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WHAT IS ALREADY KNOWN ABOUT THIS SUBJECT 

 Gabapentinoid drugs, which include gabapentin and pregabalin, are prescribed in the 

United Kingdom for the treatment of epilepsy, neuropathic pain, and generalized anxiety 

disorders (pregabalin). 

 Gabapentinoid drugs cause depression of the central nervous system and have the 

potential for physical dependency and abuse. 

 In the last decade, there has been a tripling of gabapentinoid prescriptions in the United 

Kingdom. 

WHAT THIS STUDY ADDS 

 The rate of new gabapentin prescriptions in Northern Ireland rapidly increased after 2010 

and exceeded that of the other nations by 2017. 

 The annual rate of new pregabalin prescriptions was constantly higher in Northern 

Ireland than in the other UK nations, up to five times greater in 2010. 

 The proportion of patients prescribed gabapentinoids who were coprescribed opioids was 

approximately 15 to 20% in each UK nation during the study period. 
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ABSTRACT 

We explored potential differences in time trends of gabapentinoid prescription and of 

opioid coprescription between 1993 and 2017 in the four UK nations using the Clinical 

Practice Research Datalink, a UK primary care database. There were distinct trends in annual 

rates of new gabapentin and pregabalin prescriptions in Northern Ireland. The rate of new 

gabapentin prescriptions rapidly increased after 2010 and exceeded that of the other nations 

by 2017 (rate of 836 (95% CI: 787-887) per 100,000 person-years). Additionally, the rate of 

new pregabalin prescriptions was higher during the entire study period, reaching a peak of 

1,139 (95% CI: 1,088-1,193) per 100,000 person-years in 2010, five-fold higher than the 

other nations. Findings in Northern Ireland may be partly attributable to the high burden of 

anxiety disorders, an indication for pregabalin. Further exploration of reasons for 

discrepancies in gabapentinoid prescribing between UK nations is warranted. 
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INTRODUCTION 

Gabapentinoid drugs, namely gabapentin and pregabalin, were approved in the United 

Kingdom (UK) in 1993 and 2004, respectively, for the treatment of epilepsy, neuropathic 

pain, and generalized anxiety disorder (pregabalin). Several reports implicate gabapentinoids 

with physical dependency, potential for abuse, and central nervous system (CNS) depression, 

the risk of which may be augmented by concomitant use of opioids.[1,2] Evidence from 

randomized trials shows that gabapentin is associated with respiratory depression compared 

with placebo.[3,4] The concomitant use of gabapentinoids and opioids may increase the risk 

of opioid-related respiratory depression and overdose. In a randomized crossover study, 

pregabalin potentiated the respiratory depressant effect of remifentanil, a potent short-acting 

opioid, by 62%.[5] Moreover, a nested case-control study of adults aged 65 years and above 

registered in the Ontario Drug Benefit Plan reported that opioid users with concomitant use of 

gabapentin had a 49% increased risk of opioid-related death compared to opioid use alone.[6] 

Given these potential risks, monitoring the prescribing of gabapentinoids is essential. 

Over the last decade, there has been a tripling of gabapentinoid prescriptions in the UK 

and United States[7,8] and it has been hypothesized that this rise may be partly explained by 

the off-label prescribing for the management of any type of pain.[9] However, it is unknown 

whether the rates of gabapentinoid prescriptions as well as of opioid coprescriptions vary 

across the four UK nations. Bridging this knowledge gap may have practice and policy 

implications regarding the prescribing of these drugs. Therefore, we estimated the annual rate 

of patients newly prescribed gabapentin and pregabalin in each UK nation (England, 

Northern Ireland, Scotland, and Wales) and the proportion of these patients concomitantly 

prescribed opioids.   

 

METHODS 

https://www.guidetopharmacology.org/GRAC/LigandDisplayForward?ligandId=5483
https://www.guidetopharmacology.org/GRAC/LigandDisplayForward?ligandId=5484
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We used the Clinical Practice Research Datalink (CPRD), a UK primary care electronic 

medical records database of over 15 million patients from more than 700 practices, which is 

representative of the general population according to age, sex, and ethnicity.[10] Of all 

practices included, 76% were in England, 11% in Scotland, 10% in Wales, and 3% in 

Northern Ireland. The CRPD records information on demographics, lifestyle (e.g. smoking 

and alcohol consumption), prescriptions, medical diagnoses, and referrals. Information 

pertaining to drug prescriptions are recorded automatically at the time of issue by the general 

practitioner. Quality control audits are conducted regularly to ensure accuracy and 

completeness of data.[10] 

We formed a cohort of patients registered for at least one day between January 1, 1993 and 

December 31, 2017. We defined the start of follow-up as January 1, 1993, a patient’s 

registration date with a practice, or the date the practice started contributing valid data, 

whichever occurred later. Follow-up ended on the date that the patient transferred out of the 

practice, the date of death, or December 31, 2017, whichever occurred first. To identify new 

users of gabapentin and pregabalin, we excluded patients with a prescription for these drugs 

any time before cohort entry. We estimated separately the crude annual rates and 95% 

confidence intervals (CI), per 100,000 person-years (PY), of patients newly prescribed 

gabapentin and pregabalin in the four UK nations, respectively. We also fitted Poisson 

regression models to estimate the rate ratio (RR) between 2007 and 2017 in each nation, 

adjusted for age and sex. In addition, we estimated a dispersion parameter to adjust for 

overdispersion [11]. In secondary analyses, we estimated the crude annual rates and 95% CIs 

of patients newly prescribed gabapentin and pregabalin with a same-day coprescription for an 

opioid drug in each nation. Subsequently, we determined the proportion of new gabapentin 

and pregabalin users coprescribed an opioid drug.  
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The study protocol was approved by the Independent Scientific Advisory Committee of 

the CPRD (No.18_033) and the research ethics board of the Jewish General Hospital in 

Montreal, Canada, who waived the requirement for informed consent.  

Principal Investigator Statement: The authors confirm that the Principal Investigator for 

this paper is Dr. Christel Renoux. 

RESULTS 

Between 1993 and 2017, 12,512,468 patients entered the study cohort. During this period, 

256,410 patients (2.0%) were newly prescribed gabapentin, of whom 67% were in England, 

15% in each of Scotland and Wales, and 3% in Northern Ireland. Between 2004 and 2017, 

136,653 (1.1%) patients were newly prescribed pregabalin, of whom 64% were in England, 

13% in Wales, 12% in Scotland, and 11% in Northern Ireland. 

In England, Scotland, and Wales, the annual rates of patients newly prescribed gabapentin 

gradually increased for most of the study period and plateaued from 2015 onwards (Figure 

1A). Between 2007 and 2017, the rates increased from 212 to 617 per 100,000 PY (RR: 3.35; 

95% CI: 3.33-3.37) in England, from 369 to 742 per 100,000 PY (RR: 2.25; 95% CI: 2.21-

2.28) in Scotland, and from 268 to 728 per 100,000 PY (RR: 2.97; 95% CI: 2.93-3.01) in 

Wales. In Northern Ireland however, following an initial increase, the rate slightly declined in 

2004 and stabilized from 2005 to 2009. Subsequently, the rate sharply increased and 

surpassed the other nations from 2016 onwards. Between 2007 and 2017, the rate of new 

gabapentin prescriptions in Northern Ireland increased from 139 to 836 per 100,000 PY (RR: 

6.71; 95% CI: 6.51-6.93). Despite the differences in annual rates between some nations, the 

rate of concomitant opioid prescriptions changed proportionally with the overall rate of new 

gabapentin prescriptions, while the annual proportion of concomitant users ranged from 15 to 

20% between 2007 and 2017 in each nation (Figure 2A).  
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During the study period, there was a steady increase in the annual rate of patients newly 

prescribed pregabalin in England, Scotland, and Wales (Figure 1B). Between 2007 and 2017, 

the rate rose from 118 to 351 per 100,000 PY (RR: 3.37; 95% CI: 3.35-3.39) in England, 

from 96 to 418 per 100,000 PY (RR: 4.77; 95% CI: 4.69-4.85) in Scotland, and from 104 to 

370 per 100,000 PY (RR: 3.81; 95% CI: 3.75-3.87) in Wales. A rapid escalation in the annual 

rate of first pregabalin prescription was observed in Northern Ireland, from 546 (95% CI: 

511-582) per 100,000 PY in 2007 to 1,139 (95% CI: 1,088-1,193) per 100,000 PY in 2010, 

five times higher than the other nations. This peak was followed by a decline to 532 (95% CI: 

493-573) per 100,000 PY in 2017, but the rate remained higher than in the other nations. The 

rate of concomitant opioid prescriptions changed proportionally with the rate of overall new 

pregabalin prescriptions (Figure 2B), corresponding to 15-20% of new pregabalin users 

concomitantly prescribed opioids between 2007 and 2017 in each nation.  

DISCUSSION 

Since their approval, the rates of both new gabapentin and pregabalin prescriptions have 

increased in all UK nations. However, the trend was distinct in Northern Ireland, with a rapid 

rise in new gabapentin prescriptions between 2010 and 2017 and notably high rates of new 

pregabalin prescriptions following its approval. Following its peak in 2010, the decline in the 

annual rate of new pregabalin prescriptions in Northern Ireland coincided with a rapid rise in 

new gabapentin prescriptions, suggesting possible replacement of pregabalin with 

gabapentin. The proportion of patients with a coprescription for opioids remained constant 

over time and similar between each nation. 

Reasons for the notable differences in the trends of gabapentinoid prescriptions between 

Northern Ireland and the other UK nations are unclear and may be multifactorial. In 

particular, variation in the prevalence of comorbidities may play a role. With 25% greater 
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psychiatric morbidity than the rest of the UK, Northern Ireland has the highest prevalence of 

mental health disorders among the UK nations, which is described as a consequence of the 

30-year civil conflict known as The Troubles.[12] Among these, anxiety disorders are the 

most commonly reported.[12,13] The National Institute for Health and Care in Excellence, 

which provides authoritative guidance on specific conditions to clinical practice in England, 

Northern Ireland, and Wales, recommended pregabalin for the management of generalized 

anxiety disorder in 2011. Although we reported an increase in the rate of pregabalin 

prescribing prior to this recommendation, by 2007, numerous trials had suggested its efficacy 

in treating generalized anxiety disorder.[14-17] Furthermore, the proportion of the health 

budget in Northern Ireland devoted to the provision of mental health is 6%, which is half that 

of England.[12] Hence, potential underfunding may have led to inadequate availability of 

psychological and mental health services, resulting in an increase of pharmacological 

therapy, including the use of pregabalin.[12] Another contributing factor may be the rise of 

gabapentinoid abuse in Northern Ireland, which caused a greater number of drug-related 

deaths than individual opioids in 2017 and 2018.[18]. This rise may be attributed to the 

increased prescribing of gabapentinoids as an alternative to opioids for the management of 

any type of pain.[19] The risk of gabapentinoid misuse, if administered at therapeutic 

dosages, may be lower than that of drugs such as benzodiazepines and opioids, thus some 

may perceive gabapentinoids as a valid substitute.[20] However, reports of abuse and misuse 

of prescription gabapentin and pregabalin have rapidly increased in recent years, particularly 

in individuals with a history of substance abuse.[20] Indeed, patients receiving 

supratherapeutic doses of both gabapentin and pregabalin have reported to experience 

euphoria, producing effects such as sedation, dissociation, numbness, uninhibited behaviour, 

or hallucinations.[20-22] Finally, the role of reimbursement practices in explaining the 

reported differences may also be considered. Albeit, the cost of prescribed drugs is the same 
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in all UK nations and there are no major differences in subsidization. In Northern Ireland, 

Scotland, and Wales, all prescriptions have been free for patients since 2010, 2011, and 2007, 

respectively, with a cost £3 prior to these dates. In England, patients currently pay £9.15 per 

prescription, irrespective of the drug.[23,24]  

The study has some limitations. First, the data do not capture gabapentinoid prescriptions 

issued by specialists including neurologists and psychiatrists. Nonetheless, general 

practitioners being the gatekeepers of the UK healthcare, prescriptions issued by specialists 

are usually renewed by general practitioners, thus the findings reported may still accurately 

reflect gabapentinoid prescribing trends across UK nations. Second, we were unable to 

examine indications for new prescriptions of gabapentin and pregabalin and their role in 

explaining the reported findings as diagnoses in the CPRD are not linked with issued 

prescriptions.  

Given its potential for abuse and risk of respiratory depression in combination with 

opioids, monitoring the escalating rates of new gabapentinoid prescriptions in the UK 

nations, particularly in Northern Ireland, is critical. To facilitate the development of 

interventions, future studies should explore factors that may explain the variation in 

gabapentinoid prescribing across the nations.   
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