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Systemic Therapy in Metastatic
Colorectal Cancer — Past Present
and Future
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* CRC Statistics
* Key Clinical Pieces of Data

* Foundation of 1% line chemotherapy
* 6 decades under 6 minutes

* Targeted therapies
* VEGF directed
* EGFR directed
* MSI-H
* BRAF directed

- ASCO GI 2026 CRC updates (BREAKWATER |
and COMMIT) /
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Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis: Colorectal Cancer

Parcent of Cases by Stage

Unstaged

5-Year Relative Survival

49.4%

16.2%

Stage

Distant Unknown

SEER DATA 2025
Statistics CRC

* Increasing incidence in YA
* 20% < 55 (doubled since 2019)

* Screening C-scope at 45
* Environmental, Dietary, Genetics

SEER DATA

* 23% Stage IV
* 5 year survival 16%
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INITIAL THERAPY®

Intensive.

Iniansive Theragy NOT

~FOLFOX" & bevackzumab
- CAPEOHS: pevacimat
- FOLFIRI' bevacizumal
FOLIRNOALIIA S peracizumsD
. SERAF VT and Ioft-sided tumors anly:
+ FOLFOX® + (catuximab or pan|timu n-w'
» CAPEQK? + (cotuximab of panitumumabi
+ FOLFIRY' + (cotuximab of pandtumumab)

- BRAF VGOGE mutation posiive:
b conuximab

~5-FU 2 loucavarin £ bevacizumat
+ Gapacitabine 2 bavaclruma

+ KRAS/NRASBRAF WT! and left sided tumors only:
» (Catuximab or panitumumab) * (category 26)

R2-ampiified and RAS and
et ly-mn.l-nll:w \lpl\nlh or tueatinib]!

o

« I Gsuase prograssion, ses COL-D 2 o1 12

Therapy
tailored

according to
individual
patient needs

+ ORif previous Muoropyrimidine, sss COLD 2 0f 12
1t Stseme progrssion o improv
o STt S JUCCH Gurdaime fo Fasine Sars

Pod ciaracreristics

>> CHARACTERISTICS

>> MOLECULAR
CHARACTERISTICS

RAS

» R

Quality of Life |

Key Pieces of Clinical
Data: So many options

Prior Adjuvant

Age Comorbidities Teatmient

BRAF MsI-High

Toxicity Profile Dosing Schedule

Performance Status

Resectabilty

| HER2

| Convenience
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5FU ERA  1957-1990
COMBO 1998 - 2000
1996-
2004
2002 - 2004
2004

2001 (mCRC)
2004 (adj)

2006

5FU Bolus vs BSC ~ 6m

Irinotecan OS 14.8 vs Saltz

IFL vs 5SFU+Leu 12.6

FOLFOX vs IFL 0S19.5mvs De Gramont and
15m N9741

FOLFIRI vs FOLFOX 21 m either  Tournigand et al
sequence

Capecitabine Equivalent X-ACT and other

CAPEOX vs Meta-analysis

FOLFOX

(FOLFOX cont vs 19.3 vs OPTIMOX1 and

6cycles-> 21.2m CAIRO

Maint 5FU->Ox on  Better QOL

POD Less SE

IFL (Irinotecan + Bolus 5FU/Leu)

FOLFOX > 5FU and IFL

Bolus 5FU > SE than infusional

Equivalent efficacy, sequence does not

matter

OX: neuropathy/neutropenia

IRI: alopecia/diarrhea

Hand foot syndrome
CAPIRI (NO !)



2/23/2026

Targeted 2004
2004-2020
2004
2006
Biomarker*** 2020
Directed
MSI High

2020-present

VGEFi Bev

Bev+IFLvs IFL + ?

Bev+Ox(F or C)

Bev+FOLFOXIRI vs Bev+FOLFIRI *

AntiEGFR (RAS wt)
Cetuximab
Panitumumab vs Chemo or Bev

Pembrolizumab vs Chemo+Bev+/-
Cetux

Ipi+Nivo

0S 20 vs 15.6 *(4m) AVF2107g
PFS but not 0S N016966
0S31vs25.8 TRIBE1

0S 3-4 months CRYSTAL/FIRE/

PARADIGM
5yr0S 77.5 vs 36.7m (29% primary KEYNOTE 177
progressive disease)
2 yr PFS 72% (48%)
ORR 71% ( 45%)

CheckMate 8HW
Progression 10% (29%)

Ben benefit maintenance than
upfront setting

Extended RAS (exon 2 vs 2,3,4)
Additional 11% that don’t
benefit from EGFR

Side matters (LEFT sided only)

Benefit not seen in RAS mutated

Dual ICI superior efficacy
RAS mutation

Mutational Analysis and Sidedness

(8)

Multivariate Model

Model included primary tumor location (HR
shown in graphic) and non-location based
variables (HR in table below). Other variables
considered for inclusion in the model but with
P>0.1 during model creation are shown in
Supplementary Table 3.

Non-Location Based Variables HR (95% C1) »

Metastatic at Diagnosis 152(130177) <0.0001
Mucinous/Signet Histology 149 (1.24-1.80)  <0.0001
BRAFV600 Mutation 1.83(1.36-246) <0.0001
KRAS 132(113-154)  <0.0001

Hazard Ratio for Overall Survival

1.0

Relative to Rectum

20

Right-sided colon cancer

Midgut

MSI-H, CIMP-H
High TML

BRAF mutation
KRAS mutation
TGFbR2 mutation

CMSI
Worse prognosis

Lack of benefit from
Anti-EGFR therapy

I
/’ Left-sided colon cancer

Hindgut

Aneuploidy

TP53, APC, KRAS and
SMAD4 mutations
HER2 overexpression
CMS2

Better prognosis

Benefit from
Anti-EGFR therapy

RIGHT (worse) Transverse to Cecum LEFT (better) Splenic Flex onwards

Sessile, serrated, mucinous

Flat, larger, advanced, poorly diff

BRAF, KRAS
MSI high, dMMR

Lack of benefit from Anti-EGFR Rx

Villous and typical adenoCA
polypoid
HER2 amp

Benefit from Anti-EGFR Rx***(RAS Wt)
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RAS mutation

Overview o_f EGI_=R and VEGFR Growth
Sarsiing Eatiny * EGFR inhibitors (Cetuximab and

s EVAY Panitumumab)
eeemm—  + Blockade at the top of the chain

and aflibercept

Targeted by cetuximab
and panitumumab

*Aflbercopt sho targets FIGE

* Pathway broken by RAS mutation,
upstream inhibition is futile

e  MAPK and PIK3/AKT pathway
TUMOR MICROENVIRONMENT re m a i n S i nta ct

Summary of 1L Systemic therapy

* 5FU + oxaliplatin or irinotecan or capecitabine is back bone
* FOLFOX = FOLFIRI and CAPEOX (sequence does not matter)
* Stop and go approach * = less SE, better QOL, still efficacious

* Bevacizumab better in maintenance setting but still option in combination
with 5FU regimen

* FOLFOXIRI (oxaliplatin + irinotecan): young, fit, aggressive tumors

* Sidedness matters: Rt side: no EGFRi Cetux/Panitumumab

* Extended RAS testing: EGFRi won’t work if RAS mutated

* MSI-H: Pembrolizumab is approved; Dual ICl better response, more ICI SE

2/23/2026



@4- BRAF inhibition
releases negative

RAS feedback, activating
EGFR signaling and
restoring signaling.

Dual BRAF/EGFR

MEK inhibition prevents this
adaptive feedback

+ mechanism

ERK e

Anti-EGFR antibody
- Cetuximab

EGFR \ { —® - Panitumumab
| ras
BRAF inhibitor
- Encorafenib

| BRAF |}— @ -Vemurafenib
- Dabrafenib

MEK inhibitor
- Binimetinib
- Trametinib

[ Mex | — @
[ Erx |

Cell growth and differentiation
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2" line Targeted therapies:
BRAF mutation **

e Occursin exon 15 (BRAF v600E) - only actionable
BRAF mutation ( 4-7% )

* Associated with poor OS and atypical patterns of
metastases

* BEACON trial

Progression after 1-2 regimens
TRIPLET:Encorafenib + Binimetinib+ Cetux
DOUBLET:Encorafenib+Cetux

CONTROL: Cetuximab + Irinotecan or FOLFIRI

Triplet+Doublet showed OS benefit (9m + 8.4m
vs 5.9m)

40% reduction in risk of death
Doublet with better SE profile so SOC

Anti - HER 2 directed therapies (2" line +)

11
Trial Regimen ORR
MOUNTAINEER Tucatinib + 38.1%
trastuzumab
DESTINY- Trastuzumab 45.3%
CRCO1 deruxtecan
6.4 mg/kg
DESTINY- Trastuzumab 37.8%
CRCO2 deruxtecan
5.4 mg/kg
MyPathway Trastuzumab 32%
+
pertuzumab
HERACLES- Trastuzumab 28%
A + lapatinib
12

Median PFS

8.2 months

6.9 months

5.8 months

2.9 months

4.7 months

()
Median OS Key Notes 4% of CRC
241 months oA Depends on RAS and IHC
approved i
Jan 2023; stain

RAS WT only
Tucatinib + Trastuzumab

15.56 months IHC 3+ or st
IHC 2+/ISH+; (1% FDA approved)
RAS WT

NR Active in Trastuzumab DeruxteFan
RAS-mutant; — ADC IHC 3+ or 2+ with
IHC 3+ FISH+, RAS mutated
preferred

1.6 months RAS WT; Trastuzumab +
heavily Pertuzumab: dual HER2
pretreated therapy, better in KRAS

10.0 months First proof- wt

of-concept
trial
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KRAS G 12 C and NTRK fusions (2" line and
beyond)

—————— —————— e —

KRYSTAL 1: Adagrasib
monotherapy vs in NTRK fusions are rare:
combination with Larotrectinib.

cetuximab for KRAS Entrectinib,
G12C mutatant mCRC; Repotrectinib
mMPFS of 6.9m vs 5.6

13

-~
3rd line and beyond

* For disease that has progressed through all
available regimens:
» Fruquintinib
» Regorafenib
» Trifluridine + tipiracil * bevacizumab
(bevacizumab combo preferred)
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Encorafenib, Cetuximab, and mFOLFOX6 in BRAF-
Mutated Colorectal Cancer

Copyright © 2025
ABSTRACT 16: BREAKWATER: Analysis of first-line
encorafenib + cetuximab ¥ chemotherapy in BRAF V600E-
mutant metastatic colorectal cancer (Kopetz)
BREAKWATER (NCT04607421) is an open-label, multicenter, phase 3 study in first line BRAF V600E-mutant mCRC
Inclusion criteria ‘
« Age 216 years (or 218 years based on country)
« No prior systemic treatment for metastatic se =
e — Dust primary endpoints:
« BRAF VB0OE-mutant mCRC by local or central PFS and ORR? by BICR
laboratory testing (EC + mFOLFOX6 vs SOC)
*« ECOGPSOor1
+ Adequate bone marrow, hepatic. and renal function EC + mFOLFOX6 (n=236)
| Exclusioncriteria = | Key secondary endpoint:
* Prior BRAF or EGFR inhibitors m os (EC + mFOLFOX6 vs SOC)
+ Symptomatic brain metastases
* MSI-H/JMMR tumors (unless patients were
inehgible 10 recewe immune checkpoint inhibitors
S N IR S staied By regons [USCansda vsEarope ~ ~ Prespecified hierarchical testing
vs Rest of World) and ECOG PS (0 vs 1) - Initial analysis is RR -> OS
Kopetz et al, G/ Symposium
15
Median Progression-Free Hazard ratio Hazard ratio versus Objective response rate
Survival, months (95% Cl) versus SOC  EC+mFOLFOX6 o .
_ EC 6.8 (5.7-8.3) 1.09(95% Cl,  2.05(95% ClI, * 60.9% with EC FOLFOX vs
T 104 0.839-1.422)°  1.563-2.681)" 40% with SOC
2 09 EC+mFOLFOX6  12.8(11.2-159)  0.53(95% Cl, -
G 08+ Sy * Median Duration of
1;_? 0.7 soc 7.1 (6.8-8.5) s - response 13.9mvs 11.9m
5 06
0n
¢ 05
j=2
S 04
o
% 034
£ 02
8 0.1 T, T e
g0 " - "¢ EC+mFOLFOX6
& o004
T T T T T T T T
] 6 12 18 24 30 36 42
Time (months)
No. at Risk
EC 158 60 24 12 6 3 0
EC+mFOLFOX6 236 156 % 39 16 4 1
SOC 243 100 34 1 3 1 0
16

Author: PO, T

M, PHD

Published May 30, 2025 | N Engl | Med 2025;392:2425.2437 | DOI: 101056/ NE|Moa2501912 | YOL. 392 MO, 24

BREAKWATER
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Hazard ratio for disease
No. of events/ g
Subgroup No of patients mm-.::[-'\;:nc th vs. SOC
EC+#mFOLFOX6 SOC

Al patients (stratified) 122/236  132/243 m 0.53 (0.41 to 0.68)
Al patients (unstratified) 122236 1327243 - 0.51(0.40 to 0.65)
Age (years)

<65 780150 711139 o om 051 (0.97t00.71)

265 44/86 &1/104 o 051 (0.34t00.75)
Sex

Wale 591123 83119 o 050 (0.35t00.72)

Female 83113 890124 - 053 (0.37t00.75)

Eastern Cooperative Oncology Group
Pperformance siskus K baseiine

60/131 740136 . 0.43 (0.30 to 0.61)

| 821056 58107 — 0.83 (0.44 to 0.90)

Number of organs involved at baseline

per blinded independent central review

<2 52/119

86127 o 0.40 (0.28 to 0.58)
23 70117 86116 —a— 0.84 (0.45 to 0.80)
Side of tumor
Left 51/90 53198 —a 0.49(0.33t0 0.73)
Right 711146 790145 o 052 (0.37t00.72)
Liver metastases at baseline per
blinded independent central review
Yes 87147 86/160 — 0.80 (0440 0.81)
No 35089 E—— 0.36 (0.23t0 0.57)
0z 10 20

-
Favors EC+mFOLFOXE  Favors SOC

Figure 1. Analysis nfl’mgm.sxlnn—l‘me Survival by Blinded Independent Central Review.
Panel A shows Kapl Mei of progression-free survival in the EC,
EC+mFOLFOX6 and SOC arms. Panel B shows a forest plot of the analyses in pre-
specified subgroups in the EC+mFOLFOX6 and SOC arms.

*Analyses of EC versus SOC and EC versus EC+mFOLFOX6 are descriptive. CIs are

not adjusted for multiplicity and should not be mistaken for hypothesis tests. Following a
protocol amendment, enrollment into the EC arm was discontinued prematurely.
Subgroup analyses are exploratory and descriptive in nature; Cls are not adjusted for
multiplicity and should not be interpreted as hypothesis tests.

CI, confidence interval, EC, encorafenib and cetuximab; EC+mFOLFOX6, encorafenib and
cetuximab plus oxaliplatin, leucovorin and 5-FU; HR, hazard ratio; SOC, standard of care.

Mortian Oversi Survival, Hazars ruo  Hazsrd o vorsus.
monehs (967 Cf)  versus SOC  EGemFOLFOXS

ec 185 (17.6-225) 008 BO% CL
0 528-0.508 )

ECOmFOLFOXS 303 (217-NE) D48 (@5% CI, B

181 037077

EG+mrFoOLFOXS

Prokabiityof Survival

o Median OS

o H 2 s 24 a0 38 a2
Tiene (montha)
o, ot ek EC: 19.5
158 137 1a7 78 a4 18 1 o . el
Ecmsmsma 236 216 182 121 an 17 2 o

- v : : : EC+mFOLFOX: 30.3m

Mo, af
Subgroup o e
ECsmPOLFORE | SOC SOC: 15.1
i patioms (sratinesty Bazss  1ammas . A
et asifiac) 04238 14Ba43
<85 ser1so asr1se
85 o 831104
som
e 541123 71110
40113 771124

s—a.-. cwn-wv- Oncology Group
romance atatia St Bassiing

T 2 8136

7amor

sarizr

a2118

ez0n
145

104180
4483

Figure 2. Analysis of Overall Survival.
Panel A shows Kaplan-Meier estimates of overall survival in the EC. EC+mFOLFOX6
and SOC. Panel B shows a forest plot of the analyses in pre-specified subgroups in the
EC+mFOLFOX6 and SOC arms.
Because the result of the interim analysis of overall survival was stati
further statistical test will be performed.
*Analyses of EC versus SOC and EC versus EC+mFOLFOXS6 are descriptive. Cls are
not adjusted for multiplicity and should not be mistaken for hypothesis tests. Following a
protocol amendment, enrollment into the EC arm was discontinued prematurcly.

analyses are and iptive in nature; CIs are not adjusted for
multiplicity and should nat be interpreted as hypothesls tets.

ically significant, no
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Adverse Event ECN=153 EC+mFOLFOX6N =232 | SOCN=229
Treatment-emergent adverse events — no. (%)

Intestinal obstruction 6(3.9) 1147 5(22)
Pyrexia [d] 9(3.9) 3(13)
Anemia 0 8(3.4) 1(04)
Disease progression 426 8(34) 1(04)
Abdominal pain 3(20) 6(2.6) 7(3.1)
Vomiting 107) 6(2.6) 1(04)
Sepsis 10.7) 41D 1(04)
ALT increased 0 3(13) 1(04)
Ascites 0 3(13) 0
Tleus 2(1.3) 3(13) 417
Pneumonia 4] 3(1.3) 5(22)
Pulmonary embolism 0 3(1.3) 1(04)
Small intestinal obstruction 1(0.7) 3(1.3) 1(04)
Urinary tract infection 6(39) 3(13) 2(09)

BREAKWATER Cohort 3: Study Design
BREAKWATER (NCT04607421) is an open-label, multicenter, phase 3 study in first line BRAF V600E-mutant mCRC
EC" + FOLFIRK (n=73) ORR by BICR®
PFS by BICR
Control (FOLFIRI: + fob
bevacizumab?; n=74) CLe i
Statifed by ECOG PS
[y | Here we present the primary analysis of ORR by BICR (the primary endpoint), an analysis of OS, and safety in the
| | EC + FOLFIRI and control arms
, 2023, and by 1
wieotecan 180 megm V GIW. leucoverin 400 g’ ¥ GZW. and 5.FU 400
_ v b too0rs ¢ T e e
e Same S e e ot VL e ety g G s e 5 e 5 e o WECTST s s G 20 e
s o S200 Kepetz, N, PO ASCO =

BREAKWATER ASCO Gl
2026 cohort 3 Primary
analysis

+  Primary analysis of 1L Encorafenib + Cetuximab + FOLFIRI
* 147 untreated patients with BRAF V600E

*  1:1EC+FOLFIRI vs FOLFIRI +/- Bevacizumab

* ORR64.4%vs 39.2%

+  Median time to response 6.9 weeks

*  At6m:57.4% vs 34.5% maintained response

*  0Sdataimmature

*  SE:39.4%vs 36.8%

CONCLUSION: The targeted therapy backbone is the key driver of better
disease control in BRAF v600E mutated CRC

2/23/2026
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COMMIT TRIAL

COMMIT Study Snapshot: Combination Therapy vs. Monotherapy for dMMR/MSI-H mCRC

EFFICACY: COMBINATION THERAPY SHOWS SUPERIORITY

Mezolizumab FFX/Bevacizumab

Significant Improvement in Progression-Free Survival (PFS)

Combination Therapy (Median PFS) 24.5 MONTHS

vs. 5.3 months for monotheray
Monotherapy d e

0 10

5
Lower Prog

Higher

3 3 %
i COMPLETE
Disease M COMPLETE
I Progressive.

Disease

¥ > Reduction in Risk of
én% Progression or Death
g Hazard Ratio (HR): 0.439, P=0.0103

T
v RESPONSE
W Progressive
i Disease

2/23/2026

Initially 3 arm study
* FOLFOX + Bev (removed)
* FOLFOX+Bev+Atezo
* Atezoalone
* Accrual stopped 3/25 (CHECKMATE)

29% in Keynote 177 had POD
45% progressedin 12m

I, RCT
SAFETY: HIGHER TOXICITY IN COMBINATION ARM 41 patients
A Increased Rate of Severe Adverse Events Adverse Event Rate FRX/bev/atezo Atezo _
- tﬁi*i Sl - e Untreated MSI-H
' Any Gla;efMA?s w Anyeya.neuugs &) Grade 3-4 Neutropenia 26.8% 24% 11
L= 24%-””””” R Gradoatypertnsion  19.5%  2.4% Atezo vs mFOLFOX+Bev+Atezo
Met primary end point: PFS
ORR 86% vs 46%
Combo arm more SE
21
COMMIT CheckMate 8HW KEYNOTE-177
Parameter (mMFOLFOX6/Bev/At... (Nivo + Ipi) (Pembrolizumab)
2-Year PFS Significantly 72% 48%
improved vs. atezo
alone
Median PFS Not yet reported Not reached (47 mo 16.5 months
f/u)
ORR Mgk oo 1% 43-45%
Complete Response 3694 ** i 30% ~11%
Progressive Disease 32%** 10% 29%
as Best Response
Grade 3-4 TRAEs Expected higher 22% 22%
(chemo-based)
22

11
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PROGRESS MADE

* Oligometastatic colon cancer: Gold standard for Curative metastectomy

2/23/2026

* Remarkable transformation with mOS of 6m with 5FU only to then 12m to now 30m

even in BRAF mutated cancers; higher in MSI-H (95m)

UNMET

NEEDS

Unmet Need

MSS/pMMR tumors

RAS-mutant disease

Right-sided tumors

True cure

Acquired resistance

Patient Population

~85% of mCRC

~40% of mCRC

~30% of mCRC

AllmCRC

All targeted therapy

Current Status

Do not respond to
immunotherapy; sensitizing
MSS tumors to ICI is the
greatest unmet need

Effective targeted therapies
lacking (except KRAS G12C
~3%)

Inferior outcomes; minimal
anti-EGFR benefit; mOS ~19
vs. 34 months (left-sided)

20% achieve 5-year survival;
cure remains rare

Limits durability of responses

12
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Immunotherapy for MSS tumors
(anti-angiogenesis + ICl, Bispecific
antibodies

FUTU RE ctDNA for residual disease

monitoring and adaptive Rx

N E E DS trategies

ADC: T-DXd for HER2+; expanding

indications
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