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1. Executive Summary

Date: 29 August 2017

Medicine (INN): Bisacodyl suppositories

Medicine (ATC): AO6ABO2

Indication (ICD10 code):Constipation in palliative care patients who cannot swallow; and opioid-induced
constipation (K59.0 +(251.1))

Patient population: Adult palliative care patients who cannot swallow

Prevalence of condition: Local context unknown

Level of Care: Primary level of care

Prescriber Level: Nurse prescriber

Current standard of Care: n/a

Efficacy estimates: (preferably NNT) n/a

Motivator/reviewer name(s): Motivator: Dr S.R. Krause/ Reviewer(s): Ms PLentsoane; Ms TD Leong
PTC affiliation: n/a

2. Name of author(s)/motivator(s)
Pearl Lentsoane, Ms TDLeong

3. Author affiliation andconflict of interest details
Ms P Lentsoane: Mankweng hospital, Limpopo province; No conflicts of interest
Ms TD Leong: National Department of Health - Essential Drugs Programme; Secretariat to the
Primary Health Care Committee; No conflicts of interest.

4. Introduction/ Background

Constipation is one of the most common problems in patients receiving palliative careand can
cause extreme suffering and discomfort. The EML PHC ERC received a motivation for bisacodyl
suppositories for this indication from the Palliative Care TWG. The rationale for bisacodyl
suppositories is for use in patients suffering from constipation who are not able to swallow oral
medication. This review reviews the evidence for bisacodyl suppositories in two clinical settings:
A) constipation in adult palliative care patients who are unable to swallow; B) opioid-induced

constipation.

A: BISACODYL SUPPOSITORIES FOR CONSTIPATION IN PALLIATIVE CARE

5. Search 1: PICO #1
Purpose/Objective i.e. PICO question 1
-P(patient/population):Adult palliative care patients
-I(intervention):Bisacodyl suppositories
-C(comparator):Placebo, no treatment
-O(outcome):1. Efficacy (relief of constipation) 2. Adverse effects
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(P) Amongst adult palliative care patients with constipation who cannot take oral medication

is (1)

bisacodyl compared to (C) placebo/no treatment (O) effective in terms of improvement in

fatigue symptoms, with minimal/acceptable side effects?

6. Methods:

a.

C.

Data sources
Pubmed - searches conducted on 29 August 2017
Google and google scholar - search conducted on 30 October 2017

Searches
Study inclusion criteria:
Type of studies: RCTs and systematic reviews

i. Search strategy 1
systematic[sb] AND (("bisacody!"[MeSH Terms] OR "bisacodyl"[All Fields]) AND
("constipation"[MeSH Terms] OR "constipation"[All Fields]))

Search retrieved 12 articles.:

e no RCTs that involved the use of bisocadyl;

e 4 systematic reviews not related to the clinical question;

e The remaining 8 studies were not related to the clinical question.

ii. Search strategy 2:
("bisacodyl"[MeSH Terms] OR "bisacodyl"[All Fields]) AND ("palliative care"[MeSH Terms]
OR ("palliative"[All Fields] AND "care"[All Fields])

The search retrieved 4 articles, of which 2 were relevant to the clinical question but are only
available in French and Norwegian (English abstract available). The remaining 2 studies
relate to opioid induced constipation.

iii. Search stratergy 3:
("bisacodyl"[MeSH Terms] OR "bisacodyl"[All Fields]) AND ("suppositories"[MeSH Terms] OR
"suppositories"[All Fields] OR "suppository"[All Fields] OR "pessaries"[MeSH Terms] OR
"pessaries"[All Fields]) AND ("terminally ill"[MeSH Terms] OR ("terminally"[All Fields] AND
“ill"[All Fields]) OR "terminally ill"[All Fields])

The search retrieved 4 articles: Two Systematic reviews relating to the clinical question and
two relating to opioid-induced constipation.

iv. Search strategy 4 (google and google scholar):
"health technology" and "constipation "and "palliative care"
The search retrieved no health technology assessments, but a rapid response report by the
Canadian Agency for Drugs and Technologies in Health (CADTH) was of interest and has
been added to the evidence table, below.

Excluded studies: Describes briefly which you have rejected and why

Author, date

Type of study Reason for exclusion

P Paré, RN Fedorak, 2014 Systematic review The studies did not include subjects who had known medical

conditions.

Goodman et al, 2005 Prospective survey | Other stimulant laxatives were investigated.
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d. Evidence synthesis

Author, date Type of study n Population Intervention Comparators Primary outcome | Effect sizes | Comments
Candy et al, Systematic 280 Patients with laxatives Placebo Number and n/a Laxatives were of similar
2015 review constipation, frequency of effectiveness but the evidence
receiving bowel movements remains limited due to
palliative care insufficient data from a few
small RCTs. None of the
studies evaluated
polyethylene glycol or any
intervention given rectally.
Larkin et al, Clinical Palliative care laxatives There is minimal evidence that suggests superiority of one laxative over the other.
2008 Guidelines patients Bisacodyl suppositories (10mg/day) are recommended as second line therapy.
CADTH, 7 Dec | Guidelines: Long-term care laxatives No HTAs, systematic reviews, meta-analyses coudl| be identified for the development
2015 Routine Bowel for seniors and of these guidelines. Statement made as follows:
Care for palliative care "There is a lack of evidence to recommend the use of one pharmacological therapy
Patients in over another. A softening and a stimulating agent may need to be prescribed
Long-Term or together and the choice of laxative should be guided by the patient’s situation and
Palliative Care preferences. Where there is no difference in tolerability or effectiveness, the lowest
cost option should be used".
The report recommends the Department of Health, Ireland guideline that is
mentioned below.
National Guidelines: Palliative care laxatives Stepwise approach recommended of non-pharmacological and pharmacological
Clinical Management patients: adults treatment; recommended as 2nd/3rd line option.
Guideline of Constipation

no.10, Ireland
(2015)

in Adult
Patients
Receiving
Palliative Care

e.

Evidence quality:

There is very limited evidence on the use of bisocadyl suppositories. No health technology assessments, systematic reviews, meta-
analyses or RCTs could be identified in the literature. However, guidelines recommend bisacodyl suppositories as second line treatment,

based on clinical practice recommendations and expert opinion.
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B: BISACODYL SUPPOSITORIES FOR OPIOID INDUCED CONSTIPATION

7. Search 1: PICO #2

Purpose/Objective i.e. PICO question 2
-P (patient/population): Patients with opioid-induced constipation
-l (intervention): Bisacodyl suppositories
-C (comparator): Placebo, no treatment
-0 (outcome): 1. Efficacy (relief of constipation ) 2. Adverse effects

(P) Amongst patients with opioid induced constipation who cannot take oral medication
is (1) bisacodylsuppositories compared to (C) placebo/no treatment (0O) effective in terms of
improvement in symptoms, with minimal/acceptable side effects?

8. Methods:

a. Data sources

Pubmed - searches conducted on 29 August 2017

b. Searches

Study inclusion criteria:
Type of studies: RCTs and systematic reviews

c. Search terms

i. Strategy 1:
("bisacodyl"[MeSH Terms] OR "bisacodyl"[All Fields]) AND ("suppositories"[MeSH Terms] OR

"suppositories"[All Fields] OR "pessaries"[MeSH Terms] OR "pessaries"[All Fields]) AND
("constipation"[MeSH Terms] OR "constipation"[All Fields])

filter: systematic

MeSH Terms: analgesics, opioid; constipation

This search strategy retrieved 20 articles. Two of which were relevant to the clinical question.

ii. Strategy 2:
MeSH Terms: suppositories; constipation; pessaries; bisacodyl

MeSH Terms: constipation; pessaries; bisacodyl; suppositories; analgesics, opioid
MeSH Terms: therapeutics; analgesics, opioid; constipation

Subheading: therapy
MeSH Terms: analgesics, opioid; laxatives; constipation

Retrieved 1 article already mentioned in the above search strategy.

Author, date Type of study | Reason for exclusion

Friezel and Barclay ,2006 | Systematic The RCT was done in patients with idiopathic constipation
review

Candy et al , 2006 Systematic The studies included all patients receiving palliative care, cause of
review constipation was not specific to opioid use.
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Author, | Type n Populatio | Interventi | Comparato | Primary | Effect Comments
date of n on rs outcom | sizes
study e
Kumar et | Narrati | Patients Patients laxatives | Other Improve Bisacodyl is
al, 2014 | ve with with laxatives ment of recommended for use
review | opioid opioid sympto in combination with a
induced induced ms stool softer. However
constipati | constipati no dose
on on recommendations
were outlined.
Ahmedz | System Patients No Clinical experience
aietal, |atic with systema | suggests that they
2009 review opioid tic should ideally be
induced reviews, | combined with an
constipati RCTs or | osmotic or bulk-
on cohort | forming agent.
studies | Oral laxatives and
of rectal suppositories
sufficien | can only palliate the
t quality | symptoms of opioid-
could be | induced constipation
sourced. | and do not relieve
other aspects of
opioid-induced bowel
dysfunction such as
delayed gastric
emptying and
abdominal cramps.
Twycros | Narrati Patients Bisacodyl Recommended dose in
setal ve with supposito this group of patients is
2012 review opioid ries 10 to 20 mg PR once
induced daily.
constipati
on It is also recommended
when patient has not
had bowel movement
>3 days of using other
laxatives e.g. senna

d. Evidence synthesis:

There is limited data on the use of bisacodyl suppositories in opioid-induced constipation; no RCTs or
meta-analyses were found during the search.
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EVIDENCE TO DECISION FRAMEWORK

JUDGEMENT

SUPPORTING EVIDENCE & ADDITIONAL
CONSIDERATIONS

What is the overall confidence in the evidence

"o" w of effectiveness?
=z
S A| Confident Not Uncertain
= E confident
o L] [

Do the desirable effects outweigh the
g w | undesirable effects?
E S
W e . .
E < | Benefits Harms Benefits =
= T outweigh outweigh harmsor

harms benefits Uncertain
1] [x |

Therapeutic alternatives available: Rationale for therapeutic alternatives included:
o w| Yes No
g % |:| References:
wl
a I
§ g List the members of the group. Rationale for exclusion from the group:
=
-2 References:

List specific exclusion from the group:
o
tz) Is there important uncertainty or variability
e E about how much people value the options?
W = Minor Major Uncertain
i)
e | | [ | [x]
a -
o i
n 8 Is the option acceptable to key stakeholders?
[TH] .
S <| Yes No Uncertain
= [ [x] [ ] []
>

How large are the resource requirements? Cost of medicines/ month:
S Medicine Cost (ZAR)*
g w More Less Uncertain Bisacodyl suppository, 10
8 D | intensive intensive mg
g:-' I:l I:l *price not listed on the SEP database or on contract circulars.

Additional resources:
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Would there be an impact on health inequity?

- .
g Yes No Uncertain
w
1 ]
Is the implementation of this recommendation
E feasible?
= Yes No Uncertain
@
& ([ 1 [x]
w
(¥

Type of recommendation

We
recommend
against the
option and
for the
alternative

[x]

We suggest
not to use
the option

or
to use the
alternative

[]

We suggest
using either
the option
or the
alternative

[]

We
suggest
using the

option

[]

We
recommend
the option

[]

Recommendation:Based on this evidence review, the Primary Health Care Committee recomemnded
that bisacodyl suppositories not be included in the EML for primary level of care. However, this medicine
could be considered for use at hospital level where short-term use would be restricted specifically in
patients who cannot swallow. The Committee was of the opinion that it was not appropiate to initiate
management at primary level of care, but should be initiated by palliative care teams and accessed at
primary level of care should down-referral mechanism if required.
Rationale:Use of bisacodyl suppositories for constipation in palliative care would be limited to a small
population of patients: adult palliative care patients who cannot swallow. There is no evidence of

superiority to alternate laxatives that are currently included in the primary health care EML.

Level of Evidence: Il Expert opinion

Review indicator:
Evidence
of efficacy

VEN status:
Vital Essential Necessary

I D e

Evidence of Price
harm reduction

I

Monitoring and evaluation considerations

Research priorities
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