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§ESMD ™™
Maintenance therapy
{no crossover permitted)

IMpower110 Study Design

ﬁ:hemotherapy nawe\

PD-L1-selected? Arm A ) PD or loss
patients with stage IV Atezolizumab Atezolizumab of clinical g
nsq or sq NSCLC 1200 mg g3w 1200 mg q3w benefit g
Stratification factors - 2
» Sex : Arm B E
* ECOGPS . Nsq: cisplatin/carboplatin Nsq: T
* PD-L1 IHC expressionP + pemetrexed® pemetrexed -,
» Histology Sq: cisplatin/carboplatin + Sq: best
gemcitabine® supportive care
\ N =572° _/ 4 or 6 cycles

= Primary endpoint: OS in WT population’
=  Key secondary endpoints: investigator-assessed PFS, ORR and DOR (per RECIST version 1.1)
IC. tumour-infiltrating immune cells: IHC, immunohistochemistry, nsg, non-squamous: PD. progressive disease; glw, every

3 weshks; B, mndomised; sq. squamous; TG, tumour cells; WT, wild-type. 'FD4_1eaq1E5i:n|{'uEHT.ﬁHﬁ.E='142II-Bas~5a'}

2 1% on TC or IC. ® TC1/23 and any IC vs TCO and IC172473. =Edpala'l5|nﬂewrpcﬁimm Cigplatin 75 mg'm* or

carboplaiin area under the curve (ALIC) § + pemelrexed 500 mg'm? IV qdw. * Cisplatin 75 mgime + gemcitabine 1250 mg'm?® Spigel et al_ IMpower 110 Interim 05 Analysis

or carboplatn ALIC 5 + gemcitabine 1000 mgim? IV g3w. ! WT population excledes pabents with EGRR+ andior ALK+ MSCLC. https:ibit. W 2HxRNHQ 5
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Statistical Testing Plan

Arm A vs Arm B _
OS IAin TC3 or IC3 WT Prevalence of PD-L1 Expression
n =205
| 8 i,
Arm A vs Arm B 1§§ _______________ ' 1
OS IAin TC2/3 or IC2/3 WT g
n =328 5 0
[ 4
ArmAvs Arm B _i_g 50% TC or 2 10% E:__i Tcggﬂerlccglsc:WT T e cae T
OS IAin TC1/2/3 or IC1/2/3 WT
n=>554
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IMpowerl10: Interim OS Analysis of a phase lll Study of
Atezolizumab vs Platinum-based CT as 1L Tx in
PD-L1-sledted NSCLC

OS: TC3 orIC3WT

LUNG (ANCRR
UPDATES

ESMO HIGHLIGHTS

ERRESMD

Landmark Arn|11 2 {1:1;?:-:-} Arm E icsl*éemo}
100 o
g0 6-mo OS 76.3 70.1
a0 1;““1 (95% CI), % (68.2, 84.4) (60.8, 79.4)
SR s S 12-mo OS 64.9 50.6
- N e (95% Cl), % (554, 74.4) (40.0, 61.3)
= &0 - o TP e
c I_I_'_"-..._ W
a OoyTTTTTTTTTTTTTTTTTTT T S—
= Y | h i HR,? 0.59 (95% CI: 0.40, 0.89); P = 0.0106°
& 13- '
3 i e i Median follow-up,
20 | ! 15.7 mo (range, 0-35)
10 Median OS5, 13.1 mo | | Median OS5, 20.2 mo '
. (95% CI: 7.4, 165) ! | (95% CI: 16.5, NE)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Mo. at nsk Months
Aferolizumab 107 84 BS 80 66 61 48 40 34 25 18 16 11 7 & 5 2
Chemotherapy 98 89 75 &3 30 40 33 28 18 12 9 T B 4 3 3 3 1

HE, not estimable * Stratffied * Stratified log-rank.

Spigel et al. Mpower110 Irterim OF Analysis
Data cutoff: 10 Septermber 2018,

hitps: kit hy2RNHO g
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Mungre:

0S: TC2/3 or IC2/3 WT

OS: TC1/2/3 or IC1/2/3 WT JESMD ™~

Arm A (atezo) | Arm B (chemo) Arm A (atezo) | Arm B (chemo)

0] Landmark n=166 n=162 1004 Landmark n=277 n=217

0] N 6-mo 0S 793 76.1 so| 6-mo 0S 76.2 757
_ O‘L,v (95% CI), % (73.1, 85.5) (69.3, 82.8) _w \\\ (95% Cl), % (711, 81.3) (70.5, 80.9)
£ Ll A 12-mo 0S 60.7 56.0 2, - 12-mo OS 57.6 543
= ‘\_‘_\‘" ‘L\'x (95% CI), % (52.6, 68.7) (47.7, 64.3) E s \*“u-\\l\‘ (95% CI), % (91.2, 64.0) (47.7,60.8)
2 &0 --,\1‘.__‘_ = 1 kl a - P= c
F e B HR,2 0.72 (95% CI: 0.52, 0.99); P = 0.0416b E P IO, FZ—.—‘-;;;";;:-_-H‘ HR.2 0.83 (95% CI: 0.85, 1.07); P =0.1481"
= I —I-T_—_———"l.. - w 1 1 :"
2 40 1 E 5 ' B Y | e
£ Y $ 3o | |
2 a0 | i - : . . & ! ! L Median follow-up,
a o : ; Median follow-up, 20 - i ! 13.4 mo (range, 0-35)

) : : 15.2 mo (range, 0-35) 10 Median OS, 14.1mo | ! Median OS, 17.5 mo
10 Median OS, 14.9mo ! ! Median OS, 18.2 mo 0 (95% CI: 11.0, 16.6) ! | (95% CI: 12.8, 23.1)
0, - A 1 - 1 b T T T T T T T T T T T T
04 . . {QS’G,CI' 108, 166) | . , {9,5% C,l' I3;3' NE) . . 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 Months
Months Nao. atrisk
Mo. at risk Alezolizumab 277 252 226 204 170 134 93 74 58 37 22 17 N T 13 5 2
Aezolizumab 166 151 139 128 10B 92 66 54 42 30 19 17 1 7 6 § 2 Chemolherapy 277 254 223 199 153 108 79 63 43 24 10 7 6 4 3 3 3 1

Chemotheraov 162 150 131 117 85 75 57 46 32 17 8§ 7 & 4 3 3 3 1
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Subsequent therapies

TC1/2/3 or IC1/2/3 WT

Arm A (atezo) Arm B (chemo)
n=277 n=277
Patients with = 1 therapy, n (%) 82 (29.6) 137 (49.5)
Chemotherapy 77 (27.8) 68 (24.5)
Immunotherapy 7 (2.5) 80 (28.9)
Targeted therapy 14 (5.1) 12 (4.3)
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CheckMate 227 Part 1 Study Design?

NIVO + (low-dose) IPP
Part 1a n= 396
PD-L1 Chemo® ===
— P »| expression n =397
Key Eligibility Criteria 21%
« Stage IV or recurrent NSCLC N = 1189
« No prior systemic therapy NIVO< Treatment until disease
« No sensitizing EGFR mutations | | progression, unacceptable
or known ALK alterations toxicity, or for 2 years for
» No untreated CNS metastases NIVO + “‘:w"g;”., Pe immunotherapy
+ ECOG PS 0-1 Part 1b e
PD-L1 mo®
Stratified by SQ vs NSQ *| expression cnh:me
<1%
N =550 NIVO® + chemo*
n=177

Secondary endpoints (PD-L1 hierarchy):
«  PFS: NIVO + chemo vs chemo in PD-L1 < 1%
« 0OS: NIVO + chemo vs chemo in PD-L1 < 1%

Independent co-primary endpoints: NIVO + IPl vs chemo
» PFS in high TMB (210 mut/Mb) population’

[+ OSinPD-L12 1% population? |
+ OS: NIVO vs chemo in PD-L1 2 50%

Database lock: July 2, 2019; minimum follow-up for primary endpoint: 29.3 months
INCT02477826; *NIVO (3 mg/kg Q2W) + IPI (1 mg/kg QBW), ‘NSQ: pemetrexed + cisplatin or carboplabin, Q3W for S 4 cycles. i optonal pemetrexed maintenance following chemo of
NIVO + pemetrexed maintenance following NIVO + chemo, $Q: gemcitabine + cispiatin, or gemcitabine + carboplatin, QIW for £ 4 cycies. "NIVO 240 mg Q2W), *NIVO (360 mg Q3W
TMB primary endpoint analysis conducted at January 24. 2018 database lock in subset of patients randomized 1o NIVO + IP! or cvamc. aipha aliocated was 0.025; “Alpha afiocated wa B8
0.025 overall (0.023 for final analysis)
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Primary Endpoint: OS With NIVO + IPl vs Chemo
in Patients With Tumor PD-L1 Expression 2 1%

100 % - NIVO + Pt Chemo

I (n=396)  (n=397)
- »\ﬁ‘ Median OS, mo 171 149
80 4 a HR 0.79
LN 97 72% C 65-0 9
y LN T —
~ 60— W
9\1 56 e,
2 : >
40 - : 2, e o
. o ——
I —
20 4 . : Wrssig, au+
: |
]
O T | 1 #’ 1 T T } T T 4 | 1 4 | 1
0 3 6 9 12 15 18 21 24 27 .°30;.88 08 9B 42 &
No. at risk Months



LBA4_PR - Nivolumab (NIVO) + low-dose ipilimumab (IPI) vs
platinum-doublet chemotherapy (chemo) as first-line (1L) treatment [N (ANCR
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ChackMato 277 Part £- NINVD » P in 1L NACLE

OS and PFS With NIVO + IPl vs NIVO vs Chemo
in Patients With Tumor PD-L1 Expression 2 1%

100 NIVO+IPI  NIVO  Chemo 100 NIVO+ 1Pt NIVO  Chemo
(n=396) (n=398) (n=397) (n=396) (n=308) (n=397)
Median OS, mo 17 1 157 149 Madan PFS mo 51 472 56
80 + HR (vs chemo)* 0.79 0.88 80 4 HR [vs chemo)? 0.82 098
Cl 0.65-0.98% 0.75-1.04¢ 5% C) 089097 084-117
B R 60 -
8 i
40 4 ' < o 40 4
—e—— O ¢ 1P 14%
: : NIVO
20 - e 20 - a1
X . Chemo TGom0o-e
| ' ' - A
. ‘ : A a4 NIvO
1 1 L o
0 T T T T TS e R, T e T R TR 0 F ALt AN i e o e . TR R
0 3 6 9 12 15 18 21 24 27 30 33 36 390 42 45 D 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months Months
NIVO + 1P| 295 205 284 244 212 180 185 153 145 129 # ) ‘
NIVO 396 330 290 265 220 201 176 153 139 120 118 70 3% 10 0 ¥ 7 a5 3 A7 )
Chemo 37 358 306 250 218 190 160 141 12 51 '
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(tx) for advanced NSCLC: CheckMate 227 part 1 final analysis UPDATES
ESMO HIGHLIGHTS

27 SEPTIEMBRE - 1 OCTUBRE 2019

OS for NIVO + IPI vs Chemo by Tumor PD-L1 Expression,
TMB Status, and Combined Subgroups in All Randomized Patients

Median OS, months
NIVO + IPI Chemo HR HR (95% CI)
n=583 n=583
Randomized groups Stratified Stratified
All randomized (N = 1168) 17.1 13.9 I3 :
PD-L1 | PD-L1 < 1% (n = 373) 17.2 12.2 62 e
PD-L12 1% (n = 793) 171 149 179 o

3 = S ,‘; -
Additional exploratory subgroups analyses®® Unstratified |

Unstratified

| 1-49% (n = 396) 15 1 : X
PD-L1 - —
| 2 50% (n = 397) 212 14.0 0.70 et |
B — — = — =
TMBe low, < 10 (n = 380) 16.2 198 075 = ]
(MUt/Mb) high, 2 10 (n = 299) 230 16.4 68 il
= A 4 A A
025 0.5 i 2
» +*—>
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Safety Summary of Treatment-Related AEs in All Patients
Treated With NIVO + [IPIl, Chemo, or NIVO

< 2

Any TRAE 77 33 82 | 36 - 19
_TRAE leading to discontinuation® 18 12 9 | 5 12 7
Most frequent TRAEs (2 15%)
Diarrhea 4 2 10 | ! 12 1
Rash 17 2 5 " !
Fatigue 14 2 19 1 11 <1
Decreased appelite 13 1 20 ! 7 0
Nausea 10 <1 36 2 6 < |
Anemia i ! 33 12 3 <1
Constipation 1 0 15 <1 ‘ 2 0
Neutropenia <1 , 0 17 | 10 <1 0
Treatment-related deaths! | 1 1 <1

« With 18 months more follow-up, safety was consistent with the previous report' and did not increase

« Maedian duration of therapy (range) was 4.2 mo (0.03-25.5) with NIVO + IPI, 2.6 mo (0.03-37.6+) with
chemo, and 4.6 mo (0.03-26.5) with NIVO
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TMB and clinical outcomes with Pembrolizumab LUNG CANCER

- rﬂﬂEI'BSS Herbst KN010/042 ESMO 2019
Association Between Tissue TMB and
Clinical Outcomes with Pembrolizumab
Monotherapy in PD-L1-Positive Advanced
NSCLC in the KEYNOTE-010 and 042 Trials

Roy S. Herbst!, Gilberto Lopes?, Dariusz M. Kowalski®, Makoto Nishio#; Yi-long Wu?,

Gilberto de Castro Jr®, Paul Baas’, Dong-Wan Kim®, Matthew A. Gubens®, Razvan Cristescu'®,
Deepti Aurora-Garg™®, Andrew Albright®, Mark Ayers'®, Andrey Loboda?®, Jared Lunceford'?,
Julie Kobie', Gregory Lubiniecki'®, M. Catherine Pietanza'®, Bilal Piperdi'®, Tony SK Mok

"Yale University School of Medicine, Yale Cancer Center, New Haven, CT, USA; ZSylvester Comprehensive Cancer Center at the
University of Miami, Miami. FL, USA. *The Maria Skiodowska Curie Memorial Cancer Centre and Institute of Oncology, Warsaw,

Poland; *Department of Thoracic Medical Oncology, The Cancer Institute Hospital of Japanese Foundation for Cancer Research,

Tokyo, Japan; *Guandong Lung Cancer Institute. Guangdong General Hospital, and Guangdong Academy of Medical Sciences,
Guangdong. China: ®Instifuto do Cancer do Estado de Sao Paulo. Sao Paulo, Brazi: "Netherlands Cancer Institute, Amsterdam
Netherlands; £Seoul National, University Hospital, Seoul, Republic of Korea; *University of California, San Francisco, CA, USA;

®Merck &Co., Inc. Keniworth, NJ, USA: "'State Key Laboratory of Translational Oncology. Chinese University of Hong Kong. Shatin,
Hong Kong, China esmo.org

KEYNOTE-010: phase 1/2, 2L+
KEYNOTE-042: phase 3, 1L, PD-L1>1%
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Paz-Ares KN021/189/407 TMB ESMO 2019

mnngress
Pembrolizumab Plus Platinum-Based
Chemotherapy for Metastatic NSCLC:
Tissue TMB (tTMB) and Outcomes in
KEYNOTE-021, 189, and 407

Luis Paz-Ares,! Corey J. Langer? Silvia Novello,*> Balazs Halmos,* Ying Cheng,®
Shirish M. Gadgeel,® Rina Hui,” Shunichi Sugawara,® Hossein Borghaei,®
Razvan Cristescu,? Deepti Aurora-Garg,’® Andrew Albright,® Andrey Loboda,®
Julie Kobie,™ Jared Lunceford,'® Mark Ayers,'® Gregory M. Lubiniecki, "

M. Catherine Pietanza,'® Bilal Piperdi,'® Marina C. Garassino''

"Hospital Universitario 12 de Octubre, Spanish National Cancer Research Center, Universidad Complutense and Ciberonc, Madrid
Spain; 2Abramson Cancer Center of the University of Pennsylvania, Philadelphia, PA, USA: University of Turin, Orbassano, haly,
“Montefiore Medical Center/Albert Einstein College of Medicine, Bronx, NY, USA; Jilin Cancer Hospital, Changchun, China;
®Karmanos Cancer Institute, Detroit, MI, USA (currently at University of Michigan, Ann Arbor, MI, USA). "Westmead Hospital and
University of Sydney, Sydney, NSW, Australia; #Sendai Kousei Hospital, Miyagi, Japan; SFox Chase Cancer Center, Philadelphia, PA,
USA; ™Merck & Co., Inc., Kenilworth, NJ, USA: "Fondazione IRCCS Istitufo Nazionale dei Tumori, Milan, Italy

€s5mo.org

KEYNOTE-021: phase 1/2, 1L, NSQ
KEYNOTE-189: phase 3, 1L, NSQ
KEYNOTE-407: phase 3, 1L, SQ
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Association of tTMB with efficacy

KEYNOTE-010 KEYNOTE-024
Nominal Pembro Chemo Nominal Pembro Chemo
P Value® (n = 164) (n = 89) P Value® (n = 414) (n = 379)
0S 0.006 (one-sided) | 0.410 (two-sided) 0S <0.001 (one-sided) | 0.060 (two-sided)c
PFS 0.001 (one-sided) | 0.579 (two-sided) PFS <0.001 (one-sided) | 0.174 (two-sided)
ORR 0.009 (one-sided) ; 0.330 (two-sided) ORR <0.001 (one-sided) / 0.035 (two-sided)

tTMB was associated with outcomes for pemb/ {TMB was associated with outcomes for pembro
as a continuous variable but not with chemo  as a continuous variable but not chemo in general,
based on a = 0.05 significance level and based on a = 0.05 significance level and AUROC
AUROC analysis
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0S, %

Association of tTMB with efficacy

KEYNOTE-010

Clinical Utility for OS (KEYNOTE-0103);””7
tTMB Cutpoint of 175 mut/exome

tTMB 2175 mut/exome
HR 0.56 (95% CI 0.38-0.83)

100 Median (95% Cl)
90+ Pembro (n=81) 14.1 mo (10.0-13.2)
80 Chemo (n=51) 7.6 mo (5.0-10.7)

0 T T T T T T T T T T T T
0 4 8 121620 24 28 32 36 40 44 48 52
No. at Risk Time, months
81 57 37 30 2 19
51 25 13 8 8 5 5

08, %

tTMB <175 mut/exome
HR 0.85 (95% CI 0.56-1.30)

Median (95% CI)
90+ Pembro (n=83) 9.3 mo (8.3-12.5)
804 Chemo (n=38) 7.2 mo (4.5-14.3)
704
60+
504
404
304
204
10

G T T T T T T T T T T T T T
0 4 8 12162024 28 32 36 40 44 48 52
No. at Risk Time, months
83 5 27 17 14 7 2
38 17 9 7 7 2 0

KEYNOTE-024

Clinical Utility for OS (KEYNOTE-0422):
tTMB Cutpoint of 175 mut/exome

tTMB 2175 mut/exome

100 HR 0.62 (95% CIl 0.48-0.80)

904 Median (95% CI)

Pembro (n=180) 21.9 mo (17.0-26.7)
80+ Chemo (n=165)  11.6 mo (8.8-14.2)

704
60
504
40
304
20
10

0S8, %

0 T T T T T T T T 7T —T
0 4 8 121620 24 28 32 36 40 44 48 52
No. at Risk Time, months
180 132 105 66 23 5 1
165 111 78 32 17 4 0

tTMB <175 mut/exome
HR 1.09 (95% CI 0.88-1.36)
Median (95% CI

Pembro (n=234) 12.0 mo (9.2-14.8)
Chemo (n=214) 12.3mo (11.3-16.2)

0S, %
w
o
1

30
20
10

0

| RN N NN N N BN BN B R B B |
0 4 812162024 28 32 36 40 44 48 52
No. at Risk Time, months

234 i1 a7 61 28 3 1
214 144 a7 58 22 4 1
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Association of tTMB (log,,) With Efficacy

KEYNOTE-021 Cand G KEYNOTE-189 KEYNOTE-407

Pembro + Chemo Pembro+ Placebo+ | Pembro+ Placebo+
Nominal Chemo Alone Chemo Chemo Chemo Chemo
P Value?® (n = 44) (n = 26) (n=207) (n =86) (n =143) (n=169)
ORR 0.180 0.279 0.072 0.434 0.393 0.086
PFS 0.187 0.409 0.075 0.055 0.052 0.560
0sS 0.081 0.475 0.174 0.856 0.160 0.818

No association between tTMB (continuous, log ,-transformed) and efficacy
for pembrolizumab + chemotherapy or chemotherapy % placebo
in any study based on a = 0.05 significance level
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Clinical Utility for OS in KEYNOTE-189:
tTMB Cutpoint of 175 mut/exome

tTMB 2175 mut/exome tTMB <175 mut/exome
100 - HR 0.64 (95% CI 0.38-1.07) 100 - HR 0.64 (95% CI 0.42-0.97)
90 - 904
80 - 804
70- 70
2 60 4 2 604
o 50 @ 50
© 40- O 40-
3[]_ 3{]_ L a Ll Ll
20 - Median (95% CI) 204 Median (95% CI)
10 - Pembro +chemo 23.5 mo (20.2-NE) 10 Pembro +chemo 20.2 mo (15.8-NE)
Placebo + chemo 13.5 mo (7.0-NE) Placebo + chemo 9.9 mo (7.4-19.1)
ﬂ | 1 1 I ] 1 I L ﬂ 1 I ] I ] | | |
0 4 8 12 16 20 24 28 32 0 4 8 12 16 20 24 28 32
No. at Risk Time, months No. at Risk Time, months
100 83 8 fd b 44 19 4 1] 107 96 a6 b 61 45 16 p. 0
34 30 21 18 13 9 5 0 0 52 43 29 24 21 15 7 3 0
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Clinical Utility for OS in KEYNOTE-407:
tTMB Cutpoint of 175 mut/exome

tTMB 2175 mut/exome tTMB <175 mut/exome
100 HR 0.74 (95% CI 0.50-1.08) 1004 HR 0.86 (95% CI 0.57-1.28)
90 4
80
704
2 601 2
n 204 0
o 404 o
304 30 Median
204 Median (95% CI) 204 (95% CI) L1
104Pembro +chemo 17.1 mo (14.0-26.6) 104Pembro +chemo 15.0 mo (12.5-22.3)
Placebo + chemo 11.6 mo (8.6-17.2) Placebo + chemo 10.4 mo (8.6-16.0)
U | I 1 1 1 I 1 1 G 1 1 L] I I I I 1
0 4 8 12 16 20 24 28 32 0 4 8 12 16 20 24 28 32
No. at Risk Time, months No. at Risk Time, months
73 60 54 46 38 26 15 4 0 70O 68 52 43 34 19 6 1 0
89 75 55 43 34 22 N 4 0 80 67 50 36 29 25 14 4 0
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CASPIAN STUDY DESIGN OVERALL SURVIVAL (PRIMARY ENDPOINT)

Phase 3, global, randomised, open-label, sponsor-blind, multicentre study Durvalumab + EF Ep
Events, /N (%) 155/268 (57 8) 181/269 (67 3)
mOS, months (85%CI)  13.0(115-148) 103(9.3-112)

10 HR (95% CI) 0.73 (0.591-0 909)

+ Trealment-naive Primary endpoint p-value 00047

ESSCLC s » i = Median duration of follow-up in censored patients as of
+ WHOPSOor Secondary endpoints % 06 53.7% 11 March 2019 (data cut-off): 14 2 months (range 0.1-23.1)
+ Asymptomatic of treated 111 . PES ORR z

and tabl bran £ ional PCI it 8 044 339%

metastases pemitted 3w for p 1o 6 cycles' Sptieta fl B 3 39.89 :
+ Life expectancy Stratfied by * PROs 0.2 wen

212 weeks planned 2
 Measurable dseaseper  Patnum agen! Exploratory endpoints 00 ' T T T ‘.2 1.5 1's I 211

RECIST V1.1 (carboplatin vs L Y * PD-L1 bomarker g Time from randomisation (months) :

cisplain) analysis (lissue No. atrisk A > _ )
N=805 (randomised) mandatory if available) Ounaunab +EP o :77 T 5 & % : 0

Following pre-planned interim analysis by the [DMC,
the durvalumab + tremelimumab + EP arm remains sponsor-blind and continues to final analysis
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LBA89 — PD-L1 expression, patterns of progression and PROs

with durvalumab plus platinum-etoposide in ES-SCLC: LUNG (ANCER
Results from CASPIAN UPDATES
ESMO HIGHLIGHTS

PATTERNS OF FIRST PROGRESSION

Types of progression Sites of new lesions (>5% patients)
Durvalumab EP Durvalumab EP
+EP +EP
(N=268) (N=269) (N=268) (N=269)

Total progression events n (%) 226(84.3) 233(86.6) New lesions, n (%) 111414) 127 (47 .2)
RECIST-defined progression n (%) 192(716) 194(721) Lung 23(8.6) 41(15.2)

Targel lesions 115(429) 106 (39 4)

Non-target lesions 66 (24 6) 61(22.7) Liver 15(5.6) 24 (8.9)
TP W T

New lesions . B 111(414) 127 (47 2) ' Bone 12 (4 5) 19(7 1)
Death in absence of progression n (%) 34(127) 39 (14.5) Regonal lymph nodes 15(5.6) 12 (45)

Numerically fewer patients developed new lesions at first progression with durvalumab + EP versus EP
No difference in the incidence of new brain/CNS lesions between arms

EERESMD
2018
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LBA89 — PD-L1 expression, patterns of progression and PROs

with durvalumab plus platinum-etoposide in ES-SCLC: LUNG (ANCER
Results from CASPIAN UPDATES
ESMO HIGHLIGHTS

27 SEPTIEMBRE - 1 OCTUBRE 2019

PREVALENCE OF PD-L1 EXPRESSION ON TCs OR ICs* OVERALL SURVIVAL BASED ON PD-L1 EXPRESSION
HR (95% CI)

100 ITT (n=537) ——i 0.73 (0.591-0.910)
801 aTC PD-L1 evaluable (n=277) ey 0,65 (0.482-0.864)
80 - k alC ic%1 (v=215) LASlin: 0,64 (0.462-0.897)
£ 50 - IC 21 (n=62) e 0,69 (0.370-1.283)
g TC <1 (n=263) ——— 066 (0491-0.896)
;& 40 - TC 21 (n=14) - 4 0.46 (0.119-1.793)

2045 108 " . 010 035 05 10 go

3 _’ 35 - 04 B 11 — Favours durvalumab + EP  Favours EP
0 50-<1%! 21-<25% 225-<50% >50% * Durvalumab + EP was associated with improved OS vs EP, regardless of PD-L1 expression with a 1% cut-off
* No significant interaction was observed with OS based on PD-L1 expression as a continuous variable
* 94.9% and 77.6% of patients had PD-L1 expression <1% on TCs and ICs, respectively (TC, p=054; IC, p=0.23); similar resuits were observed with PFS and ORR

* Due tolow PD-L1 expression, a 1% cut-off was used in post-hoc analyses
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LBA89 — PD-L1 expression, patterns of progression and PROs
with durvalumab plus platinum-etoposide in ES-SCLC:
Results from CASPIAN

TIME TO DETERIORATION IN SYMPTOMS

Durvalumab + EP was favoured across all symptoms

QLQ-C30  Appetite loss (n=454)
Constipation (n=468)
Diarrhoea (n=487)
Dyspnoea (n=442)
Fatigue (n=475)
Nausea/vomiting (n=488)
Pain (n=472)

Insomnia (n=435)

Cough (n=459)

Dyspnoea (n=480)
Haemoplysis (n=487)

Pain in arm/shoulder (n=478)
Pam in chest (n=478)

Pain in other parts (n=466)

QLQ-LC13

rom Mongress

(UNG (ANCRR
UPDATES

ESMO HIGHLIGHTS

HR (95% CI)
o 4 0.70 (0.542-0.899)
B - — 0.65 (0.499-0.855)
—e i 059 (0 4420 774)
! e ! 0.75 (0.574-0.989)
' ° 0.82 (0.653-1.027)
; 3 { 0.80 (0 626-1.027)
I T — 0.79 (0 615-1 021)
b o 4 0.75 (0.568-0.980)
} o 0.78 (0.600-1.026)
——— 0.79 (0.625-1.006)
® iy 0.64 (0.469-0.876)
- 0.70 (0 535-0 915)
T — 0.76 (0.575-0.996)
° 0.72 (0.558-0.923)
N 16 1 || 1 1 1 | O
04 05 06 07 08 09 10 11
Favours durvalumab + EP  Favours EP
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17360- IMPOWER133: UPDATED OS ANALYSIS OF 1L  —
ATEZOLIZUMAB +CARBOPLATIN+ETOPOSIDE IN ES-SCLC UPDATES

ESMO HIGHLIGHTS

IMpower133 study design

i k'

Induction Maintenance
Patients with (N = 403) Atezolizumab
*» Measurahle ES-SCLC + carboplatin a
(RECIST version 1.1) + gtoposide Atezolizumab 7
« ECOGPS0or1 Treat until 3
« Mo prior systemic =] Four 21-day cycles PD cf I_ﬂcss E
treatment for ES-SCLC * 14 Placebo of clinical ?
- Patients with treated + casbopiatin benefit T
asymptomatic brain + gtoposide o
metastases were eligible
—

Four 21-day cycles

Stratification
« Sex (male vs female)
« ECOGPS(0vs 1) - : Key secondary end points O Updated OS in ITT and by
= Brain metastases fc".;'ﬁ.',,';ﬁﬁ'lr:ﬂfﬂ_'f“"“s ¥ Objective response rate PD-L1 subgroups
" - v Duration of response O Updated DOR/ORR in ITT
S WS NO < Invectinatara :
(ye P Investigator-assessed PFS v Safety 3 Updated Safety
e &

Atezolizumab, 1200 mg IV, Day 1; Carboplatin, AUC 5 mg/mbLimin IV, Cay 1; Etoposide, 100 mg'm® IV, Days 1-3.
= Cinly patients with treated brain metastases were digible.

Iniciativa cientifica de:

o
GecCP



17360- IMPOWER133: UPDATED OS ANALYSIS OF 1L
ATEZOLIZUMAB +CARBOPLATIN+ETOPOSIDE IN ES-SCLC

LUNG (ANCRR
UPDATES

ESMO HIGHLIGHTS

27 SEPTIEMBRE - 1 OCTUBRE 2019

Updated OS In ITT

| _____&§ _

oo Atezo + CPIET |Placebo + CP/ET
00 (n=201) (n = 202)
an Median OS, mo 12.3 103

(95% CI) (10.8, 15.8) (9.3, 11.3)

HR (95% CI)

Owerall Survival (%)
&

T T T ¥ ¥
0 2 4 i 8 i 12 14 18 18

Time (months)
B6 75 61 S5 2 M 8 1
58 4 ™ ¥V 20 &8 3 2 2

MNo. atrisk
Ao + CPIET MM
Placebo + CPIET 202

ap-vahee is prowsded for descriptive purpose.
CCOD 24 Jarmsary 2018

187 180 1@ 130 102 92
18 13 160 1M T T

0.76 (0.60, 0.95)
p = 0.01542

Median follow-up, 22.9 months
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17360- IMPOWER133: UPDATED OS ANALYSIS OF 1L
ATEZOLIZUMAB +CARBOPLATIN+ETOPOSIDE IN ES-SCLC

LUNG (ANCRR
UPDATES

ESMO HIGHLIGHTS

27 SEPTIEMBRE - 1 OCTUBRE 2019

Biomarker analysis: bTMB and PD-L1 expression
+ PD-L1and bTMB biomarkers identify distinct patient populations in ES-SCLC

+ Post-hoc exploratory analysis conducted for OS by PD-L1 expression

o The PD-L1 IHC biomarker evaluable population (BEP) comprised 34% of the ITT population

o VENTANA SP263 assay was used to determine PD-L1 status on slide sections < 1 year old

o PD-L1 expression was observed mostly on immune cells (IC), with limited expression on tumour cells (TC)
o Efficacy analyses were conducted using PD-L1 expression cut-offs of 1% and 5%

bTMB - PD-L1 IHC overlap PD-L1 IHC expression in ES-SCLC (n = 137)

IC % BEP (n TC % BEP (n
bTMB =10 PDL121%TCorlC ol o

206% 302% 238% <1% 49.6% (68) <1%  94.2%(129)

(n=36) (n=38) (n=30)

2 1% 50.4% (69) 2 1% 5.8% (8)

e > 5% 20.4% (28) > 5% 1.5% (2)
% of BEP (n = 126)

Updated OS in PD-L1 expression subgroups

Subgroup
ITT (N = 403)

ITT-BEP (n=137)
Non-BEP (n = 266)

PD-L1 expression 1% TC or IC
< 1% PD-L1 {n = 65)
21%PD-L1(n=72)

PD-L1 expression 5% TC or IC
< 5% PDHL1 (n=108)
= 5% PD-L1(n=29)

Median OS (months) 0S Hazard Ratio?
Mezo + CPIET Placebo + CP/ET {95% Cl)
123 10.3 —— 0.76 (0.61, 0.96)
99 B9 —— 0.70(0.48,1.02)
1456 1.2 — 0.81(0.61,1.08)
102 B3 —— 0.51(0.30,0.89)
97 10.6 ———4———— 087(0.51,149)
92 8.9 —— 0.77(0.51,1.17)
2186 9.2 + 1 0.60 (0.25, 1.46)
10 15
Hazard Ratic®

Favowrs Atezo + CPIET Favours: Placebo + CPIET
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