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'Using gabapentin to treat neuropathic pain

Helen Hays, vo, reye, cc  Mary Ann Woodroffe

OBJECTIVR To review use of gabapentin as an adjuvant ageat to treat neuropathic pain.

QUALITY OF FVIDENCE MEDLINE was searched from 1996 to October 1998 for reports. There

were approximately 20 citations. Additional articles from Pain and other medical journals were

reviewed. No double-blind studies have examined gabapentin and its use as an analzeslc adjuvant
. ‘agent.

" MAIN MESSAGE Gabapmtlnmxfnanﬂomwulsantmed:uﬂonuudreeenﬂyum effective adjuvant
agent for treating neurvpathic pain. It is a structural analogue of paminobutyric acid (GARA), but its
receptor and biochemical function remain unknown. Gabapentin has desirable pharmacokinetic
properties and acceptable side effects, which simplify ita use. There are very few intaractions between
gabapentin and other medications, and gabapentin is well tolerated.

CONCLUSION Gabapentin could be an effective adjuvant agent for many neuropathic pain states.

ORBJECTI Examiner le recours au gabapentin comme agent adjuvant dans le traitement des douleurs
neuropathiques.

QUALITE DIS DONNIES Une recension de rapparts a été effectuée dans MEDLINE, de 1995 &
octobre 1998, et environ 20 citations ont ét# relevées. Des articles additionnels tirde de Paén et d'antres
revues médicales om: également été examinés. Aucune étude & double insu n°a porté sur le gabapentin
ot son udhisation comme agent analgésique adjuvant,

PRINCIPAL MESSAOE Le gabapentin est un médicament anticonvulsif utilisé récemment comme -

agent adjuvant efficace dans le traitement des douleurs peuropathiques, C'est un analogue structurel
de l'acide yaminobutyrique (GABA), mais son action biochimique et de récepteur demeure inconnue,
Le gabapentin a des propriétés pharmacocinétiques souhaitables et ses effets secondaires sont accepta-
bles, ce qui simplifie son utilisation. [} exists trés peu d'interactions entre le gabapentin et d’sutres
médicaments et il est bien toléré,

CONCLUSION Le gabapentin pourrait se réwéler un agent adjuvant efficace pour de nombreux cas de
douleurs neuropathiques.

Cat article a fait l'objet d'uns évaluation externe.
Can Fam Physician 1989;45:2109-2112,
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tem can lead to intractable neuropathic

Bl pain, manifested by several forms of

dysesthesias.' These unpleasant sensations are fre-

quently described as burning, squeezing, or numbing
and can be constant or lancinating.

Neuropathic pain often resists treatment because
several generators of pain can require multimodal
treatment.? Therapy is really by trial and erroz, as
there is no way to predict which medications will be
most effective; there have been a few clinical'irials
of medication, but often treatment is based on
anecdotal reports rather than empirical proof.’
Antidepressant medications, such as the tricyclics,
and enticonvulsants, such as phenytoin, have been
used traditionally to treat some neuropathic pain
condiﬁono.butthelrminonenumuedbeameof
side effects.* Opiold medications are less effactive
for treating neuropathic pain,® and unfortunately,
many patients continue to suffer pain despite opti-
mal use of available agents.*

Gabapentin is an anticonvulsant medication used
in recent years as an adjuvant sgent for treating peu-
ropathic pain. Its first reported use for treating neuro-
pathic pain was in a letter describing sustained pain
control and reversal of some disesse symptoms in 2
group of nine patients with reflex sympathetic dystro-
phy.” Gabapentin 18 a structural analogue of
yaminobutyric acid (GABA), but its receptor and bio-
chemical function remain undiscovered.*

The ratlonale for using an anticonvuleant medica-
tion for treating neuropathic pain is its ability to
repress discharges in pathologically altered
neurons.! Gabapentin has attractive pharmacokinetic
properties. It does not bind to plasma proteins and is
not metabolized by the liver; it ls eliminated
unchanged by renal excretion. Consequeatly, there
are very few interactions between gabapentin and
other medications.”

njury to nerves within the peripheral ner
\ ‘ vous system or the central pervous sys-

Quality of evidence

We searched MEDLINE from 1995 to October 1998
for reports. Approximately 20 citations used search
words relating to pain control: gabapentin, neuro-
pathic pain, chronic pain, reflex sympathetic dystro-
phy, and diabetic neuropathy. Anecdotal reports
provided evidence for the effectiveness of
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gabapentin for treating various pain states. There
were no reports of randomized controlled studies,
however, to support the use and efflcacy of
gabapentin a8 an analgesic adjuvant.

In our practice, which focuses on treating chronic
pain, gabapentin has become the most commonly
ordered analgesic adjuvant because of its efficacy and
acceptable slde-effect profile. We report oo three
patients who received benefit from gabapentin.

Case 1l

A 40year-old man with a history of severe degeners-
tive arthritis secondary to juvenile rheumatoid
arthritis had multiple joint replacements and
required further surgery for revision of right total
hip arthroplaety. The patierit suffered severe postop-
erative pain described in terms of lancinating dyses-
thesias in the right hip and leg despite resumption of
his regular ansigesics, which included methadone
(120mg every 4 hours). Subsequently, gabapentin
(300mg at bedtime) was ordered, to be titrated to
900mg/d in divided doses.

The dysesthesias were substantially reduced after
the initial dose of gabapentin, and the patient slept
comfortably for the first time since his surgery. No
adverse side effects were reported. Now, several
months later, he continues gabapentin at this dose
and reports satisfaction with pain control, rating his
ptin on a numerical rating scale (NRS) at 4 or § out of
10, with 0 as “no pain” and 10 as “excruciating pain.”
He also continues to take the same doses of
methadone.

Case 2

A 47-year-old woman had a 4-year bistory of multiple
sclerosis with associated muscle spasims, severe
dysesthesias, and allodynia from her waist to her
feet. On occasion, pain “like an electric current”
would become so severe it would cause her to cry
for half an hour, and she was so sensitive to touch,
she could not bear the pressure of water on her
skin, Tranadermal fentanyl (125ug/h) was ordered
to treat the nociceptive pain, rated by the patient as
9 out of 10 on an NRS. Although this pain was
reduced to 4 to 6 out of 10, the dysestheaias contin-
ued to be troublesome.

Gabapentin (100 mg at bedtime, titrated to
300 mg/d), was initiated and was gradually
increased to 2400mg/d in divided doses. The
patient was very pleased with the resultant improve-
ment in dysesthetic pain, as well as improvemeat in
sleep. No side effects were reported. Fourteen
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months later, she continued to function indepea-
dently and had been able to discontinue the trans-
dermal fentanyl patches and maintain good pain
control with an NRS of 2 out of 10.

Cage 3

A 63yearold gentleman was diagnosed with malig-
nant mesothelioma of the left lung and was referred
for treatment of a burning type of pain (“like &
bruise”) over the left thorax. In addition to oral
hydromorphone (144 mg/d), gabapentin (300mg at
bedtime, titrated to 900mg/d in d doses) was
ordered. The dose was subsequently inereased to
1800 mg/d with moderate to good benefit. Pain
scores were reduced from 6 out of 10 to 2 or 3 out of

10. There were reports of upper body fluid retentlon

unresponsive to a diuretic; this could have beea a
side effect of gabapentin or possibly related to
tumour progresalon. The patient continued using opi-
olds and gabspentin until his death approximately
6 moaths later.

Discussion
We have used gabapentin to treat neuropathic pain
related to cancer and non-cancer pain syndromes,
and we suggest initiating this agent in 2 300-mg dose
at bedtime on the first day, 300mg twice daily on the
second day, and 300 mg three times daily on the third
day and thereafier. Some patients report immediate
benefit, others require titration to effect. Doees may
be increased on a weekly basis by 300 to 400mg/d;
we suggest the dosing interval be every 6 to 8 hours.
Some patients require doses up to 3200mg/d to pro-
vide relief from the dysesthesias, but elderly people
and people who are hypersensitive tn medications
benefit from only 300mg/d, in divided doses.

‘We have one elderly patient who takes 100mg of
gabapentin at bedtime, and this is sufficient to
improve sleep and pain. She was unable to tolerate a
higher dose due to somnolence and ataxia.

Houtchens and colleagues suggest cautious esca-
lation in dose of gabapentin for patients with multiple
sclerosis.”? If benefit is not apparent 3 to 4 weeks
after titration to these higher doses, gabapentin may
be tapered down over a 4 to 6-day period and discon-
tinued. Its effect needs to be considered in view of
co&Amonm’sswm/d.m POCO]
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fluid retention.’#** Risk of drowsiness can increase,
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however, might be unable to to
ate gabapentin. Worsening headaches could be
related to fluid retention.

Gould has recently reported development of a
painful polyneuropathy in & patient treated with
gabapentin ¥ and Childers and Holland describe two
cases suggeating that gabapentin canses agitation in
cognitively impaired patients.’*

Because there are no known drug interactions
with gabapentin, there is no need to monitor
serum levels, as one must with other anticonvul-
sant medications.'” It is not bound to plasma pro-
teins nor metabolized by the liver; gabapentin is
eliminated by renal excretion in its original form.*
There is evidence that opioids, in conjunction with
appropriate adjuvant agents that target new areas
in pain transmission, are most helpful in treating
chronic pain.* The door is opening for other mem-
brane stabilizers, such as lamotrigine and topira-
mate, for use as analgesic adjuvants, and it will be
jmportant to study the safety and effectiveness of

) these medications.

‘eapecially in elderly patients, when gabapentin is
used in conjunction with opioids. These symptoms
usually diseipate ents a his-
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