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Key Phase Ill Studies in NSCLC
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Phase Il 10O trials in Advanced-NSCLC

Pathology PDL-1 Arm | (OS) Arm Il (OS) HR
KEYNOTE-024  Sduamous (18%) and 550% Pembro Chemotherapy
o >
nonsquamous (827%) 30 months 14.2 months 063
KEYNOTE-042  Sduamous (38%) and 1% Pembro Chemo
o >
nonsquamous (627%) 16.7 months 12.1 months 0.81
Pem/Plat Plat/P
KEYNOTE-189 nonsquamous Any level Pembro/Pem/Pla at/Pem
22 months 10.7 month 0.56
P T /T
KEYNOTE-407 squamous Any level embro/Carbo/Tax Carbo/Taxane
15.9 months 11.3 months 0.64
(28%) and Anv level Ipi/Nivo Chemotherapy
) squamous ) an ny leve
CHECKMATE-227 nonsquamous (72%) 21% <1%
17.1 months 14.9 months 0.79
17.2 months 12.2 months 0.62
Ipi/Ni h Plat/P T
CHECKMATE 9LA squamous and Any level pi/Nivo/Chemo at/Pem or Taxane
nonsquamous
15.6 months 10.9 months 0.66
9 At Plat/P G
IMpower110 squamous (25%) a:)nd >50% €z0 at/Pem or Gem
nonsquamous (75%)
20.2 months 13.1 months 0.59
NbT NbT
IMpower130 non-squamous Any level Atezo/Carbo/Nb Carbo/Nb
18.6 months 13.9 months 0.79
P B P
IMpower150 non-squAMoUS Any level Atezo/Bev/Carbo/Pac ev/Carbo/Pac
19.8 months 14.9 months 0.76



KN-24

MReck. ESMO2016.
- Events, Median, HR P
Overall Survival n mo  (95% Cl)
Pembro 44 NR
0.60 005
100 'ggy,  Chemo 64 NR  (0.41-0.89)
90 172% 170%
80 154%
70
X 60 |
¢ 50 | !
O 40 : 1
30 : i
20 : .
10 : .
0 3
0 3 6 9 12 15 18 21
No. at risk Time, months
154 136 121 82 39 1 2 0
151 123 106 64 34 7 1 0 e
Data cut-off: May 9, 2016. M

Paents Who Suvived %]

©.45 (©0.38-0.64)

- 0.43 (©31-0.61)

p—— olaa (043 0.5
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Lopes KN042 ASCO 2018

Overall Survival: TPS 21%

Events HR (95% Cl) P

Pembro 371(58.2%)  0.81 0.0018
(0.71-0.93)

1004

Median (95% ClI)

12.1 mo (11.3-13.3)

0 18
Months

No. at Risk

Data cutoff date: Feb 26, 2018.
sesoneoss. 2018 ASCO
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Overall Survival at IA2, ITT
Events HR(95% Cl) P

Pembro + Chemo  30.6% 0.64 0.0008
100 (0.49-0.85)
90 Placebo + Chemo  42.7% B

80:
70
60:

50 Median (95% CI)
40 159 mo (13.2:NE)
20 11.3 mo (9.5-14.8)
20,
10
0 T
0 3 6 9 12 15 18 21
Months
No. atRisk
278 256 188 124 62 17 2 0
281 246 175 93 45 16 4 0

Data cutoffdate: Apr 3, 2018.
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Cemiplimab Vs. Chemo: PD-L1 > 50%

A Overall survival in the PD-L1250% population

Number of  Median overall survival months
patients (95% Cly
— Cemiplimab 283 Not reached (95% C1 17-9-NE)
—— Chemotherapy ~ 280 14:2 (95% C111:2-17°5)

804 Hazard ratio for death 0-57
~ 704 (95% C10-42-0.77)
B p=0-0002
T 60
=
S sod
T a0
3
S 304

204

10

Number at risk
(number censored)
Cemiplimab

Chemotherapy

Progression-free survival (%)

EMPOWER-Lung1

B Progression-free survival in the PD-L1=250% population

IR

fo © 14 16 18 20 22 24 26 28 30 32
Time (months)

283 244 203 177 154 108 83 S5 42 24 18 15 10 6 3 1

(0) (21) (46) (65) (82) (119)(140)(165)(177)(192)(197)(199)(203)(207)(210)(212) (213)

280 239 198 153 125 87 57 41
(0) (24) (45) (66) (82) (110)(130)(144)(156)(163)(165)(170) (171) (173) (174)(175) (175)

C Overall survival by subgroups in the PD-L1250% population

Numberof  Median progression-free survival months
patients (95%C1)
— Cemiplimab 283 8.2(95% (1 6:1-8.8)
—— Chemotherapy 280 57(95%C14:5-62)
100
904
804 Hazard ratio for disease progression
o or death 0-54 (95% C1 0-43-0-68)
# p<0-0001
60
504
40+
304
204
104
— T T T T T T T T T T T
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

Time (months)

283 221 162 123 92 59 43 28 20 14 11 9 5 3 0 0 0
(0) (24) (42) (55) (73) (93) (107)(118)(123)(127)(129)(130)(133) (135)(136)(136)(136)
280 220 157 104 42 20 8 4 3 0 0 0O O 0O O 0 O
0) (31) (48) (S6) (67) (75) (78) (80) (80) (83) (83) (83) (83) (83) (83) (83) (83)

D Progression-free survival by subgroups in the PD-L1250% population

Events/number of patients Hazard ratio for  piyucion Events/number of patients Hazard ratio for  Pintesction
overallsurvival  value progression-free ~ Value
(95%Cl) survival (95% CI)
Cemiplimab  Chemotherapy Cemiplimab  Chemotherapy
Age (years) 031 Age (years) 021
<65 41/157 50/147 ] 0-66(0-44-1.00) <65 83/157 104/147 o 051(037-0-69)
=65 29/126 55/133 -t 048(030-076) 265 64/126 93/133 e 0-60(0-43-0-84)
Sex 0-05 Sex 0-11
Male 58/248 92/231 ot 050(036-0-69) Male 127248 169/231  res 050 (0:40-0-64)
Female 12/35 13/49 —p— 111(0-49-2:52) Female 20/35 28/49 —er 079(0-43-1-46)
Region of enrolment 0.94 Region of enrolment 065
Europe 55/215 84/216 el 0:54(039-077) Europe 114/215 155/216 o 0:50(0:39-0-65)
Asia 5/31 7129 —el— 076(024-241) Asia 16/31 20/29 —tn 070(036-1:37)
Rest of the world  10/37 14/35 —e—H  059(026-133) Restoftheworld  17/37 22135 —e—] 059(030-114)
Eastern Cooperative Oncology Group 032 Eastern Cooperative Oncology Group 037
performance status score performance status score
o 18/77 23/75 e 077(0:41-1-44) 0 39/77 46/75 o 059(0:38-092)
1 52/206 82/205 Lagl 054(038-076) 1 108/206 151/205 L 052 (0-41-0-68)
Histology 0.53 Histology 0-69
Squamous 30/122 48/121 ot 048(030-077) Squamous 67/122 90/121  reu 048 (034-067)
Non-squamous ~ 40/161 57/159 re{  064(0:43-096) Non-squamous ~ 80/161  107/159 o 060(0-44-081)
Brain metastases at baseline 023 Brain metastases at baseline 0-42
Yes 434 12/34 ——e— 017 (0:04-076) Yes 1334 26134 —e—y 045(022-092)
No 66/249 93/246 Laal 0-60(0-44-0-83) No 134/249 171/246 Ld 056 (0-44-071)
Cancer stage at screening 055 Cancer stage at screening 0.95
Locally advanced ~ 9/45 15/42 —e— 048 (0-20-114) Locally advanced  27/45 28/42 —.—t 049 (0-27-0-88)
Metastatic 61/238 90/238 et 059 (0-43-0-82) Metastatic 120/238 169/238 e 0-55(0-44-071)
Overall 70/283 105/280 ot 0-57 (0-42-0-77) Overall 147/283 197/280 ot 0-54(0-43-0-68)
o1 10 01 10

+«—— —>
Favours cemiplimab  Favours chemotherapy

Lancet. February 13,2021DOl:https://doi.org/10.1016/S0140-6736(21)00228-2

«— —>
Favours cemiplimab  Favours chemotherapy

Percentage change from baseline in the
diameter of target tumour measurement (LOCF)

- (emiplimab PD-LL <50% or unknown

4~ Chemotherapy PD-LL <S0% or unknown

4~ Chemotherapy PD-L1>50%
Cemiplimab PD-LL 250%to <60%

- Cemiplimab PD-L1>60% to <90%
Cemiplimab PD-L1 250% overall mean
- Cemiplimab PD-L1 290%
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_
1
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https://doi.org/10.1016/S0140-6736(21)00228-2

IMpower131: Study Design

Maintenance therapy
(no crossover permitted)

ArmA [ \
@age IV squamous NSCLA Atezolizumab + s Atezolizumab [G2
+ Chemotherapy naive? Carboplatin + Paclitaxel Until PD &
- ECOGPS0or1 4 or 6 cycles per RECIST v1.1 3
+ Any PD-L1 IHC status Arm B or loss of clinical %
SR benefit =
Stratification factors: Atezolizumab + td Atezolizumab [g 2
. Sex Carboplatin + Nab-Paclitaxel E
« PD-L1 IHC expression e \ J S
5 i =
Liver metastases At & fcontrol Best ~ Until PD " 7]
N = 1021 Carboplatin + Nab-Paclitaxel Supportive i RECIIST 1A
\ / 4 or 6 cycles Care L P : )

Co-primary endpoints Secondary endpoints
* Investigator-assessed PFS per RECIST v1.1 (ITT) * PFS and OS in PD-L1 subgroups
« OS(ITT) * ORR, DOR; safety

Atezolizumab 1200 mg IV q3w: carboplatin AUC 6 IV q3w; nab-paclitaxel 100 mg/m? IV qw; paclitaxel 200 mg/m? IV g3w.
a Patients with a sensitising EGFR mutation or ALK translocation must have disease progression or intolerance to treatment with = 1 approved targeted therapies. Testing for EGFR mutation or ALK translocation was not mandatory.

b PD-L1 expression was evaluated using the VENTANA SP142 IHC assay.
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First Interim OS in PD-L1 Subgroups (Arm B vs Arm C)

PD-L1 High PD-L1 Low
TC3orliIC3 TC1/2 or IC1/2
10 —— Atezo+ CnP (n =53) % —— Atezo+ CnP (n =129)
] —— CnP (n = 48) 7 —— CnP(n=121) _
o\o 80 c\c 80 o\o
§ 70 - T_U' 70 - %
2 604 2 60 2
c% 50 c% 50 (%
E 40 A 3 0 =
O 30 o 304 )
6 20 6 20 4 6
10 10 4
0 04
0 2 4 6 & 10 12 14 16 18 20 2 20 2 28 O 2 4 6 & 10 12 14 16 18 20 22 20 2
Time (months) Time (months)
Atezo + CnP CnP Atezo + CnP CnP
12-month OS 67% 52% 54% 64%
24-month OS 47% 30% 28% 37%
Median OS, mo 23.6 141 124 16.6
HRa (95% Cl) 0.56 (0.32, 0.99) 1.34(0.95, 1.90)
Data cutoff: January 22, 2018.
a Unstratified HR.
presenten ar: 2018 ASCO ﬁiffﬁlfwwwm PRESENTED BY:  Jotte R, et al. IMpower131 PFS Analysis.
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PD-L1 Negative
TCO and ICO

== Atezo+ CnP (n =160)
== CnP (n =171)

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time (months)

Atezo + CnP CnP
53% 53%
30% 16%
13.8 12.5
0.86 (0.65, 1.15)
https://bit.ly/2snPEzb 1



PERLE: Randomized Phase |l study| 2::

DCP v PCP DCP v PCP DCPvPCP DCPvPCP

RR 28% v 33% 50% v 34% 4% v 48%  46% v 37%
mPFS months 7.0v 6.9 9v6.7 10.4 v 6.7 8.8 v 6.7,
HR - 0.77 HR - 0.67 HR - 0.60 HR -0.70

D=Dostarlimab; CP = Carbo+Pemetrexed: P - Pembrolizumab

(FDA grants accelerated approval to dostarlimab-gxly for dMMR
advanced solid tumors. News release. FDA. August 17, 2021.

GARNET Trial - NCT02715284)

Peters S, et al. Presented at ESMO Immuno-Oncology Congress 2022; December 7-9, 2022; Geneva, Switzerland



202ASCO

ANNUAL MEETING

Outcomes of anti-PD-(L)1 therapy with or without
chemotherapy (chemo) for first-line (1L) treatment of
advanced non-small cell lung cancer (NSCLC) with PD-
L1 score 250%: FDA Pooled Analysis
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Exploratory OS: NSCLC PDL1 1-49% 2

2
)
®
Q
[«
2
Q
©
>
2
-
0}

Median OS (months)
10-only: 14.5 months (95% CI: [12.2, 16.9])
Chemo-10: 21.4 months (95% CI: [19.4, 25.2])  IGLIEEYA | NIXL (K7D

12 18
Time (months)

Number at risk (number of events)
639 (0) 502 (108) 332 (203) 151 (246) 45 (261) 2(210) 0(270)
529 (0) 378 (147) 283 (239) 183 (286) 77(323) 14 (334) 0(336)

Treatment

Presented By: #ASCO021 | Content of this presentation is the property of the author, licensed by ASCO. 202‘] AS CO
Oladimeji Akinboro; June 4, 2021 Permission required for reuse. ANNUAL MEETING
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Exploratory PFS: NSCLC PDL1 1-49% FDA

Survival probability

Time (months)

Number at risk (number of events)

639 (0)
529 (0)

Treatment

Presented By:
Oladimeji Akinboro; June 4, 2021

360 (224) 158 (368) 49 (397)
200 (308) 93 (407) 49 (432)

11 (404) 0 (405)
19 (43) 1(440)

#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
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Clinical trials of first-line Chemo-IO and IO
regimens included in FDA pooled analysis

Chemo-lO Trials 10-only Trials
Trial Investigational Regimen Investigational Regimen

KEYNOTE-021*  Pembrolizumab + Chemo** CheckMate 026 - Nivolumab™*
KEYNOTE-189 Pembrolizumab + Chemo** KEYNOTE-024 Pembrolizumab™*
KEYNOTE-407 Pembrolizumab + Chemo** KEYNOTE-042 Pembrolizumab™*
IMpower150 Atezolizumab + Bevacizumab + Chemo*** | IMpower110 Atezolizumab™*
IMpower130 Atezolizumab + Chemo*™* CheckMate 227 Nivolumab + Ipilimumab**

CheckMate-9LA  Nivolumab + Ipilimumab + Chemo** EMPOWER-Lung 1 = Cemiplimab**

Abbreviations: Chemo-IO=platinum-based doublet chemotherapy immunotherapy; I0O=immunotherapy.

* Cohort G
** Control arms: Platinum-based doublet chemotherapy
*** Control arm in IMpower150: Bevacizumab plus platinum-based doublet chemotherapy

2022 AS CO PRESENTED BY: Content of this presentation is the property of the AS CO N SO OF
Oladimeji Akinboro, MD, MPH

author, licensed by ASCO. Permission required for reuse.
KNOWLEDGE CONQUERS CANCER

ANNUAL MEETING



Exploratory OS, PFS, and ORR: NSCLC PD-L1 250%

Chemo-IO 10-alone
(N=455) (N=1,298)
Median, months (95% CI) 25.0 (19.0, NE) 20.9 (18.5, 23.1)

HR (95% CI) 0.82 (0.62, 1.08)

PFS
Median, months (95% ClI) 9.6 (8.4, 11.1)
HR (95% Cl) 0.69 (0.55, 0.87)
ORR
% (95% ClI) 61 (56, 66) 43 (41, 46)

Odds ratio 1.2(1.1,1.3)

Abbreviations: Chemo-IO=platinum-based doublet chemotherapy plus immunotherapy; Cl=confidence interval; HR-hazards ratio; |IO=immunotherapy; N=number; NSCLC=non-
small-cell lung cancer; NE=not estimable; ORR=objective response rate; OS=overall survival; PD-L1=programmed death ligand-1; PFS=progression-free survival.

author, licensed by ASCO. Permission required for reuse.
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Exploratory OS: Chemo-IO vs IO in NSCLC PD-L1 250%

OS in [O-only and Chemo-lO Arms of Randomized Trials
Supporting Approval in 1L NSCLC

&
=
©
o
s)
—
a
©
2
c
=
w

Median OS (months)
— 10-only: 20.9 months (95% CI: [18.5, 23.1])
Chemo-10: 25.0 months (95% CI: [19.0, NE])

12 18 24
Time (months)

Number at risk (number of events)
455 (0) 385 (60) 253 (121) 86 (156) 22 (164) 3 (166) 0 (166)
1298 (0) 957 (267) 644 (410) 381 (509) 137 (551) 30 (558) 2 (560)

Treatment

Abbreviations: Chemo-lO= platinum-based doublet chemotherapy plus immunotherapy; Cl=confidence interval; HR=hazard ratio; |O=immunotherapy; NE=not estimable; NSCLC=non-small-
cell lung cancer; OS=overall survival; PD-L1=programmed death ligand-1.

2022 AS CO T Content of this presentation is the property of the AS CO N SO OF
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Exploratory PFS: Chemo-IO vs IO in NSCLC PD-L1 250%
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Treatment

PFS in 10-only and Chemo-IO Arms of Randomized Trials
Supporting Approval in 1L NSCLC

Median PFS (months)

— 10-only: 7.1 months (95% CI: [6.3, 8.3])
Chemo-10: 9.6 months (95% CI: [8.4, 11.1])

12 18
Time (months)

Number at risk (number of events)
455 (0) 279 (154) 119 (240) 29 (265) 6 (270)
1298 (0) 660 (533) 340 (739) 167 (813) 58 (835)

Abbreviations: Chemo-lO= platinum-based doublet chemotherapy plus immunotherapy; Cl-confidence interval; HR=hazard ratio; |O=immunotherapy; NSCLC=non-small-cell lung cancer; PD-
L1=programmed death ligand-1; PFS=progression-free survival.

PRESENTED BY: . . " AMERICAN SOCIETY OF
o Content of this presentation is the property of the AS CO CLINICAL ONCOLOGY
Oladimeji Akinboro, MD, MPH author, licensed by ASCO. Permission required for reuse.
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OS in NSCLC PD-L1 250% in selected subgroups

Hazard Ratio
Median OS (95% CI) Median OS (95% Cl)

Chemo-IO IO-Only
Overall 1753 H 25.0 (19.0, NE) 20.9 (18.5, 23.1)

Subgroup N

Age

<65 years 898 : 2 23.3 (20.0, NE)
65-74 years 642 Tl : 5, 6 (16.0, 21.9)
>=75 years 185 m—) —a— .0, 18.9 (15.1, NE)

ECOG
0 602
1+ 1148

Smoking Status
Current/former smokers 1549 HH

Never smokers 197 )ﬂ_‘

0.250.50 1.0 20
<---Chemo-lO Better--- ---IO-only Better--—->

Abbreviations: Chemo-lO= platinum-based doublet chemotherapy plus immunotherapy; Cl=confidence interval; ECOG=Eastern Cooperative Oncology Group Performance Status;
I0=immunotherapy; NE=not estimable; NSCLC=non-small-cell lung cancer; OS=overall survival; PD-L1=programmed death ligand-1.

2022 AS Co PRESENTED BY: Content of this presentation is the property of the AS CO N SO OF
Oladimeji Akinboro, MD, MPH
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author, licensed by ASCO. Permission required for reuse.




CheckMate 9LA: Study Design

= Randomized, open-label, phase Il study

Stratified by PD-L1 expression (> 1% vs < 1%),
sex, and histology (squamous vs

nonsquamous)
Patients with 1
stage IV or recurrent Nivo 360 mg Q3W + Ipi 1 mg/kg Q6W
NSCLC, no previous / +CT* Q3W (2 cycles)

systemic Tx, no (n=361) Until PD, unacceptable

sensitizing EGFR/ALK —> toxicity, or for 2 yrs for
alterations, ECOG PS 0/1 \ CT* Q3W (4 cycles) immunotherapy
(N=719) Optional pemetrexed maintenance (NSQ)

(n=358)

= Primary endpoint: OS
= Secondary endpoints: PFS, ORR, efficacy by tumor PD-L1 expression
*Pts with NSQ: pemetrexed + cisplatin or carboplatin; pts with SQ: paclitaxel + carboplatin.

Reck. ASCO 2020. Abstr 9501.




CheckMate 9LA: Updated OS Results

* |nterim analysis (minimum FU 8.1 mos) median OS, Nivo + Ipi + CT vs CT: 14.1 vs 10.7 mos; HR: 0.69
(95% Cl: 0.55-0.87); P = .0006; met primary endpoint

= Updated results (minimum FU 12.7 mos)

Nivo + Ipi + CT CT
100 1 Patients, n 361 358
80 Median OS, mos (95% Cl) 15.6 (13.9-20.0) 10.9 (9.5-12.6)
= i HR: 0.66 (95% Cl: 0.55-0.80)
& 60 Nivo + Ipi + CT
2 . | :
O 40 | ; S,
' I T a-Eme—esiiame®eee Chemo
20 T ! |
| I
0 . :
0 3 6 9 12 15 18 21 24 27 30
No. at risk Mos
Nivo + Ipi+CT 361 326 292 250 227 153 86 33 10 1 0
Chemo 358 319 260 208 166 116 67 26 11 0 0

Reck. ASCO 2020. Abstr 9501. Reproduced with permission.




CheckMate 9LA: OS Subgroup Analysis

Median OS, mos

Subgroup Nivo + Ipi + CT CcT Unstratified HR Unstratified HR (95%)
n =361 n =358

All randomized (N = 719) 15.6 10.9 0.66* —— |

<65 yrs (n =354) 15.6 10.7 0.61 e

65 to < 75 yrs (n = 295) 19.4 11.9 0.62 —— |

> 75 yrs (n = 70) 8.5 11.5 1.21 L.

Male (n = 504) 14.1 9.8 0.66 )

Female (n = 215) 19.4 15.8 0.68 —_— ]
——

ECOG PS 0 (n =225) NR 15.4 0.48 o |

ECOG PS 1 (n=492) 13.6 9.7 0.75 " I

Never smoker (n = 98) 141 17.8 1.14 ~

Smoker (n = 621) 15.6 10.4 0.62 o |

Squamous (n = 227) 14.5 9.1 0.62 —_—

Non-squamous (n = 492) 17.0 11.9 0.69 e

Liver metastases (n = 154) 10.2 8.1 0.83 —

No liver metastases (n = 565) 19.4 12.4 0.64 —_—

Bone metastases (n = 207) 11.9 8.3 0.74 ——

No bone metastases (n = 512) 20.5 12.4 0.65 —— |

CNS metastases (n = 122) NR 7.9 0.38 —— |

No CNS metastases (n = 597) 154 11.8 0.75 ——

PD-L1< 1% (n = 264) 16.8 9.8 0.62 —— |

PDL-L1 > 1% (n = 407) 15.8 10.9 0.64 —— |

PD-L1 1-49% (n = 233) 15.4 10.4 0.61 ——

PD-L1 > 50% (n = 174) 18.0 12.6 0.66 ——]

Minimum follow-up: 12.7 mos 0.12 0.25 0.5 1 2
*Stratified HR; unstratified HR: 0.67 (95% Cl: 0.55-0.81) 5 Nivo + Ipi + CT ¢

T
Reck. ASCO 2020. Abstr 9501. Reproduced with permission.




D +/- T in Combination With CT as First-Line Therapy for Metastatic NSCLC
The Phase III POSEIDON Study
(N-1,013-(1:1:1)
Journal of Clinical Oncology 2023 411213-1227.DOI: 10.1200/JC0O.22.00975

A Eventa. Modian BES. PP —
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D+CT vs CT PFS -HR, 0.74; P=.0009 (Median, 5.5 v4.8 months); OS HR, 0.86; P=.0758 (Median, 13.3 ¥11.7 months).
D+T+CT vs CT PFS (HR, 0.72; P=.0003 (Median, 6.2 v4.8 months); OS (HR, 0.77; P=.003 (Median, 14.0 v11.7 months)




CheckMate 227: Nivo + Ipi, Nivo + Chemo, and Chemo in 1L NSCLC With <1% Tumor PD-L1 Expression

CheckMate 227 Part 1 Study Design

Key eligibility criteria
+ Stage IV or recurrent NSCLC
+ No prior systemic therapy
+ No known sensitizing | s e e e e e e m—m—m—m - — - - -
EGFRIALK alterations
+ ECOG PS 0-1

Nivolumab 3 mg/kg Q2W

Stratified by SQ vs NSQ N = 550 RULE

<1% PD-L1 R Histology-based chemotherapy?
expression® : n= 186

Nivolumab 360 mg Q3W +

histology-based chemotherapy?
n= 177

Secondary endpoint: Nivolumab +

chemotherapy vs chemotherapy

» PFSc¢in patients with <1% tumor
PD-L1 expression

«  Co-primary endpoints: OS in PD-L1—selected populations and PFS¢ in TMB-selected populations treated with nivolumab + ipilimumab

vs chemotherapy

Database lock: January 24, 2018; minimum follow-up: 11.2 months

aNSQ: pemetrexed + cisplatin or carboplatin, Q3W for <4 cycles, with optional pemetrexed maintenance following chemotherapy or nivolumab + pemetrexed maintenance following nivolumab +
chemotherapy; $Q: gemcitabine + cisplatin, or gemcitabine + carboplatin, Q3W for <4 cycles; "One patient was randomized with <1% tumor PD-L1 expression in IVRS, but was subsequently

found to have 21% tumor PD-L1 expression; tPer BICR

THE UNIVERSITY OF TEXAS

MD Anderson
CaneerCenter

Making Cancer History”




CheckMate 227: Nivo + Ipi, Nivo + Chemo, and Chemo in 1L NSCLC With <1% Tumor PD-L1 Expression

PFS: Nivolumab + Chemotherapy and Nivolumab + Ipilimumab
By TMB

TMB 210 mut/Mb and <1% Tumor PD-L1 Expression

TMB <10 mut/Mb and <1% Tumor PD-L1 Expression

Nivo + chemo Nivo +ipi Chemo Nivo + chemo Nivo +ipi Chemo
(n=43) (n=38) (n=48) (n=54) (n=52) (n=59)
100 Median PFS,2 mo 6.2 7.7 5.3 100 + Median PFS,P mo 4.7 3.1 4.7
HR (vs chemo) 0.56 0.48 : HR (vs chemo) 0.87 1.17
(95% ClI) (0.35,0.91) (0.27, 0.85) (95% ClI) (0.57, 1.33) (0.76, 1.81)
80 A 80 A
- i i
= 60 - 60 1
ﬂ - 1-y PFS =45% -
! Nivolumab +
o 40 - | s 40 - ‘
. 11-y PFS = 27% ipilimumab | 1-y PFS = 18% Nivolumab +
i Nivolumab + 1-y PFS = 18% chemotherapy
20 1 : chemotherapy 20 - it . ~ Nivolumab +
i , '1-y PFS = 8% i gy <Scim—; g ipilimumab
5 o | Chemotherapy 0 1-y PFS = 16%F——=4 Chemotherapy
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Months Months
No. at risk No. at risk
Nivo +chemo 43 36 21 14 9 5 2 0 Nivo +chemo 54 38 19 13 6 3 0 0
Nivo +ipi 38 20 16 15 10 8 4 | Nivo +ipi 52 22 12 7 5 3 1 0
Chemo 48 30 16 4 1 1 1 0 Chemo 59 39 16 6 6 3 1 0
Exploratory analysis
395% Cl: nivo + chemo (4.3, 9.1 mo), nivo + ipi (2.7, NR mo), chemo (4.0, 6.8 mo); P95% CI: nivo + chemo (4.2, 6.9 mo), nivo + ipi (1.6, 5.4 mo), chemo (3.9, 6.2 mo) 13

THE UNIVERSITY OF TEXAS

MD Anderson
CaneerCenter

Making Cancer History”



CheckMate 227: Nivo + Ipi, Nivo + Chemo, and Chemo in 1L NSCLC With <1% Tumor PD-L1 Expression

DOR: Nivolumab + Chemotherapy and Nivolumab + Ipilimumab in
Patients With TMB 210 mut/Mb and <1% Tumor PD-L1 Expression

Nivo + chemo  Nivo + ipi Chemo
(n=26) (n=14) (n=10)
100 T—= Median DOR,? mo 7.4 NR 4.4
e 21-y DOR = 93%
S 801 ! 4 : #  Nivolumab +
@ ; : ipilimumab
") |
5 :
o 60 1 |
n i
w [}
= |
S 40 |
- — 4 ! - 0,
@ . 21 yDOR=33% _ Nivolumab+
5 ! chemotherapy
£ 20 L A—a
o Chemotherapy !
21-yDOR=NC !
O T T T : T T 1
0 3 6 9 12 15 18 21
No. at risk Months
Nivo +chemo 26 22 15 8 3 3 1 0
Nivo +ipi 14 13 12 8 6 3 2 0
Chemo 10 T 3 1 0 0 0 0

* ORR was 60.5% with nivo + chemo, 36.8% with nivo + ipi, and 20.8% with chemo

Exploratory analysis

395% CI: nivo + chemo (4.6, NR mo), nivo +ipi (12.2, NR mo), chemo (2.7, 6.9 mo) 11

THE UNIVERSITY OF TEXAS

MD Anderson
Caneex Center

Making Cancer History”



Mutational Load and Correlation with NSCLC Histology
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Heavy Mutational Load Associated with oeee
Better Outcomes to Immuno-Oncology Agents °°

Outcomes with pembrolizumab

100G,

All Tumors

— High nonsynonymous burden
- Low nonsynonymous burden

1

Rizvi, Science 2015
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Effect of mutational load on overall survival after ICI treatment.

= —_— Top 1026 TMB within histology
100 — —r— Top10—20<c TMB within histology
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https://doi.org/10.1038/s41588-018-0312-8
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Effect of nonsynonymous mutational load on overall survival after ICI treatment, by ::.
cancer subtype and drug class. ®
No. of patients Cutoff P-value
All samples in cohort 1,662 [ - 1.59 x 107°
Cancer type
Bladder 214 —a— 17.6 0.040
Breast 45 I = i 5.9 0.605
ER+ 24 I - | 6.8 0.287
ER- 21 I - i 4.4 0.731
Unknown primary 90 I = i 14.2 0.155
Colorectal 110 I i i 52.2 0.031
Esophagogastric 126 —— 8.8 0.221
Glioma 117 —a— 5.9 0.465
Head and neck 138 I i | 10.3 Pl T
Melanoma 321 —— 30.7 0.067
Non-small cell lung 350 —=— 13.8 2.30 x 107*
Renal cell carcinoma 151 s 5.9 0.569
Drug class
Combo 260 —a— - 0.018
CTLA4 146 } = | — — 1.89 x 1073
PD-1/PDL-1 1,256 = - 6.95 x 107*
T T T T 1
0.12 0.25 0.50 1.0 2.0 4.0
<—— Better overall survival HR Worse overall survival——>

Do we need a PD1/PDL1 inhibitor along with a CTLA-4
inhibitor + Chemotherapy in the PD-L1 negative setting?

https://doi.org/10.1038/s41588-018-0312-8



FDA approves pembrolizumab for adults and
children with TMB-H solid tumors

+ Share in Linkedin == Email 4= Print

On June 16, 2020, the Food and Drug Administration granted accelerated approval to
prembrolizumab the treatment of adult and pediatric
patients with unresectable or metastatic tumor mutational burden-high (TMB-H)

[=10 mutations/megabase (imut/MDb)] solid tumors, as determined by an FDA-approved
test, that have progressed following prior treatment and who have no satisfactory
alternative treatment options.

Today, the FDA also approved the FoundationOneCDx assay_

-as a companion diagnostic for pembrolizumab.

Efficacy was investigated in a prospectively-planned retrospective analysis of 10 cohorts of
patients with various previously treated unresectable or metastatic TMB-H solid tumors
enrolled in a multicenter, non-randomized, open-label trial, KEYNOTE-158
(NCToOo=2628067%). Patients received pembrolizumab 200 mg intravenously every 3 weeks
until unacceptable toxicity or documented disease progression.

The main efficacy outcome measures were overall response rate (ORR) and duration of
response (DoR) in patients who have received at least one dose of pembrolizumab as
assessed by blinded independent central review according to RECIST vi.1, modified to
follow a maximum of 10 target lesions and a maximum of 5 target lesions per organ.

A total of 1022 patients (1326) had tumors identified as TMB-H, defined as TMB =10
mut/Mb. The ORR for these patients was 2926 (9525 CI: 21,39), with a 426 complete
response rate and 252 partial response rate. The median DoR was not reached, with 5726
of patients having response durations =12 months and 502 of patients having response
durations =24 months.



Incidence of MSI High in various tumors

Esophageal SCC
Gastric/GEJ Adenoca
Esophageal Adenoca

Rectal Adenoca
Colon Adenoca
Uterine
NSCLC
SCLC
Gallbladder

Cholangiocarcinoma
HCC

71142 (4.9%)
1/19 (5.3%)
4179 (5.1%)
2/44 (4.5%)
20/723 (2.8%)
1/205 (0.5%)
19/518 (3.7%)
1127 (3.7%)
1/267 (0.4%)
34/237 (14.3%)
7122 (5.7%)
8/566 (1.4%)
2/244 (0.8%)
2/65 (3.1%)
41166 (2.4%)
1/37 (2.7%)
3/129 (2.3%)

1147 (2.1%)
1/99 (1%)
2/28 (7.1%)

6/400 (1.5%)

42/1185 (3.5%)

6/70 (8.6%)
1/459 (0.2%)
39/277 (14.1%)
11/178 (6.2%)
2/1459 (0.1%)
5/2112 (0.2%)

9/389 (2.3%)

1/431 (0.2%)

22/815 (2.7%)

6/91 (6.2%)*
9/91 (0%)**
38/888 (4.1%)

1/35 (2.8%)***
71316 (2.2%)
62/365 (14.5%)
3/128 (2.3%)
2/705 (0.3%)
9/1042 (0.9%)
1/52 (0.9%)

3/89 (3.3%)
0/30 (0%)
2/431 (0.5%)
3/124 (2.4%)

6/421 (1.4%)



FDA-approved regimens for advanced/metastatic NSCLC
not harboring tumor genomic alterations

PD-L1 level | Regimen Histology Approval endpoint
= 50% Pembrolizumab NSCLC OS & PFS
Atezolizumab @ NSCLC OS
Cemiplimab NSCLC OS & PFS
Pembrolizumab NSCLC OS
Nivolumab + Ipilimumab NSCLC 0S
Pembrolizumab + Platinum + Pemetrexed ? NSg-NSCLC OS & PFS
Pembrolizumab + Carboplatin + Paclitaxel Sg-NSCLC OS & PFS
Atezolizumab + Bevacizumab + Carboplatin + Paclitaxel | NSq-NSCLC OS & PFS
Atezolizumab + Carboplatin + Nab-paclitaxel NSg-NSCLC OS & PFS
Nivolumab + Ipilimumab + Platinum doublet NSCLC oS
Durvalumab + Tremelimumab + Platinum doublet NSCLC OS & PFS

Abbreviations: NSCLC=non-small cell lung cancer; Nsq=non-squamous; OS=overall survival; PD-L1=programmed death ligand-1; PFS=progression-free survival; Sqg=squamous.
aPD-L1 high population for atezolizumab defined as PD-L1 staining =2 50% of tumor cells or tumor-infiltrating immune cells covering =2 10% of the tumor area.
b [nitial Accelerated approval in 2017 based on PFS.
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Acquired Resistance
Overall survival from a phase Il randomized study of ramucirumab
plus pembrolizumab versus standard of care for advanced non-
small cell lung cancer previously treated with immunotherapy—
Lung-MAP non-matched sub-study S1800A

Karen L. Reckamp, M.D.', Mary W. Redman, PhD?, Konstantin H. Dragnev, M.D.3, Liza Villaruz, M.D.4,
Bryan Faller, MD?®; Tareq Al Baghdadi, MD®, Susan Hines, MD’, Lu Qian, M.S.2, Katherine Minichiello,
M.S.2, David R. Gandara, M.D.8, Karen Kelly, MD8, Roy S. Herbst, M.D., Ph.D.°

Cedars-Sinai Medical Center, Los Angeles, CA; 2SWOG Statistics and Data Management Center & Fred Hutchinson Cancer Research Center, Seattle, WA;
3Dartmouth-Hitchcock Norris Cotton Cancer Center, Lebanon, NH/Alliance for Clinical Trials in Cancer; *University of Pittsburgh Medical Center (UPMC)
Hillman Cancer Center; 5Missouri Baptist Medical Center, St. Louis, MO/Heartland NCORP; 8IHA Hematology Oncology Consultants-Ann Arbor/Michigan CRC
NCORP; "Novant Health Cancer Institute - Mount Airy/Southeast Clinical Oncology Research Consortium NCORP); 8UC Davis Comprehensive Cancer Center,

Sacramento, CA; °Yale University, New Haven, CT

A LUNG-MAP

. - " AMERICAN SOCIETY OF
2022 AS CO Content of this presentation is the property of the AS CO CLINICAL ONCOLOGY
Karen L. Reckamp, MD, MS author, licensed by ASCO. Permission required for reuse.

KNOWLEDGE CONQUERS CANCER

ANNUAL MEETING



ASWOG 5 [ve o v

Effects of angiogenesis-modulating factors on the immune system

Direct effects on immune cells

Tlmmune-
checkpoint
molecules

TProliferation (exhaustion)
T Tumour L Proliferation

homing and function

Dendritic cell
T 5 cell

re

Endothelial cell

VEGF ANG?2
3%:2 PDGFAB 6HGF :ff E é
CD8* T cell Macrophage Monocyte IndlreCt effeCtS on endothellum
@ Indirect physical effects

L Hypoxia

TImmune-cell infiltration

TEndothelial cell-cell
contacts

Selective
endothelial barrier

blockade blockade

Transient vascular Tortuous tumour Stabilized vascular]
normalization vasculature normalization

Khan, K. A. & Kerbel, R. S. (2018) Nat. Rev. Clin. Oncol. doi:10.1038/nrclinonc.2018.9
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Ramucirumab and pembrolizumab in previously
treated, 10-naive advanced NSCLC

10D

ed
¥ T P
.
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NSCLC (N = 27)

ORR, % (95% Cl) 30 (13.8-50.2)
= CR 1 (4%)
= PR 7 (26%)

= SD 15 (56%)
= PD 3 (11%)

DCR, % (95% Cl) 85% (66.3-95.8)
PFS, median mos (95%Cl) 9.7 (4.6-27.6)
0S, median mos (95%Cl) 26.2 (11.8-NR)

AMERICAN SOCIETY OF

2022 AS CO ) Content of this presentation is the property of the AS O CLINICAL ONCOLOGY
author, licensed by ASCO. Permission required for reuse.
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Current Lung-MAP Schema

Screening Protocols*

]
Development 5_

. Actively Accruing

. Temporarily Closed

Completed/Closed
Biomarker—Driven Non-match
Sub-Studies Sub-Studies
Closed/Completed Open Q2 2022 Q4 2022 Q22023 Q2 2023 Closed/Completed Open DSC Approved DSC Approved
14008 S1900F 519006 S1900H 519001 ICI Naive: S1800E S1800F
S1400C RET fusion + EGFR resistant Previously EGFR exon S1400A Ch_eckpoint Checkpoint
S1400D {patients u/ w/ MET "e:ted L"‘ET 20 insertion 514001 Refractory Refractory
acquirea resistance i 1, Xon
Ssﬁggg to RET inhibitor) amplification skipping ICl
Refractory: . : anti-
S1400K PR: anti-TIGIT +
. N-803 + anti-PD1 + i
ST Sotorasib Selpercatinip  EGFR-TKI + MET-TKI + AL S1400F et anti.VEGFR2+  anti-PD1+VEGFR-TKI
(AMG elpercatinib ) vs. S1800A embrolizuma
519008 + Carboplati anti-VEGFR2 MET TKI + — b vs. SoC Docetaxel vs.
platin ; EGFRTKI + vs. So _—
$1900C 510) P — Vs. anti-VEGFR2 . SoC AR: anti-TIGIT +
EGFR-TKI + MET-TKI Cliiz R el anti-PD1 + VEGFR-TKI
vs. SoC

*LUNGMAP screening protocol (activated 1/28/19) allows all histologic types of NSCLC. S1400, the original screening/umbrella
protocol included only squamous lung cancer. S1400 accrued patients between 6/16/2014 and 1/28/2019. While $S1400 is closed to

accrual, patients enrolled to S1400 may participate in sub-studies they are eligible for.
TRIAL POINTS OF INTEREST:

Each of sub-study operates independently of the others
*  Prescreening can be performed while the patient is on any line of therapy for stage IV disease
*  Repeat or fresh biopsy necessary for tissue screening is paid by the trial
*  #Bjomarker-driven sub-studies may progress to Phase lll if study meets endpoint and Phase lll is feasible, at which point the standard of care arm will be determined.

N LUNG-MAP
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S1800A Schema—Randomized Phase Il trial

NCT03971474

Stratified by 1) PD-L1 Primary endpoint:

expression, 2) histology, 0S
3) intent to receive Secondary

ramucirumab in standard endpoints: RR_’ _D_CR’
of care arm DoR, PFS, Toxicities

Randomizatio
ARM A n ARM B

Investigator’s Choice Pembrolizumab
Standard of Care 200 mg Q3W for
docetaxel + ramucirumab; up to 3f cycles
docetaxel; gemcitabine;

pemetrexed (nonSCC only) R? ommlg/cgté?ve °

Key eligibility: 1) Previously received both PD-1 or PD-L1 inhibitor therapy and platinum-based doublet
chemotherapy either sequentially or combined, with PD on at least 84 days after initiation of ICl and
platinum-based doublet therapy; 2) ECOG 0-1; 3) all patients met eligibility to receive ramucirumab

A LUNG-MAP
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Matonal Clinicet Lo uriy Sncobay
NCI NCI

Overall survival

Median 80%
in months  Conf. Int
Ramucirumab+Pembrolizumab 69 45 145 (13.9-16.1)

Standard of Care (Inv. Choice) 67 51 116 (9.9-13.0) * Medlan OS for RP 145
months v. SOC 11.6 months

N Events

HR(80% Cl): 0.69 (0.51-0.92)
Standard log-rank p-value:  0.05
Weighted log-rank p-value:  0.15

« HR=0.69; SLR p-value 0.05

T
>
<
>
=
o
©
o
[e)
Q
o
©
2
2
>
[0}

] he i :
Docetaxel + Ramucirumab (n = 45
Docetaxel (n = 3)

9 12 15 18 21 24
Months Since Sub-study Randomization

Number at risk (number of events)

Gemcitabine (n = 12)
Pemetrexed (n = 1)
No treatment (n = 6)

Ramucirumab+Pembrolizumab  69(0) 61 (7) 54 (14) 47 (21) 1(45)

Standard of Care (Inv. Choice) 67(0) 56 (9) 46 (19) 40 (25) 21 (43) 12 (48) 2 (50) 0(51)
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>< SWUG NCI NCI

Overall survival—subgroup analysis

Ram+

Pembro SOC

Events/N Events/N HR (80% ClI) P-value ° <
HISTOLOGY All subgroup HRs < 1
Non-Squamous 27/40  27/39  0.95 (0.67,1.35) 0.43 —a
ﬁg%ETous/Mlxed 18/29  24/28 0.43 (0.28,0.65) 0.005 — ° HRS by PD_L1 doeS nOt
PD-L10 2129 21/26  0.74(0.50,1.10) 0.16 —=
PD-L1 1-49 11721 1522 0.61(0.36,1.02) 0.11 S appear to vary
PD-L1 50+ 812  12/16  0.68 (0.38,1.21) 0.20 —
PD-L1 1+ 19/33  27/38  0.66 (0.45,0.97) 0.08 — P .y

[ )
™™E ronounced benefit in
TMB <10 23/32  28/38  0.76 (0.52,1.10) 0.17 — . .
TMB 10+ 18/33  20/25 0.57 (0.37,0.86) 0.04 —— SCC/m|Xed hlStOlogy
BIOMARKER
TP53 31/48 3548 0.73(0.53,1.00) 0.10 — . .
CDKN2A 1827 21/24 054 (0.35082) 0.03 e e Benefit seen with PS 0 and 1
KRAS 12/21  13/16  0.63(0.38,1.06) 0.13 —
STK11 417 1010  0.23(0.10,0.54) 0.01 ~———=—— C tati did t affect
KEAP1 1/3 7110  0.38(0.10,1.49) 0.18 . . -
PRIOR TREATMENT Oo-mutations did not atrecC
IO+CHEMO COMBO  20/32  32/42  0.84 (0.58,1.21) 0.27 — ;
CHEMO->I0 25/36 1823  0.45(0.30,0.68) 0.006 — OS Improvement
PERFORMANCE
STATUS
PS 0 15/23  8/9  0.54(0.30,0.96) 0.08 —
PS 1 30/46  43/58 0.76 (0.56,1.02) 0.12 —a
OVERALL 45/69  51/67  0.69 (0.51,0.92) 0.05 -
T T 1

0.1 05 1.0 2.0
< Ram + Pembro is Better SOC is Better »

A LUNG-MAP
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without Driver Mutations (2023) -
(It is going to be out of state soon!)

PD-L1<1% PD-L1=1t049% PD-L1-50% to 80% PD-L1>90%

(35%) (39%)
Non-Sq
TMB-H INorK Kor CPKor CTA/B KorAorL KorAorlL
(38%)
TMB-L CPIN CPK or CTA+B KorAorL>75ys KorAorlL
(62%) CPDT CPKorKorAorlL<

70ys

Sq
TMB—-H INorK KorAorlL KorAorlL KorAorlL
(38%)
TMB -L CTIN CTK or CTA KorAorlL KorAorlL

(62%)  CTDTr

C = Cis/Carbo; P = Pemetrexed; K = Pembro; A = Atezo ; B = Bevacizumab
T = Taxane; | = Ipi; N = Nivo; L = Cemiplimab; D = Durva; Tr = Treme; H = High; L = Low



ARC-7 sess

o0
Rand Ph II - ANSCLC; PDL1 >50% |*
ngﬁzﬁﬁn DZ (n = 44) EDZ (n = 45)
Confirmed ORRn 12 (27) [15.0, 18 (41) [26.3, 18 (40) [25.7,
(%) [95% ClI] 42.8] 56.8] 55.7]
Med'[gg; FCSI](mO) 5.4[1.8, 9.6] 12.0 [5.5, NE] 10.9 [4.8, NE]

PFS Hazard Ratio
vs Z [95% CI]

6-mo PFS %

- 0.55[0.31,1.0]  0.65[0.37, 1.1]

(95% Cl) 43 (27, 59) 65 (49, 80) 63 (48, 78)
Safety Population Z (n = 50) DZ (n = 49) EDZ (n = 50)
IRAES, n (%) 24 (48) 23 (47) 30 (60)

Infusion-related
reactions 2(4) 2(4) 5(10)
Rash 6 (12) 5 (10) 9 (18)

NE: Not Evaluable IRAE: Immune-related adverse events; D = Domvanalimab (anti-TIGIT); Z = Zimberelimab (Anti - PD1) Etrumadenant (E)

*© 2022 by American Society of Clinical Oncology;
+Journal of Clinical Oncology >Volume 40, Issue 36 suppl . Abstr # 397600, 12/2022


https://ascopubs.org/journal/jco
https://ascopubs.org/toc/jco/40/36_suppl

Artificial Intelligence Based Predictive| &:::
Platforms (1) :

Spatial Analyses of Tissue.

Artificial Intelligence—Powered Spatial Analysis of
Tumor-Infiltrating Lymphocytes as Complementary
Biomarker for Immune Checkpoint Inhibition in Non—
Small-Cell Lung Cancer

Sehhoon Park, MD, PhD et al

ascopubs.org/journal/JCO on March 10, 2022
DOI https://doi.org/10.1200/JC0O.21.02010
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Hummingbird's MicroRNA profile |

Hummingbird’s MiRisk Profile

a b
Training Cohort Independent Validation Cohort
—  erilRisk low —— miRisk high —  eniliRisk low —— miRisk high
100
200 HR 3.98 "~ HR 240

> .

o 95% C1 1.37-4.19

£
= 2
3 P = 0.0021

95% Cl 229454

Overall Survival (%)

NO. at risk No. at risk
high risk 43 26 L1 S 2 1 - high rsic 51 23 15 9 3 3 2
low risk 438 4z 34 25 18 s = low risk 48 3 9 10 5 5 o
g Training Cohort h i
= 4 —— o
= ——— = =
T Z~
= " PO z- =
3% sal=" <~ N7
— I 1B o = -
f <= £ = § — §
< <~
= ;—:- )./ S J
a4 -7 3
{2
S 1- 2

NPJ Precision Oncology (2022) 6:19 ; https://doi.org/10.1038/s41698-022-00262-y

00 02 04 06 08 10

Control Cohort
— ik low —— miRisk high
; HR 1357
= 95% C10.72-2572
§ P = 0356
%
T T T T
o 6 2 18 24 30 36
Tine (months)
No. ot risk
highrisk 82 42 20 & o
low risk 57 a1 5 3 o
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OncoHost — Proteomic Platform .

NSCLC
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Al (4) o
OncAl: Radiomics & Multimodal Platform

Predicting 3-month multi-lesion response to PD-1/PD-L1 immune checkpoint
inhibitor therapy in stage IV NSCLC: A radiomics-based multi-modal model

PD-1/PD-L1 immunotherapy response performance (ROC-AUC) of 3-months PFS per RECIST 1.1.

Biomarker First-line All-lines All-lines
ICI Monotherapy ICI Monotherapy ICI + Chemotherapy
(N=91) (N=138) (N=114)
Multi-modal 0.81 0.72 0.71
(0.xx-0.xx) (0.xx-0.xx) (0.xx-0.x)
CT radiomics 0.71 0.61 0.62
(0.xx-0.xx) (0.xx-0.xx) (0.xx-0.xx)
PD-L1 IHC 0.61 0.60 0.58
(0.xx-0.xx) (0.xx-0.xx) (0.xx-0.xx)

Simon et al; AACR 2023



Conclusions 2°

. The optimal strategy for the treatment of
Driver Mutation Negative Advanced
NSCLC continues to evolve.

Resistance remains a problem



More Qs than As °

1. Optimal treatment strategy for the Elderly?

2. Optimal way to predict benefit to PD1/L1
inhibitors? Role of Al platforms?

3. Place of TIGIT inhibitors in the therapeutic
landscape”?

4. Newer PD-1 inhibitors Vs. Older PD-1
Inhibitors?

5. Optimal treatment strategy for initial
responders who develop resistance?



Thank YOU!

Gracias!




