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Tratamientos 1L BRAFmMutado
BREAKWATER: Disefio

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

+ ECOGPSO0or1

- Adequate bone marrow, hepatic, and renal function

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 (0 vs 1)

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

mg EC + mMFOLFOX6 (n=236)

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

Kopetz et al. ASCOGI2025.Abstract16



Tratamientos 1L BRAFMutado
BREAKWATER: Resultados (Sgmto 10 meses)

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

o/
One-sided P-value=0.0008 i o

Confirmed best overall response, n (%)

n 80% 1 60.9% CR 32.7) 2(1.8)
€ (51.6%-69.5%)
o PR 64 (58.2) 42 (38.2)
‘g 60% 40.0% SD 31(28.2) 34 (30.9)
‘S (31.3%-49.3%) Non-CR/non-PD 3(2.7) 4 (3.6)
S PD 3(2.7) 9(8.2)
T 40% - l NE 6 (5.5) 19 (17.3)
8 \ n=67 n=44
& TTR, median (range), weeks (L1 (DE7=53 ) 7.3 (5.4-48.0)
20% Estimated DOR, median (range), months 13.9 (8.5-NE) 1.1 (6.7-12.7)
Patients with a DOR of 26 months, n (%) 46 (68.7) 15 (34.1)
0% Patients with a DOR of 212 months, n (%) 15 (22.4) 5(11.4)
-
EC + mFOLFOX6 SOC
n=110 n=110
MCR [ PR BCR | PR

Kopetz et al. ASCOGI2025.Abstract16



Tratamientos 1L BRAFMutado
BREAKWATER: Resultados (Sgmto 10 meses)

Subgroup Analysis of ORR by BICR

Number of responders/

Number of patients

EC +

Odds ratio (95% CI)

mFOLFOX6 SO mFOLFOX6 S0C

Age

<65 years 41/64 22/61 64.1 36.1 3.160 (1.432-7.010)

=65 years 26/46 22/49 56.5 44.9 B e ——— 1.595 (0.658-3.883)
Gender

Male 36/57 20/50 63,2 40.0 - 2.571 (1.099-6.050)

Female 31/53 24/60 58.5 40.0 —— 2.114 (0.934-4.803)
ECOG PS at baseline

0 37/56 26/56 66.1 46.4 — o 2.247 (0.981-5.178)

1 30/54 18/54 55.6 33.3 2.500 (1.070-5.880)
Number of organs involved at baseline per BICR

=2 32/58 20/58 55.2 34.5 2.338 (1.037-5.301)

23 35/52 24/52 67.3 46.2 o 2.402 (1.010-5.758)
Side of tumor

Left 28/43 17/46 65.1 37.0 - 3.184 (1.232-8.313)

Right 39/67 27/64 58.2 42.2 ———— 1.909 (0.901-4.053)
Liver metastases at baseline per BICR

Yes 47169 31/71 68.1 43.7 - 2.757 (1.310-5.836)

No 20/41 13/39 48.8 33.3 - 1.905 (0.704-5.210)

Data cutoff: December 22, 2023.

0 1 2 3 4 5

6

7

-
Favors SOC Favors EC + mFOLFOX6

Kopetz et al. ASCOGI2025.Abstract16
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Tratamientos 1L BRAFMutado
BREAKWATER: Resultados (Sgmto 10 meses)

No alcanza p

preespecificada

Interim Overall Survival2

L}
1
i
— L
[3 1
= [l H
g : : EC+mFOLFOX6
w 1 1
‘S 1 1
= i '
= 1 1
% L} 1
=1 ' 1
=3 1 1
o= 0:3 1 : : Number of Median Overall Survival,
: : Events, n (%) months (95% CI)
926 ! ! EC+mFOLFOX6 40 (16.9) NE (19.8-NE)
0.1 ' ! soc 72 (29.6) 14.6 (13.4-NE)
: : Hazard ratio, 0.47 (95% CI, 0.318-0.691) £P=0.0000454
0.0 T T T T 1
o 6 12 18 24 30
. Time (months)
No. at risk
EC+mFOLFOX6 236 156 81 20 1 o
SOC 243 138 64 14 (0] o

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.

Kopetz et al. ASCOGI2025.Abstract16



Tratamientos 1L BRAFmutado
BREAKWATER: Efectos adversos

Most Frequent (220%)2 All-Causality TEAEs

EC + mFOLFOX6 socC
Grade 1/2 [l Grade >3 Grade 1/2 |l Grade =3
Nausea 48.5 [ ] | 45.2
Anemia 255 108 | | 19.3
Diarrhea 32.9 | | 434
Decreased appetite 31.2 II 237
Vomiting 29.9 [ |] 18.9
Neutrophil count decrease 13.9 m 1.4
Asthenia 225 [ ] 13.2
Pyrexia 242 | 12.7
Peripheral sensory neuropathy 19.0 .I 19.3
Rash 238 | 26
Fatigue 21.6 n 224
Neuropathy peripheral 16.5 ml 184
Arthralgia 21.2 | 35
Neutropenia 7.4m 13.2
Alopecia 212 9.6
Constipation 19.9 || 18.9
100 50 25 0 25 50 75

Data cutoff: December 22, 2023.

aFrequency is based on the EC + mFOLFOX6 arm.

Percentage of patients

Kopetz et al. ASCOGI2025.Abstract16
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CONTEXTUALIZACION

Ttos frente a BRAF élos movemos a 1L?

N

Aumento TR ( 60% vs 40%), sin aun ver aumento en SG y con toxicidad manejable
Ofrece un acceso precoz a tto dirigido.
Vemos mejor los Eadv ( menos ef.adv relacionados con evolucion de la

enfermedad)
N de pacientes amplio.
“The sooner the best”

Preclinical Rationale to Combine in Earlier Lines

BB8140

| !
“ FOLFIRI _, @ Encolcelux’

QI Encolcetux‘“ FOLFIRI

@ Vehicle (|?® Vehicle
BRAFV600E MT:

Collect/Passage

5 10 15 20

— Vehicle - 1*' Line
~— Vehicle - 2" Line
~ Encolcetux - 1*' Line
~— Encolcetux - 2" Line

0 20 40 60 80 100120140 0o 1020 3% 4 50 PFS of 151 line
Days Days

nd [
o C8063 versus 2"¢ line

Napolitano et al, CCR 2023

B1003b

—— Vehicle
~=— FOLFIRI

Encorafenib + cetuximab
—=— FOLFIRI + encolcetux

*P<05

Tin ** P <0.005
5 10 15 20

In vivo PDX modeling of different
sequences and combinations.
Combination chemo/ cetux/ encorafenib
was most efficacious

Efficacy of BRAF-targeting therapy
impaired after FOLFIRI treatment
FOLFIRI treatment upregulated RAS
signaling (cross-resistance




CONTEXTUALIZACION

Ttos frente a BRAF élos movemos a 1L?

1.Solo BRAF V600E

2.Desconocemos el papel de mantener tto dirigido a PE
3. Problemente desplazaremos a BEACON

Study Design

Patients with

mMCRC with after 1 or 2 prior ECOGPSofoor1:

and no prior treatment with any RAF inhibitor, MEK inhibitor, or EGFR inhibitor

Phase3
riplet

Safety Lead-in = — =
RAF! \ Y
E:[‘:{?ME*”&?BIB‘* s ENCORAFENIB + BINIMETINIB + CETUXIMAB
CETUXIMAB N =224
N=30

Doublet therap
ENCORAFENIB + CETUXIMAS

Encorafenib 300 mg PO daily
Binimetinib 45 mg PO bid
Cetuximab standard weekly
losing

a

Triplet vs Control

os
(All randomized Pts)

ORR —
Blinded Central

Primary
Endpoints:

Review

(1* 331 randomized Pts)

Randomization was stratified by ECOG PS (0 vs. 1). Prior use of innotecan (yes vs. no). and

source

vs.

Secondary Endpoints: Doublet vs Control and Triplet vs Doublet - OS & ORR, PFS, Safety

: EORTC QOL Questionnaire (QLQ C30), Functional Assessment of Cancer Therapy Colon

QOL Assessments:
Cancer, EuroQol SD5L, and Patient Global Impression of Change)

Tabernero J. J Clin Oncol 2021; 39:273-284

ENCO/BINI/CETUX versus Control

- ;g HR, 0.60 (85% C1, 0.47 1o 0.75)
g ’ Median 05 in manths
E 08 ENCO/BINJCETUX (137 events})  Conirol (157 events)
E} 0.7 4.3155% C1, 8.210 108) 54 95% CL.5 10 00)
.E 06
30.5
=04
o103
S
& 01
! 1 T ! ! 1 U ! !
03 6 9 12 1B 8 A 47
Months
Number of patients at risk
ENCOBINICETUX 224 198 157 89 56 33 15 9§ 4 0
Contral m 1% B ¥ B B & 2 0 0

ENCO/CETUX versus Control

104
T 091 HR, 061 5%, 4810 077
2 08 Median 08 in months
E 07 ENCO/CETUX {128 events) Contral (157 events)
f?) Qlﬁ 83(85% C1. B0t 11.3) 53(95% 15110 00)
5!
aO.E-
= 041
03
8021
& 014
T T 1 T T T T ! T
03 6 9 12 1518 N UV
Manths
Number of patients at risk
ENCOCETUX220 197 43 & 47 28 13 7 2 0
Control 21 %6 B O B B O 2 0 0




CONTEXTUALIZACION

Ttos frente a BRAF élos movemos a 1L?

Stage IV unresectable mCRC, 1st line

BRAF V60OE ™t

Encorafenib/cetuximab and FOLFOX

Molecular profile and sidedness

\/ V% V%

RAS or BRAF mutated
and / or right sided

Pembrolizumab [I, A] CT doublet + anti-EGFR I, A] CT doublet + bevacizumab [II, A] Only in RAS/BRAF WT and right
Nivolumab + ipilimumab I, A] CT triplet + bevacizumab [I1,A] sided, if tumor shinkage is the aim:

CT doublet + anti-EGFR [I, C]

MSI-H/ dMMR RAS / BRAF WT and left sided

SEOM Living Guidelines 2025



Tratamientos 1L MSI-H
8HW: Diseino

Dual primary endpoints in patients with

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

« 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 BICR' (NIVO + IPI vs NIVO across

* Immunotherapy-naive NIVO 240 mg + IPI 1 mg/kg Q3W for 4 doses,* all lines)

* ECOGPSOor1 followed by NIVO 480 mg Q4WP Other select endpoints:
«| Safety
+| ORR by BICRf (NIVO + IPI vs NIVO across

_ Investigator’s choice chemod i (
N =132 all lines)
Stratification factors:  — (mFOLFOX6 or FOLFIRI +
« Prior lines of treatment bevacizumab or cetuximab) *[ HRQoL
(Ovs1vsz=2) « 0S

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 + IPl arms only)

« Primary tumor location

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

Seguimiento 4 anos

Andre et al. ASCOGI2025.LBA143



Tratamientos 1L MSI-H
8HW: Resultado SLP

Centrally confirmed NIVO + IPI NIVO
MSI-H/dMMR (n =296) (n = 286)
12-mo rate Median PFS,> mo NR 39.3
24-mo rate SEiihe fata 95% Cl 53.8-NE 22.1-NE
76% 71% HR (95% CI) 0.62 (0.48-0.81)
68% P value® 0.0003
NIVO + IPI

1004
907
xR
= 80
g
Z 707
|
72 601

¢ s0
g
c -
5 40
ﬁ 301
S
¥ 201
a
10
0
0
No. at risk
NIVO + IPI 296
NIVO 286

248

210

234

191

T T T T T T

9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Months
225 214 207 200 180 164 146 136 134 121 102 100 61 54 29 23
179 169 164 158 141 124 109 98 95 81 72 69 39 31 15 12

Andre et al. ASCOGI2025.LBA143



Tratamientos 1L MSI-H
8HW: Resultado SLP subgrupos

Category (centrally Unstratified
confirmed MSI-H/dMMR) Subgroup m HR Unstratified HR (95% CI)
Overall (N = 582) NR 39.3 0.63 —— !
Age, years < 65 (n=321) MR NR 0.60 —_—— :

> 65 (n=261) NR 29.4 0.66 ——
Sex Male (n = 284) NR 28.2 0.60 —— !

Female (n = 298) NR NR 0.67 ——
Region US/Canada/Europe (n = 415) NR 29.4 0.63 —_—— :

Asia (n=52) NR NR 0.40 - L

Rest of world (n = 115) NR NR 0.73 —_——
ECOG PS 0 (n=313) 54.1 NR 0.69 _—

1(n = 269) NR 18.2 0.60 —_—
Tumor sidedness Left (n= 152) NR MR 0.62 —_— &

Right (n = 430) NR 33.2 0.64 — |
Liver metastasest Yes (n = 210) NR MR 0.68 _

No (n = 368) NR 33.2 0.60 —
Peritoneal metastases="® Yes (n = 226) 54.1 24.8 0.55 — & 3

Mo (n = 352) NR NR 0.67 —
Tumor cell PD-L1 expression = 1% (n=133) NR MR 0.77 . —

< 1% (n = 427) NR 24.8 0.57 —%— |
BRAFIKRAS/NRAS mutation BRAF/KRAS/NRAS all wild type (n = 156) NR 44.3 0.64 —
status BRAF mutant {n= 179) NR 25.9 0.62 —_——

KRAS or NRAS mutant (n = 125) NR NR 0.76 - 5+

Unknown (n = 114) 54.1 38.1 0.48 - :
Clinical history of Lynch Yes (n = 83) 53.8 38.1 0.90 — e
syndrome Mo (n = 334) NR 44.3 0.56 —. !

Unknown (n = 156) NR 33.2 0.71 ————

0.125 0.25 0.5 1
NIVO + IPl  —p NIVO

* PFS consistently favored NIVO + IPl vs NIVO in prespecified subgroups across all lines of therapy

2Per BICR. "Patients may have had more than one site of metastasis.

Andre et al. ASCOGI2025.LBA143



Tratamientos 1L MSI-H

8HW: Respuesta

Centrally confirmed MSI-H/dMMR

NIVO + IPI
(n = 296)

ORR,2 % (95% Cl) 71 (65-76) 58 (52-64)
Difference in ORR,? % (95% Cl) 13 (5-21)
P valuec 0.0011
Best overall response,24%
Complete response 30 28
Partial response 40 30
Stable disease 14 19
Progressive disease 10 19
Median TTR (range),®< mo 2.8 (1.2-44.5) 2.8 (1.2-29.5)
Median DOR (95% Cl),2¢ mo NR (NE) NR (NE)

Andre et al. ASCOGI2025.LBA143




Tratamientos 1L MSI-H
8HW: Calidad de vida

EORTC QLQ-C30 Global Health Status

40

Mean change from baseline in
Global Health Status score?

NIVO + IPI (n = 296) 279 228 196 202 194 197 185 178 178 173 167 159 142 139 9
NIVO (n = 286) 265 220 206 190 182 173 161 157 142 143 138 136 125 103 10
* HRQoL improvements were observed with NIVO + IPl and NIVO in the EORTC QLQ-C30 Global Health Status subscale

— Mean change from baseline scores were consistently positive in both arms, with the NIVO + IPl arm reaching the prespecified threshold
for meaningful change from baseline starting at week 21

Andre et al. ASCOGI2025.LBA143



CONTEXTUALIZACION
MSI-H é¢doblete o monoterapia?:Checkmate 8HW

Progression-free survival (%)

No. at risk
NIVO + IPI

NIVO

1. Doble inhibicidn beneficio en mx hepaticas y peritoneales

2. Poco coste de toxicidad

3. Duda si anadir ipi a la PE y cuanto tiempo de 10

Centrally confirmed XNVRAL:N NIVO
MSI-H/dMMR

NIVO + IPI

i ;
: i
| |
Ié}ﬁ ‘M | 1
& : % Wq {‘Héi% »
1 156% 1 51% Bosrse oo
40 ! ! ! NIVO
1 ] 1
30 i ! |
1 1 1
| ! i
0 | | i
: 1 1
10 i | |
! 1 1
& : 1 1
3006 9 12 15 18 21 4 27 0 B % N9 4L 45 4 5 94 57 60
Months
29 248 234 225 214 207 200 180 164 146 136 134 121 102 100 61 54 29 2 0 0

286 20 191 179 169 164 158 141 124 109 98 95 81 6 ¥ A 5 12

Andre et al. ASCOGI2025.LBA143

(n=296) | (n=286)
Median PFS MR 393
2amo e 24-mo rate :gfg " SLENE 201NE
{ 36-mo rate - - &
4 HR (95% CI) 0.62 (0.48-0.81)
le P valueb 0.0003

Median PFS,2 mo
Unstratified

Sﬁ‘ﬁ‘ﬂé‘ﬁ?ﬁ‘u‘zm, Subgroup IR Unstratifed R (95% )
Overall (N = 562) R %3 08 1
Age, years <65(n=321) R NR 0.60 —— :
265 (n = 261) IR 294 0.6 ——
'Liver metastasest Yes (n=210) NR NR 0.68 —
No (n=368) IR B 040 —
Peritoneal metastasesz  Yes (n=226) 544 %8 055 el 1
" No (n=352) MR MR 047 ——
Tumor cell PD-L1 expression > 1% (n=133) MR N 077 —_——
<t4(n=427) MR U8 057 -
BRAFIKRAS/NRAS mutation  BRAF/KRAS/NRAS all wild type (n = 156) MR 43 0.64 N —
status BRAF mutant (n = 179) MR 59 062 ——
KRAS or NRAS mutant (n = 125) NR NR 0.76 =
Unknown (n = 114) 5.1 3.1 048 ——!
Clinical history of Lynch Yes(n=83) 38 381 0.9 —Q—I_
syndrome o n=3%) R “3 05 —_— !
Unknown (1= 156) R B2 071 !




CONTEXTUALIZACION
MSI-H é¢doblete o monoterapia?:Checkmate 8HW

Factores Relacionados con el
Paciente

Edad Avanzada

Mal PS por edad/comorbilidades I

Riesgo EAirs

Monoterapia
TR43-58 %

Progresadores Precoces: 19% (8HW), 29%

Factores Relacionados con el
Tumor

Mal PS por alta carga de enfermedad

Marcadores de Inflamacién sistémica
(¢¢NLR altos??)

Ascitis /Mx hepaticas

Dobletes
TR 71%%

Progresadores Precoces : <10%



Tratamientos 1L RAS WT
DEEPER: Diseio (Ojo RAS y estratifica por localizacion)

m-FOLFOXIRI + Cetuximab

m-FOLFOXIRI + Cetuximab 5-FU + levofolinate + Cetuximab

; combination therapy (up to 12 courses) combination therapy
RAS wild-type mCRC g - :
Cetuximab 400 mg/m? (1course Day1) R ehimab 250 mg/m? (Day1 , 8)

Previously untreated 250 mg/m? (Day1, 8) N eninae 00 ez Do)

(
ECOG PS of 0 to 1; - Irinotecan 10 ma/m (Dayd) _5-FU infusion 2,400 mg/m? (Day1-3)
patients aged over 70 must - Oxaliplatin 85 mg/m? (Day1)
(
(

- l-Levofolinate 200 mg/mz Day1 ) *Cetuximab is administered weekly and can be used as a
have a PS of 0

R 1:1

single agent when other agents are postponed due to toxicity

- 5-FU infusion 2,400 mg/m?2 (Day1-3)

m-FOLFOXIRI + Bevacizumab

m-FOLFOXIRI + Bevacizumab 5-FU + levofolinate + Bevacizumab
combination therapy (up to 12 courses) combination therapy

Stratification factors
* Primary tumor site

(Right or Left) - Bevacizumab > mg/kg (Day1) - Bevacizumab 5 mg/kg (Day1)
» History of postoperative - Irinotecan 150 mg/m? (Day1) - I-Levofolinate 200 mg/m? (Day1)

adjuvant chemotherapy - Oxaliplatin 85 mg/mz Day1) -5-FU infusion 2,400 mg/m2 (Day1-3)
- ECOG PS (0, 1) - I-Levofolinate 200 mg/m? (Day1)

A\ - 5-FU infusion 2,400 mg/m? (Day1-3)

Obj.1:DpR

Tsuji et al. ASCOGI2025.Abtract17



Tratamientos 1L RAS WT
DEEPER: Objetivo 12:DpR

Primary site

Left Side

m-FOLFOXIRI +
Bevacizumab
(n=137)

Median DpR( range)
Mean (95% Cl)
Standard deviation (95% CI)
Welch'’s t-test

46.1% (3.2-100)
48.2% (44.9-51.5)

59.2% (-42.6-100)
56.7% (52.2-61.2)
19.55 (17.5-22.2) 26.00 (23.2-29.6)

P=0.0026

Right Side
m-FOLFOXIRI + m

Bevacizumab
(n=25)

50.0% (-15.0-100)
47.7% (37.3-58.1)

41.2% (-0.6-85.6)
42.5% (32.1-52.9)
2517 (19.7-35.0)

P=0.47

26.19 (20.6-35.9)

Objective response rate (95% ClI)
Chi-squared test
Disease control rate (95% ClI)
Chi-squared test

70.8% (63.2-78.4) 74.2% (66.8-81.7)
P=0.53

98.5% (96.4-100)
P=0.54

99.3% (97.8-100)

60.0% (40.8-79.2)
P=0.75

100.0% (100-100)
P=N/A

55.6% (36.8-74.3)

100.0% (100-100)

RO resection rate (95% CI)
Chi-squared test

23.4% (16.3-30.4) 28.8% (21.1-36.5)
P=0.31

8.0% (0-18.6) 14.8% (1.4-28.2)
P=0.44

Tsuji et al. ASCOGI2025.Abtract17




Tratamientos 1L RAS WT
DEEPER: Objetivo 22:SLP

PFS, RAS wild-type, PPS

100

=
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=)
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©
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L

Left side

80
60 m-FOLFOXIRI+Bev
40+
4 m-FOLFOXIRI+Cet
20

Months Since Registration

m-FOLFOXIRI +
Bevacizumab
(n=137)
event 92.0% 88.6%

Median PFS 12.1 months 13.9 months
(95%Cl) (10.9-14.1) (12.2-17.5
HR (95%Cl) 0.81 (0.63-1.05)
Log-rank P-value P=0.11

Tsuji et al. ASCOGI2025

Estimated probability (%)

Right side

m-FOLFOXIRI+Bev

m-FOLFOXIRI+Cet

Months Since Registration

m-FOLFOXIRI +
Bevacizumab
(n=25)

event 100% 96.3%

Median PFS 12.8 months 9.0 months
(95%CI) (10.7-15.3 (5.8-12.6)
HR (95%Cl) 1.46 (0.84-2.54)
Log-rank P-value P=0.18




Tratamientos 1L RAS WT
DEEPER: SLP y SG en colon izquierdo cuando seleccionamos RAS/BRAF WT

-

PFS and OS, RAS/BRAF wild-type and left-sided, PPS

100 = 100 =

m-FOLFOXIRI+Bev m-FOLFOXIRI+Cet

m-FOLFOXIRI+Cet m-FOLFOXIRI+Bev

&
>
=
o
5]
o
=)
2
S
=]
D
=
©
£
=
@
(1H]

Estimated probability (%)

B e s e e
36 48 60 72 84
Months Since Registration Months Since Registration

m-FOLFOXIRI + | m-FOLF RI + m-FOLFOXIRI + | m-FOLF
Bevacizumab Bevacizumab
(n=92) 5 (n=92) n=8
event 95.7% 90.7% event 78.3% 67.4%
Median PFS 11.9 months 14.8 months Median OS 40.2 months 50.2 months
(95%Cl) (10.8 — 14.6) (12.6 —19.4) (95%Cl) (33.5—48.8) (39.9 - 56.0)
HR (95%CIl) 0.71 (0.52-0.97) HR (95%Cl) 0.74 (0.53-1.05)
Log-rank P-value P=0.029 Log-rank P-value P=0.091

Tsuji et al. ASCOGI2025.Abtract17




Tratamientos 1L RAS WT

DEEPER: SG colon izquierdo segun localizacion de metastasis

OS according to liver disease status, RAS/BRAF wild-type and left-sided,

PPS

<
S
>
=2
°o
©
o
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2
o
ke
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4
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£
=
(2]
w

100 =

Liver-limited

m-FOLFOXIRI+Bev

m-FOLFOXIRI+Cet

36 48 60 72 84 96
Months Since Registration

m-FOLFOXIRI + ['m
Bevacizumab
(n=32)

event 65.6% 76.2%

Median OS 49.9 months 52.2 months
(95%Cl) (32.2-76.3) (30.7-56.4)

HR (95%Cl) 1.17 (0.61-2.24)
Log-rank P-value P=0.64

Tsuji et al. ASCOGI2025.Abtract17

Estimated probability (%)

Others

m-FOLFOXIRI+Cet

m-FOLFOXIRI+Bev

Months Since Registration

m-FOLFOXIRI +
Bevacizumab
(n=60)

event 85.0% s

Median OS 38.6 months 50.2 months
(95%Cl) (30.5-45.2 (39.6 —60.1)
HR (95%Cl) 0.60 (0.40-0.90)
Log-rank P-value P=0.014




Tratamientos 1L RAS WT
Mensajes

Key Takeaway Points/Conclusions

PFS oS OS (Extra-hepatic mets)

HR 0.71
P=0.029

HR 0.74
P=0.091

HR 0.60
P=0.014

m-FOLFOXIRI+Bev

\ median PFS 11.9 mo 1‘-\1\ e m-FOLFOXIRI+Cet

\L median OS 50.2 mo

‘L\

m-FOLFOXIRI+Bev '
median OS 38.6 mo

—\_\L m-FOLFOXIRI+Cet
median OS 50.2 mo

|rw-FOLFOXIRI+B;\;\\_‘*“‘* L

median OS 40.2 mo

£
>
=
o
©
o
©
=
a
o
o)
2
©
£
=
7]
L

Estimated probability (%)

. m-FOLFOXIRI+Cet
_\M 14.8 mo

Estimated probability (%)

T T T T o = s o ',
12 24 36 48 5 72 24 95 08 24 36 48 60 72 84 o5 108

Months Since Registration Months Since Registration Months Since Registration

The DEEPER trial demonstrated favorable PFS and OS with modified-FOLFOXIRI plus cetuximab in
patients with RAS/BRAF wild-type and left-sided mCRC.

The modified-FOLFOXIRI plus cetuximab regimen may be a good option for initial therapy, offering
longer survival times in patients with extra-hepatic metastases.

Tsuji et al. ASCOGI2025.Abtract17




CONTEXTUALIZACION

¢Me va a cambiar el estudio DEEPER mi practica clinica?

i Progression Free Suniva R and :

.\ Ao (il (2] FOLFONPae AFOLFOIRIPie RpNOL 5
fryy MFOLFOXG+pan ‘ S-FU/Lvepan P T v N
(until max 12 cycles) (until PD) ,. ot P73, s '} w
s \ Comphta Pasponse " N
‘ i W BB AL 27 Pl et el #
!
'5 Respense Rate %% 413 047 561,34, po0.52%
ie \ - - -
} AL Subh doaise ) "
’ s \'“-N Brogressw Disaase a )
L“\ Vet Assassed A o
Arm B mFOLFOXIRI+pan ‘ SFU/LVepan
(until max 12 cycles) (until PD) ‘ : ' RY Resection Rate 2% ) 031 9531.23], peb 317
- ¢ & b d
W“ 06 M&‘.‘O\-’u‘.‘ Pind 57 participating centers o -= v ' ! ¥
Prmary Semes ocatin bght v o) From September 2017 10 September 2021 "o |
Matansatc wpennd Sver anly v sel e anly) v i/

Rossini D,. J Clin Oncol. 2022 Sep 1;40(25):2878-2888.



CONTEXTUALIZACION

¢Me va a cambiar el estudio DEEPER mi practica clinica?

oy [ Safety, RS wildtype, PPS
Ot tha
-FOLFOXIRI + Bevacizumab (S
S s e
‘ | > Gradet (%) > Grade3 (%)

enrolled in this phase Neutropenia 154 (87.5) 154 (88.0 98 (56

Febrile neutropenia 19(10.8) ) 15(8.6) 15(8.6)
H SIUdy’ bUt Some Of Thrombocytopenia 71(403) 82(46.9) 4(23)

m-FOLFOXIRI + Bevacizumab (n=176)

dupicate registration n=1

No administration n=4
No administration n=3

the reported result Anemia 102(58.0) 9(514) 11(63)
PPS = per I 29 . wEy 76

75(
are based on Anorexia 99 (56.3) 108 (61.7) 21(120) :
4{ protocol Nausea 89 (506) 83 (47.4) @3  Markedly higher
3 (

. . 5 [ 17. Z 18 (1 1 (0. inei
setwil dahe i oy e n sy 8 inddenceofash
- 0, | )
response Noleralle o DR =16 patients (<50% of the e _ I : L ICH) . (77%), with 13%
ash acnerrorm ) (0.0)
PPS n=162 depth data PPS n=150 enrollment) Paronycia 2(t1) : 101(577) aig 9rade 3 orgreater.
Prurius 0(00) . 0 (17.4) s¢t7) Slightly higher
Alopecia 70(39.8) ] 64 (36.6) 0(0.0) d h
Peripheral sensory neuropathy 127(72.2) 131(74.9) 12(6.9) larrnea.

St i Lk el g et &1 Sunakawa etal. ESMO 2023 Hypomagnesemia 31 (176) 9 (56.6) 7(40)
; Pr 2(523) i 80 (457) 3(47)

Shiozawa, Nat Commun 2024 i S
i 7 3 : 3 gl : ypertension 124(705) 85(486) M(7)
Tsuji et al, GI Symposium 2025 Thromboembolic event 14(80) . 13(74) 6(34)  Tsujietal, GI Symposium 2025

Rossini D,. J Clin Oncol. 2022 Sep 1;40(25):2878-2888.
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BIOPSIA LIQUIDA EN ENFERMEDAD LOCALIZADA



Biopsia Liquida
Estudio BESPOKE : Diseno

BESPOKE CRC (NCT04264702) is a multicenter (133 US sites), prospective, observational study evaluating the
ability of a tumor-informed, personalized ctDNA assay (Signatera™, Natera, Inc.) to inform ACT treatment decisions
in patients with pathologic stage 1l/lll CRC.1

Pre-surgery Adjuvant Setting Surveillance Program End of
g‘ (Post-surgery observation or Adjuvant chemotherapy) (>6 months post-surgery) Study
-2 Weeks | £ Weeks Months Lo
,?) W2-6 wé wi2 w20 M6 M9 Mi2 Mi15 Mi18 M21 mM24 T

I (+2 weeks) (+4 weeks) (+4 weeks)

i
1)
Y

Tissue

.

Whole blood 1 OR

Plasma

Future research* U(

v

Healthcare Provider
questionnaire

Patient Reported
Outcomes

*Optional blood draws

Shah. ASCOGI2025.Abstract15



Biopsia Liquida
Estudio BESPOKE : Diseno

Post-operative ctDNA positivity predicts inferior DFS

Stage Il Stage llI

Disease-Free Survival
o
»

Disease-Free Survival

o
o
W

P<0.0001 P<0.0001
HR = 11.23 (6.43, 19.62) HR = 8.33 (5.89, 11.78)
-~ Negative - Positive + -~ Negative -~ Positive

o
N

12 24 36 48 60 72 84 96 108 120 132 144 156 168 0 12 24 36 GOW 72 84 96 108 120 132 144 156 168
Weeks post surgery ‘eeks post surgery

Number at risk Number at risk
m= 478 462 445 426 408 396 3 323 3 2 2 == 465 452 434 419 396 379 360 338 303 109 23
— 38 34 26 23 18 18 16 1 o o o == 184 178 157 136 115 96 79 64 SC 1

2-year DFS post

Median DFS post surgery, 2-year DFS post
SUfge')é ;;){, (95% ctDNA Status # Events months (95%) surgery.% (95% Cl)

Negative NE (NE-NE) 91.8 (NE-NE) Negative 47 NE (NE-NE) 87.4 (83.8-91.1)

Median DFS post
SIDNA Status surgery, months (95%)

Positive 12.7 (8.3-NE) 45.9 (32.1-65.8) Positive 16.2 (13.6-18.9) 35.5 (28.6-44.2)

Lanamaik Urs Anaiysis at 6 weeks (42 Days). NE: Not Estimable

Shah. ASCOGI2025.Abstract15



Biopsia Liquida
Estudio BESPOKE : Resultados

First surveillance Signatera timepoint positivity predicts
inferior DFS

DFS by ctDNA status - 1st surveillance timepoint

Time-dependent of DFS during Surveillance stratified
by Signatera Status

Hazard Confidence
Ratio Interval

Stage I/l 26.4 21.6-32.4 <0.0001

Stage p-value

®
=
=
=1
w
8
& 5
@
@
@
o)
L8
(=]

0.3

P<0.0001
HR = 20.63 (14.37, 29.61)

-~ Negative - Positive

0 3 6 9 12 15 18 21 24 27
Months from 6 Month Post Surgery Landmark

Number at risk
— 767 746 716 875 840 589 375 47 15 3
— 76 56 36 28 15 10 7 [¢] 0 0

Shah. ASCOGI2025.Abstract15



Biopsia Liquida
Estudio BESPOKE : Resultados

ctDNA clearance during and after ACT is associated
with superior DFS

ctDNA clearance by Month 3 ctDNA clearance by Month 6

Clearance
rate %
cleared (95% ClI)

Clearance
time point

© o o o
o o ¢

»

Week 12 49.44
(42.2-56.7)

=]
~

K
Z
<
5
w
g
£
Y
)
2
3
D
2
o

Disease-Free Survival
o

o

P<0.0001
HR =0.43 (0.29, 0.64)

ol
w

P<0.0001

HR = 0.31 (0.19, 0.52) Week 20 67.22
(60.1-73.7)

=]

)
o
)

o

o ¢
=)
o o
o o

-~ Negative -~ Positive ) -~ Negative -~ Positive

(1] 3 6 9 12 15 18 21 24 3 o 3 6 9 12 15 18 21 24 27 Month 6 66.4-79.3
Months from 12 Weeks Post Surgery Landmark Months from 6 Month Post Surgery Landmark ( ool -4 )

Number at risk
- 95 S 3 5 3 - 113 108 92 7 5 34 E Overall 75.56
P 6 N : . 2 ’ ' (68.8-81.3)

Number at risk

- 30 20 1

Shah. ASCOGI2025.Abstract15



Biopsia Liquida
Estudio BESPOKE : Conclusiones

1.El mayor estudio de BL de USA :la BL cambia el manejo de |la adyuvancia en 1 de cada 6
pacientes.

2. El ctDNA demuestra alta sensibilidad en detectar recidivas :hasta en pulmdn y peritoneo.
3.La positividad se correlaciona con MRD , menos SLR .

4.La adyuvancia solo beneficia a positivos.

5.Aclarar a los 3 y 6 meses mas SLR.

6.En + estrategias que permiten manejar como oligomx.

Shah. ASCOGI2025.Abstract15



Biopsia Liquida

Estudio CALGB :Diseino (3 anos de celecoxib)

CALGB/SWOG 80702 trial

Celecoxib versus Placebo

e Estadiolll AN
Arm A Arm B
: 10. 12 FOLFOX + 12 FOLFOX +
* Obj.12:SLR / Placebo daily | Celecoxib

6 versus 12 400 mg daily
treatments

FOLFOX Arm C ArmD

.| 6FoLFox + | 6 FOLFOX +

Placebo daily | Celecoxib
400 mg daily

Celecoxib/placebo continued for a total of 3 years from the day that study drug was initiated.

Target sample size = 2,500
Actual final accrual = 2,526

Nowak.ASCOGI2025.Abstract LBA14




Biopsia Liquida
Estudio CALGB :SG

SLR con celecoxib (negativa)

Survival according to adjuvant celecoxib use in 80702

Disease-free survival

Stratified log-rank P =.12

Celecoxib

Hazard ratio, 0.89 (95% Cl, 0.76-1.03) Placebo

2 3 4
Years from randomization
No. at risk
Celecoxib 1263 1049 893 769 653
Placebo 1261 1042 847 742 629

Meyerhardt JA, et al. JAMA 325(13):1277-1286. 2021.

Meyerhardt JA, JAMA. 2021 Apr 6;325(13):1277-1286.

= No statistically significant

association between celecoxib
treatment and DFS

Effect of celecoxib treatment did
not significantly differ according to
assigned adjuvant FOLFOX
duration

However, the HR of 0.89 and the
Kaplan-Meier curve separation
implied a potential benefit in
subgroups of participants




Biopsia Liquida
Estudio CALGB : Papel prondstico de ctDNA

Menos SLR Menos SG

Disease-free survival by ctDNA status Overall survival by ctDNA status

5 Year
ctDNA  Events/ Hazard Ratio Survival Estimate
Status Total 95% CI)! 95% Cl)2

Negative  77/767 Reference 915
(89.5-93.6%)
526

3 Year
ctDNA Events/ Hazard Ratio Survival Estimate
Status Total

Negative  131/767 Reference .

(84.0-89.1%)
Positive 118/173 714 337

ctDNA status (5.54-9.21) (27.1-41.8%)

— negative Logrank P-value: <0.0001%

— positive

_| [+ censor

z £
o o
g g
w w
5 5
o o
£ £
= =
# ®

Positive 85/173 6.72
ctDNA status (4.91-9.18) (45.3-61.0%)
— negative Logrank P-value: <0.00013

- | = positive
+ censor

Unadjusted Cox model, 2 Kaptan-Meier method, * Log-rank test Unadjusted Cox model, 2 Kaplan-Meier method, > Log-rank test

1 2 3 4 5
Time from randomization (years)

1 2 3 4 5

Time from randomization (years)
Patients-at-Risk Patients-at-Risk
767 705 767 733 703 667 640 535 323

616 562 484 324
173 161 141 122 99 68 46

173 121 73 48 38 17

Nowak.ASCOGI2025.Abstract LBA14



Biopsia Liquida

Estudio CALGB :Interaccion de ctDNA y uso de celecoxib

Beneficio SLE si BL+ y uso celecoxib

Disease-free survival by ctDNA status and celecoxib use

CIDNA status_Assigned oral agent
Negative

eTecon 57

Placebo ear
Pasitive Assigned Oral Survival
S ﬁ;‘j:;;“’ Agentby  Events/ Hazard Ratio Estimate

ctDNA status  Total

Negative

H
I
3 e —— Celecoxib 58/375 076
£ (0.54-1.08) (84.0-91.0%)
s Placebo 73392 Reference 856
® . (82.0-89.4%)
Positive
Celecoxib 61/99 0.55 41.0
,,,,,,,,,,,, (0.39-0.80) (32.2-52.2%)
T e Placebo 5774 Reference 226
(14.3-35.5%)

Interaction P-value: 0.13593

Time from randomization (years)

4 Log-rank test

! Unadjusted Cox model, Z Kaplan-Meier method, * Likelihood-ratio test

% Without Event

Beneficio en SG

Overall survival by ctDNA status and celecoxib use

CIDNA status Assigned oral agent
Negative
oy 5 Year
Positive Assigned Oral Survival
S gl"'::::b Agentby  Events/ Hazard Ratio Estimate
100 + censor CtDNA status  Total 95% CI)! 95% Cl)2 _ P-value
90 | G gati
80 Celecoxib 36/375 0.86 918
70 | (0.55-1.35) (88.9-94.7%)
60 Placebo 41/392 Reference 913
50 - .. (88.4-94.3%)
40 een y Positive
30 - “|f Celecoxib 41/99 058 616
20 | (0.38-090) (52.4-72.4%)
10 Placebo 44/74 Reference 39.9
0 T T T T T T (29.6-53.8%)
0 1 2 3 4 5 6 [ Interaction P-value: 0.20613

! Unadjusted Cox model, 2 Kaplan-Meier method, * Likelihood-ratio test

Time from randomization (years) + Log-rank test

“La positividad define un subgrupo que se benefician del uso de celecoxib adyuvante”

Nowak.ASCOGI2025.Abstract LBA14




Biopsia Liquida
CONTEXTUALIZACION

DYNAMIC - phase 2 multicenter randomized in stage Il colon

cancer
posi-op ciDiA
8 B _, cIDNA-Posiive - Adjuvant Chemo ctDNA-guided approach:
g B8 (coaliplatin-based or single agent FF)
. v cIDNA-Negative < Observation * Was not inferior to SOC (2Y RFS 93% vs 92%)

ciDf4-Posive = Positve result et week 4 andior 7
* Significantly reduced by half the proportion of

N = d55 patients receiving adjuvant chemotherapy (28% vs

159%)

Adjuvant reatment decislons based
on conventional clinico-pathologic
critera

Tie et al, N Engl J Med 2022



Biopsia Liquida
CONTEXTUALIZACION GALAXY study (Circulate Japan ,sgmto 23 ms)

Observacional, n:2240

=3 ctDNA negative

m— CtDNA positive
g ctDNA monitoring ct!DNA VEGA trial
P—————————————— A negative after =—> (n =1,240)
: : surgery <
: RO or R1 :
] resection I
n=5200 | : 1 GALAXY study
__________ J ' &) e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e o o e e e )
Stock samples Stage Il or Il = 3 O 0 O :
before surgery colon cancer B [ s 9§ 5 B D Follow up | |
- WES for 5 I
§ : 1 month 3 months Up to 24 months SNER I
__________ . Stage Il or Il D
: rectal cancer :
I I I
I I
| ]
I Resectable I ctDNA
: M1 } positive after —s Ai‘Tf‘Ig 4tcr)|)a L
1 S | surgery e

Nakamura Y, Nat Med. 2024 Nov;30(11):3272-3283.



Biopsia Liquida

CONTEXTUALIZACION GALAXY study (Circulate Japan ,sgmto 23 ms)

Observacional, n:2240

P < 0.0001

a 100
5 ctDNA (=) 73
E o7s 75
@ 3
2 oso £ 50 1840
e @
& =
g o2s e CtDNA (+) < 25
R R
e o | HR =11.99 (10.02-14.35); P < 0.0001

v T v r T r : T T o

o 6 12 18 24 30 a6 42 a8 GtDNA(-) ctDNA(H)

Time from landmark timepoint (months)

Number at risk

No recurrence

Il Recurrence

ctDNA (-)1,773 1,701 1,379 1,057 625 353 131 n o
ctDNA (+) 336 161 a5 60 a6 21 10 o o
CtDNA status Negative Positive

Events %
24M-DFS % (95% CI)
30M-DFS % (95% Cl)
36M-DFS % (95% GI)

13,14 (233/1773)
85.10 (83.20-86.9)

84.10 (82.0-86.0)
83.50 (81.20-85.60)

78.27 (263/336)

20.57 (16.14-25.37)
18.50 (14.0-23.40)
16.70 (1210-21.90)

CtDNA (=) 1481

Surveillance

e 100 P < 0.0001
_ ol CtDNA (-) as
<
T 0.5 .75
2 &
@ Py 1,392
= Q.50 2 s
E HR = 33.56 (26.07-43.20); P < 0.0001 .8
g ozs £
3
2 -, GtDNA (+)
3 PR -

° v v . . . : : o

o 6 12 18 24 a0 a6 42 a8
Time from landmark timepoint (months)

Number at risk

CIDNA(-) GtDNA(H)
No recurrence
Wl Recurrence

1445 1,222 948 565 an 13 5 o
ctDNA (+) 310 185 93 35 14 4 o o a
CtDNA status Negative Positive
Events % 6.01(89/1481) 8419 (261/310)

24M-DFS % (95% CI)

30M-DFS % (95% CI)

36M-DFS % (95% CI)
mDFS (mo)

=

93.20 (91.50-94.50)

92.20 (90.20-93.70)

91.50 (89.40-93.30)
NR

8.93 (5.56-13.27)
6.49 (3.14-11.50)
NR
8.47 (7.09-8.74)

mDFS (mo) NR 5.34 (4.83-6.70)
b < 0.0001
1.00 B GtDNA (=) 100 4 P =9.900
€ o7s T ——— ey _ 75
£ SN =
GtDNA (+) P 1,737 284
E Q.50 € 50
E =
ES &£
S 025 25
HR = 9.68 (6.33-14.82); P < 0.0001
° o
o 8 12 18 24 30 38 a2 a8 StDNA(-) GtDNA(+)

Time from landmark timepoint (months)
Number at risk

ctDNA (-)1.773  1.765
ctDNA (+) 338 3089

1.511
228

1.252
189

825 497 185 19
18 73 24 a o

Alive
Ml Deceased

P < 0.0001
1.00 e 100
m CtDNA ()
T o7s _ s
z =®
2 > @ 1,468 272
32 os0 GIDNA (+) 8 o
El &
< ]
S o2 = 25
HR =19.51 (10.44-36.44); P < 0.0001
a
T T T T T T T T T o T
o 8 12 18 24 30 386 a2 as GEDNA(-) StDNA(+)

Time from landmark timepoint (months)

Number at risk
CtDNA (=) 1.a81 1.478
ctDNA (+) 313 287

1.275
222

1.063
175

686
102

384 123
60 14

Alive

Ml Deceased

Nakamura Y, Nat Med. 2024 Nov;30(11):3272-3283.
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CONTEXTUALIZACION GALAXY study (Circulate Japan ,sgmto 23 ms)

Observacional, n:2240

ctDNA clearance from MRD window to 3 months after surgery

a P < 0.0001
_ 100 100 7
E
z HR = 5.38 (3.59-8.04); P < 0.0001 —
s 0.75 ¢ ) = 75 ga
@ Z
@ 0.50 = 50 64
= Clearance @
& =]
@
& o025 \—\ﬁﬁ £ 25
2 . No clearance 42
2 o
o 6 12 18 24 30 36
Time from landmark timepoint (months)
Number at risk
Clearance 100 90 64 46 23 13 6 No recurrence
No clearance 71 25 1 5 5 2 o B Recurrence
ctDNA clearance Clearance No clearance
Events % 42.00 (42/100) 90.14 (64/71)
24M-DFS % (95% CI) 5217 (40.47-62.63) 913 (3.72-17.53)
mDFS (mo) 27.53 (18.07-NR) 4.4 (3.22-5.55)
b
100 100 P = 0-0068
. L . Clearance
p— e
g ors 1 = 75
E £
_5 0.60 Noclearance| £ 5o 93 &8
® =
2 o025 £
25
s} HR = 3.76 (1.53-9.24); P = 0.004
o r . T T . o
e} 6 12 18 24 30 36 od?‘ <2
- . . 2 3
Time from landmark timepoint (months) Q\Q;b‘ L\(,:c\

ctDNA clearance from MRD window to 6 months after surgery

c P < 0.0Q01

= 100 100

e

=

Z 075 — 75

4 Clearance 3%

@ @® 50

& 0.50 E 50

= 2

& _ . . =

2 025 HR =11.12 (6.09-20.29); P < 0.0001 &£ 25 |

@

2

a o 1, No clearance )

o 6 12 18 24 30 36
Time from landmark timepoint (months)
Number at risk
Clearance 77 61 43 23 15 8 4 No recurrence
No clearance 35 5 o o o] o o
Wl Recurrence
ctDNA clearance Clearance No clearance
Events % 35.06 (27/77) 9714 (34/35)
24M-DFS % (95% CI) 60.20 (46.90-71.20) NR
mDFS (mo) NR (17.74-NR) 2.40 (1.61-3.68)
P=0.0185
1.00 100

=

= 075 —~ 75

2 S clearance| &

= > clearance

2 os0 ‘2 s0 74 29
3 2

2 o025 & o5

o HR = 6.33 (1.58-25.37); P = 0.009

o . v
o 6 12 18 24 30 36 @ 0‘.;@
G

Time from landmark timepoint (months)

Nakamura Y, Nat Med. 2024 Nov;30(11):3272-3283.
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COLON REFRACTARIO



Colon Refractario
BOT/BAL: Disefio Fase Il

Objectives .

Dose optimization

« Contribution of components

Patient
Population

* Not MSI-H or dMMR

No active liver metastases

» Previously treated with

Endpoints

fluoropyrimidine, oxaliplatin, and
irinotecan-based

chemotherapy and, if medically
appropriate with anti-VEGF and/or
anti-EGFR

» Primary: ORR by investigator

assesment per RECIST 1.1
Secondary: DOR, PFS, and OS

« Safety: AEs

PK/Immunogenicity

Fakik.ASCOGI2025.Abstract23

Randomized

—

75 mg BOT Q6W
« ITT: n=38
» Safety: n=37

75 mg BOT Q6W + 240 mg BAL Q2W
* ITT: n=62
» Safety: 62

150 mg BOT Q6W
« ITT: n=40
» Safety: n=39

150 mg BOT Q6W + 240 mg BAL Q2W
« ITT: n=61
» Safety: 60

SOC (trifluridine/tipiracil or regorafenib)
» ITT: n=33

« Safety: n=21

» Total ITT: N=234
» Total Safety: n=219




Colon Refractario
BOT/BAL: Resultados

BOT 75 mg Q6W

BOT / BAL
n=62

Monotherapy
n=38

BOT 150 mg Q6W

BOT / BAL
n=61

Monotherapy
n=40

SOC

Trifluridine/Tipiracil
or Regorafenib
n=33

Confirmed ORR, n (%)
95% ClI

CR
PR
SD
PD
NE

DCR, n (%)
95% ClI

Median follow up,
months (range)

Fakik.ASCOGI2025.Abstract23

12 (19%)
10-31

0 (0)
12 (19)
22 (35)
26 (42)
2 (3)

34 (55)
42-68

12.7 (1.6-19.7)

0 (0%)
0-9

0 (0
0 (0

)
)
14 (37)
20 (53)
4 (1)

14 (37)
22-54

9.8 (0.6-17.7)

5 (8%)
3-18

0(0)
5(8)
28 (46)
23 (38)
5 (8)

33 (54)
41-67

12.9 (0.1-20.6)

3 (8%)

15 (38)
23-54

13.4 (0.7-21.1)

DOR not mature with 14/20 (70%) of responses ongoing

0 (0%)
0-9

0(0)
0(0)
12 (36)
8 (24)
13 (39)

12 (36)
20-55

10.9 (0.0-17.7)




Colon Refractario
BOT/BAL: ¢{Qué dosis?

TR BOT 75 TR BOT 150

Efficacy in BOT 150 mg Arms: Clinical Benefit Greater With BOT / BAL

BOT / BAL BOT Monotherapy
BOT / BAL BOT Monotherapy

IIIII'.II]II---.-_-____
0

i

19% ORR 55% DCR 0% ORR 37% DCR
8% ORR 54% DCR 8% ORR 38% DCR

Best Perces

Fakik.ASCOGI2025.Abstract23



Colon Refractario
BOT/BAL: Sin respuestas en SoC

No Objective Responses With SOC

Trifluridine/Tipiracil (n=13) or Regorafenib (n=8)

100
80

Best Percent Change From
Baseline (%)

o
(O]
(@)
©

'_

[
()
(@)
=
(43

L=

(&)
=
(=
Q
o
o
()
(2t
=
[72]
@
o

T T
36 48
Weeks on Study
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Colon Refractario
BOT/BAL: Toxicidad

BOT 75 mg Q6W BOT 150 mg Q6W SOC

BOT / BOT BOT / BOT Trifluridine/Tipiracil
BAL Mono BAL Mono or Regorafenib
n=62 n=37 ) n=39 n=21

Any TRAE, n (%) | 54 (87) 28 (76) | 60 (100) | 31(79) 19 (90) 75 mg BOT / BAL
Grade 23 22 (35) 8 (22) 9 (23) 12 (57) best

Any imAE, n (%) 38 (61) 20 (54) 8 (46) 1:(5) risk-benefit and
Diarrhea/colitis? 22 (35) 14 (38) 3(33) ) selected for phase 3

Hypothyroidism? 8 (13) 0 (0) 0 (0

(

(

No treatment-related

)
Skina 4 (6) 2 (8) 1(3) deaths
Grade =3 20 (32)
Diarrhea/colitis® 11 (18) 7 (18)
Pneumonitis® 2 (3) 0 (0)

Hepatitis® 1(2) 2 (5)

signals

(v
(
(
0 (26) ( No new safety
(
(
(

STop-most common IMAE. ®Grade =3 imAE in 25% of patients.

Fakik.ASCOGI2025.Abstract23




Colon Refractario
BOT/BAL: Conclusiones

* Tenemos dosis
* TR elevada comparada con SoC

e Futuro: datos de DOR,SLP, SG



Colon Refractario
CONTEXTUALIZACION

Stage IV unres:

No Liver Metastases
BOT/BAL?

Prior tr

ectable mCRC, 3rd line and beyond

eatments, molecular profile

\/

\/

Unselected molecularly patients, prior
exposure to active CT

Molecularly selected patients, not
previously exposed to specific
targeted therapy

RAS / BRAF WT:

Trifluridine-tipiracil + bevacizumab [I, A] CT + anti-EGFR I, €]

Trifludine-tipiracil [I, A]
Regorafenib [I, A]
Fruquintinib [, A]

KRAS G12C mutated:
Sotorasib + panitumumab [lI, B]

\/

RAS / BRAF WT patients, previously
treated with anti-EGFR therapy and
selected by liquid biopsy

Anti-EGFR rechallenge [Ill, C]

SEOM Living Guidelines 2025




BLOQUE IV

CANCER COLORRECTAL LOCALIZADO



Cancer de colon localizado MSI-H/dMMR
RESET-C: Diseno

* An investigator-initiated, phase |l study of patients with localized dMMR colon
cancer’

~

Main inclusioncriterias: AR

) o
- dMMR stage |-l CC
- .No contra-indication for N e it DU n— N
Immu noth erapy If eligible then inclusion 4mg/kg (max 400mg) CT scan and colonoscopy ~ 3-5 weeks after pembrolizumab  CT scans 1 and 3 years
Pre-treatment W | Post-treatment ¥ | Post-surgery ®

L L |

Primary outcome: pCR rate
Secondary outcomes: safety, surgical complications, major pathological response,

overall survival, disease-free survival, and predictive markers (e.g. biopsies, ctDNA)
and endoscopic treatment response evaluation

Qvortrup. ASCOGI2025.Abstract19



Cancer de colon localizado MSI-H/dMMR
RESET-C: Poblacion incluida

Patients with localized dMMR
Results T e

117 patient§ asses.sed for eligibility Median ('QR) 74 (68-79)
e 55 (69

R EE
Did not wish o partcipate (a-15) [ E 6 vl S— 61 (72%)

Inadequate liver function (n=2) 0,
Inadequate bone marrow function (n=1) 24 (28 /0)

Inadequate kidney function (n=1) EcoG performance Status
Autoimmune disease (n=1)
Metastatic discase (n=1)

52 (61%)

T —— 33 (39%)

Other (79 Clinical tumor stage

8 (9%)
[ 21 (25%)
BT 41 (48%)
— 13 (15%)
o DAt rcAIvad RdibioliZaratty and ™ 2 (2%)
- were included in the safety analysis o)

] I

85 patients were enrolled

T2
T3

34 (40%)

{)
1 patient did not undergo surgery, due to the _ 28 (33 A’)

patient’s own wishes 23 (27%)
0

{pa:iems underwent surgery axm lght colon 55 (65 A’)

ciuded i the eificacy onaiyss ] 19 (22%)

=4 11 (13%)

Qvortrup. ASCOGI2025.Abstract19



Cancer de colon localizado MSI-H/dMMR
RESET-C: Resultados

Efficacy

o
3
)
&
g
£
7
]
ol
Ty
g
2
5
]
g
=
=
E]
-]
]
E
L]
-

. pCR 44% (37/84; 95% Cl, 33-55)

I Major pathological response 57% (48/84; 95% ClI, 46-68)

Quortrup. ASCOGI2025.Abstract19

Efficacy
Stage-dependent pCR rate:
P=0.02
—_— 61%
= (20/33)
o 60—
s 33%
o 40— (17/51)
O
o
20 I
Y =T T

Stage lor I Stage Il
cUICC stages

Survival follow-up December 2024:

Minimum 1 year of FU: 70 out of 85
1 year CT scan done: 57 out of 85
Death: 2/85, both within 30 days of surgery

Recurrence at 1 year FU: 0/85



CONTEXTUALIZACION
Colon Localizado Inestable MSI-H éinmuno?

Dorstalimab Pembrolizumab
(NCT04165772) (IMHOTEP)
(6 meses, Rectos;n:48) (1 0 2 ciclos, CCR;n:77)

L L L

Reudus!
Sreare $
, ~ i $
| e e
‘. < g .“’
(s B 1

Muww | » okl atmen! dreton = | yoar * § pacstvokzurad Cycies manmum
4 months
MMRd by HC Fipense T : 3 ; vmmmmmm CTacan, MRI + mtu.mum WOGPETCT)
TgetN=30(epended) / = Sesssssssss
- - v

Ancillary snalyses (TRANS-IMHOTEP-C. Coutri ]

[ Pathologeal revew  Boso,) |

* TR general al bloqueo de PD-1 con o sin QT/RDT

* Tasa de respuesta completa patoldgica (pCR) o respuesta clinica
completa (cCR) a los 12 meses después del bloqueo de PD-1 con o
sin QT/RDT

' pCR (ypTONO)

Cercek A, N Engl J Med. 2022 Jun 23;386(25):2363-2376. & Cercek J Clin Oncol 42, 2024 (suppl 17; abstr LBA3512)&C.De la Fouchardiere Annals of Oncology (2024) 35 (suppl_2): S428-S481.



CONTEXTUALIZACION
Colon Localizado Inestable MSI-H éinmuno?

Dorstalimab Pembrolizumab
(NCTD4165772) (IMHOTEP)
|6 meses, Rectos;n:48) (1 0 2 ciclos, CCR;n:77)

ypTONO: 52,8%
Colon Recium All CRC
(N=63) (N=8) (N=T2)
Miaslian Follow-Up cCRIZ (menthe): PCR (ypTONG) rate INEI SEE%N) B (NIW) T2 (62.8%)

2.3 {12.4-80.8) AR 1
embrolizumab cycie NS METH) 28 (40,0%) 2380 {ob. 0% )
AR zmmm v R 07BN W @sow) | ez (e
* Mullivanale
e logistic anatysis
1 Vot it p=0.034

TR (cCR) 100%
Todos a los 12 meses
Carcak A M Engl J Med. 2022 Jun 23;386(25):2363-2376. & Cercek J Clin Oncol 42, 2024 (suppl 17; absatr LBAZS12)&C.De la Fouchardiere Annals of Oncology (2024) 35 (suppl_2): 5428-5481.



CONTEXTUALIZACION
Colon Localizado Inestable MSI-H éinmuno?

NICHE-2 NICHE-3
(n:115),dos ciclos (n:59) dos ciclos, mas dosis de Nivo

Man inclusson crena

Objetivo Primario: LY P SRR g peem—————)

Objetivos Primarios:

¢ on radograpiee sagng » el 00 v agiee wgrm of cbabrachan of pevinston
T secton tumoraleS) 19, 3 dutive (o e 90600 07 190 o oy siems

J [ITE [OOSR Sy

Hovolumat 400wy ¢
Nalatbmat 480mg
- P e Pawrs

~
.- " | - .
- e

Pacs de alto riesgo (64% cT4,N+ 67%)
Pacs de alto riesgo (68% cT4,N+ 63%)

Chalabl M, C N Engl J Med. 2024 Jun 6;390(21):1949-1958. &Chalabl. Annals of Oncology (2024) 35 (suppl_2): 1-72.&P.G M. de Gooyer of Oncology (2024) 35 (suppl_2): S428-5481



CONTEXTUALIZACION
Colon Localizado Inestable MSI-H éinmuno?

NICHE-2 NICHE-3
(n:115) (n:59)

Seguro: 38% van a qu sin retrasos Primary endpointwas met vith a pathologic response observed in 57/59 (47%) patients

Respuesta patoldgica en 98% O ol £ sl ool pCR68%
«  <10% células viables:95% Wt E oo nd B O R0 B0 anyon g4
* pRC:68% ’
4% efectos 22 g3-4, cualquier grado de iAE 63% °‘ ||

i " Pabvloge germ

'."‘"”" Con un seguimiento de 8 meses:
E [ 28 e Campls st
1 -md 1=t | [
i. | o I"‘"‘" todos vivos y 98% libres de enfermedad
e .
i-m. i 1) 11
& £f Adv g3-4:10%
Algtn E.Adv :80% (endocrinopatfas)

Figies 7. Pathalagicsl Resparass amang Patlentr i the Dfficary Laslmic.

Chalabi M, C N Engl J Med. 2024 Jun 6;390(21):1949-1958. &Chalabi. Annals of Oncology (2024) 35 (suppl_2): 1-72.&P.G.M. de Gooyer of Oncology (2024) 35 (suppl_2): S428-S481.



Cancer de Recto:
Analisis combinado CAO/ARO/AIO-12 y OPRA

Esquemas diferentes

CAO/ARO/AIO-12 OPRA
n= 311 n=324
INCT-CRT CRT-CNCT INCT-CRT CRT-CNCT
n= 156 n= 150 n= 158 n=166

Differences in TNT Regimens

Systemic Chemotherapy

3C FOLFOX 8C FOLFOX or 5C CAPEOX

Chemoradiation

5-FU and Oxaliplatin 5-FU or Capecitabine
5040 cGy x 28 Fx 5400-5600 cGy x 27-28 fx

Interval to surgery and/or restaging

6 weeks 8 weeks

Poblacion con estadio 11/11l de cancer de recto, recibe tto de induccion o consolidacion con
QT/RDT

Objetivo 12:SLE

Objetivos 22: recurrencia a distancia, recurrencia local y SG

Williams. ASCOGI2025. Abstract21




Cancer de Recto:
Analisis combinado CAO/ARO/AIO-12 y OPRA

Esquemas diferentes

Watch and Wait vs. Total Mesorectal Excision in
patients with rectal cancer with a complete or

near complete response to total neoadjuvant

therapy: Pooled Analysis of the CAO/ARO/AIO-12
and OPRA Trials

Poblacion con estadio 11/11l de cancer de recto, recibe tto de induccion o consolidacion con
QT/RDT

Objetivo 12:SLE
Objetivos 22: recurrencia a distancia, recurrencia local y SG

Williams. ASCOGI2025. Abstract21



Cancer de Recto:
Analisis combinado CAO/ARO/AIO-12 y OPRA

Esquemas diferentes

CAO/ARO/AIO-12 OPRA
n= 311 n=324
INCT-CRT CRT-CNCT INCT-CRT CRT-CNCT
n= 156 n= 150 n= 158 n=166

Differences in TNT Regimens

Systemic Chemotherapy

3C FOLFOX 8C FOLFOX or 5C CAPEOX

Chemoradiation

5-FU and Oxaliplatin 5-FU or Capecitabine
5040 cGy x 28 Fx 5400-5600 cGy x 27-28 fx

Interval to surgery and/or restaging

6 weeks 8 weeks

OPRA da 2,5 meses mas de QT sistémica, mas dosis de RDT y mas intervalo desde el final de
TNT a la estadificacion

Williams. ASCOGI2025. Abstract21




Cancer de Recto: Analisis combinado CAO/ARO/AIO-12 y OPRA
Flow Chart

CAO/ARO/AIO-12
n= 311

INCT-CRT CRT-CNCT INCT-CRT CRT-CNCT
n= 156 n= 150 n= 158 n=166
TME within 6 wks of TNT Restaged 8 wks after TNT
n= 286 n= 304
\

Pathologic tumor
regression grade

Complete Intermediate
n=64 n=176
Offered WW

Williams. ASCOGI2025. Abstract21



Cancer de Recto: Analisis combinado CAO/ARO/AIO-12 y OPRA
Mensaje sobre induccion o consolidacidon

CAO/ARO/AIO-12 OPRA
n= 311 n=324
INCT-CRT CRT-CNCT INCT-CRT CRT-CNCT
n= 156 n= 150 n= 158 n=166

TME within 6 wks of TNT Restaged 8 wks after TNT
n= 286 n= 304

¥

Pathologic complete response (pCR) Organ Preservation

INCT-CRT CRT-CNCT INCT-CRT CRT-CNCT
17% 25% 39% 54%

La Radioterapia Primero.....

Williams. ASCOGI2025. Abstract21



Cancer de Recto: Analisis combinado CAO/ARO/AIO-12 y OPRA
Ccas basales: disbalance ligero

Variable OPRA CAO/ARO/AIO-12 p-value
n =324 n = 304
Median age, year (IQR) 58 (50, 67) 61 (54, 68) <0.001
Female, No (%) 119 (37) 100 (33) 0.3
ECOG performance status, No. (%) 0.8
0 232 (72) 217 (73)
1or2 91 (28) 81 (27)
cT category No. (%) 0.002
cT1or2 32 (9.9) 9 (3)
cT3 250 (77) 250 (82)
cT4 42 (13) 45 (15)
cN category No. (%) <0.001
cN-negative 94 (29) 29 (9.8)
cN-positive 230 (71) 268 (90)
Median tumor distance from AV, cm (IQR) 4.40 (3.00, 6.50) 6.00 (4.00, 9.00) <0.001
High-grade tumor histology, No. (%) 15 (4.86) 18 (5.9) 04

Williams. ASCOGI2025.

Abstract21



Cancer de Recto: Analisis combinado CAO/ARO/AIO-12 y OPRA
No hay diferencias en diferentes items (“quitado o no el recto”)

Survival outcomes by study and treatment arm

100 = — _'_>‘I 100% =
2 - g —
2 = @ o —————
2 7 = = - - 759
@ &
@ . > 4
g 50° g 50%
8 =
@ £ 3-year Survival Outcomes
s 3 259
k] log-rank p=0.7 b= log-rank p=0.8
e 0% s 0% - CAO/ARO/AIO-12 OPRA
0 1 2 3 g 0 1 2 3 4
Years from Randomization Years from Randomization
DFS 73 (71-81%) 76 (68-78%)
OPRA, INCT-CRT CAO/ARO/AIO-12, INCT-CRT OPRA, INCT-CRT CAO/ARO/AIO-12, INCT-CRT
OPRA, CRT-CNCT CAO/ARO/AIO-12, CRT-CNCT OPRA, CRT-CNCT CAO/ARO/AIO-12, CRT-CNCT
DRFS 82 (78-87%) 82 (78-87%)
i 100% < —— =~ 100% § ~————e
g ] - ——
H 75% E 75%- LRFS 95 (92-98%) 95 (92-97%)
3 @
f-, () % C
£ § os 92 (89-95%) 94 (89-95%)
5 3 259
§ log-rank p=0.6 log-rank p=0.7
= 0% -
§ 0 2 4 0 1 2 3
= Years from Randomization Years from Randomization
OPRA, INCT-CRT CAO/ARO/AIO-12, INCT-CRT OPRA, INCT-CRT CAO/ARO/AIO-12, INCT-CRT
OPRA, CRT-CNCT CAO/ARO/AIO-12, CRT-CNCT OPRA, CRT-CNCT CAO/ARO/AIO-12, CRT-CNCT

Williams. ASCOGI2025. Abstract21



Cancer de Recto: Analisis combinado CAO/ARO/AIO-12 y OPRA
No hay diferencias en diferentes items (“quitado o no el recto”)

Survival Outcomes Stratified by Response Grade:

Clinical Response in OPRA and Pathologic Response in CAO/ARO/AIO-12

Endoscopic cCRvs Endoscopic nCRvs Endoscopic iCR vs
Pathologic Complete Tumor Regression Pathologic Intermediate Tumor Regression Pathologic Poor Tumor Regression
Years from Randomization Years from Randomization Years from Randomization
Endoscopic cCR — Pathologic Complete Tumor Regression Endoscopic nCR  Pathologic Intermediate Tumor Regression Endoscopic R Pathologic Poor Tumor Regression
Viara kor Randonizat o d Years from Randomizaton o Yoars from Randomization
Pathologic Complete Tumor Regression Endoscopic nCR Pathologic Intermediate Tumor Regression Endoscopic ICR Pathologic Poor Tumor Regression

Williams. ASCOGI2025. Abstract21



Cancer de Recto: Analisis combinado CAO/ARO/AIO-12 y OPRA
Conclusion

Key Takeaway Points/Conclusions

A selective watch-and-wait strategy is a safe treatment option
in patients with a complete or near complete response to TNT

« There were no differences in oncologic outcomes between patients treated with TNT and
mandatory TME (CAO/ARO/AIO-12) or a selective WW strategy (OPRA)

More than six weeks of systemic chemotherapy (3C FOLFOX) does not appear to improve survival
in stage Il/lll rectal cancer patients treated with chemoradiation

Patients with a near-complete clinical response after neoadjuvant therapy are still eligible for
watch-and-wait surveillance, as this group has equivalent survival to patients with intermediate

tumor regression after mandatory TME

Williams. ASCOGI2025. Abstract21




CONCLUSIONES

1. Tratamiento en 1L dirigido por biomarcador: MSI-H y BRAF V600E mutados, cambio en
el 1L con nivo/ipi y probablemente enco/cetu y FOLFOX ( esperamos SG).

2. Biopsia Liquida: marca su positividad riesgo de recurrencia, cambia el manejo de 1 de
cada 6, el aclaramiento es prondstico, solo se benefician de adyuvancia los positivos

3. En colon refractario sin mx hepaticas ¢ BOT/BAL en un futuro?

4.Enfermedad Localizada Inestable ¢ manejo diferente?

5. Recto sometido a tto TNT :consolidacion mejor, si hay respuesta no es necesario
éioperar?
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