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SUMMARY STATEMENT: 

Copyright – please refer to Appendix for information. 

Form Version – B.2001.10.24.2 

Disclaimer - please refer to Appendix for information. 

Publication of materials – please use the following format when citing this article: 

Centre for Clinical Effectiveness. What is the effectiveness of Octreotide in the 
management of enteric and pancreatic fistula? Southern Health / Monash Institute of 
Public Health, Melbourne, 2001. 

http://www.med.monash.edu.au/publichealth/cce 

 

REQUEST: 

What is the effectiveness of Octreotide in the management of enteric and pancreatic 
fistula? 

 

REQUESTED BY: 

Dr Stephen Blamey, General Surgery, Surgical Gastroenterology and Endoscopy, 
Monash Medical Centre, Clayton. 

 

METHODOLOGY 

Search Strategy 

The Centre for Clinical Effectiveness defined the ‘best available evidence’ as that research 
we can identify that is least susceptible to bias.  We determine this according to pre-
defined NHMRC criteria (see Appendix). 

First we search for systematic reviews, evidence-based clinical practice guidelines, or 
health technology assessments, and randomised controlled trials.  If we identify sound, 
relevant material of this type, the search stops. Otherwise, our search strategy broadens 
to include studies that are more prone to bias, less generalisable, or have other 
methodologic difficulties. We include case-control and longitudinal cohort studies in our 
critical appraisal reports. While we cite observational and case series studies, and 
narrative reviews and consensus statements, in our reports we do not critically appraise 
them.  Some studies can produce accurate results but they are generally too prone to 
bias to allow determination of their validity beyond their immediate setting. 
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Details of Evidence Request: 

Search question: 

Patients:  Those with enteric or gastric fistula 

Intervention: Octreotide 

Comparison:  All others 

Outcomes:  Any 

 

Search terms: 
The following search terms were used to scour electronic databases and websites: 

Table 1.  Search terms used in the retrieval of articles from electronic databases and websites 

Field of focus Search term 
Patient-related Enteric fistula, enteral fistula, digestive system fistula, 

small bowel fistula, intestin/e/es/al fistula, pancrea/s/tic 
fistula 

Intervention-related Octreotide, sandostatin/e 

Resources Searched 
We searched the following databases and Internet websites: 

• Cochrane Library CD-ROM- Issue 3 2000 

• Best Evidence (OVID)- 1991 to September/ October 2000 

• Medline (OVID)-1966 to December Week 4, 2000 

• CINAHL (OVID)- 1982 to October 2000 

• Current Contents (OVID)- 1993 Week 26 to 2000 Week 47 

• Pre-Medline- November 22, 2000 

• Journals@ Ovid Fulltext- November 22, 2000 

• Turning Research into Practice (TRIP)- November 22, 2000 

• National Guideline Clearinghouse- November 22, 2000 

• Australasian Medical Index- November 22, 2000 

• Micromedex DRUGEX- November 22, 2000 

 

Refinements, Searching & Reporting Constraints: 

We included items of evidence that were available to us on 22 November, 2000. Critical 
appraisal was performed on the subset of studies published in English. 
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RESULTS: 
From our sources we identified 94 articles which we categorised as follows: 

Table 2.  Study designs of articles retrieved by search 

Study Design Number included 
Systematic reviews or meta-analyses 0 
Evidence-based clinical practice guidelines 0 
Randomised controlled trials 3 
Controlled trials, cohort or case-control analytic studies excluded 
Descriptive case series excluded 
Consensus reports, non-evidence-based clinical practice guidelines excluded 
Narrative reviews excluded 

 
Articles were excluded from further appraisal as follows: 

Table 3.  Reasons for exclusion of articles retrieved by search 

Reason for exclusion Number 
Level III evidence 2 
Level IV evidence 45 
Prophylaxis not treatment 15 
Non-English 23 
 

We are reasonably confident these articles represent the most important findings 
published to date based on our refinements, searching and reporting constraints. 

 

 

EVIDENCE SUMMARIES 

Format 

Evidence summaries are in the form of spreadsheets reproduced at the end of this 
report. Each spreadsheet contains the article citation, the study design, patient 
description, scientific validity of the article, results, and pertinent remarks from the 
authors and Centre for Clinical Effectiveness reviewer. 
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APPENDIX 

Copyright 

© This publication is the copyright of Southern Health. Other than for the purposes 
and subject to the conditions prescribed under the Copyright Act 1968 as amended, no 
part of this publication may, in any form or by any means (electric, mechanical, 
microcopying, photocopying, recording or otherwise), be reproduced, stored in a retrieval 
system or transmitted without prior written permission. Inquiries should be addressed to 
Centre for Clinical Effectiveness.   

Disclaimer 

The information in this report is a summary of that available and is primarily designed 
to give readers a starting point to consider currently available research evidence. Whilst 
appreciable care has been taken in the preparation of the materials included in this 
publication, the authors and Southern Health do not warrant the accuracy of this 
document and deny any representation, implied or expressed, concerning the efficacy, 
appropriateness or suitability of any treatment or product. In view of the possibility of 
human error or advances of medical knowledge the authors and Southern Health Care 
Network cannot and do not warrant that the information contained in these pages is in 
every aspect accurate or complete. Accordingly, they are not and will not be held 
responsible or liable for any errors of omissions that may be found in this publication. 
You are therefore encouraged to consult other sources in order to confirm the 
information contained in this publication and, in the event that medical treatment is 
required, to take professional expert advice from a legally qualified and appropriately 
experienced medical practitioner. 

Levels Of Evidence  

As Defined By "A Guide To The Development, Implementation And Evaluation Of Clinical 
Practice Guidelines" (National Health & Medical Research Council, Canberra, 2000): 

Level I Evidence obtained from a systematic review or meta-analysis of all 
relevant randomised controlled trials. 

Level II Evidence obtained from at least one randomised controlled trials. 

Level III -1 Evidence obtained from pseudo-randomised controlled trials  
   (alternate allocation or some other method). 

-2 Evidence obtained from comparative studies with concurrent 
controls and allocation not randomised (cohort studies), case 
control studies or interrupted time series with a control group. 

-3 Evidence obtained from comparative studies with historical control, 
two or more single-arm studies or interrupted time series without a 
parallel control group. 

Level IV Evidence obtained from case series (either post-test or pre-test and 
post-test), descriptive studies, or case studies. 
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Evidence Summary 
Therapy 

 

 

Study 1 

Sancho JJ, Costanzo J, Nubiola P et al. 
(1995) Randomized double-blind placebo-

controlled trial of early octreotide in patients 
with postoperative enterocutaneous fistula. 

British Journal of Surgery 82:638-41 

 

Study 2 

Nubiola-Calonge P, Badia JM, Sancho J et 
al. (1987) Blind evaluation of the effect of 
octreotide (SMS 201-995), a somatostatin 
analogue, on small-bowel fistula output.  

The Lancet 2 (8560):672-4 

STUDY DESIGN & NHMRC LEVELS 
OF EVIDENCE  
 

Level II 
Randomised Controlled Trial 

Level II 
Randomised Controlled Trial 

DESCRIPTION:  
Subjects, Interventions, 
Comparisons, Outcomes, Inclusion & 
Exclusion Criteria 

Patients: Patients with postoperative 
enterocutaneous fistula 
Intervention: Octreotide 100 µg in 1ml 
0.9% saline by subcutaneous injection 
every 8 hours. 
Comparison: Placebo (saline alone) 
Outcomes: Fistula output, rate of closure 
Incl & Excl Criteria: Included if fistula was 
of stomach of small bowel origin, less than 
8 days in duration, and output greater than 
50 ml. Excluded if fistula arose from 
neoplastic or irradiated tissues, gross 
anatomical abdominal wall defects, 
mucocutaneous continuity, or colonic 
anatomised. 

Patients: Patients with postoperative small-
bowel fistulae. Age 23 to 71 years (mean 
54).  
Intervention: Octreotide for two days 
(dosage 0.225-0.300 mg per 24 hours given 
subcutaneously every 8 hours) and then 
placebo for another two days. 
Comparison: Placebo for two days and 
then octreotide for another two days 
(dosage 0.225-0.300 mg per 24 hours given 
subcutaneously every 8 hours) . 
Outcome: Fistula output 
Incl & Excl Criteria: Included if persistent 
fistulous drainage for at least 7 days before 
the study while on parenteral nutrition, 
fistula not originating in cancerous or 
necrotic/ischaemic bowel, and growth 
finished.  

VALIDITY:  
Methodology, rigour, selection, 
opportunity for bias 

Randomisation: By drawing of 
consecutively numbered drug packages that 
contained either treatment. 
All patients accounted for: Yes 
Patients treated equally: Yes 
Similar groups: Yes for demography, 
fistula origin and severity, and nutritional 
and septic status. 
Potential for bias: Low potential for bias 
 

Randomisation: Yes, method not specified. 
All patients accounted for: Yes 
Patients treated equally: Yes 
Similar groups: There is no data or 
analysis provided of group characteristics. 
Potential for bias: Unclear randomisation, 
potentially small sample size, potential 
washover effects due to cross over of 
intervention and placebo. 

RESULTS:  
Generally favourable or unfavourable, 
specific outcomes of interest, 
estimate of experimental effect and 
precision if appropriate 
 

There were no differences in mean 
reduction of output compared with pre-
treatment values between patients given 
octreotide and placebo at 24 hours (66% 
vs. 68%, p=0.9), 48 hours (60% vs. 57%, 
p=0.8), and 72 hours (62% vs. 66%, 
p=0.9). Mean time to closure was not 
significantly less in patients receiving 
octreotide than in those given placebo (7% 
vs. 12%, p=0.16). Closure within 20 days 
was observed in 8 of 14 fistulas inpatients 
given octreotide and in six of 17 patients 
receiving placebo (p=0.4). There were no 
major adverse effects. There were two 
deaths in each group.  

Octreotide reduced fistula output in all 
patients. In the placebo-octreotide group 
fistula output was reduced significantly 
(from a mean of 828 ml per 24 hours on 
day 2 on placebo to 247 ml per 24 hours on 
day 1 on octreotide, p<0.01). Placebo had 
no effect. An increase was seen when 
treatment with octreotide was interrupted 
by placebo (228 ml per 24 hours vs. 498 ml 
pe3r 24 hours, p=0.014). 

AUTHORS COMMENTS:  
Risk/benefit, limitations  
 

“Administration of octreotide, within 8 days 
of fistula onset, associated with parenteral 
nutrition does not significantly increase the 
spontaneous fistula closure rate compared 
with parenteral nutrition plus placebo.” 

“We conclude that octreotide seems to be 
safe and that it significantly reduces 
enterocutaneous fistulae output and 
accelerates their spontaneous closure, 
thereby reducing the period of parenteral 
nutrition and time in hospital. It can thus 
diminish the morbidity inherent to long 
lasting conservative treatment.” 

Octreotide for enteric and 
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Study 1 (cont…) 

Sancho JJ, Costanzo J, Nubiola P et al. 
(1995) Randomized double-blind placebo-

controlled trial of early octreotide in patients 
with postoperative enterocutaneous fistula. 

British Journal of Surgery 82:638-41 

 

Study 2 (cont…) 

Nubiola-Calonge P, Badia JM, Sancho J et 
al. (1987) Blind evaluation of the effect of 
octreotide (SMS 201-995), a somatostatin 
analogue, on small-bowel fistula output.  

The Lancet 2 (8560):672-4 

 
REVIEWER'S COMMENTS: 
Risk/benefit, methodology, 
conclusions 
 

Strengths 
• Sample size calculation was 

performed prior to commencement 
of the trial 

• Groups were similar at the 
commencement of the trial 

• Groups were treated equally except 
for the intervention 

• Patients and staff were blinded to 
group allocation 

Weaknesses 
• Power calculation determined that 

15 patients would be required in 
each group but only 14 were 
allocated to the octreotide group 

Strengths 
• Clear inclusion/exclusion criteria 
• Groups were treated equally 
• Treatment sequence was blindly 

allocated 
Weaknesses 

• We are unclear if groups were truly 
randomised 

• No sample size (power) calculation 
was performed to determine the 
number of subjects need to detect 
a difference between the groups 

• There may be residual effect after 
the cross over period. The length of 
time spent in each cross over arm 
may not have been appropriate. 

• The groups may not have been 
similar/ comparable at the start of 
the trial 

• Only one outcome was measured 
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Study 3 

Scott NA, Finnegan S, Irving MH. (1993) Octreotide and postoperative  
enterocutaneous fistulae: a controlled prospective study.  

Acta Gastroenterologica Belgica 56(3-4):266-70 

STUDY DESIGN & NHMRC LEVELS 
OF EVIDENCE  
 

Level II 
Randomised Controlled Trial 

DESCRIPTION:  
Subjects, Interventions, 
Comparisons, Outcomes, Inclusion & 
Exclusion Criteria 

Patients: Patients with postoperative enterocutaneous fistulae 
Intervention: Subcutaneous octreotide injections (100µg tds) 
Comparison: Subcutaneous placebo injections (acetate buffered saline) 
Outcomes: Fistula output 
Incl & Excl Criteria: Included if gastric, duodenal, pancreatic or small bowel fistula, no 
abscesses, and no distal obstructions. Excluded if complete discontinuity, foreign bodies, 
spontaneous fistulating (Chrons, malignancy, radiation enteritis), mucosal-skin continuity, or 
epithelialised tracks. 

VALIDITY:  
Methodology, rigour, selection, 
opportunity for bias 

Randomisation: Yes, method not specified 
All patients accounted for: Yes, although there was a high drop out rate  
Patients treated equally: Yes 
Similar groups: Yes for fistula output during baseline period. There were more males in the 
octreotide group and patients were older in the placebo group. There were more small bowel 
fistulas in the octreotide group and more duodenal fistulas in the placebo group. These 
differences were not tested statistically 
Potential for bias: High drop out rate, no power (sample size) calculations. Groups differed 
at commencement of trial. 

RESULTS:  
Generally favourable or unfavourable, 
specific outcomes of interest, 
estimate of experimental effect and 
precision if appropriate 
 

There were no statistically significant differences between the octreotide and placebo groups 
in fistula output for 12 days following treatment. 

AUTHORS COMMENTS:  
Risk/benefit, limitations  
 

“In a double blind prospective study of 19 patients with enterocutaneous fistulae, octreotide 
therapy was neither associated with a significant reduction in fistula losses nor an increased 
rate of spontaneous fistula closure.” 

 
REVIEWER'S COMMENTS: 
Risk/benefit, methodology, 
conclusions 
 

Strengths: 
• Trial was randomised 
• Both subjects and clinicians were blinded to group allocation 
• The groups were treated equally with both groups receiving treatment in the form 

of a subcutaneous injection 
• Clear inclusion/ exclusion criteria 

Weaknesses: 
• Study had a high drop out rate, with a high proportion of patients not being 

included in the evaluation 
• Small sample size. Study probably did not have sufficient power to detect a 

difference between groups 
• The groups did differ in demographic characteristics at the start of the trial 
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