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Neuropathic pain in pregnancy: gabapentinoids & antiepileptic dugs 
 

When treating neuropathic pain in a woman who is pregnant, the use of gabapentinoids (e.g. gabapentin) or an antiepileptic 
drug (AED) (e.g. levetiracetam, lamotrigine) is a last line option. This is due to the limited availability of data for safe use 
during pregnancy. Other options should be trialled first. These include: non-pharmacological therapies (e.g. physical 
therapy), topical agents (e.g. lidocaine, capsaicin), tricyclic antidepressants (e.g. amitriptyline), or serotonin and 
noradrenaline reuptake inhibitors (e.g. venlafaxine). The gabapentinoids have similar efficacy to tricyclic antidepressants 
and of the AEDs, carbamazepine has evidence for treating trigeminal neuralgia. 
 
Safety in pregnancy 
Data from pregnancy registries in epilepsy have found that there is a higher rate of major congenital malformations in infants 
exposed to AEDs (4-7%) compared to the general population (2-3%).(1) Risk factors include higher daily doses and therapy 
with more than one AED. The risk of congenital malformations (e.g. neural tube, cardiac, craniofacial and skeletal defects) 
is greatest with valproate and lowest with levetiracetam, lamotrigine and gabapentin. However, the newer agents have less 
data available to assess their risk in pregnancy.(1,2) There is also the possibility of long-term impairment of 
neurodevelopment in children exposed to AEDs in utero.(3) 
 
a  

Table: Safety of gabapentinoids and AEDs in pregnancy and efficacy in neuropathic pain 

Antiepileptic drug Safety in pregnancy Efficacy in neuropathic pain 

Gabapentin Major congenital malformations: 1.47%* (95% CI 0.26-3.64) 
Based on data from three studies (n=190)  
The available data does not identify an increased risk of 
congenital malformations.(4) Small for gestational age and 
neurologic abnormalities have been reported in exposed 
infants e.g. failure to gaze up (sunsetting).(5) 

There is reasonably good 
evidence of efficacy for 
gabapentin and pregabalin in 
diabetic neuropathy and post 
herpetic neuralgia. These effects 
are modest, with numbers 
needed to treat (NNTs) ranging 
from 4-14 for ≥50% pain intensity 
reduction over baseline.(6) 

Pregabalin Lack of human data prevents risk assessment.(5)  
Animal reproduction data suggest moderate risk.(5) 
Use gabapentin. 

Levetiracetam Major congenital malformations: 1.77%* (95% CI 0.98-2.79) 
Based on data from three studies (n=817)  

Effectiveness not established. 
(7,8) 

Lamotrigine Major congenital malformations: 2.31%* (95% CI 1.87-2.78) 
Based on data from seven studies (n=4195)  

Effectiveness not established. 
(7,9)  

Topiramate Major congenital malformations: 4.28%* (95% CI 2.65-6.29) 
Based on data from three studies (n=473)  
First trimester use increases the risk of oral clefts. A cohort 
study found the risk ratio for oral clefts at doses ≤100 mg was 
1.64 (95% CI 0.53–5.07) and for doses >100 mg it was 5.16 
(95% CI 1.94–13.73).(10)  

Effectiveness not established.(6)  

Carbamazepine Major congenital malformations: 4.93%* (95% CI 3.84-6.16) 
Based on data from 30 studies(n=4666)  

Effective in trigeminal 
neuralgia.(11) 

Valproate Major congenital malformations: 10.93%* (95% CI 8.9-13.13) 
Based on data from 26 studies (n=2565)  
Risk outweighs benefit for pain indications. Do not use. 

Effectiveness not established.(6) 
 

*Prevalence of major malformations (any type) calculated from a systematic review of 50 studies that compared pregnancy exposure with AED 
monotherapy, to the children of women without epilepsy or women who had epilepsy but who were not treating it with an AED. (2) 
Major congenital malformations are any structural abnormalities of the body or organs present from birth (e.g. skeletal, orofacial, cardiac malformations). 

 

General considerations when prescribing gabapentinoids or AEDs for neuropathic pain in pregnancy

 Weigh the potential harms against the benefits. The 
benefit may outweigh the harm when treating 
epilepsy but may not when treating neuropathic pain.  

 Avoid first trimester exposure. 

 Use the lowest possible dose. Higher doses are 
associated with higher pregnancy risk. The dose 
used in epilepsy may be higher than the dose 
required to manage pain. 

 Consider the possibility of neonatal abstinence 
syndrome if used near term. 

 Folic acid 0.8 mg daily should be taken 1-3 months 
before conception and during the first trimester. 
When the risk of neural tube defects is high, folic acid 
5 mg is recommended until term (e.g. 
carbamazepine).(12)
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