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QUESTION 
 What is the impact of different strategies of sequential and combination 
chemotherapy on efficacy (including overall survival), toxicity and quality of life in 
unresectable metastatic colorectal cancer treated with palliative intent? 
 
 
TARGET POPULATION 
 These recommendations apply to adult patients (≥18 years old) with unresectable 
metastatic colorectal cancer.  The cytotoxic agents covered in this guideline include initial 
fluoropyrimidine (5-FU or capecitabine) either alone or in combination, irinotecan and 
oxaliplatin. 

 
 
INTENDED USERS 
 This guideline is intended for use by clinicians and healthcare providers involved in the 
management of patients with unresectable, metastatic colorectal cancer treated with 
palliative intent. 
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RECOMMENDATIONS AND KEY EVIDENCE  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
A meta-analysis of five trials (1-5) demonstrates a survival advantage for combination 

chemotherapy (HR, 0.92; 95%CI, 0.86-0.99, p=0.02).  Median survival advantage in most trials 
is 3 to 6 weeks (range <1 week to 12 weeks).  Therefore, any survival advantage that exists is 
likely to be very small and not clinically significant.  First-line toxicities are reported by three 
trials (1,2,4).  Hematological toxicities include significantly more neutropenia (1,4), febrile 
neutropenia (1) and thrombocytopenia (4) with upfront combination chemotherapy.  Non-
hematological toxicities include significantly more diarrhea (1), nausea (1,4), vomiting (1,4) 
and sensory neuropathy (4) in the upfront combination chemotherapy arm, and significantly 
more hand-foot syndrome in the sequential chemotherapy arm (1). 
 
QUALIFYING STATEMENTS 
• The FOCUS (2) trial is the largest trial of the five included trials.  The individual hazard 

ratio for the FOCUS (2) trial only includes two arms of this trial.  Therefore, one third of 
the data from this trial is missing from the overall meta-analysis of the five trials. 

• Based on the results of this systematic review, patients should have access to all effective 
cytotoxic drugs using a sequential strategy. 

• Combination chemotherapy may be more appropriate for patients with rapidly 
progressing, very symptomatic or bulky life-threatening visceral disease given their higher 
overall response rates. 

• The studies included in this systematic review were done in an era prior to the use of 
biologics in the treatment of mCRC.  Definitive statements about the integration of 
biologics into a sequential strategy cannot be made at this time. 

 
 
FUTURE RESEARCH 
 Future research of strategies of care should also include biologically targeted 
therapies. 
 
 

Planned sequential chemotherapy and upfront combination chemotherapy are both 
acceptable standards of care.  While there is a statistically significant difference in overall 
survival in favour of combination chemotherapy, the magnitude of the difference between 
the two strategies may not be clinically significant.  Furthermore, sequential therapies 
may reduce upfront toxicities.  Therefore, choice of treatment should be made on a case-
by-case basis based on considerations that include patient and tumour characteristics, 
toxicity of each strategy and patient preference. 
 
Sequential chemotherapy consists of a fluoropyrimidine monotherapy followed by either: 

a. another monotherapy with irinotecan OR 
b. combination chemotherapy consists of a doublet of a fluoropyrimidine with 

irinotecan or oxaliplatin 
 
Combination chemotherapy consists of an upfront doublet of a fluoropyrimidine with 
irinotecan or oxaliplatin. 
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RELATED GUIDELINES 
• PEBC Evidence-based Series #2-25:  The Role of Bevacizumab (Avastin®) Combined with 

Chemotherapy in the Treatment of Patients with Advanced Colorectal Cancer (available 
from:https://www.cancercareontario.ca/en/guidelines-advice/types-of-
cancer/1506?redirect=true). 

 
 
 
 

Funding  
The PEBC is a provincial initiative of Cancer Care Ontario supported by the Ontario Ministry of Health 

and Long-Term Care through Cancer Care Ontario.  All work produced by the PEBC is editorially 
independent from its funding source.  

 
Copyright 

This report is copyrighted by Cancer Care Ontario; the report and the illustrations herein may not be 
reproduced without the express written permission of Cancer Care Ontario.  Cancer Care Ontario 
reserves the right at any time, and at its sole discretion, to change or revoke this authorization. 

 
Disclaimer 

Care has been taken in the preparation of the information contained in this report.  Nonetheless, any 
person seeking to apply or consult the report is expected to use independent medical judgment in the 
context of individual clinical circumstances or seek out the supervision of a qualified clinician. Cancer 

Care Ontario makes no representation or guarantees of any kind whatsoever regarding the report 
content or use or application and disclaims any responsibility for its application or use in any way. 

 
Contact Information 

For further information about this report, please contact: 
Dr. Rebecca Wong, Co-Chair, Gastrointestinal Cancer Disease Site Group  

Princess Margaret Hospital, University Health Network, Radiation Medicine Program  
610 University Avenue, Toronto, Ontario, M5G 2M9  

Phone: 416-946-2126   Fax: 416-946-6561 
or 

Dr. Jim Biagi, Co-Chair, Gastrointestinal Cancer Disease Site Group  
Cancer Centre of Southeastern Ontario, Kingston General Hospital  

25 King Street W, Kingston, Ontario, K7L 5P9  
Phone: 613-544-2630 ext. 4502   Fax: 613-546-8209 

 
 

For information about the PEBC and the most current version of all reports,  
please visit the CCO Web site at http://www.cancercare.on.ca/ or contact the PEBC office at: 

Phone: 905-527-4322 ext. 42822    Fax: 905-526-6775 
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