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« Gabapentinoids »: gabapentin and 
pregabalin

Initially presented with a negligible abuse 

potential, whereas their pharmacodynamics effects 

are similar to that observed with benzodiazepines : 

sedative, anxiolytic, anticonvulsant 

« psychoactive drugs »

• Gabapentinoids 
• Not directly acting on GABA receptor

• Acting on voltage-gated calcium channels

• Gabapentin “old” drug 1st approval in France
• Antiepileptic drug and zoster pain

• Pregabalin 1st approved in Europe in 2004
• Antiepileptic

• Neuropathic pain

• General anxiety disorder



Focus on Pregabalin

• First assessment by the EMA

• …. First case reports of abuse in 2006!!!
• Germany, Italy, Turkey

• First signal of abuse and dependence : 2010

The lack of any dependence or abuse signal from the gabapentin post-

marketing database provides confidence that pregabalin would similarly

not be associated with abuse or dependence.

For thoroughness, the pregabalin database has been examined

extensively for any signs of dependence potential in accordance with

established indicators.



The story begins

• Sporadic cases of 
abuse with gabapentin 
in the early 2000s

• 1st report of 
pregabalin abuse in 
France in 2011

• Pregabalin identified 
as NPS in 2010 by the 
EMCDDA (from Sweden, 
UK and Finland)



European Drug Report 2014

Trends and developments 

European Drug Report 2014

Trends and developments 

Signal of pregabalin abuse

in Eudravigilance in 2013

(number of reports higher than 

expected, mainly from Nordic 

countries)



Gabapentinoids abuse in France ?

• First report of 
pregabalin recreational 
use in 2011

• Addictovigilance 
monitoring : increasing 
number of falsified 
prescriptions and 
increasing reporting in 
methadone patients 
seen in addiction care 
centers

• Few cases for 
gabapentin No signal for gabapentin

‘Explode’ in 

2019  

Tambon et al, Frontiers in Psychiatry 2021



Post marketing surveillance of 
abuse : Addictovigilance

Increasing use : 
what about abuse 
at the population 

level?



Cohort study of new users 
(prescription database)

• Cohort study of new users of 
pregabalin 

• Identified from the “Echantillon 
Généraliste des Bénéficiaires”, EGB 
(1/97th representative sample of the 
whole French population)

• Followed up until December 2014

• Definition of overuse : 

• daily dose > 600 mg/d (>2 DDD)

• Compared to 2 other cohorts of 
new users of 

• Gabapentin (gabapentinoid with 
same indications except anxiety) and 

• Duloxetine (antidepressant approved 
for neuropathic pain in diabetic 
patients)

Driot et al, British Journal of Clinical Pharmacology 2019



Time to overuse (days)
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Log-rank < 0,0001

Groups N Abuse

Pregabalin 8692 13.0 %

Gabapentin 1963 6.6 %

Duloxetine 3214 10.0 %

Pregabalin

Duloxetine

Gabapentin

Gabapentinoid overuse

Similar results for pregabalin in 

Sweden (8% overuse, Boden 2014) 

and in Denmark (10%, Schjerning 

2016)

Factors associated with overuse

• Initial exposure to pregabalin

• Age 18-45 years

• Doctor shopping

• Chronic pain

• Methadone exposure (only 

used for opioid maintenance in 

France)

• Association +++ with 

methadone in the pregabalin 

cohort 



Occurrence of a primary addiction 
after the 1st episode of misuse

Addiction occurrence after a

first episode of misuse

(cumulative incidence of

addiction), in the 1331

subjects with no previous

history of substance

disorders, according to the

first used drug (pregabalin

(n=960), gabapentin (n=112)

or duloxetine (n=259))

The likelihood of developing a

primary addiction to any

substance after a first episode

of misuse was 11.6% for

gabapentin, 10.7% for

pregabalin and 7.3% for

duloxetine (log rank test:

P = 0.0019)



Could this have been 
anticipated? 

Meta-analysis of pregabalin safety
(Zaccara 2011) : 38 RCT

➢Safety profile with significant 
euphoria

➢1 to 12% of patients (therapeutic 
dose range)



What should we learn from the 
insights of Malcolm Lader?

Striking similarities

between BZD and 

gabapentinoids 



Conclusion 

• Much evidence of abuse 
potential of gabapentinoids 
(pregabalin>gabapentin)

• Low abuse potential 

BUT

• Similar to that
observed with
benzodiazepines

• Place in the therapeutic 
framework?
• ‘Banalisation’? Off-label use

• 2nd line drugs

• Interaction with opioids
• Respiratory depression+++

• Without opioid overdose

• Health professionals 
sensitization
• Only if needed

• Short term use

• Prescription reassessment



Thank you for your attention


