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Consolidation ipilimumab and nivolumab vs observation in limited stage SCLC after chemo-
radiotherapy: Results from the ETOP/IFCT 4-12 STIMULI trial. Peters S et al.

71 ETOP/IFCT 4-12 STIMULI — Consort Diagram

Patients enrolled under AM1 N=222
» Altrition rate 35% I
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Patients randomized under AM1 N=153
(145 enr. under AM1 + 8 enr. under original)

Nivolumab &

s ETOP/IFCT 4-12 STIMULI (protocol AM1) — Study Design & Objectives

Ipilimumab AT Observation
Allocation
N=78 ﬁ— N=75 l
Key eligibili = o
y 'tg - L ¢ S Immunotherapy consolidation Follow-up
ey R £ Induction: Nivolumab (1 mg/kgi.v.) &
Small cell lung g Ipiliumab (3 mg/kg i.v.) Q3W for 4 cycles Still on follow-up N=51 I Still on follow-up N=48 ‘
;a":i"o’l':g £ CRT phase Maintenance: Nivolumab (240 mg i.v.)
T;:gf"l‘_elm naive (1 E 'Sel?mmogliﬁ&da Q2W for max 12 months l Treatment

chemo cycle before
enrolment allowed)
Age =18

ECOG PS 0-1
Adequate haematolo-
gical, renal, hepatic and
lung function

= Concurrent RT
« PCI after CRT

“Stratification factors
« Twice-daily vs once-daily

Observation
No further treatment

Received 21 treatment dose N=78

Performed 21 ‘treatment visit’ N=69

I Completed treatment n=8

Completed treatment visits n=33

| On treatment n=5

On treatment n=4

ITreatment-faiIures n=44* 64%

ureatment-failures n=65 | 83%

Pulmonary function radiotherapy e T Reason for treatment failure
FEV1 of 1.0L or >40% « PET CT scan at baseline Y/N RECIST 1.1 Assessment: Toxicity n=36 46%* Progression n=35
predicted value a,nd Every 9 weeks for the first 18 months, Frogression n= Patient decision n=1
DLco >40% predicted 12 weeks up to year 2 and 6 months up to year 4 Patient decision n=7 Death n=1
value - . g Lo . gt
\ / Primary endpoints: Secondary endpoints: ) Investigator decision n=4 Other n=1 ;
+ Progression-free survival (PFS) + Overall survival (OS) ikl . Death n=3 "6 th;JVOr lnlllalgg lrcaln)er?frVISI{? n;,6
according to RECIST 1.1 «  Time-to-treatment failure (TTF) 23 December 2015 — 30 April 2019 : allures occurred post-completion of tria
- Adverse events (CTCAE V4.0) Premature accrual closure (for visits

administrative reasons).

Patients enrolled by 30 April, could still be
randomized after accrual closure. N=78

Measured from randomization

41TT analysis I]

1

N=75

Enrolled patients by country: s
35% France, 28% Spain, 16% Germany,

6% Netherlands, 4% Switzerland, 4% United
Kingdom, 4% Belgium, 3% Australia

Median Follow-up (post randomization):
22.7 months (IQR: 14.5 - 35.5)




#LBAS4 e Consolidation ipilimumab and nivolumab vs observation in limited stage SCLC after chemo-
radiotherapy: Results from the ETOP/IFCT 4-12 STIMULI trial

Progression-Free Survival (N=153; median f-up 22.7 m)

100+
Events/N Median PFS (95%Cl)
80- % .
Nivo+lpi 40/78 10.7 (7.0 - NE)
g Observation 42/75 14.5 (8.2 - NE)
s 60- NE: Not estimabie
| 52.8%
] Stratified
o
: B A32% . HR (95%Cl):
g 10 : 48.1% "l — ‘ 1.02 (0.66 - 1.58)
w
¢ , 140.3% p=0.93
e | I Testing for non-proportionality.
= | I p=0.36
20 | I
| I i
| I 13 Overall Survival (N=153; median f-up 22.7 m)
| I
— N : | 100+
0 SRR ; Events/N Median OS (95%Cl)
= Observation | | + Censored
= . l . | - - . = Nivo+lpi 25/78 NR (22.4 - NE)
0 6 12 18 24 30 36 42 48 = , Observation ~ 25/75 31.6(26.1 - NE)
! IR: Not Reach: VE: Not estimable
No at Risk (Censored) Months ] D -
- 1
Nivo+Ipi 78(0) 52(3) 30(10) 24(16) 16(22) 12(26) 8(30) 4(34) 1(37) g 0 X Nivo+Ipi
Observation 75(0) 56(0) 36(4) 24(11) 14(19) 10(23) 5(28) 4(29) 2(31) 3 ! | : Stratified
4 =
Z ! : 40.7% Observation HR (95%Cl):
Y : : 1.06 (0.61 - 1.86)
Z . | p=0.83 o
" $
: ] Testing for non-proportionality
20+ : : p=0.059
Exploratory 1.91 1 0.97 1 0.25
Plecewise HR (0.81 - 4.51) | (038-247) | (0.05-1.23}
(95% CI) p'=0.14 1 p=095 | p*=0.087 .
Stratifiedp 01 1 ! + Censored 3 )
: v 4 ! : . . - age 45N
0 6 12 18 24 30 36 42 48 R x
No at Risk (Censored) Months
Nivo+Ipi 78 (0) 69(1) 48(15) 36(23) 22(33) 15(40) 9(44) 6(47) 2(51)
Observation 75(0) 72(1) 57(10) 37(22) 24(33) 14(39) 7(43) 4(46) 3(47) .




#LBAS4 ° Consolidation ipilimumab and nivolumab vs observation in limited stage SCLC after chemo-
radiotherapy: Results from the ETOP/IFCT 4-12 STIMULI trial

Safety cohort (n=153)

Nivo+Ipi Observation Most frequent any-cause adverse events (>15%)
N patients (%) N patients (%)
Fatigue
Safety COhOFt 78 75 Anorexia
Patients experiencing :;":::
Any Adverse Event (AE) 77 (99%) 65 (87%) (vnwm«:) e
— PACIFIC 3.4%
Any Treatment-related AE 75 (96%) - .
Hyperthyroidism
Trt-related  Any cause Any cause Anemia
Dyspnea
AEs of grade 3-5 40 (51%) 48 (62%) 19 (25%) e
AF le d T T Y t ( t Constipation
ki s 38 (49%) 43 (55%) Wpctoid
discontinuation 5% W% 0% 20% 10% 0%  10% 20% 30% 40% 508
: - Patients (%)
AEs leading to death 3 (4%) 4 (5%) 1 (1%) W Grade -2 [ Grade 1-2

Grade »=3 | Grade >z

* Pneumonitis (2), ileus, Death NOS (not trt-related)

** Lung infection |

e STIMULI trial did not meet its primary endpoint of improving PFS
e Short period of active treatment (toxicity, discontinuation)

e Longer F-U: explore possible late effect on OS with IO

e Greater benefits in: twice daily RT fraction, female, PS1 (p<0.05)




#LBA85

REACTION: A phase Il study of etoposide and cis/carboplatin with or without
pembrolizumab in untreated extensive small cell lung cancer. Besse B et al.

EORTC

er therapy

EORTC 1417 - REACTION:
A phase |l study of etoposide and cis/carboplatin
with or without pembrolizumab
in untreated extensive small cell lung cancer
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Italy; *Weston Park Hospital, Shel(’nld.‘Uﬂ ted Kingdom; “Centre Hospitalier D'Annecy, Metz-Tessy, France; “*Centre Hospitalier d’Avignon, Avignon, France;
CHU de Brest Brest, France; “Institut de Cancercloy EJICANS). Struboyrq. France; “The Christie NHS Foundation Trust, Universit
Manchester, UX; “*European Institute of Onaoicq (IED), IRCCS, Milan, Raly; “*Portsmouth Hospitals NHS Trust, Portsmouth, UK; “*EQ
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BEORTC

Untreated Extended disease
Small Cell Lung Cancer

2 cycles of etoposide and
cis/carboplatin

Partial or complete
response

—_
=
-4
Lot
c
2
=
o
=
=
o
°
=
]
o

Unselected for PD-L1

Patient Stratification
Institution

Platinum agent (cisplatin versus carboplatin)

Perfarmance status (0 versus 1)

Study design

Open-Label Treatment Period

Experimental Arm
4 cycles of
etoposide and cis/carboplatin and

Primary endpoint
Progression free survival

pembrolizumab E
Then pembrolizumab up to 35 cycles* r_=!
=]
S‘- Optional cross-over**
Standard Arm Up to 6 cycles of
4 cycles of E> etoposide and carboplatin and
etoposide and cis/carboplatin pembrolizumzb
Then pembrolizumab up to 35 cycles*

Statistical hypothesis

With a 1-sided alpha 10%, the study was powered at

90% level to detect a Hazard Ratio (HR) of 0.575 in

Progression free survival calculated from

LDH leve! (low versus high)

randomization

* Patients who have rot progressed after 2 years of pembrolizumab are allowed to ciscontinue pembralizumab. In case of subsequent progression, patients have the opportunity for a second course re-treatment with pembroliz
** Patients in the control arm that exparience disesse progression at least 3 months after the last dose of chemotherapy 3
QD: once dally; Q3W: every threa weeks; IV: Intravenous; PCI : prophylactic cranial irradiation




#LBA85

;‘fEQRTC Safety

Standard Arm Experimental Arm
Adverse Events* (N=64) (N=60)
Grade3 Graded Grade5 Grade3 Graded Grade5
N (%) N (%) N (%) N (%) N (%) N (%)

19(207)  3(47) | 1(1.6)" | 19(31.7) | 6(10.0)

Anemia 3(47) 1(183)  1(1.7)

Neutrophil Count Decreased 2 (3.1)  1(1.6) 3(5) 3(5)

Platelet Count Decreased 7 (10.9) 2(33)  2(33)

Elevated GGT 4(6.3) 1(1.7)
AEs of specialinterest | ____________________________| ]

Diarrhea 1(1.6) 2(33)

Dyspnea 2(31) 1(18) 2(3.3)

5087 341 | 1019 8(100) | 1017)

*CTCAE version 4.3; **Cardiac Arrest; tdeterioration of health status

19 (31.7)

Overall Survival

Treatmentarm  Events/Total Median (5% CI) Time-Point KM Est (95% CI)

——— Expenmentalam 3258  123(89148) 6  802(570885%)
50 12 503(354635%)
——  Slanddam 4061 104(82122) 6 810(83-89.0%)
1 12 37(244510%)
- . HR = 0.73 (0.54, 1.0); p=0.097*
- HﬁHL
10
o+
o 2 a e a 10 12 14 16 18 20 22 24
Time in months®
Patients-at-Risk
Experimental arm- 58 57 54 a2 3s 25 18 2 8 H H 1 °

Standard anm- 61 60 57 ad a2 25 17 1"

Primary endpoint
Progression Free Survival

Treatmentarm  Events/Total Median (95% CI) Time-Point KM Est (95% CI)

——— Experimentalam 5158  47(42-56) 6  289(17.9-40.9%)
90 - 12 11.1(43-218%)

———  Standadam  S6/61 54(4756) 6 316(204435%
SO 12 NE (NE-NE%)

HR = 0.84 (0.65, 1.09); p=0.194

Median Follow Up  Experimental arm 14.2 (10.9-16.7)
40 (months) Standard arm 14.0 (12.6-17.7)

Progression free survival (%)
;

o 2 a 6 8 10 12 14 16 18 20 22
*Time in months’*
Patients-at-Risk
6 4 3

Experimental arm- 58 54 44 16 10
Standard arm- 61 55 45 18 8 3 o

e No benefit in PFS (primary obj); nor OS (secondary)

T
24




#LBA86 & #1781MO

e Durvalumab (D) % tremelimumab (T) + platinum-etoposide (EP) in 1L ES-SCLC:
Characterization of long-term clinical benefit and tumour mutational burden

(TMB) in CASPIAN. Goldman JW et al.

* IMpower133: Characterisation of long-term survivors treated first-line with
chemotherapy + atezolizumab in extensive-stage small cell lung cancer. Liu S et al.

os* Updated OS in ITT
1.0 D+EP D+T+EP EP Atezo + CP/ET | Placebo + CP/ET
. - 100 (n=201) (n=202)
Events, /N (%) 2107268 (784) 207/268(77.2) 231/269(85.9) o0 -
- 0.8 - mOS, months (95% CI) 129 (113-147) 104(26-120) 105(83-112) o ooxcy | ot iss) ©3:113)
O HRvs EP (95% ClI) 0.75(0.62-0.91) 0.82 (0.68-1.00) HR (95% CI) 0.76 (0.60, 0.95)
S 06 p-value 0.0032 0.0451! o n P=00iae
£ £ Median follow-up: 22.9 months
o 0 50
3 04+ o
S 40 18-montl1/os
=~ _ " 24-month OsP
0.2 1 20 22.0%
: ' 14.4% 10
0 1 1 | ] T 1 L 1 1 T LB 1 0
0 3 6 9 12 15 18 21 24 27 30 33 36 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
No. at Risk Time (months)

Time from randomisation (months) Atezo + CPIET 201 187 180 159 130 109 93 86 75 61 51 28 21 8 1 o
-
Placebo + CP/ET 202 189 183 160 131 97 74 58 49 39 33 20 8 3 2 2 1




#LBA8S & #LBA86 LTS definition

CASPIAN IMP133

Patients with PFS 212 months

20 1
—~ 15 1
£
g 10 * LTS are defined as patients who lived 2 18 months since randomisation
[+
54 - - st
1 *= Non-LTS are defined as patients who died < 18 months post randomisation
0+ r T
D+EP D+T+EP 10 arms combined EP
nN 451265 421266 87/531 12/266 Atezo + CP/ET Placebo + CP/ET
PFS 212 months PFS <12 months (n =182) (n=191)
10 arms
Comiasd D+EP LTS, n(%) 61 (33.5) 39 (20.4)
(n=87) (n=220)
Ongoing durvalumab n (%) 27 (60) 50 (57) 5(2) 12 (3) 95% ClI (26-7v 40-9) (14-9- 268)
Durvalumab cycles, med 25 (6-37 25 (2-37 . 7(1-28 6(1-33 .
srvalumab ycles, median (ange) &= i g ips Non-LTS, n (%) 121 (66.5) 152 (79.6)
Received cisplatin, % 2 23 25 25 25 25
Etoposide doses, median (range) 12 (10-18) 12 (6-18) 18 (12-18) 12 (2-24) 12 (1-24) 18 (1-18) 95% Cl (59.1, 73.3) (73.2, 85.1)
Median age (range), y 60 (47-79) 61(47-83)  645(47-72) | 62(28-82)  63(28-88)  63(35-82)
Male, % 80 63 42 73 75 60 LTS (n=100) Non-LTS (n = 268) LTS (n=100) Non-LTS (n = 268)
White / Asian / Other, % 98/2/0 89/9/2  100/0/0 | 83/16/1 821772  62/16/2 e 2o m— e 1 bl 1 N
Ever / Never smoker, % 91/9 9119 100/0 0218 9%/7 94/6 vaie { 3 % o v
25 I 36 Prasencaof N % u
WHOPS0/1, % 47153 48152 42/58 35165 36/64 33167 ‘ . , . Wrormetastoves vou { ot "%

: . <85y d 57 40
Brain / Liver metastases, % 7120 3/23 0/17 11/44 14/46 11/40 Age . 3:5 _‘9 7 Presenceol :.. % 37 =1 51 i
{TMB 210 mut/Mb, n/N" (%) 11/18 (61) 16/33 (48) 11 (100) 46/80(52)  89M79(50)  25/70(36) { 13— 29 . 2y .

‘ we M d E':z”
10 10 0{ 32— 13 >uN { 19 p— 32
_—%D: ECOGPS 15— <medisn ,{ 37— 17
08 ; 08 1 { 29 2‘=238 SLD® wonagl 42‘—-_ 2277
1 833% 1 —— 29
$ oo o € oo mQOS 10-11m ST A : — :
OS E . 3757& g , 100 80 60 40 20 0 20 40 60 80 100 100 80 60 40 20 0 20 40 60 80 100
2 & 20 | ?:"“ Patient characteristics (%) LTS Non-LTS Disease characteristics (%)
02+ mos NR’ 275% 2y 02 Imw = ::‘z:;umab = ;\)::b?mab
BRI N W P e S S S S S S R A P R R




#LBAS85 & #LBAS86

CASPIAN

Findings

n (%) D+EP vs EP HR (95% CI) %) D+T+EP vs EP HR (85% CI)
T 537 (100) ——i 075(0.62-0.91) 537 (100) b 062 (0.68-1.00)
tTMB evaluable 178(33.1) — 071(051-099) 176 (32.8) —— 0.83(0.60-1.16)
{TMB <8 mut/Mb 68 (38.2) —t 075 (0.45-1.26) 79(449) — 081(050-135)
{TMB 28 mutMb 110 (61.8) L — 0.71(0.47-1.09) 97 (55.1) o 0.60 (0.52-1.25)
{TMB <10 mutMb 95 (53.4) — 0.77 (0.50-1.20) 102 (58.0) — 0.83(0.54-1.29)
{TMB 210 mut/Mb 83 (46.6) —n 063 (042-1.14) 74 (42.0) — 0.77 (0.46-1.30)
{TMB <12 mutMb 111 (62.4) — 0.80 (0.53-1.20) 118 (67.0) iy 0.79 (0.53-1.18)
{TMB 212 mut/Mb 67 (37.6) e 065 (0.37-1.15) 58 (33.0) _— 0.86 (0.49-154)
{TMB <14 mutMb 137 (77.0) b 076 (0.53-1.10) 132(75.0) vo— 0.82(0.56-1.20)
{TMB 214 mutMb 11(230)  F—— 062 (0.30-1.32) 44 (25.0) o— 0.86 (0.44-1.75)
025 05 1 2 ‘ 025 05 1 > ‘
< > G | e—
Favours D+EP  Favours EP Favours D+T+EP  Favours EP
PFS 212 months PFS <12 months
10 arms 10 arms
D+EP combined EP D+EP combined EP
(n=45) (n=87) (n=12) (n=220) (n=443%) (n=254)

Confirmed ORR, n (%) 43 (96) 82 (94) 12 (100) 139 (63) 256 (58) 144 (57)
Median time to response, days (range) | 43 (33-155) 43 (33-196) 425 (36-592)| 42(29-92) 42(29-93) 42 (29-106)
Median DoR, months (95% Cl) NR (18-NE) NR(24-NE) 20 (12-NE) | 4(3.5-9) 4 (4-5) 5(5-5)
Patients remaining in response,’ %

At 6 months 100 100 100 20 29

At 12 months 93 94 91 0 0

At 18 months 67 70 61 0 0

At 24 months 54 59 48 0 0

bTMB <10
cutoff 10 210
bTMB
bTMB <16
cutoff 16 216
Unknown®
TCand IC < 1%
PD-L1 expression
cutoff 1% TCoriC21%
FD-L1 oLt TCorIC <5%
expression
cutoff 5% TCeriC25%

Covariate

Unknown®

LTS (n=100) Non-LTS (n = 268)

1 14
? 13 18
34 23
23 30

14 LTS Non-LTS
I Atezolizumab I Atezolizumab
" . 21 M Placebo M Placebo

o B e Lann B e L e T e N e L e T o L
oR
~ L]
oo
=

T T T

100 80 60 40 20 Q 20 40 60 80 100

Baseline biomarker status (%)

Multi

RN

HR (95% CI)

Treatment arm (ref: atezolizumab)
Sex (ref: male)

Age (ref: 265 y)

ECOG PS (ref: 1)

Metastatic sites (ref: 2 3)

LDH (ref: > ULN)

SLD (ref: 2 111 mm)

0.76 (0.61, 0.96) 0.02 0.71 (0.56, 0.90) <0.01
1.11(0.88, 1.41) 0.38 1.21(0.94, 1.54) 0.13
1.17 (0.93, 1.47) 0.17 1.18 (0.93, 1.50) 0.17
1.64 (1.29, 2.10) <0.01 1.43 (1.11,1.85) 0.01 L
1.53(1.18, 1.97) <0.01 1.22 (0.93, 1.61) 0.15
1.53 (1.21, 1.94) <0.01 1.30 (1.01, 1.66) 0.04
1.69 (1.34, 2.12) <0.01 1.56 (1.22, 2.00) <0.01




#LBAS5 & #LBAS6
Findings

CASPIAN

LTS (n=100) Non-LTS (n = 268)
n (%) D+EPvs EP HR (95% CI) n (%) D+T+EP vs EP HR (85% CI) bTMB <10 o » 2 "1323
I 537 (100) ——i 075 (0.62-0.91) 537 (100) —— 082 (0.68-1.00) Cubol 10 210 { 2 30
{TMB evaluable 178(33.1) —_ 071(051-099) 175 (328) S 083(060-1.16) ~ bTMB — | bl - - 2
{TMB <8 mut/Mb 68 (38.2) ——1 075 (045-1 26) 79 (44 9) —a 081 (050-135) cutoff 16 216 { Ll 11
{TMB 28 mut/Mb 110(61.8) v 0.71(0.47-1.08) 97 (55.1) ———{ 0.80 (0.52-1.25) Un { egﬁ-: 75
{TMB <10 mutMo 95 (53.4) — 0.77 (0.50-1.20) 102 (58.0) —_— 0.83 (0.54-1.29) |
{TMB 210 mutMb 83 (46 6) | 063 (0.42-1.14) 74 (420) po— 0.77 (0.46-1.30) TCandIC<1% | 9;5_" 14
PD-L1 expression 12 (]
{TMB <12 mutMbo 111 (624) — 0.80 (0.53-1.20) 118 (67.0) I —— 0.79 (0.53-1.18) cutoff 1% TCoric21% o 13 14 LTS Non-LTS
ITMB 212 mut/Mb 67 (376 — 065(037-1.15 58 (330 _— 0.86 (049-154 . 14 15 B Atezolizumab I Atezolizumab
mi (376) ) (‘ ) ( ) PD-L1 p—— TCoriC<5% o 117? 21 B Placebo B Placebo
{TMB <14 mutMb 137 (77.0) — 0.78 (0.53-1.10) 132 (75.0) bt 0,62 (0.56-1.20) o TCoric2s% { Ny AN
{TMB 214 mutMb 1(280)  —— 062(0.30-132) 44 (25.0) —_— 0.86 (0.44-1.75) Unkowr? { 40— %
T T T T T T T T . . : —
025 05 1 2 4 025 05 1 2 4 '
« > < e 100 80 60 40 20 (o} 20 40 60 80 100
Favours D+EF  Favours EP Favours D+T+EP  Favours EP
Baseline biomarker status (%)
PFS 212 months PFS <12 months ) — _—
10 arms 10 arms
(n=45) (n=87) (n=12) (n=220) (n=443") (n=254)
Treatment ef: atezolizumab 0.76 (0.61, 0.96 0.71 (0.56, 0.90 0.01
Confirmed ORR. n (%) 43(9)  B2(84)  12(100) | 139(63)  256(58)  144(57) e ] ¢ ) ( ) 5
Median time to response, days (range) | 43 (33-155) 43 (33-196) 425 (36-592)| 42 (29-92) 42(29-93) 42 (29-1086) Sex (ref: male) 1.110.88, 1.41) 038 1.21(0.04,1.54) 0.13
Median DoR, months (95% Cl) NR(18-NE) NR(24-NE) 20(12-NE) | 4(35-5)  4(4-5) 5(5-5) el - Lol L Ll '
p ' ' ' ECOG PS (ref: 1) 1.64 (1.29, 2.10) <001 1.43 (1.11, 1.85) 0.01 -
e More LTS in Durva arm (x3) Metastatic sites (ref: > 3) 153 (1.18, 1.97) <0.01 1.22(0.93, 1.61) 0.15
e Pts with PFS 212m had improved ORR, DoR and OS LDH (ref: > ULN) 153 (121, 1.94) <0.01 1.30 (1.01, 1.66) 0.04
e Clinical characteristics no predictive of OS SLD (ref: 2 111 mm) 1.60 (1.34, 2.12) <0.01 1,56 (1.22, 2.00) <0.01
e TMB no predictive of OS




#LBAS85 & #LBAS86

CASPIAN

Findings

+ +T+
n (%) D+EP vs EP HR (95% CI) n (%) D+T+EP vs EP HR (85% CI) bTMB
T 537 (100) ——i 075 (0.62-091) 537 (100) ot 082 (0.68-1.00) cutof¥ 10
tTMB evaluable 178(33.1) ] 0.71(051-099) 176 (328) p——ty 0.83(0.60-1.16) bTMB —
fTMB <8 mutMb 68 (38.2) —t 075 (045-1 25) 79(44.9) — 081(050-135) cutoff 16
{TMB 28 mutMo 110(61.8) — 0.71(0.47-1.09) 97 (55.1) — 0.80 (0.52-1.25)
{TMB <10 mutMb 95 (53.4) —_— 0.77 (0.50-1.20) 102 (58.0) —_ 083 (0.54-1.29)
{TMB >10 mutMb 83 (46.6) —=1, 068 (0.42-1 14) 74 (42.0) — 0.77 (0.46-130)
PD-L1 expression
{TMB <12 mutMb 111 (62.4) —_— 080 (0.53-1.20) 118 (67.0) et 4 0.79 (0.53-1.18) cutoff 1%
{TMB 212 mut/Mb 67 (376) —n 065 (0.37-1.15) 58 (33.0) ——t— 0.86 (0.49-154) PD-L1
TMB<témuMo 137 77.0) p— 076 (0.53-1.10) 132(75.0) e 082(0.56-1.20) e
{TMB 214 mutMb 41(280)  F—— 062 (0.30-1.32) 44 (25.0) ——— 0.86 (0.44-175)
T T L) T T T L)
025 05 1 2 < 05 1 2 4
“+ > —————p
Favours D+EP  Favours EP Favours D+T+EP  Favours EP
PFS 212 months PFS <12 months

10 arms

D+EP
(n=45)

combined EP
(n=87) (n=12)

D+EP
(n=220)

10 arms
combined EP

Covariate

Confirmed ORR, n (%) 43 (96) 82 (94) 12 (100) 139 (63)
Median time to response, days (range) | 43 (33-155) 43 (33-196) 425 (36-592)| 42 (29-92)
Median DoR, months (95% Cl) NR (18-NE) NR (24-NE) 20 (12-NE) 4(3.5-9)
. . .

e More LTS in Durva arm (x3)

e Pts with PFS 212m had improved ORR, DoR and OS
e Clinical characteristics no predictive of OS

e TMB no predictive of OS

e More LTS in Atezo arm

e PS, LDH and SLD impact on survival

e No predictive characteristics identified
e Benefit of Atezo independent of patients or tumor characteristics
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40
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Baseline biomarker status (%)

Multivariate

Nen-LTS
I Atezolizumab
M Placebo

(n=443") = (n=254)
256 (58) 144 (57) Treatment arm (ref: atezolizumab) 0.76 (0.61, 0.96) 0.71 (0.56, 0.90) <0.01
42(29-93) 42 (29-106) Sex (ref. male) 1.11(0.88, 1.41) 0.38 1.21(0.94, 1.54) 0.13
4 (4-5) 5 (5-5) Age (ref: 265Y) 1.17 (0.93, 1.47) 0.17 1.18 (0.93, 1.50) 0.17
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Health-related quality of life (HRQoL) in KEYNOTE-604: Pembrolizumab (pembro)
or placebo added to etoposide and platinum (EP) as first-line therapy for ES-
SCLC. Kim HR et al

M Health-related quality of life

Change From Baseline at Week 18 in the
QLC-C30 GHS/QoL Scale

_ e Pembro addition not decrease HRQoL

Health-Related Quality of Life in
KEYNOTE-604: Pembrolizumab
or Placebo Added to Etoposide ‘
and Platinum as First-Line

Therapy for ES-SCLC

e e e e A e g 00.04 o - and Improves greater at W18
e ot P, Chare s s s Pembro-EP (22644)  (19.526) (5.26-12.06)
i | Sariret 44 Catrarine Pt i Costea & Pt 4.43(021-8.66)
P =0.040
58.37 65.37 423
1237MO Placebo-2r (20552)  (20.467) (0.93-7.52)

TTD in QLQ-C30 GHS/QoL Scale
TTD in QLQ-C30/LC13 Composite of Cough,

i 100
c295t Pain, or Dyspnea h " HR 0.78 (95% CI 0.52-1.18)
S .
pe HR 0.80 (95% CI 0.56-1.14) P=0.238
w‘ P=0208 80
: ®
P T0- mamauaniaud s i Ll i )
‘ ol AREL i a0 | S E—
% 504 — P— 504
! 404 40+
2 304 Plawith  Median 110, m0 2 304 Pts with Median TTD, mo
s Deterioraton (95 CI Deterioration (96% CI)
eED B8 . O 20 “Pembro-EP 19.6% NR (NE-NE)
104 scobo p-10% (59
p 104 Placebo-EP 23.9% NR (10.2-NE) '
3 3 21 2 T T T T T r T T ) &
- . 3 8 9 12 15 18 21 24 27 v
- ~ = . 3 — e Time, months ¥
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Three-year follow-up results of the MERIT trial: A Japanese phase Il study of
nivolumab in malignant pleural mesothelioma. Hayashi et al.

Study design: Single-arm, open-label, phase II trial (Japic CTI-No.163247)

Key eligibility criteria Treatment Continued until Endpoints
* 2/3 line advanced/metastatic MPM Nivolumab _ '
« Prior platinum-based combination 240 mg IV, Q2W disease progression PI;)IE;W endpoint:
i N=34 ‘
. g‘: r:r;i)grvs«::tr\gzer;n fim(ggn median f,ge; 8 years e (Centrally assessed modified RECIST)
Male: 29 (85%) P ty Select secondary endpoints:

« ECOG PS 0-1 Median BMI- 22.1 ka/m? . 0S and PFS
» Available tumor tissue for PD-L1 oo an

h : pithelioid: 27 (79%) - Safety

expression analysis Sarcomatoid: 3 (9%)

* PD-L1 all comers Biphasic: 4 (12%)

Data cut-off: November 12, 2019, Minimum follow-up: 36 months




#1895MO Thrge-year follow-up result:? of the MERIT trial: A Japanese phase Il study of nivolumab in
malignant pleural mesothelioma.

0S PFS
] N=u | 100 ~ Al 17.3mo | 353% | 235% 100 A Al 59mo | 17.0% | 12.7%
™ PD-L121% | 191mo | 350% | 15.0% PD-L121% | 7.2mo | 18.9% =
BOR, n (%) PD-L1<1% | 116mo | 33.3% | 333% PD-L1<1% | 29mo | 167% | 16.7%
CR 0(0.0) 80 - 80 1
PR 10(29.4)
SD 13(38.2) 3 60 - s 60 ~
PD 9(26.5) e %
NE 2(59) O 404 Q404
ORR, % | 204 | :
DCR, % | 67.6 | 20 : All 20 4 ) :
. s o 9 ! i o o U —— —t All
DOR, median (range), . s HR: PD-L1 21% vs PD-L1<1% HR: PD-L1 21% vs PD-L1 <1% vs PD-L1 <1% P = (i
- ot 11.1(3.5-28.6") 0.98 (95% C1 0.43-2.23) p=0.969 : ; PD-L121% 0.82 (95% CI 0.37-1.82) p=0.629 ! PD-L121%
O L] L] L] L] 1 1 L] ; L] L] L] L) L] 1 0 L] ] L 1 L L] L] : L] L] L] : L)
subgroup ‘ /N ORR. % 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 8 9 12 15 18 21 24 27 30 33 36 3
e Male 7/29 241 3Y OS: 23.5%; 3Y PFS 12.7%
Female 35 60.0
Age <65 years 3N 2.3 0s PFS
265 years 7123 30.4 Median | 2-year | 3-year | Median | 2-year | 3-year
T 0 413 308 100 Al 173mo | 353% | 235% 100 Al 59mo | 17.0% | 12.7%
1 6/21 28.6 Epi 15.7 mo 29.6% 18.5% Epi 39 mo 9.6% 9.6%
Epithelioid 7127 250 80 Bi/sarc | 266mo | 571% | 429% 80 Bisarc | 182mo | 429% =
Histological subtype Sarcomatoid 213 66.7
Biphasic 114 | 250
Number of pricr 1 9/24 37.5 60 - < 60-
treatment(s) 2 1/10 10.0 X s ! picarc s
21% 8120 40.0 7z ! Ly v . '
PD-L1 expression <1% 112 8.3 40 : Q- 40+ - -
NE 12 50.0 ! : : :
- , 20 4 : Al 20 4 t L—— Bissarc !
Pts with 2 prior Tx or PD-L1 <1%: lower ORR " g AR Ly A
HR: Epi vs Bilsarc 2.10 | | HR: Epi vs Bi/sarc 2.79 " e —
(95% C1 0.73-6.11) p=0.171 " ! Epi (85% C11.03~7.56) p=0.043 ; Epi |
0 L] L] L] ] L) L 1 ; 1 1 L Ll I 1 0 Ll L] T 1 L] 1 L] ; T L] 1 ; 1
0 3 6 9 12 15 18 224 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 3

Time (mo) Time (mo)




Three-year follow-up results of the MERIT trial: A Japanese phase Il study of nivolumab in
#1895MO malignant pleural mesothelioma.

ongress _
N a1 Duration of response: 3-year update

PD-L1 expression
[ - —
— M Treatment period

) M Follow-up

e B Post study treatment
@ Death
@ Time to response
A Censored-PFS
Event-PFS

Epithelioid *

+ PD-L121%

= PD-L1<1%

=+ Aive al daabase ok Long-term benefit: 3y OS 23.5% and 3y PFS 12.7%
ORR higher when PD-L1 >1% but no relation
0 2 4 6 8 10 12 14 16 18 20 2' ;4.: ZIE ’.0 3'2 3'1- 3;"6 3'8 4'0 between PD-Ll Status and OS/PFS
- mem) Efficacy regardless of histological subtype
Nivo tolerable and safe

Biphasic| - - l— —

Sarcomatoid [ E

8 patients survived for 3 years; 7 patients alive at the data cut-off

in 22 patients by preferred term

n (%) Ar;j( E;de Gr;tiesi-d n (%) Ar;qy =g;a‘de Gr;cl:e:i-«i

Any TRAE 26 (76.9) 11(32.4) Pneumonitis 2(5.9) 2(5.9)

Rash 6(17.6) 1(2.9) Interstitial lung disease 2(5.9) 1(2.9)

Lipase increased 5(14.7) 4(118) Hypothyroidism 2(59) 0

Diarrhoea 4(11.8) 2(5.9) Nausea 2(59) 0

Amylase increased 4(11.8) 2(5.9) Vomiting 2(59) 0 f
Stomatitis 3(8.8) 1(2.9) Mucosal inflammation 2(59) 0 {
Weight decreased 3(8.8) 1(29) Pyrexia 2(5.9) 0

Decreased appetite 3(8.8) 1(29) Lymphocyte count decreased [ 2 (5.9) 0 ;
Fatigue 3(8.8) 0 Rash maculopapular 2(5.9) 0 S
Malaise 3 (88| 0 MecDRA ver. 20.0J, CTCAE ver. 4 0 JCOG version (Japanese translation)

Arthralgia 3(8.8) 0
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Volumetric PET response assessment outperforms conventional criteria in patients
receiving high-dose pembrolizumab for malighant mesothelioma. Christoph DC et al

The Journal of
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#1895MO Volumetric PET response assessment outperforms conventional criteria in patients receiving
high-dose pembrolizumab for malignant mesothelioma.

Prior lines of chemotherapy

6 patients discontinued treatment due to clinical progression
- - - . = 1 patient discontinued due to depressive symptomes and 8 (29.6%)
negotiation of any cancer-specific treatment

3 patients received 4 10 treatment at lower doses
v = e PD-L1 expression

Number of patients who completed at least 4 cycles |10
treatment at intended doses and reassessment by PET-CT

was performed: 27

Patient characteristics (n = 27)

Number of MPM patients identfied who are suitable for 10
treatment and suffering from progressive disease: 52 Male 23 (85'2%)

" ----------- ----1 10 patients applied for off-label 10-TX, but applications were denied |
Number of patients who were gained access to 10 treatment Median age at diagnosis, y (range) 68 (51-82)
by incurance company or comparable institutions: 42

1. ........... = = = = {3 patients died betore PET-CT was performed | 2 3(11.1%)
Number of patients who underwent PET-CT diagnostics 4 16 (59.3%)
before |0 treament: 39

21 (77.8%)
---------------- l{ 2 patients died after pretreatment PET-CT was performed
v 2(7.4%)

E

11 (40.7%)

o~

Missing 1 (3.7%)




#1895MO Volumetric PET response assessment outperforms conventional criteria in patients receiving
high-dose pembrolizumab for malignant mesothelioma.

A Progression free survival B Overall survival
A
— 100% | 1m.REC|ST vid B8 . mRECIST
a -
g 75% = 75%1 o1 £ 75 £ P=0.56
] © 8 2
© )
0 Q0
B : e §. so%d -------- § s0%q --
S 50% median - 3.4 6 50%] --------"% = : : = | i
T)U (—g 1 E | ' E 1 1
} 1 ) ' | )
> z 25% ' ' 5% "
g 25% - : '5 259 : ‘3 P=0.38 : : (3 : |
w : n : | 1 | 1
\ \ 0% I ! 0% 4 | 1
| ] ! 5 B % » 3 o P )
L I , , , , % , , , Time (mo) Time (mo)
0 10 20 30 40 0 10 20 30
: . c PERCIST D PERCIST,
Time (mo) Time (mo) S iy
100% 4
£ % 75%1
Response Criteria OR CRICMR  PRPMR  SD/SMD  PD/PMD % ‘3‘
RECIST v1.1* 2(7.4%) 0(0%) 2(74%)  12(44.4%) 12 (44.4%) L R
mRECIST* 2(7.4%) 0 (0%) 2(74%)  11(40.7%) 13 (48.1%) g g .
PERCISTsuLpeak  8(29.6%)  1(3.7%)  7(25.9%) 10(37.0%)  9(33.3%) @  m—
PERCISTymv 8 (29.6%) 0 (0%) 8(29.6%)  6(22.2%) 13 (48.1%) 0% 1

*1 patient with no measurable target lesion at baseline. OR=0bjecrive response

e PET better defines responders to pembro high dose than CT, impacting definition on OS assessment




