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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, Roche Registration GmbH
submitted to the European Medicines Agency on 15 October 2018 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 Tecentriq, in combination with nab-paclitaxel and carboplatin, indicated
for the first-line treatment of adult patients with metastatic non-squamous non-small cell lung cancer
(NSCLC) who do not have EGFR mutant or ALK-positive NSCLC; as a consequence, sections 4.1, 4.2, 4.8
and 5.1 of the SmPC are updated. The Package Leaflet is updated in accordance. RMP version 9.0 has
been submitted.

The requested variation proposed 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/0220/2015 on the agreement of a paediatric investigation plan (PIP).

At the time of submission of the application, the PIP P/0220/2015 was not yet completed as some
measures were deferred.

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 applicant did not submit a critical report addressing the possible similarity with authorised
orphan medicinal products because there is no authorised orphan medicinal product for a condition
related to the proposed indication.

Scientific advice
The applicant 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: Sinan B. Sarac Co-Rapporteur: Jan Mueller-Berghaus
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2. Scientific discussion
2.1. Problem statement

2.1.1. Disease or condition

The claimed indication is for Tecentrig in combination with nab paclitaxel and carboplatin, for the first line
treatment of adult patients with metastatic non-squamous non-small cell lung cancer (NSCLC) who do not
have EGFR mutant or ALK positive NSCLC.

2.1.2. Epidemiology

Lung cancer remains the leading cause of cancer death worldwide, estimated to be responsible for nearly
one in five cancer deaths globally (1.76 million deaths, 18.4% of the total; Globocan 2018). There were
estimated to be 2.1 million new cases in 2018 (11.6% of the total), 58% of which occurred in less
developed regions. This disease is the most common cancer in men worldwide (1.4 million, 15% of the
total cancers in men) and accounts for the highest absolute number of cancer deaths globally (1.2 million
deaths, 24% of cancer deaths in men). 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
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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).

2.1.3. 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.

2.1.4. Management

For patients who have metastatic NSCLC without an oncogenic driver mutation (such as EGFR mutations
or ALK translocation), the standard of care is platinum-based chemotherapy, partnered with agents such
as taxanes (paclitaxel, docetaxel), vinorelbine, gemcitabine, and pemetrexed, with or without
bevacizumab.

Over the past 4 years, immune checkpoint inhibitors, such as PD-1/PD-L1 blocking antibodies, have
emerged as effective alternatives to chemotherapy for many tumour types. In 2L+ NSCLC, PD-1
inhibitors (nivolumab, pembrolizumab) and PD-L1 inhibitors (atezolizumab) demonstrated superiority
over docetaxel as monotherapy. Subsequently, it was also shown that pembrolizumab monotherapy is
effective in the first line setting for patients who express high levels of PD-L1. Pembrolizumab is currently
approved for 1L treatment of NSCLC patients whose tumours express high levels of PD-L1 (= 50% tumour
proportion score). Atezolizumab has also been authorised for the treatment of 1L metastatic
non-squamous NSCLC when used in combination with bevacizumab, paclitaxel and carboplatin. In the
authorised indications, patients with EGFR or ALK positive tumour mutations should also have received
targeted therapy before treatment with PD-1/PD-L1 inhibitors in combination with chemotherapy.

About the product

Atezolizumab is an Fc-engineered humanized immunoglobulin (IgG1l) monoclonal antibody (MAb)
targeting the programmed death-ligand 1 (PD-L1). Binding of atezolizumab to PD-L1 inhibits the
interaction of the PD-1 and B7.1 receptors. Both of these interactions are reported to provide inhibitory
signals to T cells.

Tecentriq is currently authorised in the following indications:

- as monotherapy for the treatment of adult patients with locally advanced or metastatic urothelial
carcinoma (UC):

e after prior platinum-containing chemotherapy, or
¢ who are considered cisplatin ineligible, and whose tumours have a PD-L1 expression = 5%.

- in combination with bevacizumab, paclitaxel and carboplatin, for the first-line treatment of adult
patients with metastatic non-squamous non-small cell lung cancer (NSCLC). In patients with EGFR
mutant or ALK-positive NSCLC, Tecentriqg, in combination with bevacizumab, paclitaxel and carboplatin, is
indicated only after failure of appropriate targeted therapies.

- as monotherapy for the treatment of adult patients with locally advanced or metastatic NSCLC after
prior chemotherapy. Patients with EGFR mutant or ALK-positive NSCLC should also have received
targeted therapies before receiving Tecentriq.
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The current application is supported by the results from the primary analysis of IMpower130

(Study G0O29537; n=723), a Phase III trial designed to evaluate the safety and efficacy of
atezolizumab-carboplatin-nab-paclitaxel (Atezo-CnP) versus treatment with carboplatin-nab-paclitaxel
(CnP) in chemotherapy-naive patients with Stage IV non-squamous NSCLC.

The following new indication is recommended:

Tecentrig, in combination with nab paclitaxel and carboplatin, is indicated for the first line treatment of
adult patients with metastatic non-squamous NSCLC who do not have EGFR mutant or ALK positive
NSCLC.

During the induction phase, the recommended dose of Tecentrig is 1,200 mg administered by
intravenous infusion, followed by nab-paclitaxel and carboplatin every three weeks for four or six cycles.
For each 21-day cycle, Tecentriq, nab-paclitaxel, and carboplatin are administered on day 1. In addition,
nab-paclitaxel is administered on days 8 and 15.

The induction phase is followed by a maintenance phase without chemotherapy in which 1,200 mg
Tecentriq is administered by intravenous infusion every three weeks.

For first line NSCLC, in patients given Tecentriq in combination with carboplatin and nab-paclitaxel, it is
recommended that patients are treated with Tecentrig until disease progression or unmanageable
toxicity. Treatment beyond disease progression may be considered at the discretion of the physician (see
section 5.1).

2.2. Non-clinical aspects

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

2.2.1. Ecotoxicity/environmental risk assessment

Atezolizumab is an IgG1 monoclonal antibody produced by recombinant DNA technology, a protein with
a molecular mass of ~150 kDa. As an unaltered protein, being extensively degraded in the patient’s body
by regular proteolytic mechanisms before excretion, atezolizumab is unlikely to result in a significant
environmental exposure. Atezolizumab is expected to biodegrade in the environment and does not pose
a significant risk to the environment. Thus, according to the “Guideline on the Environmental Risk
Assessment of Medicinal Products for Human Use” (EMEA/CHMP/SWP/4447/00), atezolizumab is exempt
from the submission of Environmental Risk Assessment studies as the product and excipients do not pose
a significant risk to the environment.

2.2.2. Discussion and conclusion on non-clinical aspects

No new nonclinical data has been provided to support this application. The applicant did not submit
studies for the ERA. According to the relevant guideline, in the case of products containing proteins as
active pharmaceutical ingredient(s), this is acceptable.

2.3. Clinical aspects
2.3.1. Introduction

GCP

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

Assessment report
EMA/557479/2019 Page 9/114



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

. Tabular overview of clinical studies

Table 1: Summary of studies contributing to efficacy evaluation

Analysis
Primary Timing
Study No. of Patients Efficacy (Data Cutoff
Study No. Design Population Enrolled Dose, Route, and Regimen Endpoint Date)
Pivotal Study
G029537 Phase Ill,  Patients with 1L Total n=7/23* Atezolizumab 1200 mg IV q3w 0S and Primary
(IMpower130) global, chemotherapy-naive Arm A Carboplatin AUC of 6 mg/mL/imin [V q3w investigator-  analysis
oper]-label, non-squamous NSCLC (Atezo+CnP) Nab-paclitaxel 100 mg/m? IV qw assessed After 357 OS
multicenter, patients were stratified by n=483 PFS per events in the
randomized sex (male vs. female), Arm B RECISTVILT jTT-WT
study presence of liver (CnP): population
metastases at baseline n=240 across both
(yes vs. no), and PD-L1 arms
tumor expression by IHC (15 Mar 2018)
(TC3 and any IC vs.
TCO0/1/2 and IC2/3 vs.
TCO0/1/2 and ICO/1)

1L=first-line; Atezo=atezolizumab; AUC=area under the concentration-ime curve; CnP=carboplatin+nab-paclitaxel; |C=tumor-infiltrating immune

cell; IHC=immunochistochemistry; ITT=intent-to-treat; IV=intravenous; NSCLC=non-small cell lung cancer; OS=overall survival,

PD-L1=programmed death-ligand 1; PFS=progression-free survival; q3w=every 3 weeks; qw=once a week; RECIST=Response Evaluation

Criteria in Solid Tumors; TC=tumor cell; WT=wild type.

= Reflects the ITT population included in this summary. A total of 724 patients were randomized: however, 1 patient was excluded from the
ITT population because the death date was prior to the randomization date.

Source: IMpower130 Primary CSR (Figure 3 and Table 17).

2.3.2. Pharmacokinetics

The application includes key results of the atezolizumab clinical pharmacology program and new data
from Study IMpower130 (Study GO29537). The clinical pharmacology properties of atezolizumab has
been characterized in previous studies when atezolizumab was administered as monotherapy in patients
predominantly with mUC and NSCLC (see Tecentrig EPAR). The new data investigates Atezolizumab when
administered in combination with carboplatin and nab-paclitaxel in stage IV non-squamous NSCLC.

Phase II1I Study GO29537; IMpower130

Pharmacokinetics of atezolizumab, carboplatin and nab-paclitaxel and immunogenicity were investigated
in IMpower130, a randomized, Phase III, multicenter, open-label study designed to evaluate the safety
and efficacy of atezolizumab in combination with carboplatin + nab-paclitaxel (atezo+CnP) compared
with carboplatin + nab-paclitaxel in chemotherapy naive patients with Stage IV non squamous NSCLC.

Patients were randomized (2:1) to one of the following treatment regimens:

. Arm A: atezolizumab+-carboplatin+nab paclitaxel (atezo+CnP) for four or six 21 day cycles
during induction; followed by atezolizumab maintenance

. Arm B: carboplatin+nab paclitaxel (CnP) for four or six 21 day cycles during induction; followed
by best supportive care or pemetrexed maintenance

Atezolizumab was administered at 1200 mg IV every three weeks (q3w), carboplatin at AUC 6
mg/mL/min IV q3w on Day 1 and nab-paclitaxel (100 mg/m2) IV was administered on Days 1, 8 and 15.

The PK objectives included in study IMpower130 were:

e To evaluate the maximum observed serum concentration (Cmax) of atezolizumab after infusion
on Cycle 1 Day 1 (C1D1) and minimum observed serum concentration
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e (Cmin) of atezolizumab prior to infusion at selected cycles, at treatment discontinuation, and at
120 days (£30 days) after the last dose of atezolizumab for patients randomized to Atezo+CnP

e To evaluate the plasma concentrations of carboplatin (Atezo+CnP and CnP arms)

e To evaluate the plasma concentrations of nab-paclitaxel reported as total paclitaxel (Atezo+CnP
and CnP arms)

The immunogenicity objective was:

e To evaluate the incidence and titers of anti-drug antibody (ADAs) response to atezolizumab and
potential correlation with pharmacokinetic (PK), pharmacodynamic, safety, and efficacy
parameters

Pharmacokinetic Analysis Population

The PK-evaluable population was defined as all patients who received any dose of atezolizumab,
carboplatin, or nab-paclitaxel and who had evaluable PK samples.

Pharmacokinetic Analysis

A total of 465 patients had evaluable atezolizumab PK data. Atezolizumab PK + immunogenicity samples
were collected according to table below:

Assessment report
EMA/557479/2019 Page 11/114



Table 2: Schedule of PK, biomarker, and anti-therapeutic antibody assessments

Bhudy Visit Time AT A Mm B
yclke1 Pre-dose (same day  MPDLIZE0A ATA TEHK
Cay 1 as treatment AIFDILIZE04 phamacokinetcs Blomarkes *
adminksation) TENK Carbopiatn
Blomarkers " phamacokinatics
Carboplatin pharmacokinebics Nab-pacRae!
Mab-pacitaxel pharsookinsics phammacokinesics
Cptional RO biood (DM, Citlomal RER
sxtraction) koo (DA,
extracton)®
B0 mim (=10 min} MIFDL3I2804 phamacokinetics
after =nd of
MFDLIZE0A Infrsion
S—-40 miim belore the  Bab-paciHaxe pharscobineics Hab-pacitawe
=ndof pharmacokinstics
nab-pac ibare
brriusion
1 hr after snd of Mab-pacitaxel pharsoobinscs Hab-pacitaws
nab-pac iy pharmacokinstics
brrfasion
S—-40 milm belore the Carbopiatin pharmacokiretcs Carboplatin
=nd of carbsopdatin pharmacokinstics
brriusion
1 hr after snd of Carboplatin pharmacokinebics Carboplatin
carboplatin riesion pharmacok inefics
oycle 2 Pre-dose (same day  MPDLIZE0A AT TEHK
Cay 1 as treatment AIFDILI2E04 phamacokinetcs Blomarkes °
(=2 days) adminks trtion) TEMK
Blomarkers ©
Cwcle 3, Pre—dose isame day  WMPDLEZEIOA ATA TERE
Dy 1 a5 treatmens MFDLIZE0A pharmacosine s e T—
(=2 daysl adminisirabon) E-;.rl.;rte" o atin
- = pharscokinetics
Carnopiatin pharacokimatics - —
Mabrpac |Eawe] pharmaook inefics pharacokirstics
30 min £ 10 min) MFDL3280A phamacokimeics
after e of
EFDLIZE0A Imfusion
S~90 min bekre the  Mab-pociSawe] phamaoot nescs M Ao e
=nd of nab-pcExre pharac ok Retics
s lon
1tr aiter end of reab-  Mab-pac |Eawe] pharmacok inefics Patpec | Banre |
pacimxel rusion pharmac ok Retics
S~90min b=kre the Carboplabn phammacokimetics Camopiatin
=nd of carbopiatin pharac ok Retics
s ko
1 br aiter end of Caboplatin pharac ok imefics Careopd atin
carbopiabn ks lon pharmac ok Retics
Cwcles 4, 8 Pre—dose (same day  WMPDLEZEIA ATA TEMNE
ard 15 2 treatment WP DL3Z804 phamacokinetics Blomarkers *
Dy 1 admiristration) TEME
(22 dayz) Elomarkess ©
Afer Pre—dose isame day WMPDLEZEIA ATA Blormarkers ©
Cwcle 18, as treatment MFDL3280A phamacokimeics
ey sghin | administrabon) Elomank s ¢
Cyche, Doy 1
2 days)
At i of Abwish TERE TEME
f=sh blopsy Elomarkems ** Biomarsers
(o reatment
or al
DrOQr=-S 5 Hon
ncluding
during
ol boew-u
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Treatrment AL wisi MPDLZ80A ATA TEMNK
dis continuetion MFDL3Z80A pharmacokineics Blorarsem
WSk TEME
Elomarkers ©
1202 30 days | Abwsh MPDLEZE0A ATA
ober last oo MFPDLEZE0A phamaockineiics
of MFDLIZE0A TES
Elomarkers *

ATA = ant-rerapesatic amtbody, TEMNK =T, 3, and HK cels

Motes: Sanum pharracokinetc samples for MPDIL 32804 plasma prarmacokinetic sampees for

CaDoplatin, and nat-pecl Rl

Tasnty patients In =xch treatment am wil underpo the BE0onal P ass sopments for

CarDopd At In and mat-pa | Raos,

* Plasma, sangm, whols biood for blomaears

“ The optional RER blood samipde tior DA, extraction) reguires an additional imbmmed) cons=nt
and can be collacted st any Hme during the course ofthe shudy.

“ Plasma and sanu b ok ars.

4 TEME. and blormark ar sampies at thetime of biopsy do not hane o be collschad Mihe biopsy

vish occurs £ 3 days befone o after another potoco-deined sample-colecion tmepoint and
this periced does nok overiap witha dos ing with MPOLIZE0A or other Serapy.

Atezolizumab serum concentration data (Cmin and Cmax) were tabulated and summarized.

A validated ELISA with a lower limit of quantification (LLOQ) of 0.06 ug/mL was used to quantify
atezolizumab in human serum. A validated inductively coupled plasma mass spectrometry with a LLOQ of
100 ng/mL and a validated liquid chromatography tandem mass spectrometry with a LLOQ of 2 ng/mL
were used to determine carboplatin and paclitaxel concentrations, respectively, in the plasma. The
concentrations of atezolizumab, carboplatin and paclitaxel were summarized using descriptive statistics
including means, medians, ranges, and SD.

Immunogenicity Analysis

Baseline prevalence and post-baseline incidence of ADA against atezolizumab were summarized.
Analyses of pharmacokinetics, efficacy, and safety by atezolizumab ADA status were conducted to
explore the potential impact of immunogenicity, as appropriate.

PK results from IMpower130

Atezolizumab pharmacokinetics:

Descriptive statistics of serum concentrations of atezolizumab, Cmax (30 minutes following the end of the
atezolizumab infusion) and Cmin (pre-dose) following the administration of Atezolizumab 1200 mg every
3 weeks (g3w) IV in combination with carboplatin and nab-Paclitaxel are summarized in Table 3.
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Table 3: Summary Statistics for Atezolizumab C,,., and C,,;, Following Multiple IV Doses of
Atezolizumab 1200 mg, Administered Every 3 Weeks in Combination with Carboplatin and
nab-Paclitaxel

Nominal
Time
Treatment | Visit! from N AM AM SD GM GM Min Median Max
First (hg/mL) | (Hg/mL) | (Hg/mL) | %CV | (ug/mL) | (pg/mL) | (Hg/mL)
Dose
(day)
CiD1 0 446 NR NR NE NR NR 0 0
CiD1 0.0625 437 392 114 344 136 0.03 377 943
CiD21 | 21 416 70.9 35.1 61.7 84.5 | 0.03 67 380
Atezo
+ CnP C2D21 | 42 384 111 52.2 97.1 76.5 | 0.03 106 610
C3D1 42.04 356 454 170 422 50.4 | 1.41 441 2340
C3D21 | 63 352 134 57.8 122 47.5 | 23.7 129 460
C7D21 | 147 257 218 93.7 199 45.3 | 24.3 204 596

AM=Arithmetic Mean; Atezo + CnP=atezolizumab in combination with carboplatin and nab-paclitaxel; Cnax=maximum serum
concentration; Cnin= minimum serum concentration; CV=coefficient of variation; GM=Geometric Mean; Max=maximum; Min=minimum;
SD=standard deviation; NE=Not Evaluable; NR=Not Reportable.

lvisit is denoted by Cycle abbreviated by “C” and Day abbreviated by *D”. For example, C1D1 corresponds to Cycle 1, Day 1. Predose
Cycle 1isC1D1, 0 days. Cmax is C1D1 30 minutes post end of infusion. Predose Cycle 2 is C1D21, predose Cycle 3 is C2D21, Cnyax is C3D1
30 minutes post end of infusion etc.

Data source: CSR IMpower130, Table 30

A total of 465 patients (out of 483 total enrolled patients) had evaluable atezolizumab PK. Mean

+ standard deviation (SD) serum atezolizumab concentrations over time are shown in Figure 1.

The steady state based on atezolizumab C,,;, was reached by approximately Cycle 4-8. The geometric
mean C,, of atezolizumab was 61.7 pg/mL at the end of Cyclel and 199 pg/mL at the end of Cycle 7,
respectively.
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Atezo + Carb + nPac=atezolizumab in combination with carboplatin and nab-Paclitaxel. Data source: CSR IMpower130, Figure 17
Figure 1: Mean (£SD) Plot of Atezolizumab Serum Concentrations versus Time Following Multiple IV
Doses of Atezolizumab 1200 mg, Administered Every 3 Weeks in Combination with Carboplatin and
nab-Paclitaxel

Carboplatin Pharmacokinetics
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A total of 49 patients had evaluable carboplatin PK (29 from the Atezo+CnP arm and 20 from the CnP
arm). The mean plasma carboplatin concentrations over time are presented in Figure 2.
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Data source: CSR IMpower130, Figure 18

Figure 2: Mean (£SD) Plot of Carboplatin Concentrations versus Time Following Multiple IV
Doses of Carboplatin AUC6 mg/mL/min, Administered Every 3 Weeks in Combination
With nab-Paclitaxel, With or Without Atezolizumab (PK-Evaluable Population)

Nab-Paclitaxel Pharmacokinetics

A total of 50 patients had evaluable paclitaxel PK (30 from the Atezo+CnP arm and 20 from the CnP arm).
The mean plasma paclitaxel concentrations over time are presented in Figure 3.
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Data source: CSR IMpower130, Figure 19

Figure 3: Mean (£SD) Plot of Paclitaxel Concentrations versus Time Following Multiple IV
Doses of nab-Paclitaxel 100 mg/m?, Administered on Day 1, 8, and 15 of a 3 Week
Cycle, in Combination With Carboplatin, With or Without Atezolizumab (PK Evaluable
Population)

Pharmacokinetics by Treatment-Emergent ADA Status

The baseline prevalence of atezolizumab ADA was 3.1% in the Atezo+CnP arm and 4.8% in the CnP arm
(cross-over patients). The incidence of post-baseline treatment-emergent ADA was 22.4% for the
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Atezo+CnP arm and 23.5% for the CnP arm (crossover patients). These atezolizumab ADA-positive rates
were within the ADA-positive rate ranges (16.7%-54.5%) observed in atezolizumab monotherapy
studies.

Atezolizumab concentrations up to Cycle 7 by treatment emergent ADA status for Atezo + CnP arm are
summarized in Figure 4 and shown in Table 4. The geometric mean C,,, for Cycle 7 Day 21 was 194
pg/mL (48.2% CV) and 201 pg/mL (44.6% CV) for ADA-positive (n=54) and ADA-negative (n=203)
patients, respectively.

Table 4: Summary Statistics for Atezolizumab Cmax and Cmin Following Multiple IV Doses of

Atezolizumab 1200 mg Given Every 3 Weeks in Combination with Carboplatin and nab-Paclitaxel by
Atezolizumab Anti-Drug Antibody Status (PK-Evaluable Population)

Nominal
Time
ADA Visit! F!'om N AM AM SD GM GM Min Median Max
Status First (Mg/mL) | (pg/mL) | (ug/mL) | %CV | (pg/mL) | (pg/mL) | (pg/mL)
Dose
(day)
C1iD1 0 330 | 0 0 NE NE 0 0 0
C1D1 0.0625 326 | 391 121 330 172 0.03 378 943
CiD21 | 21 322 | 74 36.4 67.2 48.4 | 3.43 69.6 380
Negative | C2D21 | 42 297 | 116 53.1 105 48.9 | 5.72 110 610
C3D1 42.04 276 | 460 174 432 38.8 | 61.8 448 2340
C3D21 | 63 273 | 141 58.3 130 43.5 | 34.6 133 460
C7D21 | 147 203 | 218 91.5 201 44.6 | 24.3 206 596
C1D1 0 97 0 0 NE NE 0 0 0
C1iD1 0.0625 92 395 96.8 384 24.5 | 218 375 641
CiD21 | 21 94 60.2 27.9 45.9 195 0.03 57.9 124
Positive C2D21 | 42 87 93.4 45 73.5 153 0.03 93.5 212
C3D1 42.04 80 435 153 389 82.7 | 1.41 432 997
C3D21 | 63 79 112 50.4 99.9 53.9 | 23.7 105 268
C7D21 | 147 54 215 102 194 48.2 | 73.5 195 508

ADA=anti-drug antibodies, AM=arithmetic mean, SD=standard deviation, CV=coefficient of variation, GM=geometric mean, NE=not
evaluable, BLQ=below the limit of quantification

lvisit is denoted by Cycle abbreviated by “*C” and Day abbreviated by *D”. For example, C1D1 corresponds to Cycle 1, Day 1. Predose
Cycle 1is C1D1, 0 days. Cmax is C1D1 30 minutes post end of infusion. Predose Cycle 2 is C1D21, predose Cycle 3 is C2D21, Cpax is
C3D1 30 minutes post end of infusion etc.
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Figure 4: Mean (+SD) Plot of Atezolizumab Concentrations versus Time Following Multiple IV Doses of
Atezolizumab 1200mg Given Every 3 Weeks in Combination with Carboplatin and nab-Paclitaxel by ADA
Status (PK-Evaluable Population)
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2.3.3. PK/PD modelling

Base Population Pharmacokinetic Model

The popPK of atezolizumab was first assessed based on Phase I data from two clinical studies (the “Phase
I popPK Model”): Study PCD4989g and Study JO28944 (see Tecentriq EPAR).

For the Phase I popPK Model, serum PK of atezolizumab across the two studies PCD4989g and 1028944
(dose range: 1-20 mg/kg gq3w, including the fixed 1200 mg dose of atezolizumab q3w) was described by
a linear two compartment disposition model with first-order elimination. The estimated typical population
CL was 0.200 L/day and typical V1 was 3.28 L for a male patient, 77 kg with 40 g/L of albumin, tumor
burden of 63 mm and no ADA. The typical Vss was 6.9 L and terminal t1/2 was 27 days.

Final Population Pharmacokinetic Model

In the final popPK model, body weight, albumin, tumor burden, and ADA were statistically significant
covariates for CL; body weight, and albumin were statistically significant covariates for V1, and body
weight, albumin and gender were statistically significant covariates for V1, and gender was statistically
significant for V2. The results from the popPK analysis suggest the unexplained IIV is moderate for CL
(i.e., 29%), V1 (i.e., 18%), and V2 (i.e., 34%).

In treatment-emergent ADA positive patients, CL is estimated to be 16% higher than in ADA negative
patients. In females, volume of distribution would be 13% and 27% lower than in males for V1 and V2,
respectively. No covariate induced more than 27% change from the typical PK model parameter for
extreme values.

The Phase I popPK Model was subjected to an external validation by prediction-corrected visual predictive
check (pcVPC) for UC, NSCLC, and ES-SCLC separately, using PK data collected in IMvigor210 and
IMvigor211 for UC, data collected in BIRCH, POPLAR, FIR, OAK, IMpower150 and IMpower130 for NSCLC
and data collected in IMpower133 for ES-SCLC. The results of pcVPC by study indicated that Phase I
popPK Model was adequate to describe atezolizumab PK data in studies mentioned above and suggested
a consistent atezolizumab PK in patients with NSCLC, SCLC and UC.

External Validation- IMpower130

The Phase I popPK Model was used to derive the individual PK estimates based on atezolizumab observed
concentration-time profiles in IMpower130.

The prediction-corrected visual predictive check suggested that the median, 95th, and 5th percentiles of
observed Cmax and Cmin were generally well within the prediction intervals of the Phase I popPK Model.
Covariate effects (i.e., BWT, gender, ADA status, baseline albumin levels and tumor burden) in the
IMpower130 data were generally consistent with those identified in the popPK Model. Both cycle 1 and
steady-state exposure metrics were similar to those estimated in other NSCLC studies (RDR 1067735 and
1074540) for atezolizumab in monotherapy or in combination with carboplatin + paclitaxel +
bevacizumab (IMpower150), which suggested that the atezolizumab PK was not impacted by the
co-administration chemotherapy (carboplatin + nab-paclitaxel).
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There appeared to be a trend toward under-prediction of atezolizumab exposure data (troughs) after
long-term administration (7th, 15th, 23rd+ dose), with observations above the prediction intervals by the
Phase I popPK Model. This observation is consistent with the results of a post-hoc analysis reported in the
USPI, where atezolizumab clearance was found to decrease over time, with a mean maximal reduction %
(coefficient of variation [CV%]) from the baseline CL value of approximately 17.1% (40.6%).

The geometric mean accumulation ratio based on AUC was 1.81-fold. Cmin and Cmax accumulated 2.04-
and 1.41-fold (geometric means), respectively.

Table 5: Summary Statistics (Geometric Mean [Geometric Mean CV%]) of Atezolizumab Exposure Metrics
at Cycle 1 and Steady-State in Study IMpower130 Predicted using popPK Model

IMpower130 (N=465)

Cmax (pg/mL) Cmin (pug/mL) AUC (pg.day/mL) ti/2 beta (day)

382 [19.2] 72.6 [30.6] 2862 [19.9] 20.2 [5.1]

Cmax,ss (Hg/mL) Cminss (Hg/mL) AUC s (Hg.day/mL) Accumulation ratio
537 [22.8] 148 [45.9] 5171 [31.5] 1.81 [15.0]

N=Number of patients; Cmax,ss=Cmax at steady-state; Cmin,ss=Cmin at steady-state; AUC =AUC at steady-state; Accumulation ratio is
derived as the ratio between AUC at cycle 1 and AUCss; CV%-=coefficient of variation.
Source: IMpower130 PopPK report Tables 6 and 7.
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1089066, Figure 2
Figure 5: Pred-Corrected Visual Predictive Check Atezolizumab Concentration

Exploratory analyses of the relationships between individual CL, V1 and V2 patient-level random effects
and covariates (continuous, categorical, and including body weight, albumin, tumor burden, gender, and
ADA) indicated that covariate effects in IMpower130 data were generally consistent with those identified
in the Phase 1 popPK Model. In addition, these exploratory analyses did not reveal any unexpected
covariate effect not identified in the Phase 1 popPK Model. Finally, random effects of parameters were not
influenced by PD-L1 expression (IC/TC status).
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Figure 6: Exploratory analyses of the relationship between random effects and ADA on IMpower130 data

Negative eta CL in positive ADA patients compared to negative ADA (p<0.001) indicates less effect in
IMpower130 compared to Phase 1 popPK Model (Figure 6).

2.3.4. Pharmacodynamics

Exposure - response (ER) analyses
No new ER analyses have been submitted with this application.
Immunogenicity in IMpower130

Demographic and baseline characteristics were generally balanced between post baseline treatment
emergent atezolizumab ADA-positive and ADA negative patients in the Atezo+CnP arm of ADA-evaluable
WT population. Some imbalance for Atezo + CnP patients was seen in baseline SLD (sum of longest
diameters) between ADA positive and ADA negative patients, with medians of 87 mm and 71 mm
respectively.

Further information on the impact of ADA on efficacy and safety is further described in the clinical efficacy
and safety sections respectively.

Dose rationale
2.3.5. Discussion on clinical pharmacology

The clinical pharmacology of atezolizumab has been characterized in previously submitted studies with
atezolizumab administered as monotherapy. The PK of atezolizumab is linear over a dose range of 1 to
20 mg/kg of atezolizumab, including the fixed 1200 mg dose of atezolizumab used in the IMPower130
study in patients with metastatic NSCLC in combination with carboplatin and nab-paclitaxel.

The pharmacokinetics of atezolizumab, carboplatin and nab-paclitaxel were investigated in IMPower130
and an external validation of the Phase 1 Pop PK model was conducted with the PK data from
IMpower130. The PK of atezolizumab in combination with carboplatin and nab-paclitaxel was similar the
PK of atezolizumab when given as monotherapy and there was no evidence of drug-drug interactions.
Covariates were investigated in the Pop PK model and found to be comparable to previous findings.
Significant covariates were body weight, gender, ADA status, albumin level and tumour burden.
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The recommended dose of atezolizumab is 1200 mg gq3w via intravenous infusion. IMpower130
evaluated atezolizumab at this dose level and schedule in combination with carboplatin and nab paclitaxel
in chemotherapy-naive patients with Stage IV non-squamous NSCLC.

The original rationale for the recommended dose was based on data from nonclinical studies and clinical
data from Phase I Study GO27831 (PCD4989g). Atezolizumab 1200 mg g3w as a single agent showed
clinical efficacy in NSCLC and mUC and patients receiving atezolizumab 1200 mg q3w had a safety profile
that was well tolerated. In IMpowerl130, the PK of atezolizumab 1200 mg gq3w in combination with
carboplatin and nab paclitaxel were similar to atezolizumab 1200 mg q3w as monotherapy. There is no
evidence of a PK drug-drug interaction with the co administration of atezolizumab with carboplatin and/or
nab paclitaxel. Treatment-emergent ADA did not appear to have a clinically relevant impact on
pharmacokinetics, efficacy, or safety.

Collectively, atezolizumab 1200 mg q3w administered with carboplatin and nab paclitaxel provided a
favorable benefit-risk profile which supports the recommended dosing regimen of atezolizumab in
combination with carboplatin and nab-paclitaxel for treatment of chemotherapy-naive patients with
Stage IV non-squamous NSCLC.

The proportion of patients who developed treatment-emergent ADAs for atezolizumab in IMpower130
were 22.4%, which is comparable to historical data for atezolizumab (ranges from 16.7% to 54.5%).
Even though the MAH has submitted data to support a valid and sensitive NAb assay, no data regarding
NAbs have been included. Treatment emergent ADAs did not appear to have a clinically meaningful
impact on PK, efficacy, and safety, however, the number of ADA positive subjects is limited and the MAH
is recommended to propose how an assessment of the effect of atezolizumab ADAs and NAbs on PK
parameters and efficacy endpoints including OS, PFS and ORR in NSCLC studies could be conducted.
These will be investigated as part of a post-authorisation commitment.

ADAs have previously in the Pop PK model been found to increase atezolizumab clearance with 16 %, but
no impact of ADAs on clearance was identified in IMPower130. However, the numerical differences in
clearance estimated between the IMpower130 study and the PCD4989g+]028944 studies are small. In
the IMpower130, clearance is higher in ADA+ positive as also previously identified in other atezolizumab
studies. The difference in clearance between ADA+ and ADA- is slightly smaller compared to the
difference identified in the final Pop PK model (11.2 % vs 15.9% respectively). The Applicant has not
identified any apparent cause of this small difference. This is acceptable as clinical consequences are
unlikely. The impact of ADA on PK — presumably predominately clearance - will be investigated further as
part of a post-approval commitment.

Exposure-efficacy (ORR, OS) and exposure-safety (adverse events of special interest [AESI], adverse
events of Grade 3 to 5 [AEG35]) analyses were performed using Phase I, II, and III trials in mixed solid
tumour, NSCLC, and mUC patients when atezolizumab was administered as monotherapy. No clinically
meaningful ER relationships were identified when patient prognostic factors were considered in the
analysis. Since combination administration poses additional confounding factors, the Sponsor obtained
agreement (meeting minutes with EMA) with regulatory agencies that no further ER analysis are required
for atezolizumab administered in combination settings.

2.3.6. Conclusions on clinical pharmacology

The clinical pharmacology of atezolizumab has previously been characterized and the PK investigations in
IMPower130 overall confirm previous findings. The PK of atezolizumab is similar when administered in
combination with carboplatin and nab-paclitaxel without evidence of drug-drug interactions. No
unexpected covariates have been identified and the proposed dose of 1200 mg q3w seems to be
appropriate and is endorsed.
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The number of patients with ADAs is about 22 %, which is consistent with previous findings and ADAs do
not appear to impact PK. However, data regarding neutralising antibodies (NAbs) are lacking, the MAH is
recommended to further investigate it post authorisation.

2.4. Clinical efficacy

2.4.1. Dose response study

No dose response study was submitted. Please refer to the clinical pharmacology assessment.

2.4.2. Main study

IMpower 130 (GO29537): Randomised phase III trial in chemotherapy-naive
patients with metastatic non-squamous NSCLC, in combination with nab paclitaxel
and carboplatin

Table 6: Study design features of IMpower130

Study Design Arm A: Arm B:
Feature Atezo+CnP CnP
Line of therapy First-line

Sample size

2:1 based on 715 total patients planned

PD-L1 status

All-comers population stratified by PD-L1 expression by IHC
(TC3 and any IC vs. TC0/1/2 and I1C2/3 vs. TC0/1/2 and IC0/1)

Dose/regimen
(as applicable

Atezolizumab 1200 mg IV q3w
Carboplatin AUC of 6 mg/mL/min IV g3w?

per arm) Nab-paclitaxel 100 mg/m2 IV on Days 1, 8, and 15 of each 21-day cycle
Treatment Induction Induction
duration Atezo+CnP for four or six cycles” or | CnP for four or six cycles® or until PD
until loss of clinical benefit per RECIST v1.1
Maintenance Maintenance
Atezolizumab until loss of clinical BSC or pemetrexed until PD per
benefit RECIST v1.1
Response Response assessed by investigator using RECIST v1.1 and modified RECIST ¢
assessment Tumor assessments every B weeks up to Week 48, then every 9 weeks until
PD or loss of clinical benefit, withdrawal, death, or study end
Follow-up Survival follow-up every 3 months until death, loss to follow-up, or study end
assessment

Atezo=atezolizumab; AUC=area under the concentration-time curve; BSC=best supportive care;

CnP=carboplatin+nab-paclitaxel; IC=tumor-infiltrating immune cell; IHC=immunohistochemistry;

IV=intravenous; PD=progressive disease; PD-L1=programmed death-ligand 1;

q3w=every 3 weeks; RECIST=Response Evaluation Criteria in Solid Tumors; TC=tumor cell.

3 Refer to Protocol v7 Section 4.3.2.2 for details on dose calculations of carboplatin.

® One cycle was 21 days. The number of planned cycles of induction treatment (four or six) was
at the discretion of the investigator and was determined and documented priar to

randomization.

¢ Tumor assessments using modified RECIST were performed only for patients in Arm A

(Atezo+CnP).

Methods

Study participants

IMpower130 recruited patients with histologically or cytologically confirmed Stage IV non-squamous

NSCLC according to the American Joint Committee on Cancer (AJCC) 7th edition, regardless of the PD-L1

Assessment report
EMA/557479/2019

Page 21/114



expression level in tumour tissue. No prior treatment for Stage IV non-squamous NSCLC was allowed,

except targeted therapy for EGFR-mutant and/or ALK-positive patients (see below for details).

IMpower130 included standard eligibility criteria for Stage IV NSCLC studies.

Key efficacy-related inclusion criteria were as follows:

Male or female, 18 years of age or older
ECOG performance status of 0 or 1
Histologically or cytologically confirmed, Stage IV non-squamous NSCLC

Patients with tumors of mixed histology (i.e., squamous and non-squamous) were eligible if the
major histological component appeared to be non-squamous.

No prior treatment for Stage IV non-squamous NSCLC

Patients with a sensitizing mutation in the EGFR gene had to have experienced disease
progression (during or after) or intolerance to treatment with one or more EGFR tyrosine kinase
inhibitors for the treatment of EGFR-mutant NSCLC.

Patients with an ALK fusion oncogene must have experienced disease progression (during or after)
or intolerance to treatment with one or more ALK inhibitors for the treatment of NSCLC in patients
having an ALK fusion oncogene.

Patients with unknown EGFR and ALK status were required to have test results at screening. ALK
and/or EGFR could be assessed locally or at a central laboratory.

Patients who received prior neo-adjuvant, adjuvant chemotherapy, radiotherapy, or
chemoradiotherapy with curative intent for non-metastatic disease had to have experienced a
treatment-free interval of at least 6 months from randomization since the last chemotherapy,
radiotherapy, or chemoradiotherapy cycle.

Known PD-L1 tumor status as determined by an IHC assay performed by a central laboratory on
previously obtained archival tumor tissue or tissue obtained from a biopsy at screening

Measurable disease, as defined by RECIST v1.1

Previously irradiated lesions could only be considered as measurable disease if disease progression
had been unequivocally documented at that site since radiation and the previously irradiated lesion
was not the only site of disease.

Key efficacy-related exclusion criteria included the following:

Active or untreated CNS metastases as determined by computed tomography (CT) or magnetic
resonance imaging during screening and prior radiographic assessments

Spinal cord compression not definitively treated with surgery and/or radiation or previously
diagnosed and treated spinal cord compression without evidence that the disease had been clinically
stable for >2 weeks prior to randomization

History of autoimmune disease, including, but not limited to, myasthenia gravis, myositis,
autoimmune hepatitis, systemic lupus erythematosus, rheumatoid arthritis, inflammatory bowel
disease, vascular thrombosis associated with anti-phospholipidsyndrome, Wegener’s
granulomatosis, Sjogren’s syndrome, Guillain-Barré syndrome, multiple sclerosis, vasculitis, or
glomerulonephritis

Leptomeningeal disease
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Malignancies other than NSCLC within 5 years prior to randomization, with the exception of those
with a negligible risk of metastasis or death treated with expected curative outcome

Known tumor PD-L1 expression status as determined by an IHC assay from other clinical studies
Any approved anti-cancer therapy within 21 days prior to initiation of study treatment

Treatment with any other investigational agent with therapeutic intent within 28 days prior to
randomization

Administration of a live, attenuated vaccine within 4 weeks before randomization or anticipation that
such a live attenuated vaccine would be required during the study

Prior treatment with CD137 agonists or immune checkpoint blockade therapies, anti-PD-1, and
anti-PD-L1 therapeutic antibodies

Prior anti-cytotoxic T-lymphocyte-associated protein (CTLA)-4 treatment was permitted, provided
the last dose was at least 6 weeks prior to randomization and the patient had no history of severe
immune-mediated adverse effects from anti-CTLA-4.

Treatment with systemic immunostimulatory agents within 4 weeks or five half-lives of the drug,
whichever was longer, prior to randomization

Treatment with systemic immunosuppressive medications within 2 weeks prior to randomization

Treatments

Table 7: Treatment regimens

Atezolizumab

Nab-Paclitaxel

Carboplatin

route

Dose and administration

1200 mg IV

100 mg/m2 IV

AUC
6 mg/mL/min IV

Infusion rate

60 (=15) minutes

for the first infusion,

shortening to
30 (z10) minutes
for subsequent

Owver 30 minutes

Over
approximately
15-30 minutes

infusions
Frequency Day 1 of every 21-day cycle®
Treatment to be Administered
Induction phase |Arm A X X X
(four or six Arm B _ X X
cycles)
Maintenance Arm A X — —
phase ArmB* — — —

Arm A=atezolizumab+carboplatin+nab-paclitaxel, Arm B=carboplatin+nab-paclitaxel;

AUC=area under the concentration-time curve; IV=intravenous.

* Nab-paclitaxel was also administered on Days 8 and 15 using the same dose and
infusion time. Guidelines for dose modification and treatment interruption or
discontinuation for carboplatin and nab-paclitaxel are provided in

Protocol v Section 5.1.7 and Section 5.1.9.

° Switch maintenance to erlotinib (for patients treated under v1-v4 of the protocol) or

pemetrexed was permitted for patients randomized to Arm B. For patients remaining on
Arm B, best supportive care was administered.

Switch maintenance to pemetrexed was permitted for patients randomized to the CnP arm. Switch
maintenance to erlotinib was no longer permitted in Protocol v5 and after. However, patients randomized
to the CnP arm who had already started switch maintenance treatment with erlotinib under v1-v4 of the
protocol were allowed to continue treatment with erlotinib upon discussion of the risks, potential benefits,
and alternative treatment options with the investigator. Because erlotinib was considered an
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investigational medicinal product (IMP), erlotinib was provided by the Sponsor if required by local health
authority regulations. Pemetrexed was used in a commercially available formulation at each participating
site.

Following PD, patients consented under Protocol v1-v4 and randomized to the CnP arm were given the
option to receive atezolizumab monotherapy provided they met crossover eligibility criteria (with the
exception of no prior treatment for Stage IV non-squamous NSCLC and no prior treatment with immune
checkpoint blockade therapy).

Objectives

Efficacy objectives

In regard to the objectives below, the intent-to-treat (ITT)-wild type (WT) population refers to
randomized patients who did not have an activating EGFR mutation or ALK translocation. The ITT
population refers to all randomized patients. Some efficacy endpoints were analyzed in a population of
randomized patients with a defined level of PD-L1 expression. Tumour specimens were evaluated for
PD-L1 expression on tumour cells (TC) and tumour infiltrating immune cells (IC) as assayed by a centrally
performed immunohistochemistry (IHC) test. The results were used to define the PD-L1 expression
subgroups for the analyses described under statistical methods.

Co-Primary Efficacy Objectives
The co-primary objectives for this study were as follows:

e To evaluate the efficacy of Atezo-CnP compared with CnP as measured by investigator-assessed
PFS according to Response Evaluation Criteria in Solid Tumours (RECIST) Version 1.1 in the
ITT-WT population

e To evaluate the efficacy of Atezo-CnP compared with CnP as measured by OS in the ITT-WT
population
Secondary Efficacy Objectives

The secondary efficacy objectives for this study were as follows:

e To evaluate the efficacy of atezolizumab as measured by investigator-assessed PFS according to
RECIST v1.1 and OS in the ITT population

e To evaluate the efficacy of atezolizumab as measured by investigator-assessed PFS according to
RECIST v1.1 and OS in the PD-L1 expression population and PD-L1 expression WT population

e To evaluate the efficacy of atezolizumab as measured by investigator-assessed objective
response rate (ORR) according to RECIST v1.1 in the ITT-WT population

e To evaluate the efficacy of atezolizumab as measured by investigator-assessed duration of
response (DOR) according to RECIST v1.1 in the ITT-WT population

e To evaluate the OS rates at 1 and 2 years after randomization in each treatment arm in the
ITT-WT population

e To determine the impact of atezolizumab as measured by time to deterioration (TTD) in
patient-reported lung cancer symptoms, using the European Organisation for Research and
Treatment of Cancer (EORTC) Quality of Life Questionnaire-Core 30 (QLQ-C30) and the
supplemental 13-Item Lung Cancer Module (LC13) in the ITT-WT population

e To determine the impact of atezolizumab as measured by change from baseline (i.e.,
improvement or deterioration based on presenting symptomatology) in patient-reported lung
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cancer symptoms (chest pain, dyspnoea, and cough) using the Symptoms in Lung Cancer (SILC)
scale symptom severity score in the patient-reported outcome (PRO)-evaluable WT population.

Safety objectives

The safety objectives for this study were as follows:

To evaluate the incidence, nature, and severity of adverse events (AEs) graded according to the
National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE) v4.0

To evaluate the changes in vital signs and clinical laboratory results during and following
atezolizumab administration

To evaluate the incidence and titers of anti-drug antibody (ADA; also known as anti-therapeutic
antibody) response to atezolizumab and potential correlation with pharmacokinetic (PK),
pharmacodynamic, safety, and efficacy parameters

Pharmacokinetic objectives

The PK objectives for this study were as follows:

To evaluate the maximum observed serum concentration (Cmax) of atezolizumab after infusion
on Cycle 1 Day 1 (C1D1) and minimum observed serum concentration (Cmin) of atezolizumab
prior to infusion at selected cycles, at treatment discontinuation, and at 120 days (£30 days)
after the last dose of atezolizumab for patients randomized to Atezo-CnP

To evaluate the plasma concentrations of carboplatin (Atezo-CnP and CnP arms)

To evaluate the plasma concentrations of nab-paclitaxel reported as total paclitaxel (Atezo-CnP
and CnP arms)

Exploratory objectives

The exploratory objectives for this study were as follows:

To evaluate the efficacy of atezolizumab as measured by investigator-assessed PFS, ORR, and
DOR according to RECIST v1.1 and OS in the T-effector (Teff)-high population (with Teff gene
signature expression in tumor tissue as determined by an RNA-based assay) and the Teff-high
population excluding patients with an activating EGFR mutation or ALK translocation (Teff-high
WT)

To evaluate the PFS rates at 6 months and 1 year after randomization, as assessed by the
investigator according to RECIST v1.1

To evaluate the OS rate at 3 years after randomization

To determine the impact of atezolizumab as measured by the utility scores of the EuroQol
5-Dimension 3-Level (EQ-5D-3L) questionnaire

To evaluate the impact of atezolizumab on the change from baseline and the number and
proportion of patients with a clinically meaningful change in PROs of health-related quality of life
(HRQoL), lung cancer-related symptoms, and health status as assessed by the EORTC QLQ-C30
and EORTC QLQ-LC13.

Outcomes/endpoints

The endpoints and analyses described in this summary are based on the IMpower130 Statistical Analysis
Plan (SAP) v4, dated 4 May 2018. The analyses described in the SAP supersede those specified in the
study protocol, as applicable.
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Definitions of key efficacy endpoints are given below table.
The co-primary efficacy outcome measures for IMpower130 were as follows:

e Investigator-assessed PFS in the ITT-WT population
e OSin the ITT-WT population

As per the pre-specified analysis hierarchy and a-spending algorithm, PFS in the ITT-WT population was
tested first and, if this test was significant, the o allocated to PFS was to be recycled for the test of OS in
the ITT-WT population.

The secondary efficacy outcome measures included:

e PFS and OS in the ITT population

e PFS and OS in the PD-L1 expression and PD-L1 expression WT populations

e Objective response rate (ORR; confirmation not required)

e Duration of response (DOR; confirmation not required)

e OS rates at the 1- and 2-year landmark timepoints

e Time to deterioration (TTD) in patient-reported lung cancer symptoms per European Organisation
for Research and Treatment of Cancer (EORTC) questionnaires

e Change from baseline in patient-reported lung cancer symptoms using the Symptoms in Lung
Cancer (SILC) scale

e Proportion of patients improved, remained stable, worsened in patients-reported lung cancer
symptoms, HRQOL and functioning

Table 8: Key Efficacy Endpoint Definitions in IMpower130

Endpoint Definition

PFS Time from randomization to first documented PD, as determined by the investigator using
RECIST v1.1, or death from any cause, whichever occurred first

0S Time from randomization to death from any cause

ORR Proportion of patients with an objective response (either CR or PR), as determined by the
investigator using RECIST v1.1; confirmation not required

DOR Time from first documented objective response (CR or PR) to documented PD, as
determined by the investigator using RECIST v1.1, or death from any cause, whichever
occurred first; confirmation not required

CR=complete response; DOR=duration of response; ORR=0bjective response rate; OS=overall survival; PD=progressive
disease; PFS=progression-free survival; PR=partial response; RECIST=Response Evaluation Criteria in Solid Tumours.

Confirmation of response according to RECIST v1.1 was not required, but for exploratory purposes, ORR
with confirmation may be reported. For exploratory purposes, DOR for patients with confirmed response
may be reported.

Tumour assessments were conducted every 6 weeks for the first 48 weeks following Cycle 1, then every
9 weeks thereafter.

Sample size

This study planned to randomize approximately 715 patients. Patients with an activating EGFR mutation
or ALK translocation were excluded from the primary analysis population (i.e., ITT-WT). There were
expected to be approximately 650 patients in the ITT-WT population given the approximate 10%
prevalence of these genetic variations.

The sample size of this study was based on the number of events required to demonstrate efficacy with
regard to both PFS and OS (co-primary endpoints) for the comparison of the Atezo-CnP arm versus the
CnP arm. The estimate of the number of events required to demonstrate efficacy with regard to PFS in the
primary comparison of the Atezo-CnP arm versus the CnP arm was based on the following assumptions:

e One-sided significance level of 0.003 in the ITT-WT population
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e 95% power to detect a hazard ratio (HR) of 0.65, corresponding to an improvement in median
PFS from 6 months to 9.2 months in the ITT-WT population

e No interim PFS analysis
e Dropout rate of 5% per 12 months

The estimate of the number of events required to demonstrate efficacy with regard to OS in the
comparison of the Atezo-CnP arm versus the CnP arm was based on the following assumptions:

e One-sided significance level of 0.022 in the ITT-WT population

e 80% power to detect an HR of 0.75, corresponding to an improvement in median OS from 12
months to 16 months in the ITT-WT population

e Oneinterim OS analysis performed when approximately 77% of the total OS events required for
the final analysis had occurred using the Lan-DeMets approximation to the O’Brien-Fleming
boundary

e Dropout rate of 5% per 24 months

Randomisation

For patients who were eligible for enrollment, the study site obtained the patient’s randomization number
and treatment assignment from the IXRS. The number of cycles of induction treatment (four or six) was
determined by the investigator and documented prior to randomization. Randomization to one of the two
treatment arms occurred in a 2:1 ratio. Permuted-block randomization was applied to ensure a balanced
assignment to each treatment arm.

Randomization was stratified by the following criteria:
e Sex (male vs. female)
e Presence of liver metastases at baseline (yes vs. no)
e PD-L1 tumour expression by IHC (TC3 and any IC vs. TC0/1/2 and IC2/3 vs. TC0/1/2 and IC0/1)

Following PD, patients who were consented under v1-v4 of the protocol and randomized to the CnP arm
were given the option to receive atezolizumab monotherapy, provided they continued to meet eligibility
criteria to receive atezolizumab (with the exception of no prior treatment for Stage IV non-squamous
NSCLC and no prior treatment with immune checkpoint blockade therapy).

Blinding (masking)

IMpower130 is an open-label study. The Sponsor was blinded to treatment arm allocation and
patient-level data on PD-L1 expression until the database had been locked for analysis.

Statistical methods

Analysis Population

Populations analysed are defined as follows, in alphabetical order:
. ITT: All randomized patients, regardless of receipt of the assigned treatment.

. ITT-WT: All randomized patients regardless of assigned treatment, excluding patients with an
activating EGFR mutation or ALK translocation.
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. PD-L1 expression population: ITT patients with PD-L1 IHC TC1/2/3 (defined as PD-L1
staining in <1%, =21% to <5%, =5% to <50%, and =50% of TCs) or IC1/2/3 (defined as PD-L1-stained
ICs covering <1%, 21% to <5%, 25% to <10%, and =10% of the tumour area) expression in baseline
tumour tissue (TC1/2/3 or IC1/2/3 subgroup); ITT patients with PD-L1 IHC TC3 or IC3 expression in
baseline tumour tissue (TC3 or IC3 subgroup); and ITT patients with PD-L1 IHC TC2/3 or I1C2/3
expression in baseline tumour tissue (TC2/3 or IC2/3 subgroup).

. PD-L1 expression WT population: As defined above for the PD-L1 expression population,
excluding patients with an activating EGFR mutation or ALK translocation.

. Patient-reported outcome (PRO)-evaluable WT population: Patients randomized into the
ITT-WT population who completed a given PRO questionnaire at the baseline visit and at least one
post-baseline visit.

Primary analysis

The co-primary efficacy endpoints are PFS and OS in the ITT-WT population.

To control the overall Type I error rate for the one-sided test at 0.025, a one-sided alfa of 0.003 and a
one-sided alfa of 0.022 were allocated to PFS and OS, respectively. The primary comparison of PFS was
tested at a one-sided alfa level of 0.003 in the ITT-WT population. The primary comparison of OS was to
be tested in the ITT-WT population at the allocated alpha together with the alfa recycled from the PFS
analysis if the PFS comparison was statistically significant. The PFS and OS analysis hierarchy and
alfa-allocation, including possible alfa-recycling.

a=2.5%
one-sided

2.05iInITT-WT
If Step 1 is statistically significant,
a=0.025; otherwise a=0.022

1. PFSin ITT-WT

h 4

ITT=intent-to-treat; OS=overall survival, PFS=progression-free survival, WT=wild type.

# To control the overall Type | error rate for the one-sided test at 0.025, a one-sided Type | error
(o) of 0.003 and 0.022 (ratio of 3:22) was allocated to PFS and OS, respectively, for
comparison of the Atezo+CnP arm versus the CnP arm.

Figure 7: PFS and OS analysis hierarchy, alpha allocation, and alpha recycling

0OS was planned to be tested using the group sequential method at the interim and final OS analyses.
Statistical significance at the interim and final OS analyses was planned to be tested.

The HRs, Aa/Ag, where A5, and Ag represent the hazard of having a PFS event in the Atezo-CnP and CnP
arms, respectively, comparing the treatment effect between the two treatment arms, were estimated
using a stratified Cox regression model with the same stratification variables used for the stratified
log-rank test, and the 95% CIs were provided. For each comparison, analyses were conducted according
to an analysis hierarchy and an alfa-spending algorithm to control for the Type I error rate and to account
for an interim OS analysis.

The stratification factors were, in principle, planned to be those used during randomization as recorded in
the IxRS. Due to the potential risk of over-stratification (Akazawa et al. 1997), if at least one stratum had
fewer than 15 events (PFS or OS events), the stratification factor that contained the level with the
smallest number of patients was to be removed from the stratified analyses. The removal of the
stratification factor continued until there were no strata with fewer than 15 events (PFS or OS events).
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The final set of stratification factors used in stratified analyses following the pre-specified rule in the SAP
v4 were applied to all endpoints where stratified analyses were planned. Results from unstratified
analysis were also provided.

Kaplan-Meier (KM) methodology was used to estimate median PFS and OS and to construct survival
curves for each treatment arm for a visual description of the difference among arms. The
Brookmeyer-Crowley methodology was used to construct the 95% CI for median PFS and OS
(Brookmeyer and Crowley 1982).

Follow-up for OS was summarized for all patients included in the analysis (whether the patient was alive
or had died). Follow-up was summarized using the KM method with data for patients who died, censored
at the date of death.

Note that the OS boundaries were updated to use the Lan-DeMets approximation to the Pocock
boundaries; therefore, the overall power for the OS analysis in the ITT-WT population was reduced from
80% to 77%.

Primary Analysis Timing for PFS

No interim analyses were planned for the co-primary endpoint of PFS in this study. The primary PFS
analysis was conducted at the time of the interim OS analysis. At this timepoint, it was expected that
approximately 475 PFS events would have occurred in the ITT-WT population based on the assumptions
specified in the SAP v4. This number of events would allow for a minimum detectable difference in HR of
approximately 0.76 in the ITT-WT population.

Table 9: Primary analysis for PFS

Analysis Timing, No. of Events,
Population Months from FPI Ewvent Ratio (%) MDD in Hazard Ratio Power
ITT-WT 3z 475 (73%) 0.76 95%

FPI=first patient in; ITT=intent-to-treat; MDD=minimum detectable difference; WT=wild type.

Interim and Final Analysis Timing for Overall Survival

One interim analysis was planned for the co-primary endpoint of OS to be conducted when approximately
352 OS events had occurred in the ITT-WT population. The final OS analysis was planned to be conducted
when there were approximately 457 OS events in the ITT-WT population.

The stopping boundaries for the interim and final OS analyses considering different scenarios with
alfa-recycling were calculated using the Lan-DeMets approximation to the Pocock boundary, assuming
the specified observed number of events (352 and 457, respectively), and are shown in Table 10. The
p-value was used to claim crossing of the boundaries. For example, if approximately 352 events had
occurred in the ITT-WT population at the time of the interim OS analysis, then statistical significance of
the OS endpoint in ITT-WT population was declared if p<0.0211 when PFS had claimed significance in the
ITT-WT population.

Table 10: Analysis timing and stopping boundary for OS (ITT-WT population)

Stopping Boundary in HR (p-value)

Analysis If «=0.022 If «=0.025
) ) HR =0.790 HR =0.795
Interim OS analysis
(p-value =0.0185) (p-value =0.0211)
HR =0.795 HR =0.799
Final OS lysi
natts analysis (p-value <0 0103) (p-value <0.0119)

HR=hazard ratio; ITT=intent-to-treat, OS=overall survival, WT=wild type.
Note: « and p-value are one-sided.
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Sensitivity analyses

Impact of non-protocol-specified anti-cancer therapy

The impact of non—protocol-specified anti-cancer therapy (NPT) on PFS as determined by the investigator
will be assessed, depending on the number of patients who received NPT before a PFS event. If > 5% of
patients received NPT before a PFS event in the control arm, a sensitivity analysis may be performed for
the comparisons between two treatment arms in which data from patients who receive NPT before a PFS
event will be censored at the last tumor assessment date before receipt of NPT.

The impact of subsequent NPT on OS will be assessed depending on the number of patients who received
NPT. If > 10% of patients received a NPT in the control arm, the following analyses may be performed to
compare treatment arms:

e The discount method uses a ‘discounted’ survival time after switching for patients who switch
treatments based on a user-specified assumption for the effect on OS. OS may be discounted according
to a range of possible effects on OS of the subsequent NPT after treatment switching occurred (e.g., 10%,
20%, 30%, etc.).

e Rank preserving structural failure time provides an estimate of the OS time for the control group had
NPT not occurred (Robins and Tsiatis 1991). It estimates OS measured from the time of NPT by applying
an estimate of the benefit of the NPT. The total OS time (sum of time to NPT and the estimated survival
time after NPT started) may then be analyzed using the same methodology as for the primary analysis of
os.

e The inverse probability of censoring weighting method censors patients at start of NPT and uses the
control arm patients to create weights that represent how NPT treated patient is like a non—NPT-treated
patient (Robins and Finkelstein 2000). These time-varying weights are included into the OS analysis to
correct the effect of NPT by giving increased weight to non-censored patients with similar characteristics
to censored patients.

Secondary analyses

PFS and OS in the ITT Population will be analyzed using the same methods as described for PFS and OS.
If the difference in OS between Arm A and Arm B in the ITT—-WT population was statistically significant,
a comparison of Arm A versus Arm B was to be conducted in the ITT population. The alpha allocation will
follow the same alpha-spending algorithm and allocation ratio (3:22) described for analysis of the
co-primary efficacy endpoints.

PFS and OS in the TC1/2/3 or IC1/2/3—WT, and the TC1/2/3 or IC1/2/3 populations will be analyzed
using similar methods as described for OS and PFS. Analyses of PFS and OS may be conducted in other
PD-L1 expression populations and PD-L1 expression WT populations (e.g., TC2/3 or TC2/3-WT, TC3 or
IC3-WT, TC2/3 or IC2/3, TC3 or IC3, and the corresponding complementary groups, as well as TCO and
ICO-WT, TCO and ICO).

ORR will be compared between treatment arms using the stratified Cochran-Mantel-Haenszel test. The
95% CI for the difference in ORRs between the two treatment arms will be computed using the normal
approximation to the binomial distribution. An estimate of ORR and its 95% CI will be calculated for each
treatment arm using the Clopper-Pearson method.

Because the determination of DOR is based on a non-randomized subset of patients, formal hypothesis
testing was not performed. DOR was estimated using KM methodology. Comparisons between treatment
arms were made using the stratified and unstratified log-rank test for descriptive purposes only.

The OS rate at the 1- and 2-year landmark time points after randomization was estimated for each
treatment arm using KM methodology, along with 95% CI calculated with the standard error derived from
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the Greenwood formula. The 95% CI for the difference in OS rates between the two treatment arms will
be estimated using the normal approximation method, with standard errors computed using the
Greenwood method.

Patient-Reported Outcomes: Through the use of the SILC scale, the EORTC QLQ-C30, and EORTC
QLQ-LC13, lung cancer symptom data will be collected about symptoms commonly associated with
cancer treatments, and disease and treatment impact on patients’ functioning.

The EORTC QLQ-C30 and EORTC QLQ-LC13 will be scored according to the EORTC scoring manual. For
multi-item subscales, if < 50% of items within the multi-item subscale are missing at a given timepoint,
the multi-item score will be calculated on the basis of the non-missing items. If > 50% of items are
missing or if a single-item measure is missing, the subscale is missing.

The SILC questionnaire will be scored at the individual symptom level, thus will have a dyspnea score,
chest pain score, and cough score. Each individual symptom score will be calculated as the average of
responses for the symptom items (e.g., Chest Pain Score = mean [item 1; item 2]). An increase in score
is suggestive of a worsening in symptomology (i.e., frequency or severity). A score change of = 0.3
points for the dyspnea and cough symptom scores is considered to be clinically significant; whereas a
score change of = 0.5 points for the chest pain score is considered to be clinically significant.

Time to deterioration in PRO: TTD with use of the EORTC is defined as the time from baseline to the first
confirmed clinically meaningful deterioration in the EORTC symptom score. TTD will be documented for a
3-symptom composite endpoint using the following EORTC QLQ-LC13 symptom scores: cough, chest
pain, and dyspnea multi-item scale. Confirmed clinically meaningful deterioration in lung cancer
symptoms is defined as a = 10-point increase above baseline in a symptom score that must be held for
at least two consecutive assessments or an initial = 10-point increase above baseline followed by death
within 3 weeks from the last assessment. A = 10-point change in the EORTC scale score is perceived by
patients as clinically significant.

Summary statistics (mean, SD, median, 25th and 75th percentiles, and range) of the change from
baseline per SILC scale may be provided.
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Results

Participant flow

1 patient died prior randomization

| 1247 patients screened

| 724 patients randomized |

—-| 523 patients failed screening

(ITT, n=240)

¥

Started induction

Mo treatment
received (n=B8)

(n=232)

Crossover to
atezolizumab
(n=96)

¥
Started switch

maintenance
(n=49)

:

- Ongoing on

ul

Withdrawn from
study treatment

study treatment
(h=37)

l

(ITT, n=483)

Atezo+CnP

|

Started induction

(n=473)

l

Started
maintenance

(n=353)

Ongoing on study

treatment
[n=104)

received (n=10}

Mo treatment

(n=144) . * v v
Survival follow-up Withdrawn from study Survival fellow-up Withdrawn from study
(n=51) (h=152) (n=110) (n=269)
Atezo=atezolizumab; CnP=carboplatin+nab-paclitaxel, ITT=intent-to-treat.
Figure 8: Patient disposition (ITT population)
Table 11: Patient Disposition from Study (ITT Population)
Patient Disposition from Study
Intent-to-Treat Patients
Protocol: GO29537 (Data Cutoff: 15MAR2018)
CnP (Randomized) Atezo+CnP (Randomized)
(N=240) (N=483)
Received Treatment 232 (96.7%) 473 (97.9%)
Received Treatment During The Induction Phase 232 (96.7%) 473 (97.9%)
Received Treatment During The Maintenance Phase 49 (20.4%) 353 (73.1%)
On-study Status 88 (36.7%) 214 (44.3%)
Alive: On Treatment 37 (15.4%) 104 (21.5%)
Alive: In Follow-Up 51 (21.3%) 110 (22.8%)
Discontinued Study 152 (63.3%) 269 (55.7%)
Death 136 (56.7%) 240 (49.7%)
Lost To Follow-Up 1 ( 0.4%) 0
Non-Compliance 0 1 ( 0.2%)
Other 4 (1.7%) 8 (1.7%)
Physician Decision 0 1 ( 0.2%)
Protocol Violation 1 ( 0.4%) 0
Withdrawal By Subject 10 ( 4.2%) 19 ( 3.9%)

Atezo=Atezolizumab, CnP=Carboplatin+Nab-Paclitaxel.
Data Cutoff: 15MAR2018; RAVE Data Extracted: 18 May 2018.

Recruitment

First patient randomized: 16 April 2015. Last patient randomized: 13 February 2017. Data cutoff date: 15

March 2018

131 centers in 8 countries: Belgium 21 (4), Canada 52 (5), France 45 (11), Germany 132 (25), Italy 52
(6), Israel 35 (10), Spain 71 (13), United States 315 (57).
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Conduct of the study

Protocol Amendments

The first version (v1) of the protocol was issued on 21 November 2014 and amended (v2) on 29 March
2015, prior to the first patient randomized (16 April 2015). The protocol was subsequently amended five
times (v3-v7). The key changes to the protocol are summarized below.

Table 12: Comparison of key features in IMpower130 Protocol versions 1-7

Protocol Version 6 Protocol Version 7
Protocol Versions 1—4 Protocol Version 5 1 March 2017 {global) 28 February 2018 (VHP)
11 November 2015 (v4) 15 June 2016 15 July 2017 (Germany) 25 April 2018 (Germany)
Total number of patients 550 650 715 Mo changes
to be randomized
Primary endpoints Investigator-assessed PFS in Investigator-assessed PFS and OS in Investigator-assessed PFS in Mo changes

PD-L1—selected and ITT population PD-L1-selected and ITT population tGE-WT and ITT-WT population
and OS in ITT-WT population

Secondary efficacy ORR® 052 DOR, TIR. ORR, DOR, TTR. TIR, IRF-assessed PFS and OS in secondary No changes
endpoints IRF-assessed PFS, 1- and 2-year OS5, PFS, 1- and 2-year OS, TTD, populations ®, ORR, DOR,
TTD, patient-reported outcomes patient-reported outcomes 1-and 2-year OS, TTD,
patient-reported outcomes
Type | error rate (a) and One-sided o=0.025 One-sided a=0.025 One-sided a=0.025 Mo changes
a allocation PFS: 0.02 (PD-L1-selected) PFS: 0.003 (PD-L1-selected) PFS: 0.003 (tGE-WT)
and 0.005 (ITT) then 0.003 (ITT) then 0.003 (ITT-WT)d
ORR: 0.005 (PD-L1-selected) 05:0.025 0r 0.022% (PD-L1-selected) ©OS:0.0250r0.022°(ITT-WT)®
and 0.001 (ITT) then 0.025 or 0.022°¢ (ITT)

03 0.02 or 0.015 ® (PD-L1-selected)
and 0.005 or 0.004¢ (ITT)

Crossover to receive Allowed Not allowed No change No change
atezolizumab
monotherapy
Biomarker subgroup Mot specified TC1/2/3 or IC1/2/3 TC2/3 or IC2/3 and Mo changes
{PD-L1-selected TCA/2/3 or IC1/2/3
population)
Stratification factors for Sex (male vs. female), presence of Mo changes Mo changes Mo changes
randomization liver metastases at baseline
(yes vs. no), PD-L1 tumor expression
status (TC3 and any IC vs. TCO/M/2
and 1C273 vs. TCOM/2 and 1C0/M)

DOR=duration of response; ECOG=Eastermn Cooperative Oncology Group; |C=tumor-infiltrating immune cell; IRF=Independent Review Facility; ITT=intent-to-treat;

ORR=objective response rate; OS=overall survival, PD-L1=programmed death-ligand 1; PFS=progression-free survival, TC=tumaor cell; t{GE=lumor gene expression;

TIR=time in response; TTD=time to deterioration; TTR=time to response; W T=wild type

2 ORR and O3S will be formally tested if PFS is positive.

b Secondary populations refer to tGE-WT (for OS3) and TC2/3 or IC2/3-WT, TC1/2/3 or IC1/2/3-WT, tGE, and ITT populations.

& First o was planned fo be used if the preceding analysis in the hierarchy was statistically significant; otherwise, the second o« would be used.

9 IfOS in ITT-WT is positive, formal tests will be conducted in the tGE and ITT populations with same testing strategy and « allocation as PFS and OS in the tGE-WT
and ITT-WT populations.

Changes to Planned Analyses

The first version (v1) of the SAP was issued on 19 May 2017 and was amended three times (v2-v4). The
key changes to the SAP are summarized below.
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Table 13: Comparison of key features in IMpower130 statistical analysis plan versions 1-4

stratified analysis 9

presence of liver metastases at
baseling (yes vs. no), and
PD-L1 tumor expression status
([TC3 and any IC, TCDM/2 and
IC2/3 combined]
vs. TCOM/2 and ICO/1)

SAP Version 1 SAP Version 2 SAP Version 3 SAP Version 4
19 May 2017 17 October 2017 13 March 2018 4 May 2018
Primary endpoints Investigator-assessed PFS in Mo changes Investigator-assessed PFS and Mo changes
tGE-WT and ITT-WT OS5 in ITT-WT population
population and OS in ITT-WT
population
Type | error rate (o) and One-sided a=0.025 Mo changes One-sided a=0.025 Mo changes
« allocation PFES: 0.003 (tGE-WT) PFS: 0.003 (ITT-WT)*®
then 0.003 (ITT-WT)? 0S:0.025 or 0.022° (ITT-WT)¢
0S:0.025 or 0.022° (ITT-WT)*
Primary analysis timing Approximately 225 PFS evenis  Approximately 352 OS events Mo changes Mo changes
in the tGE-WT, approximately inthe ITT-WT
475 PFS events in the ITT-WT,
and last patient randomized,
whichever occurs last
Method to calculate Lan-DeMets approximation to Mo changes Lan-DeMets approximation to Mo changes
stopping boundaries for the O'Brien-Fleming boundary the Pocock boundary
interim and final OS
analyses
Stratification factors for Sex (male vs. female), Mo changes Mo changes No changes to factors; however,

if at least one stratum
has<15 PFS or OS events, the
factor that contains the level
with the smallest number of
patients would be removed from
sfratified analysis

HR=hazard ratio; IC=tumor-infiltrating immune cell; ITT=inteni-to-treat; OR=chjective response; OS=overall survival, PD-L1=programmed death-igand 1;
PFS=progression-free survival, SAP=Statistical Analysis Plan; TC=tumor cell, tGE=tumor gene expression; WT=wild type.

a

tGE-WT and ITT-WT populations.

population.

addition, stratification by PD-L1 expression is not used for the tGE-WT population, where applicable.

If OS in ITT-WT is positive, formal tests will be conducted in the tGE and ITT populations with same testing strategy and « allocation as PFS and OS in the

First o was planned to be used if the preceding analysis in the hierarchy was stafistically significant; otherwise, the second o would be used.
If O3S in ITT-WT is positive, formal tests will be conducted in PFS and OS in the ITT population with same testing strategy and « allocation as in the ITT-WT

Maote that the factors used for the siratified analysis (i.e_, two levels of PD-L1 strafification) differ from the factors used for randomization (three levels). In
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Protocol deviations

Table 14: Summary of major protocol deviations (ITT population) — data cut-off 15 March 2018

Protocol Deviation Category CnP (Randomized) Atezo+lnP (Randomized] A1l Patients
Protocol Deviation Description (H=240) (H=483) (H=723)
Total mumber of patients with at least cne deviation BE (35.8%) 179 (37.1%) 285 (36.7%)

Overall total number of deviations 150 34g 4%9g
PROCEDURRL
Total mmber of patients with at least one deviation &7 (27.9%) 135 (2B.0%) 202 (27.9%)
ON STUDY ASSESSMENT NOT DOWE/OUTSIDE OF WINDOW 36 (15.0%) g8 (14.1%) 104 (14.4%)
CMISSION OF LAB TEST EEQ. BY PROTOCOL 20 [ B8.3%) 33 ( 6.8%) 53 ( 7.3%)
ICF- OTHER. (PROCEDURAL ISSUES) 14 ( 5.3%) 34 ( 7.0%) 48 | 6.6%)
CMISSICH OF TUMCE ASSESSMENT T 2.9%) B ( 1.7%) 5 ( 2.1%)
EX.CRITERIZ PROCEDUBAL (E.G. OUT OF WINDCHW) T 2.9%) e [ 1.2%) 13 { 1.3%)
FATLURE T0Q REPCRT SRAES OR FREGMANCY FER PROTOCCL 2 ( 0.3%) g ({ 1.7%) 10 ( 1.4%)
INC.CRITERTIA PRCCEDURRAL E.G. OUT OF WINDOW 2 [ 0.8%) T 1.4%) I l."%,u
INCLUSION CRITERIA
Total mmber of patients with at least ane deviaticon 14 { 5.8%) 35 ( 7.2%) 4% | ©.8%)
INCLUSION-EELATED TEST HOT DONE T 2.9%) 10 ( 2.1%) 17 { 2.4%)
ICF - OTHER. (E.G. FROCEDURAL ISSUES) L[ 0.4%) 11 { 2.3%) 12 { 1.7%)
OTHER INCLUSICN CRITERIA Z [ 0.8%) T 1.4%) o { 1.2%)
MEDICATICN
Total nmmber of patients with at least one deviaticn le [ ©.7%) 28 ( 5.8%) 44 | ©.l1%)
SIGNIFICANT DEVIATION FROM PLAMNED DOSE 10 ( 4.2%) 11 | 2.3%) 21 ( 2.9%)
BECEIVED INCOREECT STUDY TREATMENT 3 [ 1.3%) 7 1.4%) 10 ( 1.4%)
DOSE MISSED OR SIGNIFICANT OUT OF WINDOW 4 [ 1.7%) 4 ( 0.3%) B ( 1.1%)
BECEIVED PRCHIBITED CONCOMITANT THERAPY /MEDICATION 0 e [ 1.2%) g ( 0.2%)
EXCLUSION CRITERTIA
Total mmber of patients with at least one deviation & [ 2.5%) 23 | 4.3%) 25 4.0%)
EXCLUSION BELATED TEST HOT DONE 4 [ 1.7%) 10 { 2.1%) 14 { 1.3%)
BECEIVED PRICE PROHIEITED THEPAPY COF MEDICATICN 0 6 [ 1.2%) g ( 0.3%)

Atezc=Atezolizumab, CnP=CarboplatintNab-Faclitaxel.

r patient was cau.nted once 1f received more than cne deviation of the same type.

A patient was counted more than once if received more than cne type of the deviaticon.
Data Cutoff: 15MAR2018; RAVE Data Extracted: 18 May 2018.
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Baseline data

Table 15: Demographic and baseline disease characteristics (ITT-WT population)

Protocol: G025537 (Data Cutoff: 1SMBRZ013)

CnP (Randomized) Atezo+lnP (Randomized) All Patients

{H=228) {H=4E51) (H=£7%)

Sex

n 228 451 &79

Female o4 (41.2%) 185 (41.0%) 279 (41.1%)

Male 134 (58.8%) 2686 (59.0%) 400 (58.9%)
Liver Metastasis at Enrollment

n 228 451 &7g

Yes 31 (13.¢€%) £9 (15.3%) 100 (14.7%)

Ho 1597 (BE.4%) 382 (B4.7%) 57% (85.3%)
TC/IC Strat Factor from IxRS

n 228

TC3 or IC2/3 El (26.8%)

/1/2 and ICO/1 167 (73.2%)

Age (y=ars)

n

Mean (SD)
Mzdian
Min - Max

Lge Group (years)
n

<65
€5 to 74
75 to &4
»>=85

Ethnicity
n

Hispanic or Latino
Hot Hispanic or Latino
Hot reported
Unkmown
Race
n
Asian
Black or African Zmerican
White
Maltiple
Inkmaown

Weight (kg) at basslins

n
Mean (SD)
Median

Min - Max

Tobacco Use History
n
Hever
Current
Brevicus

Pathology/Histoclogy
n

Non-Squamous - Adenccarcinoma

Non-5quamous - Adenocarcinoma with neurcendocrine features

Non-5quamcus - Adencsguamous
Non-Squamous - Bronchicloalveclar carcinoma
Hon-Squamous - Large cell
Non-Sguamous - Sarcomatoid
Non-Squamcus - Undifferentiated
Hon-Squamous - NA
Hon-Squamous - Unkmown
ERAS Mutation Status

n
Pogitiwve
Hegatiwve
Unknown

Baseline ECOG
n

Intended Cycles at Inducticn Tx Period
n

4 Cycles
& Cycles

Sum of Longest Diameters (mm) at baseline
n
M=an (5D)

Median
Min - Max

4351 £79
£3.3 (9.3) £4.0° (9.3)
64.0 64.0
18 - B& 13 - 86
451 §79
227 (50.3%) 341 (50.2%)
174 (38.6%) 258 (38.0%)
3 {1:.5%} 77 (11.3%)
2 { 0.4% 3 ( 0.4%)
228 451 €79
10 ( 4.4%} 22 [ 4.9%) 32 4.7%)
204 (89.5%) 357 (B8.0%) €01 (BB.5%)
9 { 3.9%) 13 { 4.0%) 27 { 4.0%)
5 [ 2.2%) 14 { 3.1%) 18 { 2.8%)
228 451 £79
30 1.3%) 12 ( 2.7 T [ 2.2
3 [ 3.5%) 17 ( 3. 25 3.7
210 (92.1%) 402 (89.1 g12 (s0.
] 1{0 L { 0.
7 3.1%) 19 { 4. 28 ( 3.
237 78
78.18 (18.38) 75.32_(16.€7) 75.61 (17.24}
74.00 2.00 72.55
40.9 - 145.2 42.0 ~'144.0 40.% - 145.2
451 £79
17 43 (10.6%) €5 ( 9.8%)
z 92 (20.4%) 143 (21.1%)
180 311 (69.0%) 471 (€9,4%)
228 451 £79
213 (95.6%) 432 (95.5%) £30 (55.7
4 { 1.8% 4 os B (1
a 4 4 { 0.
1 { 0.4%) 1 2 { 0.
2 { 0.9%) E B (1
a 2 2 { 0.
2 ( 0.9%) 1 3 { 0.
a 1 1 { 0.
1 { 0.4%) 0 1 { 0.
228 451 &79
23 (10.1%) té (12.4%) 78 (11.6%)
36 (15.8%) 73 (18.2%) 105 (16.1%)
169 {74.1%) 22 (71.4%) 481 (72.3%)
228 450 678
51 (39.9%) 189 ({42.0%) 280 (41.3%)
136 (50.6%) 261 (38.0%) 97 (SE.6%)
1 { 0.4%) i 1 { 0.1%)
&79
.3%) 346 (51.0%)
224 (48.7%) 333 (49,0%)

449
) 84.01 (Sl.4¢q)
74.00 L
10.0 - 287.0 10.0 - 382.0 10.0 - 382.0

Ltezo=hAtezol J.zurﬂ.a]:J CnP =CarboplatintNab-Facli tan=l.

EGFR mutation = Sensitizing EGFR mutations include al EGE‘R activating mutations in exons 18-21. ALK positive = ALK translocation.

Data Cutoff: 1SMAR2018; RAVE Data Extracted: 18 May 2
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Table 16: Baseline PD-L1 expression status (ITT-WT population)

-

ndomized) AtecoHinP (Bandomized] All Patients
H=228) { 1] {H=E79)

TCIIC23 ws TCODLZICOL from Indtial Bead

TC2 or ICZ
TC2IC2 ws TOOLZICO12Z per TCAIC2 Rersad
o 228 a5
TC2 or IC3 42 [19.4% 88 [19.53)
TCO0/1/2 and IO0S102 18€ (Bl.8% 263 [B0.5%)

TCZ3ICZ3 wa TCOLICD] per TCIICE Reread

T2/ o ICZ/2 81 [35.5%)
TCO/L and ICDS1 147 [64.5%)

ICL23IC122 wm TDOICD per TC1ICL Reread

o

IC/IC 4 Incremsmtal Subgroups
TC3 or IC3
3 or ICZ/3 exclude TC3 or ICE
T

TC1/2/3 or ICL/2/3 exclude TC2/3 or IC2/3

o e

= an activating DEFR mutation or ALK-positive disease.

Prior Cancer Therapy

At the time of study enrollment, 10.0% of ITT-WT patients had received at least one prior anti-cancer
therapy, with 9.0% in the adjuvant/neoadjuvant setting, 0.7% in other settings, and 0.3% in the
metastatic setting. In the adjuvant/neoadjuvant setting, the majority of ITT-WT patients who received
prior anti-cancer therapy had chemotherapy, with the most common chemotherapy treatments being
cisplatin (6.3%), carboplatin (3.1%), vinorelbine (2.1%), pemetrexed disodium (1.6%), and paclitaxel
(1.5%).

Prior Surgery and Radiotherapy

Overall, 49.3% of patients in the ITT-WT population had prior surgery for cancer, with other surgeries
(33.4%), lobectomy (11.5%), and fine needle aspiration (8.7%) being the most commonly reported
procedures. Similar findings were observed in the ITT population.

A total of 38.3% of ITT-WT patients had received prior radiotherapy, including 29.0% of patients in the
metastatic setting, 6.2% in the adjuvant/neoadjuvant setting, and 5.0% in other settings. Similar
findings were observed in the ITT population.

Numbers analysed

Table 17: Overview of analysis populations

OnP (Randomizad] 2AtezosCnF (Fandomdssd)
(=240] [H=4E4)

Randomized Patients 4E4
4E3
473
451
442
EAmong the Randomised Patients E 3E6
Emomg the Randomized Patients 1TE 268
BAmong the Bandomiped Fatients 122 Z52
e—IHV Flag 237 4E0
1ine=IFF Flag 227 457
plile 445
tamel
ient reported outcome: IV = Imvestigator: IRE = Independent Review Facility

by actual treatment ivred.
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Outcomes and estimation

Co-primary endpoint: OS
Table 18: Time-to-event summary for OS (primary analysis - ITT-WT population)

CnP (Randomized) Atezc+CnP (Randomized)
(H=228) (H=431)

Patients with event (%) 131 (57.5%) 226 (50.1%)
Earliest contributing event
Death 131 228
Patients without ewvent (%) 97 (42.5%) 225 (49.9%)

Time to Event (Months)
Madian 13.49 B.
95% (I {12.0, 18.7) (1&.0,
25% and 75%-ile 6.1, KE 7.5, HE
Bangs 0.0% to 28.5% 0.0% to 32.0%

Onatratified Analysis
p—value (log—rank) 0.0276

Hazard Ratio 0.785
95% CI (0.€33, 0

Stratified Rnalysis
p—-value (log—rank) 0.0331

Hazard BRatio 0.791

Time Point Analysis
1 year
Patients remaining at risk 119
Event Fres Bate (%) 5.53
5% C (48.89, €2.17) (58.5

=)

L T O

.13

Lo

= Lo

.66)

Difference in Event Free Rate 7.60
95% C {-0.44, 15.8&3)
p—value (Z-test) 0.0e40

2 years
Patients remaining at risk 13 40
Event Fres Bats (%) 29,97 39.64
t% CI (21.72, 38.23) [33.57, 45.71)

Difference in Event Free Rate 9.6
55 C {-0.58, 19.91)
p—value (Z-test) 0.0644

3 years
Patients remaining at risk
Event Fres Bate (%)

cg [~
2%

HE

i
i

HE

Difference in Event Free Rate HE
95% C HE
p—value (Z-test) HE

AEtezo=Atezclizumab, CnP=Carboplatin+Nab-Paclitaxel.

Wild Type patients are EGFR/ALK wild type patients who did not have an activating EGFR mutation or
RlE-positive disease.

* Censored, ~ Censored and event, HE = Not estimable.

Summaries of Time-to-Event (median, percentiles) were EKaplan-Meier estimates. 95% CI for median
was computed using the method of Brockmever and Crowlsy. Hazard ratios were estimated by Cox
regression. Stratification factors are: sex and PD-L1 tumor expression by IHC per IxERS.

Data Cutoff: 1SMARZ018; BRAVE Data Extracted: 18 May 2018,
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100 p-value {log-rank]

Atezo+CnP {Randomized) (N=451): 0.0331
Wedian + 95% CI

80 CnP [Randemized) (N=223) 13,9 (12.0, 18.7)
[ - Ateza+CnP {Randomzed) (N=451): 18.6 (16.0. 21.2)
: Hazard Ratio + 95% CI
I.i:'ll &0 Ateza+CnP (Randamized) (N=451): 0.79 (0.64. 0.98)
‘&
&
-] 40 '
L -
2 [

20 _

CnP (Rand ) (N=228)
———— Ateza+CnP (Randomized) (N=451)
8 + Censored

Mo, of Paticnts at Risk
CnP (Rardomized| | 22EXEZ06T SV EIETTENSAANAMNIANMNTIOEI0E 0 FEE5 5 4908 I 141703 8 B 3 1

Meza+CnP (Rerdomized| | 451415402400304365351 33331 53052040 B4 26M) 51T 9STETI4TI2II0NAA 75 50 49 4029 191210 6 4 2 1
02 4 5 B 10 12 14 16 & 20 22 24 26 28 30 32 M 36 3@ 40
Time({months)
Atezo=Alezolzumab, CnP=Carboplatin+Nab-Paclitaxel.

Wild Type patents are EGFRALK wild type patients who did not have an activating EGFR muation or ALE-positive disease,

Fandemized treatments are displayed.
Stratification factors are: sex and PD-L1 tumor expression by (HC per xRS,
Data Cutoff: 1SMAR2018; RAVE Data Extracted: 18 May 2018,

Figure 9: Kaplan-Meier plot for OS with stratified analysis (primary analysis — ITT-WT population)

Updated OS

Table 19: Time to event summary for overall survival (cut-off: 04 September 2018)

CnP (Randomized) Atezo+CnP (Randomized)
(N=229) (N=456)

Patients with event (%) 151 (&5.9%) 271 (59.4%)
Earlieat contributing ewvent
Death 151 271
Patients without ewvent (%) 78 (34.1%) 185 (40.6%)

Time to Event (Months)
Mzdian 12.5 18.1
95% CI {11.%, 17.7) (15.1, 20.8)
25% and T5%-ile .8, NE 7.3, NE
Range 0.5 to 34.4% 0.0* to 37.6%

Tnstratified Analysis
p-value (log-rank) 0.0516

Hazard Ratioc .
Q5% CI (0.672, 1.002)

Stratified Analysis
p-value (log-rank) 0.0568

Hazard Ratio 0.824
95% CI (0.675, 1.006)

Atezo=Atezclizumab, CnP=Carboplatin+Nab-Paclitaxel.
* Censored, " Censcored and event, NE = Mot estimable.

Summaries of Time-to-Ewent (median, percentiles) were Kaplan-Meier estimates. 95% CI for median was computed using the method of
Brockmeyer and Crowley. Hazard ratios were estimated by Cox regression. Stratification factors are: sex and PD-L1 tumor expression

by IHC per IxRS.
Data Cutocff: 04SEP2018B; RAVE Data Extracted: 1% Oct 201B.
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Time to Event Summary for oOverall Surviwval
Intent-to-Treat Patients, Wild Type
Protocol: GO23537 (Data Cutoff: 045EP2018)

overall surviwval

CnP (Randomized) Atezo+CnP (Randomized)
(N=229) (N=455)

Time Point Analysis
1 year
Patients remaining at risk 1zz 276
Event Free Rate (%) 54.56 62.02
35% CI (48.04, 61.08) {57.53, 66.51)

Difference in Event Free Rate 7.46
95% CI (-0.45, 15.37)
p-value (E-test) 0.0647

2 years
Patients remaining at risk a7 94
Event Free Rate (%) 3z2.36 40.43
95% CI ({25.80, 38.52) (35.64, 45.22)

Difference in Event Free Rate 8.07
95% CI (-0.08, 16.13)
p-value (E-test) 0.0516

w

years

Patients remaining at risk NE 3

Event Free Rate (%) NE 29.85
95% CI NE (23.22, 36.47)

Difference in Event Free Rate NE
95% CI NE
p-value (E-test) NE

Atezo=Atezolizumab, CnP=Carbcplatin+Nab-Paclitaxel.

* Censored, * Censored and event, NE = Not estimable.

Summaries of Time-to-Event (median, percentiles) were Kaplan-Meier estimates. 35% CI for median was computed using the methed of
Broockmeyer and Crowley. Hazard ratios were estimated by Cox regression. Stratification factors are: sex and PD-L1 tumor expression
by IHC per IxXRS.

Data Cutoff: 045EP2018; RAVE Data Extracted: 1% oct 2018.

100 p-value (log-rank)
Atezo+CnP (Randomized) (N=456): 0.0568
"~y Median + 85% CI
80 - CnP (Randomized) (N=229): 13.5 (11.9, 17.7)
—= ) Atezo+CnP (Randomized) (N=456): 18.1 (15.1, 20.8)
g — Hazard Ratio + 95% CI
5 60 T, Atezo+CnP (Randomized) (N=456): 0.82 (0.67, 1.01)
wr
s
2
E a0
e
a
20
CnP (Randomized) (N=229)
———~— Atezo+CnP (Randomized) (N=456)
o * Censored

Mo. of Patients at Risk
CnP (Randomized) | 22922221119818317316615915114013612812211410910810510197 90 79 66 60 48 37 33 2623 1713 8 6 4 3 1
Atezo+CnP (Randomized) | 45644442940735337 3355341 321312301291 2762632522422 332242192001 715312711154 B2 71 60 47 3931 2011 7 6 4 3 1
T T T T T T T T T T T T T T T T T T T

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Time(months)

Atezo=Atezolizumab, CnP=Carboplatin+Nab-Paclitaxel.

Randomized treatments are displayed.

Stratification factors are: sex and PD-L1 tumor expression by IHC per xRS,
Data Cutoff: 04SEP2018; RAVE Data Extracted: 19 Oct 2018.

Figure 10: Kaplan-Meier plot of OS with stratified analysis (ITT-WT patients)
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Co-primary endpoint: PFS by INV

Table 20: Time-to-event summary for investigator-assessed PFS (primary analysis - ITT-WT population)

CnP (Randomized) Atezo+CnP (Bandomized)
(H=228) (H=451)

Patisnts with event (%) 198 (86.
Earliest contributing ewvent
Death 30 4
Disease Progression 168 283
Patients without ewvent (%) 30 (13.2%) 104 (2

(=i}
o
L
=

|

—
=1
o
b
o

Time to Event (Months)
Median 5.3 7
95% CI (4.4, 5.9) (6.2,
25% and 75%-ile 2.8, B.6
Rangs 0.0~ to 2

Unatratified Analvsis
p-value (log-rank) <.0001

Hazard Ratio 0.837
958 CI (0.534, 0.7&0)

Stratified Analysis
p—value (log-rank) <.0001

Hazard Ratio 0.643

N {0.539, 0.768)

Time Point Analysis
& Months
Patients remaining at risk 90
Event Fres Rate (%) 42,50 56.14

95% CI (35.88, 49,12) (51.48, &0.79)

24z

Differencs in Event Fres Rats 13.64
95% C {5.55, 21.73)
p-value (Z-test) 0.0010
1 year
Patients remaining at risk 25 119
Event Fres Rats (%) 14,08 29.14
5% C {9.37, 1B.7E) (24.83, 33.44)

Differencs in Event Fres Rats 15.07
958 C (8.70, 21.44)
p—value (Z-test) <.0001

Atezo=Atezolizumab, CnP=Carboplatin+MNab-Paclitaxel.
Wild
AE-—positive dissase.

* Censorsed, ~ Censored and event, NE = Hot estimable.

Summaries of Time-to-Event (median, percentiles) were Eaplan-Meier estimatss. 95% CI for median
was computed using the method of Brookmeyer and Crowley. Hazard ratios were estimated by Cox
regression. Stratification factors are: sex and PD-L1 tumeor expression by IHC per IxRES.

Data Cutoff: 15MARZ018; BAVE Data Extracted: 18 May 201E.

Type patients are EGFR/ALK wild type patients who did not have an activating EGFR mutation or
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100
p-value {log-rank)

Atezo+CnP (Randomized) (M=451): <.0001

Median + 95% CI

CnP (Randomized) (N=228): 5.5 (4.4, 5.9)

Arezo+CnP (Randomized) (N=451) 7.0 (8.2, 7.3)

Hazard Ratio + 95% C|

Atezo+CnP (Randomized) (N=451): 0.64 (0.54, 0.77)

CnP (Randomized) (N=228)

— ——— Atezo+CnP (Randomized) (N=451)
+ Censared

a0

&0

e
0 T

Probability of Progession-Free Survival

0
e, of Patients at Risk
CnP (Randomized)| 228 214 174 150 136 190 90 75 &1 45 40 35 29 22 18 15 7 6 5 5 3 3 2 2 1 1 1
Asezu+CnP (Randomged) 451 437 382 351 329 JB1 742 23 B2 057 132132 119 108 23 7R &2 &0 4 38 J9 23 13 12 7 4

o1 2 3 4 5 6 7 B 9 101112131415 16 17 18 19 20 271 22 25 24 25 26 27 28 29 30
Tirne{months)

Atezo=Atezolizumab, CnP=Carboplatin+Nab-Paclitaxel.

Wild Type patients are EGFR/ALE wild type patients who did not have an activating EGFR muation or ALK-pasitive disease.
Randomized treatments are displayed.

Stratification factars are: sex and PD-L1 tumor expression by IHC per xRS,

Data Cutoff; 15MAR2018; RAVE Data Extracted: 18 May 2018.

Figure 11: Kaplan-meier plot for investigator-assessed PFS (primary analysis — ITT-WT population)

Censoring

Table 21: Reasons for Censoring from Primary PFS analysis for All Censored Patients (ITT-WT)

CnP Atezo+CnP
(N=228) (N=451)
Reason for Censoring
Absence of events at data cutoff date 21 (9.2%) 89 (19.7%)
Withdrawal by subject 6 (2.6%) 10 (2.2%)
o, o,
e o
discontinuation rotocol violation (0.4%)
Non-compliance 0 1 (0.2%)
[Total number of patients censored 30 (13.2%) 104 (23.1%)

PFS=Progression free survival; ITT-WT = intent to treat wild-type.
The MAH conducted a placebo multiple imputation analysis to address potential informative censoring for
those 24 patients censored due to early study discontinuation.

Table 22: Placebo multiple imputation analysis in patients censored due to early study discontinuation

PFS in ITT-WT HR (95% CI) p-value
Primary 0.643 (0.539, 0.768) <0.0001
Placebo Multiple Imputation ]0.650 (0.545, 0.776) <0.0001*

HR = hazard ratio; ITT-WT = intent to treat wild-type; PFS = progression-free survival.

*p-value of sensitivity analysis is for descriptive purpose only.
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Secondary endpoints

Secondary PFS analyses

Table 23: Time-to-event summary for investigator-assessed PFS (ITT, PD-L1 expression, and PD-L1

expression WT populations)

Unstratified hazard ratio (95% CI)

CcnP Atezo+CnP

T n=240 n=483
Patients with event (%) 209 (B7 1%) a75 (T7.6%)
Median PFS (95% CI), months 56(4.5,59) 7.0(6.3,7.3)
Stratified hazard ratio (95% CI) 065 (054, 0.77)
p-value (log-rank) <0.0001

TC1/2/3 or IC1/2/3 n=111 n=230
Patients with event (%) 97 (B7.4%) 168 (73.0%)
Median PFS (95% CI), months 5.7 (4.5, 6.6) 7.5(70,9.1)
Unstratified hazard ratio (95% CI) 055(043, 0.71)

TC1/2/3 or IC1/2/3-WT n=107 n=216
Patients with event (%) 93 (86.9%) 157 (72.7%)
Median PFS {95% CI), months 59 (4.5 66) 75(70,50)
Unsiratified hazard ratio (95% CI) 0.56 (0.43, 0.73)

Exploratory Subgroups

TC3 or IC3WT n=42 n=88
Patients with event {%) 41 {97 .6%) 61 (F9.3%)
Median PFS, months 46 6.4
Unstratified hazard ratio (95% Cl) 051(0.34, 0.77)

TC2/3 or IC2/3-WT n=:81 n=158
Patients with event (%) 72 (88.9%) 109 (69.0%)
Median PFS, months 5.9 T
Unstratified hazard ratio (95% CI) 0.54 (0.40, 0.73)

TC1/2 or IC1/2-°WT n=65 n=128
Patients with event (%) 52 (80.0%) 95 (75.0%)
Median PFS, months 6.0 8.3
Unstratified hazard ratio (95% CI) 0.61(0.43, 0.85)

TCO0M/2 and ICOM1/2-WT n=186 n=363
Patients with event {%) 157 (84 .4%) 286 (7T8.8%)
Median PFS, months 55 7.0
Unstratified hazard ratio (95% Cl) 0.67 (0.55, 0.82)

TCO and ICO-WT n=121 n=235
Patients with event (%) 105 (B6.8%) 190 (80.9%)
Median PFS, months 47 5.2

0.72 (0.56, 0.91)

Atezo=atezolizumab; CnP=carboplatin+nab-paclitaxel; IC=tumor-infiltrating immune cell;
ITT=intent-to-treat; PD-L1=programmed death-ligand 1, PFS=progression-free survival

TC=tumor cell; WT=wild type.
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Secondary OS analyses

Table 24: Time-to-event summary for OS (ITT, PD-L1 expression, and PD-L1 expression WT populations)

Stratified hazard ratio (93% CI)

CnP Atezo+CnP
T n=240 n=483
Patients with event, % 138 (57.5%) 246 (50.9%)
Median OS (95% CI), months 13.9(12.0, 18.2) 18.1(15.3, 20.8)

0.80 (0.65, 0.99)

p-value (log-rank) 0.0393

TC1/2/3 or IC1/2/3 n=111 n=230
Patients with event, % 58 (52.3%) 104 (45.2%)
Median OS (93% CI), months 16.9(12.5, 22.0) 21.2(17.3,28.2)
Unstratified hazard ratio (95% CI) 0.75(0.55, 1.04)

TC1/2/3 or IC12I3-WT n=107 n=216
Patients with event, % 56 (52.3%) 97 (44.9%)
Median OS (95% CI), months 16.9(12.5, 22.0) 21.2(18.1,28.2)
Unstratified hazard ratio (95% Cl) 0.75(0.54, 1.04)

Exploratory Subgroups

IC3 or IC3WT n=42 n=88
Patients with event, % 23 (54.8%) 43 (48.9%)
Median OS, months 16.9 17.3
Unstratified hazard ratio (95% Cl) 0.84 (0.51, 1.39)

TC2/3 or IC2/3-WT n=581 n=158
Patients with event, % 42 (51.9%) 75 (47.5%)
Median OS, months 16.9 18.6
Unstratified hazard ratio (95% CI) 0.81(0.55, 1.18)

TC1/2 or IC1/2-WT n=65 n=128
Patients with event, % 33 (50.8%) o4 {42 2%)
Median OS, months 15.9 237
Unstratified hazard ratio (95% CI) 0.70 (045, 1.08)

TC0/1/2 and 1CO/1/2-WT n=186 n=363
Patients with event, % 108 (58.1%) 183 (50.4%)
Median OS, months 134 18.6
Unstratified hazard ratio (95% CI) 0.78(0.61, 0.99)

TCO and ICO-WT n=121 n=235
Patients with event (%) 75 (62.0%) 129 (34.9%)
Median OS, months 120 15.2
Unstratified hazard ratio (95% CI) 0.81(0.61, 1.08)

Atezo=atezolizumab; CnP=carboplatin-nab-paclitaxel; IC=tumor-infiltrating immune cell;
ITT=intent to treat; OS=overall survival, PD-L1=programmed death-ligand 1; TC=tumor cell;

WT=wild type.

Secondary endpoint: Landmark Overall Survival Rates at the 1- and 2-Year Time points

OS rates in the ITT-WT population at landmark timepoints were higher in the Atezo-CnP arm compared
with the CnP arm at 1 year (63.1% vs. 55.5%) and 2 years (39.6% vs. 30.0%) after randomization. The

results of this analysis were consistent with those observed in the ITT population.
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Secondary endpoint: Objective response rate (ORR; confirmation not required)
Table 25: Summary of unconfirmed objective response rate by investigator (ITT-WT population)

Pesponders

Non—Besponders

55% CI for Besponse Rate (Clopper-Pearson)
=rence in Rssponsse Rates

se Rates (Wald w
z=1)

EGCFR. mutation or AlK-positive disease.

asssssments ware availsbls or all post-hasslins

r unevalusbls when no post-hassline responss

nse asssssme

Cutoff: LIMARZD coad: 18 May 2015.

Table 26: Summary of unconfirmed objective response rate by investigator (ITT population)

CnP (Fandomized) Atezoctind
(=237

TS

spondsrs

r Besponse Bate (Clopper—-Pearson)
in Responss Rates

Fesponse Rates (Wald wi Contimuity Correction)

l-Hasnszel)

al Besponse (FER)
55% CI

65 (20.1%)
(23.41, 35.35)

clitamel.
L1 tumor expression by C p=r IxRS.

cr unevaluable when no post-basslinse response assessments were availsble or all post-baseline

25 S

INET
Cutoff: 1SMRRZ01E; REVE Data Exc

racted: 18 May 2018.
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Forest plot - Subgroup Analysis of Unconfirmed Best Overall Response per RECIST v1.1 - Investigator
Measurable Disease at BL-Investigator in Intent-to-Treat Patients, Wild Type
Protocol: GO29537 (Data Cutoff: 15SMAR2018)

CnP {Randomized) Atazo+CnP (Randamizad)
(N=226) =447}
Total n Response n Responsa Odds TP (Randomized)  Azo-CnP (Randomized)

Subgroups n n Responder Fate (%) n Responder [Feate: { %) Reatio g95% CI better bettar
AllPatierts 673 226 ] 412 447 267 587 212 {153, 2.54) '_‘:-\’_‘
TCAC Strat Facior from biRS Group 2 | 5

TC3 or W23 183 61 ) 43 121 &1 BE G 255 {136, 4. 7% -

TCAHT 2 ardd BT 41 165 -3 40 ) T crh) 1.5 1136, &5 =
TCIIC3 vs TCMICINZ per TCIICS Reread

TC3 or i3 130 42 L] 4532 Eg ) a70 245 {116, 5.23) 1 -

TOH12 and ICH12 543 184 74 402 E<1e) 208 575 205 {143, 294} t =y 1
TCI3NCET ve TOONCDT per TCZICE Rmﬂ _

TC2E a7 IC23 a1 34 420 157 8 (-8 3.05 {135, 531} '_‘=‘_'

T and IC0 435 145 L) 407 rsti] 159 F48 177 {118, 285) F = 1
TC12]WOT23 ws TCWOD per TCWC Reread

TS ar K3 421 i 44 464 k) 141 B55 dd 1148, 356 ,55

Tl and ICT 152 120 44 267 3z 126 33 205 {131,223 =

13 12 1 rd 5

Atezo=Atezolizumab, CnP=Carboplatin+Nab-Paclitaxel.
Wild Type patients are EGFR/ALK wild type patients who did not have an activating EGFR muation or ALK-positive disease.
ME = Mot estimable. BL = Baseline. Odds ratios relative to CnP and Wald confidence interval were estimated using

unstratified logistic regression. The vertical dashed line indicates the odds ratio for all patients. The diameter of
the circle is proportional to the square root of the total number of events. Randomized treatments are displayed.

Datz Cutoff: 15MARZ2018; RAVE Data Extracted: 18 May 2018.
Figure 12: Subgroup analysis of ORR by PD-L1 expression level (ITT-WT population)

Secondary endpoint: Duration of response (DOR; confirmation not required)

Table 27: Summary of unconfirmed duration of response (ITT-WT population, patients with unconfirmed
response assessed by investigator per RECIST v1.1)*

CnP (BRandomized) ArezctinP (Randomized)
(F=53) (B=2&T)
Fatients with event (%) T9 (B4_.3%) 183 (6E8_5%)
Earliest contributing ewent
[eath [ 17
Dizseass Frogression 73 leg
Patisnts without event (%) 14 {1s.1%) 24 {31.5%)

Time to Event (Months)

Median 5.4 .7
95% CI (3.9, 5.8) (5.6, 8.0)
25% and T5%-ile 2.8, 9.1 3.4,
Fangs 0.3 to 17.8% 0.0% to 24 3%
Unstratifised Bnalysis
p—value (log-rank) 0. 0002
Bazard Ratio 0. 600
95% CI (0.458, 0.785)
Stratified Bnalysis
pvalue (log-rank) 0_0002
Eazard Batio 0_559
95% CI (0.457, 0.78&)

Btezc=htezolizmal, CnP=Carboplatintiab—Paclita=el.

Wild Type patients are EGFR/ALE wild type patients who did not have an activating EGFR mutation or
ElF-positive dissase.

* Censored, Censored and ewvent, HE = Hot estimable.

Summaries of Time—to—Event (median, percentiles) were Faplan—Meier estimates. 55% CI for median
was computed 1..5_11.g the method of Brookmeyer and Crowley. Hazard ratios were estimated by Cox
regrassion. Stra ication factors are: sex nru:". PI-L1 tumor expression by THC per IxRS.

Data Cutoff: 1SERZ018; BAVE Data Extracted: 18 May 2018
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*Formal hypothesis testing was not performed. The p values and hazard ration estimates are for descriptive purpose only.

10e p-value (log-rank)

Atezs+CnP (Randormized) (N=267) 0.0002
Median + 95% CI

'-; 1] CnP (Randomized) (MN=03): 5.4 (3.9, 5.8)

& . Ateza+CnP (Randorized) (N=267) 6.7 (5.6, 8.0)

W Hazard Ratio + 85% CI

% &0 Atera+CnP (Randomized) (N=267) 0,60 (0.46, 0.78)

2

B 40 -

2 O

- T

E: 20 g S

o CrP (Randomized) (M=03)

Alezo+TnP |Randamized) (W=287]
o * Censored

Moo of Fatiente at Risk
Cnf Bandomizech| %3 S0 TS A4 55 45 M 28 M 2 ow oM & 5 2 o1 1 A

AMezo+Cn® (Randomized) | 267 259 331 202186 135131 T1E 110 94 B7 B1 B3 54 47 33 4 18 M 11 W 7 OE 1 1
b1 2 3 4 5 6 7 8 0101112131415 1617 18 19 20 21 22 23 24 25 26 27 28 29 30
Time{manths)

Atezo=Atezolzumab, CnP=Carboplatin+Nab-Packtaxel,

Wild Type patients are EGFRALK wild type patients who did not have an activating EGFR muation or ALE-positive disease.
Randomized treatments are displayed.

Data Cutoff: 15MAR2018; RAVE Data Extracted: 18 May 2018.

Figure 13: Kaplan-meier plot for unconfirmed duration of response (ITT-WT population, patients with
unconfirmed response assessed by investigator per RECIST v1.1)
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Table 28: Summary of unconfirmed duration of response (ITT population, patients with unconfirmed
response assessed by investigator per RECIST v1.1)*

CnP (Bandomized) ArcezctinP (Randomized)
(B=100) (B=283)
Fatients with event (%) 85 (B5_0%) 1%g (65_3%)

Earliest contributing ewent
[eath 7

Diseass Progressicn 78 177
Fatients without ewvent (%) 15 {15_.0%) 87 (30.7%)

Time to Event (MHMonths)

Median 5.4 6.2
95% CI (4.1, 5.8) 6, 7.9
25% and Th%-ile 2.8, 5.7 , 17.8
Eangs 0.3 to 17.8% 0. to 260
Unstratifised Bnalysis
p—value (log-rank) 0_0002
Hazard Batioc 0.g14
95% CI [0.473, 0.797)
Stratified Rnalysis
p—value (log-rank) 0. 0002
Eazard Ratio 0.ela
95% CI (0.473, 0.797)
Time Point Bnalysis
& Momths
Patients remaining at risk 138
Event Fres Rate (&) 50_52
o5% CI 1 {44_82, 5&.4Z)
Differsnce in Event Fres Hate 10.45
5% CT (-0.89, 21.87)
pvalus (Z-test) 00707
1 year
Patients remaining at risk 7 68
Event Fres Bate (%) 12.13 35.325
o5% CI {4.85, 1%_&l) {2%.48, 41.03
Differsnce in Ewent Fres Hate 23.12
5% CT &7, 32_.5T)
pvalus (Z-test) <0001

Etezc=hRtezolizmsab, CnF=larboplatintilzb-Faclitamel.

* Censored, *~ Censored and event, HE = Hot estimsble.

Bummaries of Time—to-Event (median, percentiles) were Faplan-Meier estimates. 95% CI for median
was computed using the method of Brookmewver and Crowley. Hazard ratios were estimated by Coox
regression. Stratification factors are: sex and FO-L1 tumor expression by IEC per I=RS.

Data Cutoff: 1SMARZ(Q1H; RAVE Data Extracted: 18 May 2018.

*Formal hypothesis testing was not performed. The p values and hazard ration estimates are for descriptive purpose only.
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1
oo p-valus (log-rank)

Atera+CnP [Randamizad) (M=783): 0 000
Median + 85% C
CnP {Randomized) (N=100): 5.4 (4.1, 5.8)
Atezo*CnP (Randomized) (N=283): 6.2 |5.6, 7.9)
Ny Hazard Ratio + 95% C|
Atezo<CnP (Randomized) (M=283): 0.61 (0,47, 0.80)

&0

&0

Probakbility of Event-free Suraval

20

e o b o e e e e

CnP (Randomizad) {N=100)
==== Ateze+CnP (Randomized) (N=283)

o * Censored

Mo. of Patients at Risk
CriP  Pardamized) T 07 &1 70 & 49 38 3 28 2 W i3 7 B 32 1
Asern+CnP (Randamizedad) FHZ IS5 243 213 157 163 138 124 116 100 93 B8 RA 53 51 43
01 2 3 45 6 7 8 9 101112131415 16 17 1819 20 29 22 23 24 25 26 27 28 29 30

Time{maonths)

11
Cr I T I L S R B B |

AtarosAtezolizumab, CnP=CarhoplatinsMab-Pachitaxel.
Fandomized treatments are displayed.
Data Cutoff: 15MAR2018; RAVE Data Extracted: 18 May 2018,

Figure 14: Kaplan-meier plot for unconfirmed duration of response among patients with unconfirmed
response assessed by investigator per RECIST v1.1 (ITT population)

Secondary endpoint: Time to deterioration (TTD) in patient-reported lung cancer symptoms per EORTC
questionnaires

At baseline (i.e., randomization/C1D1), before initiating study treatment, patients in both arms in the
PRO-evaluable WT population had similar mean (SD) PRO scores in lung-related symptoms of cough
(Atezo-CnP 40.76 [29.54] vs. CnP 41.76 [26.91]), chest pain (20.14 [27.86] vs. 18.82 [26.37]), and
dyspnoea (27.66 [24.78] vs. 29.67 [23.37]) on the EORTC QLQ-LC13, based on a 0-100 scale, with 100
being the most severe, indicating that most patients reported low symptom burden at baseline with the
exception of cough.

Delayed deterioration of lung-related symptoms (cough, chest pain, or dyspnoea) was observed in the
ITT-WT population favoring Atezo-CnP (median 2.2 months) over CnP (median 1.9 months; HR=0.89;
range: 0.71-1.12). A confirmed deterioration in symptoms or an initial deterioration in symptoms
followed by death was documented in 71.6% versus 66.5% patients receiving Atezo-CnP versus CnP,
respectively. The event-free rate at 6 months was higher in the Atezo-CnP arm (34.2%) versus the CnP
arm (30.1%) and remained higher in the Atezo-CnP arm (26.1%) versus the CnP arm (17.6%) at 1 year.

Secondary endpoint: Change from baseline in patient-reported lung cancer symptoms using the
Symptoms in Lung Cancer (SILC) scale

At baseline (i.e., randomization/C1D1), before initiating study treatment, patients in both arms in the
PRO-evaluable WT population had similar mean (SD) PRO scores in lung-related symptoms of chest pain
(Atezo-CnP 1.05 [1.08] vs. CnP 0.93 [1.03]), cough (1.48 [1.03] vs. 1.55 [0.99]), and dyspnoea (1.24
[1.02] vs. 1.16 [0.99]) on the SILC, based on a 0-4 scale, with 4 being the most severe, confirming
minimal symptom burden at baseline.

Cough, chest pain, and dyspnoea scores were less severe throughout the study for patients receiving
Atezo-CnP, with larger differences seen for dyspnoea followed by chest pain and minimal differences
between arms for cough. Cough and chest pain were the first symptoms to show improvement as early as
Week 3 following a first report of deterioration after treatment initiation. Dyspnoea scores showed
clinically meaningful deterioration (mean change in score >0.3) between Weeks 8 and 14 in patients
receiving Atezo-CnP and between Weeks 2 and 24 in patients receiving CnP; however, patients in the
Atezo-CnP arm reported lower mean severity scores compared with patients receiving CnP when
dyspnoea was at its worst (1.61 [1.08] at Week 11 vs. 1.75 [1.13] at Week 13, respectively).
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Secondary endpoint: Proportion of patients improved, remained stable, worsened in patients-reported
lung cancer symptoms, HRQOL and functioning

At baseline (i.e., randomization/C1D1), before initiating study treatment, patients in both arms in the
PRO-evaluable WT population had similar mean (SD) PRO scores in HRQoL and functioning as measured
by global health status (60.34 [23.92] vs. 57.43 [22.45]), physical functioning (72.81 [23.23] vs. 71.20
[22.01]), and role functioning (64.85 [32.30] vs. 62.19 [31.57]) on the EORTC QLQ-C30, based on a
0-100 scale, with 100 being the best HRQoL/functioning, indicating moderate-to-high HRQoL and
functioning at baseline.

Patients in both arms reported no clinically meaningful changes (defined as a =10 point difference in
0-100 score) for HRQoL, physical functioning, and role functioning. Patients in both arms reported a
worsening during the weeks of induction followed by a rebound towards baseline scores during the
maintenance phase, following induction. The proportion of patients who improved, remained stable, or
worsened on these domains were relatively similar (within approximately 10%) for patients in both arms.

At baseline (i.e., randomization/C1D1), before initiating study treatment, patients in both arms had
similar mean (SD) PRO scores in lung-related symptoms as measured by fatigue (39.53 [27.77] vs. 42.03
[24.78]), diarrhoea (5.79 [14.27] vs. 7.81 [18.81]), constipation (20.07 [28.90] vs. 19.05 [27.08]),
nausea/vomiting (8.82 [17.69] vs. 10.38 [20.42]), and sore mouth (3.71 [13.98] vs. 3.73 [13.78]) on
the EORTC QLQ-C30 and EORTC QLQ-LC13, based on a 0-100 scale, with 100 being the most severe,
indicating minimal symptom burden at baseline, with the exception of fatigue. There were no clinically
meaningful changes detected from baseline in any of the common treatment-related symptoms assessed
by the EORTC QLQ-C30 and EORTC QLQ-LC13 (i.e., fatigue, diarrhoea, constipation, nausea/vomiting,
and sore mouth) in either treatment arm. Although patients in both arms reported worsening in
symptoms during the induction phase, changes from baseline in symptoms were nominal in both arms
during the maintenance phase. All treatment-related symptoms returned to baseline following the
completion of platinum-based chemotherapy.

Exploratory endpoints: Confirmed ORR

Table 29: Confirmed Best Overall Response per RECIST v1.1 - ITT-WT

ates (Wald with Continuity Correction)

Complete Response (CR)
95% C

I

Exploratory endpoints: Confirmed DOR
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Table 30: Time to Event Summary for Duration of confirmed Response per RECIST v1.1 - ITT-WT*

CnF (Ra Atezo+CnF (Randomized)
(m: (W=220)
Fatients with event (%) 58 (80.6%) 139 (63.2%)
- contributing event
3 8
se Progr 1 55 131
without nt (%) 14 (19.4%) 81 (36.8%)
Time to Event (Months)
M n 8.4
cI (6.9, 11.8)
) and 75%-ile 4.4, 18.9
Range 2. 1.4* to 24,3*
Unstratified Analysis
p-value (log-rank) 0.0004
Hazard Ratio 0.573
95% CI (0.418, 0.784)
Stratified RAnalys
p-value (log-rank) 0.0004
Hazard Ratio 0.569
95% CI (0.415, 0.781)

Etezo=At

Wild Type - K wild type patie disease.
asti

1ts who did not have an activating EGFR muation or RLE-positis

il were Kaplan-Meier
ratios were estimated by Cox regress

timates. 95% CI for median was computed using the method of
Brookmeyer and Cro sn. Stratification factors are: sex and PD-L1 tumor expression
by IHC per IxRS.

Data Cutoff: 15MAR2018; RAVE Data Extracted: 18 May 2018.

*Formal hypothesis testing was not performed. The p values and hazard ration estimates are for descriptive purpose only.
Ancillary analyses

Time to event summary for patients who received pemetrexed in the CnP arm in the WT population
Overall, 49 patients (21%) in the CnP arm received at least 1 cycle of pemetrexed; in the WT population,
45 patients (20%) received at least 1 cycle of pemetrexed

Table 31: Time to Event Summary for Investigator Assessed PFS (ITT-WT Population, Assigned CnP and
Pemetrexed Treated)

Earlieat Contributing Ewent to Inwvestigator Assess=d PFS

CnP (Randomized)

{N=45)
Patients with event (%) 33 (B4.4%)
Earliest contributing ewvent
Death z
Disease Progression 1
Patients without event (%) T (15.6%)
Time to Event (Months)
Median 8.4
95% CI (7.2, 11.1)
25% and 75%-ile 7.0, 14.4
Range 4.1 to 26.3F
Time Point BEnalyeis
& Months
Patients remaining at risk 37
Event Free Rate (%) B4.33
95% CI {73.67, 95.00)
1 year
Patients remaining at risk 15
Ewvent Free Rate (%) 34.19
95% CI {20.16, 48.21)

Wild Type patients are EGFR/ALE wild type patients who did not have an activating EGFR mutation or ALK-positive disease.
Atezo=Atezolizumab, CnP=Carboplatin+Nab-Paclitaxel.

* Censored, * Censored and event, NE = Not estimable.

Summaries of Time-to-Event (median, percentiles) were Kaplan-Meier estimates. 95% CI for median was computed using the method of
Brockmeyer and Crowley.

Data Cutoff: 1SMAR201B; RAVE Data Extracted: 18 May 2018B.
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CnP (Randomized)

[{N=45)
Patients with event (%) 20 (44.4%)
Earliest contributing event
Death 20
Patientse without event (%) 25 (55.6%)
Time to Event (Months)
Median 19.9
95% CI {16.9, NE)
25% and 75%-ile 13.9, NE

e

Time Point Analysis
1 year
Patiente remaining at risk
Event Free Rate (%)

5.7 to 27.4*

36

80.00
(68.31, 91.69)

95% CI
2 years
Patients remaining at risk 5
Event Free Rate (%) 48.09

95% CI

{31.35, 64.82)

Table 32: Time to Event Summary for Overall Survival (ITT-WT Population, Assigned CnP and Pemetrexed
Treated)

Wild Type patients are EGFR/ALE wild type patients who did not have an activating EGFR mutation or ALK-positive disease.
Acezo=Atezolizumab, CnP=Carboplatin+Nab-Paclitaxel.

* Censored,

* Censored and event, NE

Mot sstimable.

Summaries of Time-to-Event (median, percentiles) were Kaplan-Meier estimates. 95% CI for median was computed using the method of

Brookmeyer and Crowle:

Data Cutoff: 1SMAR2018; RAVE Data Extracted: 18 May 2018.

Subgroup analysis for PFS:
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Aezo=Atezolizumab, CnP=Carboplatin=Mab-Paclitaxe].
Wild Type patients are EGFRSALK wild type patients who did not have an activating EGFR. muation or ALK-positive disease,
ME = Mot estimable; Median progression-free survival was estimated from Kaplan-teier method. Unstratified hazard ratio relative 1o CnP
and 95% CI for the hazard ratio were estimated using Cox regression. The verficzl dashed line indicates the hazand
ratio for all patients. The diameter of the circle is proportional to the sguare root of the total number of events.
Randomized treatments are displayed,
Data Cuteff: 15MAR2018; RAVE Data Extracted: 18 May 2018,

Figure 15: Subgroup analysis of investigator-assessed PFS by selected demographics and baseline
disease characteristics (ITT-WT population)
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CnP (Randomized) Atezo+CnP (Randomized)

(N=228) )
Total WMedan Wedian  Hazard  35% Waki Amzo-Cnf CrP (]
Subgroups n n__Events n__ Events DEMer  Demer
T
All Patients 679 228 198 55 451 47 7.0 084 {053,076 '—q}—'
Lymph Node Metastasis at Enroliment 1
Yes 463 159 140 53 304 26 7.0 063 (051,078 —a—
Mo 26 & E 57 147 111 9 065 {047,089 '—f—'
Adrenal Gland Metastasis at Enroliment 1
ves 129 & 36 44 B8 72 55 079 (053,119 ——T
No 185 182 56 365 75 72 060 (043,073) —Sr
1
Brain Metastasis at Enroliment 1
Yes & Fx ] 38 40 2 7.0 043 (024,075 —_—
No 612 2 175 56 41 315 7.0 066 (055, 080) '—B—'
Bone Metstasis 3 Enfollment ! I
ves 1% &8 58 48 126 m 56 074 (054,103 e
No 420 165 140 56 33 16 73 060 0.45,074) —e
1
1
1
1
1
1
1
1
1

Atezo=Atezolizumab, CnP=Carboplatin+Nab-Paclitaxel.
Wild Type patients are EGFR/ALK wild type patients who did not have an activating EGFR muation or ALK-positive disease.

NE = Not estimable; Median progression-free survival was estimated from Kaplan-Meier method. Unstratified hazard ratio relative to CnP
and 95% Cl for the hazard ratio were estimated using Cox regression. The vertical dashed line indicates the hazard
ratio for all patients. The diameter of the circle is proportional to the square root of the total number of events.
Randomized treatments are displayed.
Data Cutoff: 15MAR2018; RAVE Data Extracted: 18 May 2018.

Figure 16: Forest Plot — Subgroup Analysis of Investigator-Assessed PFS (ITT-WT patients)

Subgroup analysis for OS:

CrP (Randomized]  AsezceCnP (Randomized)
K=228) =
Tertal Mardian Metien  Hazard 859 Wald At aCn P (Rasd i
Suboroups i P Evanla (o) n Everts (Mo o MRk BB bedlir
AN Patierts [ -2 1 128 451 336 185 0TS MR 057 —T—
Ban
e I 52 120 ns a4 oS AR 05T e
waln A T 73 143 e 143 LT BET R 15 o7
Tobacoo Use History
HEer 617 0 195 48 # |2 055 026119 -
CLamert o Fresious B4 210 1z 128 4 206 181 0& K5 |0 —5—
e Group (years) -
=h5 1014 ] 1hE 22 108 14 PGS I5SH 108 e
5 1 M Fr £ AL o e (Fd ORI 118 i
Fa M woom I 187 4R 19 FIF] (53 T 10
==RE k] 1 1 a5 2 F | uir BF1 ke, 17108
Lirer Mistastamia 31 Dnrolimens
e W 3 kel HE & 52 100 108 B2 172 —_
o . e 153 W2 174 1 073 {057 08F iz
Basuling ECOG -
o . 45 197 uRD £ 1T &S 050 1.23) } -
i 7 e 45 118 261 138 153 377 J05A, 100 ]
Fl 1 1 1 a7 ME  [ME,ME)
12 1 )

Alezo=Atezolizumab, CnP=Carboplatin+Mab-Paclitaxel.
Wild Type patients are EGFRALE wild type patients who did not have an activating EGFR muation or ALK-positive diseaze.
ME = Mot estimable; Medizn survival was estimated from Kaplan-Weier method, Unstratified hazard ratio relative to CnP
and 95% C for the hazard ratic were estimated using Cox regression. The verical dashed line indicates the hazard
ratic for all patients. The dizmeter of the circle is proportional to the square roat of the total number of events.
Randamized reatments are displayed.
Data Cutoft 15MARZDTE; RAVE Data Extracted; 18 May 2018,

Figure 17: Subgroup analysis of overall survival by selected demographics and baseline characteristics

(ITT-WT population)

Assessment report
EMA/557479/2019

Page 53/114
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Atezo=Atezolizumab, CnP=Carboplatin+Nab-Paclitaxel.

Wild Type patients are EGFR/ALK wild type patients who did not have an activating EGFR muation or ALK-positive disease.
NE = Not estimable; Median survival was estimated from Kaplan-Meier method. Unstratified hazard ratio relative to CnP
and 95% CI for the hazard ratio were estimated using Cox regression. The vertical dashed line indicates the hazard

rafio for all patients. The diameter of the circle is proportional to the square root of the total number of events.

Randomized treatments are displayed.

Data Cutoff. 15MAR2018; RAVE Data Extracted: 18 May 2018.

Figure 18: Forest Plot — Subgroup Analysis of Overall Survival (ITT-WT patients)

CnP (Randomized) Atezo+CnP (Randomized)
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Wild Type patients are EGFR/ALK wild type patients who did not have an activating EGFR mutation or ALK-positive disease.
Atezo=Atezolizumab, CnP=Carboplatin+Nab-Paclitaxel.

NE = Not estimable; Median survival was estimated from Kaplan-Meier method. Unstratified hazard ratio relative to CnP

and 95% ClI for the hazard ratio were estimated using Cox regression. The vertical dashed line indicates the hazard

ratio for all patients. The diameter of the circle is proportional to the square root of the total number of events.

Randomized treatments are displayed.

Data Cutoff: 15SMAR2018; RAVE Data Extracted: 18 May 2018.

Figure 19: Forest plot - subgroup analysis of OS (ITT-WT population) liver metastasis at baseline

Sensitivity Analysis for PFS

Missing Tumour Assessment

At the time of clinical cutoff date (CCOD), 6 patients in Atezo+CnP arm and 3 patients in CnP arm missed
two or more tumor assessments prior to the date of disease progression or death in ITT-WT population.
The potential impact of missing tumor assessment on PFS was assessed by the following sensitivity
analyses:

Patients who missed two or more scheduled assessments immediately prior to the date of disease
progression per RECIST v1.1 or death were censored at the last tumor assessment prior to the missed
visits.
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Patients who missed two or more scheduled assessments immediately prior to the date of disease
progression per RECIST v1.1 or death were counted as having progressed on the date of the first of these
missing assessments.

PFS in ITT-WT HR (95% CI) p-value
Primary Analysis 0.643 (0.539, 0.768) <0.0001
Sensitivity Analysis a) 0.641 (0.536, 0.766) <0.0001*
Sensitivity Analysis b) 0.643 (0.539, 0.768) <0.0001*

HR = hazard ratio; ITT-WT = intent to treat- wild type; PFS = progression-free survival.
*p-value of sensitivity analysis is for descriptive purpose only.

Potential Impact of Non-Protocol-Specified Anti-Cancer Therapy (NPT)

At the time of CCOD, 9 patients in Atezo+CnP arm and 8 patients in CnP arm received NPT before a PFS
event. The potential impact of NPT on PFS was assessed using a sensitivity analysis by which patients
who received NPT before a PFS event were censored at the last tumor assessment date before receipt of
NPT.

PFS in ITT-WT HR (95% CI) p-value
Primary Analysis 0.643 (0.539, 0.768) <0.0001
Sensitivity Analysis 0.626 (0.522, 0.750) <0.0001*

HR = hazard ratio; ITT-WT = intent to treat- wild type; PFS = progression-free survival.
*p-value of sensitivity analysis is for descriptive purpose only.

PFS by Independent Review Facility (IRF)

PFS as assessed by the IRF was defined as the time from randomization to the first documented PD, as
determined by the IRF using RECIST v1.1, or death from any cause, whichever occurred first.

At the time of the CCOD, 506 deaths or PD events had occurred among patients in the ITT-WT population
for the Atezo-CnP and CnP arms combined; the event/patient ratio was 72.9% in the Atezo-CnP arm,
77.6% in the CnP arm, and 74.5% overall.

The stratified HR was 0.75 (95% CI: 0.63, 0.91) in the ITT-WT population. PFS as assessed by the IRF in
the ITT-WT population was consistent with the primary analysis of investigator-assessed PFS.
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Table 33: Time-to-event summary for IRF-assessed PFS (sensitivity analysis — ITT-WT population)

CnP (Randomized) Atezo+CnP (Randomiz=d)
(M=228) {H=451)
Patients with event (%) 177 (77.8%) 329 (72.9%%)
Earliest contributing event
Death 71 a1
Disease Progression 1de 238
Patients without event (%) 51 (22.4%) 122 (27.1%)
Time to Event (Months)
Median 6.4

Gcg CI (5.6, 7.4) .3)
25% and 75%-ile 3.0, 11.2 7
Bangs 0.0~ to 25.6 249.8

Unstratified Analysis

p—value (log-rank) 0.0017
Hazard Batio 0.746
95% CI {0.621, 0.897)
Stratifisd Analysis
p-value (log-rank) 0.002&
Hazard Ratio 0.734
5% CI {0.627, 0.907)

Time Point Analysis
& Months
Patients remaining at risk 102 249
Event Fres Bate (%) 51.82 57.97
5% C {45.03, 5B.&0) (53.34, &2.a0)

Difference in Event Fres Bate .15
E: O (-2.06, 14.37)

p—value (Z-test) 0.1421

1 wear
Patients remaining at risk 36 28
Event Fres Bate (%) 23.1

2

3% O (17.07

oo
(]
[
[
i

9.25) (27.85, 36.79)

Difference in Event Fres Rate 3.16
95% CI (1.1, 16.71)
p-value (Z-test) 0.0174

Atezo=Atezolizumab, CnP=Carboplatin+Nab-Paclitaxel.

Wild Type patients are EGFR/ALK wild type patisnts who did not have an activating EGFR mutation or
AlE-positive disease.

* Censored, ~ Censored and event, NE = NHot estimable.

Surmaries of Time-to-Event (median, percentiles) were Kaplan-Meier estimates. 95% CI for median
was computed using the method of Broclkmeyer and Crowley. Hazard ratios were estimated by Cox
regression. Stratificaticn factors are: sex and PD-L1 tumcr expression by IHC per IxRS.

Data Cutoff: 1SMARZ2018; RAVE Data Extracted: 18 May 2018.

- 100 p-value (bog-rank)
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£ &0 Atezo+CnP {Randomized) (N=451): 0.75 (0.63. 0.91)
W

P
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o
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Atezo=Atezolizumab, CnP=CarboplatintMNab-Paclitaxel.

Wild Type patients are EGFRJALEK wild type patients who did not have an aclivating EGFR muation or ALK-positive disease.
Randomized treatments are displayed.

Stratification factors are: sex and PD-L1 tumoer expression by IHC per [zRS.

Data Cutaff: 15MAR2018: RAVE Data Extracted: 18 May 2018

Figure 20: Kaplan-Meier plot for IRF-assessed PFS with stratified analysis (sensitivity analysis - ITT-WT
population)

Patients eligible for maintenance therapy
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Table 34: Subgroup Analyses of PFS for Patients Eligible for Maintenance Therapy According to
Maintenance Received (ITT-WT)

CnP Pem+ CnP Pem - Atezo+CnP
(N=40) (N=67) Atezo main. (N=274)
Progression-Free Survival
Event 33 (83%) 59 (88%) 190 (69%)
Median (mon, 95%CI) 8.6 (8.1, 12.6) 7.4 (6.5, 9.0) 10.0 (8.6, 11.4)
Unstratified HR (95%CI)* 1.43 (0.93 ,2.20) 0.78 (0.53,1.13)

*Reference group: CnP maintenance eligible, received pemetrexed maintenance
CnP = carboplatin+Nab-Paclitaxel; CI = confidence interval; HR=hazard ratio; mon=months; NE=not evaluable; OS=overall
survival; PFS=progression free survival; ITT = intent-to-treat; WT =wild type.

Sensitivity Analysis for OS

Potential Impact of NPT

At the time of CCOD, the proportion of patients who received at least one NPT was similar between the
two treatment arms in the ITT-WT population (Atezo+CnP 39.0% vs. CnP 39.5%)

Table 35: Non-Protocol Follow-up Cancer Therapy Regimens (ITT-WT)

CnP CnP Atezo+CnP
(All Randomized) (Randomized And (All Randomized)
(n=228) Received Pem (n=451)
Maintenance)
(n=45)
Patient with >=1 regimen 90 (39.5%) 15 (33.3%) 176 (39.0%)
Patient with >=2 regimen 20 (8.8%) 1 (2.2%) 55 (12.2%)
Patient with >=3 regimen 4 (1.8%) 0 16 (3.5%)

ITT-WT=Intent-to-treat, Wild Type. Data cut-off: 15 March 2018

In the Atezo+CnP arm, the most common treatments received were chemotherapy (34.1%) and targeted
therapy (11.1%). In the CnP arm, the most common treatments received were chemotherapy (23.2%)
and immunotherapies (19.3%). Among immunotherapies, anti-PD-1 or anti-PD-L1 agents were the most
common.

The potential impact of NPT on OS was assessed by a discount method in the ITT-WT population. Survival
time after patients received NPT was discounted at 30% for both treatment arms.

The results of this analysis are presented in the table below.
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Table 36: Time-to-event summary for OS discounting for non-protocol-specified anti-cancer therapy
(sensitivity analysis — ITT-WT population)

CnP (R dzad) ArezotCnP (Randomized)
(B (H=451)
Patients with event (%) 131 (57.5%) 226 (50.1%)
Earliest contributing event
Death 131 228
Patients without event (%) 97 (22.3%) 225 (49.9%)
Time to Event (Months)
13.1 17.2
{10.9, 1&.0) 19.€)
5.5, BE NE
0.0% to 27.4% 32.0%
p-value (log-rank)
Hazard Batio
95% CI
Stratified Bnalysis
p-value (log-rank) 0.0322
Hazard Batio 0.790
95% CI {0.837, 0.981)
Time Point Rnalysis
ts remaining at risk 110
nt Fres Ratz (%) 3.53 i4
95% CI (46.84, &0.21) £3.97)
Difference in Event Free Rate
95% CI
p—valus (Z-test)
nts ramaining at risk 7 29
Event Fres Ratz (%) 31.78 39.0€
95% CI (23.%&, 39.5€) (32.71, 45.41
Difference in Event Free Rate ]
95% CI {(-2.76, 17.38)
p—valus 0.1547
platintab-Paclitaxel.
SRIE wild type patients who did not have an activating EGFR mutation or

regress icaticn factors sex and PD-L1 tumcr expression by IHC per

18; BALVE Data Extracted: 18 May Z2018.

OSin ITT-WT HR (95% CI) p-value
Primary Analysis 0.791 (0.637, 0.982) 0.0331
Sensitivity Analysis 0.790 (0.637, 0.981) 0.0322*

HR = hazard ratio; ITT-WT = intent to treat- wild type; OS = overall survival.
*p-value of sensitivity analysis is for descriptive purpose only.
Source: Primary CSR Section 5.2.3.1.

The potential impact of NPT on OS was also assessed by a rank preserving structural failure time method
which provides an estimate of the OS time for the control group had NPT not occurred (Robins and Tsiatis
1991). The HR was estimated to be 0.778.

Delayed Clinical Effect

The OS K-M curves started to separate at approximately 2 months (minimal delay). The potential impact
of delayed clinical effect on OS was assessed by a weighted log-rank analysis in the ITT-WT population,
whereby a piecewise linear weight function was specified (Lin and Leon 2017) assuming no treatment
effect during the first month or the first two months, respectively, and then a full treatment effect
afterwards. The corresponding unstratified weighted log-rank test p-values of Atezo+CnP compared with
CnP were 0.0197 and 0.0328, respectively.

Loss to Follow-up

Assessment report
EMA/557479/2019 Page 58/114



At the time of CCOD, one patient (CnP arm) was lost to follow-up. The potential impact of loss to
follow-up on OS was assessed using a sensitivity analysis by which the two treatment arms are compared
for any patients lost to follow-up and considered as having died at the last date they were known to be
alive.

OS in ITT-WT HR (95% CI) p-value
Primary Analysis 0.791 (0.637, 0.982) 0.0331
Sensitivity Analysis 0.785 (0.633, 0.974) 0.0276%*

HR = hazard ratio; ITT-WT = intent to treat- wild type; OS = overall survival.
*p-value of sensitivity analysis is for descriptive purpose only.
Source: t_ef Im_IT_WT_os_15Mar2018_29537; t_ef Im_IT_WT_osltfu_15Mar2018_29537.

Patients eligible for maintenance therapy

Table 37: Subgroup Analyses of OS for Patients Eligible for Maintenance Therapy According to
Maintenance Received (ITT-WT) (Cut-off 4. September 2018)

Atezo+CnP
CnP Pem+ CnP Pem - Atezo main.
(N=40) (N=68) (N=279)
Overall Survival
Event 19 (48%) 32 (47%) 124 (44%)
Median (mon, 95%CI) 24.4 (17.0, NE) 24.5 (20.6, NE) 28.2 (25.0, NE)
Unstratified HR (95%CI)* 1.05 (0.59, 1.86) 0.91 (0.56, 1.47)

*Reference group: CnP maintenance eligible, received pemetrexed maintenance

CnP = carboplatin+Nab-Paclitaxel; CI = confidence interval; HR=hazard ratio; mon=months; NE=not evaluable; OS=overall survival;

ITT = intent-to-treat; WT =wild type.

100 Median + 95% CI

Arm A: Atezo+ (N=274): 28.2 (23.0, NE)
Arm B: PEM+ (N=40): NE (16.9, NE)

_ 8o Arm B: PEM- (N=67): 22.6 (19.7, NE)

g Hazard Ratio + 95% CI

= Arm A: Atezo+ (N=274): 0.78 (0.47, 1.32)

[ 60 —-—- Arm B: PEM- (N=67): 0.94 (0.51, 1.75)

o Lot St - —

> (piheiosilin ol

3 a0

Q

o

[N

20 Arm A: Atezo+ (N=274)

— — = = Arm B: PEM+ (N=40)
———— Arm B: PEM- (N=67)

+ Censored
0

No. of Patients at Risk
Arm A: Atezo+ 274 274 274 274 273 272 268 264 255 247 239 232 221210 186 166 145129 112 89 77 66 52 44 37 26 16 10 8 6 4 2 1

Arm B: PEM+ 40 40 40 40 40 40 39 38 37 36 35 33 32 30 27 26 20 17 17 13 12 10 8 6 4 3 3 1
Arm B: PEM- 67 67 67 67 65 65 65 64 63 58 56 55 54 47 41 39 33 27 23 18 15 13 10 7 5 3 3 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Time(months)

izumab, CnP=Carboplatin+Nab-Paclitaxel.
Wild Type patients are EGFR/ALK wild type patients who did not have an activating EGFR mutation or ALK-positive disease.
Eligible for Maintenance Treatment: patients completed the induction phase and do not have a PD prior to a CR/PR/SD tumor assessment result after completion of induction
Arm A: Atezo+ = Assigned Atezo+CnP and Received Atezo in Maintenance; Arm B: PEM+ = Assigned CnP and Received Pemetrexed in Maintenance; Arm B: PEM- = Assigned CnP and Did Not Receive
Pemetrexed in Maintenance.
The 4 patients eligible for Atezolizumab maintenance therapy and did not receive it are not displayed.
Data Cutoff: 15MAR2018; RAVE Data Extracted: 18 May 2018

Figure 21: Kaplan-Meier plot of OS by assigned arm and by maintenance treatment received (ITT-WT)
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No. of Patients at Risk
Arm A: Atezo+ 279 279 279 279 279 277 274 270 261 254 246 239 229 219 212 205 200 194 189 175152136 113 97 81 71 63 54 43 36 28 17 8 5 5 4 3 1

Arm B: PEM+ 40 40 40 40 40 40 39 38 37 36 35 33 32 30 29 29 27 25 25 23 21 16 15 15 13 11 10 8 7 5 4 2
Arm B: PEM- 68 68 68 68 66 66 66 65 63 58 56 55 54 49 46 46 46 45 44 39 36 31 28 18 12 11 9 9 6 5 2 2 2 2 1
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Atezo=Atezolizumab, CnP=Carboplatin+Nab-Paclitaxel.

Wild Type patients are EGFR/ALK wild type patients who did not have an activating EGFR mutation or ALK-positive disease.

Arm A: Atezo+ = Assigned Atezo+CnP and Received Atezo in Maintenance; Arm B: PEM+ = Assigned CnP and Received Pemetrexed in Maintenance; Arm B: PEM- = Assigned CnP and Did Not Receive
Pemetrexed in Maintenance.

The 5 patients eligible for Atezolizumab maintenance therapy and did not receive it are not displayed.

Data Cutoff: 04SEP2018; RAVE Data Extracted: 19 Oct 2018.

Figure 22: Kaplan-Meier plot of overall survival in patients received maintenance treatment (ITT-WT)
(Cut-off 4. September 2018)

Table 38: Additional Sensitivity Analysis of updated OS (ITT-WT) (Cut-off 4 September 2018)

HR (95% CI)

Supplemental Results Report 0.824 (0.675, 1.006)
Multiple Imputation 0.840 (0.677, 1.043)

HR= hazard ratio; OS=Overall Survival; ITT=Intent-to-Treat; Wild Type.

Sensitivity analyses to evaluate the impact of crossover on OS:

The MAH conducted the following sensitivity analyses to evaluate the impact of crossover on OS:
1. Discount Methods
Survival time after patients crossed over was discounted at 10%, 20%, and 30%, as follows:

e 10% discount: The stratified HR was 0.77 (95% CI: 0.62, 0.95), and the median OS
discounting for crossover with benefit reduction of 10% was 13.5 months for the CnP arm in
the ITT-WT population

e 20% discount: The stratified HR was 0.74 (95% CI: 0.60, 0.92), and the median OS
discounting for crossover with benefit reduction of 20% was 13.5 months for the CnP arm in
the ITT-WT population

e 30% discount: The stratified HR was 0.72 (95% CI: 0.58,0.89), and the median OS
discounting for crossover with benefit reduction of 30% was 12.8 months for the CnP arm in
the ITT-WT population

2. Rank Preserving Structural Failure Time (RPSFT): The stratified HR was 0.71, and the median
OS was estimated to be 12.9 months in the CnP arm in the ITT-WT population.

Immunogenicity
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Table 39: Baseline prevalence and post-baseline incidence of ADA to atezolizumab among
atezolizumab-treated patients (ADA-evaluable population)

CnP
Atezo+CnP (Crossover Patients)

Baseline ADA-evaluable patients n=451 n=84
Meo. of patients positive for ADA (%) 14 (3.1%) 4 (4.8%)
Mo, of patients negative for ADA 437 80
Post-baseline ADA-evaluable patients n=446 n=85
Mo, of patients positive for ADA (%) 100 {(22.4%) 20 (23.5%)

Mo. of patients with g8 20

treatment-induced ADA 2

Mo. of patients with 2 ]

treatment-enhanced ADA ¢
Mo, of patients negative for ADA 3486 65

Mo. of patients with 12

treatment-unaffected ADA *

ADA=anti-drug antibody (also known as anti-therapeutic antibody); Atezo=atezolizumab;

CnP=carboplatin+nab-paclitaxel.

* Treatment-induced ADA refers to patients who had a baseline negative ADA result who
developed ADA at any time after initial drug administration.

b Treatment-enhanced ADA refers to patients who had a bazeline positive ADA result in
whom the assay signal was enhanced (greater than baseline titer by =0_60 titer units) at
any time after initial drug administration.

Treatment-unaffected ADA refers to patients who had a baseline positive ADA result in
whom the assay signal was not enhanced (not greater than baseline titer by =060 titer
unitz) at any fime after initial drug administration. These patients are considered
post-baseline negative for ADA.

Mote: See Shankar et al. (2014 ) for further detailz on the definiion of treatment-induced,

treatment-enhanced, transient, and persistent ADA.
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Table 40: PFS by investigator and OS by atezolizumab ADA status (ADA-evaluable WT population)

Atezo+CnP

95% CI

(53.97, 64.82)

Parameter Atezo ADA-Negative Atezo ADA-Positive
Investigator-Assessed Progression-Free Survival

N 320 95

No. of patients with event (%) 242 (75.6%) 75 (78.9%)
Median time to event, months 7.3 7.2

95% CI (6.9, 8.3) (6.1,8.3)

6 months

No. of patients remaining at risk 186 54

Event-free rate, % 59.40 60.85

(50.85, 70.85)

1 year

No. of patients remaining at risk
Event-free rate, %

95% CI

96
32.52
(27.30, 37.74)

23
26.78
(17.55, 36.01)

Overall Survival

95% CI

(37.30, 51.30)

N 320 95

No. of patients with event (%) 150 (46.9%) 46 (48.4%)
Median time to event, months 20.8 19.2

95% CI (18.2, 29.8) (15.7, 25.1)
1 year

No. of patients remaining at risk 205 62
Event-free rate, % 66.84 69.59

95% CI (61.62, 72.06) (60.18, 79.00)
2 years

No. of patients remaining at risk 36 4
Event-free rate, % 44.30 33.02

(14.92, 51.12)

ADA=anti-drug antibody; Atezo=atezolizumab; CnP=carboplatin+nab-paclitaxel; WT=wild type.

Treatment beyond progression

A total of 308 patients randomized to the Atezo+CnP arm from the safety-evaluable population
experienced PD and were included in these analyses. Of these 308 patients:

e 253 patients received anti-cancer therapy beyond the first PD.

o 151 patients were treated on or after first PD with atezolizumab (group 1).
o 102 patients received other NPT (Group 2).

e 55 patients did not receive any anti-cancer treatment after the first PD (Group 3).
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Figure 23: Kaplan-meier plot for post-progression OS in patients treated with atezolizumab beyond PD in
the atezo+CnP arm (safety-evaluable population)

Table 41: Time-to-event summary for post-progression OS in patients treated with atezolizumab beyond
PD in the atezo+CnP arm (safety-evaluable population)

1 on or after First ED
se Progression, Atszo+lnP (Arm R)

Overall Survival from First FD

Patients with ewvent (%) 69 (45.7%) €5 (63.7%) 45 (81.8%) 179 (5B.1%)
Earliest contributing event
Death &5 45
Patients without event (%) 37 (36.3%) 10 (18.2%)
Time Since First FD to Event (Months)
Median 2.3 7.0 1.9
95% CI (10.2, 14.4) (6.0, B.8) (1.7, 2.7)
25% and 75%-1ile 6.0, 18.0 4,1, 18.9 1.3, 5.2
Range 0.1* to 24.8% 0.4* o 18.9 0.0% to 19.8
Tims Point Analwysis
&M
remaining at risk 88 4 7
Rate (%) 75.57 19.1¢
(68.27, EB2.87) {48 (7.31, 31.01)
18 2 53
36.26 7.30 7
{2€.33, 4&.18) (0.00, 16.04) 14)
remaining at risk 2 1 14
== Rate (%) 25.38 3.65 22.50
{14.03, 2&.73) (0.00, 10.33) (15.38, 25.62)

Results from the OS analysis on or after first PD in the CnP arm for each of the three groups, i.e., patients
who received immunotherapy, patients who received other anti-cancer therapies, and patients who didn’t
receive any further treatment after documented PD, are shown in the figure below.
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Figure 24: Kaplan-Meier Plot of Overall Survival on or after First PD in CnP arm (safety-evaluable
patients)

Overall survival on or after the first instance of progressive disease (PD) in the atezo+CnP arm and
pemetrexed-treated CnP arm was examined for each of the three groups, i.e., patients who received
subsequent immunotherapy (including crossover to atezo, treatment beyond progression with atezo, and
non-protocol therapies), patients who received other anti-cancer therapies, and patients who did not
receive any further treatment after documented PD.

In the atezo+CnP arm (numbers updated for the ITT-WT population), 283 atezo treated patients who
reported PD were included into this analysis. Out of the 283 patients, 162 had died (57.2%).

In the CnP arm, among the 45 pemetrexed-treated ITT-WT patients, 36 patients had PD and were
included in this analysis (the other 9 patients had no PD as of the clinical cut-off date [CCOD]). Out of the
36 patients, 18 (50%) patients had died.

Distribution of the patients between three groups in both the arms (atezo+CnP and CnP arm) is provided
in the table below.

Table 42: Number of patients who received subsequent therapies on or after first progressive disease-
ITT -WT population

CnP+
Atezo+CnP pemetrexed-treated
Subsequent Therapies Received n= 283 n=36

Any immunotherapy as anti-cancer treatment in second line (2L) and | 139 (49%) 29 (80%)
subsequent lines of therapy (2L+)*
Other anti-cancer therapy 96 (34%) 1 (3%)

No treatment 48 (17%) 6 (17%)

ITT-WT = Intention-to treat, wild type.
*Including crossover to atezo, treatment beyond progression with atezo, and non-protocol therapies.
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Atezo=Atezolizumab, CnP=Carboplatin+Nab-Paciitaxel
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Group 1: Atezo Treated On or After First PD. Group 2 Other Anti-cancer Therapy On or After First PD. Group 3. No Atezo or Other Anti-Cancer Treatment On or After First PD.

Data Cuteff: 15MAR2018; RAVE Data Extracted 18 May 2018,

PD = Progressive disease.

Figure 25: Kaplan-Meier Plot of Overall Survival on or after First PD in atezo+CnP arm (safety-evaluable

patients, wild type)
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Atezo=Atezolizumab. CnP=Carboplatin+Nab-Paclitaxel.

Wild Type patients are EGFR/ALK wild type patients who did not have an activating EGFR mutation or ALK-positive disease
Group 1: Immunotherapy (including Crossover and NPT) Treated On or After First PD, Group 2: Other Anti-cancer Therapy On or After First PD, Group 3: No Treatment On or After First PD

Data Cutoff: 15MAR2018; RAVE Data Extracted: 18 May 2018.

PD=Progressive Disease; NE=Not evaluable.

Figure 26: Kaplan-Meier Plot of Overall Survival on or after First PD in ChP arm pemetrexed-treated

(safety evaluable patients, WT)

Table 43: Number of patients in CnP arm who received subsequent therapies on or after first progressive

disease - ITT —WT population

Immunotherapy Other No Treatment On CnP Treated

(including Anti-cancer or After First PD Patients

Crossover and On or After Reported

NPT) Treated On  First PD Disease

or After First PD Progression

(n=29) (n=1) (n=6) (n=36)
Patients with event (%) 13 (44.8%) 0 5 (83.3%) 18 (50.0%)
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Patients without event (%) 16 (55.2%)
Time Since First PD to Event 15.3 (7.3, NE)

(Months, median 95% CI)

1 (100%)
NE

(16.7%)

1 18 (50.0%)
1.3 (0.1, 10.2)

11.9 (6.1, NE)

NE=not evaluable; NPT=non protocol therapy; PD=progressive disease; ITT-WT=Intent-to-Treat, Wild Type.

Summary of main study

The following table summarises the efficacy results from the main study supporting the present
application. This summary should be read in conjunction with the discussion on clinical efficacy as well as
the benefit risk assessment (see later sections).

Summary of efficacy for trial GO29537

Title: Phase III, Multicenter, Randomized, Open-Label Study Evaluating the Efficacy and Safety of Atezolizumab
(MPDL3280A, Anti-PD-L1 Antibody) in Combination with Carboplatin+Nab-Paclitaxel for Chemotherapy-Naive
Patients with Stage IV Non-Squamous Non-Small Cell Lung Cancer.

Study identifier

G029537 (IMpower130)

Design A multicenter, randomized, open-label, controlled trial
Duration of main phase: 16-April-2015 to 04-Sep 2018 (data cutoff)
Duration of Run-in phase: not applicable
Duration of Extension phase: not applicable
Hypothesis Superiority
Treatments groups Atezo+CnP Atezolizumab+carboplatin+nab-paclitacel, n =
483
CnP carboplatin+nab-paclitacel, n = 240
Endpoints and Primary oS Death due to any cause
definitions (ITT-WT) - - -
PFS Progression free survival by RECIST 1.1 according
investigator
Secondary oS Death due to any cause
ITT
am PFS Progression free survival by RECIST 1.1 according
investigator
Database lock 18 May 2018

Results and Analysis

Analysis description

Primary Analysis

Analysis population and
time point description

ITT-WT population (subset of ITT excluding patients with activating EGFR mutation or

ALK translocation)
time point:

Primary analysis PFS, OS (CCOD 15 March 2018)
Updated OS (CCOD 4-Sep 2018)

Descriptive statistics and | Treatment group Atezo+CnP CnP
estimate variability
(stratified) ITT-WT - Number of | 451 228
subject 456 229
0OS (Median 18.6 13.9
(months)) 18.1 13.5
95%-CI (16.0, 21.2) (12.0, 18.7)
(15.1, 20.8) (11.9, 17.7)
PFS (Median 7.0 5.5
(months))
95%-CI (6.2,7.3) (4.4,5.9)
Effect estimate per oS Comparison groups Atezo+CnP vs. CnP
comparison HR 0.791
0.824
95%-CI (0.637-0.982)
(0.675-1.006)
P-value 0.0331
0.0568
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PFS HR 0.643
95%-CI (0.539 - 0.768)
P-value < 0.0001
Notes The analysis indicates a statistical significant superiority with regard to PFS, but not in
terms of OS of Atezo+CnP vs. CnP alone in the ITT-WT population
Analysis description Secondary Analyses
Analysis population and Intent to treat
time point description time point: final analysis PFS, 1% interim analysis OS
Descriptive statistics and | Treatment group Atezo+CnP CnP
estimate variability
ITT- - Number of 483 240
subject
0OS (Median 18.1 13.9
(months))
95%-CI (15.2, 20.8) (12.0, 18.2)
PFS (Median 7.0 5.6
(months))
95%-CI (6.3, 7.3) (4.5, 5.9)
Effect estimate per 0S Comparison groups Atezo+CnP vs. CnP
comparison HR 0.80
95%-CI (0.65 - 0.99)
P-value 0.0393
PFS HR 0.65
95%-CI (0.54 - 0.77)
P-value < 0.0001
Notes The secondary analysis confirms the result of the primary analysis. The primary analysis results are
also supported by pre-specified subgroup analyses on the PD-L1 WT population and further
secondary and exploratory analyses.

Clinical studies in special populations

Table 44: Elderly patients in study IMpower130

Age 65-74 Age 75-84 Age 85+

(Older subjects (Older subjects (Older subjects

number /total number /total number /total

number) number) number)
Controlled Trials 276/723 82/723 3/723

2.4.3. Discussion on clinical efficacy

The purpose of this application is to extend the indication for atezolizumab to the use in combination with
nab-paclitaxel and carboplatin for the first-line (1L) treatment of adult patients with metastatic,
non-squamous NSCLC who do not have EGFR-mutant or ALK-positive NSCLC.

Design and conduct of clinical studies

The MAH provided data from the primary analysis of IMpower130 (Study GO29537; n=723), a Phase III
trial designed to evaluate the safety and efficacy of atezolizumab-carboplatin-nab-paclitaxel (Atezo-CnP)
versus treatment with carboplatin-nab-paclitaxel (CnP) in chemotherapy-naive patients with Stage IV
non-squamous NSCLC. Atezo is added to CnP in an open-label fashion. It is not clear, why a blinded
design was not preferred, thus, PFS and QoL data should be interpreted with caution.

This study had two co-primary endpoints OS and PFS. The overall type I error was 5 %. The 1-sided alpha
was distributed among PFS (0.003) and OS (0.022). The study was to be considered positive if at least
one of the co-primary endpoints was statistically significant. The alpha allocated to the PFS was to be
recycled for OS, if statistical significance was demonstrated for PFS. This is acceptable. An interim
analysis of OS was pre-planned and appropriate stopping rules for OS were defined. Both OS and PFS
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were tested in two different populations: ITT-WT (all randomized patients without activating EGFR
mutation or ALK translocation) and ITT (all randomized patients). The MAH has appropriately adjusted for
multiplicity caused by testing in two different populations by a hierarchical testing method.

The MAH amended the protocol seven times. The majority of the protocol amendments are not
controversial, however with protocol amendment 4 (version 5) the co-primary endpoint OS was added.
This was, according to the MAH, motivated by the fact that emerging and accumulating knowledge about
immune checkpoint inhibitors showed that PFS may not be as sensitive endpoint as OS. Patients were
allowed to cross over after the addition of OS as co-primary endpoint. Analyses showed that those
patients that crossed over prior to the amendment had little effect on the final results.

As a consequence of the addition of OS as co-primary endpoint the SAP was accordingly amended. Also,
the testing of PFS in ITT-WT Teff-high was removed from the primary testing and listed as an exploratory
analysis. The final set of stratification factors were amended "“due to the potential risk of
over-stratification”. According to the guideline on adjustment for baseline covariates in clinical trials
(EMA/CHMP/295050/2013)", the factors that are the basis of stratification should normally be included as
covariates or stratification variables in the primary outcome model, except where stratification was done
purely for an administrative reason.

Overall, no major concerns have been identified with regards to design and conduct of the study.

Efficacy data and additional analyses

The demographics and baseline disease characteristics of the study population (n=723) were well
balanced between the treatment arms. The median age was 64 years (range 18 to 86 years). The
majority of the patients were male (57%) and white (90%). Fourteen point eight percent (14.8%) of
patients had liver metastases at baseline, and most patients were current or previous smokers (88%).
The majority of patients had a baseline ECOG performance status of 1 (58.7%) and PD-L1 expression
<1% (approximately 53%). Among 107 Arm B patients who had a response status of stable disease,
partial response, or complete response after induction therapy, 40 received pemetrexed switch
maintenance therapy. Prior cancer therapies at baseline were similarly reported in the ITT population and
in general were well balanced between treatment arms.

The study met both its co-primary endpoints at the data cut-off 15 March 2018. With regards to OS in
ITT-WT, the HR was 0.79 (95%CI; 0.64, 0.98), p = 0.033. Median OS was 18.6 months vs 13.9 months
in the atezo+CnP and CnP arms respectively, an improvement of median OS by 4.7 months, which is
clinically encouraging in this patient population with a dismal prognosis. However, the p-value shows that
the results are not highly statistically significant and barely mature since only approximately half of the
population has died. Updated OS data in the ITT-WT population are in line with the primary analysis, the
HR is now 0.82 (95% CI: 0.67, 1.01) and the p-value = 0.057. As OS data has matured, the difference
between the two treatment arms is no longer statistically significant, but as discussed above the study will
be considered positive if at least one of the co-primary endpoints is statistically significant. The updated
results are also reflected in section 5.1 of the SmPC.

PFS data at the primary analysis are considered mature. PFS results in the ITT-WT patients showed a HR
of 0.64 (95%CI: 0.54, 0.77; p<0.0001). The median duration of PFS was 7.0 months in the atezo+CnP
arm. The landmark analyses of PFS rates at 6 and 12 months are in line with the primary endpoint,
however, these analyses were exploratory, not adjusted for multiplicity, and should therefore be
interpreted with caution.
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During the procedure, the MAH was requested to provide efficacy outcomes for those patients in the CnP
arm, who received maintenance treatment with pemetrexed. The OS and PFS results are comparable to
the atezolizumab arm and better than the ITT population in the CnP arm. The subgroup analyses of OS
are immature (event rates are between 34% and 43%). Patients in the CnP arm eligible for maintenance
pemetrexed and who received switch maintenance with pemetrexed had a better outcome compared to
patients, who were eligible for maintenance, but did not receive switch maintenance with pemetrexed.

In order to support the claim of efficacy, the whole trial population was re-analysed assuming that all
patients eligible for maintenance therapy received it. It is understood that in this analysis, all patients
were included and only patients in the CnP arm who would have been eligible for maintenance but did not
receive it were imputed by replacing their actual survival time with a randomly drawn time from the CnP
patients who received maintenance. This does not take advantage of any baseline covariate information
and might have led to even lower survival times than actually observed. No marked differences to the
primary analyses were observed for PFS and OS.

However, the results presented need to be interpreted with caution as they rely on a post-randomization
criterion, the eligibility for maintenance therapy, and thus do not compare randomized patients anymore.
Furthermore, they compare patients who were eligible to maintenance under CnP with patients who were
eligible to maintenance under Atezo. This might further bias the results, which can also be seen in the
markedly lower number of patients under CnP who were eligible for maintenance.

Usage of pemetrexed maintenance in the CnP arm was consistent with clinical practice and the prevalence
of its use did not appear to impact the outcomes of the CnP arm. Since most patients were adequately
treated, the overall treatment comparison based on all patients in the ITT-WT population is the most
relevant comparison.

The subgroup analysis showed consistent results in line with the primary endpoint. However, some of the
subgroups were small and the CIs were wide. Most interestingly is the estimate in the subgroup of
patients with liver metastasis at baseline. The hazard ratios for PFS and OS in the subgroup of patients
with liver metastases at baseline, regardless of PD-L1 status, were 0.93 (0.59 1.43) and 1.04 (0.63,1.72)
respectively. These patients do not seem to derive benefit by adding atezolizumab. Although it is difficult
to draw conclusions from small subgroup and post-hoc analyses, this information is relevant for individual
treatment decisions and is reflected in section 5.1 of the SmPC.

Results of other secondary endpoints were overall in line with the primary analyses in the ITT-WT
population. A similar treatment effect is observed across all the different PD-L1 subgroups. These results
are in line with the primary estimate. Secondary endpoints were not adjusted for multiplicity.

2.4.4. Conclusions on the clinical efficacy

Study IMpower 130 shows statistically significant and clinically relevant results in the proposed patient
population across different PD-L1 subgroups in terms of PFS. Updated OS is no longer statistically
significant. Patients in the CnP arm could according to the protocol at the discretion of the investigator
continue with pemetrexed maintenance treatment if they were in CR,PR or SD. Data seem to suggest no
relevant difference between Atezo+CnP + atezo maintenance and patients that received CnP +
pemetrexed maintenance. However, one should be careful with such conclusions due to several limiting
factors.
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2.5. Clinical safety
Introduction

The evidence for safety is based on data from the primary analysis of IMpower130 (Study GO29537). In
addition, pooled safety data from five atezolizumab combination studies in 1L lung cancer (IMpower130,
IMpower131, IMpower132, IMpower133, and IMpower150) as well as eight atezolizumab monotherapy
studies regardless of tumour type (OAK, POPLAR, BIRCH, FIR, IMvigor211, IMvigor210, IMmotion150,
and PCD4989g) were provided for reference.

The Atezo-Chemo Combo population safety analyses are based on safety data from a total of 2421
atezolizumab-treated, safety-evaluable patients from IMpower130 (n=473 with NSCLC), IMpower131
(n=666 with NSCLC), IMpowerl132 (n=291 with NSCLC), IMpower133 (n=198 with small cell lung cancer
[SCLC]), and IMpower150 (n=793 with NSCLC) in the following arms:

e IMpowerl30 Arm A (Atezo-CnP)

e IMpowerl31l Arm A (Atezo-CP) and Arm B (Atezo-CnP)

e IMpowerl32 Arm A (atezolizumab-cisplatin or carboplatin-pemetrexed)
e IMpowerl33 Arm A (atezolizumab-carboplatin-etoposide)

e IMpowerl50 Arm A (Atezo-CP) and Arm B (Atezo-CP-bevacizumab)

Safety data from this pooled population provide the largest dataset to evaluate the clinical safety of
atezolizumab in combination with platinum-based chemotherapy in patients with NSCLC (n=2223) and
SCLC (n=198).

Note: Some listings for the Atezo-Chemo Combo population may display GO30081 (IMpower133) as the
protocol number at the header of the output. Nonetheless, these listings reflect the same studies
included in all other Atezo-Chemo Combo pooled data presentations throughout this SCS, as can be
identified from the footer of each output.
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Patient exposure

Table 45: Exposure to atezolizumab (safety-evaluable population) - Study IMpower130

CnP (Actual) Atezo+CnF (Actuall A1l Fati=nts
H=23z} H=4713] {H=T05)

4 opcles plammed, mmber of cycles received doring indoction

n 0 240 240

L-3 I 64 (2€.7%) 64 {2€.73)
& -3 U 175 (72.9%) 175 (72.59%)
& a 1 {0.4 L { 0.4%)

& cypcles plammed, mmber of cycles received doring indoction

n ) 232 e B
L -3 [ 51 {21.59%) 3L {21.5%
4 -z [ T2 (31.2%) 72 {31.3%
-] 0 107 (45.5%) 107 {45.5%
= F a0 z J.59%) 0.5%
Treatment duration [M]
n 473 SED
M=an (3D 5.2 E.2 (7.2) 8.2 (7.1
Madign £.3 £.2
Min — Max ) o-az o -3z
Treatment duration [M)
n ] 473 SED
0 to <= 3 months 48 (51.0%) 120 {25.4%) 165 {26.7%1]
>3 month= to <~ § momths 14 (14.6%) B4 (15.3%) 10E {15%.0%}]
»& month= to < 12 months 70 (20.8%) Sg (20.2%) 116 {20.4%1)
12 month= 13 {12.5%) 163 (34.5%) 176 {30.5%]

Dose Intensity (%]

n ] 473 &

M=an (300 8E.5 [7.1) 89Z.4 (8.2Z] (8.2]
Median 100.0 5.9 5.6
Min - Max 64 - 103 &0 - 102 60 - 103

Fhmicer of dom=s

n i
M=gm (3O E.4 (7.7
Medign 5.0
Min — Max 1l - 29
Total cumlative dose {(mg)
n i
M=gm (3O 10137.3 (9204.4) 153
M=dian 60000
Min - Max 1200 — 24800

EteccAtecolioumal, LnEarboplatintiab—Sfaclitainsl.

MMonth=s . Treatment duration is the date of the last dose of stoudy medication minms the date of
the first dose plus ome day.

Dose intensity is the nomber of dosss actually received divided by the expected mmber of doses.
Data Cusoff: EMERZOLE: FAVE Dasa Twbracted: 18 May 2015
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Table 46: Exposure to carboplatin (safety-evaluable population) - Study IMpower130

CpP (Actual) BteazcHlnP (Bctual) EBll Fatimnts
[H=23Z) =473) [H=T0S)

4 cycles plammed, mumber of cycles zececved during nducticn

n 121 240 6L
1-13 35 (29.3%) 0 {29.2%) 105 [29.1%)
4 -3 E& (T1.1%) 170 {70.8%] 236 (TD.5%)
6§ cycles plammed, mmber of cycles received during induction
n 111 233 344
1-13 20 (35.1%) 52 (22.3%) 9l (26.5%)
4 - & 32 (29.7%) 79 (33.5%) 112 [32.63)
3 28 (35.1%) 102 {43.8%) 141 [41.0%)
Treatment duration (M)
n 232 473 705
M=gn [3D) 2.2 (1.2) 2.4 (1.2 2.4 {L.2)
M=dian 2.3 2.3 Z.3
Min - Max -5 0D-E 0-E
Treatment duration (M)
n 232 473 705
0 to <= 2 months 1EL (79.0%) 332 (70.2%) 513 (T72.8%)
>3 months to <= § momths 51 (2Z_0%) 140 (2B, ER) 191 (27.1%)
»& months to < 12 months [ 1 { 0.2%) 1 [ D.1%)
Dose Inten=ity (%)
n 232 473 705
M=gn [3D) 91.3 (9.%) 0.2 {10.2 0.6 (9.5
M=dian B2.3 g2.3 9z .3
Min - Max & — 102 50 - 105 50 - 105
Hhmiber of doses
n 232 473 705
M=an [3D) 2.7 (1.5]) 4.0 {1.4 3.9 (1.4
M=dian 4.0 4.0 1.0
Min - Max 1-@ 1-E 1-E

Total cumnlative dose {mg)
n
Mean (30
M=dian
Min - Max

Aresc=Atecolizmmab, CrnE=Carboplatin+iab-Faclitanel.

MMonths. Treatment duration 13 the date of the last dose of study medication minus the date of
the first doss plus one day. Do=e intensity is the mmber of doses actually received divided by
the expected nmber of dose
Data Cutoff: 1SMARZ0LE:; BAVE Data Ewtracted: 18 May Z0LE.
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Table 47: Exposure to Nab-paclitaxel (safety-evaluable population) - Study IMpower130

Ltszc4nP (Actual)

4 cycles planned, mumber of

A

e

& cycles planned, mumbsr of

e

Ty s | ]

Treatment duraticn (M)
i-i.&i_'l (D)
Median
Min - Max

Treatment duraticn (M)

Dose Intensity (%)

Mean (D) 4.2

Median

Min - Max 33

Total cumlative dose (mg)
i-i.&i_'l (3D}
Median
Min - Max

.3)
8
.d

Itezo=htezolizumab, CnP=Car
M=Months. T
the first d
Dose in

e plus one aay.

Adverse events

Overview of adverse events

Table 48: Safety Summary Comparing IMpower130 and IMpower150

platintlab-Paclitaxel.
tment duration is the date of the last dose

nsitcy is the number of doses actually recei
Data Cutoff: 15MARZ018; RAVE Data Extracted: ;

[ =

of study medication minus the dats of

divided by the expected number of doses.

IMpower 130

IMpower 150

Atezo+CnP Atezo+CP
Parameter (n=473) (n =400)
Total number of adverse events 8766 4851

Total number of patients with at least one:

Adverse event

471 (99.6%)

391 (97.8%)

Treatment-related AE

455 (96.2%)

377 (94.3%)

Grade 3-4 AE 381 (80.5%) 230 (57.5%)
Treatment-related Grade 3-4 AE 346 (73.2%) 172 (43.0%)
Grade 5 AE 25 ((5.3%) 10 ( 2.5%)
Treatment-related Grade 5 AE 8 (1.7%) 4 (1.0%)
Serious AE 240 (50.7%) 157 (39.3%)

Treatment-related serious AE

112 (23.7%)

78 (19.5%)

AE leading to withdrawal from any treatment

125 (26.4%)

53 (13.3%)

AE leading to any dose modification/interruption

402 (85.0%)

207 (51.8%)

Total number of patients with at least one AESI

213 (45.0%)

192 (48.0%)

AE = adverse event; AESI = adverse event of special interest; Atezo = atezolizumab; CCOD = clinical cutoff date; CnP =
carboplatin+nab-paclitaxel; CP = carboplatin+paclitaxel.

Only events reported in the Adverse Events Form are included. Investigator text for AEs encoded using MedDRA v20.1.
Percentages are based on N in the column headings. Multiple occurrences of the same AE in one individual are counted only
once except for "Total number of events" row in which multiple occurrences of the same AE are counted separately. AEs
collected after first treatment dose are included.
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Table 49: Overview of Adverse Events (Safety-Evaluable Population), Safety Summary Profile, Adverse

Event with Onset Date before Cross Over - Study IMpower130

CnP (Actual)

Ltzzo+CnP (Actual)

{H=232) (H=473)
Total mumber of patients with at least one adverse event 230 (99.1%) 471 (99.8%)
Total mumber of events 29490 BTG
Total mumber of patients with at least one
Treatment-related AE 215 (92.7%) 455 (%6.2%)
Grades 3-4 AE led (70.7%) 31 (80.5%)
Treatment-related Grade 3-4 AE 140 (&80.3%) 24e (73.2%)
Grade 5 AE 13 { 5.6%) 25 ( 5.3%)
Treatment-related Grade S AE 1 { 0.4%) B { 1.7%)
Serious Adwverse Event 3B (37.9%) 240 (50.7%)
Treatment-Belated Sericus Adverss Event 30 {12.9%) 112 (23.7%)
AF leading to withdrawal from any treatment 51 {22.0%) 125 (26.4%)
-MPOL32804 0 59 (12.5%)
-Nab-Paclitaxsl 44 (19.0%) 97 (20.5%)
—Carboplatin 36 (15.5%) 35 (1B.0%)
—Pam=trexsd 6 | 2.6%) 1 0.2%)
AF leading to any dose modification/interruption 1836 (B0.2%) 402 (85.0%)
-MPOL32804 6 | 2.6%) 297 (62.8%)
-Nab-Paclitaxsl 181 (78.0%) 377 (79.7%)
—Carboplatin 158 {£3.1%) 328 (B9.3%)
—Pam=trexsd 23 { 9.9%) 8 1.7%)

Atezo=htezolizumab, CnP=CarboplatintMNab-Paclitaxel.

Only events reportad in the Adverse Events Form are included.
Percentages are based con N in the column

headings. Multiple cccurrences of the same AE in one individual are counted only once except for
"Total number of events"™ row in which multiple occourrences of the same AE are countsd separately.
Counts in "Grade 3-4 AE" are number of patients whose highest grades of AE are 3 or 4.

Investigator text for RAEs encoded using MedDRRE +w21.0.

Data Cutoff: 1SMARZ018; BAVE Data Extractad: 18 May 2

0ls.
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Most common adverse events

Table 50: Adverse events with an incidence of at least 10% in any treatment arm by system organ class
and preferred term (safety evaluable population) - Study IMpower130

M=dA% Jyrstem Organ Class CnP (Actual]l AcescHlC
MadTBE Frafarrad Tarm (H=23Z)

Total mumber of patients with at l=ast one adrerss event 230 [88.1%) 471 (GG_ &%)

GASTROINTESTIMAL DISORIERS
Total mmber of patisnts with at l=ast one adierss svent
HRU3ER

DISCRDERS
s .t._ with at l=a=t on= adirerss sypent 181 (TE.O0%)
124 {53.4%
105 [45.3%
a0 (25.5%
18 { 7.8%
GEMERAL DIS0RDERS AMD AMMINISTRATION 3ITE COMDITIONS
Total mmber of patisnts with at le=ast one adverse spen 1gl {89 4%) an2
FATIFIE 108 [47_0%) 223
ASTHENIA 28 (L6.4%) E7
EYREFT 22 | 9.5%) B2
OETEHE FERIPHERAL 26 (ll1.2% &4
RESFIBATORY, THORACIC AND MEDIASTIMRL DISORDERS
Total mumber of patients with at l=ast one adirerse svent 123 [(53.0%
DYSPHCER 47 (20.3%)
COUCH 29 (l&.8%
EPT3TRETS 28 {1z.1%
HERVOTS SYSTEM DISCRDERS
Total mmber of patients with at least one adverse swvent 106 (45.7%)
EEADACHE 22 [ 9.5%)
DIZZINESS 25 (10._8%)
PERTPHERAL 3EMA0RY NEDRORRTHY Z2 [ 9.5%)
DYSEETSIA 14 [ 6.0%)
HEUROTATHY PERIFHERAL Z1 [ 9.1%)
WETAEOTISM AMD MOIRITION DISCRIOERS
atismts with at lsg=t one adrerss svent 12 (48 1%)
E a0 {25.59%)
29 (L&.8%)
26 (L1.2%)
25 {1D.8%)
DMFZCTICNS AND INFESTATIONZ
Total mmber of l:-_:'rt._ with at least one adirerse svent 99 [42.7%
TRINARY TRACT IWCECTION 20 [ BE.E%
EMETMCHTA 19 { BE.2%
SFIN END SOBCUTENECOS TISSUE DLSORDERS
Total mmber of patients with at least one adverse swvent 23 (40.1%)
62 (27.2%
16 { 6.5%
12 [ 5.2%
INVESTIGATIOHE
Total mmber of patients with at least one adverse event 101 (43.5%)
PLATELET OJONT CECREASED 29 (L&6.8%)
CECRERSTD 3 [15.1%)
28 (LZ._1%)
WHITE BLOOD l.__L_ COUNT DECREASED 18 [ 7.8%)
MOSCTLOSEELETAL END COHNECTINVE TIS3UZ DISORDERS
Total mmber of patisnts with at least one adwerss svent 85 E%) 225
EECE EATH 18 Sy B2
ARTHRATGTR 22 =L T2
ERIN IN EXTRDM 14 03] 52
PEYCHIATRIC DT30RCERS
Total mmber of patisnts with at le=ast one adiverse swvent 25 (1% 4% 125
THIHENTIA 21 [13_4%] &8
BN O HE LSRR
Total mmber of patisnts with at l=a=t one adverss spen 2 { D.5%)
EYPOTHYROTDTIM 1 [ D.4%)
AvescTAvesolizumak, TP arboplatin+iiab-Faclitansl.
Imrestigator text for ADs sncoded neing MedDBR vZl_ 0. Percentages are based on H in the column
headings. For frequency comnts by preferred tarm, "J_l:._ple pocurrances of the sgms IE in an
individual are counted only once. For frequancy counts of "Total mumber of swents™ rows, the

miltiple occurrences of the same AR in an individual are counted separately. AEs collects=d after
first treatment dose are included.
Data Catoff: 13MERZOLE:; BEVE Data Ewtracted: 18 May Z0L8.
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Table 51: Summary of adverse events with at least 5% difference between treatment arms by system
organ class and preferred term (safety evaluable population) - Study IMpower130

MedDER Jystem Organ Class

CoP {Actuoal) AtesoHnF {Actaal]

MadTRE Frefarrad Term [H=232) =2T3)
Total mmber of patients with at least one adrerse event 230 {85 _1%] 471 (24 &%)
Overall total number of swents 2860 3766
E.‘DI'R_H_ DIS0RTERS

Total mmber of patients with at least one adiverse swvent z { 0.593] T4 [15.6%

Total mmber of events z 85

EYPOTHYROIDISM L { 0.4%] =3 [11.:2%
GASTRCINTESTINAL DISORDER3

Total mmber of patients with at least one adverse event 172 (T4.6%] 381 [80.5%)

Total mmber of events 544 1460

DIAFRHCER 72 {231.5%) 201 [2Z.5%)

COMSTIEATTON T2 {21.0%) 171 (26_2%)

TCMITING 45 (15.4%) 128 (2T7.1%)
GENZFAL DIS0FIERS BND AIMINISTRATION 3ITE COMDITICHS

Total mmber of patients with at least one adverse event 161 {65.43%) 372 [7B.6%)

Total mmber of events 221 370

EYREETE 22 | 5.5%) B2 [1T7.3%)
IMVESTIGRTIOHS

Total mmber of patients with at least one adverse svent 101 {435 227 (2B .0%)

Total mmber of events ZTE 778

PIATELET COONT CECREASED 309 (le.8%) 108 (22 _B%)
MO3CTLOSEELETAL END COMMECTIVE TIS3UZ DISOFLER3

Total mmber of patients with at least one adiverse even

Total mmber of svents
ERCE ERIN
MT3TLOSFELETAL, EATH

HEZWOS JYSTEM DISCRLERS
Total mmber of patients with at least one adverse
Total mumber of ewents
DIZZINESS
EEATRCHE
DY3EETIIA

BESFIRATORY, THORACIC AND MEDIASTIMAL DISORTERS
Total mmber of patients with at least one adiverse
Total mumber of ewents
DTSPHCER
COEH

SFIN END SUBCUTEMECTUS TISSUE DISORIERS
Total mmber of patients with at least one adirerse
Total mumber of events
RaSH
ERUaITU3

svent

event

svent

2%

15}
%)

o

0.3%]
-1%]

.53
.2%1]

Efesohtesoligumab, LRE—Larboplatin+hab-Taclitans=]

Imrestigator text for Afs encodsd osing MedDER w21 0.

neadings. For Irequency

Percentage= are based on H in the column
counts by preferred term, "J_l:-_plc pccurrences of the same AE in an
"Iotal mumber of events™

indivridual are counted only once. For fregquency counts= of

=

miltiple occurrences of the szme AR in an inditidwual are counted ssparately. AEs collected after

first treztment dose are includs

d.
Data Cutoff: 1SMERZ01E; BEVE Data Ewtracted: 18 May Z018.

rows, the
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Table 52: Adverse events related to study treatment with an incidence of at least 10% in any treatment
arm by system organ class and preferred term (safety evaluable population) - Study IMpower130

MedTRRA Jystem Orngan Class CnP (Actual]

Y=dlFA Crefarrad Term M=zaz)
Total mmber of patients with at least one adirerse event 215 {8Z2.7%) oo (96.2%)
Overall total norher of svents 1720 4665

BELOOD BND LYMPHATIC SYSTEM DIJCRIERS

Total mmber of patients with at le=ast one adverse svent E:
(gl
104
58
GAITROINTESTIMAL CISOFTERS
Total mumber of patients with at least one adverse even 137
HRITIER =1
DIRDDHCER 55
22
a2
GENERAL CISORTDERS END ATMINISTRATION 3ITE OOMDITIONSI
Total mmber of patients with at least one adverse svent 123 [53.0%) ZTT (58_6%)
FATIGIE 1 {25.2%) 185 (39.1%)
ASTHEMIR 21 [L2.4%) Bl (1Z.5%)
SFIN BEND SUBOTIENECOUS TI330E DISOFDERS
Total mmber of patients with at least one adverse svent T4 [24.1%) 20T (43_8%)
ALOEECIA 6l {Z6.3%) 145 (20.7%)
THVESTIGETTOME:
Total mmber of patients with at least one adverse svent T2 [21_5%)
[REASED 28 [LE6.4%)
DECRERIED 22 [14.2%)
WHITE BLOOD CELL OOONT DECREARSED 17 [ 7.3%)
HEROOS JYSTEM D[ISORTERS
Total mmber of patients with at least ope adverse event Tl [(20.6%)
IT3EETIIA 11 [ 4.7%)
PEATPHERAL JEN3ORY NEDROPATHY 22 [ 9.5%)
HETRLERTEY PIRIFHERAL 17 [ 7.3%)

WETAROLTSM AMD HOIRITION DISORIERS
Total mmber of pabients with at least one adirerse svesn
[ECPERSED AFFETIIE
TP CHESATMTR

ENDOCAEINE DISCBIERS

Total mmber -:- patients with at least ope adverse event 1 [ D.4%] Bl
HYPOTHYROIDIS 0 45

Atepohtesol izomab, CnPTarboplatirtiab—Paclitanel.

Imrestigator text for AEs encoded osing MedDBR vZl.0). Percentages are based on § in the column
headings. For frequency counts by preferred term, maltiple occurrences of the same AF in an
ipdividual ape counted only ono=. For frequency counts of "Total momber of events™ rows, the
multiple cccurrences of the same AE in an individual ape counted separately. AEs collected after
first treatment dose are included.

Data Cutoff: 1SMRRZ01E; BEVE Data Extracted: 18 Moy Z0L1E.

Grade 3/4 AEs

Table 53: Adverse Events with Onset Date before Cross Over by System Organ Class, Preferred Term and
Highest NCI CTCAE Grade - Study IMpower130

MedDRA System Organ Class CnPF (Actual) Atezo+CnPF (Actual)
MedDFA Preferred Term Grade (H=232) (=473}
- Rny adwverse svents - - Any Grade - 230 (99.1%) 471 (99.6%)
1 5 [ 2.2%) 9 { 1.9%)

2 48 (20.7%) 26 (L11.B8%)
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Table 54: Grade =3 adverse events with at least 2% difference between treatment arms by preferred
term (safety evaluable population) - Study IMpower130

Total mumber of patisnts with at least one adirerse ewvent 173 [T4.63)
20

Total mmber of ewenks SE

HETTROTENTA (2B .4%)
RIETMIE 56 [24_1%)
HETTROFHIL. OOOWT CECREAIED 20 [ B.E%)
THROMBOCTTOPENTA 16 [ 6.594)
WHITE BLOOD TELL CCUHT DECRERSED T [ 2.0%)
EYPORELEFMTE 6 [ 2.6%)
DFSPHOEL 2 [ D.59%)
LG INEECTDON 1 [ DO.4%)

(=1

STHCOFE

EfecoRtecolizumab, LnRPLarboplatinthiab-faclitan=l.
Imrestigator text for ADs encoded using MedDFR wil
beadings. For frequency counts by preferred tesm, E

ipdividual are counted only once. Dor freguency counts= of "Total number of =wents™ rows, the
multiple occurrences of the same AT in an individual are counted separately. Afs collected after
first treatment dose are includsd.

Data Cutoff: 1EMARRIOLE: DEN ta Dwtracted: 18 May Z0LE.

0. Percentages are based on H in the column
altiple occurrsnces of the same AE in an

Table 55: Grade 3-4 adverse events with incidence of at least 2% in either arm/population (safety
evaluable population) - Study IMpower130 and pooled safety datasets

HedDR2 Systen Orngan Class Cn?# AtesotThemo Combo  Ateso Mono H3CIC  Ateso Hooo
MadlBRA Frefarred Term (H=232) H=z421) (H=LEZE) {H=2178]1
Total number of patients with at leas=t one adverse 173 (74.6%) 402 (95.0%) 1702 {73.3%) 8 {43 .3%) 1564 (£5.I2%)

vt
Cw=rall total mumber of swvents e 141 5073 1402 33€6

BLOOD AND LYWPEATIC SYSTEM DISCRCERS

Total mmber of patients with at least one adverse 270 [57.1% ge0 {3€.3% a3 [ 4.0% Z18 { 6.93)
=Tt
Total mumber of events S2E E3 257
HEUTROPENTIA 152 (22.3% S 0.3% 11 { 0.3%)
ANRPMTZ 151 (21.9%) 20 [ Z2.4%) 160 { 5.0%)
TERMEQCTTCEENIR 47 [ 5.5%) 7 0.4%) 21 [ 0.7%)
LETEDPTHIA 22 [ 4.T7%) a ad
FEERILE NEUTROPTNIA 12 [ 2.5%) 1 {«<0.1%) 8 [ 0.3%)
INVESTIGATICHS
Total mmber of patients with at l=ast one adverse 37 (15.59%) 1037 (2Z2.6%) 52 2.6% 188 [ 5.8%)
=Tt
Total mumber of events 72 224 E2 274
HEUTRCPHIL OOUNT DECREASED 20 | 8.86%) 59 (12._5%) 1 {«<0.1% 2 («0.1%)
CCUNT DECREASED 14 | €.0%) a7 [ T.B%) 1 {«<0.1% € [ 0.2%)
WHITE ELOCD CELL CCUNT DECRERSED T 2.0%) A2 [ 6.B%) 2 [ 0.1% 5 { 0.2%)
INFECTICHS AND' INFESTRTIONS
Total mumber of patients with at l=ast one adwerse 22 | 9.5%) 83 [17.5%) 355 (14.7%) 13z ©.4% 247 (10.3%)
=Tt
Total mumber of events 27 104 437 LED 418
PHETROHI A 10§ 2.3%) a1 [ 6.6%) 132 a7 [ 4.1%) EG { 2.8%)
LTNG INEECTION 1 { 0.4%) 12 [ 2.5%) | 8 { 0.5%) 13 [ 0.2%)
TRIMERY TRECT INFECTIICH 1 { 0.2%) € [ 1.3%) 5 [ 0.3%) T2 [ 2.3%)
GENEPFAL DISCRIERS BEND AMMIWISTRATION 3ITE CCHMDITIONS
Totzal nurber of patients with at l=as=t one adverse 24 {(10.32%) 78 (16.5%) 272 (11.2%) 118 [ 7.2%) b 8.3%)
events 27 BE 208 122 als
14 { 6.0%) 6 [ T.6%) 105 § 4.3%) 27 | 2.5%) 106 [ 2.2%)
5 ( 2.2%) 1€ [ 2.4%) TE { 2.2%) 22 [ 1.3%) 3§ 2.0%)

METABOLIZM END NUTRITICH DL ER3
Tok: r of patients with at le=a=t one adwerse 24

]
=
i
-
m
]
[
-1
o
=
[
G
o
i
i
o
1
3

of events a7 150
€ 22 [ 4.T7%) 17 { 1.0%)
1 11 [ 2.3%) 22 | Z.E%)
5 10 [ 2.1%) 12 0.7%)
4 10 [ 2.1%) 1 [«=D.1%)

RESPIRATORY, TEORACIC EZMD MEDTASTIMAL DISCROERS
Totzal nurber of patients with at l=a=t one adverse 22 | 9.5%) €S [13.T7%)
it

"
3
e
a
(]
v
=
-
i
i
I
[
'
0
i

Total mmber of sivents 2 a0 203 256

DESENOER 2§ 0.9%) 22 [ 2.7%) 58 { 2.4%) a3 [ 4.2%) 117 §

PULMCMERY EMBOLISM T 2.0%) 16 [ 2.4%) 50 { 2.1%) 22 { 2.0%) 56 |

CEROHIC CBSTRICTIVE FULMIMERY DISEASE 2§ 0.9%) 11 [ 2.3%) 28 { 1.2%) 7 0.4%) g i
GASTROINTESTINAL DISCECERS

Total murber of patients with at leas=t one adverse 25 E3 [13.32%) 257 {10.6% 91 [ 5.E% 242

evrent

Total murber of events a2 342

DIARRHCER 14 25 [ 5.2%) ES { 3.5%] A€ |
HADSER 5 1€ [ 2.4%) 52 { 2.2%3) 25 |
WMITING 5 12 [ 2.7%) 43 { 1.8%] 26 [

0.5%)
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13 { 5.6% 42 [ B.3% 169 ( 7.0%) 66 { 4.0%) 127 [ 2.0%)
17 48 185 T4 23

13 [ 2.7%) 26 ( 1.1%) 16 1.0%) 25 [ 0.5%)

€ ( Z.6% 18 [ 23.B% 114 | 4.7%) 27 [ 2.5%) 103 ( 3.23%
7 20 130 48 107
2 0.2%) L A - gL (2 1 1

o=Ed 1n

counts b referred t

(B

Table 56: Grade 4 AEs by SOC - Study IMpower130

entages ars b

ased on M i
the owrerall

urber of events” rances of the =ams
1uded = by reasing freguency in RtesoH
Etezo+Thems Combo: EI285 {I¥
Zrm B E_E—C-EZZIE"_ | IMECWERL22)

ces of the =zame

CnP Atezo+CnP
Grade 4 Adverse Events (by System Organ Class) (n=232) (n=473)
Total Number of Grade 4 AEs 37 (15.9%) 131 (27.7%)
Blood and lymphatic system disorders 24 (10.3%) 75 (15.9%)
Cardiac disorders 0 7 (1.5%)
Congenital, familial and genetic disorders 0 0
Ear and labyrinth disorders 0 0
Endocrine disorders 0 0
Eye disorders 0 0
Gastrointestinal disorders 0 3 (0.6%)
General disorders and administration site conditions 0 2 (0.4%)
Hepatobiliary disorders 0 1 (0.2%)
Immune system disorders 0 0
Infections and infestations 1 (0.4%) 16 (3.4%)
Injury, poisoning and procedural complications 0 1 (0.2%)
Investigations 10 (4.3%) 33 (7.0%)
Metabolism and nutrition disorders 4 (1.7%) 11 (2.3%)
Musculoskeletal and connective tissue disorders 1 (0.4%) 1 (0.2%)
Neoplasms benign, malignant and unspecified (incl cystsand | 0 0
polyps)
Nervous system disorders 1 (0.4%) 3 (0.6%)
Pregnancy, puerperium and perinatal conditions 0 0
Product Issues 0 0
Psychiatric disorders 0 3 (0.6%)
Renal and urinary disorders 0 3 (0.6%)
Reproductive system and breast disorders 0 0
Respiratory, thoracic and mediastinal disorders 4 (1.7%) 14 (3.0%)
Skin and subcutaneous tissue disorders 0 0
Social circumstances 0 0
Surgical and medical procedures 0 0
Vascular disorders 0 0

Atezo = atezolizumab; CnP = carboplatin+nab-paclitaxel. Investigator text for AEs encoded using MedDRA v21.0. Multiple
occurrences of the same AE in one individual are counted once at the highest grade for this patient. To the SOC (System
Organ Class) Overall row counts, a patient contributes only with the AE occurring with the highest grade within the SOC.
Percentages are based on N in the column headings. AEs collected after first treatment dose are included. Data Cutoff:
15MAR2018; RAVE Data.

Table 57: Time to Onset for First Grade 4 Event of Neutropenia and Thrombocytopenia

Parameter CnP Atezo+CnP All patients
(N =232) (N =473) (N =705)
Time to onset for first Grade 4 event of neutropenia (months):
n 19 (8.2%) 60 (12.7%) 79 (11.2%)
Mean (SD) 1.77 (2.71) 1.29 (0.83) 1.40 (1.50)
Median 1.08 1.18 1.15
Min-Max 0.4-12.5 0.2-3.6 0.2-12.5
Time to onset for first Grade 4 event of thrombocytopenia (months):
n 3 (1.3%) 16 (3.4%) 19 (2.7%)
Mean (SD) 1.76 (1.09) 0.85 (0.59) 1.00 (0.73)
Median 1.87 0.64 0.69
Min-Max 0.6-2.8 0.0-2.3 0.0-2.8
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Atezo=Atezolizumab, CnP=Carboplatin+Nab—Paclitaxel. Investigator text for AEs encoded using MedDRA v21.0. Data
Cutoff: 15MAR2018; RAVE Data Extracted: 18 May 2018.

Table 58: Duration of Event for First Grade 4 Event of Neutropenia and Thrombocytopenia

CnP Atezo+CnP All Patients
Parameter (N =232) (N =473) (N = 705)
Time from onset to time of resolution for first Grade 4 event of neutropenia (months):

n 19 (8.2%) 60 (12.7%) 79 (11.2%)
Median 0.26 0.44 0.33

95% CI (0.23, 0.36) (0.26, 0.49) (0.26, 0.49)
25% and 75% percentile 0.23, 0.49 0.26, 0.95 0.23,0.72
Range 0.2to 1.9 0.1 to 16.8* 0.1 to 16.8%*

Time from onset to time of resolution for first Grade 4 event of thrombocytopenia (months)

n 3 (1.3%) 16 (3.4%) 19 (2.7%)
Median 0.49 0.57 0.56

95% CI (0.13, 3.06) (0.49, 1.41) (0.49,1.41)
25% and 75% percentile 0.13, 3.06 0.46, 2.22 0.43, 3.02
Range 0.1to 3.1 0.2 to 20.1* 0.1 to 20.1%*

Atezo = atezolizumab; CnP = carboplatin+nab—paclitaxel. * Censored, ~ Censored and event, NE = Not estimable.
Summaries of duration of adverse events (median, percentiles) are Kaplan—Meier estimates. 95% CI for median was
computed using the method of Brookmeyer and Crowley. Investigator text for AEs encoded using MedDRA v21.0. Data
Cutoff: 15MAR2018; RAVE Data Extracted: 18 May 2018.

Adverse events by relationship/Treatment-related AEs

The most common treatment-related AEs with an incidence of 210% in any arm are presented in the
table below AEs considered by the investigator as related to any study treatment
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Table 59: Most common treatment-related AEs with an incidence of >10% in any arm with Onset Date
before Cross Over - Study IMpower130

MedDBA System Organ Class CnP (Actual) Atezo+HlnP |-.J:t.._.l|
MedlBL Preferred Term (H=232) (H=473)

Total mmiber of patients with at lsast one adverse event 215 (92.7%) 455 (96.2%)

Owerall total mumber of events 1720 4eEs

BLOCD BAND LYMPHATTC SYSTEM DISCRIERS
Total mumber of patients with at least one adverss event 1Eg

=]

(74 8%

{ 354 (74.8%)
ANPEMIZ 105 {4 248 ]
NEUTEOEENIR 104 {4 218
THROMBOCYTOPENIR =8 {: 1z
LEUKOPENTA 17 4

FSTROINTESTIMNAL DISCRLERS

Total mumber of patients with at least one adverse event 137 (5%.1%)
HNRITZER 96 (41.4%)
DIAREHCER 55 (23.7%)
VIMITING 33 (14.2%)
CONSTIPATICN 33 (14.2%)
(ENERAL DISORIERS AND AMMINISTEATION SITE CCWDITIOHNS
Total mumber of patients with at least one adwerse event 123 (53.0%) 277 (58.6%)
FRATIGUE 91 (39.2%) 85 (39.1%)
ASTHENTZ 31 (13.4%) gl (12.9%)
SEIN RND SUBCUTANECTS TISSUE DISORTERS
Total mumber of patients with at least one adverss svent 79 (34.1%) 207 (43.8%)
AICPECTY gl (26.3%) 145 (30.7
DVESTIGRTIONS
Total mumber of patients with at least one adverss svent 73 (31.5%) 19&
PLATEIET CCUMI CECREASED 38 {lE—.iJ%'l 105
NEUTRCEHIL COUNT DECRERSED 33 {li..z%l 93
WHITE BLOCD CELL CCUNT CECEERASED 17 { 7.3%) 51
MEBNCIIS SYSTEM DISCRIERS
Total mumber of patients with at least one adverss event 71 (30.6%) 136 (41.4%)
DY SEEUSIA 11 | 4.7%) 51 {10.8%)
PERTPHERAL SEMSCRY NEURCEATHY 22 | 9.5%) 50 (10.6%)
HEUROPATHY PERTPHERRL 17 { 7.3%) 49 (10.4%)
METABOLISM AND WUTRITICH DISORIERS
Total mumber of patients with at least one adverss sventc 77 (33.2%) 177
DECREASED APPETITE 4B ule.E-%:u 107
HYPCMRAGNESRFMIA 24 (10.3%) &2
]‘DGCR_I{E DILSCRDERS
mmber of patients with at least cne adverss svent 1 { 0.4%) 6l (12.59%)
-['.:E‘D"‘HROI"IE-i 0 45 (10.4%)
T Atezc=htezolizmsb, CnP=Carbo Ela:1'1+\-'*—P-_-.ul_:a_m_
I'1 restigator text ‘_"'r LFs er ing MedlPA vZ1.0. Percentages are based on N in the colurm

=rred term, _'CLl tiple occurrences of the same AE in an
.'I_'?l.l:_'l."ll:‘.'l..:l ar_ comted '"l} T frequency counts of "Total mumber of events™ rows, the
miltiple ccocurrences of the same -1E in an individual are counted separately. AEs collected after
first treamment dose are included.

Data Cutoff: 15MAR2018; FAVE Data Extracted: 18 May 201E.

Table 60: Summary of All Study Treatment-Related AEs and Atezolizumab Related AEs in Study
IMpowerl130

All Study Treatment Related
IMpower 130 Atezo+CnP

Atezolizumab Only Related

Summary of AEs by System IMpower 130 Atezo+CnP

Organ Class

(n=473)

(n=473)

No. Patients with any AE

471 (99.6%)

471 (99.6%)

No. Patients with treatment-related
AE

455 (96.2%)

354 (74.8%)

Blood and lymphatic system
disorders

354 (74.8%)

100 (21.1%)

Cardiac disorders 17 (3.6%) 14 (3.0%)
Congenital, familial and genetic 0 0

disorders

Ear and labyrinth disorders 12 (2.5%) 5 (1.1%)
Endocrine disorders 61 (12.9%) 60 (12.7%)
Eye disorders 19 (4.0%) 12 (2.5%)

Gastrointestinal disorders

325 (68.7%)

191 (40.4%)

General disorders and
administration site conditions

277 (58.6%)

191 (40.4%)
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Summary of AEs by System
Organ Class

All Study Treatment Related
IMpower 130 Atezo+CnP
(n=473)

Atezolizumab Only Related
IMpower 130 Atezo+CnP
(n=473)

Hepatobiliary disorders 7 (1.5%) 5 (1.1%)
Immune system disorders 1 (0.2%) 1 (0.2%)
Infections and infestations 64 (13.5%) 35 (7.4%)
Injury, poisoning and procedural 13 (2.7%) 11 (2.3%)

complications

Investigations

196 (41.4%)

100 (21.1%)

Metabolism and nutrition disorders

177 (37.4%)

93 (19.7%)

Musculoskeletal and connective
tissue disorders

88 (18.6%)

75 (15.9%)

Neoplasms benign, malignant and
unspecified (incl cysts and polyps)

0

0

Nervous system disorders

196 (41.4%)

77 (16.3%)

Pregnancy, puerperium and 0 0
perinatal conditions

Psychiatric disorders 15 (3.2%) 9 (1.9%)
Renal and urinary disorders 39 (8.2%) 29 (6.1%)
Reproductive system and breast 4 (. 0.8%) 4 (0.8%)

disorders

Respiratory, thoracic and
mediastinal disorders

104 (22.0%)

68 (14.4%)

Skin and subcutaneous tissue
disorders

207 (43.8%)

123 (26.0%)

Social circumstances 0 0
Surgical and medical procedures 0 0
Vascular disorders 25 (5.3%) 13 (2.7%)

AE=adverse event; Atezo=Atezolizumab; CCOD=clinical cutoff date; CP=Carboplatin+Paclitaxel.

Only events reported in the Adverse Events Form are included. Investigator text for AEs encoded using MedDRA v21.0.

Percentages are based on N in the column headings. Multiple occurrences of the same AE in one individual are counted only
once except for "Total number of events" row in which multiple occurrences of the same AE are counted separately. AEs
collected after first treatment dose are included

Adverse drug reactions

The table below reflects the ADRs from the pooled safety data for atezolizumab including study

IMpower133.

Atezolizumab monotherapy
(n=3178)

Frequency (All Incidence % (All
Grades) Grades)

System Organ Class
ADR

Atezolizumab in combination therapy*
(n=2759)

Frequency (All
Grades)

Incidence % (All

Grades)

Infections and infestations

very common 368 (11.6%)

Urinary tract infection ®

Lung infection®

very common

377 (13.7%)

Blood and Lymphatic System Disorders

Anaemia

VEry common

916 (33.2%)

Neutropenia ¢

very common

930 (33.7%)

116 (3.7%)

common Thrombocytopenia ¢ very common 586 (21.2%)
- - Leukopenia® very common 322 (11.7%)
- - Lymphocyte count decreased common 55 (2.0%)

Immune System Disorders
common |  51(1.6%) Infusion related reaction f | - | -
Endocrine Disorders

uncommon 11 (0.3%) Adrenal insufficiency’ - -

uncommon 10 (0.3%) Diabetes mellitus' - -

uncommon 30 (0.9%) Hyperthyroidism" - -

rare 2 (<0.1%) Hypophysitis* - -

common 164 (5.2%) Hypothyroidism? very common 420 (15.2%)

Metabolism and nutrition disorders

very common 810 (25.5%)

Decreased appetite

very common

678 (24.6%)

common 138 (4.3%) Hypokalemia common 202 (7.3%)
- - Hypomagnesaemia common 259 (9.4%)

common 169 (5.3%) Hyponatremia common 145 (5.3%)

common 103 (3.2%) Hyperglycaemia - -
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Nervous System Disorders

- - Dizziness very common 292 (10.6%)
- - Syncope common 46 (1.7%)
uncommon 5 (0.2%) Guillain-Barré syndrome m - -
uncommon 14 (0.4%) Meningoencephalitis n - -
rare 1 (<0.1%) Myasthenic syndrome o - -
- - Peripheral neuropathyl very common 740 (26.8%)
- - Headache very common 469 (17.0%)
Cardiac Disorders
rare 2 (<0.1%) | Myocarditis® | - -
Vascular Disorders
common 102 (3.2%) | Hypotension | - -

Respiratory, Thoracic, and Mediastinal Disorders

very common 660 (20.8%) Cough very common 554 (20.1%)
very common 651 (20.5%) Dyspnoea very common 481 (17.4%)
common 73 (2.3%) Hypoxia - -
common 101 (3.2%) Nasal congestion - -
common 87 (2.7%) Pneumonitis® - -
common 141 (4.4%) Nasopharyngitis - -
- - Dysphonia common 155 (5.6%)
Gastrointestinal Disorders
common 268 (8.4%) Abdominal pain - -
common 34 (1.1%) Colitis® - -
- - Constipation very common 745 (27.0%)
very common 626 (19.7%) Diarrhoea’ very common 814 (29.5%)
common 82 (2.6%) Dysphagia - -
very common 747 (23.5%) Nausea very common 1031 (37.4%)
uncommon 18 (0.6%) Pancreatitis" - -
- - Stomatitis common 259 (9.4%)
very common 477 (15.0%) Vomiting very common 527 (19.1%)
common 131 (4.1%) Oropharyngeal pain® - -
- - Dysgeusia common 199 (7.2%)
Hepatobiliary Disorders
common 167 (5.3%) ALT increased common 219 (7.9%)
common 180 (5.7%) AST increased common 203 (7.4%)
common 62 (2.0%) Hepatitis" - -
Skin and Subcutaneous Tissue Disorders
very common 400 (12.6%) Pruritus very common 363 (13.2%)
very common 619 (19.5%) Rash" very common 785 (28.5%)
Musculoskeletal and Connective Tissue Disorders
very common 441 (13.9%) Arthralgia very common 535 (19.4%)
very common 487 (15.3%) Back pain very common 373 (13.5%)
very common 414 (13.0%) Musculoskeletal pain* very common 510 (18.5%)
Uncommon 13 (0.4%) Myositis’ - -
Renal Disorders
- - Proteinuria® common 215 (7.8%)
rare 3 (<0.1%) Nephritis® - -

General Disorders and Administration

very common 461 (14.5%) Asthenia very common 487 (17.7%)
common 207 (6.5%) Chills - -
very common 1142 (35.9%) Fatigue very common 1003 (36.4%)
common 186 (5.9%) Influenza like illness - -
very common 638 (20.1%) Pyrexia very common 473 (17.1%)

2 Includes reports of urinary tract infection, cystitis, pyelonephritis, escherichia urinary tract infection, urinary tract infection bacterial,
kidney infection, pyelonephritis acute, urinary tract infection fungal, urinary tract infection pseudomonal.
® Includes reports of pneumonia, bronchitis, lung infection, lower respiratory tract infection, infective exacerbation of COPD, infectious

pleural effusion, tracheobronchitis, atypical pneumonia, lung abscess, pyopneumothorax.

¢ Includes reports of thrombocytopenia and platelet count decreased.
9 Includes reports of neutropenia, neutrophil count decreased, febrile neutropenia, neutropenic sepsis, granulocytopenia.
¢ Includes reports of white blood cell count decreased and leukopenia.
fIncludes reports of cytokine release syndrome, hypersensitivity, anaphylaxis.
9 Includes reports of autoimmune hypothyroidism, autoimmune thyroiditis, blood thyroid stimulating hormone abnormal, blood thyroid
stimulating hormone decreased, blood thyroid stimulating hormone increased, euthyroid sick syndrome, goitre, hypothyroidism,
myxoedema, thyroid disorder, thyroid function test abnormal, thyroiditis, thyroiditis acute, thyroxine decreased, thyroxine free

decreased, thyroxine free increased, thyroxine increased, tri-iodothyronine decreased, tri-iodothyronine free abnormal,

tri-iodothyronine free decreased, tri-iodothyronine free increased.
" Includes reports of hyperthyroidism, Basedow’s disease, endocrine ophthalmopathy, exophthalmos.
" Includes reports of diabetes mellitus, type 1 diabetes mellitus, diabetic ketoacidosis, ketoacidosis.

J Includes reports of adrenal insufficiency and primary adrenal insufficiency.
@ Incudes reports of hypophysitis and temperature regulation disorder.
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"Includes reports of neuropathy peripheral, autoimmune neuropathy, peripheral sensory neuropathy, polyneuropathy, herpes zoster,
peripheral motor neuropathy, neuralgic amyotrophy, peripheral sensorimotor neuropathy, toxic neuropathy, axonal neuropathy,
lumbosacral plexopathy, neuropathic arthropathy, peripheral nerve infection.

™ Includes reports of Guillain-Barré syndrome and demyelinating polyneuropathy.

" Includes reports of encephalitis, meningitis, photophobia.

2 Incudes reports of myasthenia gravis.

P Reported in studies outside the pooled dataset. The frequency is based on the program wide exposure.

9 Includes reports of pneumonitis, lung infiltration, bronchiolitis, interstitial lung disease, radiation pneumonitis.

" Includes reports of diarrhoea, defaecation urgency, frequent bowel movements, and gastrointestinal hypermotility.

¢ Includes reports of colitis, autoimmune colitis, colitis ischaemic, colitis microscopic, colitis ulcerative.

*Includes reports of oropharyngeal pain, oropharyngeal discomfort and throat irritation.

“Includes reports of autoimmune pancreatitis, pancreatitis, pancreatitis acute, lipase increased, amylase increased.

vV Includes reports of ascites, autoimmune hepatitis, hepatocellular injury, hepatitis, hepatitis acute, hepatotoxicity, liver disorder,
drug-induced liver injury, hepatic failure, hepatic steatosis, hepatic lesion, oesophageal varices haemorrhage, varices oesophageal.
" Includes reports of acne, acne pustular, dermatitis, dermatitis acneiform, dermatitis allergic, dermatitis bullous, dermatitis exfoliative
generalised, drug eruption, eczema, eczema infected, erythema, erythema multiforme, erythema of eyelid, exfoliative rash, eyelid
rash, fixed eruption, folliculitis, furuncle, generalised erythema, palmar-plantar erythrodysaesthesia syndrome, rash , rash
erythematous, rash generalised, rash macular, rash maculo-papular, rash papular, rash papulosquamous, rash pruritic, rash pustular,
rash vesicular, seborrhoeic dermatitis, skin exfoliation, skin toxicity, skin ulcer, toxic epidermal necrolysis, toxic skin eruption.

* Includes reports of musculoskeletal pain and myalgia.

Y Includes reports of myositis, rhabdomyolysis, polymyalgia rheumatica, dermatomyositis, muscle abscess, myoglobin urine present.
? Includes reports of proteinuria, protein urine present, haemoglobinurea, nephrotic syndrome.

2 Includes report of nephritis, Henoch-Schonlein Purpura nephritis.

*includes studies GO29436, GO29438, GO29537, GO30081, W0O29074, W029637, W029522.
Serious adverse event/deaths/other significant events

SAE

Table 61: Serious Adverse Events, with Onset Date Before Cross Over by Medical Concept, Preferred Term
and Highest NCI CTCAE Grade - Study IMpower130

ntz, with Onzet Date Before Cross Owver by Medical Concept, Preferred Term and Highest NCI CTCAE CGrade

£f: 15MARZ018)

st Medical Concept Atezo+CnP (Actual) All

{(H=473)

- Any adverse events -

Eny Grade -

RS
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Table 62: Serious adverse events with an incidence of at least 1% in either arm/population (safety
evaluable population) - Study IMpower130 and pooled safety datasets

THpowerl 0
CnP Atezo+CnP AtezotChemo Combo Ateso Momo N3CLC Arezo Mono

HedDRR Preferred Temm (§=232) (B=272) M=2421) [H=LG3a) {H=317a]

Total number of patients with at least one adverse events BB (37.5%) 240 (50.7% 1072 (44. E.3%) 1206 (41.2%)

Total number of events 128 |88 2023 432 2267
13§ 6.0%) Z8 [ 5.9%) 144 { 5. 4.6%) S8 | 2.1%)
2 ([ 0.9%) 14 [ 3_0%) 52 { 2. { D&%} 21 0.7%)
1§ 0_2%) 14 [ 2_0%) 2B { 1. { D&%} 15 { 0.5%)
2 [ 0.9%) 14 [ 2_0%) 24 { 1. 0
5 ( 2.2%) 14 [ 3_0%) 40 { 1. 1.2%) 42 1.3%)
g [ 3.4%) 13 [ 2.7%) 49 { 2 0.E%) 25 0.5%)

/= FULMDHRSY DISEASE 3 [ 1.32%) 12 [ 2.5%) 25 { 1.2 0.E%) 10 0.3%)
1 { 0_2%) 11 [ 2.3%) az { 1. 3.1%) ES [ Z.8%)
5 ( 2.2%) B[ 1.9%) a2 { 3. 013} T ( 0.2%)
0 g ¥ 16 { 4.7 1 &%) 1
2 {0.8%) B 45 { 1. 2 _0%)
3 [ 1.32%) Tl Sl {2 L1.5%)
TL. COUNT DECREASED 0 € (1 1o {a

FERTCRRTIAL EFFUSICH 0 € [ 1 1 { 0. 0.6%)

JEPEIS 2 [ 0.9%) E[1 2T { 1.1 0.7%)

THROMBOCYTOEENTA 0 € I 2l { 1. 0.1%)

TMITING 4 { 1.7%) € [ 1 27T { 1. 11 0.7%)

BEROMKEIITIS 1 { 0.2%) 201 18 {2 3 [ 0.3%)

CHEST FAIN 0 3 (1 11 0 pli} 0.6%)

HEFMOPTYSTS 3 1.2%) 501 2B 1. 138 1.1%)

INELUEMZR 1§ 0.2%) 501 11 0 2 0_2%)

HEOSER 4 { 1.7T%) | 17 d. 12 0.7%)

REMAL FAILIRE 2 ( 0.9%) 201 E 0 2 0.1%)

SEETIC SHOCK 2 { 0.9%) 01 13 0. 3 0.3%)

ACTTE HIIMEY INJURY 0 q 20 0. L] 0.4%)

TRIMESY TRACT IMFECTICH 1§ 0.2%) 3 20 0. 2 0.2%)

BETE. ERTH ad 3 [ 0.6%) 11 0.5 12 [ D.5%) 25 1.1%)

CEATH 4 { 1.7%) 1 [ D.2%) 15 0.6% ] %) 1% [ 0.6%)

Grade 5 EEs due to PD are ewcluded for studies GO27821 amd GOZ8625.

n :t.:l.g'.a.t-ur text for AEs encoded using MedRA vIl.0. Fercentages are based on N in she columm headings. For frequency counts by
1:::-f_r:r\=u. temm, multiple oocurrences of the same AE an individuzl are counted cnly once. For frequency counts of "Total number of
events" rows, the miltiple occcurrences of the =ome in an individuzl are counted separately. Rll treatment smergent AEs are
included. Jort ocrder is by decreasing frequency in RtesctCnP treatment amm

LAtepp=Atazplimmak, CnF=Carboplatindizb-Paclitams]l. Ateso+Thems Combo: GD;ESG" (| IMPOWERLZD) Zrem B+ 0205437 ([IMPOWERL2L] Arm 24 =

GOZ943€ (IMECWERLED) Arm A+E + GOE29438 (IMPCWERLIZ) Arm A + G030081 (IMPOWER1LZZ) Arm A. Atesc Momo NBCLC: GO2ESLS (ORE) + GO28753
(POFLAR) + GOEETSA (BIRCH) +He023625 (FIR) = GOZTE3l (ECD4SESg — W3CLC Cohort) . Ateso Mono: 028315 (0RX) + GOZETS3 (POFIAR) +
GOZETE4 (BIRCH) + GO2Z8625(FIR) + GOZT7831 (PCIMS9EGg - Rll Cohorts] + G020292 (IMVIGORZ10) + 029254 (IMVIGORZLL) + W‘:Cﬂ':l'-‘i

(DROTICHLS0 Arm B). Clinical cut-off dates: GDZTAIL 3LMRRINLE, GOEEGZS:0TIEMZOLES, G0E0753:-01lDECIOLS, S028754:01DEC2
e JULEDLE, GREESLS:0TJULZOLE, GOZHZ34:1RRAZ0LT, GOZS426:Z2JNZ018, GOZB437:Z0AFRZ01E, GOE842E:1EMARITZ0LE, E0255 3":'_:!"_“3_'3_.,

GoEse253
GO20081:242TR2018, WO2O0T4:170CT2016.

Death
Table 63: Cases of deaths (safety evaluable population) - Study IMpower130 and pooled safety datasets

IMpowerl130
CnP AtezoHlnP  Atezo+lhemo Combo Atezo Mono NSCLC  Ateszo Mono
{H=232) {8=473) (M=2421) (H=1&36) (N=3178)

211 death

n 134 (57.B%) 277 (SZ.7%) 907 (55.4%) 1884 (59.3%)

<=30 days from last study drug administraticn 24 (10.3%) 235 | 9.7%) 167 (10.2%) 352 (11.1%)

»30 days from last study drug administraticon 110 (47.4%) 104z (43.0%) 740 (45.2%) 1532 (43.2%)
Primary cause of death

n 134 (57.B%) 1277 (52.7%) (55.4%

AINERSE EVENT [ & 143 [ 5.%%) [ 4.2%)

PROGRESSIVE DISEASE 10g2 (43.5%) 74 (47.3%)

OTHER. 72 3.0%) a3 ( 4.0%)

Deaths dus to other includes unrelated adverse events cutside of reporting window. Other Cause of Death is displayed verbatim.

a1 3-263804-1310 in Atezo Mono group has missi data for Other Cause of Death.

-;t.ezo=}‘-t.ezc> zumaly, CnP=Carboplatindiab-Paclitaxel. Atezodlfhemo Combo:r GO29537 {'\ECWERJ.S ) Arm A + 30259437 (IMPOWER13l) Arm A4E +
GO29436 fﬂmSljl Arm A4B + GD29438 (IMPOWERL3Z) Arm A + GO300E1 (_‘{R“HERlSJ: Amm A. Rtezo Mono NSCIC: GOZ8915 (OBE) + GOZB7S3
(FOF12R) + (023754 (BIRCH) +G023625 (FIR) + G2 1 fE‘l_,m*“"g — NSCIC Cohort). Atezo Mono: GOZ8915 (ORE) + GO28753 (POPLAR) +
GO28754 (BIBCH) + 28625 (FIR) + GO27831 (P”D4°°9g - R11 Cohorts) + GO 3 (IMVIGOR210) + GOZ9294 n'IH'IGORalll + WO28074
.'IH-BI’IOHJ.S Lrm B). | ,a_ cut—off dates: GOZTE3L:31MAR2016, GORBEZ5:07 3: mflls

04JUL201E, G028 TJOL2016, GOZ%294:13MRR2017, G0259436:
a*l.r_PR.c.'J_,, h‘DaSIJ”‘:] 170CT2016.
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Table 64: Adverse events leading to death by system organ class and preferred term (safety evaluable
population) - Study IMpower130

MadTB% Sy=tem Organ Class CoP {Actunal] Acesct+{nP (Actuall
M=dTRE Freferred Term {H=232) (H=2T2]

Total nusmber of patients with at least ons adrerse event 13 {5.6%) 25 [5.3%)

Owerall totzl number of ewrents 13 25

THFECTIGHS AHD TWEESTATTONS

Total mumber of patients with at least one adverse spen 5 {2.2%) B [1.7%)
EHETMCHTA 2 {0.5%) 5 (1.1%)
SEP3I3 2 {0.5%) 1 [0.2%)
SEETIC JEOCH L {0.49%) 1 [0.2%)
STAPHYLODDOCAL. JERSIS o 1 [0.2%)

FESFIPRICEY, THORARCIC AND MEDIARSTINRL DISORDERS
T, mmber of patients with at le=ast one adverse swvent ] 8 [(1.7%)
:"'.I'...‘Lﬂm_% BEQLT ';g}" 1 4 [0.B%)
PNEIMCHITLE 1 2 (0.4%)
ASPIRATION o] 1 [0.2%)
BESPIRATORY DIISTRESS 0 1 [0.2%)
CEONIC OBSTRUCTIVE PULMOHARY DISERSE 1 %] a

CAATTAC DIS0RDERS

Total mmber of 1::':- ent= with at least one adimerse sven D T (L.5%)
"ﬂEIJRZ_L INFRRCTION 0 3 (0.6%)

RS ARREST v 2 (0.4%)
GEIﬁ—;{EEE"IR:‘-—.TSR’:’ ARBEST 0 1 [0.2%)
VENTEICTLAR TACHYCABDIR 0 1 [0.2%)

GCENERAL DISORDERS END ATMINISTRATION 3ITE COMDITICONS

Total mumber of patients with at least one adverse sipen 5 {2.2%) 1 [0.2%)
DERTH 4 {1.7%) 1 [0.2%)
SUDDEN CEATH 1 {D.4%) a

HEPATCBILIARY DISCRCOERS
Total mmber of patients with at least one adiverse spen 0 1 [(0.2%)
EEPAIIC CIRAHCSIS o] 1 [0.2%)

Efeso=htecolicmmab, nE—_arbop latinthab-raclicamnel

Imrestigator taxt for Afs sncodsd osing Me=dDER vZ1.0. Percentages ars bassd on N in the column
hemadings. For Srequency counts by preferred cemm, s J_b-_ple oecurrsnoss of the sgme BAE in an
individnal are counted only once. For freguercy counts of "Total rumber of events™ rows, the
multiple oocurrences of the same 2D in an indivdidual are counted separately. Rfs collected afser
first treatment dose are included.

Data Cutoff: 1SMARZ01E:; REVE Data Extracted: 13 May Z018.

AESI for atezolizumab

Table 65: Summary of adverse events of special interest for atezolizumab (safety evaluable population) -
Study IMpower130 and pooled safety datasets

IMpowerlldd
CnP BtezotCnP  AtezotChemo Combo  Atszo Mono NSCLC  Atezo Mono
(H=232) (17=473) (I=2421) (H=1€3€) {H=3178)
Total number of patients with at lsast ons AESI 53 (25.0%) 213 (45.0%) 1164 (42.1%) 532 (32.5%) 1098 (34.6%)
Total number of AEST events a1 438 2365 10ls 2186

Total number of patients with at least one
Ireatment-related AESI

[

4 (14.7% (35.5%) 975 (40.3%) (23.3% 25.0%)
Atezo-related AEST 2 ( 0.9%) (33.0%) (26.3%) (23.3%) 25.0%)
Grade 3-4 AE3I 11 { 4.7%) {7. (10.3%) [ B.4%) 7.3%)
Treatment-related Grads 3-4 REST o | 2.E6%) L £.0%8) [ 4.0%) 5.4%)
Atezo-related Grade 3-4 RAEST 1 { 0.4%) 4.7 2.0%) [ 4.8%) 3.4%)
Grade 5 AEST 1 { 0.4%) 0 0.5%) ( 0.1%) 0.1%)
Treatment-related Grade 5 AEST a o] 0.5%) 0. 1%)
Arezo-related Grade S5 AEST Ju] 0. 0.4%) <0.1%)
Zerious ARSI 5 (2 6. '.“-.ltu [ 4.7%) 4.3%)
Treatment-related serious AEST 2 5. 6.4%] { 3.5%) 4.0%)
Atezo-related serious AEST a 5. ( ©.2%) [ 3.59%) 4.0%)
AEST leading to any Irsatment withdrawal S 2.2%) 2. ( 5.5%) { 2.1%) 1.3%)
HEST leading to Atezo withdrawal a 2. ( 5.0%) [ Z.1%) 1.8%)
LES Treatment mod:.f.l.,,a.t on/interrupticon ¢ [ 2.6%) 11. (12.4%) { ©.6%) 6.6%)
AEST Treated with Systemic Corticostercids 13 { 5.6%) 14, (15.4%) ( 7.0%) T7.3%)
AE of Special Interest Medical Concepts: patisnts with at least one
Immune-Ralated Rash 35 (15.1%) 114 (24. ElE (25.4%) 303 (18.5%) 620 (19.5%)
Immune-Related Hypothyroidism 1 { 0.4%) 70 (14. 277 (11.4%) TE [ £.6%) 164 | 5.2%)
Immune-Related Hepatitis (Diagnosis and Leb 18 ( 8.2%) 46 9. 245 (14.3%) 152 ( 2.3%) 343 (10.3%)
Ahnormalities)
Immune-Related Hepatitis (Lab Abnormelities) 19 ( 8.2%) 39 ( 8. 315 (13.0%) 137 [ B.4%) 315 ( 9.9%)
Immune-Related Pneumonitis 3 ( 1.38) 31 { 6. 134 ( 5.5%) 56 [ 3.4%) 37 ( 2.7%)
Immune-Related Hyperthyroidism 1 { 0.4%) 23 4. 91 ( 3.9%) 15 ( 0.9%) 30 ( 0.9%)
Infusion-Related Reactions 3 ( 1.38) 10 { 2. 70 ( 2.9%) 13 ( 1.2%) 34 l.l%l
Immune-Related Hepatitis (Diagnosis) 3 ( 1.3%) g (1. 44 ¢ 1.3%) 27 ( 1.7%) €2 [ 2.0%)
Immune-Related Adrenal Insufficiency Ju] T (1. B ( 0.7%) £ 0.4%) 12 ( 0.4%)
Inmune-Rel, at.:d Colitis 1 { 0.4%) E (1. g2 ( 1.6%) 15 ( 0.9%) 34 ( 1.1%
yti i i} 4 [ 0. & ( 0.2%) 3 (0.2%) 4.1 lJ.l%_l
Immune-Related Diasbetes Mellitus 2 { 0.9%) 4 (0. 1l ( 0.7%) 5 ( 0.3%) 11 { 0.3%)
Immune-Related Nephritis i} 4 (0. 12 ( 0.5%) 1 (<0.1%) 3 (£0.1%)
Immun=-Related Meningoencephalitis a 3 (0. 10 ( 0.4%8) 8 ( 0.6%) 13 ( 0.4%)
Immune-Related Severs Cutansous Eeactions [u] 3 (0. 1% ( 0.3%) 12 ( 0.7%) 22 | 0.7%)
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Interest Medical Concepts: patisnts with at least ane

physitis a 2 L 2

a 2 7 11

My a 2 3 g
Pancreatitis 1 ( 0.4%) 2 3 18
Encephalitis a 1 2 2
Ocular Inflammatcry Toxicity 4] ] 9 le
Vasculitis a 7
5

5

1

o

“
i
L

7831 and GOZEE W i =d using
. Multipl ) S&m i jual a Squn
U d separatzly.

r mber o
t AFEs are included.
tezolizumab, CnP=C Dl

£ (IMPCWERLSD) Arm A4+B + GO29438

"Arm B+ GO29437 (IMPOWER121) Arm 24B +
Mono HSCLC: GO23915 7

.

Lrm B). Clinic
L2016, GOZES
AAFR2018, WOZS0

B,
.

Important AESI for Atezolizumab (IMpower130 Atezo+CnP)

AESIs for atezolizumab by medical concepts grouped under important AESIs correspond to important
identified risks.

Table 66: Summary of safety information for important adverse events of special interest for
atezolizumab (IMpower130 Atezo+CnP, safety-evaluable population) - Study IMpower130

No. of Patients (%) Menths (Range) No. of Patients (%)
Severity Median Time AESIs Leading to AESIs Requiring
Resolved to Onset Median Duration Atezolizumab Corticosteroids
Important AESI AllGrades | Grade3-4 | Grade5 | (AllGrades)® | (All Grades) (Al Grades) | Withdrawal (All Grades) | (imAEs, All Grades)
N=213 {45.0%) Atezo+CnP Atezo<CnP Atezo+CnP Atezo+CnP Atezo+CnP Atezo+CnP Atezo+CnP Atezo+CnP
Immune-related:

Hypothyroidism 70 (14.8) 3 (0.6%) 0 33 (47.1%) 5.29 (0.1-21.5) 124 (0°-24%) 0 8 (1.7%)
Hepatitis (diagnosis and "
laboratory abnormality) 46 (9.7%) 14 (3.0%) 1(0.2%) 32 (69.6%) 1.38 (0.0-17.9) 1.3 (0-20%) 4 (0.8%) 18 (3.8%)
Hepatitis (diagnosis) 8(1.7%) 2 (0.4%) 1(0.2%) 5 (62.5%) 1.38 (0.3-64) 1.5 (0*-20%) 4 (0.8%) 7 (1.5%)
Hepatitis (laboratory abnormality) 39 (8.2%) 12 (2.5%) 0 27 (69.2%) 1.38 (0.0-17.9) 1.2 (0-20%) 0 11(2.3%)
Hyperthyroidism 23 (4.9%) 1(0.2%) 0 15 (65.2%) 457 (0.3-22.8) 311127 1{0.2%) 1(0.2%)
Infusion-related reactions 10 (2.1%) 1(D.2%) 0 10 (100%) 1.08 (0.0-14.9) 0.0 (0-0) 0 1 (D.2%)
Pneumonitis 31 (6.6%) 0 2 (0.4%) 22 (71.0%) 3562 (0.3-243) 2.1(0-22%) 3 (D.6%) 21 (4.4%)
Colitis 5(1.1%) 5(1.1%) 0 4 (80.0%) 1.84 (04-17.6) 0.5 (0-1%) 2 {D.4%) 5(1.1%)
Guillain-Barré syndrome 0 0 0 0 NE MNE 0 0
Pancreatitis 2(0.4%) 0 0 1 (50.0%) 5.80 (0.5-11.3) NE (0-6*) 0 0
Diabetes mellitus 4 (0.8%) 2 (0.4%) 0 1(25.0%) 7.80(1.4-17.9) NE (0127} 0 2 (0.4%)
Hypophysitis 2 (0.4%) 0 0 0 5.19 (5.1-5.3) NE (13*-18%) 1(D.2%) 2 (0.4%)
Nephritis 4 (D.8%) 3 (0.6%) 0 3 (75.0%) 337(23-42) 0.9 (0-23%) 1(0.2%) 4 (0.8%)
Adrenal insufficiency 7 (1.5%) 0 0 2 (28.6%) 713 (4.7-19.6) NE (1-14%) 0 4 (0.8%)
Meningoencephalitis 3(0.6%) 1(0.2%) 0 2 (66.7%) 4.76 (1.7-6.2) 29(1-3) 0 1(0.2%)
Myocarditis 1] 1] 0 ] NE ME 0 ]
Myasthenia gravis 0 0 0 0 NE MNE 0 0

AES|=adverse event of special interest, Atezo=atezolizumab;, CnP=carboplatin=nab-paclitaxel, imAE=immune-mediated adverse event; NE=not estimable.

* Censored.

3 Only the first event within each important AES| medical concept occurring for each patient is counted for resolution
Hypophysitis occurred in 0.4% (2/473) of patients who received atezolizumab in combination with
nab-paclitaxel and carboplatin. The median time to onset was 5.2 months (range: 5.1 to 5.3 months).
Both patients required the use of corticosteroids.
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Important AESI for Atezolizumab (Atezo+Chemo Combo)

Table 67: Summary of Safety Information for Important Adverse Events of Special Interest for
Atezolizumab (Atezo+Chemo Combo, Safety-Evaluable Population) - pooled safety dataset

Ni, of Partlants (%) Mintres JRAgH) M. of ParHanes (56)
Sererily Eedian [ime AES|s Leachmyg 1o AESls Hequmng
o tanl AES! | | | Resoived o Onset Mesdian Duratson Aeamirumal Cortoateruigs
HET1G4 (8E1%) Al Grilas Grada -4 Grame 5 [d) Giraehece) * [N Graec) (A Graces| Wiithclrawal (Al Grades) | (nnhEs, ) Grisdes)
|mmne- red et
Hypdhvyroidism 2T (11.4%) B (0. Q 1082 (38 4%) 532 001-24.9) ME (0#-25%) I0.1%) 12 {1.53%]
Hepailis (dignozk. and 5 (14 3%} | 100 [(4.1%) 40 7% FOTAINY | 145 00-265) 1.0 (0-24%) 33 {1.4%) 117 (4 #%)
latoraiory sbnommaliiy)
Hapatts [dlagnasts) 44 |1 8%) 17 (0.7 %) 3 (0 1%) %1 (7055 250 (0316 5) 1.9 (0-337) 16 {0.7%) 24 {1 0]
Hepabls (baboralony sboommaligd | 315 (12.0%) 0% 1 (=01%) 245 (T 1% 141 (00-2650 1.0 =271 17 {0.7%) B7 d.rs)
Haparthyrniiism o [3 A%) 4 0 F8) a | &7 73R A57 (0 0-27 &) FE - 7 (1 1%} 172 40 )
Infuskor-reialad marions T02.8%) 12 10.5%) Q T0 (100%:) 074 D014 50 0.0 {0 T{0.3%) B 40.3%]
Preumonts 134 |5.5%) T (1.4%) GO0 | Eh0ERA%) 422 (0325 4) 22 (0-E7) a3 | 1.8%) L2 (4255
Gl 34 (1.6%) 24 (1.0%:) Q 20 (TE.3%) 230317 E Lo B0.2%) 26 {1.1%]
Gulam Bamé syndrome Z [ 1%) 1 [0 %) 1 (01 1 (S0L0%) 314 (2 626 NE (1-4] 1 [<0.1%} 1 {0.1%]
Marviealiis A7 (0.7%) MUY Q 12 (T06%) A7 0A=-171) 0.7 =171 1 (=0.1%) 3 40.1%)
Diabstos malius G |0.T%;) £ (0 38) a 7 (13 B3] F00 0817 5) KE n 5 40 %)
Hypopystis 700 3% 7 (0 1% 1 7 (7% %) BT (5 0-17 5) MF [0 -18") 2 (=1 1%} 4 40 %)
eptuias 12 (0.5%) & 03 a L .16 (23175 T2 (0-57) 60.2%) 4 40.4%)
Adranal insufickancy 18 0.7%) 3% 1] & (35 3% 00 (019 &) HE {0327 1 i=0.1%] 15 {0 5%
Menngoercephaibs 10 | D.a%) 4 (0I%) a | acano 1.31 (0L5-4.2) 1.6 {011 1 il 1%) & 40.7%)
P ardits 1 =0.1%) 1 (=0 1%y Q Q 1,535 (1.4=14) BE [1°=1) 0 1 4=0.1%)
Myasion o gravs e} 1] a a MNE KE 1] ]
AFSi=arvarss svart of spatld ntarst Aleo-atarclzumah IMAE=mruna-madalad Adversa Svert NE-rot estirahis

* Cersaed
= Onby e At avent within aach Impoman AE31 madcal Sncan cerumng o sach patiamt s countsd for rsolion

Other AESI for Atezolizumab

Other AESIs include immune-related AEs (e.g., rash), potential risks, and class effects. These events are
not considered important identified risks for atezolizumab as either the event is not considered severe
(rash) or there is not enough evidence to confirm a causal relationship between the event and treatment
with atezolizumab.

Table 68: Summary of Immune-Related skin reactions - Study IMpower130 and pooled safety datasets

IMpowerl3dn
RE of Special Interest Medical Concept CnP brezotCnP  AtszoiChemo Combo  Atezo Mono NSCIC  Acezo Mono
M=dlRL Preferred Term Grade (M=232) (M=473) (M=2421) (N=153€) 9=3178)
IMMUME-FELATED BASH
i - Owerall - - - GLE
: 1 3
3 3
- z
RASH - - 18 ( 6.9%) 5 (1 ) 335 (13.
1 15 | 6.5%) ( ) 314 (13.
3 1 ( 0.4%) 2 ) 21 ( 0.
RASH MACULO-BAETLEAR - - 7 ( 3.08) B ) 75 ( 3. :
1 7 ( 3.0%) 7 { ] 23 {_“-. 15
3 a 1 10 { 0. B
ERYTHEMR - I - 0 ( 2.1%) 67 { 2. &9
1 a 0 { 2.1%) ES ( 2. &8
3 i} 0 2 (0. 1
CERMATITIS ACNEIFCEM -1 - 1 (0.4%) € ( L.3%) (1. 24
1 1 (0.4%) E ( 1.3%) 29 ( 1. 24
3 a 0 1 (<0. 0
ECZEML - - 0 5 ( L.1%) 23 (1. 24
1 a 5 ( 1.1%) 23 ( 1. 24
RASH ERYTHFMATOUS - I - 0 4 { 0.9%) 20 { 0. 17
1 a 4 { 0.9%) 13 { 0. 17
3 a 0 1 (<0. 0
SKEIN ULCER - L - 3 (1.3%) 4 (0. 13 (0. 15
1 3 1.3%) 3 (0. 14 (0. 14
3 a 1 (0. 1 (<0. 1
RASH PRIRITIC -1 - 2 0.9%) 3 (0. 17 { 0. 28
1 2 (0.98) 3 (0. 16 (0. 26
3 a 0 1 (<0. 2
DERMATITIS - I - 1 {0.4%) 2 0.4%) 22 (0. 21
1 1 ( 0.4%) 2 ( 0.4%) 18 { 0. 20
3 a 0 4 (0. 1
ERYTHEMA. MILTIFCEME - L - 0 2 (0.4%8) 12 ( 0. 9
1 a 2 0.4%) & (0. 8
3 i} 0 & (0. 1
FOLLICULITIS -1 - 1 {0.48) 2 (0.4%) 13 ( 0. 12
1 1 0.4%) 0 0.4%) 13 (0. 12
TCHIC EPTDEOMAT, NECROLYSIS: i- -0 0 a
: : 3 i) i 0 1] 1
5 a 0 0 a
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12 { 0.7%)

-1 -0 [ 0.€%) 1% ( 0.
1 {3+ 5%) T . 10 | 0.6%)
3or 4 0 0 € (0 2 { 0.1%)
5 0 0 0 0
ERYTHEM. MULTIFCRME - Ikny Grade - 0 2 (0.4%) 12 { 0.5%) 4 ( 0.2%)
lor2 ] 2 ( 0.4%) £ ( 0.2%) 3 0.2%8)
30or4 0 0 £ ( 0.2%) 1 (<0.1%)
TCHIC SHIN ERUPTION - Iny Gradge - 0 1 ( 0.28%) 3 (0.1%) 1 {<0.1%)
lor2 0 1 { 0.2%) 3 ( 0.1%) 1 0<0.1%)
DERMATITIS BULLOUS - Eny Grade - 0 0 2 (<0.1%) 5 ( 0.3%)
1lor 2 i] 0 2 (<0.1%) 4 0.2%)
3or 4 0 0 0 1 j<0.1%)
[ERMATITIS EXFOLIATIVE GENERALISED - ILny Grade - 0 0 0 1 {<0.1%)
lor2 ] 0 0 1 (<0.1%)
EXFOLIATIVE RASH - Iny Grade - 0 0 2 (<0.1%) 1 (<0.1%)
lor2 0 0 2 (<0.1%) 1 (<0.1%)
TCHIC EPICERMAL NECROLYSIS - Iny Gradge - 0O 0 0 0
3 ar a 0 0 a
5 0 0 0 0

Laboratory findings

Table 69: Summary of clinically relevant shifts from baseline in laboratory parameters from Grade 0-2 at
baseline to Grade 3-4 post-baseline (safety-evaluable population) - Study IMpower130

Laboratory Test Category TP (Actual] Atezo+lnP (Actual)
Laboratory Test Crade Dirsction (=232} =473}
Chemi stryr

Albamin {g/L)
Lowr D226 0/455
Alkaline Phosphatase
2227 (0.9%) 117461 {(Z2.49%
Bilirubin {omol/L]
High ZF225 (0.9%) Z 259 (0.4%]
Calciue {menol fL)
High 0/458
Lowr 0/458
Creatinime (ommol/ L)
High 1Lr225 (0.4%) 3. 0%]
Glucose {xzmol /L)
Lowr 0225 D/480
Mogmesiom {mmol /L]
Hagh 117445 (Z2.5%
L-:rgq 0/445
Fho=sphorua=s (mmol fL
Lowr 0/218 0/435
Fota=simm {mmol L]
High 1Lr225 (0.4%) 3
Lowr D228
SE0T/AST {USL)
High 45227 (L.E¥] 37458 {2.0%
SCPT/ALT {USL)
High ESZZE (2.5%] 117462 (Z2.49%
Sodbiims  [menod fL)
High Z/ 462 (0493
Lowr 0 457
Coagalation
BEctivated Fartial Throsmboplastin Time [=ec)
Hagh as7a 0/ LDE
Internatioral Normzlimed Patio {FRRCTICH)
High 1,51 (1.1%) 2514 (2.0%]
Eematoloqyr
Bemoglobin {g/L]
High 2225 [(1.2%) S/265 (1.1%]
Low 0229 0/465
Lymphocytes Jos [L0~9/L)
High 0r459
0F457
Heatrophils, Total, Ab= (10~S5/L]
Lowr 0228 0r459
Flatelet {L10+5%/L]
Lo 0228 DF46E
fhite Blood Cell Count (10°S9/L])
i 0F46S
0F455

Ateco=hAtecolizumal,
HCI-CTCAE=NMatiomnal Cancer
HCI-CTCAEd wa= o=med.

For each laboratory test, patients with at l=a=t one post-baseline assessment were Included Zn the
=.'r_=_'l.:|:'='_5. For =ach o r the denominator i=s the mumber of patients with ba=eline w £ HCI-
CICAE Grade 02 Zn th pecified direction of abnormal or with mi=s=sing bas=line walaes.

[Data Catoff: 1SMERZ0LE

r Criteria for Adverse Eivrents. Extended
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Hy’s Law Analysis

Hy's law cases were defined as elevated ALT or AST (>3xULN) in combination with either an elevated total
bilirubin (>2XULN) or clinical jaundice in the absence of cholestasis or other causes of
hyperbilirubinaemia. A total of 4 patients were identified as having at least one elevated total bilirubin
(>2xULN) within 7 days after the latest elevated ALT or AST (>3xULN), including 5 patients in the
Atezo-CnP arm and 1 patient in the CnP arm.

Of these 4 patients, two patients were diagnosed with immune mediated hepatitis; both patients
recovered and their liver enzymes returned to within normal levels. One patient was reported to have not
recovered. This patient had a confirmed tumoural obstruction of the biliary tract. One patient was
reported to have been recovering from the hepatic event, however this patient later died due to disease
progression.

Table 70: Summary of clinically significant changes in electrocardiogram (safety-evaluable population) -
Study IMpower130

Vimit Name (H=232] =473

Scresnin

Ebnoreal, not clinically sign E 3%)
L'Do:l:'._, clinically signific [ %l
Hormal 102 T%)
Unable to Evaluate 1 .3%)
Fost-baseline

n 57 E2 140

Ebnoreal, not clinically sign 23 (40.4%) 27 {22.5%) 20 (25.7%)
EZbnormal, clinically signific 2 | 2.E6% 3 [ 2.1%]
Hormal 24 (55.6%) 53 (62.5%) 87 [62.1%)

Atezo—htesolizum :
Data Cutoff: 1SMERZ01E: RAVE = 18 May 2018.

Table 71: Summary of vital signs among subjects without abnormality at baseline (safety-evaluable
population) - Study IMpower130

Hirection of ConF {Actoal Brmzo+CnF {(Actoal)
Paramater De=cription IZbnormality H=232) (H==2TZ]
-

Digstolic Blood Fressuns

Eigh 33.1% 1817337 {53.7%)
Low 2% 1357337 {40.1%)
Ful== Bate
Eigh 0.4%] 13274908 {32 .4%)
Low 15.5%] BE/408 {23 .5%)
Bespiratory Rate
Eigh E1/169 {3E.1%] 175/342 {51.2%)
Low 27168 {1.2%] 12/342 {2.5%)
Syatolic BElood Pressurs
Eigh B3/102 {B1.4 Le€/208 {79.8%)
I 117102 {10.8% 217208 (L0.1%)
Tempearaturse
i Eigh 53] 46/262 (LE.7%)
T 7] 206262 {TE_6%)
Efesotesolizumah, CnE-Larboplatintiab-raclitanel
Abmormalitiss are bassd on norma] ranges: Diastolic Blood Pressure £0-80 '"'"-;.: Fhall mem
Bate E£0-100 beats/min:; Bespiratory Bate: 12-18 breaths/min; Systolic Blood Pressaore: S0-120 m==Eg:
Temparature: 36.5-37_2 C ¢
Table entries provide the mmber of patients with an on-treatment asses=ment sbnormality in the
di rection spe:'_f =d among patients without abnormality at baseline or wi 1:-. missing baseline valuss,
Baseline i= the patient's last cbh=somtion prior ©o initiation of study drw
Data Cutoff: 15MARS0LE; BEVE Data Extracted: ¥ Z0LE.
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Safety in special populations

Intrinsic factors

Age

Table 72: Overview of safety by age (safety-evaluable population) - pooled safety dataset

AtesotThenn Combo

€5 - T4 75 - B4 >=EE
a) (H=52T) (H=234) {H=5
patient= with at le=a=t cne AE 1151 (99.4%) 505 [9E.1%) 232 |85 E% 2 00%
Esvrents 17236 13144 39T

D\Z.tlt"l.-!- with at le=a=t om=

1168 ({53.4%) ]
.3_:- 888 {71.9%) ]
Gr. 802 {€4.1%) 71
o 672 {53.9%) & (66.
Ae 320 {2€.4%) 2 {233
Gr. 6L ( 4.9%) &7 2|
Tr=z 23 { 1.8%) 23 1 {1l.
A 1 . 12 1]
S 40. 5 435 S (S5.€%)
mnt-related sarious AT 238 2 [33.3%)
co-related ssrious AE 191 1 {11.1%)
leading to Treatment withdrawal 254 2 [33.3%)
leading to Ateso withdrawal 135 2 122.3%)
leading to Treatment modification/interruption €23 6 {66.7%
Imrestigator tewt for AEs encoded using MedDER w1 0. Fercemn s ar= based on 1 in the colomm headings. Hultiple occurrences of the

same BT in one individual are counced only on row in which multiple occurrences of the zame AE
ar= counted separately. All treatment emer
Atesc=RAtesolisumab. I;:e":h—u'.u:m Combo: E028537 | ER120
G028438 (IMPOWEP132) Arm A + GO200EL (IMPCWERL2Z) Rem A Cl
GOZ0438: 1AMAYZ01E, GO29527:1SMARZOLE, GOI009L:Z4RPRINLA.

{IMPOWERL31l) Amm 2+B + GO25436 (DMPOWER1SO) Arm 248 +
dates=: GO29436:22JRN2018, GO25437:20APR201A,

Gender

Table 73: Overview of safety by gender (safety-evaluable population) - pooled safety dataset

Ltmzo+"hemo Combo
H=2421)

Total mober of patisnts with at l=a=t om= AE EO2 (59.9%) 1S8€ (9E.6%)
Total mmber of Events 13605 21483

Total mmber of patisnts with at least on=
f-l.at,eu AE

Faon % -1 u
SRy GO s 0 G
P

3 1 30 R
.-.rr.-ﬂﬂnr\:,-'-,--,-'.r:.-

crads 3 RE
Treatmant-related Gra I RE

Atmro—ral ated Grads 5 AT 1._3%)
Jarigus AE 43 .I%)
Tr=atmar .-—r:.'l.;t,eu. marigu=s RE 23.13)
serious AL 14 _4%)
Treatmeant withdrs 25 0%}
Atezo withdrawal 14.2%)
Treatment modification/intberroption 63 .6%)

Irrestigator text for Afs encoded osing MedDBR w2l Percentages are bassd on
¥ in the colimm headings. Maltiple cocarrences of the sam= BE In e
irdividual ars counsed only onez snoeps for "Total mmber of evensa” mow in
which multiple occcurrences of the sames AE are counted separately. Al
Sreatmens smargent Af= are included.
Atezoc—Atecolizmmab. AtesoHThemno Combo: FDZB537 (IMPOWERLAD) Brm A + GOES43
|DMDOWERLZL) RErm BB + GOZD426 (IMDOWERLSD) Amm BB + GOZD439 |IMDOWDRL2ZZ 'I

81 (IMPOWER133) Armm A Clinical cot—off dates: GOZO426:22JENZ0LE,
GO?G427-20APRIA1A, GOPO42A-1AMEYTOIA, GOPOSET:1S E0300EL - 29AFRZ01E .
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Table 74: Overview of safety by race (safety-evaluable population) - pooled safety dataset

Atezo+hemo Combo
(H=24Z1)

White Elack E=ian
{H=158E] (H=39) (H=292) (H=102)

number of patients with at le=ast one AE 14956 (58.5 2% { 100%) 102 [99.0%
number of Ewents 2ED44 1332
nunber of patient=s with at least one
Treatment-related AE 1862 (%3.8%) 2T G5 [92._2%)
Atepo-related AT 135 {€5.73) 20 TE (72.B%)
Grade 3-2 AE {E4.0%) 26 TL [6B.5%)
To {54.4%] 23 58 [56.3%)
Ak 493 (24.8%) 1l 28 [27.2%)
Gr 126 { €.31) 2 5[ 4.9%)
T AT a0 { 2.0%) 1 1 ( 1l.0%)
22 1.2%) 1 19 0%
873 (44.0%) 20 44 | TE)
Tr=ztmant-ralated ssrious AT 255 {(22.5%) 10 25 | %)
Ataco-realated sarigus AD Zgg [13.4%) T 17 | 5%)
AFE leading to Treatment withdrawal 474 [23.58%) E 25 | 3%)
AFE leading to Ateso withdrawal 253 {12.7%) 5 12 | TE)
AF leading to Treatment modification/interruption 1302 {E5.6%) 2ZE €7 1 iy

Imrestigator text for AEs encoded using HedlPR w210, Fercentages are based on B in ©
same AT in one individuzl are counted cnly once except for "Total mmber of events”™
ar= counted separately. All treatment emergent AEs are Included.
Atesc=Rtesolimmab. Ateso+Themo Combo: GOE3537 (IMPOREFRL20) Rrm & + GOZ5437 (IMPOWERL31l) Amm R<B + GO254
G029433 (IMPOWER13Z) Amm A + GO200EL (IMPCWERL2Z) Arm A. Clindical cut—off dates: GOZ9436:22JAMZ0LE, GO2D
G0Z29433:18MAYZ018, G0E953T:15MARZ0LE, GO3A0081:Z4APRI0LA.

wmn headings. Multiple occcurrences of the
hich multiple occurrences of the same AR

A6 (IMPOWER1S0) Arm B+B +
437: 20APR2018,

Extrinsic factors

Region

Table 75: Overview of safety by region (safety-evaluable population) - pooled safety dataset

Atezo+’heno Combo
(H=2421)

Central and 3outh Mmerica Europe and Middle Egst MNorth AZmerica
{¥=118) (E=1215) (H=£22)

lea=t 263 {95.E6%) 1oL ¢

least one

SE
4
&
ted Grade 3-4 AE 55
d Grade 2-4 AT Z1l

11 S
atment-related Grade 5 AS ] U
co-related Grade 5 AE __ 6 0
116 2
tment-related serious AD g1 2L
Ateco-related seripus AE 66 18
AE l=ading to Treatment withdrawsl 72 24
AE leading to Atezo withdrawal 23 12
AF l=ading to Treatment 140 (-]

modif

cation/interruption

tigator text for ACs encoded using HedlBR wI1.0. Fercentages are based on B in the colum headings. Fultiple occurrences of the
et o =

in ome indiwvidual are counted only om £ "Total mmber of svents” row in which multiple occurrences of the same AF

T All treatment
Ateco=Rtesolimmab. Ateso+Themo Combo + G025427 (IMPOWERL21) Amm A<B + 3025436 (IMPOWZR150) Arm 248 +

o254 ) Arm A + E0200EL dates: G0E3436:22JANE01AE, GO25437:20RAPR2014,

2843
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Tobacco use history

Table 76: Overview of safety by tobacco use history (safety-evaluable population) - pooled safety dataset

AregotThemn Comba
iz o
r—=Z=Ll)
e r Corrent Frevionus
H=328 (H=E12) [W¥=14ED
Total mumbar of patisnts with at l=ast on= AE 217 (GE.&%) o©04 (99.5%) 487 (95, 1%
Total mmber of Crents 2E72 BOL1Z 2220z

Total mmber of patient= with at l=ast on=

Treatmant-related AE 572 [92.2%) 1408 ([85.1
REtmzo-related RE 421 (E68.T¥) 1085 (T2.3
Frads 2-4 EZ 257 [€4£.E%) 1006 (EE.C
Treatmant-related Gradse 2-2 AE 327 [52.2%) BEz {59 ._&
RAtmzc-related Grads -4 RE 151 [24.6%) 422 [Z8.2
crade 5 AE 30 [ £.9%) 102 { 7.0
Treatmant-related Grads S RE 12 2.0%) 23 1 2.4
Ateso-related Grads 5 AT 0.5%) 25 (1.7
Sarious AR 1.6%) 707 {47.8
Treatment-related ssriouas BE (5% 338 [26.2
Etmzo- ted ssripus AT _TE] 248 {l6.E
AF leading to Treatment withdrawsl (5% 391 {26.4
AT lmad: 1 L% 226 {15.3
AR leading to Treatment modsification/imberraption JTE] 1007 ([6E.1

L Ny N LR )

Imrestigator text for AEs encoded using MedDBR v21_0. Percentages are based on H in the
colmm hesdings. Multiple ococcurrences of the same BE in one Indiwvidoal are coumtbed only
onoe =xcept for "Total number of swrents™ row in which maltiple occurrences of the same AF
ar= counted ssparately. All treatment emsrgent ASs are included.

Atepo=htesolizomal. AtesotThens Combo: GOZ0537T (IMPOWERLI]) Arm A + 025437
Arxm A4B + Q20436 [(IMPOWERLSD) Arm 248 + GI209438 (IMPOWER1J2) Arm A + GOI0D
cut—off dates: GIZ043E€:22JANZ018, GO29437:20AFR2018, GO2943E:
GO25537: 15MAR2018, GI300E1:Z4RFRI01A.

=

Safety related to drug-drug interactions and other interactions
No drug-drug interaction studies have been submitted with this application.
Discontinuation due to adverse events

AEs leading to withdrawal from study

Overall study period
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Table 77: Adverse events leading to treatment withdrawal in at least 1% of patients in any treatment arm
by system organ class and preferred term (safety-evaluable population) - Study IMpower130

CoP {Actual AtesoCnPF [Actuaal
H=232 =272

Total number of patients with at least ons adirerse event 51 {22.0%] 125 [26.4
rerall total number of swrents = 172

ELOOD BMD LYMPHRTTIC SYSTEM DISIRDERS

Total mmber of patients with at least one adierse swven 11 4. 7% 33 [ T.0%)
THRMBOCYTOPENTE 4 1.7%] 17 [ 2.6%)
HETTROPENTA & Z.E%] 14 [ 2_.0%)
ANATMTE z 1.5%] 8 [ 1L.7%)

HEWOTE 3YSTEM DISCRECERS
Total mmber of patients with at l=ast one adierse spen
PEATEHERAL 3ETN3ICEY HETROERTHY

0
e

P

¥

ks

o
e

ST
.J.
=
(]

GENERRL DISORDERS AND ATMINISTRATION SITE COMDITION

Total mmber of patients with at least one adierse swven g 2.E%) 20 [ 4.2%)
fusb— R - S
AL TATE ! 1.7%) | L=}

THFECTICHS AND INEESTATIONI
Total mmber of patisnts with at l=ast ope adverss syen
PHETIHCHTA

[
i
==
i
G
I3

1

R

[n}
=
(%]

G T
i

.3%]

EESPIBATORY, THORACIC AND MEDTASTIMAT DISORIERS

Total mmber of patients with at least one adierse swven 5 2.2%) 15 [ 3.2%)

OT3PHCER i £ [ 1L.2%)
THVESTIGATTOMNS

Total mmber rarme st 2 1.3%) 1€ [ 3.4%)

HEOTRO 1 J.4%) 8 [ 1.7%)

PLATELET ER z 1.5%] 8 ([ 1L.7

Atmco~htesolizsumalk, CnFTarboplatinti L3

Imrestigator text for ADs encoded using HedlBR . Percentages are= based oo H in the column
us. For frequency counts by preferred term, maltiple occurrences of the same AE in an

1 ar= counted only once. Por frequency counts= of "Total nuwber of =wents™ rows=, the
iple occurrences of the same AT in an individual are counted separately. AEs collecked after
first treatment dose are included.

Data Cutoff: 1SMARZ0LE:; RAVE Deta Ewxtracted: 18 May Z0L18.

Induction phase

Table 78: Adverse events leading to treatment withdrawal during the induction phase in at least 1% of
patients in any treatment arm by system organ class and preferred term (safety-evaluable population)
Study IMpower130

MedDRR Jy=tem Crgan Class Cn

L&

L {Act
Ye=dTRA Preferred Term {W=z2az

Total mmber of patients with at least ons adrerse srent 23 {14.2%) 83 (17.5%)

thwmrall totzl number of svents 28 106

ELOOD BND LYMPIRITIC STSTZM DISCRIERS

Total mmber of patisnts with at least one adierse sven ] 2.8%] 25 [ 5.3%)
HRMBOCYTOPTNIA 20 1.3% 11 [ 2.3%)
4 { 1.7%] 10 [ 2.1%)
1 J.48%] T [ 1.5%)

GEMERAL DISORDER3 END ADMINIS

ATION 3ITE COMDITICHS

Total mmber of patisnts with at l=ast one adierss sven 4 1.7%) 11 [ 2.2%)
FRTIFIE 20 1.3% 5[ 1.1%)
TMVESTIGETIONS
Total mmber e gdiersE sy 1 0.4%) 10 { 2
1 J.4%) E [ 1.2%)
0 E[1l.1%

Areazo~htesolizumab, BT latintiob—Faclitanal .
Imrestigator taxt for 2 |
head For frequency counts by preferred ter
nal ar= counted only once. For freqs
rrences of the same AT in an ir
treztmant dose are included.

Data Cutoff: 1SMARZOLE:; BEVE Dabta Dwtracted: 18 May 2

cantages are based on N in the column
ple pocurrences of the =same BE in an
v counts of "Iotal momber of svents™ rows, the

] ssparately. s collected after

ng HedDBR

Maintenance phase
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Adverse Events Leading to Withdrawal of Atezolizumab Treatment

A total of 24 patients (6.8%) in the Atezo-CnP arm experienced AEs leading to withdrawal of atezolizumab
during the maintenance phase. The most common AE (>2 patients) leading to atezolizumab treatment
withdrawal during maintenance was dyspnoea.

Adverse Events Leading to Withdrawal of Pemetrexed Treatment (Pemetrexed Switch
Maintenance Phase)

A total of 6 patients (12.2%) in the CnP arm experienced AEs leading to withdrawal of pemetrexed. The
most common AEs (>1% of patients) causing withdrawal from pemetrexed were fatigue, death (PT),
pleural effusion, neutropenia, sepsis, creatine renal clearance increased, acute kidney injury, and drug
eruption, each leading to pemetrexed withdrawal in 2.0% of patients in the CnP arm.

AEs leading to dose modification/interruption

Table 79: Adverse events leading to dose modification/interruption in at least 2% of patients in any
treatment arm (onset date before cross-over) by system organ class and preferred term
(safety-evaluable population) Study IMpower130

ConP (Actual
(H=Zaz
Total nmumber of patients with at least one adverse event 186 (80.2%)
Owerall total nusber of svents 544 1472
ELOOD AND LYMPHRTIC SYSTEM DISORDERS
Total mmber of patbients with at least one adwverse even 128 [55.2%] 3%
HETTRCEENTA g3 (35.8%) .5%)
THRMBOCETOFTNIA 26 {19.8%) %]
21 (13.4%3) 3%
13 | 5.6%) %)
5 [ 2.2%) 1.5%)
even 57 (24.6%)
1ne
26 (11.23)
31 (L2.4%)
g { 3.5%)
L [ D.49%)
TRATION SITE OOMDITICHI
l=a=t one adverse svent 22 (14.2%) 0%)
13 [ 5.6%) %)
2 [ 1L.3%) 2%
11 { 4.7%) 1%)
= with at le=ast one adverse svent 24 (1D_3%) BD (16_9%)
of events 2E 128
13 | 5.6%) 43 | 9.1%)
2 [ 1.7%) Z1 | £.4%)
32 { 1.3%) 15 [ 2.2%)
INEESTATIONS
::' pat = with at le=ast one adverse svent a0 {12 _5%) T2 (15.2%)
11 [ 4.73%) 18 ¢ 2.8%)
ATORY, THORARCIC AND MEDTASTTMAL DISORDER3
r of patients with at least one adverse event 17 { 7.3%) 69 (14.
= 5 om omms 1m
31 Z2.2%) 17 { 3.
L [ D.49%) 13 (2.
METAEQLISM AND NUIRITION DI3CRIERS
Total mmber of patisents with at least one adiwerse svent 10 [ 4.3%) 3 7.0%)
[ESTCRATION L [ D.4%) 12 | 2.5%)
[ECSEARSED AFPEIIIE 2 { 1.7%) 11 { 2.3%)
~ Arezohtecolizomab, CnPC
I igator tewt for AE 0. centages are based on N in

= pccurrences of the same BE in an
£ "Total number of svents™ rows, the
counted separately. Afs collected after

- For Srequency counts by .-—e ferred term, mult
1 are counted only once. For frequ
ple occurrences of the same 2T in an @
t dose are included.

Data Cutoff: 1ZMARZ0LE; BEVE Data Extracted: 18 May Z018.
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Immunogenicity

Table 80: Exposure to atezolizumab by atezolizumab ADA status (ADA-evaluable population) - Study
IMpowerl130

AR BT

AR et 11 ATR Ewvalusbls Patisnts
(M=34g) (H=100) (li=44e)

Treawment duration |

v receiwved divided by the expected mumber of doses.

Cu ek FEVE Data Extracted: 18 May Z01E.

Table 81: Overview of adverse events by atezolizumab ADA status (ADA-evaluable population) - Study
IMpower130

ADA- ADA+
(N=346) (N=100)

Total number of patients with at least one adverse event 346 (100.0

o°

100 (100.0%)

Total number of events 6781 1760

Total number of patients with at least one
Treatment-related AE 334 ( 96.5%) 100 (100.0%)
Grade 3-4 AE 285 ( 82.4%) 81 ( 81.0%)
Treatment-related Grade 3-4 AE 259 ( 74.9%) 74 ( 74.0%)
Grade 5 AE 15 (1 4.3%) 3 ( 3.0%)
Treatment-related Grade 5 AE 4 ( 1.2%) 1 ( 1.0%)
Serious Adverse Event 166 ( 48.0%) 54 ( 54.0%)
Treatment-Related Serious Adverse Event 78 ( 22.5%) 23 ( 23.0%)
AE leading to withdrawal from any treatment 83 ( 24.0%) 31 ( 31.0%)
-MPDL3280A 33 ( 9.5%) 17 ( 17.0%)
-Nab-Paclitaxel 64 ( 18.5%) 22 ( 22.0%)
-Carboplatin 57 ( 16.5%) 17 ( 17.0%)
—Pemetrexed 0 1 ( 1.0%)
AE leading to any dose modification/interruption 295 ( 85.3%) 93 ( 93.0%)
-MPDL3280A 215 ( 62.1%) 72 ( 72.0%)
-Nab-Paclitaxel 278 ( 80.3%) 86 ( 86.0%)
-Carboplatin 242 ( 69.9%) 75 ( 75.0%)
—Pemetrexed 6 ( 1.7%) 1 ( 1.0%)

Atezo=Atezolizumab, CnP=Carboplatin+Nab-Paclitaxel.

ADA = Anti-Therapeutic Antibodies; ADA- = Without TX Enhanced/Induced; ADA+ = With TX Enhanced/Induced.

Only events reported in the Adverse Events Form are included.

Investigator text for AEs encoded using MedDRA v21.0. Percentages are based on N in the column headings. Multiple
occurrences of the same AE in one

individual are counted only once except for "Total number of events" row in which multiple occurrences of the
same AE are counted separately.

Counts in "Grade 3-4 AE" are number of patients whose highest grades of AE are 3 or 4.

Data Cutoff: 15MAR2018; RAVE Data Extracted: 18 May 2018.
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Table 82: Adverse events with at least 2% higher incidence in ADA-positive patients by preferred term

and atezolizumab ADA status (ADA-evaluable population) - Study IMpower130

Atezo+CnP,

Mo. of Patients (%)

Atezo ADA-Negative

Atezo ADA-Positive

Procedural Complications

System Organ Class Preferred Term (N=348) (N=100)
Gastrointestinal Disorders Nausea 168 (48.6%) 54 (54.0%)
Dyspepsia 19 (5.5%) 10 {10.0%)
Abdominal pain upper 12 [3.5%) 9 (9.0%)
Dry mouth 15 (4.3%) & (6.0%)
General Disorders and Azthenia S9{17.1%) 23 (23.0%)
Administration Site Byresia 56 (16.29%) 23 (23.0%)
Conditions
Cedema peripheral 42 {12.1%:) 18 (18.0%)
Chills 14 (4.0%) B (B.0%)
Face oedema 2{0.6%) 3 (3.0%)
Blood and Lymphatic Meutropenia 162 (46.8%) o4 (54.0%)
System Disorders Thrombocytopenia 93 (26.9%) 34 (34.0%)
Leukopenia 37 {10.7%) 14 (14.0%)
Respiratory, Thoracic and Dyspnosa 97 {28.0%) 33 (33.0%)
Mediastinal Disonders Haemoptysis 18 (2.2%) 10 (10.0%)
Pleural effusion B {1.7%) 8 (8.0%)
Mervous System Disorders Dysgeusia 41 {11.8%:) 15 (15.0%)
Meurctoxicity 3{0.9%) 2 (5.0%)
Metabolism and MNutrition Hypokalaemia 31 {14.7%) 18 (158.0%)
Disaraers Dehydration 35 (10.1%) 12 (12.0%)
Hyponatraemia 20 (3.8%) 8 (8.0%)
Hypoalbuminaemia 3{2.3%) 3 (5.0%)
Infections and Infestations  Bronchitis 21(6.1%) 919.0%)
Herpes zoster 3(0.9%) 3 (3.0%)
Musculogkelstal and Back pain 60 (17.3%) 22 (22.0%)
El‘js':]”rjgfﬂe Tissus Bain in extremity 36 (10.4%) 16 (16.0%)
Bone pain 15 (4.3%) T ir.0%)
Cardiac Dizorders Palpitations T {2.0%) 4 (4.0%)
Injury, Poisoning and Infugion-related reaction 2{1.4%) G (6.0%)

ADA=anti-drug antibody; AE=adverse event; Atezo=atezolizumab; CnP=carboplatin+nab-paclitaxel.
Mote: Investigator text for AEs encoded using MsdDRA v21.0. Percentages wers basad on N in the
column headings. For frequency counts by Preferred Term, multiple occurences of the same AE in an

individual were counted only once. AEs collected after first treatment doge were included.
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Table 83: Adverse events of special interest with at least 2% difference between ADA-negative and
ADA-positive patients by preferred term and atezolizumab ADA status (ADA-evaluable population) -
Study IMpoweri130

Atezo+CnP,
Mo. of Patients (%)
Atezo ADA-Negative Atezo ADA-Positive
MedDRA Preferred Term {N=348) (N=100])
Rash maculopapular 12 (3.5%) 6 (6.0%)
Hypothyroidism 46 (13.3%) T (7.0%)
Frneumonitis 20 (5.8%) 3 (3.0%)
Hyperthyroidism 20 (5.8%) 3 (3.0%)
nfusion-related reaction 501.4%) 5 (5.0%)

ADA=anti-drug antibody; AE=adverse event; Atezo=atezolizumal
CnP=carboplatin+nab-paclitaxel.

Table 84: Safety by Treatment-Emergent ADA Status in Atezolizumab + Chemo Combination Population
(Pooled Safety Population)

Atezo+Chemo Combo

(N=2267)
ADA- ADA+
(N=1543) (N=724)
Total number of patients with at least one AE 1532 (99.3%) 718 (99.2%)
Total number of Events 23982 10204
Total number of patients with at least one
Treatment-related AE 1476 (95.7%) 696 (96.1%)
Atezo-related AE 1125 (72.9%) 547 (75.6%)
Grade 3-4 AE 1051 (68.1%) 476 (65.7%)
Treatment-related Grade 3-4 AE 905 (58.7%) 414 (57.2%)
Atezo-related Grade 3-4 AE 418 (27.1%) 207 (28.6%)
Grade 5 AE 63 ( 4.1%) 32 ( 4.4%)
Treatment-related Grade 5 AE 19 ( 1.2%) 11 ( 1.5%)
Atezo-related Grade 5 AE 13 ( 0.8%) 9 (1.2%)
Serious AE 651 (42.2%) 321 (44.3%)
Treatment-related serious AE 334 (21.6%) 188 (26.0%)
Atezo-related serious AE 211 (13.7%) 118 (16.3%)
AE leading to Treatment withdrawal 352 (22.8%) 181 (25.0%)
AE leading to Atezo withdrawal 173 (11.2%) 101 (14.0%)
AE leading to Treatment modification/interruption 1067 (69.2%) 496 (68.5%)

Investigator text for AEs encoded using MedDRA v21.0. Percentages are based on N in the column headings. Multiple
occurrences of the same AE in one individual are counted only once except for "Total number of events" row in which
multiple occurrences of the same AE are counted separately. All treatment emergent AEs are included.

Atezo=Atezolizumab. Atezo+Chemo Combo: GO29537 (IMPOWER130) Arm A + G0O29437 (IMPOWER131) Arm A+B + GO29436 (IMPOWER150)
Arm A+B + G029438 (IMPOWER132) Arm A + GO30081 (IMPOWER133) Arm A. Clinical cut-off dates: G029436:22JAN2018,
G029437:20APR2018, G0O29438:22MAY2018, GO29537:15MAR2018, GO30081:24APR2018.

Post marketing experience

Since the international birth date (18 May 2016) through 17 May 2018, an estimated cumulative total of
20,783 patients have received atezolizumab from marketing experience (United States, n=18,470;
European Union, n=987; Japan, n=181; rest of the world, n=1145). No new or unexpected safety
findings were identified in the post-marketing setting for atezolizumab used as a monotherapy.

The combination regimen of atezolizumab with carboplatin and nab-paclitaxel administered in
IMpower130 is not approved yet.

2.5.1. Discussion on clinical safety

Overall, Atezo+CnP caused more gastrointestinal (diarrhoea and vomiting), general disorders (pyrexia),
respiratory disorders (dyspnoea and cough), nervous disorders (headache, dizziness), infections (urinary
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tract infection and pneumonia), skin disorders (rash and pruritus), decrease in platelet and neutrophil
counts, musculoskeletal disorders (pain in muscles and joints) and hypothyroidism.

There were clearly more grade =3 AEs clearly reported in the Atezo+CnP arm vs the comparator arm,
85.8% vs. 76.3%. Main differences were seen with regards to neutropenia, thrombocytopenia and
anaemia.

There were also clearly more infections in the Atezo+CnP arm as a consequence of the more frequently
observed neutropenia. There was almost a doubling in the rate of Grade =3 infections, 17.5% vs. 9.5%.

While dizziness was observed in 10.8% in the CnP arm and 16.1% in the Atezo+CnP (see Table 51) no
syncope was observed in the CnP arm. However, 13 (2.7%) syncope were reported in the Atezo+CnP arm
out of 26 (1.1%) in the Atezo+Chemo combo, in other words half of the reported syncope in the
Atezo+Chemo combo originated from the IMpower130. Syncope and Dizziness were added as ADRs in
section 4.8 of the SmPC.

The proportion of patients experiencing SAEs was higher in the Atezo+CnP arm (50.7%) compared with
the CnP arm (37.9%). Lung infection, neutropenia, diarrhoea were reported with > 2% difference. Deaths
as an AE (Table 64) were reported in 4 patients in the CnP arm (1.7%) and 1 patient (0.2%) in the
Atezo+CnP arm.

Based on the safety data submitted, a causal relationship with atezolizumab in combination with
chemotherapy is established for the following ADRs which have been included in section 4.8 of the SmPC:
lung infection, lymphocyte count decreased, vomiting, dysgueusia, AST/ALT increased, back pain and
asthenia.

Looking at the AEs leading to death, there were no clinically relevant differences between the two
treatment arms.

Atezo in combination with chemotherapy seems to lead to an increase in AESI compared to the use of
atezo as monotherapy, although the number of Grade 3-4 AESI was similar, when comparing the different
arms including atezo. However the number of AESI leading to treatment modification/interruption or use
of systemic use of corticosteroids was clearly higher in the atezo+chemo/CnP group compared to the
monotherapy arms.

Looking at the individual AESIs, the main differences between atezo+CnP and the monotherapy arms,
were seen with regards to rash, hypothyroidism, pneumonitis and hyperthyroidism. Important AESIs
unique to patients in the Atezo+CnP arm included immune-related adrenal insufficiency, immune-related
nephritis, immune-related meningoencephalitis, and immune-related hypophysitis. There were no cases
of immune-related Guillain-Barre syndrome, immune-related myocarditis, or immune-related
myasthenia gravis in either arm.

It is also noted that that there were 4 Grade 5 AESI (2 cases of hepatitis and 2 cases of pneumonitis).

With regards to laboratory parameters, clinically relevant shifts in ALT, creatinine, magnesium and
potassium are observed in the atezo+CnP. The majority resolved. Four patients met the criteria for Hy’s
Law. Two patients had immune related hepatitis. Their liver function returned to normal. One patient had
a confirmed tumoural obstruction of the biliary tract. The last patient was recovering from the hepatitis
event, but died due to PD.

Overall, there were slightly more AEs leading to withdrawal in the Atezo+CnP arm compared to the CnP
arm, 26.4% vs. 22.0%. The main difference was in the “blood and lymphatic system disorder” SOC. In
general, the withdrawal rate is considered high, however, having in mind the clinical setting, it is
acceptable.
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The majority of patients, 80.2% and 85.0% in the CnP and atezo+CnP arms respectively experienced an
AE leading to a dose modification/interruption. There is no clear pattern, but merely a slightly higher
number of AEs in all SOCs. Nonetheless, it seems that the majority of patients were kept on treatment
with dose modifications/interruptions.

From the safety database all the adverse reactions reported in clinical trials have been included in the
Summary of Product Characteristics. No changes to the RMP are needed as a result of the new safety data
submitted as part of the application.

2.5.2. Conclusions on clinical safety

Overall, the safety profile of Atezo in combination with CnP is considered acceptable. However, there are
more AEs and AESI in the Atezo+CnP arm, but no new safety concerns or major concerns were identified.

The current RMP is adequate to manage the risks associated with Tecentriq is this new indication.
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 CHMP received the following PRAC Advice on the submitted Risk Management Plan:
The PRAC considered that the risk management plan version 9.1 is acceptable.

The CHMP endorsed the Risk Management Plan version 9.1 with the following content:

Assessment report
EMA/557479/2019 Page 100/114



Safety concerns

Summary of safety concerns

Important identified risks

Immune-related hepatitis

Immune-related pneumonitis

Immune-related colitis

Immune-related pancreatitis

Immune-related endocrinopathies (diabetes mellitus,
hypothyroidism, hyperthyroidism, adrenal insufficiency
and hypophysitis)

Immune-related neuropathies (Guillain-Barré syndrome,
and

myasthenic syndrome / myasthenia gravis)
Immune-related meningoencephalitis

Infusion-related reactions

Immune-related myocarditis

Immune-related nephritis

Immune-related myositis

Important potential risks

Anti-drug antibodies
Embryo-fetal toxicity

Missing information

Concomitant use with other immuno-modulatory drugs
Long term use

Concomitant or sequential use of atezolizumab with
intra-vesical Bacillus Calmette-Guérin vaccine for the
treatment of urothelial carcinoma

No changes to the list of safety concerns were made as a result of this extension of indication.

Pharmacovigilance plan
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Study
Status

Summary of Objectives

Safety concerns
addressed

Milestones

Due
dates

Category 1 - Imposed mandatory additional pharmacovigilance activities which are conditions of the marketing authorization

There are no Imposed mandatory additional pharmacovigilance activities which are conditions of the marketing authorization

Category 2 - Imposed mandatory additional pharmacovigilance activities which are Specific Obligations in the context of a

conditional marketing authorization or a marketing authorization under exceptional circumstances

There are no Imposed mandatory additional pharmacovigilance activities which are Specific Obligations in the context of a

conditional marketing authorization or a marketing authorization under exceptional circumstances

Category 3 - Required additional pharmacovigilance activities

G028915 (OAK) To determine if atezolizumab Anti-drug antibodies Final CSR December
treatment results in an 2019
A Phase III, Open-Label, improved OS compared with
Multicenter, Randomized docetaxel
Study to Investigate the
Efficacy and Safety of To evaluate safety and
Atezolizumab (Anti-PD-L1 tolerability of atezolizumab
Antibody) Compared with compared with docetaxel
Docetaxel in Patients with
Non—Small Cell Lung Cancer To evaluate incidence of ADAs
After Failure with against atezolizumab and to
Platinum-Containing explore the potential
Chemotherapy relationship of the
immunogenicity response with
Ongoing pharmacokinetics, safety, and
efficacy
G029322: A Phase IB Study of | To evaluate the safety and Concomitant use with other | Final CSR E/Igzrgh
the Safety and Pharmacology | tolerability of atezolizumab and | immunomodulatory
of atezolizumab Administered | ipilimumab in combination in drugs
with Ipilimumab or patients with advanced or
Interferon-Alpha in Patients metastatic NSCLC or
with Locally Advanced or melanoma.
Metastatic Solid Tumors To evaluate the safety and
tolerability of atezolizumab and
Ongoing interferon alfa-2b in
combination in patients with
advanced or metastatic RCC or
melanoma
Concomitant or sequential Final CSR June 2022

WQ029635: A Phase 1B/II,
Open-Label Study of the
Safety and Pharmacology of
Atezolizumab Administered
with or without Bacille
Calmette-Guérin in Patients
with High Risk Non
Muscle-Invasive Bladder

Cancer

To evaluate the safety and
tolerability of atezolizumab as a
single agent and in combination
with BCG.

To identify the DLTs and to
determine the MTD or
tolerability at the MAD of BCG in

combination with atezolizumab

use of atezolizumab with
intra-vesical BCG vaccine for
the treatment of urothelial
carcinoma
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Ongoing

M0O39171 (TAIL): Single-Arm | To evaluate the long-term Long-term use Final CSR May 2022
Long-Term Safety and Efficacy | safety of atezolizumab on the
Study of atezolizumab in bases of the following
previously treated NSCLC endpoints: The incidence of all
Patients serious adverse events (SAEs)

related to atezolizumab

treatment and the incidence of

immune-related adverse events
Ongoing (irAEs) related to atezolizumab

treatment
M029983: An Open-Label, To evaluate the safety of Long-term use Final CSR Q1 2023
Single Arm, Multicenter, atezolizumab based on the
Safety Study of atezolizumab | following endpoints: Nature,
in Locally Advanced or severity, duration, frequency
Metastatic Urothelial or and timing of adverse events
Non-Urothelial Carcinoma of (AEs) and changes in vital signs,
the Urinary Tract physical findings, and clinical

laboratory results during and
Ongoing following atezolizumab

administration.
W040486 (Observational The overall objective is to Immune-related hepatitis SPL(I;tn('):i:gslion ;gtirsuary
Study) evaluate the effectiveness of the | lmmune-related .
Evaluation of the effectiveness | HCP brochure designed to pneumonitis ig[t)e()r:trmw

. . Immune-related colitis December

of HCP educational materials | Mitigate important . 2020

. . . Immune-related pancreatitis
which aims to facilitate early immune-related risks in Immune-related Final Report
recognition and intervention of patients receiving atezolizumab endocrinopathies (diabetes
the following important in the European Union. Data mellitus, December
immune-related risks: from HCP surveys and reporting 2022

Pneumonitis, hepatitis, colitis,
pancreatitis,
endocrinopathies,
neuropathies,
meningoencephalitis,
myocarditis, nephritis, and

infusion-related reactions

Ongoing

rates for the important
identified immune related risks
will be collected and analyzed to
evaluate effectiveness of the
HCP brochure

hypothyroidism,
hyperthyroidism,

adrenal insufficiency, and
hypophysitis)
Immune-related
neuropathies (Guillain-Barré
syndrome, and

myasthenic syndrome /
myasthenia gravis)
Immune related

meningoencephalitis
Infusion-related reactions
Immune-related myocarditis
Immune-related nephritis

No new studies were added to the pharmacovigilance plan as a result of this extension of indication.

Risk minimisation measures
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Safety concern

Risk
minimization measures

Pharmacovigilance activities

Immune-Related Hepatitis

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.2 Posology and method of
administration

Section 4.4 Special Warnings and
Precautions for Use

Section 4.8 Undesirable effects

Additional risk minimization
measures:

e Educational materials for
HCPs

e Patient alert cards

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

W040486 (Observational Study)

Evaluation of the effectiveness of
HCP educational materials which
aims to facilitate early
recognition and intervention of
the following important
immune-related risks:

Pneumonitis, hepatitis, colitis,
pancreatitis, endocrinopathies,
neuropathies,
meningoencephalitis,
myocarditis, nephritis, and
infusion-related reactions.

Immune-Related
Pneumonitis

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.2 Posology and method of
administration

Section 4.4 Special Warnings and
Precautions for Use

Section 4.8 Undesirable effects

Additional risk minimization
measures:

e Educational materials for
HCPs

e Patient alert cards

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

W040486 (Observational Study)

Evaluation of the effectiveness of
HCP educational materials which
aims to facilitate early
recognition and intervention of
the following important
immune-related risks:

Pneumonitis, hepatitis, colitis,
pancreatitis, endocrinopathies,
neuropathies,
meningoencephalitis,
myocarditis, nephritis, and
infusion-related reactions.

Assessment report
EMA/557479/2019

Page 104/114




Safety concern

Risk
minimization measures

Pharmacovigilance activities

Immune-Related Colitis

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.2 Posology and method of
administration

Section 4.4 Special Warnings and
Precautions for Use

Section 4.8 Undesirable effects

Additional risk minimization
measures:

e Educational materials for
HCPs

e Patient alert cards

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

W040486 (Observational Study)

Evaluation of the effectiveness of
HCP educational materials which
aims to facilitate early
recognition and intervention of
the following important
immune-related risks:

Pneumonitis, hepatitis, colitis,
pancreatitis, endocrinopathies,
neuropathies,
meningoencephalitis,
myocarditis, nephritis, and
infusion-related reactions.

Immune-Related Pancreatitis

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.2 Posology and method of
administration

Section 4.4 Special Warnings and
Precautions for Use

Section 4.8 Undesirable effects

Additional risk minimization
measures:

e Educational materials for
HCPs

e Patient alert cards

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

W040486 (Observational Study)

Evaluation of the effectiveness of
HCP educational materials which
aims to facilitate early
recognition and intervention of
the following important
immune-related risks:

Pneumonitis, hepatitis, colitis,
pancreatitis, endocrinopathies,
neuropathies,
meningoencephalitis,
myocarditis, nephritis, and
infusion-related reactions.
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Safety concern

Risk
minimization measures

Pharmacovigilance activities

Immune-Related
Endocrinopathies (Diabetes
Mellitus, Hypothyroidism,
Hyperthryroidism, Adrenal
Insufficiency, and
Hypophysitis)

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.2 Posology and method of
administration

Section 4.4 Special Warnings and
Precautions for Use

Section 4.8 Undesirable effects

Additional risk minimization
measures:

e Educational materials for
HCPs

e Patient alert cards

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

W040486 (Observational Study)

Evaluation of the effectiveness of
HCP educational materials which
aims to facilitate early
recognition and intervention of
the following important
immune-related risks:

Pneumonitis, hepatitis, colitis,
pancreatitis, endocrinopathies,
neuropathies,
meningoencephalitis,
myocarditis, nephritis and
infusion-related reactions.

Immune-Related
Neuropathies
(Guillain-Barre Syndrome
and Myasthenia Gravis)

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.2 Posology and method of
administration

Section 4.4 Special Warnings and
Precautions for Use

Section 4.8 Undesirable effects

Additional risk minimization
measures:

e Educational materials for
HCPs

e Patient alert cards

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

W040486 (Observational Study)

Evaluation of the effectiveness of
HCP educational materials which
aims to facilitate early
recognition and intervention of
the following important
immune-related risks:

Pneumonitis, hepatitis, colitis,
pancreatitis, endocrinopathies,
neuropathies,
meningoencephalitis,
myocarditis, nephritis, and
infusion-related reactions.
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Safety concern

Risk
minimization measures

Pharmacovigilance activities

Immune-Related
Meningoencephalitis

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.2 Posology and method of
administration

Section 4.4 Special Warnings and
Precautions for Use

Section 4.8 Undesirable effects

Additional risk minimization
measures:

e Educational materials for
HCPs

e Patient alert cards

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

W040486 (Observational Study)

Evaluation of the effectiveness of
HCP educational materials which
aims to facilitate early
recognition and intervention of
the following important
immune-related risks:

Pneumonitis, hepatitis, colitis,
pancreatitis, endocrinopathies,
neuropathies,
meningoencephalitis,
myocarditis, nephritis and
infusion-related reactions.

Infusion-Related Reactions

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.2 Posology and method of
administration

Section 4.4 Special Warnings and
Precautions for Use

Section 4.8 Undesirable effects

Additional risk minimization
measures:

e Educational materials for
HCPs

e Patient alert cards

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

W040486 (Observational Study)

Evaluation of the effectiveness of
HCP educational materials which
aims to facilitate early
recognition and intervention of
the following important
immune-related risks:

Pneumonitis, hepatitis, colitis,
pancreatitis, endocrinopathies,
neuropathies,
meningoencephalitis,
myocarditis, nephritis, and
infusion-related reactions.
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Safety concern

Risk
minimization measures

Pharmacovigilance activities

Immune-Related Myocarditis

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.2 Posology and method of
administration

Section 4.4 Special Warnings and
Precautions for Use
Section 4.8 Undesirable effects

Additional risk minimization
measures:

e Educational materials for
HCPs

e Patient alert cards

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

W040486 (Observational Study)

Evaluation of the effectiveness of
HCP educational materials which
aims to facilitate early
recognition of and intervention in
the following important
immune-related risks:

Pneumonitis, hepatitis, colitis,
pancreatitis, endocrinopathies,
neuropathies,
meningoencephalitis,
myocarditis, nephritis, and
infusion-related reactions.

Immune-related nephritis

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.2 Posology and method of
administration

Section 4.4 Special Warnings and
Precautions for Use
Section 4.8 -Undesirable effects

Additional risk minimization
measures:

e Educational materials for
HCPs

Patient alert cards

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

W040486 (Observational Study)

Evaluation of the effectiveness of
HCP educational materials which
aims to facilitate early
recognition of and intervention in
the following important
immune-related risks:

Pneumonitis, hepatitis, colitis,
pancreatitis, endocrinopathies,
neuropathies,
meningoencephalitis,
myocarditis, nephritis, and
infusion-related reactions.
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Safety concern

Risk
minimization measures

Pharmacovigilance activities

Immune-related myositis

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.2 Posology and method of
administration

Section 4.4 Special Warnings and
Precautions for Use
Section 4.8 Undesirable effects

Additional risk minimization
measures:

e Educational materials for
HCPs

e Patient alert cards

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

None

Anti-drug Antibodies

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.8 Undesirable effects

No additional risk minimization
measures

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

Study GO28915 (OAK)

Embryo-fetal toxicity

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.6 Fertility, pregnancy and
lactation

Section 5.3 Preclinical safety data

No additional risk minimization
measures

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

None
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Safety concern

Risk
minimization measures

Pharmacovigilance activities

Concomitant use with other
immuno-modulatory agents

Routine risk minimization
measures:

This safety concern considered as
missing information is mentioned as
one of the exclusion criteria within
the Warnings and Precautions and
description of studies included in the
E.U. SmPC.

No Additional risk minimization
measures

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

Study GO29322

Long-term use

Routine risk minimization
measures:

Proposed text in E.U. SmPC:
None

No Additional risk minimization
measures

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

Studies:
e M029983
e MO39171

Concomitant or sequential
use of atezolizumab with
intra-vesical Bacillus
Calmette-Guérin vaccine for
the treatment of urothelial
carcinoma.

Routine risk minimization
measures:

Proposed measures are described in
the E.U. SmPC under the following
sections:

Section 4.4 Special Warnings and
Precautions for Use:

Includes language that patients who
were administered a live attenuated
vaccine with 28 days prior to
enrolment were excluded from
clinical trials

No Additional risk minimization
measures

Routine pharmacovigilance
activities beyond adverse
reactions reporting and
signal detection:

None

Additional
pharmacovigilance activities:

Study WO29635

The risk minimisations measures remain unchanged as a result of this extension of indication.
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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, 4.8 and 5.1 of the SmPC have been
updated. The Package Leaflet has been updated accordingly.

The new indication has only been reflected in the SmPC for the 1,200 mg strength, however the safety
sections have been aligned between the 840 mg and 1,200 mg strengths.

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:

¢ No significant changes impacting the readability of the package leaflet are made. The new additions
follow the same structure and use similar descriptions and terminology as used in the approved package
leaflet.

e The target group of users will be similar between the approved indication (locally advanced or
metastatic NSCLC previously treated with chemotherapy) and the applied indication (first-line treatment
of metastatic non-squamous NSCLC), with no significant age difference.

e The posology proposed in this application is the same as for the currently approved indication.
3. Benefit-Risk Balance
3.1. Therapeutic Context

3.1.1. Disease or condition

The proposed new therapeutic indication is for atezolizumab in combination with nab paclitaxel and
carboplatin, for the first line treatment of adult patients with metastatic non-squamous NSCLC who do not
have EGFR mutant or ALK positive NSCLC.

Lung cancer remains the leading cause of cancer death worldwide, estimated to be responsible for nearly
one in five cancer deaths globally (1.76 million deaths, 18.4% of the total; Globocan 2018). There were
estimated to be 2.1 million new cases in 2018 (11.6% of the total), 58% of which occurred in less
developed regions. This disease is the most common cancer in men worldwide (1.4 million [15% of
cancers in men]) and accounts for the highest absolute number of cancer deaths globally (1.2 million
deaths [24% of cancer deaths in men]; Fitzmaurice et al. 2015). NSCLC is the predominant subtype,
accounting for approximately 85% of all cases (Molina et al. 2008; Howlader et al. 2014).

NSCLC can be divided into two major histologic types: non-squamous and squamous cell carcinoma
(Travis et al. 2011). Non-squamous histology accounts for more than half of all NSCLC, whereas
squamous histology accounts for approximately 30% (Langer et al. 2010).

Genetic changes that have prognostic and/or predictive significance in NSCLC include EGFR mutations in
exons 18 through 21 and rearrangements in the ALK gene. EGFR mutations are rare in squamous NSCLC
but are seen in 10%-40% of patients with non-squamous NSCLC (Herbst et al. 2008). ALK
rearrangements have been reported in 2%-6% of NSCLC patients, predominantly in hon-squamous
NSCLC (Kwak et al. 2010; Crind et al. 2011).
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3.1.2. Available therapies and unmet medical need

For patients who have metastatic non-squamous NSCLC without an oncogenic driver mutation (such as
EGFR mutations or ALK translocations), the standard-of-care options in first-line are anti-PD-1
monotherapy (only for high PD-L1 expression) or platinum-based chemotherapy in combination with
anti-PD-1/PD-L1 agents.

3.1.3. Main clinical studies

The MAH has provided results from the IMpower 130 study, which is a relatively large (> 700 patients)
phase III, open label, randomised study conducted to evaluate the efficacy and safety of atezolizumab in
combination with nab paclitaxel and carboplatin, in chemotherapy naive patients with metastatic
non-squamous NSCLC.

3.2. Favourable effects

The primary analysis was conducted in all patients, excluding those with EGFR mutations or ALK
rearrangements, defined as ITT-WT population (n=679). Patients had a median survival follow up time of
18.6 months. The study met one of its co-primary endpoints, PFS in ITT-WT. Results showed a HR of 0.64
(95%CI: 0.54, 0.77; p<0.0001). The median duration of PFS was 7.0 months in the atezo+CnP arm. With
regards to OS in ITT-WT, median OS was 18.6 months in the atezo+CnP vs 13.9 months in the
comparator arm (HR=0.79 (95%CI 0.64, 0.98).

Updated OS data with median follow-up of 24.1 months showed a HR = 0.82 (95% CI: 0.67, 1.01) and
the p-value = 0.057. As OS data has matured, the difference between the two treatment arms is no
longer statistically significant, but the study is considered positive as at least one of the co-primary
endpoints is statistically significant. The updated results are clearly reflected in section 5.1.

Concerning the secondary endpoints, results were overall in line with the primary analyses in the ITT-WT
population.

Finally, the secondary analyses of OS and PFS in the ITT population show similar results to the ITT-WT
population. Breaking down the treatment effect per PD-L1 expression, it is clearly seen that the majority
of patients are TC0/ICO, however, a similar treatment effect is observed across all the different PD-L1
subgroups. These results are in line with the primary estimate.

3.3. Uncertainties and limitations about favourable effects

There are no uncertainties regarding the favourable effects of the Atezo+CnP combination.

3.4. Unfavourable effects

Overall incidences of treatment-related AEs are numerically higher in the Atezo+CnP arm (96.2 % vs
92.7% in the CnP arm).

Incidence of Grade 3-4 adverse events was higher in the Atezo+CnP arm, especially grade 4 AEs (27.7%
vs 15.9%) were reported numerically higher in the Atezo+CnP (85.0%) than in the CnP arm (74.6%).

The proportion of patients experiencing SAEs was higher in the Atezo+CnP arm (50.7%) compared with
the CnP arm (37.9%).

Lung infection, neutropenia, diarrhoea were reported with > 2% difference.
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Deaths due to AEs were reported in 4 patients in the CnP arm (1.7%) and 1 patient (0.2%) in the
Atezo+CnP arm.

3.5. Uncertainties and limitations about unfavourable effects
There are no uncertainties or limitations about the unfavourable effects.

3.6. Effects Table

Table 85: Effects Table for atezolizumab in combination with nab paclitaxel and carboplatin, in 1L
metastatic non-squamous NSCLC (data cut-off: 15 March 2018)

Effect Short Unit Treatment Control Uncertainties / References
description Strength of evidence

Favourable Effects

PFS Progression free mont 7.0 5.5 HR=0.64 (95%CI: 0.54,

ITT-WT survival hs 0.77; p<0.0001)

(015 Overall survival mont 18.6 13.9 HR=0.79 (95%CI; 0.64,

ITT-WT hs 0.98) , p = 0.033

Unfavourable Effects

Grade 3/4 % 17.5 9.5

infections and
infestations

Grade 3/4 % 32.3 28.4
neutropenia

AESI % 45 25.0
Grade 3-5 AEs % 80.5 70.7
Discontinuation % 26.4 22.0
SAE % 50.7 37.9

Abbreviations: PFS: progression free survival; OS: overall survival; AESI: adverse events of special interest; AEs: Adverse events;

SAEs: serious adverse events. HR: hazard ratio
3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

In the intended indication, there is a need for further treatment options, especially for patients with PD-L1
negative tumours or with low PD-L1 expression. Study IMpower130 shows clinically meaningful results in
both PD-L1 positive and PD-L1 negative patients. In the ITT-WT population the median OS was 18.6
months vs 13.9 months in the atezo+CnP and CnP arms respectively, an improvement of median OS by
4.7 months, which is considered clinically encouraging in this patient population with a dismal prognosis.
Updated OS results no longer show a statistically significant result. PFS results in the ITT-WT population,
showed a HR of 0.64 (95% CI: 0.54, 0.77; p<0.0001). The median duration of PFS was 7.0 months in the
atezo+CnP arm. Overall, study IMpower130 is considered positive, since it met both of its co-primary
endpoints in the ITT-WT population at the primary analysis.

There are more AEs, Grade 3/4 AEs, AESI and discontinuation in the atezo+CnP arm, but overall the
safety profile of Atezo in combination with CnP is considered acceptable. The majority of AEs are clinically
manageable with supportive therapy and/or dose reduction/interruptions.

The addition of atezolizumab to CnP is in the interest of the patient as shown by the difference in OS and
PFS compared to the control arm.
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3.7.2. Balance of benefits and risks

The B/R balance of Tecentriq in combination with nab paclitaxel and carboplatin, for the first line
treatment of adult patients with metastatic non-squamous NSCLC who do not have EGFR mutant or ALK
positive NSCLC is positive.

3.7.3. Additional considerations on the benefit-risk balance
N/A
3.8. Conclusions

The overall B/R of Tecentriq is positive.
4. Recommendations

Outcome

Based on the review of the submitted data, the CHMP considers the following variation acceptable and
therefore recommends by consensus 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 Tecentriq, in combination with nab-paclitaxel and carboplatin, indicated
for the first-line treatment of adult patients with metastatic non-squamous non-small cell lung cancer
(NSCLC) who do not have EGFR mutant or ALK-positive NSCLC; as a consequence, sections 4.1, 4.2, 4.8
and 5.1 of the SmPC are updated. The Package Leaflet is updated in accordance. RMP version 9.1 has
been accepted.

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

5. EPAR changes

The EPAR will be updated following Commission Decision for this variation. In particular the EPAR module
"steps after the authorisation" will be updated as follows:

Scope

Extension of Indication to include Tecentrig, in combination with nab-paclitaxel and carboplatin, indicated
for the first-line treatment of adult patients with metastatic non-squamous non-small cell lung cancer
(NSCLC) who do not have EGFR mutant or ALK-positive NSCLC; as a consequence, sections 4.1, 4.2, 4.8
and 5.1 of the SmPC are updated. The Package Leaflet is updated in accordance. RMP version 9.1 has
been accepted.

Summary

Please refer to the Scientific Discussion Tecentrig-H-C-4143-11-19.
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