Immunotherapy in Advanced NSCLC:
Initial Therapy and How to Overcome

Resistance
(EGFR, ALK, ROS & RET Wild Type)

George R. Simon, MD, FACP, FCCP
Vice President, Oncology
Ohio Health Network
Columbus Ohio




First-line NSCLC
Immunotherapy Biomarker
Based treatment Selection




Phase Il 1O trials in Advanced-NSCLC

Pathology PDL-1 Arm 1 (0OS) Arm Il (OS) HR
0 Pemb Ch th
KEYNOTE-024  Sduamous (18%) and >50% embro emotherapy
nonsquamous (82%)
30 months 14.2 months 0.63
0 Pembro Chemo
KEYNOTE-042  Sduamous (38%) and >1%
nonsquamous (62%)
16.7 months 12.1 months 0.81
Pembro/Pem/Plat Plat/Pem
KEYNOTE-189 nonsquamous Any level
22 months 10.7 month 0.56
Pembro/Carbo/Tax Carbo/Taxane
KEYNOTE-407 squamous Any level
15.9 months 11.3 months 0.64
(28%) and Anv level Ipi/Nivo Chemotherapy
i 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/Nivo/Chemo Plat/Pem or Taxane
CHECKMATE 9L  Sduamousand Any level PRIV X
nonsguamous
15.6 months 10.9 months 0.66
0 Atezo Plat/Pem or Gem
IMpowerl10 squamous (25%) and 250%
nonsquamous (75%)
20.2 months 13.1 months 0.59
Atezo/Carbo/NbT Carbo/NbT
IMpowerl30 non-squamous Any level
18.6 months 13.9 months 0.79
Atezo/Bev/Carbo/Pac Bev/Carbo/Pac
IMpowerl50 non-squamous Any level
19.8 months 14.9 months 0.76
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Exploratory OS/PFS: Chemo-IO vs IO in NSCLC PD-L1 250%

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

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

0 5 12 1 24
Time (months)

Number at risk (number of events)
455 (0) WE(E0) 28I 86(156) 22 (164) 3(166) 0 (166)
Don{ 1298 (0)  G5T(267)  B44@10)  3BI(E08)  1AT(RY) 30(55) 2 (560)

0 f 12 18 24 30 36
Time

Survival probability

Treatment

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

Median PF$ (months)

— 10-only: 7.1 months (35% CI: [6.3, 8.3])

Chemo-10: 9.6 months (95% CI: [8.4, 11.1])

0 § 12 1
Tirme (months)

Number at risk (number of events)

455 (0) 279 (154) 119 (240) 29 (265) 5 (270)

oy 1298 (0) 660 (533) U0 (739) 167 (313) 58 (835)

0 6 12 18 24

Abbreviations: Chemo-IO= platinum-based doublet chemotherapy plus immunotherapy; Cl=confidence interval; HR=hazard ratio; IO=immunotherapy; NE=not estimable; NSCLC=non-small-

cell lung cancer; OS=overall survival; PD-L1=programmed death ligand-1.
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OS in NSCLC PD-L1 250% in selected subgroups

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

Subgroup N Chemo-IO 10-Only
Overall 1753 25.0 (19.0, NE) 20.9 (18.5, 23.1)

Age
<65 years 898
65-74 years 642
>=75 years 185 —)

ECOG
0 602 NE (23.0, NE)

1+ 1148 17.7 (14.8, NE)

Smoking Status
Current/former smokers 1549 23.0 (18.2, NE)
Never smokers 197 NE (22.2, NE)

0.25050 1.0 2.0
<---Chemo-|O Better--- ---I0-only Better--->

Abbreviations: Chemo-IO= 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.
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EMPOWER-Lungl
Cemiplimab Vs. Chemo: PD-L1 > 50%

A Overall survival in the PD-L1250% population B ion-fi ival in the PD-11250% lati (: £ I- bPDI_ 00 k (: y | bPDI_ 600 00
Number of  Median overall survival months Numberof  Median progression-free survival months + em'P Imap ru- 1<5 A)OfUﬂ nown * em'P Imap k- 1> /0t0<9 A)
patients (95%C1) patients (95%Cl) .
— Cemiplmab 283 Not reached (95% C1 17-9-NE) — Cemiphmab 283 82(95%C161-88) '*'(hemotheraPYPD'l.]. <50%O[Uﬂknown -‘&}-(emlpllmab PD-L1 250% OVETall mean
— Chemotherapy 280 142 (95%C111:2-17:5) — Chemotherapy 280 57(95% C145-6:2)
o] . 4 y - (emiplimab PD-L1 290
o] o] Chemotherapy PD-L1 250% emiplimab PD-L1 290%
804 Hazard ratio for death 0.57 = 804 Hazard ratio for disease progression e
——" (95% C10-42-0.77) £ 704 or death 054 (95% C1 0-43-0-68) (em|pl|mab PD'I.]. ZSO%TO 560%
£ P=0-0002 s Pp<0-0001
T 6o £ 60
5 5o & 50 0
T 404 S 40 ~ /
& 30 £ 30 w
g v
204 £ 204
10 104 v 0
2 4 & % 10 12 14 16 18 20 22 24 26 28 30 32 2 4 & B 10 12 14 16 18 20 22 24 26 28 30 32 -EV \
. + \
Number at risk Time (months) Time (months) C C \
bt £c 4 |
Cemiplimab 283 244 203 177 154 108 83 55 42 24 18 15 10 6 3 1 o 283 221 162 123 92 S9 43 28 20 14 1 9 5 3 0o o o m ‘
(0) (21) (46) (65) (82) (119)(140)(165)(177) (192)(197)(199)(203)(207)(210)(212)(213) (0) (24) (42) (55) (73) (93) (107)(118)(123)(127)(129)(130)(133) (135) (136)(136)(136) 9 E \
Chemotherapy 280 239 198 153 125 87 57 41 25 15 11 6 4 2 1 0 0 280 220 157 104 42 20 8 4 3 0 0 0O O O O O O C \
(0) (24) (45) (66) (82) (110)(130)(144)(156)(163)(165)(170) (171) (173) (174) (175) (175) () (31) (48) (56) (67) (75) (78) (B0) (B0) (83) (83) (83) (83) (83) (B3) (83) (83) - 9 \
\
\
C Overall survival by subgroups in the PD-L1 z50% population D Progression-free survival by subgroups in the PD-L1250% population 3 a i\ ’
Events/number of patients Hazard ratio for P Events/number of patients Hazard ratio for  Pioteraction [} \
overallsurvival  value progression-free  Value 0a M \
(95%Cl) survival (95% Cl) [J] _20_ \
Cemiplimab  Chemotherapy Cemiplimab  Chemotherapy (E) E \
-
Age (years) 031 Age (years) 021 )
<65 41157 50/147 —.— 066 (0-44-1-00) <65 83157 104/147 ro 051(037-0-69) Y o \
265 29/126 55/133 et |  048(030-076) 265 64/126 93133 re 060(043-084) (] E @
Sex 005 Sex 011 0
Male 58/248 92/231 e 050(036-069) Male 127/248 169/231 . 050(0:40-0-64) c 3 0
Female 12735 13/49 —— 111(049-252) Female 2035 28149 —. 079(043-146) T+ '3 i
Region of enrolment 094 Region of enrolment 065 L 4&
Europe 550215 841216 e[ 054(039-077) Europe 114/215 155216 ver 050(039-065) v )
Asia 531 7129 r—et— 076(024-2.41) Asia 16/31 20/29 et 070(036-137) @ -
Restoftheworld 10/37 14735 —e 059(026-133) Restoftheworld  17/37 2035 —eqp 059(030-114) Qg
Eastern Cooperative Oncology Group 032 Eastern Cooperative Oncology Group 037 ﬂ +
performance status score performance status score C "6
0 1877 23/75 —— 077(041-144) 0 39/77 46175 oy 059(038-092) ] -40-
1 52/206 82205 .- 054(038-076) 1 108/206  151/205  »e 052 (041-068) U ‘G-J
Histology 053 Histology 0.69 ‘G-J v
Squamous 30/122 48/121 - 048(030-077) Squamous. 67/122 90/121 et 048(034-067) o 4]
Non-squamous ~ 40/161 57/159 s 0-64(0-43-096) Non-squamous  80/161 107/159 e 060(044-0.81) E
Brain metastases at baseline 023 Brain metastases at baseline 0-42 m
Yes 4134 1234 ——a—— 017 (0-04-076) Yes 13/34 26/34 e 045(0:22-0.92) - ——
No 66/249 931246 | 060(044-083) No 1341249 171246 e 056 (0-44-071) T
Cancer stage at screening 055 Cancer stage at screening 095 '50 I I I l I I I [
Locally advanced  9/45 15/42 —— 0-48(020-114) Locally advanced  27/45 28/42 —e—| 049 (0-27-0-88)
Metastatic 61/238 90/238 | 059(043-082) Metastatic 120238 169/238 et 055(0-44-071) 0 3 6 12 15 18 21 24 27
Overall 70/283 105/280 e 057(0-42-077) Overall 147/283 197/280 o 0.54(0-43-0-68)
| e—) | TR — |
01 10 01 10 .
<= S T h
— T I — . - ime (monts
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Exploratory OS: NSCLC PDL1 1-49% T

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]))  WLLIEEYAY) REIXH (1 Ry ROK )

12 18 24
Time (months)

Number at risk (number of events)

502 (108) 332 (203) 151 (246) 45 (261) 2(210) 0(270)
378 (147) 283 (239) 183 (286) 77 (323) 14(334) 0(336)
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FDA Pooled Analyses PD-L1 1 —49% Subset

Exploratory PFS: NSCLC PDL1 1-49% FDA

Survival probability

Treatment
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== Chemo-IO

HR (95%Cl)  0.60 (048, 0.76)

360 (224) - 0 (405)
200 (308) 49 1(440)
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KN-189 5-year update (non-squamous) ¢
)
ITT PD-L1<1%
Events, MR 5Year O Rate, % Events, HR 5-Year OS Rate, %
Treatment Group No. (%) (95%CI (95% CI 100 Treatment Group No.(%) (9% Cl (95% CI)
100 Pembrolizumab + chemo 329 (80.2) 0.60 19416710 234) 90 - Pembrolizumab + chemo 113 (89.0) 055 965310 156)
90 - Placebo + chemo 183(888) (050t00.72) 11.3(7.4t016.1) 80 - s i 821 039107 53(1410132
80 - 70 - ; 834
. 415 Median (95% CI)
19 Median (95% Cl) 60 1293 17.2 months (13.8 to 22.8 months)
L 60- 4% 22.0 months (19510 245 months) 10.2 months (7.0 to 13.5 months)
& 106 months (6710 36 months) 50 ‘ ‘
e 50 o prn
o 4 33 40 1
174 26 194 30 =
30 138 13
2 ~ 20 -
10 4 10 -
0 | | | | | | 0 T | T T | |

Time (months| Time (months|

Garassino, JCO 2023




KN-407:0S PD-L1Neg Sq

0S (%)

No. at risk:

100
90
80
70
60
50
40
30
20
10

Pembrolizumab

plus chemo

Placebo
plus chemo

Treatment Group

Pembrolizumab plus chemo

Placebo plus chemo

164.2%
145.1%

Events, HR 5-Year OS Rate, %
No. (%) (95% CI) (95% CI)

83 (87.4) 0.83 10.7 (4.8 to 19.2)
85 (85.9) (0.61to 1.13) 13.1(7.3to 20.7)

Median, months (95% Cl)
15.0 (13.2 to 19.4)
11.0 (8.7 to 13.8)

95

99

Time (months)

12 24
61 28
44 31

21 15 3 0

15 12 3 0
Novello et al, JCO 2023



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
» Noknown sensitizing | = e e e e e = -
EGFRIALK alterations
+ ECOG PS 0-1

Nivolumab 3 mg/kg Q2W

Stratified by SQ vs NSQ N = 550 'Pi"mum?‘b;g?glkg Qew

<1% PDTL1b Secondary endpoint: Nivolumab +
expression = ;
p 1 1 4 ni=18e chemotherapy vs chemotherapy

Nivolumab 360 mg Q3W + + PFScin patients with <1% tumor
PD-L1 expression

histology-based chemotherapy?
n=177

+ 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; SQ: 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

MDAD%%‘ SOIL o tseinemon 103t
Ganeer Center

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 T 5:3 100 + Median PFS,” mo 4.7 3.1 4.7
HR (vs chemo) 0.56 0.48 3 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 - 80 -
X 60 - 60 -
& 4 1-y PFS =45% 4
! Nivolumab +
a 40 - | i b 40 - :
] 1-y PFS = 27% ipilimumab | 1-y PFS = 18% erlvolu::‘ab+
| Nivolumab + 1-y PFS = 18% c err?o erapy
20 1 | chemotherapy 20 - - P _ Nivolumab +
i L}1-y PFS =8% i gy S ipilimumab
0 - | Chemotherapy 0 "1-y PFS =16% ——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 { 0
Chemo 48 30 16 4 ] 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); "95% 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
Caneer(Center

Making Cancer History”

N EnglJ Med 2019;381:2020-2031
DOI: 10.1056/NEJM0a1910231



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

Exploratory analysis

Nivo + chemo  Nivo + ipi Chemo
(n=26) (n=14) (n=10)
100 —= Median DOR,# mo 7.4 NR 4.4
= | 21-y DOR = 93¢
s 801 ! 4 — y + Nivolumab+
v ! ipilimumab
n |
5 | :
S 60 - I
n |
a’ |
= :
S 40 |
— i ! o 0,
@ . 21yDOR=33% _ Nivolumab+
5 ! chemotherapy
% 201 ——a
o Chemotherapy !
21-yDOR=NC !
0 T T T : T T 1
0 S 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 i 3 1 0 0 0 0

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

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

NIL)AI]derSOIl N Engl ) Med 2019;381:2020-2031

™ -
Caneer(Center  por:10.1056/Nemoazs10zs1

Making Cancer History”



CheckMate 9LA: Study Design

= Randomized, open-label, phase Il study

Stratified by PD-L1 expression (2 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 —p 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 Patients, n 361 358
80 1 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
n i I - MR AN A n A
O 40 ! !
] 1 | ® Chemo
20 ! -
1
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.




CK9LA - OS: Sg/Non-Sq (PD-L1 Neg) | s¢

A B
100 NNO + Pl + chemo Chemo 100 - NIYO + 17 + chemo Chemo
(ne36) (ne36) (n=99) (n=93)
Median 05, mo 15.3 80 Medlan 05, mo 186 124
80 (95%CH 992.2) (6.611.5) 80 (95% C) (132227 1.745.)
R (95% C) 0.500.300.8) HR (95% C1) 0.73 (0.530.99)
~ 60 4 ~ 60 4
¥ )
8 8 '
40 4 40 4 :
NIVO + IPI + chemo | NIVO + IPI + chemo
" 25% 25% : 2%
] T | e
20 4 | | I 20 4 : !
1 | | ) : | |
: 11%! 6 : b : Cha : I : | -
| ] T m—— Lhemo X ] | | Lnemo
0 Ll ¢ Ll L] L | Ll L 1 1 T T 3 ! | g | : ) T 1 ] L 1 0 Ll Ll L 1 T L 1 ; ( s 1 1 l L T T ‘r T 1 1 T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 4 45 4 5 54 5 60 6 0 3 6 9 12 15 18 21 24 27 30 33 36 39 4 45 48 51 54 57 60 63
No. at risk Months No. at risk Months
O+fPlochemo 36 31 27 25 22 18 16 13 12 11 11 11 9 9 9 9 9 4 3 2 1 0 MVOeIPlechemo 99 89 80 65 63 55 S0 42 38 33 29 27 25 2 0 0 2 M 5 4 1 0

Squamous Non-squamous

Carbone, JITC 2024



CK9LA — DoR (PD-L1Neg Subset) | ¢

NIVO + IPI + chemo Chemo
100 (n=135) (n=129)
ORR, n (%) 42 (31) 26 (20)
~ 80- Median DOR, mo 17.5 43
32 (95% CI) (6.9-37.8) (2.8-7.1)
2
g 60 -
" -
]
= |
& o | | 37% NIVO + IPI + chemo
§ 9 - | I 1
c L l i 29%
- L | I P
® l | | | |
a 20- L | | |
|
| | | |
- ] O\':‘l 0% | 0% | Chemo
0 1 1 1 1 | | 1 | | | | I 1 I | 1 | I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
No. at risk Months
NVO+IPl+chemo 42 35 28 22 20 20 17 1 16 14 12 12 12 10 10 8 6 3 1 1 0
Chemo 26 17 8 5 { o 0 0 o0 0O o0 o0 o0 0O o0 o0 O 0 o0 0 O

Carbone, JITC 2024



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.D0OI: 10.1200/JC0.22.00975

nModian 1Z-Mion s,

Events. S, o™ e
/N (%) Months (895% G % (95% G

24.4 (19.7 1o 29.5)
13.1 (9.3 to 17.6)

5.5 (4.7 10 6.5)
4.8 (4.6 1o 5.8)

253/338 (74.9)
258/337 (76.6)

HR 0.74 (959% Cl, 0.62 1o 0.89); £~ 0009

1 1s 21 2a

Time Since Random Assignment (months)

337 121 az 23 12 ) o
= Events, Median OS. za-Month Os.
io n/N (9) Montha (959 G o (95 % G
5. or 13.3 (11.4 to 14.7) 29.6 (24.8 to 34.6)
aia = 11.7 (10.6 to 131 22.1 (17.8 to 26.8)
= It 0.86 (95% CI. 0.72 to 1.02); £ — 0758
= oe
F—4
= o.a
—
=
o.z H
) 3 & ) 1z 15 18 21 za 27 s0 =3 =6 =9 az as as
Time Since Random Assignment (months)
No. at riak
O CT 206 2a7 212 176 haz 126 112 o7 se 1 =1 sz 16 = ° o
cT 237 254 236 204 160 132 EEE] 94 72 ez sz as 2 13 & ° °
c Events, Modian PES, 1Z-Month PES.
/N (v Monthe (95% G o (BB G
1.0 ¥ + O+ CV 2a8/338 (70.4) 6.2 (5.0 to 6.5 26.6 (21.7 to 31.7)
o 288/337 (76.6) a8 (4.6 to 5.8 13.1 (9.3 1o 17.6)
o.8 MR 0.72 (85% Cl. 0.60 to 0.86); / ~ 0003
o.e

ﬂ

-~— . 00 .0 .

o = & 2 1z s 18 21 2a
Time Since Random Assignment (months)
121 as 23 12 = 2 °

zZa-Month OS.
v (DS 9% C1)

Median OS.
Months (959% G

32.9 (27.9 10 37.9)
22.1 (17.8 1o 26.8)

14.0(11.7 10 16.1)
11.7 (10.8 16 13.1)

HR 0.77 (96% Cl. 0.65 to 0.92): /7« .0030

Patients With Confirmed Median DoR, Patients Remaining in
Objective Response,  Months  Response at 12 Months,
/N (%) 85%C1) % (95% CI)

95(7.210NE)  49.7 (404 10 58.4)
5114410600 214(1271031.6)

T 130/335 (38.8)
cr 817332 (24.4)

3 6 9 12 15 18 2 24

Patients With Confirmed Median DoR, Patients Remaining in

Objective Response,  Months  Response at 12 Months,
/N (%] 195% C1) % (95% CI)
D+CT 13743 (415)  70(571099)  389(30.1t047.6)
cr 81332 (24.4) 511441060) 214(1271031.6)

2 1004
]
%
c
2
@
@
o
£ 6
=
£
c
£
£
I
o
n 20
8
c
2
©
a
0
No. at risk:
T+D+CT 130
cr 8
3
S 1004
]
17
]
S 80
1
)
-
£ 60
o
e
c
‘s 404
£
<
o 20
]
€
]
]
©
a
0
No. at risk:
D+CT 137
cT 8

24
34 72 47 32 4 4 1 0
72 2% 13 9 1 0 0 0
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First-Line NSCLC Rx Selection |:

PD-L1  |TMB |KRAS |STK11/KEAP1 |Therapy Selection

>90%
50 to 90%

1-49%
0%
0%

0%
0%
Any

Any

HorlL

HorL Wtor MT

HorL
H

L

Wt or Mt

Wt or Mt
Wit

Wit

Mt

Mt
Wt or Mt

Wt ot Mt

Wit

Wit
Wit

Wit

Wit

Wit
Mt

Mt

PD1/PD-L1

CT+PD1/PDL1 <75yrs
PD1/PDL1 >75yrs

CT+PD1/PDL1
PD1+CTLA4

CT+PD1/PD-L1+CTLA4
CT+PD1/PDL1

PD1+CTLA4
CT+PD1/PD-L1+CTLA4

PD1+CTLA4
CT+PD1/PD-L1+CTLA4

CT+PD1/PD-L1+CTLA4
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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.1, 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.?

1Cedars-Sinai Medical Center, Los Angeles, CA; 2SWOG Statistics and Data Management Center & Fred Hutchinson Cancer Research Center, Seattle, WA,
SDartmouth-Hitchcock Norris Cotton Cancer Center, Lebanon, NH/Alliance for Clinical Trials in Cancer; “University of Pittsburgh Medical Center (UPMC)
Hillman Cancer Center; >Missouri 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
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Current Lung-MAP Schema
Bl remporarily Closed Screening Protocols*

In
Development 5_

Completed/Closed

- Actively Accruing

Biomarker—Driven Non-match
Sub-Studies Sub-Studies
Closed/Completed Open Q2 2022 Q4 2022 Q2 2023 Q2 2023 Closed/Completed Open DSC Approved DSC Approved

S14008 S1900F S$1900G SM $19001 ICI Naive: S1800E S1800F
$1400C RET fusion + EGFR resistant Previously EGFR exon S1400A Checkpoint Checkpoint
$1400D (patients w/ w/ MET HESIEAMET 20insertion 514001 Refractory Refractory
S1400E acqu |red-res.|s-tance amplification Ex.on.14
$1400C to RET in hibitor) skipping I
Refractory: . PR: anti-
$1400K : anti-TIGIT +
n N-803 + anti-PD1 + X
$1900A Sotorasib . EGFR-TKI+ MET-TKI + EGFRTKI S1400F pembrolima  antiVEGFR2 +  anti-PD1+VEGFR-TKI
519008 (AmG Selpercatinib anti-VEGFR2 MET TKI + vs. 518004 Docetaxel vs
510) + Carboplatin N EGFRTKI + b vs. SoC - T e TETT
$1900C +Pemetrexed Vs. anti-VEGFR2 . SoC BELLL
EGFR-TKI + MET-TKI ENCECERZ 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:

e Each ofsub-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 screeningis paid by the trial

*  *#Biomarker-driven sub-studies may progress to Phase lll if study meets endpoint and Phase Ill is feasible, at which point the standard of care arm will be determined.

i,

A
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A SWOG/

S1800A Schema—Randomized Phase Il trial

NCT03971474 _ -~
Stratified by 1) PD-L1 Primary endpoint:
expression, 2) histology, (S)S d
3) intent to receive econ_ el
ramucirumab in standard endpoints: RR, DCR,
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 33 cycles
docetaxel; gemcitabine;

Ramucirumab
pemetrexed (nonSCC only)

10 mg/kg Q3W

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 ICI and
platinum-based doublet therapy; 2) ECOG 0-1; 3) all patients met eligibility to receive ramucirumab

202ASCO comapmmnimeave AGC(Q) i

ANNUAL MEETING KNOWLEDGE CONQUERS CANCER

Karen L. Reckamp, MD, MS author, licensed by ASCO. Permission required for reuse.




Overall survival

Median
in months

N Events

Ramucirumab+Pembrolizumab 69 45 14.5
Standard of Care (Inv. Choice) 67 51 11.6

Survival Probability (%)

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

Number at risk (number of events)

Ramucirumab+Pembrolizumab

Standard of Care (Inv. Choice)

PRESENTED BY

Karen L. Reckamp, MD, MS

2022ASCO

ANNUAL MEETING

Weighted log-rank p-value:

National Clinical Community Oncology
T Retwork”

80%
Conf. Int
(13.8-16.1) PY
(9.9-13.0)

Median OS for RP 14.5
months v. SOC 11.6 months

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

0.05
0.15

« HR=0.69; SLR p-value 0.05

Docetaxel (n = 3)
Gemcitabine (n = 12)
Pemetrexed (n = 1)
No treatment (n = 6)

Content of this presentation is the property of the
author, licensed by ASCO. Permission required for reuse.
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Overall survival—subgroup analysis

Events/N Events/N HR (80% CI)

Ram+

Pembro SOC
HISTOLOGY
Non-Squamous 27/40 27/39
Squamous/Mixed 18/29 24/28
PD-L1
PD-L1 0 21/29 21/26
PD-L1 1-49 11/21 15/22
PD-L1 50+ 8/12 12/16
PD-L1 1+ 19/33 27/38
TMB
TMB <10 23/32 28/38
TMB 10+ 18/33 20/25
BIOMARKER
TP53 31/48 35/48
CDKN2A 18/27 21/24
KRAS 12121 13/16
STK11 4/7 10/10
KEAP1 1/3 7/10
PRIOR TREATMENT
|IO+CHEMO COMBO  20/32 32/42
CHEMO->10 25/36 18/23
PERFORMANCE
STATUS
PS O 15/23 8/9
PS 1 30/46 43/58
OVERALL 45/69 51/67

2022ASCO

ANNUAL MEETING

0.95 (0.67,1.35)
0.43 (0.28,0.65)

0.74
0.61
0.68
0.66

0.50,1.10)
0.36,1.02)
0.38,1.21)
0.45,0.97)

0.76 (0.52,1.10)
0.57 (0.37,0.86)

0.73 (0.53,1.00)
0.54 (0.35,0.82)
0.63 (0.38,1.06)
0.23 (0.10,0.54)
0.38 (0.10,1.49)

0.84 (0.58,1.21)
0.45 (0.30,0.68)

0.54 (0.30,0.96)
0.76 (0.56,1.02)
0.69 (0.51,0.92)

PRESENTED BY

Karen L. Reckamp, MD, MS

P-value

0.43
0.005

0.16
0.11
0.20
0.08

0.17
0.04

0.10
0.03
0.13
0.01
0.18

0.27
0.006

0.08
(N
0.05

< Ram + Pembro is Better

* All subgroup HRs < 1
— 1 « HRs by PD-L1 does not
:; appear to vary
Bl » Pronounced benefit in
—— SCC/mixed histology
—— | - Benefit seen with PS 0 and 1
. « Co-mutations did not affect
N OS improvement

SOC is Better »

A,

A
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Phill Trial Underway +:

S2302: Pragmatica-Lung Treatment Trial

A Prospective Randomized Study of Ramucirumab Plus Pembrolizumab vs
Standard of Care for Participants Previously Treated with Immunotherapy for Stage

IV or Recurrent Non-Small Cell Lung Cancer
Patients with previously treated

Chair: Karen Reckamp, MD (SWOG) Stage IV or recurrent NSCLC

Co-Chair: Konstantin Dragnev, MD (Alliance) \
Statistical Chair: Mary Redman, PhD
Co-statisticians: Jieling Miao, MD, James Moon, M5 Randomization
Study Champions: Wade lams, MD (ECOG-ACRIN)
Brian 5. Henick (NRG Oncology)
Primary endpoint: ARM B
Lung Community Engagement O Il Survival .
g ) Y ,g g veral S ARM A Ramucirumab
Subcommittee Rep: Accrual Goal: Standard of N
Daniel Carrizosa, MD, MS 700 participants * .
P g Care (SoC) Pembrolizumab
Company Collaborators: * Sol treatmentis to be determined by the treating investigator and participant. It is
Eli Lilly & Co. and Merck recommended that the choice of SoC drug(s) is based on NCCN guidelines for a

"systemic therapy for advanced or metastatic disease-subsequent.”
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FIG 1. Patient disposition: CONSORT diagram. ITT, intention-to-treat; SG, sacituzumab govitecan.
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EVOKE-01: OS based on response to Anti-PD(L)-1 Rx | 223°2:
00000
o000
o000
o O
SD/PD after Anti-PD(L)-1 Rx CR/PR after Anti-PD(L)-1 Rx
VWV ~ VWV ~
” Median, months (95% CI)  11.8(9.6-125) 8.3 (7.0-10.6) » Median, months (95% CI) 9.6 (8.1-144) 106 (8.9-128)
Hazard Ratio (95% Cl) 0.75 (0.58-0.97) Hazard Ratio (95% Cl) 1.09 (0.76-1.56)
> 7104 - 704
g g
Q 60 Q 60 4
8 ol | 50-
a el
4 4
o 404 o 40 o -
(7] 2] 41.2%
O 304 O 304 ‘
20- 20-
SG
w0l w0 +S¢
—4— Docetaxel —4— Docetaxel
’ T T T T T T T T T ’ T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 0 2 B 6 8 10 12 14 16 18 20
Time (months) Time (months)
Patients Still at Risk, N (Events) Patients Still at Risk, N (Events)
SG 192(0) 175(16) 149(41) 135(54) 116(72) 98(84) 53(95) 26(105) 11(107) 8(107) 0(108) SG 106(0) 99(7) B4(22) 76(29) 58(d0) 41(53) 22(55) 14(57) 6(59) 2(60) 0(60)
Docetaxel 191(0) 175(14) 141(47) 118(70) 95(91) 78(103) 36(119) 21(124) 6(126) 3(126) 0(126) Docetaxel 113(0) 102(9) 93(18) 83(28) 63(40) 50(48) 28(59) 20(80) 9(61) 4(61) 2(61)

In the prespecified subgroup analysis, there was a 3.5-month improvement in median OS over docetaxel among
patients whose tumors where non-responsive (SD/PD) to last anti-PD-(L)1-containing regimen.

CR, complete response; Cl, confidence interval; OS, overall survival, PD, progr d PR, partial resp ; SD, stable d SG, sacituzumab govitecan
Dr Luis G. Paz-Ares: Head Clinical Research Lnit. Hosnital Universitario 12 de Octubre. H120-CNIO




TROPION-L

NSQ Vs Sq PFS

ung-01

Key Eligibiity Criteria Dual Primary Endpoints
+ NSCLC (Stage 1B, IIC, ’
! eorsvet (A + PFSbyBICR HR for PFS:
+ Mo pror docetarel "’(9“;9;” « 08
Without Actionable Genomic Alterations* s N "
ey on-squamous: 0.63
-&%«me - Secondary Endpoints q
With Actionable Genomic Alterations + ORRDbyBICR
Docetaxel Squamous 1
+ Postive for EGFR, ALK, NTRK, BRAF, ROST, .
MET exon 14 skipping, or RET 75 mgim? QIW + DORDbyBICR q 38
+ 12 ines prior approved largeted herapies + M .
platinum-based CT, and up 10 one an-PO-(L)1 ﬁ
A o cyloloxc agent
Stratified by: Histology,* Actionable Genomic Alteration,*
Ant-PD-{L)1 mAb Included in Most Recent Prior Therapy, Geography*
P - [ oo
(95% C1), Median (95% CI), Dato-DXd Docetaxel
0] Andee L SRS - monlhs'  124(108,148) 11098, 125)
LN HR 0.75 (062, 0.91)
Z b P-value 0.004 3 HR 090(0.72,1.13)
® &
{ L e oo |
© i 01
£ g
2 o
+ Censored
0 : T ' °o ; I 3 L) |'o 1') |'4 "o t'a 7:) 2‘2
0 ? " — Time $ince Randomization (Montha)
™
0;; » m 0 DwolNd 20 20 200 W w w () “ n " . 1
Docetmsl 25 1% 0 Docstasel 305 273 29 W) 1% 1S W & 0» w4 1

Non-squamous HR (35% CI. .77 (0.59, 1.01). Squamous HR (85% Cj: 132 (087, 200)

Journal of Clinical Oncology. https://doi.org/10.1200/JC0O-24-0154417,6883
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Biomarker driven II"d [ine Cohorts |

THE HUDSON STUDY

N=324

*Progression after
a platinum based
doublet and anti-
PD (L)-1

*Availability for
Tissue and blood
NGS

T M X 2DPT 0 ®

2 0 - T oM r~- mw

— Ceralasertib+Durvalumab
ATR Inhibitor

i Olaparib+Durvalumab
5 Olaparib+Durvaluma

PARP Inhibitor

Danvatirsen+Durvalumab
b STAT3 Inhibitor

Oleclumab+Durvalumab
anti-CD73 MoAb

Pr ol et of w
J
>
1 M
’ f 13
» i3
-

) ] ’ Q L)

Median OS was 17.4 for patients in the
Ceralasertib + Durvalumab cohort as
compared to 9.4 months in patients in all

other cohorts together

Biomarker non-matched

cohorts

Nature Medicine volume 30, pages716—729 (2024)
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https://www.nature.com/nm

Targeting RAS: Emerging Landscape | ¢

Mutant-specific KRAS ia\iblﬂ)ﬂ
Programs (company) IND Target Phase
553 (nentisio) Key Features in evaluating RAS
JQ443 (Novart
6330/G0C-603 (Roche compounds:
35376982 (E y e
8 Allele-specific Pan-RAS
Ras(on) RAS(off)
Pan-(K)RAS inhibitors
Programs (company) IND Target Phase ' Covalcnt NOI’l-COV&lCI‘lt
B Inhibitor Degrader or Glue

Hofmann et al., Cancer Discovery 2022




ASP-3082 is a G12D degrader :::

Covalent Non-covaler

[nhibitor Degrader or Glue

Wang et al. IMC 2022



Pan-RAS inhibitor: Non-Covalent Glue o

Allele-specific

RAS(ON) Inhibitor

Covalent Non-c %

[nhibitor Degrader or

Inhibitory Tri-Complexes

CyclophilinA  Binary complex Non-covalent

Cyclophilin A

Revolution Medicines: AACR 2022



Some of the novel RASI under

Revolution
Eli Lilly

Boehringer

Genentech
Pfizer
Quanta Therapeutics

Erasca

Beigene
Alterome
Arvinas

Astellas

Hofmann et al. Cancer Discovery 2022

development
Compuny |Target [Mechanism __[Phase __[Tugels

pan-RAS
pan-KRAS (without R)
pan-KRAS; degraders

pan-KRAS
pan-KRAS

Molecular Glue
Inhibitor

[nhibitor

[nhibitor
[nhibitor

Inhibitor

Multiple: pan-KRAS; pan-  Glue, inhibitor

RAS
pan-KRAS
pan-KRAS
G12D
G12D

[nhibitor
[nhibitor
Degrader

Degrader

Phase 11
Phase |

Phase |

Phase |
Phase [
Preclinical, Phase

Preclinical, Phase |

Preclinical, Phase |
Preclinical
Preclinical

Phase 1b Expansion

PDAC, NSCLC, CRC
Solid Tumors

KRAS amp, solid
fumors

Solid Tumors

Solid Tumors

NSCLC, PDAC, CRC



o000
Does Comprehensive Genomic Analyses (CGP)improve | sees
survival over Simple Panel Testing? oo

Population. Patients diagnosed with advanced or metastatic non-small cell
lung cancer (@NSCLC) between 1/1/2015 and 12/31/2020, who received
small panel testing or comprehensive genomic profiling.

Key Exposures.
- Small panel. Panels that interrogated between 1 and 52 genes
- Comprehensive genomic profiling (CGP). Panels that interrogated more than
52 genes

Outcomes.
o Qverall survival (OS). Time to the earliest of death or study end date
o Time to next treatment or death (TTNT). Time from to the first of:
Initiation of the subsequent line of treatment, death, date of last contact,
or study end date.

Simon et al, JOP In Press



Select Patient Characteristics o

Stageat initial diagnosis, N (%)
|
Il
I
v
Histology, N (%6)
Squamous
Non-squamous
Age*, Median (IQR)
Male, N (%)
Health System, N (%)
1
2
3
Smoking History, N (%)
Current smoker
Former smoker

Never smoker

Total
N =3884

147 (3.8%)
82 (2.1%)
676 (17%)

2,812 (72%)

818 (21%)
2,659 (68%)
68 (61, 76)

1,935 (50%)

924 (24%)
2,098 (54%)
862 (229%)

1,303 (34%)
1,836 (49%)
466 (12%)

Small Panel Only

N=3105
113(3.6%)
59 (1.9%)
551 (18%)
2,252 (73%)

693 (22%)
2,083 (67%)
69 (61, 76)

1,560 (50%)

715 (23%)
1,879 (61%)
511 (16%)

1,046 (34%)
1,517 (49%)
336 (11%)

CGPEver
N=779
34 (4.4%)
23 (3.0%)
125 (16%)
560 (72%)

125 (16%)
576 (74%)
67 (60, 74)

375 (48%)

209 (27%)
219 (28%)
351 (45%)

257 (33%)
369 (47%)
130 (17%)

Simon et al, JOP In Press

Similarly distributed between
small panel and CGP
recipients:

Year of initial aNSCLC diagnosis
Sex
Race/ethnicity

Region of residence
Median household income

Comorbidity

Performance status

Stage and age at initial NSCLC
diagnosis

Histology

Smoking history

Sites and number of metastases



Overall Survival (OS) From aNSCLC Diagnosis,
by Testing Type and Recelpt of Systemic Therapy

1.00

=+ Small panel only and any systemic treatment
=+ Small panel only and no systemic treatment
075 CGP ever and any systemic treatment

CGP ever and no systemic treatment

______

Patients who received CGPtesting and
any systemic therapy had the best
median OS.

The treated patients groups had better
survival than untreated patients in both
CGPand small panel only groups.

025 ; i : : -
N o
i : ! : :
6 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5’ 1 54 57 60 63 66 69 72 75 78
Months
Number at Risk at Index Testing/Treatment Group Median, months (95% Cl) 6months lyear Syears

1852 Pwith any systemic therapy 15 (14-16) 074(0.72,0.76) 056(053,0.58)  0.23(0.2, 0.26)
1253 SPand no systemic therapy 4 (4-5) 041(039,0.44) 031(029,0.34) 0.15(0.13,0.18)
603 GGPwith any systemic therapy 22 (18-25) 082(0.79,0.85) 0.67(064,0.71) 0.21(0.16,0.26)
176 QGPand no systemic therapy 10 (6-15) 057(0.5,0.65) 048(041,0.56) 0.09 (0.02, 0.39)

Simon et al, JOP. In Press



Hummingbird's MiRisk Profile

Can Al Outperform PD-L1?
Hummingbird’'s MicroRNA profile | ¢
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OncoHost — Proteomic Platform .
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https://www.clinical-lung-cancer.com/issue/S1525-7304(24)X0006-6

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
CT radiomics 0.71 0.61 0.62
PD-L1 IHC 0.61 0.60 0.58

Simon et al; AACR 2023 JCO-CCI In Press



Conclusions e

PD-L1, TMB, and ?KRAS/STK11/KEAP1 status my drive
Optimal first-line therapy selection
Response to first-line therapy, histology and molecular

characteristics may drive therapy selection (including
clinical trials) in [I"%line

Repeated CGA may be necessary to optimize therapy
selection as well as to advance our understanding of
mechanisms of resistance

Al may outperform histology or blood-based biomarker
testing



Thank YOU!

Graclas!
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