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Dear Editors,

We read with great interest the informative and well-con-
ducted systematic review update by Evoy et al. [1] about the 
risks of gabapentinoid (GP) use (and misuse). The authors 
concluded that evidence suggests that GP-misuse/abuse is 
growing and comprises a significant individual and public 
health threat [1]. However, as the authors stated in their 
Limitations section, the studies included offer limited gen-
eralizability [1] due to small sample sizes, mostly retrospec-
tive designs and homogenous cohorts of opioid- and other 
substance-dependent subjects [1]. Clinical studies focusing 
on individuals without past and/or present substance use 
disorders are clearly lacking.

From a standpoint of scale, not only are reported out-
comes (frequently surrogate in nature as admitted by the 
authors [1]) relatively rare, we are aware of only a minis-
cule number of patients worldwide seeking treatment for 
GP misuse/addiction. The emergence of a substantial sample 
seeking detoxification and other addiction medicine services 
should be a conditio sine qua non for a widely used/mis-
used, allegedly strongly addictive, and thereby potentially 

socially harming substance; and yet we have not yet wit-
nessed this phenomenon despite years of opportunity for its 
development.

From the perspective of evidence-based medicine (EBM), 
level I experimental studies use randomized, prospective 
experimental designs to confirm causal relationships [2] 
not unequivocally derivable from non-experimental observa-
tional studies [3]. Although regulatory approval/disapproval 
does not always require randomized trials at every level of 
decision making, whenever randomization is not possible, 
the effect of various predictors and confounders must be 
taken into account in the planning of the study and in data 
analysis [3–6]. We are not aware of studies that have done so 
sufficiently to support presumptions of a causal connection 
between GP-use/misuse and related harms including psy-
chological dependence and death. For example, a  PubMed® 
database search using the key words “mediation analysis” 
[5] and “gabapentin” or “pregabalin” linked to “harm” or 
“addiction” or “abuse” or “dependence” or “use disor-
der” or “death” or “respiratory depression” did not reveal 
any human studies. Among 46 new observational studies, 
there were only very few (either small or less specific or 
too homogeneous (opioid users)) prospective investigations 
involving the topic of GP addiction and deaths (c.f. Table 1 
in [1]). Well-powered and controlled [3–6] prospective tri-
als comparing the occurrence of psychological dependence 
and deaths in an opioid-dependent sample versus a general 
population-based sample are needed to identify possible key 
effect modifiers.

We would like to provide some further information aimed 
at balancing the assessment of GPs’ risk:benefit profile. As 
mentioned above, there is a glaring paucity of clinical stud-
ies about the addictive power/harms potential of GP—apart 
from the studies utilizing limited cohorts of people with 
other substance-use disorders [1]. Into this dearth we can 
add a clinical cross-over study showing that GP-dependence 
(assessed by face-to-face DSM-IV-based SKID-I inter-
view) was quite rare in the elderly population of a German 
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metropolitan general hospital: among 400 randomized 
patients, of whom 28 (7%) demonstrated dependence on 
other non-opioid analgesics (NOA, primarily non-steroidal 
anti-inflammatory drugs (NSAIDs) and metamizole), two 
patients (0.5%) reported de novo GP dependence (mild to 
moderate) along with concurrent NOA dependence [7]. 
Only one patient (0.25%) demonstrated isolated GP depend-
ence [7]. In line with the current literature [1], this person 
was (previously) opioid dependent; his current gabapentin 
dependence was rated as mild according to SKID-I, the Ger-
man successor to SCID-I [7].

In addition, we have recently published an expert evalua-
tion/harms ranking for various (and primarily psychotropic) 
drugs including an index assessment of GP; the GP ranked at 
the low end of physical, psychological, and social harms to 
both users and others [8, Supplementary Material]. Figure 1 
contrasts drug harms with benefits [9], first of all reflect-
ing the view of German addiction medicine experts, which 
might not be generalizable to other countries experiencing 
opioid misuse/abuse epidemics (so far, Germany is not). 
Nevertheless, we too are aware of a good portion of GP 
co-using patients admitted to our detoxification-units from 
illicit drugs, mostly opioids [10].

GP certainly may confer euphoria and relaxation, espe-
cially at hyper-therapeutic doses [1, 11], and yet along those 

very lines, unlike other rewarding substances, possess a wide 
therapeutic window. This property renders them thus consid-
erably safer among persons with other substance addictions. 
And from a comparative-risk (and harm-reduction) stand-
point it may be worth considering the possibility that GPs 
(which are less dangerous than other drugs such as benzo-
diazepines, barbiturates, antihistamines/promethazine [12], 
NSAIDs, acetaminophen [13], and even alcohol) might exert 
a protective effect (via substitution for these higher-risk co-
abused substances) in the opioid-misusing/abusing popu-
lace (“anti-adverse selection” hypothesis [11])—although 
this has not been investigated. Such an investigation sup-
porting either synergism or antagonism—retrospective by 
necessity—would also be useful given the increasing rec-
ognition that most drug-overdose deaths involving opioids 
also involve other drugs [12, 14].

Also, among the substance-abusing populace, GPs dem-
onstrate positive benefit in terms of amelioration of with-
drawal symptoms from alcohol (EBM-levels II–Ia [15–19]) 
or opioid dependence (EBM-levels II–Ib) [19, 20]) and per 
one randomized trial, also cannabis dependence (EBM-
level Ib [21]). This is important from a clinical standpoint 
in that withdrawal is one of the main triggers for relapse to 
substance dependence, and in that context, GP may serve 
as a significant therapeutic modality in addiction medicine 

Fig. 1  Scatter diagram showing the assessment of the average over-
all harm of a substance in relation to its average benefit assessment 
(category: “no/little benefit”). Two groups are already visually demar-
cated (lower left square: prescription drugs; upper right square: tradi-
tional drugs of abuse except of cannabis and ketamine). Assessments 
were performed by 101 German physicians both specialized in addic-

tion medicine and working for a median of 15 years in the tertiary 
care of patients with substance-use disorders [9, 10]. Note that this 
assessment is not representative for countries dealing with an opi-
oid epidemic (where the potential synergy/opioid-sparing features of 
gabapentanoids (GPs) or other CNS depressants might be more sali-
ent)
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[19]. Conversely, amelioration of withdrawal can serve as a 
hedonic reward in its own right, potentially leading to psy-
chological dependence.

GP may also increase risk for adverse outcomes among 
substance-abusing persons by synergistic CNS (and per-
haps respiratory) depression. The latter has not been 
proven mechanistically nor clinically [22], but does pose 
a conundrum when considering their use in this high-risk 
population. Furthermore (not unlike naltrexone treatment 
of opioid-use disorder), reversal of tolerance to sedative and 
respiratory depressant effects by the abused drug is a sub-
stantial concern [23].

The prescription of GP thus requires very careful and 
individual benefit:risk stratification [22], along with effec-
tiveness and harm monitoring, and vigilant tapering/discon-
tinuation when risks begin to outweigh benefits. From our 
clinician point of view, GPs are a highly useful and rather 
safe pharmacological armamentarium not only for neuro-
pathic pain and some neuropsychiatric disorders, but also 
in the world of addiction medicine. More evidence from 
sufficiently controlled prospective observational [3–6] or, if 
possible, randomized clinical studies about their addictive 
and harms potential are required before further unfounded 
castigation (with resultant supply diminishment threat and 
potential attendant harms).
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