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Outline

**  Proof of concept trials of ICl tumor-agnostic efficacy in dMMR/MSI solid tumors

**  Pivotal studies of ICl in dMMR/MSI metastatic CRC

**  Dual versus single immune checkpoint blockade

v’ Efficacy

V' Safety

v QoL

v Predictive markers?

«*  Clinical guidelines
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Defficient MMR leads to highly mutated and immunogenic tumors

v' dMMR/MSI in CRC: 15% of all cases, 4-7% of mCRC
v" Tumors accumulate thousands of predominantly frameshift mutations that are highly immunogenic
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KEYNOTE-16 - Proof of Concept Clinical PR S T

agnostic approval

Trial (May 2017)
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GARNET trial: Dostarlimab basket trial in dMMR solid tumors

dMMR CRC Cohort
N=115

ORR 43.5% (12% CR)

Primary Endpoint Analysis mPFS 8.4m, mOS NR

Cohort F Overall

FDA granted tumor

Antitumor Activity

agnostic approval
Aug 2021

Cohort A1 dMMR non-EC dMMR solid Figure 2. Progression-Free Survival and Overall Survival for Patients With Mismatch Repair Deficient (AMMR) Solid Tumors

o dMMR EC solid tumors tumors
Characteristic N=141 N=186 N=3272 E Progression-free survival for patients with dMMR solid tumors

Median follow-up time, mo 27.6 29.8 27.7 104,
Confirmed responses, n 64 80 144 Median progression-free survival, 6.9 (95% Cl, 4.2 to 13.6) mo
ORR, % (95% CI) 454 (-37.0—54.0) 43.0 (35.8-50.5) 440 (38.6—49.6) 09
CR, n (%) 22 (15.6) 21 (11.3) 43 (13.1) < 08
PR, n (%) 42 (29.8) 59 (31.7) 101 (30.9) § -
SD, n (%) 21 (14.9) 26 (14.0) 47 (14.4) g |
PD, n (%) 51 (36.2) 63 (33.9) 114 (34.9) < 06 . v)
NE, n (%) CHEL) 17 (9.1) 22 (6.7) § s PFS at 36m " 39'7 A)
Disease control rate, % (95% CI) 60.3 (51.7-68.4) 57.0 (49.5-64.2) 58.4 (52.9-63.8) 'g" ’
Response ongoing, n (%) 53 (82.8) 70 (87.5) 123 (85.4) 5 04 r . ;
Duration of response, median NR NR NR E ] y .
(range), mo (1.18+ to 47.21+) (2.76 to 41.49+) (1.18+ to 47.21+) = 03 !
Duration 212 months, n (%) 51 (79.7) 53 (66.3) 104 (72.2) & 02 1 i :
0.1 : E i

T
] 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50

line by BICR and =6 months of foll . Time since start of study treatment, mo
No. at risk

dMMR solid tumors 327 280 179 155 149 136 122 115 113 102 94 90 82 75 65 61 43 31 24 17 13 8 7 4 2 0

al review; CR, complete respor % ch repair deficient, EC, endom{
B C in Solid Tu

2022 ﬁ&gg #ASC022 R rey At D Andre T et al, JAMA Network Open 2023



KEYNOTE-177: 1L Pembrolizumab vs CT +/- MAb (INV choice) in MSI mCRC
HR-Qol
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v' Long-term improvement in PFS (34% vs 8% progression-free at 5y)
v Strong trend towards improved OS ( A 10%) despite >60% crossover
v' Lower toxicity (22% vs 67% G3-5 AEs) and improved QoL
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Andre T, NEJM 2020 & Lancet 2021 & Ann Oncol 2025; Diaz L, Lancet 2022



How can we overcome resistance?

KEYNOTE 177 PRODIGE 54-SAMCO
First line Pembrolizumab 2"d-line Avelumab

| Addition of:
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Reasons for early PD (29% Pembro vs 12% CT):
v Mis-diagnosis (or missinterpretation of IHC)
v Pseudo-PD

v True primary resistance



CheckMate 8HW

Study design: CheckMate 8HW

» CheckMate 8HW is a randomized, multicenter, open-label phase 3 trial®

Dual primary endpoints in patients with centrally

Key eligibillty criteria: NIVO 240 mg QZW for 6 doses, confirmed MSI-H/dMMR statuse:

followed by NIVO 480 mg Q4W»P  PFS by BICRf (NIVO + IPI vs chemo in 1L)

» PFS by BICRf (NIVO + IPI vs NIVO across all lines)
* MSI-H/dMMR status by local Secondary endpoints in patients with centrally

testing R R R L A R R confirmed MSI-H/AMMR status®:
* Immunotherapy-naive followed by NIVO 480 mg Q4W>  PFS by BICRf (NIVO + IPI vs NIVO in 1L)
« ECOGPSOort * ORR by BICRf (NIVO + IPI vs NIVO in 1L)
* OS (NIVO + IPI vs NIVO across all lines)

Investigator’s choice of chemo® « ORR by BICR' (NIVO + IPI vs NIVO across all lines)
Stratification factors: (mFOLFOX6 and FOLFIRI £ bevacizumab

* Prior lines of treatment or cetuximab)
(Ovs1vs=>2)

» Histologically confirmed
unresectable or metastatic CRC

Other key endpoints in 1L treated patients

» Safety

Treatment until disease progression,

* Primary tumor location unacceptable toxicity, withdrawal of consent
(right vs left) (all arms), or a maximum treatment duration

of 2 years (NIVO and NIVO + IPI arms only)

aClinicalTrials.gov. NCT04008030. PPatients with > 2 prior lines are randomized only to the NIVO or NIVO + IPl arms. Patients can continue NIVO treatment upon early IPI discontinuation. 4Patients
receiving investigator’s choice of chemo are eligible to receive NIVO + IPl upon progression (crossover treatment). ¢Confirmed using either immunohistochemistry and/or polymerase chain reaction-
based tests. fEvaluated using RECIST v1.1. €Time between randomization and data cutoff across all 3 treatment arms. "Median follow-up was 55.1 (range 24.7-68.5) months in all lines.



Checkmate 8HW

Baseline characteristics

Characteristic (all randomized patients) ‘ Category TII]VE) 3"'5[;'
Age Median (range), years 62 (21-86) 63 (20-87) 65 (26-87)
Sex Female 192 (54) 163 (46) 68 (52)
Male 162 (46) 190 (54) 64 (48)
Region US/Canada/Europe 251 (71) 246 (70) 95 (72)
Asia 26 (7) 33 (9) 13 (10)
Rest of world 77 (22) 74 (21) 24 (18)
ECOG PS 0 192 (54) 183 (52) 61 (46)
Number of prior lines of therapy per IRT |0 202 (57) 201 (57) 101 (77)
1 67 (19) 67 (19) 31 (23)
>2 85 (24) 85 (24) 0
Tumor sidedness Right 244 (69) 244 (69) 89 (67)
Sites of metastases?< Liver 140 (40) 149 (42) 57 (43)
Peritoneum 143 (40) 126 (36) 59 (45)
Centrally confirmed MSI-H/dMMR status Yes 296 (84) 286 (81) 113 (86)
No 58 (16) 67 (19) 19 (14)
MSS and pMMR 41 (12) 40 (11) 13 (10)
MSS or pMMR 8(2) 10 (3) 0
Not available® 9 (3) 17 (5) 6 (5)
BRAF, KRAS, NRAS mutation statuse BRAF/KRAS/NRAS all wild type 83 (23) 103 (29) 34 (26)
BRAF mutant 106 (30) 85 (24) 34 (26)
KRAS or NRAS mutant 83 (23) 89 (25) 31 (23)
Unknown 73 (21) 74 (21) 31 (23)

Data are shown as n (%) unless otherwise noted. *Per BICR. "Patients may have had more than 1 site of metastasis. “Sites of metastases not reported: NIVO + IPl, n = 3; NIVO, n = 2; chemo = 1.
dPatients with either centrally confirmed MSS tumors that could not be evaluated or were not tested for MMR status or centrally confirmed pMMR tumors that could not be evaluated or were not
tested for MSI status. ®Patients with tumors that could not be evaluated or were not tested centrally for both MSI and MMR status. Percentages may not add up to 100% due to rounding. 8BRAF and
KRAS/NRAS mutant: NIVO + IPI; n = 9; NIVO, n = 2; chemo, n = 2.

Lenz H-J, ASCO 2025



Primary Endpoint: NIVO + IPl vs Chemotherapy in the 1L setting
PFS by BICR in centrally confirmed dMMR/MSI mCRC

A Progression-free Survival in Patients with Centrally Confirmed MSI-H or dMMR Metastatic Colorectal Cancer

1004
904 9 (95% C Median
) 2 (95 Progression-free
w809 "*”‘%-:w - t—;‘e—‘-:\_.;\'} 7 Nivolumab plus No. of Events/ Survival
g 704 ! — ilimumab No. of Patients  (95% Cl)
é“ 60- i  ME—— mo
o 0 | Nivolumab plus ~ 48/171 NR (38.4-NE)
o 10 21 (95% Cl, Ipilimumab
g i 11732) Chemotherapy ~ 52/84 5.9 (4.4-7.8)
o 304
K] i 14 (95% Cl, Adjusted difference in restricted mean
20 ) 6-25) Chemoth survival time at 24 mo,
104 ! ' SomEagy, 10.6 mo (95% Cl, 8.4-12.9)
0 4 ! P<0.001 with the use of a two-sided stratified
T T T T T T T T T T T T T T ) 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 log:rank test
Months
No. at Risk
Nivolumab plus 171 144 132 122 108 95 92 77 64 53 42 37 22 100 9 1 0
ipilimumab
Chemotherapy 84 53 29 20 10 6 5 5 3 2 0 0 0 0 O 0 O

B Progression-free Survival in All Patients Who Underwent Randomization

1009
Median
90 %
\ Progression-free
u 804 No. of Events/ Survival
g 70 No. of Patients  (95% Cl)
£ 60 mo
S 504 Nivolumab plus  73/202 NR (34.3-NE)
& 40 Ipilimumab
T i Chemotherapy ~ 62/101 6.2 (4.7-9.0)
g . .
& 204 i 7-25
i
104 ! ! Chemotherapy
| I
0 T T T : T T T I T ) T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months
No. at Risk
Nivolumab plus 202 155 141 130 116 99 95 80 67 56 45 40 25 11 9 1 0

ipilimumab
Chemotherapy 101 64 35 25 14 8 6 6 4 2 0 0 0 0 O 0 O

NIVO + IPI
(n = 200)

1L all treated patients

Any Grade Any
grade 3/4 grade

TRAEs,2n (%)
Any TRAEs 160 (80) 46 (23) 83 (94) 42 (48)
Serious TRAEs 38 (19) 32 (16) 17 (19) 14 (16)
TRAEs leading to discontinuation 33 (17) 23 (12) 28 (32) 9 (10)
Treatment-related deaths, n (%) 2(1) 0 (0)
IMAEs,< n (%)
Non-endocrine events
Diarrhea/colitis 13 (7) 9 (5) 1(1) 0
Hepatitis 11 (6) 6 (3) 0 0
Rash 11 (6) 3(2) 0 0
Pneumonitis 4 (2) 3(2) 0 0
Endocrine events
Hypothyroidism/thyroiditis 34 (17) 3(2) 1(1) 0
Adrenal insufficiency 21 (11) 7 (4) 0 0
Hyperthyroidism 18 (9) 0 1(1) 0
Hypophysitis 10 (5) 5(3) 0 0

Andre T, ASCO GI 2024, NEJM 2024




CheckMate 8HW: first results of 1L NIVO + IPI vs chemo

Progression-free survival subgroup analysis

Median PFS,2 months

Category (1L centrally-

confirmed MSI-H/dMMR) Subgroup Chemo Unstratified HR Unstratified HR (95% Cl)
Overall (N = 255) NR 5.9 0.21 1
Age, years <65 (n=138) NR 5.7 0.19 —— :
> 65 (n = 117) NR 5.9 0.24 +' :
Sex Male (n = 117) NR 5.9 0.19 ‘ |
Female (n = 138) NR 6.2 0.22 . :
Region US/Canada/Europe (n = 167) NR 5.7 0.27 < @ .
Asia (n = 28) NR 7.4 0.03 —— :
Rest of world (n = 60) NR 6.2 0.16 + 1
ECOG PS 0 (n=142) NR 9.0 0.22 ‘ :
>1(n=113) NR 4.2 0.20 —— I
Tumor sidedness Left (n =70) NR 4.4 0.22 + :
Right (n = 185) NR 7.1 0.21 _ I
Liver metastases? Yes (n = 87) NR 5.9 0.11 + :
No (n = 166) NR 5.4 0.28 ——
Lung metastases? Yes (n = 53) 13.2 4.9 0.40 _ :
No (n = 200) NR 6.2 0.16 _ |
Peritoneal metastases? Yes (n = 115) NR 4.4 0.19 + :
No (n = 138) NR 7.4 0.23 L 4 !
Tumor cell PD-L1 expression > 1% (n = 55) NR 3.4 0.11 + |
<1% (n = 191) NR 6.5 0.22 ¢ :
BRAF/KRAS/NRAS mutation BRAF/KRAS/NRAS all wild type (n = 58) 34.3 5.4 0.08 — X
status BRAF mutant (n = 72) NR 9.2 0.37 ¢ ¢ :
KRAS or NRAS mutant (n = 45) NR 5.7 0.24 ‘ 1
Unknown (n = 74) NR 4.9 0.17 !
Lynch syndrome Yes (n = 31) NR 7.4 0.28 —— :
No (n = 152) NR 6.2 0.25 _:_ I
Prior surgery Yes (n = 222) NR 7.1 0.21 f T T T T T -: 1
No (n = 33) NR 3.0 0.19 0,02 0,03 0,06 0,13 0,25 0,50 1,00 2,00

FARS 0T computed 1or Subgroups WITH (€SS thal 10 patients per teacmentc arm. “Per BICK. NIVO + IP] «=—» Chemo 12



Primary Endpoint: NIVO + IPIl vs Nivolumab across all lines
PFS by BICR in centrally confirmed dMMR/MSI mCRC

A Number of events/number of patients Unstratified HR for
Centrally i ite i ility-high i pl i progression-free
or mismatch repair-deficient status ipilimumab (n=296) (n=286) survival (95% C1)
100
Median progression-free survival (months) NR 393 Nivolumab plus Nivolumab
95% C1 53-8-NE 22:1-NE ipilimumab
HR (95% CI) 0-62 (0:48-0-81)
g I 0000
80 pvalue 3 J—
£ <65 51/164 70/157 —— 060 (0-42-0-87)
-5 i 265 50/132 66/129 R 0:66 (0-46-0-96)
2 Sex
£ Male 471135 76/149 P 0.60(042-087)
3 40 Female 54/161 60/137 — 0-67 (0-47-0-98)
2 Region
&= N R Vs 39 . 3 m USA, Canada, and Europe 76/209 105/206 — 0-63 (0-47-0-84)
209 H R O 62 P_O 0003 Asia 4123 10/29 +«——a 040 (013-129)
— Nivolumab plus ipilimumab . ) — V. Rest of world 21/64 21/51 B 073 (0-40-1:33)
— Nivolumab Eastern Cooperative Oncology Group performance status
oo T T Tt T ! 0 51164 60/149 — e 069 (0-47-1-00)
Numberat risk 1 50/132 76/137 —_— 0-60 (0-42-0-85)
{nurmber censored) Tumour sidedness
Nivolumab plusipilimumab 296 248 234 225 214 207 200 180 164 146 136 134 121 102 100 61 54 29 23 [} 0
0 (5 (7 (10) (12) (13) (18) (34) (49) (62) (72) (74) (B5) (98) (100) (138) (144) (169) (173) (195) (195) Left 25/80 3272 —_—-— 0:62 (0-37-1.04)
Nivolumab 286 210 101 179 169 164 158 141 124 109 98 95 81 72 69 39 31 15 12 1 0O Right 6/216 104/21. - 0-64 (0-47-0-86
© (65 (9 (1) (12) (13) (16) (25 (39) (50) (58) (60) (73) (81) (83) (111) (119) (135) (138) (149) (150) 9 71 it {04 )
Liver metastases™
Yes 371104 51/106 S S—— 0-68 (0-44-1:03)
B = 1430
All randomised Nivolumab plus Nivolumab Mo 64/190 85/178 060(0:43-083)
1007 ipilimumab (n=354)  (n=353) Peritoneal metastases*
Median progression-free survival (months) 541 184 Yes 441126 53/200 = 055(037-082)
80 95%Cl 44-0-NE 92-282 No 57/168 83/184 —_— 0-67 (0-48-0-94)
- HR (95% C1) 064 (052-079) Tumour cell PD-L1 expression
£ =1% 21472 21/61 RS S 077 (0-42-1-42)
=
E 60 <1% 741214 11213 —a— 057 (0-43-077)
H BRAF/KRAS/NRAS mutation status
“E BRAF, KRAS, and NRAS all wild-type 26/75 37/81 — 0-64 (0-33-1-06)
2
g 407 BRAF mutant 34/98 41/81 PR T 062 (0:39-0-97)
=
g KRAS or NRAS mutant 22/57 31/68 - s 076 (0-44-1:31)
&
54. 1 VS 18 -4m Unknown 16/59 26/55 ™ — 0-48 (0-26-0-91)
20
Lynch syndrome
— Nivalumab plus ipilimumab H R 0 . 6 2, P - 0 . 0003 Yes 19/43 18/40 —_— .- 0-90 (0-47-1:72)
e Mo sz e — 056 (240-0:80)
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 5 60 Unknown 2878 36/78 —_—— 071(0-43-116)
Number at risk Time (months) overall 101/296 136/286 S 0-63(0-49-0-82)
(number censored)
Nivolumab plusipilimumab 354 271 253 240 227 216 208 187 170 152 141 139 126 106 104 63 56 29 23 0 0 o ‘25 0'5 é
() @) (10) (13) (15) (16) (21) (38) (54) (67) (78) (80) (91) (105) (107) (147) (153) (180) (184) (206) (206) = :
Nivolumab 353 230 202 187 177 172 166 146 128 112 101 98 84 75 72 39 31 15 12 1 O . . _‘ > i
0 @ 1) (13) (14) (15) (18) (28) (43) (54) (62) (64) (77) (85) (87) (118) (126) (142) (145) (156) (157) Favours nivolumab plus ipilimumab  Favours nivolumab alone

Andre T, ASCO Gl 2025, Lancet 2025 At data cutoff (Aug 2024), median follow-up was 47 months



CheckMate 8HW

Updated PFS (BICR): NIVO + IPI vs NIVO across all lines
in centrally confirmed dMMR/MSI patients

Centrally confirmed [\ S (| NIVO
100 4 MSI-H/dMMR (n =296) | (n = 286)

—_— Median PFS?2, mo NR 44.3
© 90 1 95% Cl NE-NE  22.1-NE
s 80 - HR (95% Cl) 0.62 (0.48-0.80)
3% 70-
@3 60 -
w = I
ca 50- I
os I 0 0
28 40- ! i ! . ORR: 73% vs 61%
“ O i I 1
g 30 : | ' ! Median follow-up: 55.1 months
a 201 ! . ! |
|
10 - I I ! :
0 L] L] L] L] L] L] L] II L] L] L] : L] L] L] ! L] L] L] L] L] L] 1
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Months

No. at risk
NIVO + IPl 296 248 234 225 214 207 204 196 184 165 156 154 140 118 118 105 100 73 67 36 33 6 3 0
NIVO 286 210 191 179 168 163 159 149 133 118 110 107 94 86 84 73 72 51 46 26 22 3 1 0

 In patients with centrally confirmed MSI-H/dMMR mCRC, NIVO + IPI continued to demonstrated clinically meaningful
improvements in PFS vs NIVO across all lines (HR 0.62, [95% Cl 0.48-0.80])

— These data are consistent with those observed in the all randomized population by local testing (HR 0.63, [95% Cl 0.51-0.78])
Lonardi S, ESMO 2025



CheckMate 8HW

OS: NIVO + IPI vs NIVO across all lines in centrally confirmed patients

Centrally confirmed g\ e N3] NIVO
MSI-H/dMMR (n =296) | (n = 286)

—~ 100 -
X -
~ 90- Median OS, mo NR NR
> , 95% Cl NE-NE NE-NE
= 801 I I HR (95% Cl) 0.61 (0.45-0.83)
a
_8 70 : : D08 ” ,
2 60+ A 169% R
a o 6% les
g L : |
E 40- L | i
= 1 [ 1
30+ I I I ! .
T 20 I I ! ! Median follow-up: 55.1 months
e 7 | |
o I I
5 10 -+ : : I :
0 I I ! .
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Months
No. at risk
NIVO + IPl 296 279 273 267 264 260 257 255 251 240 229 219 209 196 186 175 160 149 118 83 65 35 5 0
NIVO 286 275 263 252 238 228 220 213 207 195 189 182 172 157 148 139 127 122 102 63 50 23 3 0

* In patients with centrally confirmed MSI-H/dMMR mCRC, descriptive analyses indicated that OS favored NIVO + IPI vs
NIVO across all lines (HR 0.61, [95% Cl 0.45-0.83])

— With ~69% of expected events observed (168 of ~243 expected deaths), OS data remain immature

At this interim analysis, only a small alpha was allocated to this endpoint and the threshold was very high (statistical boundary for significance, 0.0007). Lonardi S, ESMO 2025



Pembrolizumab in dMMR/MSI tumors: 10-Years of Follow-Up

Results: Swimmer’s Plot by Best Response

Congestive heart failure

Cardiac arrest ’
P . Liver disease/cirrhosis
Disease progression (2" cancer, )

Myocarditis

Disease progression (2™ cancer)

Cure Rate: 0.483
95% CI: 0.356-0.599

Malnutrition

Among 28 pts with CR: 7 deaths (25%)
- None due to first treated cancer

- 2 due to second cancers

- 1 due to tx-related myocarditis

=t

47% of pts may be cured !!

1
1
I
Il
T

T T

60 72 84

[ ,
il }:——: =——— PR |: Months since the First Dose

_F Disease progression _ g — KM Curve === |Model Estimated s=== Uncured

i - No. at risk

Among 23 pts with PR: 3 deaths (13%) 88 51 37 29 22 16 10
¥ - All due to disease progression
[ v' PD after 2 years was rare (2/88 pts (2.3%))
v' 4 trAEs occurred after 2 years (one G5 — myocarditis)
2ASCO R o T ASCO =

Bever K et al, ASCO 2025
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Toxicity grade

Kinetics of main immune-related AEs

Ipilimumab
7
I/\I T T T \ f’/f T
4 6 8 10 12 14 >30
Duration of treatment (weeks)
Colitis === Endocrinopathy Nephritis

— Skin, rash

; === Pneumonitis
or pruritus

mes Liver toxicity

Martis F, Nature Rev Clin Oncol 2019

Toxicity grade

Anti-PD1/PDL1

AN\

(2]

Toxicity grade

T T ) T T
4 6 8 10 12 14
Duration of treatment (weeks)

Anti-PD1/PDL1 + Ipilimumab

ARAY

>30

\
; 6/ s\> 0 }

Duration of treatment (weeks)



Safety of NIVO + IPIl vs NIVO (all lines)

NIVO + IPI
(n = 352)
All treated patients, n (%) Grade 3/4
TRAEs?2
Any TRAES 285 (81) 78 (22) 249 (71) 50 (14)
Serious TRAEs 65 (18) 55 (16) 29 (8) 24 (7)
TRAEs leading to discontinuation® 48 (14) 33 (9) 21 (6) 14 (4)
Treatment-related deathsc 2 (<1)d 1(<1)e
TRAEs? reported in 2 10% of patients
Pruritus 91 (26) 0 63 (18) 0
Diarrhea 71 (20) 3(<1) 59 (17) 2(<1)
Hypothyroidism 61 (17) 2(<1) 31 (9) 0
Asthenia 58 (16) 2(<1) 44 (13) 2(<1)
Fatigue 42 (12) 1(<1) 35 (10) 1(<1)
Hyperthyroidism 40 (11) 0 16 (5) 0
Arthralgia 38 (11) 1(<1) 23 (7) 0
Rash 34 (10) 3(<1) 29 (8) 1(<1)
Adrenal insufficiency 34 (10) 8 (2) 12 (3) 3(<1)

alncludes events reported between first dose and 30 days after last dose of study therapy. PDiscontinuation of any component of the combination regimen was counted as a drug discontinuation event. Treatment-related
deaths were reported regardless of timeframe. dincludes 1 event each of myocarditis and pneumonitis. No new treatment-related deaths were reported since the previous interim analysis. ©One event of pneumonitis.

André T et al . Presented at ASCO-GI 2025
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CMS8HW HR-Qol of NIVO-IPI vs NIVO across all lines

Summary of mean changes from baseline at week 21 Mean change from baseline in QLQ-C30: Physical functioning

EORTC QLQ-C30"2 EORTC QLQ-CR29* EQ-5D-3L*

Function Symptoms

L Better

w
Better
Better

2
Mean change from baseline

o
Better

Mean change from baseline

0 7 13 2 29 37 45 53 61 69 77 85 93 101 109
a5 : :

No. with measurements at timepoint Timepoint (week)
NIVO + IPI 280 228 196 202 196 196 188 179 180 174 167 158 142 138 9

> NIVO 269 225 210 193 187 177 164 161 145 146 41 141 128 105 10

2 3 & & '3 o )
< 3* e o & & < AV
k3 "f‘— < “.F§ 6@6& \“ee Q\‘;} ¢
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& Q‘\r’d e W &

&

« In both treatment arms, physical functioning scores showed a trend for improvement starting week 7

Mean change from baseline in QLQ-C30: Global Health Status Mean change from baseline in QLQ-C30: Fatigue

'5 Better

Better

-20

-25

Mean change from baseline
w B
H
H
b
-
B
=
i
—_—
Mean change from baseline
s

No. with measurements at timepoint
NVO+IPI 279 228 196
NIVO 265 220 208

202 194
1%0 182

197
173

45 53 61 69
Timepoint (week)

185 178 178 173
161 157 142 143

167 159 142 139 9

-30

T T T T T T T T T T T T T T
0 7 13 21 29 37 45 53 61 6 e 85 93 101 109

Ne. with measurements at timepofnt Timepoint (week)

NIVO « IPI 280 229 196 202 196 196 188 179 180 174 168 159 142 138 9

138 136 125 103 10 NIVO

269 224 211 193 187 177 164 161 145 146 141 141 128 105 10

+ In both treatment arms, GHS scores showed a trend for improvement starting week 7
— Patients in the NIVO + IP| arm exceeded the minimally important change from baseline starting at week 21

mNIVO + IPI mNIVO

* In both treatment arms, fatigue scores showed a trend for improvement starting week 7
— Patients in the NIVO + IPl arm exceeded the minimally important change from baseline starting at week 21
— Patients in the NIVO arm exceeded the minimally important change from baseline starting at week 85

Elez E, ESMO GI 2025



cLI N I cAL P RACTIC E Stage IV unresectable mCRC (RAS-mut, BRAF-mut or
G UI D E LI N Es dMMR/MSI-H): first-line therapy

ESMO Metastatic Colorectal Cancer Living Guideline

v1.3 July 2025

!

N '
BRAF-mut dMMR/MSI-H
[ESCAT I-A] [ESCAT I-A]

First-line Therapy

AAR AP /M & |}

MAMN ..+ AR™AFE 4 _ ~1i
R~RAo-MUL, BRAF-MUL Or amMivir/iviol-n

!

(. A\

[, B Encorafenib-cetuximab-mFOLFOX6" [I, A] Pembrolizumab
2For patients with BRAF-mutated tumours who are also ChT triplet = bevacizumab [l A; MCBS 4]
dMMR, first-line immunotherapy is recommended [I, A]. [I, B]pceo I

Nivolumab-ipilimumab
[I,A; MCBS 4]

bin patients presenting with cardiotoxicity and/or hand-foot
syndrome on 5-FU or capecitabine-based ChT, S-1 may be used

as an alternative [lll, B]. l l

cAdditional details on treatments and drug combinations can N N N A 7

be found under the section ‘Management of advanced and If no PD, If PD,

metastatic disease without potential conversion’ (subsections I? no PD, It PD-_ fraiitanance Soeniimia If PD,_

‘First-line treatment’ and ‘Second-line treatment’). ARG gecond-line therapy therapy second-line
therapy therapy therapy

9FOLFIRI-cetuximab ESMO-MCBS v2.0 score: 4; FOLFOX4—
panitumumab ESMO-MCBS v2.0 score: 4.

€|n a very selected population.

fCAPOX- or FOLFOX4-bevacizumab ESMO-MCBS v2.0 score: 1.
BA triplet with FOLFOXIRI plus bevacizumab is an option for
selected patients with good PS and without comorbidities [I, B;
ESMO-MCBS v2.0 score: 2].

hFDA approved, not EMA approved. If FOLFOX—encorafenib—
cetuximab is not possible, FOLFOX-bevacizumab [Il, B] or
FOLFOXIRI-bevacizumab [ll, B] could be recommended.

© 2025 ESMO. All rights reserved. https:/www.esmo.org/guidelines/living-guidelines/esmo-living-guideline-metastatic-colorectal-cancer



Predictive markers?

Is there any subgroup that should be treated with anti-PD1 alone?

&

*%*  Clinical factors:

v Pts at higher risk of irAEs (past history of autoimmune disorders)
v Elderly, frail, other comorbidities?
v" Low tumor burden, no tumor-related symptoms?

% dMMR/MSI subtypes

L)

v' Type of MMR deficiency? (Lynch vs sporadic, mutated protein)

v" RAS/BRAF mutational profile?

o0

* Immune biomarkers?



Predictive markers - type of MMR defficiency?

v" 3301 dMMR/MSI CRC tumors were profiled by IHC and NGS
v" Real world OS was extracted from insurance claims and calculated from first treatment with ICls
v" 0S with Ipi/Nivo > Pembro in MLH1/PMS2 co-loss due to hypermethylation (sporadic MSI) and PMS2 loss only

Figure 2: Median Overall survival (ICl-treatment to last contact) in dMMR CRC patients (Ipilimumab/Nivolumab vs. Pembrolizumab)

/ A: MLH1_PMS2_hyp \ B: MLH1_PMS2_mut C: MSH2 MSH6 D: PMS2_only \ E:MSH6_only
- - 10k i 10f s Lof ¢ — IpiNive | 1.0F = — IpLNive
108 =) Hﬁ o ™ . sl sk Pembro 50.2m Pembro
L S ] NR ‘ o8
e “ ' o8 51.1m
0.6} Z : 69.6m o4 0.6
0s 06 s 0.4
04
' ~1.26.7m
35.9m | %4 05 " b
02k 0.3f oak
P=0.020 ) P=0.3716 \ - ) ‘ P=0.0292 5o P=0.5751 . ‘ .

( S L L N N L L L -
‘ ” umeolnmnlhs] “ * 0 20 9 0 " N 0 40 €0 80 03 20 30 60 B30 0 20 30 60 80
time [months] time [manths] time [months] time [months]

Figure2: The median OS in patients with MLH1_PMS2_hyp (Fig 2A), MLH1_PMS2_mut (Fig 2B), MSH2_MSHS6 (Fig 2C), PMS2_only (Fig 2D) and MSH6_only (Fig 2E) treated with Ipi/Nivo vs. Pembrolizumab was 64.6m vs.35.9m (p=0.020), NR vs. 69.6m (p=0.3716), 40.2m vs. 31.4m (p=0.201), NRvs. 26.7m
(p=0.0292) and 50.2m vs. 51.1 (p=0.5751) respectively.

CM 8HW - PFS Nivolumab-Ipilimumab vs Chemotherapy CM 8HW - PFS Nivolumab-Ipilimumab vs Nivolumab

-- Ly“':h syndrome .
Category (1L centrally- Yes 19/43 18/40 - e 090 (0-47-172)
confirmed MSI-H/dMMR) Suboup ‘ IPI Unstratified HR Unstratified HR (95% CI) No 4172 78162 056 (0-40-0:80)
BRAFIKRASINRAS mutation  BRAFIKRAS/NRAS all wild type (n = 58) M3 5.4 0.8 — T T =T — TTOTIT
status BRAF mutant (n =72) MR 9.2 037 ——
KRAS or NRAS mutant (n = 45) R 57 0.4 — : Overal 101/298 136/288 —— 063(049-082)
Unknown (n = 74) MR 49 01 —— T T ]
Lynch syndrome Yes (n=31) NR 74 0.28 —— ! 0-25 05 i 2
Noin = 152) MR 62 025 —— - _ S —
Prior surgery Yes (n=212) MR 71 0.2 i ] + : , Favours nivolumab plus ipilimumab  Favours nivolumab alone
No (n =33) NR 3.0 0.19 0,02 0,03 0,06 0,3 0,25 0,50 1,00 2,00
HRs not computed for subgroups with less than 10 patients per treatment arm. *Per BICR. NIVO + IP| «— Chemo

Khushman M, ESMO 2025; Andre T, NEJM 2024, Lancet 2025



Predictive markers — RAS/BRAF mutation profile?

100%{  E3 wid-type EB RAS Mutant E3 BRAF Mutant

% 448 stage I-IV MSI/dMMR CRC profiled by NGS (Salem M, CCR 2025)
¢ RASmut vs BRAFmut/RAS-BRAFwt:

Kruskal-Wallis, p = 0.0038

&

500

immune cells

| s gy ol

% CD8 T cells of all

v lower NTB (Neoantigen Tumor Burden) and PD-L1 expression

v" lower overall inflammation and fewer infiltrating CD8+ T-cells in TIME (Tumor Immune Microenvirenoment)

KN-177 — PFS Pembro vs Chemotherapy CM 8HW - PFS Nivo-Ipi vs Chemotherapy CM 8HW - PFS Nivo-Ipi vs Nivolumab

Subgroup No. of Events/No. of Patients Hazard Ratio (95% Cl) Tomourcell PD-L1 expression
BRAF B ) ) Categry (L cotraly- o 2% 1R w61 ) 077(042-142)
BRAF wild type 7131 ——t osofost-os0) | It S o s i —&— PR
BRAFVS% 577 —a— 048 (027-086) | | sumushussmetin  SWRSIRSAvidse p-) W3 5 o " BANRAULS matin sty
KRAS or NRAS s SR Mt (172 moon o —— BRAE RS and Al widtype. 26775 8t — 064(033-106)
All wild type 95/151 —8— 0.44 (0.29-0.67) KRAS or NRAS mutant (= 45) MR 57 04 —— : BRAF mutant 34/98 4181 [ 062(030-097)
KRAS or NRAS mutant 51/74 —— 1.19 (0.68-2.07) Trkaown =14 0 3] [} —— 1| ®asor s mutant /5 3168 [— oz60413) |
ite of primary tumor Lynch syndrame Yes(n=31) N 74 08 —— : Unknown 16/59 2655 —_— 048(026-091)
Right 137/209 —— 0.54 (0.38-0.77) Mo (n=152) MR bl 05 + 1 Lynchsyndrome
Left 50/88 . — ‘ 081 (0.46-1.43) Prior surgery Yes (n=221) iR 1 o p_._:ﬁ:_,:_ﬁ Ves 198 1840 —E— 090(047-172)
01 10 100 Nofr=3) oW 0 00 003 0% 013 025 050 100 200 Ho s 762 — 056040080
HRs ot computed for subgroups with less than 10 patients per treatment arm, Per BICR. NIVO + IPl = Chemo Unknown 8178 3678 R 071(043-116)
Che Py overal 101296 136/286 —a— 063(040-082)
Better Better
P E— m—
02 05 1 2
—
( [

Salem M, CCR 2025; Andre T, NEJM 2020, NEJM 2024, Lancet 2025



CM-142 Exploratory Immune Biomarkers

Higher expression of inflammation-
related GES associated with
improved response to NIVOLUMAB
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Higher TMB, TIB and degree of MSI
associated with improved response to
NIVOLUMAB + IPILIMUMAB
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Other strategies to overcome primary resistance

Strategy: add chemo/bevacizumab Strategy: add encorafenib-cetuximab (BRAF mutated)
COMMIT (NCT02997228): 1L, phase 3 trial (N = 231)' SEAMARK (NCT05217446): 1L, phase 2 trial (N = 104)2

Encorafenib + cetuximab +

ATEZOLIZUMAB 840 mg IV PEMBROLIZUMAB

*  Previously untreated stage IV mCRC

¢ Untreated MSI-H/dMMR mCRC

. ECOG PS 0-2 * Locally confirmed MSI-H/dMMR 5
 hiessursble disses e FECST vili 5 +  Locally confirmed BRAF V600E mutation 2
’ FOLFOX/bevacizumab? + é . in tumor tissqe or blood PEMBROLIZUMAB g

ATEZO 840 mg IV $2 ° Measurable disease per RECIST v1.1 5

g5 - FECOGPS<1 2

2E . g

28 Adequate organ function Primary endpoint: PFS per investigator 3

Primary endpoint: PFS (ITT population) 2 £ (RECIST v1.1) 5
E <

aOxaliplatin 85 mg/m?2 IV + leucovorin 400 mg/m? IV + bevacizumab 5 mg/kg IV + 5-FU 400 mg/m? IV bolus on day 1 followed by 5-FU 2400 mg/m? IV over 46 hours. 1L, first line; 5-FU, fluorouracil; ATEZO, atezolizumab; BICR, blinded independent
central review; BRAF, B-Raf proto-oncogene; chemo, chemotherapy; dMMR, deficient mismatch repair; ICl, immune checkpoint inhibitor; mCRC, metastatic colorectal cancer; MSI-H, microsatellite instability-high; ORR, objective response rate;
PEMBRO, pembrolizumab; PFS, progression-free survival; PS, performance status; R, randomization. 1. Overman MJ, et al. Poster presentation at the American Society for Clinical Oncology (ASCO) Annual Meeting; June 4-8, 2021; Virtual. Abstract
TPS3618. 2. Kopetz S, et al. Poster presentation at the American Society of Clinical Oncology Gastrointestinal Cancers Symposium (ASCO Gl); January 19-21, 2023; San Francisco, CA. Abstract TPS3634. 3. Andre T, et al. Presentation at the American
Society of Clinical Oncology Gastrointestinal Cancers Symposium (ASCO Gl); January 20-22, 2022; San Francisco, CA. Abstract TPS3639. 27
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Conclusions

*  Pembrolizumab vs CT improves ORR, PFS and QoL, and has a more favorable toxicity
profile and a strong trend towards improved OS despite > 60% crossover as 1L tx of
metastatic dMMR/MSI CRC

** Nivolumab and Ipilimumab vs CT improves ORR, PFS and Qol, and has a more
favorable toxicity profile as 1L tx of metastatic dMMR/MSI CRC. OS data are immature.

** Nivolumab and Ipilimumab vs Nivolumab improves ORR and PFS with a strong trend
towards improved OS as 1L or any line of treatment for metastatic dMMR/MSI CRC

**  Nivo-Ipi vs Nivo is associated with higher rates of irAEs, G3-4 TRAEs (24% vs 17%) and
treatment interruption due to TRAEs (12% vs 4%)

**  Dual PD1-CTLA4 vs single PD1 blockade offers clinically meaningful improvements in
efficacy with somewhat increased toxicity with no detrimental effect on QoL

**  Optimal candidates for single PD1 blockade ? (higher risk of irAEs, Lynch Sd??)

**  Larger follow-up and validated predictive markers needed for more solid conclusions



Open issues & Future perspectives

L)

*

L)

L)

L (4

L)

<

L 4

L)

Dual PD1/CTLA4 blockade:

Optimal dose and schedule

Optimal duration of therapy
Despite success, 35% PD at 5 years — still some room for improvement?

Can we reduce toxicity ?

N X X X

Long-term follow-up
Role of rechallenge and treatment options at PD
As we move to earlier lines of therapy, how will we manage metastatic disease?

How can we overcome primary and secondary resistance
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