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SUMMARY

Introduction: Opioid-induced constipation is a

common problem and can cause serious compli-

cations. It is widely advised that laxatives should

be started concurrently with opiates, unless there

is a clear indication not to do so.

Objective: This study was undertaken to estimate

how often laxatives were started concurrently

with opiates and to describe the effect of phar-

macy-based interventions to promote the use of

laxatives in patients starting opioids.

Methods: Twenty-six community pharmacies

identified all patients who received a first pre-

scription for a strong opioid during January

and February of 1998, 1999 or 2000. Pharmacists

collected information on patient, drug and pre-

scriber characteristics (age, gender, use of opiates

and laxatives). A separate questionnaire was used

to collect data on pharmacy-based interventions

to promote the simultaneous prescribing of laxa-

tives with the opiates.

Results: Overall, 37% of the patients receiving an

opioid started taking laxatives within 5 days. The

percentage of patients who received laxatives

simultaneously with opioids increased from 31%

in 1998 to 35% in 1999 and 42% in 2000. In 117

(43%) of the opioid prescriptions, pharmacy-

based intervention had taken place before

the prescription date. Of these, 48Æ7% was

accompanied by a laxative. Opioid prescriptions

(n ¼ 152) without a pharmacy based intervention

were accompanied in 27Æ6%. After adjustment for

covariates (including time trends), pharmacy-

based intervention increased the probability of

concomitant laxative use 1Æ9 [95% CI 1Æ1–3Æ3]

times.

Discussion: This study shows that the widely

used guideline to start a laxative when prescri-

bing an opioid is not always followed in daily

practice. In addition, we showed that pharmacy-

based intervention contributed to increasing

laxative use in patients receiving opiods.
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INTRODUCTION

Morphine and other strong opioids are still the

most effective and commonly used analgesics in

severe pain. Opioids are relatively safe drugs when

used appropriately. While the potential for toler-

ance, dependence and respiratory depression are

often exaggerated, the most commonly occurring

side-effect, constipation, and its potential clinical

sequelae are sometimes underestimated.

Opioids reduce gastrointestinal motility and

consequently opioid-induced constipation is a

common problem. Almost all patients on opioids

report constipation as the major side-effect (1). A

hospital survey showed that 87% of patients on

strong opioids required the use of laxatives (2).

Among patients using morphine 80% reported

constipation (3). Opiate-induced constipation is not

only bothersome but can cause abdominal pain,

nausea and vomiting, and serious interference

with drug administration and absorption. In

addition, serious complications such as intestinal

pseudo-obstruction may occur (4). Cancer pain

may also be exacerbated (5). Although randomized

clinical trials investigating whether the prophy-

lactic use of laxatives in patients starting opioids is
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useful or not have not been performed, it is widely

advised that laxatives should be started concur-

rently with opiates, unless there is a clear indica-

tion not to do so (6, 7). As the induction of

constipation by opioids is so predictable, Dutch

pharmacotherapy guidelines advise starting a

laxative simultaneously with an opioid (8, 9). A

pilot study in the Netherlands suggested that a

substantial proportion of patients using opioids

did not use laxatives concomitantly (10). Several

pharmacy-based interventions may be used to

promote the use of laxatives in patients starting

opioids. For example, pharmacists can stimulate

the concomitant use of opiates by proposing that

patients starting opioids take laxatives. Pharma-

cists can also discuss the concurrent use of laxa-

tives and opiates with physicians at appropriate

meetings. Some Dutch pharmacists already parti-

cipate in such activities.

This study was undertaken to investigate how

often laxatives were started concurrently with

opioids in current clinical practice. We also studied

the influence of various pharmacy-based interven-

tions on the simultaneous prescribing of laxatives

with opioids.

METHODS

Twenty-six community pharmacies distributed

throughout the Netherlands took part in this study.

Pharmacies in the Netherlands keep complete

patient medication records for several years.

Patients usually visit the same pharmacy and it has

been estimated that 95–99% of patients always

collect their medications from the same pharmacy

(11). The participating pharmacists selected all

patients who received a first prescription for a

strong opioid during January and February of 1998,

1999 or 2000. A first prescription was defined as

the absence of a prescription for any strong

opioid during the preceding 6 months. Pharma-

cists collected details about the patient, drug and

prescriber (age, gender, use of opiates and laxa-

tives) on a standard form. The concomitant use of

laxatives was defined as the start of a laxative

within 5 days after starting the opioid. Patients

already using laxatives prior to starting an opioid

were excluded from the analysis. A separate

questionnaire was used to collect data on the type

of pharmacy intervention used to promote the

simultaneous prescribing of laxatives when start-

ing an opioid and the time of its implementation.

Data were analysed using SPSS 10Æ0 (SPSS inc.

USA).

RESULTS

The 26 pharmacies identified 318 patients who

received a strong opioid for the first time during

the study period. Of these patients 49 (15%)

already used a laxative before the start of the

opioid, leaving 269 patients for further analysis.

The majority of the patients were female and the

mean age was 63 years (Table 1). Morphine (orally

slow release) and fentanyl transdermally were the

most commonly prescribed opioids.

Overall, 37% of the patients started a laxative

within 5 days of receiving an opioid (Table 2). The

percentage of patients who received laxatives

simultaneously with opioids increased from 31%

in 1998 to 35% in 1999 and 42% in 2000. There was

no major difference in the use of laxatives between

fentanyl users and morphine users. Specialists

prescribed laxatives more often than general prac-

titioners [55 vs. 32%; odds ratio 2Æ6 (1Æ5–4Æ8)].

The most common interventions were discussion

of the topic in a pharmacotherapy meeting

(educational) and notifying the prescriber in case

the patient was prescribed an opioid but not a

laxative as well. In 117 (43%) of the opioid

prescriptions a pharmacy-based intervention had

taken place before the opiate prescription date. Of

Table 1. Basic characteristics of patients included in the

study (n ¼ 269)

n %

Female gender 164 61

Mean age (SD) 63Æ2 (17Æ1)

Prescriber

General practitioner 213 79

Specialist 56 21

Type of opioid

Morphine 189 70

Fentanyl (transdermal) 53 20

Other 27 10

Year of starting an opioid

1998 77 29

1999 79 29

2000 113 42
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those prescriptions, 48Æ7% had a laxative co-pre-

scribed, whereas with opioid prescriptions without

pharmacy intervention the corresponding figure

was only 27Æ6% [odds ratio 2Æ5 (95% CI 1Æ5–4Æ1)].

After adjustment for type of opiate, type of pre-

scriber and time trends, pharmacy intervention

increased the probability of concomitant laxative

use 1Æ9 (95% CI 1Æ1–3Æ3) times.

DISCUSSION

This study shows that the guideline to start a

laxative when prescribing an opioid is not always

followed in clinical practice. In addition, we

showed that pharmacy intervention increased

laxative co-prescription.

Use of laxatives with every opiod co-prescription

seems neither feasible nor necessary. There may be

good reasons for avoiding co-prescribing of laxa-

tives, for example, when patients already have

severe diarrhoea. However, several studies have

shown that laxatives are necessary for the vast

majority of patients receiving opioids (1–3, 7). It

was not the aim of our study to identify which

particular type of intervention was the most effec-

tive. The most important message is that possible

adverse events can be prevented by pharmacist

intervention in concert with physicians.
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