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Maintenance therapy
(no crossover permitted)

IMpowerl50 study design

/ \ Arm A [ \

Stage IV or
recurrent metastatic

non-squamous NSCLC 4 or 6 cycles until PD by
Chemotherapy-naive? RECIST v1.1
Tumour tissue available Arm B or loss of

for biomarker testing
Any PD-L1 IHC status

Stratification factors:

* Sex

* PD-L1 IHC expression
* Liver metastases

K N = 1202 /

R
1:1:1

Atezolizumab® +
Carboplatin¢ + Paclitaxeld

Atezolizumab® +

ag Carboplatin¢ + Paclitaxeld

+ Bevacizumabé®

4 or 6 cycles

Arm C (control)
Carboplatin¢ + Paclitaxeld
+ Bevacizumab®©

4 or 6 cycles

Atezolizumab®b

Atezolizumab®b
+

Bevacizumab®©

Bevacizumab®©

Treated with
atezolizumab

clinical benefit
AND/OR

Treated with
bevacizumab
until PD by
RECIST v1.1

Survival follow-up

The principal question is to assess whether the addition of atezolizumab to Arm C provides clinical benefit

a Patients with a sensitising EGFR mutation or ALK translocation must have disease progression or intolerance of treatment with one or more approved
targeted therapies. b Atezolizumab: 1200 mg IV gq3w. ¢ Carboplatin: AUC6 IV q3w.
d Paclitaxel: 200 mg/m2 IV g3w. e Bevacizumab: 15 mg/kg IV q3w.
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November Arm Bvs C Arm Bvs C Arm B vs C |Positive OS
2017 PES in ITT-WT PFS in Teff-high WT OSin ITT-WT |March 2018
/ Arm B vs C :
OSin ITT-WT J _If OS IS
~ significant
* A 4
Arm Avs C Arm Avs C

PFES in ITT-WT and Teff-high WT OSinITT-WT

Arm A: atezo + CP
Arm B: atezo + bev + CP Positive PFS results were presented in November 17

i This presentation will provide a more in depth analysis of PFS
+
Arm C: bev + CP (COﬂtI’OD results in key subgroups of patients

atezo, atezolizumab; bev, bevacizumab; CP, carboplatin + paclitaxel.
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INV-assessed PFS in ITT-WT (Arm B vs Arm C) lllfig%ﬁkra -
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Arm B: atezo + bev + CP —
Arm C: bev + CP
=+ Censored

HR, 0.617 (95% CI: 0.517, 0.737)
P <0.0001

37% Minimum follow-up: 9.5 mo

_\‘ﬂk Median follow-up: ~15 mo
30 4 18%
\\ 8.3 mo
20 1 95% Cl: 7.7, 9.8)
6.8 mo
101 (95% CI: 6.0, 7.1) .‘\“"‘—w____\ -

“ i
012345678 91011121314151617 18192021 22 23 24 25 26 27 28 29 30
: Months
No. at Risk

Atezo + Bev+ CP 356 332 311 298 290 265 232 210 186 151 124 111 87 77 58 55 42 39 27 24 16 12 4 3 2 2 2
Bev+CP 338321202 261243215179 147125 01 69 55 39 32 21 18 12 9 7 © 3 2 1 1

Progression-free Survival (%)

INV, investigator.

GE
Data cutoff: September 15, 2017 CP
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Efficacy in key subgroups in the Impower 150 Study l‘l‘liﬂglirs(tﬂre s
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* This analysis aims to further understand the PFS efficacy of atezolizumab + bevacizumab +
chemotherapy in key patient populations in the IMpower150 study

— PD-L1 IHC expression subgroups defined by the SP142 and SP263 assays (N= 503)
— Patients with EGFR/ALK genetic alterations

— Patients with liver metastases at baseline
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Similar PFS Benefit in ARM B vs C in IMpower150 ITT-WT and (UNG CANCER
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ITT-WT BEP
(n=692) (n=503)
E '224 — Arm B! atezo + bev + CP E 100 — Arm B alezo + bev + CP
g 00
E 80 4 = Arm C: bev + CP T 0. — Arm C. bey + CP
; 701 s 70
GO 60
£ s HR", 0.62 P HR", 0.62
Y404 (96% CI: 0.62, 0.74) IS 404 { (05% CI: 0,50, 0.76)
304 0
201 20 i
|
E 10{  Median, 6,6 mo! Median, 8.3 mo 10{  Median, 68mo| Median, 8.3 mb
04 (U5% CIH 60 7 1)§ (9h% C1 7.7, 98) 0 (95%CL 50, 72) (9% Cl 76,101)
| ' v ' v v v ' ' v ' v ' v — v v | G Ll St s T 2.7 S V= S TR S
0 2 4 (1} B 100 12 4 106 18 20 22 24 26 0 2 4 1] 8 100 12 14 18 8 20 2 2 2
No. st Risk Time (months) ez Mk Time (months)
MezoeBoveCP X4 M1 200 2% 0 14 W7 L) “° b " 4 ? 2 AmpocDeveCP 02 227 212 173 '8 oY o M 2 " ] b J ?
BeveCP M 200 24 "o 135 o 39 o 12 7 b} 1 BeveCP Mt 290 20 " A) A | 12 [ h 1
Alozo. alezolizumab; BEP, blomarkor ovaluablo population for SP263, boy, bovacizumab, CF, carbaplatin ¢ pacitaxel
» Stralfiod MR for ITTWT, unstratdied MR for BEP, Kowanotz M, Socinskl M, ot al. AACR 2018
Data euloft: Soplomber 15, 2017 IMpower150: Efficacy Across Subgroups
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PFS Benefit in Arm B was Observed Across All Biomarker
Subgroups, Including PD-L1-Negative Patients (by SP142 IHC)

LUNG CANCER
UPDATES

AACR HIGHLIGHTS

Subqgroup
Teff-high
Teff-low

PD-L1-High (TC3 or IC3)
PD-L1-Low (TC1/2 or IC1/2)

= Teff gene signature enriches for PFS similarly to PD-L1 IHC, including biomarker—-negative patients

n (0/! )l
284 (43%)
374 (57%)

135 (20%)
224 (32%)
338 (49%)

692 (100%)

Median PFS, mo
AmB AmC

(7

... PY 13
918 o 73
X - 126
0.56 — 84
R e ~ 71
SR e — 8.3

10 125

i Hazard Ratio®

Atozo. aterolizumab. bav. bovacizumaty CF, carboplatin « pacltanel, IC, tumeoeantitratng immune cells, TC, tumor colls
* Tol! % prevatonce out of thosa tostod n ITT.AWT (n = 658), PD-L1 IHC % prevalence out of ITTAWT (n = 692), using the SP142 assay
* Matually exclusive subgroud that excluded TC3 or IC3 pabents
« Stratfied HRs ot ITTWT and Tefthigh WT populations, unstratified HRs for all other subgroups
TCANICA=POLI* 250% ! TCor 2 10% ot IC, TC12Q 0 IC1A = PDL1e 215 0 TC o IC TCO and 1C0 = POLA+ « 1% of TC andd IC

Data cuto!t Soptembdaor 15, 2017
Roch Mot ol ESMO 10 2017 [LBA PRY)

In favor of Arm B:  In favor of Arm €
atezo « bov + CP bev « CP

6.8
7.0

6.8
6.6
6.9

6.8

Kowanetz M, Socinskl M, et al. AACR 2018
IMpower150: Efficacy Across Subgroups
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Analysis of PD-L1 Subgroups Using the SP142 and SP263 IHC Assays

* The Blueprint analysis showed 1hat the SP142 assay differcd analytically fram other PD-L1 IHC assays
(SP263, 22¢3, snd 26-8)"; howavnr SP253 and 22¢3 were similar and highly cancordant’

The SP142 susay was shown 10 be cisscally squivaient with fie 22c3 sy 1 OAK

® PD-L1 prevatance in IMpower 150 using the SP142 and SP263 IHC assays was similar and substantial overlap
was abserved
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Poblaciones Especiales: mutaciones de EGFR y ALK LUNG (ANCER
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PFS for Arm B vs C in Patients With Actionable EGFR Mutations

PFS Benefit in Arm B was Observed in Key Populations

(Exon 19 Deletion or L858R Mutation)
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Pacientes con metastasis hepaticas
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PFS for Arm B vs C in Patients With Liver Metastasis at Baseline
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Atezolizumab + BVZ + QT ha demostrado un beneficio significativo en NSQ

MNSCLC, en todos los subgrupos de expresion de PD-L1
independientemente del método de IHQ utilizado

El beneficio clinico en PFS se ha observado en todos los pacientes, incluidos
los pacientes con mutaciones de EGFR, translocaciones de ALK y metastasis
hepaticas.

» Este beneficio que no se habia observado en los estudios de 22 linea con anti PD-L1/
anti PD-1 puede deberse a la adicién de BVZ a atezolizumab

e Esto sugiere que la combinacion de Atezolizumab + BVZ + QT constituye un un nuevo
tratamiento en estas poblaciones

IMpower 150 ha demostrado recientemente un beneficio significativo en
supervivencia global los datos se presentaran en ASCO 2018
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Keynote 189 and IMpower150

Populations * Nonsquamous NSCLC * Nonsquamous NSCLC
* EGFR and ALK+ patients excluded * EGFR and ALK+ patients allowed?
* Symptomatic CNS mets excluded * Active/untreated CNS mets excluded
= Crossover permitted * No crossover
Sample Sizes * N=616 * N=692 (ITT WT; Arm B vs. C)
PFS3 = HR0.52 (95% Cl 0.43-0.64) « HR0.617 (95% C1 0.52-0.74)
* Median PFS 8.8 vs. 4.9 months * Median 8.3 vs. 6.8 months
Overall Survival * HR0.49 (0.38-0.64) * Positive OS Benefit
* Median NR vs. 11.3 months * (Data awaited)
Impact of PD-L1 * OSimprovement across all PD-L1 * PFSimprovement across all PD-L1
Expression subgroups subgroups (OS data pending)

GE
Reck M, et al. IMpowerl50 PFS analysis.
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