L1
expression <1%, 1-49%, 250%) substantiated the strong effect in PD-L1 highly positive patients but
not in PD-L1 negative and low patients (<1%, 1-49%) where the median PFS was the same for the
tislelizumab+chemo combination as for chemotherapy alone. A shorter median OS was reported for the
PD-L1 negative patients with PD-L1 <1%: 17.1 months for the combination treatment vs 21.7 months
for chemotherapy alone with a HR of 1.44(95% CI: 0.82, 2.50). A shorter median OS was also
observed for patients with PD-L1 1-49%: 21.4 months vs NE, respectively with a HR of 1.17 (95% CI
0.54, 2.55). Patients with missing PD-L1 status were wrongly included in the PD-L1 negative b
subgroup. When analyses were performed after excluding patients with missing PD-L1 statu point
estimate of the OS HR increased to 1.526 (95% CI 0.880, 2.645) in the PD-L1 <1% pqp&

In both subgroups (PD-L1 negative and PD-L1 low), a small ORR treatment d|fferen %7% and
17.9% respectively), a borderline PFS benefit (HR 0.78; 95% CI 0.51, 1.2 and 5% CI 0.49,
1.63, respectively) and a detrimental OS could be observed. It is acknowledg %crossover to
tislelizumab was almost 40% within the trial and 14.5% of the patients recv O outside the trial;
however, similarly high crossover rates to IO were observed in KEYNOTE(& 41.3%) and in
IMpower130 (59.2%). Demonstration of benefit for the addition of tisiélizumnab to chemotherapy in 1L
nsq NSCLC is based on the comparatively rather small pivotal Stu with PFS as primary endpoint.
Efficacy results for patients with PD-L1 <1% or PD-L1 1-49% d show a clinically meaningful
improvement in PFS and indicate a clearly detrimental effec?o
dataset. It is acknowledged that uncertainties remain r @1 inconsistent results in small PD-L1
subgroups of the comparator arm that might have r’\é? mpacted the relative treatment effect of

all survival in a sufficiently mature

tislelizumab. It is also accepted that the study was owered for demonstration of an overall

survival benefit. However, the given deficiencies ¥g the study design cannot be used as an argument to

disregard the data. A lower treatment effect,i -L1 low expression subgroups is considered
biologically plausible and supported by ex evidence. Thus, the detrimental OS effect for patients
with PD-L1 expression cannot be igno sidering the additional toxicity in the combination

treatment setting.

Wording of the indication Q

The benefit of tisIeIizumatXn -squamous NSCLC can therefore not be considered established
neither in PD-L1 negati ients, nor in PD-L1 low patients. As a result, the indication was restricted
to patients whose t o s express PD-L1 in 250%.

reflect that t ients were not candidates for platinum-based chemoradiation, or metastatic
NSCLC

Patients with Q&dvanced NSCLC were included in the indication but further characterised to
r(‘ES t

Patie ith known EGFR/ALK mutations were excluded. This resulted in exclusion of patients with
EGFR and ALK mutations from the wording of the indication.

The final indication wording was agreed as follows:

Tizveni in combination with pemetrexed and platinum-containing chemotherapy is indicated for the
first-line treatment of adult patients with non-squamous NSCLC whose tumours have PD-L1 expression
on 250% of tumour cells with no EGFR or ALK positive mutations and who have:
e Jocally advanced NSCLC and are not candidates for surgical resection or platinum-based
chemoradiation, or
e metastatic NSCLC.

Assessment report
EMA/116407/2024 Page 224/293



2.5.7. Conclusions on the clinical efficacy

A clinically meaningful benefit in overall survival was demonstrated for tislelizumab as monotherapy in
patients with locally advanced or metastatic NSCLC after prior chemotherapy.

A clinically meaningful benefit in PFS assessed by IRC was demonstrated for tislelizumab in
combination with carboplatin and either paclitaxel or nab-paclitaxel in the intended target population of
patients with locally advanced or metastatic squamous NSCLC.

A benefit in PFS assessed by IRC could be shown for tislelizumab in combination with pemetrexed and
platinum containing chemotherapy in the intended target population of patients with locally advanced
or metastatic non-squamous NSCLC in the ITT. However, the benefit in the PD-L1 negative/lowé
patients is not considered established and the indication was restricted to patients whose tu@
express PD-L1 in = 50% of tumour cells. 0\6

N
2.5.8. Clinical safety \QO

Tislelizumab safety data are provided for the treatment of NSCLC as monoth@‘or in combination with

chemotherapy. @

The safety of tislelizumab monotherapy in second-/third-line trea t of patients with previously
treated locally advanced or metastatic NSCLC (“2L+" used as ab, t|on in the following) is
supported by safety data from the

e the pivotal Study 303
e the previously treated NSCLC-specific pool and
e the 200 mg Q3W All Indications pool:

Table 91: Studies providing safety data Kleumab monotherapy

- \\) 303 Study 2L+ NSCLC
@f 200 mg Q3W
elizumab Docetaxel All2 All Indications®
O (N=534) (N=258) (N=636) (N=1534)
K n (%) n (%) n (%) n (%)
Tislelizumab Regimen, n (% Q
200 mg Q3wW 534 (100.0) NA 589 (92.6) 1534 (100.0)
5.0 mg/kg Q3W Q@ 0 (0.0) NA 47 (7.4) 0 (0.0)
The safety of ki qéumab with chemotherapy combinations in first-line treatment of patients with
locally ady, or metastatic squamous and nonsquamous NSCLC is supported by safety data from
o otal Study 307 in squamous NSCLC,

e pivotal Study 304 in nonsquamous NSCLC, and from
e pooling of squamous+non-squamous data (pivotal study 307, pivotal study 304 and supportive
study 206): Full NSCLC Combination Therapy Safety Analysis Set
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Table 92: Studies providing safety data for tislelizumab with chemotherapy combinations

Squamous NSCLC Nonsquamous NSCLC
NSCLC
Studies Study 307 Study 304 Studies Studies
307+304+206 307+304
Arm Arm Arm Arm Arm T+chemo* Chemo**
T+PC  T+nPC PC T+PP PP
n n n n n n n

Safety analysis 120 118 17 222 110 497 227
set
*chemo includes paclitaxel + carboplatin and nab-paclitaxel + carboplatin from Study 307, pemetrexed +
carboplatin/cisplatin from Study 304 and paclitaxel + carboplatin/cisplatin, gemcitabine +
carboplatin/cisplatin, pemetrexed + carboplatin/cisplatin from Study 206

**chemo includes paclitaxel + carboplatin and nab-paclitaxel + carboplatin from Study 307 and pemetrexed +
carboplatin/cisplatin from Study 304. 6
.

At the time of submission, the pivotal studies were ongoing; applied cutoff dates w Aug 2020 for
Study 303 (2L+ NSCLC), 30-Sep 2020 for Study 307 (1L sq NSCLC), and 26- 2020 for Study 304
(1L non-sq NSCLC).

For the monotherapy Study 303, the median follow-up was 11.9 months@é& vs 10.3 months for
tislelizumab vs docetaxel); 20.2% and 4.7% of patients were still on Study treatment at the cutoff
date. For the 1L combination studies 307 and 304, the median followW-up time was 16.9 months for
tislelizumab + chemotherapy groups and 15.6 months for the therapy groups (16.2 months in
squamous and 15.3 months in non-squamous patients); 2 299% of patients in the tislelizumab +
chemotherapy groups were still on study treatment cor\ to 0% with squamous and 5.5% with
non-squamous patients in the chemotherapy groupso

Study 303 recruited patients from 109 centres i ina, Eastern Europe, Turkey and other regions
(Brazil, Mexico, and New Zealand). Studies 30 and 304 were conducted in 46 and 47 centres in

China. 60()
\O
\Q
@
O
DO
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Table 93: Studies providing supportive safety data for tislelizumab

2L monotherapy studies

1L combination

therapy study
302 208 204 102 001 203 206
Phase 1 1l 1l 1]l It Il I
Disease type Advanced Previously treated, uc ST [advanced solid ST (CRC, NSCLC, R/R cHL Locally advanced or

unresectable/ unresectable HCC tumors] (NSCLC, MM, MM, cuSCC, UM, metastatic
metastatic ESCC GC, ESCC, OC, UC, GC, PC, OC, UC, squamous and
HNSCC, RCC, TNBC, HNSCC, RCC, nonsguamous

CRC, SCNEC or other TNBC, HCC, ESCC, NSCLC#

tumors with known MCC, CC, GIST,

MSI-H or dMMR, NPC,
Child-pugh Class A
HCC)

sarcoma, or other
tumors with known
MSI-H or dMMR))

Study design Phase IIl
randomized,
controlled, open-
label, global study
comparing the
efficacy of
tislelizumab vs.
chemotherapy as
second-line
treatment in patients
with recurrent,
advanced,
unresectable or
metastatic ESCC.

Phase Il, open-
label, global study

Phase Il single-arm, Phase l/Il multicenter,
multicenter study to open-label, study in
investigating the evaluate the efficacy Chinese patients with
efficacy, safety, and and safety of advanced solid tumors.
PK of tislelizumab in tislelizumab in The Phase | portion
patients with patients with PD-L1 assessed safety,
previously-treated  high, locally tolerability, PK
HCC. advanced or characteristics,
metastatic urothelial preliminary antitumor
carcinoma whe had activity, and confirmed
progressed during  the MTD, if any, and/or
or following a RP2D of tislelizumab.
platinum-containing The Phase Il portion
regimen was conducted as an
indication-expansion
study to further assess
the safety, PK, and
preliminary efficacy in
patients with malignant
solid tumors, including
cohorts in patients with

Phase |, open-label,
multiple-dose, dose-
escalation and
expansion study
investigating the
safety, tolerability,
PK, and antitumor
activity of
tislelizumab in
patients with
advanced tumors.

Phase Il open-label,

multicenter, single-
arm study to

evaluate the efflcacy

of tislelizumab
therapy in adult
patients with 0

relapsed or
refractory cHL&

Phase |, multi-

erapy as
|ne treatment in
ese patients
with locally
advanced or
metastatic lung
cancer to evaluate
the antitumor activity
of tislelizumab in
combination with
platinum-containing
doublet
chemotherapy.

NSCLC.
Participating China (including China (including China, Korea China us' ;
countries Taiwan), Belgium, Taiwan); Germany, ; ;
Spain, France, UK, Spain, France, UK, Korea; China
ltaly, Japan, Korea, Italy, and Poland (including Taiwan)
USA, Germany AN
Tislelizumab 200 mg Q3W 200 mg Q3W 200 mg Q3W 200mg Q3 mg 0.5/2/5/10 mg/kg 200 mg Q3W 200 mg Q3W
dose regimen 5+D Q3Wx  Q2W, 2/5 mglkg
Q3W and 200 mg
Q3w
Patients in 255 in Tislelizumab 249 h (56 NSCLC) 451 (49 NSCLC) 70 54 (SQ-NSCLC 21,
SAF (N) arm NSQ-NSCLC 16)
Cutoff date 1-Dec-2020 27-Feb-2020 16-Sep- w 31-May-2020 26-Aug-2020 26-Nov-2018 31-Dec-2019

# Study 206 also included a cohort of 17 SCLC patients that were n irgd)d in this analysis.
nt []

T Study 001 is a two-stage study consisting of a Phase |A compo!
*In Study 102, the dose of 200mg W1D1, W5+D1 Q3W mean
CC: cholanglocarcmoma cHL: classical Hodgkin Lymphoma
Esophageal carcinoma; GC: Gastric cancer; GIST: gastraj
MCC: Merkel-cell carcinoma; MM: Melanoma; MSI-H:

lung cancer; NSCLC: Non-small cell lung cancer; OGg

cell neuroendocrine carcinoma; SQ-NSCLC: squ

carcinoma; UM: Uveal melanoma.

Patient exposure Q@'

>

Exposure mon

py 2L+

se escalation and dose-finding, and a Phase 1B component for indication expansion.
ith 200 mg on Day 1 with interval of 4 weeks for Cycle 1 and 3 weeks for cycles thereafter.
olorectal cancer; cuSCC: Squamous cell carcinoma; dMMR: deficient Mismatch Repair; ESCC:
al'stromal tumor; HCC: Hepatocellular carcinoma; HNSCC: Head and neck squamous cell carcinoma;
ellite Instability — High; NPC: Nasopharyngeal carcinoma; NSQ- NSCLC: nonsquamous- non-small cell
Cancer; PC: Pancreatic cancer; RCC: Renal cell carcinoma; R/R: Relapsed or Refractory; SCNEC: Small

on-small cell lung cancer; ST: Advanced solid tumor; TNBC: Triple negative breast cancer; UC: Urothelial

Table 94: E)@\ of treatment exposure
fo
\

303 Study 2L+ NSCLC
200 mg Q3W
Tislelizumab Docetaxel All® All Indications®
(N=534) (N=258) (N=636) (N=1534)
n (%) n (%) n (%) n (%)
Duration of Exposure (Months)
N 534 258 636 1534
Mean (SD) 7.49 (6.831) 3.34 (3.182)  7.77 (7.726) 7.24 (7.285)
Median 5.36 2.10 4.83 4.16
Q1, Q3 2.10, 10.48 1.41, 4.17 2.10, 10.48 2.07, 10.38
Min, Max 0.3, 32.2 0.2,24.3 0.2, 45.5 0.2,41.0

Duration of Exposure (Months), n

(%)
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303 Study 2L+ NSCLC
200 mg Q3W
Tislelizumab Docetaxel All® All Indications®
(N=534) (N=258) (N=636) (N=1534)
n (%) n (%) n (%) n (%)
>= 6 Months 244 (45.7) 36 (14.0) 279 (43.9) 615 (40.1)
>= 12 Months 114 (21.3) 6 (2.3) 139 (21.9) 340 (22.2)
>= 18 Months 52 (9.7) 2 (0.8) 70 (11.0) 155 (10.1)
>= 24 Months 19 (3.6) 1(0.4) 35 (5.5) 65 (4.2)
>= 30 Months 6 (1.1) 0 (0.0) 17 (2.7) 26 (1.7)
Number of Cycle Received, n (%)
1 -< 4 Cycles 164 (30.7) 150 (58.1) 199 (31.3) 514 (3®
4 -< 8 Cycles 103 (19.3) 69 (26.7) 133 (20.9) 360
8 -< 12 Cycles 85 (15.9) 18 (7.0) 91 (14.3) .7)
12 -< 18 Cycles 72 (13.5) 14 (5.4) 78 (12.3) ¢ (10.0)
18 -< 36 Cycles 96 (18.0) 7 (2.7) 107 (16.8) 8 (18.1)
>= 36 Cycles 14 (2.6) 0 (0.0) 28 (4.4) O 49 (3.2)
Relative Dose Intensity (RDI)(%)¢ Q
Mean (SD) 97.28 (5.350) 93.89 (8.978) 97.17 &) 97.16 (6.374)
Median 99.51 98.44 100.00
Q1, Q3 96.43, 100.00 89.08, 100.00K 96.92, 100.00
Min, Max 60.4, 106.8 61.8,106.8/'9) 53.8, 106.8 46.2, 107.7

Exposure combination therapy 1L

Exposure to tislelizumab
Table 95: Extent of treatment exposure to tis

\0(\

mab (1L NSCLC Safety Analysis Set)

w\cic NSQ-NSCLC NSCLC
307 307 304 307&304&206
T+ T+nPC T+PP T+chemo”
(h ) (N = 118) (N = 222) (N = 497)
n (%) n (%) n (%) n (%)
Number of Treatment Cycles ud
Mean (SD) K 4.0 (8.71) 14.1 (9.02) 13.0 (8.78) 13.7 (9.19)
Median Q 13.0 13.0 10.5 12.0
Q1, Q3 \ 8.0, 20.5 7.0, 22.0 6.0, 21.0 6.0, 21.0
Min, Max @ 1,32 1,32 1,37 1,40
Duration of Exposure@ths)
Mean (SD) . 0 10.47 (6.631) 11.03 (6.850) 9.94 (6.631) 10.47 (6.881)
Median \ 9.25 10.17 7.85 9.00
Q1, Q3 6 5.49, 16.64 5.29, 16.79 4.44,16.36 4.99, 16.56
Min, Max @ 0.7, 23.2 0.7, 24.1 0.7,27.1 0.7, 28.3
Dura xposure, n (%)
< 1 mon 6 (5.0) 6 (5.1) 14 (6.3) 28 (5.6)
1 - <3 months 16 (13.3) 11 (9.3) 24 (10.8) 55 (11.1)
3 - <6 months 15 (12.5) 25 (21.2) 39 (17.6) 87 (17.5)
6 - <12 months 37 (30.8) 29 (24.6) 65 (29.3) 139 (28.0)
12 - <18 months 24 (20.0) 23 (19.5) 49 (22.1) 101 (20.3)
18 - <24 months 22 (18.3) 22 (18.6) 29 (13.1) 76 (15.3)
> 24 months 0 (0.0) 2 (1.7) 2 (0.9) 11 (2.2)
Duration of Exposure, n (%)
> 6 months 83 (69.2) 76 (64.4) 145 (65.3) 327 (65.8)
> 12 months 46 (38.3) 47 (39.8) 80 (36.0) 188 (37.8)
> 18 months 22 (18.3) 24 (20.3) 31 (14.0) 87 (17.5)
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SQ-NSCLC NSQ-NSCLC NSCLC
307 307 304 307&304&206
T+PC T+nPC T+PP T+chemo”
(N =120) (N =118) (N = 222) (N = 497)
n (%) n (%) n (%) n (%)
> 24 months 0 (0.0) 2(1.7) 2 (0.9) 11 (2.2)
> 30 months 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Number of Cycle Received, n (%)
1 - <4 cycles 20 (16.7) 16 (13.6) 27 (12.2) 66 (13.3)
4 - <8 cycles 9 (7.5) 21 (17.8) 44 (19.8) 82 (16.5)
8 - <12 cycles 24 (20.0) 16 (13.6) 48 (21.6) 95 (19.1)
12 - <18 cycles 27 (22.5) 23 (19.5) 35 (15.8) 90 (1
18 - <36 cycles 40 (33.3) 42 (35.6) 67 (30.2) 16
> 36 cycles 0 (0.0) 0 (0.0) 1 (0.5) )
Relative Dose Intensity (%) ® ’\6
n 120 118 222 K 497
Mean (SD) 93.17 (8.125) 88.20 (9.619) 91.36 (8.626 91.18 (8.843)
Median 96.18 90.98 93.75 93.75
Q1, Q3 89.18, 99.24 82.89, 94.65 86.30,& 86.84, 97.95
Min, Max 62.7, 107.7 54.5, 100.0 54.5, 107.7

the planned dose intensity (mg/cycle).

Exposure to chemotherapy

Table 96: Extent of treatment exposure to paclitaxe

Analysis Set)

57.
a Relative dose intensity (%) was defined as the ratio of the actual dot%sity (mg/cycle) versus

-paclitaxel (1L NSCLC Safety

SQ-NSCLC
307 307
ssr: T+nPC PC
C)‘. 120) (N =118) (N =117)
A (%) n (%) n (%)
Number of Treatment Cycles \}
n b 120 118 117
Mean (SD) 4.6 (1.56) 4.0 (1.38) 4.5 (1.47)
Median K 4.5 4.0 4.0
Q1, Q3 Q 4.0, 6.0 3.0, 5.0 4.0, 6.0
Min, Max \ 1,6 1,6 1,6
Duration of Exposure s)
n ’\ 120 118 117
Mean (SD) . 0 3.36 (1.196) 3.24 (1.191) 3.22 (1.131)
Median 6\ 3.47 3.22 3.09
Q1, Q3 2.76, 4.22 2.76, 3.94 2.76, 4.17
Min, Ma @ 0.7,5.6 0.7,5.7 0.1,5.2
Num ycle Received, n (%)
1 - <4 cycles 21 (17.5) 32 (27.1) 22 (18.8)
4 - <8 cycles 99 (82.5) 86 (72.9) 95 (81.2)
> 8 cycles 0 (0.0) 0 (0.0) 0 (0.0)
Relative Dose Intensity (%)
Mean (SD) 91.39 (9.700) 59.93 (16.360) 93.22 (8.572)
Median 94.83 60.79 97.67
Q1, Q3 85.69, 99.37 47.73, 70.00 88.11, 100.00
Min, Max 62.2,104.2 23.3,100.0 62.1, 105.5
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Table 97: Extent of treatment exposure to cisplatin/carboplatin (1L NSCLC Safety Analysis

Set)
SQ-NSCLC NSQ-NSCLC NSCLC
307 307 307 304 304 30783048206 3078304
T+PC T+nPC PC T+PP PP T+chemo’ chemo™
(N =120) (N =118) (N=117) (N =222) (N=110) (N = 497) (N=227)
n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number of Treatment Cycles
n 120 118 117 222 110 497 227
Mean (SD) 4.6 (1.54) 4.0 (1.33) 4.5 (1.48) 4.3 (1.37) 3.9 (1.38) 4.3 (1.42) 4.2 (1.46)
Median 45 40 40 40 40 4, 40
Q1,Q3 40,6.0 3.0,5.0 40,6.0 4.0,6.0 40,40 4 4.0,6.0
Min, Max 1,6 1,6 1,6 1,6 1,6 1,6
Relative Dose Intensity (%) *
n 120 118 117 222 110 LN 407 227
Mean (SD) 9252(9.122) 83.25(12.763) 94.59 (9.877) 92.83(11.492) 93.00 (10.188) ) ©0.94 (11.772)  93.82(10.038)
Median 94.81 82.56 96.68 95.51 NQ‘" 94.14 96.09
Q1,Q3 86.64,99.77 | 73.78,9519 89.11,100.00 86.48, 100.10  86. ;K; ) 84.12,99.93  88.29,100.00
Min, Max 63.5,110.1  47.0,1059  51.7,123.0  46.8,1244  6Q.7y13.2 46.8,124.4 51.7,123.0

*chemo includes paclitaxel + carboplatin and nab-paclitaxel + carboplatin from study 307, pemetr%
Sp!

paclitaxel + carboplatin/cisplatin, gemcitabine + carboplatin/cisplatin, pemetrexed + carboplatinici
**chemo includes paclitaxel + carboplatin and nab-paclitaxel + carboplatin from study 307

o(g

Adverse events

Analysis of adverse events

Treatment emergent adverse events (TEAE) were s
and preferred term (PT) using MedDRA version
CTCAE v4.03 for Studies 303 and 206 and N

In the pivotal Studies 303, 304 and 3 7@
of study drug or initiation of new anti t
last dose of tislelizumab, regardle

A patient reporting the same

e Monotherapy 2L+ ($

The following tables

verall summary of treatment-emergent adverse events

from study 206.

arised by MedDRA system organ class (SOC)

ZQAES were graded by the investigators using NCI
CTCAE v5.0 for Studies 304 and 307.

s were reported until either 30 days after the last dose
herapy; all imAEs were reported until 90 days after the
ether or not the patient started a new anticancer therapy.

re than once is counted only once when calculating the incidence.

vided for the 2/3L NSCLC Safety Analysis Set as described above.

arboplatin/cisplatin from study 304 and

metrexed + carboplatin/cisplatin from study 304.

303 Study 2L+ NSCLC 200 mg Q3W
All

Tislelizumab Docetaxel All Indications

(N=534) (N=258) (N=636) (N=1534)
n (%) n (%) n (%) n (%)

Patients with at least one TEAE 509 (95.3) 254 (98.4) 610 (95.9) 1468 (95.7)
Treatment-related TEAE 390 (73.0) 242 (93.8) 457 (71.9) 1125 (73.3)
TEAE with Grade 3 or Higher 206 (38.6) 193 (74.8) 256 (40.3) 669 (43.6)
Treatment-related TEAE with > Grade 3 77 (14.4) 171 (66.3) 93 (14.6) 250 (16.3)
Serious TEAE 174 (32.6) 83 (32.2) 213 (33.5) 516 (33.6)
Treatment-related Serious TEAE 67 (12.5) 59 (22.9) 78 (12.3) 175 (11.4)
TEAE Leading to Death 32 (6.0) 11 (4.3) 37 (5.8) 127 (8.3)
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303 Study 2L+ NSCLC 200 mg Q3W

All
Tislelizumab Docetaxel All Indications
(N=534) (N=258) (N=636) (N=1534)
n (%) n (%) n (%) n (%)
Treatment-related TEAE Leading to Death 8 (1.5) 4 (1.6) 9(1.4) 20 (1.3)
TEAE Leading to Treatment Discontinuation 56 (10.5) 32 (12.4) 69 (10.8) 190 (12.4)
Treatment-related TEAE Leading to Treatment 32 (6.0) 25 (9.7) 40 (6.3) 85 (5.5)
Discont.
TEAE Leading to Dose Modification 119 (22.3) 89 (34.5) 152 (23.9) 398 (25.9)
Treatment-related TEAE Leading to Dose 68 (12.7) 77 (29.8) 83 (13.1) 235 (15.3)
Modification
Immune-mediated TEAE 104 (19.5) NA 126 (19.8) 276 .0)
Immune-mediated TEAE with = Grade 3 35 (6.6) NA 43 (6.8) )
Serious Immune-mediated TEAE 40 (7.5) NA 44 (6.9) . 5.9)
Immune-mediated TEAE Leading to Death 2(0.4) NA 3(0.5) \66 (0.4)
Infusion-related Reaction 5(0.9) 9 (3.5) 7 (1.1 K 54 (3.5)
Infusion-related Reaction with > Grade 3 0 (0.0) 0 (0.0) 4 (0.3)
For Tisle, TEAE leading to the dose modification is defined as a TEAE with action taken ‘& aelay", "Dose
delayed", "Drug interrupted"”, "Dose interrupted"”, "Dose held/interrupted" or "Infusion ecrease" by

or "Dose Reduction" by investigator.
For each row category, a pt with multiple AEs in that category is counted only{dnce.

&

Table 99: Most common TEAEs by SOC and PT (= 10?\Qlents in any group)
A N

investigator; for Docetaxel, as a TEAE with action taken "Dose delay", "Dose inter% 27 "Infusion rate decrease"

Most common AEs

_3038tudy 2L+ NSCLC 500 1o 63w
Tislel ab Docetaxel All All Indications
System Organ Class ) (N=258) (N=636) (N=1534)
Preferred Term (%) n (%) n (%) n (%)
Patients with at least one TEAE NOQ (95.3) 254 (98.4) 610 (95.9) 1468 (95.7)
Investigations 311 (58.2) 174 (67.4) 365 (57.4) 901 (58.7)
Alanine aminotransferase increased 60 106 (19.9) 38 (14.7) 121 (19.0) 295 (19.2)
Aspartate aminotransferase increase 101 (18.9) 31 (12.0) 121 (19.0) 320 (20.9)
Weight decreased b 81 (15.2) 26 (10.1) 104 (16.4) 216 (14.1)
White blood cell count decreas K 20 (3.7) 74 (28.7) 25 (3.9) 101 (6.6)
Neutrophil count decrease 15 (2.8) 95 (36.8) 17 (2.7) 65 (4.2)
Respiratory, thoracic and xtinal disorders 253 (47.4) 111 (43.0) 304 (47.8) 558 (36.4)
Cough . % 104 (19.5) 40 (15.5) 122 (19.2) 237 (15.4)
Dyspnoea \Q 61 (11.4) 32 (12.4) 73 (11.5) 113 (7.4)
Haemoptysis, ¢ 0 57 (10.7) 22 (8.5) 66 (10.4) 88 (5.7)
Metabolism a ition disorders 252 (47.2) 118 (45.7) 298 (46.9) 659 (43.0)
Decrease ite 82 (15.4) 59 (22.9) 99 (15.6) 221 (14.4)
Hypoa iaemia 70 (13.1) 41 (15.9) 87 (13.7) 174 (11.3)
Hy caemia 56 (10.5) 29 (11.2) 60 (9.4) 111 (7.2)
Hyponatraemia 49 (9.2) 29 (11.2) 55 (8.6) 130 (8.5)
General disorders and administration site 215 (40.3) 132 (51.2) 254 (39.9) 646 (42.1)
conditions
Asthenia 67 (12.5) 56 (21.7) 68 (10.7) 152 (9.9)
Pyrexia 56 (10.5) 26 (10.1) 70 (11.0) 236 (15.4)
Gastrointestinal disorders 194 (36.3) 127 (49.2) 245 (38.5) 683 (44.5)
Constipation 65 (12.2) 42 (16.3) 84 (13.2) 181 (11.8)
Nausea 59 (11.0) 41 (15.9) 76 (11.9) 151 (9.8)
Diarrhoea 35 (6.6) 35 (13.6) 45 (7.1) 136 (8.9)
Blood and lymphatic system disorders 179 (33.5) 174 (67.4) 208 (32.7) 509 (33.2)
Anaemia 152 (28.5) 112 (43.4) 178 (28.0) 422 (27.5)
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303 Study 2L+ NSCLC

200 mg Q3W
Tislelizumab Docetaxel All All Indications
System Organ Class (N=534) (N=258) (N=636) (N=1534)
Preferred Term n (%) n (%) n (%) n (%)
Leukopenia 15 (2.8) 69 (26.7) 17 (2.7) 44 (2.9)
Neutropenia 9 (1.7) 81 (31.4) 11 (1.7) 25 (1.6)
Febrile neutropenia 0 (0.0) 33 (12.8) 0 (0.0) 0 (0.0)
Infections and infestations 151 (28.3) 77 (29.8) 191 (30.0) 472 (30.8)
Pneumonia 61 (11.4) 36 (14.0) 72 (11.3) 142 (9.3)
Upper respiratory tract infection 47 (8.8) 25 (9.7) 64 (10.1) 131 (8.5)
Skin and subcutaneous tissue disorders 102 (19.1) 135 (52.3) 135 (21.2)
Pruritus 37 (6.9) 5(1.9) 49 (7.7)
Alopecia 5(0.9) 122 (47.3) 8 (1.3)
Endocrine disorders 79 (14.8) 2 (0.8) 95 (14.9) .
Hypothyroidism 57 (10.7) 2 (0.8) 68 (10.7) .f\ 4 (12.0)
g
Most common related AEs O
Table 100: Most common treatment-related TEAEs by SOC and PT (> /o patients in any
group)
303 study 2L+ NSCLC 200 mg Q3W
A All
Tislelizumab axel All Indications
System Organ Class (N=534) 258) (N=636) (N=1534)
Preferred Term n (%) (%) n (%) n (%)
Patients with at least one Treatment-related TEAE 390 7@\ 242 (93.8) 457 (71.9) 1125 (73.3)
Investigations 224 ( 151 (58.5) 257 (40.4) 598 (39.0)
Alanine aminotransferase increased 6.1) 33 (12.8) 101 (15.9) 220 (14.3)
Aspartate aminotransferase increased 14.4) 29 (11.2) 94 (14.8) 228 (14.9)

White blood cell count decreased 12 (2.2) 73 (28.3) 13 (2.0) 72 (4.7)

Neutrophil count decreased g}' 8 (1.5) 93 (36.0) 9 (1.4) 44 (2.9)
Y

General disorders and administration site 105 (19.7) 97 (37.6) 118 (18.6) 325 (21.2)
Asthenia b

39 (7.3) 44 (17.1) 40 (6.3) 84 (5.5)
Metabolism and nutrition disorders 92 (17.2) 80 (31.0) 99 (15.6) 238 (15.5)
Decreased appetite go 33 (6.2) 48 (18.6) 36 (5.7) 91 (5.9)
Skin and subcutaneous tissue di 80 (15.0) 129 (50.0) 103 (16.2) 281 (18.3)
Alopecia \ 4 (0.7) 119 (46.1) 7 (1.1) 5(0.3)
Endocrine disorders @ 78 (14.6) 0 (0.0) 93 (14.6) 223 (14.5)
Hypothyroidism Q 57 (10.7) 0 (0.0) 68 (10.7) 171 (11.1)
Blood and lymphati N disorders 76 (14.2) 161 (62.4) 82 (12.9) 212 (13.8)
Anaemia ‘\C 59 (11.0) 98 (38.0) 64 (10.1) 156 (10.2)
Leukopenia 6 11 (2.1) 67 (26.0) 13 (2.0) 34 (2.2)
Neutro, er@ 5 (0.9) 78 (30.2) 7 (1.1) 20 (1.3)
Febgile penia 0 (0.0) 33 (12.8) 0 (0.0) 0 (0.0)
Gastr tinal disorders 69 (12.9) 96 (37.2) 84 (13.2) 226 (14.7)
Nausea 28 (5.2) 33 (12.8) 34 (5.3) 62 (4.0)
Diarrhoea 18 (3.4) 29 (11.2) 22 (3.5) 70 (4.6)
Constipation 12 (2.2) 27 (10.5) 14 (2.2) 28 (1.8)

Table 101: Examples of all-cause and related PTs, Study 303
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Preferred Term All-cause Related

Tislelizumab Docetaxel Tislelizumab Docetaxel
(N =534) (N = 258) (N =534) (N =534)

n (%) n (%) n (%) n (%)

Anaemia 152 (28.5) 112 (43.4) 59 (11.0) 98 (38.0)
Decreased appetite 82 (15.4) 59 (22.9) 33 (6.2) 48 (18.6)
Weight decreased 81 (15.2) 26 (10.1) 13 (2.4) 18 (7.0)
Fatigue 28 (5.2) 25 (9.7) 16 (3.0) 22 (8.5)
Nausea 59 (11.0) 41 (15.9) 28 (5.2) 33 (12.8)
Diarrhoea 35 (6.6) 35 (13.6) 18 (3.4) 29 (11.2)

Pneumonia 61 (11.4) 36 (14.0) 7 (1.3)

Grade = 3 AEs (all-cause)

Table 102: CTCAE Grade 3 or higher TEAEs by SOC and PT (1% patients ||®g

168
Q)@

group)
200 mg
303 Study ~ CLC Q3w
All
Tislelizumab Doce@) All Indications
System Organ Class (N=534) ({:2 (N=636) (N=1534)
Preferred Term n (%) _n (%) n (%) n (%)
Patients with at least one Grade 3 or Higher TEAE 206 (38.6) ‘(74.8) 256 (40.3) 669 (43.6)
Respiratory, thoracic and mediastinal disorders 58 (10.9 Q 19 (7.4) 65 (10.2) 105 (6.8)
Dyspnoea 9 (l.é 6 (2.3) 10 (1.6) 19 (1.2)
Pneumonitis @} 0(0.0) 11(1.7) 16 (1.0)
Haemoptysis 1) 3(1.2) 6 (0.9) 7 (0.5)
Interstitial lung disease 06 (1.1) 0 (0.0) 6 (0.9) 9 (0.6)
Respiratory failure Q 5 (0.9) 3(1.2) 7 (1.1) 10 (0.7)
Infections and infestations \ 47 (8.8) 38 (14.7) 58 (9.1) 125 (8.1)
Pneumonia () 38 (7.1) 24 (9.3) 45 (7.1) 72 (4.7)
Upper respiratory tract infection Q 5 (0.9) 10 (3.9) 5(0.8) 11 (0.7)
Investigations 6 40 (7.5) 82 (31.8) 51 (8.0) 174 (11.3)
Lymphocyte count decreased O 8 (1.5) 8 (3.1) 9(1.4) 16 (1.0)
Gamma-glutamyltransferase incre% 6 (1.1) 1(0.4) 8 (1.3) 32 (2.1)
Aspartate aminotransferase |n 5(0.9) 1(0.4) 9 (1.4) 40 (2.6)
Blood alkaline phosphatase“igcrea 5(0.9) 0 (0.0) 5(0.8) 17 (1.1)
Alanine aminotransferasd’i ased 4 (0.7) 0 (0.0) 7 (1.1) 22 (1.4)
Blood bilirubin increa 4 (0.7) 1 (0.4) 4 (0.6) 21 (1.4)
Weight decrease 4 (0.7) 0 (0.0) 7 (1.1) 10 (0.7)
Neutrophil co eased 3 (0.6) 71 (27.5) 4 (0.6) 11 (0.7)
White blood &unt decreased 1(0.2) 47 (18.2) 1 (0.2) 8 (0.5)
Metab i d nutrition disorders 37 (6.9) 27 (10.5) 47 (7.4) 129 (8.4)
Hyper emla 8 (1.5) 3(1.2) 9 (1.4) 16 (1.0)
Hyp aemia 8 (1.5) 11 (4.3) 8 (1.3) 39 (2.5)
Hypokalaemia 7 (1.3) 6 (2.3) 9 (1.4) 23 (1.5)
Decreased appetite 5 (0.9) 3(1.2) 5(0.8) 15 (1.0)
Hypercalcaemia 5 (0.9) 1(0.4) 9(1.4) 14 (0.9)
Hypochloraemia 1 (0.2) 3(1.2) 1(0.2) 3(0.2)
Hypophosphataemia 0 (0.0) 3(1.2) 0 (0.0) 5(0.3)
Blood and lymphatic system disorders 26 (4.9) 111 (43.0) 30 (4.7) 96 (6.3)
Anaemia 18 (3.4) 16 (6.2) 21 (3.3) 75 (4.9)
Neutropenia 3 (0.6) 72 (27.9) 4 (0.6) 8 (0.5)
Thrombocytopenia 2 (0.4) 3(1.2) 2 (0.3) 5(0.3)
Leukopenia 1 (0.2) 41 (15.9) 2 (0.3) 3(0.2)
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2L+ 200 mg
303 Study NSCLC Q3w
All
Tislelizumab Docetaxel All Indications
System Organ Class (N=534) (N=258) (N=636) (N=1534)
Preferred Term n (%) n (%) n (%) n (%)
Febrile neutropenia 0 (0.0) 33 (12.8) 0 (0.0) 0 (0.0)
General disorders and administration site 24 (4.5) 28 (10.9) 26 (4.1) 77 (5.0)
conditions
Asthenia 6 (1.1) 14 (5.4) 6 (0.9) 13 (0.8)
Fatigue 3 (0.6) 8 (3.1) 3 (0.5) 10 (0.7)
Cardiac disorders 17 (3.2) 6 (2.3) 20 (3.1) 30 (2.0)
Pericardial effusion 6(1.1) 1(0.4) 6 (0.9) 8 )
Vascular disorders 14 (2.6) 3(1.2) 17 (2.7) 6)
Hypertension 13 (2.4) 1(0.4) 15 (2.41) (1.8)
Gastrointestinal disorders 12 (2.2) 11 (4.3) 18 (2. \ 15 (7.5)
Diarrhoea 4 (0.7) 5(1.9) 4 12 (0.8)
Dysphagia 1 (0.2) 0 (0.0) 21 (1.4)
Ascites 0 (0.0) 0 (0.0) \f3 .0) 18 (1.2)
Musculoskeletal and connective tissue disorders 10 (1.9) 4 (1.60 (2.0) 32 (2.1)
Pain in extremity 1 (0.2) 3( 2 (0.3) 3(0.2)

Grade =3 AEs (related)

Table 103: Treatment-related CTCAE Grade = 3 TEAEs

o

and PT (21% patients in any

group) \O
~ 303 Study 2L+ NSCLC 500 10 03w
Q‘#ﬁiumab Docetaxel All All Indications
System Organ Class (N=534) (N=258) (N=636) (N=1534)
Preferred Term \9 n (%) n (%) n (%) n (%)
Patients with at least one Grade 3 or Higher () 77 (14.4) 171 (66.3) 93 (14.6) 250 (16.3)
Treatment-related TEAE
Respiratory, thoracic and mediastinal dia@g 28 (5.2) 6 (2.3) 30 (4.7) 44 (2.9)
Pneumonitis O 9 (1.7) 0 (0.0) 11 (1.7) 16 (1.0)
Interstitial lung disease K 6 (1.1) 0 (0.0) 6 (0.9) 9 (0.6)
Investigations g 19 (3.6) 79 (30.6) 24 (3.8) 79 (5.1)
Alanine aminotransferase iNas 4 (0.7) 0 (0.0) 7 (1.1) 15 (1.0)
Aspartate aminotransfer reased 4 (0.7) 1 (0.4) 8 (1.3) 22 (1.4)
Lymphocyte count«dedreased 3 (0.6) 8 (3.1) 3 (0.5) 8 (0.5)
Neutrophil cou‘nt ed 1(0.2) 70 (27.1) 1(0.2) 6 (0.4)
White blood I\ decreased 1(0.2) 46 (17.8) 1(0.2) 4 (0.3)
Blood and Iyn%i}ic system disorders 6 (1.1) 106 (41.1) 7 (1.1) 30 (2.0)
Anaengia 5 (0.9) 12 (4.7) 5(0.8) 21 (1.4)
T openia 1(0.2) 3(1.2) 1(0.2) 2 (0.1)
Febr! eutropenia 0 (0.0) 33 (12.8) 0 (0.0) 0 (0.0)
Leukopenia 0 (0.0) 40 (15.5) 1(0.2) 2 (0.1)
Neutropenia 0 (0.0) 70 (27.1) 1(0.2) 5(0.3)
General disorders and administration site conditions 6 (1.1) 21 (8.1) 6 (0.9) 15 (1.0)
Asthenia 1(0.2) 10 (3.9) 1(0.2) 1(0.1)
Fatigue 0 (0.0) 7 (2.7) 0 (0.0) 3(0.2)
Metabolism and nutrition disorders 6 (1.1) 13 (5.0) 7 (1.1) 27 (1.8)
Hyponatraemia 1 (0.2) 6 (2.3) 1 (0.2) 8 (0.5)
Infections and infestations 5(0.9) 19 (7.4) 7 (1.1) 18 (1.2)
Pneumonia 5(0.9) 14 (5.4) 6 (0.9) 13 (0.8)
Gastrointestinal disorders 4 (0.7) 9 (3.5) 7 (1.1) 23 (1.5)
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303 Study 2L+ NSCLC

200 mg Q3W
Tislelizumab Docetaxel All All Indications
System Organ Class (N=534) (N=258) (N=636) (N=1534)
Preferred Term n (%) n (%) n (%) n (%)
Diarrhoea 2 (0.4) 5(1.9) 2 (0.3) 6 (0.4)

e Combination therapy 1L
The following tables are provided for the 1L NSCLC Safety Analysis Set as described above.

Summary of AEs

Table 104: Overall summary of treatment-emergent adverse events (1L NSCLC Saf
Analysis Set)

L 2
SQ-NSCLC NSQ-NSCLC { Ns€Lc
307 304 >
307 T+nPC 307 304 PP 48206 3078304
T+PC (N = PC T+PP (N = +chemo® chemo™*
(N =120) 118) (N=117)(N = 222) 11 N = 497) (N = 227)
n(%) n(%) n(%) n(%) n n (%) n (%)
Patients With at Least One TEAE 120 (100.0) 117 117 222 d 496 (99.8) 226 (99.6)
(99.2)  (100.0) (100.0)&(99.1)
Treatment-Related 119 (99.2) 117 117 22 107 495 (99.6) 224 (98.7)
(99.2)  (100.0) ( (97.3)
Tislelizumab-Related 105 (87.5) 105 NA ) NA  431(86.7) NA
(89.0)
Chemotherapy-Related 119 (99.2) 117 1% 21(99.5) 107 492 (99.0) 224 (98.7)
(99.2)  (100. (97.3)
> Grade 3 TEAEs 107 (89.2) 103 98 (B4.6) 154 (69.4)62 (56.4) 394 (79.3) 161 (70.9)
(87.3)
Treatment-Related 104 (86.7) 99 (83.9) %94 (80.3) 143 (64.4)51 (46.4) 372 (74.8) 145 (63.9)
Tislelizumab-Related 46 (38.3) 51@. ) NA  74(333) NA 177 (35.6) NA
Chemotherapy-Related 102 (85.0@ 2) 94 (80.3) 137 (61.7)51 (46.4) 359 (72.2) 145 (63.9)
Serious TEAEs 52 (43® (42.4) 29 (24.8) 87 (39.2) 25 (22.7) 199 (40.0) 54 (23.8)
Treatment-Related 31 31 (26.3) 17 (14.5) 52 (23.4) 15 (13.6) 123 (24.7) 32 (14.1)
Tislelizumab-Related 3& J8) 22 (18.6) NA  41(18.5) NA 95 (19.1) NA
Chemotherapy-Related 15.0) 25(21.2) 17 (14.5) 36 (16.2) 15 (13.6) 82 (16.5) 32 (14.1)
TEAEs Led to Death \ 4(3.3) 7(59) 5(4.3) 9(41) 2(1.8) 21(4.2) 7 (3.1)
Treatment-Related 1(0.8) 2(1.7) 3(2.6) 4(1.8) 1(0.9)  8(L.6) 4 (1.8)
Tislelizumab-Related, 1(0.8) 2(1.7)  NA 4(1.8)  NA 8 (1.6) NA
Chemotherapy-Rela 1(0.8) 2(1.7) 3(2.6) 1(0.5) 1(0.9)  4(0.8) 4 (1.8)

TEAEs Led to

‘r\ atment 21 (17.5) 38 (32.2) 18 (15.4) 68 (30.6) 11 (10.0) 141 (28.4) 29 (12.8)

Led to Tisle 17 (14.2) 15 (12.7) NA 32 (14.4) NA 71 (14.3) NA
Disconti

Led otherapy 11 (9.2) 31 (26.3) 18 (15.4) 58 (26.1) 11 (10.0) 111 (22.3) 29 (12.8)
Discon

TEAEs Led to Any Treatment 77 (64.2) 109 51 (43.6) 158 (71.2)57 (51.8) 366 (73.6) 108 (47.6)
Modification ® (92.4)

Led to Tislelizumab Modification 57 (47.5) 94 (79.7) NA 142 (64.0) NA 312 (62.8) NA
Led to Chemotherapy Modification 65 (54.2) 108 49 (41.9) 148 (66.7)57 (51.8) 339 (68.2) 106 (46.7)
(91.5)

Infusion-Related Reaction 5(4.2) 5(4.2) 4 (3.4) 2 (0.9) 1 (0.9) 14 (2.8) 5(2.2)
Immune-mediated TEAEs 36 (30.0) 30 (25.4) NA 55 (24.8) NA 127 (25.6) NA

> Grade 3 13 (10.8) 12 (10.2) NA 24 (10.8) NA 52 (10.5) NA
Led to Death 0 (0.0) 1(0.8) NA 4 (1.8) NA 6 (1.2) NA
Serious 13 (10.8) 14 (11.9) NA 23 (10.4) NA 54 (10.9) NA
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SQ-NSCLC NSQ-NSCLC NSCLC
307 304
307 T+nPC 307 304 PP 307&304&%206 307304
T+PC (N = PC T+PP (N = T+chemo® chemo**
(N =120) 118) (N =117)(N =222) 110) (N =497) (N = 227)
n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Led to Tislelizumab 8 (6.7) 8 (6.8) NA 18 (8.1) NA 38 (7.6) NA
Discontinuation
Led to Tislelizumab Modification 14 (11.7) 18 (15.3) NA 27 (12.2) NA 62 (12.5) NA
Treated With Systemic 22 (18.3) 22 (18.6) NA 39 (17.6) NA 88 (17.7) NA
Corticosteroids/Immunosuppr.
Drugs
Treated with hormone treatment 18 (15.0) 11 (9.3) NA 22 (9.9) NA 53 (10.7) A
for selected endocrinopathies
categories [}
2 Treatment modification included dose interruption, dose delay, infusion rate decreased and dose modification wn@
chemotherapy). K\
Table 105: Overall summary of TEAEs, squamous vs hon-squamous ®
\ -
3078206, \ ) 3048206
T+chem T+PP
(N = 259 (N = 238)
n (%)
Patients With at Least One TEAE 9.6) 238 (100.0)
Treatment-Related (99.2) 238 (100.0)
Tislelizumab-Related 228 (88.0) 203 (85.3)
Chemotherapy-Related \O 256 (98.8) 236 (99.2)
> Grade 3 TEAEs 228 (88.0) 166 (69.7)
Treatment-Related O 218 (84.2) 154 (64.7)
Tislelizumab-Related Q 101 (39.0) 76 (31.9)
Chemotherapy-Related \ 213 (82.2) 146 (61.3)
Serious TEAEs () 108 (41.7) 91 (38.2)
Treatment-Related Q 68 (26.3) 55 (23.1)
Tislelizumab-Related 6 52 (20.1) 43 (18.1)
Chemotherapy-Related O 45 (17.4) 37 (15.5)
TEAEs Led to Death K 12 (4.6) 9 (3.8)
Treatment-Related Q 4 (1.5) 4 (1.7)
Tislelizumab-Related \ 4 (1.5) 4 (1.7)
Chemotherapy-Related Q 3(1.2) 1(0.4)
TEAEs Led to Any Treatme iscontinuation 70 (27.0) 71 (29.8)
Led to Tislelizum‘ab % inuation 38 (14.7) 33 (13.9)
Led to Chemot iscontinuation 51 (19.7) 60 (25.2)
TEAEs Led to eatment Modification 197 (76.1) 169 (71.0)
Led to T§ ab Modification 159 (61.4) 153 (64.3)
Led therapy Modification 183 (70.7) 156 (65.5)
Infusio lated Reaction 12 (4.6) 2 (0.8)
Immune-mediated TEAEs 71 (27.4) 56 (23.5)
> Grade 3 27 (10.4) 25 (10.5)
Led to Death 2 (0.8) 4 (1.7)
Serious 30 (11.6) 24 (10.1)
Led to Tislelizumab Discontinuation 20 (7.7) 18 (7.6)
Led to Treatment Modification of Tislelizumab 34 (13.1) 28 (11.8)
Treated With Systemic Corticosteroids/Immunosuppressive 48 (18.5) 40 (16.8)
Drugs
Treated with hormone treatment for selected endocrinopathies 31 (12.0) 22 (9.2)

categories
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Most common AEs

Table 106: Most common AEs by PT (210.0% pat. In NSCLC T+Chemo group)

SQ-NSCLC NSQ-NSCLC NSCLC
307 307 307 304 304
T+PC T+nPC PC T+PP PP 307&304&206 307&304
(N = (N = (N = (N= (N = T+chemo® chemo™*
120) 118) 117) 222) 110) (N =497) (N =227)
Preferred Term n(%) n(%) n(%) n(%) n(%) n (%) n (%)
Patients With at Least One TEAE 120 117 117 222 109 496 (99.8) 226 (99.6)
(100.0) (99.2) (100.0) (100.0) (99.1)
Anaemia 107 111 94 (80.3) 186 85 433 (87.1) 179 (78.9)
(89.2) (94.1) (83.8) (77.3)
Neutrophil count decreased 78 (65.0)72 (61.0)68 (58.1) 146 55 323 (65.0) (54.2)
(65.8) (50.0) . %
White blood cell count decreased 67 (55.8)68 (57.6)62 (53.0) 158 62 320 124 (54.6)
(71.2) (56.4)
Platelet count decreased 44 (36.7)52 (44.1)29 (24.8) 121 46 6.9) 75 (33.0)
(54.5) (41.8
Alanine aminotransferase increased 56 (46.7)43 (36.4)27 (23.1) 115 50 29 (46.1) 77 (33.9)
(51.8) (45:
Aspartate aminotransferase increased 49 (40.8)42 (35.6)14 (12.0) 102 é@ 210 (42.3) 65 (28.6)
(45.9 (46.4)
Nausea 37 (30.8)54 (45.8)35(29.9) 1 46 206 (41.4) 81 (35.7)
) (41.8)
Decreased appetite 54 (45.0)55 (46.6)37 (31.§ 6) 36 202 (40.6) 73 (32.2)
(32.7)
Leukopenia 58 (48.3)66 (55.9)5) 5(29.3) 32 191 (38.4) 89 (39.2)
(29.1)
Neutropenia 53 (44.2)50 (42. (47.9)84 (37.8) 39 190 (38.2) 95 (41.9)
(35.5)
Alopecia 78 (65.0 @)72 (61.5) 20 (9.0) 7 (6.4) 188 (37.8) 79 (34.8)
Thrombocytopenia 35 (29.6 1.5)33 (28.2)66 (29.7) 33 157 (31.6) 66 (29.1)
(30.0)
Constipation 4 .36 (30.5)27 (23.1)54 (24.3) 26 136 (27.4) 53 (23.3)
(23.6)
Vomiting 3.3)27 (22.9)20 (17.1)61 (27.5) 26 121 (24.3) 46 (20.3)
K (23.6)
Asthenia Q 30 (25.0)24 (20.3)24 (20.5)43 (19.4) 17 117 (23.5) 41 (18.1)
(15.5)
Hypoalbuminaemia @\ 30 (25.0)25 (21.2)19 (16.2)39 (17.6) 11 98 (19.7) 30 (13.2)
(10.0)
Pyrexia ¢ Q 25 (20.8)24 (20.3)18 (15.4)42 (18.9) 13 97 (19.5) 31 (13.7)
. C)\ (11.8)
Rash \ 26 (21.7)28 (23.7) 4 (3.4) 36 (16.2) 13 96 (19.3) 17 (7.5)
(11.8)
Hypona e@ 26 (21.7)25 (21.2)20 (17.1)33 (14.9) 14 89 (17.9) 34 (15.0)
(12.7)
Malai 24 (20.0)19 (16.1)19 (16.2)42 (18.9) 23 88 (17.7) 42 (18.5)
(20.9)
Blood lactate dehydrogenase increased 22 (18.3)16 (13.6)13 (11.1)41 (18.5) 16 83 (16.7) 29 (12.8)
(14.5)
Blood bilirubin increased 30 (25.0)18 (15.3)15 (12.8)29 (13.1) 10 (9.1) 80 (16.1) 25 (11.0)
Pain in extremity 40 (33.3)18 (15.3)27 (23.1) 17 (7.7) 8 (7.3) 80 (16.1) 35 (15.4)
Cough 19 (15.8)19 (16.1) 8 (6.8) 32 (14.4) 11 76 (15.3) 19 (8.4)
(10.0)
Pneumonia 26 (21.7)19 (16.1)13 (11.1)27 (12.2) 14 75 (15.1) 27 (11.9)
(12.7)
Hypokalaemia 26 (21.7)20 (16.9)16 (13.7)26 (11.7) 5 (4.5) 74 (14.9) 21 (9.3)
Diarrhoea 21 (17.5)23 (19.5) 8 (6.8) 29 (13.1) 15 73 (14.7) 23 (10.1)
(13.6)
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SQ-NSCLC NSQ-NSCLC NSCLC
307 307 307 304 304
T+PC T+nPC PC T+PP PP 307&304&206 307&304
(N = (N = (N = (N = (N = T+chemo® chemo™*
120) 118) 117) 222) 110) (N =497) (N = 227)
Preferred Term n(%) n(%) n(%) n (%) n (%) n (%) n (%)
Gamma-glutamyltransferase increased 21 (17.5)17 (14.4)15 (12.8)33 (14.9) 18 71 (14.3) 33 (14.5)
(16.4)
Lymphocyte count decreased 15 (12.5)22 (18.6)16 (13.7)29 (13.1) 6 (5.5) 67 (13.5) 22 (9.7)
Hyperglycaemia 21 (17.5)13 (11.0) 10 (8.5) 26 (11.7) 15 65 (13.1) 25 (11.0)
(13.6)
Haemoptysis 24 (20.0)20 (16.9)13 (11.1) 20 (9.0) 9 (8.2) 64 (12.9) 2 (9.7)
Hypothyroidism 18 (15.0)16 (13.6) 0 (0.0) 26 (11.7) 1 (0.9) 64 (12.9) 4)
Blood creatinine increased 7(5.8) 9(7.6) 7 (6.0) 41 (18.5) 5 (4.5) 61 (12.3) 5.3)
Back pain 13 (10.8)19 (16.1) 5(4.3) 25(11.3) 10 (9.1) 60 (1‘2.% 5 (6.6)
Dyspnoea 17 (14.2)13 (11.0) 11 (9.4) 29 (13.1) 7 (6.4) 60 ( 18 (7.9)
Weight decreased 14 (11.7)17 (14.4) 7 (6.0) 26 (11.7) 12 56% 19 (8.4)
(10.9)
Arthralgia 26 (21.7)23 (19.5)20 (17.1) 6 (2.7) O (0.0& (11.5) 20 (8.8)
Blood alkaline phosphatase increased 19 (15.8)12 (10.2) 11 (9.4) 24 (10.8) IQ 5(11.1) 24 (10.6)
(1d.
Upper respiratory tract infection 19 (15.8)14 (11.9) 11 (9.4) 17 (7.7) ) 53 (10.7) 17 (7.5)
Blood creatine phosphokinase increased 20 (16.7)16 (13.6) 10 (8.5) 14 (6. 5 (4.5) 52 (10.5) 15 (6.6)
Hypoaesthesia 27 (22.5)13 (11.0)20 (17.1) 6 ( ) 2 (1.8) 52 (10.5) 22 (9.7)

Most common related AEs

Table 107: Most common treatment-related TE

patients in any group)

o)

Q

6 to tislelizumab by SOC and PT (= 5.0%

\\ SQ-NSCLC NSQ-NSCLC NSCLC
307 307 304 307&304&206
Q T+PC T+nPC T+PP T+chemo*
System Organ Class 6 (N =120) (N=118) (N =222) (N =497)
Preferred Term PR n (%) n (%) n (%) n (%)
Patients With at Least One Treatme -@;1 TEAE 105 (87.5) 105 (89.0) 190 (85.6) 431 (86.7)
Related to Tislelizumab {
Investigations Q 78 (65.0) 78 (66.1) 127 (57.2) 295 (59.4)
Alanine aminotransferase i \sed 32 (26.7) 27 (22.9) 64 (28.8) 126 (25.4)
Aspartate aminotransfer %eased 28 (23.3) 22 (18.6) 59 (26.6) 112 (22.5)
White blood cell cou éased 20 (16.7) 29 (24.6) 45 (20.3) 95 (19.1)
Neutrophil count d ed 24 (20.0) 32 (27.1) 35 (15.8) 92 (18.5)
Platelet count \ d 20 (16.7) 25 (21.2) 46 (20.7) 92 (18.5)
Blood bilirubi @ased 25 (20.8) 15 (12.7) 17 (7.7) 58 (11.7)
Blood | hydrogenase increased 15 (12.5) 13 (11.0) 26 (11.7) 56 (11.3)
Blo e phosphokinase increased 17 (14.2) 16 (13.6) 14 (6.3) 49 (9.9)
Gamm utamyltransferase increased 9 (7.5) 9 (7.6) 22 (9.9) 40 (8.0)
Blood thyroid stimulating hormone increased 9 (7.5) 9 (7.6) 11 (5.0) 32 (6.4)
Blood creatinine increased 4 (3.3) 4 (3.4) 22 (9.9) 31 (6.2)
Blood alkaline phosphatase increased 12 (10.0) 6 (5.1) 12 (5.4) 30 (6.0)
Lymphocyte count decreased 6 (5.0) 11 (9.3) 10 (4.5) 27 (5.4)
Alpha hydroxybutyrate dehydrogenase increased 5(4.2) 2(1.7) 11 (5.0) 20 (4.0)
Blood thyroid stimulating hormone decreased 4 (3.3) 6 (5.1) 4 (1.8) 17 (3.4)
Blood and lymphatic system disorders 48 (40.0) 60 (50.8) 74 (33.3) 184 (37.0)
Anaemia 43 (35.8) 47 (39.8) 61 (27.5) 153 (30.8)
Leukopenia 22 (18.3) 27 (22.9) 20 (9.0) 69 (13.9)
Neutropenia 19 (15.8) 19 (16.1) 28 (12.6) 66 (13.3)
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SQ-NSCLC NSQ-NSCLC NSCLC
307 307 304 307&304&206
T+PC T+nPC T+PP T+chemo”
System Organ Class (N=120) (N=118) (N =222) (N = 497)
Preferred Term n (%) n (%) n (%) n (%)
Thrombocytopenia 19 (15.8) 24 (20.3) 21 (9.5) 64 (12.9)
Metabolism and nutrition disorders 42 (35.0) 42 (35.6) 66 (29.7) 154 (31.0)
Decreased appetite 22 (18.3) 19 (16.1) 29 (13.1) 73 (14.7)
Hyperglycaemia 7 (5.8) 8 (6.8) 17 (7.7) 32 (6.4)
Hypoalbuminaemia 9 (7.5) 8 (6.8) 11 (5.0) 28 (5.6)
Hyponatraemia 7 (5.8) 6 (5.1) 13 (5.9) 26 (5.2)
Hyperuricaemia 7 (5.8) 7 (5.9) 10 (4.5) 24&
Hypokalaemia 7 (5.8) 9 (7.6) 7 (3.2)
Hypoproteinaemia 8 (6.7) 3 (2.5) 4 (1.8) @3.0)
Hypocalcaemia 6 (5.0) 4 (3.4) 3(1.4) M 3(2.6)
Skin and subcutaneous tissue disorders 37 (30.8) 45 (38.1) 46 (20 K 132 (26.6)
Rash 22 (18.3) 26 (22.0) 27 @ 77 (15.5)
Alopecia 11 (9.2) 12 (10.2) .9 25 (5.0)
General disorders and administration site 28 (23.3) 28 (23.7) 6.1) 123 (24.7)
conditions
Asthenia 10 (8.3) 8 (6.8) 19 (8.6) 45 (9.1)
Malaise 8 (6.7) 4 (334) 24 (10.8) 36 (7.2)
Pyrexia 8 (6.7) 11 (5.0) 28 (5.6)
Gastrointestinal disorders 23 (19.2) %25.4) 56 (25.2) 112 (22.5)
Nausea 3 (2.5) Q (10.2) 27 (12.2) 42 (8.5)
Vomiting 4 (3. 7 (5.9) 15 (6.8) 26 (5.2)
Constipation 5 @ 4 (3.4) 11 (5.0) 20 (4.0)
Diarrhoea .8) 4 (3.4) 5(2.3) 16 (3.2)
Respiratory, thoracic and mediastinal disorders 15.8) 19 (16.1) 43 (19.4) 87 (17.5)
Pneumonitis \ 7 (5.8) 6 (5.1) 28 (12.6) 44 (8.9)
Endocrine disorders () 23 (19.2) 17 (14.4) 32 (14.4) 76 (15.3)
Hypothyroidism 0 18 (15.0) 15 (12.7) 26 (11.7) 63 (12.7)
Hyperthyroidism 6 7 (5.8) 2(1.7) 10 (4.5) 20 (4.0)
Infections and infestations 10 (8.3) 17 (14.4) 17 (7.7) 46 (9.3)
Musculoskeletal and connective &is disorders 17 (14.2) 17 (14.4) 11 (5.0) 46 (9.3)
Arthralgia 7 (5.8) 8 (6.8) 2 (0.9) 17 (3.4)
Pain in extremity \ 9 (7.5) 3 (2.5) 3 (1.4) 15 (3.0)
Cardiac disorders @ 8 (6.7) 12 (10.2) 19 (8.6) 43 (8.7)
Nervous system d;soe‘ 15 (12.5) 9 (7.6) 16 (7.2) 42 (8.5)
Hypoaesthesia \ 7 (5.8) 4 (3.4) 1 (0.5) 13 (2.6)
Hepatobilia i Cﬁers 6 (5.0) 6 (5.1) 4 (1.8) 19 (3.8)

)

Table 108: Most common treatment-related TEAEs to chemotherapy by SOC and PT (= 5.0%

patients in any group)
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SQ-NSCLC NSQ-NSCLC NSCLC
307 307 307 304 304 307&304%206 307&304
T+PC T+nPC PC T+PP PP T+chemo* chemo™*
System Organ Class (N =120)(N =118)(N =117) (N = 222) (N = 110) (N = 497) (N = 227)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Patients With at Least One Treatment- 119 (99.2) 117 (99.2) 117 221 (99.5) 107 (97.3) 492 (99.0) 224 (98.7)
related TEAE Related to Chemotherapy (100.0)
Blood and lymphatic system disorders 107 (89.2) 111 (94.1) 101 (86.3) 197 (88.7) 88 (80.0) 443 (89.1) 189 (83.3)
Anaemia 98 (81.7) 104 (88.1) 87 (74.4) 177 (79.7) 75 (68.2) 407 (81.9) 162 (71.4)
Leukopenia 57 (47.5) 66 (55.9) 57 (48.7) 65 (29.3) 32 (29.1) 190 (38.2) 89 (39.2)
Neutropenia 52 (43.3) 50 (42.4) 56 (47.9) 84 (37.8) 39 (35.5) 189 (38.0) 95 (41.9)
Thrombocytopenia 34 (28.3) 47 (39.8) 33(28.2) 66 (29.7) 33 (30.0) 153 (30.8) 66 (29.1)
Investigations 105 (87.5) 103 (87.3) 97 (82.9) 202 (91.0) 95 (86.4) 441 (88.7) 192 (84.6)
Neutrophil count decreased 77 (64.2) 72 (61.0) 68 (58.1) 145 (65.3) 55 (50.0) 320 (64.4) 1 .2)
White blood cell count decreased 65 (54.2) 68 (57.6) 62 (53.0) 158 (71.2) 62 (56.4) 318 (64.0) 4.6)
Platelet count decreased 39 (32.5) 52 (44.1) 29 (24.8) 121 (54.5) 46 (41.8) 227 (45.76 (33.0)
Alanine aminotransferase increased 47 (39.2) 38(32.2) 27 (23.1) 106 (47.7) 48 (43.6) 204 (4 \ 75 (33.0)
Aspartate aminotransferase increased 38 (31.7) 39(33.1) 13 (11.1) 96 (43.2) 49 (44.5) 187, %) 62 (27.3)
Blood bilirubin increased 23 (19.2) 12(10.2) 15(12.8) 26 (11.7) 8(7.3) @7) 23 (10.1)
Gamma-glutamyltransferase increased 15(12.5) 14 (11.9) 14 (12.0) 31 (14.0) 16 (14.5 60%12.1) 30 (13.2)
Lymphocyte count decreased 13(10.8) 21(17.8) 15(12.8) 26 (11.7) 6 (5.5 0 (12.1) 21 (9.3)
Blood lactate dehydrogenase increased 18 (15.0) 11 (9.3) 9(7.7) 27 (12.2) 11 58 (11.7) 20 (8.8)
Blood creatinine increased 4 (3.3) 6 (5.1) 7 (6.0) 34 (15.3) 47 (9.5) 12 (5.3)
Blood creatine phosphokinase increased 12 (10.0) 7 (5.9) 8 (6.8) 7 (3.2) &401 (3.6) 28 (5.6) 12 (5.3)
Gastrointestinal disorders 62 (51.7) 69 (58.5) 54 (46.2) 135 ( (54.5) 279 (56.1) 114 (50.2)
Nausea 34 (28.3) 48 (40.7) 29 (24.8) 9 h 44 (40.0) 189 (38.0) 73 (32.2)
Vomiting 24 (20.0) 22 (18.6) 15 (12.8) .8) 24 (21.8) 106 (21.3) 39 (17.2)
Constipation 22 (18.3) 12 (10.2) 18 (15 1914.0) 15 (13.6) 66 (13.3) 33 (14.5)
Diarrhoea 12 (10.0) 7 (5.9) 10 (4.5) 10(9.1) 29 (5.8) 17 (7.5)
Abdominal distension 6 (5.0) 4 (3.4) 2 (1'%) 5(2.3) 2 (1.8) 16 (3.2) 4 (1.8)
Metabolism and nutrition disorders 78 (65.0) 72 (61.0) 46.2) 109 (49.1) 53 (48.2) 274 (55.1) 107 (47.1)
Decreased appetite 48 (40.0) 48 (4@ (30.8) 69 (31.1) 32(29.1) 177 (35.6) 68 (30.0)
Hypoalbuminaemia 17 (14.2) (9. 13 (11.1) 21(9.5) 8(7.3) 50 (10.1) 21 (9.3)
Hyponatraemia 9 (7.5) N.Z) 12 (10.3) 20 (9.0) 8 (7.3) 41 (8.2) 20 (8.8)
Hypokalaemia 11 (9.2 66.8) 5 (4.3) 10 (4.5) 1(0.9) 29 (5.8) 6 (2.6)
Hyperglycaemia 6 6 (5.1) 3 (2.6) 14 (6.3) 4 (3.6) 26 (5.2) 7 (3.1)
Hyperuricaemia 6 6(5.1) 4 (3.4) 12 (5.4) 7 (6.4) 24 (4.8) 11 (4.8)
Hypoproteinaemia @(8.3) 8 (6.8) 8 (6.8) 6 (2.7) 2(1.8) 24 (4.8) 10 (4.4)
Hypochloraemia K (4.2) 5(4.2) 6 (5.1) 9(4.1) 1(0.9) 20 (4.0) 7 (3.1)
Hypocalcaemia 9 8 (6.7) 3 (2.5) 3 (2.6) 5(2.3) 4 (3.6) 16 (3.2) 7 (3.1)
Skin and subcutaneous tissue&)r s 86 (71.7) 89 (75.4) 74 (63.2) 55(24.8) 17 (15.5) 242 (48.7) 91 (40.1)
Alopecia @ 78 (65.0) 81 (68.6) 72 (61.5) 19 (8.6) 4 (3.6) 186 (37.4) 76 (33.5)
Rash . Q 9(7.5) 14(11.9) 4(3.4) 26(11.7) 7(6.4) 53 (10.7) 11 (4.8)
Pruritus \ 3(2.5) 6 (5.1) 3 (2.6) 9 (4.1) 1(0.9) 22 (4.4) 4 (1.8)
General disorder$ ministration 56 (46.7) 51 (43.2) 49 (41.9) 84 (37.8) 41 (37.3) 212 (42.7) 90 (39.6)
site conditions \
Asthenia 6 24 (20.0) 20 (16.9) 23 (19.7) 35(15.8) 16 (14.5) 98 (19.7) 39 (17.2)
Malaise @ 17 (14.2) 17 (14.4) 17 (14.5) 37 (16.7) 19 (17.3) 73 (14.7) 36 (15.9)
Pyrexi 11(9.2) 11(9.3) 6 (5.1) 9(4.1)  4(3.6) 32 (6.4) 10 (4.4)
Nervous, system disorders 58 (48.3) 21 (17.8) 41 (35.0) 20 (9.0) 6 (5.5) 109 (21.9) 47 (20.7)
Hypoaesthesia 25(20.8) 10(8.5) 19 (16.2) 2(0.9) 1(0.9) 41 (8.2) 20 (8.8)
Dizziness 2(1.7) 4 (3.4) 3 (2.6) 13 (5.9) 3(2.7) 22 (4.4) 6 (2.6)
Neurotoxicity 15(12.5) 5(4.2) 12(10.3) 0(0.0) 0 (0.0) 21 (4.2) 12 (5.3)
Peripheral sensory neuropathy 8 (6.7) 0 (0.0) 5 (4.3) 1 (0.5) 0 (0.0) 10 (2.0) 5(2.2)
Musculoskeletal and connective tissue 52 (43.3) 35(29.7) 42(35.9) 12 (5.4) 6 (5.5) 105 (21.1) 48 (21.1)
disorders
Pain in extremity 31 (25.8) 8 (6.8) 24 (20.5) 6(2.7) 4 (3.6) 49 (9.9) 28 (12.3)
Arthralgia 21 (17.5) 15(12.7) 17 (14.5) 0 (0.0) 0 (0.0) 38 (7.6) 17 (7.5)
Myalgia 6 (5.0) 8 (6.8) 5 (4.3) 1 (0.5) 0 (0.0) 15 (3.0) 5(2.2)
Respiratory, thoracic and mediastinal 10 (8.3) 10 (8.5) 9(7.7) 28(12.6) 13(11.8) 51 (10.3) 22 (9.7)
disorders
Infections and infestations 6 (5.0) 15(12.7) 8(6.8) 20 (9.0) 7 (6.4) 42 (8.5) 15 (6.6)
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SQ-NSCLC NSQ-NSCLC NSCLC

307 307 307 304 304 307&304%206 307&304

T+PC T+nPC PC T+PP PP T+chemo* chemo™*

System Organ Class (N =120)(N =118)(N =117) (N = 222) (N = 110) (N = 497) (N = 227)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Cardiac disorders 7 (5.8) 14 (11.9) 4 (3.4) 13 (5.9) 3(2.7) 36 (7.2) 7 (3.1)
Hepatobiliary disorders 9 (7.5) 5(4.2) 11 (9.4) 2(0.9) 0 (0.0) 18 (3.6) 11 (4.8)
Hepatic function abnormal 7 (5.8) 4 (3.4) 10 (8.5) 0 (0.0) 0 (0.0) 13 (2.6) 10 (4.4)
Psychiatric disorders 3 (2.5) 1 (0.8) 5(4.3) 8 (3.6) 9 (8.2) 12 (2.4) 14 (6.2)
Insomnia 3 (2.5) 1(0.8) 4 (3.4) 5(2.3) 9 (8.2) 9(1.8) 13 (5.7)

Table 109: Most common treatment-related TEAEs to chemotherapy and to tislelizumab by
SOC and PT (=10.0% patients in NSCLC T+Chemo group)

']

TEAEs relat

s related

chemothﬁx tlslellzumab

NSCLC
&206307&304&206
\ chemo T+chemo
System Organ Class 0 =497) (N = 497)
Preferred Term @ n (%) n (%)
Patients with at least one treatment-related TEAE 492 (99.0) 431 (86.7)
Investigations 441 (88.7) 295 (59.4)
Alanine aminotransferase increased @ 204 (41.0) 126 (25.4)
Aspartate aminotransferase increased Q 187 (37.6) 112 (22.5)
White blood cell count decreased Q 318 (64.0) 95 (19.1)
Neutrophil count decreased O 320 (64.4) 92 (18.5)
Platelet count decreased \ 227 (45.7) 92 (18.5)
Blood bilirubin increased O 63 (12.7) 58 (11.7)
Blood lactate dehydrogenase increased 58 (11.7) 56 (11.3)
Gamma-glutamyltransferase increased Q 60 (12.1) 0
Lymphocyte count decreased ,.\ 60 (12.1) 0
Blood and lymphatic system disorders 443 (89.1) 184 (37.0)
Anaemia Q 407 (81.9) 153 (30.8)
Leukopenia 6 190 (38.2) 69 (13.9)
Neutropenia O 189 (38.0) 66 (13.3)
Thrombocytopenia ( 153 (30.8) 64 (12.9)
Metabolism and nutrition disorders g 274 (55.1) 154 (31.0)
Decreased appetite \ 177 (35.6) 73 (14.7)
Hypoalbuminaemia 50 (10.1) 0
Skin and subcutaneous Els@Uders 242 (48.7) 132 (26.6)
Rash 53 (10.7) 77 (15.5)
Alopecia 186 (37.4) 0
Endocrine disord 0 76 (15.3)
i 0 63 (12.7)
279 (56.1) 0
189 (38.0) 0
106 (21.3) 0
Constipation 66 (13.3) 0
General disorders and administration site conditions 212 (42.7) 0
Asthenia 98 (19.7) 0
Malaise 73 (14.7) 0

Grade = 3 AEs (all-cause)

Table 110: CTCAE Grade 3 or higher TEAEs by SOC and PT (=1.0% patients in NSCLC

T+Chemo group)
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SQ-NSCLC NSQ-NSCLC NSCLC

307 304
307 307 PC T+PP 304 307&304%206 307&304
T+PC T+nPC (N = (N = PP T+chemo® chemo**
System Organ Class (N =120)(N =118) 117) 222) (N =110) (N =497) (N =227)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Patients With at Least One TEAE 107 (89.2) 103 (87.3) 99 (84.6) 154 62 (56.4) 394 (79.3) 161 (70.9)
with Grade = 3 (69.4)
Investigations 77 (64.2) 69 (58.5) 58 (49.6) 85 (38.3) 22 (20.0) 254 (51.1) 80 (35.2)
Neutrophil count decreased 64 (53.3) 54 (45.8) 53 (45.3) 57 (25.7) 14 (12.7) 193 (38.8) 67 (29.5)
White blood cell count decreased 28 (23.3) 32 (27.1) 28 (23.9) 30 (13.5) 5 (4.5) 96 (19.3) 33 (14.5)
Platelet count decreased 6 (5.0) 16(13.6) 2(1.7) 19(8.6) 6 (5.5 45 (9.1) (3.5)
Alanine aminotransferase 3 (2.5) 2(1.7) 0 (0.0) 8(3.6) 3 (2.7) 16 (3.2) 3)
increased
Lymphocyte count decreased 3 (2.5) 4 (3.4) 4 (3.4) 6 (2.7) 1 (0.9) 14 (g (2.2)
Gamma-glutamyltransferase 2 (1.7) 3 (2.5) 1(0.9) 4(1.8) 3 (2.7) x 4 (1.8)
increased
Aspartate aminotransferase 2(1.7) 1(0.8) 0 (0.0) 4 (1.8) 0 (0.0)

0 (0.0)
increased Q
Weight decreased 2 (1.7) 1(0.8) 0 (0.0) 2(0.9) 0 (0. )S\ 5(1.0) 0 (0.0)

Blood and lymphatic system 56 (46.7) 68 (57.6) 63 (53.8) 87 (39.2) 38% 218 (43.9) 101 (44.5)

disorders

Neutropenia 40 (33.3) 32(27.1) 47 (40.2) 53 (23.9)% (22.7) 126 (25.4) 72 (31.7)
Anaemia 12 (10.0) 27 (22.9) 15 (12.8) 33 (14 (11.8) 77 (15.5) 28 (12.3)
Leukopenia 19 (15.8) 30 (25.4) 22 (18.8) 24 12 (10.9) 73 (14.7) 34 (15.0)
Thrombocytopenia 8 (6.7) 15(12.7) 7 (6.0) 10 (9.1) 49 (9.9) 17 (7.5)
Febrile neutropenia 5(4.2) 5(4.2) 3 (@ (0.9) 0 (0.0) 12 (2.4) 3(1.3)
Bone marrow failure 2(1.7) 1(0.8) 0 (0. 0 (0.0) 1 (0.9) 5(1.0) 1 (0.4)
Infections and infestations 13 (10.8) 13 (11.0) .1) 20(9.0) 9 (8.2) 46 (9.3) 15 (6.6)
Pneumonia 6 (5.0) 6 (5.1) .6) 13(5.9) 8(7.3) 25 (5.0) 11 (4.8)
Upper respiratory tract infection 5(4.2) 0 (0,0) 1(0.9) 2(0.9) 1 (0.9) 7 (1.4) 2 (0.9)
Respiratory, thoracic and 9 (7.5) 13&) 3(2.6) 20(9.0) 2(1.8) 44 (8.9) 5(2.2)
mediastinal disorders

Pneumonitis 3 (2. 6(2.5) 0 (0.0) 9 @4.1) 1 (0.9) 15 (3.0) 1 (0.4)
Haemoptysis 2 4(3.4) 0(0.0) 4(1.8) 0 (0.0) 10 (2.0) 0 (0.0)
Dyspnoea 1 (0.8) 1(0.9) 5(2.3) 0 (0.0) 7 (1.4) 1 (0.4)
Metabolism and nutrition {(9 2) 7(5.9) 8(6.8) 17(7.7) 4 (3.6) 42 (8.5) 12 (5.3)
disorders

Hypokalaemia \Q (2.5) 2(1.7) 2(1.7) 2(0.9) 0 (0.0) 8 (1.6) 2 (0.9)
Hyponatraemia @ 2 (1.7) 2(1.7) 3(2.6) 3(1.4) 1 (0.9) 8 (1.6) 4 (1.8)
Decreased appetite ¢ Q 2 (1.7) 2(1.7) 1(0.9) 3(1.4) 2 (1.8) 7 (1.4) 3(1.3)
Hypertrlglycerldaer() 4 (3.3) 1 (0.8) 1(0.9) 1(0.5) 0 (0.0) 7 (1.4) 1 (0.4)
Hyperglycaemi 0 (0.0) 0(0.0) 0(0.0) 2(0.9) 1 (0.9) 5 (1.0) 1 (0.4)
Gastrointe '@lsorders 5(4.2) 2(1.7) 3(2.6) 10(4.5) 1(0.9) 18 (3.6) 4 (1.8)
Genera i@ers and 5(4.2) 3 (2.5) 5(4.3) 6(2.7) 6 (5.5) 17 (3.4) 11 (4.8)
admij ion site conditions

Malais 3 (2.5) 1(0.8) 0(0.0) 1(0.5 3 (2.7) 6 (1.2) 3(1.3)
Nervous system disorders 7 (5.8) 1 (0.8) 2(1.7) 6(2.7) 3 (2.7) 16 (3.2) 5(2.2)
Skin and subcutaneous tissue 6 (5.0) 4 (3.4) 0 (0.0) 3(1.4) 1 (0.9) 13 (2.6) 1(0.4)
disorders

Rash 4 (3.3) 2(1.7) 0(0.0) 2(0.9 0 (0.0) 8 (1.6) 0 (0.0)
Hepatobiliary disorders 1 (0.8) 3(2.5) 0(0.0) 4(1.8) 0 (0.0) 10 (2.0) 0 (0.0)
Cardiac disorders 0 (0.0) 1(0.8) 1(0.9) 7(3.2) 0 (0.0) 9(1.8) 1 (0.4)
Musculoskeletal and 5(4.2) 1(0.8) 1(0.9) 1(0.5) 2 (1.8) 8 (1.6) 3(1.3)
connective tissue disorders

Renal and urinary disorders 0 (0.0) 2(1.7) 0(0.0) 4(1.8) 0 (0.0) 6 (1.2) 0 (0.0)
Injury, poisoning and 2 (1.7) 2(1.7) 1(0.9) 1(0.5) 0 (0.0) 5(1.0) 1(0.4)

procedural complications
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Grade = 3 AEs (related)

In general, the most common drug-related CTCAE Grade > 3 TEAEs were similar to reported CTCAE
Grade = 3 TEAEs regardless of drug relatedness (data not shown). Drug-related Grade =3 AEs were
higher for the combined tislelizumab vs the combined chemotherapy groups (74.8% vs 63.9%).

Serious adverse event/deaths/other significant events

Monotherapy 2L+

SAEs

Table 111: Serious TEAEs by SOC and PT (= 1% patients in any group)

O

303 Study

S

2L+ NSCL (O
200 mg Q3W

Tislelizumab Docetaxel A All Indications
System Organ Class (N=534) (N=258) (N=1534)
Preferred Term n (%) n (%) %) n (%)
Patients with at least one Serious TEAE 174 (32.6) 83 (32.2) ?(33.5) 516 (33.6)
Respiratory, thoracic and mediastinal disorders 71 (13.3) 17 (6. 7 (12.1) 128 (8.3)
Pneumonitis 15 (2.8) 0 (@.0) 17 (2.7) 24 (1.6)
Haemoptysis 10 (1.9) &) 11 (1.7) 12 (0.8)
Dyspnoea 8 (1.5) Q.G) 8 (1.3) 16 (1.0)
Pleural effusion 8 (1.5) g(l.Q) 9 (1.4) 13 (0.8)
Immune-mediated pneumonitis 7 (1 0 (0.0) 7 (1.1) 12 (0.8)
Interstitial lung disease 7\@ 0 (0.0) 7 (1.1) 10 (0.7)
Respiratory failure (0.9) 3(1.2) 6 (0.9) 9 (0.6)
Infections and infestations (7.1) 25 (9.7) 48 (7.5) 112 (7.3)
Pneumonia 035 (6.6) 19 (7.4) 41 (6.4) 75 (4.9)
Gastrointestinal disorders \ 12 (2.2) 4 (1.6) 18 (2.8) 95 (6.2)
Dysphagia 0 2 (0.4) 0 (0.0) 3 (0.5) 16 (1.0)
Blood and lymphatic system disorders Q 5(0.9) 36 (14.0) 5 (0.8) 11 (0.7)
Anaemia 6 2 (0.4) 5(1.9) 2 (0.3) 4 (0.3)
Febrile neutropenia O 0 (0.0) 21 (8.1) 0 (0.0) 0 (0.0)
Leukopenia K 0 (0.0) 6 (2.3) 0 (0.0) 0 (0.0)
Neutropenia Q 0 (0.0) 11 (4.3) 0 (0.0) 0 (0.0)
Investigations \ 5(0.9) 11 (4.3) 6 (0.9) 20 (1.3)
Neutrophil count decrea 0 (0.0) 8 (3.1) 0 (0.0) 0 (0.0)
White blood cell count reased 0 (0.0) 4 (1.6) 0 (0.0) 0 (0.0)
&
Table T12: Treatment-related SAEs by SOC and PT (=1% patents in any group)
303 Study 2L+ NSCLC 200 mg Q3W
Tislelizumab Docetaxel All All Indications
System Organ Class (N=534) (N=258) (N=636) (N=1534)
Preferred Term n (%) n (%) n (%) n (%)
Patients with at least one Treatment-related 67 (12.5) 59 (22.9) 78 (12.3) 175 (11.4)
Serious TEAE
Respiratory, thoracic and mediastinal 36 (6.7) 3(1.2) 38 (6.0) 61 (4.0)
disorders
Pneumonitis 14 (2.6) 0 (0.0) 16 (2.5) 23 (1.5)
Immune-mediated pneumonitis 7 (1.3) 0 (0.0) 7 (1.1) 12 (0.8)
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303 Study 2L+ NSCLC 200 mg Q3W
Tislelizumab Docetaxel All All Indications
System Organ Class (N=534) (N=258) (N=636) (N=1534)
Preferred Term n (%) n (%) n (%) n (%)
Interstitial lung disease 7 (1.3) 0 (0.0) 7 (1.1) 10 (0.7)
Infections and infestations 4 (0.7) 13 (5.0) 6 (0.9) 18 (1.2)
Pneumonia 4 (0.7) 11 (4.3) 5 (0.8) 16 (1.0)
Investigations 4 (0.7) 11 (4.3) 5 (0.8) 13 (0.8)
Neutrophil count decreased 0 (0.0) 8 (3.1) 0 (0.0) 0 (0.0)
White blood cell count decreased 0 (0.0) 4 (1.6) 0 (0.0) 0 (0.0)
Blood and lymphatic system disorders 3 (0.6) 36 (14.0) 3 (0.5) 6 (0.4)
Anaemia 1(0.2) 5(1.9) 1 (0.2) 2 (@
Febrile neutropenia 0 (0.0) 21 (8.1) 0 (0.0) .
Leukopenia 0 (0.0) 6 (2.3) 0 (0.0) . &0)
Neutropenia 0 (0.0) 11 (4.3) 0 (0.0) .f\ (0.0)

O\

Deaths
Table 113: TEAEs leading to death by SOC and PT; all-cause and relat tudy 303)
Study 303 St@po3
Tislelizumab Docetaxel g:llzumab R
System Organ Class (N = 534) (N =25 534) (N=258)
Preferred Term n (%) n (% n (%) n (%)

Patients with at least
leading to death

Patients with at least one treatment-

related TEAE leading to death

32 (6.0) \ 4.3) 8 (1.5) 4 (1.6)

Respiratory, thoracic and mediastinal 12 (2@.} 3(1.2) 3 (0.6)

disorders
Respiratory failure 0 (0.0) 2 (0.4)

Acute respiratory failure 0 (0.0)
Pleural effusion 01 (0. 2) 0 (0.0)
Pneumonitis 6 1(0.2) 0 (0.0) 1 (0.2)
Pulmonary haemorrhage O 1(0.2) 0 (0.0)
Pulmonary thrombosis K 1 (0.2) 0 (0.0)
Tracheal stenosis Q 1 (0.2) 0 (0.0)
Dyspnoea \ 0 (0.0) 1(0.4)
Haemoptysis @ 0 (0.0) 1(0.4)
Hypoxia * 0 (0.0) 1(0.4)

General disorder@gdministration 6 (1.1) 3(1.2) 3(0.6) 1 (0.4)

site conditio \

Death 5(0.9) 2 (0.8) 2 (0.4) 1(0.4)
Multi I@an dysfunction syndrome 1 (0.2) 0 (0.0) 1 (0.2)
&physical health deterioration 0 (0.0) 1 (0.4)

Infect ‘o and infestations 6(1.1) 3(1.2) 2 (0.4) 2 (0.8)
Pneumonia 6 (1.1) 2 (0.8) 2 (0.4) 1(0.4)
Septic shock 0 (0.0) 1(0.4) 1(0.4)

Cardiac disorders 4 (0.7) 2 (0.8) 1(0.4)
Acute myocardial infarction 2 (0.4) 0 (0.0)

Cardiac tamponade 1 (0.2) 0 (0.0)
Pericardial effusion 1 (0.2) 0 (0.0)
Acute left ventricular failure 0 (0.0) 1(0.4)
Cardiogenic shock 0 (0.0) 1(0.4) 1(0.4)
Nervous system disorders 3 (0.6) 0 (0.0)
Cerebral infarction 2 (0.4) 0 (0.0)
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Study 303 Study 303

. . Tislelizumab Docetaxel
Tislelizumab Docetaxel
System Organ Class (N=534) (N=258) (N=534) (N=258)
Preferred Term n (%) n (%) n (%) n (%)
Cerebral artery occlusion 1 (0.2) 0 (0.0)
Hepatobiliary disorders 2(0.4) 0 (0.0) 1(0.2)
Acute hepatic failure 1 (0.2) 0 (0.0)
Hepatic function abnormal 1 (0.2) 0 (0.0) 1(0.2)
Psychiatric disorders 1 (0.2) 0 (0.0)
Depression 1 (0.2) 0 (0.0)
Immune-related AEs @
L
Process for the identification of immune-mediated TEAEs \6
All reported immune-mediated treatment-emergent adverse events (imAEs) in Stu x were

confirmed. The process of identification of confirmed imAE followed a 2-step pg@:
e Step 1: Generation of Potential imAE List 0

based on imAE terms from other approved checkpoint inhibitors a lished literature.

Potential imAEs were identified using a predefined list of MedDRA prefsr&arms (“Look-Up List”)

review provided the following criteria were met:

TEAEs in the tislelizumab arm with a coded MedDRA PT of th@)p List are forwarded for medical

o The TEAE started on or after the date in whi e first dose of tislelizumab was

administered. O

o The TEAE was linked with treatm?int @svstemic corticosteroids, endocrine therapy, or

other immunosuppressants rec n the concomitant medications eCRF page.

o The systemic corticosteroi
the TEAE, must have st
the TEAE. With the e
corticosteroids m

ocrine therapy, or other immunosuppressants linked to
n or after the start date, and no later than the end date for
on of TEAEs of hyperthyroidism and hypothyroidism, systemic
ve started within 30 days of the TEAE start date.

e Step 2: Medical ati
( A J

All potential imAEs,a ewed by two medical reviewers, or individuals with appropriate training and
experience in p@ g medical review. The medical review is performed to rule out clear alternative

of Potential imAE

aetiologies o " al imAE cases identified in Step 1. The two reviewers evaluate potential imAE
cases inde fétly. They considered use of systematic steroid or immunosuppressive therapy,

outco challenge, existence of alternative explanation and the investigator"s assessment of the
imm ated check box. If there were discrepancies between the 2 reviewers, adjudication was to
be made by a third qualified medical reviewer.
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Frequency of immune-mediated TEAEs — Study 303

Note: In the following confirmed immune-mediated events (imAEs) are presented.

Table 114: Overall summary of immune-mediated TEAEs

303 Study 2L+ NSCLC

200 mg
Q3w
All
Tislelizumab All Indications
Category (N=534) (N=636) (N=1534)
CTCAE Grade n (%) n (%)
Patients with at least one Immune-mediated TEAE 104 (19.5) 126 (19.8) 2 .0)
Immune-mediated TEAE with Grade 3 or Higher 35 (6.6) 43 (6.8) 5.3)
Serious Immune-mediated TEAE 40 (7.5) 44 (6.9) K\ 0 (5.9)
Immune-mediated TEAE Leading to Treatment 28 (5.2) 34 (5. 89 (5.8)
Modification Q
Immune-mediated TEAE Leading to Treatment 23 (4.3) X 6) 53 (3.5)
Discontinuation
Immune-mediated TEAE Leading to Death 2 (0.4) (0.5) 6 (0.4)
Immune-mediated TEAE Treated with Systemic 63 (11.8& 78 (12.3) 161 (10.5)
Steroids
Immune-mediated TEAE Treated with 4 4 (0.6) 5(0.3)
Immunosuppressants Q
Immune-mediated TEAE Treated with Hormone O (9.0) 56 (8.8) 132 (8.6)
Therapy
O

Table 115: ImAEs by category Q

(’;\' 303 Study 2L+ NSCLC
E Q 200 mg Q3W

All

O Tislelizumab All Indications
Category K (N=534) (N=636) (N=1534)
Preferred Term (%) (%) (%)
Patients with at least Qmune mediated 104 (19.5) 126 (19.8) 276 (18.0)
TEAE
Immune-mediated Iq(ﬂ roidism 42 (7.9) 49 (7.7) 116 (7.6)
Immune- medlat N umonitis 33 (6.2) 38 (6.0) 66 (4.3)
Immune—me kin adverse reaction 8 (1.5) 12 (1.9) 27 (1.8)
Immune-mefiayed hepatitis 7 (1.3) 11 (1.7) 26 (1.7)
Immune- iated myositis/rhabdomyolysis 7 (1.3) 7 (1.1) 14 (0.9)
Imr@ediated thyroiditis 6 (1.1) 6 (0.9) 12 (0.8)
Immune-mediated nephritis and renal dysfunction 5(0.9) 5 (0.8) 10 (0.7)
Immune-mediated colitis 4 (0.7) 5(0.8) 11 (0.7)
Other immune-mediated reactions 3 (0.6) 4 (0.6) 4 (0.3)
(Arthritis, imArthritis, Pericarditis, PMR)
Immune-mediated adrenal insufficiency 2 (0.4) 2 (0.3) 4 (0.3)
Immune-mediated myocarditis 2 (0.4) 3 (0.5) 7 (0.5)
Immune-mediated type 1 diabetes mellitus 2 (0.4) 2 (0.3) 6 (0.4)
Immune-mediated hyperthyroidism 1(0.2) 4 (0.6) 5(0.3)
Immune-mediated pancreatitis 0 (0.0) 0 (0.0) 1(0.1)
Immune-mediated pituitary dysfunction 0 (0.0) 0 (0.0) 1(0.1)
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Table 116: Grade = 3 imAEs by category and maximum severity

303 Study 2L+ NSCLC

200 mg Q3W
All
Tislelizumab All Indications
Category (N=534) (N=636) (N=1534)
CTCAE Grade n (%) n (%) n (%)
Patients with at least one Immune-mediated TEAE 104 (19.5) 126 (19.8) 276 (18.0)
Immune-mediated hypothyroidism 42 (7.9) 49 (7.7) 116 (4.6)
Grade 3 0 (0.0) 0 (0.0)
Grade 4 0 (0.0) 0 (0.0) . % 1)
Immune-mediated pneumonitis 33 (6.2) 38 (6.0) (4.3)
Grade 3 13 (2.4) 14 (2.2)0 23 (1.5)
Grade 4 5(0.9) 5 5(0.3)
Grade 5 2 (0.4) 3 3(0.2)
Immune-mediated skin adverse reaction 8 (1.5) .9) 27 (1.8)
Grade 3 2 (0.4) (0.6) 5(0.3)
Grade 4 1(0.2) 1 (0.2) 4 (0.3)
Immune-mediated hepatitis 7 (1.3 11 (1.7) 26 (1.7)
Grade 3 3 Q 5(0.8) 14 (0.9)
Grade 4 .2) 1 (0.2) 1(0.1)
Grade 5 \@0.0) 0 (0.0) 2 (0.1)
Immune-mediated myositis/rhabdomyolysis 7 (1.3) 7 (1.1) 14 (0.9)
Grade 3 O 2 (0.4) 2 (0.3) 5(0.3)
Grade 4 Q 0 (0.0) 0 (0.0) 1(0.1)
Immune-mediated nephritis and renal dysf@on 5(0.9) 5 (0.8) 10 (0.7)
Grade 3 0 1(0.2) 1(0.2) 3(0.2)
Grade 4 6 2 (0.4) 2 (0.3) 2 (0.1)
Grade 5 O 0 (0.0) 0 (0.0) 1(0.1)
Immune-mediated colitis K 4 (0.7) 5 (0.8) 11 (0.7)
Grade 3 Q 1 (0.2) 2 (0.3) 2 (0.1)
Immune-mediated adre Nsu iciency 2 (0.4) 2 (0.3) 4 (0.3)
Grade 3 %’ 1 (0.2) 1(0.2) 1(0.1)
Grade 4 ¢ Q 1 (0.2) 1 (0.2) 1 (0.1)
Immune-meds t@w\/ocarditis 2 (0.4) 3 (0.5) 7 (0.5)
Grade 3 6 0 (0.0) 1(0.2) 3(0.2)
Grade 4 1 (0.2) 1(0.2) 1(0.1)
Immun diated type 1 diabetes mellitus 2 (0.4) 2 (0.3) 6 (0.4)
Gra 2 (0.4) 2 (0.3) 5(0.3)
Immune-mediated pancreatitis 0 (0.0) 0 (0.0) 1(0.1)
Grade 3 0 (0.0) 0 (0.0) 1(0.1)

Patients with multiple events for a given category are counted only once at the worst toxicity grade for the
category.
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Table 117: Time-to-onset of imTEAEs in tislelizumab arm (Study 303)

(Tislelizumab 200 mg Q3W, All indications, Safety Analysis

O

Table 118: Percentage of imAE events resolved and resolving ;IQE category

Tislelizumab 20 3W — All Indications
1534
Patient-based a@ Event-based analysis

imAE category n Reas&e a n Resolved® Resolving®

(& (%) (%)
Immune-mediated pancreatitis 1 0\1(100.0) 1 1 (100.0) 0
Immune-mediated colitis 11 \ 9 (81.8) 11 9 (81.8) 1(9.1)
Immune-mediated hyperthyroidism 5 () 4 (80.0) 5 4 (80.0) 0
Immune-mediated 10 8 (57.1) 16 10 (62.5) 0
myositis/rhabdomyolysis é
Immune-mediated myocarditis 4 (57.1) 7 4 (57.1) 1(14.3)
Immune-mediated skin adverse K 27 14 (51.9) 31 16 (51.6) 6 (19.4)
reaction
Immune-mediated nephritis%&d 10 5 (50.0) 10 5 (50.0) 3 (30.0)
renal dysfunction (b
Immune-mediated Plep i 26 13 (50.0) 40 25 (62.5) 5(12.5)
Immune-mediated onitis 66 30 (45.5) 68 32 (47.1) 15 (22.1)
Immune-medi fex thyroidism 116 37 (31.9) 138 59 (42.8) 25 (18.1)
Immune-med% drenal 4 1(25.0) 4 1(25.0) 1(25.0)
insufficien
Immun ted thyroiditis 12 2 (16.7) 17 6 (35.3) 3(17.6)
Imm ediated type 1 diabetes 6 1(16.7) 7 2 (28.6) 2 (28.6)
mellitu
Immune-mediated pituitary 1 0 1 0 0
dysfunction
Other immune-mediated reactions 4 2 (50.0) 4 2 (50.0) 0

Resolved includes both ‘Recovered/resolved’ and ‘Recovered/resolved with sequelae’ in the CRF.

2 A patient was considered as resolved in a category if, and only if, all events in the category from this patient were resolved.
Percentage was based on the number of patients with at least one immune-mediated adverse event in the category.

b Percentages were based on the number of immune-mediated adverse events in the category.
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Number of

events in < 3 months 3to<6months | 6to <9 months | 9to<12months 2 12 months
imAE category category Events (%) Events (%) Events (%) Events (%) Events (%)
Immune-mediated hypothyroidism 54 15(27.8) 22 (40.7) 4 (7.4) 0 13 (24.1)
Immune-mediated pneumonitis 34 12 (35.3) 9 (26.5) 7 (20.6) 3(8.8) 3(8.8)
Immune-mediated hepatitis 7 6 (85.7) 1(14.3) 0 0 0
Immune-mediated myositis/rhabdomyolysis 7 3(42.9) 1(14.3) 2 (28.6) 0 1(14.3)
Immune-mediated thyroiditis 10 4 (40.0) 0 1(10.0) 2 (20.0) 3(30.0)
Immune-mediated nephritis and renal 5 4 (80.0) 1(20.0) 0 0
dysfunction 5
Immune-mediated skin adverse reactions 8 5 (62.5) 1(12.5) 2 (25.0) é% 0
Other immune-mediated reactions 3 2(66.7) 1(33.3) 0 @" 0
Immune-mediated colitis 4 2(50.0) 0 1(25.0) | 1(25.0)
Immune-mediated adrenal insufficiency 2 1(50.0) 1(50.0) 0 VQ\J 0 0
Immune-mediated myocarditis 2 1(50.0) 0 1(50.0) __° 0 0
Immune-mediated hyperthyroidism 1 0 0 oY 0 1 (100)
Immune-mediated type 1 diabetes mellitus 2 0 1(50.0) @' 0 0




Potential immune-mediated TEAEs

Step 2 of the imAE adjudication process, the medical review of each imAE candidate, was applied only
to the tislelizumab arm due to the open-label of the study design. Thus, a direct comparison of imAEs
between the tislelizumab and docetaxel arms is not possible.

However, to allow an indirect comparison between the two treatment arms, data were provided for
potential imAEs (selected in Step 1) in both arms of Study 303 following targeted re-adjudication.

Table 119: Overall summary of potential immune-mediated TEAEs (Study 303)

Tislelizumab Docetaxel
(N = 534) (N =
Category n (%) n (%
Patients with at least one Immune-mediated TEAE 126 (23.6) . 73)
Immune-mediated TEAE with Grade 3 or higher 48 (9.0) K 3.5)
Serious Immune-mediated TEAE 55 (10.3) O 6 (2.3)
Immune-mediated TEAE leading to treatment 33 (6.2) Q 4 (1.6)
modification \
Immune-mediated TEAE leading to treatment 30 (5 1(0.4)
discontinuation @
Immune-mediated TEAE leading to death (1.7) 2 (0.8)
Immune-mediated TEAE treated with systemic steroids 14.4) 8 (3.1)
Immune-mediated TEAE treated with 4 (0.7) 0 (0.0)
immunosuppressant
Immune-mediated TEAE treated with hormone thegap§ 55 (10.3) 3(1.2)
"4
The most commonly reported potential imAEs by he tislelizumab arm were hypothyroidism (42

patients, 7.9% vs. 1 patient, 0.4% in the do%‘ arm) and pneumonitis (18 patients, 3.4% vs. 0
patients in the docetaxel arm). The most C(QT potential imAE in the docetaxel arm was pneumonia

(16 patients, 3% in the tislelizumab a n‘@ patients, 3.5% in the docetaxel arm). The only other
potential imAEs reported in the doceté rm were hyperglycaemia and hypothyroidism in 1 patient
each. @

Infusion-related reaction

Table 120: Overall su?kry gf infusion-related reactions (IRR)

Study 303 2L+NSCLC

200 mg Q3W

‘A
N\
E‘\C) Tislelizumab Docetaxel All All Indications

(N =534) (N = 258) (N =636) (N = 1534)

Category = n (%) n (%) n (%) n (%)
Patientsﬁ%«?least one IRR 5 (0.9) 9 (3.5) 7 (1.1) 54 (3.5)
IRR M rade >3 0 (0.0) 0 (0.0) 0 (0.0) 4 (0.3)
- Grad& 0 (0.0) 0 (0.0) 0 (0.0) 4 (0.3)
Serious IRR 0 (0.0) 0 (0.0) 0 (0.0) 3(0.2)
IRR leading to treatment modification 4 (0.7) 5(1.9) 5(0.8) 7 (0.5)
IRR leading to treatment discontinuation 0 (0.0) 1(0.4) 0 (0.0) 2(0.1)
IRR leading to death 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Resolved IRR @ 5 (0.9) 8 (3.1) 7 (1.1) 51 (3.3)

a A patient was considered as resolved if all the events were resolved.
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e Combination therapy 1L

SAEs

Table 121: SAES by SOC and PT (=1% patients in NSCLC T+Chemo group (combination
therapy group))

SQ-NSCLC NSQ-NSCLC NSCLC
307 307 307 304 304 307&304
T+PC T+nPC PC T+PP PP 307&304&206 emo
(N= (N= (N = (N = (N = T+chemo =
System Organ Class 120) 118) 117) 222) 110) (N = 497) )
Preferred Term n (%) n(%) n (%) n (%) n (%) n (%) (%)
Patients With at Least One 52 50 29 (24.8)87 (39.2) 25 199 (4 ’@54 (23.8)
Serious TEAE (43.3) (42.4) (22.7)
Respiratory, thoracic and 14 16 4 (3.4) 30(13.5)3(2.7) 6 ) 7 (3.1)
mediastinal disorders (11.7) (13.6)
Pneumonitis 6 (5.0) 5(4.2) 0(0.0) 15(6.8) 1 (0.9)0 (5.6) 1(0.4)
Haemoptysis 4(3.3) 4(3.4) 1(0.9) 4(1.8) 0 (o‘& 12 (2.4) 1(0.4)
Dyspnoea 1(0.8) 0(0.0) 0(0.0) 5 (2.3) %g 7 (1.4) 0 (0.0)
Infections and infestations 14 12 7 (6.0) 16 (7.2 .5) 42 (8.5) 13 (5.7)
(11.7) (10.2)
Pneumonia 12 6(5.1) 5(4.3) 1 6 (5.5) 30 (6.0) 11 (4.8)

(10.0)

Blood and lymphatic system 8 (6.7) 10 6 (5.\@ (5.4) 6 (5.5) 32 (6.4) 12 (5.3)
disorders (8.5)

Thrombocytopenia 2(1.7) 1(0.8) ) 7(3.2) 3(2.7) 10 (2.0) 6 (2.6)
Febrile neutropenia 2(1.7) 4 ( .4)60.9) 1(0.5) 0(0.0) 7 (1.4) 1(0.4)
Anaemia 1(0.8) 1 2(1.7) 3(1.4) 2(1.8) 5(1.0) 4 (1.8)
Investigations 7 (5.8) ) 3(2.6) 11 (5.0) 4 (3.6) 28 (5.6) 7 (3.1)
Neutrophil count decreased 4 (3 4) 2(1.7) 2(0.9) 0(0.0) 10 (2.0) 2 (0.9)
Platelet count decreased 1 2(1.7) 0(0.0) 5(2.3) 2(1.8) 10 (2.0) 2 (0.9)
Aspartate aminotransferase {®7) 0 (0.0) 0(0.0) 3(1.4) 1(0.9 5(1.0) 1(0.4)
increased

Gastrointestinal disorders 3(2.5) 4(3.4) 2(1.7) 12(5.4) 1(0.9) 20 (4.0) 3 (1.3)
General disorders an 7 (5.8) 3(2.5) 7(6.0) 9(4.1) 4(3.6) 19 (3.8) 11 (4.8)

administration siteQ

conditions

Pyrexia * CJ\ 2(1.7) 1(0.8) 2(1.7) 5(2.3) 3(2.7) 8 (1.6) 5 (2.2)
EIO

Nervous sy disorders 5(4.2) 1(0.8) 0(0.0) 8(3.6) 2(1.8) 15 (3.0) 2 (0.9)

Cerebr, n 1(0.8) 1(0.8) 0(0.0) 2 (0.9) 0 (0.0) 5(1.0) 0 (0.0)
Me and nutrition 1(0.8) 4(3.4) 0(0.0) 7(3.2) 0(0.0) 12 (2.4) 0 (0.0)
diso

Cardiac disorders 1(0.8) 2(1.7) 2(1.7) 7 (3.2) 0(0.0) 11 (2.2) 2 (0.9)
Hepatobiliary disorders 1(0.8) 3(2.5) 1(0.9) 3(1.4) 0(0.0) 9 (1.8) 1 (0.4)
Injury, poisoning and 2(1.7) 3(2.5) 0(0.0) 1(0.5) 0(0.0) 6 (1.2) 0 (0.0)
procedural complications

Renal and urinary disorders 0 (0.0) 2 (1.7) 0(0.0) 4 (1.8) 0 (0.0) 6 (1.2) 0 (0.0)
Skin and subcutaneous 4(3.3) 1(0.8) 1(0.9) 0 (0.0) 0(0.0) 5(1.0) 1(0.4)

tissue disorders
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Treatment-related SAEs

Table 122: SAES related to tislelizumab by SOC and PT

SQ-NSCLC NSQ-NSCLC NSCLC
307 307 304 307&304&%206
T+PC T+nPC T+PP T+chemo”*
System Organ Class (N =120) (N = 118) (N = 222) (N =497)
Preferred Term n (%) n (%) n (%) n (%)
Patients With at Least One Serious 25 (20.8) 22 (18.6) 41 (18.5) 95 (19.1) é
TEAE Related to Tislelizumab
Respiratory, thoracic and 8 (6.7) 8 (6.8) 15 (6.8) 35 (7.0) @
mediastinal disorders . 6
Pneumonitis 5(4.2) 4 (3.4) 15 (6.8) 26 ( &
Immune-mediated pneumonitis 1(0.8) 2(1.7) 0 (0.0) 4
Interstitial lung disease 1(0.8) 2(1.7) 0 (0.0) )
Dyspnoea 0 (0.0) 0 (0.0) 0 (0.0) @O.Z)
Pleural effusion 0 (0.0) 0 (0.0) 1 (0.5) 0 1(0.2)
Pneumothorax 1(0.8) 0 (0.0) 0 (0.0) 1(0.2)
Blood and lymphatic system 4 (3.3) 3 (2.5) 6 22D 14 (2.8)
disorders K
Thrombocytopenia 2(1.7) 1 (0.8) @) 5(1.0)
Anaemia 1 (0.8) 0 (0.0) .9) 3(0.6)
Bone marrow failure 1 (0.8) 1 (0.8) 07(0.0) 2 (0.4)
Febrile neutropenia 1 (0.8) 0 (0.0) O 0 (0.0) 1(0.2)
Hypofibrinogenaemia 0 (0.0) 1 (0. 0 (0.0) 1(0.2)
Immune-mediated pancytopenia 0 (0.0) 0 0& 0 (0.0) 1(0.2)
Leukopenia 1 (0.8) 079) 0 (0.0) 1(0.2)
Lymphadenitis 0 (0.0) 0 (0.0) 1 (0.5) 1 (0.2)
Pancytopenia 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
Investigations 4 (3.3) Q 3 (2.5) 7 (3.2) 14 (2.8)
Aspartate aminotransferase 2 (1.76 0 (0.0) 3(1.4) 5(1.0)
increased
Alanine aminotransferase IQQ 0 (0.0) 3(1.4) 4 (0.8)
increased
Neutrophil count decreased \ (1.7) 1 (0.8) 0 (0.0) 3 (0.6)
Platelet count decreased 0 (0.0) 0 (0.0) 3(1.4) 3 (0.6)
Blood creatine phosppo 0 (0.0) 2(1.7) 0 (0.0) 2 (0.4)
increased
Electrocardiogra @egment 1 (0.8) 0 (0.0) 0 (0.0) 1(0.2)
abnormal \
Gamma-glu nsferase 0 (0.0) 0 (0.0) 1 (0.5) 1 (0.2)
increas
Infectign infestations 3 (2.5) 2 (1.7) 5(2.3) 10 (2.0)
Pneumani 2(1.7) 1 (0.8) 3(1.4) 6 (1.2)
Infection 1 (0.8) 0 (0.0) 0 (0.0) 1(0.2)
Lymph gland infection 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
Pyelonephritis acute 0 (0.0) 1 (0.8) 0 (0.0) 1(0.2)
Rash pustular 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
Gastrointestinal disorders 1 (0.8) 2(1.7) 5(2.3) 9 (1.8)
Immune-mediated enterocolitis 0 (0.0) 0 (0.0) 3(1.4) 3 (0.6)
Ascites 0 (0.0) 1 (0.8) 0 (0.0) 1 (0.2)
Chronic gastritis 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
Colitis 0 (0.0) 1 (0.8) 0 (0.0) 1 (0.2)
Diarrhoea 1 (0.8) 0 (0.0) 0 (0.0) 1(0.2)
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SQ-NSCLC NSQ-NSCLC NSCLC
307 307 304 307&304&206
T+PC T+nPC T+PP T+chemo”
System Organ Class (N =120) (N = 118) (N = 222) (N =497)
Preferred Term n (%) n (%) n (%) n (%)
Stomatitis 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.2)
Vomiting 0 (0.0) 0 (0.0) 1 (0.5) 1 (0.2)
Cardiac disorders 1 (0.8) 1 (0.8) 4 (1.8) 7 (1.4)
Myocarditis 0 (0.0) 1 (0.8) 2 (0.9) 4 (0.8)
Immune-mediated myocarditis 1 (0.8) 0 (0.0) 1 (0.5) 2 (0.4)
Right ventricular failure 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
General disorders and 4 (3.3) 1 (0.8) 2 (0.9) 7 (1.4) 6
administration site conditions
Pyrexia 2(1.7) 0 (0.0) 1 (0.5) 3(0.6) @
Chest discomfort 1 (0.8) 0 (0.0) 0 (0.0) 1 (0.2 6
Death 0 (0.0) 1 (0.8) 0 (0.0) 1 (OQ\
Malaise 1(0.8) 0 (0.0) 0 (0.0) 1)
Non-cardiac chest pain 0 (0.0) 0 (0.0) 1 (0.5) 0.2)
Metabolism and nutrition disorders 1 (0.8) 3 (2.5) 2 (0.9) \ (1.2)
Decreased appetite 0 (0.0) 1 (0.8) 0 (0.0) 0 1(0.2)
Diabetes mellitus 0 (0.0) 0 (0.0) 1 (0.5) (b 1(0.2)
Hyperkalaemia 0 (0.0) 0 (0.0) 1 (0! 1(0.2)
Hypoalbuminaemia 1 (0.8) 0 (0.0) 0@) 1(0.2)
Hypoproteinaemia 0 (0.0) 1 (0.8) %.0) 1(0.2)
Type 1 diabetes mellitus 0 (0.0) 1(0.8) Q .0) 1(0.2)
Hepatobiliary disorders 0 (0.0) 2 (1.7) O 1 (0.5) 5(1.0)
Immune-mediated hepatitis 0 (0.0) 1 (0.8)\ 1 (0.5) 3 (0.6)
Hepatic failure 0 (0.0) 1 (0 0 (0.0) 1(0.2)
Hepatic function abnormal 0 (0.0) 0 (0.0) 1(0.2)
Nervous system disorders 2(1.7) 0 (e.0) 2 (0.9) 4 (0.8)
Guillain-Barre syndrome 0 (0.0) ()x (0.0) 1 (0.5) 1(0.2)
Hydrocephalus 1 (0.8) 0 0 (0.0) 0 (0.0) 1 (0.2)
Immune-mediated encephalitis 1 (0.8)6 0 (0.0) 0 (0.0) 1(0.2)
Neuralgia 0( 0 (0.0) 1 (0.5) 1(0.2)
Skin and subcutaneous tissue 4\@ 0 (0.0) 0 (0.0) 4 (0.8)
disorders
Rash (1.7) 0 (0.0) 0 (0.0) 2 (0.4)
Drug eruption \ 1(0.8) 0 (0.0) 0 (0.0) 1(0.2)
Rash erythematous @ 1(0.8) 0 (0.0) 0 (0.0) 1(0.2)
Renal and urinary dis S 0 (0.0) 1 (0.8) 2 (0.9) 3 (0.6)
Acute kidney i 'a@ 0 (0.0) 1 (0.8) 1 (0.5) 2 (0.4)
Tubulointerstit’b hritis 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
Musculoske d connective 0 (0.0) 0 (0.0) 1 (0.5) 2 (0.4)
tissue d
Myo 0 (0.0) 0 (0.0) 1 (0.5) 1 (0.2)
Rhabdomyolysis 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
Endocrine disorders 1 (0.8) 0 (0.0) 0 (0.0) 1(0.2)
Autoimmune thyroiditis 1 (0.8) 0 (0.0) 0 (0.0) 1(0.2)
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Deaths

Table 123: TEAEs leading to death by SOC and PT

SQ-NSCLC NSQ-NSCLC NSCLC

307 307 307 304 304

T+PC T+nPC PC T+PP PP 307&304&206 307&304

(N = (N = (N = (N = (N = T+chemo® chemo™”*
System Organ Class 120) 118) 117) 222) 110) (N =497) (N 5227)

Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n

Patients With at Least One TEAE 4 (3.3) 7 (5.9) 5 (4.3) 9(4.1) 2(1.8) 21 (4.2) 71)
Leading to Death
Respiratory, thoracic and 2(1.7) 2(1.7) 0(0.0) 5(2.3) 1(0.9) 10 (2. ({\ 1 (0.4)
mediastinal disorders
Pneumonitis 0 (0.0) 0 (0.0) 0(0.0) 3(1.4) 1(0.9) 1 (0.4)
Dyspnoea 0 (0.0) 0(0.0) 0(0.0) 1 (0.5) 0 (0.0) ) 0 (0.0)
Haemoptysis 1(0.8) 1(0.8) 0(0.0) 0 (0.0) 0 (0.0) \, 0.4) 0 (0.0)
Respiratory failure 1(0.8) 1(0.8) 0(0.0) 0 (0.0) 0 (0.0 02 (0.4) 0 (0.0)
Asphyxia 0 (0.0) 0 (0.0) 0(0.0) 1(0.5) 0 (0.0Q 1(0.2) 0 (0.0)
Cardiac disorders 0 (0.0) 0 (0.0) 0(0.0) 2 (0.9) .0) 3 (0.6) 0 (0.0)
Myocarditis 0 (0.0) 0 (0.0) 0(0.0) 1 (0.5) é’).O) 2 (0.4) 0 (0.0)
Atrial fibrillation 0 (0.0) 0 (0.0) 0(0.0) 1 (0.@ (0.0) 1(0.2) 0 (0.0)
General disorders and 0(0.0) 2(1.7) 3(2.6) 1 (0.0) 3 (0.6) 3(1.3)
administration site conditions Q
Death 0(0.0) 2(1.7) 2(1. 7)\ 0.5) 0 (0.0) 3 (0.6) 2 (0.9)
Multiple organ dysfunction 0(0.0) 0(0.0) 1( 0 (0.0) 0(0.0) 0 (0.0) 1(0.4)
syndrome
Nervous system disorders 2(1.7) 0(0.0) Q) 1 (0.5) 0 (0.0) 3 (0.6) 0 (0.0)
Cerebellar haemorrhage 0 (0.0) 0 (0 (0.0) 1 (0.5) 0 (0.0) 1(0.2) 0 (0.0)
Cerebrovascular accident 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.2) 0 (0.0)
Hydrocephalus 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Hepatobiliary disorders 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Hepatic failure * 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Infections and infestations %.O) 1(0.8) 2(1.7) 0 (0.0) 0 (0.0) 1 (0.2) 2 (0.9)
Pneumonia Q(0.0) 1(0.8) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Septic shock \ 0°(0.0) 0(0.0) 2(1.7) 0 (0.0) 0 (0.0) 0 (0.0) 2 (0.9)
Metabolism and nut @ 0 (0.0) 1(0.8) 0(0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
disorders @
Hypokalaemia qJ\ 0 (0.0) 1(0.8) 0(0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Musculoskel 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
connective t dlsorders
Rhabd y@s 0 (0.0) 0 (0.0) 0(0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Va I sorders 0 (0.0) 0 (0.0) 0(0.0) 0 (0.0) 1 (0.9) 0 (0.0) 1 (0.4)
Embo 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 1 (0.9) 0 (0.0) 1 (0.4)

Related AEs leading to death

TEAEs leading to death that were considered to be related to tislelizumab were reported for a total
of 8 patients (1.6%), including 4 patients in the Study 304 T+PP group (3 with pneumonitis and 1
patient with myocarditis), 2 patients in the Study 307 T+nPC group (1 each with death with no cause
given and hepatic failure), 1 patient in the Study 307 T+PC group (hydrocephalus) and 1 patient in the
Study 206 T+chemo group (dyspnoea and myocarditis).
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TEAEs leading to death that were considered to be related to chemotherapy were reported for a
total of 4 patients (0.8%) in the NSCLC T+chemo group (1 patient each with death with no cause
given, hepatic failure, hydrocephalus and pneumonitis) and 4 patients (1.8%) in the NSCLC chemo
group (2 patients with septic shock and 1 patient each with death with no cause given and
pneumonitis).

Immune-related AEs

Frequency of immune-mediated TEAEs

Note: In the following confirmed immune-mediated events (imAEs) for the 1L combination treatment
are presented. The methodology of identifying imAEs is presented and discussed subsequently.

<&

Table 124: Overall summary of immune-mediated TEAEs 0\6
¢
SQ-NSCLC NSQ-NSCEE.\, = NSCLC
307 307 1@}-}307&304&206
T+PC T+nPC T+chemo*
(N = 120) (N =118) ,ﬁ 2) (N = 497)
n (%) n (%) %) n (%)
Patients With at Least One imAE 36 (30.0) 30 (25.4) "G5 (24.8) 127 (25.6)
imAE with Grade = 3 13 (10.8) 12 (10. 24 (10.8) 52 (10.5)
Serious imAE 13 (10.8) 14 ( 23 (10.4) 54 (10.9)
imAE Leading to Permanent 8 (6.7) : 18 (8.1) 38 (7.6)
Discontinuation of tislelizumab
La”lﬁiEﬁﬁEﬂ'r?g to tislelizumab 14 (11.7) \Q (15.3) 27 (12.2) 62 (12.5)
imAE Leading to Death 0 (0.0 1 (0.8) 4 (1.8) 6 (1.2)
imAE Treated with Systemic Steroids 22‘{2 22 (18.6) 38 (17.1) 87 (17.5)
imAE Treated with
Immunosuppressants c(j ) 1(0.8) 4 (1.8) 6(1.2)
imAE Treated with Hormone Therapy AQ(lS.O) 11 (9.3) 22 (9.9) 53 (10.7)
O
Table 125: ImAEs by cate &
\Q SQ-NSCLC NSQ-NSCLC NSCLC
@' 307 307 304 307&304&206
. Q T+PC T+nPC T+PP T+chemo*
imAE Category \ (N =120) (N =118) (N = 222) (N = 497)
Preferre ’I‘g n (%) n (%) n (%) n (%)
Patients Wit ‘east One imAE 36 (30.0) 30 (25.4) 55 (24.8) 127 (25.6)
Immu ted Hypothyroidism 15 (12.5) 9 (7.6) 19 (8.6) 45 (9.1)
Imn@diated Pneumonitis 9 (7.5) 12 (10.2) 21 (9.5) 45 (9.1)
Immune-Mediated Skin Adverse Reaction 7 (5.8) 5(4.2) 7 (3.2) 19 (3.8)
Immune-Mediated Hepatitis 1 (0.8) 3 (2.5) 3(1.4) 8 (1.6)
Immune-Mediated Colitis 2(1.7) 1 (0.8) 4 (1.8) 7 (1.4)
Immune-Mediated Myocarditis 1 (0.8) 2(1.7) 3(1.4) 7 (1.4)
Immune-Mediated Myositis/Rhabdomyolysis 1 (0.8) 3 (2.5) 1 (0.5) 6 (1.2)
Immune-Mediated Nephritis And Renal 0 (0.0) 3 (2.5) 2 (0.9) 5(1.0)
Dysfunction
Immune-Mediated Type 1 Diabetes Mellitus 0 (0.0) 1(0.8) 4 (1.8) 5 (1.0)
Immune-Mediated Hyperthyroidism 0 (0.0) 1(0.8) 2 (0.9) 3 (0.6)
Immune-Mediated Nervous System Disorder 1 (0.8) 0 (0.0) 1 (0.5) 2 (0.4)
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SQ-NSCLC NSQ-NSCLC NSCLC

307 307 304 307&304&%206
T+PC T+nPC T+PP T+chemo*
imAE Category (N =120) (N =118) (N = 222) (N = 497)
Preferred Term n (%) n (%) n (%) n (%)
Immune-Mediated Thyroiditis 2(1.7) 0 (0.0) 0 (0.0) 2 (0.4)

Assessment report
EMA/116407/2024 Page 255/293



Table 126: Grade = 3 imAEs by category and maximum grade

SQ-NSCLC NSQ-NSCLC NSCLC
307&304&20
307 307 304 6
T+PC T+nPC T+PP T+chemo*
imAE Category (N=120) (N=118) (N=222) (N=497)

Maximum Grade n (%) n (%) n (%) n (%)
Patients With at Least One imAE 36 (30.0) 30 (25.4) 55 (24.8) 127 (25.6)
Immune-Mediated Pneumonitis 9 (7.5) 12 (10.2) 21 (9.5) 45 (9.1)

Grade 3 4 (3.3) 5(4.2) 5(2.3) 15 (3.0)

Grade 4 0 (0.0) 1 (0.8) 1 (0.5)

Grade 5 0 (0.0) 0 (0.0) 3(1.4) Q
Immune-Mediated Skin Adverse 7 (5.8) 5 (4.2) 7(3.2) @ .8)
Reaction

Grade 3 5(4.2) 2(1.7) 4 (1.8) O 11 (2.2)
Immune-Mediated Hepatitis 1(0.8) 3 (2.5) 3( ‘Q 8 (1.6)

Grade 3 1 (0.8) 1 (0.8) 3@ 6 (1.2)

Grade 5 0 (0.0) 1 (0.8) ) 1(0.2)
Immune-Mediated Colitis 2(1.7) 1 (0.8) %1.8) 7 (1.4)

Grade 3 0 (0.0) 1 (0. 8) 2 (0.9) 3 (0.6)

Grade 4 0 (0.0) 0 (O, 0 (0.0) 0 (0.0)
Immune-Mediated Myocarditis 1(0.8) % 3(1.4) 7 (1.4)

Grade 3 0 (0.0) 1 (0.5) 1(0.2)

Grade 4 0 (0.0) 0.0) 1 (0.5) 1(0.2)

Grade 5 0 (0.0 0 (0.0) 1 (0.5) 2 (0.4)
Immune-Mediated 1( 3 (2.5) 1 (0.5) 6 (1.2)
Myositis/Rhabdomyolysis

Grade 3 x6(9.8) 1 (0.8) 1 (0.5) 3 (0.6)

Grade 4 Q (0.0) 1 (0.8) 0 (0.0) 1(0.2)

Grade 5 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
Immune-Mediated Nephritis And 0 (0.0) 3 (2.5) 2 (0.9) 5(1.0)

Dysfunction K
Grade 3 Q{ 0 (0.0) 1 (0.8) 1 (0.5) 2 (0.4)
wa

Immune-Mediated Type es 0 (0.0) 1(0.8) 4 (1.8) 5(1.0)
Mellitus
Grade 3 Q 0 (0.0) 0 (0.0) 3(1.4) 3 (0.6)
Grade 4 0 (0.0) 1 (0.8) 1 (0.5) 2 (0.4)
Immune- Me& ervous System 1(0.8) 0 (0.0) 1 (0.5) 2 (0.4)
Disorder
1 (0.8) 0 (0.0) 1 (0.5) 2 (0.4)
Im@edlated Thyroiditis 2(1.7) 0 (0.0) 0 (0.0) 2 (0.4)
Grade 3 1(0.8) 0 (0.0) 0 (0.0) 1(0.2)
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Table 127: ImAEs leading to permanent discontinuation of tislelizumab

SQ-NSCLC NSQ-NSCLC NSCLC
307 307 304 307&304&206
T+PC T+nPC T+PP T+chemo™
imAE Category (N =120) (N=118) (N =222) (N=497)
Preferred Term n (%) n (%) n (%) n (%)
Patients with at least one Immune-mediated 8 (6.7) 8 (6.8) 18 (8.1) 38(7.6)
TEAE Leading to Permanent Discontinuation
of Tislelizumab
Immune-Mediated Pneumonitis 5(4.2) 4 (3.4) 9(4.1) 20 (4.0)
Immune-Mediated Myocarditis 1(0.8) 2 (1.7) 2(0.9) : 6(1.2)
Immune-Mediated Myositis/Rhabdomyolysis 0(0.0) 3(2.5) 1(0.5) 5(1.0)
Immune-Mediated Hypothyroidism 1(0.8) 1(0.8) 2(0.9) 4(0.8)
Immune-Mediated Colitis 0(0.0) 0(0.0) 30 Cm 3(0.6)
Immune-Mediated Hepatitis 0 (0.0) 2(1.7) 0 (0gON, « 3(0.6)
Immune-Mediated Skin Adverse Reaction 0 (0.0) 0 (0.0) - 2(0.4)
Immune-Mediated Nervous System Disorder 1(0.8) 0(0.0) 10) 1(0.2)

Table 128: ImAEs by outcome and category in combined T+chemo ggolp and monotherapy

imAE category Number of events Recovgred/ ‘Iﬁecoverinql Not recovered/ Fatal Unknown
in category resolyed resolving not resolved
é‘ n (%) n (%) n (%) n (%)
Immune-mediated hypothyroidism (mono) 155 1) 27 (17.4) 69 (44.5) 0 0
Immune-mediated hypothyroidism (combo) 76 ,@161.8) 17 (22.4) 11 (14.5) 0 0
Immune-mediated pneumonitis (mono) 80 ‘ (50.0) 15(18.8) 21(26.3) 4 (5.0) 0
Immune-mediated pneumonitis (combo) 49 n‘ 21(42.9) 15 (30.6) 9(18.4) 3(6.1) 0
Immune-mediated hepatitis (mono) 58\ 40 (69 .0) 5(86) 11 (19.0) 2(34) 0
Immune-mediated hepatitis (combo) e 8 (66.7) 3(250) 0 1(83) 0
Immune-mediated skin adverse reactions (mono) AG 21(55.3) 7(18.4) 10 (26.3) 0 0
Immune-mediated skin adverse reactions (comba) * \ 20 16 (80.0) 4(20.0) 0 0 0
Immune-mediated colitis (mono) : » 23 19 (82.6) 3(13.0) 1(4.3) 0 0
Immune-mediated colitis (combo) r 7 5(71.4) 1(14.3) 1(14.3) 0 0
Immune-mediated myositis/rhabdomyolysis (mono) \ 16 10 (62.5) 0 6 (37.5) 0 0
Immune-mediated myositis/rhabdomyolysis (combo) \\) 10 9(90.0) 0 0 1(10.0) 0
Immune-mediated hyperthyroidism (monao) ( 12 11(91.7) 0 1(8.3) 0 0
Immune-mediated hyperthyroidism (combe) £ N - 4 4 (100) 0 0 0 0
Immune-mediated thyroiditis (mono) NS 18 7 (389) 3(16.7) 8 (44 4) 0 0
Immune-mediated thyroidifis (combo) ,Q\ 2 1(50.0) 0 1 (50.0) 0 0
Immune-mediated myocarditis (morfg) 7 4 (57.1) 1(14.3) 2(28.6) 0 0
Immune-mediated myocarditis (c M N 7 4 (57.1) 1(14.3) 0 2 (28.6) 0
Immune-mediated nephritis an rg ) ;function (mono) 10 5(50.0) 3(30.0) 1(10.0) 1(10.0) 0
Immune-mediated nephritis €nd ﬁdysfunction (combo) 7 4 (57.1) 2 (28.6) 1(14.3) 0 0
Other immune-mediatedsre s (mono) 10 4 (40.0) 6 (60.0) 0 0 0
Other immune-m :ﬂﬁe@e}t ons (combo) 0 0 0 0 0 0
Immune-mediat )amnsufﬂciency (mono) 6 1(16.7) 2(33.3) 3(50.0) 0 0
Immune-medi nal insufficiency (combo) 0 0 0 0 0 0
Immune% ed nervous system disorder (mono) 0 0 0 0 0 0
Imm% ted nervous system disorder (combo) 2 1(50.0) 0 1(50.0) 0 0
Immun diated pituitary dysfunction (mono) 1 0 0 1(100.0) 0 0
Immune—ﬁwediated pituitary dysfunction (combo) 0 0 0 0 0 0
Immune-mediated type 1 diabetes mellitus (mono) 11 4(36.4) 2(18.2) 5(45.5) 0 0
Immune-mediated type 1 diabetes mellitus (combo) 5 1(20.0) 2 (40.0) 2 (40.0) 0 0
Immune-mediated pancreatitis (mono) 1 1(100.0) 0 0 0 0
Immune-mediated pancreatitis (combo) 0 0 0 0 0 0

Potential immune-mediated TEAEs

Please refer to the “Process for the identification of immune-mediated TEAEs” above.
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Table 129: Potential immune-mediated TEAEs in combination therapy studies

307 304 307,304 & 307&304*
307 304 PP 206 T+chemo
T+PC T+nPC 307 PC T+PP N=11 T+chemo
N=120 N=118 N=117 N=222 0 *N=497 N=460
Category n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Patients with at least 43 37 3 (2.6) 62 3 148 142 (30.9)
one im TEAE (35.8) (31.4) (27.9) (2.7) (29.8)
Im TEAE 2= Grade 3 14 13 1 (0.9) 29 3 59 (11.9) 56 (12.2)
(11.7) (11.0) (13.1) (2.7)
Serious im TEAE 16 14 3 (2.6) 28 2 62 (12.5) 5@2.6)
(13.3) (11.9) (12.6) (1.8)
Im TEAE leading to 14 19 0 (0.0) 30 0 66 (13.3) (13.7)
modification (11.7) (16.1) (13.3) (0.0) \
Im TEAE leading to 9 (7.5) 9 (7.6) 0 (0.0) 19 (8.6) 0 41 @ 37 (8.0)
discontinuation (0.0)
Im TEAE leading to 0 (0.0) 2(1.7) 0 (0.0) 4 (1.8) 1 @4) 6 (1.3)
death (0.9) Q
Im TEAE treated 26 27 3 (2.6) 44 2% 02 (20.5) 97 (21.1)
with systemic (21.7) (22.9) (19.8) .8
steroids
Im TEAE treated 1 (0.8) 1 (0.8) 0 (0.0) 4 (1.8 @ 1 6 (1.2) 6 (1.3)
with (0.9)
immunosuppressant Q
s
ImTEAE treated with 21 14 0 (0.0) \Q4 1 61 (12.3) 59 (12.8)
hormone therapy (17.5) (11.9) N\ (10.8) (0.9)

QY
The most commonly reported PTs in the ch %&;erapy control arm for Studies 304 and 307 were
immune-mediated pneumonitis (1.8% a@/o, respectively). Other potential imAE reported in the

chemotherapy control arms of Study re Type 1 diabetes Mellitus (0.9%), and rash
maculopapular (0.9%) in the chen@ py control arm of Study 307.

Q&

ary of infusion-related reactions

o Co SQ-NSCLC NSQ-NSCLC NSCLC
N\ 307 304 |307&304&2
307 T+nPC 307 304 PP 06 307&304
@ T+PC (N = PC T+PP  (N= | T+chemo® chemo™
(N=120) 118) (N =117)|(N=222) 110) | (N =497) (N = 227)
n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Patient With at least one IRR 5(4.2) 5(4.2) 4 (3.4) 2(0.9) 1(0.9) | 14(2.8) 5 (2.2)
IRR with Grade = 3 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IRR leading to discontinuation 0 (0.0) 0 (0.0) 1 (0.9) 0 (0.0) 0 (0.0) 1(0.2) 1(0.4)
IRR leading to dose modification 3(2.5) 0 (0.0) 3 (2.6) 2 (0.9) 1 (0.9) 6 (1.2) 4 (1.8)
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Adverse drugs reactions
Selection of ADRs

The clinical database of the studies where tislelizumab was administered either as monotherapy or
combination therapy were screened for ADR candidates using an ADR screening tool. ADR candidates
included two types of events namely pre-qualified ADR candidates and ADR candidates identified
through numerical screening rules.

Pre-qualified ADR candidates

Pre-qualified ADR candidates were events that are associated with the drug based on current
knowledge. Pre-qualified ADR candidates were identified using the eCRS and Excel files produc@v
the Statistical programming and quantitative Safety groups.

X e?)
Numerical screening rule to identify other non-pre-qualified ADR candidates K\

Other ADR candidates were events for which an excess (based on medical review, \@US comparator
is observed or for which reasonable frequency is observed under tisIeIizumab.x were identified
using a numerical screening rule (i.e. algorithmically), based on all TEAEs. Within the randomised
period subset of each pivotal study at MedDRA HLT and PT level the folloﬂb selection criteria were

applied: @

e AEs with >2% higher incidence for tislelizumab vs. resp% omparator arm

e AEs with lower bound of relative risk (between tisIeIi@ rm and comparator arm) 95%

confidence interval >1.0.
e SAEs with >0.5% difference in incidence for@lizumab vs. respective comparator arm.

e Drug-related AEs (any drug component) Wjth®*>0.5% difference in incidence for tislelizumab vs.
respective comparator arm. Q

In addition, based on the respective o@g apy and the combination therapy safety pools, the
following rules were applied to flag p%ﬂ | ADR candidates:

e AEs with >2% incidence K

e AEs leading to tisleliz a@continuation with >0.5% incidence.

A medical assessment v\%lso made on the laboratory toxicities from the laboratory data.

All identified ADR CAndi ates underwent medical review using the Bradford Hill criteria to assess the
plausibility of: 1 ﬁassociation between tislelizumab and these candidate ADRs. Event severity,
relationship, ér acological action, and the safety profile of other drugs with similar mechanism of
action @ considered in relation to the Bradford Hill Criteria.

Once usal association has been medically established, the eCRS (case retrieval strategy) was
updated with the proposed ADRs and an ADR table generated.

ADRs identified with tislelizumab in the monotherapy and combination therapy pools are shown in the
following table.

Assessment report
EMA/116407/2024 Page 259/293



Table 131: Frequency and frequency category of ADRs with tislelizumab by SOC and ADR

Tislelizumab monotherapy

200 mg Q3W Tislelizumab combination therapy
N = 1534 N = 497
Frequency
category Frequency
Grades All Grades category
All grades 3-4 (Al grades 3-4

Adverse drug reactions n (%) n (%) Grades) n (%) n (%) (All Grades)
Infections and infestations

Pneumonia 148 (9.6) 64 (4.2) Common 77 (15.5) 25 (5.0) Very common
Blood and lymphatic system
disorders

Anaemia 448 (29.2) 77 (5.0) Very 439 78 (15. 7) Ve mmon

common (88.3) ?
Thrombocytopenia 136 (8.9) 16 (1.0) Common 333 91 (18. K\ y common
(67.0)
Neutropenia 85 (5.5) 19 (1.2) Common 430 Very common
(86.5) x'(

Lymphopenia 69 (4.5) 17 (1.1) Common 68 (13. 2.8) Very common
Endocrine disorders @

Hypothyroidism 204 (13.3) 1(0.07) Very (1 Very common

common

Hyperthyroidism 85 (5.5) 0 Common (10.9) 0 Very common

Thyroiditis 17 (1.1) 0 Commong3 (0.6) 1 (0.2) Uncommon

Adrenal insufficiency 7 (0.5) 3(0.2) Unco 0 -

Metabolism and nutrition

Hypophysitis 1 (0.07) 0 \@ 0 -

disorders
Hyperglycaemia 143 (9.3) 23 ommon 81 (16.3) 7 (1.4) Very common
Hyponatraemia 140 (9.1) (Q Common 94 (18.9) 8 (1.6) Very common
Hypokalaemia 113 (7.4) Common 79 (15.9) 8 (1.6) Very common
Diabetes mellitus 11 (0.7) Q (0. 3) Uncommon 6 (1.2) 4 (0.8) Common
Nervous system disorders
Guillain-Barre syndrome 0 - 1(0.2) 1 (0.2) Uncommon
Eye disorders O
Uveitis %.3) 0 Uncommon 0 0 -
Cardiac disorders \
Myocarditis @ 12 (0.8) 4 (0.3) Uncommon 9 (1.8) 2 (0.4) Common
Pericarditis 1 (0.07) 0 Rare 0 0 -
Vascular disorde Q
Hypertensi C 73 (4.8) 29 (1.9) Common 25(5.0) 4 (0.8) Common
Respiratory CIC and
mediasti rders
Cou 237 (15.4) 5(0.3) Very 76 (15.3) 2 (0.4) Very common
common
Dyspmoea 113 (7.4) 18 (1.2) Common 60 (12.1) 5 (1.0) Very common
Pneumonitis 80 (5.2) 31 (2.0) Common 60 (12.1) 17 (3.4) Very common
Gastrointestinal disorders
Nausea 151 (9.8) 3(0.2) Common 206 2(0.4) Very common
(41.4)
Diarrhoea 137 (8.9) 12 (0.8) Common 73 (14.7) 3 (0.6) Very common
Stomatitis 46 (3.0) 5(0.3) Common 29 (5.8) 2(0.4) Common
Pancreatitis 15 (1.0) 8 (0.5) Uncommon 1 (0.2) 0 Uncommon
Colitis 5(0.3) 0 Uncommon 6 (1.2) 3 (0.6) Common
Hepatobiliary disorders
Hepatitis 40 (2.6) 18 (1.2) Common 21 (4.2) 7 (1.4) Common
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Tislelizumab monotherapy

200 mg Q3W Tislelizumab combination therapy
N = 1534 N = 497
Frequency
category Frequency
Grades All Grades category
All grades 3-4 (Al grades 3-4
Adverse drug reactions n (%) n (%) Grades) n (%) n (%) (All Grades)
Skin and subcutaneous tissue
disorders
Rash 221 (14.4) 15 (1.0) Very 131 13 (2.6) Very common
common (26.4)
Pruritus 154 (10.0) 0 Very 34 (6.8) 1(0.2) Comm
common
Severe skin reaction 1 (0.07) 0 Rare 0 0 - @
Musculoskeletal and . 6
connective tissue disorders \
Arthralgia 132 (8.6) 4 (0.3) Common 78 (15.7) O O Very common
Myalgia 24 (1.6) 0 Common 19 (3.8) Common
Myositis 14 (0.9) 4 (0.3) Uncommon 1(0.2) \ 2) Uncommon
Arthritis 6 (0.4) 0 Uncommon 5 (1.0) 0 Common
Renal and urinary disorders
Nephritis 3 (0.2) 1 (0.07) Uncommon @.4 0 Uncommon
General disorders and @
administration site
conditions Q
Fatigue 352 (22.9) 30 (2.0) Very Q 214 11 (2.2) Very common
CO (43.1)
Decreased appetite 221 (14.4) 14 (0.9) 202 7 (1.4) Very common
common (40.6)
Investigations
Aspartate aminotransferase 320 (20.9) 0 (@ Very 210 8 (1.6) Very common
increased common (42.3)
Alanine aminotransferase 295 (19.2) 22 (1.4) Very 229 16 (3.2) Very common
increased common (46.1)
Blood bilirubin increased 183 (@ 30 (2.0) Very 90 (18.1) 2 (0.4) Very common
common
Blood alkaline phosphatase K 22) 17 (1.1) Common 55 (11.1) 2(0.4) Very common
increased
Blood creatinine increase\ (5.1) 2 (0.1) Common 61(12.3) 0 Very common
Injury, poisoning and
procedural complicati
Infusion related ré& 3 (0.2) 1 (0.07) Uncommon 12(2.4) O Common

A subject with multiplg o s of an ADR under one treatment is counted only once in the ADR category for that treatment.

version v4.03 for all studies except for studies 304 and 307: version v5.0, Case Retrieval Strategy version released

MedDRA version 25!

20230405.

Frequency cat ased on the following convention: very common (>=1/10); common (>=1/100 to <1/10); uncommon (>=1/1,000 to <1/100); rare
(>=1/10,0 /25000); very rare (<1/10,000)

Patie crossed over from the chemotherapy control arms in studies 304 and 307 to Tislelizumab monotherapy were not included. SCLC patients
from stu are not included.

Laboratory findings

Laboratory abnormalities worsening from baseline with tislelizumab as monotherapy (N=1534) and in
combination with chemotherapy (N=497) are summarised in the following table. This table also serves
as the basis to support the presentation of “laboratory abnormalities” in section 4.8. of the SmPC,
where the proportions of patients who experienced a shift from baseline to a grade 3 or 4 laboratory
abnormality are reported.
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Table 132: Laboratory abnormalities worsening from baseline with tislelizumab as
monotherapy and in combination with chemotherapy

Tislelizumab monotherapy Tislelizumab combination therapy
N =1534 N = 497*
Frequency
Frequency All category
Grades 3- category grades Grades 3-
Laboratory abnormality All grades 4 n/m 4 (Al
parameter n/m (%) n/m (%) (All Grades) (%) n/m (%) Grades)
Haematology
Haemoglobin increased 56/14941911 2/1494 Common 8/495 0/495 Common
(3.7) (0.1) (1.6) (0.0)
563/1494 66/1494 Very 460/495 80/495
Haemoglobin decreased (37.7) (4.4) common (92.9) (16.2) mon
216/494 14/1494 Very 439/495 163/4 Very
Leukocytes decreased (14.3) (0.9) common (88.7) (32.{ common
Lymphocytes increased 23/1475(1.6) - Common - O -
577/1475(39.1) 126/1475 Very - -
Lymphocytes decreased (8.5) common \’
163/1476 25/1476 Very 445/494 02/494 Very
Neutrophils decreased (11.0) (1.7) common (9% (61.1) common
248/1910 17/1495 Very 65/495 94/495 Very
Platelets decreased (13.0) (1.1) common _\(73.7) (19.0) common
Biochemistry
ALT increased 434/1491 30/1491 Ve 278/495 23/495 Very
(29.1) (2.0) co (56.2.4) (4.6) common
Albumin decreased 625/1908 6/1491 q - - -
(32.8) (0.4) \ mon
Alkaline phosphatase 465/1491 56/190 Very 164/494 4/494 Very
increased (31.2) (2. common (33.2) (0.8) common
AST increased 471/1491 48/949 Very 265/495 13/495 Very
(31.6) (3. common (53.5) (2.6) common
Bilirubin increased 280/1486 486 Very 141/495 8/495 Very
(18.8 Q (2.2) common (28.5) (1.6) common
Creatine kinase increased 165/8 18/894 Very 102/457 7/457 Very
(1 (2.0) common (22.3) (1.5) common
Creatinine increased 1 1 13/1491 Very 94/495 12/495 Very
2.1) (0.9) common (19.0) (2.4) common
Potassium increased Q3/1486 13/1486 Common 55/495 10/495 Very
\ (9.6) (0.9) (11.1) (2.0) common
Potassium decreased 210/1486 33/1486 Very 146/495 31/495 Very
. (14.1) (2.2) common (29.5) (6.3) common
Sodium increased \ 99/1486 1/1486 Common 39/495 1/495 Common
¢ 0 (6.7) (0.1) (7.9) (0.2)
Sodium decre 494/1486 84/486 Very 289/495 55/495 Very
P (33.2) (5.7) common (58.4) (11.1) common
T Tislel monotherapy “All doses, all indications” pool
FTi b + chemotherapy NSCLC T+chemo arm (Studies 307, 304 and 206)

Frequ category is based on the following convention: very common (>=1/10); common (>=1/100 to <1/10);
uncommon (>=1/1,000 to <1/100); rare (>=1/10,000 to <1/1,000); very rare (<1/10,000).

Patients who crossed over from the chemotherapy control arms in studies 304 and 307 to Tislelizumab
monotherapy were not included. SCLC patients from Study 206 are not included.

n is the number of patient with worsen toxicity grade compared with baseline. m is the number of patients with
both baseline and post-baseline laboratory test assessments.

In vitro biomarker test for patient selection for safety

Not applicable.
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Safety in special populations

Safety by age

Table 133: Overview of controlled and non-controlled studies by age group in tislelizumab
treated patients (200 mg Q3W)

Age 65 - 74 years

Age 75 - 84 years

Age = 85 years

n (%) n (%) n (%)

Controlled studies

Study 302 (N= 255) 85 (33.3) 13 (5.1) 0 (0.0)

Study 303 (N= 534) 155 (29.0) 14 (2.6) 1(0.1)

Study 304 (N=222) 56 (25.2) 3(1.4) 0 (0

Study 307 (N= 238) 91 (38.2) 0 (0.0) +0

Non-controlled K\

studies O

Study 102 (N=300) 72 (24.0) 5 (1.7) \Q 0 (0.0)

Study 001 (N=13) 6 (46.2) 1(7.7) \ 0 (0.0)

Study 208 (N=249) 75 (30.1) 24 (9.6) 0 1 (0.4)

Study 204 (N=113) 38 (33.6) 6 (5.3) @ 0 (0.0)

Study 203 (N=70) 4 (5.7) 0 (0. K 0 (0.0)

Study 206 (N=37) 11 (29.7) 0 (0.0)

N= number of patients in tislelizumab-containing arms Q

e Monotherapy \:

Table 134: Summary of TEAEs by age group , 265-<75, =275 years)

<65 x N >=65-<75 >=75
303 Study 303 Study 303 Study E
200 mg 200 mg
\ 00 mg Q3W Q3w Q3w
| All All All
Tislelizumab D Indications  Tislelizumab : Docetaxel :Indications ' Tislelizumab Docetaxel Indications

System Organ Class (N=364) ; (N=1034) (N=155) (N=76) (N=435) (N=15) (N=11) (N=65)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Patients with at least one TEAE 348 (95.6 7 (97.7) 991(95.8) | 146 (94.2) 76 (100.0) 1413 (94.9) | 15(100.0) 11 (100.0) 64 (98.5)

Treatment-related TEAE 266 (73. 158 (92.4) 762(73.7) 114(73.5) 5(98.7) 322(74.0) | 10(66.7) 9(81.8)  41(63.1)
TEAE with 2 Grade 3 136 187.4) 124 (72.5) 428 (414) 63 (40.6) 0(78.9) 211(485) 7(46.7) 9(81.8)  30(46.2)

Treatment-related = G 3 9y 108 (63.2) 160 (15.5) 9 (18.7) 7(75.0) 183(19.1) | 1(6.7) 6(545) 7(10.8)
SeriousTEAE o= 18,481.0) 52 (30.4) 331 (32.0) 5 (35.5) 7(35.5) 160 (36.8) 6 (40.0) 4(364) 25(38.5)

Treatment-related SAE ¢ (10.4) 37 (21.6) 110 (10.6) 27 (17.4) 20(26.3) 58 (13.3) 2(13.3) 2(182)  7(10.8)
TEAE Leading to Death ¢ N, 719 (5.2) 5(2.9) 80 (7.7) 12(7.7) 4(5.3) 42 (9.7) 1(6.7) 2(182)  5(7.7)

Treatment-related QeathN_/)) 3 (0.8) 1(0.6) 12 (1.2) 5(3.2) 2(2.6) 7 (1.6) 0(0.0) 1(9.1) 1(15)
TEAE Leading to T| 30(8.2) 17 (9.9) 113(10.9) 24 (15.5) 11(14.5) ' 68(1656)  2(13.3) 4(364) 9(13.8)
Discontinuation_ '

Related |tlon 13 (3.6) 12 (7.0) 44 (4.3) 18 (11.6) 9(11.8) 36 (8.3) 1(6.7) 4 (36.4) 5(7.7)
TEAE Lea% 76 (20.9) 54 (31.6) 245 (23.8)  41(26.5) 30(39.5) 126(29.0) | 2(13.3) 5(455) 26 (40.0)
Mod

Re|ate§&iﬁcation 43 (11.8) 47 (27.5) 148 (14.3) 4 (15.5) 27 (35.5) |74 (17.0) 1(6.7) 3(27.3)  13(20.0)
Immune-mediated TEAE 70 (19.2) NA 179 (17.3) 3(21.3) NA 89 (205) 1(6.7) NA 8(12.3)

imTEAE with = Grade 3 18 (4.9) NA 44 (4.3) 16 (10.3) NA 4 (7.8) 1(6.7) NA 3(4.6)
Infusion-related Reaction 2(0.5) 5(29 39 (3.8) 2(1.3) 3(3.9) 12 (2.8) 1(6.7) 1(9.1 3(4.6)

IRR with > Grade 3| 0(0.0) 0(0.0 4(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0 0(0.0)
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Table 135: Safety by age in Study 303 and 200 mg Q3W; all indications

200 mg Q3W all

303 Tislelizumab indications
N=534 N=1534
Age 65- Age Age < Age 65- Age
Age < 65 <75 =75 65 <75 =75
years years years years years years
N=364 N=155 N=15 N=1034 N=435 N=65
MedDRA terms n (%) n (%) n (%) n (%) n (%) n (%)
Total AEs 348 (95.6) 146 15 991 413 64
(94.2) (100.0) (95.8) (94.9) 98.5)
Grade >= 3 AEs 136 (37.4) 63 (40.6) 7 428 211 0
(46.7) (41.4) (48.5@ 26.2)
Serious AEs - total 113 (31.0) 55 (35.5) 6 331 ‘Q 25
(40.0) (32.0) (38.5)
Fatal 19 (5.2) 12(7.7) 1(6.7) 80 (7.7) (9.7) 5(7.7)
Hospitalisation/prolong existing 109 (29.9) 53 (34.2) 5 150 21
hospitalisation (33.3) (29% (34.5) (32.3)
Life-threatening 9 (2.5) 6 (3.9) 0(0.0) .0) 16 (3.7) 0(0.0)
Disability/incapacity 1 (0.3) 1(0.6) 0(0.0) (0.2) 2 (0.5) 0(0.0)
Other (medically significant) 0 (0.0) 2(1.3) 1 ) 11(1.1) 9(2.1) 3 (4.6)
AE leading to treatment 30 (8.2) 24 (15.5) 113 68 (15.6) 9
discontinuation Q3.3) (10.9) (13.8)
Blood and lymphatic system disorders 119 (32.7) 52 (33%5) 8 345 148 16
(53.3) (33.4) (34.0) (24.6)
Cardiac disorders 39 (10.7) 23W4.8) 0(0.0) 92(8.9) 49 (11.3) 2(3.1)
Ear and labyrinth disorders 5(1.4) (0.0) 1(6.7) 19(1.8) 4(0.9) 1 (1.5
Endocrine disorders 60 (16@ 18 (11.6) 1 (6.7) 177 58 (13.3) 8
(17.1) (12.3)
Eye disorders .7) 16 (10.3) 2 72 (7.0) 38 (8.7) 6(9.2)
(13.3)
Gastrointestinal disorders 3 (36.5) 56 (36.1) 5 448 206 29
Q (33.3) (43.3) (47.4) (44.6)
General disorders and adminis '{Q 156 (42.9) 51 (32.9) 8 428 184 34
site conditions (53.3) (41.4) (42.3) (52.3)
Hepatobiliary disorders \ 14 (3.8) 4 (2.6) 2 60 (5.8) 34 (7.8) 9
(13.3) (13.8)
Immune system dis 2 (0.5) 1(0.6) 0(0.0) 9(0.9) 5(1.1) 0(0.0)
Infections and, i ons 105 (28.8) 44 (28.4) 2 332 122 18
(13.3) (32.1) (28.0) (27.7)
Injury, pois and procedural 12 (3.3) 10 (6.5) 0(0.0) 42 (4.1) 27 (6.2) 2(3.1)
compli
Investigations 213 (58.5) 92 (59.4) 6 633 240 28
(40.0) (61.2) (55.2) (43.1)
Metabolism and nutrition disorders 169 (46.4) 78 (50.3) 5 426 211 22
(33.3) (41.2) (48.5) (33.8)
Musculoskeletal and connective tissue 109 (29.9) 46 (29.7) 2 276 114 18
disorders (13.3) (26.7) (26.2) (27.7)
Neoplasms benign, malignant and 26 (7.1) 9(5.8) 0(0.0) 66(6.4) 22(5.1) 5(7.7)
unspecified (incl cysts and polyps)
Nervous system disorders 40 (11.0) 26 (16.8) 1 (6.7) 125 65 (14.9) 14
(12.1) (21.5)
Product issues 0 (0.0) 0 (0.0) 0(0.0) 2(0.2) 0 (0.0) 0(0.0)
Psychiatric disorders 25 (6.9) 13(8.4) 0(0.0) 74 (7.2) 40 (9.2) 4 (6.2)
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200 mg Q3W ali

303 Tislelizumab indications
N=534 N=1534
Age 65- Age Age < Age 65- Age
Age < 65 <75 =275 65 <75 =75
years years years years years years
N=364 N=155 N=15 N=1034 N=435 N=65
MedDRA terms n (%) n (%) n(%) n (%) n (%) n (%)
Renal and urinary disorders 19 (5.2) 16 (10.3) 1(6.7) 100 55 (12.6) 4 (6.2)
(9.7)
Reproductive system and breast 5(1.4) 3(1.9) 0(0.0) 20(1.9) 7(1.6) 1(1.5)
disorders
Respiratory, thoracic and mediastinal 179 (49.2) 70 (45.2) 4 379 161 8
disorders (26.7) (36.7) (37 (27.7)
Skin and subcutaneous tissue 69 (19.0) 32 (20.6) 1(6.7) 231 ’x 25
disorders (22.3) *{% 2)  (38.5)
Vascular disorders 23 (6.3) 10 (6.5) 0 (0.0) 65 (6. @ (10.3) 3 (4.6)
CMQ sum of postural hypotension, 44 (12.1) 22 (14.2) 0 (0.0) % 67 (15.4) 10
falls, black outs, syncope, dizziness, (M. (15.4)
ataxia, fractures A
to
e Combination therapy 1L é
Table 136: Summary of TEAEs by age (pooled 1L NSCL
N NSCLC
=65 years >=65 years
30 M&ZOG 307&304 307&304&206 307&304
+chemo chemo T+chemo chemo
(N=335) (N=156) (N=162) (N=71)
NG n (%) n (%) n (%) n (%)
Patients With at Least One TEAE 0 334 (99.7) 155 162 (100) 71 (100)
6 (99.4)
Treatment-Related O 334 (99.7) 154 161 (99.4) 70 (98.6)
K (98.7)
= Grade 3 TEAEs Q 259 (77.3) 110 135 (83.3) 51 (71.8)
\ (70.5)
Treatment-Related @ 243 (72.5) 100 129 (79.6) 45 (63.4)
. Q (64.1)
Serious TEAEs g 120 (35.8) 34 (21.8) 79 (48.8) 20 (28.2)
66 (19.7) 20 (12.8) 57 (35.2) 12 (16.9)
14 (4.2) 4 (2.6) 7 (4.3) 3(4.2)
6 (1.8) 2(1.3) 2(1.2) 2 (2.8)
85 (25.4) 15 (9.6) 56 (34.6) 14 (19.7)
Led to Tislelizumab Discontinuation 39 (11.6) NA 32 (19.8) NA
Led to Chemotherapy Discontinuation 67 (20.0) 15 (9.6) 44 (27.2) 14 (19.7)
TEAEs Led to Any Treatment Modification 244 (72.8) 65 (41.7) 122 (75.3) 43 (60.6)
(a)
Led to Tislelizumab Maodification 210 (62.7) NA 102 (63.0) NA
Led to Chemotherapy Modification 222 (66.3) 63 (40.4) 117 (72.2) 43 (60.6)
Infusion-Related Reaction 9 (2.7) 4 (2.6) 5(3.1) 1(1.4)
Immune-mediated TEAEs 73 (21.8) NA 54 (33.3) NA
> Grade 3 27 (8.1) NA 25 (15.4) NA
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NSCLC

<65 years >=65 years
307&304%206 307&304 307&304&206 307&304
T+chemo chemo T+chemo chemo
(N=335) (N=156) (N=162) (N=71)
n (%) n (%) n (%) n (%)
Led to Death 5(1.5) NA 1 (0.6) NA
Serious 27 (8.1) NA 27 (16.7) NA
Led to Tislelizumab Discontinuation 18 (5.4) NA 20 (12.3) NA

(a) Treatment modification included dose interruption, dose delay, infusion rate decreased and dose modification (only for

chemotherapy). e

Table 137: Safety by age category in the combination therapy pool .
NSCLC N

307&304&206 T+chemo 3 Chemo
N=497 % \NE=227
Age < 65 Age 65-<75 A ‘E Age 65-<75
years years rs years
N=335 N=158 156 N=71
MedDRA terms n (%) n (%) ,& n (%) n (%)
Total AEs 334 (99.7) 158 (100,00 155 (99.4) 71 (100.0)
Grade >= 3 AEs 259 (77.3) 133 ( 110 (70.5) 51 (71.8)
Serious AEs - total 120 (35.8) 77 ) 34 (21.8) 20 (28.2)
Fatal 14 (4.2) 4) 4 (2.6) 3(4.2)
Hospitalisation/prolong 116 (34.6) 03 (46.2) 31 (19.9) 18 (25.4)
existing hospitalisation
Life-threatening 5 (1.5&0 7 (4.4) 1 (0.6) 0 (0.0)
Disability/incapacity 0 (0 0 (0.0) 1 (0.6) 0 (0.0)
Other (medically significant) 2(1.3) 1 (0.6) 0 (0.0)
AE leading to Tislelizumab .6) 31 (19.6) 0 (0.0) 0 (0.0)
discontinuation N
AEs by SOC \J
Blood and lymphatic systemQ 303 (90.4) 150 (94.9) 138 (88.5) 65 (91.5)
disorders
Cardiac disorders 48 (14.3) 25 (15.8) 14 (9.0) 2 (2.8)
Ear and labyrinth d'\r rs 6 (1.8) 2 (1.3) 3(1.9) 2 (2.8)
Endocrine disqrd@ 56 (16.7) 24 (15.2) 2 (1.3) 1(1.4)
Eye disorder \ 15 (4.5) 8 (5.1) 2 (1.3) 3(4.2)
Gastroint disorders 231 (69.0) 109 (69.0) 87 (55.8) 47 (66.2)
Gener ders and 197 (58.8) 107 (67.7) 78 (50.0) 43 (60.6)
ad i ion site conditions
Hepatdbiliary disorders 25 (7.5) 7 (4.4) 12 (7.7) 2 (2.8)
Immune system disorders 2 (0.6) 3(1.9) 4 (2.6) 0 (0.0)
Infections and infestations 112 (33.4) 62 (39.2) 36 (23.1) 17 (23.9)
Injury, poisoning and procedural 29 (8.7) 10 (6.3) 6 (3.8) 1(1.4)
complications
Investigations 311 (92.8) 150 (94.9) 139 (89.1) 63 (88.7)
Metabolism and nutrition 225 (67.2) 125 (79.1) 89 (57.1) 48 (67.6)
disorders
Musculoskeletal and connective 150 (44.8) 67 (42.4) 52 (33.3) 23 (32.4)

tissue disorders
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NSCLC

307&304&206 T+chemo

307&304 Chemo

N=497 N=227
Age < 65 Age 65-<75 Age < 65 Age 65-<75

years years years years

N=335 N=158 N=156 N=71
MedDRA terms n (%) n (%) n (%) n (%)
Neoplasms benign, malignant 22 (6.6) 12 (7.6) 13 (8.3) 7 (9.9)
and unspecified (incl cysts and
polyps)
Nervous system disorders 111 (33.1) 59 (37.3) 46 (29.5) 18 (26.4)
Product issues 2 (0.6) 0 (0.0) 0 (0.0) 0 (
Psychiatric disorders 45 (13.4) 16 (10.1) 21 (13.5) 1 .7)
Renal and urinary disorders 28 (8.4) 13 (8.2) 4 (2.6) ‘\ (1.4)
Reproductive system and breast 5 (1.5) 3(1.9) 2 (1.3) K 2 (2.8)
disorders
Respiratory, thoracic and 167 (49.9) 85 (53.8) 50 ( Q 27 (38.0)
mediastinal disorders
Skin and subcutaneous tissue 178 (53.1) 92 (58.2) @2 34 (47.9)
disorders
Vascular disorders 26 (7.8) 15 (9.5) 14 (9.0) 2 (2.8)
CMQ sum of postural 88 (26.3) 34 (21.8) 20 (28.2)

hypotension, falls, black outs,
syncope, dizziness, ataxia,

fractures

N
48 (30.4) @
O

N

Hepatic impairment:

S

N
O

Table 138: Overall summary of TEAEs by&fe ine hepatic impairment

7
HI Impairment
2303.Study 303 Study
\J 200 mg 200 mg
O Q3w Q3w
&n All All
Tis@‘ ab Docetaxel Indications Tislelizumab Docetaxel Indications

System Organ Class =494) (N=236) (N=1243) (N=40) (N=22) (N=285)
Preferred Term %) n (%) n (%) n (%) n (%) n (%)
Patients with at least o W% (95.1) 233 (98.7) 1188 (95.6) 39 (97.5) 21 (95.5) 274 (96.1)
TEAE

Treatment-relgte@? 362 (73.3) 222 (94.1) 932 (75.0) 28 (70.0) 20 (90.9) 189 (66.3)
TEAE > Gradea\ 189 (38.3) 174 (73.7) 521 (41.9) 17 (42.5) 19 (86.4) 145 (50.9)

Related TEA rade 3 69 (14.0) 152 (64.4) 199 (16.0) 8 (20.0) 19 (86.4) 50 (17.5)
SeriousyT 157 (31.8) 79 (33.5) 404 (32.5) 17 (42.5) 4 (18.2) 110 (38.6)

Treat *Felated SAEs 61 (12.3) 55(23.3) 143 (11.5) 6 (15.0) 4 (18.2) 31 (10.9)
TEA ing to Death 26 (5.3) 11 (4.7) 85 (6.8) 6 (15.0) 0 (0.0) 41 (14.4)

Related TEAE Leading to 7 (1.4) 4 (1.7) 13 (1.0) 1(2.5) 0 (0.0) 6 (2.1)
Death
TEAE Leading to 51 (10.3) 29 (12.3) 152 (12.2) 5 (12.5) 3(13.6)  35(12.3)
Discontinuation

Related TEAE Leading to 31 (6.3) 22 (9.3) 75 (6.0) 1(2.5) 3 (13.6) 9 (3.2)
Treatment Discontinuation
TEAE Leading to Dose 113 (22.9) 82 (34.7) 306 (24.6) 6 (15.0) 7 (31.8) 90 (31.6)
Modification

Treatment-related TEAE 66 (13.4) 71 (30.1) 186 (15.0) 2 (5.0) 6 (27.3) 48 (16.8)
Leading to Dose
Modification
Immune-mediated TEAE 100 (20.2) NA 234 (18.8) 4 (10.0) NA 41 (14.4)
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Normal Impairment

303 Study 303 Study

200 mg 200 mg

Q3wW Q3w

All All

Tislelizumab Docetaxel Indications Tislelizumab Docetaxel Indications
System Organ Class (N=494) (N=236) (N=1243) (N=40) (N=22) (N=285)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%)
Immune-mediated TEAE 34 (6.9) NA 70 (5.6) 1(2.5) NA 11 (3.9)

with Grade 3 or Higher

Safety by gender

Overall, no clinically meaningful differences in the AE profile between male and female subg@)s were
observed in the tislelizumab monotherapy treatment groups (apart from a higher incide weight
decreased in the male population in the tislelizumab treatment arm of Study 303 [15. 0&5 9.5%]). In
the pooled tislelizumab + chemotherapy group, SAEs (41.5% vs. 32.9%) and imm@mediated TEAEs
(25.5% vs 18.8%) were reported at higher incidences (= 5% difference) for r@tients compared
to females.

Safety by race (b

As the 1L combination therapy Studies 304 and 307 were conduct@lusively in China, analyses by
race and region were only performed in the monotherapy settin

In Study 303, 80% of the study population was Asian and@v ite; in the 200 mg Q3W All
Indications group, 80% of patients were Asian, 17% W\ d 3% other race types. The following
tables focus on results for Asian and White to impro eadability and due to the only small proportion
of other race types [other: n=17 and 7 in treatm@ s of Study 303 and n=47 in the 200 mg Q3W

All Indications group]. \
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Table 139: Overall summary of TEAEs by race (Asian and White [without other], Study 303
and All Doses and All Indications)

Patients with at least one TEAE

Asian White
Study 303 Study 303
200 mg All Doses
Q3w and All
Tisleli- Doce- All Doce- Indica-
zumab taxel Indica- Tisleli- taxel tions
(N = (N = tions zumab (N = (N =
423) 210) (N=1234) (N =94) 41) 53)
n (%) n (%) n (%) n (%) n (%) %)

409 (96.7)207 (98.6) 1184 (95.9)

Treatment-related TEAE
Grade 3 or higher TEAE
Grade = 3 related TEAE
Serious TEAE
Treatment-related SAE
TEAE leading to death

TEAE leading to treatment
discontinuation

321 (75.9)196 (93.3)
165 (39.0)158 (75.2)
64 (15.1) 141 (67.1)
144 (34.0) 66 (31.4)
59 (13.9) 47 (22.4)
22 (5.2)
41 (9.7) 26 (12.4)

934 (75.7)
527 (42.7)
216 (17.5)
416 (33.7)
157 (12.7)

9(4.3) 90 (7.3)

152 (12.&

60 (63.8)39
34 (36.2)

7.4) 2 (4.9)

84 (89.4)40 (97.6 8
. Qi)

13 (31.7) 82 (32.4)
7%) 10 (24.4) 16 (6.3)

29 (11.5)

13 (13.8) 5(12.2) 31 (12.3)

TEAE leading to dose modification 89 (21.0) 66 (31.4) 31 1) |25 (26.6)18 (43.9) 75 (29.6)

Immune-mediated TEAE 78 (18.4)  NA W(+8.4) |15(16.0) NA 42 (16.6)

Grade 3 or higher 25 (5.9) NAy ()06 (53) |5(53) NA  12(4.7)
\N©

Table 140: TEAEs with incidence = 10% by

and 200 mg Q3W All Indications)

@,ro and PT (Asian and White, Study 303

~
A White
&hy 303 Study 303
200 mg Q3W 200 mg
O Doce- All Doce- Q3W All
isleli- taxel Indica- Tisleli- taxel Indica-
%umab (N = tions zumab (N = tions
System Organ Class \ = 423) 210) (N =1234) (N=94) 41) (N = 253)
Preferred Term ‘% n (%) n (%) n (%) n (%) n (%) n (%)
Patients with at le&: @ 409 (96.7) 207 1184 (95.9) |84 (89.4) 40 238 (94.1)
TEAE Y ad\ (98.6) (97.6)
Investigation \\J 276 (65.2) 157 813 (65.9) |31 (33.0) 15 73 (28.9)
(74.8) (36.6)
ALT i d 98 (23.2) 38 271 (22.0) 8 (8.5) 0(0.0) 22 (8.7)
(18.1)
AST fgcreased 92 (21.7) 30 286 (23.2) 8 (8.5) 1(2.4) 26(10.3)
(14.3)
Weight decreased 77 (18.2) 21 205 (16.6) 4 (4.3) 5(12.2) 9 (3.6)
(10.0)
Blood bilirubin increased 27 (6.4) 14 (6.7) 143 (11.6) 0 (0.0) 1(2.4) 7 (2.8)
White blood cell count 20 (4.7) 72 101 (8.2) 0 (0.0) 2 (4.9 0 (0.0)
decr. (34.3)
Neutrophil count 15 (3.5) 91 64 (5.2) 0 (0.0) 4 (9.8) 1(0.4)
decreased (43.3)

Assessment report
EMA/116407/2024

Page 269/293



Asian White
Study 303 Study 303
200 mg Q3W 200 mg
Doce- All Doce- Q3W All
Tisleli- taxel Indica- Tisleli- taxel Indica-
zumab (N = tions zumab (N = tions
System Organ Class (N = 423) 210) (N =1234) (N=94) 41) (N = 253)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%)
Metabolism and nutrition 215 (50.8) 100 557 (45.1) |31 (33.0) 84
disorders (47.6) (33.2)15
(36.6)
Decreased appetite 69 (16.3) 46 168 (13.6) |11 (11.7) 11 4 6.6)
(21.9) (26.8)
Hypoalbuminaemia 66 (15.6) 37 163 (13.2) 4 (4.3) 4 (9.8) (4.3)
(17.6) ‘\6
Hyperglycaemia 50 (11.8) 26 99 (8.0) 4 (4.3) 24 10 (4.0)
(12.4)
Hyponatraemia 44 (10.4) 28 121 (9.8) 3 (3.@(0.0) 5 (2.0)
(13.3) Q
Hypokalaemia 42 (9.9) 12 (5.7) 99 (8.0) ],&‘ 1(2.4) 6 (2.4)
Respiratory, thoracic and 214 (50.6) 91 452 (36.6) .35 6.2) 15 90 (35.6)
mediastinal disorders (43.3) 4\ (36.6)
Cough 93 (22.0) 36 202 (1 10 (10.6) 3(7.3) 31(12.3)
(17.1)
Haemoptysis 51 (12.1) 21 7 : 3(3.2) 1(2.4) 7 (2.8)
(10.0) Q
Dyspnoea 45 (10.6) 22 \ (6.6) 15 (16.0) 8 (19.5) 26 (10.3)
(10.
General disorders and 169 (40.0) l@' 489 (39.6) |40 (42.6) 22 136 (53.8)
administration site sQS'O. ) (53.7)
conditions ()
Asthenia 54 (1 % 92 (7.5) 12 (12.8) 9 (22.0) 52 (20.6)
(21.9)
Pyrexia 49 25 202 (16.4) 7(7.4) 1(2.4) 28(11.1)
& (11.9)
Fatigue (2.4) 12 (5.7) 67 (5.4) 14 (14.9) 11 48 (19.0)
\ (26.8)
Blood and lymphatic @ 155 (36.6) 144 448 (36.3) |20 (21.3) 26 51 (20.2)
system disorders . Q (68.6) (63.4)
Anaemia \ 132 (31.2) 98 373 (30.2) |16 (17.0) 12 43 (17.0)
* 0 (46.7) (29.3)
Leukopeniab\ 14 (3.3) 60 43 (3.5) 1(1.1) 9 (22.0) 1 (0.4)
(28.6)

Neut i 7 (1.7) 57 23 (1.9) 2 (2.1) 20 2 (0.8)
(27.1) (48.8)

Febrileé neutropenia 0 (0.0) 25 0 (0.0) 0(0.0) 7(17.1) 0 (0.0)
(11.9)

Gastrointestinal disorders 155 (36.6) 99 521 (42.2) |30 (31.9) 21 135 (53.4)

(47.1) (51.2)

Constipation 55 (13.0) 38 147 (11.9) 6(6.4) 3(7.3) 26(10.3)
(18.1)

Nausea 41 (9.7) 30 108 (8.8) 16 (17.0) 8 (19.5) 39 (15.4)
(14.3)

Vomiting 30 (7.1) 15 (7.1)  95(7.7) 3(3.2) 3(7.3) 17 (6.7)

Diarrhoea 27 (6.4) 24 94 (7.6) 5(5.3) 6(14.6) 35(13.8)
(11.4)
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Asian White

Study 303 Study 303
200 mg Q3W 200 mg
Doce- All Doce- Q3W All
Tisleli- taxel Indica- Tisleli- taxel Indica-
zumab (N = tions zumab (N = tions
System Organ Class (N = 423) 210) (N =1234) (N=94) 41) (N = 253)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%)
Abdominal pain 8 (1.9) 6 (2.9) 52 (4.2) 2(2.1) 1(2.4) 20 (7.9)
Infections and infestations 122 (28.8) 60 379 (30.7) |25 (26.6) 14 75 (29.6)
(28.6) (34.1)
Pneumonia 47 (11.1) 29 118 (9.6) 13 (13.8) 6 (14.6) 2@.9)
(13.8) Q
Upper respiratory tract 44 (10.4) 23 125 (10.1) 3(3.2) 2 (4.9)6 (2.4)
infection (11.0) AN
Skin and subcutaneous 86 (20.3) 115 282 (22.9) |12 (12.8) T 74 (29.2)
tissue disorders (54.8) )
Pruritus 31 (7.3) 4 (1.9) 116 (9.4) 4 (4.&'0 (0.0) 31(12.3)
Alopecia 4 (0.9) 107 4 (0.3) 0 ( 13 0 (0.0)
(51.0) @ (31.7)
Endocrine disorders 64 (15.1) 0 (0.0) 205 (16.6) £14714.9) 1 (2.4) 35 (13.8)
Hypothyroidism 46 (10.9) 0(0.0) 157 (12.7)2{%0 (10.6) 1 (2.4) 25 (9.9)
Nervous system disorders 51 (12.1) 31 144 (1 10 (10.6) 15 46 (18.2)
(14.8) (36.6)
Headache 13 (3.1) 6(2.9) , 78,R.3) 4 (4.3) 5(12.2) 14 (5.5)
Psychiatric disorders 35 (8.3) 28 N7 (7.4) 2(2.1) 3(7.3) 23(9.1)
(13.
Insomnia 27 (6.4) 75 (6.1) 1(1.1) 1(2.4) 14 (5.5)
e
Immunological events Q()

For tislelizumab monotherapy, 18. Qatients were tested positive for treatment emergent antidrug
antibodies (ADA), and neutralisirﬂéibodies (NAb) were detected in 0.9% of patients of 1,916 ADA
evaluable patients treated at@ commended dose of 200 mg Q3W. For tislelizumab combination
therapy, ADA was detectew 0% of 492 evaluable patients and NAb in 1.4% of patients.

Please see section‘2. 2 armacodynamics for a detailed assessment of immunogenicity.

N

Safety relat rug-drug interactions and other interactions

Formal h@acokinetic interaction studies have not been conducted. As tislelizumab is a monoclonal
anti t is cleared from the circulation through catabolism and not metabolised by cytochrome
P450 (@YP) enzymes or other drug metabolizing enzymes, inhibition or induction of these enzymes by
co-administered medicinal products is not anticipated to affect the pharmacokinetics of tislelizumab.
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Discontinuation due to adverse events

e Monotherapy 2L+

Table 141: TEAEs leading to treatment discontinuation by SOC and PT (= 1% patients in any
group)

2L+
303 Study NSCLC
200 mg
Q3w
|
Tislelizumab Docetaxel All Indi ns
System Organ Class (N=534) (N=258) (N=636) ( 4)
Preferred Term n (%) n (%) n (%) _ % %)
Patients with at least one TEAE Leading to 56 (10.5) 32 (12.4) 69 (10.8 \ 0 (12.4)
Treatment Discontinuation
Respiratory, thoracic and mediastinal 28 (5.2) 3(1.2) Q 53 (3.5)
disorders \
Pneumonitis 9(1.7) 0 (0.0) 1.9) 15 (1.0)
Interstitial lung disease 6 (1.1) 0 (0.0 (0.9) 7 (0.5)
Infections and infestations 7 (1.3) 5 (1£9) 8 (1.3) 20 (1.3)
Pneumonia 7 (1.3) z@ ) 8 (1.3) 18 (1.2)
Investigations 0 (0.0) .2) 1(0.2) 5 (0.3)
Neutrophil count decreased 0 (0.0) (\ 1.2) 0 (0.0) 0 (0.0)
Ne)
e Combination therapy 1L O

Table 142: TEAEs leading to treatment disc@huation by SOC and PT (= 1% patients in
combined+chemo or chemo group) (.
L}

SQ-NscLC .~ NSQ-NSCLC NSCLC
307 BOSS’ 307 304 307&304&%20 307&30
System Organ T+PC T PC T+PP 304 PP 6 4
Class (N=120 =118 (N=117 (N=222 (N=110 T+chemo chemo
Preferred ) ) ) ) ) (N=497) (N=227)
Term n (%) (%) n (%) n (%) n (%) n (%) n (%)

Patients With at

21
Least One TEAE Q
Event Leading to \
Treatment o
Discontinuati \

38 (32.2) 18 (15.4) 68 (30.6) 11 (10.0) 141 (28.4) 29 (12.8)

Blood an@ 3(2.5) 15(12.7) 5@&.3) 17(7.7) 3 (2.7) 39 (7.8) 8 (3.5)
lymp
sy
disorders

Anaemia 1 (0.8) 9 (7.6) 3(2.6) 11(5.0) 1(0.9 25 (5.0) 4 (1.8)

3 (2.5) 2(1.7) 3 (2.6) 6 (2.7) 0 (0.0) 13 (2.6) 3(1.3)

Thrombocytopeni
a

Neutropenia 1 (0.8) 2(1.7) 0 (0.0) 2 (0.9) 2 (1.8) 5(1.0) 2 (0.9)
Investigations 4 (3.3) 15(12.7) 6 (5.1) 15(6.8) 3 (2.7) 36 (7.2) 9 (4.0)

Blood creatinine 0 (0.0) 2(1.7) 0 (0.0) 10 (4.5) 0(0.0) 12 (2.4) 0 (0.0)
increased

Neutrophil count 1 (0.8) 6 (5.1) 4 (3.4) 1 (0.5) 0 (0.0) 8 (1.6) 4 (1.8)
decreased
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SQ-NSCLC NSQ-NSCLC NSCLC
307 307 307 304 307&304&20 307&30
System Organ T+PC T+nPC PC T+PP 304 PP 6 4
Class (N=120 (N=118 (N=117 (N=222 (N=110 T+chemo chemo
Preferred ) ) ) ) ) (N=497) (N=227)
Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Platelet count 0 (0.0) 5(4.2) 1 (0.9) 1 (0.5) 1 (0.9) 7 (1.4) 2 (0.9)
decreased
White blood cell 1 (0.8) 4 (3.4) 2 (1.7) 2 (0.9) 0 (0.0) 7 (1.4) 2 (0.9)
count decreased
Respiratory, 8 (6.7) 6 (5.1) 0 (0.0) 11 (5.0) 0 (0.0) 28 (5.6) (0.0)
thoracic and (6
mediastinal
disorders @
Pneumonitis 3 (2.5) 1 (0.8) 0 (0.0) 11 (5.0) 0 (0.0) 17 (3.4 \6 0 (0.0)
Immune- 1 (0.8) 2 (1.7) 0 (0.0) 0 (0.0) 0 (0.0) 3¢( 0 (0.0)
mediated
pheumonitis Q
Gastrointestinal 2 (1.7) 1(0.8) 1 (0.9) 9 (4.1) 1 (0.9) &(2.8) 2 (0.9)
disorders 0
General 0 (0.0) 2 (1.7) 3 (2.6) 7 (3.2) 3 (2.7)@ 10 (2.0) 6 (2.6)
disorders and K
administration @
site conditions %
Cardiac 1 (0.8) 3 (2.5) 0 (0.0) 4 (1.&0 0.0) 9 (1.8) 0 (0.0)
disorders
Myocarditis 0 (0.0) 3 (2.5) 0 (0.0) 1 0 (0.0) 5 (1.0) 0 (0.0)
Immune- 1 (0.8) 0 (0.0) 0 (0.0) O (0.5) 0 (0.0) 2 (0.4) 0 (0.0)
mediated
myocarditis Q
Infections and 2(1.7) 3 (2.5) ) 3(1.4) 2 (1.8) 8 (1.6) 3(1.3)
infestations
Pneumonia 2(1.7) 2 (1. (0.0) 1 (0.5) 2 (1.8) 5 (1.0) 2 (0.9)
Metabolism and 0 (0.0) Zb 0 (0.0) 6 (2.7) 0 (0.0) 8 (1.6) 0 (0.0)
nutrition
disorders K
Nervous system 3 ( S)Q (0.8) 0 (0.0) 2 (0.9) 0 (0.0) 8 (1.6) 0 (0.0)
disorders %

>

Table 143: Percén

(Tislelizum

e of imAE events resolved and resolving by imAE category
mg Q3W, All indications, Safety Analysis Set)

NS

Patient-based analysis

Tislelizumab 200 mg Q3W - All Indications

N = 1534

Event-based analysis

imAE category n Resolved 2 n Resolved® Resolving®
(%) (%)

Immune-mediated pancreatitis 1 1 (100.0) 1 1 (100.0) 0

Immune-mediated colitis 11 9 (81.8) 11 9 (81.8) 1(9.1)

Immune-mediated 5 4 (80.0) 5 4 (80.0) 0

hyperthyroidism

Immune-mediated 14 8 (57.1) 16 10 (62.5) 0

myositis/rhabdomyolysis

Immune-mediated myocarditis 7 4 (57.1) 7 4 (57.1) 1(14.3)
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Tislelizumab 200 mg Q3W - All Indications

N = 1534
Patient-based analysis Event-based analysis
imAE category n Resolved? n  Resolved® Resolving®
(%) (%)
Immune-mediated skin 27 14 (51.9) 31 16 (51.6) 6 (19.4)
adverse reaction
Immune-mediated nephritis 10 5 (50.0) 10 5 (50.0) 3 (30.0)
and renal dysfunction
Immune-mediated hepatitis 26 13 (50.0) 40 25 (62.5) 5 (12.5)
Immune-mediated pneumonitis 66 30 (45.5) 68 32 (47.1) 15 R2.1)
Immune-mediated 116 37 (31.9) 138 59 (42.8) 1)
hypothyroidism
Immune-mediated adrenal 4 1 (25.0) 4 1 (25. (25.0)
insufficiency
Immune-mediated thyroiditis 12 2 (16.7) 3(17.6)
Immune-mediated type 1 6 1(16.7) 2 (28.6)
diabetes mellitus 0\.
Immune-mediated pituitary 1 0 0
dysfunction
Other immune-mediated 4 2 (50.0) K 2 (50.0) 0
reactions f )
Source: 1L/2L NSCLC Response to CHMP Day 180 LoOIs Appe -EU_D180_Table_2.7.4.2.2.7

Data cutoff: 001-26AUG2020, 102-31MAY2020, 203—26NO@ 7204-16SEP2019, 208-27FEB2020,
303-10AUG2020, 302-01DEC2020. Data extraction: 0Q1 G2020, 102-30JUN2020, 203-
15JAN2019, 204-160CT2019, 208-15APR2020, 303-2 020, 302-15]JAN2021.

Resolved includes both ‘Recovered/resolved’ and F@ vered/resolved with sequelae’ in the CRF.

a A patient was considered as resolved in a cat and only if, all events in the category from
this patient were resolved. Percentage was the number of patients with at least one
immune-mediated adverse event in the ca@rI

b Percentages were based on the numbe mune-mediated adverse events in the category.
Adverse events were coded using M version 23.0.
Post marketing experienceQK

Tislelizumab is register \hina for the treatment of several cancers. The first marketing
authorisation for tislelizynab was granted in China on 26-Dec-2019 for rrHL, followed by indications in
2L+ urothelial ca a, 1L squamous and non-squamous NSCLC, 2L/3L HCC and 2L/3L NSCLC.

Tislelizumab registered in the European union as monotherapy for the treatment of adult
patient nresectable, locally advanced or metastatic oesophageal squamous cell carcinoma after
prio m-based chemotherapy. The marketing authorisation for Tevimbra (EMEA/H/C/005919)
was g ed on 15/09/2023.

2.5.9. Discussion on clinical safety

The safety of tislelizumab monotherapy in the 2L NSCLC setting is supported by Study 303, by data
from 102 previously treated NSCLC patients from two phase 1/2 studies (n=636 2L+ NSCLC in total),
and a pooled safety dataset from patients treated with 200 mg Q3W tislelizumab monotherapy across
different indications (n=1534; including NSCLC, ESCC, HCC, UC und r/r cHL).

Assessment report
EMA/116407/2024 Page 274/293



The safety of tislelizumab in combination with chemotherapy in the 1L NSCLC setting is supported by
Study 304 in non-squamous NSCLC and Study 307 in squamous NSCLC. In addition, 1L NSCLC safety
data were pooled across histologies and adding 54 patients from the phase II Study 206 (in total
n=497 in the combined NSCLC T+chemo group).

Median follow-up for tislelizumab monotherapy in Study 303 was 13.4 months and about 16.9 months
for the 1L combination Studies 304 and 307.

This amount of safety data can be considered adequate to describe the toxicity profile of tislelizumab.
It is however noted that the pivotal 1L Studies 304 and 307 were conducted exclusively in China Study
303 recruited only about 20% of patients from other regions than China (mainly Eastern Europa and

did not enrol patients with more than 2 prior lines of systemic chemotherapy (whereas the pro d
2L+ NSCLC indication refers to patients after prior chemotherapy without restricting the us
tislelizumab to 2L or 3L). ‘\

Median exposure to tislelizumab as monotherapy in Study 303 was longer than ex to docetaxel
(5.4 months vs. 2.1 months). Median exposure to tislelizumab in the tislelizu Q emotherapy
combinations was slightly higher for patients with squamous NSCLC in Stud& ompared to patients
with non-squamous NSCLC in Study 304 (about 9.7 vs 7.9 months). Plati -based combination
chemotherapy was planned to be given for 4-6 treatment cycles and p ti@ received a median
number of 4.0 cycles across treatment arms of both 1L studies. For, {—squamous NSCLC, pemetrexed

was allowed as maintenance treatment; median duration of exp o0 pemetrexed was 7.5 months
for the T+PP combination and 4.9 month for the PP group. Q

In the squamous NSCLC Study 307, the median relativ i%?l tensity (RDI) of chemotherapy was
lower in the nab-paclitaxel arm (T+nPC arm) comparecht e T+PC arm and the PC arm [RDI for nab-
paclitaxel was 61% vs 95-98% for paclitaxel; RDI .@ atinum compound was 83% in T+nPC arm vs
95% in paclitaxel arms]. Higher rates of treatme continuations (32% vs 18%) and dose
modifications (92% vs 64%) were observed._i e T+nPC group compared to the T+PC arm. Weekly
administration of nab-paclitaxel was new st of the Chinese investigators in this open-label study;
as a result, it may have led to a more@\&us toxicity assessment and an increased chance of dose
modifications in the nab-paclitaxel ent arm.

Most common AEs in the tislglizumab monotherapy group of Study 303 (= 15%) were anaemia
(28.5%), ALT increased (19.9 and AST increased (18.9%), cough (19.5%), decreased appetite
(15.4%), and weight lo .2%). As expected, lower rates of haematological toxicities and alopecia
were observed for$is i ab compared to docetaxel.

The safety proﬁl@overall comparable between the tislelizumab monotherapy groups (in
Study 303, t?& NSCLC pool and the 200 mg Q3W All Indications pool). However, some differences
were nota e All Indications dataset, reflecting the mix of tumour types in this pool (e.g., lower
rates o Qatory and metabolism disorders, but higher rates of gastrointestinal, skin and
hepatebiliary disorders in the pooled dataset compared to the tislelizumab group of Study 303).

The most commonly reported events (= 40%) in the combined NSCLC T+chemo group (Studies 304,
307 and 206) were anaemia, neutrophil count, white blood cell count and platelet count decreased,
ALT and AST increased, nausea, and decreased appetite. These are known toxicities associated with
chemotherapy; however, for all of these events higher incidences were observed in the combined
tislelizumab + chemotherapy group than in the combined chemotherapy group (= 10% difference for
neutrophil count decreased [+10.8%], platelet count decreased [+13.9%], ALT increased [+12.2%],
and AST increased [+13.7%]).

In Study 303, Grade = 3 AEs were reported at lower incidences for tislelizumab monotherapy than for
docetaxel (49% vs 75%), mainly driven by lower rates of haematological toxicities. Most common
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severe events (= 2% of patients in the tislelizumab arm) were: pneumonia (7.1% vs 9.3%), anaemia
(3.4% vs 6.2%), and hypertension (2.4% vs 0.4% for tislelizumab vs docetaxel, respectively).

In the 1L studies, Grade = 3 AEs were more common in the tislelizumab + chemotherapy groups than
for the chemotherapy groups for both squamous and non-squamous NSCLC patients (79% vs 71% for
combined T+chemo vs chemo). This difference was mainly driven by higher incidences of
haematological toxicities; but higher incidences of Grade = 3 AEs in the tislelizumab arms (though with
smaller differences) were also observed for the SOC infections (9.3% vs 6.6%) and for the PTs
pneumonitis, haemoptysis and rash.

Regarding the comparison for squamous vs non-squamous patients, similar incidences were
reported for most categories of AEs apart from Grade = 3 AEs that were more frequent in pati ith
squamous histology. The higher rate of Grade = 3 AEs in squamous NSCLC is more likely d the
different backbone chemotherapy regimens than to histology, since this difference was’si rly
observed for the control arms of Studies 304 and 307. All grade AEs with higher rat \0 0%) in
squamous vs non-squamous NSCLC patients were e.g. alopecia, arthralgia, hypo @
extremity, reflecting the safety profiles of the individual chemotherapies. &

sia and pain in

In Study 303, about one third of patients experienced a serious advers \ét in both treatment
arms. In the docetaxel group, higher incidences were mainly reported for?&ous haematological
events (in the SOCs of blood disorders [14.0% vs. 0.9%], and inve tion [4.3% vs. 0.9% for

docetaxel vs tislelizumab, respectively]). For tislelizumab, incid ere higher for respiratory
disorders (13.3% vs 6.6 for docetaxel), with pneumonitis/IL this difference (together 5.4% for
tislelizumab vs 0% for docetaxel). For some other SOCs, r, but numerically higher incidences
were reported in the tislelizumab compared to the doce rm, as e.g. for cardiac disorders (3.0%
vs. 1.6%), nervous system (2.4% vs. 0.4%), musc eletal (2.1% vs. 0.4%), metabolism (1.9% vs.
0.4%), hepatobiliary (1.5% vs. 0.8%), renal (1. .4%) and endocrine disorders (0.6% vs.
0.0%). \

In the 1L studies, the overall incidence of s TEAEs was higher for the combined NSCLC T+chemo

group (40.0%) than for the combine 6 group (23.8%). The largest difference was observed in
the SOC of respiratory disorders, igher incidences were reported for serious pneumonitis,
haemoptysis und dyspnoea in th&‘ lizumab treatment arms. Moreover, higher rates of serious

pneumonia, febrile neutroper?w decreased neutrophil counts were observed in the tislelizumab
than the chemotherapy ON

In Study 303, similar tages of patients discontinued study treatment for TEAEs in the
tislelizumab and xel groups (10.5% and 12.4%). In the tislelizumab group, the most common
(= 1%) reas " eatment discontinuation were pneumonitis (1.7%), interstitial lung disease
(1.1%), and onia (1.3%). Dose modifications occurred in 22% in the tislelizumab and 35% in
the do t@arm.

In th studies, AEs that led to discontinuation were more common in the combined NSCLC T+chemo

group than for the combined chemotherapy group (28.4% vs 12.8%). Most common AEs leading to
treatment discontinuations and contributing to differences between the tislelizumab and the control
arms were seen for haematological abnormalities, pneumonitis (4%), and myocarditis (1.4%).

TEAE leading to death were reported for 6% of patients (n=32) in the tislelizumab group in Study 303
and for 4.3% of patients in the docetaxel arm. Grade 5 AEs reported in = 2 patients included
pneumonia (1.1%), respiratory failure (0.9%), death (0.9%), acute respiratory failure (0.4%), acute
myocardial infarction (0.4%), and cerebral infarction (0.4%). The slightly higher proportion of AEs
leading to death in the tislelizumab arm were mainly driven by events in the SOC of respiratory
disorders.
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In the 1L studies, a total of 21 patients (4.2%) in the combined NSCLC T+chemo group and 7 patients
(3.1%) in the combined chemo group had TEAEs which led to death. The most common TEAEs which
led to death in the NSCLC T+chemo group were AEs in the SOC respiratory, thoracic and mediastinal
disorders. They were reported more frequently for T+chemo patients vs chemo patients in both the
squamous and non-squamous NSCLC groups (2.0% vs 0.4% in the combined chemotherapy group).
Pneumonitis, dyspnoea, haemoptysis and respiratory failure were observed in > 2 patients in the
combined T+chemo group. Of note, 3 patients died to pneumonitis (0.6%), 2 patients died due to
myocarditis (0.4%) and 1 patient died due to hepatitis (0.2%) resulting in a rate of 1.2% of (at least
possibly) immune-associated fatal events in the combined T+chemo group.

The incidences of related AEs are lower in the tislelizumab group of Study 303 compared to doéetaxel
across all categories (with the exception of AEs leading to death that were reported with simj es).
Overall, tislelizumab related AEs in Study 303 reflected the AEs that were observed regar; f
treatment relationship. \

In the 1L studies, treatment related AEs were reported for nearly all patients (=9, ‘O/ith higher
incidences for related Grade > 3 and serious AEs in the combined T+chemo g than the combined
chemo group (75% vs 64% and 25% vs 14%, respectively). The overall pn@p most common
related TEAEs was similar to the most frequently reported TEAEs regardl% treatment relationship.
All grade chemotherapy-related haematological toxicities, elevation iver parameters and nausea
were reported with higher incidences in the tislelizumab +chemothéx groups vs. the chemotherapy
control groups.

There appeared to be a trend for investigators to conside@ be more frequently related to
chemotherapy as opposed to tislelizumab in Study 303. ilar imbalance regarding causality
assessment was noted in the 1L combination studie owledge about incidences of ADRs that were
more frequently reported for chemotherapy than Qckpoint inhibitors likely impacted the causality
assessment of specific AEs. Examples from other dies with checkpoint inhibitors confirmed a similar

pattern. ()

The above description of safety data f on the presentation of adverse events that were reported
in the pivotal studies (Study 303 f izumab monotherapy and Studies 304 and 307 for the
combination of tislelizumab with& otherapy), since for these datasets comparative safety with a
control group were available ir* the pivotal studies. However, the comparison of the tislelizumab
treatment arms of the pivotal studies with the respective pooled datasets for monotherapy and
combination arms did n w any meaningful differences .

Adverse drug re‘ s (ADRs) for tislelizumab monotherapy that are included in section 4.8 of the
SmPC are basg he "200 mg Q3W All Indications dataset” (N=1534). This dataset also includes
indications fual ch no approval is currently foreseen in the EU. Nonetheless, given the similar
posolo (@ elizumab, a pooled analysis across suitable studies is considered to provide the best
esti frequency and thus, this approach is considered acceptable.

The combined 1L NSCLC tislelizumab + chemotherapy pool (n=497) is considered adequate to
determine the ADRs for the combination treatment.

The methodology to determine ADRs is considered acceptable.

For tislelizumab monotherapy, the most common adverse reaction was anaemia (29.2%). The most
common grade 3/4 adverse reactions were anaemia (5.0%) and pneumonia (4.2%). 1.2% of patients
experienced adverse reactions leading to death. The adverse reactions leading to death were
pneumonia (0.78%), hepatitis (0.13%), pneumonitis (0.07%), dyspnoea (0.07%), decreased appetite
(0.07%) and thrombocytopenia (0.07%). Among the 1 534 patients, 40.1% were exposed to
tislelizumab for longer than 6 months, and 22.2% were exposed for longer than 12 months.
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For tislelizumab given in combination with chemotherapy, the most common adverse reactions were
anaemia (88.3%), neutropenia (86.5%), thrombocytopenia (67.0%), alanine aminotransferase
increased (46.1%), fatigue (43.1%), aspartate aminotransferase increased (42.3%), nausea (41.4%),
decreased appetite (40.6%) and rash (26.4%). The most common grade 3/4 adverse reactions were
neutropenia (58.6%), thrombocytopenia (18.3%), anaemia (15.7%), pneumonia (5.0%), pneumonitis
(3.4%), alanine aminotransferase increased (3.2%), lymphopenia (2.8%), rash (2.6%) and fatigue
(2.2%). 1.6% of patients experienced adverse reactions leading to death. The adverse reactions
leading to death were pneumonitis (0.60%), dyspnoea (0.40%), myocarditis (0.40%), pneumonia
(0.20%) and hypokalaemia (0.20%). Among the 497 patients, 65.8% were exposed to tislelizumab for

longer than 6 months, and 37.8% were exposed for longer than 12 months. E
As severe infusion-related reactions (grade 3 or higher) have been reported for tislelizumab
monotherapy and in combination, a warning to monitor for signs and symptoms of infusioft; ted
reactions, as well as dose recommendation have been included in section 4.4 and 4.2 SmPC.
In general, laboratory findings in Study 303 reflected the known safety profiles drug;

haematological toxicities were reported more frequently for docetaxel treatediqg‘ s, while increases
in liver enzymes (AST, ALT, ALP) and CK were more common for tislelizum ted patients. In
addition, an increase in creatinine was slightly more pronounced in the ti(@zumab treatment group
compared to the docetaxel group. In the combined NSCLC T+chemo QUD, laboratory data indicate a
worsening of haematologic toxicities and a more pronounced incre%:
creatinine by the addition of tislelizumab to chemotherapy. Thi ected accordingly in section 4.8

liver parameters and

of the SmPC. Q
Immune-related AEs \O
Incidences of imAE O

19.5% of patients in the tislelizumab group i
the pooled dataset across indications). Most{C

303 had an immune-mediated TEAE (18.0% in
on imAEs (= 2%) in the tislelizumab arm were
hypothyroidism (7.9%) and pneumoniti 7). 6.6% of patients experienced Grade = 3 imAEs, the
most common was pneumonitis (3.79 uding 0.4% of fatal events); other Grade = 3 imAEs were
hepatitis (0.7%), nephritis and s i@) s (0.6% each), adrenal insufficiency, type 1 diabetes mellitus
and myositis/rhabdomyolysis g&o each) as well as myocarditis and colitis (0.2% each). For 7.5% of
patients imAEs were seri S.QES led to discontinuation of tislelizumab in 23 patients (4.3%), most
commonly due to pneu (\s (n=18); further reasons were hepatitis (n=2), myocarditis,
nephritis/renal failyr adverse reactions and type 1 diabetes mellitus (n=1 each). For 38.4% of
patients in the po onotherapy dataset imAEs were resolved; endocrine events resolved at lower
rates, e.g. hy C idism in 31.9%, adrenal insufficiency in 25% and thyroiditis and type 1 diabetes
mellitus in 1@

of patients.
In the ies, 25.6% of patients had immune-mediated TEAEs in the combined NSCLC T+chemo
erall, incidences were similar for both squamous and non-squamous NSCLC. Most common
imAEs were observed for pneumonitis (9.1%), hypothyroidism (9.1%) and skin adverse reactions
(3.8%). Grade = 3 events were reported in 10.5% of patients, the most common were pneumonitis
(4.0%), skin adverse reaction (2.2%), hepatitis (1.4%) myositis/rhabdomyolysis (1.0%), type 1
diabetes (1.0%) and myocarditis (0.8%). Most of these were Grade 3 events; however, Grade 4 imAEs
occurred for pneumonitis, type 1 diabetes, myocarditis, and myositis/rhabdomyolysis. Immune-
mediated TEAEs were fatal for 3 patients with pneumonitis (0.6%), 2 patients with myocarditis (0.4%)
and 1 patient each with hepatitis (hepatic failure) and myositis/rhabdomyolysis (0.2%). 10.9% of
patients experienced serious imAE ImAEs led to discontinuation of tislelizumab in 7.6% of patients, the
most common were pneumonitis (4.0%), myocarditis (1.2%) and myositis/rhabdomyolysis (1.0%).
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Overall, imAEs resolved during the study in approximately half of NSCLC patients (53.5% across both
pivotal studies).

In order to mitigate the safety concern around immune mediated adverse reactions, a patient card will
be distributed to the patients in order to increase the awareness of patients on the signs and
symptoms relevant to the early recognition/identification of the potential immune-related ARs and
prompt them about when to seek medical attention (see RMP and Annex II).

In section 4.4 of the SmPC it has been clarified that the majority of these events improved with
interruption of tislelizumab, administration of corticosteroids and/or supportive care. Immune-related
adverse reactions have also been reported after the last dose of tislelizumab. Immune-related adverse
reactions affecting more than one body system can occur simultaneously. 6

Warnings and recommendations about immune-related pneumonitis (including fatal ca§e% une-
related hepatitis (including fatal cases), immune-related skin rash or dermatitis (inclu&& ses of
severe cutaneous adverse reactions (SCARs)), immune-related colitis, immune-related
endocrinopathies (including thyroid disorders, adrenal insufficiency, hypophysj
mellitus), immune-related nephritis with renal dysfunction and other clinicall gsyprtant immune-
related adverse reactions (myositis, myocarditis, arthritis, polymyalgia rh éca, pericarditis and
Guillain-Barre syndrome) were included in section 4.4 of the SmPC. Tr: a%t modifications
recommendation have also been included in section 4.2 of the SmP, all these immune-related

ype 1 diabetes

adverse reactions. %

As solid organ transplant rejection has been reported in the ?— rketing setting in patients treated
with PD-(L)1 inhibitors a warning that treatment with tid\o ab may increase the risk of rejection in
solid organ transplant recipients has been included in section 4.4 of the SmPC.

Safety in special populations

Overall, no consistent, clinically meaningful@ences could be observed by analyses of subgroups
across histology, disease stage, body wei COG status and mild/moderate renal impairment.
Approximately 20% of patients had m&&noderate hepatic impairment at study baseline in the
pooled monotherapy population ac dications with a numerical trend towards more severe and
serious AEs and higher incidenc ose modifications in the hepatic impairment subgroup. In the
combination treatment settinQ are too limited to draw conclusions (17 and 12 patients with mild
or moderate hepatic dysfuhctiomin the tislelizumab arms of Studies 304 and 307). Regarding gender,
the toxicity profile did n w meaningful differences for tislelizumab monotherapy and is difficult to
interpret in the 1L L€ combination treatment setting due to the low proportion of female patients
(17%). Regardind s ing history, for some categories a slightly worse safety profile was reported for
okers versus never smokers; however, similar differences were also observed in

Ag ally, an increase of AE rates is expected with increasing age and a trend towards a more
unfavoWrable safety profile was observed in the = 65 years old subgroup compared to younger patients
also in the tislelizumab studies; in Study 303, for tislelizumab monotherapy, this was similarly reported
in both treatment arms, whereas increases of Grade > 3 AEs and SAEs in elderly were more
pronounced in the tislelizumab and chemotherapy combination arms compared to patients treated with
chemotherapy only. The safety data for tislelizumab in patients = 75 years are limited (n=4 in the
chemotherapy combinations arms). This limited data for patients beyond 75 years of age is reflected in
sections 4.2 and 4.8 of the SmPC.

Race and region: As the 1L combination therapy Studies 304 and 307 were conducted exclusively in
China, an analysis by race and region was only performed in the monotherapy setting, where the
majority of patients was also Asian (80% in Study 303 and 69% in the All Doses and All Indications
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Group). Higher incidences of laboratory-related adverse events were reported in the Asian subgroup
than in the White subgroup in the tislelizumab arm of Study 303. A similar trend was observed in
patients treated with chemotherapy and in the pooled dataset across indications. However, no
significant differences in the “more objective” laboratory safety evaluations were detected despite the
lower frequency of laboratory abnormalities reported as AEs in White patients vs. Asian patients.
Therefore, the apparent discrepancies observed are more likely explained by regional differences in
interpretation of the clinical relevance of laboratory abnormalities and data do not sustain a different
pattern of tolerability in different races. It is considered reassuring that, for example, incidences of
leukopenia and neutropenia, which were reported with a notably lower frequency in the White
subgroup compared to the Asian subgroup, were consistent between the pooled monotherapy
population and a meta-analysis of studies with PD-1 inhibitors as monotherapy. Frequency ofﬁé
other than laboratory abnormalities, was generally similar across regions which is not Sl%& of a

general pattern of underreporting in study sites enrolling White patients. Overall, the tdtality) of the
reported safety data does not further support concerns that the results mainly deriv om Asian
patients would not be applicable to European patients. Q

2.5.10. Conclusions on the clinical safety 0

Safety data for tislelizumab for the treatment of NSCLC generally refléct the known toxicity profile of
checkpoint inhibitors as monotherapy and the additional toxicitie cbmbination with chemotherapy.
No new safety issues have been identified compared to alreadé@orised checkpoint inhibitors.

2.6. Risk Management Plan \O
®
Safet
afety concerns r\

Important identified risks . IAmInMediated adverse reactions
Important potential risks . Mctive and developmental toxicity
Missing information N&fre

NI

Pharmacovigilance pl@

No additional pharmeg@ance activities.

R\
Q‘}\O
%)

Q
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Risk minimisation measures

Table 144: Summary table of pharmacovigilance activities and risk minimisation activities by

safety concern

Safety Concern

Risk Minimisation Measures

Pharmacovigilance
Activities

Important Identified Risk

Immune-mediated
Adverse Reactions

Routine Risk Minimisation Measures:

SmPC Section 4.2 where guidelines for withholding
or permanent discontinuation of treatment are
provided.

SmPC Section 4.4 where advice is provided
regarding monitoring and management of immune-
mediated adverse reactions.

SmPC Section 4.8 where the adverse drug reactions
of immune-mediated adverse reactions are listed.

PL Section 2 and PL Section 4 where guidance on
how to early identify signs and symptoms and seek
medical attention is included.

Additional Risk Minimisation Measures:
Patient Card

Legal Status:
Restricted medical prescription

o

Routine
Pharmacovigilance
Activities Beyond
Adverse Reactions

Reporting and Siqnalx’
Detection: \_‘
Targeted follow @
checklist
Additional

m&}ce

Pharma
Activigi
N

O

Important Potential Risk

QQ}

O\

Reproductive and
Developmental Toxicity

.’\Q

{

Routine Risk Minimisation Measur \

SmPC Section 4.6 where advice@/ided
regarding the need for womea,of childbearing
potential to avoid getting p @ ant and for lactating
women to avoid breastfeeding infants while taking
tislelizumab and that, women of childbearing

potential should u ctive contraception during
treatment with tisleliztmab and for 4 months after

ere guidance on how to early
s and symptoms and seek medical
is included.

identi
att,

4 Ad nal Risk Minimisation Measures:
None

Legal status:
Restricted medical prescription

Routine
Pharmacovigilance
Activities Beyond
Adverse Reactions
Reporting and Signal
Detection:
Targeted follow-up
checklist
Additional
Pharmacovigilance
Activities:

None

L
T SN
Missing Inf on
None /> |
Abbreviatigns:/PL, Product Label; SmPC, Summary of Product Characteristics.

Conclusion

The CHMP considers that the risk management plan version 1.0 is acceptable.

2.7. Pharmacovigilance

Pharmacovigilance system

The CHMP considered that the pharmacovigilance system summary submitted by the applicant fulfils the
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requirements of Article 8(3) of Directive 2001/83/EC.

Periodic Safety Update Reports submission requirements

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

2.8. Product information

User consultation . 6@

The results of the user consultation with target patient groups on the package leafl \mitted by the
applicant show that the package leaflet meets the criteria for readability as set e Guideline on
the readability of the label and package leaflet of medicinal products for hum

Additional monitoring @

Pursuant to Article 23(1) of Regulation No (EU) 726/2004, Tizvepi @elizumab) is included in the
additional monitoring list as: Q

-it is a biological product that is not covered by the prei\o® egory and authorised after 1 January
2011.

Therefore the summary of product characteristic Qne package leaflet includes a statement that
this medicinal product is subject to additionakmonitoring and that this will allow quick identification of
new safety information. The statement is pej d by an inverted equilateral black triangle.

O
@6
R
ey
s
<&

Q
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3. Benefit-Risk Balance

3.1. Therapeutic Context

3.1.1. Disease or condition

Approved indication:

Tizveni in combination with pemetrexed and platinum-containing chemotherapy is indicated forsthe
first-line treatment of adult patients with non-squamous non-small cell lung cancer whose tum
have PD-L1 expression on =250% of tumour cells with no EGFR or ALK positive mutations an@m
have:

0\

o locally advanced NSCLC and are not candidates for surgical resection or pIath@&aased
chemoradiation, or Q

. metastatic NSCLC. \

Tizveni in combination with carboplatin and either paclitaxel or nab-pacli s indicated for the first-

line treatment of adult patients with squamous non-small cell lung ca(er o have:

o locally advanced NSCLC and are not candidates for surgic tion or platinum-based
chemoradiation, or

o metastatic NSCLC. Q

Tizveni as monotherapy is indicated for the treatment of §ult patients with locally advanced or

metastatic non-small cell lung cancer after prior pla -based therapy. Patients with EGFR mutant or
ALK positive NSCLC should also have received tat¥geted therapies before receiving tislelizumab.

3.1.2. Available therapies a &f‘:et medical need

Second-/third-line treatment optio advanced or metastatic NSCLC without oncogenic driver

mutations K

Before ICI therapy was a ilachere were 2 established chemotherapeutic agents available globally
for the treatment of loc vanced or metastatic NSCLC with no actionable oncogenic driver after
prior chemotherapy: xel for patients with either non-squamous or squamous NSCLC and
pemetrexed for p & with non-squamous NSCLC who did not receive pemetrexed as first-line
treatment (P\% et al 2018, Ettinger et al 2019). Erlotinib can also be considered for patients who

cannot recej totoxic chemotherapy due to poor performance status (Tarceva USPI 2010, Planchard
etal 2 @verall, the therapeutic benefit of these further lines of treatment has been restricted by
limi i ovements in survival, low response rates, and significant toxicities (Stinchcombe and
Socinskt 2008, Al-Farsi and Ellis 2014, Nadler et al 2018). Presently, pembrolizumab (Keytruda),
nivolumab (Opdivo), and atezolizumab (Tecentriq) are approved in the US and EU for the second-line
treatment of metastatic NSCLC (Keytruda USPI 2021, Keytruda SmPC 2021, Opdivo SmPC 2021,
Opdivo USPI 2021, Tecentrig SmPC 2021, Tecentrig USPI 2021).

First-line treatment options for advanced or metastatic NSCLC without oncogenic driver aberrations

Multiple regimens for the 1L treatment of patients with metastatic oncogenic-driver-negative NSCLC
regardless of PD-L1 expression are approved and recommendable across Europe, most of them
containing one or more immune checkpoint inhibitors and histology-selected platinum-based
chemotherapy:
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-Pembrolizumab + carboplatin + paclitaxel/nab-paclitaxel for squamous histology?

- Pembrolizumab + carboplatin + pemetrexed for non-squamous histology?

- Atezolizumab + bevacizumab + carboplatin + paclitaxel for non-squamous histology?
- Atezolizumab + carboplatin + nab-paclitaxel for non-squamous histology?

- Nivolumab + ipilimumab + 2 cycles of platinum-doublet, regardless of histology?

Additionally, pembrolizumab?, atezolizumab? and cemiplimab* as monotherapy are approved for the
subgroup of patients with high PD-L1 expression (=50%). (! Keytruda SmPC,2 Tecentrig SmPC,3
Opdivo SmPC,# Libtayo SmPC) Concerning patients with locally advanced (stage IIIB) disease are

not candidates for platinum-based chemoradiation, the usual approach is the same as for pati with
metastatic disease. . 6
3.1.3. Main clinical studies O

The open-label study BGB-A317-303 randomly assigned 805 patients with | ﬁ/anced or
metastatic NSCLC in a 2:1 ratio to receive either tislelizumab or docetaxef: atients had received 1

platinum-based chemotherapy regimen (24 line NSCLC).

The open-label study BGB-A317-307 randomly assigned 360 pati @wth locally advanced or
metastatic squamous NSCLC in a 1:1:1 ratio to receive eith @izumab combined with paclitaxel
plus carboplatin or tislelizumab combined with nab-paclita 7@ arboplatin or paclitaxel plus
carboplatin as first-line treatment. 6

The open-label study BGB-A317-304 randomly assi 334 patients with locally advanced or
metastatic non-squamous NSCLC in a 2:1 ratit@&eceive either tislelizumab combined with
carboplatin or cisplatin plus pemetrexed or carboplatin/cisplatin plus pemetrexed as first-line

treatment. 600

3.2. Favourable effects O

Results from primary anal :

Monothera 2L+ NS

Efficacy in ITT ana t
e OS( T\g)endpoint): HR 0.66 (95% CI: 0.56, 0.79)
e PFE investigator; secondary endpoint): HR 0.63 (95% CI: 0.53, 0.75)
Effi D-L1 positive analysis set (TC > 25%)
e OS (primary endpoint): HR 0.54 (95% CI: 0.41, 0.71)

e PFS (per investigator; secondary endpoint): HR 0.38 (95% CI: 0.29, 0.50)

Combination therapy 15t line squamous NSCLC

Efficacy in ITT analysis set
Arm T+PC vs PC

e PFS (per IRC; primary endpoint): HR 0.45 (95% CI: 0.33, 0.62)

e OS (secondary endpoint): HR 0.68 (95% CI: 0.45, 1.01)
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Arm T+nPC vs PC

PFS (per IRC; primary endpoint): HR 0.43 (95% CI: 0.31, 0.60)

OS (secondary endpoint): HR 0.75 (95% CI: 0.50, 1.12)

Combination therapy 15t line non-squamous NSCLC

Efficacy in ITT analysis set

PFS (per IRC; primary endpoint): HR 0.63 (95% CI: 0.47, 0.86)
OS (secondary endpoint): HR 0.90 (95% CI: 0.63, 1.28)
Efficacy in the PD-L1 TC>=50% population é
PFS (per IRC; primary endpoint): HR 0.31 (95% CI: 0.18, 0.55)‘\6
OS (secondary endpoint): HR 0.39 (95% CI: 0.

555

3.3. Uncertainties and limitations about favourable effﬁ

Monotherapy 2L+ NSCLC K®

30% of patients were never smokers, 55% non-squamo @ only 20% were female, which is
not considered fully representative of an EU NSCLC pati opulation. 80% of the patients
were enrolled in China. Nonetheless, the totality of é( results do not raise concerns that
these differences in baseline characteristics ha evant impact on the study outcome.

O

Combination therapy 15t line (squamous NSCLC and non-squamous)

Only Asian patients were included (e)nedian age of 62 years (for squamous) and 61 years
for non-squamous) is considefredow (expected 69 years), 8 % female patients only (for
squamous) and 36% never r (for non-squamous) are not considered fully representative
of an European patient p ion. However, the overall study results support that the
observed differences j eline characteristics do not have a meaningful impact on the
efficacy outcome.\heréfore, the conclusions based on these pivotal studies can be considered
also relevant for(%ropean patient population.

No data ar’e@ble for patients older than 75. This is reflected in section 4.8 of the SmPC.

3.4. Unf; rable effect

Mo

py 2L+ NSCLC

he incidences of treatment-related AEs (73% vs 93.8%), all cause and treatment-related
Grade > 3 AEs (38.6% vs 74.8% and 14.4% vs. 66.3%), treatment-related SAEs (12.5% vs
22.9%) and AEs leading to dose modification (22.3% vs 34.5%) were less frequent in the
tislelizumab arm of Study 303 than in the docetaxel arm. Similar frequencies in both treatment
arms were reported for all cause SAEs (32.6% vs 32.2%), AEs leading to death (6% vs 4.3%)
and AEs leading to treatment discontinuation (10.5% vs 12.4%).

Most common AEs in the tislelizumab group of Study 303 (= 15%) were anaemia (28.5%), ALT
increased (19.9%) and AST increased (18.9%), cough (19.5%), decreased appetite (15.4%),
and weight loss (15.2%).
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19.5% of patients in the tislelizumab group in Study 303 had an immune-mediated TEAE. The
most common imAEs (= 2%) in the tislelizumab arm were hypothyroidism (7.9%) and
pneumonitis (6.2%). 6.6% of patients experienced Grade = 3 imAEs, the most common was
pneumonitis (3.7% including 0.4% of fatal events); other Grade = 3 imAEs were hepatitis
(0.7%), nephritis and skin ADRs (0.6% each), adrenal insufficiency, type 1 diabetes mellitus
and myositis/rhabdomyolysis (0.4% each) as well as myocarditis and colitis (0.2% each). For
7.5% of patients imAEs were serious. ImAEs led to discontinuation of tislelizumab in 4.3% of
patients. For 38.4% of patients in the pooled monotherapy dataset imAEs were resolved;
endocrine events resolved at lower rates, e.g. hypothyroidism in 31.9%, adrenal insufficiency
in 25% and thyroiditis and type 1 diabetes mellitus in only 16.7% of patients. é

%
N

Combination therapy 1L NSCLC O

3.5.

The incidences of all cause and treatment-related Grade > 3 AEs (79.3@0.9% and 74.8%
vs 63.9%), all cause and treatment-related SAEs (40% vs 23.8% aRd24.7% vs 14.1%),
treatment discontinuations due to AEs (28.4% vs 12.8%) and d odifications due to AEs
(73.6% vs. 47.6%) were all more frequent in the combined tiglelizimab + chemotherapy
group compared to the combined chemotherapy control. @

The most commonly reported events in the combine T+chemo group (= 40%) were
anaemia, neutrophil count, white blood cell count latelet count decreased, ALT and AST
increased, nausea, and decreased appetite. For se events, higher incidences were
observed in the combined T+chemo group t in the combined chemotherapy group (= 10%
difference for neutrophil count decrease "8%], platelet count decreased [+13.9%], ALT
increased [+12.2%], and AST increa&d'[ 13.7%]).

25.6% of patients in the combine LC T+chemo group had immune-mediated AEs; most
common imAEs were pneumo Q.l%), hypothyroidism (9.1%) and skin adverse reactions
(3.8%). Grade = 3 events ported in 10.5% of patients, the most frequent were
pneumonitis (4.0%), ski\ rse reaction (2.2%), hepatitis (1.4%), myositis/rhabdomyolysis
(1.0%), type 1 diabeQ llitus (1.0) and myocarditis (0.8%). Fatal imAEs occurred for
pneumonitis (0.6%), myecarditis (0.4%) as well as hepatitis and myositis/rhabdomyolysis
(0.2% each). 10. of patients experienced serious imAE, and imAEs led to discontinuation of
tislelizumab, % of patients. Overall, imAEs resolved during the study in approximately half

of NSQC@nts (53.5% across both pivotal studies).

Un inties and limitations about unfavourable effects

Mor@py 2L+ NSCLC

No safety data are available for tislelizumab in patients with ECOG PS >1 and after more than
2 prior lines of therapy; this is reflected in section 4.4 and 5.1 of the SmPC.

There are only limited safety data in patients with > 75 years; this is reflected in section 4.8 of
the SmPC.

Combination therapy 1L NSCLC

Studies in 1L NSCLC were conducted exclusively in China with the possible impact of regional
differences regarding clinical practice or baseline/disease characteristics on safety data;
however, subgroup analysis of race in the 2L monotherapy setting and the results of the
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inspection reports including on-site inspections in China did not further support concerns that
the Asian patients derived safety data would not be applicable to European patients.

e The evaluation of the safety profile in females is hampered by the low proportion of enrolled
females (17% of study population). However, no clinically meaningful differences in the AE
profile between male and female subgroups were observed in the tislelizumab monotherapy
treatment groups.

O
%
N

O

Table 145: Effects table for Tizveni as monotherapy for the treatme:&dvanced /
metastatic NSCLC after prior chemotherapy (Study 303; data cut-off: Jul-2021)]

3.6. Effects Table

Effect Short Unit Tislelizumab Docetaxel {ncertainties/

Description Strength of evidence
200 mg Q3W

Favourable Effects \O
(0S5 Time from months 16.9 N 119 Impact of high rate of dropouts in
median randomisation until O docetaxel population
death
Q Uncertainties regarding external
\' validity
HR, 0 0.66
95% C 0 (0.56, 0.79)
PFS Time from the date montré 4.2 2.6
median of randomisation to
first tumour
progression or 0.63
death % CI (0.53, 0.75)

N\
Unfavourable Effectb
S
Tolerability N
AE

)

% 39 75
related 14 66
s AE % 33 32
drug related 13 23
E leading to death % 6.0 4.3
e drug related 1.5 1.6
AE leading to discont. % 11 12
e drug related 6 10
Immune-mediated AE
All cause imAE % 19.5 NR
e Grade = 3 6.6
e serious 7.5
Most frequent imAE (=1%)
Hypothyroidism % 7.9 NR
Pneumonitis % 6.2 NR
Skin adverse reaction % 1.5 NR
Hepatitis % 1.3 NR
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Short Unit Tislelizumab Docetaxel Uncertainties/

Description Strength of evidence
200 mg Q3W

Myaositis/rhabdomyolysis % 1.3 NR

Thyroiditis % 1.1 NR
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Table 146: Effects table for Tizveni in combination with chemotherapy for the 1L treatment
of advanced/metastatic NSCLC (data cut-off for non-squamous Study 304: 26-Oct-2020;
data cut-off for squamous Study 307: 30-Sep 2020)

Effect Short

Description

Treatment Control

Referen
ces

Uncertainties/
Strength of evidence

Favourable Effects 1L squamous NSCLC

Arm T+PC vs PC

PFS Time from

median randomisation to
first tumour
progression or
death

0S Time from the date

median of randomisation
until death

Arm T+nPC vs PC

PFS Time from

median randomisation to
first tumour
progression or
death

(015 Time from the date

median of randomisation
until death

months

HR,
95% CI

months

HR,
95% CI

months

HR,

95% CI

months

HR,
95% CI

7.7 5.5

0.45
(0.33, 0.62)
22.8 20.2

0.68
(0.45, 1.01)

9.6 5.5

0.43
(0.31, 0.60)

NE \@z

»1.12)

Favourable Effects 1L non-squamous NSC\C@C PD-L1 >=50%)
N

Only Asian patients were inclu%

No data are available for p@s older

than 75. {\6

N
>

Q@\

PFS Time from mont 146 4.6 Only Asian patients were included.
median randomisation to

first tumour Q No data are available for patients older

progression or % ; 0.31 than 75.

death ? b CI (0.18, 0.55)
0Ss Time from th \ onths NE 13.1
median of randomisa@

until deat

\ HR, 0.39
R Q 95% CI (0.22, 0.71)

Effect Short

Description

Unfavourable Effects

Tolerability
Grade =3 AE
e drug related
Serious AE
e drug related
AE leading to death
e drug related

%

%

%

Pooled
chemo

Pooled
T+chemo

(Studies 307
307

+

+ 304+206)

304+206)

79.3 70.9
74.8 63.9
40.0 23.8
24.7 14.1
4.2 3.1
1.6 1.8

(Studies

Referen
ces

Uncertainties/
Strength of evidence

Studies in 1L NSCLC clinical

conducted exclusively in AR,

China; CSR,
SCS
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AE leading to discont. % 28.4 12.8

Immune-mediated AE

All cause imAE % 25.6 NR
. Grade =2 3 10.5
e  serious 10.9

Most frequent imAE (=1%)

Hypothyroidism % 9.1 NR
Pneumonitis % 9.1 NR
Skin adverse reaction % 3.8 NR
Hepatitis % 1.6 NR
Colitis % 1.4 NR
Myocarditis % 1.4 NR
Myositis/rhabdomyolys % 1.2 NR

%
Nephritis % 1.0 NR o 6
Type 1 diabetes mell. % 1.0 NR Q

clinical study

Abbreviations: drug-related: related to tislelizumab and/or chemotherapy; NR: not reported; @
report, SCS: summary of clinical safety, T+nPC: Tislelizumab + nab-paclitaxel

3.7. Benefit-risk assessment and discussion &

3.7.1. Importance of favourable and unfavoura éfects

Monotherapy 2L+ NSCLC Q

A clinically meaningful benefit in overall survival was de‘S@crated in patients with locally advanced or
metastatic NSCLC after prior chemotherapy. The de ed safety profile of tislelizumab monotherapy
in the sought indication was as expected for PD- tors without new safety concerns.

Combination therapy 1L NSCLC \

A clinically meaningful benefit in PFS onstrated for the addition of tislelizumab to combination
chemotherapy in patients with Iocallyéganced or metastatic squamous NSCLC; a positive trend in OS
can be considered supportive. O

In patients with non-squamo LC, a benefit in PFS was also shown in the overall study
population; however, the theatment effect was driven by the subgroup of patients whose tumour
express PD-L1 in = 50% umour cells.

>
The safety profile lizumab in combination with chemotherapy reflects the added toxicities of the
single compo é\ s already observed for other PD-(L)1 /chemotherapy combinations treatments in
this setting.

3.7:2x3Balance of benefits and risks

Monotherapy 2L+ NSCLC

In view of the relevant improvement in overall survival, the benefit of treatment with tislelizumab is
considered to outweigh its associated risks.

Combination therapy 1L NSCLC

For squamous NSCLC, the clinically meaningful benefit in PFS is acknowledged and is considered to
outweigh the observed added toxicities.
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For non-squamous NSCLC, a clinically meaningful benefit in PFS is considered established for the
addition of tislelizumab in the patients whose tumour express PD-L1 in = 50% of tumour cells and is
considered to outweigh the observed added toxicities.

3.8. Conclusions

The overall benefit/risk balance of Tizveni is positive, subject to the conditions stated in section
‘Recommendations’.
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4. Recommendations

Outcome

Based on the CHMP review of data on quality, safety and efficacy, the CHMP considers by consensus
that the benefit-risk balance of Tizveni is favourable in the following indication(s):

-in combination with pemetrexed and platinum-containing chemotherapy for the first-line treatment of
adult patients with non-squamous non-small cell lung cancer whose tumours have PD-L1 expression on
>50% of tumour cells with no EGFR or ALK positive mutations and who have:

o locally advanced NSCLC and are not candidates for surgical resection or pIatinu@
based chemoradiation, or @
o metastatic NSCLC.

L 2
-in combination with carboplatin and either paclitaxel or nab-paclitaxel for the first-li &}atment of
adult patients with squamous non-small cell lung cancer who have: 6

o locally advanced NSCLC and are not candidates for surgical r n or platinum-
based chemoradiation, or
o metastatic NSCLC. @
-as monotherapy for the treatment of adult patients with locally a d or metastatic non-small cell
lung cancer after prior platinum-based therapy. Patients with E utant or ALK positive NSCLC
should also have received targeted therapies before receiving t umab.

The CHMP therefore recommends the granting of the m§@ng authorisation subject to the following

conditions: O

Conditions or restrictions regarding supply @use

Medicinal product subject to restricted medé&?escription (see Annex I: Summary of Product

Characteristics, section 4.2). Q
Other conditions and requirem the marketing authorisation
o Periodic Safety Up eports

The requirements for subﬁgsjio of periodic safety update reports for this medicinal product are set
out in the list of Union r ce dates (EURD list) provided for under Article 107c(7) of Directive
2001/83/EC and amyssubsequent updates published on the European medicines web-portal.

Conditions @ctions with regard to the safe and effective use of the medicinal product
° i nagement Plan (RMP)

The@ing authorisation holder (MAH) shall perform the required pharmacovigilance activities and
interveégtions detailed in the agreed RMP presented in Module 1.8.2 of the marketing authorisation and
any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
e At the request of the European Medicines Agency;

¢ Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile or
as the result of an important (pharmacovigilance or risk minimisation) milestone being
reached.
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e Additional risk minimisation measures

Prior to the launch of Tizveni in each Member State, the MAH must agree about the content and format
of the Patient Card, including communication media, distribution modalities, and any other aspects of
the programme, with the National Competent Authority.

The Patient Card is aimed at increasing the awareness of patients on the signs and symptoms relevant
to the early recognition/identification of the potential immune-related ARs and prompt them about
when to seek medical attention. It also contains prompts to enter the contact details of the physician
and to alert other physicians that the patient is being treated with Tizveni. The Patient Card is designed
to be carried by the patient at all times and presented to any healthcare professional who mayg)
them.

The MAH shall ensure that in each Member State where Tizveni is marketed, all healthgar @
professionals and patients/carers who are expected to prescribe and use Tizveni have,\ to/are
provided with the Patient Card disseminated through healthcare professionals. O

The Patient Card shall contain the following key elements: ®

o Description of the main signs or symptoms of the immune-related g‘ueumonitis, colitis,
hepatitis, endocrinopathies, immune-mediated skin adverse reactio nephritis and other
immune-related ARs) and infusion-related reactions, and the_i rtance of notifying their

treating physician immediately if symptoms occur.
o The importance of not attempting to self-treat any sy %without consulting their healthcare
professional first.

. The importance of carrying the Patient Card at all'ti and to show it at all medical visits to
healthcare professionals other than the prescrj (e.g. emergency healthcare professionals).
o A warning message to inform healthcare p nals treating the patient at any time, including

in emergency conditions, that the patiqgs/ eing treated with Tizveni.
o A reminder that all known or suspect@ erse drug reactions (ADRs) can also be reported to

local regulatory authorities. Q
o The contact details of their Tizv@p escriber.
The Patient Card reminds patien& ut key symptoms that need to be reported immediately to the
physician.

Conditions or restricti it; regard to the safe and effective use of the medicinal product
to be implementgd Member States

Not applicable., C)\

New Active tance Status
Based review of available data, it is considered that tislelizumab is not a new active substance,
as it onstituent of a medicinal product previously authorised within the European Union.

Tislelizumab is contained in the marketing authorisation Tevimbra which was authorised in the Union
on 15/09/2023.
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