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A B S T R A C T

Background

This review updates part of an earlier Cochrane review on 'Pregabalin for acute and chronic pain in adults' (Moore 2009), and considers
only fibromyalgia pain.

Antiepileptic drugs have been used in pain management since the 1960s. Pregabalin is an antiepileptic drug also used in management of
chronic pain conditions, including fibromyalgia. Pain response with pregabalin is associated with major benefits for other symptoms, and
improved quality of life and function in people with chronic painful conditions.

Objectives

To assess the analgesic e�icacy and adverse events of pregabalin for pain in fibromyalgia in adults, compared with placebo or any active
comparator.

Search methods

We searched the Cochrane Central Register of Controlled Trials (CENTRAL), MEDLINE, and EMBASE for randomised controlled trials from
inception to May 2009 for the original review and to 16 March 2016 for this update. We also searched the reference lists of retrieved studies
and reviews, and online clinical trial registries.

Selection criteria

We included randomised, double-blind trials of eight weeks' duration or longer, comparing pregabalin with placebo or another active
treatment for relief of pain in fibromyalgia, and reporting on the analgesic e�ect of pregabalin, with subjective pain assessment by the
participant.

Data collection and analysis

Two review authors independently extracted data and assessed trial quality and potential bias. Primary outcomes were participants with
moderate pain relief (at least 30% pain relief over baseline or much or very much improved on Patient Global Impression of Change scale
(PGIC)) or substantial pain relief (at least 50% pain relief over baseline or very much improved on PGIC). Where pooled analysis was possible,
we used dichotomous data to calculate risk ratio and number needed to treat (NNT), using standard methods. We assessed the quality of
the evidence using GRADE (Grading of Recommendations Assessment, Development and Evaluation) and created 'Summary of findings'
tables.
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Main results

Our searches identified two new published studies with classic design, and one new published study with an enriched enrolment
randomised withdrawal (EERW) design.

We included eight studies. Five (3283 participants) had a classic design in which participants were randomised at the start of the study to
pregabalin (150, 300, 450, or 600 mg daily) or placebo, with assessment aHer 8 to 13 weeks of stable treatment. No studies included active
comparators. Studies had low risk of bias, except that the last observation carried forward (LOCF) imputation method used in analyses of
the primary outcomes could overestimate treatment e�ect.

Pregabalin increased the number of participants experiencing substantial benefit (at least 50% pain intensity reduction aHer 12 or 13
weeks' stable treatment (450 mg: RR 1.8, 95% CI 1.4 to 2.1, 1874 participants, 5 studies, high quality evidence)). Substantial benefit with
pregabalin 300 to 600 mg was experienced by about 14% of participants with placebo, but about 9% more with pregabalin 300 to 600 mg
(22% to 24%) (high quality evidence). Pregabalin increased the number of participants experiencing moderate benefit (at least 30% pain
intensity reduction aHer 12 or 13 weeks' stable treatment) (450 mg: RR 1.5, 95% CI (1.3 to 1.7), 1874 participants, 5 studies, high quality
evidence). Moderate benefit with pregabalin 300 to 600 mg was experienced by about 28% of participants with placebo, but about 11%
more with pregabalin 300 to 600 mg (39% to 43%) (high quality evidence). A similar magnitude of e�ect was found using PGIC of 'very much
improved' and 'much or very much improved'. NNTs for these outcomes ranged between 7 and 14 (high quality evidence).

A small study (177 participants) compared nightly with twice-daily pregabalin, and concluded there was no di�erence in e�ect.

Two studies (1492 participants began initial dose titration, 687 participants randomised) had an EERW design in which those with good
pain relief aHer titration were randomised, double blind, to continuing the e�ective dose (300 to 600 mg pregabalin daily) or a short
down-titration to placebo for 13 or 26 weeks. We calculated the outcome of maintained therapeutic response (MTR) without withdrawal,
equivalent to a moderate benefit. Of those randomised, 40% had MTR with pregabalin and 20% with placebo (high quality evidence). The
NNT was 5, but normalised to the starting population tested it was 12. About 10% of the initial population would have achieved the MTR
outcome, similar to the result from studies of classic design. MTR had no imputation concerns.

The majority (70% to 90%) of participants in all treatment groups experienced adverse events. Specific adverse events were more common
with pregabalin than placebo, in particular dizziness, somnolence, weight gain, and peripheral oedema, with number needed to harm
of 3.7, 7.4, 18, and 19 respectively for all doses combined (high quality evidence). Serious adverse events did not di�er between active
treatment groups and placebo (very low quality evidence). Withdrawals for any reason were more common with pregabalin than placebo
only with the 600 mg dose in studies of classic design. Withdrawals due to adverse events were about 10% higher with pregabalin than
placebo, but withdrawals due to lack of e�icacy were about 6% lower (high quality evidence).

Authors' conclusions

Pregabalin 300 to 600 mg produces a major reduction in pain intensity over 12 to 26 weeks with tolerable adverse events for a small
proportion of people (about 10% more than placebo) with moderate or severe pain due to fibromyalgia. The degree of pain relief is known
to be accompanied by improvements in other symptoms, quality of life, and function. These results are similar to other e�ective medicines
in fibromyalgia (milnacipran, duloxetine).

P L A I N   L A N G U A G E   S U M M A R Y

Pregabalin for treating fibromyalgia pain in adults

Bottom line

We found high quality evidence that pregabalin at daily doses of 300 to 600 mg produces a large fall in pain in about 1 in 10 people with
moderate or severe pain from fibromyalgia. Pain reduction comes with improvements in other symptoms, in quality of life, and in ability
to function.

Background

Fibromyalgia is characterised by persistent, widespread pain and tenderness, sleep problems, and fatigue. Common pain-relieving
medicines such as paracetamol and ibuprofen are not usually considered e�ective. Medicines used to treat epilepsy or depression can be
e�ective in some people with fibromyalgia and other forms of chronic (persistent, long-lasting) pain where there may be nerve damage.
Pregabalin is an antiepileptic licensed to treat fibromyalgia in some parts of the world, in particular the USA.

This review is an update of one originally published in 2009, which examined the e�ects of pregabalin on all types of pain. In this review we
have only examined fibromyalgia pain. The earlier review showed that pregabalin worked in a small proportion of people with fibromyalgia.
This is the same as all other fibromyalgia treatments to date, and for chronic pain conditions generally. Our definition of 'worked' involved
both a high level of pain relief and being able to take the medication over a longer period without intolerable side e�ects.

Study characteristics
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We searched scientific databases for studies that looked at the e�ects of pregabalin in adults with fibromyalgia who had moderate or severe
pain. The treatment had to last at least eight weeks. The evidence is current to March 2016.

Eight studies satisfied the inclusion criteria, including three new studies for this update. Five studies randomised 3283 participants to
immediate treatment with pregabalin or placebo. Two studies identified 687 out of 1492 participants who had a good pain response and
could take the medicine, and then randomised them to continued treatment with pregabalin or placebo. Study quality was good. One
other had no useful data.

Key results

High quality evidence showed that 1 in 10 people with moderate or severe fibromyalgia pain reported a large fall in pain by a third to a half
over 12 to 26 weeks. This is an outcome that people with fibromyalgia consider to be useful. The dose of pregabalin was 300 to 600 mg daily.

Side e�ects occurred in 8 or 9 people in 10, oHen while adjusting to the medicine. Particular side e�ects were dizziness (a�ecting 1 in 4
participants), drowsiness (1 in 7), weight gain (1 in 18), and peripheral oedema (1 in 19) (high quality evidence). Serious side e�ects were
no more common with pregabalin than with placebo, a�ecting 1 or 2 in 100. About 1 in 10 more participants taking pregabalin withdrew
from the study because of side e�ects, and 1 in 17 fewer withdrew because the medicine was not working.

Quality of the evidence

The evidence was mostly of high quality, which means we are very confident that the true e�ect lies close to that of the estimate of the
e�ect in this review. Concern about how information was handled when people leH the studies was o�set by other information showing
that results were not impacted by this to any important degree.
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