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The history of mCRC is full of dilemmas

• bolus vs. infusional 5FU

• 5FU +/- interferon-α

• 5FU vs p.o fluoropyrimidines

• Irinotecan vs. Oxaliplatin

• Cetuximab vs. Bevacizumab

• Cetuximab vs. Panitumumab

• Bevacizumab vs. Aflibercept

• …..to be continue
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Open mindless vs. sidedness



Biologics in 1st line therapy of mCRC  
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Embryology:  The origin of the colon 



Right vs. Left sided CRC: a really old story
1985 1989

2011

2008

1990



Histopathology JAN 2013 DOI: 10.1111/his.12055



Stage II

• For stage II colon cancer, the role of The 
benefit obtained by FU-based chemo may be 
attributed to subsets of patients:

– Females

– right-sided colon tumors

8

1Elsaleh H et al Lancet; 2000  



Manish A. Shah et al. JCO 2016;34:843-853

Risk of Death according to tumor location and treatment



Overall Survival for Stage III CRC <br />by tumor location and AJCC sub-stage



South Australian mCRC Registry Data 
(N = 2,972)

OS Right vs Left (total registry population)*

Median OS, R vs L: 9.7 vs 20.3 months (P<.001)
5-year survival R vs L primary: 1.4% vs 8.9%

*Including those who had no active therapy.
Price. 2015.
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Overall Survival for Stage IV CRC from SEER  <br />by Tumor Location, 2000-2012 Diagnoses 

Presented By Deborah Schrag at 2016 ASCO Annual Meeting



Age, MSI, BRAF, and Methylation (CIMP) are associated with right-sided primaries



Low EREG/AREG expression in right-sided primaries



Right-sided primary is associated with CMS 1 & 3



Are all colon cancers the same?
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Missiaglia E ASCO 2013; Abstr # 3526



Conclusions



Figure 3 

Molecular Cell 2014 54, 309-320DOI: (10.1016/j.molcel.2014.03.039) 

The role of microbiota



Slide 17

Presented By Cynthia Sears at 2017 Gastrointestinal Cancers Symposium



Slide 13

Presented By Cynthia Sears at 2017 Gastrointestinal Cancers Symposium



Biologics Head to Head comparisons



Head-to-Head Trials of Bevacizumab vs Cetuximab in First-line KRAS Wild-Type mCRC

Phase III RCTs Anti-EGFR vs. Bevacizumab



Presented by:

CALGB / SWOG 80405: 
WHY DID IT TAKE TEN YEARS?

AMEND

CLOSE

2004 2005 – 08 2008-09 2010     - 2012 2013
6/2014
DATA 

RELEASE[-----OPEN------- ]       [------OPEN----- ]

Original Design
Unselected

CHEMO + BEV  v. 

CHEMO + CETUX v. 
CHEMO + BEV / CETUX

Final Design
KRAS wt

CHEMO + BEV  v.  
CHEMO + CETUX

J. Tabernero, Post-Plenary Discussion II: Gastrointestinal Cancer, 2014 ASCO Annual Meeting



ARM A

CHEMO + 

BEV 

N=559 (%)

ARM B

CHEMO +

CETUX

N=578 (%)

TOTAL

N=1137 (%)

Progressive Disease 152 (27.2) 184 (31.8) 336 (29.6)

Other: AE / Withdrawal /           

change in therapy 315 (56.3) 316 (54.6) 631 (55.5)

Death on Study 15 (2.7) 12 (2.1) 27 (2.4)

On Study /data pending 72 (12.9) 60 (10.3) 132 (11.6)

CALGB/SWOG 80405: 

Reason Treatment Discontinued

A. Venook, LBA3, Plenary Session, Gastrointestinal Colorectal Cancer, 2014 ASCO Annual Meeting



FIRE-3: Tumour Location is Clearly Prognostic

Multivariate Cox Regression Analysis:
Location (left- vs right-side tumour)

Treatment Arm
OS – HR 
(P value)

PFS – HR 
(P value)

FOLFIRI + Bevacizumab
1.04
(.89)

1.13
(.06)

FOLFIRI + Cetuximab
0.34

(<.0001)
0.43

(.0003)
Heinemann et all ASCO 2014.



CMS Distribution in 80405 

Presented By Heinz-Josef Lenz at 2017 ASCO Annual Meeting

CLGB



Slide 18

Presented By Heinz-Josef Lenz at 2017 ASCO Annual Meeting

CLGB



Distribution of CMS between in RAS wild-type <br />left- vs. right sided primaries 

Presented By Sebastian Stintzing at 2017 ASCO Annual Meeting

FIRE 3



FOLFIRI cetuximab vs. FOLFIRI bevacizumab

Presented By Sebastian Stintzing at 2017 ASCO Annual Meeting

FIRE 3
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If we put the data on FIRE





TAILOR

Qin S et al JCO Sep 2018



Stage IV CRC: <br />Adjusted Hazard Ratios for Overall Survival

Presented By Deborah Schrag at 2016 ASCO Annual Meeting







Case # 1

• Female 34, single mother of 1 child, 
unemployed accouter

• Vague abdominal pain

• Colonoscopy tumor in ascending colon

• Adenocarcinoma KRAS, NRAS, BRAF wt.

• CEA 243

• Otherwise fit

• FOLFOXIRI + Panitumumab





CEA 19



March 2017 October 2017



October 2017

• Colonoscopy small polypoid mass with central 
scar 3 cm in max diameter

• PET CT 

• One met in segment VI (Suva 7.4)

• Right colectomy and Hepatectomy (right + 
ablation)



Case 2

• 64y female otherwise healthy

• May 2016 acute  + vomiting

• CT: obstructive ileus, liver mets

• Colostomy, liver mets and peritoneal 
metastasis mucinous adenocarcinoma of the 
rectum pT4,N2,M1b

• 1st oncologic evaluation 3 months later

• New scan with significant disease progression



Case # 2

• BRAFV600Emutant tumor

• MSI-H (4/5 markers, IHC MHL1 -)



Case # 2

• FOLFIRI + AFLIBERCEPT

• continuous response for 6 months (>50% 
reduction) 

• Relapse after 10 months 

• Start Pembrolizumab
– 2 years on treatment with objective response and 

asymptomatic



Sidedness mCRC: existing knowledge

• Molecular marker and intention to are the main determinants for 
treatment decisions

• Confirmed prognostic associations 
– FIRE 3, CALGB, SEERs

• Unknown 
– predictive value
– Effect of micro-environment
– Effect of microbiota

• Distinct molecular surrogates

• Hypothesis generation post-hoc unplanned analysis



What am I Doing in RAS-RAF wt. tumors

Treatment goal Right sided Left sided

Cytoreduction Doublet (or even triplet with anti-EGFR)

Prolongation of PFS

Non-maintenance 
planning

Doublets + bev Doublet + anti-EGFR

Maintenance 
planning

Doublets  (or fluoropyrimidine+ bev)
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