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Metronidazole-Induced Bullous
Pemphigoid: A Case Report
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ABSTRACT

Bullous pemphigoid is an autoimmune cutaneous blistering disorder, the exact pathogenesis of which is still not fully elucidated.
Drug-induced bullous pemphigoid eruptions are rare but have been reported earlier with the use of frusemide, psoralens, ibuprofen,
galantamine hydrobromide, ACE inhibitors like captopril, spironolactone, penicillin, ampicillin, levofloxacin, penicillamine. We hereby
report a case of metronidazole induced bullous pemphigoid (BP) in a 52-year-old male patient suffering from liver abscess following 4
days of drug administration. The skin biopsy findings obtained from the patient were consistent with the diagnosis of bullous pemphigoid
(BP). Metronidazole was discontinued and symptomatic treatment was offered to the patient. Following withdrawal of metronidazole, the
bullae subsided in the next 7-10 days without any significant residual scarring. The causality assessment performed as per the Naranjo

algorithm revealed the case to be probable (Naranjo score 7).
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CASE REPORT

A 52-year-old male patient was admitted in a tertiary care hospital
with fever, chills and rigour since last 1 week and headache and
body ache for 3 days. He was put on antibiotic and antipyretic.
Fever subsided within three days but the patient developed loss
of appetite, pain in right hypochondrium region and distension
of abdomen. Routine blood count and ESR revealed decrease
Hb 10.32gm%, increased WBC count and increased ESR (115
mm in 1st hour). His differential leukocyte count was significant
for 9% eosinophils (normal range is 1-4%). Electrolytes were all
within normal limits. There was normal serum billirubin with slightly
increased liver enzymes.

USG abdomen showed a space-occupying lesion in the liver which
may be liver abscess, so USG guided percutaneous aspiration
was done. Aspirate sent for serology for E. Histolytica (IgM and
lgG), microscopy for trophozoites of E. Histolytica and culture and
sensitivity. Aspirate was positive for amebic serology and negative
for bacterial growth. He was started inj metronidazole 750 mg i.v.
Q8H. After 4 days, blisters appeared on the non-pressured areas,
which were non-pruritic and non-tender in nature.

On examination, vital parameters including pulse, blood pressure
were stable. There were blisters over left shoulder joint, lower
abdomen and mild edema over face, dorsae of hands and feet.
Blisters were of different size with multiple intact bullae of sizes,
ranging from 2x1 to 2x2 cm [Table/Fig-1-3]. A careful physical
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examination demonstrated bullous eruptions mostly on an
erythematous base with no target lesions. The oral and genital
mucosa was not involved. The patient had no history or evidence of
autoimmune, neoplastic, or infectious diseases. No earlier episode
of allergy to any medication was reported. Inj metronidazole was
discontinued as the patient developed multiple blisters all over body
following its administration. The patient was treated with IV fluids,
tab paracetamol 500mg SOS, and inj cefipime plus tazobactum
(1.125 gm) i.v. twice dalily, tab levocetriizine 5 mg once daily, gentian
violet paint over intact bulla and fusidic acid plus betamethasone
cream topical application twice daily over eroded lesions. Upon
withdrawal of inj metronidazole, there was improvement of eruption
and no new lesions appeared.

A skin biopsy was performed and but direct immunofluorescent
staining could not be done. The finding of a subepidermal vesicle
supports our diagnosis of bullous pemphigoid. One week later, all
the skin lesions started resolving with hyperpigmented spots without
scarring [Table/Fig-4,5]. Patient and his attendants were counseled
to avoid metronidazole use in future. The causality assessment was
performed using the Naranjo algorithm [1] where the score was 7
suggestive of a probable association. The severity of the ADR as per
the Modified Hartwig scale was found to be Moderate (Level 3) [2].

DISCUSSION

Cutaneous drug eruptions (CDR) constitute the most common
type of adverse drug reactions (ADR) with an overall incidence rate

[Table/Fig-1]: Multiple blisters of varying size on left shoulder region [Table/Fig-2]: Multiple blisters of varying size on abdomen [Table/Fig-3]: Ulceration on blister site during

remission
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of 2-3% in hospitalized patients [3]. A CDR is suspected when
a patient who develops rash or blisters during a course of drug
therapy. Commonly drug induced blistering eruptions are drug-
induced pemphigus and pemphigoid, linear IgA bullous dermatosis
and pseudoporphyria cutanea tarda [4].

BPis an autoimmune, subepidermal, blistering disease characterized
by tense blisters containing haemorrhagic fluid developing on an
erythematous base [5]. It mainly affects the skin although the eyes,
mouth, and genitals also can be affected. The disease usually occurs
spontaneously, however certain medications also can precipitate its
development. Itching and blisters occur in aimost all patients early in
the course of the disease. Blisters may break, and the exposed skin
can be raw and painful. The skin can return to normal with darker
spots may remain after the blisters go away. Scars usually do not
develop.

Drug-induced BP eruptions are rare but have been reported with
the use of frusemide [5], psoralens [5], ibuprofen, galantamine
hydrobromide [6], ACE inhibitors like captopril [5], spironolactone
[8], penicillin [5], ampicilin [5], levofloxacin [7], penicillamine [5],
chloroquine [5], sulfasalazine [5], Efalizumab [8], levetiracetam
[9], sitagliptin and vildagliptin [10]. Metronidazole, a synthetic
nitroimidazole drug, is indicated in the prevention and treatment
of systemic infections caused by anarobic microorganisms. BP is
a rare complication of metronidazole therapy. The hallmark of BP
is the production of autoantibodies against two antigens (BPAG1
and 2) which can be induced by drugs and clinically manifested as
blisters of varying degree [10].

Blisters are a well-known manifestation of cutaneous reactions to
drugs. Blistering disorder like pemphigus vulgaris was ruled out to
negative Nikolsky sign. Cicatricical pemphigoid is a rare variant in
which mouth ulcers, eye problems and other complications may
develop, with subsequent scarring was also ruled out clinically as
there was no involvement of blisters in oral cavity and eyes. There
are isolated reports of bullus eruption due to Metronidazole [11-13].
Idiopathic BP is characterised by large tense blisters developing
on an erythematous base and often haemorrhagic fluids was also
clinically excluded. The finding of a subepidermal vesicle supports
our diagnosis of BP. Presence of subepidermal blisters excluded
intra-epidermal or subcorneal lesions like Impetigo, Staph “scalding
skin” syndrome, friction induced, viral infections like (Herpes,
Varicella Zoster) and suprabasal lesions like pemphigus vulgaris.

Most bullous drug reactions result from an immunologically mediated
inflammatory response. Suggested mechanisms include local drug-
induced metabolic disturbance (possibly in the cyclic AMP system)
at the level of the basal cells which might lead to the formation of
immunogens and be one of the initiating factors in subepidermal
bullous immune dermatoses [10]. Very recently, it was explained that
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[Table/Fig-4]: Remission of blisters on left shoulder region after drug withdrawn [Table/Fig-5]: Discoloration and pigmentation of skin on blisters area during remission phase

autoimmune damage via altered antigenicity of structures within the
lamina lucida, negative action on immune suppressor cells, or direct
splitting of skin without development of antibody [14].

The interest of this case report is the clinical presentation, temporal
relationship and histopathological findings. Although metronidazole
is rarely involved agent in drug-induced BP, this form of presentation
has been rarely reported. Recently, BP was reported in diabetic
patients treated with dipeptidyl peptidase-4 inhibitors (gliptins)
[10]. On extensive literature search revealed only one other report
of metronidazole associated BP [15]. We take this opportunity to
publish this unique metronidazole induced BP. Like other drug-
induced disease, after the suspected agent was interrupted a
spontaneous remission of lesions was noticed. This evolution is not
observed in the idiopathic form.

Further studies are now warranted to validate our observations,
definitely evaluate the potential of metronidazole to cause BP, and
to elucidate the corresponding pathogenesis.

CONCLUSION

We presented this case of metronidazole induced bullous
pemphogoid as it was detected in the initial days of starting the
inj metronidazole and gradually recovered after withdrawal of
suspected drug. Bullous eruptions were gradually resolved after
discontinuation of suspected drug. Patient was counseled and
advised not to use metronidazole for any future indication and report
to us in case similar incidence cutaneous drug reaction develops.
Prompt recognition, exclusion and stopping of culprit drug (s);
early diagnosis, evaluation of the severity and prognosis of disease
condition; rapid initiating supportive care and then specific care are
the crux for the management of drug-induced severe cutaneous
reactions. Patient and family members should be adequately
counseled. Health care professionals and patients should be
educated on potential danger symptoms and signs of cutaneous
drug reactions to look out for when taking high-risk drugs.
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