elc C’o EUROPEAN LUNG CANCER
CONFERENCE 2019

IMpower150: an exploratory
analysis of efficacy outcomes in
patients with EGFR mutations

Martin Reck,! Robert Jotte,2 Tony Mok,® Darren Wan-Teck Lim,* Federico Cappuzzo,®
Francisco Orlandi,® Daniil Stroyakovskiy,” Naoyuki Nogami,® Delvys Rodriguez-Abreu,?

Denis Moro-Sibilot,'® Christian A. Thomas,!" Fabrice Barlesi,'?2 Gene Finley,'3 Makoto Nishio,
Anthony Lee,'> Geetha Shankar,'® Wei Yu,'® Mark A. Socinski'®

Lung Clinic Grosshansdorf, Airway Research Center North, German Center of Lung Research, Grosshansdorf, Germany; 2Rocky Mountain
Cancer Centers, Denver, CO, and US Oncology, Houston, TX; 3State Key Laboratory of South China, Department of Clinical Oncology, Chinese
University of Hong Kong, Hong Kong, China; “National Cancer Centre Singapore, Singapore; 5Azienda Unita Sanitaria Locale della Romagna,
Ravenna, Italy; 8Instituto Nacional del Torax, Santiago, Chile; "Moscow City Oncology Hospital, Moscow, Russia; 8National Hospital Organization
Shikoku Cancer Center, Matsuyama, Japan; °Hospital Universitario Insular de Gran Canaria, Las Palmas, Spain; '°Centre Hospitalier Universitaire
de Grenoble Alpes, Grenoble, France; ""New England Cancer Specialists, Scarborough, ME; 12Aix Marseille University, CNRS, INSERM, CRCM,
Assistance Publique Hoépitaux de Marseille, Marseille, France; '3Allegheny Health Network Cancer Institute, Pittsburgh, PA; 4The Cancer Institute
Hospital, Japanese Foundation for Cancer Research, Tokyo, Japan; 'Genentech, Inc., South San Francisco, CA; '®Florida Hospital Cancer

Institute, Orlando, FL



Disclosure Slide elcc

+  Dr. Reck reports honoraria for lectures and consultancy fees from

. Abbvie, Amgen, AstraZeneca, Boehringer-Ingelheim, BMS, Celgene, Merck-Serono, MSD, Lilly,
Novartis, Pfizer, Roche/Genentech

EUROPEAN LUNG CANCER CONFERENCE 2019
Reck et al. IMpower150 in EGFR-mt pts



NSCLC and Patients With EGFR Mutations elcc®

. After failure of first-line TKIs, patients with EGFR mutations have limited treatment options'-3

+ Continuation of TKI therapy with chemotherapy is generally associated with worse survival
outcomes than treatment with later-generation TKls'2

+ Most patients who receive subsequent therapy will eventually receive chemotherapy?

. Patients with EGFR mutations treated with single-agent PD-L1 or PD-1 inhibitors after failure of TKI
therapy have not shown significant survival benefit versus patients treated with chemotherapy in the
second-line setting*’

« Therefore, patients with NSCLC who have EGFR mutations need better therapies following
TKI treatment

+ IMpower150 is an all comer study that included patients with EGFR mutations who had experienced
progression or intolerance to at least one approved TKI therapy

EGFR, epidermal growth factor receptor; PD-L1, programmed death-ligand 1; TKI, tyrosine kinase inhibitors.
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Rationale for the Combination of Atezolizumab +

Bevacizumab + Chemotherapy

In addition to its known anti-angiogenic effects?, bevacizumab’s inhibition of VEGF has immune

*

modulatory effects?

Inhibition of VEGF can promote
T-cell priming and activation via
dendritic cell maturation®#
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Tumour cell killing by chemotherapy
may expose the immune system to
high levels of cancer cell antigens?®
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Figure adapted from Chen DS, Mellman I. Immunity, 2013.
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Atezolizumab’s T-cell mediated cancer cell killing may be enhanced through bevacizumab’s reversal of

VEGF-mediated immunosuppression
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Immunol Res, 2014. 8. Wallin JJ, et al. Nat Commun, 2016. 9. Zitvogel L, et al. Immunity, 2013. 10. Gabrilovich DI, Nagaraj S. Nat Rev
Immunol, 2009. 11. Roland CL, et al. PLoS One, 2009. 12. Facciabene A, et al. Nature, 2011. 13. Voron T, et al. J Exp Med, 2015.

Activated

T-cells 7

’’’’’’

______

’’’’’’

‘‘‘‘‘‘‘

elcc®

Normalization of the tumour
vasculature through VEGF inhibition
increases T-cell tumour infiltration?5-8

VEGF blockade can establish an
immune-permissive tumour
microenvironment by decreasing
myeloid-derived suppressor cell and
regulatory T cell populations?810-13
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IMpower150 Study Design elcc*

Maintenance therapy
(no crossover permitted)

\ N = 1202 /

4 or 6 cycles

\_

Arm A [ \
Stage IV or : b .

t metastati Atezolizumab® + Atezolizumabb Treated with

recurrent metastatic Carboplatinc + Paclitaxeld atezolizumab
nonsquamous NSCLC 4 il PD o
. or 6 cycles unti per =]
Chemotherapy-naive? RECIST v1.1 i
Tumour tissue available Arm B or loss of c;>
for biomarker testing Atezolizumab® + Atezolizumab® clinical benefit %
Any PD-L1 IHC status Carboplatinc + Paclitaxel? + o

. . . o

Stratification factors: + Bevacizumab Bevacizumab AND/OR t;
. Sex 4 or 6 cycles ) E
. Treated with 5
. P'D-L'I IHC expression Arm C (control, bevacizumab N

* Liver metastases Carboplatinc + Paclitaxel? B . be until PD per

+ Bevacizumab® evacizuma RECIST v1.1

J

+ InIMpower150, Arm B (ABCP) prolonged PFS and OS vs Arm C (BCP) in patients with
first-line nonsquamous NSCLC, including patients with EGFR genomic alterations

aPatients with a sensitizing EGFR mutation or ALK translocation must have disease progression or intolerance of treatment with one or

more approved targeted therapies. ? Atezolizumab: 1200 mg IV q3w. ¢ Carboplatin: AUC 6 1V q3w. 9 Paclitaxel: 200 mg/m2 IV q3w.

¢ Bevacizumab: 15 mg/kg IV q3w.
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IMpower150 Subgroup Population and Objectives elcc

+  The efficacy and safety of atezolizumab and/or bevacizumab with chemotherapy is being further
analysed in the subpopulation of patients with EGFR mutations

ITT-WT?
(87% patients)
ALK +

(3% patients)

ITT

(All randomised patients)

EGFRIALK +
(13% patients)

EGFR-mt
(10% patients)

a WT refers to patients without EGFR or ALK genetic alterations. EUROPEAN LUNG CANCER CONFERENCE 2019
ABCP, atezolizumab + bevacizumab + carboplatin + paclitaxel; BCP, bevacizumab + carboplatin + paclitaxel. Reck et al. IMpower150 in EGFR-mt pts



Baseline Characteristics in EGFR-mt patients elcc

Baseline characteristics Arm A:

Arm B: Arm C (control):

. atezo + CP atezo + bev + CP bev + CP
of EGFR-mutant patients (n = 45) (n = 34) (n = 45)
Median age (range), years 63 (38-82) 64 (37-76) 61 (31-81)
Sex, male, n (%) 17 (38%) 18 (53%) 21 (47%)
ECOG PS, 0, n (%) 20 (44%) 18 (53%) 27 (60%)
Tobacco use history, n (%)
Current/previous smoker 16 (36%) 14 (41%) 25 (56%)
Never smoker 29 (64%) 20 (59%) 20 (44%)
Liver metastases, yes, n (%) 9 (20%) 4 (12%) 7 (16%)

These data represent = 20-mo follow-up (data cutoff: 22 Jan 2018). 124 patients were EGFR-mt, including 91
with a sensitising mutation. Baseline characteristics of patients with EGFR-mt across the treatment arms were
generally comparable to the ITT population.

Data cutoff 22 Jan 2018.
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PFS in EGFR-mt patients (Arm B vs Arm C) elcc
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PFS in EGFR-mt patients (Arm B vs Arm C) elcc
Median PFS, mo

Subgroup n (%) HR (95% CI) ABCP BCP
EGFR Mutation 79 (100%) — 0.61 (0.36-1.03) 10.2 6.9
Sensitising EGFR Mutation? 58 (73%) +— 4@— 0.41 (0.23-0.75) 10.3 6.1
Received Prior TKI Therapy 50 (63%) +——4€p— 0.42 (0.22-0.80) 9.7 6.1
0.0 0.2 10 20

Hazard Ratio® -
In favour of ABCP In favour of BCP

y N

«  The addition of atezolizumab to bevacizumab and chemotherapy increased PFS benefit across all
EGFR-mut patient subgroups, especially those who have received prior TKI

a Defined as exon 19 deletions or L858R mutations. ? Unstratified HR. EUROPEAN LUNG CANCER CONFERENCE 2019
Data cutoff 22 Jan 2018. Reck et al. IMpower150 in EGFR-mt pts



PFS in EGFR-mt patients (Arm A vs Arm C)

100 S
90
80
70
60
50
40
30
20
10

Progression-Free Survival (%)

Median, 6.9 mo
(95% CI: 5.7, 8.5)

04

Median, 6.9 mo
(95% Cl: 5.7, 8.2)

elcc®

—— Atezo+CP
—+— Bev+CP

No. at Risk
Atezo+CP
Bev+CP

o_

45
45

Data cutoff 22 Jan 2018.

42 39 37 37 32 26 19 18 9 8 8 7
45 43 41 39 34 256 22 21 15 11 11 10 9 6

123456 7 8 91011121314151617 18 1920212223 24 25 26 27 28 29 30 31 32 33 34

Time (months)

7 4 4

5

EUROPEAN LUNG CANCER CONFERENCE 2019
Reck et al. IMpower150 in EGFR-mt pts



PFS in EGFR-mt patients (Arm A vs Arm C) elcc
Median PFS, mo

Subgroup n (%) HR (95% CI) ACP BCP
EGFR Mutation 90 (100%) —p— 1.14 (0.73-1.78) 6.9 6.9
Sensitising EGFR Mutation?2 65 (72%) —p— 1.01 (0.61-1.70) 6.0 6.1
Received Prior TKI Therapy 56 (62%) —p— 1.24(0.72-2.15) 5.7 6.1
00 0.2 10 20

Hazard Ratio® -
In favour of ACP In favour of BCP

A

a Defined as exon 19 deletions or L858R mutations. ? Unstratified HR EUROPEAN LUNG CANCER CONFERENCE 2019
Data cutoff 22 Jan 2018. Reck et al. IMpower150 in EGFR-mt pts



OS in EGFR-mt patients (Arm B vs Arm C) elec

100 —+— Atezo+Bev+CP
90 1 —— Bev+CP

80 -
70 1
60 -
50 -
40 -
30 -
20 -

Median, NE
(95% CI: 17.0, NE)

Fran "

Overall Survival (%)

107 Median, 18.7 mo:
0- (95% Cl: 13.4, NE)!

I I I I I I I I I I I
0123456738 91011121314151617 181920212223 24 2526 27 28 29 30 31 32 33 34

Time (months)
No. at Risk

Atezo+Bev+CP 34 34 33 32 32 32 32 31 30 28 27 26 25 23 17 15 12 1 9 8 8 6 4 3 3 3 1 1
Bev+CP 45 45 45 43 42 41 39 39 38 37 32 32 31 29 256 22 21 19 14 11 11 11 10 8 6 4 2

EUROPEAN LUNG CANCER CONFERENCE 2019
Data cutoff 22 Jan 2018. Reck et al. IMpower150 in EGFR-mt pts



OS in EGFR-mt patients (Arm B vs Arm C) elec
Median OS, mo

Subgroup n (%) HR (95% CI) ABCP BCP
EGFR Mutation 79 (100%) —p— 0.61 (0.29-1.28) NE 18.7
Sensitising EGFR Mutation2 58 (73%): < : 0.31 (0.11-0.83) NE 17.5
Received Prior TKI Therapy 50 (63%) < = 0.39 (0.14-1.07) NE 17.5

0.0 0.2 10 20

Hazard Ratio® -
In favour of ABCP In favour of BCP g

A

The addition of atezolizumab to bevacizumab and chemotherapy increased OS benefit across all EGFR
patient subgroups
NE. not estimable. EUROPEAN LUNG CANCER CONFERENCE 2019

a Defined as exon 19 deletions or L858R mutations. ? Unstratified HR.
Data cutoff 22 Jan 2018. Reck et al. IMpower150 in EGFR-mt pts
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OS in EGFR-mt patients (Arm A vs Arm C) elec*
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OS in EGFR-mt patients (Arm A vs Arm C) elec*

Median OS, mo

Subgroup n (%) HR (95% CI) ACP BCP
EGFR Mutation 90 (100%) —4&p— 0.93(0.51-1.68) 21.4 18.7
Sensitising EGFR Mutation?2 65 (72%) —4p——  0.90(0.47-1.74) 21.2 17.5
Received Prior TKI Therapy 56 (62%) ——4p—— 1.05(0.53-2.09) 14.0 17.5

00 02 10 20

Hazard Ratio® -
In favour of ACP In favour of BCP g

A

a Defined as exon 19 deletions or L858R mutations. ® Unstratified HR EUROPEAN LUNG CANCER CONFERENCE 2019
Data cutoff 22 Jan 2018. Reck et al. IMpower150 in EGFR-mt pts



ORR and DOR in EGFR-mt patients elcc
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+  The addition of bevacizumab to atezolizumab and chemotherapy almost doubled
the overall response rate and duration of response in EGFR-mt patients

EUROPEAN LUNG CANCER CONFERENCE 2019

2 Responses are confirmed. Includes patients with measurable disease.

Data cutoff 22 Jan 2018.

Reck et al. IMpower150 in EGFR-mt pts



Best confirmed overall response in EGFR-mt patients elec®
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] ‘
Safety EGFR-mt patients elcc
ArmA: Arm B: Arm C (control):
Incidence atezo + CP atezo + bev + CP bev + CP
(n = 44) (n =33) (n = 44)
Median number of doses received (range)
Atezolizumab 10 (1-43) 14 (1-38) NA
Bevacizumab NA 12 (1-38) 8.5 (1-38)
Treatment-related AE? 39 (89%) 33 (100%) 42 (96%)
Grade 3-4 25 (57%) 21 (64%) 25 (57%)
Grade 5P 0 (0%) 0 (0%) 1(2%)
Serious AE 15 (34%) 12 (36%) 9 (21%)
AE leading to withd | f
treafrﬁe;]rt‘g O withdrawal from any 6 (14%) 11 (33%) 7 (16%)
Immune-related AEsc® in > 5 patients in any arm
Rash 16 (36%) 10 (30%) 5 (11%)
Hypothyroidism 1(2%) 6 (18%) 1(2%)
a Related to any study treatment. ° Pulmonary haemorrhage. ¢ Immune-related AEs were defined using MedDRA EUROPEAN LUNG CANCER CONFERENCE 2019

Preferred Terms that included both diagnosed immune conditions and signs and symptoms potentially representative of
immune-related events, regardless of investigator-assessed causality. Data cutoff 22 Jan 2018. Reck et al. IMpower150 in EGFR-mt pts



Summary elcc®

+ IMpower150 met its co-primary PFS and OS endpoints and demonstrated a statistically significant and
clinically meaningful benefit with atezolizumab + bevacizumab + chemotherapy vs bevacizumab +
chemotherapy in 1L nonsquamous NSCLC'

+ Adding atezolizumab to standard-of-care bevacizumab and chemotherapy increased
OS and PFS benefit across the examined EGFR patient subgroups

+  Therefore, this combination treatment may represent a potential new option in
EGFR-mutant patients for whom TKIs have failed

EUROPEAN LUNG CANCER CONFERENCE 2019

1. Socinski, MA, et al. N Engl J Med, 2018.
Reck et al. IMpower150 in EGFR-mt pts
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