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ORAL COMUNICATIONS First-line ICI for advanced NSCLC s g

Histology

Squamous Non-Squamous

ASTRUM-004:

Serplulimab + [ EGFR mutated | 50% EGFR/ALK PD-L1< 1%
chemotherapy

ILLUMINATE: IMpower151: CheckMate KN189 and
Dual IO + ICl + AA + 227- Dual 10 KN407: ICI +
chemotherapy | chemotherapy ' chemotherapy

Kirsty Lee, et al.
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* OA09.05: ASTRUM-004: A phase 3 study of serplulimab plus
chemotherapy as first-line treatment for squamous non-small cell lung
cancer

 OA09.04: ILLUMINATE: efficacy and safety of durvalumab-
tremelimumab and chemotherapy in EGFR mutant NSCLC following
progression on EGFR inhibitors

 0A09.06: IMpowerl51: phase Il study of atezolizumab + bevacizumab +
chemotherapy in 1L metastatic nonsquamous NSCLC




OA09.05: ASTRUM-004: A phase 3 study of serplulimab plus chemotherapy as first-line === J.
treatment for squamous non-small cell lung cancer GecCP

. . - ; - : lung cancer
Randomized, double-blind, multicenter, international phase 3 trial h
’ ‘ ’ Updated PFS by IRRC per RECIST 1.1
i igibili iteri: ulimab (4.5 m, - D1
&
» =18 years + Mab-paclitaxel {100 mgim?;, D1, &, 15) Serplulimab (4.5 mg'kg; D1) 3 100
- + Carboplatin (AUC 5 or 6 D1 Serplulimab-Chemo Placebo-Chemo
ElesEaLEn { ) "E 00 + Serplulimab-Chemo (n=358) (n=179)
= Stage IIBJNC or IV sgquamous NSCLC % - ™ —+ Placebo-Chemo Events. n
- .1 (%) 224 (84.0) 123 (68.7)
- Mo prioe eI IV, Q3W, 4-8 oycles for chemotherapy. up to 2 years for serplulimab < % 80 o PP (95%.C1) ssmo 7008 o7 (a1 s
. . 70 lan .3 Mo R L mo (2. R
:’;::"':"E}ET muissens er AHEROST FIEEIEE(E E .% 80 Stratified  HR (95% CI)=0.55 (043-060) descriptive p <0.001
ng + Mab-paclitaxel {100 mg/m? 5, 15) Placebe (4.5 mg/kg; D1) f H S
Stratification factors + Carboplatin (AUC 5 or 6: D1 '3 E
= PD-L1 level (TPS <1% we 1% TPS <50% va *Higible patients were allowed to crossover fio serplufmab monotherapy after PD per profocol. g 40
TPS 250%) [
- Race (Asian va non-Asian) ¥* Primary endpoint: PFS by IRRC per RECIST v1.1 £ a0 T My
- Disease stage (stage IIB/IIC v= IV) ¥ Secondary endpoints: OS, PFS, ORR, DOR, safety, exploration of biomarkers 10
0
[i} 3 [ a 12 15 18 21 24 27 30 az 36 39 42
Statistical analysis: The 1 interim analysis of OS5 was performed at the time of PFS final analysis, when approximately 09 deaths had occurred. The 2™ interim N trick Time (months)
analysis of O5 was performed when 188 deaths were cbserved. The final 05 analysis were performed when 253 deaths had occurred. PFS and OS5 were tested 358 78 189 132 1 I 71 a1 4 41 ag 12 o 2 [}
sequentially at an overall 2-sided a level of 0.05. The multiplicity-adjusted 2-sided a level was 0.0002, 0.012, and 0046 for OS at the 1% and the 2™ interim — 178 18 568 i) 10 5 4 4 4 2 1 0 ] 0 i}
analysis, and the final analysis, respectively.
‘Chemo, o, IRRC, , mo, month; PFS, sunvival; RECIST, ‘Sold Tumors:

(@) Il Survival Tumor Response by IRRC per RECIST v1.1
vera urviva P ' P .
Serplulimab-Chemo  Placebo-Chemo 8o Serplulimab-Chemo  Placebo-Chemo
100 (n=358) (n=179) - 60.1 (54.8-65.2) {n=358) {n=179)
80 - Events, n (%) 196 (54.7) 116 (84.8) w0 100 No. of CR or PR 15 3
40.8 (33.5-48.4 Events, n (%) 127 (50.1) 48(830)
80 Median OS (95% CI) 227 mo (18.6-274)  18.2 mo (14.1-20.6) ¢ ) %0 i
Z 5@ a0 Median cDOR (85% CI) 11.1mo (B.3-154)  5.5me (5.3-7.1)
= b Stratified HR (95% CI) = 0.73 (0.58-0.93) p=0010 “§ a0 £ Stratified HR (85% CI) = 0.45 (0.32-0.85)
fe £ g
| N §= g @
2 P S 0 I
T 40 *“‘-'-rp-p.;‘_,_.__- . 20 5
2 40 H : e
£, 10 gan i ' R —H
: S
20 : : o 5 !
10 -+ Serplulimab-Chemo : : S!rph{i:%(l:hmo rhn‘emrrm 2 : .
—+ Placebo-Chemo : : 0 H ' - Chema
[i} Confirmed BOR, n (%) o : : —+ Placebo-Chemo
-
0 3 & ¢ 12 15 131_ (2' ms)“ a7 30 3 8 3 42 Complete response 12(34) 1{08) 0 3 6 @ 12 15 18 21 24 27 30 33 W/ 3} 42
Mumber at risk me (moni A
—e  w MW e 04 154 14 118 ) 5 S T ] Partial respanse 203 (56.7) 72{402) Number 2 risk Time (months)
— 178 158 130 118 12 =] 75 50 4“4 £ 25 13 T 2 [} Stable disease 85(237) 62 (348)
Progressive diseass 2(73) 23(128) 215 185 127 100 B3 74 60 49 40 30 1©® 13 8 1 0
2stage model adjusted OS for trial crossover NE or NA 22(88) 21(17)
&7 patients crossed over to serplulimab arm: adjusted median 05 in placebo-chemo amm: 11.5 mo (95% C 8.6-13.5); acdjusted HR 0,49 (25% C1 0.37-0.64) - : —n” @ =z 9 5 3 3 3 I 1 0 0 0 0O 0
Chema, chemiotharapy, Ci, comfidence intenal; HR, Razard ratio; mo, month; OS, overal survival BDR.D:MHIW:MM&MC@MMMM o, ! E?:m P ‘duration of response; HR, RRC, radoicgical

Caicun




OA09.05: ASTRUM-004: A phase 3 study of serplulimab plus chemotherapy as first-line === J.

treatment for squamous non-small cell lung cancer GecCP
Safety Profile b
35 Grade
Serpluimab-Chemo  Placebo-Chemo -2 35
(n=358) (n=179) w Serpluiimab-Chemo Il
TEAE. n (%) 354 (98.9) 176 (88.3) Placebo-Chemo [l
Grade 23 305 (85.2) 142 (78.3) a5
Serious 186 (52.0) 78 (42.5) -
Leading to Tx discontinuation 80(22.3) 27 (16.1) %Zﬂ
Leading to death 48 (13.7) 19 (10.6) g 5
AES] 106 (30.4) 31 (17.3) }
irAE 106 (29.6) 31 (17.3) 10
IRR 4(1.1) ]
TRAE. n (%) 345 (06.4) 170 (85.0) 5
Serious 119 (33.2) 49 (27.4)
Leading to death 4(1.1) 5(2.8) f
Related to serplulimab/placebo 262 (73.2) 112 (62.8) « “@o vﬁ «fw‘fb sf‘@ifﬁ
Grade 23 127 (35.5) 57 (31.8) Q‘y
Leading to Tx discontinuation 37 (103) 850 * AEs related to serpluimab or placeba in 210% of patients in either group were shown.
Cending iujcesth 0.1 Lkl & AEs oocurred after irial crossover were not indluded.

AE, adverse event; AES], adverse event of special inferest; ALT, alanine AST, aspartaie Chemo, ; FAE, mmune-relsted adverse event; IRR, nfusbn-reiaied resction; NEUT, neutrophll; TEAE,
treatment-emengent adverse event; TRAE, reaimeni-reiaied adverse event; Ty, ireaiment; WBC, white biood o=l

+ With 31.1 months of follow-up, serplulimab plus carboplatin/nab-paclitaxel showed consistent benefits in
PFS, OS, ORR, and DOR.
= Median O at final analysis: 227 vs 18.2 months, HR=0.73, p=0.010
~ Updated median PES at OS final analysis: 8.3 vs 5.7/ months, HR = 0.55, descriptive p <0.001
« Serplulimab plus carboplatin/nab-paclitaxel showed a manageable safety profile, with no new safety
signals being observed during the study.

In conclusion, adding serplulimab to carboplatin/nab-paciitaxel significantly improved survival in previously
untreated patients with locally advanced or metastatic squamous NSCLC. The aforementioned combination
regimen represents a new treatment option for this patient population in the global setting.

Caicun Zhou, et al.



OA09.04: ILLUMINATE: efficacy and safety of durvalumab-tremelimumab and o

chemotherapy in EGFR mutant NSCLC following progression on EGFR inhibitors
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Population Open label, parallel cohort, non-comparative, multicentre Outcomes

EGFR +ve advanced NSCLC phase 2 trial

Progressed on EGFR TKI| therapy Best OTRR*

ECOG PS 0-1

Measurable disease (RECIST 1.1) | Induction | | Maintenance Best DCR*
OTRR**
PFg* **

Cohort 1 PFSy monthe™ **
Durvalumab 1500mg IV + Saf
Tremelimumab 75mg IV + Durvalumab 1500mg IV + ¢ et‘: ti itht
Cisplatin 75mg/m? + Pemetrexed 500mg/m? F;ELM;L il ";'1‘1"""'
Pemetrexed 500mg/m? q4/52 e O .
T790M +ve (N=50) q3/52 baseline and longitudinal
with disease progression following cfDNA
a 3™ generation EGFR TKI
* RECIST 1.1
I . . , | ** iRECIST

Exclusions Y T

Prior immunotherapy or 4 cycles Until progression

chemotherapy for metastatic

disease

lung cancer
Primary Endpoint: Objective Response Rate L
_ 130
§|2DI]
ﬁ 110
§ 100 —
é 80
& 80
g 70
& 60
g 50
2 4
)
g Caohort 1 {TT90M-]
é ?E: i Caohort 2 (TT30MT)
a
Cohort 1 (T790M-) Cohort 2 (T790M+) ~ 900
Confirmed ORR  n/N 15/48 10/48 ORR ™ 28% fOI"
% 31 (95% Cl 20—45) 21 (95% 12-34) Pemetrexed +
Unconfirmed ORR n/N 20/48 17/48 H
% l 42 (95% Cl 29—56) J 35 (95% CI 23-50) platinum + pembro

Progression-free survival by T790M status and PD-L1 status

100% 100%
I Lw
% BO%. ~+~ PDL1_50=<50% madian PFS 4.8 months
3 PDL1_50=>=50% median PFS 13,1 months
g so%
80% Cohort 1 (T780M-) median PFS 6.5 months (95% CI 5.0, 12.8) £ Cohort 1
c
=~ Cohort 2 (T780M+) median PFS 4.9 months (85% CI 4.4, 7.5) S s0% (T7900-)
g
g 20% p=0.0044
(=%
60% mPFS 5.5 months in KN789 o) . . . .
months
Nurmber at fisk (number censered)
- 10 (0) 3o a0y 000 04{0)
40% 2 14(0) 1001 602 a@
=]
s} 100%
2 -
T
g B0% = PDL1_50=<50% median PFS 12.5 months
20% H PDL1_50=>=50% median PFS 4.9 months
@
g §0%
S Cohort 2
m
g (T790M+)
0%
0 6 12 18 24 g 20%1{p =026
months =
0%
Number at risk (number censored) 6 12 18 24
43(0) 270 14.(3) 715 5(5) months
-3 () 19 (1) 512) 1(2) 0(3) Mumber at risk (number censored)

-2 0) 2 1000 o) 04a)
Presented by: Chee K. Lee, NHMRC Clinical Trial Centre, Sydney, Australia 40 Tih 2(2) 0) 0@2)

in KN789

Safety: TEAEs & irAEs

Grade 3-4 immune-related n (%)

Nausea

Constipation AEs

Anemia Colitis 8(8)
Fatigue .

biarrhes Henpatitis 4(4)
Vomiting Adrenal insufficiency 2(2)
Fever Pneumonitis 1(1)
Neutrophil decrease

* No fatal TEAEs

ALT increase

Cough
An:;xia » No significant difference in G3-G4
) irAE rates between cohorts
'yspnea
Hypokalemia CTCAE Grade 1/2 10% vs 1 8%, p=040

Macul I, h - . - .
wopaputar ras B W ccemae 4 JTEAtment discontinuation for irAEs

Creatinine increase iné (6%
£ @

AST increase

Colitis Cohort 2 (T790M+) Cohort 1 (T790M-)
20% 0% 20%

Chee Lee, et al.



OA09.04: ILLUMINATE: efficacy and safety of durvalumab-tremelimumab and .
chemotherapy in EGFR mutant NSCLC following progression on EGFR inhibitors GecCP

Summary

« The addition of durvalumab and tremelimumab to platinum-doublet
chemotherapy has modest anti-tumor activity in advanced EGFR mutant
NSCLC following progression on EGFR TKils

* There was a numerically greater benefit for ORR and PFS in EGFR T790M-
tumors (cohort 1)

« The safety profile was consistent with other chemoimmunotherapy

regimens in advanced NSCLC and not increased with the addition of
tremelimumab

Chee Lee, et al.



0A09.06: IMpower151: phase lll study of atezolizumab + bevacizumab + “,‘%.
chemotherapy in 1L metastatic nonsquamous NSCLC GecCP
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i i 4 les® MO CHOSS0ver - . —
e mommsamous NSGLC — ‘ —3 , Study oblectives
« Chemotherapy naive AJ':TI A o Atezo or Primary efficacy
.[[Sensitizing EGFR or ALK Atezo (1200 ma [V) Arm A placebo INV-PFS in ITT
encmic alterations permitted® + Bev (15 mg/kg) Atezo (1200 mg IV) treatment until .
{gp fients with WT dislfa e + Carbo (AUC 6) + Bev (15 mg/kg) unacceptable Secondary efficacy
+ Pem (500 mogfm?) or + Pemd (500 mg/m?2) toxicity or OSinITT
t 50% of the . = ! . / . in
capped a Pac (175 mg/m®) loss of

total population} clinical benefit « INV-PF5 in EGFR/ALK+

Survival follow-up

« Patients with sensitizing EGFR -
or ALK alteratioms must have Arm B . Bev and - INV-PPS _m PO
progressed after 21 prior TKI Placebo (1200 mg IV) Armm B Pem® « IRF-PFSinITT

+ Bev (15 ma/kg) Placebo (1200 mg V) treatment until . ORR

Stratification factors: + Carbo (AUC 6) + Bev (15 mg/kg) PD per

. EGFRIALK status (genomic +Pem (500 mam?)or [l + Pem® (500 mg/im?) RECIST 1.1 - DOR
alterations vs WT) Pac (175 mg/im?) \ 4 Safety

« PD-L1 expression®

\ (TC <50% vs TC 2509) y Other

« Biomarker analyzis

* Atamget sample size of 306 patients allowed for 90% power to detect a HR of 0.65, comesponding to an
improvement in median PFS from 6.8 to 10.5 months in the ITT population m
i ) 1|

Caicun Zhou, et al.



0A09.06: IMpower151: phase lll study of atezolizumab + bevacizumab +
chemotherapy in 1L metastatic nonsquamous NSCLC

Primary Endpoint: INV-PFS in the ITT population?

Clinical cutoff date: 2 February 20123, » IRF-PFS (HR=0.88) was consistent with INV-PFS._ & In the ABCPem/Fac amn, 08% of patients received Pem;
in the BCP amn, 07% of patients received Pem. = Straiified log-rank.

ABCPem/Pac® BCPem/Pac®

1004
n=152 n=153
20 | 89.6% = 114 (75.0) 125 (81.7)
64.5% n (%)
80 | === Median, mo a5 7.1
7 85% CI (7.6. 10.6) (6.9, 9.5)
Stratified HR (85% CI) 0.84 (0.65, 1.09)
80| | P value* 0.18
F
o S0 | Minimum follow-up, 10.5 mo
e | Median follow-up, 14.0 mo
40 |
|
30 |
| |
20 | I
10 ' |
- ABCDem/Pac | I
o  BCPemiPac | |
— — — e e
0 2 PR 8 10 12 14 18 18 20 22 24 26 28
Months
No. at risk
ABCPemPac 152 136 130 102 B2 [ ar 33 17 14 10 8 7 3 3
BCPem/Pac 153 139 124 a6 73 58 a8 25 2 16 12 8 7 4 2

Pe

INV-PFS by EGFRIALK genotyp

ABCPem/Pac BCPem/Pac
{n=81) (n=82)

Patients with an event, n (%) 5 (80.2) 88 (82.0) Patients with an event, n (%) 40 (6a.0) 7 (80.3)
85

Median, mo (25% CI) Median, mo (25% Cl) 104 i

(6.8, 10.3) (6.8.10.1)
Unstratified HR (25% CI) tll;lﬂfﬂl Unstratified HR (95% CI)
!

Eﬁﬁfﬂm mmmmmmmw.m&m.m.momﬁhm

J 100
- EGFR3/ALK+ © EGFR/ALKWT
w i
L] bl
| ™
-] b
= Z
E 50| [
0] 4
= Ea
204 =
10 o
o o
R EEEE R
Wors.
Ko at risk Mo al risk
P # 0™ T s 42 m om W 7T 5 3 31 3 1 1 @ ABCPamPa:  T1 &2 S5 48 40 32 @ W 10 &
ECFemPac #2735 & 55 41 31 W@ W & 3 & 2 2 0 0 BoPemac Ti &8 55 43 3 @ @ 18 15 1 W &

ABCPem/Pac BCPemiPac
(n=T1) {n=T1)

OS in the ITT population

2004 192.7% ABCPem/Pac  BCPem/Pac
n=152] n=153
90 s e ;:‘::':r;‘:‘ an 73 {48.0) 76 {48.7)
an- I | 68.3% Median, mo 07 187
I (85% C1) (15.4,258)  (14.6.252)
70 I Stratified HR (95% CI) 0.93 (0.67,1.28)
eod I I
- : : Minimum follow-up, 10.5 mo
8 | | Median follow-up, 14.0 mo
0 | |
I I
20| I I
I |
N I I
10 | |
| |
1 | |
T T T T T T T T T T T T T T T T
1] 2 4 -] & 10 12 14 16 18 20 22 24 26 28 30
Maonths
No. at risk
ABCPemPac 152 148 144 138 126 121 102 BO a0 43 a 29 26 13 T
BCPemiPac 153 148 140 133 120 114 as 72 &0 51 ar 28 22 18 " 4 (
Clinical cutoff date- 2 Febnuary 2023, ]
ABCPem/Pac
(n=152)
ORR, n (%) 73 (48.0)
Gﬂm'&tﬂ response 0
Partial response 73 (48.0)
Stable disease 60 (39.5)
DOR

Responders, n (%)
Responders with subsequent event, n (%)

Median, mo (95% Cl)

73 (48.0)
47 (64.4)

11.3 (74, 136)

(n=153)
76 (49.7)
1(0.7)
75 (49.0)
61(39.9)
9(5.9)

76 (49.7)
60 (78.9)
8.3(5.7,9.9)

BCPem/Pac

Iniciativa cientifica de:

o’
GeCP

lung cancer
research

(7.6.13.3) (6.2,05)
081
(0.55,1.19)
Clinical cutoff dater 2 February 2023, Minimum follow-up, 10.5 mo; Median follow-up, 14.0 ma. Not powered to detect a difference in the treatment effect for INV-PFS by {
o ety » Sonein °

Caicun Zhou, et al.
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* 0A14.03: Six-year survival and HRQoL outcomes with 1L Nivolumab +
Ipilimumab in patients with metastatic NSCLC from CheckMate227

* OA14.04: Three-year outcomes with first-line pembrolizumab, in

patients with non-small cell lung cancer and a PD-L1 tumor proportion
score > 90%

e OA14.05: 5-year survival of pembrolizumab plus chemotherapy for
metastatic NSCLC with PD-L1 tumor proportion score < 1%




0A14.03: Six-year survival and HRQoL outcomes with 1L Nivolumab + Ipilimumab in
patients with metastatic NSCLC from CheckMate227

Part 1a

Key eligibility criteria
= Stage IV or recurrent NSCLC

PD-L1
expression
= 1%

= Mo prior systemic therapy

= Mo known EGFR or ALK mutations
* Mo untreated CHS metastases ]
= ECOG P5 0-1

N=1189

Part 1b

Stratified by 5Q vs NSQ

PD-L1
expression
=1%

N = 550

NIVO + IPIE
n=2396
Chemo*
n=2397

NIVOd
n= 396

NIVD + IPI®
n=187
Chemo*
n=186

NIVO# + ch 2
n=177

Independent primary endpoints (NIVO + IPl vs chemo)f

= PFS in patients with high TMB (= 10 mut/Mb)

* (0S in patients with tumor PD-L1 = 1%

Exploratory analyses
= (05 by responses and tumor burden reduction®
= (05 by baseline HRQol'

Iniciativa cientifica de:

o’
GeCP

lung cancer
research

OS in patients with tumor PD-L1 > 1%

OS in patients with tumor PD-L1 < 1%?

HIVO + IPl= NIVO Chemo
100 {n=396) (n=39%96) n=397)
Median 05,® mo 17.1 15.7 14.9
HR vs chemo 0.78 0.91 _
80—] (95% Cl) (0.67-0.91)  (0.78-1.06)
- 60—
£
40 22%¢
15%¢
20 — NIVO + IPI
: . M{aﬁ—a NIVO
0 i i Chemo
b T T T T 1
0 & 12 18 24 30 36 42 48 54 &0 e6 72 78 84 90
No. at risk Months
HIVO + IPI 396 296 246 192 154 134 123 116 104 9 Q0 B8 80 36 4 o
HIVO 396 299 20 176 139 119 108 o1 Vil 66 60 56 52 23 3 1]
Chemo 397 306 218 166 126 o8 80 72 63 56 50 46 45 16 1 o

+ In an exploratory analysis of OS by histology in patients with tumor PD-L1 = 1%, 6-year OS5 rates with NIVO + IPI
vs chemo were 25% vs 16% (NSQ) and 14% vs 5% (5Q)¢

NIVO + IPI®  NIVO + chemo Chemo
100— (n = 187) {n=177) (n = 186)
Median 05,° mo 17.4 15.2 12.2
HR vs chemo 0.65 0.79 _
80— 195% Cly (0.52-0.81) 10.64-0.98)
- 60—
&
w
o
40— H 19%
; 10% 16%4
I I 7u 10%4
20— i : i _,_5‘_‘ 5%4  NIVO + IPI
i | : L ot |LNIVO + chemo
o i i | "+ Chemo
u T T T l T l T f T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
No. at risk Months
NIVO + 1Pl 187 142 10 B8 74 &7 59 49 41 38 33 30 7 11 3 ]
HIVO + chemo 177 139 102 78 &0 42 34 7 22 19 17 17 16 5 ] ]
Chemo 186 135 92 62 4 33 27 22 18 16 12 1 9 5 1 o

* In an exploratory analysis of OS by histology in patients with tumor PD-L1 < 1%, 6-year 05 rates with MIVO + IPI

vs chemo were 15% vs 6% (MSQ) and 18% and 4% (5Q)°

ers, et al.

Solange




0A14.03: Six-year survival and HRQoL outcomes with 1L Nivolumab + Ipilimumab in T P
patients with metastatic NSCLC from CheckMate227 GecCP

lung cancer

DOR2 and PFS2 by tumor PD-L1 expression

DOR: PD-L1 = 1% DOR: PD-L1 < 1%

HIVD + IP1 HIVD Chemo HIVO + Pl HIWO + chemo chema
in = 396) {n = 396) {n = 397) n = 187) in=177) (n = 186)
ORR, n (%) 144 (36) 10% (28) 118 (30) 1 (27) &7 (38) 43(23)
_ 8o Median DOR,* mo 24.5 155 6.7 . 19.4 8.3 48
& &
@ I
g o - H
o L]
= ; 3% 34% = 33%
£ ! 5 30% 29% 7% £ 13% %
0| ' - ™ M% ar% % % 2% 2%
: H 4 e - 3% 10% 10%*
z | —|_E_'|—"\‘wn-n—u—u ] Tk 3% HAs=!
| | T tdeala - NIVO +IP1
20— i | o NIVO # IF1
i —._L_| 1 NIVO +
i E t+ Chemao Chefn::u‘:m“m
T T L T L T T 1 o T T T T T T T 1
0 & 1T 18 24 30 36 42 48 54 60 66 T2 TR B4 © & 12 1B 24 30 36 42 438 54 &0 6 TL TE
Mo at rak months

Months

D MMD-PISI ¥ X m B W 12 1 1un 8 &8 7 4
O MNO+chemo 67 40 18 12 & 7 7 5 4 4 3
D Chema 43 s 3 1 7

HIVD + 1P 144 [E <] o
HIVO 109 B4 & 1 o
Chemo 118 5 0 0 0

5
i 12 kel & ]

6-year PFS rates with NIVO + IPI vs chemo were 11% vs 2% (PD-L1 > 1%) and 8% vs NAT (PD-L1 < 1% » Wjth 6 years’ minimum follow-up, patients treated with NIVO + IPl vs chemo continued to

derive long-term, durable efficacy benefit in CheckMate 227 Part 1, regardless of tumor
PD-L1 expression

— 6-year 0S rates: 22% vs 13% (PD-L1 = 1%); 16% vs 5% (PD-L1 < 1%)
— 6-year DOR rates: 27% vs 4% (PD-L1 = 1%); 25% vs NA (PD-L1 < 1%)

* Greater tumor burden reduction was observed with NIVO + IPl vs chemo; deeper responses
were associated with long-term OS benefit, regardless of tumor PD-L1 expression

» Better baseline HRQoL was associated with improved OS in both NIVO + IPl and chemo arms
* The safety profile of NIVO + IPl remained unchanged from previous reports
* Taken together, these results

— Represent the longest reported follow-up across phase 3 studies of 1L immunotherapy in
patients with metastatic NSCLC

— Further highlight the clinical benefit of 1L NIVO + IP| as an effective treatment for
patients with metastatic NSCLC and tumor PD-L1 = 1% or tumor PD-L1 < 1%

Solange Peters, et al.




OA14.04: Three-year outcomes with first-line pembrolizumab, in patients with non- === o
small cell lung cancer and a PD-L1 tumor proportion score > 90% GecCP

Methods EMPOWER-Lung-1 s

» We examined two independent cohorts of patients with advanced Tttt e noed NSCLC
NSCLC and a PD-L1 TPS 250% who received PD-1 inhibition: I;ééi%xmmmsm
T, kot dtle ONS matasanes arc
cantrolied hepatitis B or C or HIV were allowed

* Cohort #1: EMPOWER-Lung-1 Skucation actos ]
« Cohort #2: retrospective academic cohort (DFCI, MSKCC, MDACC, MGH) +Roglon (Europe, Asa or ROW)
Endpoints

* Primary; OS and PFS

. . . » Secondary: ORR (key), DOR, HRGoL and
+ Targeted exome sequencing and multiplexed immunofluorescence | J oy uTOLLESON population st

were performed on a subset of NSCLC samples at DFCIL.

Hare we report data pet cutof! of 4 March 2022
Median time from randomisation to data cutoff. 37.1 months (range: 24.0- 56.5)
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OA14.04: Three-year outcomes with first-line pembrolizumab, in patients with non-
small cell lung cancer and a PD-L1 tumor proportion score > 90%

Three-year PFS and OS to first-line commercial pembrolizumab by
PD-L1 expression levels in the retrospective academic cohort

Progression-free survival Overall survival

Mo Medan PFS (85% CI) No.  Maedan OF (85% CI)
= PDL1 TPS200% 107 9.0 months (5.7-12.8) w— POL1 TPS 200% 197 304 months (21.7-46,3)
"oy PO-LYI TPS 50-80% 319 54 months (4.1-8.9) PO-L1 TPS B0-B0% 210 V8.6 monthe (15.8-22.8)

HR, 0.80 (85% CI. 0.56-0.84), P<0 001 HR, 0.70 (96% CI, 0.56-0.84), P<0.01
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Immunophenotype of NSCLCs with a PD-L1 TPS of 50-89% and 290%

Lung adenocarcinoma, PD-L1 TPS 52.03%

| DAPi+CD8

Lung adenocarcinoma, PD-L1 TPS 99.52%
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Genomic profile of NSCLC with a PD-L1 TPS 50-89% and 290%
25 .
BRCAZ|
=0 KOM&G 3
_ [sETDE) ) ' E 15

gﬁ ERBAZ] sren) RO T o .
[ 2 Significance
. [SMARCAZ . P - : Significance
S e o ® P05 2 10 . ® paaos
= * Q<015 0 >
5 KA < SET0%e IRBM0 ° 5o

. o :’ % |STK1'.1:‘IIK- AP

. e E] [SMARCAL] @
Ixtaato E Egz ..: [NF1]
L] L) "_Run:Eu_?_u [KDWSE]
2 a 2 0{[BRCAZ
Log2 Odds Ratio
0 E] 10 15 20 -
Enriched in Enriched in Frequency in PD-L1 TPS = 80% d
PO-L1 TPS 50-80%  PD-L1 TPS 200% N (
N=305 N=248

* PD-1 monotherapy continues to demonstrate a meaningful long-term

niciativa cientifica de:
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research

survival benefit in patients with advanced NSCLC and a PD-L1 TPS 290%.

* NSCLCs with very high PD-L1 TPS may have a more favorable genomic

and immunophenotypic profile (lower prevalence of STK11/SMARCA4

mutations, increased CD8+PD1+ T cells).

» Implication for clinical decision making and for the interpretation and
design of immunotherapy clinical trials in metastatic and early-stage
NSCLC

-5
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Clinical Study Study Design
KEYNOTE-189 global * Previously untreated stage
(NCTO25T8E80) I nonsquamous NSCLC;
and Japan Extension” no EGFR/ALK alteration
(NCTO3B50674) * Pembrolizumab 200 mg
We present 5-year outcomes from a post-hoc exploratory pooled analysis Q3W plus pemetrexed-
of phase 3 trials of pembrolizumab plus chemotherapy vs placebo plus platinum vs placebo plus
chemotherapy in patients with previously untreated metastatic NSCLC with pemetrexed-platinum
PD-L1 TPS <1% = 21 randomization
— PD-L1 expression: centrally assessed using PD-L1 IHC 22C3 pharmDx
{Agilent Technologies, Carpinteria, CA, USA) from biopsy samples collected
at diagnosis’=
- Tumor response: assessed per RECIST version 1.1 by BICR KEYMOTE-407 globaP * Previously untreated stage
- PFS2: defined as time from randomization to secondfzubsequent tumor {I'-IETDE?_?E#EIE] ) IV squamous NSCLC
progression on next line of treatment or death; assessed per RECIST and China Extension® * Pembrolizumab 200 mg
version 1.1 by investigator review (NCTO3875082) Q3W plus carboplatin-

paditaxel/nab-paclitaxel vs

placebo plus carboplatin-
paditaxel/nab-paclitaxel

* 11 randomization

Sai-Ching Yeung, et al.



OA14.05: 5-year survival of pembrolizumab plus chemotherapy for metastatic NSCLC

with PD-L1 tumor proportion score < 1%

Overall Survival

Progression-Free Survival@
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Summary and Conclusions

« With ~5 years of follow-up in this pooled analysis, pembrolizumab plus chemotherapy provided
clinically meaningful, durable improvements in OS, PFS, ORR, and PF52 compared with
chemotherapy alone in patients with previously untreated metastatic NSCLC with PD-L1 TPS
<1% without EGFR/ALK alterations enrolled in KEYNOTE-189 and KEYNOTE-407

* Pembrolizumab plus chemotherapy had manageable safety

= Patients in this subgroup who completed 35 cycles (02 years) of pembrolizumab experienced
durable responses and 57% were alive 3 years after completion of 35 cycles (Ob years after
randomization)

* These results continue to support pembrolizumab plus chemotherapy as a standard-of-care
first-line therapy for metastatic NSCLC with PD-L1 TPS <1%

Sai-Ching Yeung, et al.



ORAL COMUNICATIONS Immunotherapy-related biomarkers

Other biomarkers

Digital vs 50-89% vs Pathologic response Tumor
manual = 90% 5 P transcriptomics

OA15.05:

OA15.04:
subgroup OA14.04: ICI OALS.0S: OA15.06: SEGEITEL LIPI: Lung
Immune

analysis monotherapy TR Sa O AULOI STK11/LKB1 :
response METHODS Prognostic
IMpowerl10 Index

Kirsty Lee, et al.
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 Impower 151: Atezo + Beva + chemotherapy has no clear role in
EGFR/ALK

* ILLUMINATE: Longer follow up and studies are needed: role of dual
O for EGFR mut NSCLC post-TKI progression

* Dual 10 or pembro + chemotherapy. Consistent durable responses in
PD-L1 negative

e Better biomarkers or combination of biomarkers are needed for IClI
beyond genomic testing or PD-L1

Kirsty Lee, et al.
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