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What We’ll Cover:
Major practice –affirming and –changing updates in:

Metastatic colon cancer trials
PARADIGM

TRIPLETE

CAIRO5

SYNCHRONOUS-CCRe-IV

Rectal cancer management
Cercek et al 2022



Metastatic Colon Cancer Updates
Practice-Changing:

Anti-EGFR antibodies constitute the 
preferred first-line therapy in RAS 
wildtype left sided metastatic colorectal 
cancer: PARADIGM

The optimal debulking strategy for 
metastatic left or right sided metastatic 
colorectal cancer: TRIPLETE and CAIRO5

Practice-affirming:
Whether to resect the primary site 
before starting palliative chemotherapy 
in metastatic colorectal cancer:  
SYNCHRONOUS and CCRe-IV trial



National Comprehensive Cancer Network. Colon Cancer (Version 

1.2022). https://www.nccn.org/professionals/physician_gls/pdf/colon.pdf. 

Accessed August 19, 2022.



Anti-EGFR therapy is the preferred first-line chemo 
adjunct for RAS wildtype, metastatic left-sided 
colorectal cancer: the PARADIGM trial.



PARADIGM Trial Design



Baseline Patient Characteristics



Primary Endpoint-1; Overall Survival in Left-sided Population



Primary Endpoint-2; Overall Survival in Overall Population



Progression-free Survivala



Other Efficacy Outcomes



Anti-EGFR therapy is the preferred first-line chemo 
adjunct for RAS/RAF wildtype, metastatic 
colorectal cancer: the PARADIGM trial.
…but significant non-hematologic toxicities may limit our ability to give anti-EGFR 
therapy

Are there other biomarkers besides sidedness that might explain this mild increase in 
survival? Awaiting pre- and post-treatment tissue and plasma DNA sequencing 
analysis, including MSI, TMB, CMS, IFN

What about FOLFOXIRI + bevacizumab in L mCRC?



How to optimally debulk R and L sided 
metastatic colon cancer: the CAIRO5 and 
TRIPLETE story.
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CAIRO5 – patient characteristics
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CAIRO5 – outcome of R0/1 resections +/- ablation



How to optimally debulk R and L sided 
metastatic colon cancer: the CAIRO5 and 
TRIPLETE story.
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How to optimally debulk R and L sided 
metastatic colon cancer: the CAIRO5 and 
TRIPLETE story.
In right-sided colon cancer, FOLFOXIRI
+ bev significantly increased PFS, ORR, 
and rate of R0/R1 resections with AND 
without ablation in initially 
unresectable liver mets, even including 
RAS- and BRAF-mutated V600E 
mutations – BUT: 

PFS benefit is small, data is still 
immature for overall survival and G3/4 
AEs much higher. Probably still best 
served as a bridging therapy to 
resection where PFS benefit is 
maximal.

In left-sided RAS/RAF wildtype colon 
cancer, response outcomes are so 
good with doublet chemotherapy + 
anti-EGFR regimens that it doesn’t 
benefit patients in any appreciable way 
to add irinotecan to first-line anti-EGFR 
therapy, even with bridging intent.



Randomized clinical trial on resection of the primary tumor versus no resection prior to systemic therapy in patients with coloncancer and synchronous <br />unresectable metastases <br />



Eligibility Criteria/Study Design



Endpoints



Study Flow (CONSORT)



Demographics



Disease Characteristics



Surgical Approach



Administered Chemotherapy



Primary Endpoint: Overall Survival (ITT)



Primary Endpoint: Overall Survival (ITT)



Serious Adverse Events (SAE)



There is no improvement in OS in metastatic 
colorectal cancer management with resection of 
the primary unless the primary is symptomatic:  
the SYNCHRONOUS and CCRe-IV trial.
Overall survival was only impacted by whether the patient received chemotherapy

Resection of the primary might have worsened survival!

Nearly 25% of patients randomized to upfront surgery arm never received 
chemotherapy

No significant subgroup benefit identified



Other Metastatic Colon Cancer Studies

Nivolumab in combination with 
FOLFOXIRI+bevacizumab in 1st line 
RAS/RAF mutated mCRC is feasible: 
The NIVACOR trial.

Nivolumab and ipilimumab are 
found in 5-year follow-up to have a 
high overall response rate and 48-
mo PFS rate compared to 
nivolumab alone in dMMR/MSI-H 
mCRC: the CheckMate 142(a) trial, 
cohorts 1-3.

Intermittent vs continuous FOLFIRI 
+ panitumumab for first line mCRC 
seems to improve progression on 
treatment survival as well as 
patient exposure to toxicities: the 
IMPROVE study.

Optimal treatment sequencing for 
RAS/RAF wildtype mCRC still 
remains muddled: the complex 
STRATEGIC-1 trial.



Rectal 
Cancer 
Updates

Late Breaking Abstract 5:

Neoadjuvant dostarlimab in mismatch repair 
deficient (dMMR) or microsatellite-unstable 
(MSI-H) rectal cancer (Cercek et al)



Neoadjuvant immunotherapy may become standard of 
care for mismatch repair deficient / microsatellite unstable 
locally advanced rectal cancer.
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Key Observations



Other Rectal Cancer Studies
Neoadjuvant chemoradiation and local 
excision (TEM) might be as effective at 
achieving high pathologic complete response 
rates, lower complication/hospitalization 
rates compared to upfront total mesorectal
excision in early stage rectal cancer; long-
term follow-up pending: the TAUTEM-study.

Organ preservation and other risk-adapted 
deescalation of preoperative chemoradiation
based on radiotherapy response assessment: 
The STAR-TREC phase II study.

Upfront surgery for locally advanced rectal 
cancer worsens 3-year disease free survival 
compared to conventional preoperative 
chemoradiation, even if the CRM isn’t 
threatened: The PSSR Trial.

Intensified multimodality approaches to the 
treatment of rectal cancer: PANDORA and 
OPERA trials.

PANDORA: Adding durvalumab to LC-CRT

OPERA: X-ray brachytherapy in addition to 
CRT to improve organ preservation in cT2-T3 
disease



Main mCRC/Rectal Cancer Takeaways 
from ASCO 2022

L mCRC, RAS wildtype tumors is preferentially treated with 1L FOLFOX + anti-EGFR 
therapy, but downstaging for resectable oligometastatic disease might still benefit 
from triplet chemo + bevacizumab in certain circumstances

Triplet chemo + bevacizumab is still likely the best 1L option for R mCRC, RAS/RAF 
mutated cancers

Immunotherapy will likely become the next standard of care for locally advanced 
rectal cancer, but patients need to be enrolled in appropriate trials with long-term 
follow-up


