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A Quality Initiative of the 

Program in Evidence-Based Care (PEBC), Cancer Care Ontario (CCO) 
 
 

Continuous versus Intermittent Chemotherapy Strategies in  
Inoperable, Advanced Colorectal Cancer:  

Guideline Recommendations 
 

S. Berry, R. Cosby, T. Asmis, K. Chan, M.K. Krzyzanowska, N. Hammad,  
and the Gastrointestinal Disease Site Group 

 
The 2014 guideline recommendations have been ENDORSED, which means that the 

recommendations are still current and relevant for decision making. Please see  
Section 4: Document Assessment and Review for a summary of updated evidence published 

between 2013 and 2022, and for details on how this guideline was ENDORSED. 
 
 

 
QUESTION 

What is the impact of intermittent strategies of administering systemic therapy on 
length and quality of survival in patients with untreated, unresectable metastatic colorectal 
cancer? 
 
TARGET POPULATION 
 These recommendations apply to adult patients (≥18 years old) with inoperable, 
advanced (Stage IV) colorectal cancer. 
 
INTENDED USERS 
 This guideline is intended for use by clinicians and healthcare providers involved in the 
management of patients with advanced colorectal cancer. 
 
RECOMMENDATIONS AND KEY EVIDENCE 
 
 
 
 
 
 
 
 
 
 

Ten trials (1-10) were identified, and seven (1,2,5-9) had published overall survival 
hazard ratios (HRs) that could be used for the meta-analysis.  Meta-analysis demonstrates no 
clinically significant survival difference between the continuous and intermittent 

Intermittent strategies of administering first-line systemic therapies to patients with 
unresectable metastatic colorectal cancer (mCRC) do not result in a statistically significant 
reduction in overall survival and either improve or maintain quality of life compared to 
continuous administration of therapy.  Patients who want a break from treatment can be 
reassured that intermittent strategies of administering first-line therapy are a reasonable 
alternative to continuous administration.  Intermittent systemic treatment strategies should 
be part of an informed discussion of treatment options for this group of patients.  
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chemotherapy strategies (HR, 1.02; 95%CI, 0.95-1.10, p=0.62).  No subgroup of trials based on 
the type of induction or maintenance therapy in the intermittent arm demonstrates a 
significant difference in overall survival between the two chemotherapy strategies (Figures 2, 
3, and 6). Toxicity assessments revealed differential toxicity patterns for the two strategies.  
However, these toxicity assessments reflect maximal levels of toxicity experienced during 
exposure to the treatment on that arm of the trial.  These measures are important, but for 
patients on intermittent treatment, duration of exposure to toxicity, or ability of patients to 
recover from the toxicities after induction treatment, are also important and are likely better 
captured in quality-of-life (QOL) assessments.  Of the two trials that measured quality of life, 
the Maughan et al. (1) trial demonstrated no difference in QOL, and several benefits were 
demonstrated for the intermittent chemotherapy arm at 24 weeks in the COIN (6) trial.  
Specifically, there were statistically significant benefits with respect to role functioning (OR, 
0.82; 95%CI, 0.70-0.96, p=0.015) and social functioning (OR, 0.82; 95%CI, 0.70-0.96, p=0.016) 
as well as for several symptom scales including fatigue, nausea and vomiting, appetite loss, 
constipation, diarrhea, dry or sore mouth, eating or drinking problems, problems handling small 
objects, and treatment interfering with activities of daily living (all p<0.04).  
 
QUALIFYING STATEMENTS 
• Given that the trials included in this systematic review included a variety of maintenance 

strategies, a definitive recommendation regarding an optimal maintenance strategy is not 
possible.  However, our analyses of strategies that did not use any maintenance systemic 
therapy did not demonstrate any statistically significant detriment in overall survival.  
Therefore, this approach may be preferred by patients, as it offers them a complete break 
from treatment. 

• All but one of the intermittent strategies offered 12 to 18 weeks of induction treatment and 
were monitored with imaging at least every 8 to 12 weeks during the intermittent phase of 
treatment, with reintroduction of the induction chemotherapy at disease progression.  
These represent reasonable guidelines to consider when using an intermittent strategy, but 
adaptation of a strategy to individual circumstances should always be considered.  A longer 
induction period or closer clinical monitoring of patients on maintenance therapy or 
chemotherapy-free interval might be appropriate for patients with very bulky or 
symptomatic disease.  For some patients like this, an intermittent strategy may not be 
appropriate. 

• Five of the seven trials that contributed to the meta-analyses were based on treatments 
with FOLFOX chemotherapy, one of the commonly used first-line chemotherapy regimens 
for mCRC in Ontario. The other two trials included in the meta-analyses used 
fluoropyrimidine monotherapy or FOLFIRI as induction chemotherapy regimens. Given the 
acceptability of fluoropyrimidine monotherapy as one of the options for first-line therapy 
(see EBS #2-5) and the accepted equivalence of FOLFIRI and FOLFOX as first-line therapies 
(11,12), extrapolation of our conclusions to all commonly used induction chemotherapy 
regimens is reasonable. 

• During maintenance therapy or a chemotherapy-free interval, best supportive care should 
be continued for patients. 
  

FUTURE RESEARCH 
Future research should include a population study to evaluate the impact of intermittent 

strategies of administering first-line therapy for mCRC on outcomes in routine practice. 
 
RELATED GUIDELINES 
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• PEBC Evidence-based Series #2-5:  Strategies of Sequential Therapies in Unresectable, 
Metastatic Colorectal Cancer Treated with Palliative Intent (currently under 
development) 



 

Section 1: Guideline Recommendations 
 

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

and Long-Term Care. All work produced by the PEBC is editorially independent from the Ontario 
Ministry of Health and Long-Term Care. 

 
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 
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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 West, 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   E-mail: ccopgi@mcmaster.ca 

http://www.cancercare.on.ca/
mailto:ccopgi@mcmaster.ca


 

Section 1: Guideline Recommendations 
 

REFERENCES 
 

1. Maughan TS, James RD, Kerr DJ, Ledermann JA, Seymour MT, Topham C, et al. 
Comparison of intermittent and continuous palliative chemotherapy for advanced 
colorectal cancer: a multicentre randomised trial. Lancet. 2003;361(9356):457-64.  

2. Tournigand C, Cervantes A, Figer A, Lledo G, Flesch M, Buyse M, et al. OPTIMOX1: a 
randomized study of FOLFOX4 or FOLFOX7 with oxaliplatin in a stop-and-Go fashion in 
advanced colorectal cancer--a GERCOR study. J Clin Oncol. 2006;24(3):394-400.  

3. Grothey A, Hart LL, Rowland KM, Ansari RH, Alberts SR, Chowhan NM, et al. 
Intermittent oxaliplatin (oxali) administration and time-to-treatment-failure (TTF) in 
metastatic colorectal cancer (mCRC): Final results of the phase III CONcePT trial. J 
Clin Oncol. 2008;26(15_suppl):4010.  

4. Alexopoulos CG, Kotsori AA. Continuous versus intermittent chemotherapy in 
metastatic colorectal cancer. J. Clin Oncol. 2006;24(18_suppl):3582.  

5. Chibaudel B, Maindrault-Goebel F, Lledo G, Mineur L, Andre T, Bennamoun M, et al. 
Can chemotherapy be discontinued in unresectable metastatic colorectal cancer? The 
GERCOR OPTIMOX2 Study. J Clin Oncol. 2009;27(34):5727-33.  

6. Adams RA, Meade AM, Seymour MT, Wilson RH, Madi A, Fisher D, et al. Intermittent 
versus continuous oxaliplatin and fluoropyrimidine combination chemotherapy for 
first-line treatment of advanced colorectal cancer: Results of the randomised phase 3 
MRC COIN trial. Lancet Oncol. 2011;12(7):642-53. 

7. Labianca R, Sobrero A, Isa L, Cortesi E, Barni S, Nicolella D, et al. Intermittent versus 
continuous chemotherapy in advanced colorectal cancer: a randomised 'GISCAD' trial. 
Ann Oncol. 2011;22(5):1236-42.  

8. Diaz-Rubio E, Gomez-Espana A, Massuti B, Sastre J, Abad A, Valladares M, et al. First-
line XELOX plus bevacizumab followed by XELOX plus bevacizumab or single-agent 
bevacizumab as maintenance therapy in patients with metastatic colorectal cancer: 
the phase III MACRO TTD study. Oncologist. 2012;17(1):15-25.  

9. Tveit KM, Guren T, Glimelius B, Pfeiffer P, Sorbye H, Pyrhonen S, et al. Phase III trial 
of cetuximab with continuous or intermittent fluorouracil, leucovorin, and oxaliplatin 
(Nordic FLOX) versus FLOX alone in first-line treatment of metastatic colorectal 
cancer: the NORDIC-VII study. J Clin Oncol. 2012;30(15):1755-62.  

10. Yalcin S, Uslu R, Dane F, Yilmaz U, Zengin N, Buyukunal E, et al. Bevacizumab (BEV) 
plus capecitabine as maintenance therapy after initial treatment with BEV plus XELOX 
in previously untreated patients (pts) with metastatic colorectal cancer (mCRC): 
Mature data from STOP and GO, a phase III, randomized, multicenter study. J Clin 
Oncol. 2012;30(15_suppl):3565. 

11. Tournigand C, Andre T, Achille E, Lledo G, Flesh M, Mery-Mignard D, et al.  FOLFIRI 
followed by FOLFOX6 or the reverse sequence in advanced colorectal cancer:  A 
randomized GERCOR study.  J Clin Oncol.  2004;22(2):229-37. 

12. Colucci G, Gebbia V, Paoletti G, Giuliani F, Caruso M, Gebbia N, et al.  Phase III 
randomized trial of FOLFIRI versus FOLFOX4 in the treatment of advanced colorectal 
cancer:  A multicenter study of the Gruppo Oncologico Dell’Italia Meridionale.  J Clin 
Oncol.  2005;23(22):4866-75. 

 
  


