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CASE REPORT I

Gabapentin-Induced Bullous Pemphigoid
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Bullous pemphigoid is an autoimmune blistering dermatosis with separation of
the epidermis from the dermis. This disease process is common among elderly
patients and manifests with subepidermal vesicles and tense bullae. Patients
with bullous pemphigoid are more likely to have also received a previous
diagnosis of a neurologic disorder. Gabapentin is an antiepileptic that is used
to manage neuropathic pain. The authors describe, to their knowledge, the first
report of gabapentin-induced bullous pemphigoid in an elderly man with no
history of rashes or reactions to other medications.
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n autoimmune blistering dermatosis, bullous pemphigoid is caused by au-

toantibodies directed against BP230 and BP180 proteins of the dermoepi-

dermal junction, leading to an inflammatory cascade that causes separation
of the epidermis from the dermis.' Bullous pemphigoid is commonly seen in elderly
patients and manifests with subepidermal vesicles and tense bullae. Bullous pemphi-
goid has been shown to be triggered by or associated with various drug therapies.>?
Gabapentin, an antiepileptic medication used to manage neuropathic pain, is reportedly
associated with Stevens-Johnson syndrome, a condition that includes severe rash.**
To our knowledge, one report has associated bullous pemphigoid with gabapentin,?
and the patient in that case had a rash that developed as a reaction to other medica-
tions. Patients with bullous pemphigoid are more likely to have received a previous
diagnosis of a neurologic disorder.®’” We present a case of gabapentin-induced bullous

pemphigoid in a patient with a previously diagnosed seizure disorder.

Report of Case

An 87-year-old man with a history of type 2 diabetes mellitus, hyperlipidemia, hyperten-
sion, epilepsy, hypothyroidism, and neuropathic pain presented to the emergency depart-
ment. The patient had a chief complaint of a persistent pruritic rash and blisters that
started on his upper extremities and spread to his trunk and lower extremities that had
been ongoing for 3 months. At the time of initial evaluation, the patient was taking amlo-
dipine, glipizide, thyroxine, finasteride, simvastatin, omeprazole, aspirin, and enalapril
for the past 2 years. He had been taking carbamazepine for seizure secondary to a neuro-
cysticercosis infection for the past 4 years. Approximately 4 months previously, he
started taking gabapentin for diabetic neuropathy. About 3 weeks after initiation of the

gabapentin, pruritus and, subsequently, the rash and blisters developed.
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I CASE REPORT

On physical examination, the patient was afebrile,
with multiple excoriated erythematous plaques on his
arms, legs, and torso, with multiple tense bullae and ero-
sions ranging in size from 0.5 cm to 1.2 cm (Figure I and
Figure 2). There was no involvement of face, oral mu-
cosa, or interphalangeal web spaces.

A bedside punch biopsy was performed. Histopatho-
logic evaluation showed a subepidermal bulla with a fi-
brinopurulent crust; the lesions were negative for
acantholysis, epidermal necrosis, and fungal microor-
ganisms. Direct immunofluorescence study of perile-
sional skin showed linear immunoglobulin G along the
dermoepidermal junction, which indicated positive di-
rect immunofluorescence. Indirect immunofluorescence
on salt-split skin preparation revealed linear C3 and im-
munoglobulin G localized to the epidermal side of the
artifactually induced vesicle in perilesional skin.

The findings were diagnostic for the pemphigoid
group of diseases. The diagnosis of gabapentin-induced
bullous pemphigoid was made clinically based on the
proximity between initiation of gabapentin and cuta-
neous eruption and lack of previous skin reactions or
rash to other medications. Gabapentin and carbamaze-
pine were both discontinued, and the patient was dis-
charged home with clobetasol cream and encouraged to
return for follow-up as needed. The patient did not re-
turn for follow-up but was admitted to the emergency
department for an unrelated illness 4 weeks after dis-
charge, and it was noted that the pruritus and cutaneous

findings had resolved.

Discussion

Bullous pemphigoid is a blistering skin disease in which
autoantibodies develop to hemidesmosomal components
of the epidermal basement membrane zone, including 2
major antigenic proteins, the 230-kD antigen (BPAG1)
and the 180-kD antigen (BPAG2).! Bullous pemphigoid
has been reported to be medication induced in some

cases.’ Most notably, in a case-control study of the medi-
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Figure 1.

Multiple tense bullae and erosions on the upper torso
and extremities of an 87-year-old man with gabapentin-
induced bullous pemphigoid.

Figure 2.

Excoriated erythematous plaques on the torso
of an 87-year-old man with gabapentin-induced
bullous pemphigoid.

cation history of consecutive patients with bullous pem-
phigoid compared with that of control patients, a
statistically significant OR was found in the association
of previous loop diuretic use and bullous pemphigoid.?
However, the mechanism through which the disease is
induced is not well understood. A proposed mechanism
suggests that the inducing drug may act as a hapten, al-
tering the antigenicity of the lamina lucida or attaching to

a cell site and eliciting the formation of autoantibodies.®
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Additionally, eosinophils have been found to produce
and release 92-kD gelatinase, which then cleaves the
extracellular, collagenous domain of recombinant
180-kD bullous pemphigoid autoantigen, thereby con-
tributing significantly to the tissue damage in bullous
pemphigoid.® This process may also play a role in drug-
induced bullous pemphigoid because eosinophils are a
prominent part of many drug reactions. A few case-con-
trol studies have found that patients with bullous pem-
phigoid are more likely to have various neurologic
diseases, schizophrenia, psoriasis, cerebrovascular dis-
ease, and dementia before the diagnosis of bullous pem-
phigoid is made.*” The patient in the current case had a
previous diagnosis of a seizure disorder, which is consis-

tent with this finding.

Conclusion

To our knowledge, the present case is the first to report
direct correlation between initiation of gabapentin and
bullous pemphigoid with no previous rashes or reactions
to other medications. Although the patient was also
treated with carbamazepine, which has been associated
with bullous pemphigoid,’ carbamazepine is less likely to
have caused the outbreak because the patient had been
taking it for 4 years without any adverse reactions.
Approximately 1 month after the initiation of gabapentin,
bullous pemphigoid began developing, which strongly
suggests that gabapentin was the offending drug.
The patient’s symptoms resolved within a month of dis-
continuing gabapentin, which also supports the correla-

tion between gabapentin and bullous pemphigoid.

@TheJAOA on Twitter

References

1.

Ishiko A, Shimizu H, Kikuchi A, Ebihara T, Hashimoto T,

Nishikawa T. Human autoantibodies against the 230-kD bullous

CASE REPORT I

pemphigoid antigen (BPAG1) bind only to the intracellular domain
of the hemidesmosome, whereas those against the 180-kD bullous

pemphigoid antigen (BPAG2) bind along the plasma membrane

of the hemidesmosome in normal human and swine skin.
J Clin Invest. 1993;91(4):1608-1615.

Zachariae CO. Gabapentin-induced bullous pemphigoid.
Acta Derm Venereol. 2002;82(5):396-397.

Lloyd-Lavery A, Chi CC, Wojnarowska F, Taghipour K.
The associations between bullous pemphigoid and drug use:

a UK case-control study. JAMA Dermatol. 2013;149(1):58-62.

doi:10.1001/2013.jamadermatol.376

Gonzalez-Sicilia L, Cano A, Serrano M, Hernandez J.
Stevens-Johnson syndrome associated with gabapentin.
Am J Med. 1998;105(5):455.

DeToledo JC, Minagar A, Lowe MR, Ramsay RE.
Skin eruption with gabapentin in a patient with
repeated AED-induced Stevens-Johnson’s syndrome.
Ther Drug Monit. 1999;21(1):137-138.

Chen YJ, Wu CY, Lin MW, et al. Comorbidity profiles
among patients with bullous pemphigoid: a nationwide

population-based study. Br J Dermatol. 2011;165(3):593-599.

doi:10.1111/j.1365-2133.2011.10386.x

Taghipour K, Chi CC, Vincent A, Groves RW, Venning V,
Wojnarowska F. The association of bullous pemphigoid
with cerebrovascular disease and dementia: a case-control
study. Arch Dermatol. 2010;146(11):1251-1254.
doi:10.1001/archdermatol.2010.322

Ruocco V, Sacerdoti G. Pemphigus and bullous pemphigoid
due to drugs. Int J Dermatol. 1991;30(5):307-312.

Stahle-Backdahl M, Inoue M, Guidice GJ, Parks WC.
92-kD gelatinase is produced by eosinophils at the site
of blister formation in bullous pemphigoid and cleaves
the extracellular domain of recombinant 180-kD
bullous pemphigoid autoantigen. J Clin Invest.
1994;93(5):2022-2030.

© 2017 American Osteopathic Association

Follow us at http://www.twitter.com/TheJAOA to get involved and stay connected
with updates, highlights, and conversations about osteopathic medical research.

The Journal of the American Osteopathic Association

March 2017 | Vol 117 | No. 3

193



