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We strongly oppose the Food and Drug Administration’s (FDA’s) approval of gabapentin for treatment of 

moderate to severe vasomotor symptoms (VMS, which includes hot flashes and flushing) due to menopause 

— a very bothersome condition, but a non-life-threatening and self-limited one — because: 

 

(1) With respect to benefits,  none of the phase 3 clinical trials of the drug met all four of the pre-

specified co-primary efficacy endpoints, and  the differences between drug and placebo that were 

seen in these endpoints were trivial and not clinically significant;  

 

(2) With respect to risks, gabapentin has well-documented risks that far outweigh the trivial benefits of 

the drug for the proposed indication.  

 

In particular, we note the following: 

 

(1) The primary objective of the three phase 3 trials of gabapentin was to assess efficacy of the drug for 

treatment of VMS due to menopause at weeks 4 and 12. As seen in Table 9 of the FDA background 

document (copy attached), although the three trials showed a small statistically significant 

treatment difference in the mean change from baseline in the daily frequency of moderate to severe 

VMS at week 4 versus placebo (ranging from -1.5 to -1.6), no statistically significant difference 

was seen at week 12 in any trial (ranging from -0.5 to -0.6; with a mean baseline daily frequency of 

11 to 12).
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(2) For the other two co-primary endpoints, two studies showed statistically significant reductions in 

VMS severity at weeks 4 and 12 of the study intervention, whereas one study only showed a 

statistically significant reduction at week 4. In all cases, treatment differences in the mean change 

from baseline in VMS severity versus placebo were small and not clinically significant (ranging 

from -0.18 to -0.29, at 12 weeks).
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1
 The Food and Drug Administration. Background document for meeting of Advisory Committee for Reproductive 

Health Drugs, March 4, 2013, NDA 22-506, gabapentin tablets 600 mg. Page 26. 

http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/ReproductiveHealthDrugs

AdvisoryCommittee/UCM341587.pdf. Accessed March 1, 2013. 
2
 Ibid. 

http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/ReproductiveHealthDrugsAdvisoryCommittee/UCM341587.pdf
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/ReproductiveHealthDrugsAdvisoryCommittee/UCM341587.pdf
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(3) The FDA-approved drug label for gabapentin (GRALISE) lists multiple possible adverse reactions, 

some potentially life-threatening, including:
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 Suicidality 

 Seizures upon sudden drug withdrawal 

 Tumorigenic potential (identified in animal studies) 

 Drug reaction with eosinophilia and systemic symptoms (DRESS), a rare but potentially 

fatal condition 

 Dizziness 

 Somnolence 

 

(4) Safety data from the phase 3 trials for this NDA revealed that:
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 A higher incidence of adverse events led to study drug discontinuation in gabapentin 

subjects versus placebo subjects (13.7% in the gabapentin 1800 mg group versus 7.5% in 

the placebo group). 

 Common adverse events with higher incidence in the 1800 mg gabapentin group versus 

placebo group included: dizziness (16.2% versus 3.1%), somnolence (10.3% versus 2.8%), 

disorientation (2.5% versus 0.0%), and nausea (6.0% versus 3.1%). 

 Five malignancies occurred in gabapentin subjects; none occurred among placebo subjects. 

 One gabapentin subject attempted suicide. Another gabapentin subject died from accidental 

fentanyl overdose, but the FDA indicated that suicide could not be ruled out. 

 A three-fold higher risk of suicidal ideation or behavior occurred in gabapentin subjects 

versus placebo subjects (2.0% versus 0.7%), as revealed in screening questionnaires for one 

study. 

   

In conclusion: 

  

(1) Based on the sponsor’s pre-specified analyses, there clearly is a lack of substantial evidence that 

gabapentin is effective in treating moderate to severe VMS due to menopause.  

 

(2) Given the absence of evidence demonstrating clinically significant benefits and the known risk 

profile of the drug, the high risk-to-benefit ratio of gabapentin is clearly unacceptable to support 

approval of this product for the proposed indication. 
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 Depomed. FDA-approved drug label for GRALISE. Revised August 2012. Available in FDA background document 

for meeting of Advisory Committee for Reproductive Health Drugs, March 4, 2013, NDA 22-506, gabapentin tablets 

600 mg. Pages 40-52. 

http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/ReproductiveHealthDrugs

AdvisoryCommittee/UCM341587.pdf. Accessed March 1, 2013. 
4
 The Food and Drug Administration. Background document for meeting of Advisory Committee for Reproductive 

Health Drugs, March 4, 2013, NDA 22-506, gabapentin tablets 600 mg. Pages 30, 32, and 34-35. 

http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/ReproductiveHealthDrugs

AdvisoryCommittee/UCM341587.pdf. Accessed March 1, 2013. 

http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/ReproductiveHealthDrugsAdvisoryCommittee/UCM341587.pdf
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/ReproductiveHealthDrugsAdvisoryCommittee/UCM341587.pdf
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/ReproductiveHealthDrugsAdvisoryCommittee/UCM341587.pdf
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/ReproductiveHealthDrugsAdvisoryCommittee/UCM341587.pdf
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