
RISKS AND UNCERTAINTIES 
ABOUT GABAPENTINOIDS 
INTRODUCTION The use of gabapentinoids has increased in the recent years. Approved indi-
cations include epilepsy, peripheral neuropathic pain, diabetic neuropathy, postherpetic 
neuralgia and anxiety disorder. However, these drugs are widely prescribed off-label for 
indications such as low back pain, fibromyalgia, migraine or restless legs syndrome. Side 
effects associated with these drugs are common, highlighting the risk of respiratory de-
pression when combined with other drugs that depress the central nervous system, suicidal 
ideation, abuse and addiction. OBJETIVE To review the evidence available on the uses of gaba-
pentinoids (epilepsy excluded) and its associated risks. METHODS A search in Tripdatabase and 
Dynamed was conducted for clinical practice guidelines. In addition, a PubMed search was 
performed including systematic reviews, clinical trials and observational studies in order to 
analyze the evidence available on these drugs for their different indications. Data about the 
use of gabapentinoids in Navarre were obtained from the electronic prescription database 
of the public health system of Navarre -Osasunbidea (SNS-O). CONCLUSIONS Off-label use of 
gabapentinoids is not recommended due to the lack of consistent evidence available and 
its potential risks (sedation, dizziness or respiratory depression). Some recommendations 
are provided for a safe prescription of gabapentinoids.

NATALIA ALZUETA1  I  PATRICIA GARCÍA1  I  IRATI IRIGOYEN2

(1) Medicines Advice and Information Service
(2) Pharmacy Service of Complejo Hospitalario de Navarra
Navarre Health Service

index
Introduction

Gabapentinoids for neuropathic pain

Pregabalin for generalized anxiety 
disorder

Gabapentinoids for off-label 
indications

>	 Fibromyalgia

>	 Migraine prophylaxis

>	 Low back pain 

>	 Restless legs syndrome 

>	 Essential tremor

>	 Prevention of postoperative pain 

>	 Treatment of hot flushes in menopause

Gabapentinoids’ risks

>	 Risk of respiratory depression when 
combined with other depressants of the 
Central Nervous System

Risk of abuse and addiction

Safe prescription of gabapentinoids

Deprescribing gabapentinoids

Evolution of use and suitability  
of treatments in the Community  
of Navarre

Conclusions

References

YEAR 2021
VOL 29, Issue 2
www.dtb.navarra.es

 @DTB_Navarre.es

DRUG AND THERAPEUTICS
BULLETIN OF NAVARRE, 
SPAIN

Bol Inf Farmacoter Navar. 2021;29(2):1-14
https://doi.org/10.54095/BITN20212902EN

https://twitter.com/BITNavarra
https://twitter.com/BITNavarra


DRUG AND THERAPEUTICS BULLETIN OF NAVARRE RISKS AND UNCERTAINTIES ABOUT GABAPENTINOIDS 2

Introduction

Approved indications of gabapentin and pregabalin, the 
gabapentinoids marketed in Spain, include epilepsy, pe-
ripheral neuropathic pain in adults, diabetic neuropathy 
and post-herpetic neuralgia.1,2 Pregabalin has also been 
approved for generalized anxiety disorder in adults.2 The 
prodrug of gabapentin, gabapentin enacarbil, is approved 
in USA and Japan. The role of these drugs as adjuvant 
treatment for epilepsy will not be discussed in this bu-
lletin. 

These drugs are widely prescribed also for off-label in-
dications such as low back pain, fibromyalgia, migraine, 
or restless legs syndrome, among others. Off-label use 
has been extensively promoted by the pharmaceutical 
industry and is included in strategies for preventing the 
use of opioids for chronic pain or reducing the use of 
benzodiazepines.3

Pfizer was found guilty in two lawsuits (in 2004 and 
2014) because Parke-Davis (parent company of Warner-
Lambert, which they acquired in 2000) massively promo-
ted the use of gabapentin for the treatment of pain in the 
‘90s, when such indication had not yet been approved, 
and other off-label uses such as mental diseases or 
migraine.4,5 The same occurred in relation to pregabalin 
in 2009.6

Although numerous warnings have been notified in the 
last years and awareness about the risk of abuse asso-
ciated with gabapentinoids is growing, the consumption 
of these drugs surprisingly continues increasing. 

The purpose of this bulletin is to review the evidence 
available on the different uses of gabapentinoids (epi-
lepsy excluded) and its associated risks. We searched for 
clinical practice guidelines in Tripdatabase and Dynamed 
databases and for systematic reviews, clinical trials and 
observational studies in Pubmed database, in order to 
analyze the evidence available on these drugs for their 
different indications.

Gabapentinoids for neuropathic pain

The NICE guidelines for the treatment of neuropathic 
pain (2020) recommend the use of amitriptyline, gaba-
pentin or duloxetine, as first line.7

However, pharmacological treatments for neuropathic 
pain are not effective enough, since only a low proportion 
of patients experience a meaningful relief of pain (defined 
as a ≥ 50% reduction of pain intensity). Considering the 
placebo effect (11-30%), pain only improved in 9-25% of 
patients with a pharmacological alternative, with a rate 
of failure of 52-70%.8

A Cochrane’s review on the use of pregabalin for neuro-
pathic pain revealed that this drug increased significantly 
the number of patients who achieved a good pain control 
that was considered clinically relevant, versus placebo, 
as shown in table 1 and figure 1.9 In addition, gabapentin 
also reduced pain in patients with postherpetic pain and 
diabetic neuropathy, as shown in table 2 and figure 2.10

Neuropathic pain (postherpetic or diabetic neuropathy) 
decreased by 50% in four out of ten patients who were in 
treatment with pregabalin (600 mg/day) and three out 
of ten patients who took gabapentin (≥ 1800 mg/day) for 
eight weeks or more.11

The consumption  
of gabapentinoids  
has increased in the 
last years
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Figure 1. Fifty percent reduction in pain intensity with pregabalin in postherpetic neuralgia and diabetic neuropathy.

Table 1. Comparison between the efficacy of pregabalin vs. placebo using different doses in postherpetic neuralgia and diabetic 
neuropathy.

Indication Variable Pregabalin
300 mg/day

Placebo RR (95%CI)
NNT (95%CI)

Pregabalin
600 mg/day

Placebo RR (95%CI)
NNT (95%CI)

Postherpetic
neuralgia

≥30% reduction in pain 
intensity 50% 25%

2.1 (1.6-2.6)
4 (3-6) 62% 24%

2.5 (2.0-3.2)
3 (2-4)

≥50% reduction in pain 
intensity 32% 13%

2.5 (1.9-3.4) 
6 (4-8) 41% 15%

2.7 (2.0-3.5)
4 (3-6)

Diabetic  
peripheral 
neuropathy

≥30% reduction in pain 
intensity 47% 42%

1.1 (1.01-1.2)
22 (12-200) 63% 52%

1.2 (1.04-1.4)
10 (6-41)

≥50% reduction in pain 
intensity 31% 24%

1.3 (1.2-1.5) 
22 (12-200) 41% 28%

1.4 (1.2-1.7)
8 (5-14)

A
Pregabalin 600mg/day and placebo  

in postherpetic neuralgia

B
Pregabalin 600mg/day and placebo  

in diabetic peripheral neuropathy

	
Improvement with placebo                               

	
Additional improvement with pregabalin                              

      
No improvement
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Figure 2. Fifty percent reduction in pain intensity with gabapentin in post-herpetic neuralgia and diabetic neuropathy.

Table 2. Comparison between the efficacy of gabapentin (gabapentin ≥1800 mg/day or gabapentin enacarbil 1200 mg/day) vs. 
placebo in post-herpetic neuralgia and diabetic neuropathy.

Indication Variable Gabapentin Placebo RR (95%CI)
NNT (95%CI)

Neuralgia
post-herpetic

≥50% reduction in pain intensity 33% 19%
1.7 (1.4-2.0)

7 (6-9)

Improvement perceived as remarkable or very 
remarkable by the patient 

39% 29%
1.3 (1.2-1.5)

10 (7-16)

Diabetic peripheral 
neuropathy

≥50% reduction in pain intensity 38% 23%
1.7 (1.4-2.0)

7 (5-10)

≥30% reduction or important pain improvement  
on the PGIC scale

52% 37%
1.4 (1.3-1.6) 

7 (5-10)

PGIC: Patient Global Impression of Change.

A
Gabapentin ≥1800 mg/day or gabapentin encarbil  

1200 mg/day and placebo in postherpetic neuralgia. 

B
Gabapentin ≥1800 mg/day or gabapentin encarbil  

1200 mg/day and placebo in diabetic peripheral neuropathy

	
Improvement with placebo                               

	
Additional improvement with gabapentin                              

      
No improvement
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The use of pregabalin for fibromyalgia is approved in 
USA.18 However, in 2009 the EMA denied the indication 
of pregabalin for fibromyalgia for different reasons: it 
had not been proven to be effective because it did not 
provide any clinical benefit in reducing pain intensity or 
improving functionality, its efficacy was not maintained 
over time and, therefore, the benefit/risk balance was 
not favorable.19

A Cochrane’s review concluded that pregabalin increa-
sed significantly the number of patients who experienced 
at least a 50% reduction in pain intensity as compared 
to placebo (RR:1.8; 95%CI: 1.4 to 2.1) and at least a 30% 
reduction in pain intensity (RR 1.5; 95%CI: 1.37 to 1.7), as 
shown in table 3 and figure 3.20

The last Cochrane’s review on the use of gabapentin 
in fibromyalgia only included a 12-week study of very 
poor quality in 150 patients. The following results were 
obtained: 49% of patients on gabapentin achieved at 
least a 30% improvement in pain intensity as compared 
to baseline pain (31% of patients in the placebo group). 
Its effectiveness in reducing pain intensity by at least 
50% could not be analyzed because the outcome was 
not reported at the end of the study. Twelve participants 
of the gabapentin group (16%) and seven of the placebo 
(9%) dropped out of the study due to adverse events.21 

Migraine prophylaxis

In 2013, a Cochrane’s review including five randomized 
clinical trials on gabapentin and gabapentin enacarbil 
concluded that none was effective in preventing episodic 
migraine in adults.22 In addition, due to the adverse events 
associated with gabapentin (dizziness and somnolence) 
its use in routine practice is not recommended. 

Recent studies have excluded the usefulness of gaba-
pentin as a preventive treatment for episodic migraine. 
Hence, its use should be avoided.23 

No studies have been published with pregabalin for the 
prevention of migraine.

Pregabalin for generalized anxiety disorder

It is estimated that in one out of four patients diagnosed 
of generalized anxiety, selective serotonin reuptake in-
hibitor (SSRIs) or selective serotonin and noradrenaline 
reuptake inhibitors (SNRIs) are not effective as first-line 
treatment.12

Pregabalin is approved for generalized anxiety disorder, 
but it is not considered as a first-line treatment.13

In the controlled clinical trials that led to the approval of 
this indication, 52% of patients treated with pregabalin 
and 38% who received placebo, improved the overall 
score on the Hammilton scale for anxiety (HAM-A) by at 
least 50% compared to the data from the baseline visit 
to the end of study at 4-6 weeks.14

In a systematic review conducted later, pregabalin was 
better than placebo in reducing symptoms according 
to the HAM-A scale (standard mean difference: 0.37; 
95%CI: 0.30 to 0.44). However, no differences were 
observed when compared to benzodiazepines.15

In another systematic review comparing the effective-
ness and acceptability (therapy withdrawn for any cause) 
of different therapeutic options did not reveal any sta-
tistically significant differences between pregabalin and 
other options in terms of efficacy and showed a better 
acceptability as compared to quetiapine or tiagabine, 
albeit similar to that of sertraline.12

Therefore, pregabalin is effective for the short-term 
treatment of symptoms of generalized anxiety disorder, 
although with a moderate effect size comparable to that 
of other first-line therapies. There is no data available 
about its efficacy in case of failure or intolerance to other 
treatments.

Gabapentinoids for off-label indications

Fibromyalgia

Symptoms of fibromyalgia include generalized chronic 
pain, sleep disorders, fatigue and depression. Patients 
with fibromyalgia frequently develop a high level of 
disability, with a poor quality of life and high drug con-
sumption.16,17

Currently, there is no treatment approved for this indi-
cation in Spain. Pain management in these patients is 
a challenge. Therapies include SNRIs, amitriptyline, 
gabapentinoids or combinations of these drugs.16
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Improvement with placebo                               

	
Additional improvement with pregabalin                              

      
No improvement

Figure 3. Fifty percent reduction in pain intensity with pregabalin in fibromyalgia.

Table 3. Comparison between the efficacy of pregabalin vs placebo in fibromyalgia.

Indication Variable Pregabalin Placebo RR (IC95%)
NNT (IC95%)

Fibromyalgia

≥50% reduction in pain intensity 24% 14%
1.8 (1.4-2.1)

10 (7-15)

≥30% reduction in pain intensity 43% 29%
1.5 (1.4-1.7)

7 (5-10)
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considered clinically significant.27 All treatments were 
superior to placebo, with a difference on the IRLS score 
for pregabalin of -5.20 (95%CI: -6.91 to -3.49), with very 
similar data for gabapentin enacarbil and rotigotin. There 
were no statistically significant differences when active 
treatments where compared among them.

To analyze the variable of Clinical Global Impression of 
Improvement scale (CGI-I), 24 studies were included, 
with a total of 5,137 patients. All treatments were higher 
than placebo, with better results for gabapentin ena-
carbil and rotigotin, (OR: 5.68; 95%CI: 4.14 to 7.21) and 
(OR: 4.68; 95%CI: 2.87 to 6.49), respectively. Gabapentin 
enacarbil was associated with a significant improvement 
in the variable CGI-I, as compared to ropinirole (OR: 3.21; 
95%CI: 1.21 to 5.34) but without significant differences 
between other active treatments.26

The most common adverse events reported in studies on 
gabapentin enacarbil and pregabalin included dizziness 
and somnolence, whereas migraine and nausea were 
more frequent in studies on dopaminergic agonists.26

Gabapentinoids in the treatment of RLS emerge as a 
potential alternative to dopaminergic agonists when they 
fail or are poorly tolerated, especially in patients with 
other frequent comorbidities of RLS such as pain, anxiety 
or insomnia, considering the expected side effects asso-
ciated with these drugs.28

Essential tremor

Essential tremor is one of the most prevalent movement 
disorders. Beta-blockers are the treatment of choice. 
However, it has been suggested that gabapentin and pre-
gabalin could be an alternative, although their efficacy 
and safety are doubtful.

The studies available assessing the use of gabapentin or 
pregabalin in the treatment of essential tremor include 
a small sample of patients and, with such a low quality 
of evidence. Hence, conclusions cannot be drawn from 
these studies.29

There is no evidence supporting the use of gabapentinoi-
ds for essential tremor.

Low back pain 

The use of gabapentinoids for low back pain has increa-
sed in the recent years. A meta-analysis of eight clinical 
trials including 687 patients assessed the use of gaba-
pentinoids for the treatment of chronic low back pain.24 
Studies were divided into three groups: 

•	Three studies of gabapentin vs placebo
•	Two studies of pregabalin vs an active comparator 
•	Three studies of pregabalin as co-adjuvant

The studies included had a low methodological quality. 
No studies of pregabalin compared to placebo were 
found.

Pain was assessed using the NRS scale (Numeric Pain 
Rating scale). It is a numeric 11-point scale (0-11), where 
a ≥ 2-point reduction is considered clinically relevant. In 
the case of gabapentin, pain did not improve as compared 
to placebo and caused a high rate of side effects such as 
dizziness (RR: 1.99; 95%CI: 1.17 to 3.37), fatigue (RR: 1.85; 
95%CI: 1.12 to 3.05) or blurred vision (RR: 5.72; 95%CI: 
1.94 to 16.91). 

When compared pregabalin with other analgesics (ami-
triptyline, celecoxib, or tramadol/paracetamol), these 
showed greater improvement in pain control (SD: 0.42 
units; 95%CI: 0.20 to 0.64).

The last group of studies compared pregabalin as 
adjuvant therapy in combination with buprenorphine, 
tapentadol, or celecoxib vs analgesic alone. It is a very 
heterogeneous group of studies (I2=77%) with a small 
sample of patients so, it was not possible to draw con-
clusions.

In patients with chronic radiculopathy, pregabalin and 
gabapentin were not effective either in reducing pain or 
disability.25

Restless legs syndrome 

Currently, the treatments authorized in Spain for rest-
less legs syndrome (RLS) are dopaminergic agonists 
(pramipexole, ropinirole and rotigotine). In our country, 
no gabapentinoid has been approved for this indication. 
However, in USA, gabapentin enacarbil is approved for 
RLS. 

In 2017, a network meta-analysis was published asses-
sing the use of dopaminergic agonists (pramipexole, ropi-
nirole and rotigotine) in patients with primary moderate-
severe RLS.26 To analyze variation on the International 
RLS (IRLS) Study Group Scale, 35 studies were included, 
with a total sample of 7,333 patients. Based on IRLS 
score, severity of symptoms is classified as mild (0-15 
points), moderate (16-25 points) or severe (26-40 points). 
A difference greater than three points in IRLS score was 

Off-label use of 
gabapentinoids is not 
recommended
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In a systematic review including 21 randomized clinical 
trials, 19 with gabapentin and two with pregabalin, 
analyzing outcomes in 3,519 postmenopausal women, 
several meta-analyses were performed to assess the 
different interventions. The studies revealed that gaba-
pentin treatment administered for 4-12 weeks reduced 
the frequency of hot flashes vs placebo or vitamin E [(SD: 
-1.62; 95%CI: -1.98 to -1.26) at 4 weeks; (SD: -2.77; 95%CI: 
-4.29 to -1.24) at 12 weeks]. There were no differences 
in the reduction of hot flash duration. The quality of the 
clinical trials included was classified as low to moderate. 
Estrogen was more effective than gabapentin in reducing 
the frequency of hot flashes (SD: 1.11; 95%CI: 0.69 to 
1.52, at 4 weeks) but the number of studies was low and 
they were classified as poor quality studies. Gabapentin 
could not be compared to antidepressants. Conclusions 
could not be drawn due to the low number of studies 
included and their heterogeneity.32

The most common adverse events associated with ga-
bapentin included dizziness, somnolence, and migraine, 
significant with respect to placebo, which resulted in a 
higher rate of drop-outs in the group of gabapentin.32

There is paucity of evidence supporting the use of gaba-
pentinoids in the treatment of hot flushes in menopause.

As explained above, the off-label use of gabapentinoids 
is not recommended (table 4) due to the lack of solid 
evidence and its potential risks (sedation, dizziness or 
respiratory depression).

Prevention of postoperative pain 

Gabapentinoids are included in the WHO analgesic ladder 
as adjuvant therapy in the treatment of pain. 

Their use has been proposed for postoperative analgesia 
with the purpose of reducing the dose of opioids. Howe-
ver, when administered together, their side effects on the 
central nervous system and respiratory depression can 
be potentiated.30

In a systematic review of 281 clinical trials including 
24,682 surgical patients, gabapentin or pregabalin were 
not associated with clinically relevant differences in 
postoperative pain as compared to placebo.31 The use 
of gabapentinoids was associated with a lower risk of 
postoperative nausea and vomiting, but with a higher risk 
of dizziness and visual disturbances.

Therefore, there is no evidence available at this moment 
supporting the use of gabapentinoids for prevention of 
postoperative pain.

Treatment of hot flushes in menopause

Vasomotor symptoms are common in menopausal wo-
men. Several studies have been conducted to assess the 
effects of gabapentin and pregabalin as a non-hormone 
treatment in postmenopausal women. 

Table 4. Summary of the evidence available on off-label indications in Spain.

Off-label use Evidence Comments

Fibromyalgia 7 Pregabalin: FDA-approved. EMA unfavorable benefit/risk balance

Migraine prophylaxis 7

Low back pain 7

Restless legs syndrome 3 Gabapentin enacarbil: FDA-approved after failure of dopaminergic agonists

Essential tremor 7

Prevention of postoperative pain 7

Hot flushes in menopause 7



DRUG AND THERAPEUTICS BULLETIN OF NAVARRE RISKS AND UNCERTAINTIES ABOUT GABAPENTINOIDS 9

(COPD) or patients receiving concomitantly central 
nervous system depressants such as opioids, anxiolytics, 
antidepressants and antihistamines. Additional depres-
sor effects may occur, causing somnolence, sedation 
or respiratory depression. Therefore, this combination 
should be avoided. 

Gabapentinoids are routinely used as coadjuvants for 
pain control. A cohort study was recently conducted in 
USA assessing side effects of the postoperative use of 
gabapentinoids in combination with opioids (n=892,484 
patients). A higher number of patients receiving the com-
bination developed symptoms of overdose as compared 
with the group that received opioids alone (HR: 1.95; 
95%CI: 1.49 to 2.55), and a higher rate of patients who 
received the combination experienced respiratory com-
plications (HR: 1.68; 95%CI: 1.59 to 1.78). Nevertheless, 
as the incidence of these events was low, the NNH were 
very high.30 

A case-control study was carried out in Ontario assessing 
opioid users and mortality due to the use of opioids. It 
associated the combination of opioids and gabapentin 
with an increased risk of mortality related to the use 
of opioids (OR: 1.49; 95%CI: 1.19 to 1.88) as compared 
to opioids alone, with higher effects at higher doses of 
gabapentin. In addition, a 44% increase was reported in 
systemic exposure to gabapentin when administered in 
combination with morphine, probably due to the reduced 
intestinal motility, which leads to a higher absorption of 
this drug.40

Gabapentinoids’ risks

The most common side effects of pregabalin include 
somnolence, dizziness, ataxia, weight gain, peripheral 
edema, blurred vision, diplopia and headache.1 Gabapen-
tin increases somnolence, dizziness, confusion, ataxia, 
lethargy and edema.2

These adverse events are more common at high doses. 
However, pain relief does not improve with high doses. 
Additionally, fragile patients with renal failure or in 
treatment with other central nervous system depres-
sants, or alcohol-users, are prone to experience a higher 
number and more severe adverse events.33

During post-marketing experience, cases of edema and 
congestive heart failure were reported in some patients 
taking pregabalin. These reactions are mostly observed 
in elderly patients (older than 65 years) with cardiovas-
cular disease, and subside after treatment withdrawal.1,10

Hyponatremia is another adverse event associated 
with the use of gabapentinoids.34,35,36 According to data 
available on EudraVigilance,37 151 cases of hyponatremia 
associated with pregabalin and 146 cases associated 
with gabapentin have been reported. When administe-
red concomitantly to other drugs causing hyponatremia 
(such as serotonin reuptake inhibitors, diuretics, etc...), 
this side effect can be exacerbated. It is important to 
take this into account when used in elderly patients with 
polypharmacy.

These drugs have also been associated with depression, 
behavior disorders and suicidal ideation. In a Swedish 
cohort of 191,973 patients treated with gabapenti-
noids, 5.2% of patients received treatment for suicidal 
behaviors or committed suicide. Gabapentinoids were 
associated with a higher risk of suicide (HR: 1.26; 95%CI: 
1.2 to 1.32), unintended overdose (HR: 1.24; 95%CI: 1.19 
to 1.28), self-harm (HR: 1.22; 95%CI: 1.2 to 1.32) and car 
accidents (HR: 1.12; 95%CI: 1.062 to 1.20).38 

According to clinically relevant interactions, it is worth 
mentioning that concomitant administration with central 
nervous system depressants may cause severe adverse 
events such as respiratory depression.1,2 The relevance 
of this severe adverse event led the FDA to issue the 
warning detailed below.

Risk of respiratory depression when combined with 
other depressants of the Central Nervous System

In December 2019, the FDA issued a warning that a high 
rate of patients would be at a higher risk of developing 
respiratory depression during treatment with gabapentin 
or pregabalin.39 The patients at a higher risk included 
those with Chronic Obstructive Pulmonary Disease 

The risk of respiratory 
depression increases 
when combined with 
other depressants of 
the Central Nervous 
System 
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Safe prescription of gabapentinoids

Risk of abuse and addiction 

In the recent years, mortality associated with the abuse 
and addiction to gabapentinoids has increased. Thus, in 
some countries such as UK, France or USA, pregabalin 
and gabapentin are now considered psychotropic subs-
tances and have been included in the list of controlled 
substances.41,42 For example, in France, the duration of 
pregabalin treatments is limited to a maximum of six 
months.43

In 2019, the updated NICE guidelines for the treatment 
of neuropathic pain included a warning on the risk of 
abuse and dependence associated with gabapentin and 
pregabalin.7 

A systematic review on the abuse of gabapentinoids 
concluded that the abuse or inadequate use of gaba-
pentinoids is more prevalent in patients engaged in 
opioid replacement programs or opioid-dependent, with 
inadequate use, having been detected in one out of three 
or four patients.11 The review highlights that evidence is 
not solid enough to determine the level and severity of 
abuse and dependency on these drugs. 

Several reasons could explain why gabapentinoids abuse 
is higher in opioid users. Apparently, they might be useful 
for opioid withdrawal. Gabapentin could be considered as 
part of pain control in chronic patients receiving opioids, 
since it could facilitate opioid withdrawal after surgery.44 
However, further studies are needed to confirm this hy-
pothesis. In addition, they may be used as a strategy to 
reduce the prescription of benzodiazepines.45,46

There seems to be a higher risk of abuse associated with 
pregabalin than with gabapentin due to its rapid absorp-
tion and high bioavailability, causing an earlier feeling of 
well-being and euphoria.46 The last analysis available on 
EUDRA Vigilance37 database contains 4,301 and 7,639 
reports of gabapentin and pregabalin addiction, respec-
tively.

BEFORE PRESCRIBING

Concomitant medication  
(CNS depressants)

Kidney function

Comorbidities (heart failure)

Previous suicidal ideation

WHEN PRESCRIBING

Approved indications

Minimum effective dose

Shortest duration

DURING TREATMENT

Monitor risk/benefit during the first  
2 weeks

Monitor adverse events  
(somnolence, sedation, respiratory 
depression, suicidal ideation)

New concomitant treatments  
(CNS depressants)

They are associated 
with risk of suicidal 
ideation, abuse and 
addiction.
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Deprescribing gabapentinoids

To develop a strategy for deprescribing gabapentinoids, 
we based on NHS recommendations.47 Candidates for 
deprescription of these drugs are patients who:

•	Do not comply with approved indications.
•	Do not respond to treatment.
•	Have intolerable adverse events.
•	Have poor treatment adherence.
•	Are on chronic treatments (>6 months).
•	Are pregnant and breastfeeding women.

It is important to mention that the treatment must be 
regularly reviewed to assess aspects such as efficacy, 
tolerability, adverse effects and adherence. Revisions can 
be performed with the following periodicity:

•	Monthly in patients with a history of abuse 
•	Quarterly if the patient is receiving concomitant opioid 

therapy.
•	Quarterly or biannually in all patients.

Gradual dose tapering must be about 25% each week (ta-
ble 5). If the patient experiences intolerable withdrawal 
symptoms (generally 1-3 days after a dose reduction), 
continue in the previous tolerable dose until symptoms 
subside. In this case, a slower dose reduction should 
be considered (i.e. 10% reductions of the daily dose). If 
complete withdrawal is not successful, continue on the 
last tolerated dose reached in the reduction regimen and 
consider withdrawal after 3-6 months.47

Evolution of use and suitability of treatments  
in the Community of Navarre

In the Community of Navarre, the use of gabapentin 
and pregabalin increased by 17% and 18%, respectively 
between 2015 and 2020. In 2020, more than 1.6 million 
defined daily doses (DDD) of gabapentinoids were admi-
nistered, with a cost of 1.4 million euros for the public 
health system of Navarre -Osasunbidea.

By early 2020, a total of 9,778 patients were receiving 
gabapentin and/or pregabalin. Half of these patients 
(56%) received gabapentinoids for off-label indications. 
In addition to the approved indications for gabapentin and 
pregabalin, type 1 and 2 diabetes mellitus and generali-
zed chronic pain were considered to reduce potential bias 
in diagnosis record.

The most frequent diagnoses in patients with off-label 
use were analysed, and 54% had recorded signs or symp-
toms of low back pain, 7% migraine and 2% restless legs 
syndrome.

These data demonstrate that the increased use of ga-
bapentinoids is largely due to off-label uses, despite the 
absence of solid evidence supporting their use for these 
indications, which compromises patient safety. 

DEPRESCRIBING

Progressive withdrawal (to prevent 
withdrawal symptoms such as anxiety, 
confusion…)

Severe adverse events (respiratory 
depression) require immediate with-
drawal

STOP

Treatment must be 
revised on a regular 
basis

Deprescribing must be 
progressive

Table 5. Gabapentinoids withdrawal strategy (adapted from NHS).47

Medicinal product Withdrawal strategy

Gabapentin
> 900 mg/day Reduce 300 mg every 10 days (range 7-14 days) until withdrawal

≤ 900 mg/day Reduce 100 mg every 10 days (range 7-14 days) until withdrawal 

Pregabalin Reduce 50-100 mg every 10 days (range 7-14 days) until withdrawal



DRUG AND THERAPEUTICS BULLETIN OF NAVARRE RISKS AND UNCERTAINTIES ABOUT GABAPENTINOIDS 12

Conclusions

Gabapentinoids are indicated for epilepsy and 
neuropathic pain. Pregabalin is also indicated for 
generalized anxiety disorder.

Gabapentinoids are not effective for fibromyalgia, 
migraine, low back pain, essential tremor, posto-
perative pain and postmenopausal hot flushes. 
Therefore, its use is not recommended for these 
indications.

Gabapentinoids are associated with a higher risk of 
suicidal ideation, abuse and addiction.

The combination of gabapentinoids with other cen-
tral nervous system depressants such as opioids 
may cause respiratory depression.

Off-label use of gabapentin and pregabalin is very 
common despite the absence of solid evidence sup-
porting its use that may compromise patient safety.

Treatment should be regularly revised to assess as-
pects such as efficacy, tolerability, adverse effects 
and adherence. 

Figure 4. Evolution of use of gabapentinoids in the Autonomous Community of Navarre between 2015 and 2020  
(DDD: defined daily doses).
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