
Supplementary table 1a. Correlation matrix. 

RD=Risk difference = 1/NNT (numbers needed to treat), RC_Harm = 1/NNH (numbers needed to harm). 



Supplementary table 1b. Correlation matrix. Parallel group design studies 

RD=Risk difference = 1/NNT (numbers needed to treat), RC_Harm = 1/NNH (numbers needed to harm). 



Supplementary table 2. NNT for 50% or 30% pain reduction and Patient Global Impression of Change (PGIC). 

NNT (50% or 30% pain 
reduction)

NNT (PGIC)

Pregabalin 7.0 (5.9-8.7) 5.4 (4.7-5.4) 

Capsaicin 8% patch 12.0 (8.3-21.4) 8.3 (6.3-12.2)

While not part of our planned analysis, the fact that studies where the NNT was based on 30% or 50% pain reduction had higher NNT 
compared to those that used pain relief encouraged further analysis. Pain relief scales were mainly used in early studies and very few 
studies reported both pain relief and 30% or 50% pain reduction, but for two drug classes several studies (pregabalin (n=17) and 
capsaicin 8% patches (n=7)) reported both 50% or 30% pain reduction and at least much (or alternatively at least some) improvement 
on the PGIC. Although PGIC is a combined outcome including also adverse effects, we compared NNT for pregabalin and capsaicin 8% 
trials and NNT was generally lower when based on PGIC (calculated based on the ITT population) than the NNT based on 50% or 30% 
pain reduction. 



Supplementary figure 1.
The relation between the risk difference (RD) (the inverse of NNT(numbers needed to treat) in individual studies and publication year. 
Line indicate a Loess fit line (50% of points of fit, Epanechnikov kernel).
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Supplementary figure 2.
No relation between numbers needed to treat (NNT) and numbers needed to harm (NNH) and percentage of studies with add-on treatment.
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Supplementary figure 3.
Combined NNT values (fixed-effects Mantel-Haenszel method) for various drug classes in all central and peripheral neuropathic pain conditions 
for drug classes recommended for the treatment of neuropathic pain. For pregabalin, only trials in doses up to 600 mg were included.
The circle sizes indicate the relative number of patients who received active treatment drugs in studies for which dichotomous data were available.
NNT: Numbers needed to treat. BTX-A: botulinum toxin type A; TCAs: tricyclic antidepressants; SNRIs: serotonin-noradrenaline reuptake inhibitors; 
Gabapentin ER: Gabapentin extended release or gabapentin enacarbil. 
Publication year for unpublished studies was arbitrarily set to one year after the results were posted. 
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Supplementary figure 4. Publication year for each study (A) and combined percentage responding to active drug and placebo (B) 
based on drug class.

TCA=Tricyclic antidepressants, SNRIs=serotonin-noradrenaline reuptake inhibitors, BTX-A: botulinum toxin type A, Gabapentin ER: Gabapentin
extended release or enacarbil
In figure A, each circle indicates one study (drug comparison to placebo). 
In figure B, the y-axis indicates the combined percentage of patients responding to active drug or placebo within each drug class.
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Supplementary figure 5. Cumulative NNT (random effect) of trials with tricyclic antidepressants (TCA), 
serotonin-noradrenaline reuptake inhibitors (SNRI), and pregabalin up to 600 mg daily. 



Supplementary figure 6. Publication year for each study (A), Combined NNT (B), and combined percentage responding to active drug 
and placebo (C) based on pain condition.

PHN=Postherpetic neuralgia, PPN=Painful polyneuropathy, DM=Diabetes mellitus, MX=Mixed, PNI=Peripheral nerve injury, CP=Central pain
In figure A, each circle indicates one study (drug comparison to placebo). 
In figure B, the y-axis indicates the combined NNT=Numbers needed to treat (fixed-effects Mantel-Haenszel method) within each pain condition. 
In figure C, the y-axis indicates the combined percentage of patients responding to active drug or placebo within each pain condition.
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Supplementary figure 7. Combined NNT values (fixed-effects Mantel-Haenszel method) for various drug classes in different pain conditions. The 
circle sizes indicate the relative number of patients who received active treatment drugs in studies for which dichotomous data were available. 
In B, only studies with pregabalin up to 600 mg per day are included.

NNT: Numbers needed to treat. BTX-A: botulinum toxin type A; TCAs: tricyclic antidepressants; SNRIs: serotonin-noradrenaline reuptake 
inhibitors; Gabapentin ER: Gabapentin extended release or gabapentin enacarbil. PHN=Postherpetic neuralgia, PPN=Painful polyneuropathy, 
DM=Diabetes mellitus, MX=Mixed, PNI=Peripheral nerve injury, CP=Central pain
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