Often Off-label: Questionable Gabapentinoid Use Noted at
Hospital Admission Warrants Deprescribing
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hree years after gabapentin received US Food and

Drug Administration (FDA) approval in 1990 for ep-

ilepsy, case reports and animal studies emerged

announcing its potential in the treatment of pain
syndromes through then-novel analgesic mechanisms.” Fast
forward 20 years to 2016: gabapentin and its close cousin, pre-
gabalin, are internationally considered first-line agents for the
treatment of neuropathic pain in guidelines from the Centers
for Disease Control and Prevention, the Canadian Pain Society,
and the National Institute for Health and Care Excellence. Ga-
bapentin is the 10th most prescribed drug in the United States,
and brand-name pregabalin sales were $4.4 billion USD, rank-
ing 8th in invoice drug spending.?

The ascendancy of gabapentinoids as drugs of choice for
pain, though, is fraught with controversy; yet, they were shep-
herded to commercial success. In 2004, the patent owner of
gabapentin, Warner-Lambert (now owned by Pfizer), admitted
guilt to charges that it violated federal regulations in its pro-
motion: they encouraged off-label prescribing through paid
physician-to-physician communications, publication of posi-
tive outcomes, and suppression of negative ones.® Pfizer paid
another settlement in 2009 for false claims about off-label indi-
cations for brand-name pregabalin.*

Mindful of historical biases, recent trials and meta-analy-
ses have found less favorable outcomes for gabapentinoids
in the treatment of off-label pain conditions and greater risks
than previously reported. Cochrane reviews for gabapen-
tin demonstrate efficacy only in postherpetic neuralgia (for
which it has FDA approval) and diabetic peripheral neurop-
athy (for which it does not); pregabalin has efficacy in both
these conditions as well as posttraumatic neuropathic pain
and fibromyalgia (and FDA approval for all four). For other
types of neuropathic pain, the evidence is of lower quality.
Even for approved indications, the risk-benefit ratio is ques-
tionable, as the numbers needed to harm for dizziness and
somnolence are similar to the numbers needed to treat for
pain.>¢ Further, case—control studies have found increased
odds of opioid-related death when gabapentinoids were co-
prescribed with opioids,”® prompting gabapentinoids to be
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reclassified as class C controlled substances in the UK as of
April 2019.°

On this backdrop, Gingras and colleagues publish their
retrospective cohort study on high-risk prescribing of these
popular drugs in Montreal, Canada in this issue of Journal
of Hospital Medicine.”® In their retrospective cohort study
of 4,103 patients admitted to a clinical teaching unit, more
than one in eight patients (13%) were being prescribed a
gabapentinoid as an outpatient; chart review of the admis-
sion notes indicated that only 17% of them had an FDA-ap-
proved indication and 28% had no clear indication. Gab-
apentinoid users were more likely to be coprescribed an
opioid than nonusers (28% vs 12%). There was no significant
difference in length of stay or inpatient death between users
and nonusers.

Gingras et al. thereby conclude that there is an opportu-
nity to deprescribe on the basis of few gabapentinoid users
having a documented indication and the recent research
showing potentials for harm and abuse.” We agree. Mes-
saging around gabapentinoids should be similar to that for
opioids: these are medications with limited evidence sup-
porting their use in the treatment of chronic pain, and pre-
scribing them for unapproved indications risks doing great-
er harm than good. We offer two recommendations on how
hospitalists can proceed with deprescribing them safely.

First, the urgency of deprescribing in inpatient settings
should be titrated to the degree of risk. When the reason for
hospitalization is potentially an adverse drug effect, culprit
medications posing a substantial and near-term risk of harm
should be stopped, such as when patients on gabapentinoids
present with major alteration of their mental status.

In less urgent circumstances, hospitalists should speak
first with outpatient prescribers because they may have im-
portant contextual information (eg, indication, patient pref-
erence, failure of alternative therapies, etc.) about previous
care that the inpatient clinician lacks. For gabapentinoids,
it is easy to imagine how treated pain syndromes without
objective markers of disease may escape notice by a hos-
pitalist and remain undocumented, which may encourage
erroneous deprescribing. If the shared decision between
the patient and providers is to deprescribe, patients on high
doses warrant a tapering schedule." Pharmacist consulta-
tion can help with this.

Second, before discharge, hospitalists should communi-
cate their rationale for deprescribing medications to both
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patients and outpatient prescribers, especially if a prolonged
tapering schedule is required. This type of communication
occurred infrequently in this study: the reason for depre-
scribing a gabapentinoid was missing from the discharge
summary 55% of the time. Without this, outpatient prescrib-
ers may simply reinitiate the medication after the patient is
discharged.

To counter the overuse of gabapentinoids, hospitalists
should look for opportunities to deprescribe them where there
is concern about adverse events and when evidence-based
indications do not exist. Successful deprescribing of these
popular drugs will require deliberate collaboration and com-
munication with the outpatient circle of care, as ongoing de-
prescribing ultimately depends on patients and outpatient
prescribers agreeing to the change.
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