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SUMMARY

Use of duloxetine

Introduction

Duloxetine is currently approved by Health Canada for the treatment of pain associated
with diabetic peripheral neuropathy (DPN), fibromyalgia, chronic low back pain, and knee
osteoarthritis, but also for the treatment of major depressive disorder (MDD) and
generalized anxiety disorder (GAD). Due, in part, to the high cost of the brand-name drug
"Cymbalta", duloxetine is an exception drug on the list of medications covered by the
public prescription drug insurance plan (RPAM) for all the indications concerning the
treatment of pain. Consequently, coverage for duloxetine must be requested by means of
exception drug or exception patient forms, and the number of requests to the Régie de
I'assurance maladie du Quéebec (RAMQ) for this drug is one of the highest. Since 2008,
several generic versions of duloxetine have appeared on the Québec market. Their lower
cost raises the question of the relevance of maintaining duloxetine as an exception drug.
It should be noted, however, that at the time this work was undertaken, the therapeutic
value of duloxetine had not yet been recognized by INESSS when it was evaluated for
the treatment of MDD, and it has never been evaluated for the treatment of GAD.

Because of a major concern regarding the ever-increasing number of exception drugs
and the number of payment authorization requests, the RAMQ asked INESSS to review
the listing status of duloxetine to determine whether there would be justification for
transferring it to the regular section of the list of drugs covered by the RPAM. To this end,
the INESSS produced a state-of-knowledge report with no recommendations on the
efficacy, safety and conditions of use of duloxetine for treating the indications recognized
by Health Canada. This work was conducted in conjunction with the work aimed at
assessing the appropriateness of transferring duloxetine to the regular section of the list
of drugs covered by the RPAM.

Methodology

Process for assessing the quality of the scientific evidence

To assess the efficacy and safety of duloxetine in each of the six indications of interest,
systematic reviews were conducted in several bibliographic databases from the date of
their inception to October 2019 to identify all the primary studies and systematic reviews,
with or without a meta-analysis, published on the subject. The official Health Canada-
approved duloxetine product monographs were also consulted to complete the safety
search for each indication.

To document the conditions of use of duloxetine, in particular, its position in the
therapeutic arsenal available for the different indications of interest and the
recommended dosages, we conducted a systematic literature review to identify guidance



documents, clinical practice guidelines (CPGs) and other items containing clinical
recommendations published from January 2014 to November 2019. The grey literature
and the official Health Canada-approved duloxetine product monographs were also
consulted to complete the search on the conditions of use of duloxetine.

Iltems were selected according to predefined exclusion and inclusion criteria, and the
quality of these items was assessed using the appropriate tools. These steps were
carried out independently by two reviewers. The data were then extracted by one
reviewer and validated by the other. The results are presented in tables and summarized
in the form of an analytical narrative synthesis.

Process for assessing the quality of the scientific evidence

The main efficacy and safety results reported in the selected studies are expressed as
brief statements of scientific evidence. An overall level of scientific evidence was
assigned to each statement of evidence according to a four-level scale (high, moderate,
low, insufficient).

Results

Efficacy and safety of duloxetine

The systematic literature reviews conducted to evaluate the efficacy and safety of
duloxetine covered six indications. A beneficial effect of duloxetine compared to placebo
was observed for the treatment of the six indications of interest, including the prevention
of relapses of GAD, based on an overall level of evidence considered moderate to high. It
should be noted, however, that no statistically significant difference was observed
between duloxetine and placebo for the treatment of major depressive disorder in
children and adolescents, based on a level of evidence considered low.

No statistically significant difference was observed between duloxetine and the other
active comparators studied for the treatment of knee osteoarthritis (gabapentin), DPN
(pregabalin, amitriptyline, gabapentin and nortriptyline), chronic low back pain
(escitalopram), and GAD (venlafaxine), based on a level of evidence considered low to
moderate. As for the treatment of DPN, however, it should be noted that, although no
statistically significant difference was observed between duloxetine and nortriptyline for
the reduction of pain intensity, a statistically significant increase in the rate of participants
with at least a 50% reduction in pain on the Visual Analogue Scale (VAS) was observed
with duloxetine, based on a low level of evidence. For the treatment of fibromyalgia, a
beneficial effect of duloxetine compared to pregabalin was observed for pain relief, based
on an overall level of evidence considered low. Lastly, for the treatment of major
depressive disorder, no statistically significant difference in efficacy was observed
between duloxetine and paroxetine or sertraline, based on a level of evidence considered
low to moderate. In addition, although duloxetine was less effective than escitalopram
after 8 weeks of treatment, no statistically significant difference in efficacy was observed
between these two drugs after 8 months of treatment, based on a level of evidence
considered moderate. In contrast, the efficacy of duloxetine was not found to be non-
inferior to that of venlafaxine and is statistically lower than that of imipramine for the



treatment of major depressive disorder, based on a level of evidence considered low.
Lastly, there was insufficient scientific data for comparing the efficacy of duloxetine with
that of mirtazapine, vortioxetine, desvenlafaxine and fluoxetine in major depressive
disorder or with that of vortioxetine in GAD.

The adverse effects (AEs) associated with the use of duloxetine reported in the scientific
literature are usually systemic in nature and are not serious. They include nausea,
dizziness, dry mouth, fatigue, drowsiness, constipation, hyperhidrosis, headache, sexual
dysfunction and decreased appetite. Some serious adverse effects have also been
reported, but most of the authors do not clearly comment on whether or not there was a
link between their occurrence and the use of duloxetine or that of the comparator studied.

It is important to note that the dose generally used to assess the efficacy and safety of
duloxetine was 60 mg daily. Although doses of up to 120 mg were used in some studies,
very few of these studies permitted a good comparison of the relative efficacy of these
two doses. However, where a comparison was possible, the results obtained between
the 60- and 120-mg doses were similar.

Conditions of use of duloxetine

Twenty-eight clinical practice guidelines (CPGs) were selected to document the
conditions of use of duloxetine. However, only three of these CPGs deal with multiple
indications for treatment.

In the CPGs, duloxetine is recommended as one of the first-line treatments in individuals
with major depressive disorder, generalized anxiety disorder, diabetic peripheral
neuropathy or fibromyalgia. Duloxetine is also generally recommended in the CPGs as a
second-line treatment for individuals with knee osteoarthritis or chronic low back pain,
with the exception of the National Institute for Health and Care Excellence (NICE)
guideline, which does not recommend its use for chronic low back pain. The dosing
recommendations are also very similar across the CPGs. A starting dose of 30 mg QD is
recommended, with the goal of reaching a dose of 60 mg QD in one to two weeks.

Conclusion

Based on the scientific data found, duloxetine was associated with greater efficacy than
placebo for all the indications of interest, with a level of evidence considered moderate to
high. One exception was children and adolescents with major depressive disorder, in
whom no statistically significant difference was observed between duloxetine and
placebo, based on a level of evidence considered low. However, in many cases, it is
difficult to assess the efficacy of duloxetine compared to that of an active comparator
because the primary studies are few in number and mostly small. However, the results of
the selected studies show generally similar efficacy between duloxetine and the other
active treatments for the six indications of interest, as mentioned in the selected CPGs.
The use of duloxetine is often associated with non-serious adverse effects, although
serious AEs, which occur rarely, have also been reported.
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