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CheckMate 8HW: first results of 1L NIVO + IPI vs chemo
CheckMate 8HW study design
* CheckMate 8HW is a randomized, multicenter, open-label phase 3 study?®

Key eligibility criteria: Dual primary endpoints in

« Histologically confirmed NIVO 240 mg Q2W for 6 doses;) patients with centrally
unresectable or metastatic followed by NIVO 480 mg Q4W confirmed MSI-H/dMMR status?:
CRC « PFS by BICR® (NIVO + IPI vs

° MSI'H/dMMR status by |Oca| Chemo in the 1L Setting)
testing NIVO 240 m

g + IPI 1 mg/kg Q3W for 4 doses, « PFS by BICR®

. > y (NIVO +IPI vs
ECOGPSOorl 1L followed by NIVO 480 mg Q4W® NIVO across all lines)

Stratification factors: setting:

¢ Prior lines of treatment n =202 Other select en dpoints:
(Ovs1vs =2) Investigator’s choice chemo®

« Primary tumor location n (mFOLFOX6 or FOL FIRI + bevacizumab or
(right vs left) setting: SRIATELD) + OS; ORR by BICR®; PROs

n =101 Treatment until disease progression,

unacceptable toxicity, withdrawal of consent
(all arms), or a maximum treatment duration
of 2 years (NIVO and NIVO + IPl arms only)

e At data cutoff (October 12, 2023), the median follow-upf was 24.3 months

aClinicalTrials.gov. NCT04008030. PPatients with = 2 prior lines are randomized only to the NIVO or NIVO + IPI amns. ®Patients receiving investigator's choice of chematherapy are eligble to receive NIVO + IPl upon progression
(crossover treatment). “Confirmed using either immunohistochemistry and/or polymerase chain reaction-based tests. ®°Evaluated using RECIST v1.1. Time between randomization and last known date alive or death. 3



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

Progression-free survival T | 7

MSI-H/dMMR (n=171) (n=84)
100 « Median PFS,?» mo NR 5.9
90 - 12-month rate 95% Cl 38.4-NE 4.4-7.8
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No. at risk Months
NIVO +1PI 171 144 132 122 108 95 92 77 o4 53 a2 37 2 10 9 1 0
Chemo 84 53 29 20 10 6 5 5 3 2 0 0 0 0 0 0 0

*  PFSbenefit with NIVO + IPlvs chemo was robust and consistent across the sensitivity analyses, including PFS by BICR in 1L all randomized patients (HR,
0.32; 95% Cl, 0.23-0.46)

aper BICR. PMedian follow-up, 24.3 months. 4
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*  PFSbenefit with NIVO + IPlvs chemo was robust and consistent across the sensitivity analyses, including PFS by BICR in 1L all randomized patients (HR,
0.32; 95% Cl, 0.23-0.46)

aper BICR. PMedian follow-up, 24.3 months.



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

Progression-free survival subgroup analysis

Median PFS,mo

confirmed MSI-H/dMMR) Subgroup NIVO + IPI

Overall (N = 255) NR 5.9 0.21

Unstratified

Category (1L centrally

Unstratified HR (95% Cl)

1
Age, years <65(n=138) NR 5.7 0.19 —— 1
265(n=117) NR 5.9 0.24 — :
Sex Male (n = 117) NR 5.9 0.19 < —— :
- ——

Female (n = 138) NR 6.2 0.22 1
Region US/Canada/Europe (n = 167) NR 5.7 0.27 —— :
Asia (n = 28) NR 74 0.03 ¢ 1
Rest of world (n = 60) NR 6.2 0.16 g —— :
ECOG PS 0(n=142) NR 9.0 0.22 & 1
) > (n=113) NR 42 0.20 5 :
Tumor sidedness Left (n = 70) NR 4.4 0.22 1
Right (n = 185) NR 7.1 0.21 +| :
Liver metastases? Yes (n = 87) NR 5.9 0.11 ‘ :
No (n = 166) NR 5.4 0.28 7 |
Lung metastases? Yes (n=53) 13.2 49 0.40 ¢ :
No (n = 200) NR 6.2 0.16 ® |
Peritoneal metastases? Yes (n = 115) NR 4.4 0.19 + :
No (n = 138) NR 74 0.23 ¢ 1
Tumor cell PD-L1 expression 21%(n=55) NR 34 0.11 + :
<1%(n=191) NR 6.5 0.22 —— 1
BRAF/KRAS/NRAS mutation BRAF/KRAS/NRAS all wild type (n = 58) 34.3 5.4 0.08 _— :
status BRAF mutant (n = 72) NR 9.2 037 e
- KRAS or NRAS mutant (n = 45) NR 5.7 0.24 —_— :
Unknown (n = 74) NR 49 017 . S—— |
Lynch syndrome Yes (n = 31) NR 7.4 0.28 ‘ :
No (n = 152) NR 6.2 0.25 —— 1

ePer BICR. Unknown (n = 66) NR 55 0.13 —_—

Prior surgeryrelated to Yes (n = 222) NR 7.1 0.21 +

current cancer No (n = 33) NR 3.0 0.19 : 4

0.02 0.03 0.06 013 025 050 1.00 200
NIVO + I[Pl <4—>



CheckMate 8HW: Nivolumab +/- Ipilimumab

* CheckMate 8HW is a randomized, multicenter, open-label phase 3 study?

Dual primary endpoints in patients with

Key eligibility criteria: NIVO 240 mg Q2W for 6 doses, centrally confirmed MSI-H/dMMR statuse:

- Histologically confirmed followed by NIVO 480 mg Q4W> « PFS by BICR' (NIVO + IPI vs chemo
unresectable or metastatic CRC in the 1L setting)

+ MSI-H/dMMR status by local testing PFS by BICRf (NIVO + IPI vs NIVO across

* Immunotherapy-naive NIVO 240 mg + IPl 1 mg/kg Q3W for 4 doses, all lines)
« ECOGPSOor1 followed by NIVO 480 mg Q4W> Other select endpoints:
«| Safety
. 5 +| ORR by BICRf (NIVO + IPI vs NIVO across
_ Investigator’s choice chemot ;
z 3 N =132 all lines)
Stratification factors: —_ (mFOLFOX6 or FOLFIRI £
« Prior lines of treatment bevacizumab or cetuximab) *| HRQol.
+ 0OS

(Ovs1vs=>2)
« Primary tumor location

Treatment until disease progression,
. unacceptable toxicity, withdrawal of consent
(right vs left) (all arms), or a maximum treatment duration
of 2 years (NIVO and NIVO + IPI arms only)

+ At data cutoff (August 28, 2024), the median follow-up® was 47.0 months (range, 16.7-60.5)

aClinicalTrials.gov. NCT04008030. "Patients with > 2 prior lines are randomized only to the NIVO or NIVO + IPl arms. “Patients can continue NIVO treatment upon early IPI discontinuation.
dPatients receiving investigator’s choice of chemo are eligible to receive NIVO + IPl upon progression (crossover treatment). ¢Confirmed using either IHC and/or polymerase chain reaction-
based tests. ‘Evaluated using RECIST v1.1. ¢Time between randomization and data cutoff among all randomized patients across all 3 treatment arms.

Andre et al., ASCO GI 2025



CheckMate S8HW: PFS

Centrally confirmed NIVO + IPI NIVO
1004 MSI-H/dMMR (n=296) | (n=286)
Median PFS,? mo NR 39.3
~ 901 IR pae 24-mo rate 95% Cl 53.8-NE 22.1-NE
13 36-mo rate : -
=~ 80  76% 71% HR (95% Cl) 0.62 (0.48-0.81)
g i | 68% P value® 0.0003
- - 1
1
E s i 5 NIVO + IPI
. 163% 4y |
(7] 50_ | A 2880
= : | 56% ' 51%
- 1
5 40 : i E NIVO
1
§ 30 : i :
| . 1 ] 1
¥ 201 | ! !
E_ : 1 1
10 [ | i
! 1 1
! 1 I
0 T T T : T 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 51 54 57 60
No. at risk Months
NIVO + IPI 296 248 234 225 214 207 200 180 164 146 136 134 121 102 100 61 54 29 23 0 0
NIVO 286 210 191 179 169 164 158 141 124 109 98 95 81 72 69 39 31 15 12 1 0

* NIVO + IPI demonstrated statistically significant and clinically meaningful PFS benefit vs NIVO in patients with centrally
confirmed MSI-H/dMMR mCRC across all lines of therapy

— PFS benefit with NIVO + IPI vs NIVO was consistent in all randomized patients (median PFS: 54.1 vs 18.4 months; HR, 0.64 [95% Cl, 0.52-0.79])

aPer BICR. PBoundary for statistical significance, p < 0.0095.

Andre et al., ASCO GI 2025



My Conclusions on first-line 10 in MSI-H CRC

* Testing for MMR/ MSI status in mCRC is mandatory!

* We now have two options for 10 therapy n this patient population:
* Pembrolizumab single agent —see KN 177
* Nivolumab/ Ipilimumab — see CM 8HW

 Nivo/lpi more active than Nivo and avoids the early crossing of PFS

curves
* No data available yet on OS, cross-over to 10 from chemo

 All subgroups appear to benefit
e Data allow for individualized selection of first-line 10



Neoadjuvant or definitive
immunotherapy in early stage
colorectal cancer?



Neoadjuvant Immunotherapy in dMMR/ MSI-H
Colon Cancer

NivoIErl‘rrw:tbc; :r:lkg + Second cycle »
ipilimumab 1mg/kg R
L Only 2 doses of immunotherapy | .H_l
Tissue, plasma + Plasma + PBMC Tissue, plasma + Plasma + PBMC
PBMC PBMC (follow-up)
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Chalabi et al., NEJM 2024



Neoadjuvant Nivo/lpi in dMMR early stage colon cancer
3-Year DFR results

o
=

0.8

Unprecedented data!!

0.6
1

100% 3-year DFS

Disease-free survival
0.4

0.2

0.0

|

0 12 24 36 48 60 72 84

Months since surgery
Number at risk
11 110 105 58 32 18 4

1 dose of Nivo/lpi -> 1 dose of Nivo -> surgery Chalabi et al., ESMO 2024

Median follow-up after surgery: 36.6 months (7.8 - 83.4)



My Thoughts on Neoadjuvant 10 Therapy in
MSI-H/ dMMR colorectal cancer

* Upfront, definitive 10 therapy has emerged as SOC in MSI-H/ dMMR rectal
cancer (see Cercek et al. NEJM 2022)

* Hard to beat 100% cCR in rectal cancer, hard to beat NICHE-2
* Conventional chemo does not work well in these patients
e Results better than in advanced disease! Why?

* In colon cancer NICHE-2 provides us with unprecedented data
* Emphasizes the need to test every CRC for MMR status
* Will surgeons listen and send patients to Med Onc before surgery?
* Which patients need to be treated pre-op?

* In locally advanced MSI-H/ dMMR colon cancer, | favor 10 therapy as
neoadjuvant or definitive treatment



Novel 10 Therapy



Botensilimab + Balstilimab, N=87

Botensilimab
(FC-enhanced Anti-CTLA-4)

Botensilimab + Anti-PD-1 (Balstilimab)
Chemorefractory MSS mCRC

. s - All EE No Active Liver Mets EE | Active Liver Mets EE
A Multifunctional Fc-enhanced Anti-CTLA-4 n=87* n=69' n=18t
Confirmed ORR, n % (95% CI) 18% (11-28) 23% (14-35) 0% (0-19)
. ' - - BOR, n (%)
DG Sic: . Enhancesde cell priming, expansion, CR 10) 101 0
APC activation u H memory> PR 5(17) 15(22) 0
revlA i «  Enhanced frequency of APCs D 45(52) 39(57) 6(33)
o Fc-enhanced ++ Fc-enhanced Enisanced TheerHidicilin PD 26 (30) 14 (20) 12(67)
Swoaoer e botensilimab botensilimab T8 | sk g deplet DCR (CR + PR + SD), % (95% CI) 70% (59-80) 80% (68-88) 33% (13-59)
» Reduced complement mediated toxicity 12-month 0S, % (95% CI) 62% (49-73) 74% (59-84) 30% (11-52)
CTLA4 CTLA4 w Ongoing responses$ 11/16 (69%) 0
T coll priming,
activation & memory T Cell Treg
-1
12-month 0S, Median 0S, Median F/U,
% (95%CI) Months (95% C1) Months (Range)
et No Active Liver Mets EE (n=69) 74% (59-84) 20.9 (20.9-NR) 9.8 (1.4-36.5)
@ Active Liver Mets EE (n=18) 30% (11-52) 8.7 (6.1-NF 78(23 7)
0 et All EE (n=87) 62% (49-73) 209 (10.6-NR) 9.3(14-36.5)
: RR no liver mets: 23%. —— o
% ORR DCR
g 23% 80% 0 g e i
cupiied >
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8 20% Tumor Growth 2 w
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Bullock, ESMO Gl 2023



Phase 1 study Rego/Nivo/Ipi in MSS mCRC

E Progression-free survival

MPFS: 4 mos

No liver metastasis (n=22)
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Fakih et al., JAMA Oncol 2023



Ivonescimab: Bispecific Antibody

Anti-VEGF

Engineered
Fc-Null Region

D¢

s

Anti-PD-1

* Simultaneous interaction of PD-1 & VEGF

blockades can drive synergistic anti-tumor activity
Inhibiting VEGF can help improve the effect of immunotherapy
by modulating the tumor microenvironment

Enhancing the PD-1 blockade helps activate T cells

Cooperative Binding

Increased Binding Strength (Affinity)
Presence of VEGF increases PD-1 binding strength by >18X
Presence of PD-1 increases VEGF binding strength by >4X

Increased Binding of T Cells

VEGF dimer leads to potential interconnection or daisy chaining
of multiple ivonescimab molecules, which may lead to increased
binding of T cells



Ivonescimab: First-Line Combination Trial

Ivonescimab +

Progression Free Survival Rate (%)

- - 312 PORICONERE o220
Ivonescimab + Yhotaoak i B AXE 3o AKY 1 TPOLIONE
: ipRss Jigufalima
FOLFOXIRI = S A e D e
= FOLFOXIRI -~
223 n=172 z
P -4 -
Investigator-assessed objective response rate ’ * o
| - ™o
n I8 15 i . ot -4 e
ORR (95% CI). % 81.8 (59.7-94.8) 88.2 (63.6-98.5) F ol "
E o= " ™.
Investigator-assessed disease control rate i sl S
- e 7 T 82% . 88%
DCR (95% CI), % 100 (84.6-100) 100 (80.5-100) P [P, SRR .
* One patient had no post-baseline tumor assessment. o
Abbreviation: CI, confidence interval; CR, complete response; DCR, disease control rate; ORR, objective 0 > Ongring ) .
response rate; PR, partial response; SD, stable response. Ty
Data cutoff date: Feb 29, 2024
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‘('fr'“ v:? !
| - P _
3 s —— SR
—t e -
! e ° 3
a S ———— e - —
g ‘: — .
j - =
- -
Linp x L Bt " . - e 12 - ~ b gt D
oAl e s = = 3 2 o - Nasctow Weck 6 Week 12 Week 1x Wk 24 Week o0 Wk Wek © Wek & Week 4
LA = on e o . - 0w
T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13

Progression Free Survival (months)

Ligufalimab: 1gG4 anti-CD47 antibody Deng etal., ESMO 2024



Targeting BRAF V600E in First
Line



BREAKWATER: Study Design

«  BREAKWATER (NCT04607421) is an open-label, multicenter, phase 3 study in first line BRAF V600E-mutant mCRC

Inclusion criteria

» Age 216 years (or 218 years based on country)

» No prior systemic treatment for metastatic disease

« Measurable disease (RECIST 1.1)

» BRAF V600E-mutant mCRC by local or central
laboratory testing

+ ECOGPSOor1

» Adequate bone marrow, hepatic, and renal function =l pg EC + mFOLFOX6 (n=236)

Exclusion criteria

» Prior BRAF or EGFR inhibitors

« Symptomatic brain metastases

* MSI-H/dMMR tumors (unless patients were
ineligible to receive immune checkpoint inhibitors

due to a pre-existing medical condition)
« Presence of a RAS mutation Stratified by regions (US/Canada vs Europe

vs Rest of World) and ECOG PS (O vs 1)

Dual primary endpoints:
PFS and ORR4 by BICR
(EC + mFOLFOX6 vs SOC)

Key secondary endpoint:
OS (EC + mFOLFOX6 vs SOC)

Here we present the primary analysis of ORR by BICR (one of the dual primary endpoints), an interim analysis of OS, and
safety in the EC + mFOLFOX6 and SOC arms

aFollowing a protocol amendment, enroliment to the EC arm was stopped and patients were randomized 1:1 to the EC+mFOLFOX6 or SOC amms; data in the EC arm will be reported
at a later date. "Patients were enrolled between November 16, 2021, and December 22, 2023. ‘mFOLFOX6/F OLF OXIRI/CAPOX * bevacizumab. dIn the first 110 patients in each of the
EC+mFOLFOX6 and SOC armms.

CAPOX; capecitabine/oxaliplatin; BICR, blinded independent central review; dMMR, deficient mismatch repair; EC, encorafenib plus cetuximab; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth
factor receptor; mFOLFOX6, modified fluorouracil/leucovorin/oxaliplatin; FOLFOXIRI, fluorouracil/leucovorin/oxaliplatin/irinotecan; mCRC, metastatic colorectal cancer; MSI-H, microsatellite instability-high cancer; RECIST, Response
Evaluation Criteria in Solid Tumors.

ASCO Gas’rroinfesﬁnal - rresentep B: Scott Kopetz, MD, PhD ASCO clNcA onzotoey
Cancers Symposium

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER




Overview of Response by BICR

Confirmed ORR by BICR
100% -
One-sided P-value=0.0008
80% A 60.9%

£ (51.6%-69.5%)
9
® 0
2 60% A 40.0%
% (31.3%-49.3%)
(]
(o))
[v]
€ 40% -
[
o
[
o
20% -

(L nm— S

Odds ratio (95% Cl): 2.443 (1.403-4.253)

Confirmed Best Overall Response, TTR, and DOR by BICR

EC + mFOLFOX6 SocC
n=110 n=110

Confirmed best overall response, n (%)

CR 3(2.7) 2(1.8)

PR 64 (58.2) 42 (38.2)

SD 31(28.2) 34 (30.9)

Non-CR/non-PD 327 4 (3.6)

PD 3(2.7) 9 (8.2)

NE 6 (5.5) 19 (17.3)
TTR, median (range), weeks 7.1 (5.7-53.7) 7.3 (5.4-48.0)
Estimated DOR, median (range), months 13.9 (8.5-NE) 11.1(6.7-12.7)
Patients with a DOR of 26 months, n (%) 46 (68.7) 15 (34.1)
Patients with a DOR of 212 months, n (%) 15 (22.4) 5(11.4)

EC + mFOLFOX6 SOC
n=110 n=110
BCR PR BcCRr PR

Data cutoff: December 22, 2023.

BICR, blinded independent central review; CR, complete response; DOR, duration of response; EC, encorafenib plus cetuximab; mFOLFOX6, modified fluorouracil/leucovorin/oxaliplatin; NE, not estimable; PD, progressive disease; PR, partial

response; SD, stable disease; SOC, standard of care; TTR, time to response.
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Interim Overall Survival?

6-month 12-month

1.0 ) '
! 92.3% ! . - . .
05 : Not (yet) statistically significant!
H bt !
g | 87.1% '
|
s 074 |
2 : \
g 06 - : : EC+mFOLFOX6
“(/_) 1 1
o) 05 | 1 1
= : :
3 1
e 0.4 - i .
Q0 I 1
9 1 1
Er 0.3 : : Number of Median Overall Survival,
: : Events, n (%) months (95% CI)
0-2 1 : , EC+mFOLFOX6 40 (16.9) NE (19.8-NE)
0.1 : : Slele; 72 (29.6) 14.6 (13.4-NE)
: | Hazard ratio, 0.47 (95% Cl, 0.318-0.691) P=0.0000454
0.0 t t T T 1
0 6 12 18 24 30
. Time (months)
No. at risk
EC+mFOLFOX6 236 156 81 20 1 0
SOC 243 138 64 14 0 0

Data cutoff: December 22, 2023.

20S was tested following the prespecified plan with one-sided alpha of 0.000000083, calculated as a portion of the nominal one-sided alpha of 0.001. Statistical significance was not
achieved at this time.

EC, encorafenib plus cetuximab; mFOLFOX6, modified fluorouracil/leucovorin/oxaliplatin; NE, not estimable; SOC, standard of care.
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Safety Summary

. EC + mFOLFOX6 SOC
All causality
TEAE 230 (99.6) 223 (97.8)
Grade 3 or 4 TEAE 171 (74.0) 139 (61.0)
Grade 5 TEAE 10 (4.3) 10 (4.4)
Serious TEAE 87 (37.7) 79 (34.6)
TEAE leading to permanent discontinuation of any study treatment 48 (20.8) 34 (14.9)
TEAE leading to dose reduction of any study treatment 141 (61.0) 109 (47.8)
TEAE leading to dose interruption of any study treatment 196 (84.8) 146 (64.0)
Treatment-related
AE related to any drug 228 (98.7) 212 (93.0)
Grade 3 or 4 TRAE 161 (69.7) 123 (53.9)
Grade 5 TRAE 0 1(0.4)2
Serious AE related to any drug 42 (18.2) 44 (19.3)

Data cutoff: December 22, 2023.
aSepsis (preferred term).

AE, adverse event; EC, encorafenib plus cetuximab; mFOLFOX6, modified fluorouracil/leucovorin/oxaliplatin; SOC, standard of care; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event
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Most Frequent (220%)2 All-Causality TEAEs

EC + mFOLFOX6 socC
Grade 172 [l Grade >3 Grade 1/2 [l Grade >3
Nausea 485 1 452
Anemia 255 10.8 | [BISIET !
Diarrhea 329 |l 434
Decreased appetite 31.2 Il 237
Vomiting 299 Bl 8o
Neutrophil count decrease 13.9 m 1.4
Asthenia 225 [ || 13.2
Pyrexia 24.2 | 12.7
Peripheral sensory neuropathy 19.0 .I 193
Rash 23.8 | 26
Fatigue 216 [ ] 224
Neuropathy peripheral 16.5 ml 184
Arthralgia - 09| HB
Neutropenia 7-4m 13.2
Alopecia 21.2 9.6
Constipation 19.9 || 18.9
100 75 50 25 0 25 50 75

Data cutoff: December 22, 2023. Percentage of patients

aFrequency is based on the EC + mFOLFOX6 arm.

EC, encorafenib plus cetuximab; mFOLFOX6, modified fluorouracil/leucovorin/oxaliplatin; SOC, standard of care; TEAE, treatment-emergent adverse event.
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Targeting HER2



Key Clinical Trials in HER2+ mCRC

Regimen Median PFS, mo Median OS, mo
HERACLES-A! S AL 27 30 (14-50) 4.8 (3.7-7.4) 10.6 (7.6-15.6)
+ lapatinib®
MyPathway Trastuzumab
25- 3(2.7-6.1 1 -NE
(KRASwWt subgroup)?  + pertuzumab? 43 40(25-56) >:3(2.7-6.1) 4 (8-NE)
TRIUMPH? Trastuzumab 17 35 (14-62) 4 (1.4-5.6) _
+ pertuzumab? (tissue)
TAPUR* Trastuzumab
(no RAS data) + pertuzumabe 28 25 (11-45) 4 (2.6-6.3) 25 (6-NE)
MOUNTAINEER? Trastuzumab
28- .2(4.2-10. 24.1 (20.3-36.7
(Cohorts A + B) + tucatinib?® 86 SR, 2l LR, Pkl
DESTINY-CRCO1%P
-DXd? 2- . .1-8. 15. .8-20.
(Cohort A) T-DXd 54 45 (32-60) 6.9 (4.1-8.7) 5.5 (8.8-20.8)
HERACLES-B’¢ T-DM1 30 10 (0-28) 4.8 (3.6-5.8) —

+ pertuzumab

a1n NCCN guidelines. ® ORR in subgroup with prior HER2 rx 43.8% (19.8-70.1); without prior HER2 rx 45.9% (29.5-63.1). ¢ Did not meet primary endpoint. T-DM1 had 0% response rate in
MATCH Arm Q® and MSKCC Basket Trial.?

1. Sartore-Bianchi A et al. Lancet Oncol. 2016;17:738-746. 2. Meric-Bernstam F et al. Lancet Oncol. 2019;20:518-530. 3. Nakamura Y et al. ESMO 2019. Abstract 1057. 4. Gupta R et al.
ASCO GI 2020. Abstract 132. 5. Strickler J et al. ESMO GI 2022. Abstract LBA 2. 6. Yoshino T et al. Nat Com 2023 in press

7. Sartore-Bianchi A. ESMO 2019. Abstract 3857. 8. Jhaveri KL et al. Ann Oncol. 2019:30:1821-1830. 9. LiBT et al. J Clin Oncol. 2018:36:2532-2537.




Structure and Mechanism of Action of T-DXd

T-DXd is an ADC with 3 components:

* Ahumanized anti-HER2 IgG1 mAb with the same amino acid
sequence as trastuzumab

» Atopoisomerase | inhibitor payload, an exatecan derivative

» Atetrapeptide-based cleavable linker

Humanized anti-HER2 Deruxtecan?!?
IgG1 mAb?3 l

e

The clinical relevance of these features is underinvestigation.
ADC, antibody-drug conjugate; HER2, human epidermal growth factor receptor 2; mAb, monoclonal antibody.

Cleavable Tetrapeptide-Based Linker

Topoisomerase | Inhibitor
payload (DXd=DX-8951f
derivative)

Payload mechanism of action:
topoisomerase | inhibitor

High potency of payload

High drug to antibody ratio = 8

Payload with short systemic half-life

Stable linker-payload

Tumor-selective cleavable linker

Membrane-permeable payload

1. Nakada T, etal. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 2. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 3. Trail PA, etal. Pharmacol Ther. 2018;181:126-142.

Takayuki Yoshino
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*  Ongoing treatment

On January 19, 2023, the FDA granted
accelerated approval to tucatinib in
combination with trastuzumab for RAS
wild-type HER2-positive unresectable or
metastatic colorectal cancer that has
progressed following fluoropyrimidine-,
oxaliplatin-, and irinotecan-based
chemotherapy.

T RTDaTEnts Wit Dasele and posDasENNE TTge: [eston Measurements (n-ov)

Median # of prior lines: Destiny: 4, MOUNTAINEER: 2 |
Prior anti-HER-2 therapy: Destiny: 30%, MOUNTAINEER: 0% Syt ot ol ESMO & 200



Zanidatamab — bispecific antibody

Zanidatamab: Key eligibility criteria: Physician’s choice of chemotherapy regimen P"'S:_rrv endpoints (Part 1):
p—ad iAo LA L4} o . S
. s : * Unresectable, locally advanced, (26 cycles): « AEs and SAEs
Ei HERZ_Targeted BISpeCIﬁC Am,"DOdy {SCUTENt OIMStastatic CRG Zanidatamab + + Laboratory abnormalities
6, % « HER2-expressing/amplified tumours "mFOLFOX6-2 + Dose reductions
o"'g’eo (IHC 3+; or HER2 gene amplified) e
Q’o&f & ,ofe based upon central assessment Secondary endpoints (Part 1):
SO + Extended RAS- and BRAF-wildtype & ijecttve response rate
el based on local or central assessment e glse?ise °‘:"‘f°| rate
+ Duration of response
+ ECOGPS =1 :
= * Progression-free survival
+ No prior HER2-targeted agents Zanidatamab + L
SO Py ?ys!emic ihetapy fog mFOLFOXG-z + bevacizumab CRC patients treated (Part 1)
metastatic disease (Zanidatamab 1200/1600 mg® + mFOLFOX6-2 + N=13
v One prior cycle of 5-FU based bevacizumab: 5 mg/kg on days 1 and 15) =
Tumour assessment Q6W per RECIST v1.11 n=12
DLTs evaluated during the first 28-week cycle
Mandatory premedication for IRR® and antidiarrhoeal? prophylaxis iz
ClinicalTrials.gov: NCT03929666 Data cut-off: 31 October 2023
y Zanidatamab + 100 4 Ti group: W + mFOLFOX86-2
Za:gi;ag;(asb; mFOLFOX6-2 + 80 M Zanidatamab + mFOLFOX6-2 + bevacizumab
" (n=6) i bevacizumab N
(ll-5) ; g 60
cORR E g 40
n (%) 5(83.3) 5(100) 10 (90.9) °8 2
95% ClI 35.9,99.6 47.8, 100 58.7,99.8 =%
1|
cBOR, n (%) E % -20
CR 0(0) 0(0) 0(0) e
PR 5(83.3) 5(100) 10 (90.9) g‘g -40
SD 1(16.7) 0(0) 1(9.1) £E o
\_ ) PD 0(0) 0(0) 0(0) 53
-80
oo 100
n (%) 6(100) 5(100) 11 (100) =
95% Cl 54.1, 100 47.8,100 71.5, 100 CICTE 26 R 2E I 0% R 2t QSR ST 51 SR ZC RS 3%
FISH + + + + + + + + + + 4

R h a et a I E S M O 2 O 24 Median (fange) du'aﬁon Of response: Dotted knes indicate 20% ncrease or 30% decrease in sum of diameters of target tumours.
"y Not reached (2.9+-16.7+) months




Targeting RAS



RAS mutation in various cancers

Gﬁﬂ

Head and neck SCC

0&19

“‘“V.“ ?ﬂ? * KRAS G12C
“& 3-4% of CRC
g “

Dunnett-Kane et al., Ann Oncol 2020




Sotorasib single agent in mCRC — CodeBreak 100
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RR: 9.7% (6 pts)
PFS: 4.0 mos
OS: 10.6 mos Fakih et al. Lancet Oncol 2021



KRYSTAL-1:

. Adagrasib

204
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Evaluable Patients

RR: 23%

DOR: 4.3 mos
PFS: 5.6 mos
0OS: 19.8 mos

Maximum Change (%)

;

Adagrasib + Cetuximab

Evaluable Patients

RR: 46%

DOR: 7.6 mos
PFS: 6.9 mos
0OS: 13.4 mos

Yaeger et al. NEJM 2022



. og o In vitro: 5 to 20 times as potent and
Divarasib in CRC, N=50 up to 50 times as selective in vitro as
et Response sotorasib and adagrasib

M Progressive disease Stable disease Partial response [l Complete response % Confirmed

40
20
0 % %* EE - feof R R of R R of N R
B OO . SO AU 0. . S 0 B S S I

Best Percentage Change

-804

-100
Dose (mg) SELLPIPSLLPIIPS S PSP PP S PS LIPS PPE PP P LLPS PSSP S S PSSP S SH PSS

B Duration of Response C Progression-free Survival
100 - 100+
| L RR 37%
DCR  89%
% L mDOR 7.1 mos
8 s |
mPFS 5.6 mos
c T T T T 1 0 T T T T 1
0 3 6 9 12 15 0 3 6 9 12 15
Months Months
No. at Risk 20 14 9 2 il 0 No. at Risk 55 41 23 10 5 0 SaCher et al, NE\]M 2023




Resistance mechanisms to KRAS G12C inhibitors in CRC

EGFR Receptor RTKs
Mutations: B A
Upregulation RET ‘
Histologic o of EGFR ALK
Transformation Receptors/ FGF
Signaling VEGFR L A Wnt
P P
e Sos1 P P f
KRASS2¢ NRAS/MRAS APC Mutations |[—=  APC
\ mutations AKT
| GTP Upregulation J j
KRASG12¢ <—| of GTP-bound Upregulation
On-Target KRASG12¢ Wnt/B-catenin |— B-catenin
Mutations: l mTOR Signaling
G13D 1
R68M RAF  ~— | RAF Mutations
PIK3/AKT
ASOSIE lll @ T 0 ST e e e e e
l Mutations| I A
Q9oL Tumor cell
Y605 MEK | ~— M;K (MiAsz) proliferation, survival,
pisiions | and migration |

| / ) st o e P B 4

Ji et al, Onco Targets Ther 2022



RAS Inhibitors

Mutation-selective inhibitors

Multiple
other

G12A
G12R

G13D

MRTX-1133 ASP-3082

RMC-9805
HRS-4642

Smallest

Most favorable

INC-161734
LY3962673

Pan-KRAS inhibitors

BI-2865
BI-3706674

Effective patient population

Predicted tolerability profile

Pan-RAS inhibitors

KRAS @

RMC-6236

Largest

Least favorable

Corcoran, Nat Med 2023



Tri-Complex Inhibitors of RAS(ON)

* Inhibitor recruits and binds
to chaperone protein
Cyclophilin A

* Tri-complex tailored to
bind different RAS(ON)
proteins

e Conformation change and
steric inhibition of
oncogenic activity

' RMC-6236 | 3
(Daraxonrasib) Cyclophilin A

Schulze et al., Science 2023



Best Response in 2nd Line PDAC — RMC-6236 300 mg dose

100 -
KRAS G12X= RAS Mutant
AN g (N = 22) (N = 37)
ORR® 36% 27%
DCR® 91% 95%
KRAS G12X® RAS Mutant
50 A 160-300 mg e e
ORR® 29% 25%

DCR® 91% 93%

anau,nsp
— —"SDSDSDEE'

SD SD
- — 30 sD

-50 -

RR 36%

B KRAS G12X
B RAS Other
-100 9 _. On treatment

Best % Change in SOD from Baseline in Target Lesions
1=

Garrido-Laguna et al., ASCO GI 2025



PFS in 2nd Line PDAC — 300 mg dose

100 34—y , KRAS G12X= | RAS Mutant®
R (N =22) (N =37)
ol tﬂtﬁ I| Median PFS
8 - . ‘ L Months (95% ci) | 88 (8:5.NE) | 8.5(5.9,NE)
- KRAS G12X* | RAS Mutant®
- 70 - ,,l 160-300 mg (N = 42) (N =57)
= - Median PFS,
5 60 | Monthe (95% iy | 85 (63, 117) | 7.6(59,11.1)
ﬂ ! L
o 350
o
O 40 —
i
[+ 8 30 Yy
20 -
10 -
u T T L Ll L L L T L] L]
0 1 2 3 &4 5 6 7 8 9 10
No. at Risk Progression Free Survival (months)
KRAS G12x 22 M 20 15 13 & 5 5 5 2 li]
o 38 4 2T 24 14 12 T T 2 1]

Garrido-Laguna et al., ASCO GI 2025



Thank you!

agrothey@westclinic.com
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