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Precision Oncology in the First-Line
Setting of Colorectal Cancer

» Precision oncology has now fully entered the first-line setting of mCRC,
with early combinations tailored to molecular subtypes delivering
clinically transformative outcomes:
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BREAKWATER: Analysis of first-line
encorafenib + cetuximab + chemotherapy
in BRAF V600E-mutant metastatic

colorectal

cancer

The NEW ENGLAND JOURNAL of MEDICINE
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ORIGINAL ARTICLE

First-line encorafenib + cetuximab + mFOLFOX6 in
BRAF V600E-mutant metastatic colorectal cancer
(BREAKWATER): progression-free survival and
updated overall survival analyses

Encorafenib, Cetuximab, and mFOLFOX6
in BRAF-Mutated Colorectal Cancer

E.Elez, 2 T. Yoshino,’ L. Shen,* S. Lonardi,’ E. Van Cutsem,*” C. Eng,* T.W. Kim,*
H.S. Wasan,® ). Desai,""'* F. Ciardiello,” R. Yaeger,* T.S. Maughan,**
V.K. Morris, C. Wu,” T. Usari, * R. Laliberte,* S.S. Dychter, X. Zhang,?

J. Tabernero,'* and S. Kopetz, * for the BREAKWATER Trial Investigators*

BREAKWATER: Study Design

BREAKWATER (NCT04607421) is an open-label, multicenter, phase 3 study in first line BRAF V60OE-mutant mCRC

criteria

- Age =16 years (or =18 years based on country)

600E-mutant mCRC by local or central
laboratory testing

- ECOG PS O or 1

- Adequate bone marrow.

epatic, and renal function

e s 18n) Dual primary endpoints:
PFS and ORR® by BICR
(EC + mMFOLFOX6 vs SOC)

- Prior BRAF or EGFR inhibitors.
- Symptomatic brain metastases

MSI-H/d tumors (unless patients were
ineligible to rec heckpoint inhibitors
due to a

pre-existing medical condition)
- Presence of a RAS mutation

Key secondary endpoint:
OS (EC + mMFOLFOX6 vs SOC)
Soc (n=243)°

Stratified by regions (US/Canada vs Europe

vs Rest of World) and ECOG PS (0 vs 1)

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 + mMFOLFOX6 and SOC

arms

Best Overall Response by BICR (All Randomized Patients) PFS by BICR (EC + mFOLFOX6 and SOC)
+
Confirmed ORR by BICR Confirmed Best Overall Response, TTR, and DOR by BICR £C + mFOLFOX6 OS (EC + mFOLFOX6 and SOC) S—
(95% CI) n=236 7 =
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b 'n=o- K EC+mFOLFOX6 & o
. . weeks 66 (4.31086.4) 7.0 (510 1036) 7.3 (540 48.0) o2
DOR, median (9% CI), ¥ * "
P 70(42,116) 139(109,185) 108(76,134) — -
e 20 (40.3) 110(71.0) 38 418) + ™
“Patients with a DOR of 312
months, n (%) 15(20.8) 54 (34.8) 16 (17.6) 30 3% 2 R X
EC EC + mFOLFOX6 soc No. at risk. : :
McrR PR MCR PR | [ PR EC+mFOLFOX6 236 156 % 39 16 4 1 k& © Copyright 2025
soc 100 u " 1 1
Oatacutot January . 2025,
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The BREAKWATER study supports EC + mFOLFOXG6 as a new first-line SOC for patients with BRAF

V600E-mutant mCRC

S. Kopetz. ASCO Gl 2025. E

. Elez. ASCO-2025.

NEJM 2025
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EC showed a numerically higher ORR, comparable PFS, longer median OS, and early separation of
OS Kaplan-Meier curves vs SOC; and EC has a more tolerable safety profile than SOC

— EC may be considered for patients in the first-line setting who are unable to tolerate chemotherapy

Best Overall Response by BICR (All Randomized Patients)

Confirmed ORR by BICR Confirmed Best Overall Response, TTR, and DOR by BICR

100% EC EC + mFOLFOX6 soc
All randomized patients s e =
Confirmed best overall
80% 65.7% response, n (%)*
(59.4,71.4) R 3(1.9) 1n@7) 8(33)
PR 69437) 144 (61.0) 83(342)
— 37.4%
2 (316, 437) sD §7(36.1) 50(212) 85 (36.0)
H PO 12(76) 8(34) 21(856)
K Responders n=72 =155 =

L

A Overall Survival

TTR, median (range), weeks 66 (4.31086.4) 7.0 (5.110 1036) 7.3 (5.4t048.0)

DOR, median (95% Cl),

70(42,116) 139(109,185) 108(76,134)

months.
Patients with a DOR of 6

o 29(40.3) 110(71.0) 38(418)
Patients with a DOR of 312
monthe, n (%) 15 (208) 54(348) 16(176)

EC + mFOLFOX8 soc
MCR PR MCR WPR

PR
Data cutoft: January 6, 2025.
“Non-CRIPD: 7 (44%), 5 (2.1%), and 8 (3.7%), respectively; ot evaluable: 10 (6.3%), 18 7.6%),and 37 (152%),respectively.
R e ndependnt e R compltapansr DOR. e 0,

©Copyright 2025

Median Hazard Ratio
Overall r Death vs

for Death vs. 3
Survival Standard Care  EC+mFOLFOX6
(95% €1 (os%C) (©5% <)
EComFOLFOX6 303 217-NE) 049 (038-063) -
P<0001 Nausea
Standard Care 151 (13.7-17.)) - - Anemia
100 EC 195(176-225) 069 (053-090) 145 (108-193)
" Diarthea
© Decreased appetite
0 Vomiting
o Neutrophil count decrease
Athvaiga

Estimated Percentage of Patients Alive:

Asthenia
30
rexia
». Py
- Standard Care Constipation
Peripheral sensory neuropathy
o 6 ) i ) 30 3 @ Neuropathy peripheral
Months Fatigue
EC4mFOLFOX6 26 26 132 m 3 v 2 o
Standard care 3 20 17 o 27 9 o 0 Data cutof: January 6, 2025.
3 158 137 107 n “ 16 1 o

EC + mFOLFOX6
MGrade 12 1] Grade 314

“Frequency is based on the EC + mFOLFOX arm.

Most Frequent (225%)? All-Causality TEAEs

soc
W Grade 112 [l Grade 3/4

- B T <

21 [y

2 o 2
Percentage of patients

-

2025

Circulating tumor (ct) DNA analysis of BRAF V600E
dynamics and changes in genomic landscape in patients
(pts) with first-line (1L) BRAF V600E-mutant metastatic
colorectal cancer (MCRC) treated in BREAKWATER I

o

EMERGENCE OF GENOMIC RESISTANCE MECHANISMS

EC in combination with mFOLFOX®6 vs EC alone results in fewer patients acquiring known
genomics resistance alterations at C7D1

Proportion of patients with detectable acquired genomic resistance alterations by visit
Resistance mutations included: KRAS, NRAS, MAP2K1, MET amplification, BRAF exon deletion

08 ®EC - EC+mFOLFOX6

Least square means (95% CI)
Proportion of patients with
detectable resistance mutations

Time (days)

Patients (%)

100 -

Patients with tumors that gained KRAS,
NRAS, or MAP2K1 mutations,
MET ificati or BRAF exon

M EC+mFOLFOX6 (n=96) M EC (n=83)

7%
(31/83)
18% M‘S” 7%
(7156) ) 14% '
% (1283 gy 1Y
(0196 % (9196)
(419)]
NRAS MAP2K1 MET BRAF
sv sV amplifications  exon

deletions

)

E. Elez. ASCO-2025. NEJM 2025. S Kopetz ESMO 2025

The BREAKWATER study supports EC + mFOLFOX6 as a new first-line SOC for patients with BRAF

V600E-mutant mCRC
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Pembrolizumab in Microsatellite-Instability-High Advanced
Colorectal Cancer

Pembrolizumab 200 mg Q3W
for up 1035 cycles

EI—
e

Investigator-Chlcs Chemotharap

pemaeoizumas 200 ma QW

Progression-Free Survival

Events  HR (95% CI)
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100 Pembrolizumab 775
@.1%  (@92NR) 073
° Chemotherapy  s0/154 367 (0:53:0.99)
0 (8.4%)  (27.6653)
i Sy rate
60 442%

Overall Survival, %

Number at risk
153 134 123 19 112 107 104 101
154 137 121 10 99 95 88 85
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. André. N Engl J Med 2020;383:2207-18. L.A. Diaz. Kai-Keen Shiu,ESMO- 2023
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Nivolumab plus Ipilimumab in Microsatellite-
Instability-High Metastatic Colorectal Cancer

CheckMate 8HW study design

« CheckMate 8HW is a randomized, multicenter, open-label phase 3 study®

NIVO 240 mg Q2W for 6 doses,
followed by NIVO 480 mg QW™

NIVO 240 mg + IPI 1 mg/kg Q3W for 4 doses,
followed by NIVO 480 mg Q4W®

Key eligibility criteria:

+ Histologically confirmed
unresectable or metastatic CRC

+ MSI-H/dMMR status by local

Stratification factors:

+ Prior lines of treatment
(©Ovs1vs22) Investigator’s cholce chemos

+ Primary tumor location (FOLFOX6 or FOLFIRI + bevacizu
(right vs left) cetuxir

Tre: fsease pr on,

unacceptable toxicity, withdrawal of consent

(all arms), or a maximum treatment duration
of 2 years (NIVO and NIVO + IPI arms only)

Dual primary endpoints in
patients with centrally confirmed
MSI-H/AMMR statust:
PFS by BICR® (NIVO = IPI v5
chemo in the 1L setting)
< PFS by BICR® (NIVO = IPI vs
NIVO across all lines)

Other select endpoints:

RR by BICRS; PROS

IPILIMUMAB-NIVOLUMAB vs QT-Inv FIRST LINE

Progression-free survival

Checkifate BHW: first results of 1L NIVO + IPI vs chemo

1L centrally confirmed TR

MS-HIdWAR (n=171)

Tedian PFS, mo R 59
100 4 9%l BANE 44738
901 12-month rate HR (97.91% C1) 021 (0.130.3)

24-month rate P value <0.0001

Progression-free survival (%)

NIVO + IPI

HR 0.21

40 !
30 L, " |
21% :
20 Tl ' 14%
[y S-S PN «
0 ! : Chemo
01 T +
0 3 6 9 2 15 18 21 24 27 0 3B % H 4
No. at risk Months
NV + 71 W w8 95 w7 e s &

+ PFS benefit with NIVO + IPI vs 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)

“per BICR. Median ollo-up, 24.3 mant.

T. Andre ASCO-GI 2024 # LBA 768. H.J. Lenz ASCO 2024 # 3503 . T. André, N Engl J Med 2024;391:2014-26.
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Nivolumab plus ipilimumab versus nivolumab in
First results of nivolumab plus ipilimumab vs nivolumab

monotherapy for microsatellite instability-high/ microsatellite instability-high metastatic colorectal cancer
mismatch repair-deficient metastatic colorectal cancer . i -| i
mismatch repair. deft (CheckMate 8HW): a randomised, open-label, phase 3 trial

2025 ASC

ANNUAL MEETING

Nivolumab plus ipilimumab versus chemotherapy or
nivolumab monotherapy for microsatellite instability-
h1gh/rnl|smatch repair-deficient metastatic colorectal Nivolumab plus ipilimumab vs nivolumab monotherapy for
cancer: expanded analyses from CheckMate 8HW microsatellite instability-high/mismatch repair-deficient
metastatic colorectal cancer: new results from CheckMate 8HW

IPILIMUMAB-NIVOLUMAB vs
NIVOLUMAB ALL LINES
Updated PFS: NIVO + IPI vs NIVO across all lines in Checmae e
centrally confirmed patients

100
90
80

Progression-free survival

0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69

No. at risk
NIVO + 1Pl 296 248 234 225 214 207 204 196 184 165 156 154 140 118 118 105 100 73 67 36 33 6 3 0

Checkmate 8HW

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

centraily confirmed [[IR

e oy o)

R
NENE £
061 ©450.83)

HR 0.61

Overall survival probability (%)

0 3 6 O 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Months
No. at risk
NVG « IP1 296 279 273 267 264 260 257 255 251 240 229 219 209 1% 186 175 160 149 118 83 €5 35 5 0

Response and duration of response

ORR, 716576
Difference in ORR,>% (95% CI) BE2n
Pualues 00011
Best overal response, % T
Complete response ) za
Partal response o 20
Stable disease " 1
Progressive d 0 1
Median TTR (rar 28012445 | 28012295
Median DOR (95% CI»* mo R (4E) R (NE)

IPILIMUMAB-NIVOLUMAB vs
NIVOLUMAB FIRST LINE

CheckMate 8HW

PFS: 1L NIVO + IPI vs NIVO in centrally confirmed patients

100 e I

90 e rmo 0.8
K sl s5.2NE_ 328NE
E 80 71% ROWE 069048059
ig ' ity 65%
¢ %
£ g9 162% R 3
T3 50 ! 58% 55%
- 1
we 40 : .
g 8 30 : H R 0- 69
L 20 !
e ' '

10 P H

| |
0 T T
3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69

No. at risk Months

NIVO +IPI 171 144 135 131 126 122 121 118 110 94 86 84 70 50 50 39 36 24 22 11 10 2 1 0
c 0 131 119 113 64 61 53 47 46 36

ORR: 1L NIVO + IPI vs NIVO in centrally confirmed patients

NIVO + IPI NIVO
In =170\

ORR,2b % 61

95% Cl CE 53.79
Best overall response,?<%

CR 35 31

PR 37 31

SD< 12 19

PD 11 16
Median time to response (range),4 months 2.8 (1.2-38.6) 2.7 (1.2-29.5)
Median duration of response (95% Cl),%¢ months NR (NE) NR (59.4-NE)

T. Andre ASCO GI 2025. Lancet 2025. H-J Lenz ASCO 2025. Sara Lonardi ESMO 2025



Optimizing Immunotherapy in Mismatch Repair-Deficient Colorectal Cancers Through Tailored,

Subtype-Specific Treatment Approaches (795P)

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

Inflammation and mutational burden

hitps://dloi.org/10.1038/541467-025-63960-8

differentially associated with nivolumab or
ipilimumab combination efficacy in
colorectal cancer

Higher expression of inflammation-related gene expression signatures is associated
with improved response and survival benefit with nivolumab monotherapy.

Higher tumor mutational burden, tumor indel burden, and degrees of

microsatellite instability are associated with improved survival benefit with
nivolumab plus ipilimumab

The CM8HW supports NIVO + IPI as a standard of care option for the 1L treatment of MSI-H/dMMR mCRC
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What we know: the tumor microenvironment of MSS

colorectal cancer is consistent with a “cold tumor”

Higher levels

of Tregs and TGF-B

activation
(CMs-4)

Wnt and Myc
activation
(CMs-2)
Decreased levels
Alterations i
of MAPK
pathway

Neovascularization
and VEGF
expression

infiltrating
lymphocytes

MSS
Colorectal
Cancer

Lower mutational
burden and lower
expression of
tumor neoantigens

A3COs

/

/

REGONIVO
(EPOC 1603)

Regorafenib plus nivolumab in patients with mismatch repair-
proficient/microsatellite stable metastatic colorectal cancer: a
single-arm, open-label, multicentre phase 2 study

~N

Gastric cancer Colorectal cancer Response, n (%)

Without liver metastases (n = 23)

With liver metastases (n = 47) Al patients (N = 70)

T Complete response. ) ) o

= 2 Partial response 5(22) 0 50)
5 £ Stable disease 8(35) 14 (30) 231
EQ o - Progressive disease 939 27 (57) 36 (51)
28 Not evaluable 1(4) 6(13) 7 0)
EE -20 Objective response rate 5022 0 50)
29 Disease control rate =8 weeks 13(57) 14 (30) 27 39)
E . 40
=3 Median duration of stable disease, weeks 30 21 30
E“’ = -60

£

£ -8

S 100 Demonstrated level of activity in patients without liver

=R R PR % S0 R PD B NE 4 MSI < ANIPOIRD LT atory tast
metastases

Atezolizumab with or without cobimetinib versus
regorafenib in previously treated metastatic colorectal
cancer (IMblaze370): a multicentre, open-label, phase 3,
randomised, controlled trial

—— Atezolizumab plus cobimetinib group

HRvs regorafenib 1.00 (95% €1 073-1:38); p=0-99
— Atezolizumab grouy

HRvs regorafenib 1:19 (95% C10-83-171); p-0:34"
— Regorafenib group

g
3 6
<
T w0
3
2.
o 3 6 3 Y 15 18 21
Numberat risk
(numbers censored)
Ateolzumabplus 183(7)  150(4)  10(1)  83()  63(2)  28(19)  3()
cobimetinib
Aeoliomab 90(4) 732 5@ 34(0) 2(9) 9(9)
Regorafenib 90 (8) 67(0) 52(0) 40(0) 30(16) 9(9)

Cathy Eng. Lancet Oncol 2019

©Lenvatinib Plus Pembrolizumab Versus Standard of Care for
Previously Treated Metastatic Colorectal Cancer: Final
Analysis of the Randomized, Open-Label, Phase IlI
LEAP-017 Study

0S (%)

Lenvatinib + pembrolizumab

HR 0,63 (95% CI, 0.68 0 1.02); P - 0379

3 6 9 12 5 8 2 2
Time (months)

No.at risk (No. cansored:

Eﬁ;‘;’;‘gl‘;’h“mh 241000 214(0) 176(0) 132(0) 103(0) 70(9) 4131 562  0(67)
soc 239000 206(1) 160(1 121(1  96(1)  63(6) 2826 047 Ola7

Presence of liver metastasis
Yes 279/336 [ 0.91(0.72t0 1.15)
No 87/144 —— 0.65 (0.42 to 0.99)
T 1
0.1 1 10

Favors
Standard of Care

Favors Lenvatinib
+ Pembrolizumab

Akihito kawazoe. JCO 2024; 42: 2918-2927

LIVER METASTASES
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Zanzalintinib plus Atezolizumab vs Regorafenib in Patients with
Previously Treated Metastatic Colorectal Cancer: Zanzalintinib plus atezolizumab versus regorafenib in
Primary Overall Survival Analysis from the Randomized, Open-Label, :)ef;ic‘l::glco'ﬁ:zt; L:;Tcer (STELLAR-303): a randomised,
Phase 3 STELLAR-303 Study ot o

ZANZALINTINIB + ATEZOLIZUMAB vs REGORAFENIB

Zanzalintinib 100 mg PO QD + . .
> A EED [y e7omab 1200 mg V3w 0S8 Analysis (ITT Population)

« Documented to not have MSI-H or dMMR status (n=451)*

Zanzalintinib + Atezolizumab Regorafenib

+ mCRC that radiographically progressed on or was refractory R 1 1 % Outcome (n=451) (n=450)
or intolerant to prior standard-of-care therapy, which had to i . Median 0S, months 109 94
include all the following (if approved and available in the N=901 80 HR, 0.80 (85% C1, 0.69-0.93); P=0.0045"
country where the patient is randomized): Rogorufonib 160 mg PO QD = 70 - g g
— Fluoropyrimidine, rinotecan and oxaliplatin + anti- VEGF antibody I—> (days 1-21 of each 28-day cycle) 2w
~ ANtLEGFR antibody (i RAS wikd type) (n=450)* S
— BRAF inhibitor (if known BRAF V600E mutation) z %
2w
Siatifcaon Factors [ Engpors | Ly
i 20
= Geographic region (Asialrest of the world) Dual primary OSin the.lTT po.p ulaho.n 10
RAS status (wid typelmutant) 0S in patients without liver metastases (nlmITT) )
* Presence of liver metastases (yes/no) Key secondary PFS,1 ORR ! Safetyt 0 3 6 g |‘2 15 18 2 2‘4 o 20
Months.
No. at Risk
Zanzalintinib + Atezolizumab S]] 398 324 26 189 " 85 33 4 0 0
50 % 307 25 156 % a7 19 4 2 0
* .
Summary of TRAEs* (Safety Population)
O Ancode [ Grdo3 [ ayoete [l Grade23 . . .
Diarhea 501 om— 124 ' . 1
Hostan Y ——— m Overall population (ZZ-atz vs Reg) Without liver metastases
sigue [— ]
Nausea 31 ki _ | K E—k
Do e » mOS, months 10°9 vs 9°4 (HR 0’8, p 0'0045] 15’9 vs 12'8 m (HR 0°79, p 0'0875]
Vomiting 21 oM< 8 2 ) 2
Rash 181 JEmEY |6
e Y —— mPFS, months 3'7vs 2'0 (HR 0'68) =
Protsinuria j(e— | rEb
e k5 =t 150 ORR, % 4% vs 1% =
Stomatis (=T T
Platlet count decrease [ e
Pyreia M5
Aethenia == g}
Blood bilirubin increase 110 2EE1 |6
Thrombocopenia HE a0
Arthralgia 10ERD 2
Dysphonia. . : . =00 112 .
80 50 40 30 20 0 20 30 40 50 60
Patients, %

Anwaar Saeed ESMO 2025. J Randolph Hecht Lancet 2025
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Preliminary results from a randomized, open-label, BOTE N S | Ll M A B + BA LST' L' M A B

phase 2 study of botensilimab with or without balstilimab
in refractory microsatellite stable metastatic colorectal
cancer with no liver metastases

nature medicine

Botensilimab plus balstilimabin relapsed/
refractory microsatellite stable metastatic

colorectal cancer:aphase1trial SoC

(Trifluridine/tipiracil or regorafenib)

50 mg BOT Q6W

100 [ Active liver metastases Randomized
90 [l Treated liver metastases
£ B No history of liver metastases

gg 150 mg BOT Q6W + 240 mg BAL Q2W
40 « ITT: n=61
30 -Hm_‘ 20% tumor growth + Safety: 60

e SOC (ifuidinetipiraci orregoratents)
8 umw H i e

-40 30% tumor reduction u'u + Tofal ITT: N
-50 < oal + Total Safety: n=219

0% ORR, 36% DCR

Best target losion change (%)

target lesions (%)

Best percent change in

Best percentage change in target lesions

Andrea J. Bullock. Nature Medicine 2024; 30: 2558 75 mg botensilimab + balstilimab 150 mg botensilimab + balstilimab

Botensilimab and Balstilimab Mechanism of Action

LU TTTITT

19% ORR, 55% DCR 8% ORR, 54% DCR

Best target lesion change (%)

Fc-enhanced CTLA-4 Inhibitor

Best target lesion change (%)
o

+ Enhances T cell priming, activation and memory

75 mg botensilimab monotherapy 150 mg botensilimab monotherapy

+ Activates APCs / myeloid cells
+ Reduces regulatory T cells

+ Reduces complement fixation (I hypophysitis)

.
S
[T

80 0% ORR, 37% DCR

8% ORR, 38% DCR

Best target lesion change (%)

Balstilimab (BAL)*5
PD-1 Inhibitor

Best target lesion change (%)

+ Comparable to other PD-1 inhibitors

Faklh MG. ASCO GI 2025




: NEW TARGETS, NEW CONTEXTS, NEW BKs, NEW AGENTS......

nature medicine 3 a
Phase 2 dose expansion study of DSP107, a first-in-class . P'SS?LTZ *"ea.m;e,\nfw ko' Wo2emgka' W 32mgkg’
bi-: spe<:|f|cd-1BBT-cell engager, with and without Article s o org/101038/641501-025-03843-2 £ Wi2maka' M26maks’ B 30maks' M 3.2mgka’ +G-CSF
bin ic MSS Col L Cancer pati Precemtabart tocentecan, an anti-CEACAMS s
antibody-drug conjugate, in metastatic
LT e ——— colorectal cancer: aphase1trial
‘and 17 months for combination therapy DSP107+ Mtazo 17 months. 90% 60% Y
+ DSP107+ Atezolizumab appears favorable tothe standard | e | Kopetz S. et al. Nature Medicine 2025
of care Lonsur + Bevacizumab based on 6M 812M survival P “unconfimed 7R (n-3)

rate and ongoing overall survival data

DSP107+Atezo Survival Data Compared to SOC
\pproved 3L mCRC Theraples

Telisotuzumab Adizutecan in Combination With | Temab-A2.0mghg + Bev Temab-A 2.4 mgrkg + Bev TAS-102 + Bev
Bevacizumab Versus Standard of Care in Patients With
3L+ Colorectal Cancer: Dose Expansion Results of a
. ||||||||||||”
ORR: 30%

CDA47 a Targeted Tumor Antigen in Liver Metastases Phase 1 Study

) Ceccini M. et al. ESMO 2025

CDA47 Expression is Elevated on Liver
Metastases in MSS CRC Biopsies

Best Percentage Change in
Target Lesion Size

CD47 increases on LM post FOLFOX

Bashbiviosussss

797 ORR: 19% i
a0

" ORR: 0%

Primary tumor- Primary tumor_post-  Liver mets_post-

Arm 12

reatment naive FOLFOX FOLFOX = oy rom et

— TAS-102 + Bevacizumab 5 0 mykg Q2W

S Biopsy from non fiver mla-la)( (LN, Lung, abdomen) Temab A 2 0 mg/kg Part 7 Poolec.
Q3W + Bev* (n=22) 1.0
I 1 Temab-A24 mokg + Bevaczumab 7.6 mghky QW
High CDA7 expression 08
06
Arm 2 a4
- Temab-A 2.4 mg/kg 02 k|

z
g
Q3W + Bev® (n=22) S e
p—
TAS-102 +Bev | 20 19 15 12 " 9 6 3 3 1 0
Arm 3 Temab-A24mgkg+Bev | 30 30 28 26 25 21 19 12 10 9 2 2 12 13
Comafatof SOC c o 1 é ‘3 4 é é l/ 8 9 10 1'1 12 1‘3
TAS-102 + Bev? (n=22) e e

Anwaar Saeed ASCO 2025




NO SELECCION MOLECULAR......

Impact of Treatment With Trifluridine/Tipiracil
in Combination With Bevacizumab on

Health-Related Quality of Life and Performance Impact of trifluridiney/tipiracil plus bevacizumab on tumor shrinkage and
Status in Refracto ry Metastatic Colorectal Cancer: depth of response in refractory metastatic colorectal cancer: analysis of the
An Analysis of the Phase III SUNLIGHT Trial SUNLIGHT trial
Frorm e o
A o — FTD/TPI + bev. 100°
— o
5 o A
i
o H —
g° ]
20 ‘§'
g 0. [T1S=21.1
TS=485% (95%Cl:
(95 % Cl: 41.8, 55.2) 15.9, 27.1))
Y £ EX B 13
Julien Taieb. Clinical Colorectal Cancer June 2025 Julien Taieb. European Journal of Cancer 227 (2025) 115644

Analysis of fruquintinib in patients with metastatic colorectal cancer who
were enrolled in Spain: results from the global FRESCO-2 study

Results from the Spain subgroup
Most common any-grade and grade 23

Median OS and PFS with fruquintinib Median TTD of EORTC QLQ-C30 GHS scores and T T
versus placebo ECOG PS with fruquintinib versus placebo D0 s Pace Ly TEAESs with fruquintinib versus placebo

HR 0.633 = Fruquintinib Any-grade
8 | (95% Cl0.442-0.907) Gt

Any-grade
Asthenia:

fesmm 7307 Ve s

Decreased appeite:
33% vs 20%

Grade 23

HR 0.594
(95% C1 0.418-0.844)

Treatment-related
Treatment-related grade 23

HR 0.243 "
4 (95% CI 0.166-0.355) Leading to dose reduction

Median, months

HR 0.953 . N
(95% C10.679-1.337) Leading to dose interruption Grade 23

ooy Asthenia
femm S

Median TTD, months
©

Leading to discontinuation

55111!!!

Leading to death Hypertension:

12% vs 2%

°

20 40 60
QLQ-C30 GHS ECOG PS 22 or death Patients, %

2
8

R. Garcia-Carbonero. ESMO Gastrointestinal Oncology 2025




Final analysis
(DCO, December 4, 2024)

4 mg/kg
= congress T-DXd dose 0
2025 E gvl l 'r:‘r:atment duration, median (range), 55(0.7-34.37 49(0.7-29.2)°
e N5 TURN2 TN -2 NONIANEERN - 51 WERALESA  FERACLESD  DESTINY ROl DESTIN G2 Tr: Zzum rux n (T-DXd) in patien
e =27 N1 NS NG DDA wi?:t:ELII? zabo(s‘?ti \l/jet(ilclgR 2(+) ” ;Lsta;:ia: ents Followip, median (range), o A205340) 270700)
W W i W i W W W | P h . CORR (95% Cl), % 37.8(27.3-49.2) 27.5 (14.643.9)
RS uion 22 v 0 0 0 0 12 v 0 colorectal cancer (nCRC): Final analysis of DOR, median (85% Cl), mo 55@281) 55(37-98)
e : : : ' ' : : ! DESTINY-CRC02, a randomized, phase 2 trial PFS, median (95% C), mo 58(4670) 55(4270)
e ()
Dot iR No "o o No No o Yo Yo Yo 0s, median (95% Cl), mo 15.9 (12.6-18.8) 19.7 (9.9-25.8)
pery
Deftonof Anpifcaion/  Amplifcaon/ Anplaton’ Ampicaton pe— Drug-related grade 23 TEAE, %2 422 487
WER 2 pos Owreesicn  Overerprssion: T Overeprssan oveeenicn  On pr—
e HCS o1 G 4 1Sy G 1o G 1o G 1o G ro 26 179
htons +utns ek NS QLS MRS BG4 RSH S G s e 6 (2 grade 1;
ANIHER?  Trastuzamab Trastuzuna Trastuzumab Lapatinid stz Trastuzuna Trastuzumab Zanidatanab Adjudicated drug-related ILD, % (‘529::::21), 4 grade 2;
nen pemb b P Masumnab i b’ i 9 1 grade 5°)
ooy w x 30(sser) » o s s »
2D
s 2 1 privien) 51 ., n 6 5 o
K B s e . o , s s , These findings support T-DXd 5.4 mg/kg as the optimal single-agent dose for patients with previously
(o) S treated HER2+ mCRC, irrespective of RAS mutations and prior anti-HER2 therapy

Efficacy and safety of olomorasib, a second-
generation KRAS G12C inhibitor, plus cetuximab
in KRAS G12C-mutant advanced colorectal cancer

The KRAS G12C Inhibitor MK-1084 for KRAS
G12C-Mutated Advanced Colorectal Cancer:
Results From KANDLELIT-001

/” KRAS MT

©0verall Survival Analysis of the Phase Ill CodeBreaK

300 Study of Sotorasib Plus Panitumumab Versus
Investigator's Choice in Chemorefractory KRAS G12C T BestOveral Responss by Olomoras® Boss,
Colorectal Cancer L2 S — . ® 100 mg 810 150 mg @10
tn ORR 38(2552) » 60
i ocR 80002 5
CODE BREAK 300 iw Unconfirmed response, % (98% C1) E 40
- Bs r— P 2
£ DCR 83(7092) s
30 =3 o
j— ] & o]
=ity e = 40
5 pd £
™ 3 £ -7 sor
- 5 o] BPR
. & ‘5 c.n::n:l.;(;auﬂ:;;ﬁnu g 4—:: Eﬁg

osi%)

M.G. Fakih. NEJM 2023. ASCO 2024
Filippo Pietrantonio. JCO 2025

Best Change From Baselne i Target Leions ()
E883888885.5885883888

Total 1 Prior Line o Therapy 2 Prior Lines of Therapy.
n=3 n=12 e

Confirmed response, % (88% CI)

oRR 6063 2057 82068)

ooR 927998 83(52.98) 96(81-100)
Unconfirmed response, % (95% C1)

oRR 02 s82885) s(s75)

ocR 95(8399) 92 (62-100) 96(81-100)

prior Lnes o Tharapy
1@ 20

Iwona Lugowska. ASCO 2025

Parameter

6-mo PFS rate, %
(95% Ci)

All Patients
N=93

40 (43.0)
46 (49.5)
7@5)
43.0
(32.8,53.7)
925
(85.1,96.9)
14
(10-4.2)
65
(60,11.9)
74
(66.7.8)

628
(620,718)

Olomorasib

(100 mg BID)

+ cetuximab,
(N=64)

29 (45.3)
30 (46.9)
578
453
(328, 58.3)
922
(827, 57.4)
14
(10°42)
83
(5.6,12.2)
75
©8,9.7)

651
(61.9,75.4)

Olomorasib

(150 mg BID)

+ cetuximab,
(N=29)

137.9)
16 (55.2)
2(69)
37.9
(20.7,57.7)
93.1
(772,992)
1.4
(12-28)
62
(2.8, NE)
66
(42,76)

576
(37.3,73.4)

Antoine Hollebecque. ASCO 2025
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Paolo Ciraci. Nature Reviews Clinical Oncology 2025 (22); 28-45
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The REMARRY & PURSUIT trials
Longitudinal ctDNA monitoring and prediction of anti-
EGFR rechallenge outcomes in RAS/BRAF wild-type
metastatic colorectal cancer (mCRC)

with RAS and BRAF wild-type circulating tumor DNA (¢tONA:
od PARERE.

2025 ASCO i Ao
ANNUAL MEETING

FIRE-4 study (AlIO KRK-0114):
Randomized study evaluating the efficacy of cetuximab
re-challenge in patients with metastatic RAS wild-type
colorectal cancer responding to first-line treatment with
FOLFIRI plus cetuximab

Lenaq Weiss. ASCO 2025

Objective Response

T _E
N=42 95% CI; Povi
Best Response, N (%)
R 1(24) 122)
PR 4(95) 11 (26.4)
sD 21(50.0) 15@3.3)
PD 1331.0) 11 (244)
NE 3@.1) 7(156)
Objective Response Rate
(ORR) (%) 5(119) 12 (26.7) 037
95%Cl 4-256 146-419 ©.12-1.17)
008
Disease Control Rate
(OCR) (%) 26 (619) 27 (60.0) 108
95%CI 456764 443743 L P

Fishers sxactont 0= 5%

0s-3 Event rate: Am-A2 81% vs. Am-B2 82%
- —A2 Investigator's choice 15.1 months
—B2 (FOLF)RI + Cetuximab  17.6 months

HR 0.86 [95% Cl, 0.54-1.39]; P=0.54

o ‘ n " B » » a @
T o)
Potets Rk
xc @ El 7 b B ' o
2He & H ) H H H i b

Circulating Tumour (ct) DNA-Guided Anti-EGFR
Rechallenge Strategy in Metastatic Colorectal Cancer
(mCRC): Final results of the phase Il randomized
CITRIC trial

C. Montagout. ESMO 2025

|

I

Response in ITT population

Disease Control Rate

H

(Ot Rato(65% CI} 485 (1361952

fdiers
ORR(B0% 0. % 77-232) wezwg 08 g T =
R% 37 180 X
0% 267 110 g' .
% 120 s0) H
LS
s 0w o0
o
DiemeconimieMNC)%  TTEIT-89  44@1es 001 Cotminab - Invesigators
ORR was numerically higher and DCR was higher with iril +
toi i 's choice

ctDNA ultraselection to anti-EGFR rechallenge

mPFS. HR(95%C)  Palve
months

7
IH Rechallenge A CONAUNBSIaCad LR
AN - -
! Am Geneatwred 21 - -

GIONA ant-EGFR ulraselction panel = mutaion in RAS,
BRAF VBODE, EGFR ECD, MAP2K1, PTEN; ampfication in
ERBBZ, MET (MSK-ACCESS povered by SOPHiA DDM)

Pre-planned exploratory analysis showed higher PFS in patients ultraselected by ctDNA

treated with cetuximab + irinotecan rechallenge
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LBA1: Randomized trial of standard chemotherapy alone or

combined with ate

zolizumab as adjuvant therapy for patients

with stage lll deficient DNA mismatch repair (dMMR) colon
cancer (Alliance A021502; ATOMIC)

+——— 6 months ————» «——— 6 months ————

Key eligibility criteria

« Age > 12 years old

« Histologically confirmed, Ry
resected stage Ill colon
adenocarcinoma

« dMMR by IHC2®

- ECOGPS<2

+ No prior chemotherapy or
radiation®

mFOLFOX6 +
Atezolizumab

Atezolizumab*
(840 mg IV q2 w)

<10 weeks
post surgery®

mFOLFOX6

+——— 6 months ———

Stratification factors

« T-stage (T1-3vs. T4)

« N-stage (N1/N1c vs. N2)

+ Tumor location: proximal vs. distal

Primary endpoint

- Disease-free survival (DFS)

Secondary endpoints

+ Overall survival (OS), adverse event (AE) profile

Primary Endpoint: DFS

100 §
86.4%
90 mFOLFOX6 + atezolizumab
50|
7051 76.6%
= = mFOLFOX6
& oo
2 s
£
z i Log-Rank* P-Value: < 0.0001
E 30 Hazard Ratio* (95% Cl): 0.50 (0.34, 0.72)
0]
Arm Name Events/Total Time-Point KM Est (95% CI)
104 A 1 (MFOLFOXG + Atezo) 451355 1 36 804 (316-86.0%)
"Arm 2 (mFOLFOXB) S0m57 | 96 70l (11a810%)
o 12 24 % a5 % 72 5
Months Since Randomization
Arm 1 (MFOLFOX6 + Atezo) 355 291 242 gzp TSR 50 15 o
Rmd (mPOLESRS) 357 3 B % £ E ki 8

Confirmed dMMR by central reference laboratory:

*Stratified by randomization factors

2025 ASCO eresenrene: Frank A. Sinicrope, M.D.

5 Al
ANNUAL MEETING.

Log-Rank P-Value: 0.0007, Hazard Ratio (95% Cl): 0.53 (0.36, 0.79)

Median follow-up =

ASCO

37.2mos

Safety Summary

Any Grade AE, % (n)
Treatment-related

) Grade 3-4 AE, % (n)

Treatment-related

Grade 5 AE, % (n)
Treatment-related

mFOLFOX6 + Atezo

mFOLFOX6

100% (346)
99.7% (345)

95.1% (329)
94.2% (326)

83.8% (290)
72.3% (250)

69.1% (239)
59.2% (205)

1.7% (6)
0.6% (2)

0.6% (2)
0.0% (0)

Patient Safety

AEs Occurring in > 35% of Evaluable* Patients

MFOLFOXS + Atezolizumab mFoLFoXs
Faigue [ I
Nausea Y -
Peripheral sensory neuropathy w mm
Neutrophil court decreased P -
Plateet count decreased . =
Darthea EE - 1] «
Anema E “
Anorexia S =
Abdominal pain g »
Constipation T o »
White blood cell decreased |l Grades 12 Em: & Grades 12|
Aspartate aminotransferase increased ||l Grade 34 el s W Grace s+

Percent (%) Patients.

Neutrophil count decrease * Evaluable patients: receved

alleast 1 reatment dose.

Immune-Related AEs

No clinically

lated AEs
mFOLFOXS + Atezo

inr greateri

mMFOLFOXS
(

Endocrinopathies  Adrenal insufficiency o
Hyperglycemia 20
Hypothyroidism 205 o 36
Coliis Colitis 55 12 06
Diarthea 601 124 533
Myositis Generalized muscle weakness. 78 09 33
Dermatitis Rash maculo-papular 133 09 60

Grade 3-4

Fepatits,n (%)
orAST increase
s or birubin increase

Atezolizumab plus mFOLFOXE6 is a practice changing treatment for patients with

dMMR stage Il colon cancer




Folfox + atezolizumab should be considered in patients with dMMR
colon cancers who undergo upfront surgery

How big of

a bIaSt IS * In the era of immunotherapy: do patients with dMMR colon cancers
ATOMIC? need adjuvant chemotherapy?

Myriam:Chalabi, MBIELD » Is neoadjuvant immunotherapy better than adjuvant chemotherapy in

Netherlands Cancer Institute dMMR colon cancers?
Amsterdam, the Netherlands

PRESENTEDEY:  Myriam Chalabi, MD, PhD. )
Resy 1o Jl #ASC025 o A(\)§COC?°

Neoadjuvant immunotherapy for dMMR colon cancer

< |
Lymph-Node Status: Negative [l Positive =
- . 0-" L1 LTI T LTTTTTY
& « |
5 2
: 2 s
-40
e NEW ENGLAN D : partil £ 100% 3-year DFS
JOURNAL o MEDICINE 5w ||| response g 3q
= @
Ton e 2o e % o - 2 |
Neoadjuvant Immunotherapy in Locally Advanced 2 pathological
Mismatch Repair Defictent Colon Cancer & oo L T IR response
o
Patients = b ; T ; T T T T
o 12 24 36 a8 60 72 84

Months since surgery
Number at risk

1 110 105 58 32 18 4
no. (%)
<50% Residual viable tumor 109 (98) Neoadjuvant immunotherapy is more effective, and allows for de-
<10% Residual viable tumor: major pathological response 105 (95) escalation of chemotherapy

0% Residual viable tumor: complete pathological response 75 (68)




‘Adjwvant CRT improved local
recurrence and DFS,
Gastrointestinal Tumor Study Group

Preoperative CRT superior
to postoperative CRT for
locoregiona control,

Total neoadjuvant
German Rectal Cancer trial

therapy benefits shown in

Postoperative CRT for RAPIDO and PRODIGE 23

treatment of rectal cancer,

NIH Consensus Conference Preoperative CRT +
protocolized TME, Neoadjuvant
Dutch Colorectal Delayed surgery chemotherapy for
™E Cancer il following SCRT, treatment of LARC,
Stockholm I trial PROSPECT trial
t
[1s85 1085 1990 1097 2001 2004 2005 2017 2019 2020 2021 2022 2023

T

Organ preservation
with TNT treatment
of LARC, OPRA trial

Induction vs
Consolidation TNT,
German Group
CAO/ARO/AIO-12

Preoperative CRT improves
local recurrence and survival,
Swedish Rectal Cancer trial

Preoperative SCRT superior local control
compared to postoperative CRT,
Multicenter RCT Uppsala University
Sweden

microsurgery for low grade
rectal cancer, Trec trial

EORTC Radiotherapy Group.
Trial 22021

Optional CAPOX x8
or FOLFOX x12

Primaryendpoint:
3 year disaasested
rament e

CAPOX x6
o FOLFOX x9

Surgery

‘mFOLFOX x12
or Cape x8

primary
endeaint:
SyearDFS

mFOLFOX x6
or Cape xd.

mFOLFIRINOX x6

Primary Endpoint:

Sryesr D75
(roninfarory design)

° Emem

Distal Restagi
Rectal Cancer o
Stage I gy vy

Cliical
Response"

Control Arm (Historical Controls)

Distal
Rectal Cancer CRT TME
stage 1111

ADJUVANT CT

5PE(IAL ARTICLE

Localised rectal cancer: ESMO Clinical Practice Guideline for diagnosis,
treatment and follow-up

R.-D. Hofheinz. Ann Oncol. 2025

Locally advanced dMMR or
MSI-H rectal cancer [ESCAT 1-B]

Watch and wait [l A]

®

Salvage resection in case of tumour
persistence or local recurrence IV, A]

MDT discussion on adjuvant therapy
(b) [, A]

'INMUNOTERAPIA: NEOADYUVANCIA ADENOCARCINOMA RECTO MSS

‘

PRING-01

randomized controlled trial (SPRING-01)

Changging Jing. ASCO 2025

Short-course radiotherapy followed by sintilimab and CAPOX as total

neoadjuvant treatment in locally advanced rectal cancer: a prospective,

Methods

Single-centre, open-label, randomised, phase Il trial (ChiCTR2100052288 )

Armi: SINSCAPOX (N=49)
Age, 18-85 years
ECOG PS, 0-1

Treatment-naive

- Primary
Clinical staging (at @
leastone )

cTstage>T3,

N stage N1+,
EMVI+, MRF+ or LLN+
Mege Arm2: CAPOX (N=43)

October 2021 <September 2023 ‘SIN: Sitimab 200 mg/m? on day 1 ofeach 3-week cycle

5%
\

20(59%)
Complete response (pCR+cCR) 30(61%)

Major pathological response 36(74%)

Surgical population SIN+CAPOX (N = 45)

+ PCR rate(ypTONO)
dary

Secon
meon T 29(64%)
- (cCR+pCR)rate
“MPR 7(16%)

« RO resection rate.
“TRAES

49%)

Gays 1-ta
THE: Tota mescrecal exciion

I .

w2019

9(20%)
49%)

AT popuisgon

16(33%)
16(33%)
23(47%)

CAPOX (N = 44)

16(36%)
716%)
13(30%)
8(18%)

21(48%)
17(39%)
6(14%)

“ITT: pCR: (29 [59%] of 49 [95% Cl 45.73]
Vs 16 [33%] of 49 [95% CI 20-46];
« difference, 27% [95% Cl 8-46]; p=0.015)

P<0.05
80
s0.%

— 60
B
-]
£ 40 32.7%
o
o
220

PCRin ITT Popilation




Mutant allele fraction
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@ ctDNA Guiding Treatment of

Use of ctDNA in treatment strategy Colorectal Cancer:
Localised colon cancer Ready for prl metime‘7

Special Session on ctDNA

MINIMAL RESIDUAL DISEASE 4

In the era of precision oncology, the need to identify patients who genuinely require
adjuvant therapy and those who can be spared from it has become increasingly urgent.

Potential ctDNA applications ctDNA after surgery in localized colon cancer is THE MOST / DYN AMIC \
v/

IMPORTANT prognostic factor
100
Screening Neoadjuvant Iélnlelcnular Mmlecmar Agamwe Bmgar':ers to A;Iommnnq Acquired Stage I Stage Ill
nitoring it i istar
‘monitoring residual disease m?niat‘:il:m sw:;i';s guide therapy of response Evzrger:‘c; The N EW E N G LA N D
Javerans 10 Postopertive ONAnegative (1= 164) STV JOURNAL of MEDICINE
§ 1 Circulating Tumor DNA Analysis Guiding Adjuvant Therapy
£ 6 | in Stage II Colon Cancer
s 4 L‘\ = 0000000000001 DM postve(ongitcin) '
£ "] Postoperative ONA-posiive (n= 14) B Kaplan—Meier Estimates " i
52 = 00—
‘ 8% o -
Diagnosis Definitive local Follow-up Follow-up Clinical Progression | | 0-
treatment relapse 0 5 24 % % % f 0 I N £ .
Morihs sine surgery T Since Surgery mo £ o
Pascual J. Ann Oncol 2022 ) i s
Tie, Sci Trans| Med 2016; Reinert, 2018 g w0
g
g 2
#1. ctDNA predicts recurrence: specificity>95%; PPV>95%
Tumor-informed and tissue-free ctDNA MRD tests
ctDNA+: 10% stage II; 25% stage lll




2 ASCO rmamometine
CtDNA-Guided Adjuvant Chemotherapy Escalation in ctDNA-Guided Adjuvant Chemotherapy De-Escalation Aricte o OO SR 025 000
sisgslliColan Cancar = = _ in Stage Il Colon Cancer Circulating tumor DNA-guided adjuvant
igﬂ?gs\;ﬁz;?g: Itlh.?riz‘l%ggf?smv; %Ohofr}\fé??éhaisagg?g;zed Primary Analysis of the ctDNA-Negative Cohort from the Randomised | therapy n loca“y advanced COIon cancer:

E BECER Sy 9 AGITG DYNAMIC-Ii Trial (Intergroup Study of AGITG and CCTG) | therandomized phase2/3 DYNAMIC-IlI trial

Jeanne Tie
Jeanne Tie

€ RFS in ctDNA-positive population

ctDNA-Informed Management

> ctDNA-Negative > De-escalate

Pre-Planned SoC > Escalation

targeted

- RO resection

- ECOGO-2

« Fitforatleasta
fluoropyrimidine (FP)

« Staging CT within 12

No chemotherapy > 5FU/Cape

S Tumor-informed
age CIDNA Analysis

Colon Cancer (saterseqs’
CRE panel

z soletdive 2 EEhs 5FUICape > 6M Oxaliplatin doublet
O e e ¢ | 3M Oxaliplatin doublet > 6M Doublet

or = 3M FOLFOXIRI hd

ks = Standard management
B M 5 w0
o FraEne T 6M Oxaliplatin doublet > 3 2
dequate tumor 9 FOLFOXIRI o

CtDNA-guided management

femesonse Treatment per clinician’s choice .
o e (blinded to ctDNA result) :
ey ety et e Lty e » i Post-Op ctDNA Molecular Burden and RFS
. 10 | HR116(95%C1,0.87-153) |
poinisitolbelRresente : RFS: ctDNA Burden by Quartiles TDMM / mL RFS HR (90% CI) P
B 2 RFS Secondary: safety, end-of-treatment (EoT) ctDNA clearance o 0 21.31 1 <.0001
o 2 2 3 a8 0 [
many:< years Exploratory: post-operative cIDNA levels | R ] 018131 065(0.46,0.93)
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Aspirin after completion of standard adjuvant therapy for
colorectal cancer (ASCOLT): an international, multicentre,

phase 3, randomised, double-blind, placebo-controlled trial

Disease-free survival (%)

—— Aspirin
——Placebo

60 HR 0-91 (95% C1 0.73-113), p=038

§ T n 8 24 30 %6 42 B s

o]

Number at risk
(number censored)
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© (23 42 (55) (77)  (02) (141) (196) (246) (296)
Placebo 759 684 626 599 566 530 470 432 398 334
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John W K Chia . Lancet Gastroenterol Hepatol 2025
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Adjuvant Aspirin Treatment in PIK3CA-Mutated Colon Cancer

Patients: The SAKK 41/13 Prospective Randomized
Placebo-Controlled Double-Blind Trial
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Ulrich Guller. Clin Cancer Res 2025

RECIS

Low-Dose Aspirin Reduces
Recurrence Rate in Colorectal Cancer
Patients with PI3K Pathway Alterations
3-Year Results from the ALASCCA Trial

ALASCCA

The NEW ENGLAND
JOURNAL o MEDICINE

The ALASCCA Trial (NCT02647099)
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Low-Dose Aspirin for PI3K-Altered Localized Colorectal Cancer
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Primary Outcome: CRC Recurrence
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Aspirin 160 mg reduced recurrence rate by 50% in CRC patients with
tumors harboring mutations in the PI3K pathway
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Can change clinical practice for around one third of patients with
non-metastasized CRC
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Can Lifestyle Save Lives in
Colorectal Cancer?

Exercise improves muscle strength, cardiorespiratory fitness, emotional distress,
physical activity, fatigue, and sleep quality ...... in colorectal

Precision Oncology?
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Fig.1 molecular mechanisms underlying therapeutic effects of exercise in cancer Fig. 2 molecular mechanisms of preventive effects of exercise in colorectal cancer
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A Phase III Study of the Impact of a Physical Activity
Program on Disease-Free Survival in Patients with
High-Risk Stage II or Stage III Colon Cancer:

The CHALLENGE Trial (CO.21)

The NEW ENGLAND
JOURNAL o MEDICINE
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Structured Exercise after Adjuvant Chemotherapy
for Colon Cancer

CO21 Study Schema
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Program (SEP) and
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First-line encorafenib + cetuximab + mFOLFOX6 in
BRAF V600E-mutant metastatic colorectal cancer
(BREAKWATER): progression-free survival and
updated overall survival analyses

2025 ASCO

NUAL MEETING

ctDNA-Guided Adjuvant Chemotherapy Escalation in
Stage Il Colon Cancer

Primary Analysis of the ctDNA-Positive Cohort from the Randomized
AGITG DYNAMIC-III Trial (Intergroup Study of AGITG and CCTG)

Jeanne Tie
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Nivolumab plus ipilimumab versus chemotherapy or
nivolumab monotherapy for microsatellite instability-
high/mismatch repair-deficient metastatic colorectal
cancer: expanded analyses from CheckMate 8HW
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ALASCCA

Low-Dose Aspirin Reduces
Recurrence Rate in Colorectal Cancer
Patients with PIBK Pathway Alterations
3-Year Results from the ALASCCA Trial
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LBA1: Randomized trial of standard chemotherapy alone or
combined with atezolizumab as adjuvant therapy for patients
with stage Ill deficient DNA mismatch repair (d(IMMR) colon
cancer (Alliance A021502; ATOMIC)
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BREAKWATER: Primary analysis of first-line (1L)
encorafenib + cetuximab (EC) + FOLFIRI in BRAF
V600E-mutant metastatic colorectal cancer (mCRC)
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ctDNA-Guided Adjuvant Treatment
in Colorectal Cancer
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NRG-Gl1004/SWOG-S1610: COlorectal cancer
dMMR Immuno-Therapy (COMMIT) study
A randomized phase 11l study of atezolizumab
monotherapy versus mFOLFOX6/bevacizumab/atezo
in the first-line treatment of patients with dMMR or
MSI-H metastatic colorectal cancer
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Glucagon-Like Peptide-1 Receptor Agonist vs Aspirin
For Primary Prevention Of Colorectal Cancer:
Evidence From A Real-World Head-to-Head
Comparison

ASCO Gastrointestinal
Cancers Symposium

The Role of (Total) Neoadjuvant
Therapy in Colorectal Cancer:
Above and Beyond the Rectum
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Longitudinal Study on the Influence of Physical Activity in
Managing Cancer-Related Fatigue in Patients with
Colorectal Cancer
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