Letters to the Editor

Pregabalin Use Among
Opioid-Addicted Patients in Switzerland

To the Editor: Studies carried out recently in the United States
reported increased rates of opioid overdoses and deaths.! Opioid
substitution therapy (OST) has been shown to be an effective
treatment for opioid dependence and can reduce mortality.?
However, public policy and regulatory barriers in many countries
still impede access to treatment.!

In addition to an increased incidence of deaths due to opioid
overdose, a recent postmortem study? of drug users found blood
pregabalin concentrations at lethal poisoning levels in 19.1% of
cases (n=316), 91.4% of whom showed concomitant opioid use.
This finding accords with previous reports of pregabalin abuse
among patients in OST,>¢ with a recent German study reporting
that 15 of 124 patients (12.1%) in OST tested positive for urinary
pregabalin.’ One explanation for the increase in pregabalin abuse,
particularly among patients in OST, might be related to attempts
by heroin addicts to alleviate symptoms of opiate withdrawal
syndrome.” Pregabalin is a structural analog of y-aminobutyric acid
(GABA) with an excellent safety and efficacy record in the treatment
of generalized anxiety disorder, epilepsy, and neuropathic pain?; it
binds to the a,8 subunit of voltage-dependent calcium channels.
Although pregabalin may not bind directly to GABA receptors,
it has GABAergic properties and is approved for the treatment of
anxiety disorders, neuropathic pain, and partial-onset seizures.
Furthermore, pregabalin might have a potential for abuse based
on its GABA analog effects. In premarketing studies,” euphoria was
noted as an adverse effect of pregabalin use, and pregabalin may
have a booster effect when used together with opioids, although this
last feature remains unconfirmed because patients with substance
use disorders are usually excluded from randomized controlled
trials.

Given recent reports of frequent pregabalin use by patients
in OST® and its involvement in a series of lethal drug overdoses
in combination with opioids,® we chose a naturalistic approach
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to Study pregabalin abuse’in OST patients. Using self-report
questionnaires and cross-sectional screening of pregabalin in hair
specimens, we analyzed data from 109 patients (29 female, 80 male),
with a mean+SD age of 41.3+8.7 years and participating in OST
(70 using methadone; 20, morphine; and 19, buprenorphine). The
study was conducted in an outpatient department of the Psychiatric
Hospital of Zurich. The inclusion criterion for participation in the
study was a diagnosis of opioid dependence according to DSM-IV.
The exclusion criteria were being < 18 or > 65 years of age, having
insufficient language skills, and having a regular prescription of
pregabalin. Subjects were invited to participate in the study (to
a final study population of n>100) when they came to collect
opioid medication (a majority agreed to take part). All participants
provided written informed consent and were compensated for their
participation. The study was approved by the local ethics committee
of the canton of Zurich.

We collected self-report measures and compared these with hair
assays to verify self-reports. Demographic data, medication, and
self-reported drug and medication use were assessed. Pregabalin
use was quantified using 3-month hair toxicology analysis. (A
Shimadzu Prominence high performance liquid chromatography
system [Shimadzu, Duisburg, Germany] and a Sciex QTrap 5500
mass spectrometer [Sciex, Darmstadt, Germany] were used for
the analysis.) Results of the 3-month hair toxicology analyses
were concordant with pregabalin self-reporting in 100% of cases
(n=109)—none of the participants reported pregabalin use and
pregabalin was undetectable in all samples. These findings contrast
sharply with reports of pregabalin misuse by opioid-dependent
patients in other countries. Possible explanations for lower rates
of pregabalin abuse in Switzerland include (a) easy accessibility
to substance abuse treatment for individuals with an opiate use
disorder (most users are estimated to be in treatment)'®!! and (b)
taking a course of other drugs or medications does not usually lead
to users’ exclusion from treatment.

In Switzerland, the prescription rates of pregabalin have recently
increased and are now comparable to rates in other countries.
However, our patients in OST did not report use of pregabalin, and
we verified this by 3-month hair analysis. Certain study limitations
should be noted. The screening was conducted in 1 center only and
included a small number of participants. Generalizability of our
findings requires confirmation in other samples. Nevertheless, in
light of the current lack of data garnered from naturalistic settings
and the risks associated with pregabalin abuse in OST, we would
argue that systematic research on this topic is urgently needed.
Furthermore, on the basis of our results, we would also contend
that medication-assisted therapies for opioid-dependent patients?
in treatment settings should be made more readily available and
with as few restrictions as possible in order to avoid an uncontrolled
interaction of additional substances with potentially fatal outcomes.

Letters to the Editor

We als6 Tecommend caution regarding pregabalin Tse when
treating patients with a history of opioid dependence.
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