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BACKGROUND

CR-SEQUENCE trial design

Unresectable, 

left- sided, 

RAS-WT, mCRC

• CR-SEQUENCE trial: randomized phase III trial in unresectable left-sided RAS-WT metastatic colorectal cancer (mCRC) patients.

• Compared the efficacy of two therapeutic antibody-combination sequences (SEQ1 vs SEQ2). The 36-month total Progression-free 

survival (tPFS) rate (primary endpoint) was SEQ1 22.4% vs SEQ2 17.3% (p=0.221). 

• Preliminary findings suggested improved outcomes among patients undergoing surgery. 

• This post-hoc hypothesis generating analysis assessed the prognostic impact of primary tumor resection (PTR) timing. 

METHODS

RESULTS

• Multivariable models were adjusted for ECOG PS, alkaline phosphatase, leucocyte count, metastatic burden, treatment sequence, 

synchronicity and hepatic metastasectomy. 

• Our findings suggest a potential survival benefit of PTR in unresectable, left-sided, RAS wilt-type mCRC, when performed during systemic treatment (on-Tx) rather than as the upfront procedure. 

• These findings hypothesize that induction systemic therapy prior to PTR may be preferable to immediate resection in selected patients. Results should be interpreted with caution due to the post-hoc analysis and high risk of selection bias.

• Future prospective trials incorporating molecular stratification are warranted to refine patient selection and confirm these findings.

CONCLUSIONS

Multivariate analysis: On-Tx PTR was independently associated with longer OS (HR 0.40; p< 0.0001) and tPFS (HR 0.44; p< 0.0001).  
No significant association was observed between treatment sequence and survival outcomes within the same PTR group.
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PTR survival impact was evaluated via three comparisons: 

Any timing PTR was associated with statistically better median OS and median tPFS vs No-PTR (p < 0.0001)
At the three pairwise comparison On-Tx PTR arm achieved better median OS and  median tPFS vs pre-Tx and No PTR (p= 0.0001) 

N = 418

Any timing vs No PTRPre-Tx vs No PTR Pre-Tx vs On-Tx vs No PTR

Pre-treatment (Tx) vs No PTR

Pre-Tx vs On-Tx vs No PTR

Any timing vs No PTR

• Cox Proportional Hazards Regression Model was used to assess the association between PTR and survival outcomes. On-tx surgery 

events were modeled as a time-dependent covariate to mitigate immortal time bias. Pre-treatment survival was compared using log-

rank test, while the score test was used in models including on-tx survival.

Median tPFS 25.2 mo (Pre-tx)  vs 21.2 mo (No PTR)
HR 0.79 (95%CI 0.62, 1.01); p= 0.0583

Median tPFS 26.7 mo (Any timing)  vs 20.1 mo (No PTR)   
HR 0.63 (95%CI 0.50, 0.79); p= 0.0001

mOS: 35.9 mo (Pre-tx)  vs 33.2 mo (No PTR) 
HR 0.81 (95%CI 0.64, 1.04); p= 0.1004

mOS 42.1 mo (Any timing) vs 29.3 mo (No PTR) 
HR 0.59 (95%CI 0.46, 0.75); p< 0.0001
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Median follow-up: 62.2 mo (95%CI 55.2-65.5)

mOS 39.5 (Pre-tx)  vs 55.9 (On-tx)   vs. 29.6 mo (No PTR) ; p< 0.0001
Pre-Tx vs No PTR- HR 0.69 (95%CI 0.53, 0.89); p= 0.0043
 On-Tx vs No PTR- HR 0.39 (95%CI 0.26, 0.59); p< 0.0001
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Median tPFS 25.2  (Pre-tx)  vs 32.3 (On-Tx) vs 20.1 mo (No PTR) ; p= 0.0001
Pre-Tx vs No PTR- HR 0.69 (95%CI 0.54, 0.89); p= 0.0046
On-Tx vs No PTR- HR 0.48 (95%CI 0.32, 0.72); p= 0.0003 
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