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treatments for trigeminal neuralgia
What is the efficacy of non-antiepileptic drugs used to treat trigeminal 
neuralgia?

He L, Wu B, Zhou M. Non-antiepileptic drugs for trigeminal neural-
gia. Cochrane Database of Systematic Reviews 2006; issue 3

Data sources Searches for appropriate studies were made using the 
following: Cochrane Neuromuscular Disease Group Register, Medline, 
Embase and LILACS (Latin American and Caribbean Literature on the 
Health Sciences) together the Chinese Biomedical Retrieval System, the 
database of the Chinese Cochrane Centre, conference paper databases 
and checked bibliographies. 10 Chinese journals were searched by hand. 
Study selection Randomised controlled trials (RCT) or quasi-
randomised controlled trials were included. 
Data extraction and synthesis Two authors decided which trials fitted 
the inclusion criteria and graded methodological quality independently.
Results Nine trials of different non-antiepileptic drugs involving 223 
participants were included. Each trial investigated one non-antiepileptic 
drug. 
 Two trials tested baclofen. In one, more people achieved 50% reduction 
from baseline than with placebo [relative risk (RR), 15.00; 95% confidence 
interval (CI), 0.97–231.84; P 0.05]. In the other, slightly more participants 
who took baclofen showed a 75% reduction in attacks on the tenth day 
compared with carbamazepine (RR, 2.38; 95% CI, 0.83–6.85; P 0.11). 
One trial showed no significant difference in reduction in average daily 
frequency of attacks with Baclofen compared with Racemic Baclofen.
 Tizanidine was investigated in two trials. In one, the proportion of peo-
ple with a reduction in the mean number of paroxysms per day increased 
with tizanidine compared with placebo (RR, 8.00; 95% CI, 1.21–52.69; 
P 0.03). In the other, one of five participants improved their visual ana-
logue scale score with tizanidine and four of six did so having taken car-
bamazepine (RR, 0.30; 95% CI, 0.05–1.89; P 0.20). 
 One study showed that the improvement in mean values of pain scores 
with tocainide was similar to that of carbamazepine. In a further trial, 
more participants improved during the pimozide than the carbamazepine 
period (RR, 1.78; 95% CI, 1.39–2.28). In another, a 0.5% instillation of 
proparacaine hydrochloride into the eyes did not produce significant-
ly different results from placebo (RR, 1.06; 95% CI, 0.37–2.99; P 0.92). 
Finally, there was moderate or marked improvement in a study in seven 
of nine participants who took clomipramine and three of nine who took 
amitriptyline during a 12-week treatment (RR, 2.33; 95% CI, 0.87–6.27).
Conclusions Trials of non-antiepileptic drugs for treating trigeminal 
neuralgia have all been limited by poor methodological quality or poor 
reporting. There is insufficient evidence from randomised clinical trials 
to show significant benefit from non-antiepileptic drugs for trigeminal 
neuralgia.

Commentary
This is a systematic review of non-antiepileptic medications used in 
trigeminal neuralgia, a subject covered already by several systemat-
ic reviews.1–3 Randomised controlled trials for trigeminal neuralgia 
are in fact very difficult to design. This is for a number of reasons. 
The condition is rare and its precise natural history is unknown. It is 
also well-recognised that, especially in the early stages of the disease 
process, there are long periods of complete pain remission with no 
need for drug therapy: this can act as a major confounder in clinical 
trials. When the attacks do occur, however, they are often very severe 
and therefore it becomes difficult to justify the use of a placebo. 

The gold standard of therapy is carbamazepine, but this is a 
difficult drug to use as an active control. It takes about 3 weeks for it to 
be totally excreted from the body and, being a liver enzyme inducer, it 
reacts with many drugs. All non-antiepileptic drugs cause side-effects, 
especially neurological ones such as drowsiness and ataxia. Therefore 
there is a need to look at other non-antiepileptic drugs especially if 
they may provide effective pain control with fewer side effects.

This systematic review shows yet again that the methodology and 
reporting of trials in medical management of trigeminal neuralgia 
are of poor quality. Hence, the results are difficult to interpret and 
no drug can be recommended to be effective. The clinician must thus 
continue to rely upon carbamazepine as the first-line drug. Baclofen 
may be useful in people who have multiple sclerosis who are already 
using this drug to help control their spasticity.

This review also highlights the need to review the design of RCT in 
trigeminal neuralgia taking into account the factors mentioned above. 
RCT of trigeminal neuralgia need to state clearly the diagnostic cri-
teria used for inclusion of patients into the studies, and the outcome 
measures used must be more robust and varied, as suggested by the 
IMMPACT group (Initiative on Methods, Measurement and Pain 
Assessment in Clinical Trials) of the International Association for the 
Study of Pain. That group suggests the use of outcome measures from a 
wide range of domains, varying from pain severity and intensity through 
to quality of life and psychological parameters.4  There are a range of new 
drugs on the market await evaluation in robust RCT in order to increase 
the number of drugs available for patients with trigeminal neuralgia.

Joanna M Zakrzewska
Clinical and Diagnostic Oral Sciences, Dental Institute, Barts and the 
London Queen Mary’s School of Medicine and Dentistry, London, UK

1.  Wiffen P, Collins S, McQuay H, Carroll D, Jadad A, Moore A. Anticonvulsant drugs for 
acute and chronic pain. Cochrane Database Syst Rev 2005; issue number 3. 

2.  Wiffen PJ, McQuay HJ, Moore RA. Carbamazepine for acute and chronic pain. 
Cochrane Database Syst Rev 2005; issue number 3.

3.  Wiffen PJ, McQuay HJ, Edwards JE, Moore RA. Gabapentin for acute and chronic 
pain. Cochrane Database Syst Rev 2005; issue number 3.

4.  Dworkin RH, Turk DC, Farrar JT et al. Core outcome measures for chronic pain 
clinical trials: IMMPACT recommendations. Pain 2005; 113:9–19.

Evidence-Based Dentistry (2006) 7, 81-82. doi:10.1038/sj.ebd.6400463

Address for correspondence: Luisa M Fernandez Mauleffinch, Cochrane Oral 
Health Group, MANDEC, School of Dentistry, University of Manchester, Higher 
Cambridge Street, Manchester M15 6FH, UK.

www.nature.com/ebd 107

 SUMMARY REVIEW/ORAL MEDICINE
3A| 2C| 2B| 2A| 1B| 1A|


	Robust randomised control trials needed for drug treatments for trigeminal neuralgia
	Commentary
	Note
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 450
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 450
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 2400
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck true
  /PDFX3Check false
  /PDFXCompliantPDFOnly true
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    0.30000
    0.30000
    0.30000
    0.30000
  ]
  /PDFXOutputIntentProfile (OFCOM_PO_P1_F60)
  /PDFXOutputCondition (OFCOM_PO_P1_F60)
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f300130d330b830cd30b9658766f8306e8868793a304a3088307353705237306b90693057305f00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /FRA <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <FEFF004e005000470020005000520049004e005400200050004400460020004a006f00620020004f007000740069006f006e0073002e002000320032006e0064002000530065007000740065006d00620065007200200032003000300034002e002000500044004600200031002e003300200043006f006d007000610074006900620069006c006900740079002e>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [666.000 855.000]
>> setpagedevice


