
2/23/2026

1

Systemic Therapy in Metastatic 
Colorectal Cancer – Past Present 
and Future
Medical Oncology Perspective

Smriti Sharma, MD

Nebraska Cancer Specialists

Outline

• CRC Statistics

• Key Clinical Pieces of Data

• Foundation of 1st 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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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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Key Pieces of Clinical 
Data: So many options !

ERA TIMELINE DRUG BENEFIT TRIAL NOTES

5FU ERA 1957-1990 5FU Bolus vs BSC 6m

COMBO
1996-
2004

1998 - 2000 Irinotecan
IFL vs 5FU+Leu

OS 14.8 vs 
12.6

Saltz IFL (Irinotecan + Bolus 5FU/Leu)

2002 - 2004 FOLFOX vs IFL OS 19.5m vs 
15m

De Gramont and 
N9741

FOLFOX > 5FU and IFL
Bolus 5FU > SE than infusional

2004 FOLFIRI vs FOLFOX 21 m either 
sequence

Tournigand et al Equivalent efficacy, sequence does not 
matter
OX: neuropathy/neutropenia
IRI: alopecia/diarrhea

2001 (mCRC)
2004 (adj)

Capecitabine
CAPEOX vs 
FOLFOX

Equivalent X-ACT and other 
Meta-analysis

Hand foot syndrome
CAPIRI (NO !)

2006 (FOLFOX cont vs 
6cycles->
Maint 5FU->Ox on 
POD

19.3 vs 
21.2m
Better QOL
Less SE

OPTIMOX1 and 
CAIRO
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ERA TIMELINE DRUG BENEFIT TRIAL NOTES

Targeted
2004-2020

2004 VGEFi Bev
Bev+IFL vs IFL + ?
Bev+Ox(F or C)
Bev+FOLFOXIRI vs Bev+FOLFIRI *

OS 20 vs 15.6 *(4m)
PFS but not OS
OS 31 vs 25.8

AVF2107g 
N016966
TRIBE1

Ben benefit maintenance than 
upfront setting

2004
2006

AntiEGFR (RAS wt)
Cetuximab
Panitumumab vs Chemo or Bev

OS 3-4 months CRYSTAL/FIRE/
PARADIGM

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

Biomarker*** 
Directed 
MSI High
2020-present

2020 Pembrolizumab vs Chemo+Bev+/-
Cetux

Ipi+Nivo

5 yr OS 77.5 vs 36.7m (29% primary 
progressive disease)

2 yr PFS 72% (48%)
ORR 71% ( 45%)

Progression 10% (29%)

KEYNOTE 177

CheckMate 8HW

Benefit not seen in RAS mutated

Dual ICI superior efficacy 
RAS mutation

Mutational Analysis and Sidedness

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

Sessile, serrated, mucinous Villous and typical adenoCA

Flat, larger, advanced, poorly diff polypoid

BRAF, KRAS HER2 amp

MSI high, dMMR

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

• EGFR inhibitors (Cetuximab and 
Panitumumab)

• Blockade at the top of the chain

• Pathway broken by RAS mutation, 
upstream inhibition is futile

• MAPK and PIK3/AKT pathway 
remains intact

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 ICI better response, more ICI SE
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2nd line Targeted therapies: 
BRAF mutation **

• Occurs in 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 (2nd line +)
4% of CRC

Depends on RAS and IHC 
stain

Tucatinib + Trastuzumab 
(1st FDA approved) 

Trastuzumab Deruxtecan 
– ADC IHC 3+ or 2+ with 
FISH+, RAS mutated

Trastuzumab + 
Pertuzumab: dual HER2 
therapy, better in KRAS 
wt
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KRAS G 12 C and NTRK fusions (2nd line and 
beyond)

KRYSTAL 1: Adagrasib 
monotherapy vs in 
combination with 

cetuximab for KRAS 
G12C mutatant mCRC; 

mPFS of 6.9m vs 5.6

NTRK fusions are rare: 
Larotrectinib. 
Entrectinib, 

Repotrectinib

3rd line and beyond
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BREAKWATER

Objective response rate

• 60.9% with EC FOLFOX vs 
40% with SOC

• Median Duration of 
response  13.9m vs 11.9m
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Median OS
EC: 19.5m
EC+mFOLFOX:  30.3m
SOC: 15.1m

17

18



2/23/2026

10

BREAKWATER ASCO GI 
2026 cohort 3 Primary 
analysis
• Primary analysis of 1L Encorafenib + Cetuximab + FOLFIRI

• 147 untreated patients with BRAF V600E

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

• ORR 64.4% vs 39.2%

• Median time to response 6.9 weeks

• At 6m: 57.4% vs 34.5% maintained response 

• OS data immature

• SE: 39.4% vs 36.8%

CONCLUSION: The targeted therapy backbone is the key driver of better 
disease control in BRAF v600E mutated CRC
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COMMIT TRIAL
• Initially 3 arm study

• FOLFOX + Bev (removed)
• FOLFOX+Bev+Atezo
• Atezo alone
• Accrual stopped 3/25 (CHECKMATE)

• 29% in Keynote 177 had POD

• 45% progressed in 12m

• III, RCT

• 41 patients

• Untreated MSI-H

• 1:1

• Atezo vs mFOLFOX+Bev+Atezo

• Met primary end point: PFS

• ORR 86% vs 46%

• Combo arm more SE

86%**

36% **                   

32%**
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PROGRESS MADE

• Oligometastatic colon cancer: Gold standard for Curative metastectomy

• 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

23

24



2/23/2026

13

FUTURE
NEEDS

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

ctDNA for residual disease 
monitoring and adaptive Rx 
strategies

ADC: T-DXd for HER2+; expanding 
indications
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