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1. Background information on the procedure

1.1. Type II variation

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Beigene Ireland Limited submitted
to the European Medicines Agency on 11 March 2024 an application for a variation.

The following variation was requested:

Variation requested Type Annexes
affected
C.l.6.a C.I.6.a - Change(s) to therapeutic indication(s) - Addition | Type II I and IIIB

of a new therapeutic indication or modification of an
approved one

Extension of indication to include treatment of adult patients with non-small cell lung cancer (NSCLC) in
combination and as monotherapy for TEVIMBRA, based on results from studies BGB-A317-303, BGB-
A317-304, BGB-A317-307 and BGB A317-206. As a consequence, sections 4.1, 4.2, 4.4, 4.5, 4.8, 5.1
and 5.2 of the SmPC are updated. The Package Leaflet is updated in accordance. Version 2.0 of the RMP
has also been submitted. In addition, the MAH took the opportunity to introduce minor editorial changes
to the Product Information.

The variation requested amendments to the Summary of Product Characteristics and Package Leaflet and
to the Risk Management Plan (RMP).

Information on paediatric requirements

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included an EMA Decision
P/0142/2019 on the granting of a product-specific waiver.

Information relating to orphan market exclusivity

Similarity

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000, the MAH 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.

Scientific advice

The MAH did not seek Scientific Advice at the CHMP.

1.2. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP were:

Rapporteur: Jan Mueller-Berghaus

Assessment report
EMA/294229/2024 Page 7/229



Submission date 11 March 2024
Start of procedure: 1 April 2024
CHMP Rapporteur Assessment Report 26 April 2024
PRAC Rapporteur Assessment Report 2 May 2024
Updated PRAC Rapporteur Assessment Report 23 May 2024
PRAC Outcome 16 May 2024
Updated CHMP Rapporteur Assessment Report 23 May 2024
Opinion 30 May 2024

2. Scientific discussion

2.1. Introduction

2.1.1. Problem statement

Disease or condition

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

Non-small cell lung cancer (NSCLC) accounts for 80%-85% of all lung cancers (Bareschino et al 2011)
and based on this assumption, the estimated incidence of NSCLC in Europe is approximately 25.0 per
100000 and was 28.1 per 100000 in USA (Goldstraw et al 2016). The main histological subtypes are
adenocarcinoma (40%), squamous cell carcinoma (25-30%), and large cell carcinoma (10-15%)
(National Cancer Institute 2017). Lung cancer is often diagnosed at an advanced stage, resulting in a
poor prognosis; the 5-year OS rate for patients with advanced NSCLC ranges from 19% in patients with
Stage IIIB to 6% with Stage IV disease (Goldstraw et al 2016).

State the claimed the therapeutic indication

With this application the MAH claims the following new therapeutic indications:

Tevimbra in combination with pemetrexed and platinum containing chemotherapy is indicated 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 platinum-based
chemoradiation, or

Assessment report
EMA/294229/2024 Page 8/229



. metastatic NSCLC.

Tevimbra in combination with carboplatin and either paclitaxel or nab-paclitaxel is indicated for the first-
line treatment of adult patients with squamous non-small cell lung cancer who have:

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

. metastatic NSCLC.

Tevimbra 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.

Epidemiology and risk factors, screening tools/prevention

The highest incidence rates of lung cancer in males are observed in Micronesia/Polynesia, Eastern and
Southern Europe, and Eastern and Western Asia, and among women in North America, Northern and
Western Europe, Micronesia/Polynesia, 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 per 100,000 in women), and the 5-year survival overall was 26.4% (21.9% in men and
31.3% in women) (Ganti et al 2021). In Europe, the age-standardized incidence rate of all lung cancers is
63.5 per 100,000 (97.6 per 100,000 among men and 38.3 per 100,000 among women) (Dyba et al
2021).

Biologic 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.

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-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.

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 humber 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 2019). For patients
with metastatic NSCLC with no actionable oncogenic driver (notably without EGFR mutations and

ALK rearrangements), the development of immune checkpoint inhibitors (ICIs) has transformed the care,
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providing a survival benefit when administered as monotherapy following disease progression on
platinum-based chemotherapy (Borghaei et al 2015, Brahmer et al 2015, Herbst et al 2016, Rittmeyer et
al 2017) or when administered with or without chemotherapy in the first-line setting (Borghaei et al
2017, Gandhi et al 2018, Paz-Ares et al 2018, Socinski et al 2018, 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 NSCLC without oncogenic driver
mutations

Before ICI therapy was available, there were 2 established chemotherapeutic agents available globally for
the treatment of locally advanced or metastatic NSCLC with no actionable oncogenic driver after prior
chemotherapy: docetaxel for patients with either nonsquamous or squamous NSCLC and pemetrexed for
patients with nonsquamous NSCLC who did not receive pemetrexed as first-line treatment (Planchard et
al 2018, Ettinger et al 2019). Erlotinib can also be considered for patients who cannot receive cytotoxic
chemotherapy due to poor performance status (Tarceva USPI 2010, Planchard et al 2018). Overall, the
therapeutic benefit of these further lines of treatment has been restricted by limited improvements in
survival, low response rates, and significant toxicities (Stinchcombe and Socinski 2008, Al-Farsi and Ellis
2014, Nadler et al 2018).

PD-1/PD-L1 ICIs were first approved beginning in 2015 for patients with second- or later-line locally
advanced or metastatic NSCLC lacking sensitizing EGFR or ALK mutations, and over time, access has
expanded globally from early approvals in the US and EU (Novello et al 2016, Ettinger et al 2019). As
access in other parts of the world arrived later, docetaxel remained a commonly used standard treatment
option for both squamous and nonsquamous NSCLC in the second- and third-line treatment settings until
recently. Presently, pembrolizumab (Keytruda), nivolumab (Opdivo), and atezolizumab (Tecentriq) are
approved in the EU for the second-line treatment of metastatic NSCLC (Keytruda SmPC 2021, Opdivo
SmPC 2021, Tecentrig SmPC 2021).

First-line treatment 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, 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 >1% 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 treatment in the first-line
setting include atezolizumab and cemiplimab as monotherapy for first-line treatment of NSCLC whose
tumours have high PD-L1 expression irrespective of histology, and atezolizumab as first-line treatment of
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metastatic nonsquamous NSCLC with no EGFR or ALK genomic tumour aberrations in combination with
bevacizumab, paclitaxel, and carboplatin as well as with paclitaxel protein-bound and carboplatin
(Tecentrig SmPC 2021, Libtayo SmPC 2021).

2.1.2. About the product

Tislelizumab is a humanized IgG4 variant monoclonal antibody that binds to the T-cell surface receptor
programmed cell death protein 1 (PD-1) with high specificity and affinity (KD = 0.15 nM). It competitively
blocks the binding of both PD-L1 and PD-L2, inhibiting PD-1-mediated negative signalling. As such,
upregulation of PD-1 ligands occurs in some tumours and signalling through this pathway can contribute
to inhibition of active T-cell immune surveillance of tumours, which is counteracted by the administration
of PD-1 inhibitors like tislelizumab. The antibody does not bind to Fc gamma receptors and Cl1q and
therefore does not induce antibody-dependent cellular cytotoxicity or complement-dependent cytotoxicity.

Tislelizumab belongs to the therapeutic subgroup LO1 (antineoplastic agents) of the Anatomical
Therapeutic Chemical Classification System.

The final approved indication is:

Non-small cell lung cancer (NSCLC)

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

¢ metastatic NSCLC.

Tevimbra in combination with carboplatin and either paclitaxel or nab-paclitaxel is indicated for the first-
line treatment of adult patients with squamous NSCLC who have:

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

e metastatic NSCLC.

Tevimbra as monotherapy is indicated for the treatment of adult patients with locally advanced or
metastatic NSCLC 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. The recommended dose of tislelizumab is 200 mg administered by intravenous infusion once
every 3 weeks.

In March 2022, two separate MAAs for tislelizumab were submitted:

¢ One MAA, under the name of Tevimbra as monotherapy for the treatment of adult patients with
unresectable, locally advanced or metastatic oesophageal squamous cell carcinoma after prior
platinum-based chemotherapy. This MAA was submitted by Novartis Europharm Limited through the
orphan regulation (Article 3(1) and point 1 and 4 of Annex of Regulation (EC) No 726/2004).
Tislelizumab was designated as an orphan medicinal product (EU designation number: EU/3/20/2357)
on 13 November 2020 for treatment of esophageal cancer. CHMP issued a positive opinion for
Tevimbra in this 2L oesophageal cancer indication in July 2023.
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e Another MAA was submitted in March 2022 for three (non-orphan) indications in NSCLC (tislelizumab
monotherapy for 2L NSCLC and tislelizumab in combination with chemotherapy for 1L treatment of
squamous and non-squamous NSCLC). CHMP adopted a positive opinion for Tizveni on 22 February
2024, the EC decision was adopted on 19 Apr 2024.

The marketing authorisation for Tevimbra was transferred from Novartis to Beigene Ireland Limited with
the Commission Decision for the transfer adopted on 19 Decembre 2023.

This type II variation is being submitting by Beigene to consolidate the approved NSCLC indications from
the Tizveni MA into the Tevimbra Marketing Authorisation. No new clinical data have been submitted.

2.1.3. The development programme/compliance with CHMP
guidance/scientific advice

The applicant did not seek Scientific advice from the CHMP.

2.1.4. General comments on compliance with GCP

The following GCP inspections were requested by the CHMP during the initial marketing authorization for
Tizveni and their outcome taken into consideration as part of the Safety/Efficacy assessment of the
product:

GCP inspections were requested and conducted at one investigator| 20 January 2023 and 04
site in Turkey between 29 August to 2 September 2022, the January 2024

sponsor site in the 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:

2.2. Non-clinical aspects

No new non-clinical data have been submitted in this application, which is considered acceptable by the
CHMP.

The non-clinical data submitted in the context of the initial MAA of Tevimbra support the intended use in
the new indication submitted in this application.

2.3. Clinical aspects

2.3.1. Introduction

GCP

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

The MAH 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.

Overview of main studies and their status:
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Table 1. Overview of clinical studies

Patients
Study randomized
Status Study Design Treatments and target dose regimen (N)
001 Phase I, open-label, multiple-dose, dose- 0.5/2/5/10 mg/kg Q2W, 451 enrolled
Completed escalation and expansion study investigating 2/5 mg/kg Q3W, and (49 with
the safety, tolerability, PK, and antitumor NSCLC)
activity of tislelizumab in patients with 200 mg Q3W
advanced tumours, including NSCLC.
Participating countries: Australia, New
Zealand, South Korea, Taiwan, United States
(27 centres)
102 Phase I/II multicentre, open-label, study in 200mg Q3W 300 enrolled
Completed Chinese patients with advanced solid tumours. (56 with
The Phase I portion assessed safety, NSCLC)
olerability, PK characteristics, preliminary
antitumor activity, and determined the MTD
and/or RP2D of tislelizumab. The Phase II
portion was conducted as an indication-
expansion study to further assess the safety,
PK, and preliminary efficacy in patients with
malignant solid tumours, including cohorts in
patients with NSCLC.
Participating country: China (16 centres)
303 Phase III, randomized, open-label, multicenter Tislelizumab 200 mg iv Q3W 535
Ongoing stuc;y in 3dLIJ|t pl?tiegts witl:jhistologically
confirmed, locally advanced or metastatic .
NSCLC (squamous or nonsquamous) who had ~Docetaxel 75 mg/m? iv Q3w 270
disease progression during or after a platinum-
containing regimen to investigate the efficacy
and safety of tislelizumab compared with
docetaxel. Total: 805
Participating countries: China, Bulgaria,
Brazil, Lithuania, Mexico, New Zealand, Poland,
Russia, Slovakia, Turkey.
307 Phase III, multicenter, randomized, open-label Arm T+PC T+PC: 120
Ongoing s_tudY to compare _the eff_icacy apd safety of Tislelizumab 200 mg iv D1 Q3W
tislelizumab combined with paclitaxel plus Paclitaxel 175 mg/m2 D1 Q3W
carboplatin or nab-paclitaxel plus carboplatin Carboplatin AUC 5 D1 Q3W
vs. paclitaxel plus carboplatin alone as first-line (pacjitaxel and carboplatin administered
treatment for untreated advanced squamous  4.¢g cycles)
NSCLC.
L ) . 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)
Arm PC*
Paclitaxel 175 mg/m2 D1 Q3W
Carboplatin AUC 5 D1 Q3W
(Paclitaxel and carboplatin administered PC: 121
4-6 cycles)
*Qptional crossover to receive
tislelizumab 200 mg iv upon disease
progression.
Total: 360
304 Phase III, multicenter, randomized study to Induction Phase:
Ongoing investigate the efficacy and safety of Arm T+PP

tislelizumab combined with platinum-

Tislelizumab 200 mg iv D1 Q3W
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pemetrexed vs. platinum-pemetrexed alone as
first-line treatment for patients with Stage IIIB 5

or IV nonsquamous NSCLC.

Participating country: China

Cisplatin 75 mg/m2 or carboplatin AUC T4pp: 223

Pemetrexed 500 mg/m2
(Chemotherapy administered 4-6 cycles
Q3w)

Arm PP

Cisplatin 75 mg/m2 or carboplatin AUC
5

Pemetrexed 500 mg/m2
(Chemotherapy administered 4-6 cycles
g3w)

PP: 111

Maintenance Phase:
Arm T+PP
Tislelizumab 200 mg iv D1 Q3W

Pemetrexed 500 mg/m2 Q3W Total:334

Arm PP*
Pemetrexed 500 mg/m2 Q3W

*Optional crossover to receive
tislelizumab 200 mg iv upon disease
progression.

2.3.2. 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 phamacology S
of study Population NL:I:rlll:tesr of PK evaluable asses nts with study Tlsllellzumab Dosage
{objectives) pahe data regimen
Tislelizumab monotherapy
BGB-A317-001, Phase IAIB Patients with advanced or | 108 [MCA) MNCA Phase |A Part 1
DOpen-label, multiple-dose, refractory solid tumors 450 (PopPK) FopPK (Diose escalation):
multicenter, 2-part, dose [T eur 0.5, 2,5, and 10 mg'kg Q2W
z::i:"a:& and indication 0.5 mgikg QW in =3) ADA ! Phase IA Part 2 (Schedule
{safety, tolerability, ant-tumer 2 mglkg QW n = 28) e kg C2W or QAW
activity, and determine MTD and 5 mg/kg Q2W (n = 28)
RPZD) = Phase |A Part 3
10 mg'kg Q2W (n=T7) (Flat-dose evaluation): 200 mg
2 mg'kg @3W (n=21) QIW
5 mg'kg Q3IW (n = 354) Phase 1B
= (Indication expansion]):
200 mg Q3W (n=13) 5 mglkg Q3W
BGB-A317-102, Phase VI Chinese patients with 20 (MCA) NCA Phase |
Open-abel, multicenter, 2-part, advanced solid tumors 300 (PopPK) PapPH (Dose verification):
duse—w_anﬁcahon and indication [T Exposur ; 200 mg Q3W
Expansion B ] ADA Phase | (PH substudy):
{=afety, tolerability, anttumeor 200 mg for the first dose, and
activity, and determine MTD and 200 g QW stared at Week
RP2D) 5 Day 1
Phase Il
(Indication expansion]):
200 mg Q3w
BGB-A317-203, o o g:l:-nese patients with R/R % (gpa;? PE) PopPK 200 mg Q3W
Open-label, single-amm, and (PopPH) Exposure-safety
mmilticenter ADA
(efficacy, safety and tolersbility)
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BGB-A317-204, Phase Il Chinese/Korean patients 108 (Sparse PK) PopPH 200 mg Q3W
Single-arm, multicenter, and with PD-L1+ locally 112 (PopPK) Exposure-safety
multinational advanced or metastatic ADA
{efficacy, safety and tolerability) UC who had progressed

during or following a

platinum-~containing

regimen
BGB-A317-205, Phase Il Chinese patients with 30 (PopPK}) PopPK 200 mg Q3w
Open-label, single-arm, muti- inoperable, locally
cohort, multicenter advanced or metastatic
(efficacy, safety, tolerability and esophageal, gastric, or
antitumor activity) gastroesophageal junction

canzinoma
BGEB-A317-208, Phase Il Patients with 241 (Sparse PK) PopPK 200 mg Q2w
Open-label, single-arm, previously-treated 248 (PopFK) Exposure-safety
multicenter, and multinational unreseciable HCC ADA
[efficacy, safety, and tolerability)
BGEB-A317-208, Phase Il Chinese patients with 76 {PopPK) PopPK 200 mg Q2w
Open-label, single-arm and previously-treated locally
multicenter advanced unresectable or
(efficacy, safety, and tolerability) metastatic MS1-H or

dMMR saolid tumors
BGB-A217-302, Phase Il Patients with advanced, 245 (Sparse PK) PopPK 200 mg Q2w
Randomized, controlled, open- unresectable or metastatic | opy (papPK Esxposure-safety
label, two-arm multicenter, and esophageal squamous cell (PopPH) &D‘Asur
multinational cancinoma
(efficacy, safety, and tolerability)
BGB-A317-303, Phase Il Patients with locally 518 (Sparse PK) PopPK 200 mg Q3w
DJpen-label, taro-arm, randomized, advanced or metasiatic 532 (PopPK) Exposure-efficacy
multicenter, and multinational MNSCLC with disease
(efficacy, safety, and tolerability) progression on or after Exposure-safety

prior chemotherapy ADA
Study number, phase Clinical pharmacology N
type of study Population Hﬂ of PK evaluable assessments with study Tlsl_ellzumab Dosage
{obijectives) pane data regimen
Tislelizumab combination therapy
BGB-A317-208, Phase Il Chinese patients with 54 (PopPK) PopPH 200 mg Q3W
Open-label, multi-cohort and locally advanced or Exposure-safety
multicenter metastatic lung cancer ADA
(efficacy, safety, tolerability and
anfitumor activity)
BGE-A317-304. Phase Il Chinese patients with 222 (PopPK) PopPK 200 mg Q2w
Open-label, two-am, randomized locally advanced or Exposure-efficacy
and multicenter metastatic non-squamous
{efficacy, safety and tolerability) NSCLC Esposure-safety

ADA

BGB-A317-307. Phase Il Chinese patients with 238 (PopPK) PopPK 200 mg Q23w
Open-label, multi-arm, multicenter, | locally advanced or Exposure-efficacy
and randomized metastatic squamous
(efficacy, safety and tolerabilty) | NSCLC E’E‘:’:S”'H"fe‘?
Abbreviations: ADA, antidrug antibody; cHL, classical Hodgkin lymphoma; dMMR, deficient mismatch repair; HCC, hepatocellular carcinoma; M31-H, microsatellite
instability-high; MTD, maximum tolerated dose; MCA, noncompartmental analysis; NSCLC, non-small cell lung cancer, PO-L1, programmed cell death ligand-1;
PopPK, population pharmacokinetic({s); Q2W, once every 2 wesks; Q3W, once every 3 weeks; RP2D, recommended Phase 2 dose; R/R, relapsed or refractory; TH,
freatment-naive; UC, urothelial carcimoma.
Mote: All doses were administered intravenousty.
Source: [Study 001), [Study 102]. [Study 203], [Study 204]. [Study 205), [Study 208], [Study 206]. [Study 302], [Study 203]. [Study 206), [Study 204],
[Study 307],[FopPK Report-Table 6], [BGB-A317-CP-008], [ER Report]

The full information on pharmacokinetics data can be found in the Tevimbra public assessment report
(EPAR) for the initial marketing authorisation.

PK in target population

Study BGB-A317-303 (Study 303)

A Phase 3, Open-Label, Multicenter, Randomized Study to Investigate the Efficacy and Safety of BGB-
A317 (Anti-PD-1 Antibody) Compared With Docetaxel in Patients with Non-Small Cell Lung Cancer Who
Have Progressed on a Prior Platinum-Containing Regimen.

A total of 534 patients received tislelizumab at a dose of 200 mg administered intravenously Q3W. Study
treatment continued until disease progression as assessed by the investigator per Response Evaluation
Criteria in Solid Tumors (RECIST) v1.1, unacceptable toxicity, or withdrawal of informed consent,
whichever occurred first.

As of the data cutoff date, geometric means of predose (Cycle 1, 2, 5, 9, and 17) and postdose (Cycle 1
and 5) serum concentrations after the intravenous doses of tislelizumab 200 mg Q3W, summarised by
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study cycles up to Cycle 17, are presented in Table 3. A total of 532 patients were included in the PK data
analysis set.

Table 3. Summary of tislelizumab serum concentrations in study 303 (PK analysis set)

Tislelizumab concentrations (ug/mL)
Visit Predose (Cpin) Postdose (Cpnax)
GM (GCV%) GM (GCV%)
NC=2 68.4 (27.3%)
. (n=519) (n=517)
16.0 (36.9%)
Cycle 2 (n = 493) NA
33.8 (38.3%) 100.8 (27.5%)
Cycle 5 (n = 329) (n=1329)
40.7 (48.0%)
Cycle 9 (n = 224) NA
471 (33.7%)
Cycle 17 (n = 102) NA
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: Cpnay, maximum serum concentration (end of infusion, postdose), Cpin, Minimum serum
concentration (predose); GCV, geometric coefficient of variation; GM, geometric mean; M/F, male/female; NA,
not available; NC, not calculated.
Notes: Population: 532 patients; sex (M/F): 414/118; age: 59.9 (28-88), body weight: 67.7 (35-130) kg.
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.

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 Platinum-Pemetrexed Versus Platinum-
Pemetrexed Alone as First-line Treatment for Patients With Stage IIIB or IV NonSquamous Non-Small Cell
Lung Cancer.

Study 304 is an ongoing, open-label, multicentre, randomised Phase III study designed to compare the
efficacy and safety of tislelizumab combined with platinum (cisplatin or carboplatin) and pemetrexed
versus platinum (cisplatin or carboplatin) and pemetrexed alone as first-line treatment in patients who
have Stage IIIB or IV non-squamous NSCLC, whereby the choice of platinum (cisplatin or carboplatin)
was at the investigator’s discretion. As of the data cutoff date, total of 334 patients were randomised of
which 222 patients received 200 mg of tislelizumab in combination with pemetrexed and platinum.

Pharmacokinetic data were available for a total of 222 patients (1185 samples with 961 observed values
and 224 below the limit of quantification samples) following treatment with tislelizumab 200 mg every 3
weeks administered as an iv infusion over 30 to 60 minutes (60 minutes for the first dose; if well-
tolerated, 30 minutes for the rest of doses). The exclusion percentage for tislelizumab was 3.71%
(44/1185 samples). As of the data cutoff date, the mean (% standard deviation), Ctrough (predose), and
Cmax (postdose) following the iv doses of tislelizumab 200 mg every 3 weeks up to Cycle 17, were
presented in Table 4.
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Table 4. 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)

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%
(44/1185) of samples were excluded from the summary due to abemrant sample collection information.

a 3 patients with a predose measurable concentration at Cycle 1 were excluded from the summary.

Study BGB-A317-307 (Study 307)

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

Pharmacokinetic data were available for a total of 238 patients (1222 samples with 983 observed values
and 239 below the limit of quantification samples) following treatment with tislelizumab 200 mg every 3
weeks administered as an intravenous infusion over 30 to 60 minutes (60 minutes for the first dose; if
well-tolerated, 30 minutes for the rest of doses).

As of the data cutoff date, the mean (£SD) Ctrough (predose) and Cmax (postdose) following the
intravenous doses of tislelizumab 200 mg every 3 weeks, stratified by treatment cohorts up to Cycle 17,
were presented in the below table.

Table 5. Summary of tislelizumab serum concentration (mean +/- standard deviation) (PK analysis set)

Tislelizumab concentrations (ug/mL)

Time T+nPC All

point Cycle T+PC

Pre- Cycle 1 NC? (n=117) NC3(n=115) NC 3(n=232)

Dose Cycle 2 15.2 + 4.47 (n=110) 13.1 £ 3.63 (n=109) 14.1 £ 4.21 (n=219)

Cycle 5 37.7 £ 11.39 (n=83) 284 £9.21 (n=77) 33.2 + 11.36 (n=160)
Cycle 9 44.3 + 14.23 (n=59) 41.9 + 13.45 (n=50) 43.2 + 13.87 (n=109)
Cycle 17 | 47.54 34.76 (n=3) 415 £ 12.41 (n=5) 43.8 4 21.05 (n=8)

Post- Cycle 01

70.2+16.77 (n=118)

65.4 + 11.45 (n=117)

67.8 + 14.54 (n=235)

Dose Cycle 05

98.9 + 23.16 (n=82)

89.3 + 17.82 (n=78)

94.2 + 21.21 (n=160)

NC, not calculated.

Source: [Study 307-Table 16] (Data cutoff 31-Oct-2019).
Abbreviations: T+PC, Tislelizumab+Paclitaxel+Carboplatin; T+nPC, Tislelizumab+nab-Paclitaxel+Carboplatin;

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 aberrant sample collection information.

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

PK in special populations

Information on PK in special populations can be found in the Tevimbra public assessment report (EPAR)
for the initial marketing authorisation.
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Pharmacokinetic interaction studies

Information on pharmacokinetic interaction studies can be found in the Tevimbra public assessment
report (EPAR) for the initial marketing authorisation.

2.3.3. Pharmacodynamics

Throughout the clinical studies, no specific pharmacodynamic endpoints were investigated.

Exposure-response (E-R) analyses were performed to understand the relationships between PK and
efficacy, as well as safety parameters. These analyses support the proposed dosing regimen of 200 mg
Q3w.

The immunogenicity profile of tislelizumab and its impact on PK, safety, and efficacy in the NSCLC
population has been characterised.

Mechanism of action

Tislelizumab is a humanised IgG4 variant monoclonal antibody against PD-1, binding to the extracellular
domain of human PD-1 with high specificity and affinity (KD = 0.15 nM). It competitively blocks the
binding of both PD-L1 and PD-L2, inhibiting PD-1-mediated negative signalling, and enhancing the
functional activity in T-cells in in vitro cell-based assays. Tislelizumab does not bind to Fc gamma
receptors and C1q and therefore does not induce antibody-dependent cellular cytotoxicity or complement-
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.

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.

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 6). 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, 2, 5, 9, and 17).
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Table 6. ADA incidence by dose regimen - Studies 001, 102, 203, 204, 206, 208, 302, 303, 304 and 307

(ADA evaluable patients)

Evaluable Treatment- Treatment- Treatment- NADb
Patients emergent boosted induced Persistent Transient Positive
Dose Regimen Study N n (%) n (%) n (%) n (%) n (%) n (%)
0.5 mg/kgQ2W 001 3 1(333) 0 1(333) 0 1(333) 0
2 mg/kg Q2W 21 6(286) O 6(286) 2(9.5) 4(190) O
5 mg/kg Q2W 25 5(200 0 5(20.0) 4(16.0) 1(4.0) 0
10 mg/kg Q2W 6 1(167) 0 1(16.7) 1167) O 0
2 mg/kg Q3W 19 6(316) 0 6(316) 3(158) 3(158) 0O
5 mgkg Q3W 287 44(153) 1(03) 43(150) 21(73) 22(77) O
Study 001 Weight-based 361 63 (17.5) 1(0.3) 62(17.2) 31(86) 31(86) O
dosing mono'!
200 mg Q3W 001 1 3(273) 0 3(27.3) 19.1) 2(18.2) 1(9.1)
200 mg Q3W 102 280 43(154) 2(0.7) 41(146) 26(9.3) 15(54) 2(0.7)
200 mg Q3W 203 70 6(8.6) 0 6(8.6) 4(5.7) 2(29) 1(1.4)
200 mg Q3W 204 104 18(17.3) 1(1.0) 17(16.3) 13(125) 4(3.8) 0
200 mg Q3W 208 231 50(216) O 50(216) 33(143) 17(74) 4(1.7)
200 mg Q3W 302 221 32(145) 2(0.9) 30(136) 20(9.0) 10(4.5) 1(0.5)
200 mg Q3W 303 507 80(15.8) 3(0.6) 77(152) 40(79) 37(73) 2(04)
200 mg Q3W mono' 1424 232 (16.3) 8(0.6) 224 (15.7) 137 (9.6) 87 (6.1) 11 (0.8)
200 mg Q3W 206 51 7137y 0 7(13.7) 1(2.0) 6(118 0
200mg Q3W T+PP 304 213 48(225) 2(0.9) 46(216) 12(56) 34(16.0) 2(0.9)
200mg Q3W T+PC 307 115 43(374) 2(1.7) 41(35.7) 18(157) 23(200) 1(0.9
200 mg Q3W T+nPC307 113 2017.7) O 20(17.7) 10(8.8) 10(88) 4(3.5)
200 mg Q3W combo? 492 118 (24.0) 4(0.8) 114(23.2) 41(8.3) 73(14.8) 7(1.4)
200 mg Q3W total 1916 350 (18.3) 12(0.6) 338(17.6) 178(9.3) 160(8.4) 18(0.9)
Total 2277 413 (18.1) 13(0.6) 400 (17.6) 209(9.2) 191(8.4) 18(0.8)

Source: [Report BGB-A317-CP-012-Table 2], [Study 208 IAR-Table 2], [Study 302 IAR-Table 2], [Study 303 IAR-
Table 2], [Study 206 CSR-Table 14.3.8], [Study 304 IAR-Table 2], [Study 307 IAR-Table 2]

ADA=anti-drug antibodies; NAb=neutralizing antibody, Q2W=once every 2 weeks; Q3W=once every 3 weeks;
T+PC-=tislelizumab + paclitaxel + carboplatin; T+nPC=tislelizumab + Nab-paclitaxel + carboplatin;
T+PP=tislelizumab + pemetrexed + platinum; %=n/N for each row*100

1 Tislelizumab monotherapy administered in Studies 001, 102, 203, 204, 208, 302, and 303

2 Tislelizumab in combination therapy: Study 206 (tislelizumab in combination with platinum-containing doublet
chemotherapy); Study 304 T+PP; Study 307 T+PC and T+nPC

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.

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 7).
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Table 7. 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 85.0 430 60.5
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)
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
304 T+PP 230 77.0 245 1325 225 67.0
(20, 301) (64, 523) (21, 301) (64, 523) (20, 109) (64, 70)
307T+PC 230 1455 250 1455 220 ND
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 Table 5]; [Study 302 IAR-
Section 5.2 and Table 6]; [Study 303 IAR-Section 5.2 and Table 6], [Study 304 IAR-Table 5], [Study 307 IAR-
Table 5]

ADA-anti-drug antibody; T+PC=tislelizumab + paclitaxel + carboplatin; T+nPC=tislelizumab + Nab-paclitaxel +
carboplatin; T+PP=tislelizumab + pemetrexed + platinum (cisplatin or carboplatin)

For patients with a single positive ADA sample and no subsequent samples, these samples were excluded from
the median calculations for duration. All min and max values are presented.

*Duration of transient ADA in Study 302 was available for only one patient

ND: the duration was marked as ‘Not determined’ for all patients with transient ADA in Study 307

Median titre levels

The median titre levels generally fluctuated between 10 and 100 over time. Higher titres 1000 were
observed in some patients in Studies 304 and 307 at isolated timelines during treatment with tislelizumab
in combination with chemotherapy.

Individual titre values for most patients did not increase over the course of the studies.
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Impact of ADA on clinical efficacy

Table 8. 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 - /N (%) 61/133 (45.9) 370/693 (53.4)
Clinical Benefit - n/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 - /N (%) 56/127 (44.1) 311/629 (49.4)
Clinical Benefit - n/N (%) 34/127 (26.8) 208/629 (33.1)
Study 208 - HCC
Objective Response - n/N (%) 12/50 (24.0) 21/181 (11.6)
Disease Control - /N (%) 32/50 (64.0) 94/181 (51.9)
Clinical Benefit - n/N (%) 15/50 (30.0) 45/181(24.9)
Study 302 - ESCC
Objective Response - n/N (%) 6/32(18.8) 31/189 (16.4)
Disease Control - /N (%) 18/32 (56.3) 97/189 (51.3)
Study 303 - NSCLC
Objective Response - n/N (%) 20/80 (25.0) 85/427 (19.9)
Disease Control - /N (%) 45/80 (56.3) 230/427 (53.9)
Clinical Benefit - n/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 (52.1)
Disease Control - /N (%) 46/48 (95.8) 148/165 (89.7)
Clinical Benefit - n/N (%) 38/48 (79.2) 120/165 (72.7)
Study 307 - NSCLC: T+PC
Objective Response - n/N (%) 24/43 (55.8) 50/72 (69.4)
Disease Control - /N (%) 35/43 (81.4) 68/72 (94.4)
Clinical Benefit - n/N (%) 32/43 (74.4) 63/72 (87.5)
Study 307 - NSCLC: T+nPC
Objective Response - n/N (%) 10/20 (50.0) 64/93 (68.8)
Disease Control - /N (%) 20/20 (100) 88/93 (94.6)
Clinical Benefit - n/N (%) 14/20 (70.0) 81/93 (87.1)

Source: [Report BGB-A317-CP-012-Table 9 and Table 10]. [Study 208 IAR-Table 7], [Study 302 IAR-Table 7],
[Study 303 IAR-Table 7], [Study 304 IAR-Table 7], [Study 307 IAR-Table 7]

ESCC=esophageal cancer, HCC=hepatocellular carcinoma; NSCLC=non-small cell lung cancer
T+PC=tislelizumab + paclitaxel + carboplatin; T+nPC-=tislelizumab + Nab-paclitaxel + carboplatin;

T+PP=tislelizumab + pemetrexed + platinum (cisplatin or carboplatin)
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Figure 1. Progression free survival by ADA status after tislelizumab monotherapy - Study 302 (ADA

evaluable patients)
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Source: [Study 302 IAR Memo-Appendix Figure 27]
ADA positive=patients with treatment-emergent ADA.

Figure 2. Progression free survival by ADA status after tislelizumab monotherapy - Study 303 (ADA

evaluable patients)
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Source: [Study 303 IAR Memo-Appendix Figure 23]
ADA positive=patients with treatment-emergent ADA.

Figure 3. Progression free survival by ADA status after tislelizumab + permetrexed + cisplatin or
carboplatin- Study 304 (ADA evaluable patients)
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Figure 4. Progression free survival by ADA status after tislelizumab + paclitaxel or Nab-paclitaxel +
carboplatin - Study 307 (ADA evaluable patients)
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T+PC=tislelizumab + paciitaxel + carboplatin; T+nPC=tislelizumab + Nab-paclitaxel + carboplatin

ADA positive=patients with treatment-emergent ADA.

Figure 5. Overall survival by ADA status after tislelizumab monotherapy - Study 302 (ADA evaluable

patients)
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Source: [Study 302 IAR Memo-Appendix Figure 22]
ADA positive=patients with treatment-emergent ADA
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Figure 6. Overall survival by ADA status after tislelizumab monotherapy - Study 303 (ADA evaluable

patients)
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Source: [Study 303 IAR Memo-Appendix Figure 36]
ADA positive=patients with treatment-emergent ADA.

Figure 7. Overall survival by ADA status after tislelizumab + pemetrexed + cisplatin or carboplatin- Study

304 (ADA evaluable patients)
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ADA positive=patients with treatment-emergent ADA.

Assessment report
EMA/294229/2024

Page 24/229



Figure 8. Overall survival by ADA status after tislelizumab + paclitaxel or Nab paclitaxel + carboplatin-

Study 307 (ADA evaluable patients)
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Source: [Study 307 IAR Memo-Appendix Figure 34]
T+PC=tislelizumab + paclitaxel + carboplatin; T+nPC=tislelizumab + Nab-paclitaxel + carboplatin
ADA positive=patients with treatment-emergent ADA.

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 arm
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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 ADA titres 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 compared with ADA-
negative patients was observed in all studies, with the exception of Study 307 which showed similar
incidence of Grade = 3 AEs in the two ADA subgroups.
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Table 9. 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 =z 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
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)
AEs causing dose modification 72(31.2) 18 (36.0) 54 (29.8)
Study 302
N 221 32 189
Immune-mediated AEs 46 (20.8) 6(18.8) 40(21.2)
AESIs 52 (23.5) 7(21.9) 45(23.8)
AEs Grade =3 94 (42.5) 20 (62.5) 74 (39.2)
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)
Study 303
N 507 80 427
Immune-mediated AEs 70(13.8) 14 (17.5) 56 (13.1)
AESIs 73(144) 15(18.8) 58 (13.6)
AEs Grade =3 188 (37.1) 41(51.3) 147 (344)
AESs causing treatment discontinuation 46 (9.1) 9(11.3) 37(8.7)
AEs causing dose modification 113(22.3) 25(31.3) 88 (20.6)
Combination therapy studies
Study 304: T+PP
N 213 48 165
Immune-mediated AEs 49(23.0) 9(18.8) 40(24.2)
AESIs 51(23.9) 9(18.8) 42(25.5)
AEs Grade =3 148 (69.5) 39(81.3) 109 (66.1)
SAEs 80 (37.6) 21(43.8) 59 (35.8)
AEs causing treatment discontinuation 30(14.1) 7(146) 23(13.9)
AEs causing dose modification 140 (65.7) 33 (68.8) 107 (64.8)
Study 307 - Combined T+PC and T+nPC
N 228 63 165
Immune-mediated AEs 64 (28.1) 17 (27.0) 47 (28.5)
AESIs 69 (30.3) 18 (28.6) 51(30.9)
AEs Grade =3 205 (89.9) 56 (88.9) 149 (90.3)
SAEs 97 (42.5) 30 (47.6) 67 (40.6)
AESs causing treatment discontinuation 29 (12.7) 8(127) 21(12.7)
AEs causing dose modification 151 (66.2) 35 (55.6) 116 (70.3)

Source: [Report BGB-A317-CP-012-Table 10], [Study 208 IAR-Table 12], [Study 302 IAR-Table 9], [Study 303

IAR-Table 9], [Study 304 IAR-Table 8], [Study 307 IAR-Table 8]

AESI=adverse event of special interest (immune-mediated adverse events and infusion-related reactions)

T+PC-=tislelizumab + paclitaxel + carboplatin; T+nPC=tislelizumab + Nab-paclitaxel + carboplatin;

T+PP=tislelizumab + pemetrexed + 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.

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
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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% between the
treatment-emergent ADA-positive and ADA-negative groups:

e Investigations SOC (12.9% vs. 10.3%), with PTs that were generally low and comparable
between the ADA-positive and ADA-negative groups.

e Metabolism and nutrition disorders (11.6% vs. 7.3%), with small differences of 1-2% between
ADA-positive and ADA-negative groups in PTs of hyponatraemia (4.3% vs. 2.0%) and
hypokalaemia (2.6% vs. 1.3%).

e Blood and lymphatic system disorders (9.9% vs. 5.3%), with small differences of 1-3% in
anaemia (7.8% vs. 4.2%) and thrombocytopenia (1.3% vs. 0%).

e Gastrointestinal disorders (9.1% vs. 5.7%), with no single PT driving this difference.

e General disorders and administrative site conditions (6.5% vs. 3.9%), with no single PT driving
this difference.

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

Grade > 3 AEs 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:

e Blood and lymphatic system disorders (53.2% vs. 44.2%), mainly driven by anaemia (21.6% vs.
13.0%), leukopenia (18.9% vs. 14.8%) and thrombocytopenia (13.5% vs. 9.7%), and febrile
neutropenia (4.5% vs. 1.8%). These haematological events are common with chemotherapy and
the majority of such events were considered related to the chemotherapy rather than to
tislelizumab [Study 304-Table 14.3.1.2.5.3], [Study 307- Table 14.3.1-2.5.3].

e Infections and infestations (15.3% vs. 8.2%), mainly due to pneumonia (9.0% vs. 3.9%). In the
overall populations of the NSCLC studies, Grade =3 pneumonia occurred with comparable rates
between tislelizumab + chemotherapy and chemotherapy arms [Study 304-Table 14.3.1-2.4.2],
[Study 307-Table 14.3.1.2.4.2].

e Respiratory, thoracic, and mediastinal disorders (10.8% vs. 8.2%), with a small difference seen 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:

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:

Assessment report
EMA/294229/2024 Page 28/229



e Respiratory, thoracic, and mediastinal disorders (17.1% vs. 11.2%), driven primarily by
pneumonitis (8.1% vs. 5.2%) and haemoptysis (5.4% vs. 1.2%). Pneumonitis is a known imAE of
immune checkpoint inhibitors (Wu et al 2017) and was more common in the tislelizumab +
chemotherapy arm vs. chemotherapy arm in the NSCLC studies: 5.9% T+PP vs. 0.9% PP [Study
304-Table 27], and 2.5% T+PC, 1.7% T+nPC vs. 0% PC [Study 307-Table 25].

e Infections and infestations (12.6% vs. 7.9%), driven by pneumonia (9.0% vs. 5.5%). In the
overall populations of the NSCLC studies, the incidence of serious pneumonia was comparable
between tislelizumab + chemotherapy and chemotherapy arms [Study 304- Table 27], [Study
307-Table 25].

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

e General disorders and administration site conditions (6.3% vs. 3.3%) due mainly to malaise
(1.8% vs. 0%).

e Cardiac disorders (3.6% vs. 0.9%), with all PTs occurring as single events (<£0.9% in either ADA
group).

e Skin and connective tissue disorders (2.7% vs. 0.6%) due mainly to rash (1.8% vs. 0%).

e Hepatobiliary disorders which were more common in the ADA-negative group (2.1%) than in the
ADA-positive group (0%).

Most SOCs and PTs of SAEs listed above are not known to be mediated by ADA. On the other hand, ADA-
related immune complexes have been shown to induce release of inflammatory cytokines and
complement activation, leading to inflammation and breakdown of self-tolerance (Krishna and Nadler
2016). While it is unclear what role, if any, ADA may play in the pathogenesis of imAEs such as
pneumonitis, the incidence of pneumonitis in tislelizumab studies in NSCLC is similar to those reported for
other PD-1/PD-L1 inhibitors, including nivolumab and atezolizumab which have comparable or higher ADA
incidences as tislelizumab (Wu et al 2017, Rittmeyer et al 2017).

The majority of the 18 patients with NAb (0.8% of 2277 ADA evaluable patients; Table 6) across the 10
clinical studies did not experience immune-mediated AEs or AESIs, and none had hypersensitivity AEs.

Exposure-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 (ie, BOR being CR or PR), separately for each study, and identify significant
covariates.

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.
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Furthermore, results from Cox regression models (Table 10, Table 11 and Table 12) also suggest that the
risk of death or risk of disease progression decreases with an increase in exposure for 2/3L, 1L SQ and 1L
NSQ NSCLC population, respectively.

In addition, significant covariates were identified based on the covariate search. As shown in Table 10,
baseline LDH, PD-L1 status, weight and disease stage were statistically significant covariates on OS in
2/3L NSCLC. Specifically, subjects with lower LDH, higher PD-L1 expression, locally advanced carcinoma
and higher body weight seem to have lower risk of death. Similarly, as shown in Table 11 and Table 12,
baseline weight and PD-L1 status were identified as significant covariates in 1L SQ and NSQ, respectively.
Subjects with higher baseline weight, or higher PD-L1 expression tend to have lower risk of disease
progression in 1L SQ and NSQ, respectively.

However, the present analysis, in which only one dose level of 200 mg Q3W was evaluated, has
important limitations. For example, the positive exposure efficacy relationship in BOR observed at the 200
mg Q3W dose was not consistent with the flat exposure response relationship on BOR observed at 200
mg Q3W and 5 mg/kg Q3W, in the previous exposure response analysis based on earlier phase data on
patients with NSCLC [BGB-A317-CP-009].

In fact, this inconsistency in exposure response relationship between a given dose level and across
different dose levels was not uncommon in anti-PD1 drugs. For instance, in both pembrolizumab and
nivolumab, within a given dose level, a similar positive relationship was observed between exposure and
efficacy endpoints (Agrawal et al 2016, Feng et al 2017, Turner et al 2018), while a flat dose response
relationship was observed across multiple doses. This inconsistency suggests that the within dose
difference in efficacy across exposure quartile were likely due to factors other than exposure.

Figure 9. Kaplan-Meier curves of OS stratified by quartiles of Cavg,ss — 2L NSCLC (2LPK -
Efficacy set)

M |+ Censored
F ™ -, " L d
M v,
: ¥ lanat oy -
= e by -
b h S . ’ + | el
'E g s N e M TP,
o — L . (] b
o e Pl | Fp.
— .
a - *r 't -
o 4 o™ * T8 .
4 T ' 2
- | N SEE T .
.5 ] Rl SRR .
0 g § i 1113554 M "
i J4—=Lagm 1 Y
No. of patiertis still & risk
C 55<509 [ X Y0 a M & o £ & L 8 ' 1 D
g
509=<Cavg s5 <594 [0 i M 1 <) %0 B & i 1 % & 2 16 9 2
594=<Cavg ss <699 |1 ] 2 % 81 & ] 1] 4 ] 1 ) 0
Cavg ss>=69.9 |11 5 | ] n # » ] * & L] )
¥ 4 1] - 10 12 ;] 16 13 F.l 2 4 F.] e X 2

Time (months) since treatment start date

popFX profidad Cagm boin]
Covg w50 3N = 34113 &) S ec Cawg.wac 554 [nM = BR1]] 554 =« Cany. mm < 65 9 (n'N = EA/13T) Coveg. w >2 855 N = 43133

Assessment report
EMA/294229/2024 Page 30/229



Table 10. Summary of Cox model parameters for OS - 2L NSCLC (2LPK- Efficacy set)
Hazard ratio

95% CI

Parameter Standard
Parameter Estimate Error Estimate Lower Upper
Log of popPK predicted Cavg,ss [ug/mL] -2.055 0.241
30% increase in Cavg, ss 0.58 0.52 0.66
30% decrease in Cavg,ss 2.07 1.75 245
LDH at Baseline (kU/L) 1.540 0.391 4.66 217 10.04
0.434 vs 0.203 1.43 1.20 1.70
0.142 vs 0.203 0.91 0.87 0.95
PD-L1 Expression Group at Baseline
<25% vs. 225% 0.324 0.126 1.38 1.08 1.77
Disease Stage at Baseline
Locally Advanced vs. Metastatic -0.463 0.178 0.63 044 0.89
Weight at Baseline (kg) -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 covariate, odds ratios and 95% Cl were generated to compare the 95t percentile vs.
the median, and the 5" percentile vs. the median for this covariate.

Source: [ER Report Table 4-10]

Figure 10. Kaplan-Meier curves of PSF stratified by Cavg,ss — 1L NSCLC (1LSQPK - Efficacy set)
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Table 11. Summary of Cox model parameters for PFS — 1L SQ NSCLC (1LSQPK- Efficacy set)

Hazard ratio

95% ClI
Parameter Standard

Parameter Estimate Error Estimate Lower Upper
Log of popPK predicted Cavg,ss [pg/mL] -2.050 0.399

30% increase in Cavg,ss 0.58 047 072
30% decrease in Cavg,ss 208 1.57 275
Weight at Baseline (kg) -0.026 0.008 0.97 0.96 0.99
85vs 62 0.55 0.38 0.80
48 vs 62 1.43 1.14 1.79
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Figure 11. Kaplan-Meier curves of PFS stratified by Cavg,ss — 1L NSQ NSCLC (1LNSQPK - Efficacy set)
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Table 12. Summary of Cox model parameters for PFS — 1L NSQ NSCLC (1LNSQPK- Efficacy set)
Hazard ratio

95% CI

Parameter Standard
Parameter Estimate Error Estimate Lower Upper
Log of popPK predicted Cavg,ss [ug/mL] -0.891 0.374
30% increase in Cavg,ss 0.79 0.65 0.96
30% decrease in Cavg,ss 1.37 1.06 1.78
PD-L1 Expression Group at Baseline
1-49% vs. >=50% 0640 0.249 1.90 1.16 3.09
<1% vs. >=50% 0.949 0.215 258 1.69 3.94

Exposure-safety 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 Cmax,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.

While steady-state Cmax is a 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
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with CTCAE Grade > 3, respectively, based on data from Study 303. This observation was further
supported by results from logistic regression (Figures below), in which an increase in tislelizumab
exposure was not associated with an increased risk of immune-mediated TEAEs or TEAEs with CTCAE
Grade > 3. In fact, for all safety endpoints analysed based on data from Study 303 and the monotherapy
pool, both the descriptive summary and the logistic regression suggest no clinically relevant association
between exposure and increased probability of safety events. In addition, these analyses indicated that
exposure metrics were comparable between Asians and Whites with or without safety events.

These same analyses and endpoints were also conducted on the combination pool to support the 1L
indication in squamous and non-squamous NSCLC population. As shown in Figure 3-15 and Figure 3-16,
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 1L combination pool. Consistent with the
observed data, logistic regression analyses also suggest that_an increase in exposure does not lead to
increased probability of immune-mediated TEAEs or TEAEs with CTCAE grade > 3. Moreover, for all other
safety endpoints analysed based on 1L combination pool, both the descriptive statistics and the logistic
regression suggest no association between tislelizumab exposure and probability of safety events.

Figure 12. Boxplot of popPK predicted Cmax,ss by- immune mediated TEAE status , Study 303 only 2LPK-
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 1.5xI1QR from the box. The grey horizontal line represents the median
value of overall set.
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Figure 13. Probability of immune-mediated TEAE vs. exposure, 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 of immune-
mediated TEAE.

The blue shade area represents the 95% CI of the logistic regression model estimation, 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 within each quartile,
and the range represents the 95% Cls for these are based on the Clopper-Pearson method.

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

Figure 14. 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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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.
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Figure 15. Probability of TEAEs with CTCAE grade greater than or equal to 3 vs. exposure, Study 303 only

(2LPK - safety set)
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Model is log(p/(1-p)) = intercept + log popPK predicted Cmax,ss, where p is the probability of TEAEs

with CTCAE grade = 3.

The blue shade area represents the 95% CI of the logistic regression model estimation, 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 within each quartile,
and the range represents the 95% Cls for these are based on the Clopper-Pearson method.

The three vertical grey line represents the 25% 50t and 75% percentile of the popPK predicted

Cavg,ss.

Figure 16. Boxplot of PopPK predicted Cmax,ss vs. occurrence of TESAES, Study 303
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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.
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Figure 17. Probability of TESAEs vs. PopPK predicted Cmax,ss, Study 303
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Model is log(p/(1-p)) = intercept + log PopPK predicted Cmax,ss, where p is the probability of TESAEs.
The blue shade area represents the 95% CI of the logistic regression model estimation, 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 Cmax,ss within each quartile, and the range represents the 95% Cls for
these are based on the Clopper-Pearson method. The three vertical grey line represents the 25, 50t and
75w percentile of the PopPK predicted Cmax,ss.

Figure 18. Boxplot of popPK predicted Cmax,ss by immune-mediated TEAE status (1LPK - Safety set)
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Symbols are the popPK predicted exposure matrices. The median is represented by the hornzontal
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.

Assessment report
EMA/294229/2024 Page 36/229



Figure 19. Probability of immune-mediated TEAE vs exposure, combination therapy pool (1LPK - Safety

set)
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Model is log(p/(1-p)) = intercept + log popPK predicted Cmax,ss, where p is the probability of TEAEs
leading to dose modification.

The blue shade area represents the 95% CI of the logistic regression model estimation, 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 within each quartile,
and the range represents the 95% Cls for these are based on the Clopper-Pearson method. The three
vertical grey line represents the 25t 50t and 75t percentile of the popPK predicted Cavg,ss.

Figure 20. Boxplot of PopPK predicted Cmax, ss by TEAEs with CTCAE grade greater than or

equal to 3 status (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.
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Figure 21. Probability of TEAEs with CTCAE grade greater than or equal to 3 vs exposure, combination
therapy pool (1LPK safety set)
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Model is log(p/(1-p)) = intercept + log popPK predicted Cmax,ss, where p is the probability of TEAEs
leading to dose modification.

The blue shade area represents the 95% CI of the logistic regression model estimation, 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 within each quartile,
and the range represents the 95% Cls for these are based on the Clopper-Pearson method.

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

Figure 22. Boxplot of PopPK predicted Cmax,ss vs. occurrence of TESAEs, combination therapy pool
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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.
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Figure 23. Probability of TESAEs vs. PopPK predicted Cmax,ss, combination therapy pool
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Model is log(p/(1-p)) = intercept + log PopPK predicted Cmax,ss, where p is the probability of TESAEs. The blue shade area represents
the 95% CI of the logistic regression model estimation, 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 Cmax,ss within each quartile, and the range represents
the 95% ClIs for these are based on the Clopper-Pearson method. The three vertical grey line represents the 25th, 50th and 75th percentile
of the PopPK predicted Cmax,ss.

2.3.4. Discussion on clinical pharmacology

Pharmacokinetics

The clinical pharmacology package of tislelizumab comprised 12 clinical studies contributing to the
characterisation of tislelizumab pharmacokinetics (2596 patients). Doses ranging 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 investigated.

The proposed dosing regimen for tislelizumab is 200 mg administered IV once every 3 weeks.

Analytical methods

For the quantitation of tislelizumab concentrations, a quantitative indirect ELISA method was developed
and validated. A formal cross-validation has been performed to verify that PK data obtained at different
laboratories (method VAL136 and method 8354-363) are reliable and comparable.

For determination of anti-drug antibodies (ADA) to tislelizumab, an electrochemiluminescent (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 pug/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 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.
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A competitive ECL ligand-binding assay utilizing MSD technology to detect neutralizing antibodies (NAbs)
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
NADb 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 experiments were performed in pre-dose samples
from clinical studies 302 and 303. Therefore, 10 samples for each patient population were analyzed in the
NAb assay unspiked as well as spiked with LPC and HPC concentration of the positive control. The results
of the additional experiments currently provided were in accordance with the acceptance criteria of the EU
guidance and are considered acceptable. Data and information from the additional experiments to further
confirm the selectivity of the NAb assay, were included in the amended bioanalytical data reports for
studies BGB-A317-302 and BGB-A317-303.

Population PK model

The final population PK model was a 3-compartment model with first order elimination. The dataset
consisted of 14,473 observed serum concentrations from 2,596 subjects enrolled in 12 clinical studies of
tislelizumab. In the PopPK model dataset, there are 52 BLQ samples, approximately 0.36% of the total
14525 samples, which were excluded from the analysis. Due to the small percentage of BLQ data,
exclusion of these data is not considered to affect the overall conclusions of the PopPK analysis and is
thus considered to be acceptable. In addition, 11 PK samples, which were outside the proven stability
timeframe, were included in the population PK dataset. However, these 11 PK samples are not considered
to have a significant impact on the population PK modelling and parameter estimation because the
number of samples (11) is very small compared to the entire dataset and only accounted for 0.076% of
the total number of population PK data points. In addition, these data points do not have extreme values
nor are they outside the range of samples that were within the proven stability timeframe.

In the final PopPK model, WT, age, sex, ALB, TUMSZ, TUMTP, and ADA were identified as statistically
significant covariates on the PK of tislelizumab, while covariate sensitivity analysis showed that body
weight was the most influential covariate on tislelizumab exposure. This is in line with what has been
described for other monoclonal antibodies in the past. Goodness-of-fit (GOF) and prediction-corrected
visual predictive check (VPC) plots showed good agreement between the observed and the simulated
exposure supporting the structural model. However, more details on the included population regarding to
BW were required to ensure that the data are representative of the EU population. Although, with the
proposed 200 mg Q3W dosing regimen, the observed exposure and the simulated overall exposure (AUC)
at steady state were lower in patients with BW >89 kg than in patients with BW < 89 kg, this 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 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.
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ADME

Tislelizumab is presently intended to be solely administered via the IV route, which implies that the drug
will be 100% bioavailable. Cmax ranged between 89.5 pg/mL and 126 pug/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 investigation of an
empirical model of time-varying clearance that did not improve model fit of the initial base model. This is
considered somewhat unexpected, given that other checkpoint inhibitors currently approved which target
PD-1/PD-L1 have all been described to exhibit time-varying CL (decrease in CL when tumour burden
declines and disease state improves, presumably due to TMDD). In line with this, tumour size was
determined to be a significant covariate affecting tislelizumab CL (lower tumour size resulted in decreased
CL and higher AUC, large tumour size resulted in increased CL and decreased AUC). Although most
published popPK models for other checkpoint inhibitors exhibited time varying CL, based on the currently
updated information provided, it appears that the time-varying clearance of tislelizumab has no strong
meaningful impact on the PK characteristics of tislelizumab. Both assessed popPK models with or without
time-varying clearance appear to be largely comparable in the PK metrics (e.g. geometric mean of AUC,
Cmax and Cmin after dose 1 or at steady state (ss)). Therefore, the current approach and conclusion of a
3-compartment model without time-varying CL appears to be valid and appropriate based on the
currently provided data.

The estimate for the terminal half-life of tislelizumab derived from population PK analysis (which is also
stated in the SmPC) differs from the result obtained for t1/2 in noncompartmental analyses (i.e. study
001 and study 102). However, it was clarified that the terminal half-life (t1/2) of tislelizumab from the
PopPK model was derived from the PK concentration time profiles for the original 2596 patients (from 12
studies), that were simulated following 200 mg Q3W 1V for 17 doses. The steady state t1/2 was then
estimated by non-compartmental analyses (NCA) based on the simulated concentration time profile from
day 336 to day 347. However, the observed post-treatment PK concentration samples for NCA were
limited (n = 5 for study 001 and n=10 for study 102 at the flat dose level of 200 mg Q3W) and the
variability in study 001 for the apparent terminal half-life at a flat dose 200 mg Q3W was quite high
(127%). In addition, the applicant clarified that the Q2W and Q3W dosing intervals in study 001 and Q3W
intervals in Study 102 limited the sampling time windows for PK profiles after the first dose, therefore
were not sufficient to robustly characterise the t1/2 of tislelizumab using NCA. The approach of using the
estimated terminal half-life of tislelizumab derived from the population PK analysis based on sparse
samples from a large patient population pooled from all studies with evaluable PK data, is considered
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.

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.

Assessment report
EMA/294229/2024 Page 41/229



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 5% and 95t 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.

Exposure in patient population

In study 001, PK of tislelizumab at dose levels ranging from 0.5 mg/kg - 10 mg/kg Q2W or Q3W was
assessed by noncompartmental analysis. PK was determined after the first dose and in Cycle 4 (for Q2W
regimen) or Cycle 5 (for Q3W regimen), corresponding to steady state. However, PK at steady state
(Cycle 4 or Cycle 5) was derived from a rather limited number of patients (at 200 mg flat dose Q3W, 5
patients have contributed to PK results), therefore, reliability of those data is considered questionable.
Geometric means of AUC0-21d, Cycle 1, and AUCO-inf, Cycle 1, were 644 and 1075 ugeday/mL,
respectively. At steady state (Cycle 4 or Cycle 5), geometric mean AUCO-tau was 825 pgeday/mL.

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

After doses of tislelizumab at 200 mg once every 3 weeks, the geometric mean of AUCss was estimated
by population PK analysis to be 1283 pgeday/mL. The estimate is similar to results for AUCtau at Cycle 4
or Cycle 5 derived by noncompartmental PK analyses in studies 001 and 102.

No meaningful discrepancies resulted from re-analysis of the population PK model as described in popPK
report amendment 1.

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. However, simulated
mean exposure differences observed in patients with impaired renal or hepatic function, different gender,
different race (Asian vs. White), different body weight, and in the elderly were rather small 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 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).
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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 renal impairment (see
sections 4.2 and 5.2 of the SmPC). Based on the limited number of patients with severe hepatic
impairment (bilirubin >3 x ULN and any AST, n = 2), the effect of severe hepatic impairment on the
pharmacokinetics of tislelizumab is unknown and no dosing recommendations for this population can be
made.

The weight is similar in the different hepatic function groups and therefore not a potential confounder of
the influence of hepatic impairment on tislelizumab PK. The use of AST, ALT, or total bilirubin as markers
of metabolic liver function is questioned but will not be further pursued since tislelizumab is a monoclonal
antibody for which the elimination is not expected to depend on the hepatic function.

Interactions

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

Pharmacodynamics

No specific pharmacodynamic parameters were investigated in the clinical development program for
tislelizumab.

Immunogenicity

Immunogenicity was analysed in 10 clinical studies of tislelizumab administered either as 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. Anti-drug antibodies were determined by screening
and confirmatory assays, followed by the analysis of ADA titre.

Of 1 916 antidrug antibodies (ADA)-evaluable patients treated at the recommended dose of 200 mg once
every 3 weeks, 18.3% of patients tested positive for treatment-emergent ADA, and neutralising
antibodies (NAbs) were detected in 0.9% of patients. Population pharmacokinetic analysis showed that
ADA status was a statistically significant covariate on clearance; however, the presence of treatment-
emergent ADA 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 200 mg Q3W
dosing groups), a positive correlation between tislelizumab exposure (Cavg,ss) and the evaluated efficacy
endpoints (BOR, PFS, and OS) was observed (for results see section 3.3.2.1.1.) Several baseline
characteristics were identified as significant covariates. The positive ER efficacy relationship was less
pronounced when using Cavg,dosel as compared to that with Cavg,ss.

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

Exposure-safety analyses

The exposure-safety relationship for tislelizumab in NSCLC was explored using various endpoints, such as
immune-mediated TEAEs, IRR, TEAEs with CTCAE grade > 3, TEAEs leading to treatment discontinuation
and TEAEs leading to dose modification(s) and treatment-emergent SAEs. The exposure metric was based
on steady-state Cmax predicted by the population PK model. Analyses were conducted separately on
Study 303 and on the monotherapy pool comprising studies with various solid tumour types. In all safety
endpoints analysed (except for IRR on the monotherapy pool), logistic regression models suggest no
statistically significant relationship between the probability of safety events and exposure within the
range of dose levels investigated. For the analysis of IRR based on the data from the monotherapy pool,
while the relationship between the probability of an event and exposure was statistically significant, the
increase in the probability of having an IRR was from 3.27% at the median of the 1st exposure quartile to
5.5 % at the median of the 4th exposure quartile. Hence, this minor increase in the safety risk was not
considered clinically relevant, which is agreed. In addition, the analysis based on the monotherapy pool
data indicated that exposure metrics were comparable 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.

2.3.5. 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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2.4. Clinical efficacy

2.4.1. 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 (MTD) for
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, 5.0, and 10 mg/kg
Q2W. After clearance of the dose-limiting toxicity (DLT) period, two dosing schedules 2 mg/kg and 5
mg/kg, Q2W and Q3W were further evaluated during schedule expansion in Phase 1A Part 2. Phase 1A
Part 3 comprised the fixed dose exploration with the 200 mg Q3W dose.

Study results:

e Rates of treatment-related adverse events (AEs) and serious adverse events observed in patients
receiving 2 mg/kg and 5 mg/kg either administered as Q2W or Q3W were comparable.

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

e Dose proportional increases in Cmax and AUC were observed across a range of 0.5 mg/kg to
10 mg/kg. No correlation was found between 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 concentrations were similar across the Phase 1B indication arms
suggesting a lack of a disease effect on PK. .

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

Exposure-response analysis in patients with solid tumours

The purpose of this analysis was to analyse the exposure-response (E-R) relationships for tislelizumab
efficacy and safety endpoints using data collected in the studies BGB-A317-001, BGB-A317-102, BGB-
A317-203 and BGB-A317-204.

The distribution of different dose regimens used in each study is displayed in Table 13.
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Table 13. Summary of dose regimens

Dose Regimen | BOB-A317-001° BGB_isn-mzb BGB-A317-203 | BGB-A317-204° Overall
(N=450) (N=300) ON=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 QW 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 (2.8%)
5 mg/kg Q3W 354 (78.7%) - - - 354 (38.0%)

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.

The E-R logistic regression models for ORR in patients with solid tumours against tislelizumab Cavg,dosel
were developed using combined data in all solid tumour types in studies BGB-A317-001, BGB-A317-102
and BGB-A317-204.

Table 14. The model building process for ORR

Run Model Description Compare to run p-value
1 Runl only intercept - -
2 Runl + 10g(Cavg,dose1) 1 0.2292

Table 15. Summary of logistic model parameters for ORR in patients with solid tumours

Parameters Estimates (SE) p-value
Intercept -0.495 (0.934) 0.5957
Slope of log(C, _ 401) -0.313 (0.26) 0.2296

Figure 24. Logistic regression of probability of ORR versus tislelizumab exposure in patients with solid
tumours
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The open blue circles reflect the observed events. The filled black symbols are the observed probability of events and the error bars
are SE [sqrt (P#(1-P)/N)] for quantiles (at 100x(1/6)™ percentiles) of exposures (plotted at the median value within each quantile),
where P is probability of event and N 1s the number of patients in each quantile bin. The blue line and light blue shaded area are
the median and 95% prediction interval based on the 1000 bootstrap samples of the model. The horizon boxplots represent the
observed exposure range of 200 mg Q3W and 5 mg/kg Q3W.
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Table 16. PopPK predicted Cavg,ss by confirmed responders status — 2L NSCLC (2LPK-Efficacy
set)

Rezponder = No

All mon-
Parameter Statistics  Responder =Yes responders BOR=SD
popPK predicted Cavg,ss (pg/ml) M 106 g2 171
Mean (5D) 662 (15.0) 29.9(154) 60.5(15.6)
CW(%%) 25 258 57
Geo-mean 64.6 574 585
Geo-CV% 27 266 268
Median 63.5 551 590
Q1-Q3 56.0-76.8 49.5-69.2 50.1469.9
Min-Max 35.5-118 23.5-109 27.5-106

n = number of patients
Responder = patient with a BOR of PR or CR

Figure 25. Boxplot for popPK predicted Cavg,ss by confirmed responder status — 2L NSCLC (2LPK-Efficacy
set)
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Symbols are the popPE predicted sxposure matnices.
The median is represented by the horzontal black line in the middle of each box.

The lower and wupper ends of the boxplot represent the 25th and 75th percentile (the lower and upper quartiles,
respaciively).

The bars extend to the most exrems data point which is no more than 1.5x00R from the box.

The grey horizontal line represents the median value of the overall set.

Logistic regression was further used to evaluate the relationship between exposure and confirmed BOR.
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Figure 26. Logistic regression of probability of confirmed BOR being CR/PR vs. popPK predicted Cavg,ss -
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Meodel is log(pd( 1-p)) = intercept + log popP predicted Cavg,ss, where p is the probability of BOR being CRPR.

The blue shade area represents the 85% Ol of the logistic regression model estimation, and the black line in the
middle of the shaded area represents the median prediction

The dofts are the observed proportions at the median popPE predicted Cawvg,ss within each quartile, and the range
represents the 85% Cls for these are based on the Clopper-Pearson method.

The three vertical grey line represents the 257, 50" and 75" percentile of the popPH predicted Cavg,ss.

Table 17. Probability estimates of confirmed BOR being CR/PR vs. popPK predicted Cavg,ss — 2L NSCLC

(2LPK-Efficacy set)

Median Model-based
Cavg,ss category Cavg,ss probability (%) of
{pgimL) {Hg/mlL) Observed CRIPR (%) (95% CI) CRIPR (95% CI)
=51.0 449 13124 (10.5) (5.7, 17.3) 13.6 (9.8, 18.7)
=51.0-=59.4 55.1 2BM25(22.4)(15.4, 30.7) 18.4 (14.9, 22.4)
=59.4-=70.2 63.4 31124 (25.0) (17.7, 33.6) 223 (18.8, 26.3)
=70.2 &0.0 34125 (27.2) (19.5, 35.9) 30.1(24.1, 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 27) and AESIs (Figure 28).
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Figure 27. Probability of selected AEs vs tislelizumab exposure in subjects with advanced tumours
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Abbreviations: AE, adverse event; AESI, adverse event of special interest; ImAE, immune-mediated
adverse event; IRR: infusion-related reaction; Pl, prediction interval; PK, pharmacokinetics; vs, versus.

Notes: The data were collected from Studies 001, 102, 203, and 204. The open blue circles reflect the
observed events. The filled black symbols are the observed probability of events and the error bars are
SE [sqgrt (P*(1-P)/N)] for quantiles (at 100x(1/6)* percentiles, vertical dotted lines) of exposures
(plotted at the median value within each quantile) where P is the probability of event and N is the
number of subjects in each quartile bin. The red lines are smooth curves to show the relationship

between two variables.
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Figure 28. Probability of immune-mediated AEs vs tislelizumab exposure in subjects by tumour type
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Abbreviations: AE, adverse event, cHL classical Hodgkin lymphoma; EC, esophageal carcinoma; GC
gastric cancer;, HCC, hepatocellular cancer; imAE, NSCLC, non-small cell lung cancer; OC, ovarian

cancer; UC, urothelial cancer; vs, versus.

Notes: The data were collected from Studies 001, 102, 203, and 204. The blue line and light blue
shaded area are the median and 95% prediction interval based on the 1000 bootstrap samples of the
model. The black solid lines are the 95% confidence interval of predicted probability at median of
exposure in corresponding dose regimen based on the inverse of link function’s 95% confidence
interval. The horizon boxplots represent the observed exposure range of 200 mg Q3W and 5 mg/kg
Q3W. The red and yellow symbols are the observed rate of AE for 200 mg Q3W and 5 mg/kg Q3W,

respectively.

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 29. Logistic regression of BOR on PopPK predicted Cavg,ss (base model) — 2L NSCLC patients from

studies 001, 102 and 303
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Figure 30. Kaplan-Meier OS curves stratified by Cavg,ss quartiles, 2L NSCLC patients from studies 001, 102

and 303
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Figure 31. Kaplan-Meier PFS curves stratified by Cavg,ss, 2L NSCLC patients from studies 001, 102 and 303
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With these analyses a positive relationship between exposure and 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 characteristics and the base model. As a result, in addition to CL
and Cavg,dosel, several other baseline covariates were retained in the final model. While the association
between Cavg,dosel and efficacy outcomes was statistically significant in the base model, after adjusting
for CL and other baseline covariates, the association between Cavg,dosel and efficacy outcome was no
longer statistically significant in the final model.

For reasons of simplifying dosing and administration, the 200 mg once every 3 weeks dose was chosen as
recommended dose because this dose resulted in tislelizumab concentrations largely overlapping with
concentrations observed with the 2 mg/kg and 5 mg/kg dose levels.

Ultimately, the toxicokinetic profile of tislelizumab was characterised in preceding preclinical studies in
monkeys. Tislelizumab exposure in monkey serum at the NOAEL of 30 mg/kg Q2W was approximately 5-
to 8-fold higher than those in patients receiving the studied human dose of 200 mg Q3W.

2.4.2. Main studies

Summary of the main studies supporting the 3 indications within this application are 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 nonsquamous NSCLC

Main study Study 304

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

2.4.3. Clinical efficacy of tislelizumab monotherapy as 2L+ treatment of
NSCLC

Main study

Study 303 (BGB-A317-303): A Phase 3, Open-Label, Multicenter, Randomized Study to
Investigate the Efficacy and Safety of Tislelizumab Compared With Docetaxel in Patients With
Non-Small Cell Lung Cancer Who Have Progressed on a Prior Platinum-Containing Regimen

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

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

Figure 32. Study design (Study 303)
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Methods

e Study Participants

Key inclusion criteria included:
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4.

Histologically confirmed disease which was currently locally advanced or metastatic NSCLC of either
squamous or hon-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 previously
treated with local therapy (radiation) or the target lesion(s) within the field of local therapy had
subsequently progressed as defined per RECIST v1.1.

e Note: No more than 2 prior lines of systemic chemotherapy for advanced or metastatic disease

— Chemotherapy regimens were counted on the basis of interval disease progression and
not the number of agents or switches in agents (e.g., a first-line therapy that consisted of several
cycles of a platinum doublet and subsequent maintenance therapy that introduced or was
switched to a new chemotherapy agent without interval disease progression was all considered
one chemotherapy regimen).

— Adjuvant/neoadjuvant chemotherapy or chemoradiation counted as a prior
chemotherapy regimen if < 6 months had elapsed between the last dose and the date of

recurrence. Combined treatment with chemotherapy and radiation constitutes a single regimen;
surgery was not considered a regimen.

e Anti-EGFR treatment with disease progression as the treatment outcome was counted as a line
of therapy.

¢ Anticancer agents used for pleurodesis were not counted as a line of therapy.

Patients were able to provide archival/fresh tumour tissues (FFPE blocks or approximately 11 [at least
5] freshly cut unstained FFPE slides) for biomarker analysis to assess PD-L1 expression and provided
sufficient tissue, including TMB and GEP.

ECOG PS < 1.

Key exclusion criteria included:

1.

Received prior docetaxel treatment for metastatic disease or prior immune checkpoint inhibitor
therapies targeting PD-1, PD-L1, or CTLA-4.

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

e 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 stabilized, except for AEs not constituting a likely safety risk (including but
not limited to alopecia, rash, pigmentation, specific laboratory abnormalities, etc). Received
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.

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

Patients with significantly impaired pulmonary function or who require supplemental oxygen at
baseline.
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6. Clinically significant pericardial effusion.
7. Active leptomeningeal disease or uncontrolled, untreated brain metastasis:

¢ Patients with a history of treated and, at the time of screening, asymptomatic central nervous
system (CNS) metastases were eligible, provided they met all the following:

— Brain imaging at screening showed no evidence of interim progression.
— Had measurable disease outside the CNS, only supratentorial metastases allowed.

— No ongoing requirement for corticosteroids as therapy for CNS disease; anticonvulsants at a
stable dose were allowed.

— No stereotactic radiation or whole-brain radiation within 14 days prior to randomisation.

e Patients with new asymptomatic CNS metastases detected at the screening scan had to receive
radiation therapy and/or surgery for CNS metastases.

— Following treatment, these patients could then be eligible, provided all other criteria, including
those for patients with a history of brain metastases, were met.

8. Malignancy other than NSCLC.

¢ Any active malignancy < 2 years before randomization except for the specific cancer under
investigation in this study with the exception of those with a negligible risk of metastasis or
death, such as localised and adequately treated malignancies (e.g., resected basal or squamous
cell skin cancer, superficial bladder cancer, carcinoma in situ of the cervix or breast).

9. Requiring systemic treatment with either corticosteroids (> 10 mg daily prednisone or equivalent) or
other immunosuppressive medications within 14 days of randomisation.

o A brief course (< 7 days) of corticosteroids for prophylaxis (e.g. contrast dye allergy) or for
treatment of non-autoimmune conditions (e.g. delayed-type hypersensitivity reaction caused by
contact allergen) was permitted.

e Adrenal replacement steroid dose < 10 mg daily prednisone equivalent was permitted in the
absence 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:
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.
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® Treatments

Tislelizumab 200 mg was administered by IV infusion on Day 1 of each 21-day cycle (once every 3
weeks). The initial infusion (Cycle 1 Day 1) was delivered over 60 minutes. If this was well tolerated, then
the subsequent infusions were administered over 30 minutes, which was the shortest time period
permissible for infusion. Tislelizumab was not concurrently administered with any other drug. Tislelizumab
was given until disease progression assessed by the investigator per RECIST v1.1, unacceptable toxicity,
or withdrawal of informed consent, whichever occurs first.

Docetaxel 75 mg/m?2 was administered as an IV infusion over 1 hour once every 3 weeks until disease
progression, intolerable toxicity, or withdrawal of consent. Additional premedications were administered
as per standard practice.

Tumour assessments were conducted every 9 weeks for 52 weeks after randomisation and continued
every 12 weeks thereafter. Survival status was followed every 3 months after discontinuation of the study
treatment.

e Objectives

Assess the efficacy and safety of tislelizumab as monotherapy for the treatment in 2L (or 3L) of NSCLC.
¢ Outcomes/endpoints

Primary Efficacy Endpoint

Overall Survival

OS was 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 Sets.

Secondary Efficacy Endpoints

Objective Response Rate

ORR was defined as the proportion of patients who had a CR or PR as assessed by the investigator per
RECIST v1.1 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% Cls 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.

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 from the first
documented objective response to documented disease progression as assessed by the investigator using
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RECIST v1.1, or death from any cause, whichever occurred first, in the ITT and PD-L1-Positive Analysis
Sets. Only the subset of patients who showed a CR or PR were to be included in the DoR analysis. Data
for patients who were alive and who had not experienced disease progression at the time of analysis were
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 censored at the date of the
first occurrence of the objective response. Median DoR and corresponding 95% CIs were estimated using
the Kaplan-Meier methodology for each treatment arm. Comparisons of DoR between treatment arms
was made using the log-rank test.

Health-Related Quality of Life

Analysis method: the three patient-reported outcomes used for measuring HRQoL included QLQ-C30
(measuring core cancer) and its lung cancer module QLQ-LC13. Also, EQ-5D-5L was used for measuring
general health status.

Exploratory Efficacy Endpoints

Disease Control Rate per the Investigator

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

Clinical Benefit Rate per the Investigator

CBR was defined as the proportion of patients who had CR, PR, non-CR/non-PD, and stable disease that is
> 24 weeks in duration per RECIST v1.1. CBR per the investigator was analysed. Similar methodologies

for the analysis of ORR were applied.

Time to Response per the Investigator

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

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.
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e Sample size

The original sample size calculation (i.e., approximately 640 patients in China and Asia Pacific region) was
based on the number of events required to demonstrate the OS superiority of Arm A to Arm B in ITT-CAP
and ITT-CAP patients with PD-L1 positive tumours. The sample size has been increased to include an
additional 160 patients from ROW (rest of the world), hence a total of approximately 800 patients were
planned to be recruited into the trial.

Six hundred and forty patients in ITT-CAP were planned to be enrolled over a 16-month period at a
constant enrolment rate and randomised in a 2:1 ratio to Arms A and B. The enrolment of 160 patients in
ITT-ROW was expected to start approximately 8 months after that for the ITT-CAP and to last about 12
months. The median OS was assumed as 10 months in Arm B.

An interim analysis was planned when approximately 426 deaths in the ITT Analysis Set have been
observed, which represents 76% of the planned number of events (i.e. 560 events) in the ITT Analysis
Set for the final analysis. There was an approximately 87% power to detect an OS HR (Arm A/Arm B) of
0.75 with a one-sided type I error of 0.02 in the ITT.

A Hwang-Shih-DeCani spending function with y parameter of -2 based on the information fraction in the
ITT Analysis Set was used in setting up the upper (efficacy) boundary. The stopping boundaries in Table
19 (below) were planned to be updated based on the actual death events observed in the ITT Analysis
Set at the interim and final analyses.

The superiority test of OS in the PD-L1 positive Analysis Set were planned to be performed only in the
final analysis. Two hundred and seven deaths in the ITT patients with PD-L1 positive tumours were
planned to be required to have an approximately 86% power to detect an OS HR of 0.60 with a one-sided
type I error of 0.007. 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 in approximately 320 patients with PD-L1 positive tumours in the ITT Analysis Set.

The PD-L1 expression status was planned to be closely monitored and enrolment of patients whose
tumours are 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
population. After triggering this cap, 33 ROW patients were randomised, among whom 31 were PD-L1
>25%. 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
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(<25% versus >25%). The PD-L1 expression status was planned to be measured by
immunohistochemistry (IHC) assay in a central laboratory and using the Ventana PD-L1 (SP263)
antibody. To mitigate the risk of obtaining skewed PD-L1 distribution toward low expression due to
competing trials enrolling only patients whose tumour PD-L1 expression is high, adjustment to enrolment
was planned to be made by capping the PD-L1 negative and low population to ~60% of ITT. This was
planned to be accomplished through the Interactive Web Response Technology (IWRT) system, when
necessary. This study was open-label.

e Statistical methods

Analysis Sets

The ITT population was planned to include all randomised patients and to analyse all patients according to
their randomised treatment arms. It was planned to be the primary analysis population for the efficacy
analysis. The ITT Analysis Sets was planned to be summarised for both the China and Asia Pacific (ITT-
CAP) Analysis Set and the rest of world (ITT-ROW) Analysis Set.

According to the original protocol, the Per Protocol (PP) population was planned to include all randomised
patients who received at least one dose of the assigned study drug and had no major protocol deviations.
Major protocol deviations were planned to be determined and documented before the database lock for
the primary analysis.

The PD-L1 positive population (>=25% TCs) was planned to include all randomised patients whose
tumours were PD-L1 positive and to analyse all patients according to their randomised treatment arms. It
was planned to be the dual primary analysis population for efficacy analysis.

Safety Analysis Set was planned to include all patients who received at least one dose of study drug. It
was planned to be the population for the safety analyses.

The PK Analysis Set was planned to include patients who contributed at least one quantifiable post-dose
PK sample.

The ADA Analysis Set was planned to include all patients who have received at least 1 dose of
tislelizumab 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.

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.

Assessment report
EMA/294229/2024 Page 59/229



Analysis primary endpoints

OS was planned to be compared between tislelizumab (Arm A) and docetaxel (Arm B) in the ITT analysis
set in a stratified log-rank test using a significance level of 0.02 (one-sided). The null hypothesis planned
to be tested was:

HO: OS in Arm A = OS in Arm B against the alternative hypothesis:
Ha: OS in Arm A # OS in Arm B

This was planned to be the primary analysis once the targeted numbers of deaths would be reached in
the ITT Analysis Set. The p-value from stratified log-rank test was planned to be presented using
stratification 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 median OS and the cumulative
probability of OS at every 6 months were planned to be calculated for each treatment arm and presented
with two-sided 95% ClIs. Kaplan-Meier survival probabilities for each arm were planned to be plotted over
time. The hazard ratio between tislelizumab and docetaxel (HR A/B) and its 95% CI were planned to be
estimated using a Cox proportional hazard model with treatment arm as a factor and stratified by the
actual value of the stratification factors.

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

Supplementary Analyses for Primary Endpoint

In order to evaluate the robustness of the OS results, several sensitivity analyses were planned and
further described in the Statistical Analysis Plan (SAP).

The sensitivity analysis 1 was planned to be the same as the primary analysis except that it was planned
to be based on the stratification factors using the values from Interactive Response Technology, 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.

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% CIs 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 the cumulative
probability of PFS at every 3 months were planned be calculated for each treatment arm and presented
with two-sided 95% ClIs. PFS was planned be estimated using the Kaplan-Meier method. The PFS
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censoring rule were planned to follow the ‘FDA Guidance for Industry 2007’. 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 who start to receive new anticancer therapy or are lost to follow-up
were planned to be censored at the last valid tumour assessment date prior to the introduction of new
therapy or lost to follow-up. Patients who had a clinical determination of progression were planned to
undergo a CT/MRI, if possible, to correlate radiographic findings with the clinical findings. If a clinical
determination of progression for a patient could be confirmed, the date of the CT/MRI scan would get
considered as the progression date for that patient.

The DoR was planned to be analysed similarly as the PFS. It was planned to be summarised within
responders.

Efficacy outcomes (i.e., ORR, DoR, and PFS) in the PD-L1 positive Analysis Set were planned to be
summarised similarly.

European Organisation for Research and Treatment of Cancer Quality of Life Cancer Questionnaire
(EORTC QLQ-LC13 and EORTC QLQ-C30) and EQ-5D-5L post baseline scores were planned to be
compared between the 2 treatment arms, using a mixed model with baseline score and time since the
randomisation as covariates. Significant interaction between treatment and time since randomisation or
quadratic term of time since randomisation (p-value<0.05) were planned to also be included in the final
model.

Table 18. Censoring rules for primary analysis of PFS per RECIST version 1.1 (Study 303)

No. |Situation Primary Analysis
Incomplete or no baseline . L
| P Censored at randomization date
tumor assessments
No postbaseline tumor . .
2 Censored at randomization date
assessment and no death
. No postbaseline tumor . R
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 documented
5 No progression .
progression
6 New anticancer treatment Censored at date of last adequate tumor assessment before date of new
started anticancer freatment
Death between adequate . .
7 -1l adeque Died at date of death
assessment visits
8 Death or progression after =2 |Censored at date of last adequate tumor assessment prior to the >2 missed
mussed visit tumor assessments
Multiplicity

The overall type I error was planned to be strongly controlled at a one-sided a of 0.025 within the two
dual primary hypotheses and 4 secondary efficacy hypotheses. An a of 0.02 and 0.007 was planned to be
initially assigned to the primary hypothesis testing in the ITT and PD-L1 positive Analysis Sets,
respectively. The a allocation accounts for the positive correlation between the test statistics in the 2
Analysis Sets (i.e., PD-L1 positive is a subset of the ITT Analysis Set). The overall type I error was
controlled at 0.025 when at least 30% of the deaths in the ITT Analysis Set were from the PD-L1 positive
subset. The a of 0.007 in the PD-L1 testing was planned to be adjusted downwards if the final observed
percentage was lower. At the final analysis, it was planned to test the OS hypothesis first in the ITT
Analysis Set. If the hypothesis in the ITT Analysis Set could be rejected, it was planned to pass the
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unused a on to the OS hypothesis test in PD-L1 positive Analysis Set; followed by the second efficacy
hypothesis testing in the sequential order of ORR in the PD-L1 positive Analysis Set, DoR in the PD-L1
positive Analysis Set, PFS in the PD-L1 positive Analysis Set, PFS in the ITT Analysis Set, ORR in the ITT
Analysis Set, DoR in the ITT Analysis Set, lung cancer symptom scale measured by QLQ-LC13 and QLQ-
C30 global health status/QolL in the ITT and PD-L1 Analysis Sets. Otherwise, if the OS hypothesis in the
ITT Analysis Set could not be rejected, the hypothesis testing would be carried out sequentially only in
the PD-L1 positive Analysis Set for OS, ORR, DoR, PFS, lung cancer symptom scale measured by QLQ-
LC13 and QLQ-C30 global health status/QoL scale at a of 0.007. The testing was planned to be continued
until the first non-significant outcome occurs, following the methodology of Glimm et al (2010).

Interim Analyses

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
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 19. 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 19. Stopping boundaries (p-value and Z score) and approximate HR threshold of interim and final
analyses of OS (Study 303)

Time p-value Approximate HR
(months) # Deaths (Z score) for Threshold for
Efficacy Efficacy
Interim analysis in ITT 231 426 <0.0112 (>2.28) =0.791
Final analysis in ITT 31.0 560 =0.0153 (=2.16) =0 824
Final analysis in PD-L1 positive 31.0 207 =0.007 (=2.46) =().696

Abbreviations: HR. = hazard ratio; ITT = intent-to-treat (Analysis Set); PD-L1 — programmed cell death protemn
ligand 1

Subgroup Analyses

To determine if the treatment effect was consistent across various subgroups, the HR estimates of OS
and its 95% CI were planned to be estimated and plotted within each category of the following variables:
PD-L1 expression in TC (225% TC versus <25% TC) in the ITT Analysis Set, histology (squamous versus
non-squamous), line of therapy (2 versus 3), age (<65 versus >65 years), gender (Female versus Male),
ECOG PS (0 versus 1), smoking status and region (CAP versus ROW).

Approximately 160 patients were planned to be randomised in the ITT-ROW from countries outside of
China and Asia Pacific region, which consisted the 20% of the ITT Analysis Set. With the additional
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region, it was possible to evaluate the treatment effect of tislelizumab in a broader population, as well as
its consistency between Asian and Caucasian populations. Subgroup analysis in the ITT-ROW were
planned for descriptive purpose only due to the small sample size. Selected efficacy and safety variables
were planned to be summarised in the ITT-ROW as subgroup analysis using similar methodologies

discussed earlier.
Results

e Participant flow

- Excluded: n=730
s Assessed for eligibility: L
£ n=1535 Mot Meeting Inclusion/Exclusion Criteria n=627
s Withdrawal of Consent n=41 (5.6%)
- ¢ PD-L1 Mot Evaluable n=31 (4.2%)
I8
Randomised:
g n=805
= v v
[
=} Allocated to Tislelizumab Allocated to Doxetacel
< n=535 n=270
Treated: n= 534 (99.8%) Treated: n=258 (95.6%)
. I '
T Continuing treatment: Continuing treatment:
E n=108(20.2%) n=12 (4.4%)
S
o ¢ L
Reasons for discontinuation n (%): Reasons for discontinuation n (%):
0 Radiographic Progressive Disease: 216 (40.4) Radiographic Progressive Disease: 160 (59.3)
E_ Loss of Clinical Benefit: 101 (18.9) Loss of Clinical Benefit: 0 (0.0)
= Adverse Event: 57 (10.7) Adverse Event: 30 (11.1)
s Clinical Disease progression: 23 (4.3) Clinical Disease progression: 15 (5.6)
< Physician decision: g (1.5) Physician decision: 10 (3.7)
Withdrawal by subject: 17 (3.2) Withdrawal by subject: 29 (10.7)
Concurrent Antineoplastic Therapy: 1 (0.2) Concurrent Antineoplastic Therapy: 1 (0.4)
Lost of Follow up: 2 (0.4) Lost of Follow up: 0 (0.0}

® Recruitment

This ongoing study is currently being conducted in 109 study centres.

Patients were enrolled in China,

Brazil, Bulgaria, Lithuania, Mexico, New Zealand, Poland, Russia, Slovakia, and Turkey. The dominating

enrolling country was China with a total of 651 subjects.

The most common reasons for screen failure were Exclusion 11 (active leptomeningeal disease or
uncontrolled, untreated brain metastasis/134 patients, 18.4%), Inclusion 5 (Patients must be able to
provide archival/fresh tumour tissues for biomarker analysis to assess PD-L1 expression and, provided
sufficient tissue, including TMB, and gene expression profiling (GEP), 132 patients, 18.1%), and Exclusion

23 (Underlying medical conditions, 84 patients, 11.5%).
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e Conduct of the study

Table 20. Summary of protocol amendments (Study 303)

Version

Date

Key Changes

Amendment 1.0

14 February
2018

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

e 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

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

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

e Revised to cap the PD-L1 negative (< 25% TCs) population to
about 60% of ITT population

e Revised the timing of collection of all imAEs and SAEs related
to tislelizumab

e Added ophthalmologic exams

e Added questionnaire EQ-5D-5L

Amendment 1.0
Addendum 1

22 May
2018

e Added myocarditis and myositis/thabdomyolysis as potential
imAEs and provided guidelines for their diagnostic tests and
management

e Added monitoring of serum creatine kinase and creatine kinase
cardiac muscle isoenzyme

Amendment 2.0

20 July
2018

e Revised exclusion criteria pertaining to chemotherapy and
herbal medicine

e Clarified inclusion/exclusion criteria including lines of prior
anticancer therapy, wash out period for prior anticancer
chemotherapy, herbal medicine, immunotherapy, and radiation

e Added inclusion criterion of > 12 weeks life expectancy

e Added antibiotics wash-out period of 2 weeks prior to
randomization

® Added guidance on the assessment of pulmonary function

Amendment 3.0

09 March
2020

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

e Added symptom scale of QLQ-LC13 to HRQoL measures in
statistical analysis

e Clarified the definition of window of baseline tumor assessment
in screening period

e Added tumor-infiltrating immune cells as exploratory biomarker
for efficacy

Abbreviations: AE, adverse cvent; EQ-5D-5L, European Quality of Life 5-Dimension, 5-Level Questionnaire;
HRQoL, health-related quality of life; imAE, immunc-mediated treatment-emergent adverse cvents: ITT, intent-to-
treat; OS, overall survival; PD-L1, programmed cell death protein ligand-1: QLQ-LC13, Quality of Life
Questionnaire-Lung Cancer; SAE, serious adverse cvent; TCs, tumor cells.
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e Baseline data

Table 21. 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. Q3 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 years 156 (29.2) 79 (29.3)
> 75 - < 85 years 14 (2.6) 11 (4.1)
= 85 years 1(0.2) 0 (0.0)
Sex, n (%)
Male 416 (77.8) 206 (76.3)
Female 119 (22.2) 64 (23.7)
Race, n (%)
American Indian or Alaska Native 12 (2.2) 1(0.4)
Asian 424 (79.3) 219 (&1.1)
Black or African American 1 (0.2) 3(L.1)
MNative Hawaiian or Other Pacific 3(0.6) 3(L1)
Islander
White 93 (17.4) 44 (16.3)
Other 2 (0.4) 0 {0.0)
Ethnicity, n (%a)
Hispanic MNaA MNaA
MNon-Hispanic NA NA
ICountry, m (%)
Braxil 17 (3.2) B (3.00
Bulgaria 1 (0.2} 1 (0.4)
China 423 (79.1) 218 (80.7)
Lithuania 4 (0.7) 1 (0.4)
Mexico 12 (2.2) 2(0.7)
New Zealand 9L 5(1.9)
Poland 2 (0.4) 2 (0.7)
Russia 41 (7.7 15 (5.6)
Slovakia 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)
n 535 270
Mean (SD)) G778 (11.874) 6712 (14.034)
Median 6700 6500
QL. Q3 G000, 75.00 59,00, 73.00
Min, Max 35.0, 130.0 36.0, 129.0
BMI (kg/m~2)
n 534 269
Mean (SD) 24.15 (3.626) 24.21 (4.466)
Median 23 86 23 46
Q1. Q3 21.78, 26.30 21.36, 26.61
Min, Max 15.1,43.9 16.2, 48.6
ECOG Performance Status, n (%)
0 116 (21.7) 50 (18.5)
1 419 (78.3) 220 (81.5)
ISmoking Status, n (%)
Mever 162 (30.3) 822 (30.4)
Current 50 (9.3) 19 {7.00
Former 323 (60.4) 169 (62.6)

Data Source: ADSL ADBASE ADCM ADTRSUM. Data cutoff: 15JUL2021. Data extraction: 220 T2021.
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Table 22. 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(1.D)
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)
Mutant 1(0.2) 0(0.0)
Unknown ® 191 (35.7) 83 (30.7)
ALK Rearrangement, n (%)
Wild Type 241 (45.0) 130 (48.1)
Translocated 0(0.0) 0(0.0)
Unknown 294 (55.0) 140 (51.9)
Line of Therapy, n (%)
Second 453 (84.7) 220 (84.8)
Third 82 (15.3) 41 (15.2)
Discase Stage at Study Entry . n (%)
Locally Advanced 84 (15.7) 33(12.2)
Metastatic 451 (84.3) 237 (87.8)
[Brain Metastasis. n (%)
Yes 39(7.3) 18(6.7)
No 496 (92.7) 252(93.3)
[Liver Metastasis, n (%)
Yes 73({13.6) 33122
Mo 462 (86.4) 237 (R7.8)
Baseline Target Lesions Sum of Diameters by
Investigator (mm)
n 504 258
Mean (SD) 66,80 (40.337) T1.44 (45.304)
Median S8.00 665
Q1,03 37.00, 90.00 37.00, 94.00
Min, Max 10.0, 2927 11.0,239.0
Time from Initial Diagnosis to Study Entry ©
¥ ear)
n 535 270
Mean (SD) 1.238 (1.2470) 1.129(0.8922)
Median 0.887 (.839
Q1,03 0632, 1372 0.594, 1 246
Min, Max 0.05,12.73 017,577
Location of Distant Metastases, n (%) ¢
Adrenal Glands 53 (9.9 37(13.7
Bone 166 (31.0) 79 ({29.3)
Brain 39(7.3) 1E (6.7)
Kidnev (1.7 B(3.0)
Liver 73 (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) I2{1L.9)
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Tislelizumab Docetaxel
(N=535) (N=270)
n {ofu' n {Dfu'
Patients with any Prior Anticancer Systemic 535 (100.00 270 (10009
[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 2.99 2.66
1,03 1.71, 6.21 1.58, 5.32
Min. Max -0.1, 393 00,355
Tvpe of Prior Therapy. n (%) d
Chemotherapy 535 (100.0) 270 (100.0)
Protein Kinase Inhibitors 16 (3.0) 933
Immunotherapy 0 {007 0 (0.0
Other 118 (22.1) 55 (20.4)
Setting of Prior Therapy. n (%) *
Metastatic 327(61.1) 184 (68.1)
Locally Advanced 190 {35.5) 74 (27.4)
Neoadjuvant 12(2.2) B(3.0)
Adjuvant 59 (11.0) 39 (14.4)
Patients with any Prior Anticancer Surgeries, 130 (24.3) 66 (24.4)
I %a)
Intention of Surgery, n (%) ¢
Curative 103 (79.2) 52 (78.8)
Palliative 32 (24.6) 15(22.7)
Other 1{0.8) 1{1.5)
Time from Last Surgery to Study Entry ©
(month)
n 130 3]
Mean (5D) 21.72(21.723) 1854 (12.812)
Median 14.21 13.50
QL 03 £.94, 26.58 9.63, 25.30
Min, Max 0.8, 146.8 1.4, 693
Patients with any Prior Anticancer 199 (37.2) 101 (37.4)
Radiotherapy. n (%)
Intent of Therapy, n (%) !
Radical 82 (41.2) 31 (30.7)
Neoadjuvant 00.0 EYERI)]
Adjuvant T(3.5) 7(6.9)
Palliative 118 (59.3) 6l (60.4)
Missing 1i0.5) 1{l.07
Time from End of Last Radiotherapy to
Study Entry © {month)
n 199 101
Mean (SD) T.65 (6.744) 281 (9.914)
Median 6.11 5.88
Q1,03 2.56,9.92 2.50, 10.61
Min, Max 0.0, 338 0.0, 53.6

Data Source: ADSL ADBASE ADCM ADTRSUM. Data cutoff: 13JUL2021. Data extraction: 220CT2021.
For patients with any prior anticancer treatment, percentages were based on N; for others, percentages were based on

the number of patients with any prior anticancer treatment.
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 (n=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 in this study.
¢ A patient was counted only once within each category. but may be counted in multiple categories.
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¢ Numbers analysed

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

Table 23. Analysis sets (Study 303) (DCO: 15JUL2021)

Tislelizumakb Docetaxel Total
(N = 535) (N =270) (N = 805)

n (%) 1 (%) (%)
ITT Analysis Set ® 535 (100.0) 270 (100.0) 805 (100.0)
PD-L1+ Analysis Set ® 227 (42.4) 115 (42.6) 342 (42.5)
Safety Analysis Set 334 (99.8) 258 (93.6) 792 (9E.4)
PK Analysis Set a 332(99.4) 0 (0.0 532 (66.1)
ADA Analysis Set© 507 (94.8) 0 (0.0) 507 (63.0)
HRQoL Analysis Set ! 333 (99.6) 256 (94.8) TED (9E.0)
PD-L1+ HRQoL Analysis Set ® 227 (42.4) 10F (40.0) 335(41.6)
Per-Protocol Analysis Set® 489 (91.4) 253 (93.7) T42(92.2)

Data Source: ADSL. Data cutoff: 15JUL2021. Data extraction: 220CT2021.

*ITT Analysis Set included all patients randomized to the study.

* PD-L1+ Analysis Set included all randomized patients whose tumors were PD-L1 positive.

< Safety Analysis Set included all rmandomized patients who received at least | dose of any study drug.

4 PK Analysis Set included all patients who received at least | dose of tislelizumab per the protocol, for whom any post-baseline PK data were available.

= ADA Analysis Set included all patients who received at least | dose of tislelizumab for whom both baseline ADA and at least | post-baseline ADA results are available.
"THROwL Analysis Set included all randomized patients who received at least | dose of study drug and completed at least one HRQuoL asscssment.

£ PD-L1+ HRQuL Analysis Set included all randomized patients whose tumors were PD-L1 positive and who received at least | dose of study drug and completed at least one
HEQoL assessment.

¥ Per-Protocol Analysis Set included patients in the ITT analysis set who had no eritical protocol deviations.

e Outcomes and estimation
Primary endpoint: dual primary (0OS)

Overall Survival in the ITT analysis

The interim analysis of Study 303 (DCO 10 Aug 2020) had a median follow-up of 11.7 months (13.3 and
9.7 for Tislelizumab and Docetaxel arms, respectively). A statistically significant improvement in OS was
observed in the ITT population. Results favoured the tislelizumab arm (HR = 0.64; 95% CI: 0.53, 0.78;
p < 0.0001). Median OS was 17.2 months for the tislelizumab arm and 11.9 months for the docetaxel
arm. The final analysis (DCO 15 July 2021) had a median follow-up of 14.2 months (16.0 and 10.7 for
Tislelizumab and Docetaxel arms, respectively). Results of the final analysis are provided below:
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Table 24. Analysis of overall survival (ITT analysis set) (Study 303) (DCO: 15JUL2021)

Tislelizumab Docetaxel
(N=535) (N=270)
Diverall Survival
Death, n (%) 365 (68.2) 206 (76.3)
Censored, n (%) 170 (31.8) 64 (23.7)
Ongoing in the Study 153 (28.6) 45 (16.7)
Withdrawal by Subject Gil.l) 16 (5.9)
Lost to Follow-up 10 (1.9} 2(0.T
Study Discontinuation Due to Other 1 (0.2} 1 (0.4)
Reasons
Omne-sided stratified log-rank test P-value * b <0001
Stratified Hazard Ratio (95% CI) * 0.66 (0.559, 0.790)

Dwverall 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)

5.8 (4.53, 6.80)

Q3 (95% CI)

35.1 (30.32, NE)

22.8 (19.38, 27.56)

Event Free Rate at, %(95% CI)

3 month (95% CI)

02.5 (B9.89, 94.43)

88.7 (84.19, 92.03)

& month (95% CI)

83.2(79.76, B6.14)

73.8 (67.98. 78.7T)

9 month (95% CI)

73.4 (6938, 76.92)

59.2 (52,92, 64.97)

2 month (95% CI)

62.1 (5786, 66.13)

49.7 (43.45, 55.71)

18 month (95% CI)

47.5(43.12, 51.67)

32.6(26.94, 38.45)

24 month (95% CI)

36.8 (32.62, 41.01)

23.7(18.57.29.17)

36 month (95% CI) 24.7(20.29, 29.43) 13.8 (8.87. 19.69)
Follow-up Time (month)
Median (95% CI) 31.1{29.54, 31.64) 27.9(26.38. 31.15)

Data Source: ADSL ADTTE. Data cutoff: 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 method of Brookmeyer

and Crowley.

Event free rates were estimated by Kaplan-Meier method with 95% Cls estimated using the Greenwood's formula.

Docetaxel arm was the reference group for hazard ratio.

* Stratified by stratification factors: histology (squamous versus nonsquamous), lines of therapy {second versus third), and PD-L1
" The primary endpoint was met, and statistical significance was achieved in the prespecified interim analysis. Formally, there is

no subsequent significance testing. The p-values in this final analysis for efficacy are descriptive in nature.

Figure 33. Kaplan-Meier plot of overall survival (ITT analysis set) (Study 303) (DCO:
15JUL2021)
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Data Source: ADSL ADTTE. Data eutoff: 15JUL2021. Data extraction: 220CT2021.

Amm A = Tislelizumab, Arm B = Docetaxel.
Abbreviations: Cl, confidence interval;

Hazard ratio was estimated from stratified Cox model with docetaxel group as reference group.
Cox regression model were stratified by histology (squamous versus nonsquamous), lines of therapy (sccond versus third), and

PD-L1 expression (=25% TC versus <25% TC).
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Overall Survival in PD-L1-Positive Analysis Set (>25% PD-L1 positivity)

Table 25. 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
One-sided stratified log-rank test P-value * <.0001

Stratified Hazard Ratio (95% CI) *

0.53 (0.407, 0.702)

Overall Survival (month)

Median (95% CI)

19.3 (16.49, 22.60)

11.5(8.15,13.54)

Q1 (95% CI)

9.6 (8.08,11.37)

5.1(3.58.6.64)

Q3 (95% CT)

NE (33.91. NE)

21.2(16.43.31.77)

Event Free Rate at, %(95% CI)

3 month (95% CI)

93.8 (89.74. 96.27)

87.0 (79.04. 92.09)

6 month (95% CI)

87.1 (81.99. 90.86)

69.1 (59.40. 76.94)

9 month (95% CI)

77.7(71.70, 82.63)

58.7 (48.73.67.37)

12 month (95% CI)

67.4(60.83. 73.11)

48.3 (38.51. 57.38)

18 month (95% CI)

52.8 (45.98, 59.10)

30.0 (21.49, 38.87)

24 month (95% CTI)

42.3 (35.62. 48.82)

22.6(14.98.31.10)

36 month (95% CT)

29.6(22.29,37.15)

13.7 (6.72, 23.07)

[Follow-up Time (month)

Median (95% CI)

30.9 (28.48.31.84)

27.5(25.20. 32.

)
L)

0)

Data Source: ADSL ADTTE. Data cutoff: 15JUL2021. Data extraction: 220CT2021.
Median follow-up time was estimated by the reverse Kaplan-Meier method.
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Secondary endpoints: PFS, ORR, DoR, HRQoL

Progression-Free Survival

Table 26. Analysis of progression-free survival per RECIST version 1.1 by investigator (ITT analysis set)
(Study 303) (DCO: 15JUL2021)

[Dne-sided stratified log-rank test p-value *

Tislelizumakb Docetaxel
(N=535) (N=271)
n{%a) n{%a)
Progression-Free Survival
Events, n (%) 451 (84.3) 208 (77.0)
Progressive Disease 308 (74.4) 180 {66.7)
Death 53(9.9) 28 (10.4)
Censored, n (%) B4 (15.7) 62 (23.0)
No Disease Progression or Death 60 (11.2) 5(1.9)
No Baseline Assessment 0 (0.0) 0 (0.0}
No Postbaseline Assessment Ti(1.3) 24 (8.9)
MNew Anticancer Therapy 12 ({2.2) 29(10.7)
Death or progression after missing 2 or more 3(0.9) 4(1.5)
CONnSSCUlive TUmor ASSessments
=.0001

Btratified Hazard Ratio (95% CI) *

0.63 (0.538, 0.745)

Progression-Free Survival {month)

Median {95% CI)

4.2 (3.88, 5.52)

2.0 (2.17. 3.78)

Q1 (93% Cl)

2.0(2.04, 2.07)

2.0(1.84, 2.04)

Q3 (953% Cl)

10.5 (10,18, 13.08)

6.0 (4.24, 6.41)

Event Free Rate at, % (95% CI)

3 month (95% CI)

57.3 (52.92, 61.36)

47.8 (4114, 54.09)

6 month (95% CI)

451 (4083, 49.34)

254 (1970, 31.54)

9 month (95% CI)

30.3 (26,39, 3437)

8.1 (4.79, 12.55)

12 month {95% CI)

24.0 (2039, 27 .80)

6.5 (3.57, 10.61)

Follow-up Time (month)

Median (95% CI)

26.3 (23.56, 28.94)

21.0 (18.07, 34.56)

Data Source: ADSL ADTTE. Data cutoff: 13JUL2021. Data extraction: 220CT2021.
Median follow-up time was estimated by the reverse Kaplan-Meier method.
Medians and other guartiles were estimated by Kaplan-Meier method with 93% Cls cstimated using the method of Brookmeyer

and Crowley.

Event froe rates were estimated by Kaplan-Meier method with 95% Cls estimated using the Greenwood's formula

Droscetane] arm was the reference group for hazard ratio.

= Siratified by siratification factors: hisiology (squamous versus nonsguamous), lines of therapy (second versus third), and FD-L1
expression (=25% TC versus <25% TC)

Figure 34. Kaplan-Meier plot of progression-free survival per RECIST version 1.1 by Investigator (ITT
analysis set) (Study 303) (DCO: 15JUL2021)
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Data Source: ADSL ADTTE. Data cutoff: 15JUL2021. Data extraction: 220CT2021.

Arm A = Tislelizumab, Arm B = Docetaxel.

Abbreviations: Cl, confidence interval;

Hazard ratio was estimated from stratified Cox model with docetaxel group as reference group.

Cox regression model were stratified by histology (squamous versus nonsquamous), lines of therapy (second versus third), and
PD-L1 expression (=25% TC versus <25% TC).
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In the PD-L1 Positive Analysis Set, the median PFS was 6.5 months (95% CI: 6.24, 8.28 months) and 2.5
months (95% CI: 2.10, 4.11 months) for the tislelizumab arm and docetaxel arm, respectively, as
estimated using the Kaplan-Meier method, with a stratified HR of 0.38 (95% CI: 0.285, 0.494), indicating
a 62% reduction in the risk of experiencing a PFS event for patients in the tislelizumab arm.

Objective Response Rate

Table 27. Analysis of disease response per RECIST version 1.1 by investigator (ITT analysis set),
unconfirmed responses (Study 303) (DCO: 15JUL2021)

Tislelizumab Docetaxel
(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) 91(33.7)
non-CR/non-PD 20 (3.7) 4(1.5)
PD (Progressive Disease) 198 (37.0) 104 (38.5)
Could Not Be Determined * 39(7.3) 52(19.3)
IObjective Response Rate (ORR), n (%) 121 (22.6) 19 (7.0)
95% CI (19.14, 26.40) (4.29,10.77)
ICMH's p-value <.0001
l0dds Ratio (95% CI) 3.86 (2.336, 6.393)
IORR Difference, % (95% CI) 15.6 (10.96, 20.33)
Disease Control Rate. n (%) 298 (55.7) 114 (42.2)
95% CI (51.38, 59.96) (36.26, 48.36)
(Clinical Benefit Rate °, n (%) 203 (54.8) 95 (35.2)
95% CI (50.44. 59.04) (29.49_4121)
IClinical Benefit Rate ©, n (%) 242 (45.2) 51(18.9)
95% CI (40.96, 49.56) (14.40, 24.08)

Data Source: ADSL ADRS. Data cutoff: 15JUL2021. Data extraction: 220CT2021.

Abbreviations: CI. confidence interval;

05% CI was calculated using Clopper-Pearson method.

Objective response rate differences and odds ratios between arms were calculated using the Cochran-Mantal-Haenszel Chi-square
test with actual stratification factors as strata.

Docetaxel arm was the reference group.

* Included patients who had postbaseline tumor assessment. none of which were evaluable; or patients who had no postbaseline
tumor assessments due to death. withdrawal of consent, lost to follow-up or any other reasons.

* Included patients with BOR in CR or PR or =12 weeks SD or non-CR/non-PD.

¢ Included patients with BOR in CR or PR or =24 weeks SD or non-CR/non-PD.

Table 28. 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(1.7) 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) 4(1.5)
PD (Progressive Disease) 198 (37.0) 104 (38.5)
Could Not Be Determined * 39 (7.3) 52(19.3)
Objective Response Rate (ORR), n (%) 112 (20.9) 10 (3.7)
95% CI (17.56, 24.63) (1.79,6.71)
ICMH's p-value <.0001
I0dds Ratio (95% CI) 6.89 (3.568, 13.292)
IORR Difference. % (95% CI) 17.3(13.19,21.44)

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 calculated using the Cochran-Mantal-Haenszel Chi-square
test with actual stratification factors as strata.

Docetaxel arm was the reference group.

* Included patients who had post-baseline tumor assessment. none of which were evaluable; or patients who had no post-baseline
tumor assessments due to death, withdrawal of consent. lost to follow-up or any other reasons.

In the PD-L1 Positive Analysis Set, the unconfirmed ORR in the tislelizumab Arm (37.4% [95% CI: 31.13,
44.09]) was higher than the ORR in the docetaxel arm (7.0% [95% CI: 3.05, 13.25]) (with p-value
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< 0.0001). Meanwhile, a numerically higher ORR of 37.4% (85 patients) in the tislelizumab arm was
observed in the PD-L1 positive analysis Set compared with 22.6% (121 patients) in the ITT analysis set.

Duration of Response

Table 29. 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)
INumber of Responders 121 19
[Duration of Response
Events, n (%) 75 (62.0) 16 (34.2)
Progressive Disease 66 (54.5) 15 (78.9)
Death 9(7.4) 1(53)
Censored, n (%) 46 (38.0) 3(15.8)
One-sided log-rank test p-value <.0001

Hazard Ratio (95% CI)

0.31 (D.176, 0.536)

[Duration of Response (month)

Median (95% CI)

13.5 (8.54, 19.58)

6.0 (2.10, 7.16)

QI (95% CI)

6.2 (4.27, 6.80)

2.3 (0.56,4.21)

03 (95% CI)

30.9 (23.03, NE)

7.2(6.05,17.31)

[Event Free Rate at, % (95% CI)

3 month (95% CI)

90.9 (84.09, 94.83)

70.6 (43.15, 86.56)

6 month (95% CI)

78.2 (69.60, 84.57)

52.9(27.62, 73.03)

9 month (95% CI) 58.7 (49.14, 67.05) 17.6 (4.35. 38.30)
12 month (95% CI) 52.3 (42.72. 60.96) 17.6 (4.35. 38.30)
18 month (95% CI) 42.6 (33.32.51.63) 0.0 (NE, NE)

Follow-up Time (month)

Median (95% CI)

24.3 (21.49, 26.97)

NE (11.89, 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.

Docetaxel arm was the reference group for hazard ratio.

In the PD-L1 Positive Analysis Set, the median DoR in the tislelizumab arm (11.9 [95% CI: 8.31, 19.85])
was higher than the median DoR in the docetaxel arm (4.2 [95% CI: 0.56, 6.05]).

Table 30. Analysis of duration of response (confirmed) per RECIST version 1.1 by investigator (ITT
analysis set) (Study 303) (DCO: 15JUL2021)

Tislelizumab Docetaxel Total
(N=535) (N=270) (N =805)
Number of Responders 112 10 122
Duration of Response
Events, n (%) 66 (58.9) 10 (100.0) 76 (62.3)
Progressive Discase 59 (52.7) 9 (20.0) 68(55.7)
Death T(6.3) 1 (10.0) 8 (6.6)
Censored, n (%) 46 (41.1) 0{0.0) 46 (37.7)
One-sided log-rank test p-value 0.0002

Hazard Ratio (95% CI) 0.31 (D.155, 0.607)

Duration of Response (month)

Median (95% CI) 14.7 (10.55, 21.78) 62 (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% CI) 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 93% 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 (=25% TC versus <23% 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.

e Ancillary analyses
Sensitivity Analysis for OS

To test the robustness of the OS data, sensitivity analyses were performed as predefined in the statistical
analysis plan at the interim analysis (DCO 10 Aug 2020).

Sensitivity Analysis 1

The sensitivity analysis 1 was the same as the primary analysis except that it was based on the
stratification factors using the values from IRT, by which patients were randomised. Sensitivity Analysis 1
showed consistent results with those from the primary OS analysis for the ITT Analysis Set, with a
stratified HR of 0.64 (95% CI: 0.529, 0.781)

Sensitivity Analysis 2

The sensitivity analysis 2 used RPSFTM to adjust survival estimates in the presence of patients in the
docetaxel arm receiving any subsequent immunotherapy after discontinuation of docetaxel. As of the data
cutoff date, 53 patients (19.6%) in the docetaxel arm received subsequent immunotherapy. The stratified
HR was 0.58 (95% CI: 0.457, 0.736).

Sensitivity Analysis 3

Sensitivity Analysis 3 was conducted to evaluate the impact of the COVID-19 pandemic for the primary
analysis. It was the same as the primary analysis except that patients were censored at the date last
known to be alive before his/her COVID-19 related drug administration protocol deviation (70 patients in
total). The resulting stratified HR was 0.67 (95% CI: 0.548, 0.809)

Sensitivity Analysis 4

In total, 61 patients (7.6%) in the ITT Analysis Set had critical protocol deviations and were excluded
from the PP Analysis Set. Sensitivity Analysis 4 conducted in the PP Analysis Set showed a stratified HR of
0.62 (95% CI: 0.506, 0.757).

Assessment report
EMA/294229/2024 Page 74/229



Subgroup Analysis

Table 31. Subgroup analysis: forest plot of OS (ITT analysis set) (Study 303) (DCO
15JUL2021)

Subgroup No. of Events/ Hazard Ratio
No. of Patients for Death
(3% CD
Owerall 571805 - 067 (0.566-0.797)
< 65 years IB5S44 - 064 (0.519-0.790)
= 65 years 1861261 —.— 073 (0.545-0.989)
Sex !
MMale 451822 - 061 (0.501-0.737)
Female 1200183 — 0.95 (0.650-1.383)
Raie i
Asan 4620642 - 0.66 (0.542-0.793)
White Q037 —— 063 (0.411-0.976)
Other 19125 - - 166 (0 593-4 65T)*
m ]
lh-%-hm 4611641 - 066 (0.542-0.793)
7411 — 0.72 (0.450-1.173)
Other 36153 —_— 074 (0365-1.494)
ECOG perfarmance-status score !
0 1011166 —- 0.76 (0.497-1.160)
1 4700832 - 0066 (0.546-0.794)
Smoking status |
Current o1 former 411561 - 061 (0.497-0.743)
Hewver 1600244 — 087 (0624-1.208)
FD-L1 e?u.!ui.n in TC ]
< 25%TC 340M459 —— 079 (0.635-0.994)
=25% TC 227342 - 054 (0.411-0.706)
= 1% TC 228317 —— 0.79 (0.601-1.041
= 1% TC 3391484 - 061 gﬂ -1,85-0.?56§
= 1% TC 2901407 —-— 077 (0.805-0,975
= 0% TC 2684 o 0.59 (0.459-0.756/
= 0% TC 413557 —-— 0.74 (0.607-0.911
2 A TC 1541244 —-— 054 (0 389-0747
Histology |
Non-sguamous 2881435 —-— 0.72(0562-091
lliﬁum‘ . 28370 - 060 En 473-0.771
EGFR mutation at baseline
Wild type 357530 —-— 069 (0.555-0.859)
Unkndwn 2141274 —— 051 (0.461-0.816)
ALK rearrangement af baseline !
Wil type 285071 - 0.6 (0.534-0.58
Unknown 3161434 —-— 0.65(0518-0.824
Line of therapy !
Second 4TTiEE2 - 064 (0.529-0. 769
Thad 247123 —_— 089 5?9-1.353-;
D etly vance |
Locally ac d TEALT — 051 (0.315-0.826
IMetastatic 4951688 - ! 070 ED 584-0.51_‘3
Brain metastases at baseline
Yes 4357 —_— 097 504-1.551:?
No SZBIT4E - 0.65 (0.546-0.7T79
Liver metastases at baseline i
Tes BLID& —-— 042 (0.301-0.780)
Mo 4900699 - 069 (0.572-0.827)

po 05 10 15 20 25 30 35 40
+ Tislelizumab Docetaxel -

Data source: ADSL ADTTE ADBASE. Data cutoff: 15JUL2021. Data extraction: 220CT2021.

Abbreviations: Cl, confidence interval; PD-L1, programmed death ligand-1: ECOG, Eastern Cooperative Oncology
Group.

Hazard ratio and its 95% CI was estimated from unstratified Cox model with docetaxel group as reference group.

* The complete confidence interval of this subgroup is not shown due to space limitations.
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Table 32. Subgroup analysis: forest plot of PFS per RECIST 1.1 by investigator (ITT analysis

set) (Study 303) (DCO 153JUL2021)

Subgroup Ne. of Events/ Hazard Ratie FFS
No. of Patients for Disease Progression (monih) Median
®5% CD @5% COTIS
]
Overall 659/805 - | 0,61 (0517-0.724) 42(388,552)
Age i
=65 yeals 453544 - ! 0.60 (0.493-0.740) 40(276,4.34)
ol 65 years 206/261 - 0.62 (D 456-0 835) 6.2(417,6.18)
x ]
Male 5100622 - | 53 (0.440-0 648) 50(4.11,6.24)
Fernale 1497183 —— 0.93 (0.658-1.327) 23(2.10,4.04)
R.." 1
Asian 5290543 - 0.60 (0 496-0.724) 41(332,434)
Whate 10937 - 0.59 (0.391-0.889) T5(417,841)
Other 21es L 1.14 (0 414-3 157) 30(210,835)
m i
hina 528Mk41 - | 0.59 (0.492-0.719) 4.1 (332, 4.34)
Eurnpe BEi11 —-— 065 (0.413-1 018) 75 (4.17, 10.25)
Onher 43153 —.—— 0.72 {03681 428) 6.1 (227, B.15)
ECOG performance-stafus score ]
0 1311166 — 0,56 (0.375-0.822) 42(230,6.24)
s lhll 528/639 - | 0.62(0517-0.752) 42(358, 5.98)
moking status |
C'urrent or former 4547561 - ! 0 55 (0. 445-0 668) 57 (4,14, 6.24)
Hewver 205244 - 0.78 (0 579-1.063) 28(2.10, 4.14)
L] Ll L] L] L] L] L L]
00 05 10 15 20 25 30 35
o Tislelizumab Docetaxel —
Subgroup No. of Events/ Hazard Ratie PFS
No. of Patients for Disease Progression (month) Median
@54 CT) @50 COTIS
i
sion in TC :
prjilis s T 045 (0 48¢-4 048 2248 &4
268417 - 0087 (0B64-1 127 331374 47104
g -7 048 {0 181-0 535 B1(417T.62
i . B3 A RTEh B33 gilgtd el
a2 SERERE SR
(i A 5 : 78 (0 617- 250214,
bt i5ad% My §R U IR
T E—— 2530 - | 066 (05400514 400333424
At 51274 - | 02 (03800 84 SR LARI
I Tpe = et al 71 - 0.62 (0.485-0.791 24(314,401
34343 - 061 En.-ms-o 'nsﬂ (%] E4.31, a.-nﬂ
st S5E/E82 - 058 En.am-o 599} 42 E}SB, ﬁ.{IB}
By 103123 —-— 080 (0517-1 226 40123 80
A%

d 7 S 0.55 (0.324-0.92 §3(552 1308
I, SEOMIT AR
A e RN BERS

g&” = 91106 - 0.53 (0.333-0.855 21(204, 401
3 ST0iE5a - 023 10212:0 %38 10T
L]

L] Ll L] L] L] L L]
DO OS5 1D 15 20 25 30 35
+ Tislelizumab Docetaxel —

Data source: ADSL ADTTE ADBASE. Data cutoff: 151UL2021. Data extraction: 220CT2021.

FFS
(momnth) Median
95% CHDOX

26(2.17,3.78)

23(2.10,3.78)
37(227.417)

24(2.14,338)
4.1(2.10,6.14)

24(2.14, 158)
4.1(2.17,4563)
6.2 (191, NE)

230214, 3.58)
4.1(2.17,5.78)
58(191,6.28)
22(1.91,4.11)
27(217,398)

25(2.14,3.78)
3.7 (207, 4.14)

PFS
(month) Median
(5% CDHDOX
ISR AN
Sitaie et
3t
3303040401
38615418
HEHT
37840317
X Rt B0
3161159
43y
3845 100
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Overall Survival in PD-L1-Negative Analysis Set (<25% PD-L1 positivity)

Table 33. Analysis of overall survival (PD-L1-Negative analysis set, (<25% PD-L1 positivity)) (Study 303)
(DCO: 15JUL2021) - exploratory analysis

Tislelizumahb Docetaxel
(N=30T7) {N=1512)
Owerall Survival
Dieath, n (%) 223 (72.6) 117 (77.0)
Censored, n (%) 4 (27.4) 35(23.0)
Ongoing in the Study 73 (23.8) 26(17.1)
Withdrawal by Subject 3(L.0) Ti{4.6)
Lost to Follow-up T(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 (0618, 0.970)
One-sided unstratified log-rank test P-value 0.0219
Unstratified Hazard Ratio (95% CI) 0.79 (0,635, 0.994)
Owerall Survival (month)
Median (95% CI) 15.2(13.44, 17.61) 12.3 ({9.26, 14.26)
Q1 (95% CI) 7.2(6.05, 8.94) 6.5 (4.53, 7.52)
Q3 (95% CI) 28.6 (24.94, NE) 24,1 (19.81, 28.62)

Data Source: ADSL ADTTE. Data cutoff: 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 method of Brookmeyer and Crowley.
Event free rates were estimated by Kaplan-Meier method with 95% Cls estimated using the Greenwood's formula.

Docetaxel arm was the reference group for hazard ratio.

* Srratified by stratification factors: histology (squamous versus non-squamous) and lines of therapy (second versus third).
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Objective Response Rate by smoking status, gender and brain metastases

Table 34. Analysis of confirmed objective response rate per RECIST version 1.1 by Investigator by smoking
status, gender, and brain metastasis (ITT analysis set) (Study 303) (DCO 15JUL2021)

Objective Response Rate

n (%)
(95% CI)
Tislelizumab Docetaxel Total
Smoking status
Former (n=492) 61/323 (18.9) 5/169 (3.0) 66/492 (13.4)
(14.76, 23.59) (0.97, 6.77) (10.53, 16.75)
Current (n=69) 13/50 (26.0) 2/19 (10.5) 15/69 (21.7)
(14.63, 40.34) (1.30, 33.14) (12.71, 33.31)
Never (n=244) 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
Male (n=622) 90/416 (21.6) 7/206 (3.4) 97/622 (15.6)
(17.77, 25.91) (1.38, 6.88) (12.83, 18.69)
Female (n=183) 17/119 (14.3) 3/64 (4.7) 20/183 (10.9)
(8.55, 21.88) (0.98, 13.09) (6.80, 16.37)
Brain metastasis
Yes (n=57) 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)

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 35. Summary of efficacy for BGB-A317-303 (Study 303)

Title: A Phase 3, open-label, multicentre, 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

Study identifier

BGB-A317-303; EudraCT number 2018-000245-39, RATIONALE 303

Design Phase III, multicentre, randomised (2:1), open-label study comparing tislelizumab
monotherapy versus docetaxel
Duration of main phase: 30-Nov-2017 - Ongoing (data cut-off for interim
analysis: 10-Aug-2020; final analysis: 15-July-2021)
The interim and final analyses were conducted when
the predefined death events had been observed for
the efficacy and safety evaluations. Results for the
final analysis are presented in this submission.
The study will continue until the last patient has died,
becomes lost to follow-up, or withdraws from study,
or until Sponsor decides to terminate the study.
Duration of Run-in phase: Not applicable
Duration of Extension phase: Not applicable
Hypothesis Superiority
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Treatments groups

Tislelizumab

200 mg IV Q3W / n = 535

Endpoints and definitions

Docetaxel 75 mg/m? IV Q3W / n = 270

Primary endpoint |OS 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 =25% of tumour cells with
PD-L1 membrane staining via Ventana SP263 assay)

Secondary PFS Time from the date of randomisation to the date of

endpoint 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

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
95% CI 15.24, 19.09 9.63, 13.54
PD-L1 = 25%
Number of patients 227 115
mOS (months) 19.3 11.5
95% CI 16.5, 22.6 8.2, 13.5
Effect estimate per ITT Comparison groups Tislelizumab vs. docetaxel

comparison

HR 0.66
95% CI 0.56, 0.79
p-value <0.0001

PD-L1 = 25%

Comparison groups

Tislelizumab vs. docetaxel

HR

0.53

Assessment report
EMA/294229/2024

Page 79/229




95% CI

0.41, 0.70

Notes

Not applicable.

Analysis description

Secondary endpoint analysis - PFS in ITT and PD-L1 positive subgroup

Analysis population and
time point description

ITT and PD-L1 positive analysis set

Descriptive statistics and
estimate variability

Treatment group Tislelizumab Docetaxel
ITT

Number of patients 535 270
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

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
time point description

ITT and PD-L1 positive analysis set

Descriptive statistics and
estimate variability

Treatment group Tislelizumab Docetaxel
ITT

Number of patients 535 270
ORR CR+PR (%) 112 (20.9) 10 (3.7)
95% CI 17.56, 24.63 1.79, 6.71
PD-L1 = 25%

ORR CR+PR (%) 34.4 7.0
95% CI 31.13, 44.09 3.05, 13.25

Notes

Not applicable.

Analysis description

Secondary endpoint analysis - DOR (Unconfirmed Response) in ITT and PD-L1

positive subgroup
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Analysis population and |ITT and PD-L1 positive analysis set
time point description

Descriptive statistics and |Treatment group Tislelizumab Docetaxel
estimate variability
ITT
Number of patients 535 270
mDOR (months) 13.5 6.0
95% CI 8.54, 19.58 2.10, 7.16

PD-L1 = 25%

Number of patients 227 116

mDOR (months) 11.9 4.2

95% CI 8.31, 19.85 0.56, 6.05
Notes Not applicable.

Clinical studies in special populations

Table 36. Analysis of OS, PFS and confirmed ORR by age group (Study 303) (DCO: 15JUL2021)

<65 years 5 - <75 years =75 years
Tislelizumab Docetaxel Tislelizumal Docetaxel Tislelizumab, Docetaxel
(N = 364) (N = 180) {N =156) (N=T79) (N =15) {N=11)
Overall survival (month)
Median (35% CI) 17.6 (15.41, 20.57) 11.5(9.63,13.54) 17.2(13.44, 23.60) 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) 0.67 (0.461, 0.974) 0.91(0.289, 2.879)
Progression-Free Survival (month)
Median {95% Cl) 4.0 (2.76, 4.24) 23(2.10,3.78) 6.0 (4.14, 7.75) 37(223,421) 35(2.04, 8.31) 38(2.10,8.38)
Stratified HR (95% CI) 0,61 (0.493, 0.756) 0,55 (0.387, 0.770) 1.22 (0.2371, 4.010)
Objective response rate
n (%) 65 (17.9) 7{3.9) 41 (26.3) 3(3.8) 1(6.7) 0 (0.0}
95% CI (14.06, 22.19) (1.58, 7.85) (19.57, 33.92) (0.79, 10.70} (0.17, 31.95) (0.00, 28.49)

In vitro biomarker test for patient selection for efficacy

Assay used: VENTANA PD-L1 (SP263)

Analytical Performance

Cut-off TC25%
Sensitivity and Specificity

Analytical sensitivity and specificity of the VENTANA PD-L1 (SP263) CDx Assay is assessed by
immunoreactivity testing on various normal and neoplastic tissues. The normal tissues were evaluated for
the presence of any specific epithelial membrane staining. Neoplastic tissues were evaluated for tumour
cell membrane staining and tumour-associated immune cell staining.
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Repeatability and Intermediate Precision

Table 37. Repeatability and intermediate precision study of VENTANA PD-L1 (SP263) CDx assay on NSCLC
tissue specimens - 25% TC cutoff

Overall Percent Agreement

Repeatability/ Precision

(95%Cl)
Intra-Day Repeatability 100.0%
(within a single day) (96.9-100.0)
Inter-Day Precision 99 2%
(5 non-consecutive days) (97.0-99.8)
Inter-Instrument Precision 98.6%
(across 3 ULTRA instruments) (95.1-99.6)

Lot-to-Lot Reproducibility

Table 38. 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 samples

Inter-and Intra-Reader Precision Studies
Table 39. Between and within reader precision of VENTANA PD-L1 (SP263) CDx assay staining of NSCLC -

25% TC cutoff

Reader Precision Average Positive Average Negative Overall Percent
(Average of all three Agreement Agreement Agreement
readers) (95% CIy* (95% CI)* (95% CI)*
. 96.6% 96.8% 96.7%
Inter-Reader Precision
(93.8-98.8) (93.9-98.9) (94 2-98.9)
. 96.2% 96.4% 96.3%
Intra-Reader Precision
(92.7-98 8) (93.0-98.8) (93.3-98.8)

" 2-sided 95% confidence intervals were calculated using the percentile bootstrap method from 2,000 bootstrap samples.

Clinical Performance

Tumour specimens from eligible patients were prospectively tested for PD-L1 expression by a central
laboratory. The study enrolled all eligible patients whose tissue was evaluable for expression testing,
regardless of PD-L1 expression status. The PD-L1 expression status remained blinded to BeiGene,
patients, and investigators and only open to the Independent Data Monitoring Committee (IDMC).

Determination of the 25% cutoff for the PD-L1 expression level was chosen based on: (1) durvalumab
studies in late-line NSCLC using the same PD-L1 kits with SP263 (Planchard et al 2016, Garassino et al
2017), and (2) NSCLC cohort data from Study 001 with tislelizumab. Both the durvalumab studies and
Study 001 for tislelizumab suggest that patients with PD-L1 > 25% had better clinical efficacy than PD-L1
< 25%. As such, the 25% PD L1 expression level was prespecified in the protocol to assess PD-L1
positive/negative status in Study 303. The 25% cutoff selection cannot be followed. The Applicant
explained that data from published durvalumab studies (performed with the same assay) were
considered. 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.
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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 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)

Not applicable.

Supportive study(ies)

Study 001

Study 001 was a Phase I open-label multiple dose study consisting of a Phase IA dose escalation and
dose-finding component to establish the MTD, if any, and RP2D(s) followed by a Phase IB component to
investigate the safety, tolerability, PK, and antitumour activity of tislelizumab in patients with advanced
tumours including NSCLC.

Phase IA consisted of 3 parts. Part 1 was a multicentre, open-label, multiple-dose, dose-escalation, FIH
study. Part 2 evaluated the safety and PK of 2 dosing schedules, once every 2 weeks vs. once every 3
weeks at selected doses. Part 3 evaluated the safety and PK of tislelizumab at a flat dose that did not
exceed the exposure as determined in Part 1. Part 2 and Part 3 also evaluated preliminary efficacy.

Phase IB was a multicentre, open-label, multiple-dose (repeated dosing), multiple-arm, indication
expansion study. The various arms of the study examined the potential efficacy, safety, and tolerability of
tislelizumab in patients with cancer who had previously failed standard of care therapies.

The patients with NSCLC (n = 49) were treated at 5 mg/kg dose in Q3W dosing schedule.
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Figure 35. Study design FIH study (Study 001)

Phase 1A Part1: Phase 1A Part2: Phase 1A Part 3
Dose Escalation Schedule Expansion® Fixed Dose Exploration™
| 0.5 mg/kg Q2W | | 2 mg/kg Q2W~ 20 pts
| 2 mglkg Q2W )/E:| 2 mg/kg Q3W~ 20 pts 200 mg Q3W
—>
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| 10 mg/kg @2W | '—--| 5 mgikg Q3W~ 20 pts
1, In sedect tumaors al fixed
" 1. In select Wwmors doses thal do nol excesd the
2. Other doses or schedules MTD
may be expanded 2. Conducted in paralel with
Fhase 18

Phase 1B:Indication Expansion

Expansion in ~ 330 patients with multiple tumor types:
Arm1:NSCLC

Arm 2: Ovarian cancer

Arm 3: Gastric cancer

Arm 4: HCC

Arm 5:HNSCC

Arm 6: Esophageal cancer

Arm7: TNBC

Arm 8: Cholangiocarcinoma

Arm 9: RCC, bladder, melanoma, Merkel-cell, sarcoma, GIST,
cuSCC or any othersolid tumorswith MSI-H or dMMR, such as
CRC or pancreatic cancer

Table 40. Summary of treatment response by investigator (Study 001, Phase 1B) (Safety analysis set)

[Overall Response Category Arm 1
NSCLC
N=49)
IORE. (CE. PR)
n (%) 6(12.2)
(Exact 95% CI) (4.63.24.77)

Best Overall Response — Confirmed, n (%)

CE. 0(0.0)
PR 61(12.2)
sD 23(46.9)
PD 13 (26.5)
Could not be determined 7(14.3)

IDCE. (CE. PE_ 5D)

n (%) 20 (50.2)

(Exact 95% CI) (44.21, 73.00)
ICBR. (CE_ PE_ durable SD)

1 (%) 17 (34.7)

(Exact 95% CT) (21.67, 49.64)
[ime to Response (days)

N 6

Mean (5D) 102.5 (51.02)

Median 91.0

Min, Max 62, 189
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Table 41. Tumour response by PD-L1 expression status (Study 001) (Safety analysis set)
GC EC HCC OC | NSCLC | INBC | CRC | HNSCC| UBC CC RCC
(N=54) | N=54) | (N=50) | N=51) | (N=49) | (N =21) | (N=21) | (N=20) | N=17) | N=18) | (N=16)

Overall Response Category
Overall ORR [1] (CR. PR)

n (%) T3] 61| 6{12.00] 5(98 | 6(122 0000 | 3¢143 | 315 | 5¢294| 0@m | 50613
(Exact 95% CT) (3.37. (4.19, (4.53, (3.26, (4.63, (0.00, (3.05, (3.21, (10.31, (0.00, (11.02,
24.90) 22.63) 2431 21.41) 24.77) 16.11) 36.34) 37.89) 35.96) 18.53) 58.66)
PD-L1 Expression Positive [2] 23 33 26 22 16 13 6 5 9 7 6
n (%) [3] 4174y 4(12.1)| 6(23.1)| 3(13.6)| 3(1BE)| 0(0.0) | 2(33.3)| 1(200)| 3(333)| 0(0.0) | 2(333)
(Exact 95% CT) (4.95, (3.40, (8.97, (291, (4.05, (0.00, (4.33, (0.51, (7.49, (0.00, (4.33,
38.78) 28.20) 43 65) 3491 45.65) 24.71) 77.72) 71.64) 70.07) 40.96) 71.72)
PD-L1 Expression Negative 22 16 19 22 21 6 12 13 7 5 9
n (%) [3] 1{4.5) 1(6.3) 0{0.0) 2(9.1) 2(9.3) 0(0.0) 1(8.3) 1(71.7) 1(143)] 0(0.0) | 3(33.3)
(Exact 95% CT) (012, (016, (0.00, (112, (1.17. (0.00, (021, (019, (036, (0.00, (749,
22 84) 3023) 17 63) 29 16) 3038) 4593) 38.48) 36.03) 37 87) 52.18) 70.07)
PD-L1 Expression Unknown 9 5 5 7 12 2 3 2 1 6 1
n (%) [3] 20222y 1¢20.0) 0{0.0) 0(0.0) 1(8.3) 0 (0.0} 0{0.0) 1(50.0) | 1{100.03] 0{0.0) 0{0.0)
(Exact 95% CT) (2.81, (0.51, (0.00, (0.00, (0.21. (0.00, (0.00, (1.26, (2.50, (0.00, (0.00,

60.01) 71.64) 52.18) 40.96) 38.48) 84.19) 70.76) 98.74) 100.00) | 4593) 97.50)
Source: Table 14.2 6a, Listing 16.2.6.1

Abbreviations: CC, cholangiocarcinoma, colorectal cancer, pancreatic cancer; CI, confidence interval; CR, complete response; CRC, colorectal carcinoma; EC,
esophageal cancer; GC, gastric cancer; HCC, hepatocellular cancer; HNSCC, head and neck squamous cell carcinoma; IC, immune cells; NSCLC, non-small cell
lung cancer; ORR. overall response rate; OC, ovarian cancer; PD-L1, programmed death ligand 1; PR_ partial response; 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) is based on the confirmed CR or PR according to RECIST, Response Evaluation Criteria in Solid
Tumors 1.1.

[2] GC: TC »=25% or [C=>=25% ; EC: TC ==25% or IC>=23%; HCC: TC ==1%; OC: TC ==25% or IC>=25%; NSCLC: TC ==25%; TNBC: IC/TA>=1%:;
CRC: TC==1%; HNSCC: TC==23%; UBC: TC »=25% or [C>=25%; CC: TC ==1%; RCC: IC/TA>=1%.

[3] Percentages are calculated based on the total number of patients in each sub-category.

Database lock 26 August 2020.

Study 102

Study 102 was a two-phase, non-randomised, Phase 1/2 study of tislelizumab monotherapy in Chinese
patients with advanced solid tumours.

The Phase 1 part of Study 102 was a multicentre and open-label study for the verification of tislelizumab
dosing regimen identified in Study 001.

Figure 36. Flow chart for Phase 1 (Study 102)

Subsequent cycles

Cycle |
; Y o Dav 2 x .
Day 1toDay 21l o1 Day 1 to Day 21 Follow-up

Screening | ! Dav 1 toDay28* | ! | | 30 days (=3 days)

Day -28 to Day -1* Once Everv 3 after the end of

Weeks Ireatment
Dosing on Day |
g admumstration

a Fresh tumour biopsy samples (optional) were collected within 42 days prior to the first dose of study drug if patients
had no archival tumour tissue samples. Other screening assessments were completed within 28 days prior to the first
dose of the study drug.

b The duration of the first cycle for the first 20 patients was 21 days, and DLT assessment was conducted in this
period; the duration of the first cycle for the remaining 48 patients was 28 days, which was performed for the PK
analyses of the products derived from 2 manufacturing processes and scales (500L-FMP versus 2000L-FMP).

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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Figure 37. Flow chart for Phase 2 (Study 102)

Subsequent
Pre- Cycle 1 — cycles 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 Weeks treatment

administration

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 (dMMR)
colorectal cancer; triple-negative breast cancer, head and neck squamous cell carcinoma, small cell neuroendocrine
carcinoma or other tumours with known MSI-H or dMMR; nasopharyngeal carcinoma (NPC); and hepatocellular
carcinoma including mixed hepatocellular and cholangiocellular carcinoma.

a Tumour samples and blood samples for detecting MSI or tumour samples for detecting MMR mutation status were
collected during pre-screening period (<8 weeks prior to screening period) from patients to be enrolled in Arm 8 when
their MSI/MMR mutation status was unknown.

b Fresh tumour biopsy samples were collected within 42 days prior to the first dosing if patients had no archival
tumour tissue samples. Other screening assessments were completed within 28 days prior to the first dose of the
study drug.

Objective response rate was a primary endpoint of the Phase 2 stage. There was no formal statistical
testing for the efficacy endpoints; the efficacy analyses were descriptive only. Response was based on
Investigators’ judgment according to RECIST v1.1. OS was also collected.
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/ 102)

Table 42. Baseline characteristics NSCLC population (Stud
NSCLC
Category (N=56)
Age(years)
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 (%2)
0 14 (25.0)
1 42 (75.00
Weight (kg)
n 56
Mean (SD) 65.25(12.01)
Median 64.00
QL,Q3 56.0,72.3
Min, Max 430,950
Alcohol Use, n (%)
Never 36 (64.3)
Irregular 12(214)
Prior regular use 8(143)
Current regular use 0
Cigarettes Use, n (%)
Never 23 (41.1)
Current 2(3.8)
Former 31(554)
Study Follow-up Duration (months) [1]
n 56
Mean (SD) 18.20 (12.34)
Median 19.60
Q1,.Q3 58,286
Min, Max 0.2,355
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Table 43. Analysis of confirmed disease response per RECIST v1.1 (Study 102)

NSCLC Melanoma ESCC GC vc NPC
Response Category (N=56) (IN=34) (N=16) (IN=24) (IN=22) (IN=11)
BOR per RECIST 1.1. n(%)
CR (Complete Response, confirmed) 0 0 0 0 0 0
PR (Partial Response, confirmed) 10(17.9) 6(17.6) 2(1.7) 4(16.7) 4(18.2) 10 (47.6)
SD (Stable Disease) 21(375) 7(20.6) 7(269) 2(83) 5(22.7) 7(333)
PD (Progressive Disease) 21(3735) 18 (52.9) 13 (50.0) 10 (41.7) 5(22.7) 4(19.0)
NE [1] 4(7.1) 3(8.8) 4(154) 8(333) 8(36.4) 0
Objective Response Rate (ORR=CR+FR). n(%) 10(17.9) 6(17.6) 2(7.7) 4(16.7) 4(18.2) 10 (47.6)
Exact 95% CI (8.9.304) (6.8.345) (09.251) | (47.374) (5.2.403) (25.7.70.2)
Objective Response Rate. unconfirmed (ORR=CR+PR). n(%) 10(17.9) 6(17.6) 2(1.7) 4(16.7) 4(18.2) 10 (47.6)
Exact 95% CI (8.9.304) (6.8.345) (00.251) | (47.374) (5.2.403) (25.7.70.2)
Clinical Benefit Rate (CBR=CR+PR~+Durable SD [2]). n(%) 30(53.6) 12(35.3) 7(26.9) 6(25.0) 8(36.4) 17 (81.0)
Exact 95% CI (39.7.67.0) (19.7,53.5) | (11.6.47.8) | (98.46.7) (17.2,59.3) (58.1. 94.6)
Clinical Benefit Rate (CBR=CR+PR+Durable 5D [3]). n(%) 20(51.8) 12(353) 7(269) 6(25.00 7(31.8) 17 (81.0)
Exact 95% CI (38.0.65.3) (19.7.53.5) | (11.6.47.8) | (98.46.7) (13.9.54.9) (58.1. 94.6)
Clinical Benefit Rate (CBR=CR+PR-+Durable 5D [4]). n(%) 19(33.9) 11(32.4) 4(154) 6(25.00 6(27.3) 13 (61.9)
Exact 95% CI (21.8.47.8) (174.505) | (44.349) | (98.46.7) (10.7. 50.2) (38.4.81.9)
Disease Control Rate (DCR=CR+PR+5D). n(%a) 31(554) 13 (38.2) 9(34.6) 6(25.00 9(40.9) 17 (81.0)
Exact 95% CI (41.5.68.7) 222,564) | (17.2.55.7) | (9.8.46.7) (20.7. 63.6) (58.1. 94.6)
Time to Response (Weeks)
n 10 6 2 4 4 10
Mean (SD) 11.87(4.405) | 18.17(11.398) | 8.86 (0.202) | 11.46 ( 4.465) | 1554 (13.167) | 18.00 (14.563)
Median 036 13.03 8.86 9.36 9.00 043
Q1. Q3 9.00.17.14 9.14.27.57 8.71.9.00 9.00, 13.93 8.86.22.21 9.00, 18.00
Min, Max 8.43.19.29 8.43.36.00 8.71.9.00 9.00, 18.14 8.86.35.29 8.86. 45.00

Among 56 patients with NSCLC, 33 (58.9%) patients had died as of the final data cutoff date. The median
OS was 22.1 months (95% CI: 10.1 to 33.5). The cumulative probability of OS at 12 and 24 months was
0.6 (95% CI: 0.4 to 0.7) and 0.5 (95% CI: 0.4 to 0.6), respectively.

Figure 38. Kaplan-Meier plot of overall survival (Study 102) (Safety analysis set)
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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 >10% of tumour cells with PD-L1 membrane
staining at any intensity. Response was observed regardless of PD-L1 expression levels. Of 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
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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).

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

Main study

Study 307 (BGB-A317-307): A Phase 3, Multicentre, Randomized Open-Label Study to Compare the
Efficacy and Safety of Tislelizumab Combined With Paclitaxel Plus Carboplatin or Nab Paclitaxel Plus
Carboplatin Versus Paclitaxel Plus Carboplatin Alone as First-Line Treatment for Untreated Advanced
Squamous Non-small Cell Lung Cancer

Study 307 is a Phase III, 3-arm, open-label, randomised, multicentre study, conducted solely in China,
designed to evaluate the efficacy and safety of tislelizumab in combination with carboplatin plus either
paclitaxel (Arm T+PC) or nab-paclitaxel (Arm T+nPC) vs. paclitaxel plus carboplatin alone (Arm PC) as
first-line treatment in 360 patients with Stage IIIB or IV squamous NSCLC. The study design schema is
depicted below. The enrolment period was from 30-July-2018 to 13-Jun-2019.

Figure 39. Study design (Study 307)
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Arm A = Arm T+PC; Arm B = Arm T+nPC; Arm C = Arm PC
Note: Patients with Stage 11IB disease were eligible for enroliment if their disease was not amenable to curative surgery or radiotherapy.

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

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
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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.

a. Patients who had received prior neoadjuvant, adjuvant chemotherapy, radiotherapy, or
chemoradiotherapy with curative intent for nonmetastatic disease must have experienced a disease-
free interval of > 6 months from the last dose of chemotherapy and/or radiotherapy prior to
randomisation.

Key exclusion criteria included:
1. Diagnosed with NSCLC that harbours an EGFR-sensitizing mutation or ALK gene translocation

2. Received any approved systemic anticancer therapy, including hormonal therapy within 28 days prior
to initiation of study treatment

3. Treatment with systemic immune-stimulatory agents (including but not limited to interferons,
interleukin 2, and tumour necrosis factor) within 4 weeks or 5 half-lives of the drug, whichever was
longer, prior to randomisation (prior treatment with cancer vaccines was allowed)

4. Active leptomeningeal disease or uncontrolled, untreated brain metastasis

a. Patients with a history of treated and, at the time of screening, asymptomatic CNS metastases
were eligible, provided they met all the following:

i. Brain imaging at screening showed no evidence of interim progression
ii. Had measurable disease outside the CNS, only supratentorial metastases allowed

iii. No ongoing requirement for corticosteroids as therapy for CNS disease; anticonvulsants at a
stable dose allowed

iv. No stereotactic radiation or whole-brain radiation within 14 days prior to randomisation

b. Patients with new asymptomatic CNS metastases detected at the screening scan must have
received radiation therapy and/or surgery for CNS metastases.

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 malighancy < 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)

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

b. Hypothyroidism (provided it was managed with hormone replacement therapy only)
c. Controlled celiac disease

d. Skin diseases not requiring systemic treatment (e.g., vitiligo, psoriasis, alopecia)
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e. Any other disease that was not expected to recur in the absence of external triggering factor

8. Any condition that required systemic treatment with either corticosteroids (> 10 mg daily of
prednisone or equivalent) or other immunosuppressive medication < 14 days before randomisation

® Treatments
Tislelizumab

Tislelizumab 200 mg was administered on Day 1 of each 3-week cycle, by intravenous infusion through
an intravenous line containing a sterile, nonpyrogenic, low-protein-binding 0.2 or 0.22 micron in-line or
add-on filter.

The initial infusion (Day 1 of Cycle 1) was delivered over 60 minutes; if it was well-tolerated, subsequent
infusions were to be administered over 30 minutes, which was the shortest period permissible for
infusion. Tislelizumab must not have been concurrently administered with any other drug.

As a routine precaution, after infusion of tislelizumab on Day 1 of Cycle 1 and Cycle 2, patients were
monitored for > 1 hour afterward in an area with resuscitation equipment and emergency agents. From
Cycle 3 onward, a monitoring period of > 30 minutes was required in an area with resuscitation
equipment and emergency agents.

Chemotherapy

Paclitaxel 175 mg/m?2 was administered 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 standard practice.

Nab-paclitaxel 100 mg/m2 was administered as an intravenous infusion over 30 minutes on Day 1,
Day 8, and Day 15 of each cycle for 4 to 6 cycles. All patients received the appropriate premedications
as per the local approved label and standard practice.

Carboplatin given at AUC 5 mg/mL/min was administered as an intravenous infusion over 15
minutes on Day 1 of each cycle, for 4 to 6 cycles immediately after paclitaxel or nab-paclitaxel.
Additional premedications were administered as per standard practice.

When clinically feasible, premedication with steroids was limited due to their immunomodulatory effects.

Table 44. Treatments (Study 307)

3 Frequency of Route of
Study drug Dose z X
administration administration
Tislelizumab|200 mg D1 of each cycle Intravenous
Paclitaxel (175 mg/m? Day 1 of each cycle Intravenous
Nab- ) D1, D8, and D15 of]
A 100 mg/m* Intravenous

paclitaxel = each cycle
Carboplatin [AUC 5 D1 of each cycle Intravenous

Abbreviations: AUC, area under the plasma or serum concentration-time curve
Note: Treatment of paclitaxel or nab-paclitaxel was determined at randomisation.

Chemotherapy was administered on a 3-week cycle.

Tumour assessments were conducted every 6 weeks for the first 6 months, then every 9 weeks for the
remainder of the first year, then every 12 weeks until disease progression.
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e Objectives

Assess the efficacy and safety of tislelizumab in combination with chemotherapy as 1L treatment of
squamous NSCLC.

e Outcomes/endpoints
Primary Efficacy Endpoint

Progression Free Survival (per IRC)

To compare the PFS as assessed by the Independent Review Committee (IRC) per Response Evaluation
Criteria in Solid Tumours (RECIST) v1.1 in an Intent-to-Treat (ITT) Analysis Set between tislelizumab
either combined with paclitaxel + carboplatin (Arm A) or combined with nab-paclitaxel + carboplatin (Arm
B) and paclitaxel + carboplatin alone (Arm C) in patients with untreated Stage IIIB or Stage IV (as
classified according to American Joint Committee Cancer 7th Edition of Cancer Staging Manual) squamous
NSCLC.

Secondary Efficacy Endpoints

Overall Survival

To compare OS between tislelizumab combined with paclitaxel + carboplatin or nab-paclitaxel +
carboplatin and paclitaxel + carboplatin alone in the ITT Analysis Set.

Progression Free Survival (per investigator)

To compare PFS as assessed by the investigator per RECIST v1.1 between tislelizumab combined with
paclitaxel + 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.

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 + carboplatin or nab-
paclitaxel + carboplatin compared with paclitaxel + carboplatin alone.

To evaluate the correlation between PD-L1 expression levels by immunohistochemistry and antitumour
activity of tislelizumab combined with paclitaxel + carboplatin or nab-paclitaxel + carboplatin.

e Sample size

The sample size calculation was based on the number of PFS events required to demonstrate the PFS
superiority of Arm A or Arm B to Arm C in the ITT Analysis Set, respectively. Exponential distribution was
assumed for PFS. Estimates of the number of events required to demonstrate efficacy with regards to PFS
were based on the following assumptions:
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1. A one-sided a of 0.025 and 80% power to detect a HR of 0.65, corresponding to an
improvement in median PFS from 6 months to 9.2 months, in the PFS of A versus C comparison.

2. A one-sided a of 0.025 and 80% power to detect a HR of 0.65, corresponding to an
improvement in median PFS from 6 months to 9.2 months, in the PFS of B versus C comparison.

3. One planned interim analysis for both A versus C and B versus C comparisons when ~75% of
the targeted PFS events have occurred, with Lan-DeMets O'Brien-Fleming approximation spending
function.

4. Dropout rate of 5% per 12 months in PFS evaluation

With these assumptions, a total of approximately 173 PFS events were planned to be required for each
primary comparison of Arm A versus Arm C or Arm B versus Arm C at final analysis for PFS. Assuming
342 patients were to be enrolled and randomised at a 1:1:1 ratio over a 11.5-month period at a steady-
state enrolment rate of 40 patients per month and enrolment ramp up duration of six month, i.e.,
enrolment rate of 10 patients per month from study Month 0 to Month 2, 20 patients per month from
Month 2 to Month 4, 30 patients per month from Month 4 to Month 6, and 40 patients per month
afterwards.

e 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.
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 per the
protocol, for whom any postdose PK data were available.

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 postbaseline
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 CT/MRI, if possible, to
correlate radiographic findings with the clinical findings. If a clinical determination of progression for a
patient was confirmed, the date of the CT/MRI scan was planned to be considered as the progression date
for that patient.

Assessment report
EMA/294229/2024 Page 93/229



PFS per the IRC was planned to be compared between tislelizumab combined with paclitaxel + carboplatin
(Arm A) and paclitaxel + carboplatin (Arm C), and between tislelizumab combined with nab-paclitaxel +
carboplatin (Arm B) and paclitaxel + carboplatin (Arm C), using stratified log-rank test methodology. The
two primary hypothesis tests were formed as follows:

One-sided testing of PFS superiority of Arm A to Arm C:

The null hypothesis to be tested is: HO: PFS in Arm A < PFS in Arm C
Against the alternative hypothesis: Ha: PFS in Arm A > PFS in Arm C

One-sided testing of PFS superiority of Arm B to Arm C:

The null hypothesis to be tested is: HO: PFS in Arm B < PFS in Arm C
Against the alternative hypothesis: Ha: PFS in Arm B > PFS in Arm C

The p-values 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% CIs. 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.

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 documented
disease progression, or death from any cause, whichever occurs first, as determined per RECIST v1.1 in
the ITT Analysis Set. Similar methodology used to evaluate PFS per the IRC were 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 resp. per the investigator (confirmation not required according to RECIST v1.1) was
planned to be defined as the proportion of patients who had a CR or PR as assessed by the IRC resp. per
the investigator per RECIST v1.1 in all randomised patients with measurable disease at baseline. Patients
without any postbaseline assessment were planned to be considered non responders. The difference in
ORR per the IRC and per the investigator between Arm A versus Arm C and Arm B versus Arm C 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 strata. The two-sided 95% CIs for the odds ratio and the
difference in ORR were planned to be calculated, as well as Clopper-Pearson 95% CIs for the ORR within
each arm.
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Duration of Response per the IRC and per the Investigator

DOR per the IRC resp. per the Investigator is 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
resp. as assessed by the investigator using RECIST v1.1, or death from any cause, whichever occurs first.
Data for patients who are alive and who 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 occurrence of the objective response (CR or PR), DOR was planned to
be 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. Comparisons between
treatment arms were planned to be made using the stratified and unstratified log-rank test for descriptive
purposes only.

Health-Related Quality of Life

Summary 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.

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 one-sided alpha of
0.025, until the first non-rejection. The alpha allocation algorithm is described below:

Figure 40. Type I error control scheme (Study 307)
1-sided @ = 0.025

l

[ PFS of Avs C ]

If PFS of A vs C is positive, @ = 0.025

.

[ PFS of B vs Cj
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Interim Analyses

One interim efficacy analysis of PFS was planned in each comparison performed in the ITT

Analysis Set. For the PFS endpoint, the interim efficacy analysis was planned to be performed after
approximately 130 PFS events (75% of the target number of approximately 173 PFS events) would have
been observed in each comparison of A versus C or B versus C. It was estimated that it would take
approximately 17 months to accumulate the required number of PFS events. The final analysis for

PFS was planned to be performed after approximately 173 PFS events have been observed and it was
estimated that this would occur at approximately 24 months after the first patient was randomised.

An independent statistical review was planned to be conducted to determine if the required number of
events had occurred in two arms of A vs C or B vs. C. If the time of observing the targeted number of
events in each comparison was different from each other, the analysis could be separate.

The interim boundary was based on Lan-DeMets O'Brien-Fleming approximation spending function.

The interim and final analyses timing and stopping boundaries for PFS are summarised in Table 45 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.

Table 45. Analysis timing and stopping boundaries for PFS in each of the primary testing at one-
sided a=0.025 (Study 307)

} Expected Testing boundary
) e 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 23.8 0.0221 0.7364

Subgroup Analyses

Subgroup analysis of primary endpoint of PFS per the IRC were planned to be conducted to determine
whether the treatment effect is consistent across various subgroups, and the HR estimates of PFS and its
95% CI were planned to be estimated and plotted within each category of the following variables: PD-L1
expression in TC (> 50% TC versus 1% to 49% TC versus < 1% TC), Stage (IIIB versus IV), age (< 65
versus > 65 years), gender (female versus male), ECOG PS (0 versus 1), and smoking status (former
versus current versus never).
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Results

e Participant flow
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Table 46. Patient disposition and reasons for discontinuation (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 (%)
Number of Patients Randomized 120 (10009119 (10009121 (100.0)360 (100.0)
Patients Randomized, but not Treated 0(0.0) 1(0.8) 4(3.3) 5(1.4)
Number of Patients Treated 120 (100,09 118 (99.2) [ 117 (96.7)| 355 (98.6)
Number of Patients Discontinued from All Study | 89 (74.2) | 84 (70.6) | 117 (96.7) | 290 (80.6)
Drugs
Primary Reason for Treatment
Discontinuation
Progressive Disease 54(45.0) [ 51{429) | 9(74) [114(3LT)
Complete Chemotherapv 1 *(0.8) 0(0.0) 81 (66.9) | 82(22.8)
Adverse Event 16(13.3) | 14(11.8) [ 16(13.2) | 46 (12.8)
Voluntary Withdrawal 9(7.5) 11(9.2) 8 (6.6) 28 (7.8)
Physician Decision 5(4.2 5(4.2) 2(L.7) 12(3.3)
Start of a New Anticancer Therapy 1 (0.8) 1 (0.8) 0(0.0) 2 (0.6)
Lost to Follow-Up 1 (0.8) 0 (0.0) 0 (0.0) 1 (0.3)
Non-Compliance with Study Drug 0({0.0y 0 {0.0) 1 (0.8) 1 {0.3)
Other 2({L.7) 2(L7) 0{0.0) 4(1.1)
Number of Patients Remained on Treatment " 31({25.8) | 34 (28.6) 0(0.00 65 (18.1)
Number of Patients Discontinued from Study 51 (42.5) | 52(43.7) | 68(56.2) | 171 (47.5)
Primary Reason for Study Discontinuation
Death 48 (40.0) | 47 (39.5) | 52 (43.0) | 147 (40.8)
Voluntary Withdrawal 3(2.5) 4(34) [ 1401L6) ] 21(58)
Lost to Follow-Up 0(0.0) 0 (0.0) 1 (0.8) 1 (0.3)
Other 0(0.0) 1 (0.8) 1 (0.8) 2(0.6)
Number of Patients Remained on Study 09 (57.5) | 67(56.3) | 53 (43.8) | 189(52.5)
Study Follow-up Time (Months) *
Median 16.97 17.15 16.13 16.66
Min, Max 1.0,26.1 | 0.1,242 | 0.1,23.5 | 0.1, 26.1

Source: ADSL. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.

Abbreviations: PC, Paclitaxel+Carboplatin; T+PC, Tislelizumab+Paclitaxel+Carboplatin; T+nPC, Tislelhizumab+mab-
Paclitaxel+Carboplatin.

Primary reason for treatment discontinuation referred to primary reason for the discontinuation of the last study drug
administered.

® Recruitment

This study is ongoing (start date 20-Jul-2018). Patients were enrolled in 43 centres in China. Median
follow up time at final analysis (DCO: 30 September 2020): 16.7 month.
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e Conduct of the study
Amendment 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

e Updated contents of interim analysis and sample size consideration by adjusting O’Brien-Fleming
boundary per Centre 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)
¢ Added details for serum CK and creatine kinase cardiac muscle isoenzyme testing

¢ Updated the diagnostic tests and treatment for myocarditis (irAE evaluation and management)
Amendment 2.0 (dated 14 December 2018)

e Clarified the criteria for squamous NSCLC staging in the primary objective
e Updated the inclusion criteria to allow patients with unevaluable PD-L1 status to participate in this study

e Added prophylaxis antiviral therapy for patients with inactive HBsAg, treated and stable hepatitis B
(HBV DNA < 500 IU/mL) to permitted concomitant medications

¢ Added the guidance on pulmonary function assessment
e Clarified the safety assessment schedule for patients who crossed over to tislelizumab monotherapy

¢ Incorporated the changes made in addendum to protocol amendment 1.0 and updated the information
regarding serum CK and creatine kinase cardiac muscle isoenzyme testing

Amendment 3.0 (dated 16 August 2019)

e Updated the statistical method to control overall Type I error for hypothesis tests of PFS in each
comparison of Arm A versus Arm C or Arm B versus Arm C

e Changed HR assumption of PFS from 0.6 to 0.65, and increased the number of PFS events at both
interim and final analyses

e Changed the method for HRQoL analysis from model-based method to descriptive method
e Updated the tumour assessments for treatment beyond progression and for crossover

¢ Added biomarker sample collection procedure for patients who cross over to tislelizumab monotherapy
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e Updated the definition of study termination

e Baseline data

Table 47. 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 (%)
ee (years)
Median 60.0 63.0 62.0 62.0
Min, Max 41, 74 38,74 34,74 34,74
ee Group, n (%)
< 65 years 81 (67.5) | 67(56.3) | 85(70.2) |233 (64.7)
= 65 years 39(32.5) | 52(43.7) | 36(29.8) | 127 (35.3)
BMI (kg/m"2)
Median 22.27 22.41 22.29 22.29
Min, Max 169,349 |174,31.9|152, 296 | 15.2, 349
Sex, n (%)
Male 107 (B9.2) | 112 (94.1) [ 111 (91.7)|330(91.7)
Female 13(10.8) | 7(5.9) 10(8.3) | 30(8.3)
ECOG Performance Status, n (%)
0 31(25.8) | 22 (18.5) | 32 (26.4) | 85 (23.6)
1 89(74.2) | 97 (8BLS5) | 89 (73.6) |275(764)
Smoking Status, n (%)
Never 24 (20,00 | 12 (10.1) | 23 (19.00 | 59 (16.4)
Current 24(20.0) | 21(17.6) | 27 (22.3) | 72 (20.0)
Former T2(60.0) | 86(72.3) | 71 (58.7) |229 (63.6)
Baseline Target Lesions Sum of Diameters by
[nvestigator (mm)
Median 77.20 82.70 83.00 80.50
Min, Max 17.1,205.3|15.0, 207.1{15.0, 196.0{15.0, 207.1
Current Disease Stage, n (%)
111B AB(3L.T) | 40(33.6) | 44 (36.4) | 122 (33.9)
I 82 (68.3) | 79(66.4) | 77 (63.6) | 238 (66.1)
PD-L1 Expression in Tumor Cell, n (%)
<% " 48 (40.0) | 47 (39.5) | 49 (40.5) | 144 (40.0)
1 %-49% 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 Anticancer Drug Therapy. n (%) 12 (10.0) | 10{8.4) 7(5.8) 29 (8.1)
Type of Prior Anticancer Drug Therapy. n (%) ™
Adjuvant 10(83.3) | 4(40.0) [ 4(57.1) | 18 {62.1)
Neoadjuvant 1 {8.3) 6(60.0) | 2(28.6) | 9(31.0)
Locally Advanced 0 0.0y 1 (10.0) 1(14.3) 2{6.9)
Metastatic 1 (8.3) 0 (0.0) 0(0.0) 1(3.4)
Patients with any Prior Anticancer Surgeries, n (%) 12(10.0) | 9(7.6) B (6.6) 29 (8.1)
Patients with any Prior Anticancer Radiotherapy, n (%) 514.2) 6 (5.0) 5(4.1) 16 (4.4)

Sowrce: ADSL., ADBASE. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.
Abbreviations: PC, Paclitaxel+Carboplatin: T+PC, Tislelizumab+Paclitaxel+Carboplating T+#PC, Tislelizumab+mab-

Paclitaxel+Carboplatin.

*There were 6 patients with not evaluable PD-L1 status in the < 1% subgroup: 1 n Arm T+PC, 1 in Arm T+aPC, 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.
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Table 48. Disease 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 (%)
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 (99.4)
Mixed Adeno-Squamous 0 (0.0) 0(0.0) 0 (0.0) 0(0.0)
Other 0 (0.0) 1(0.8) 1 (0.8) 2 (0.6)
Baseline Target Lesion Location. n (%) °
Lung 111(92.5)|110(92.4)|112(92.6)] 333 (92.5)
Bone 0 (0.0) 1(0.8) 0 (0.0) 1(0.3)
Liver 1102 | 11092 | 758 | 29(8.1)
Other © 64 (53.3) | 68 (57.1) | 69 (57.0) | 201 (55.8)
Location of Distant Metastases. 1 (%) °
Bone 24 (20.0) | 16 (13.4) | 21 (17.4) | 61 (16.9)
Liver 15(12.5) | 15(12.6) | 14 (11.6) | 44 (12.2)
Brain 2(1.7) 3(2.5) 1(0.8) 6(1.7)

Source: ADSL, ADBASE. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.
Abbreviations: PC, Paclitaxel+Carboplatin; T+PC, Tislelizumab+Paclitaxel+Carboplatin; T+nPC, Tislelizumab+nab-

Paclitaxel+Carboplatin.
 Study Entry date referred to randomization date 1n this study.

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

¢ Other included brain, lymph node, muscle, peritoneum, pleura, soft tissue, and other types of lesions not specified.

¢ Numbers analysed

Table 49. Analysis Sets (Study 307) (DCO: 30SEP2020)

T+PC T+aPC PC Total
(N=120) (N=119) (N=121) (N = 360)
n (%) n (%) n (%) n (%)
ITT Analvsis Set 120 (100.0) 119 (100.07) 121 {100.0) 360 (100.0)
Bafety Analysis Set 120 ( 100.0) 118 (99.2) 117 (96.7) 3155 (98.6)
PK Analysis Set 120 (100.0) 118 (99.2) NA 238 (66.1)
HRQoL Analysis Set 120 ( 100.0) 118 (99.2) 117 {96.7) 3155 (98.6)

Source: ADSL. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.
Abbreviations: MA, not applicable; PC, Paclitaxel+Carboplatin; T+PC, Tislelizumab+Paclitaxel+Carboplating T+aPC,

Tislelizumab+nab-Paclitaxel+Carboplatin.

® Outcomes and estimation

The efficacy 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).
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Primary Endpoint

Progression Free Survival

Table 50. Analysis of Progression-Free Survival per RECIST version 1.1 by Independent Review
Committee (ITT Analysis Set) (Study 307) Interim Analysis (DCO: 06DEC2019)

value *

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

Stratified Hazard Ratio (95% CI) °

0.483 (0.340, 0.686)

0.450 (0.316, 0.642)

Progression-Free Survival (month)

Median (95% CI)

7.6(5.95.9.79)

5.4 (4.21.5.59)

Q1 (95% CT)

4.4 (3.06.5.52)

4.0(2.73.4.14)

Q3 (95% CI)

NE (10.41, NE)

7.4 (5.78, 7.66)

Event Free Rate at. % (95% CI)

3 month (95% CI)

83.7 (75.69. 89.31)

88.5 (80.95.93.13)

77.2 (67.91, 84.13)

6 month (95% CI)

59.1 (49.16. 67.76)

58.4 (48.26. 67.27

32.5 (22.79, 42.58)

9 month (95% CT)

41.7 (30.94, 52.09)

47.2 (36.46. 57.17)

13.5 (6.66, 22.78)

12 month (95% CI)

32.4(19.99. 45.49)

35.7 (23.07.48.47)

NE (NE. NE)

Source: ADSL, ADTTE. Data cuteff: 06DEC2019. Data extraction: 07JAN2020.
Abbreviations: T+PC. Tislelizumab+Paclitaxel+Carboplatin: T+#PC. Tislelizumab+nab-Paclitaxel+Carboplatin: PC,

Paclitaxel+Carboplatin: NE. not estimable.

Medians and other quartiles were estimated by Kaplan-Meter method with 95% CIs estimated using the method of Brookmeyer

and Crowley. Event free rates were estimated by Kaplan-Meier method with 93% CIs estimated using the Greenwood's formula.

Paclitaxel+Carboplatin was the reference group for hazard ratio. * Stratified by stratification factors: disease stage (IIIB versus
IV) and PD-L1 expression i tumor cell (= 50% TC versus 1%-49% TC versus <1% TC).
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Table 51. Analysis of Progression-Free Survival per RECIST version 1.1 by Independent Review Committee
(ITT Analysis Set) (Study 307) Final Analysis (DCO: 30SEP2020)

T+PC T+nPC PrC
(N =120) (N=119) (N=121)
Progression-Free Survival
Events, n (%) 80 (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)
No Postbaseline Tumor 1(0.8) 4(34) 9(7.4)
Assessment
New Anticancer Therapy 5(4.2) B (6.7) 13(10.7)
Death or Progression after 1(0.8) 3(2.5) 4(3.3)
Missing 2 or More Consecutive
Tumor Assessments
(One-sided stratified log-rank test <0.0001 <0.0001

p-value *
Stratified Hazard Ratio (95% CI) * 0.450(0.326, 0.619) | 0.428 (0.308, 0.595)
Progression-Free Survival (months)

Median (95% CI) 7.7(6.74, 10.41) 9.6 (7.39, 10.78) 55(4.21,5.59)
Q1 (95% CI) 4.7(3.61,5.52) 4.3 (4.14,5.55) 4.0(2.76,4.17)
Q3 (95% CI) 20.0 (14.69,23.13) | 19.9(11.99, NE) 7.6 (6.54, 7.66)
Event Free Rate at, % (95% CI)

3 months (95% CI) 84.6 (76.70, 90.02) | 89.4 (82.03,93.82) | 77.5 (68.25, 84.31)
6 months (95% CI) 60.7 (51.10, 68.98) | 61.8 (51.99, 70.15) | 35.1 (25.51, 44.86)
9 months (95% CI) 47.8 (38.28, 56.68) | 52.4 (42.64, 61.30) | 15.4 (8.80,23.76)
12 months (95% CI) 36.5(27.58,45.44) | 33.1(24.21,42.26) | 9.5(4.48,16.79)
18 months (95% CI) 29.4(20.79, 38.42) | 27.1 (18.70, 36.24) | 6.8 (2.66, 13.58)
24 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, Paclitaxel+Carboplatin; T+PC, Tislelizumab+Paclitaxel+Carboplatin; T+nPC,
Tislelizumab+nab-Paclitaxel-+Carboplatin.

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 Greenwood's formula.
Paclitaxel+Carboplatin was the reference group for hazard ratio.

* Stratified by stratification factors: disease stage (I1IB versus IV) and PD-L1 expression in tumeor cell (= 50% TC versus
1%-49% TC versus <1% TC).
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Figure 41. 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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Source: ADSL. ADTTE. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.
Abbreviations: PC, Paclitaxel+Carboplatin; T+PC. Tislelizumab+Paclitaxel+Carboplatin: T-nPC, Tislelizumab-+nab-
Paclitaxel+Carboplatin.
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Secondary endpoints

Overall Survival

Table 52. Analysis of Overall Survival (ITT Analysis Set) (Study 307) Final Analysis (DCO: 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) 434 14 (11.6)
Lost to Follow-up 0(0.0) 0(0.0) 1(0.8)
Study Discontinuation 0(0.0) 1(0.8) 1(0.8)
Due to Other Reasons
Stratified Hazard Ratio (95% 0.678 (0.455, 1.010) | 0.752(0.504, 1.120) -
cn*
Overall Survival (months)
Median (95% CI) 22.8(19.09, NE ) NE (18.56. NE) 20.2 (15.97, NE)
Ql (95% CI) 11.2 (9.66, 14.82) 12.8 (9.63. 16.76) 11.4(8.11,13.37)
Q3 (95% CI) 26.1 (NE, NE) NE (NE, NE) NE (NE. NE)
Event Free Rate at, % (95% CI)
3 months (95% CI) 97.5 (92.37, 99.18) 97.4(92.20.99.16) | 95.7 (90.01, 98.19)
6 months (95% CI) 92.4 (85.88, 95.96) 93.9 (87.70,97.06) | 89.4 (82.13, 93.86)
9 months (95% CI) 89.0 (81.79, 93.45) 84.3(76.21,89.79) | 81.0(72.30,87.17)
12 months (95% CI) 72.7 (63.70, 79.87) 77.3(68.42,83.90) | 71.4(61.91,79.00)
15 months (95% CI) 66.7 (57.42, 74.47) 69.4 (60.01, 76.93) | 62.9 (5298, 71.25)
18 months (95% CI) 63.2 (53.77,71.24) 62.0 (52.10, 70.40) | 55.7 (45.27. 64.83)
21 months (95% CI) 58.6 (48.46, 67.46) 52.8(41.42,63.03) | 43.1 (31.18, 54.42)
24 months (95% CI) 48.9 (28.94. 66.11) 52.8(41.42.63.03) NE (NE. NE)
Follow-up Time (months)
Median (95% CI) 18.8 (17.94. 20.27) 18.9 (18.04, 20.50) | 18.1(17.31,20.01)

Source: ADSL, ADTTE. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.

Abbreviations: PC, Paclitaxel+Carboplatin; T+PC, Tislelizumab+Paclitaxel+Carboplatin; T+aPC,
Tislelizumab+nab-Paclitaxel+Carboplatin.
Median follow-up time was estimated by the reverse Kaplan-Meier method. One-sided p-value was estimated from log rank test

for descriptive purpose only. 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. Paclitaxel+Carboplatin arm was the reference group for hazard ratio.
* Stratified by stratification factors: discase stage (I1IB versus IV) and PD-L1 expression in tumor cell (= 50% TC versus 1%-

49% TC versus <1% TC).

Figure 42. Kaplan-Meier Plot of Overall Survival (ITT Analysis Set) (Study 307) Final Analysis (DCO:

30SEP2020)
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Arm T+nPC vs Arm PC Fvenis Median
(%) (95% CI)

o0 1 T+nPC 47(39.5) NE (186, NE)
g0 - PC 52(43.0) 202 (16.0, NE)
70 4

60

Overall Survival (%)
LY. ]
[ =]
1

40 -

30

20 4

10 4 —s— T+npc
——f—— FC
u L] T T L] T T L] T T
0 3 6 9 12 15 18 21 24 n
Months
Number At Risk:

T4+nPC 119 113 107 o4 33 9 45 20 2 0
PC 121 108 25 23 75 a5 33 13 a a

Source: ADSL. ADTTE. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.
Abbreviations: PC. Paclitaxel+Carboplatin; T+PC. Tislelizumab+Paclitaxel+Carboplatin: T+nPC.
Tislelizumab+nab-Paclitaxel+Carboplatin.

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 %.

Figure 43. Kaplan-Meier plot of overall survival (ITT Analysis Set) (Study 307) Updated data
(DCO: 15JUL2022)
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T+nPC vs PC
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Progression-Free Survival (per Investigator)

Table 53. 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 (65.0) 79 (66.4) 88 (72.7)
Progressive Disease 70 (58.3) 73 (61.3) 82 (67.8)
Death 8(6.7) 6(3.0) 6 (5.0)
Censored. n (%) 42 (35.0) 40 (33.6) 33(27.3)

Stratified Hazard Ratio (95% CI) *

0.341 (0.245.0.473)

0.403 (0.289. 0.564)

Progression-Free Survival (months)

Median (95% CI)

9.6 (7.62. 11.76)

9.9(8.57.11.86)

5.5 (4.21. 5.65)

Q1 (95% CD)

5.7 (5.32.7.52)

5.6 (4.30. 7.39)

4.0 (2.83.4.14)

Q3 (95% CI)

23.2(14.52.23.16)

18.0 (14.36. NE)

7.6 (6.97. 7.66)

[Event-Free Rate at. % (95% CI)

3 months (93% CI)

92.1 (85.41.95.82)

92.9 (86.22, 96.36)

80.2 (71.22. 86.62)

6 months (95% CI)

72.4(63.18. 79.75)

69.9 (60.40. 77.59)

38.1 (28.43.47.64)

9 months (93% CI)

54.5 (44.85. 63.19)

59.7 (49.88. 68.24)

15.2 (8.82. 23.25)

12 months (93% CT)

36.1 (27.28.45.03)

38.9 (29.64. 47.96)

10.2 (4.95. 17.53)

18 months (93% CT)

27.8 (18.84.37.43)

25.6 (17.40. 34.64)

74 (3.04. 14.37)

24 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, Paclitaxel+Carboplatin; T+PC, Tislelizumab+Paclitaxel+Carboplatin; T+nPC,

Tislelizumab~nab-Paclitaxel+Carboplatin.

One-sided p-value was estimated from log rank test for descriptive purpose only. Medians and other quartiles were estimated by
Kaplan-Meier method with 95% CIs estimated using the method of Brookmeyer and Crowley. Event free rates were estimated by
Kaplan-Meier method with 95% CIs estimated using the Greenwood's fornmla. Paclitaxel+Carboplatin was the reference group

for hazard ratio.

* Stratified by stratification factors: disease stage (IIIB versus IV) and PD-L1 expression in fumor cell (= 50% TC versus

1%0-40% TC versus <1% TC).
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Objective Response Rate (per IRC)

Table 54. 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 Overall 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) S(4.2) 11(9.1)
Not Evaluable 0(0.0) 0 (0.0) 0 (0.0)
Missing 3(2.5) 6 (5.0) 12(9.9)

[Objective Response Rate (ORR), n (%) 89 (74.2) 88 (73.9) 58 (47.9)
95% CI (65.4.81.7) (65.1. 81.6) (38.8.57.2)
Odds Ratio (95% CI) 3.36(1.923,5.881)| 3.16(1.819, 5.489)
ORR Dafference. % (95% CI) 27.0(15.38. 38.66)| 26.1(14.33.37.93)

Disease Control Rate, n (%) 105 (87.5) 108 (90.8) 98 (81.0)
95% CI (80.2,92.8) (84.1.95.3) (72.9. 87.6)

Source: ADSL, ADRS. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.

Abbreviations: PC, Paclitaxel+Carboplatin, T+PC, Tislelizumab+Paclitaxel=Carboplatinc T+nPC,

Tislelizumab+nab-Paclitaxel+Carboplatin.

Best overall response of missing was due to no post-baseline fumor assessment. 95% CT was calculated using Clopper-Pearson
method. Objective response rate differences and odds ratios between arms were calculated using the Cochran-Mantel-Haenszel
Chi-square test with actual stratification factors as strata. Paclitaxel-Carboplatin anm was the reference group.

Of note, only unconfirmed ORR results were prespecified. The Applicant provided post-hoc analysis of
confirmed ORR (DCO 30 Sep 2020) results.

Table 55. Analysis of Confirmed Disease Response per RECIST version 1.1 (Efficacy Analysis Set)

(Study 307) (DCO: 30SEP2020)

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 (37.2)

95% Cl (52.4,70.4) (52.8, 70.9) (28.6, 46.4)
Disease Control Rate, n (%) 105 (87.5) 108 (90.8) 98 (81.0)

95% Cl (80.2, 92.8) (84.1,95.3) (72.9, 87.6)
Clinical Benefit Rate °, n (%) 100 (83.3) 102 (85.7) 87 (71.9)

95% Cl (754, 89.5) (78.1,91.5) (63.0, 79.7)
Clinical Benefit Rate ¢, n (%) 86 (71.7) 86 (72.3) 57 (47.1)

95% Cl (62.7, 79.5) (63.3, 80.1) (38.0, 56.4)

2 confirmed CR or PR is required in 307.

® Included patients with BOR in CR or PR or 212 weeks SD.
¢ Included patients with BOR in CR or PR or 224 weeks SD.
Best overall response of could not be determined include patients who had post-baseline tumor assessment, none of which were

evaluable; or patients who had no post-baseline tumor assessment, and non-CR/non-PD was due to no measurable target lesion per
IRC. Results were summarized based on data as assessed by independent review committee for study 307. 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 version 1.1.
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Objective Response Rate (per Investigator)

Table 56. Analysis of Unconfirmed Disease Response 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)
[Best Overall Response - unconfirmed. n
%)
Complete Response 1(0.8) 0(0.0) 0(0.0)
Partial Response 83 (69.2) 93 (78.2) 60 (49.6)
Stable Disease 27(22.5) 17(14.3) 45(37.2)
Progressive Disease 4(3.3) 2(01.7) J3(4.1)
Not Evaluable 2(1.7) 1(0.8) 0(0.0)
Missing 3(2.9) 6(3.0) 11 (9.1)
[Objective Response Rate (ORR), n (%) 84 (70.0) 93 (78.2) 60 (49.6)
95% CI (61.0, 78.0) (69.6, 85.2) (40.4, 58.8)
0dds Ratio (95% CI) 256 (1486, 4410)| 3.60(2.052, 6.309) -
ORR Difference, % (95% CI) 213(947.33.17) [ 28.8(17.14, 40.50) -
Disease Control Rate_ n (%) 111 (92.5) 110 (92.4) 105 (86.8)
95% CI (86.2, 96.5) (86.1,96.5) (79.4,92.2)

Source: ADSL, ADRS. Data cutoff: 30SEP2020. Data extraction: 20FEB2021.

Abbreviations: PC, Paclitaxel+Carboplatin; T+PC, Tislelizumab+Paclitaxel+Carboplatin: T+nPC,

Tislelizumab-+nab-Paclitaxel+Carboplatin.

Missing: Patients without post-baseline tumor assessment. 95% CI was calculated using Clopper-Pearson method. Objective
response rate differences and odds ratios between arms were calculated using the Cochran-Mantel-Haenszel Chi-square test with
actual stratification factors as strata. Pachtaxel+-Carboplatin arm was the reference group.

Duration of Response (by IRC)

Table 57. 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)

T+PC T+uPC PC
(N=120) (N=119) (N=121)
Number of Responders 29 88 58
Duration of Response
Events, n (%) 53 (59.6) 36 (63.6) 44 (75.9)
Progressive Disease 50 (56.2) 34 (61.4) 43 (74.1)
Death 3(3.4) 2(2.3) 1(1.7)
Censored, n (%) 36 (40.4) 32 (36.4) 14 (24.1)

Duration of Response (months)

Median (95% CT)

8.4 (5.03. 15.80)

8.6 (7.13.12.48)

43 (2.86, 5.42)

Q1 (95% CI)

3.6 (2.79.4.34)

4.2(2.76, 6.28)

28 (1.77. 2.86)

Q3 (95% CI)

21.7 (18.69.21.72)

NE (13.27. NE)

6.2 (5.42. 13.14)

[Event Free Rate at, %0 (95% CI)

6 months (95% CI)

59.8 (48.59. 69.38)

69.0 (57.86. 77.70)

30.6 (18.49. 43.55)

12 months (95% CI)

43.9 (33.04. 54.15)

39.9 (29.13, 50.41)

16.1 (7.42.27.64)

18 months (95% CT)

38.5 (27.61. 49.36)

264 (16.16. 37.84)

9.6 (2.93.21.22

24 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, Paclitaxel+Carboplatin; T+PC, Tisleltznmab+Paclitaxel+Carboplatin; T+nPC.

Tislelimumab+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% CIs estimated using the method of Brookmeyer
and Crowlev. Event free rates were estimated by Kaplan-Meier method with 95% Cls estimated using the Greenwood's formmla.
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Duration of Response (per Investigator)

Table 58. Analysis of Duration of Response based on unconfirmed responses per RECIST version 1.1 by
Investigator (ITT Analysis Set) (Study 307) Final Analysis (DCO: 30SEP2020)

T+PC T+nPC PC
(N=120) (N=119) (N=121)
[Number of Responders 84 93 60
Duration of Response
Events, n (%) 48 (57.1) 62 (66.7) 46 (76.7)
Progressive Discase 46 (54.8) 59 (63.4) 44 (73.3)
Death 2(2.4) 3(3.2) 2(3.3)
Censored, n (%) 36(42.9) 31(33.3) 14 (23.3)
Duration of Response (months)
Median (95% CI) 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% CI) 21.7 (NE, NE) NE (12.71, NE) 6.3 (6.11,13.14)
Event-Free Rate at, % (95% CI)
6 months (95% CI) 76.8 (66.13, 84.55) | 70.5 (60.03, 78.75) | 39.8 (26.72, 52.58)
12 months (95% CI) 48.1 (36.88, 58.51) | 37.3 (27.28,47.30) | 16.4(7.86,27.73)
18 months (95% CI) 38.2 (26.16, 50.10) | 28.6 (19.03, 38.83) | 12.3(5.10, 22.93)
24 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, PaclitaxeH-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

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 rules except
for the handling of new anticancer treatment. The PFS was derived regardless of the new anticancer
treatment.
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Table 59. Censoring Rules for Primary and Sensitivity Analysis of PFS Per RECIST version 1.1 (Study 307)

No. |Situation Primary Analysis Sensitivity Analysis
Incomplete or no baseline L
1 P Censored at randomization date
UMOT assCssments
Mo postbaselme tumor —
2 P Censored at randomization date
assessment and no death
-\ Mo postbascline tumor .
3 P Died at date of death
assessment and death
Progression documented i .
4 .. Progressed at date of documented progression
between scheduled wvisits = prog
5 No progression Censored at date of last adequate tumor assessment with no documented
O Prog progression
Progressed at
New anticancer treatment Censored at date of last adequate Date of documented progression with
i ot tumor assessment before date of new (protocol specified continued follow-
anticancer treatment up in all treatment arms or died at
date of death whichever 1s earher
Death between adequate . i
7 . “d Died at date of death
assessment visits
. i Censored at date of last adequate
8 Death or progression after =2 turmor axsesamet nrier i thE o Progressed at date of documented
missed visit . p == rogression or Died at date of death
missed tumor assessments Prog
whichever 15 carlier

Table 60. 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)

Primarvy Analvsis Sensitivity Analvsis
T+PC T+uPC PC T+PC T+uPC PC
N=120) |(N=119) [(N=121) |(N=1200 (N =119) | (N =121)

Progression-Free Survival

Events, n (%) B0(66.7) | 79(66.4) | 86(71.1) | 81 (67.5) | 81 (68.1) | 88(72.7)
Censored. n (%) 40(33.3) | 40 (33.6) [ 35(289) | 39(32.5) | 38(31.9) | 33(27.3)
IStratified Hazard Ratio (95% CI) * 0.4350 0.428 0.497 0.476
(0.326, (0,308, (0,362, (0,345,
0.619) 0.593) 0.681) 0.638)

Progression-Free Survival (months)
Median (95% CI) 170674, 19.6(7.39, [55(4.21, | 7.7(6.74, | 9.6(7.39, | 5.5(4.21,
10.41) 10.78) 3.59) 9.82) 10.78) 5.78)
Source: ADSL. ADTTE. Data cutoff: 305EP2020. Data extraction: 20FEB2021.
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Subgroup Analysis of PFS Assessed by IRC

Figure 44. Subgroup Analysis: Forest Plot of PFS per RECIST version 1.1 by Independent Review
Committee for Arms T+PC and T+nPC vs PC (ITT Analysis Set) (Study 307) Final Analysis (DCO:

30SEP2020)
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Subgroup Analysis of OS
Figure 45. Subgroup Analysis: Forest Plot of OS (ITT Analysis Set) (Study 307) Final Analysis (DCO:
30SEP2020)

Arm T+PC versus Arm PC

Subgroup No. of Events/ Hazard Ratio for Median OS Median OS Median OS
No. of Patients Overall Survival 95% CD in Treatment Arm  in Control Arm
or Death (95% CD) ©95% CI) (95% CD
OAg:nll 1007241 - 0778(0.524,1154)  228(1896,NE)  228(19.09,NE)  202(15.97, NE)
<63 years 66/166 - 0.784 (0.483,1.271 NE (18.10, NE NE (18.10, NE 20.2(15.74, NE)
g% 65 years 34175 - 0.755 (0.381, 1.495 228(15.80, 228(1235, N 185(9.99, NE)
exX !
Female 8123 -— 0.331 (0.079, 1.390 NE (13.90, NE NE (15.15, NE 19.0 S2A69 NEQ
Eclgahhrb - 921218 - 0.847 (0,562, 1. 7783 206 (1823, N 228(18.10, N 202 (15.97, NE)
rmance Status |
0 22163 ——— 1.296 (0.544, 3.083 26.1(19.09, NE 26.1(12.78, NE NE 320.24, NI?_]
s 189 781178 - 0.668 (0.427, 1.044 206(1797, NE 228(18.10, NE 18.0 (13.96, 20.57)
moking status '
Never 15/47 -—— 0.529(0.188, 1.488 NE (18.96, NEg NE SNE, Nll\i& NE (9.40, NE%
Di Fom\eé or Current 85/194 - 0.833(0.543,1.279 205 (17.97, NE) 22.8(16.33, NE) 19.2(15.74, NE)
isease Stage H
11IB 27/82 e 0.758 (0.347, 165 26.1 (2057, NE 26.1 "77 NE) NE (19.15 NI%)
LivIv baseline 731159 -— 0.696 (0.440; 1 185(1360, N NE NE) 174{1147, N )
er metastases at baseli H
Yes 16/29 -—— 0484 EO 177, 1 321; 105 86.70 NEE) 136 S4 86 NEI-? 9.2 §2 69 NE%
PDI{% S— 841212 - 0.800 (0520, 1.232 228(19.09, NE)  238(1909,NE) 205 (1745, NE)
-L1 expression in ¥
< l'/.xp 46/97 -— 0.788 (0.442, 1 406 18.2(13.60, NE 228 (1156, NE) 174 (1147, NE
>1% 54/144 - 0.731 (0.425, 1.256 26.1(20.24, NE 26.1 {NE NE% 205(1846, NE
1% to 49% 25/61 e 0723(0.324,1614 26.1 (1580, NE 26.1 (15.15, N NE (11 43, NE
> 50% 29/83 —w— 0.736 (0.354, 1.531 NE (2024, NE NE (18.10, NE 2051436, N )
-—r—Tr
00 15 30 45
« T+PC PC
Arm T+nPC versus Arm PC
Subgroup No. of Events/ Hazard Ratio for Median OS Median OS Median OS
No. of Patients Overall Survival (95% CI) in Treatment Arm  in Control Arm
or Death (95% CI) 5% CD 5% CD
Overall 99/240 -‘ 0774(0522,1.149) 206 (18.56, NE) NE (1856, NE) 20.2 (1597, NE)
< G35 years 64/152 - 0 886 0 542, 1. 450; “'o 2(17.35, NE) 1o 5 1689, NE) 20.2(15.74, NE)
> 65 years 35/88 - 0627 (0.323,1.219 846, NE) 8.56, NE) 185/(9.99, NE)
exX '
Female n7 -— 0. 436 0.084, 2.258 NE (7.26 NE% E (6.11, NE 19.0 S” 69, NE
Eclg&lehr& . 921223 - 08 E 0534, 17113 205 (18 46, NE) NE( 843, NE) 20.2(15.97, NE)
rmance Status |
0 20/54 - 1.712(0.708, 4.137 15.80, Nli) 176 11.73, NE NE (20.24, NES)7
= 1 791186 - 0,616 (0395 09603 20. 5((18 43, NE) ((1 18.0 (13.96,2057)
ing status '
Mﬁle%?rgs 13135 —-—— 0653 (0.201,2.122 NE (15.80, Ng NE 10,64, NE NE (9.40, NE
D.FormerorCu.mn’t 86/205 - 0772 0506 I 1793 ”05(17 97, NE) NE (17 .58, NE; 19.2(15.74, NE)
1sease |
IIIB 30/84 — 1.163 (0.568, 2.380 18.76 NE 17.58, NE NE (19.15, NE
IV S 69/156 - 0629 Eo 391 10103 20318 89, N NE {17 35, NE; 174(1147, N
Liver metastases at base. H
Yes 17129 - 0.535 (0.204, 1 403 9.6 (6.34, 20.53) 13.7 {4.76, NE 9.2(2.69 NE%
PDI{?I e 821211 - 0778 Eo 504, 12023 NE (18 76, NE) NE (1856 NE% 20.5517 45, NE)
-L1 expression in
< l%xp 43/96 - 0.727 (0.399, 1.324 188 (15.74, NE 205(14.16, NE) 174 (1147, NE
>1% 56/144 - 0.799 (0.473, 1351 NE (18.96, NE NE (1758, NE 205(18.46, NE'
1% to 49% 24/61 N 0.730 (0326, 1.636 NE (17.02, NE NE (14.09, NE NE (11 43, NE
= 50% 32183 e 0.860 (0.430, 1.721 NE (18.43, NE NE (16.89, NE 2051436, N
-—Tr—TT
00 15 30 45
« T+nPC PC —

Efficacy by PD-L1 Expression
e PFS by PD-L1 Expression

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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Figure 46. Kaplan-Meier Plot of Progression-Free Survival per RECIST version 1.1 by Independent Review
Committee by PD-L1 Expression (ITT Analysis Set) (Study 307) Updated data (DCO: 15JUL2022)
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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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e OS by PD-L1 Expression

Data cutoff date 15-July-2022, median study follow-up of 20.5 months. At this cut-off date, the
maturity of the OS data 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 58.7%.
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Figure 47. Kaplan-Meier Plot of Overall Survival by PD-L1 Expression (ITT Analysis Set) (Study 307)

Updated data (DCO: 15JUL2022)
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T+PC vs PC: TC 1%-49%
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T+nPCvs PC : TC < 1%
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T+nPC vs PC : TC 1%-49%
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Figure 48. Objective Response per RECIST version 1.1 by IRC by PD-L1 Expression (ITT Analysis Set)

(Study 307) Final Analysis (DCO: 30SEP2020)

W T+PC
B T+nPC
PC
| e |
PL-L1 Expression .
in TC = 50%
I - |
PO-L1 Expression .
in T 1% to 49%
- |
PD-L1 Expression .
in T = 1%
L LI L] LI Ll LI T L 1 LI L
01 20 3 40 50 &0 70 8D 90 100

Ohjective Response Rate (95% CI)

No. of Response/ ORR (95% CI)  Estimated Treatment

No. of Palients

3342 TE6 (63,2, 897)
37/42 BR 1 (74.4, 96.0)
22141 537(37.4,69.3)
21/30 F0.0 (50.6, 85.3)
20/70 667 (47.2.827)
L33 41.9(245, 60.9)
33/48 ERE (517,813
3247 6 1 (529 809
25/49 510(36.3.65.6)

Dilference (95% CT)

249(52 4.6)
34.4 (163, 526)

261 (4.2, 5200
705,489

17.7 (-1.4, 36.9)
17.1 (-2.3, 26.4)

Assessment report
EMA/294229/2024

Page 119/229



OS Supportive Analyses

To assess the impact of in-study crossover on OS, a supportive analysis was conducted using Rank-
Preserving Structural Failure Time Model (RPSFTM, Robins et al 1991). The stratified HRs were 0.630
(95% CI: 0.312, 1.272) for the comparison between Arm T+PC and Arm PC and 0.624 (95% CI: 0.196,
1.981) for the comparison between Arm T+nPC and Arm PC.

In addition, a supportive analysis using a two-stage method (Latimer et al 2014) was also performed to
estimate the in-study crossover effect on the post-progression survival (PPS) using data from patients
who progressed per IRC assessment before any subsequent anticancer therapy in the control arm only.
The stratified HRs based on the counterfactual survival time of patients in Arm PC who had crossed over
to receive tislelizumab and the observed survival times in the rest of the patients were estimated as
0.572 (95% CI: 0.350, 0.934) for Arm T+PC versus Arm PC and 0.572 (95% CI: 0.344, 0.951) for Arm
T+nPC versus Arm PC.
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Figure 49. 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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Figure 50. 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 table summarises 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).
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Table 61. 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
paclitaxel plus carboplatin alone as first-line treatment for untreated advanced squamous non-small cell lung cancer

Study identifier BGB-A317-307, RATIONALE 307

Design Phase III, multicentre, randomised (1:1:1), open-label study comparing tislelizumab +
paclitaxel + carboplatin or tislelizumab + nab-paclitaxel + carboplatin versus paclitaxel +
carboplatin alone

Duration of main phase: 30-Jul-2018 - Ongoing (data cut-off for final
analysis: 30-Sep-2020)

The interim and final analyses were conducted when
the predefined PFS events had been observed for the
efficacy and safety evaluations. The study met its
primary objective of PFS at the interim analysis.
Results for the final analysis are presented in this
report.

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.

Duration of Run-in phase: Not applicable
Duration of Extension phase: Not applicable
Hypothesis Superiority
Treatments groups Arm T+PC: n =120
Tislelizumab Tislelizumab 200 mg i.v. D1 + paclitaxel 175 mg/m?
) D1 + carboplatin AUC 5 D1 for 4-6 cycles
Paclitaxel
followed b
Carboplatin 4
tislelizumab 200 mg Q3W
Arm T+nPC: n=119
Tislelizumab Tislelizumab 200 mg D1 +nab-paclitaxel 100 mg/m?
i | D1, D8, and D15 + carboplatin AUC 5 D1 for 4-6
Nab-Paclitaxe 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 cycles
Carboplatin Y
Endpoints and definitions |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 analysis set
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Database lock

Secondary ORR as Proportion of patients who had complete response
endpoint assessed by the|(CR) or partial response (PR) as assessed by the IRC
IRC per RECIST v1.1 in all randomised patients with
measurable disease at baseline
Secondary ORR as Proportion of patients who had CR or PR as
endpoint assessed by the|determined by the investigator per RECIST v1.1 in all
investigator randomised patients with measurable disease at
baseline
Secondary DOR as Time from the first occurrence of a documented
endpoint assessed by the|objective response to the time of relapse, or death
IRC from any cause, whichever comes first, as assessed
by the IRC per RECIST v1.1 in all randomised
patients with documented objective responses
Secondary DOR as Time from the first occurrence of a documented
endpoint assessed by the|objective response to the time of relapse, or death
investigator from any cause, whichever comes first, as
determined by the investigator per RECIST v1.1 in all
randomised patients with documented objective
responses
30-Sep-2020 (data cut-off date)

Results and Analysis

Analysis description

Primary endpoint analysis — PFS by IRC

Analysis population and
time point description

ITT analysis set

Time point: after 245 PFS by IRC events

Descriptive statistics Treatment group Arm T+PC Arm T+nPC Arm PC
and estimate variability -
Number 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
Effect estimate per Comparison groups Arm T+PC vs Arm Arm T+nPC vs
comparison 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
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
mOS (months) 22.8 NE 20.2
95% CI 19.09, NE 18.56, NE 15.97, NE
Effect estimate per Comparison groups Arm T+PC vs Arm Arm T+nPC vs
comparison PC Arm PC
HR 0.678 0.752
95% CI 0.455, 1.010 0.504, 1.120
Notes

Analysis description

Secondary endpoint analysis - PFS 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
mPFS (months) 9.6 9.9 5.5
95% CI 7.62,11.76 8.57,11.86 4.21, 5.65
Effect estimate per Arm T+PC vs Arm T+nPC vs Arm
comparison Arm PC PC
HR 0.341 0.403
95% CI 0.245, 0.473 0.289, 0.564
Notes Not applicable

Analysis description

Secondary endpoint analysis - ORR by IRC

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 (%) 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 (49.6)
95% CI 61.0, 78.0 69.6, 85.2 40.4, 58.8
Effect estimate per Arm T+PC vs Arm T+nPC vs Arm
comparison Arm PC PC
Odds ratio 2.56 3.60
95% CI 1.486, 4.410 2.052, 6.309
Notes Not applicable
Analysis description |Secondary endpoint analysis - DOR by IRC
Analysis population and |ITT analysis set
time point description
Descriptive statistics Treatment group Arm T+PC Arm T+nPC Arm PC
and estimate variability
Number of patients 120 119 121
mDoR (months) 8.4 8.6 4.3
95% CI 5.03, 15.80 7.13,12.48 2.86, 5.42
Notes
Analysis description |Secondary endpoint analysis — DOR by investigator
Analysis population and |ITT analysis set
time point description
Descriptive statistics Treatment group Arm T+PC Arm T+nPC Arm PC
and estimate variability -
Number of patients 120 119 121
mDoR (months) 10.6 8.8 4.8
95% CI 7.03, 21.75 8.05, 11.10 2.86, 6.11

Notes

Clinical studies 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 status
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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) were selected
based on prevalence data from previous NSCLC studies with ICIs. For the 3 cutoff levels employed (< 1%
TC vs. 1%- 49% TC vs. > 50% TC ) that were also chosen for stratification, no analytical validation
report was provided. Data provided so far only support the 25% cutoff.

Analysis performed across trials (pooled analyses and meta-analysis)

Not applicable.

Supportive 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 non squamous 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 for
the non squamous 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.

The median age of all patients was 61.0 years (range: 36 to 75 years), most patients were male
(74.1%); 83.3% had a baseline ECOG performance status of 1. All of 16 patients (100%) in the non
squamous cohort were negative for EGFR and ALK mutations. More than half of the patients (55.6%) had
<10% PD-L1 expression on tumour cells.

Study 307 and 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 are
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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 62. 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 = &)
Age (Years)
Median 60.0 3.0 62.0 59.0 63.0
Min, Max 41,74 38, 74 34,74 40, 74 42 72
Age Group, n (%)
= G5 years 81 (67.5) 67 (56.3) 85 (70.2) 12 (80.0) 4 (66.7)
= §5 years 39 (32.5) 52 (43.7) 36 (29.8) 3(20.0) 21(33.3)
Sex, n (%)
Male 107 (89.2) 112 (94.1) 111 (91.7) 12 (80.0) 6 (100.0)
Female 13 (10.8) 7i5.9) 10(8.3) 3(20.0) 0 (0.0}
BMI (kg/m*2)
Median 2227 224 22.29 24 46 18.55
Min, Max 168, 349 174,318 152,296 148,352 16.7, 26.5
ECOG Performance Status at
Baseline, n (%)
0 31(25.8) 22 (18.5) 32 (26.4) 4 (26.7) 1(16.7)
1 89 (74.2) 87 (81.5) 89 (73.6) 11(73.3) 5(83.3)
Smoking Status, n (%)
Never 24 (20.0) 12 {10.1) 23(19.0) 2(13.3) 0 (0.0)
Current 24 (20.0) 21 (17 6) 27(22.3) 3(20.0) 2(333)
Former T2 (60.0) BE (72.3) 71(58.7) 10 {66.7) 4 (6B.T)
PD-L1 Expression in Tumor Cell,
n (%) 2
= 1% 48 (40.0) 47 (39.5) 49 (40.5) 3(20.0) 2(33.3)
1% - 49% 30 (25.0) 30 (25.2) 31 (25.6) 7 (46.7) 1(16.7)
= 50% 42 (35.0) 42 (35.3) 41 (33.9) 5(33.3) 3(50.0)
Baseline Target Lesions Sum of
Diameters by Investigator {(mm)
Median T7.20 B2.70 83.00 62.00 83.00
Min, Max 17.1, 205.3 15.0, 2071 15.0,196.0  30.0,164.0 22.0,161.0
Time from Initial Diagnosis to
Study Entry  (Days)
Median 285 301 301 5.1 240
Min, Max 11,1315 g8, 31589 10, 1490 1,2128 0, 622
Current Disease Stage, n (%)
ne 3B (31N 40 (33.6) 44 (36.4) 6 (40.0) 0 (0.0}
v 82 (68.3) 79 (66.4) 77 (63.6) 9 (60.0) 6 (100.0)
Histology, n (%)
Squamous Cell Carcinoma 120 (100.0) 119 (100.0)  120(99.2) 14 {93.3) 6 (100.0)
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Efficacy analysis: PFS

Table 63. 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) (N =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) 82 (67.8) 8 (53.3) 21(33.3)
Death 6 (5.0) 5(4.2) 4 (3.3) 2(13.3) 0(0.0)
Censored 40 (33.3) 40 (33.6) 35 (28.9) 51(33.3) 4 (66.7)
Progression-Free T.7(6.74, 9.6 (7.39, 5.5(4.21, 7.0(5.52, ME (427,
Survival (Months) 10.41) 10.78) 5.58) 18.63) ME)
Median (95% CI)
Q1 (95% CI) 47(361,552) 43(414,555) 4.0(2.76, 6.0 (0.66, 5.7 (427,
417) 7.03) ME)
Q3 (95% CI) 20.0 {(14.69, 19.9(11.99, 7.6 (6.54, 18.6 (7.03, MNE (427,
23.13) NE) 7.66) NE) MNE)
Stratified Hazard Ratio 0.450 (0.326, 0.428 (0.308,
(95% Cl) 2 0.619) 0.595)
Event Free Rate at, % (95% CI)
6 month (95% CI) 60.7 (51.10, 61.8 (51.99, 351(2551, 71.1(39.83, 750(12.79,
68.98) 70.15) 44 86) 88.11) 96.05)
12 month (95% CI) 36.5 (27 58, 331 (24.21, 9.5 (4.48, 385(1463, 50.0(5.78,
45.44) 42 26) 16.79) 63.81) 84.49)
18 month (95% CI) 29.4 (20.79, 271 (18.70, 6.8 (2.66, 296 (8.13, 50.0(5.78,
38.42) 36.24) 13.58) 55.44) 84.49)
24 month (95% CI) 0.0 (NE, NE) NE (NE, NE) NE (NE, NE) 19.7 (3.41, 50.0(5.78,
45 88) 84.49)

Efficacy analysis: Disease response

Table 64. 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) 6 (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 (66.7)
Stable Disease 31 (25.8) 34 (28.6) 52 (43.0) 2(13.3) 1{16.7)
Mon-CR/Mon-PD 0(0.0) 0 (0.0) 1(0.8) 0(0.0) 0{0.0)
Progressive Disease 12 (10.0) 5(4.2) 11(9.1) 0 (0.0) 0{0.0)
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 (80.0) 4 (66.7)
(ORR), n (%)
a5% ClI (52.4, 70.4) (52.8, 70.9) (28.6, 46.4) (51.9, 95.7) (22.3,95.7)
Disease Control Rate, n (%) 105 (87.5) 108 (20.8) 98 (81.0) 14 (93.3) 5(83.3)
a5% ClI (80.2, 92.8) (B84.1,95.3) (72.9, B7.6) (68.1, 99.8) (35.9, 99.8)
Clinical Benefit Rate &, 100 (83.3) 102 (85.7) BT (71.9) 14 (93.3) 5(83.3)
n (%)
a5% ClI (75.4, B9.5) (78.1,91.5) (3.0, 79.7) (68.1,99.8) (35.9, 99.6)
Clinical Benefit Rates n (%) B6 (T1.7) 86 (T72.3) 57 (47.1) 14 (93.3) 4 (66.7)
a5% Cl (62.7, 79.5) (63.3, B0.1) (38.0, 56.4) (68.1, 99.8) (22.3,95.7)

a Best overall response of could not be determined include patients who had post-baseline tumour assessment, none of which were
evaluable; or patients who had no post-baseline tumour assessment, and non-CR/non-PD was due to no measurable target lesion per
IRC. Results were summarized based on data as assessed by independent review committee for Study 307 and as assessed by
investigator for study 206. 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 version 1.1.

b Included patients with BOR in CR or PR or 212 weeks SD

¢ including those patients with BOR in CR or PR or SD > 24 weeks SD
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2.4.5. Clinical efficacy of tislelizumab in combination with chemotherapy as
1L treatment of non-squamous NSCLC

Main study

Study 304 (BGB-A317-304): Phase III Open Label First Line Therapy Study of Tislelizumab
With Chemotherapy Versus Chemotherapy in Untreated Advanced Non-Squamous Non-Small
Cell Lung Cancer (NSCLC)

Study 304 is a Phase III, open-label, multicentre, randomised study, conducted solely in China, and
designed to 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.

Figure 51. Study design (Study 304)
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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 not amenable to curative surgery or
radiotherapy

Methods
e Study Participants
Key inclusion criteria included:
1. 18 to 75 years old on the day of signing the ICF

2. Histologically confirmed, locally advanced (Stage IIIB) not amenable to curative surgery or
radiotherapy, or metastatic (Stage IV) non-squamous NSCLC. Patients with tumours of mixed
non-small cell histology (squamous and non-squamous) were eligible if the major histological
component appears to be non-squamous.

3. Patients must have been able to provide fresh or archival tumour tissues (FFPE blocks or
approximately 15 [at least 6] freshly cut unstained FFPE slides) with an associated pathological
report (non-squamous). Patients must have been able to provide documentation of wild-type
EGFR reported by a tissue-based test. For patients without documented EGFR status, archival or
fresh tumour tissues were required for EGFR mutation assessment prior to enrolment. In the
absence of archival tumour tissues, a fresh biopsy of a tumour lesion at baseline was mandatory.
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7.

PD-L1 expression was to be assessed centrally, and patients who had evaluable PD-L1 results are
eligible.

ECOG performance status < 1
Patients must had at least one measurable lesion as defined per RECIST v1.1.

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.

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 interferons,
interleukin IL-2, and tumour necrosis factor) within 4 weeks or 5 half-lives of the drug,
whichever is longer, prior to randomisation (prior treatment with cancer vaccines is allowed)

Had received any Chinese herbal medicine or Chinese patent medicines used to control cancer
within 14 days of randomisation

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

Active leptomeningeal disease or uncontrolled, untreated brain metastasis

e Patients with a history of treated and, at the time of screening, asymptomatic CNS metastases
are eligible, provided they meet all the following:

- Brain imaging at screening shows no evidence of interim progression

- Have measurable disease outside the CNS, only supratentorial metastases allowed

- No ongoing requirement for corticosteroids as therapy for CNS disease; anticonvulsants at
a stable dose allowed

- No stereotactic radiation or whole-brain radiation within 14 days prior to randomisation

¢ Patients with new asymptomatic CNS metastases detected at the screening scan must receive
radiation therapy and/or surgery for CNS metastases.

- Following treatment, these patients may then be eligible, provided all other criteria,
including those for patients with a history of brain metastases, are met.

Any major surgical procedure < 28 days before randomisation

10. Any condition that required systemic treatment with either corticosteroids (> 10 mg daily of

prednisone or equivalent) or other immunosuppressive medication < 14 days before
randomisation

11. Active autoimmune diseases that may have relapsed. Patients with the following diseases were

not excluded and may have proceeded to further screening:
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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.

® 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 were
monitored for = 1 hour afterward in an area with resuscitation equipment and emergency agents. From
Cycle 3 onwards, a = 30-minute monitoring period was required in an area with resuscitation equipment
and emergency agents.

Chemotherapy

Pemetrexed administration was performed before cisplatin or carboplatin during the induction phase.
Pemetrexed 500 mg/m2 was administered as an IV infusion over 10 minutes once every 3 weeks until
disease progression or unacceptable toxicity. All patients received the appropriate supplementation of
vitamin B12 and folic acid according to the approved product label and/or standard practice. In addition,
all patients received the appropriate corticosteroid pre-medications as per the local approved label.
Additional pre-medications were to be administered as per standard practice.

Carboplatin area under the curve (AUC) 5 was administered as an IV infusion over 15 minutes once
every 3 weeks for 4 to 6 cycles immediately after pemetrexed. Additional premedications were to be
administered as per standard practice.

Cisplatin 75 mg/m2 was administered as an IV infusion over 2 hours once every 3 weeks for 4 to 6
cycles. All patients received adequate hydration (including pre-treatment hydration) and diuretics. Urinary
output >2000 mL was maintained for 24 hours after the infusion.

Table 65. Treatments (Study 304)

Frequeney of Route of
Study Drug Dose _-hl::ziuiﬂ;'aﬁuu Administration ]
Tislelizumab 200 mg Every 3 weeks Intravenous
Pemetrexed 500 mg m’ Every 3 weeks Intravenons .
Cisplatin 75 mg m’ Every 3 weeks Intravenons .
Carboplatin AUC S Every 3 weeks Intravenons

Abbreviation: AUC, area under cirve.

Tumour assessments were conducted every 6 weeks for the first 6 months, then every 9 weeks for the
second 6 months, then every 12 weeks.
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e 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)
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
v1l.1 between tislelizumab combined with platinum-pemetrexed and platinum-pemetrexed alone.

¢ To compare the duration of response (DOR) 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 overall survival (OS) between tislelizumab combined with platinum-pemetrexed and
platinum-pemetrexed alone in the ITT Analysis Set.

e To compare PFS as assessed by the investigator per RECIST v1.1 between tislelizumab combined with
platinum-pemetrexed and platinum-pemetrexed alone in the ITT Analysis Set.

e To compare health-related quality of life (HRQoL) between tislelizumab combined with platinum-
pemetrexed and platinum-pemetrexed alone.

¢ To evaluate the safety and tolerability of tislelizumab combined with platinum -pemetrexed compared
with platinum-pemetrexed alone.

e To evaluate the correlation between programmed death-ligand 1 (PD-L1) expression levels by
immunohistochemistry (IHC) and antitumour activity of tislelizumab combined with platinum-pemetrexed.

Exploratory Objectives

e To compare tumour assessment outcomes (e.g., disease control rate [DCR], time to response [TTR])
between tislelizumab combined with platinum-pemetrexed and platinum-pemetrexed alone as assessed
by the investigator per RECIST v1.1.

e To assess tumour and blood biomarkers of tislelizumab response, resistance, and patient prognosis.

e To characterise the pharmacokinetics (PK) of tislelizumab when given in combination with platinum-
pemetrexed.

¢ To assess host immunogenicity to tislelizumab.
e Outcomes/endpoints

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.
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Secondary Efficacy Endpoints

e OS - the time from the date of randomisation to the date of death due to any cause in an ITT
Population.

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 baseline.

* DOR as assessed by the IRC - the time from the first occurrence of a documented objective response
to the time of relapse, or death from any cause, whichever comes first, as determined by the 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 a documented objective
response to the time of relapse, or death from any cause, whichever comes first, as determined by the
investigator per RECIST v1.1 in all randomised patients with documented objective responses.

e HRQoL-measured using the European Organization for Research and Treatment of Cancer Quality of
Life Questionnaire-Lung Cancer (EORTC QLQ LC13) and Core 30 (EORTC QLQ-C30) as presented in
patient-reported outcomes

¢ Incidence and severity of treatment-emergent AEs (TEAEs) graded according to National Cancer
Institute-Common Terminology Criteria for Adverse Events (NCI-CTCAE), v4.03.

e PD-L1 expression by IHC as a predictive biomarker for response.

Exploratory Endpoints

e DCR - the proportion of patients who had a complete response (CR), partial response (PR), or stable
disease (SD) as assessed by the investigator per RECIST v1.1.

e TTR -the time from randomisation to the first occurrence of a documented objective response as
assessed by the investigator per RECIST v1.1.

e Status of exploratory biomarkers, including but not limited to: PD-L1, tumour mutation burden (TMB),
and immune-related gene expression profiling (GEP) in archival and/or freshly obtained tumour tissues
and blood (or blood derivatives) obtained before, during, or after treatment with tislelizumab or at
progression and the association with disease status and/or response to tislelizumab in combination with
chemotherapy.

e Summary of 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 humber 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)

Patients were planned to be randomised in a 2:1 ratio to either Arm A or Arm B 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). The stratified
randomisation was planned to be produced, reviewed, and approved by an independent statistician.

The trial is an open-label study. Due to the open-label design, access to the patient level clinical data in
the EDC system was planned to be assigned to predefined study personnel only. Functions/persons with
access to the EDC system were planned to be prohibited from using the EDC system to generate
unnecessary listings/summaries that may introduce unwanted bias, or share such outputs from the EDC
system with other functions/persons who do not have access to the EDC. In addition, the central imaging
vendor was planned to perform the central imaging review without knowledge of treatment arm
assignment. Although the study is open label, analyses or summaries generated by randomised treatment
assignment and actual treatment received were planned to be limited and documented.

To minimise the potential for assessment bias in the open-label Study 304 when comparing tislelizumab
combined with platinum-pemetrexed versus platinum-pemetrexed alone, PFS evaluated by a blinded IRC
per RECIST v1.1 was used as the primary endpoint of the study.

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 Per-Protocol (PP) Analysis Set was planned to include randomised patients who received at least 1
dose of the assigned study drug and had no major protocol deviations. Major protocol deviations were
planned to be determined and documented before the database lock for the primary analysis.

The Safety Analysis Set was planned to include all randomised patients who received at least 1 dose of
study drug; it was planned to be the population for the safety analyses.

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.

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
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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 CT/MRI, if possible, to
correlate radiographic findings with the clinical findings. If a clinical determination of progression for a
patient was confirmed, the date of the CT/MRI scan was planned to be considered as the progression date
for that patient.

PFS per the IRC was planned to be compared between tislelizumab with platinum-pemetrexed (Arm A)
and platinum-pemetrexed alone (Arm B) in a stratified log-rank test at one-sided significance level
a=0.025.

The null hypothesis to be tested was: HO: PFS in Arm A < PFS in Arm B
Against the alternative hypothesis: Ha: PFS in Arm A > PFS in Arm B

The p-value from a stratified log-rank test was planned to be presented using stratification factors. 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 hazard ratio
(HR) between Arm A and Arm B and its 95% CI were planned to be estimated using a Cox proportional
hazard model with treatment arm as a factor and stratified by the actual value of the stratification factors
as recorded in the eCRF.

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 who did not have post-baseline information were planned to be censored at the
date of randomisation. Similar methodology used to evaluate PFS per the IRC was planned to OS
analysis.

Progression-Free Survival per Investigator

PFS per the investigator was defined as the time from randomisation to the first objectively documented
disease progression, or death from any cause, whichever occurs first, as determined per RECIST v1.1 in
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 strata. The two-
sided 95% CIs 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% ClIs for the ORR within each
arm.

Duration of Response per the IRC and per the Investigator
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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 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 occurrence of the
objective response (CR or PR), DOR was planned to be censored at the date of the first occurrence of the
objective response. DOR was planned to be estimated using Kaplan-Meier methodology. Comparisons
between treatment arms were planned to be made using the stratified and unstratified log-rank test for
descriptive purposes only.

Health-Related Quality of Life

Summary statistics (mean, SD, median, and range) of the post-baseline scores were planned to be
reported for the EORTC Quality of Life Cancer Questionnaire (EORTC QLQ-LC13 and EORTC QLQC30). The
mean change of the scores from baseline (and 95% CI with use of the normal approximation) were also
planned to be assessed. 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 change 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 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. Summaries were
planned be performed for the ITT analysis set only.

PD-L1 Expression as a Predictive Biomarker for Response

Distribution of PD-L1 expression in TC was 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.

Restricted Mean survival times

Upon request, the applicant provided restricted mean survival times to address potentially non-
proportional hazards. PD-L1 was included for as a continuous variable. Results (RMST(Arm T+PP) -
RMST(Arm PP): 3.19 months (95% CI: 1.23, 5.15, p= 0.001)) provide reassurance.

Interim Analyses

One interim efficacy analysis of PFS performed in the ITT analysis set was planned. The interim efficacy
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 summarized in Table 66, and the exact time of each analysis was planned to
depend on actual number of events occurred.

Table 66. Analysis Timing and Stopping Boundary for PFS in the ITT Analysis Set (overall one-sided
hypothesis testing at a = 0.025) (Study 304)

Number Testing Boundary

Type of Analysis Time (Months) of Events

P-value Boundary Approx. HR Threshold
Interim analysis 12.8 153 0.0078 0.660

Final analysis 19.2 215 0.0226 0.748
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Subgroup Analyses

Subgroup analysis of primary endpoint of PFS per the IRC were planned to be conducted to determine if
the treatment effect is consistent across various subgroups, the HR estimates of PFS and its 95% CI were
planned to be estimated and plotted within each category of the following variables: PD-L1 expression in
TC (> 50% TC versus 1%-49% TC versus < 1% TC), Stage (IIIB versus IV), age (< 65 versus > 65
years), gender (female versus male), ECOG PS (0 versus 1), and smoking status (Former versus Current
versus Never).

Results

Enrolment

Allocation

Follow-up

Analysis

Participant flow

Excluded: n=300 (47%)
Assessed for eligibility: >
n=634 Mot meeting Inclusion
or exclusion criteria: n=272 (90.7%)
l EGFR/ALK mutation: n=585 (28.3%)
Randomised: Uncontro_lled brain
n=334 Metastasis: n=69 (23%)
l Withdrew before
randomization: n=28 (9.3%)

i

i

Allocated to T+PP
n=223

Treated: n= 222 (99.6%)
Mot treated: n=1 (0.4%)

Allocated to PP

n=111

Treated: n=110 (99.1%)
Mot treated: n=1 (0.9%)

i

l

Lost to follow up: n=3
(1.3%)
Voluntary withdrawal: n=5
(2.2%)

Death: n=96
{43.0%)

Lost to follow up: n=4
(3.6%)
Voluntary withdrawal: n=11
(9.9%)
Death: n=46
(41.4%)

!

¥

Remained on study: n=119
(53.4%)

Remained on study: n=50
(45.0%)

v

Crossed over to Tislelizumab:
n=56 (50.5%)
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Table 67. 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) 8(7.2)
Clinical Progression 5(2.2) 3(2.7)
Physician Decision 2(0.9) 4(3.6)
Non-Compliance with Study Drug 2(0.9) 2(1.8)
Other 4(1.8) 1(0.9)
Number of Patients Remained on Treatment 54 (24.2) 6(5.4)
Number of Patients Discontinued from Study 104 (46.6) 61 (55.0)
Primary Reason for Study Discontinuation
Death 96 (43.0) 46 (41.4)
Voluntary Withdrawal 5(2.2) 11{9.9)
Lost to Follow-Up 3(1.3) 4(3.6)
Others 0 (0.0) 0 (0.0)
Number of Patients Remained on Study 119 (53.4) 50 (45.0)
Study Follow-up Time (Months) ©
Median 16.49 1515
Min, Max 00,6272 00,258

Data cutoff: 260ct2020

Abbreviations: 304, A317-304; T+PP, Tislelizumab+Pemetrexed+Platinum; PP, Pemetrexed+Platinum.

a Primary reason for treatment discontinuation referred to primary reason of study drug which discontinued last.
¢ Study follow-up time was defined as the time from the randomisation date to date of death or end of study date
(whichever occurs first) for patient discontinued from the study or the database cutoff date for ongoing patients.

® Recruitment

This ongoing study is being conducted in 47 study centres in China. Start date was 24-Jul-2018. Median
follow-up time at final analysis (DCO: 26 October 2020): 16.1 months.

e Conduct of the study
Amendment 1.0 (dated 07 June 2018)
The main purpose of this protocol amendment was:

e 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

Amendment 2.0 (dated 24 January 2019)

The main purpose of this protocol amendment was:
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¢ 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;

¢ To update the procedures for select study assessments to allow for greater flexibility in keeping with
clinical practice;

¢ To revise the content for clarity and consistency to align with the latest updates to the tislelizumab
protocol template, including updates to safety assessment.

Note: Patients with PD-L1 unevaluated results were allowed to be included in this study with protocol
amendment V2
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e Baseline data

Table 68. Demographics and Baseline Characteristics (ITT Analysis Set) (Study 304) (DCO: 260CT2020

Radiotherapy, n (%)

T+PP rp Total
(N =223) (N=111) (N =334)
n (%) n (%) n (%)
M oe (vears)
Median 60.0 61.0 61.0
Min, Max 27,75 25,74 25,75
ge Group, n (%)
< 635 years 163 (73.1) 74 (66.7) 237 (71.00)
= 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) 87 (26.0)
BMI (kg/m”)
Median 23.41 22.49 23.08
Min, Max 16.0, 33.8 15.6,29.7 156,338
IECOG Performance Status, n (%)
0 54 (24.2) 24 (21.6) 78 (23.4)
1 169 (75.8) 87 (78.4) 256 (76.6)
Smoking Status, n (%)
Never 76 (34.1) 45 (40.5) 121 (36.2)
Current 32(14.3) 13(11.7) 45 (13.5)
Former 115(51.6) 53 (47.7) 168 (50.3)
Baseline Target Lesions Sum of
Diameters by Investigator (mm)
Median 66.60 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 (%)
<] %* 96 (43.0) 48 (43.2) 144 (43.1)
1% - 49% 53(23.8) 27 (24.3) 80 (24.0)
= 50% 74 (33.2) 36(32.4) 110 (32.9)
Patients with any Prior Anticancer Drug 16(7.2) 8(7.2) 24 (7.2)
Therapy. n (%)
Type of Prior Anticancer Drug
Therapy, n (%)™
Adjuvant 11 (68.8) 7 (87.5) 18 (75.0)
NeoAdjuvant 2(12.3) 0 (0.0) 2(8.3)
Curative Radiochemotherapy 1 {6.3) 0(0.0) 1(4.2)
Other” I(18.8) 1(12.5) 4(16.7)
Patients with any Prior Anticancer 21(9.4) 15(13.5) 36 (10.8)
Surgeries, n (%)
Patients with any Prior Anticancer 19 (8.5) 8(7.2) 2T (8.1)

Source: ADSL, ADBASE. Data cutoff: 260¢t2020. Data extraction: 23Feb2021.
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Table 69. Disease characteristics (ITT Analysis Set) (Study 304) (DCO: 260CT2020)

T+PP PP Total
(N=1223) (N=111) (N =334)
n (%) n (%0) n (%)
Time from Initial Diagnosis to Study Entry *
(Months)
Median 1.02 1.05 1.02
Min, Max 0.3,46.1 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 00,185 01,525 00,6525
ICurrent Disease Stage, n (%)
B 40 (17.9) 21(18.9) 61 (183)
v 183 (82.1) 90 (81.1) 273 (81.7)
Histology, n (%)
Adenocarcinoma 215(96.4) 107 (96.4) 322 (96.4)
Mixed Adeno-Squamous 1(04) 2(1.8) 3(0.9)
Other 7(3.1) 2(1.8) 9(2.7)
[EGFR Mutation Status, n (%) °
Negative 218 (97.8) 109 (98.2) 327(97.9)
Missing 5(2.2) 2(1.8) 7(2.1)
ALK Rearrangement, n (%)
Negative 166 (74.4) 79 (71.2) 245 (73.4)
Unknown 57 (25.6) 32 (28.8) 89 (26.6)
[Location of Baseline Target Lesion, n (%) ©
Lung 200 (89.7) 107 (96.4) 307 (91.9)
Liver 12 (5.4) 12 (10.8) 24 (72)
Other 2 128 (57.4) 54 (48.6) 182 (54.5)
[Location of Distant Metastases, n (%) ©
Bone 75 (33.6) 41 (36.9) 116 (34.7)
Liver 20 (9.0) 17 (15.3) 37 (11.1)
Brain 11 (4.9) 7(6.3) 18 (5.4)
Source: ADSL, ADBASE. Data cutoff: 260ct2020. Data extraction: 23Feb2021.
Abbreviations: T+PP, Tislelizumab+Pemetrexed+Platinum; PP, Pemetrexed+Platinum.
¢ Numbers analysed
Table 70. Analysis Sets (Study 304) (DCO: 260CT2020)
T+PP PP Total
N =1223) ™ =111) N = 334)
n (%) n (%) n (%)
ITT Analysis Set 223 (100.0) 111 (100.0) 334 (100.0)
Safety Analysis Set 222 (99.6) 110 (99.1) 332(99.4)
PK Analysis Set 222 (99.6) NA 222 (66.5)
HRQoL Analysis Set 222 (99.6) 110 (99.1) 332(99.4)

Source: ADSL. Data cutoff: 260¢t2020. Data extraction: 23Feb2021.

Abbreviations: T+PP, Tislelizumab+Pemetrexed+Platinum; PP, Pemetrexed+Platinum; NA_ Not applicable.

® 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 71. 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% CI) ™

0.651 (0.465, 0.912)

Progression-Free Survival (month)

Median (95% CI)

9.7 (7.72.11.53)

7.6 (5.55,.8.02)

Q1 (95% CI)

5.0 (4.17, 5.62)

3.9 (2.69, 4.30)

Q3 (95% CI)

12.9 (11.76. NE)

9.8 (8.02, NE)

Event-free Rate at, % (95% CI)

3 months (95% CI)

85.7 (80.24, 89.81)

6 months (95% CI)

64.8 (57.59. 71.03)

77.4 (67.97. 84.40)
56.3 (45.01, 66.06)

9 months (95% CI)

54.3 (46.45. 61.57)

12 months (95% CI)

31.3 (21.67.41.44)

35.4 (22.90, 48.16)

Source: ADSL. ADTTE. Data cutoff: 23Jan2020. Data extraction: 31Mar2020.

17.7 (7.26. 31.90)

The final efficacy analysis was performed by the IRC after 201 PFS events (60.2% of 334 patients in
the ITT Analysis Set) were observed on 26 October 2020, the data cutoff date. The median follow-up time

at the final analysis was 16.1 months.

In the following, efficacy results from the data cutoff 26 Oct 2020 at the final analysis are presented.
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Table 72. Analysis of Progression-Free Survival per RECIST version 1.1 by Independent Review Committee
(ITT Analysis Set) (Study 304) Final Analysis (Final analysis) (DCO: 260CT2020)

T+PP PP
IN=223) 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)

ICensored, n (%) 90 (40.4) 43(38.7)
Consent Withdrawn 1(04) 3(2.7)
Lost to Follow Up 1(04) 1(0.9)
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(3.6)
New Anticancer Therapy 27(12.1) 25(22.5)
Death or Progression after Missing 2 or More 3(13) 1(09)
Consecutive Tumor Assessments

One-sided stratified log-rank test p-value * 0.0013

Stratified Hazard Ratio (95% CI) *°

0.632 (0.467. 0.855)

Progression-Free Survival (month)

Median (95% CI)

9.8 (8.94, 11.70)

7.6(5.55,8.02)

Q1 (95% CI)

50 (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% CI)

85.8 (30.29, 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)

57.2 (49.93, 63.72)

38.6 (27.59, 49.42)

12 month (95% CI) 39.9 (32.76, 46.84) 20.1 (11.56, 30.22)
18 month (95% CI) 26.6 (1949, 34.32) 113 (4.64,2121)
24 month (95% CI) 251 (17.83, 32.97) NE (NE. NE)

Source: ADSL, ADTTE. Data cutoff: 260ct2020. Data extraction: 23Feb2021.
Abbreviations: T+PP, Tislelizumab+Pemetrexed+Platinum; PP, Pemetrexed+Platinum: NE. Not Estimable.
Medians and other quartiles were estimated by Kaplan-Meier methodology with 95% CIs estimated using the
method of Brookmever and Crowley. Event-free rates were estimated by Kaplan-Meier methodology with 95% CIs

estimated using Greenwood’s formula.

# Stratified by stranification factors: disease stage (IIIB versus IV) and PD-11 expression in tumor cell (=50% TC

versus 12¢-49% TC versus <1% TC).

®Hazard ratio was estimated from Cox model with pemetrexed-+platinum group as reference group.

Figure 52. Kaplan-Meier plot of Progression-Free Survival per RECIST v1.1 by Independent Review
Committee (ITT Analysis Set) (Study 304) Final Analysis (DCO: 260CT2020)
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Secondary Endpoints

Overall Survival

Table 73. Analysis of Overall Survival (ITT Analysis Set) (Study 304) Final Analysis (DC0O:260CT2020)

T+PP PP
(N =223) N =111)
Overall Survival
Death, n (%) 96 (43.0) 46 (41.4)
Censored, n (%) 127 (57.0) 65 (58.6)
Ongoing in the Study 119 (53.4) 50 (45.0)
Withdrawal by Subject 5(2.2) 11(9.9)
Lost to Follow-up 3(1.3)

Stratified Hazard Ratio (95% CI) ° 0.900 (0.631, 1.283)

4(3.6)

Overall Survival (months)

Median (95% CT) 214 (17.68, NE)

213 (15.64, NE)

Q1 (95% CI) 125 (9.95. 13.83)

9.0 (6.01, 14.36)

Q3 (95% CI) NE (NE. NE)

NE (NE. NE)

[Event-Free Rate at, % (95% CI)

3 months (95% CI) 98.6 (95.81, 99.56)

93 4 (86.59, 96.78)

6 months (95% CI) 92.7 (8835, 95.46)

84.6 (76.08, 90.27)

9 months (95% CI) 85.3 (79.84. 89.36)

74.6 (65.01. 81.97)

12 months (95% CI) 76.4 (70.19, 81.54)

69.4 (59.41, 77.42)

18 months (95% CI) 55.4 (47.98. 62.17)

55.3 (44.59. 64.77)

24 months (95% CI) 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: 260ct2020. Data extraction: 23Feb2021.

Figure 53. Kaplan-Meier Plot of Overall Survival (ITT Analysis Set) (Study 304) Final Analysis

(DCO: 260CT2020)
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Overall Survival - Updated data

Figure 54. Kaplan-Meier Plot of Overall Survival (ITT Analysis Set) (Study 304) Updated data

(DCO: 15JUL2022)
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Progression-Free Survival (by Investigator)

Table 74. 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) 81 (73.0)
Progressive Disease 134 (60.1) 77 (69.4)
Death 9(4.0)

Stratified Hazard Ratio (95% CI)

0.550 (0.415, 0.729)

1(3.6)

Progression-Free Survival (month)

Median (95% CT)

9.7 (7.66, 11.70)

5.6 (4.80, 7.89)

Q1 (95% CI)

50(4.17,5.78)

4.0 (2.53, 430)

Q3 (95% CI)

19.2 (17.25, NE)

9.9 (9.69, 12.68)

[Event-Free Rate at, % (95% CI)

3 months (95% CI)

85.8 (80.35, 89.87)

76.1 (66.66, 83.16)

6 months (95% CI)

68.8 (62.02, 74.63)

47.9 (37.55, 57.50)

9 months (95% CI)

52.4 (45.34, 58.99)

35.0 (25.14, 44.96)

12 months (95% CI)

40.0 (33.14. 46.67)

17.5 (10.07. 26.60)

18 months (95% CI)

25.1 (1838, 32.39)

6.8 (239, 14.52)

24 months (95% CI)

23.8 (17.03, 31.20)

NE (NE, NE)

Source: ADSL. ADTTE. Data cutoff: 260ct2020. Data extraction: 23Feb2021.

Objective Response Rate (by IRC)

Table 75. Analysis of Confirmed Disease Response 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)

Best Overall Response ?, n (%)

Complete Response 9 (4.0) 2 (1.8)

Partial Response 104 (46.6) 29 (26.1)

Stable Disease 83 (37.2) 56 (50.5)

Non-CR/Non-PD 3(1.3) 3(2.7)

Progressive Disease 15 (6.7) 14 (12.6)

Could not be Determined 9 (4.0) 7 (6.3)
Objective Response Rate (ORR), n (%) 113 (50.7) 31 (27.9)

95% CI (43.9, 57.4) (19.8, 37.2)
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Study 304

T+PP PP
(N = 223) (N =111)

Disease Control Rate, n (%) 199 (89.2) 90 (81.1)
95% CI (84.4, 93.0) (72.5, 87.9)

Clinical Benefit Rate ?, n (%) 184 (82.5) 80 (72.1)
95% CI (76.9, 87.3) (62.8, 80.2)

Clinical Benefit Rate ¢, n (%) 149 (66.8) 54 (48.6)
95% 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 v1.1.

a Confirmed CR or PR is required.

b Included patients with BOR in CR or PR or =12 weeks SD.

¢ Included patients with BOR in CR or PR or =24 weeks SD.

Duration of Response (by IRC)

Table 76. 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)

Duration of Response (Months)
Median (95% CI)
Q1 (95% CI)
Q3 (95% CI)
Event Free Rate at, % (95% CI)
6 months
12 months
18 months
24 months

14.5 (10.09, NE)
6.5 (4.99, 8.31)
NE (NE, NE)

78.5 (69.47, 85.19)
53.9 (43.63, 63.11)
42.0 (30.35, 53.17)
42.0 (30.35, 53.17)

8.4 (5.95, 15.47)
5.9 (3.25, 7.00)
15.5 (8.48, NE)

63.8 (41.78, 79.35)
37.2 (18.32, 56.24)
20.7 (4.86, 43.97)
NE (NE, NE)

DCO: 260ct2020 for 304.

Abbreviations:T+PP, Tislelizumab+Pemetrexed+Platinum; PP, Pemetrexed+Platinum; NE, not estimable.
a Responders are defined as patients who achieved best overall response of confirmed CR or PR using RECIST version 1.1.Percentages

were based on number of responders.

Results were summarised based on data as assessed by independent review committee. Medians and other quartiles were estimated by
Kaplan-Meier method with 95% CIs estimated using the method of Brookmeyer and Crowley. Event free rates were estimated by
Kaplan-Meier method with 95% CI estimated using the Greenwood’s formula.

Health-related Quality of Life

The addition of tislelizumab to platinum-pemetrexed trended towards improvements in HRQoL compared
to platinum-pemetrexed alone in patients with previously untreated stage IIIB or IV non-squamous
NSCLC. The difference in LS mean change scores at Cycle 5 for QLQ-C30 GHS/QoL was 3.9 (95% CI: -
0.9, 8.7); however, the difference at Cycle 7 (5.7 [95% CI: 1.0, 10.5]) showed a trend towards higher

scores for Arm T+PP. The difference in LS mean change scores at Cycle 5 for QLQ-LC13 chest pain was -
3.2 (95% CI: -7.6, 1.2); however, the difference at Cycle 7 (-6.2 [95% CI: -10.8, -1.6]) showed a trend
towards lower scores for Arm T+PP. The difference in LS mean change scores at Cycle 5 for QLQ-LC13
coughing was -2.2 (95% CI: - 7.4, 3.1); however, the difference at Cycle 7 (-5.9 [95% CI: -11.6, -0.1])
showed a trend towards lower scores for Arm T+PP. The median TTD for QLQ-C30 GHS/QoL was not
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reached in either treatment arms; the median TTD for the composite of cough, chest pain, and dyspnoea
in the QLQ LC13 was 5.8 months (95% CI: 4.40, NE) in Arm T+PP and 4.3 months (95 %CI: 3.09, NE) in
Arm PP.

e Ancillary 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.

Table 77. 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)

Primary Analysis Sensitivity Analysis 1
T+PP PP T+PP PP
(N =223) (N=111) (N =223) (N=111)
Stratified Hazard Ratio 0.632 - 0.625 —
(95% CI) *° (0.467,0.855) (0.467,0.837)
Progression-Free Survival (months)
Median (95% CI) 08(894 11.70) | 7.6 (5.55,8.02) 9.7 (8.90, 11.70) |7.5 (5.39, 7.89)

Source: ADSL, ADTTE. Data cutoff: 260ct2020. Data exfraction: 23Feb2021. Abbreviations: T+PP,
Tislelizumab+Pemetrexed+Platinum: PP, Pemetrexed+Platimum.

An additional analysis was conducted to evaluate the impact of never smoking and baseline liver
metastasis on the primary analysis. The stratified HR as estimated from the Cox model adjusted for
never-smoking and baseline liver metastasis was 0.636 (95% CI: 0.468, 0.863).
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Table 78. Analysis of Progression-Free Survival per RECIST version 1.1 by Independent Review Committee
- Adjusting for Smoking Status and Baseline Liver Metastasis (ITT Analysis Set) (Study 304) Final Analysis

(DCO: 260CT2020)

T+PP PP
(N =223) 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(45)
Censored, n (%) 90 (40.4) 43 (38.7)
Consent Withdrawn 1(0.4) 3(2.7)
Lost to Follow Up 1(0.4) 1(0.9)
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 Tumor 3(13) 1(0.9)
Assessments
One-sided stratified log-rank test p-value * 0.0013
Stratified Hazard Ratio (95% CI) ® 0.636 (0.468, 0.863)
One-sided unstratified log-rank test p-value 0.0003

Unstratified Hazard Ratio (95% CI) ®

Progression-Free Survival (month)
Median (95% CI)
Q1 (95% CI)
Q3 (95% CI)

Event Free Rate at, % (95% CI)
3 month (95% CI)
6 month (95% CI)
9 month (95% CI)
12 month (95% CI)
24 month (95% CI)

Follow-up Time (month)
Median (95% CI)

0.601 (0.445,0.810)

9.8 (8.94,11.70)
5.0(4.17,5.75)
NE (17.08. NE)

85.8 (80.29, 89.84)
66.3 (59.32, 72.33)
57.2 (49.93, 63.72)
39.9 (32.76, 46.84)
25.1(17.83,32.97)

17.1(14.75, 17.18)

7.6(5.55,8.02)
3.9(2.69, 4.30)
99(9.69, 16.82)

77.4 (67.97, 84.40)
57.0 (46.09, 66.58)
38.6(27.59, 49.42)
20.1 (11.56, 30.22)
NE (NE. NE)

14.4 (5.78, 20.04)

Source: ADSL, ADTTE. Data cutoff: 260ct2020. Data extraction: 23Feb2021.

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-
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).
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Figure 55. Kaplan-Meier Plot of Overall Survival - Sensitivity Analysis Using Rank- Preserving Structural
Failure Time Model (ITT Analysis Set) (Study 304) Final Analysis (DCO: 260CT2020)
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Source: ADSL. ADTTE. Data cutoff: 260¢t2020. Data extraction: 23Feb2021.
Abbreviations: T+PP, Tislelizumab+Pemetrexed+Platinum: PP, Pemetrexed+Platinum.

Figure 56. Kaplan-Meier Plot of Overall Survival - Sensitivity Analysis Using Two Stage Method (ITT
Analysis Set) (Study 304) Final Analysis (DCO: 260CT2020)
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Source: ADSL. ADTTE. Data cutoff: 260¢t2020. Data extraction: 23Feb2021.
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Subgroup Analyses

Subgroup Analysis of PFS Assessed by IRC

Figure 57. Subgroup Analysis: Forest Plot of PFS per RECIST version 1.1 by Independent Review
Committee (ITT Analysis Set) (Study 304) Final Analysis (DCO: 260CT2020)
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Figure 58. Subgroup Analysis: Forest Plot of Overall Survival (ITT Analysis Set) (Study 304) Final Analysis
(DCO: 260CT2020)
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Source: ADSL, ADTTE. Data cutoff: 260ct2020. Data extraction: 23Feb2021.
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Efficacy by PD-L1 Expression

Figure 59. 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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Source: ADSL, ADTTE. Data cutoff: 260ct2020. Data extraction: 23Feb2021.
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PD-L1 1%-49%
PFS
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Source: ADSL, ADTTE. Data cutoff: 260ct2020. Data extraction: 23Feb2021.
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PD-L1 = 50%
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ORR by PD-L1 expression

Figure 60. Objective Response per RECIST version 1.1 by IRC by PD-L1 Expression (ITT Analysis Set)
(Study 304) Final Analysis (DCO: 260CT2020)
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Table 79. Confirmed Objective Response, PD-L1 positive population (PD-L1 expression =50%) (Study
304) Final Analysis (DCO: 260CT2020)

Endpoint Tislelizumab + Pemetrexed + Platinum
Pemetrexed + Platinum (n = 36)
(n=74)
ORR, n (%) 52 (70.3) 11 (30.6)
95% CI (58.5, 80.3) (16.3,48.1)
CR, n (%) 7 (9.5) 0 (0.0)
PR, n (%) 45 (60.8) 11 (30.6)

DoR by PD-L1 expression

Table 80. Duration of Response, PD-L1 positive population (PD-L1 expression =50%) (Study 304) Final
Analysis (DCO: 260CT2020)

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)

e Summary of main efficacy results

The following table summarises the efficacy results from the main studies supporting the 1L (in
combination with chemotherapy) non 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 81. Summary of efficacy for trial BGB-A317-304 (Study 304)

Title: A Phase 3, open-label, multicentre, randomised 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, multicenter, randomized (2:1), open-label study comparing tislelizumab +

platinum-pemetrexed versus platinum-pemetrexed alone
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Duration of main phase:

Duration of Run-in phase:

Duration of Extension phase:

24-Jul-2018 - Ongoing (data cut-
off for final analysis: 26-Oct-
2020)

The interim and final analyses were
conducted when the predefined PFS
events had been observed for the
efficacy and safety evaluations. The
study met its primary objective of
PFS at the interim analysis. Results
for 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

Arm T+PP
Tislelizumab
Pemetrexed

Carboplatin or cisplatin

n =223

Tislelizumab 200 mg i.v. +
carboplatin AUC 5 OR cisplatin
75 mg/m? + pemetrexed 500
mg/m? Q3W for 4-6 cycles

followed by

tislelizumab 200 mg + pemetrexed
500 mg/m? Q3W

Arm PP
Pemetrexed

Carboplatin or cisplatin

n=111

Carboplatin AUC 5 OR cisplatin
75 mg/m? + pemetrexed 500
mg/m?2 Q3W for 4-6 cycles

followed by
pemetrexed 500 mg/m? Q3W

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
v1.1in ITT analysis set

Secondary 0s
endpoint

Time from the date of
randomisation to the date of death
due to any cause in ITT analysis set
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Secondary
endpoint

PFS as assessed by the
investigator

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 ITT analysis set

Secondary
endpoint

ORR as assessed by the IRC

Proportion of patients who had
complete response (CR) or partial
response (PR) as assessed by the
IRC per RECIST v1.1 in ITT analysis

Secondary
endpoint

DOR as assessed by the IRC

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

Database lock

26-0ct-2020 (data cut-off date)

Results and Analysis

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

estimate Number of patients 223 111

variabilit

Y I mPFs (months) 9.8 7.6
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 IThe primary endpoint was met, and statistical significance was achieved in the pre-specified interim

lanalysis (23-Jan-2020 data cut-off), the p-value is descriptive for 26-Oct-2020 data cut-off.
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Analysis
description

Secondary endpoint analysis - OS

Analysis
population
and time
point

ITT

Descriptive
statistics and
estimate
variability

Treatment group

Arm T+PP

Arm PP

Number of patients

223

111

mOS (months)

21.4

21.3

95% CI

17.68, NE

15.64, NE

Effect
estimate per
comparison

Comparison groups

Arm T+PP vs. Arm PP

HR

0.900

95% CI

0.631, 1.283

Notes

Analysis
description

Secondary endpoint analysis - PFS by investigator

Analysis
population
and time
point
description

ITT

Descriptive
statistics and
estimate
variability

Treatment group

Arm T+PP

Arm PP

Number of patients

223

111

mPFS (months)

9.7

5.6

95% CI

7.66, 11.70

4.80, 7.89

Effect
estimate per
comparison

Comparison groups

Arm T+PP vs. Arm PP

HR

0.550

95% CI

0.415, 0.729

Notes

Analysis
description

Secondary endpoint analysis - ORR by IRC

Analysis
population
and time
point
description

Descriptive
statistics and
estimate
variability

Treatment group

Arm T+PP

Arm PP

Number of patients

223

111

ORR, n (%)

113 (50.7)

31 (27.9)

95% CI

43.9, 57.4

19.8, 37.2

Notes
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Analysis
description

Secondary endpoint analysis - DOR 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
mDoR (months) 14.5 8.4
95% CI 10.09, NE 5.9 (3.25, 7.00)
Analysis Subgroup analysis — PFS by IRC (PD-L1 > 50%)

Analysis PD-L1 = 50%

population

and time

point

description

Descriptive |Treatment group Arm T+PP Arm PP

statistics and

estimate Number of patients 74 36

variability
mPFS (months) 14.6 4.6
95% CI 11.5, NE 3.5,9.7

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
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

Not applicable.
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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 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) were selected
based on prevalence data from previous NSCLC studies with ICIs. For the 3 cutoff levels employed (< 1%
TC vs. 1%- 49% TC vs. > 50% TC ) that were also chosen for stratification, no analytical validation
report was provided. Data provided so far only support the 25% cutoff.

Analysis performed across trials (pooled analyses and meta-analysis)

Not applicable.

Supportive 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 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.
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Table 82. Efficacy of tislelizumab combination therapy in patients with lung cancer (Study 206)

Nonsquamous Squamous A Squamous B
N=16 N=15 N=6
Tislelizumab+ Tislelizumab+ Tislelizumab+
cis/carboplatin+ cis/carboplatin+ cis/carboplatin+
Treatment paclitaxel paclitaxel gemcitabine
Median OS (mo) NE NE NE
(95% CI) (13.31, NE) (1544, NE) (8.25, NE)
Median PFS (mo) 9.0 7.0 NE
(95% CI) (4.27,21.36) (552, 18.63) (427, |NE)
ORR (%) 438 80.0 66.7
(95% CI) (19.8,70.1) (51.9,95.7) (22.3,95.7)
DCR (%) 938 933 833
(95% CI) (69.8,998) (68.1,99.8) (35.9,99.6)

ME=not estimable

2.4.6. Discussion on clinical efficacy

Tislelizumab monotherapy as 2L+ treatment of NSCLC

Design and conduct of clinical studies

The application for approval of tislelizumab for the treatment of 2L+ NSCLC is based on the single open-
label, randomised, controlled, pivotal Phase 3 study BGB-A317-303 (Study 303). The study was
conducted in adult patients with histologically confirmed, locally advanced or metastatic (squamous or
nonsquamous) NSCLC who had progressed during or after a prior platinum-containing regimen. Overall,
the study design is endorsed. Stratification factors histology (squamous versus non-squamous), line of
therapy (2 versus 3) and PD-L1 expression level on tumour cell membrane (<25% versus >25%) are
endorsed.

In general, the applied inclusion and exclusion criteria selected an adequate population of patients with
advanced or metastatic NSCLC eligible for 2" line treatment, although the population may be considered
somewhat selected due to exclusion of patients with ECOG PS > 2, which could raise concerns 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, 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.
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A 2:1 randomisation ratio is acceptable. The choice and number of strata are considered feasible and
reasonable.

The primary analysis set, comprising all randomised subjects, is endorsed. Adherence to the ITT principle
is endorsed. However, no estimand was defined. The primary analysis by means of a stratified log-rank
test 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. The primary
analysis was stratified for strata as recorded in the eCRF rather than the strata used for randomisation,
which is not considered optimal. A sensitivity analysis based on the randomisation stratification factors
showed consistent results.

A sensitivity analysis was planned using a 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 model should be interpreted with care because the adjustment is
based on an intercurrent event. Nonetheless results are overall consistent with the primary analysis,
which provides reassurance.

A one-sided significance level of a=0.025 is acceptable, and the use of the proposed alpha spending
approach to account for multiple analyses as well as the use of a hierarchical testing approach for
sequential testing of the secondary endpoints in the final analysis in the ITT as well as the PD-L1
population is acceptable. The timing (and populations) for interim analyses and the alpha-spending
approach was updated multiple times. Initially, a Hwang-Shih-DeCani (HSD) spending function with y = -
4 was defined. In Protocol Amendment 1 this was modified to a HSD with y = -0.7. Only in Protocol
Amendment 3 (09 Mar 2020) the final HSD spending function with y = -2 was defined. Given that the
study was an open-label study this is considered potentially problematic. The rationale for these changes
provided by the Applicant upon request (delayed treatment effect became apparent from results of other
studies) was considered acceptable. Sensitivity analyses provided reassurance that there was no
meaningful impact on the obtained results.

The alpha was split for the two dual primary hypotheses to control the overall type I error strongly at a
one-sided alpha of 0.025. To account for the positive correlation between the test statistics in the 2
Analysis Sets (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.

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 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.
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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 in the docetaxel
arm as compared to the tislelizumab arm were randomised but not treated (4.4% vs. 0.2%) or withdrew
from the study. The higher proportion of patients in the control group who were not treated at all or
discontinued treatment early could have had an impact on the performance of the control arm. The
proportion of patients with uncontrolled, untreated brain metastasis excluded could be reasonable, this
refers also to the incidence of EGFR mutation. The applicant provided conservative sensitivity analyses
addressing this imbalance which were supporting.

At the data cutoff date of 15 July 2021, the median follow-up time was 16.0 months for the tislelizumab
arm and 10.7 months for the docetaxel arm in the ITT Analysis Set.

Baseline characteristics

The study population included in Study 303 was predominantly male (77%) and had a median age of
61.0 years. The majority of patients were recruited at sites in Asia and thus, 80% of patients were Asian
versus 17% being of White or Caucasian race. Tumour tissue (either archival tissue or fresh biopsy) was
required for enrolment in this study. Patients with known EGFR/ALK mutations were excluded.

Overall, there are no meaningful imbalances in patients’ baseline characteristics among treatment arms.
However, several points could question whether the enrolled population is representative of real-life EU
patients (i.e. 55% male, 45% female, 10% never smoker, 70% non-squamous, Simeone et al. 2019). In
Study 303, 30% of patients were never smokers, 54% non-squamous and only 22% were female, which
is not considered representative. 80% of the patients were enrolled in China, which means the ethnicity,
the standard of care and the histology differs largely from a Western European population.

It is noted that most patients (85%) included in Study 303 had received 1 prior anticancer therapy. Only
2nd and 3™ line patients are included. The indication statement did not include a restriction of
administration of tislelizumab to patients having received 1 or 2 prior therapy in the past. As such,
patients may also be treated with tislelizumab in even further lines of therapy. Although no data are
available for patients with advanced or metastatic NSCLC in later lines of therapy, the extrapolation of
study results 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-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
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with indeterminable response in the docetaxel arm is in line and can be explained by the number of
patients randomised but not treated or withdrawn from study treatment (N = 41). The high proportion of
missing values in the control arm is considered unfortunate. DOR analysis demonstrated that among
patients with objective response (CR or PR, as assessed by the investigator per RECIST v1.1), responses
were of longer duration for tislelizumab as compared to control (median DOR 13.5 months vs. 6.0
months). These results were consistent with the interim analysis results (DCO 10 Aug 2020).

A median OS of 17 months for the tislelizumab arm in study 303 is considered 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 (Tecentrig OAK). A longer median OS is also
reported in the control arm. Difference in OS could be explained by a selected patient population with a
more favourable prognosis as the effect of tislelizumab on the other endpoints does not seem to differ
from the effect of other PD-(L)1 inhibitors (e.g. ORR).

Efficacy in subgroups

A statistically significant improvement in OS was observed in the PD-L1 >25% analysis set favouring the
tislelizumab arm (HR = 0.54; 95% CI: 0.41, 0.71) with median OS being 19.3 months for the
tislelizumab arm and 11.7 months for the docetaxel arm. A notably lower OS advantage was observed for
tislelizumab relative to docetaxel in the PD-L1 negative subset (PD-L1 <25%), with a stratified HR of 0.79
(95% CI; 0.64, 0.99), and median OS estimates of 15.2 months (95% CI: 13.4, 17.6) for the tislelizumab
arm vs. 12.3 months (95% CI: 9.3, 14.3) for the docetaxel arm.

OS subgroup analyses showed a lower effect for never smokers, female patients and subjects with brain
metastasis when compared to the effect of tislelizumab on the ITT population. Acknowledging the wide
confidence intervals due to the limited number of events, the evidence does not allow to conclude on the
lower benefit in these subgroups. No meaningful differences are observed based on histology.

Subgroup analyses in subjects <65 and >65 years suggest a similar efficacy for both age groups with
slightly lower values for the higher age group (HR for OS 0.64 [95% CI 0.519, 0.790] vs. 0.73 [95%CI
0.545, 0.989]). Data in patients >75-year-old were too limited to draw any conclusion, this is reflected in
section 4.8 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 Tecentriqg 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 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.
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Final indication statement:

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 in combination with carboplatin and either paclitaxel or nab-paclitaxel for the 1L
treatment of squamous NSCLC

Design and conduct of clinical studies

The pivotal study supporting the sought indication is the ongoing Study 307, a phase III randomised,
open-label trial with tislelizumab in combination with carboplatin-paclitaxel/nab-paclitaxel (T+(n)PC)
compared to carboplatin-paclitaxel (PC) in first line locally advanced (stage IIIB) or metastatic (stage 1V)
squamous NSCLC. No Scientific Advice to CHMP was requested on this study.

Tislelizumab 200 mg Q3W was administered in combination with carboplatin AUC5 + paclitaxel 175
mg/m?2 or nab-paclitaxel 100 mg/m? for a total of 4 to 6 cycles, followed by tislelizumab until progression.
Carboplatin with either paclitaxel or nab-paclitaxel is one of the accepted standard treatment options for
15t line squamous cell lung cancer. Cisplatin, although indicated and used in squamous disease, was not
included in this study. Therefore, no data are available for tislelizumab in combination with cisplatin-
based chemotherapy in squamous histology, contrary to non-squamous NSCLC (Study 304) where both
cisplatin and carboplatin (with pemetrexed) have been tested (see section 2.6.6.4 below). The sought
indication for tislelizumab in squamous NSCLC is ultimately in combination with carboplatin and either
paclitaxel or nab-paclitaxel. International guidelines recommend the use of 4 to 6 cycles of treatment for
chemotherapy, Investigators choice of number of cycles (up to six) is therefore supported. Of note, lower
doses for paclitaxel and carboplatin were applied in Study 307 compared to the recommended standard
doses in European guidelines. However, literature data suggested that the dose reductions would likely
not have a relevant impact on the efficacy results.

Statistical methods

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 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 originally planned to perform the
interim analysis when approximately 109 PFS events (67% of the targeted number of events, slightly
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corrected to 103 PFS events in Amendment 1) would have been observed. In Amendment 3 this was
changed to 130 PFS events (75% of the now targeted number of 173 PFS events, based on an updated
sample size calculation with a now assumed HR of 0.65 in Arm A as well as Arm B). Since this is an open-
label trial, such late changes in the timing of the interim analysis (4 months before data cut-off) raise
uncertainties.

Upon request, the Applicant clarified that a delayed treatment effect was not expected during the initial
planning but was suggested by results from other studies that were finalised during the conduct of this
study. This led to the changes of the study. Although some uncertainty remains, e.g. due to the open-
label study design, this explanation seems reasonable. Further, results based on the original plan with
103 events in Arms T+PC and PC and Arms T+nPC and PC provide reassurance.

Recruitment and conduct of the study

In the ITT Analysis Set, a total of 360 patients were randomised 1:1:1 to receive T+PC, T+nPC or PC.
More patients in the control arm as compared to the T+(n)PC arms were randomised but not treated or
withdrew from the study (14.9% vs. 4.2%).

Baseline characteristics

The 307 study population was predominantly male (91.7%), had a median age of 62.0 years and 16%
never smoker were included. Patients were enrolled in 43 centres in China. Some imbalances could be
detected in the T+nPC arm compared to control (and T+PC). There are only 6% female and 10% never
smoker in this arm. Overall, only Asian patients were included, the median age of 62 years is considered
low (expected 69 years) and 8% female patients only are not considered representative for a European
patient population, this raises concerns about the external validity of the trial.

Both intrinsic and extrinsic ethnic factors are of influence in the presented data for both trials. The
magnitude of the differences in the intrinsic factors of age and gender distribution and the extrinsic factor
of smoking status distribution between the 2 cohorts of study 304 and 307 and a European corresponding
patient population, is notable and of importance. In studies 304/307, the median age was 61/62 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
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 mNSCLC 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 clearly
reflected in the ICH E5 guideline on Ethnic factors in the acceptability of foreign clinical data. External
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validity of the outcome data from study 304 and 307 was questioned, however considering that results
could be regarded as comparable to other studies with PD-L1 inhibitors in NSCLC this issue was not
further pursued.

Inclusion was limited to ECOG PS 0-1 and the inclusion was restricted to participants younger than 75
years which cannot be followed and is suboptimal, as it hampers the comparability with the real-world
setting. Patients with sensitizing EGFR mutation or ALK translocation were not eligible. As consequence,
this could result in exclusion of patients with EGFR and ALK mutations in the indication wording. However,
compared with lung adenocarcinoma, evidence about the efficacy of EGFR TKIs and treatment progress in
patients with lung squamous cell carcinoma (SCC) is limited and controversial. Activation of EGFR
mutations are rare in patients with SCC (<3%); the lack of reported mutations may limit the use of
EGFR-TKIs in lung cancer patients with SCC. In addition, ALK and ROS1 rearrangements in lung
squamous cell carcinoma are very rare (Zhao et al. Lung cancer 2016), so not considered relevant in real
world setting.

Overall, there are no meaningful imbalances in patients’ baseline characteristics between the treatment
arms T+PC and PC.

Efficacy data and additional analyses

A statistically significant and clinically meaningful improvement in PFS assessed by the IRC per RECIST
v1.1 was shown for both treatment arms (T+PC and T+nPC vs PC alone) at the interim analysis. With a
total of 191 PFS events (53% of the overall population), the stratified HR was 0.48 (95% CI: 0.34, 0.69)
for T+PC vs PC and 0.45 (95% CI: 0.32, 0.64) for T+nPC vs PC. The median PFS was 7.6 months (95%
CI: 5.9, 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:
4.2, 5.6) in Arm PC.

In the final analysis, the stratified PFS HR was 0.45 (95% CI: 0.32, 0.62) for T+PC vs PC and 0.43 (95%
CI: 0.31, 0.62) for T+nPC vs PC. At the data cutoff date for the final analysis (30 September 2020), the
median follow-up time was 16.7 months in the ITT. Results from PFS sensitivity analysis 1, representing
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.

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 compared to the RPSFT model-
based estimate is small. Furthermore, the differences in the results of the two sensitivity analyses raise
uncertainties about the robustness of these analyses.
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An advantage of T+(n)PC over PC alone is seen regarding response rates (confirmed ORR assessed by
the IRC: 61.7% and 62.2% vs 37.2%). Median DOR (for unconfirmed responses) was also longer for
T+PC and T+nPC vs PC (8.4 and 8.6 vs 4.3 months).

Overall, the PFS advantage of T+(n)PC appears to be maintained in most of the subgroups analysed. It
has been noted, that no meaningful benefit was observed for patients with ECOG-PS 0, however,
numbers are too small and no biological rationale could support this finding. Only 1.7% of patients with
brain metastasis were included, therefore the evidence does not allow to conclude on the treatment effect
in patients with brain metastasis.

During the procedure, updated PFS and OS data were provided based on a data cutoff date of 15-July-
2022, with a median follow up of 20.5 months. In literature, a trend for a better outcome with checkpoint
inhibitor chemo combination with higher PD-L1 score has been observed also in squamous NSCLC. This
trend was also evident in the updated PFS and OS data provided for Study 307. However, PFS and OS
data indicate a meaningful benefit in the PD-L1 negative subgroup (T+PC vs PC: TC<1% (HR: 0.57, 95%
CI: 0.34, 0.93); and T+nPC vs PC: TC<1% (HR: 0.73, 95% CI: 0.46, 1.17)) supporting an indication
regardless of PD-L1 expression.

Wording of the indication

Overall, patients’ selection criteria are considered reflective of the target population in the indication. The
inclusion of patients with locally advanced stage in the indication wording for the first line treatment of
both squamous NSCLC is accepted with the clarification that these patients were not candidates to
platinum-based chemoradiation. Therefore, the indication was updated as follows:

Tizveni in combination with carboplatin and either paclitaxel or nab-paclitaxel is indicated for the first-line
treatment of adult patients with squamous NSCLC who have:

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

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? 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 humber of cycles (up to six).

Statistical methods

Please refer to the section above, discussion on Study 307.
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Recruitment and conduct of the study

In the ITT Analysis Set, a total of 334 patients were randomised 2:1 to receive T+PP or PP. More patients
in the control arm as compared to the T+PP arms withdrew from the study or treatment (22.5% vs.
11.2%) (see Table 67). At the data cutoff date of 26 October 2020, the median follow-up time was 16.1
months for the ITT Analysis Set.

Baseline characteristics

The study population included in Study 304 was predominantly male (74.0%) and had a median age of
61.0 years. 36.2% of patients were never smoker. Patients were enrolled in 47 centres solely in China.
Tumour tissue (either archival tissue or fresh biopsy) was required for enrolment in this study.

Overall, patients’ selection criteria are considered reflective of the target population in the indication;
however, several limitations due to the inclusion of Chinese patients only should be taken into
consideration. The median age of 61 years is considered low (expected 69 years) and the percentage of
never smokers is significantly higher (36.2% vs. 10% in the European patient population). The
percentage of female patients (26%) is rather low, but much more comparable to a European patient
population than the proportion of women in Study 307 (10%). In addition, the considerably low
percentage of patients with brain metastasis (ca. 5%) or liver metastasis (11%) indicates a highly
selected patient population. 33% of the patients had tumour cell PD-L1 expression 250%. The baseline
characteristics for this study population were: median age 61 years (range: 25 to 75), 29% age 65 years
or older; 74% male; 23.4% with ECOG PS of 0 and 76.6% with ECOG PS of 1; 18.3% with disease stage
ITIB; 26.6% with unknown status for ALK rearrangement and 73.4% with negative ALK rearrangement;
36.2% never-smokers. The characteristics of age, sex, ECOG PS, stage, smoking status, PD-L1 TC score
expression and prior anticancer treatments were balanced between the treatment arms. There were
several imbalances in patients baseline characteristics between the treatment arms, 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.

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: 8.94, 11.70) in Arm
T+PP and 7.6 months (95% CI: 5.55, 8.02) in Arm PP. The estimated 12-month PFS event-free rate was
39.9% (95% CI: 32.76, 46.84) in Arm T+PP and 20.1% (95% CI: 11.56, 30.22) in Arm PP.

The median OS in Arm T+PP was 21.4 months (95% CI: 17.68, NE) compared to 21.3 months in Arm PP
(95% CI: 15.64, NE) with a stratified HR of 0.90 (95% CI: 0.63, 1.28), being the OS comparable in the
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two arms. Taking the KM curves into consideration, the OS data is considered to be inconclusive. Maturity
level of OS was 42% at this analysis and, due to the high rate of censoring, a late crossing of the curves
cannot be excluded. The allowance of cross-over from the chemo arm (PP) to tislelizumab is presumably
the reason for the unusually high OS in the chemo arm, what is confounding the OS data.

In Study 304 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.

As of the data cutoff date of 26 October 2020, 16 patients (7.2%) in Arm T+PP, 56 patients (50.5%) in
Arm PP had received subsequent immunotherapy including 40 patients (36.0%) with in-study crossover.
Since crossing over to tislelizumab treatment could have hampered the OS results, two supplementary
OS analyses (both not pre-specified) were performed to adjust for the crossover effect of tislelizumab.
Both analyses suggested a potentially more favourable OS benefit in Arm T+PP compared with Arm PP,
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
compared to the RPSFT model-based estimate is small. Furthermore, the differences in the results of the
two sensitivity analyses raise uncertainties about the robustness of these analyses.

More mature OS results were provided (DCO 15 July 2022). In this updated analysis, the stratified HR for
OS was 0.85 (95% CI: 0.63, 1.14) for Arm T+PP vs. Arm PP. Median OS was 21.6 months in Arm T+PP
and 20.1 months in Arm PP.

An advantage 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). 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%, =50%) 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 subgroup. When analyses
were performed after excluding patients with missing PD-L1 status, the point estimate of the OS HR
increased to 1.526 (95% CI 0.880, 2.645) in the PD-L1 <1% population.

In both subgroups (PD-L1 negative and PD-L1 low), a small ORR treatment difference (16.7% and 17.9%
respectively), a borderline PFS benefit (HR 0.78; 95% CI 0.51, 1.2 and HR 0.90; 95% CI 0.49, 1.63,
respectively) and a detrimental OS could be observed. It is acknowledged that crossover to tislelizumab
was almost 40% within the trial and 14.5% of the patients received IO outside the trial; however,
similarly high crossover rates to I0 were observed in KEYNOTE-189 (41.3%) and in IMpower130
(59.2%). Demonstration of benefit for the addition of tislelizumab to chemotherapy in 1L nsq NSCLC is
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based on the comparatively rather small pivotal Study 304 with PFS as primary endpoint. Efficacy results
for patients with PD-L1 <1% or PD-L1 1-49% do not show a clinically meaningful improvement in PFS
and indicate a clearly detrimental effect on overall survival in a sufficiently mature dataset. It is
acknowledged that uncertainties remain regarding inconsistent results in small PD-L1 subgroups of the
comparator arm that might have negatively impacted the relative treatment effect of tislelizumab. It is
also accepted that the study was not powered for demonstration of an overall survival benefit. However,
the given deficiencies in the study design cannot be used as an argument to disregard the data. A lower
treatment effect in PD-L1 low expression subgroups is considered biologically plausible and supported by
external evidence. Thus, the detrimental OS effect for patients with PD-L1 expression cannot be ignored
considering the additional toxicity in the combination treatment setting.

Wording of the indication

The benefit of tislelizumab in non-squamous NSCLC can therefore not be considered established neither in
PD-L1 negative patients, nor in PD-L1 low patients. As a result, the indication was restricted to patients
whose tumours express PD-L1 in =250%.

Patients with locally advanced NSCLC were included in the indication but further characterised to reflect
that these patients were not candidates for platinum-based chemoradiation, or metastatic NSCLC.

Patients with 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 >
50% of tumour cells with no EGFR or ALK positive mutations and who have:
e locally advanced NSCLC and are not candidates for surgical resection or platinum-based
chemoradiation, or
e metastatic NSCLC.

2.4.7. 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/low patients is
not considered established and the indication was restricted to patients whose tumour express PD-L1 in
>50% of tumour cells.

2.5. Clinical safety

Tislelizumab safety data are provided for the treatment of NSCLC as monotherapy or in combination with
chemotherapy.
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The safety of tislelizumab monotherapy in second-/third-line treatment of patients with previously
treated locally advanced or metastatic NSCLC ("2L+" used as abbreviation 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 83. Studies providing safety data for tislelizumab monotherapy

303 Study 2L+ NSCLC
200 mg Q3W
Tislelizumab Docetaxel All2 All Indications®
(N=534) (N=258) (N=636) (N=1534)
n (%) n (%) n (%) n (%)
Tislelizumab Regimen, n (%)

200 mg Q3W 534 (100.0) NA 589 (92.6) 1534 (100.0)

5.0 mg/kg Q3W 0 (0.0) NA 47 (7.4) 0 (0.0)

The safety of tislelizumab with chemotherapy combinations in first-line treatment of patients with
locally advanced or metastatic squamous and nonsquamous NSCLC is supported by safety data from
e the pivotal Study 307 in squamous NSCLC,
e the pivotal Study 304 in nonsquamous NSCLC, and from
e pooling of squamous+nons quamous data (pivotal study 307, pivotal study 304 and supportive
study 206): Full NSCLC Combination Therapy Safety Analysis Set

Table 84. 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.
At the time of submission, the pivotal studies were ongoing; applied cutoff dates were 10 Aug 2020 for
Study 303 (2L+ NSCLC), 30-Sep 2020 for Study 307 (1L sq NSCLC), and 26-0ct-2020 for Study 304 (1L

non-sq NSCLC).

For the monotherapy Study 303, the median follow-up was 11.9 months (13.4 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 follow-up time was 16.9 months for tislelizumab
+ chemotherapy groups and 15.6 months for the chemotherapy groups (16.2 months in squamous and
15.3 months in non-squamous patients); 24%-29% of patients in the tislelizumab + chemotherapy
groups were still on study treatment compared to 0% with squamous and 5.5% with non-squamous
patients in the chemotherapy groups.

Study 303 recruited patients from 109 centres in China, Eastern Europe, Turkey and other regions (Brazil,
Mexico, and New Zealand). Studies 307 and 304 were conducted in 46 and 47 centres in China.
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Table 85. Studies providing supportive safety data for tislelizumab
2L monotherapy studies

1L combination

therapy study
302 208 204 102 001 203 206
Phase 11l Il 1l 1/ It 1l 1l
Disease type Advanced Previously treated, uc ST [advanced solid ST (CRC, NSCLC, R/R cHL Locally advanced or

unresectable/ unresectable HCC tumers] (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)

Phase Il single-arm, Phase I/ll 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

sarcoma, or other
tumors with known
MSI-H or dMMR))

Phase |, open-label,
multiple-dose, dose-
escalation and
expansion study
investigating the
safety, tolerability,
PK, and antitumor

Phase Il open-label,
multicenter, single- cohort study of

arm study to tislelizumab in
evaluate the efficacy combination with

of tislelizumab standard

therapy in adult chemotherapy as
patients with first-line treatment in

Phase Il, open- Phase [I, multi-

label, global study

Study design Phase I
randomized,
controlled, open-
label, global study
comparing the
efficacy of
tislelizumab vs.

chemotherapy as HCC. advanced or characteristics, activity of felapsed or Chinese patients
second-line metastatic urothelial preliminary antitumor  tislelizumab in refractory cHL. with locally
treatment in patients carcinoma who had activity, and confirmed patients with advanced or
with recurrent, progressed during  the MTD, if any, and/or advanced tumors. metastatic lung
advanced, or following a RP2D of tislelizumab. cancer to evaluate
unresectable or platinum-containing The Phase Il portion the antitumor activity
metastatic ESCC. regimen was conducted as an of tislelizumab in
indication-expansion combination with
study to further assess platinum-containing
the safety, PK, and doublet
preliminary efficacy in chemotherapy.
patients with malignant
solid tumors, including
cohorts in patients with
NSCLC.
Participating China (including China (including China, Korea China Australia; New China China
countries Taiwan), Belgium, Taiwan), Germany, Zealand; USA;
Spain, France, UK, Spain, France, UK, South Korea; China
ltaly, Japan, Korea, Italy, and Poland (including Taiwan)
USA, Germany
Tislelizumab 200 mg Q3W 200 mg Q3W 200 mg Q3W 200mg Q3W, 200mg 0.5/2/5/10 mg/kg 200 mg Q3W 200 mg Q3W
dose regimen W1D1, W5+4D1 Q3W=*  Q2W, 2/5 mg/kg
Q3W and 200 mg
Q3w
Patients in 255 in Tislelizumab 249 113 300 (568 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-2019 31-May-2020 26-Aug-2020 26-Nov-2018 31-Dec-2019

# Study 206 also included a cohort of 17 SCLC patients that were not included in this analysis.

T Study 001 is a two-stage study consisting of a Phase |A component for dose escalation and dose-finding, and a Phase IB component for indication expansion.

*In Study 102, the dose of 200mg W1D1, W5+D1 Q3W means dosing with 200 mg on Day 1 with interval of 4 weeks for Cycle 1 and 3 weeks for cycles thereafter.

CC: cholangiocarcinoma; cHL: classical Hodgkin Lymphoma; CRC: Colorectal cancer; cuSCC: Squamous cell carcinoma; dMMR: deficient Mismatch Repair; ESCC:
Esophageal carcinoma; GC: Gastric cancer; GIST: gastrointestinal stromal tumor; HCC: Hepatocellular carcinoma; HNSCC: Head and neck squamous cell carcinoma;
MCC: Merkel-cell carcinoma; MM: Melanoma; MSI-H: Microsatellite Instability — High; NPC: Nasopharyngeal carcinoma; NSQ- NSCLC: nonsquamous- non-small cell
lung cancer; NSCLC: Non-small cell lung cancer; OC: Ovarian Cancer; PC: Pancreatic cancer; RCC: Renal cell carcinoma; R/R: Relapsed or Refractory; SCNEC: Small
cell neuroendocrine carcinoma; SQ-NSCLC: squamous-non-small cell lung cancer; ST: Advanced solid tumor; TNBC: Triple negative breast cancer; UC: Urothelial
carcinoma; UM: Uveal melanoma.

Patient exposure

Exposure monotherapy 2L+

Table 86. Extent of treatment exposure

303 Study 2L+ NSCLC
200 mg Q3W
Tislelizumab Docetaxel All2 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 (%)
>= 6 Months 244 (45.7) 36 (14.0) 279 (43.9) 615 (40.1)
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303 Study 2L+ NSCLC
200 mg Q3W
Tislelizumab Docetaxel All2 All Indications®
(N=534) (N=258) (N=636) (N=1534)
n (%) n (%) n (%) n (%)
>= 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 (33.5)
4 -< 8 Cycles 103 (19.3) 69 (26.7) 133 (20.9) 360 (23.5)
8 -< 12 Cycles 85 (15.9) 18 (7.0) 91 (14.3) 180 (11.7)
12 -< 18 Cycles 72 (13.5) 14 (5.4) 78 (12.3) 153 (10.0)
18 -< 36 Cycles 96 (18.0) 7 (2.7) 107 (16.8) 278 (18.1)
>= 36 Cycles 14 (2.6) 0 (0.0) 28 (4.4) 49 (3.2)
Relative Dose Intensity (RDI)(%)¢
Mean (SD) 97.28 (5.350) 93.89 (8.978) 97.17 (5.855) 97.16 (6.374)
Median 99.51 98.44 99.60 100.00
Q1, Q3 96.43, 100.00 89.08, 100.00 96.43, 100.00 96.92, 100.00
Min, Max 60.4, 106.8 61.8, 106.8 53.8, 106.8 46.2, 107.7
Exposure combination therapy 1L
Exposure to tislelizumab
Table 87: Extent of treatment exposure to tislelizumab (1L NSCLC Safety Analysis Set)
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 (%)
Number of Treatment Cycles
Mean (SD) 14.0 (8.71) 14.1 (9.02) 13.0 (8.78) 13.7 (9.19)
Median 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 (Months)
Mean (SD) 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 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
Duration of Exposure, n (%)
< 1 months 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)
> 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 (%)
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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 (%)
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 (18.1)
18 - <36 cycles 40 (33.3) 42 (35.6) 67 (30.2) 160 (32.2)
> 36 cycles 0 (0.0) 0 (0.0) 1 (0.5) 4 (0.8)
Relative Dose Intensity (%) ?
n 120 118 222 497
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, 98.91 86.84, 97.95
Min, Max 62.7, 107.7 54.5, 100.0 57.1,103.3 54.5, 107.7

@ Relative dose intensity (%) was defined as the ratio of the actual dose intensity (mg/cycle) versus the

planned dose intensity (mg/cycle).

Exposure to chemotherapy

Table 88: Extent of treatment exposure to paclitaxel/nab-paclitaxel (1L NSCLC Safety Analysis Set)

SQ-NSCLC
307 307 307
T+PC T+nPC PC
(N =120) (N =118) (N =117)
n (%) n (%) n (%)
Number of Treatment Cycles
n 120 118 117
Mean (SD) 4.6 (1.56) 4.0 (1.38) 4.5 (1.47)
Median 4.5 4.0 4.0
Q1, Q3 4.0, 6.0 3.0, 5.0 4.0, 6.0
Min, Max 1,6 1,6 1,6
Duration of Exposure (Months)
n 120 118 117
Mean (SD) 3.36 (1.196) 3.24 (1.191) 3.22 (1.131)
Median 3.47 3.22 3.09
Q1, Q3 2.76, 4.22 2.76, 3.94 2.76, 4.17
Min, Max 0.7,5.6 0.7,5.7 0.1,5.2
Number of Cycle 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 89: Extent of treatment exposure to cisplatin/carboplatin (1L NSCLC Safety Analysis Set)

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™
(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 4.0 4.0 4.0 4.0 4.0 4.0
Q1, Q3 4.0,6.0 3.0,5.0 4.0,6.0 4.0,6.0 4.0,4.0 40,6.0 4.0,6.0
Min, Max 1,6 1,6 1,6 1,6 1,6 1,6 1,6
Relative Dose Intensity (%)
n 120 118 117 222 110 497 227
Mean (SD) 92,52 (9.122) 83.25(12.763) 94.59 (9.877) 92.83 (11.492) 93.00 (10.188)  90.94 (11.772)  93.82 (10.038)
Median 94.81 82.56 96.68 95.51 94.72 94.14 96.09
Q1, Q3 86.64,99.77  73.78,95.19 89.11, 100.00 | 86.48, 100.10  86.58, 99.99 84.12,99.93 88.29, 100.00
Min, Max 63.5, 110.1 47.0,105.9 51.7,123.0 46.8, 124 4 60.7,113.2 46.8,124 4 51.7,123.0

*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.

Adverse events

Analysis of adverse events

Treatment emergent adverse events (TEAE) were summarised by MedDRA system organ class (SOC) and
preferred term (PT) using MedDRA version 23.0. AEs were graded by the investigators using NCI CTCAE
v4.03 for Studies 303 and 206 and NCI CTCAE v5.0 for Studies 304 and 307.

In the pivotal Studies 303, 304 and 307, all AEs were reported until either 30 days after the last dose of
study drug or initiation of new anticancer therapy; all imAEs were reported until 90 days after the last
dose of tislelizumab, regardless of whether or not the patient started a new anticancer therapy.

A patient reporting the same AE more than once is counted only once when calculating the incidence.

e Monotherapy 2L+
The following tables are provided for the 2/3L NSCLC Safety Analysis Set as described above.

Summary of AEs

Table 90. Overall summary of treatment-emergent adverse events

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)
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)
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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 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 (18.0)
Immune-mediated TEAE with = Grade 3 35 (6.6) NA 43 (6.8) 81 (5.3)
Serious Immune-mediated TEAE 40 (7.5) NA 44 (6.9) 90 (5.9)
Immune-mediated TEAE Leading to Death 2 (0.4) NA 3(0.5) 6 (0.4)
Infusion-related Reaction 5 (0.9) 9 (3.5) 7 (1.1) 54 (3.5)
Infusion-related Reaction with > Grade 3 0 (0.0) 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 "Dose delay

non
’

Dose delayed",

"Drug interrupted", "Dose interrupted", "Dose held/interrupted" or "Infusion rate decrease" by investigator; for

Docetaxel, as a TEAE with action taken "Dose delay

by investigator.

For each row category, a pt with multiple AEs in that category is counted only once.

Most common AEs

Table 91. Most common TEAEs by SOC and PT (= 10% patients in any group)

Dose interrupted", "Infusion rate decrease" or "Dose Reduction"

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 TEAE 509 (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 106 (19.9) 38 (14.7) 121 (19.0) 295 (19.2)
Aspartate aminotransferase increased 101 (18.9) 31 (12.0) 121 (19.0) 320 (20.9)
Weight decreased 81 (15.2) 26 (10.1) 104 (16.4) 216 (14.1)
White blood cell count decreased 20 (3.7) 74 (28.7) 25 (3.9) 101 (6.6)
Neutrophil count decreased 15 (2.8) 95 (36.8) 17 (2.7) 65 (4.2)
Respiratory, thoracic and mediastinal 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 61 (11.4) 32 (12.4) 73 (11.5) 113 (7.4)
Haemoptysis 57 (10.7) 22 (8.5) 66 (10.4) 88 (5.7)
Metabolism and nutrition disorders 252 (47.2) 118 (45.7) 298 (46.9) 659 (43.0)
Decreased appetite 82 (15.4) 59 (22.9) 99 (15.6) 221 (14.4)
Hypoalbuminaemia 70 (13.1) 41 (15.9) 87 (13.7) 174 (11.3)
Hyperglycaemia 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)
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)
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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 (%)
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) 370 (24.1)
Pruritus 37 (6.9) 5(1.9) 49 (7.7) 154 (10.0)
Alopecia 5(0.9) 122 (47.3) 8 (1.3) 6 (0.4)
Endocrine disorders 79 (14.8) 2 (0.8) 95 (14.9) 243 (15.8)
Hypothyroidism 57 (10.7) 2 (0.8) 68 (10.7) 184 (12.0)

Most common related AEs

Table 92. Most common treatment-related TEAEs by SOC and PT (>= 10% patients in any group)

303 Study 2L+ NSCLC 200 mg Q3W
All
Tislelizumab Docetaxel 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 TEAE 390 (73.0) 242 (93.8) 457 (71.9) 1125 (73.3)
Investigations 224 (41.9) 151 (58.5) 257 (40.4) 598 (39.0)
Alanine aminotransferase increased 86 (16.1) 33 (12.8) 101 (15.9) 220 (14.3)
Aspartate aminotransferase increased 77 (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 8 (1.5) 93 (36.0) 9 (1.4) 44 (2.9)
General disorders and administration site conditions 105 (19.7) 97 (37.6) 118 (18.6) 325 (21.2)
Asthenia 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 33 (6.2) 48 (18.6) 36 (5.7) 91 (5.9)
Skin and subcutaneous tissue disorders 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 57 (10.7) 0 (0.0) 68 (10.7) 171 (11.1)
Blood and lymphatic system disorders 76 (14.2) 161 (62.4) 82 (12.9) 212 (13.8)
Anaemia 59 (11.0) 98 (38.0) 64 (10.1) 156 (10.2)
Leukopenia 11 (2.1) 67 (26.0) 13 (2.0) 34 (2.2)
Neutropenia 5(0.9) 78 (30.2) 7 (1.1) 20 (1.3)
Febrile neutropenia 0 (0.0) 33 (12.8) 0 (0.0) 0 (0.0)
Gastrointestinal 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 93. Examples of all-cause and related PTs, Study 303
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)
Diarrhoe 35 (6.6) 35 (13.6) 18 (3.4) 29 (11.2)
Pneumonia 61 (11.4) 36 (14.0) 7 (1.3) 16 (6.2)
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Grade = 3 AEs (all-cause)
Table 94. CTCAE Grade 3 or higher TEAEs by SOC and PT (21% patients in any group)

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 (%)
Patients with at least one Grade 3 or Higher TEAE 206 (38.6) 193 (74.8) 256 (40.3) 669 (43.6)
Respiratory, thoracic and mediastinal disorders 58 (10.9) 19 (7.4) 65 (10.2) 105 (6.8)
Dyspnoea 9(1.7) 6 (2.3) 10 (1.6) 19 (1.2)
Pneumonitis 9(1.7) 0 (0.0) 11 (1.7) 16 (1.0)
Haemoptysis 6 (1.1) 3(1.2) 6 (0.9) 7 (0.5)
Interstitial lung disease 6 (1.1) 0 (0.0) 6 (0.9) 9 (0.6)
Respiratory failure 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 5(0.9) 10 (3.9) 5(0.8) 11 (0.7)
Investigations 40 (7.5) 82 (31.8) 51 (8.0) 174 (11.3)
Lymphocyte count decreased 8 (1.5) 8 (3.1) 9 (1.4) 16 (1.0)
Gamma-glutamyltransferase increased 6 (1.1) 1 (0.4) 8 (1.3) 32 (2.1)
Aspartate aminotransferase increased 5(0.9) 1 (0.4) 9 (1.4) 40 (2.6)
Blood alkaline phosphatase increased 5(0.9) 0 (0.0) 5(0.8) 17 (1.1)
Alanine aminotransferase increased 4 (0.7) 0 (0.0) 7 (1.1) 22 (1.4)
Blood bilirubin increased 4 (0.7) 1 (0.4) 4 (0.6) 21 (1.4)
Weight decreased 4 (0.7) 0 (0.0) 7 (1.1) 10 (0.7)
Neutrophil count decreased 3 (0.6) 71 (27.5) 4 (0.6) 11 (0.7)
White blood cell count decreased 1(0.2) 47 (18.2) 1 (0.2) 8 (0.5)
Metabolism and nutrition disorders 37 (6.9) 27 (10.5) 47 (7.4) 129 (8.4)
Hyperglycaemia 8 (1.5) 3(1.2) 9 (1.4) 16 (1.0)
Hyponatraemia 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)
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 (0.5)
Vascular disorders 14 (2.6) 3(1.2) 17 (2.7) 40 (2.6)
Hypertension 13 (2.4) 1(0.4) 15 (2.4) 28 (1.8)
Gastrointestinal disorders 12 (2.2) 11 (4.3) 18 (2.8) 115 (7.5)
Diarrhoea 4 (0.7) 5(1.9) 4 (0.6) 12 (0.8)
Dysphagia 1 (0.2) 0 (0.0) 2 (0.3) 21 (1.4)
Ascites 0 (0.0) 0 (0.0) 0 (0.0) 18 (1.2)
Musculoskeletal and connective tissue disorders 10 (1.9) 4 (1.6) 13 (2.0) 32 (2.1)
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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 (%)
Pain in extremity 1(0.2) 3(1.2) 2 (0.3) 3(0.2)

Grade =3 AEs (related)
Table 95. Treatment-related CTCAE Grade = 3 TEAEs by SOC and PT (=1% patients 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 Grade 3 or Higher 77 (14.4) 171 (66.3) 93 (14.6) 250 (16.3)
Treatment-related TEAE
Respiratory, thoracic and mediastinal disorders 28 (5.2) 6 (2.3) 30 (4.7) 44 (2.9)
Pneumonitis 9 (1.7) 0 (0.0) 11 (1.7) 16 (1.0)
Interstitial lung disease 6 (1.1) 0 (0.0) 6 (0.9) 9 (0.6)
Investigations 19 (3.6) 79 (30.6) 24 (3.8) 79 (5.1)
Alanine aminotransferase increased 4 (0.7) 0 (0.0) 7 (1.1) 15 (1.0)
Aspartate aminotransferase increased 4 (0.7) 1(0.4) 8 (1.3) 22 (1.4)
Lymphocyte count decreased 3 (0.6) 8 (3.1) 3 (0.5) 8 (0.5)
Neutrophil count decreased 1 (0.2) 70 (27.1) 1(0.2) 6 (0.4)
White blood cell count decreased 1 (0.2) 46 (17.8) 1(0.2) 4 (0.3)
Blood and lymphatic system disorders 6 (1.1) 106 (41.1) 7 (1.1) 30 (2.0)
Anaemia 5(0.9) 12 (4.7) 5(0.8) 21 (1.4)
Thrombocytopenia 1 (0.2) 3(1.2) 1(0.2) 2 (0.1)
Febrile neutropenia 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)
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 96. Overall summary of treatment-emergent adverse events (1L NSCLC Safety Analysis Set)

SQ-NSCLC NSQ-NSCLC NSCLC
307 304
307 T+nPC 307 304 PP 307&304&206 307&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 (%)
Patients With at Least One TEAE 120 (100.0) 117 117 222 109 496 (99.8) 226 (99.6)

(99.2) (100.0) (100.0) (99.1)
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SQ-NSCLC NSQ-NSCLC NSCLC
307 304
307 T+nPC 307 304 PP 307&304&206 307&304
T+PC (N = PC T+PP (N = T+chemo® chemo™*
(N=120) 118) (N =117) (N =1222) 110) (N =497) (N = 227)
n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Treatment-Related 119 (99.2) 117 117 222 107 495 (99.6) 224 (98.7)
(99.2) (100.0) (100.0) (97.3)
Tislelizumab-Related 105 (87.5) 105 NA 190 (85.6) NA 431 (86.7) NA
(89.0)
Chemotherapy-Related 119 (99.2) 117 117 221 (99.5) 107 492 (99.0) 224 (98.7)
(99.2) (100.0) (97.3)
= Grade 3 TEAEs 107 (89.2) 103 99 (84.6) 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 (43.2) NA 74 (33.3) NA 177 (35.6) NA
Chemotherapy-Related 102 (85.0) 97 (82.2) 94 (80.3) 137 (61.7) 51 (46.4) 359 (72.2) 145 (63.9)
Serious TEAEs 52 (43.3) 50 (42.4) 29 (24.8) 87 (39.2) 25(22.7) 199 (40.0) 54 (23.8)
Treatment-Related 31(25.8) 31 (26.3) 17 (14.5) 52 (23.4) 15(13.6) 123 (24.7) 32 (14.1)
Tislelizumab-Related 25 (20.8) 22 (18.6) NA 41 (18.5) NA 95 (19.1) NA
Chemotherapy-Related 18 (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 (5.9) 5 (4.3) 9 (4.1) 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 (1.6) 4 (1.8)
Tislelizumab-Related 1 (0.8) 2(1.7) NA 4 (1.8) NA 8 (1.6) NA
Chemotherapy-Related 1 (0.8) 2(1.7) 3 (2.6) 1 (0.5) 1 (0.9) 4 (0.8) 4 (1.8)
TEAESs Led to Any Treatment 21 (17.5) 38 (32.2) 18 (15.4) 68 (30.6) 11 (10.0) 141 (28.4) 29 (12.8)
Discontinuation
Led to Tislelizumab Discontinuation 17 (14.2) 15 (12.7) NA 32 (14.4) NA 71 (14.3) NA
Led to Chemotherapy 11 (9.2) 31(26.3) 18 (15.4) 58 (26.1) 11 (10.0) 111 (22.3) 29 (12.8)
Discontinuation
TEAESs 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
Led to Tislelizumab Discontinuation 8 (6.7) 8 (6.8) NA 18 (8.1) NA 38 (7.6) NA
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) NA

for selected endocrinopathies

categories

2 Treatment modification included dose interruption, dose delay, infusion rate decreased and dose modification (only for chemotherapy).

Table 97. Overall summary of TEAEs, squamous vsS non squamous

307&206 304&206

T+chemo* T+PP
(N = 259) (N = 238)

n (%) n (%)
Patients With at Least One TEAE 258 (99.6) 238 (100.0)
Treatment-Related 257 (99.2) 238 (100.0)
Tislelizumab-Related 228 (88.0) 203 (85.3)
Chemotherapy-Related 256 (98.8) 236 (99.2)
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307&206 304&206

T+chemo* T+PP
(N = 259) (N = 238)
n (%) n (%)
> Grade 3 TEAEs 228 (88.0) 166 (69.7)
Treatment-Related 218 (84.2) 154 (64.7)
Tislelizumab-Related 101 (39.0) 76 (31.9)
Chemotherapy-Related 213 (82.2) 146 (61.3)
Serious TEAEs 108 (41.7) 91 (38.2)
Treatment-Related 68 (26.3) 55 (23.1)
Tislelizumab-Related 52 (20.1) 43 (18.1)
Chemotherapy-Related 45 (17.4) 37 (15.5)
TEAEs Led to Death 12 (4.6) 9 (3.8)
Treatment-Related 4 (1.5) 4 (1.7)
Tislelizumab-Related 4 (1.5) 4 (1.7)
Chemotherapy-Related 3(1.2) 1(0.4)
TEAEs Led to Any Treatment Discontinuation 70 (27.0) 71 (29.8)
Led to Tislelizumab Discontinuation 38 (14.7) 33 (13.9)
Led to Chemotherapy Discontinuation 51 (19.7) 60 (25.2)
TEAEs Led to Any Treatment Modification 197 (76.1) 169 (71.0)
Led to Tislelizumab Modification 159 (61.4) 153 (64.3)
Led to Chemotherapy Modification 183 (70.7) 156 (65.5)
Infusion-Related 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 Drugs 48 (18.5) 40 (16.8)
Treated with hormone treatment for selected endocrinopathies 31 (12.0) 22 (9.2)

categories

Most common AEs

Table 98. Most common AEs by PT (=10.0% 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&3048&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(77.3) 433 (87.1) 179 (78.9)
(89.2) (94.1) (83.8)
Neutrophil count decreased 78 (65.0) 72 (61.0) 68 (58.1) 146 55 (50.0) 323 (65.0) 123 (54.2)
(65.8)
White blood cell count decreased 67 (55.8)68 (57.6)62 (53.0) 158 62 (56.4) 320 (64.4) 124 (54.6)
(71.2)
Platelet count decreased 44 (36.7) 52 (44.1)29 (24.8) 121 46 (41.8) 233 (46.9) 75 (33.0)
(54.5)
Alanine aminotransferase increased 56 (46.7)43 (36.4) 27 (23.1) 115 50 (45.5) 229 (46.1) 77 (33.9)
(51.8)
Aspartate aminotransferase increased 49 (40.8) 42 (35.6) 14 (12.0) 102 51 (46.4) 210 (42.3) 65 (28.6)
(45.9)
Nausea 37 (30.8)54 (45.8)35(29.9) 101 46(41.8) 206 (41.4) 81 (35.7)
(45.5)
Decreased appetite 54 (45.0) 55 (46.6) 37 (31.6) 79 (35.6)36 (32.7) 202 (40.6) 73 (32.2)
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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 (%)
Leukopenia 58 (48.3) 66 (55.9) 57 (48.7) 65 (29.3)32 (29.1) 191 (38.4) 89 (39.2)
Neutropenia 53 (44.2)50 (42.4) 56 (47.9) 84 (37.8)39 (35.5) 190 (38.2) 95 (41.9)
Alopecia 78 (65.0) 82 (69.5) 72 (61.5) 20 (9.0) 7 (6.4) 188 (37.8) 79 (34.8)
Thrombocytopenia 35 (29.2)49 (41.5) 33 (28.2) 66 (29.7)33 (30.0) 157 (31.6) 66 (29.1)
Constipation 40 (33.3) 36 (30.5) 27 (23.1) 54 (24.3)26 (23.6) 136 (27.4) 53 (23.3)
Vomiting 28 (23.3)27 (22.9) 20 (17.1) 61 (27.5)26 (23.6) 121 (24.3) 46 (20.3)
Asthenia 30 (25.0) 24 (20.3) 24 (20.5)43 (19.4)17 (15.5) 117 (23.5) 41 (18.1)
Hypoalbuminaemia 30 (25.0) 25 (21.2) 19 (16.2) 39 (17.6)11 (10.0) 98 (19.7) 30 (13.2)
Pyrexia 25 (20.8) 24 (20.3) 18 (15.4)42 (18.9)13 (11.8) 97 (19.5) 31 (13.7)
Rash 26 (21.7)28 (23.7) 4 (3.4) 36 (16.2)13 (11.8) 96 (19.3) 17 (7.5)
Hyponatraemia 26 (21.7)25(21.2) 20 (17.1) 33 (14.9)14 (12.7) 89 (17.9) 34 (15.0)
Malaise 24 (20.0) 19 (16.1) 19 (16.2)42 (18.9)23 (20.9) 88 (17.7) 42 (18.5)
Blood lactate dehydrogenase increased 22 (18.3)16 (13.6) 13 (11.1)41 (18.5)16 (14.5) 83 (16.7) 29 (12.8)
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 (10.0) 76 (15.3) 19 (8.4)
Pneumonia 26 (21.7)19 (16.1) 13 (11.1) 27 (12.2)14 (12.7) 75 (15.1) 27 (11.9)
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(13.6) 73 (14.7) 23 (10.1)
Gamma-glutamyltransferase increased 21 (17.5)17 (14.4) 15 (12.8) 33 (14.9)18 (16.4) 71 (14.3) 33 (14.5)
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 (13.6) 65 (13.1) 25 (11.0)
Haemoptysis 24 (20.0) 20 (16.9) 13 (11.1) 20 (9.0) 9 (8.2) 64 (12.9) 22 (9.7)
Hypothyroidism 18 (15.0) 16 (13.6) 0 (0.0) 26 (11.7) 1 (0.9) 64 (12.9) 1(0.4)
Blood creatinine increased 7(5.8) 9(7.6) 7(6.0) 41 (18.5) 5 (4.5) 61 (12.3) 12 (5.3)
Back pain 13 (10.8)19 (16.1) 5 (4.3) 25(11.3) 10 (9.1) 60 (12.1) 15 (6.6)
Dyspnoea 17 (14.2) 13 (11.0) 11 (9.4) 29 (13.1) 7 (6.4) 60 (12.1) 18 (7.9)
Weight decreased 14 (11.7)17 (14.4) 7 (6.0) 26 (11.7)12 (10.9) 59 (11.9) 19 (8.4)
Arthralgia 26 (21.7)23 (19.5) 20 (17.1) 6 (2.7) 0 (0.0) 57 (11.5) 20 (8.8)
Blood alkaline phosphatase increased 19 (15.8) 12 (10.2) 11 (9.4) 24 (10.8)13 (11.8) 55 (11.1) 24 (10.6)
Upper respiratory tract infection 19 (15.8) 14 (11.9) 11 (9.4) 17 (7.7) 6 (5.5) 53 (10.7) 17 (7.5)
Blood creatine phosphokinase increased 20 (16.7) 16 (13.6) 10 (8.5) 14 (6.3) 5 (4.5) 52 (10.5) 15 (6.6)
Hypoaesthesia 27 (22.5)13 (11.0) 20 (17.1) 6 (2.7) 2 (1.8) 52 (10.5) 22 (9.7)

Most common related AEs

Table 99. Most common treatment-related TEAEs to tislelizumab by SOC and PT (= 5.0% patients in any

group)
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 Treatment-related TEAE 105 (87.5) 105 (89.0) 190 (85.6) 431 (86.7)
Related to Tislelizumab
Investigations 78 (65.0) 78 (66.1) 127 (57.2) 295 (59.4)
Alanine aminotransferase increased 32 (26.7) 27 (22.9) 64 (28.8) 126 (25.4)
Aspartate aminotransferase increased 28 (23.3) 22 (18.6) 59 (26.6) 112 (22.5)
White blood cell count decreased 20 (16.7) 29 (24.6) 45 (20.3) 95 (19.1)
Neutrophil count decreased 24 (20.0) 32 (27.1) 35 (15.8) 92 (18.5)
Platelet count decreased 20 (16.7) 25 (21.2) 46 (20.7) 92 (18.5)
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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 (%)

Blood bilirubin increased 25 (20.8) 15 (12.7) 17 (7.7) 58 (11.7)
Blood lactate dehydrogenase increased 15 (12.5) 13 (11.0) 26 (11.7) 56 (11.3)
Blood creatine phosphokinase increased 17 (14.2) 16 (13.6) 14 (6.3) 49 (9.9)
Gamma-glutamyltransferase 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)
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 (4.8)
Hypokalaemia 7 (5.8) 9 (7.6) 7 (3.2) 23 (4.6)
Hypoproteinaemia 8 (6.7) 3(2.5) 4 (1.8) 15 (3.0)
Hypocalcaemia 6 (5.0) 4 (3.4) 3(1.4) 13 (2.6)
Skin and subcutaneous tissue disorders 37 (30.8) 45 (38.1) 46 (20.7) 132 (26.6)
Rash 22 (18.3) 26 (22.0) 27 (12.2) 77 (15.5)
Alopecia 11 (9.2) 12 (10.2) 2 (0.9) 25 (5.0)
General disorders and administration site 28 (23.3) 28 (23.7) 58 (26.1) 123 (24.7)
conditions
Asthenia 10 (8.3) 8 (6.8) 19 (8.6) 45 (9.1)
Malaise 8 (6.7) 4 (3.4) 24 (10.8) 36 (7.2)
Pyrexia 8 (6.7) 8 (6.8) 11 (5.0) 28 (5.6)
Gastrointestinal disorders 23 (19.2) 30 (25.4) 56 (25.2) 112 (22.5)
Nausea 3(2.5) 12 (10.2) 27 (12.2) 42 (8.5)
Vomiting 4 (3.3) 7 (5.9) 15 (6.8) 26 (5.2)
Constipation 5(4.2) 4 (3.4) 11 (5.0) 20 (4.0)
Diarrhoea 7 (5.8) 4 (3.4) 5(2.3) 16 (3.2)
Respiratory, thoracic and mediastinal disorders 19 (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 18 (15.0) 15 (12.7) 26 (11.7) 63 (12.7)
Hyperthyroidism 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 tissue 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 disorders 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)
Hepatobiliary disorders 6 (5.0) 6 (5.1) 4 (1.8) 19 (3.8)
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Table 100. Most common treatment-related TEAEs to chemotherapy by SOC and PT (= 5.0% patients in

any group)
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-related 119 (99.2) 117 (99.2) 117 221 (99.5) 107 (97.3) 492 (99.0) 224 (98.7)
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) 123 (54.2)
White blood cell count decreased 65 (54.2) 68 (57.6) 62 (53.0) 158 (71.2) 62 (56.4) 318 (64.0) 124 (54.6)
Platelet count decreased 39 (32.5) 52 (44.1) 29 (24.8) 121 (54.5) 46 (41.8) 227 (45.7) 75 (33.0)
Alanine aminotransferase increased 47 (39.2) 38 (32.2) 27 (23.1) 106 (47.7) 48 (43.6) 204 (41.0) 75 (33.0)
Aspartate aminotransferase increased 38 (31.7) 39(33.1) 13 (11.1) 096 (43.2) 49 (44.5) 187 (37.6) 62 (27.3)
Blood bilirubin increased 23 (19.2) 12(10.2) 15(12.8) 26 (11.7) 8(7.3) 63 (12.7) 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) 60 (12.1) 21 (9.3)
Blood lactate dehydrogenase increased 18 (15.0) 11 (9.3) 9 (7.7) 27 (12.2) 11 (10.0) 58 (11.7) 20 (8.8)
Blood creatinine increased 4 (3.3) 6 (5.1) 7 (6.0) 34 (15.3) 5 (4.5) 47 (9.5) 12 (5.3)
Blood creatine phosphokinase increased 12 (10.0) 7 (5.9) 8 (6.8) 7 (3.2) 4 (3.6) 28 (5.6) 12 (5.3)
Gastrointestinal disorders 62 (51.7) 69 (58.5) 54 (46.2) 135 (60.8) 60 (54.5) 279 (56.1) 114 (50.2)
Nausea 34 (28.3) 48 (40.7) 29 (24.8) 96 (43.2) 44 (40.0) 189 (38.0) 73 (32.2)
Vomiting 24 (20.0) 22 (18.6) 15(12.8) 55(24.8) 24 (21.8) 106 (21.3) 39 (17.2)
Constipation 22 (18.3) 12(10.2) 18 (15.4) 31 (14.0) 15 (13.6) 66 (13.3) 33 (14.5)
Diarrhoea 12 (10.0) 7 (5.9) 7 (6.0) 10 (4.5) 10 (9.1) 29 (5.8) 17 (7.5)
Abdominal distension 6 (5.0) 4 (3.4) 2 (1.7) 5(2.3) 2(1.8) 16 (3.2) 4 (1.8)
Metabolism and nutrition disorders 78 (65.0) 72 (61.0) 54 (46.2) 109 (49.1) 53 (48.2) 274 (55.1) 107 (47.1)
Decreased appetite 48 (40.0) 48 (40.7) 36 (30.8) 69 (31.1) 32(29.1) 177 (35.6) 68 (30.0)
Hypoalbuminaemia 17 (14.2) 11(9.3) 13 (11.1) 21(9.5) 8 (7.3) 50 (10.1) 21 (9.3)
Hyponatraemia 9(7.5) 12(10.2) 12(10.3) 20(9.0) 8 (7.3) 41 (8.2) 20 (8.8)
Hypokalaemia 11 (9.2) 8 (6.8) 5 (4.3) 10 (4.5) 1(0.9) 29 (5.8) 6 (2.6)
Hyperglycaemia 6 (5.0) 6 (5.1) 3 (2.6) 14 (6.3) 4 (3.6) 26 (5.2) 7 (3.1)
Hyperuricaemia 6 (5.0) 6 (5.1) 4 (3.4) 12 (5.4) 7 (6.4) 24 (4.8) 11 (4.8)
Hypoproteinaemia 10 (8.3) 8 (6.8) 8 (6.8) 6 (2.7) 2 (1.8) 24 (4.8) 10 (4.4)
Hypochloraemia 5(4.2) 5(4.2) 6 (5.1) 9 (4.1) 1(0.9) 20 (4.0) 7 (3.1)
Hypocalcaemia 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 disorders 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 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 disorders and administration 56 (46.7) 51 (43.2) 49 (41.9) 84 (37.8) 41 (37.3) 212 (42.7) 90 (39.6)
site conditions
Asthenia 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)
Pyrexia 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)
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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 (%)
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)
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 101. Most common treatment-related TEAEs to chemotherapy and to tislelizumab by SOC and PT (=
10.0% patients in NSCLC T+Chemo group)

TEAEs related

to TEAESs related
chemotherapy to tislelizumab
NSCLC NSCLC
307&304&206 307&304&206
T+chemo T+chemo
System Organ Class (N = 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 187 (37.6) 112 (22.5)
White blood cell count decreased 318 (64.0) 95 (19.1)
Neutrophil count decreased 320 (64.4) 92 (18.5)
Platelet count decreased 227 (45.7) 92 (18.5)
Blood bilirubin increased 63 (12.7) 58 (11.7)
Blood lactate dehydrogenase increased 58 (11.7) 56 (11.3)
Gamma-glutamyltransferase increased 60 (12.1) 0
Lymphocyte count decreased 60 (12.1) 0
Blood and lymphatic system disorders 443 (89.1) 184 (37.0)
Anaemia 407 (81.9) 153 (30.8)
Leukopenia 190 (38.2) 69 (13.9)
Neutropenia 189 (38.0) 66 (13.3)
Thrombocytopenia 153 (30.8) 64 (12.9)
Metabolism and nutrition disorders 274 (55.1) 154 (31.0)
Decreased appetite 177 (35.6) 73 (14.7)
Hypoalbuminaemia 50 (10.1) 0
Skin and subcutaneous tissue disorders 242 (48.7) 132 (26.6)
Rash 53 (10.7) 77 (15.5)
Alopecia 186 (37.4) 0
Endocrine disorders 0 76 (15.3)
Hypothyroidism 0 63 (12.7)
Gastrointestinal disorders 279 (56.1) 0
Nausea 189 (38.0) 0
Vomiting 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

Assessment report
EMA/294229/2024 Page 186/229



Grade = 3 AEs (all-cause)

Table 102. CTCAE Grade 3 or higher TEAEs by SOC and PT (=1.0% patients in NSCLC T+Chemo group)

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 (69.4) 62 (56.4) 394 (79.3) 161 (70.9)
with Grade > 3
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) 8 (3.5)
Alanine aminotransferase increased 3 (2.5) 2(1.7) 0 (0.0) 8 (3.6) 3(2.7) 16 (3.2) 3 (1.3)
Lymphocyte count decreased 3 (2.5) 4 (3.4) 4 (3.4) 6 (2.7) 1 (0.9) 14 (2.8) 5(2.2)
Gamma-glutamyltransferase 2(1.7) 3 (2.5) 1 (0.9) 4 (1.8) 3 (2.7) 9 (1.8) 4 (1.8)
increased
Aspartate aminotransferase 2(1.7) 1 (0.8) 0 (0.0) 4 (1.8) 0 (0.0) 8 (1.6) 0 (0.0)
increased
Weight decreased 2 (1.7) 1 (0.8) 0 (0.0) 2 (0.9) 0 (0.0) 5(1.0) 0 (0.0)
Blood and lymphatic system 56 (46.7) 68 (57.6) 63 (53.8) 87 (39.2) 38 (34.5) 218 (43.9) 101 (44.5)
disorders
Neutropenia 40 (33.3) 32 (27.1) 47 (40.2) 53 (23.9) 25 (22.7) 126 (25.4) 72 (31.7)
Anaemia 12 (10.0) 27 (22.9) 15(12.8) 33 (14.9) 13 (11.8) 77 (15.5) 28 (12.3)
Leukopenia 19 (15.8) 30 (25.4) 22 (18.8) 24 (10.8) 12 (10.9) 73 (14.7) 34 (15.0)
Thrombocytopenia 8 (6.7) 15(12.7) 7 (6.0) 25(11.3) 10 (9.1) 49 (9.9) 17 (7.5)
Febrile neutropenia 5(4.2) 5(4.2) 3 (2.6) 2 (0.9) 0 (0.0) 12 (2.4) 3 (1.3)
Bone marrow failure 2 (1.7) 1 (0.8) 0 (0.0) 0 (0.0) 1 (0.9) 5(1.0) 1(0.4)
Infections and infestations 13 (10.8) 13 (11.0) 6 (5.1) 20(9.0) 9 (8.2) 46 (9.3) 15 (6.6)
Pneumonia 6 (5.0) 6 (5.1) 3(2.6) 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(11.0) 3(2.6) 20(9.0) 2(1.8) 44 (8.9) 5(2.2)
mediastinal disorders
Pneumonitis 3 (2.5) 3 (2.5) 0 (0.0) 9 (4.1) 1 (0.9) 15 (3.0) 1(0.4)
Haemoptysis 2 (1.7) 4 (3.4) 0 (0.0) 4 (1.8) 0 (0.0) 10 (2.0) 0 (0.0)
Dyspnoea 0 (0.0) 1 (0.8) 1 (0.9) 5(2.3) 0 (0.0) 7 (1.4) 1(0.4)
Metabolism and nutrition 11 (9.2) 7 (5.9) 8(6.8) 17(7.7) 4 (3.6) 42 (8.5) 12 (5.3)
disorders
Hypokalaemia 3 (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 2 (1.7) 2(1.7) 1 (0.9) 3(1.4) 2 (1.8) 7 (1.4) 3(1.3)
Hypertriglyceridaemia 4 (3.3) 1(0.8) 1 (0.9) 1 (0.5) 0 (0.0) 7 (1.4) 1 (0.4)
Hyperglycaemia 0 (0.0) 0 (0.0) 0 (0.0) 2 (0.9) 1 (0.9) 5(1.0) 1 (0.4)
Gastrointestinal disorders 5(4.2) 2(1.7) 3 (2.6) 10 (4.5) 1 (0.9) 18 (3.6) 4 (1.8)
General disorders and 5(4.2) 3 (2.5) 5(4.3) 6 (2.7) 6 (5.5) 17 (3.4) 11 (4.8)
administration site conditions
Malaise 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 connective 5 (4.2) 1(0.8) 1 (0.9) 1 (0.5) 2 (1.8) 8 (1.6) 3 (1.3)
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)
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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 (%)
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

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

e Monotherapy 2L+

SAEs

Table 103. Serious TEAEs by SOC and PT (= 1% patients 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 Serious TEAE 174 (32.6) 83 (32.2) 213 (33.5) 516 (33.6)
Respiratory, thoracic and mediastinal disorders 71 (13.3) 17 (6.6) 77 (12.1) 128 (8.3)
Pneumonitis 15 (2.8) 0 (0.0) 17 (2.7) 24 (1.6)
Haemoptysis 10 (1.9) 4 (1.6) 11 (1.7) 12 (0.8)
Dyspnoea 8 (1.5) 4 (1.6) 8 (1.3) 16 (1.0)
Pleural effusion 8 (1.5) 5(1.9) 9 (1.4) 13 (0.8)
Immune-mediated pneumonitis 7 (1.3) 0 (0.0) 7 (1.1) 12 (0.8)
Interstitial lung disease 7 (1.3) 0 (0.0) 7 (1.1) 10 (0.7)
Respiratory failure 5(0.9) 3(1.2) 6 (0.9) 9 (0.6)
Infections and infestations 38 (7.1) 25 (9.7) 48 (7.5) 112 (7.3)
Pneumonia 35 (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 2 (0.4) 0 (0.0) 3 (0.5) 16 (1.0)
Blood and lymphatic system disorders 5(0.9) 36 (14.0) 5 (0.8) 11 (0.7)
Anaemia 2 (0.4) 5(1.9) 2 (0.3) 4 (0.3)
Febrile neutropenia 0 (0.0) 21 (8.1) 0 (0.0) 0 (0.0)
Leukopenia 0 (0.0) 6 (2.3) 0 (0.0) 0 (0.0)
Neutropenia 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 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)
Table 104. Treatment-related SAEs by SOC and PT (=1% patients 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 Serious 67 (12.5) 59 (22.9) 78 (12.3) 175 (11.4)
TEAE
Respiratory, thoracic and mediastinal disorders 36 (6.7) 3(1.2) 38 (6.0) 61 (4.0)
Pneumonitis 14 (2.6) 0 (0.0) 16 (2.5) 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 (%)

Immune-mediated pneumonitis 7 (1.3) 0 (0.0) 7 (1.1) 12 (0.8)

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 (0.1)

Febrile neutropenia 0 (0.0) 21 (8.1) 0 (0.0) 0 (0.0)

Leukopenia 0 (0.0) 6 (2.3) 0 (0.0) 0 (0.0)

Neutropenia 0 (0.0) 11 (4.3) 0 (0.0) 0 (0.0)
Deaths
Table 105. TEAEs leading to death by SOC and PT; all-cause and related (Study 303)

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 (%)

Patients with at least one TEAE Patients with at least one treatment-

leading to death

related TEAE leading to death

32 (6.0) 11 (4.3) 8 (1.5) 4 (1.6)

Respiratory, thoracic and mediastinal 12 (2.2) 3(1.2) 3 (0.6)

disorders
Respiratory failure 5(0.9) 0 (0.0) 2 (0.4)

Acute respiratory failure 2 (0.4) 0 (0.0)
Pleural effusion 1 (0.2) 0 (0.0)
Pneumonitis 1 (0.2) 0 (0.0) 1 (0.2)
Pulmonary haemorrhage 1 (0.2) 0 (0.0)
Pulmonary thrombosis 1 (0.2) 0 (0.0)
Tracheal stenosis 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 disorders and administration site 6 (1.1) 3(1.2) 3 (0.6) 1(0.4)

conditions
Death 5(0.9) 2 (0.8) 2 (0.4) 1(0.4)
Multiple organ dysfunction syndrome 1 (0.2) 0 (0.0) 1(0.2)

General physical health deterioration 0 (0.0) 1(0.4)

Infections 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)
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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 infarction 2 (0.4) 0 (0.0)
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

Process for the identification of immune-mediated TEAEs

All reported immune-mediated treatment-emergent adverse events (imAEs) in Study 303 were
confirmed. The process of identification of confirmed imAE followed a 2-step process:

e Step 1: Generation of Potential imAE List

Potential imAEs were identified using a predefined list of MedDRA preferred terms (“Look-Up List”) based
on imAE terms from other approved checkpoint inhibitors and published literature.

TEAEs in the tislelizumab arm with a coded MedDRA PT of the Look-Up List are forwarded for medical
review provided the following criteria were met:

o The TEAE started on or after the date in which the first dose of tislelizumab was administered.

o The TEAE was linked with treatment with systemic corticosteroids, endocrine therapy, or
other immunosuppressants recorded on the concomitant medications eCRF page.

o The systemic corticosteroids, endocrine therapy, or other immunosuppressants linked to the
TEAE, must have started on or after the start date, and no later than the end date for the
TEAE. With the exception of TEAEs of hyperthyroidism and hypothyroidism, systemic
corticosteroids must have started within 30 days of the TEAE start date.

e Step 2: Medical Evaluation of Potential imAE

All potential imAEs are reviewed by two medical reviewers, or individuals with appropriate training and
experience in performing medical review. The medical review is performed to rule out clear alternative
aetiologies of potential imAE cases identified in Step 1. The two reviewers evaluate potential imAE cases
independently. They considered use of systematic steroid or immunosuppressive therapy, outcome of
rechallenge, existence of alternative explanation and the investigator's assessment of the immune-
related check box. If there were discrepancies between the 2 reviewers, adjudication was to be made by
a third qualified medical reviewer.

Frequency of immune-mediated TEAEs — Study 303

Note: In the following confirmed immune-mediated events (imAEs) are presented.
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Table 106. 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 (%) n (%)
Patients with at least one Immune-mediated TEAE 104 (19.5) 126 (19.8) 276 (18.0)
Immune-mediated TEAE with Grade 3 or Higher 35 (6.6) 43 (6.8) 81 (5.3)
Serious Immune-mediated TEAE 40 (7.5) 44 (6.9) 90 (5.9)
Immune-mediated TEAE Leading to Treatment Modification 28 (5.2) 34 (5.3) 89 (5.8)
Immune-mediated TEAE Leading to Treatment Discontinuation 23 (4.3) 29 (4.6) 53 (3.5)
Immune-mediated TEAE Leading to Death 2 (0.4) 3 (0.5) 6 (0.4)
Immune-mediated TEAE Treated with Systemic Steroids 63 (11.8) 78 (12.3) 161 (10.5)
Immune-mediated TEAE Treated with Immunosuppressants 4 (0.7) 4 (0.6) 5 (0.3)
Immune-mediated TEAE Treated with Hormone Therapy 48 (9.0) 56 (8.8) 132 (8.6)
Table 107. ImAEs by category
303 Study 2L+ NSCLC
200 mg Q3W
Tislelizumab All All Indications
Category (N=534) (N=636) (N=1534)
Preferred Term 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 (7.6)
Immune-mediated pneumonitis 33 (6.2) 38 (6.0) 66 (4.3)
Immune-mediated skin adverse reaction 8 (1.5) 12 (1.9) 27 (1.8)
Immune-mediated hepatitis 7 (1.3) 11 (1.7) 26 (1.7)
Immune-mediated myositis/rhabdomyolysis 7 (1.3) 7 (1.1) 14 (0.9)
Immune-mediated 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)
Table 108. Grade = 3 imAEs by category and maximum severity
303 Study 2L+ NSCLC
200 mg Q3W
Tislelizumab All 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 (7.6)
Grade 3 0 (0.0) 0 (0.0) 0 (0.0)
Grade 4 0 (0.0) 0 (0.0) 1(0.1)
Immune-mediated pneumonitis 33 (6.2) 38 (6.0) 66 (4.3)
Grade 3 13 (2.4) 14 (2.2) 23 (1.5)
Grade 4 5(0.9) 5(0.8) 5 (0.3)
Grade 5 2 (0.4) 3(0.5) 3(0.2)
Immune-mediated skin adverse reaction 8 (1.5) 12 (1.9) 27 (1.8)
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303 Study 2L+ NSCLC

200 mg Q3W
Tislelizumab All All Indications
Category (N=534) (N=636) (N=1534)
CTCAE Grade n (%) n (%) n (%)
Grade 3 2 (0.4) 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 (0.6) 5(0.8) 14 (0.9)
Grade 4 1(0.2) 1 (0.2) 1(0.1)
Grade 5 0 (0.0) 0 (0.0) 2 (0.1)
Immune-mediated myositis/rhabdomyolysis 7 (1.3) 7 (1.1) 14 (0.9)
Grade 3 2 (0.4) 2 (0.3) 5 (0.3)
Grade 4 0 (0.0) 0 (0.0) 1(0.1)
Immune-mediated nephritis and renal dysfunction 5 (0.9) 5 (0.8) 10 (0.7)
Grade 3 1(0.2) 1 (0.2) 3(0.2)
Grade 4 2 (0.4) 2 (0.3) 2 (0.1)
Grade 5 0 (0.0) 0 (0.0) 1(0.1)
Immune-mediated colitis 4 (0.7) 5 (0.8) 11 (0.7)
Grade 3 1(0.2) 2 (0.3) 2 (0.1)
Immune-mediated adrenal insufficiency 2 (0.4) 2 (0.3) 4 (0.3)
Grade 3 1(0.2) 1(0.2) 1(0.1)
Grade 4 1(0.2) 1(0.2) 1(0.1)
Immune-mediated myocarditis 2 (0.4) 3 (0.5) 7 (0.5)
Grade 3 0 (0.0) 1(0.2) 3(0.2)
Grade 4 1(0.2) 1(0.2) 1(0.1)
Immune-mediated type 1 diabetes mellitus 2 (0.4) 2 (0.3) 6 (0.4)
Grade 3 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.

Table 109. Time-to-onset of IMTEAEs in tislelizumab arm (Study 303)

Number of

events in < 3 months 3to<6months 6to<9months @ 9to <12 months 212 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 0
dysfunction
Immune-mediated skin adverse reactions 8 5(62.5) 1(12.5) 2 (25.0) 0 0
Other immune-mediated reactions 3 2 (66.7) 1(33.3) 0 0 0
Immune-mediated colitis 4 2 (50.0) 0 1(25.0) 0 1(25.0)
Immune-mediated adrenal insufficiency 2 1(50.0) 1(50.0) 0 0 0
Immune-mediated myocarditis 2 1(50.0) 0 1(50.0) 0 0
Immune-mediated hyperthyroidism 1 0 0 0 0 1(100)
Immune-mediated type 1 diabetes mellitus 2 0 1(50.0) 1(50.0) 0 0

Table 110. Percentage of imAE events resolved and resolving by imAE category (Tislelizumab 200 mg
Q3W, All indications, Safety Analysis Set)

Tislelizumab 200 mg Q3W — All Indications

N = 1534
Patient-based analysis Event-based analysis
imAE category n Resolved 2 n Resolved® Resolving?
(%) (%0)
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)
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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 hyperthyroidism 5 4 (80.0) 5 4 (80.0) 0
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)
Immune-mediated skin adverse 27 14 (51.9) 31 16 (51.6) 6 (19.4)
reaction
Immune-mediated nephritis and 10 5 (50.0) 10 5 (50.0) 3(30.0)
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 (22.1)
Immune-mediated hypothyroidism 116 37 (31.9) 138 59 (42.8) 25 (18.1)
Immune-mediated adrenal 4 1(25.0) 4 1(25.0) 1(25.0)
insufficiency
Immune-mediated thyroiditis 12 2(16.7) 17 6 (35.3) 3(17.6)
Immune-mediated type 1 diabetes 6 1(16.7) 7 2 (28.6) 2 (28.6)
mellitus
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.

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 111. Overall summary of potential immune-mediated TEAEs (Study 303)

Tislelizumab Docetaxel

(N =534) (N = 258)
Category n (%) n (%)

Patients with at least one Immune-mediated TEAE 126 (23.6) 11 (4.3)
Immune-mediated TEAE with Grade 3 or higher 48 (9.0) 9 (3.5)
Serious Immune-mediated TEAE 55 (10.3) 6 (2.3)
Immune-mediated TEAE leading to treatment modification 33 (6.2) 4 (1.6)
Immune-mediated TEAE leading to treatment discontinuation 30 (5.6) 1(0.4)
Immune-mediated TEAE leading to death 9(1.7) 2 (0.8)
Immune-mediated TEAE treated with systemic steroids 77 (14.4) 8 (3.1)
Immune-mediated TEAE treated with immunosuppressant 4 (0.7) 0 (0.0)
Immune-mediated TEAE treated with hormone therapy 55 (10.3) 3(1.2)

The most commonly reported potential imAEs by PT in the tislelizumab arm were hypothyroidism (42
patients, 7.9% vs. 1 patient, 0.4% in the docetaxel arm) and pneumonitis (18 patients, 3.4% vs. 0
patients in the docetaxel arm). The most common potential imAE in the docetaxel arm was pneumonia
(16 patients, 3% in the tislelizumab arm vs. 9 patients, 3.5% in the docetaxel arm). The only other
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potential imAEs reported in the docetaxel arm were hyperglycaemia and hypothyroidism in 1 patient
each.

Infusion-related reactions

Table 112. Overall summary of infusion-related reactions (IRR)

Study 303 2L+NSCLC
200 mg Q3W
Tislelizumab Docetaxel All All Indications
(N =534) (N = 258) (N = 636) (N = 1534)
Category n (%) n (%) n (%) n (%)
Patients with at least one IRR 5 (0.9) 9 (3.5) 7 (1.1) 54 (3.5)
IRR on with Grade =3 0 (0.0) 0 (0.0) 0 (0.0) 4 (0.3)
- Grade 3 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.
e Combination therapy 1L
SAEs
Table 113. SAES by SOC and PT (=1% patients in NSCLC T+Chemo group (combination therapy group))
SQ-NSCLC NSQ-NSCLC NSCLC
307 307 304
T+PC T+nPC 307 304 PP 307&304%206 307&304
(N = (N = PC T+PP (N = T+chemo chemo
System Organ Class 120) 118) (N =117)(N = 222) 110) (N =497) (N = 227)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Patients With at Least One Serious 52 (43.3)50 (42.4) 29 (24.8) 87 (39.2) 25 (22.7) 199 (40.0) 54 (23.8)
TEAE

Respiratory, thoracic and 14 (11.7)16 (13.6) 4 (3.4) 30(13.5) 3(2.7) 64 (12.9) 7 (3.1)
mediastinal disorders

Pneumonitis 6 (5.0) 5(4.2) 0 (0.0) 15 (6.8) 1 (0.9) 28 (5.6) 1 (0.4)
Haemoptysis 4 (3.3) 4 (3.4) 1 (0.9) 4 (1.8) 0(0.0) 12 (2.4) 1 (0.4)
Dyspnoea 1(0.8) 0(0.0) 0(0.0) 5(2.3) 0(0.0) 7 (1.4) 0 (0.0)
Infections and infestations 14 (11.7)12 (10.2) 7 (6.0) 16 (7.2) 6 (5.5) 42 (8.5) 13 (5.7)
Pneumonia 12 (10.0) 6 (5.1) 5 (4.3) 12 (5.4) 6 (5.5) 30 (6.0) 11 (4.8)
Blood and lymphatic system 8 (6.7) 10(8.5) 6 (5.1) 12 (5.4) 6 (5.5) 32 (6.4) 12 (5.3)
disorders

Thrombocytopenia 2(1.7) 1(0.8) 3 (2.6) 7 (3.2) 3(2.7) 10 (2.0) 6 (2.6)
Febrile neutropenia 2(1.7) 4 (3.4) 1 (0.9) 1(0.5) 0 (0.0) 7 (1.4) 1(0.4)
Anaemia 1(0.8) 1(0.8) 2(1.7) 3(1.4) 2(1.8) 5(1.0) 4 (1.8)
Investigations 7(5.8) 8(6.8) 3 (2.6) 11 (5.0) 4 (3.6) 28 (5.6) 7 (3.1)
Neutrophil count decreased 4(3.3) 4(3.4) 2(1.7) 2(0.9) 0(0.0) 10 (2.0) 2 (0.9)
Platelet count decreased 1(0.8) 2(1.7) 0(0.0) 5(2.3) 2(1.8) 10 (2.0) 2 (0.9)
Aspartate aminotransferase increased 2 (1.7) 0 (0.0) 0 (0.0) 3(1.4) 1 (0.9) 5(1.0) 1 (0.4)
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 and 7 (5.8) 3(2.5) 7 (6.0) 9(4.1) 4 (3.6) 19 (3.8) 11 (4.8)
administration site conditions

Pyrexia 2(1.7) 1(0.8) 2 (1.7) 5(2.3) 3(2.7) 8 (1.6) 5(2.2)
Nervous system disorders 5(4.2) 1(0.8) 0 (0.0) 8 (3.6) 2 (1.8) 15 (3.0) 2 (0.9)
Cerebral infarction 1(0.8) 1(0.8) 0(0.0) 2(0.9) 0(0.0) 5 (1.0) 0 (0.0)
Metabolism and nutrition 1(0.8) 4(3.4) 0(0.0) 7 (3.2) 0(0.0) 12 (2.4) 0 (0.0)
disorders

Assessment report
EMA/294229/2024 Page 194/229



SQ-NSCLC NSQ-NSCLC NSCLC

307 307 304

T+PC T+nPC 307 304 PP 307&%304&206 307&304

(N = (N = PC T+PP (N = T+chemo chemo
System Organ Class 120) 118) (N =117)(N = 222) 110) (N =497) (N = 227)

Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)

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 procedural 2 (1.7) 3 (2.5) 0 (0.0) 1 (0.5) 0 (0.0) 6 (1.2) 0 (0.0)
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 tissue 4 (3.3) 1(0.8) 1 (0.9) 0 (0.0) 0 (0.0) 5(1.0) 1(0.4)
disorders

Treatment-related SAEs

Table 114. 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)
TEAE Related to Tislelizumab
Respiratory, thoracic and 8 (6.7) 8 (6.8) 15 (6.8) 35 (7.0)
mediastinal disorders
Pneumonitis 5(4.2) 4 (3.4) 15 (6.8) 26 (5.2)
Immune-mediated pneumonitis 1 (0.8) 2(1.7) 0 (0.0) 4 (0.8)
Interstitial lung disease 1 (0.8) 2(1.7) 0 (0.0) 3 (0.6)
Dyspnoea 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.2)
Pleural effusion 0 (0.0) 0 (0.0) 1 (0.5) 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 (2.7) 14 (2.8)
disorders
Thrombocytopenia 2(1.7) 1(0.8) 2 (0.9) 5(1.0)
Anaemia 1 (0.8) 0 (0.0) 2 (0.9) 3 (0.6)
Bone marrow failure 1(0.8) 1(0.8) 0 (0.0) 2 (0.4)
Febrile neutropenia 1(0.8) 0 (0.0) 0 (0.0) 1(0.2)
Hypofibrinogenaemia 0 (0.0) 1(0.8) 0 (0.0) 1(0.2)
Immune-mediated pancytopenia 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
Leukopenia 1(0.8) 0 (0.0) 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) 3 (2.5) 7 (3.2) 14 (2.8)
Aspartate aminotransferase 2(1.7) 0 (0.0) 3(1.4) 5(1.0)
increased
Alanine aminotransferase increased 1 (0.8) 0 (0.0) 3(1.4) 4 (0.8)
Neutrophil count decreased 2(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 phosphokinase 0 (0.0) 2(1.7) 0 (0.0) 2 (0.4)
increased
Electrocardiogram ST-T segment 1 (0.8) 0 (0.0) 0 (0.0) 1 (0.2)
abnormal
Gamma-glutamyltransferase 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
increased
Infections and infestations 3(2.5) 2(1.7) 5(2.3) 10 (2.0)
Pneumonia 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)
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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 (%)
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)
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)
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)
Death 0 (0.0) 1(0.8) 0 (0.0) 1(0.2)
Malaise 1(0.8) 0 (0.0) 0 (0.0) 1(0.2)
Non-cardiac chest pain 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
Metabolism and nutrition disorders 1 (0.8) 3 (2.5) 2 (0.9) 6 (1.2)
Decreased appetite 0 (0.0) 1(0.8) 0 (0.0) 1(0.2)
Diabetes mellitus 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
Hyperkalaemia 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
Hypoalbuminaemia 1(0.8) 0 (0.0) 0 (0.0) 1(0.2)
Hypoproteinaemia 0 (0.0) 1(0.8) 0 (0.0) 1(0.2)
Type 1 diabetes mellitus 0 (0.0) 1(0.8) 0 (0.0) 1(0.2)
Hepatobiliary disorders 0 (0.0) 2(1.7) 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(0.8) 0 (0.0) 1(0.2)
Hepatic function abnormal 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
Nervous system disorders 2(1.7) 0 (0.0) 2 (0.9) 4 (0.8)
Guillain-Barre syndrome 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
Hydrocephalus 1(0.8) 0 (0.0) 0 (0.0) 1(0.2)
Immune-mediated encephalitis 1(0.8) 0 (0.0) 0 (0.0) 1(0.2)
Neuralgia 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
Skin and subcutaneous tissue 4 (3.3) 0 (0.0) 0 (0.0) 4 (0.8)
disorders
Rash 2(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 disorders 0 (0.0) 1 (0.8) 2 (0.9) 3 (0.6)
Acute kidney injury 0 (0.0) 1 (0.8) 1 (0.5) 2 (0.4)
Tubulointerstitial nephritis 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
Musculoskeletal and connective 0 (0.0) 0 (0.0) 1 (0.5) 2 (0.4)
tissue disorders
Myositis 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 115. TEAEs leading to death by SOC and PT

SQ-NSCLC NSQ-NSCLC NSCLC
307 307 304 304

307 T+nPC PC T+PP PP 307&304&206 307&304

T+PC (N = (N = (N = (N = T+chemo” chemo™*
System Organ Class (N =120) 118) 117) 222) 110) (N = 497) (N = 227)

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) 7 (3.1)
Leading to Death
Respiratory, thoracic and 2(1.7) 2(1.7) 0(0.0) 5(2.3) 1(0.9) 10 (2.0) 1 (0.4)
mediastinal disorders
Pneumonitis 0(0.0) 0(0.0) 0 (0.0) 3(1.4) 1(0.9) 3 (0.6) 1(0.4)
Dyspnoea 0(0.0) 0(0.0) 0 (0.0) 1(0.5) 0(0.0) 2 (0.4) 0 (0.0)
Haemoptysis 1(0.8) 1(0.8) 0(0.0) 0 (0.0) 0 (0.0) 2 (0.4) 0 (0.0)
Respiratory failure 1(0.8) 1(0.8) 0(0.0) 0 (0.0) 0 (0.0) 2 (0.4) 0 (0.0)
Asphyxia 0(0.0) 0(0.0) 0 (0.0) 1(0.5) 0(0.0) 1(0.2) 0 (0.0)
Cardiac disorders 0 (0.0) 0(0.0) 0 (0.0) 2 (0.9) 0(0.0) 3 (0.6) 0 (0.0)
Myocarditis 0(0.0) 0(0.0) 0 (0.0) 1(0.5) 0(0.0) 2 (0.4) 0 (0.0)
Atrial fibrillation 0(0.0) 0(0.0) 0 (0.0) 1(0.5) 0(0.0) 1(0.2) 0 (0.0)
General disorders and 0(0.0) 2(1.7) 3(2.6) 1(0.5) 0 (0.0) 3 (0.6) 3(1.3)
administration site conditions
Death 0(0.0) 2(1.7) 2(1.7) 1 (0.5) 0(0.0) 3 (0.6) 2 (0.9)
Multiple organ dysfunction 0(0.0) 0(0.0) 1(0.9) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.4)
syndrome
Nervous system disorders 2(1.7) 0(0.0) 0(0.0) 1(0.5) 0 (0.0) 3 (0.6) 0 (0.0)
Cerebellar haemorrhage 0 (0.0) 0(0.0) 0 (0.0) 1(0.5) 0 (0.0) 1 (0.2) 0 (0.0)
Cerebrovascular accident 1(0.8) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 1 (0.2) 0 (0.0)
Hydrocephalus 1(0.8) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 1 (0.2) 0 (0.0)
Hepatobiliary disorders 0 (0.0) 1(0.8) 0(0.0) 0 (0.0) 0 (0.0) 1 (0.2) 0 (0.0)
Hepatic failure 0(0.0) 1(0.8) 0(0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Infections and infestations 0(0.0) 1(0.8) 2(1.7) 0 (0.0) 0 (0.0) 1 (0.2) 2 (0.9)
Pneumonia 0(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 nutrition 0(0.0) 1(0.8) 0(0.0) 0 (0.0) 0 (0.0) 1 (0.2) 0 (0.0)
disorders
Hypokalaemia 0(0.0) 1(0.8) 0(0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Musculoskeletal and 0 (0.0) 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
connective tissue disorders
Rhabdomyolysis 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Vascular disorders 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1 (0.9) 0 (0.0) 1 (0.4)
Embolism 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).

TEAESs 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).

Assessment report
EMA/294229/2024 Page 197/229



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 116. Overall summary of immune-mediated TEAEs

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 (%)
Patients With at Least One imAE 36 (30.0) 30 (25.4) 55 (24.8) 127 (25.6)
imAE with Grade > 3 13 (10.8) 12 (10.2) 24 (10.8) 52 (10.5)
Serious imAE 13 (10.8) 14 (11.9) 23 (10.4) 54 (10.9)
imAE Leading to Permanent 8 (6.7) 8 (6.8) 18 (8.1) 38 (7.6)
Discontinuation of tislelizumab
imAE Leading to tislelizumab Modification 14 (11.7) 18 (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 (18.3) 22 (18.6) 38 (17.1) 87 (17.5)
imAE Treated with Immunosuppressants 1 (0.8) 1 (0.8) 4 (1.8) 6 (1.2)
imAE Treated with Hormone Therapy 18 (15.0) 11 (9.3) 22 (9.9) 53 (10.7)
Table 117. ImAEs by category
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 imAE 36 (30.0) 30 (25.4) 55 (24.8) 127 (25.6)
Immune-Mediated Hypothyroidism 15 (12.5) 9 (7.6) 19 (8.6) 45 (9.1)
Immune-Mediated 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 Dysfunction 0 (0.0) 3 (2.5) 2 (0.9) 5(1.0)
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)
Immune-Mediated Thyroiditis 2(1.7) 0 (0.0) 0 (0.0) 2 (0.4)

Table 118. Grade = 3 imAEs by category and maximum grade

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)
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) 2 (0.4)
Grade 5 0 (0.0) 0 (0.0) 3(1.4) 3(0.6)
Immune-Mediated Skin Adverse Reaction 7 (5.8) 5(4.2) 7 (3.2) 19 (3.8)
Grade 3 5(4.2) 2 (1.7) 4 (1.8) 11 (2.2)
Immune-Mediated Hepatitis 1 (0.8) 3 (2.5) 3(1.4) 8 (1.6)
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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)
Maximum Grade n (%) n (%) n (%) n (%)
Grade 3 1(0.8) 1(0.8) 3(1.4) 6 (1.2)
Grade 5 0 (0.0) 1(0.8) 0 (0.0) 1(0.2)
Immune-Mediated Colitis 2(1.7) 1 (0.8) 4 (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 (0.0) 0 (0.0) 0 (0.0)
Immune-Mediated Myocarditis 1 (0.8) 2(1.7) 3(1.4) 7 (1.4)
Grade 3 0 (0.0) 0 (0.0) 1 (0.5) 1(0.2)
Grade 4 0 (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 Myositis/Rhabdomyolysis 1 (0.8) 3(2.5) 1 (0.5) 6 (1.2)
Grade 3 1(0.8) 1(0.8) 1 (0.5) 3(0.6)
Grade 4 0 (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 Renal 0 (0.0) 3 (2.5) 2 (0.9) 5(1.0)
Dysfunction
Grade 3 0 (0.0) 1 (0.8) 1 (0.5) 2 (0.4)
Immune-Mediated Type 1 Diabetes Mellitus 0 (0.0) 1 (0.8) 4 (1.8) 5(1.0)
Grade 3 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-Mediated Nervous System Disorder 1(0.8) 0 (0.0) 1 (0.5) 2 (0.4)
Grade 3 1(0.8) 0 (0.0) 1 (0.5) 2 (0.4)
Immune-Mediated 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)
Table 119. 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) 3(1.4) 3(0.6)
Immune-Mediated Hepatitis 0(0.0) 2(L.7) 0(0.0) 3(0.6)
Immune-Mediated Skin Adverse Reaction 0(0.0) 0(0.0) 2(0.9) 2(0.4)
Immune-Mediated Nervous System Disorder 1(0.8) 01(0.0) 0(0.0) 1(0.2)
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Table 120. ImAEs by outcome and category in combined T+chemo group and monotherapy

hormone therapy

imAE category Number of events Recovered/ Recovering/ | Not recovered/ Fatal Unknown
in category resolved resolving not resolved
n (%) n (%) n (%) n (%) n (%)
Immune-mediated hypothyroidism (mona) 155 59 (38.1) 27 (17 4) 69 (44 5) 0 0
Immune-mediated hypothyroidism (combo) 6 47 (61.8) 17 (22 4) 11 (14.5) 0 0
Immune-mediated pneumonitis (mono) 80 40 (50.0) 15 (18.8) 21 (26.3) 4 (5.0) 0
Immune-mediated pneumonitis (combo) 49 21(42.9) 15 (30.6) 9(18.4) 3(6.1) 0
Immune-mediated hepatitis (mono) 58 40 (69.0) 5(8.6) 11 (19.0) 2(34) 0
Immune-mediated hepatitis (combao) 12 8 (66.7) 3 (25.0) 0 1(8.3) 0
Immune-mediated skin adverse reactions (mono) 38 21(55.3) 7(18.4) 10 (26.3) 0 0
Immune-mediated skin adverse reactions (combo) 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) 7 5(714) 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 (mono) 12 11 (91.7) 0 1(8.3) 0 0
Immune-mediated hyperthyroidism (combo) 4 4 (100) 0 0 0 0
Immune-mediated thyroiditis (mono) 18 7(38.9) 3(16.7) 8 (44 .4) 0 0
Immune-mediated thyroiditis (combo) 2 1(50.0) 0 1(50.0) 0 0
Immune-mediated myocarditis (mono) 7 4 (57.1) 1(14.3) 2(28.6) 0 0
Immune-mediated myocarditis (combo) 7 4 (57.1) 1(14.3) 0 2 (286) 0
Immune-mediated nephritis and renal dysfunction (mono) 10 5 (50.0) 3 (30.0) 1(10.0) 1(10.0) 0
Immune-mediated nephritis and renal dysfunction (combo) 7 4(57.1) 2 (28.6) 1(14.3) 0 0
Other immune-mediated reactions (mono) 10 4 (40.0) 6 (60.0) 0 0 0
Other immune-mediated reactions (combo) 0 0 0 0 0 0
Immune-mediated adrenal insufficiency (mono) 6 1(16.7) 2(33.3) 3 (50.0) 0 0
Immune-mediated adrenal insufficiency (combo) 0 0 0 0 0 0
Immune-mediated nervous system disorder (mono) 0 0 0 0 0 0
Immune-mediated nervous system disorder (combo) 2 1(50.0) 0 1(50.0) 0 0
Immune-mediated pituitary dysfunction (mono) 1 0 0 1(100.0) 0 0
Immune-mediated 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.
Table 121. Potential immune-mediated TEAEs in combination therapy studies
307,304 &
307 ’ 307&304
307 304 206 -
T+PC T+nPC 307 PC T+PP 304 PP T+chemo* T+chemo
N=120 N=118 N=117 N=222 N=110 N=497 N=460
Category n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Patients with at least 43(35.8) 37 (31.4) 3(2.6) 62 (27.9) 3 (2.7) 148 (29.8) 142 (30.9)
one im TEAE
Im TEAE = Grade 3 14 (11.7) 13(11.0) 1(0.9) 29(13.1) 3(2.7) 59 (11.9) 56 (12.2)
Serious im TEAE 16 (13.3) 14 (11.9) 3(2.6) 28(12.6) 2(1.8) 62 (12.5) 58 (12.6)
Im TEAE leading to 14 (11.7) 19(16.1) 0(0.0) 30(13.3) 0 (0.0) 66 (13.3) 63 (13.7)
modification
Im TEAE leading to 9 (7.5) 9 (7.6) 0 (0.0) 19 (8.6) 0 (0.0) 41 (8.2) 37 (8.0)
discontinuation
Im TEAE leading to 0 (0.0) 2 (1.7) 0 (0.0) 4(1.8) 1(0.9) 7 (1.4) 6 (1.3)
death
Im TEAE treated with 26 (21.7) 27 (22.9) 3(2.6) 44(19.8) 2(1.8) 102 (20.5) 97 (21.1)
systemic steroids
Im TEAE treated with 1 (0.8) 1 (0.8) 0 (0.0) 4(1.8) 1(0.9) 6 (1.2) 6 (1.3)
immunosuppressants
ImTEAE treated with 21(17.5) 14 (11.9) 0(0.0) 24 (10.8) 1 (0.9) 61 (12.3) 59 (12.8)

The most commonly reported PTs in the chemotherapy control arm for Studies 304 and 307 were
immune-mediated pneumonitis (1.8% and 1.7%, respectively). Other potential imAE reported in the
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chemotherapy control arms of Study 304 were Type 1 diabetes Mellitus (0.9%), and rash maculopapular
(0.9%) in the chemotherapy control arm of Study 307.

Infusion-related reactions

Table 122. Overall summary of infusion-related reactions

SQ-NSCLC NSQ-NSCLC NSCLC
307 304 |307&304%20
307 T+nPC 307 304 PP 6 307&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)

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 produced by the Statistical
programming and quantative Safety groups.

Numerical screening rule to identify other non-pre-qualified ADR candidates

Other ADR candidates were events for which an excess (based on medical review) versus comparator is
observed or for which reasonable frequency is observed under tislelizumab. These 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 following selection criteria were applied:

e AEs with >2% higher incidence for tislelizumab vs. respective comparator arm

e AEs with lower bound of relative risk (between tislelizumab arm and comparator arm) 95%
confidence interval >1.0.

e SAEs with >0.5% difference in incidence for tislelizumab vs. respective comparator arm.

e Drug-related AEs (any drug component) with >0.5% difference in incidence for tislelizumab vs.
respective comparator arm.

In addition, based on the respective monotherapy and the combination therapy safety pools, the following
rules were applied to flag potential ADR candidates:

e AEs with >2% incidence
e AEs leading to tislelizumab discontinuation with >0.5% incidence.

A medical assessment was also made on the laboratory toxicities from the laboratory data.
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All identified ADR candidates underwent medical review using the Bradford Hill criteria to assess the
plausibility of a causal association between tislelizumab and these candidate ADRs. Event severity,
relationship, pharmacological action, and the safety profile of other drugs with similar mechanism of
action where all considered in relation to the Bradford Hill Criteria.

Once a causal 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.

Table 123. 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 Frequency
Grades category All Grades category
All grades 3-4 grades 3-4
Adverse drug reactions n (%) n (%) (All 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 common 439 78 (15.7) Very common
(88.3)
Thrombocytopenia 136 (8.9) 16 (1.0) Common 333 91 (18.3) Very common
(67.0)
Neutropenia 85 (5.5) 19 (1.2) Common 430 291 Very common
(86.5) (58.6)
Lymphopenia 69 (4.5) 17 (1.1) Common 68 (13.7) 14 (2.8) Very common
Endocrine disorders
Hypothyroidism 204 (13.3) 1 (0.07) Very common 77 (15.5) O Very common
Hyperthyroidism 85 (5.5) 0 Common 54 (10.9) O Very common
Thyroiditis 17 (1.1) 0 Common 3 (0.6) 1(0.2) Uncommon
Adrenal insufficiency 7 (0.5) 3 (0.2) Uncommon 0 0 -
Hypophysitis 1 (0.07) 0 Rare 0 0 -
Metabolism and nutrition
disorders
Hyperglycaemia 143 (9.3) 23 (1.5) Common 81 (16.3) 7 (1.4) Very common
Hyponatraemia 140 (9.1) 42 (2.7) Common 94 (18.9) 8 (1.6) Very common
Hypokalaemia 113 (7.4) 23 (1.5) Common 79 (15.9) 8 (1.6) Very common
Diabetes mellitus 11 (0.7) 5 (0.3) Uncommon 6 (1.2) 4 (0.8) Common
Nervous system disorders
Guillain-Barre syndrome 0 0 - 1 (0.2) 1 (0.2) Uncommon
Eye disorders
Uveitis 4 (0.3) 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 disorders
Hypertension 73 (4.8) 29 (1.9) Common 25 (5.0) 4 (0.8) Common
Respiratory, thoracic and
mediastinal disorders
Cough 237 (15.4) 5 (0.3) Very common 76 (15.3) 2 (0.4) Very common
Dyspnoea 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
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Tislelizumab monotherapy

200 mg Q3wW Tislelizumab combination therapy
N = 1534 N = 497
Frequency Frequency
Grades category All Grades category
All grades 3-4 grades 3-4
Adverse drug reactions n (%) n (%) (All Grades) n (%) n (%) (All Grades)
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
Skin and subcutaneous tissue
disorders
Rash 221 (14.4) 15(1.0) Very common 131 13 (2.6) Very common
(26.4)
Pruritus 154 (10.0) 0 Very common 34 (6.8) 1 (0.2) Common
Severe skin reaction 1 (0.07) 0 Rare 0 0 -
Musculoskeletal and
connective tissue disorders
Arthralgia 132 (8.6) 4 (0.3) Common 78 (15.7) O Very common
Myalgia 24 (1.6) 0 Common 19(3.8) O Common
Myositis 14 (0.9) 4 (0.3) Uncommon 1 (0.2) 1 (0.2) Uncommon
Arthritis 6 (0.4) 0 Uncommon 5(1.0) 0 Common
Renal and urinary disorders
Nephritis 3(0.2) 1 (0.07) Uncommon 2 (0.4) 0 Uncommon
General disorders and
administration site conditions
Fatigue 352 (22.9) 30 (2.0) Very common 214 11 (2.2) Very common
(43.1)
Decreased appetite 221 (14.4) 14 (0.9) Very common 202 7 (1.4) Very common
(40.6)
Investigations
Aspartate aminotransferase 320 (20.9) 40 (2.6) Very common 210 8 (1.6) Very common
increased (42.3)
Alanine aminotransferase 295 (19.2) 22 (1.4) Very common 229 16 (3.2) Very common
increased (46.1)
Blood bilirubin increased 183 (11.9) 30 (2.0) Very common 90 (18.1) 2 (0.4) Very common
Blood alkaline phosphatase 111 (7.2) 17 (1.1) Common 55 (11.1) 2 (0.4) Very common
increased
Blood creatinine increased 79 (5.1) 2(0.1) Common 61(12.3) O Very common

Injury, poisoning and
procedural complications
Infusion related reaction 3 (0.2) 1 (0.07) Uncommon 12(24) O Common
A subject with multiple occurrences of an ADR under one treatment is counted only once in the ADR category for that treatment.

MedDRA version 25.1, CTCAE version v4.03 for all studies except for studies 304 and 307: version v5.0, Case Retrieval Strategy version released
20230405.

Frequency 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.
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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.

Table 124. 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
Grades 3- category All Grades 3- category
Laboratory abnormality All grades 4 grades 4
parameter n/m (%) n/m (%) (All Grades) n/m (%) n/m (%) (All 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 common 460/495 80/495 Very common
Haemoglobin decreased (37.7) (4.4) (92.9) (16.2)
216/494 14/1494 Very common 439/495 163/495 Very common
Leukocytes decreased (14.3) (0.9) (88.7) (32.9)
Lymphocytes increased 23/1475(1.6) - Common - - -
577/1475(39.1) 126/1475 Very common - - -
Lymphocytes decreased (8.5)
163/1476 25/1476  Very common 445/494 302/494 Very common
Neutrophils decreased (11.0) (1.7) (90.1) (61.1)
248/1910 17/1495 Very common 365/495 94/495 Very common
Platelets decreased (13.0) (1.1) (73.7) (19.0)
Biochemistry
ALT increased 434/1491 30/1491 Very common 278/495 23/495 Very common
(29.1) (2.0) (56.2.4) (4.6)
Albumin decreased 625/1908 6/1491 Very common - - -
(32.8) (0.4)
Alkaline phosphatase 465/1491 56/1907 Very common 164/494 4/494 Very common
increased (31.2) (2.9) (33.2) (0.8)
AST increased 471/1491 48/1491 Very common 265/495 13/495 Very common
(31.6) (3.2) (53.5) (2.6)
Bilirubin increased 280/1486 32/1486 Very common 141/495 8/495 Very common
(18.8) (2.2) (28.5) (1.6)
Creatine kinase increased 165/894 18/894 Very common 102/457 7/457 Very common
(18.5) (2.0) (22.3) (1.5)
Creatinine increased 180/1491 13/1491 Very common  94/495 12/495 Very common
(12.1) (0.9) (19.0) (2.4)
Potassium increased 143/1486 13/1486 Common 55/495 10/495 Very common
(9.6) (0.9) (11.1) (2.0)
Potassium decreased 210/1486 33/1486 Very common 146/495 31/495 Very common
(14.1) (2.2) (29.5) (6.3)
Sodium increased 99/1486 1/1486 Common 39/495 1/495 Common
(6.7) (0.1) (7.9) (0.2)
Sodium decreased 494/1486 84/486 Very common 289/495 55/495 Very common
(33.2) (5.7) (58.4) (11.1)

T Tislelizumab monotherapy “All doses, all indications” pool

F Tislelizumab + chemotherapy NSCLC T+chemo arm (Studies 307, 304 and 206)

Frequency 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.
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In vitro biomarker test for patient selection for safety

Not applicable.

Safety in special populations

Safety by age

Table 125. 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 (0.0)
Study 307 (N= 238) 91 (38.2) 0 (0.0) 0 (0.0)
Non-controlled
studies
Study 102 (N=300) 72 (24.0) 5(1.7) 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) 1(0.4)
Study 204 (N=113) 38 (33.6) 6 (5.3) 0 (0.0)
Study 203 (N=70) 4 (5.7) 0 (0.0) 0 (0.0)
Study 206 (N=37) 11 (29.7) 1(2.7) 0 (0.0)

N= number of patients in tislelizumab-containing arms

e Monotherapy
Table 126. Summary of TEAEs by Age Group (< 65, =65-<75, =75 years)

<65 >=65-<75 >=75
303 Study 303 Study 303 Study
200 mg 200 mg
200 mg Q3W Q3w Q3w
All All All
Tislelizumab Docetaxel Indications | Tislelizumab Docetaxel | Indications | Tislelizumab Docetaxel Indications

System Organ Class (N=364) (N=171) (N=1034) (N=155) (N=76) (N=435) (N=15) (N=11) (N=65)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Patients with at least one TEAE 348 (95.6) 167 (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 (73.1) 158 (92.4) 762 (73.7) 114 (73.5) 75(98.7) 1322(74.0) 10 (66.7) 9(81.8)  41(63.1)
TEAE with = Grade 3 136 (37.4) 124 (72.5) 428 (41.4) 63 (40.6) 60(78.9) 211(485) 7(467) 9(81.8) 30 (46.2)

Treatment-related 2 G 3 47 (12.9) 108 (63.2) 160 (15.5) 29 (18.7) 57 (75.0) 183(19.1) 1(6.7) 6 (54.5) 7(10.8)
Serious TEAE 113 (31.0) 52 (30.4) 331 (32.0) 55 (35.5) 27 (35.5) 1160(36.8) | 6(400) 4 (36.4) 25 (38.5)

Treatment-related SAE 38(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 19 (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 Death 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(1.5)
TEAE Leading to Treatment 30 (8.2) 17 (9.9) 113 (10.9) 24 (15.5) 11(14.5) 68(15.6) 2(13.3) 4 (36.4) 9(13.8)
Discontinuation

Related Discontinuation 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 Leading to Dose 76 (20.9) 54 (31.6) 246 (23.8) | 41(26.5) 30(39.5) | 126(29.0) | 2(13.3) 5(455) 26 (40.0)
Modification

Related Modification 43 (11.8) 47 (27.5) 148 (14.3) 24 (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)  133(21.3) NA 89 (20.5) 1(6.7) NA 8(12.3)

iMTEAE with = Grade 3 18 (4.9) NA 44 (4.3) 16 (10.3) NA 34 (7.8) 1(6.7) NA 3 (4.6)
Infusion-related Reaction 2(0.5) 5(2.9) 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 127. Safety by age in Study 303 and 200 mg Q3W all indications

303 Tislelizumab

200 mg Q3W all indications

N=534 N=1534
Age 65- Age Age 65-
Age < 65 <75 =75 Age < 65 <75 Age =275
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 (94.2) 15 991 (95.8) 413 (94.9) 64 (98.5)
(100.0)
Grade >= 3 AEs 136 (37.4) 63 (40.6) 7 (46.7) 428 (41.4) 211 (48.5) 30 (46.2)
Serious AEs - total 113 (31.0) 55 (35.5) 6(40.0) 331(32.0) 160 (36.8) 25(38.5)
Fatal 19 (5.2) 12 (7.7) 1(6.7) 80 (7.7) 42 (9.7) 5(7.7)
Hospitalisation/prolong existing 109 (29.9) 53 (34.2) 5(33.3) 308 (29.8) 150 (34.5) 21 (32.3)
hospitalisation
Life-threatening 9 (2.5) 6 (3.9) 0 (0.0) 31 (3.0) 16 (3.7) 0 (0.0)
Disability/incapacity 1 (0.3) 1 (0.6) 0 (0.0) 2 (0.2) 2 (0.5) 0 (0.0)
Other (medically significant) 0 (0.0) 2 (1.3) 1(6.7) 11 (1.1) 9 (2.1) 3(4.6)
AE leading to treatment discontinuation 30 (8.2) 24 (15.5) 2(13.3) 113 (10.9) 68 (15.6) 9 (13.8)
Blood and lymphatic system disorders 119 (32.7) 52 (33.5) 8 (53.3) 345(33.4) 148 (34.0) 16 (24.6)
Cardiac disorders 39 (10.7) 23 (14.8) 0 (0.0) 92 (8.9) 49 (11.3) 2(3.1)
Ear and labyrinth disorders 5(1.4) 0 (0.0) 1(6.7) 19 (1.8) 4 (0.9) 1(1.5)
Endocrine disorders 60 (16.5) 18 (11.6) 1(6.7) 177 (17.1) 58 (13.3) 8 (12.3)
Eye disorders 28 (7.7) 16 (10.3) 2 (13.3) 72 (7.0) 38 (8.7) 6 (9.2)
Gastrointestinal disorders 133 (36.5) 56 (36.1) 5(33.3) 448 (43.3) 206 (47.4) 29 (44.6)
General disorders and administration site 156 (42.9) 51(32.9) 8(53.3) 428 (41.4) 184 (42.3) 34 (52.3)
conditions
Hepatobiliary disorders 14 (3.8) 4 (2.6) 2 (13.3) 60 (5.8) 34 (7.8) 9 (13.8)
Immune system disorders 2 (0.5) 1 (0.6) 0 (0.0) 9 (0.9) 5(1.1) 0 (0.0)
Infections and infestations 105 (28.8) 44 (28.4) 2 (13.3) 332(32.1) 122 (28.0) 18 (27.7)
Injury, poisoning and procedural 12 (3.3) 10 (6.5) 0 (0.0) 42 (4.1) 27 (6.2) 2 (3.1)
complications
Investigations 213 (58.5) 92 (59.4) 6 (40.0) 633 (61.2) 240 (55.2) 28 (43.1)
Metabolism and nutrition disorders 169 (46.4) 78 (50.3) 5(33.3) 426 (41.2) 211 (48.5) 22(33.8)
Musculoskeletal and connective tissue 109 (29.9) 46 (29.7) 2 (13.3) 276 (26.7) 114 (26.2) 18 (27.7)
disorders
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 (12.1) 65(14.9) 14 (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)
Renal and urinary disorders 19 (5.2) 16 (10.3) 1(6.7) 100 (9.7) 55 (12.6) 4 (6.2)
Reproductive system and breast disorders 5(1.4) 3(1.9) 0 (0.0) 20 (1.9) 7 (1.6) 1(1.5)
Respiratory, thoracic and mediastinal 179 (49.2) 70 (45.2) 4 (26.7) 379 (36.7) 161 (37.0) 18 (27.7)
disorders
Skin and subcutaneous tissue disorders 69 (19.0) 32 (20.6) 1(6.7) 231 (22.3) 114 (26.2) 25(38.5)
Vascular disorders 23 (6.3) 10 (6.5) 0 (0.0) 65 (6.3) 45 (10.3) 3(4.6)
CMQ sum of postural hypotension, falls, 44 (12.1) 22 (14.2) 0(0.0) 103(10.0) 67 (15.4) 10 (15.4)

black outs, syncope, dizziness, ataxia,
fractures
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e Combination therapy 1L

Table 128. Summary of TEAEs by age (pooled 1L NSCLC data)

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 (%)
Patients With at Least One TEAE 334 (99.7) 155 (99.4) 162 (100) 71 (100)
Treatment-Related 334 (99.7) 154 (98.7) 161 (99.4) 70 (98.6)
= Grade 3 TEAEs 259 (77.3) 110 (70.5) 135 (83.3) 51 (71.8)
Treatment-Related 243 (72.5) 100 (64.1) 129 (79.6) 45 (63.4)
Serious TEAEs 120 (35.8) 34 (21.8) 79 (48.8) 20 (28.2)
Treatment-Related 66 (19.7) 20 (12.8) 57 (35.2) 12 (16.9)
TEAEs Led to Death 14 (4.2) 4 (2.6) 7 (4.3) 3(4.2)
Treatment-Related 6 (1.8) 2 (1.3) 2(1.2) 2 (2.8)
TEAEs Led to Any Treatment Discontinuation 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 (a) 244 (72.8) 65 (41.7) 122 (75.3) 43 (60.6)
Led to Tislelizumab Modification 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
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).
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Table 129. Safety by age category in the combination therapy pool

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 (%)
Total AEs 334 (99.7) 158 (100.0) 155 (99.4) 71 (100.0)
Grade >= 3 AEs 259 (77.3) 133 (84.2) 110 (70.5) 51 (71.8)
Serious AEs - total 120 (35.8) 77 (48.7) 34 (21.8) 20 (28.2)
Fatal 14 (4.2) 7 (4.4) 4 (2.6) 3 (4.2)
Hospitalisation/prolong existing 116 (34.6) 73 (46.2) 31 (19.9) 18 (25.4)
hospitalisation
Life-threatening 5(1.5) 7 (4.4) 1 (0.6) 0 (0.0)
Disability/incapacity 0 (0.0) 0 (0.0) 1 (0.6) 0 (0.0)
Other (medically significant) 1 (0.3) 2(1.3) 1 (0.6) 0 (0.0)
AE leading to Tislelizumab 39 (11.6) 31 (19.6) 0 (0.0) 0 (0.0)
discontinuation
AEs by SOC
Blood and lymphatic system 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 disorders 6 (1.8) 2 (1.3) 3(1.9) 2 (2.8)
Endocrine disorders 56 (16.7) 24 (15.2) 2 (1.3) 1(1.4)
Eye disorders 15 (4.5) 8 (5.1) 2 (1.3) 3 (4.2)
Gastrointestinal disorders 231 (69.0) 109 (69.0) 87 (55.8) 47 (66.2)
General disorders and administration 197 (58.8) 107 (67.7) 78 (50.0) 43 (60.6)
site conditions
Hepatobiliary 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 disorders 225 (67.2) 125 (79.1) 89 (57.1) 48 (67.6)
Musculoskeletal and connective 150 (44.8) 67 (42.4) 52 (33.3) 23 (32.4)
tissue disorders
Neoplasms benign, malignant and 22 (6.6) 12 (7.6) 13 (8.3) 7 (9.9)
unspecified (incl cysts and polyps)
Nervous system disorders 111 (33.1) 59 (37.3) 46 (29.5) 18 (25.4)
Product issues 2 (0.6) 0 (0.0) 0 (0.0) 0 (0.0)
Psychiatric disorders 45 (13.4) 16 (10.1) 21 (13.5) 14 (19.7)
Renal and urinary disorders 28 (8.4) 13 (8.2) 4 (2.6) 1(1.4)
Reproductive system and breast 5(1.5) 3(1.9) 2 (1.3) 2 (2.8)
disorders
Respiratory, thoracic and mediastinal 167 (49.9) 85 (53.8) 50 (32.1) 27 (38.0)
disorders
Skin and subcutaneous tissue 178 (53.1) 92 (58.2) 69 (44.2) 34 (47.9)
disorders
Vascular disorders 26 (7.8) 15 (9.5) 14 (9.0) 2 (2.8)
CMQ sum of postural hypotension, 88 (26.3) 48 (30.4) 34 (21.8) 20 (28.2)

falls, black outs, syncope, dizziness,
ataxia, fractures
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Hepatic impairment:

Table 130. Overall Summary of TEAEs by baseline hepatic impairment

Normal Impairment
303 Study 303 Study
200 mg 200 mg
Q3w 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 (%)
Patients with at least one 470 (95.1) 233 (98.7) 1188 (95.6) 39 (97.5) 21 (95.5) 274 (96.1)
TEAE
Treatment-related TEAE 362 (73.3) 222 (94.1) 932 (75.0) 28 (70.0) 20 (90.9) 189 (66.3)
TEAE = Grade 3 189 (38.3) 174 (73.7) 521 (41.9) 17 (42.5) 19 (86.4) 145 (50.9)
Related TEAE = Grade 3 69 (14.0) 152 (64.4) 199 (16.0) 8 (20.0) 19 (86.4) 50 (17.5)
Serious TEAE 157 (31.8) 79 (33.5) 404 (32.5) 17 (42.5) 4 (18.2) 110 (38.6)
Treatment-related SAEs 61 (12.3) 55 (23.3) 143 (11.5) 6 (15.0) 4 (18.2) 31 (10.9)
TEAE Leading 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)
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 subgroups were
observed in the tislelizumab monotherapy treatment groups (apart from a higher incidence of weight

decreased in the male population in the tislelizumab treatment arm of Study 303 [15.4% vs 9.5%]). In
the pooled tislelizumab + chemotherapy group, SAEs (41.5% vs. 32.9%) and immune-mediated TEAEs
(25.5% vs 18.8%) were reported at higher incidences (> 5% difference) for male patients compared to

females.

Safety by race

As the 1L combination therapy Studies 304 and 307 were conducted exclusively in China, analyses by
race and region were only performed in the monotherapy setting.

In Study 303, 80% of the study population was Asian and 17% White; in the 200 mg Q3W All Indications
group, 80% of patients were Asian, 17% White and 3% other race types. The following tables focus on
results for Asian and White to improve readability and due to the only small proportion of other race
types [other: n=17 and 7 in treatment arms of Study 303 and n=47 in the 200 mg Q3W All Indications

group].
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Table 131. Overall summary of TEAEs by race (Asian and White [without other], Study 303 and All Doses

and All Indications)

Asian White
Study 303 Study 303
200 mg Q3W All Doses
All and All
Tisleli- Doce- Indica- Tisleli- Doce- Indica-
zumab taxel tions zumab taxel tions
(N =423) (N=210) (N=1234) |((N=94) (N =41) (N = 253)
n (%) n (%) n (%) n (%) n (%) n (%)
Patients with at least one TEAE 409 (96.7) 207 (98.6) 1184 (95.9) |84 (89.4) 40 (97.6) 238 (94.1))
Treatment-related TEAE 321 (75.9) 196 (93.3) 934 (75.7) |60 (63.8) 39 (95.1) 163 (64.4)
Grade 3 or higher TEAE 165 (39.0) 158 (75.2) 527 (42.7) |34 (36.2) 28 (68.3) 119 (47.0)
Grade > 3 related TEAE 64 (15.1) 141 (67.1) 216 (17.5) |11 (11.7) 23 (56.1) 29 (11.5)
Serious TEAE 144 (34.0) 66 (31.4) 416 (33.7) |24 (25.5) 13 (31.7) 82 (32.4)
Treatment-related SAE 59 (13.9) 47 (22.4) 157 (12.7) 7 (7.4) 10 (24.4) 16 (6.3)
TEAE leading to death 22 (5.2) 9 (4.3) 90 (7.3) 7(7.4) 2(4.9) 29(11.5)
TEAE leading to treatment discontinuation 41 (9.7) 26 (12.4) 152 (12.3) |13 (13.8) 5(12.2) 31 (12.3)
TEAE leading to dose modification 89 (21.0) 66 (31.4) 310 (25.1) |25(26.6) 18 (43.9) 75 (29.6)
Immune-mediated TEAE 78 (18.4) NA 227 (18.4) |15 (16.0) NA 42 (16.6)
Grade 3 or higher 25 (5.9) NA 66 (5.3) 5 (5.3) NA 12 (4.7)

Table 132. TEAEs with incidence = 10% by race, SOC and PT (Asian and White, Study 303 and 200 mg

Q3W All Indications)

Asian White
Study 303 Study 303
200 mg Q3W 200 mg Q3W
Doce- All Doce- 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 (%)
Patients with at least one 409 (96.7) 207 1184 (95.9) |84 (89.4) 40 (97.6) 238 (94.1)
TEAE (98.6)
Investigations 276 (65.2) 157 813 (65.9) |31 (33.0) 15 (36.6) 73 (28.9)
(74.8)
ALT increased 98 (23.2) 38 (18.1) 271 (22.0) 8 (8.5) 0(0.0) 22 (8.7)
AST increased 92 (21.7) 30 (14.3) 286 (23.2) 8 (8.5) 1(2.4) 26 (10.3)
Weight decreased 77 (18.2) 21 (10.0) 205 (16.6) 4 (4.3) 5(12.2) 9 (3.6)
Blood bilirubin increased 27 (6.4) 14 (6.7) 143 (11.6) 0 (0.0) 1(2.49) 7 (2.8)
White blood cell count 20 (4.7) 72 (34.3) 101 (8.2) 0 (0.0) 2(4.9) 0 (0.0)
decr.
Neutrophil count 15 (3.5) 91 (43.3) 64 (5.2) 0 (0.0) 4 (9.8 1(0.4)
decreased
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 (21.9) 168 (13.6) 11 (11.7) 11 (26.8) 42 (16.6)
Hypoalbuminaemia 66 (15.6) 37 (17.6) 163 (13.2) 4 (4.3) 4(9.8) 11 (4.3)
Hyperglycaemia 50 (11.8) 26 (12.4) 99 (8.0) 4 (4.3) 2(4.9 10 (4.0)
Hyponatraemia 44 (10.4) 28 (13.3) 121 (9.8) 3(3.2) 0(0.0) 5 (2.0)
Hypokalaemia 42 (9.9) 12 (5.7) 99 (8.0) 1(1.1) 1(2.4) 6 (2.4)
Respiratory, thoracic and 214 (50.6) 91 (43.3) 452 (36.6) |34 (36.2) 15(36.6) 90 (35.6)
mediastinal disorders
Cough 93 (22.0) 36 (17.1) 202 (16.4) 10 (10.6) 3 (7.3) 31 (12.3)
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Asian White
Study 303 Study 303
200 mg Q3W 200 mg Q3W
Doce- All Doce- 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 (%)
Haemoptysis 51 (12.1) 21 (10.0) 78 (6.3) 3(3.2) 1(2.4) 7 (2.8)
Dyspnoea 45 (10.6) 22 (10.5) 82 (6.6) 15 (16.0) 8 (19.5) 26 (10.3)
General disorders and 169 (40.0) 106 489 (39.6) |40 (42.6) 22 (53.7) 136 (53.8)
administration site (50.5)
conditions
Asthenia 54 (12.8) 46 (21.9) 92 (7.5) 12 (12.8) 9 (22.0) 52 (20.6)
Pyrexia 49 (11.6) 25 (11.9) 202 (16.4) 7(7.4) 1(2.4) 28 (11.1)
Fatigue 10 (2.4) 12 (5.7) 67 (5.4) 14 (14.9) 11 (26.8) 48 (19.0)
Blood and lymphatic system 155 (36.6) 144 448 (36.3) 20 (21.3) 26 (63.4) 51 (20.2)
disorders (68.6)
Anaemia 132 (31.2) 98 (46.7) 373(30.2) |16 (17.0) 12 (29.3) 43 (17.0)
Leukopenia 14 (3.3) 60 (28.6) 43 (3.5) 1(1.1) 9 (22.0) 1(0.4)
Neutropenia 7 (1.7) 57 (27.1) 23 (1.9) 2 (2.1) 20 (48.8) 2 (0.8)
Febrile neutropenia 0 (0.0) 25 (11.9) 0 (0.0) 0(0.0) 7(17.1) 0 (0.0)
Gastrointestinal disorders 155 (36.6) 99 (47.1) 521 (42.2) |30(31.9) 21 (51.2) 135 (53.4)
Constipation 55 (13.0) 38 (18.1) 147 (11.9) 6 (6.4) 3(7.3) 26 (10.3)
Nausea 41 (9.7) 30 (14.3) 108 (8.8) 16 (17.0) 8 (19.5) 39 (15.4)
Vomiting 30 (7.1) 15 (7.1) 95 (7.7) 3(3.2) 3(7.3) 17 (6.7)
Diarrhoea 27 (6.4) 24 (11.4) 94 (7.6) 5(5.3) 6(14.6) 35(13.8)
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 (28.6) 379 (30.7) 25 (26.6) 14 (34.1) 75 (29.6)
Pneumonia 47 (11.1) 29 (13.8) 118 (9.6) 13 (13.8) 6 (14.6) 20 (7.9)
Upper respiratory tract 44 (10.4) 23 (11.0) 125 (10.1) 3(3.2) 2(4.9 6 (2.4)
infection
Skin and subcutaneous 86 (20.3) 115 282 (22.9) 12 (12.8) 18 (43.9) 74 (29.2)
tissue disorders (54.8)
Pruritus 31 (7.3) 4 (1.9) 116 (9.4) 4 (4.3) 0(0.0) 31 (12.3)
Alopecia 4 (0.9) 107 4 (0.3) 0 (0.0) 13 (31.7) 0 (0.0)
(51.0)
Endocrine disorders 64 (15.1) 0 (0.0) 205 (16.6) 14 (14.9) 1 (2.4) 35 (13.8)
Hypothyroidism 46 (10.9) 0 (0.0) 157 (12.7) |10 (10.6) 1 (2.4) 25 (9.9)
Nervous system disorders 51 (12.1) 31 (14.8) 144 (11.7) 10 (10.6) 15 (36.6) 46 (18.2)
Headache 13 (3.1) 6 (2.9) 28 (2.3) 4 (4.3) 5(12.2) 14 (5.5)
Psychiatric disorders 35 (8.3) 28 (13.3) 91 (7.4) 2(2.1) 3(7.3) 23 (9.1)
Insomnia 27 (6.4) 23 (11.0) 75 (6.1) 1(1.1) 1(2.4) 14 (5.5)

Immunological events

For tislelizumab monotherapy, 18.3% of patients were tested positive for treatment emergent antidrug
antibodies (ADA), and neutralising antibodies (NAb) were detected in 0.9% of patients of 1,916 ADA
evaluable patients treated at the recommended dose of 200 mg Q3W. For tislelizumab combination
therapy, ADA was detected in 24.0% of 492 evaluable patients and NAb in 1.4% of patients.

Please see section 2.6.2.2 pharmacodynamics for a detailed assessment of immunogenicity.
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Safety related to drug-drug interactions and other interactions

Formal pharmacokinetic interaction studies have not been conducted. As tislelizumab is a monoclonal
antibody that is cleared from the circulation through catabolism and not metabolised by cytochrome P450
(CYP) enzymes or other drug metabolising enzymes, inhibition or induction of these enzymes by co-
administered medicinal products is not anticipated to affect the pharmacokinetics of tislelizumab.

Discontinuation due to adverse events

e Monotherapy 2L+

Table 133. TEAEs leading to treatment discontinuation by SOC and PT (= 1% patients in any group)

303 Study 2L+ NSCLC
200 mg Q3wW
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 TEAE Leading to Treatment 56 (10.5) 32 (12.4) 69 (10.8) 190 (12.4)
Discontinuation
Respiratory, thoracic and mediastinal disorders 28 (5.2) 3(1.2) 32 (5.0) 53 (3.5)
Pneumonitis 9 (1.7) 0 (0.0) 12 (1.9) 15 (1.0)
Interstitial lung disease 6 (1.1) 0 (0.0) 6 (0.9) 7 (0.5)
Infections and infestations 7 (1.3) 5(1.9) 8 (1.3) 20 (1.3)
Pneumonia 7 (1.3) 4 (1.6) 8 (1.3) 18 (1.2)
Investigations 0 (0.0) 3(1.2) 1(0.2) 5 (0.3)
Neutrophil count decreased 0 (0.0) 3(1.2) 0 (0.0) 0 (0.0)

e Combination therapy 1L

Table 134. TEAEs leading to treatment discontinuation by SOC and PT (= 1% patients in combined+chemo
or chemo group)

SQ-NSCLC NSQ-NSCLC NSCLC
307 307 307 304 307&304&206 307&304
T+PC T+nPC PC T+PP 304 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 21 (17.5) 38 (32.2) 18 (15.4) 68 (30.6) 11 (10.0) 141 (28.4) 29 (12.8)
TEAE Event Leading to
Treatment Discontinuation
Blood and lymphatic system 3(2.5) 15(12.7) 5 (4.3) 17 (7.7) 3 (2.7) 39 (7.8) 8 (3.5)
disorders
Anaemia 1 (0.8) 9 (7.6) 3 (2.6) 11 (5.0) 1 (0.9) 25 (5.0) 4 (1.8)
Thrombocytopenia 3 (2.5) 2(1.7) 3 (2.6) 6 (2.7) 0 (0.0) 13 (2.6) 3(1.3)
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 increased 0 (0.0) 2(1.7) 0 (0.0) 10 (4.5) 0 (0.0) 12 (2.4) 0 (0.0)
Neutrophil count decreased 1 (0.8) 6 (5.1) 4 (3.4) 1 (0.5) 0 (0.0) 8 (1.6) 4 (1.8)
Platelet count decreased 0 (0.0) 5(4.2) 1 (0.9) 1 (0.5) 1 (0.9) 7 (1.4) 2 (0.9)
White blood cell count 1 (0.8) 4 (3.4) 2 (1.7) 2 (0.9) 0 (0.0) 7 (1.4) 2 (0.9)
decreased
Respiratory, thoracic and 8 (6.7) 6 (5.1) 0 (0.0) 11 (5.0) 0 (0.0) 28 (5.6) 0 (0.0)
mediastinal disorders
Pneumonitis 3 (2.5) 1 (0.8) 0 (0.0) 11 (5.0) 0 (0.0) 17 (3.4) 0 (0.0)
Immune-mediated 1 (0.8) 2 (1.7) 0 (0.0) 0 (0.0) 0 (0.0) 3 (0.6) 0 (0.0)
pneumonitis
Gastrointestinal disorders 2 (1.7) 1 (0.8) 1 (0.9) 9 (4.1) 1 (0.9) 14 (2.8) 2 (0.9)
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SQ-NSCLC NSQ-NSCLC NSCLC

307 307 307 304 307&304&206 307&%304
T+PC T+nPC PC T+PP 304 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 (%)
General disorders and 0 (0.0) 2(1.7) 3 (2.6) 7 (3.2) 3(2.7) 10 (2.0) 6 (2.6)
administration site
conditions
Cardiac disorders 1 (0.8) 3 (2.5) 0 (0.0) 4 (1.8) 0 (0.0) 9 (1.8) 0 (0.0)
Myocarditis 0 (0.0) 3 (2.5) 0 (0.0) 1 (0.5) 0 (0.0) 5(1.0) 0 (0.0)
Immune-mediated myocarditis 1 (0.8) 0 (0.0) 0 (0.0) 1 (0.5) 0 (0.0) 2(0.4) 0 (0.0)
Infections and infestations 2(1.7) 3(2.5) 1 (0.9) 3(1.4) 2 (1.8) 8 (1.6) 3 (1.3)
Pneumonia 2(1.7) 2(1.7) 0 (0.0) 1 (0.5) 2 (1.8) 5(1.0) 2 (0.9)
Metabolism and nutrition 0 (0.0) 2(1.7) 0 (0.0) 6 (2.7) 0 (0.0) 8 (1.6) 0 (0.0)
disorders
Nervous system disorders 3 (2.5) 1 (0.8) 0 (0.0) 2 (0.9) 0 (0.0) 8 (1.6) 0 (0.0)

Table 135. Percentage of imAE events resolved and resolving by imAE category (Tislelizumab 200 mg
Q3W, All indications, Safety Analysis Set)

Tislelizumab 200 mg Q3W - All Indications

N = 1534
Patient-based analysis Event-based analysis
imAE category n Resolved? 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 hyperthyroidism 5 4 (80.0) 5 4 (80.0) 0
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)
Immune-mediated skin adverse 27 14 (51.9) 31 16 (51.6) 6 (19.4)
reaction
Immune-mediated nephritis and 10 5 (50.0) 10 5 (50.0) 3 (30.0)
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 (22.1)
Immune-mediated hypothyroidism 116 37 (31.9) 138 59 (42.8) 25 (18.1)
Immune-mediated adrenal 4 1 (25.0) 4 1 (25.0) 1 (25.0)
insufficiency
Immune-mediated thyroiditis 12 2 (16.7) 17 6 (35.3) 3(17.6)
Immune-mediated type 1 diabetes 6 1(16.7) 7 2 (28.6) 2 (28.6)
mellitus
Immune-mediated pituitary 1 0 1 0 0
dysfunction
Other immune-mediated reactions 4 2 (50.0) 4 2 (50.0) 0

Source: 1L/2L NSCLC Response to CHMP Day 180 LoOlIs Appendix 2-EU_D180_Table_ 2.7.4.2.2.7

Data cutoff: 001-26AUG2020, 102-31MAY2020, 203-26NOV2018, 204-16SEP2019, 208-27FEB2020, 303-
10AUG2020, 302-01DEC2020. Data extraction: 001-26AUG2020, 102-30JUN2020, 203-15JAN2019, 204-
160CT2019, 208-15APR2020, 303-270CT2020, 302-15JAN2021.

Resolved includes both ‘Recovered/resolved’ and ‘Recovered/resolved with sequelae’ in the CRF.

@ 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.
Adverse events were coded using MedDRA version 23.0.
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Post marketing experience

Tislelizumab is registered in China for the treatment of several cancers. The first marketing authorisation
for tislelizumab was granted in China on 26-Dec-2019 for rrHL, followed by indications in 2L+ urothelial
carcinoma, 1L squamous and non-squamous NSCLC, 2L/3L HCC and 2L/3L NSCLC.

Tislelizumab is also registered in the European union as monotherapy for the treatment of adult patients
with unresectable, locally advanced or metastatic oesophageal squamous cell carcinoma after prior
platinum-based chemotherapy. The marketing authorisation for Tevimbra (EMEA/H/C/005919) was
granted on 15/09/2023.

2.5.1. 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).

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 Europe) and did not
enrol patients with more than 2 prior lines of systemic chemotherapy (whereas the proposed 2L+ NSCLC
indication refers to patients after prior chemotherapy without restricting the use of tislelizumab to 2L or
3L).

Median exposure to tislelizumab as monotherapy in Study 303 was longer than exposure to docetaxel
(5.4 months vs. 2.1 months). Median exposure to tislelizumab in the tislelizumab + chemotherapy
combinations was slightly higher for patients with squamous NSCLC in Study 307 compared to patients
with non squamous NSCLC in Study 304 (about 9.7 vs 7.9 months). Platinum-based combination
chemotherapy was planned to be given for 4-6 treatment cycles and patients received a median number
of 4.0 cycles across treatment arms of both 1L studies. For non-squamous NSCLC, pemetrexed was
allowed as maintenance treatment; median duration of exposure to pemetrexed was 7.5 months for the
T+PP combination and 4.9 month for the PP group.

In the squamous NSCLC Study 307, the median relative dose intensity (RDI) of chemotherapy was lower
in the nab-paclitaxel arm (T+nPC arm) compared to the T+PC arm and the PC arm [RDI for nab-
paclitaxel was 61% vs 95-98% for paclitaxel; RDI for platinum compound was 83% in T+nPC arm vs
95% in paclitaxel arms]. Higher rates of treatment discontinuations (32% vs 18%) and dose
modifications (92% vs 64%) were observed in the T+nPC group compared to the T+PC arm. Weekly
administration of nab-paclitaxel was new to most of the Chinese investigators in this open-label study; as
a result, it may have led to a more cautious toxicity assessment and an increased chance of dose
modifications in the nab-paclitaxel treatment arm.

Most common AEs in the tislelizumab monotherapy group of Study 303 (= 15%) were anaemia
(28.5%), ALT increased (19.9%) and AST increased (18.9%), cough (19.5%), decreased appetite
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(15.4%), and weight loss (15.2%). As expected, lower rates of haematological toxicities and alopecia
were observed for tislelizumab compared to docetaxel.

The safety profile was overall comparable between the tislelizumab monotherapy groups (in Study
303, the 2L+ NSCLC pool and the 200 mg Q3W All Indications pool). However, some differences were
notable in the All Indications dataset, reflecting the mix of tumour types in this pool (e.g. lower rates of
respiratory and metabolism disorders, but higher rates of gastrointestinal, skin and hepatobiliary
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 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 patients with squamous
histology. The higher rate of Grade > 3 AEs in squamous NSCLC is more likely due to the different
backbone chemotherapy regimens than to histology, since this difference was similarly observed for the
control arms of Studies 304 and 307. All grade AEs with higher rates (= 10.0%) in squamous vs non-
squamous NSCLC patients were e.g. alopecia, arthralgia, hypoaesthesia and pain in extremity, reflecting
the safety profiles of the individual chemotherapies.

In Study 303, about one third of patients experienced a serious adverse event in both treatment arms.
In the docetaxel group, higher incidences were mainly reported for serious haematological events (in the
SOCs of blood disorders [14.0% vs. 0.9%], and investigation [4.3% vs. 0.9% for docetaxel vs
tislelizumab, respectively]). For tislelizumab, incidences were higher for respiratory disorders (13.3% vs
6.6 for docetaxel), with pneumonitis/ILD driving this difference (together 5.4% for tislelizumab vs 0% for
docetaxel). For some other SOCs, smaller, but numerically higher incidences were reported in the
tislelizumab compared to the docetaxel arm, as e.g. for cardiac disorders (3.0% vs. 1.6%), nervous
system (2.4% vs. 0.4%), musculoskeletal (2.1% vs. 0.4%), metabolism (1.9% vs. 0.4%), hepatobiliary
(1.5% vs. 0.8%), renal (1.1% vs 0.4%) and endocrine disorders (0.6% vs. 0.0%).

In the 1L studies, the overall incidence of serious TEAEs was higher for the combined NSCLC T+chemo
group (40.0%) than for the combined chemo group (23.8%). The largest difference was observed in the
SOC of respiratory disorders, where higher incidences were reported for serious pneumonitis,
haemoptysis und dyspnoea in the tislelizumab treatment arms. Moreover, higher rates of serious
pneumonia, febrile neutropenia and decreased neutrophil counts were observed in the tislelizumab than
the chemotherapy only groups.
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In Study 303, similar percentages of patients discontinued study treatment for TEAEs in the tislelizumab
and docetaxel groups (10.5% and 12.4%). In the tislelizumab group, the most common (= 1%) reasons
for treatment discontinuation were pneumonitis (1.7%), interstitial lung disease (1.1%), and pneumonia
(1.3%). Dose modifications occurred in 22% in the tislelizumab and 35% in the docetaxel arm.

In the 1L 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.

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 docetaxel
across all categories (with the exception of AEs leading to death that were reported with similar rates).
Overall, tislelizumab related AEs in Study 303 reflected the AEs that were observed regardless of
treatment relationship.

In the 1L studies, treatment related AEs were reported for nearly all patients (=99%) with higher
incidences for related Grade = 3 and serious AEs in the combined T+chemo group than the combined
chemo group (75% vs 64% and 25% vs 14%, respectively). The overall profile of most common related
TEAEs was similar to the most frequently reported TEAEs regardless of treatment relationship. All grade
chemotherapy-related haematological toxicities, elevation of liver parameters and nausea were reported
with higher incidences in the tislelizumab +chemotherapy groups vs. the chemotherapy control groups.

There appeared to be a trend for investigators to consider AEs to be more frequently related to
chemotherapy as opposed to tislelizumab in Study 303. A similar imbalance regarding causality
assessment was noted in the 1L combination studies. Knowledge about incidences of ADRs that were
more frequently reported for chemotherapy than for checkpoint inhibitors likely impacted the causality
assessment of specific AEs. Examples from other studies with checkpoint inhibitors confirmed a similar
pattern.

The above description of safety data focuses on the presentation of adverse events that were reported in
the pivotal studies (Study 303 for tislelizumab monotherapy and Studies 304 and 307 for the combination
of tislelizumab with chemotherapy), since for these datasets comparative safety with a control group
were available within 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 not
show any meaningful differences .

Adverse drug reactions (ADRs) for tislelizumab monotherapy that are included in section 4.8 of the
SmPC are based on the “200 mg Q3W All Indications dataset” (N=1534). This dataset also includes
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indications for which no approval is currently foreseen in the EU. Nonetheless, given the similar posology
of tislelizumab, a pooled analysis across suitable studies is considered to provide the best estimate of
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

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.

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 infusion-related reactions, as well as
dose recommendation have been included in section 4.4 and 4.2 of the SmPC.

In general, laboratory findings in Study 303 reflected the known safety profiles of each drug;
haematological toxicities were reported more frequently for docetaxel treated patients, while increases in
liver enzymes (AST, ALT, ALP) and CK were more common for tislelizumab treated patients. In addition,
an increase in creatinine was slightly more pronounced in the tislelizumab treatment group compared to
the docetaxel group. In the combined NSCLC T+chemo group, laboratory data indicate a worsening of
haematologic toxicities and a more pronounced increase of liver parameters and creatinine by the
addition of tislelizumab to chemotherapy. This is reflected accordingly in section 4.8 of the SmPC.

Immune-related AEs

Incidences of imAE

19.5% of patients in the tislelizumab group in Study 303 had an immune-mediated TEAE (18.0% in the
pooled dataset across indications). 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 23 patients (4.3%), most
commonly due to pneumonitis (n=18); further reasons were hepatitis (n=2), myocarditis, nephritis/renal
failure, skin adverse reactions and type 1 diabetes mellitus (n=1 each). For 38.4% of patients in the
pooled monotherapy dataset imAEs were resolved; endocrine events resolved at lower rates, e.g.
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hypothyroidism in 31.9%, adrenal insufficiency in 25% and thyroiditis and Typ 1 diabetes mellitus in
16.7% of patients.

In the 1L studies, 25.6% of patients had immune-mediated TEAEs in the combined NSCLC T+chemo
group. Overall, 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%). 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.

Warnings and recommendations about immune-related pneumonitis (including fatal cases) , immune-
related hepatitis (including fatal cases), immune-related skin rash or dermatitis (including cases of severe
cutaneous adverse reactions (SCARs)), immune-related colitis, immune-related endocrinopathies
(including thyroid disorders, adrenal insufficiency, hypophysitis and type 1 diabetes mellitus), immune-
related nephritis with renal dysfunction and other clinically important immune-related adverse reactions
(myositis, myocarditis, arthritis, polymyalgia rheumatica, pericarditis and Guillain-Barre syndrome) were
included in section 4.4 of the SmPC. Treatment modifications recommendation have also been included in
section 4.2 of the SmPC for all these immune-related adverse reactions.

As solid organ transplant rejection has been reported in the post-marketing setting in patients treated
with PD-(L)1 inhibitors a warning that treatment with tislelizumab 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 differences could be observed by analyses of subgroups
across histology, disease stage, body weight, ECOG status and mild/moderate renal impairment.
Approximately 20% of patients had mild or moderate hepatic impairment at study baseline in the pooled
monotherapy population across indications with a numerical trend towards more severe and serious AEs
and higher incidences of dose modifications in the hepatic impairment subgroup. In the combination
treatment setting, data are too limited to draw conclusions (17 and 12 patients with mild or moderate
hepatic dysfunction in the tislelizumab arms of Studies 304 and 307). Regarding gender, the toxicity
profile did not show meaningful differences for tislelizumab monotherapy and is difficult to interpret in the
1L NSCLC combination treatment setting due to the low proportion of female patients (17%). Regarding
smoking history, for some categories a slightly worse safety profile was reported for current/previous

smokers versus never smokers; however, similar differences were also observed in the control groups.
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Age: Generally, an increase of AE rates is expected with increasing age and a trend towards a more
unfavourable 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 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 of AEs, other than laboratory abnormalities, was generally similar across regions
which is not suggestive of a general pattern of underreporting in study sites enrolling White patients.
Overall, the totality of the reported safety data does not further support concerns that the results mainly
derived from Asian patients would not be applicable to European patients.

2.5.2. Conclusions on clinical safety

Safety data for tislelizumab for the treatment of NSCLC generally reflect the known toxicity profile of
checkpoint inhibitors as monotherapy and the additional toxicities in combination with chemotherapy. No
new safety issues have been identified compared to already authorised checkpoint inhibitors.

2.5.3. PSUR cycle

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.

2.6. Risk management plan

The MAH submitted/was requested to submit an updated RMP version with this application.
The CHMP received the following PRAC Advice on the submitted Risk Management Plan:
The PRAC considered that the risk management plan version 2.0 is acceptable.

The CHMP endorsed the Risk Management Plan version 2.0 with the following content:

Assessment report
EMA/294229/2024 Page 219/229



Safety concerns

Important identified risks

¢ Immune-mediated adverse reactions

Important potential risks

e Reproductive and developmental toxicity

Missing information

e None

No new safety concerns have been identified for the new indication in NSCLC.

Pharmacovigilance plan

No additional pharmacovigilance activities.

Risk minimisation measures

Table 136: 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

Routine
Pharmacovigilance
Activities Beyond
Adverse Reactions
Reporting and Signal

Detection:

Targeted follow-up
checklist

Additional
Pharmacovigilance
Activities:

Developmental Toxicity

SmPC Section 4.6 where advice is provided
regarding the need for women of childbearing
potential to avoid getting pregnant and for lactating
women to avoid breastfeeding infants while taking
tislelizumab and that, women of childbearing
potential should use effective contraception during
treatment with tislelizumab and for 4 months after
the last dose.

SmPC Section 5.3.

PL Section 2 where guidance on how to early
identify signs and symptoms and seek medical
attention is included.

Additional Risk Minimisation Measures:

None

Legal status:
Restricted medical prescription

medical attention is included. None
Additional Risk Minimisation Measures:
Patient Card
Legal Status:
Restricted medical prescription
Important Potential Risk
Reproductive and Routine Risk Minimisation Measures: Routine

Pharmacovigilance
Activities Beyond
Adverse Reactions
Reporting and Signal

Detection:

Targeted follow-up
checklist

Additional
Pharmacovigilance
Activities:

None

Missing Information

None

Abbreviations: PL, Product Label; SmPC, Summary of Product Characteristics.
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2.7. Update of the Product information

As a consequence of this new indication, sections 4.1, 4.2, 4.4, 4.5, 4.8, 5.1 and 5.2 have been updated.
The Package Leaflet has been updated accordingly.

Changes were also made to the PI to bring it in line with the current Agency/QRD template, SmPC
guideline and other relevant guideline(s) which were reviewed by QRD and accepted by the CHMP.

2.7.1. User consultation

A justification for not performing a full user consultation with target patient groups on the package leaflet
has been submitted by the MAH and has been found acceptable for the following reasons:

A consultation with the target patient population regarding the readability of the Package Leaflet (PL) for
tislelizumab was conducted as part of the original Marketing Authorisation Application (MAA) for the
treatment of Non-Small Cell Lung Cancer (NSCLC) (EMEA/H/C/005542) under Tizveni brand name and
the results show that the package leaflet meets the criteria for readability as set out in the Guideline on
the readability of the label and package leaflet of medicinal products for human use.

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 for the first-
line treatment of adult patients with non-squamous non-small cell lung cancer whose tumours have PD-
L1 expression on =250% of tumour cells with no EGFR or ALK positive mutations and who have:

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

Tizveni in combination with carboplatin and either paclitaxel or nab-paclitaxel is indicated for the first-line
treatment 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.

3.1.2. Available therapies and unmet medical need

Second-/third-line treatment options for advanced or metastatic NSCLC without oncogenic driver
mutations
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Before ICI therapy was available, there were 2 established chemotherapeutic agents available globally for
the treatment of locally advanced or metastatic NSCLC with no actionable oncogenic driver after prior
chemotherapy: docetaxel for patients with either non squamous or squamous NSCLC and pemetrexed for
patients with non squamous NSCLC who did not receive pemetrexed as first-line treatment (Planchard et
al 2018, Ettinger et al 2019). Erlotinib can also be considered for patients who cannot receive cytotoxic
chemotherapy due to poor performance status (Tarceva USPI 2010, Planchard et al 2018). Overall, the
therapeutic benefit of these further lines of treatment has been restricted by limited improvements in
survival, low response rates, and significant toxicities (Stinchcombe and Socinski 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, Tecentriq SmPC 2021,
Tecentriqg 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:

-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 Tecentriq SmPC,? Opdivo
SmPC,? Libtayo SmPC) Concerning patients with locally advanced (stage IIIB) disease that are not
candidates for platinum-based chemoradiation, the usual approach is the same as for patients with
metastatic disease.

3.1.3. Main clinical studies

The open-label study BGB-A317-303 randomly assigned 805 patients with locally advanced or metastatic
NSCLC in a 2:1 ratio to receive either tislelizumab or docetaxel. All patients had received 1 platinum-
based chemotherapy regimen (2" line NSCLC).

The open-label study BGB-A317-307 randomly assigned 360 patients with locally advanced or metastatic
squamous NSCLC in a 1:1:1 ratio to receive either tislelizumab combined with paclitaxel plus
carboplatin or tislelizumab combined with nab-paclitaxel plus carboplatin or paclitaxel plus carboplatin as
first-line treatment.

The open-label study BGB-A317-304 randomly assigned 334 patients with locally advanced or metastatic
non-squamous NSCLC in a 2:1 ratio to receive either tislelizumab combined with carboplatin or cisplatin
plus pemetrexed or carboplatin/cisplatin plus pemetrexed as first-line treatment.
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3.2. Favourable effects

Results from primary analyses:

Monotherapy 2L+ NSCLC

Efficacy in ITT analysis set
e OS (primary endpoint):
e PFS (per investigator; secondary endpoint):

Efficacy in PD-L1 positive analysis set (TC > 25%)

e OS (primary endpoint):
e PFS (per investigator; secondary endpoint):

Combination therapy 15t line squamous NSCLC

Efficacy in ITT analysis set
Arm T+PC vs PC

e PFS (per IRC; primary endpoint):
e OS (secondary endpoint):

Arm T+nPC vs PC
e PFS (per IRC; primary endpoint):

e OS (secondary endpoint):

HR 0.66 (95% CI

HR 0.63 (95% CI

HR 0.54 (95% CI

HR 0.38 (95% CI

HR 0.45 (95% CI

HR 0.68 (95% CI

HR 0.43 (95% CI

HR 0.75 (95% CI

Combination therapy 15t line non-squamous NSCLC

Efficacy in ITT analysis set
e PFS (per IRC; primary endpoint):
e OS (secondary endpoint):

Efficacy in the PD-L1 TC>=50% population

e PFS (per IRC; primary endpoint):

e OS (secondary endpoint):

HR 0.63 (95% CI

HR 0.90 (95% CI

HR 0.31 (95% CI

HR 0.39 (95% CI

: 0.56, 0.79)

: 0.53, 0.75)

: 0.41, 0.71)

: 0.29, 0.50)

: 0.33, 0.62)

: 0.45, 1.01)

: 0.31, 0.60)

: 0.50, 1.12)

: 0.47, 0.86)

1 0.63, 1.28)

: 0.18, 0.55)

:0.22, 0.71)

3.3. Uncertainties and limitations about favourable effects

Monotherapy 2L+ NSCLC

e 30% of patients were never smokers, 55% non-squamous and only 20% were female, which is
not considered fully representative of an EU NSCLC patient population. 80% of the patients were
enrolled in China. Nonetheless, the totality of efficacy results do not raise concerns that these
differences in baseline characteristics have a relevant impact on the study outcome.

Combination therapy 15t line (squamous NSCLC and non-squamous)

e Only Asian patients were included, the median age of 62 years (for squamous) and 61 years for
non-squamous) is considered low (expected 69 years), 8 % female patients only (for squamous)
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and 36% never smoker (for non-squamous) are not considered fully representative of a European
patient population. However, the overall study results support that the observed differences in
baseline characteristics do not have a meaningful impact on the efficacy outcome. Therefore, the
conclusions based on these pivotal studies can be considered also relevant for a European patient
population.

No data are available for patients older than 75. This is reflected in section 4.8 of the SmPC.

3.4. Unfavourable effects

Monotherapy 2L+ NSCLC

The 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%).

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.

Combination therapy 1L NSCLC

The incidences of all cause and treatment-related Grade > 3 AEs (79.3% vs 70.9% and 74.8% vs
63.9%), all cause and treatment-related SAEs (40% vs 23.8% and 24.7% vs 14.1%), treatment
discontinuations due to AEs (28.4% vs 12.8%) and dose modifications due to AEs (73.6% vs.
47.6%) were all more frequent in the combined tislelizumab + chemotherapy group compared to
the combined chemotherapy control.

The most commonly reported events in the combined NSCLC T+chemo group (> 40%) were
anaemia, neutrophil count, white blood cell count and platelet count decreased, ALT and AST
increased, nausea, and decreased appetite. For all these events, higher incidences were observed
in the combined T4+chemo 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%]).

25.6% of patients in the combined NSCLC T+chemo group had immune-mediated AEs; most
common imAEs were pneumonitis (9.1%), hypothyroidism (9.1%) and skin adverse reactions
(3.8%). Grade > 3 events were reported in 10.5% of patients, the most frequent were
pneumonitis (4.0%), skin adverse reaction (2.2%), hepatitis (1.4%), myositis/rhabdomyolysis
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(1.0%), type 1 diabetes mellitus (1.0) and myocarditis (0.8%). Fatal imAEs occurred for
pneumonitis (0.6%), myocarditis (0.4%) as well as hepatitis and myositis/rhabdomyolysis (0.2%
each). 10.9% of patients experienced serious imAE, and imAEs led to discontinuation of
tislelizumab in 7.6% of patients. Overall, imAEs resolved during the study in approximately half of
NSCLC patients (53.5% across both pivotal studies).

3.5. Uncertainties and limitations about unfavourable effects

Monotherapy 2L+ NSCLC

e 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.

e 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

e 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 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.

3.6. Effects Table

Table 137. Effects Table for Tizveni as monotherapy for the treatment of advanced / metastatic NSCLC
after prior chemotherapy (Study 303; data cut-off: 15 Jul-2021

Effect Short Unit Tislelizumab Docetaxel Uncertainties/
Description Strength of evidence

200 mg Q3W

Favourable Effects

(015 Time from months 16.9 11.9 Impact of high rate of dropouts in
median randomisation until docetaxel population
death
Uncertainties regarding external
validity
HR, 0.66
95% CI (0.56, 0.79)
PFS Time from the date months 4.2 2.6
median of randomisation to
first tumour
progression or HR, 0.63
death 95% CI (0.53, 0.75)
Unfavourable Effects
Tolerability
Grade 23 AE % 39 75
e  drug related 14 66
Serious AE % 33 32
e  drug related 13 23
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Effect

Short
Description

AE leading to death
e drug related

%

AE leading to discont. %

e drug related

Immune-mediated AE
All cause imAE
. Grade = 3
. serious

Most frequent imAE (=1%)
Hypothyroidism
Pneumonitis

%

%
%

Skin adverse reaction %

Hepatitis

%

Myositis/rhabdomyolysis %

Thyroiditis

%

Tislelizumab Docetaxel
200 mg Q3W
6.0 4.3
1.5 1.6
11 12
6 10
19.5 NR
6.6
7.5
7.9 NR
6.2 NR
1.5 NR
1.3 NR
1.3 NR
1.1 NR

Uncertainties/
Strength of evidence

Table 138. 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
Short

Effect

Description

Favourable Effects 1L squamous NSCLC

Treatment Control

Referen
ces

Uncertainties/
Strength of evidence

Arm T+PC vs PC

PFS Time from

median randomisation to
first tumour
progression or
death

(015 Time from the date

median of randomisation

until death

Arm T+nPC vs PC

PFS Time from

median randomization to
first tumour
progression or
death

oS 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 20.2

0.75
(0.50, 1.12)

Favourable Effects 1L non-squamous NSCLC (TC PD-L1 >=50%)

Only Asian patients were included

No data are available for patients older
than 75.

PFS
median

Time from
randomisation to
first tumour
progression or
death

months

HR,
95% CI

14.6 4.6

0.31
(0.18, 0.55)

Only Asian patients were included.

No data are available for patients older
than 75.
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(05 Time from the date  months NE 13.1
median of randomisation
until death
HR, 0.39
95% CI (0.22, 0.71)

Short Pooled Pooled Uncertainties/ Referen
Description T+chemo chemo Strength of evidence ces

(Studies 307 (Studies

+ 304+206) 307
+
304+206)

Unfavourable Effects

Tolerability
Grade =3 AE % 79.3 70.9 Studies in 1L NSCLC clinical
e  drug related 74.8 63.9 conducted exclusively in AR,
Serious AE % 40.0 23.8 China; CSR,
e  drug related 24.7 14.1 SCS
AE leading to death % 4.2 3.1
e  drug related 1.6 1.8
AE leading to discont. % 28.4 12.8
Immune-mediated AE
All cause imAE % 25.6 NR
e Grade = 3 10.5
. 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
is

Nephritis % 1.0 NR
Type 1 diabetes mell. % 1.0 NR

Abbreviations: drug-related: related to tislelizumab and/or chemotherapy; NR: not reported; CSR: clinical study 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 unfavourable effects

Monotherapy 2L+ NSCLC

A clinically meaningful benefit in overall survival was demonstrated in patients with locally advanced or
metastatic NSCLC after prior chemotherapy. The described safety profile of tislelizumab monotherapy in
the sought indication was as expected for PD-1 inhibitors without new safety concerns.

Combination therapy 1L NSCLC

A clinically meaningful benefit in PFS was demonstrated for the addition of tislelizumab to combination
chemotherapy in patients with locally advanced or metastatic squamous NSCLC; a positive trend in OS
can be considered supportive.

In patients with non-squamous NSCLC, a benefit in PFS was also shown in the overall study population;
however, the treatment effect was driven by the subgroup of patients whose tumour express PD-L1 in >
50% of tumour cells.
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The safety profile of tislelizumab in combination with chemotherapy reflects the added toxicities of the
single components, as already observed for other PD-(L)1 /chemotherapy combinations treatments in this
setting.

3.7.2. Balance 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.

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.

3.7.3. Additional considerations on the benefit-risk balance

None.

3.8. Conclusions

The B/R of Tevimbra is positive in the treatment of adult patients with NSCLC in combination with
chemotherapy and as monotherapy.

4. Recommendations

Outcome

Based on the review of the submitted data, the CHMP considers the following variation acceptable and
therefore recommends the variation to the terms of the Marketing Authorisation, concerning the following
change:

Variation accepted Type Annexes
affected
C.l.6.a C.I.6.a - Change(s) to therapeutic indication(s) - Addition | Type II I and IIIB

of a new therapeutic indication or modification of an
approved one

Extension of indication to include treatment of adult patients with non-small cell lung cancer (NSCLC) in
combination and as monotherapy for TEVIMBRA, based on results from studies BGB-A317-303, BGB-
A317-304, BGB-A317-307 and BGB A317-206. As a consequence, sections 4.1, 4.2, 4.4, 4.5, 4.8, 5.1
and 5.2 of the SmPC are updated. The Package Leaflet is updated in accordance. The RMP Version 2.0 is
agreed. In addition, the MAH took the opportunity to correct some figures in section 4.8 with regards to
laboratory abnormalities as well as to introduce minor editorial changes to the Product Information.

The variation leads to amendments to the Summary of Product Characteristics and Package Leaflet and to
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the Risk Management Plan (RMP).

Amendments to the marketing authorisation

In view of the data submitted with the variation, amendments to Annex(es) I and IIIB and to the Risk
Management Plan are recommended.
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