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RESEARCH QUESTIONS:

1. Whatis the clinical effectiveness of pregabalin treatment for the management of
symptoms of fibromyalgia?

2. What is the evidence regarding the use of pregabalin as a second-line therapy option for
patients with fiboromyalgia?

3.  What are the adverse events and safety associated with pregabalin treatment for patients
with fibromyalgia?

METHODS:

A limited literature search was conducted on key health technology assessment resources,
including PubMed, Ovid: EMBASE, the Cochrane Library (Issue 7, 2010) University of York
Centre for Reviews and Dissemination (CRD) databases, ECRI (Health Devices Gold),
EuroScan, international health technology agencies, and a focused Internet search. The search
was limited to English language articles published between January 1, 2005 and July 21, 2010.
No filters were applied to limit the retrieval by study type. Internet links were provided, where
available.

The summary of findings was prepared from the abstracts of the relevant information. Please
note that data contained in abstracts may not always be an accurate reflection of the data
contained within the full article.

RESULTS:

HTIS reports are organized so that the higher quality evidence is presented first. Therefore,
health technology assessment reports, systematic reviews, and meta-analyses are presented
first. These are followed by randomized controlled trials and non-randomized studies.

Disclaimer: The Health Technology Inquiry Service (HTIS) is an information service for those involved in planning and providing
health care in Canada. HTIS responses are based on a limited literature search and are not comprehensive, systematic reviews.
The intent is to provide a list of sources of the best evidence on the topic that CADTH could identify using all reasonable efforts
within the time allowed. HTIS responses should be considered along with other types of information and health care considerations.
The information included in this response is not intended to replace professional medical advice, nor should it be construed as a
recommendation for or against the use of a particular health technology. Readers are also cautioned that a lack of good quality
evidence does not necessarily mean a lack of effectiveness particularly in the case of new and emerging health technologies, for
which little information can be found, but which may in future prove to be effective. While CADTH has taken care in the preparation
of the report to ensure that its contents are accurate, complete and up to date, CADTH does not make any guarantee to that effect.
CADTH is not liable for any loss or damages resulting from use of the information in the report.

Copyright: This report contains CADTH copyright material and may contain material in which a third party owns copyright. This
report may be used for the purposes of research or private study only. It may not be copied, posted on a web site,
redistributed by email or stored on an electronic system without the prior written permission of CADTH or applicable copyright
owner.

Links: This report may contain links to other information available on the websites of third parties on the Internet. CADTH does not
have control over the content of such sites. Use of third party sites is governed by the owners’ own terms and conditions.
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One systematic review, three meta-analyses, and five randomized controlled trials were
identified pertaining to the clinical effectiveness of and safety associated with pregabalin
treatment for patients with fibromyalgia. No relevant health technology assessment reports or
non-randomized trials were identified, and no information regarding the use of pregabalin as a
second-line therapy option for patients with fibromyalgia was found. Additional information that
may be of interest has been included in the appendix.

OVERALL SUMMARY OF FINDINGS:

Overall, evidence from meta-analyses and randomized controlled trials (RCTs) indicates that
treatment with pregabalin at doses of 300 milligrams per day (mg/d) or more is effective in
reducing pain'>"° and sleep disturbances,“**>"* and improving health-related quality of life,>°
Patient Global Impression of Change scores,>’ and Fibromyalgia Impact Questionnaire
scores.>’ With respect to anxiety and depressed mood, two meta-analyses found no evidence
for the effectiveness of pregabalin in treating depressed mood,** one meta-analysis found
pregabalin to be effective in decreasing anxiety,® and one RCT found that pregabalin treatment
effect on pain scores is not dependant on baseline depression or anxiety.® Although most of the
included studies concluded that pregabalin is a safe treatment option for patients with
fibromyalgia,>>"? adverse events (e.g., somnolence,**’ dizziness**’) were generally more
common in patients taking pregabalin compared to placebo, and one trial reported a higher rate
of discontinuation due to adverse events in the pregabalin group than in the placebo group.® No
relevant information regarding pregabalin as a second-line therapy was identified. Additional
details regarding the included studies can be found in Table 1.

Table 1: Details of included studies

Study Type, | Interventions Results Notes
year compared
Meta- Duloxetine* PGB was superior to placebo for all The drugs have
analysis, (DLX) outcomes except for depressed mood. | different effects
2010* on the key
Milnacipran* PBG was superior to MLN for reduction | symptoms of
(MLN) in pain and sleep disturbance; superior | fibromyalgia.
to DLX for reducing fatigue.
Pregabalin*
(PGB) Risk of headache and nausea was
lower for patients taking PGB than
Placebo MLN and DLX; risk of diarrhea was
lower for PGB than DLX.
There is evidence for short term (six
month) efficacy of PGB.
Meta- Pregabalin* Pain and sleep scores were better in All trial
analysis, patients receiving PGB. information was
20102 Placebo provided by
Proportion of patients achieving at Pfizer.
least 50% pain relief was higher in the
PGB group.
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No difference between placebo and
PGB for serious adverse events, but
more patients taking PGB had adverse
effects (e.g., somnolence and
dizziness).

Meta- Gabapentin* Strong evidence for reduction of pain, External validity
analysis, (GPT) improved health-related quality of life, | considered to be
2009° and non-substantial reductions in limited due to the
Pregabalin* fatigue and of anxiety, but no evidence | exclusion of
for a reduction in depressed mood. patients with
severe somatic
Abstract does not specify which drug and mental
was superior. disorders.
Systematic Pregabalin PGB doses of 300 mg, 450 mg, and Authors
review and 600 mg are effective for pain reduction | concluded that
meta- Placebo in patients with fibromyalgia. most patients
analysis, who benefit from
2009* 600 mg PGB resulted in somnolence in | PGB will have
15% to 25% and dizziness in 27% to moderate benefits
46% of patients. and a minority will
have substantial
Treatment discontinuation due to benefits.
adverse events occurred in 19% to
28% of patients.
Proportion of patients reporting an
adverse event or a serious adverse
event was not affected by dose.
Serious adverse events were not more
common in patients taking PGB.
RCT, 2008 | Pregabalin Patient Global Impression of Change Authors
300 mg/d, 450 | (PGIC) scores were more likely to concluded that
mg/d, or 600 improve for patients taking PGB. PGB is an
mg/d important
Significant improvements in treatment option
Placebo Fibromyalgia Impact Questionnaire for patients with
scores were seen in patients taking fibromyalgia.
PGB 450 mg/d and 600 mg/d.
All three doses were associated with
an improvement in sleep.
All three doses were considered
efficacious and well tolerated for up to
14 weeks of treatment.
RCT, 2008° | Pregabalin Loss of response was longer in PGB- Randomized
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{/

300 mg/d, 450

treated patients than in the placebo

discontinuation

mg/d, or 600 group. trial.
mg/d
More PGB-treated patients withdrew
Placebo due to treatment-related adverse
events.
RCT, 2008 | Pregabalin All three doses of PGB were
300 mg/d, 450 | associated with significant
mg/d, or 600 improvement in PGIC scores, pain
mg/d scores, and sleep assessments.
Placebo Most frequent adverse events were
dizziness and somnolence.
RCT, 2007° | Pregabalin* PGB treatment effect on pain scores is | Assessed impact
not dependant on baseline depression | of anxiety and
Placebo or anxiety. depression on
response to
pregabalin.
RCT, 2005° | Pregabalin 450 mg/d PGB was associated with Authors
150 mg/d, 300 | reduced average severity of pain, concluded that
mg/d, 450 greater number of patients with PGB 450 mg/d
mg/day improved pain scores, and was efficacious.
improvement in several domains of
Placebo health-related quality of life.

450 mg/d and 300 mg/d PGB were
associated with significant
improvements in sleep quality, fatigue,
and global measures of change.

Discontinuation rates due to adverse
events were similar in all medication
and placebo groups.

d = day, DLX = duloxetine, mg = milligram, MLN = milnacipran, PGB = pregabalin, PGIC = Patient Global

Impression of Change, RCT = randomized controlled trial
*dosages not provided in the abstract
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