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Outline
= Neoadjuvant setting = Advanced/Metastatic settings
o CheckMate 816 o KEYNOTE-789 (post EGFR TKI)

: : o STK11, KEAP1, KRAS and TMB
= Adjuvant settings

o Dual vs single immune checkpoint blockade

o IMpower010 based

o KEYNOTE-091

= Perioperative settings
o KEYNOTE-671
o NEOTORCH
o AEGEAN
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Neoadjuvant Nivolumab +CT in Resectable Stage IB-IlIA
(CheckMate 816): Study Design and Patients

Key eligibility criteria Patient Characteristics, % va(z: f;;r)no
* Newly diagnosed, resectable, untreated, unselected, .
stage IB-IIIA, patients with NSCLC Median age (range), years 64 (41-82) 65 (34-84)
* No known sensitizing EGFR mutations or ALK Female,” - 2 2
terations North America 23 28
a Regione, n (%) Europe 23 14
Asia 48 51
:‘:1! Nivolumab 360 mg Q3W Clinical stage’.n (%) IB-lIE 36 35
o + Chemotherapy? Q3W (3 cycles) g - gen® A 63 64
sE_ e = . Squamous 49 53
) S © Histology, %
-g i 2 Non-squamous 51 47
G Chemotherapy? Q3W (3 cycles) ) X Current / former 89 88
o Smoking statush, % Never 11 11
- Not evaluable 7 7
Nivolumab 3 mg/kg Q2W (3 cycles) <1% 44 a3
+ Ipilimumab 1 mg/kg (cycle 1 only)c Tumor PD-L1 expression, % 21% 50 50
1-49% 28 16
250% 21 24
Surgical resection Not evaluable / not reported 51 50
TMB, % <12.3mut/Mb 27 30
212 3 mut/Mb 22 21
Primary endpoints: pCR by BIPR, EFS by BICR
Optional adjuvant chemo + RT¢ Secondary endpoints: MPR by BIPR, OS, time to death or distant metastases
Exploratory endpoints: ORR by BICR, predictive biomarkers (PD-L1, TMB, ctDNAK)

* Baseline characteristics in the Nivolumab + Ipilimumab (exploratory) arm were generally similar to the NIVO + chemo and chemo arms

BICR, Blinded Independent Central Review; BIPR, Blinded Independent Pathology Review; EFS, eventfree survival, NSCLC, non small cell lung cancer; ORR, overall response rate; pCR, pathological complete response.

=NSQ: pemetrexed + cisplatin or paclitaxel + carboplatin; SQ: gemcitabine + cisplatin or paditaxel + carboplatin; tVinorelbine + cisplatin, docetaxel + cisplatin, gemcitabine + cisplatin (SQ only), pemetrexed + cisplatin (NSQ only), or paclitaxel + carboplatin; cRandomized exploratory arm
(enroliment closed early); “Per healthcare professional choice; eRest of the world: 7% of patients in each of the NIVO + chemo and chemo arms; Disease stage by CRF, with TNM 7 th edition used for classification; 1 patient in each of the NVO + chemo and chemo arms had stage IV disease;
£Stage IB, IIA, 1IB disease: 6%, 17%, and 14% of patients in the NIVO + chemo arm, and 4%, 18%, and 13% in the chemo arm, respectively; 'Smoking status unknown: 1 patient in chemo arm; iPercentages are based on ITT; ;TMB was not analyzed for patients in China, and these patients are
includedin the “not reported” category; “Performed using tumor guided personalized ctDNA panel (ArcherDX Personalized Cancer Monitoring).

1.NCT02998528. 2. Forde P, etal. American Association for Cancer Research Annual Meeting 2021. Presentation CTO03.
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CheckMate 816: pCR and subgroup analysis

40+
35+
304
254
204
154

Response (%)

10+

Pathological Complete

5

Odds ratio, 13.94 (99% Cl, 3.49-55.75)

P<0.001

|
24.0
(43/179)

Difference, 21.6

2.2
(4/179)

Nivolumab plus Chemotherapy

Forde, N EnglJ Med 2022; 386:1973-1985
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Chemotherapy Alone
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Subgroup

Overall
Age
<65 yr
=65 yr
Sex
Male
Female
Geographic region
North America
Europe
Asia
ECOG performance-status score
0
1
Disease stage at baseline
IBorll
A
Histologic type of tumor
Squamous
Nonsquamous
Smoking status
Current or former smoker
Never smoked
PD-L1 expression level
<1%
=1%
1-49%
=50%
TMB
<12.3 mutations/megabase
=12.3 mutations/megabase
Type of platinum therapy
Cisplatin
Carboplatin

No. of
Patients

358

176
182

255
103

91
66
177

241
117

128
228

182
176

318
39

155
178
98
80

102
76

258
72

Pathological Complete
Response (95% Cl)
Chemotherapy Nivolumab plus

alone chemotherapy
(N=179) (N=179)
%
22(0.6-5.6) 240 (18.0-31.0)
0(0-43) 26.9 (18.2-37.1)
42(1.1-10.3) 209 (12.9-31.0)
24 (0.5-6.7) 227 (15.7-30.9)

1.9 (<0.1-10.3)

2.0 (<0.1-10.6)
0(0-13.7)
33(0.7-9.2)

1.7 (0.2-6.0)
32 (0.4-11.2)

4.8 (1.0-133)
0.9 (<0.1-4.7)

42 (1.2-10.4)
0 (0-43)

2.5 (0.7-6.4)
0 (0-16.8)

2.6 (0.3-9.1)
2.2 (0.3-7.9)
0 (0-7.5)
4.8 (0.6-16.2)

1.9 (<0.1-10.1)
2.7 (<0.1-14.2)

2.2 (0.5-6.4)
0 (0-10.6)

27.5 (15.9-41.7)

22.0 (10.6-37.6)
24.4 (12.4-40.3)
28.2 (19.0-39.0)

26.9 (19.1-35.3)
18.2 (9.1-30.9)

26.2 (16.0-38.5)
23.0 (15.6-31.9)

25.3 (16.6-35.7)
22.8 (14.7-32.8)

25.6 (19.1-33.1)
10,5 (1.3-33.1)

16.7 (9.2-26.8)

32.6 (23.0-43.3)
23.5 (12.8-37.5)
44.7 (28.6-61.7)

22.4 (11.8-36.6)
30.8 (17.0-47.6)

21.8 (14.9-30.1)
30.8 (17.0-47.6)

Unweighted Difference,

Nivolumab plus Chemotherapy minus

|

Chemotherapy Alone (95% Cl)

percentage points

SRR

I
-30

T
-15

O e = wimie - w0 -

21.8 (15.2t0 28.7)

26.9 (17.8 t0 36.7)
17.8 (7.3 to 26.8)

20.3 (12,6 to 28.4)
25.5 (12.3 to 39.1)

20.0 (6.9 to 34.3)
24.4 (7.4 10 39.3)
25.0 (14.7 to 35.5)

24.9 (16.7 to 33.4)
15.0 (3.8 t0 27.3)

21.4 (9.0 to 33.6)
221 (14.3 t0 30.7)

21.1 (11.0 to 31.4)
22.8 (14.2 to 32.4)

23.1 (15.9 to 30.5)
10.5 (-7.3t0 31.4)

14.1 (4.8 to 24.0)

30.3 (19.9 to 40.7)
23.5 (11.4 to 36.8)
40.0 (21.7 to 55.9)

20.6 (8.2 t0 34.1)
28.1 (11.6 to 43.9)

19.5 (12.0 to 27.7)
30.8 (14.7 to 46.4)

Chemotherapy Alone Better Nivolumab plus Chemotherapy Better



CheckMate-816: OS

100~
90
Nivolumab plus
30+ ! _ chemotherapy
1
70 :
—_ ! 1
X ! 1 o
A : : Chemotherapy alone
g | | Median Overall
5 50+ : I No. of Survival
= ; ! Patients  (95% Cl)
E a0 | . mo
>
o) | : Nivolumab plus 179  NR (NR-NR)
30 : I Chemotherapy
i : Chemotherapy 179  NR (NR-NR)
20 : . Alone
I : Hazard ratio for death, 0.57
10 ! ] (99.67% Cl, 0.30-1.07)
: - P=0.008
o I I I i I I I : I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months
No. at Risk
Nivolumab plus chemotherapy 179 176 166 163 156 148 146 143 122 101 72 48 26 16 7 3 O
Chemotherapy alone 179 172 165 161 154 148 133 123 108 80 59 41 24 16 7 2 O

Forde, N EnglJ Med 2022; 386:1973-1985
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CheckMate 816: EES - 3 year follow up

CheckMate 816: 3-y efficacy/safety update and biomarker analyses

NIVO + chemo Chemo
(n=179) (n=179)

100 Median EFS, mo NR 21.1
(95% Cl) (31.6-NR) (14.8-42.1)
80 77% HR (95% CI) 0.68 (0.49-0.93)
~ 60 - ! : 57%P
X2 ! ! : NIVO + chemo
2 | -~ =
L . : 47% grilsre o a1
40 o 43%°, Chemo
20 E | i
0 [ | | i [ [ [ i [ [ [ i [ [ [ [ [ 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at risk Months from randomization

NIVO + chemo 179 152 136 125 119 108 104 100 97 94 88 69 57 38 20 13 6 5 0
Chemo 179 146 128 110 95 84 79 72 67 62 60 48 39 27 15 13 4 4 0

Minimum/median follow-up: 32.9/41.4 months.
aExploratory analysis. Time from randomization to any disease progression precluding surgery, disease progression/recurrence after surgery, progression in patients without surgery,
or death due to any cause per BICR. Patients who received subsequent therapy were censored at the last evaluable tumor assessment on or prior to the date of subsequent therapy.

5¢95% Cls for 3-year EFS rates: °48—64; ¢35-51.
’ g Girard N, European Lung Cancer Congress 2023
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CheckMate-816: Key Points

= Three-year update to the randomized phase IlIl CheckMate 816 study showed improved long-term event-free
survival in patients with resectable NSCLC.

= Among patients who underwent surgery, fewer in the nivolumab-plus-chemotherapy arm had disease recurrence
compared with patients who received chemotherapy alone (28% vs 42%). Fewer distant recurrences were
observed with nivolumab plus chemotherapy (10% of patients) vs chemotherapy alone (22%), with a significant
reduction in central nervous system recurrences (4% vs 15%).

= Results also demonstrated an improved overall survival trend and tolerable safety profile.

= Exploratory biomarker analysis (four-gene inflammatory signature, CD8A, STAT1, LAG3, and CD274, assessed by
transcriptome) suggested potential for identifying patients who may derive the greatest clinical benefit.

https://ascopost.com/issues/may-10-2023/checkmate-816

CITY OF HOPE Updates in Inmunotherapy for Lung Cancer 8
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Outline

= Adjuvant setting
o IMpower-010
o KEYNOTE-091

CITY OF HOPE Updates in Immunotherapy for Lung Cancer



[Mpower-O10

A. Patients With PD-L1 TC > 1% Stage II-llIA NSCLC

100+
Atezolizumab BSC
(248 patients) | (228 patients)
§ 80+ Median DFS (95% Cl), mo | NE (36.1, NE) | 35.23(29.0, NE)
% Stratified HR (95% CI) 0.66 (0.50, 0.88)
-% 60 i 60.0% P value® 0.004¢
3 Median follow-up: 32.8 mo (range, 0.1-57.5)
% 407 : 48.2%
g :
@ '
Q 20" 1
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54
Months
No. at risk

Atezolizumab 248 235 226 217 208 198 190 181 159 134 111 76 54 31 22 12 8 3 3
BSC 228 212 186 169 160 151 142135117 97 80 59 38 21 14 7 6 4 3

CITY OF HOPE

Updates in Inmunotherapy for Lung Cancer

B. All Randomly Assigned Patients With Stage II-IIIA NSCLC

1004
Atezolizumab BSC
(442 patients) | (440 patients)
§ 80- Median DFS (95% CI), mo | 42.3 (36.0, NE) [35.3(30.4,46.4)
< 70.2%
= b Stratified HR (95% Cl) 0.79 (0.64, 0.96)
..E 60 0.02*
3 i Median follow-up: 32.2 mo (range, 0-
A e e R . it DT TP Pe 57.5)
£ 4
g
0
o 20
0_ 1 T T T T T T T L) L) T T T T T T L] L] T
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
No. at risk

Atezolizumab 442 418 384 367 352 337 319 305 269 225 185120 84 48 34 16 11

5 3

BSC 440 412 366 331 314 292277 263 230 182146102 71 35 22 10 8 4 3

J Clin Oncol 39, 2021 (suppl 15; abstr 8500)
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[IMpower-010 - Role of KRAS mutation

CITY OF HOPE

Stage II-IITA WES-BEP

KRAS WT stage II-IIIA
WES-BEP

mMKRAS stage II-I1IA
WES-BEP

mKRAS SP263-evaluable stage II-ITIIA
WES-BEP

mKRAS SP263-evaluable PD-L1 TC
>1%
stage II-IIIA WES-BEP

mKRAS SP263-evaluablePD-L1 TC
<1%
stage II-IIIA WES-BEP

NR, not reached; WT, wild type.

NR
n=270

42.3
n=208

NR
n=62

NR
n=61

© 2023 by American Society of Clinical Oncology

314
n=266

31.4
n=210

25.2
n=56

25.2
n=56

21.7
n=32

31.6
n=24

0.70
0.54, 0.91

0.74
0.55, 1.00

0.56
0.32,0.99

0.57
0.32,1.02

0.52
0.25, 1.08

0.67
0.26,1.73

Updates in Immunotherapy for Lung Cancer

https://ascopubs.org/doi/abs/10.1200/JC0.2023.41.16_suppl.8522
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PEARLS/KEYNOTE-091:
Randomized, Triple-Blind, Phase 3 Trial

Peters PEARLS KN091 ESMO 2022

Eligibility for Registration

» Confirmed stage IB (T 24 cm), I,
or IIANSCLC perAJCCv7

» Complete surgical resection with

PD-L1 testing
done centrally using

PD-L1 IHC
22C3 pharmDx

negative margins (RO)
* Provision of tumor tissue for
PD-L1 testing

Eligibility for Randomization

*» No evidence of disease

+ ECOGPSOor1
» Adjuvant chemotherapy
» Consideredforstage IB (T 24 cm)
disease
» Strongly recommended for stage ||

and |I|Adisease
* Limited to =4 cycles

Pembrolizumab 200 mg Q3W
for =18 administrations (~1yr)

Placebo Q3W
for =18 administrations (~1yr)

Stratification Factors
* Disease stage (IBvs llvs IIIA)
* PD-L1TPS (<1% vs 1-49% vs 250%)
* Receipt of adjuvant chemotherapy (yes vs no)

» Geographic region (Asia vs Eastern Europe vs
Western Europe vs rest of world)

ClinicalTrials.gov identifier, NCT02504372.

CITY OF HOPE Updates in Inmunotherapy for Lung Cancer

Dual Primary End Points
* DFSin the overall population
* DFSin the PD-L1 TPS250%
population

Secondary End Points

* DFSin the PD-L1 TPS 21% population

*« OSin the overall, PD-L1 TPS 250%, and
PD-L1 TPS 21% populations

* Lung cancer-specific survival in the
overall population

» Safety

12



Peters PEARLS KN091 ESMO 2022

DFS: Pembrolizumab vs Placebo by PD-L1 TPS

TPS 250% TPS 1-49% TPS <1%
HR 0.82 (95% CIl, 0.57-1.18) HR 0.67 (95% CI, 0.48-0.92) HR 0.78 (95% CI, 0.58-1.03)
P=0.14
Median (95% CI). mo Median (95% CI), mo Median (95% CI), mo
Pembrolizumab: NR (44.3-NR) Pembrolizumab: 44.2 (34.9-NR) Pembrolizumab: 47.4 (35.0-NR)
Placebo: NR (35.8-NR) Placebo: 31.3 (22.5-NR) Placebo: 34.9 (25.5-NR)

1004

100 -

179.5% 576.6%

90 90—
804 80—
70— 70—
= 607 . ® : = 607 :
S 50 : . . g , @ 50+ ! !
Q | H ' [=] | [=] H >
40 ' : : ! 40 ' . '
30- i E E i 30- i 5
20- ! : : , 20- ; 5 5
104 ! ; ; : 10 i ! E
0 1 Il 1 i 1 ; 1 1 1 1 1 0 1 ; 1 ; 1 ; 1 1 1 1 1 0 1 l: 1 i 1 I' 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Months Months Months
No. at risk No. at risk No. at risk
168 145 126 99 69 50 26 22 7 4 0 0 189 158 137 113 84 61 22 20 9 5 1 0 233 190 171 146 111 74 34 28 12 7 0 0
165 140 121 100 75 54 28 22 8 6 1 0 190 159 128 97 75 45 15 122 5 3 0 0 232 194 160 129 91 61 29 23 9 9 0 0

Data cutoff date: September 20, 2021

CITY OF HOPE Updates in Inmunotherapy for Lung Cancer 13



Peters PEARLS KN091 ESMO 2022

DFS: Pembrolizumab and Placebo by PD-L1 TPS

Pembrolizumab Placebo
100
| , 90- T45%
§ ° 80 il
| | s | 57.6%
: | i° 70— : ; |
1 N T ' '
S i i y = 607 i ‘
P ! i E @ 50- | E
o ! : ! | a : ! :
| i E 40 | ; :
| 5 | 30 ; | g
20 E i EMedian (95% Cl), mo 20 i E iMedian (95% Cl), mo
! ! | TPS 250%: NR (44.3-NR) ! | i TPS 250%: NR (35.8-NR)
10 E : | TPS 1-49%: 44.2 (34 9-NR) 104 ! : { TPS1-49%: 31.3 (225NR)
; | | TPS <1%: 474 (35.0NR) i 5 i 349 (255NR)
0 — T+ T 1T T 717 T 1 0 — T+ T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Months Months
No. at risk No. at risk
168 145 126 99 69 50 26 22 7 4 0 0 165 140 121 100 75 54 28 22 8 6 1 0
189 158 137 113 84 61 22 20 9 5 1 0 190 159 128 97 75 45 15 12 5 3 0 0

190 171 146 111 74 34 28 12 7 0 0

Data cutoff date: September 20, 2021

CITY OF HOPE Updates in Inmunotherapy for Lung Cancer



Perioperative NSCLC Immune Checkpoints:

Both studies are positive and agents approved by FDA; however, efficacy is rather modest and no OS data yet

Surprising discrepancy of the PDL1 role as a predictive marker

Similar expected rates of irAEs

Will be more controversy now with neoadjuvant and perioperative data

Controversy about use in EGFR mutated tumors (especially after ADAURA resulted)

https://ascopost.com/issues/may-10-2023/checkmate-816
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Outline

= Perioperative setting
o AEGEAN
o KEYNOTE-671
o NEOTORCH
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B
AEGEAN: A Phase 3 Trial of Neoadjuvant Durvalumab +

Chemotherapy

Study population

Treatment-naive
ECOGPS0or1

Resectable NSCLC*
(stage IIA-IIIB[N2]; AJCC 8™ ed)

Lobectomy, sleeve resection, or
bilobectomy as planned surgery®

Confirmed PD-L1 statusT

No documented EGFR/ALK
aberrations®

Durvalumab 1500 mg IV + Durvalumab 1500 mg IV

platinum-based CT?

Q3W for 4 cycles Q4W for 12 cycles

Randomization stratified by:

+ Disease stage (Il vs )
+ PD-L1 expression (21% vs <1%)

Placebo IV + Placebo IV
platinum-based CT? QAW for 12 cycles
N=802 Q3W for 4 cycles

randomized

Endpoints: All efficacy analyses performed on a modified population that excludes patients with documented EGFR/ALK aberrationsT

Primary:

pCR by central lab (per IASLC 2020")
EFS using BICR (per RECIST v1.1)

Key secondary:
MPR by central lab (per IASLC 20201)
*+ DFS using BICR (per RECIST v1.1)
- 0OS

*The protocol was amended while enroliment was ongoing to exclude (1) patients with tumaors classified as T4 for any reason other than size; (2) patients with planned pneumonectomies; and (3) patients with documented EGFR/ALK
aberrations. TWentana SP263 immunchistochemistry assay. *Choice of CT regimen determined by histology and at the investigator's discretion. For non-squamous: cisplatin + pemetrexed or carboplatin + pemetrexed. For squamous:
carboplatin + paclitaxel or cisplatin + gemcitabine (or carboplatin + gemcitabine for patients who have comorbidities or who are unable to tolerate cisplatin per the investigator's judgment). *Post-operative radiotherapy (PORT) was

permitted where indicated per local gquidance. TAll efficacy analyses reported in this presentation were performed on the mITT population, which includes all randomized patients who did not have documented EGFR/ALK aberrations.

CITY OF HOPE

Heymach AACR 2023
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PCR (central lab)

CITY OF HOPE
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AEGEAN: pCR and EFS using RECIST v1.1 (BICR) (mITT)

Difference = 13.0%
(95% CI: 8.7-17.6)t

D arm
(N=366)

PBO arm
(N=374)

P-value = 0.000036
based on interim
analysis (n=402y

D arm PBO arm
No. events / no. patients (%) 98/366 (26.8) 138/374 (36.9)
1.0 7 mEFS, months (95% CI) NR (31.9-NR) 25.9 (18.9-NR)
0.9 1 Stratified HR* (95% ClI) 0.68 (0.53-0.88)
0.8 4 73.4% Stratified log-rank P-value 0.003902

524

Probability of EFS
o
o
1

Median follow-up (range) in censored
patients: 11.7 months (0.0-46.1)

EFS matunty: 31.9%
+ Censored

%1
1
1
1
1
1
1
1
1
1
1
[
1

] ] 1 ] ] 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months)

No. at risk:
D arm 366 336 271 194 140 90 78 50 49 31 30 14 1 3 1 1 0
PBO arm 374 339 257 184 136 82 74 53 50 30 25 16 13 1 1 0 0

D0 = Mov 10, 2022, EFS is defined as ime from randomization o the cadizet of: (A) progressive dizease (PD) that preciudes surgery; (B) PD discoversd and reported by the investigator upon atternpiing surgery that prevents completion of surgery; (C) localidistant recurrence using BICR
per RECIST vi.1; or (D) death from any cause. *HR <1 favors the D arm versus the PBO arm. Median and landmark estimates calculated using the Kaplan-Meier method; HR calculated using 2 stratified Cox proportional hazards model; and P-value calculsted using a strafified log rank
test Strafification factors: disease stage (Il vs I} and PD-L1 expression status (<1% vs =1%). Sianificance boundary = 0.009894 (based on total 5% aleha). calculated using a Lan-DeMets alpha spending function with O'Brien Fleming boundary. mEFS, median EFS; NR. not reached.

Heymach AACR 2023
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AEGEAN: EFS subgroup analysis

Median EFS, months (95% Cl)

D arm PBO arm
Subgroup n (N=366) (N=3T4) HR (95% CI)
All patients 740 NR {31.9-NR) 259 (18 8-NR) —a— : 0.68 (0.53-0.88)
Age at randomization =G5 years 358 NR (NR-NR) NR (18 9-NR) ——— 0.71{0.47-1.04)
=65 years 382 NR {17 .9-NR) 245 (13.6-31.1) I—l—i: 0.69 (0.48-0.87)
Sex Male 530 NR {31.9-NR) 229 (14.3-31.1) —e— | 0.61 {(0.44-0.82)
Female 210 NR (17.5-NR) NR (13.6-NR) f -: i 0.95 ({0.58-1.56)
ECOG PS ] h0G NR {31.9-NR) 254 (14.3-NR) ——— 0.65 (0.47-0.89)
1 234 NR (21.8-NR) 259 (14 3-NR) |—+—:—| 0.78 (0.49-122)
Race* Asian 307 NR (NR-NR) 254 (13.9-NR) —— 0.60 (0 40-0.50)
Non-Asian 433 319 (21 8-NR) 26.2 (14 3-NR) ——H 0.76 {0.54—1.06)
Smoking Current 190 NR (NR-NR) 14.3 (B.1-NR) t - ! : 0.48 (0.28-0.80)
Former 443 NR {31.9-NR) 25.9 (19.5-NR) —a—p 0.79{057-1.10)
MNever 107 NR (NR-NR) 245 (14 3-NR) } - : | 0.76 {0.35-1.58)
Histology Squamous 360 NR {31.9-NR) 26.2 (13.0-NR) —s— 4 0.71 {0.49-1.03)
Non-squamous 375 NR (NR-NR) 254 (14 3-NR) |—.—'| 0.69 (0.48-0.99)
Disease stage Stage [l 214 MR (NR—NR) 3.1 (25 4-NR) f - T i 0.76 {0.43-1.34)
(AJCC 80 ed.) Stage llIA 338 NR (NR-NR) 19.5 (11.7-NR) —— 1 0.57 (0.35-0.83)
Stage IIIB 186 319 {11.7-NR) 18.9 (11.8-NR) I - : i 0.83 {0.52-1.32)
PD-L1 expression at baselinet TC <1% 247 NR {14 9-NR) 206 (13.9-NR) ———1 0.76 (0. 49-117)
TC 1-49% 277 NR {31.9-NR) 254 (12 2-NR) [T 0.70 {0.46—1.05)
TC =50% 216 NR (NR-NR) 26.2 (14.3-NR) } - I 0.60 {0.35-1.01)
Planned necadjuvant Cisplatin 196 NR (NR-NR) 3.1 (14.3-NR) } - ] 0.59 {0.35-1.00)
platinum agent Carboplatin h44 MR (31.9-NR) 254 (14.3-NR) |—l—|: 0.73 {0.54-0.88)
0.25 0.5 i 2
HR
DEC = Now 10, 2022; median EFS solow-up in censored patients: 11.7 months (range: 0.0-45.1); EFS matrity: 31.9%. Medan cakulated using Favors D Favors PBO

Tie Kapian—Meier method; HR for all patients (miTT) calculaied wsing a svatfied Cox peoportional hazards model. HR'S for subgroups cakculasd using
unstratifed Com proporticnal hazands models. The s@e of cicles is proporional i the number of events far each subgroup, and the haonzoental bars
represent Tie 95% Cls. *Race was sel-reported cer the electronic case repon frm. tDetemined using the Vertana SP263 immanohisiochemistrs assav.
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NEOTORCH: Perioperative Toripalimab + Chemo vs Chemo in Resectable Stage I1/I1I
NSCLC

Neotorch is a randomized, double-blind, placebo-controlled, Phase Ill trial evaluating the efficacy and safety of
perioperative toripalimab plus chemotherapy, followed by toripalimab maintenance vs perioperative chemotherapy
alone in resectable stage I/lll non-small cell lung cancer (NSCLC)

Toripalimab Toripalimab
240mg 240mg Toripalimab Primary endpoints:

Y = 240mg « EFS by Investigator (stage IIl)

* Newly diagnosed , A At e ;
resecs;ablcgstagc I Platinum-based g2 Platinum-based * EFS by Investigator (stage II-I11)

I NSCLC
* EGFR/ALK wild Q3W 3 cycles

chemotherapy chemotherapy Q3W up to 13 « MPR evaluated by BIPR (stage I11)
cycles * MPR evaluated by BIPR (stage II-1Il)
Q3W 1 cycles
type
* Biopsy tissue
available for
biomarker analysis
» Evaluable lesions
* Planned enroliment

N=500

Secondary Endpoints:
+ Overall survival
Placebo Placebo * pCR by BIPR/site pathologist for stage
+ + Placebo Il and stage [I-111
Platinum-based Platinum-based « EFS by IRC for stage Il and stage II-1ll
chemotherapy chemotherapy Q3W up to 13 « Disease-free survival
cycles + Safety and feasibility of surgery

SURGERY

Q3W 3 cycles Q3W 1 cycles

Stratification factors:

*llvslliAvs 1B EFS: Event-Free Survival

* Lobectomy vs pneumonectomy MPR: Major Pathologic Response

* Non-squamous vs squamous BIPR: Blinded Independent Pathologic Review

« PD-L1 TC expression: = 1% vs < 1% or non-evaluable pCR: Pathological Complete Response
IRC: Independent Review Committee

Lu, S, ASCO 2023
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NEOTORCH: EFS

Intent-to-treat Stage Ill patients assessed by IRC per RECIST v1.1

1-¥r EFS -¥r EFS
Rate % Rate % Nao., of Events/ Median EFS

B0.T%% 6. 7" No. of Patients mo (95% CT)
| Censored

loripalimab + Chemao

Toripalimal + Chemo Median follow-up: 18.25 months

urviva

HR 0.40 (95%CI 0.271, 0.572)

(% of patients)

nominal P<0.0001

Event-Free S

II':
|
|
|
|
|
|
|
|
|
|
|
i
|
|
|
|
|
|
|
|
|

|
|
|
|
i
|
I
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
T

12 24

Months

No. at Risk

Data cutoff date: Now. 30, 2022
NE: not evaluable

HE: Hazaird ratio

CI; confidence mberval

Lu, S, ASCO 2023
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B
NEOTORCH: Subgroup Analysis

' Toripalimab + Chemo Placebo + Chemo Hazard Katio
AL Events/Total Events/Total (95% CI)
Disease Stage
11 p—— i 34136 65136 0.44 {0,287, 0.661)
B —_— I 13/65 o4 0.30(0.149, 0.5359)
PD-L1 Expression |
TC==1% | 28133 65132 031 (0,197 0.481)
TC=1% or Not Evaluable . | 1560 3270 0.59 (0,327, 1.054)
Pathological Type |
Mon-squamons Cell Carcinoma L - i 12/45 21445 0.54 (0,257, 1.07T9)
Squamous Cell Carcinoma —— I 35157 T6/157 035 (0234 0.523)
Age I
=63 —ee—i I 33140 66138 0.41 (0,267, 0.618)
== k - I 14/62 3164 0.34 (0,177, 0.635)
SEX I
Male NP | 42/181 91/189 0.38 (0,259, 0.541)
Female » = I J a1 &/13 0 54 (0154 1.7T95)
ECO I
1] - I 20070 3BT 044 (0,249, 0,743)
| —. I 27132 59129 (.36 (0.226, 0.566)
Smoking I
Yes (Including Smoker or Former) e | | 39174 ER/1E] 0.37 (0252, 0.539)
No » . : ‘ 8/28 9/2] 0.52 (0,193, 1.358)
ﬂ.lf.lﬂf.l Djﬂl} 1 6% 1.&!]0 I.I:.Iﬂﬂ
Toripalimsb Barir ¥ *  Placebio Betier

Lu, S, ASCO 2023
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I
KEYNOTE-671 Randomized, Double-Blind, Phase 3

Pembrolizumab 200 mg IV Q3W
+

Key Eligibility Criteria Cisplatin and Gemcitabine® Pembrolizumab 200 mg IV Q3W

) or
= Pathologically confirmed
roscctabie str;ge II, WA, or B Cisplatin and Pemetrexed® forup to 13 cycles

(N2) NSCLC per AJCC v8 for up to 4 cycles
= No prior therapy

- Able fo undergo surgery . Placebo IV Q3W
- Provision of tumor sample for i _ * P
PD-L1 evaluation? Cisplatin and Gemcitabine Placebo IV Q3W

or
- ECOGPS0o0r1 Cisplatin and Pemetrexed® for up to 13 cycles

for up to 4 cycles

Stratification Factors
- Disease stage (11 vs Il
- PD-L1 TPS? (<50% Vs =50%)

- Hislology (squamous vs nonsquamous) Key secondary end points: mPR and pCR per blinded, independent
- Geographic region (east Asia vs not east Asia) pathology review, and safety

Dual primary end points: EFS per investigator
review and OS

3 Assessed at a central laboratory using PD-L1 IHC 22C3 pharmDix. ® Cisplatin 75 mgém? 1V Q3W + gemcitabine 1000 magfm?® IV on days 1 and 8 Q3W was pemitted for squamous histology only. = Cisplatin
TS5 ma/m? [V Q3W + pemetrexed 500 mag/m? IV Q3W was permitted for nonsguamous histology only. 9 Radiotherapy was to be administered to participants with microscopic positive margins, gross residual
diseasa, or extracapsular nodal extension following surgery and to participants who did not undergo planned surgery for any reasaon other than local progression or metastatic disease. Clinical Trials gov
identifier NCTO3425643.

Wakelee ASCO 2023
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KEYNOTE-671: mPR and pCR

mPR?2 pCRP
20 - 50 -
45 - I_ A19.2 (13.9-24.7) — 45 4 A14.2 (10.1-18.7)
P <0.00001 P <0.00001
40 - 30.2% ) 40 - )
O 35 - (25.7-35.0) 5 35 -
E 30 - E 30 o
— il J 18.1%
8 25 o 25 (14.5-22.3)
- 20 A °.20
1'd 11.0% Y
o 15 - (8.1-14.5) O 15 -
= o
10 - 10 - 4.0%
5 . 5 . [2.3;.4}
0 0
Pembro Armrm FPlacebo Armn Pembro Armrm FPlacebo Armn
(N = 397) (N = 400) (N = 397) (N = 400)

APer |ASLC criteria, defined as =10% viable tumor cells in resected primary tumor and ymph nodes. ® Per IASLC criteria, defined as absence of residual invasive cancer in resected primary tumor and
lymph nodes (ypTOMis ypNO). Data cutoff date for 1A1: July 28, 2022.

Wakelee ASCO 2023
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KEYNOTE-671: EFS

Pts w/f Median
100=- Event (95% CI), mo
12-mo rate 24-mo rate
90+ Pembro arm 35.0% NR (34.1-NR)
80- 73,99, Placebo arm 51.3%  17.0 (14.3-22.0)
70—
60—

EFS, %
S
|

40.6% HR 0.58 (95% CI, 0.46-0.72)
40_ %u_‘_u_l_‘u_‘_‘ P < ﬂ.ﬂﬂﬂﬂ1
30
20—
10+
G lllllllllll lllllllllll Illlllllllllllllllllllllllllll

0 6 12 18 24 30 36 42 48 o4
No. at risk Months

387 330 236 172 17 72 42 11 ] ]

400 294 183 124 74 38 24 g 1 ]

EFS defined as time from randomization to first occurrence of local progression precluding planned surgery, unresectable tumor, progression or recurmrence per RECIST v1.1 by investigator assessment, or
death from any cause. Data cutoff date for 1A1: July 29, 2022 (median follow-up, 25.2 mo [range, 7.5-50.6]).

Wakelee ASCO 2023
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I EEE—————N———NRRRREeeeee
KEYNOTE-671: Subgroup Analysis

Subgroup Events/participants Hazard ratio (95% CI) Subgroup Events/participants Hazard ratio (95% CI)
Pembro Placebo Pembro  Placebo
Arm Arm Arm Arm
Owerall 1394397  205/400 -+ 0.58 (D 46-0.72) Orwverall 1394397 205400 - 0.58 (0.46-0.72)
Age Pathologic stage
<G5y 74221 113214 - 0.53 (0 35-0.71) ] /118 48/121 —— 0.65 (D.42-1.01)
ZBSy 65176 921186 —— 0.64 (0.46-D.88) lLa, BO/217 1241225 —— 0.54 (0.41-0.72)
Sex e 2ai62 3354 —— 0.52 (0.31-0.58)
Female IMa 25116 —— 0.44 (0.25-0.68) pH status
Male 108/279 150284 - 0.63 (D.459-0.80) pND 51148 TO/M42 —— 0.57 (D.40-0.82)
Race pHA1 23081 33 —— 0.60 (0.36-1.01)
White 85250 1230239 — 0.54 (D41-0.72) pH2 63168 102187 — 0.57 (D.42-0.78)
All others 46134 70/145 —— 0.62 (0.42-0.89) PD-L1TPS
Geographic region <1% 63138 80/151 — 0.77 (0.55-1.07)
Easzt Asia 43123 57121 —4— 0.66 (0.45-0.99) 1-49% 44127 621113 —— 0.31(0.34-0.73)
Mot east Asia 96274 1480279 — 0.54 (D .41-0.69) =509 32132 631134 —— 0.42 (0.28-0.65)
Smoking status EGFR mutation
Current 37196 27M03 —— 0.32 (0-34-0.78) Mo 3111 64127 —— 0.48 (0.31-0.74)
Former 34247 1280250 — 0.57 (0.43-0.75) Yes 1114 1019 +* 0.09 (0.01-0.74)
Mewver 18054 2v47 — 0.68 (D_36-1.30) Unknown 107272 1317254 -+ 0.64 (D.49-0.83)
Histology ALK translocation
Monsquamous 73226 1070227 — 0.58 (D 43-0.78) Mo 200104 T&I1M133 —— 0.41 (0.26-0.62)
Squamous BEMT1 98MT3 - 0.57 (0.41-0.77) Inknown 1064281 128258 - 0.63 (0.49-0.582)
ﬂ._E]1 ﬂ.i]S UTE [115 1_5 :I?. I:].EIH D.EJS DI.E I:II.S 1 i é-

Pembro Plac:i:eh-o Pembro F'Iat:ébu
Arm Better Arm Better Arm Better Arm Better

Per the prespecified analysis plan, subgroups with =30 participants are excluded from the forest plot. Subgroups for stage 1A and 1B and pM status were post hoc; all other subgroups were prespecified.
Data cutoff date for 1A1: July 28, 2022,

Wakelee ASCO 2023
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KEYNOTE-671: Exploratory EFS Analysis by mPR

100+
90+
80+
70
60+
50+
40-
30+
204
10+
0=

0 6 12 18 24 30 36 42 48 54

: Months
No. at risk
120 17 99 79 60 30

2l 213 37 93 42

44 42 36 28 22 12

356 252 47 96 52 26 |
mPR defined as =10% viable tumor cells in resected primary tumor and ymiph nodes. EFS defined as time from randomization to first occurrence of local progression precluding planned surgery,
unresectable tumor, progression or recurrence per RECIST v1.1 by investigator assessment, or death from any cause. Data cutoff date for [A1: July 29, 2022,

by 111111 gy |

II‘ 11l [T Pembro, with mPR
| LA |

J_IJ_U_ With mPR
HR 0.54 (95% ClI, 0.24-1.22)

Placebo, with mFPR
Ll L]

EFS, %

] Pembro, without mPR

L THETERNINTTTY Without mPR
HR 0.73 (95% CI, 0.58-0.92)

UL

TN | Placebo, without mPR

| i o
[ e e e

Wakelee ASCO 2023
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Perioperative NSCLC Immune Checkpoints:

= |mpressive and similar EFS and pCR rate in all three trials. Similar study design.

= No obvious tumor or demographic characteristics to serve as predictor factors, except PDL-1

= Similar rates of irAEs in all three studies

= Awaiting approval. Will be more controversy when to use neoadjuvant, adjuvant and perioperative regimens
= Controversy about use in EGFR and ALK mutated tumors (KN-671 included these)

= Ongoing work to define more precise molecular predictors. Has to be easy, fast and adaptable in all healthcare
settings

https://ascopost.com/issues/may-10-2023/checkmate-816
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R
Neoadjuvant-Adjuvant or Adjuvant-Only Pembrolizumab in

Advanced Melanoma

No. at Risk

Probability of Event-free Survival

1.0+
0.9~
0.8-
0.7-
0.6-
0.5~
0.4+
0.5~
0.2

iy Neoadjuvant—adjuvant group

Holpf b b Al b ol e b Y bt b e — ot

Adjuvant-only group

0.14 P=0.004 by log-rank test

0.0

0

Neoadjuvant—adjuvant group 154

Adjuvant-only group

CITY OF HOPE Updates in Inmunotherapy for Lung Cancer

159

6 12 18 24 30 36

Months since Randomization

96 69 46 25 17 1
98 67 40 22 10 2

Patel, Ribas, N EnglJ Med 2023 Mar 2;388(9):813-823
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Outline

= Advanced/Metastatic settings
o KEYNOTE-789 (post EGFR TKiI)
o STK11, KEAP1, KRAS and TMB

o Dual vs single immune checkpoint blockade
based

CITY OF HOPE Updates in Immunotherapy for Lung Cancer
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J C-H Yang. ASCO 2023

KEYNOTE-789: Phase 3 Randomized Study (NCT03515837)

Study Population
» Histologically/cytologically confirmed
stage IV nonsquamous NSCLC
* EGFR DEL 19 or L858R mutation
*ECOGPSO0or1

* PD per RECIST v1.1:

—After 1st- or 2nd-generation EGFR TKI
without 7790M mutation

—Atfter 1st or 2nd EGFR TKI with T790M

mutation and osimertinib failure

—Osimertinib failure as 1st-line therapy,
regardless of T790M status

Stratification Factors
*PD-L1 TPS2: <50% vs =250%
* Treatment history: with vs without
osimertinib

» Geographic region: East Asia vs not East
Asia

Pembrolizumab 200 mgP®
+

Pemetrexed 500 mg/m?
+

Carboplatin AUC 5 or
Cisplatin 75 mg/m2c

Q3W x 4 cycles

Placebo
+

Pemetrexed 500 mg/m?
+

Carboplatin AUC 5 or
Cisplatin 75 mg/m2c

Q3W x 4 cycles

End Points

* Dual Primary: PFS per RECIST v1.1 by BICR and OS
+ Secondary: ORR and DOR per RECIST v1.1 by BICR, safety, and patient-reported outcomes

Pembrolizumab 200 mg
Q3W x 31 cyclesP®

+
Pemetrexed 500 mg/m?
Q3wd

Optional crossover:
Pembrolizumab
200 mg Q3W x 35 cycles

Placebo
Q3W x 31 cycles®

+

Pemetrexed 500 mg/m?
Q3wd

°PD-L1 expression was centrally assessed using PD-L1 IHC 22C3 pharmDx (Agilent Technologies, Carpinteria, CA). °If a pasent has documented PD but is benefing clinically, they may receive pembroizumab monotherapy to complete a total of 35
pembrolizumab administraions. “Carboplasn or cisplain therapy is at the invesigator's choice. “Maintenance pemetrexed may condnue past 35 cycles undl reaching a discondnuasion crieerion if the padient is receiving beneft; however, pembroizumab or saline

placebo are limited o 35 cycles. *Pasients could crossover at any Sime during the treatment. To be eligible for crossover, PD must have been verified by BICR.

CITY OF HOPE Updates in Inmunotherapy for Lung Cancer
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KEYNOTE-789: 05

J C-H Yang. ASCO 2023

Overall Survival in PD-L1 TPS 21% and <1% at FA

PD-L1 TPS 21%

Events, n (%) HR (95% Cl)
Pembrolizumab + chemo 88 (83.0) 0.77
Placebo + chemo 110 (89.4) (0.58-1.02)

100+
90+
80+
704
60+

Median (95% Cl)
..18.6 mo (12.5-22.9)

0S8, %

3 26.0%
BO remverrnverrinaserinas e, LR Ry 2
: : 14.1 mo (11.4-18.1)
401 : : 18.3%
. 0
301 13.0%
20 H [N TRTEREN TR R
10
0 N S S |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
. Time, mo
No. atrisk
106 101 92 80 66 58 54 50 40 35 26 21 16 15 10 5 2 0

123 118 99 81 70 60 52 36 32 27 20 18 16 14 13 9 3 0

Data cutoff date: January 17, 2023.

CITY OF HOPE Updates in Inmunotherapy for Lung Cancer

100+

PD-L1 TPS <1%

Events, n (%) HR (95% CI)
Pembrolizumab + chemo 115 (90.6) 0.91
Placebo + chemo 104 (92.0) (0.70-1.19)

Median (95% Cl)
15.7 mo (12.4-18.8)
14.7 mo (12.2-17.3)

40

30 12.0%

20 8.7%

10 J—T‘—.'I‘E

0 S S SR

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
i Time, mo

No. at risk

127 122 114 96
113 108 102 81

79 66 55 47 34 29 23 18 12 8 3 2 1 0
69 55 44 36 29 25 20 11 6 4 3 1 0 0
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STK11: DualvsSingle ICI

CITY OF HOPE

OS by STK11 Mutation Status

Q5 benefit cbserved for T+0D+CT vs CT in STEKTTmwith HR 0.56 and estimafed 32.3% alive at 2 yras vs 4.5%

STKT1Tm
T+O+C T Gl T b |
Ernnie. ik 2451 b= Lot 210z
moE, mo (250 |86 6 25 &) (X JELTh e ] 16T |5 O—14 5]

MR o ) B8 (0CR0—1 R} 18 (0 501 84 —
1.0 1
0.8 1
3
B 06 -
£
0z 4 m]f" |
[ |
nn......"f"'!..'....

i} 3 8 O 1Z1S1E21 2427 J 3335339 47 45
Tome from randomisation [months)
Ho. atrisk .
D+CT 34 2% 13 14 12 3 8 7 T & 5 4 2 1 0

CT 7 7 16 13 '

Updates in Inmunotherapy for Lung Cancer
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DOr. Sclange Petars, WCLES, 2022

STKT1Twt
TeO+C T D+ T &
Eweinty, neT 11BN 7T 123180 1411178
w0 M (B5% G Lavgiid o2 1) T A3 5225 1341115175
R (05%; 1) 0,73 (0 SF00E 0,0 (0G4 Cud) -
1.0
I
o
(]
B G- -
= 1
= 18 1%
04 - "—h.__\_
E— i Bl
%
[:'.E- T\_‘_I_‘M.I
1 | -
1
(| r r T T T T T ] T T T r r - “
O F 6 9 121518 21 24 27 303336 39 42 45
Time from randomisaton (months)
Mo, ofrek

Cr. Sclange Peters, WCLC, 2022

D+CT 163 155 130 114 100 87 79 73 B 5 52 3 2 101 4 D
CT 173 154 131 116 97 8D ™1 &1 45 37 I A5 D
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KEAP1: Dual vs Single ICI

CITY OF HOPE

0S by KEAP1 Mutation Status

O% benefit observed for T+*D+CT v CT in KEAPTmM with HR 0.43 (small sample size)

KEAFPTmM
[ 2= L =) DT |y |
Ewanls. nit = VIS B
Mo, mo S5 [ 13T (7 2-26 5] B4 012 9] 0,75 1-HE)
HER" (oS O] TR TN R R BT -
1.0 9
0.8
BT as-
&
i
a.F
[ |
[ |
1. 0F%
a.o T T T T - = = L = = = = = -
i 3 8 O 1Z1S51E21 2427 303335 39 47 45
Tirme Froem randomisation [monthe)
No. atrisk ,
OD+CT 23 13 43 40 T & 5 4 4 4 3 1 D O @

Updates in Inmunotherapy for Lung Cancer

Or. Sclange FPeters, WCLEC, 2022

KEAPTwt

b =k = D+CT Lo |

Ewveinng, M f =T T
S mo (05% CI) 148 (1151611 1FE(11.7—14 9} 12 (10615 49]
R 5% 1) [TE] ] (0 1—=1101}) -
160
08 -
o
(]
T 05
=
i
02 - I
I - .
1
(| - = T T T T T } T T T = = = u
oD 3 6 9 12151831 24 27 3033 3630 42 45
Time from randomisation (months)
Hl::.:lllrlﬂll . ) )
DCT 307 272 230 193 465 134 119 105 91 T 76 49 ¥ 15 & D
T 342 264 221 192 153 129 10B B3 7O B 51 = 2 13 E [
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KRAS: Dual vs Single ICI

0S by KRAS Mutation Status Dr. Solange Peters, WELE, 2022
Q5 benefif cbsernved for T+D+CT ve CT in KRASm with HR 0.56 and estimated 571.7% alive af 2 yrs vs 25.6%

KRASmM KRASwt
TeD+C T GalT oT TeDeC T D+ oT
Esanis nikd =D 148 Sl Everis, T 104148 1071354 118148
mos, mo RS | AT (9555 5) 128 (7 5—164) 104 (7 513 E.:| me0E mo {O0% CI} [1?.1 ¢13.4-20.1% 17A(12.3-22.8) 414 4{12 E-1B 3+
R s SO [-E . T e X T )] - HR" {08% ClI) 0800 &d-1.04) eZ::Ei0ee-1.13 ) -
1.0 5 10
0.8 - 08
E ]
]
T Of - T 06 -
= =
g ':l 4 4 g |:|_q .
0.2 4 ' 02 -
1
1
o0 +4b——bb-—v--—-—--—r oq ——t
0 3 6 5 12151827 24 27 303 05 20 42 45 O 3 & 9 121579821 2427023336259 42 45
Tirrse Froam randomisation [maontbhe) Time fram randomisation (manths)
R, afrink Mo, o ek
T=0+CT | | | i _ 1T | -| T+0=CT | i 101 | - | i
0+~CT B3 E1 47 41 35 27 28 2 XM & 20 14 55 4 1 1] D=CT 9324 93 109 87 77 B 83 SE 43 41 Ir [ 168 7T 3 1]
CT 53 44 27 B3 M T E 14 13 1 ] i 3 ] ] [ CT M3 122 110 100 36 B3 &0 50 40 33 29 2 17 13 [
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S
CheckMate227: Nivolumab + /- Ipilimumab. TMB.

‘ o Nivo + chemo  Nivo + ipi Chemo
r-lw[:?]-:c:;_']mn r-:ll':'li;;;]:ll [Cnhf:]; [n = 54} [n = 52} |:I'| = 59}
Median PFS,*mo 6.2 77 53 Median PFS,® mo 4.7 31 4.7
100 1004
< HR (vs chemo) 0.56 0.48 ) HR (vs chemo) 0.87 1.17
= el (050 (02 es) (95% C1) (0.57-1.33)  (0.76-1.81)
S 804 80
2 | ]
a
2 60- 60-
o - 1-y PFS = 45% .
p ivol b+ A0
c 40 ! Niveluma - e
g Ij.-',r PES = 27% ipilimumab 1-y PFS = 18% Nivolumahb +
! 7 ' T chemotherapy
u | Nivolumab + 1-y PFS = 18% .
%ﬂ 20 - | chemotherapy 204 A dem Nivelumab +
2 ] _ 11-y PFS = 8% | | 'ﬁé':i ipilimumab
o 0 = i |Chemotherap',r 0  1-y PFS = 16% —+ Chemotherapy
0 3 b 9 12 15 18 21 0 3 6 9 12 15 18 21
Months Months
TMB 210 mut/Mb and <1% tumor PD-L1 expression TMB <10 mut/Mb and <1% tumor PD-L1 expression

BorghaeiH, et al. ASCO 2018. Abstract 9001
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MYSTIC: Durvalumab + /- Tremelimumab. bTMB.

D D+T CcT
bTMB 220 mut/Mb (n=7T) (n=64) (n=70)
mOS, months 12.6 21.9 10.0
{95% CI) (7.8-18.6) (11.4=-32.8) (B.1-11.7)
1.0- HR vs CT® 0.72 0.49
{95% CI) (0.80-1.058) (0.32-0.74) -
0.8 HR vs D® 0.74
g {95% CI) = (0.48-1.11) -
S 064
=
ﬁ 0.4+
=4
o
0.2 - ;
£19.4%
'DG L] T I I I I I T L] T 1

I
O 3 6 9 12 15 18

No'%n% 64 53 44 39 35 30 25 25 23 10
D+T 64 50 47 43 40 37 35 32 29 28 14
18

CT 70 65 51 41 27 25 21

CITY OF HOPE

21

24 27 30 33 36

Time from randomization (months)

12 11 &
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1
2
0

oo o

Probability of OS

D D+T cT
bTMB <20 mut/Mb (n=209) (n=204) (n=185)
mOS, manths 11.0 8.5 118
(95% CI) (8.9-14.9) (6.7-9.8)  (9.6-13.1)
1.0- HRvs CT® 0.93 1.16
‘ (95% CI) (0.74-1.16) (0.93-1.45) -
0.8- HR vs D 1.22
(95% CI) (0.98-1.52) -
0.6+
0.4-
0.2- :
202%;22.9%
D-[} I I I I I I : I I I 1
0 6 9 12 15 18 21 24 27 30 33 36

Time from randomization (months)

209 167 134 114 98 86 72 63 55 49 21

204 161 129
185 162 135

98 75 B5 55 45 39 35 18
110 89 68 53 45 41 34 17

8 0
4 0
1T 0

Rizvi NA, et al. ASCO 2019. ESMO 2019
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Metastatic NSCLC Immune Checkpoints:

= Potential role for ICl in EGFR mutated tumors with high PDL1. However, clinical trial can be better solution

= Presence of KEAP1 or STK11 or KRAS mutations favors dual immune checkpoint blockade

= High TMB, in particular, with low PDL1 favors dual immune checkpoint blockade

https://ascopost.com/issues/may-10-2023/checkmate-816
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