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Drug induced bullous erythema multiforme 
in a 75-year-old male: A case report
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Case presentation

A 72-year-old-male reported with a chief complaint of bleed-
ing from the lips and soreness due to the presence of erosion 
and ulcers for the past 1 month (Figure 1). He also complaints 
of burning quality of intense pain in his mouth and difficulty 
to consume beverages or eat food. Patient visited a dentist in 
a private dental clinic and was prescribed Amoxicillin and ace-
clofenac for the pain, but the lesion hasn’t subsided. He had no 
history of deleterious habits of chewing or smoking tobacco or 
consumption of alcoholic beverages. His family history was non-
contributory. Extraoral examination revealed no cervical lymph-

Abstract 

Erythema multiforme is an autoimmune mediated reaction pat-
tern with diverse clinical manifestations characterized by the forma-
tion of multiple areas of erosion and  ulcer in the oral cavity and 
haemmorhagic crusting of lips. such a case of Erythema multiforme 
in a 75 -year-old male is described here. The management of bullous 
form of erythema multiforme involves symptomatic treatment with 
topical anesthetics, topical or systemic steroids or antihistamines and 
treating the underlying etiology, if known. Recurrent erythema mul-
tiforme associated with the herpes simplex virus should be treated 
with prophylactic antiviral therapy. Severe mucosal erythema multi-
forme require hospitalization and must be treated in critical inten-
sive care unit such as treating for burn in a Burn unit for intravenous 
fluids and depletion of electrolytes.
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adenopathy. Extensor aspect of the arm revealed target eye le-
sion- central area of scab surrounded by a paler ring like area 
bordered by pigmentation (Figure 2). Flexor aspect on the skin 
of left forearm revealed Bull-eye lesion consisting of a central 
paler area bordered by popular area of pigmentation (Figure 3).

Intraoral examination revealed multiple areas of erosion and 
ulcer on his right and left buccal mucosa and labial mucosa. 
Haemmorhagic crustations present on his vermilion border of 
lip.
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Figure 1: Extraoral profile showing Haemmorhagic crusting on the 
vermilion border of lips

Figure 2: Extensor aspect of the arm revealed target eye lesion- 
central area of scab surrounded by a paler ring like area bordered 
by pigmentation.

Figure 3: Flexor aspect on the skin of left fore arm revealed Bull-
eye lesion consisting of a central paler area bordered by popular 
area of pigmentation.

Discussion

Erythema Multiforme is an autoimmune mediated reaction 
pattern with diverse clinical manifestations characterized by 
multiple areas of erosion and ulcer in the oral cavity and char-
acteristic haemorrhagic crusting on the vermilion border of 
lip. Erythema multiforme is a cell mediated immune reactions 
that can be triggered by medications such as analgesics like ac-
etaminophen, oxicam derivatives like piroxicam, antiepileptics 
such as Phenytoin, valproic acid. antibiotics such as Penicillin-
aminopenicillin, Tetracycline, Erythromycin, sulphonamides, 
Fluoroquinolones, cephalosporins, Antihyperlipedemic drugs 
like statins, and infections like Herpes zoster and Mycoplasma 
Pneumoniae, cytomegalovirus, Epstein-Barr virus, Hepatitis-C, 
Influenza, Herpes simplex Type 1 and 2. Vaccines like small-
pox, measles, mumps, rubella, hepatitis-B, varicella, Influenza, 
Pneumococcal, Haemophilus influenza can induce Erythema 
multiforme [1]. Herpes antigen present within the epidermis, 
activate the alternative complement pathway. Fungal infections 
like Histoplasmosis, coccidiomycosis can also elicit Erythema 
Multiforme. Patients with leukaemia, renal cell carcinoma, gas-
tric adenocarcinoma, cholangiocarcinoma [2-5]. Patients with 
inflammatory bowel disease also associated with erythema 
multiforme. Consumption of food preservatives like Benzoic 
acid in excess are reported with the occurrence of Erythema 
multiforme reactions [6].

Bastuji-Garin et al classification of erythema multiforme: 
EM Minor (Bullous form) and EM Major (Steven-johnsons syn-
drome) [1].

Recurrent erythema multiforme: The occurrence of Erythe-
ma Multiforme over a period of years with a mean duration of 
about 6-10 years [7].

Persistent erythema multiforme: A rare form of Erythema 
multiforme characterized by the continuous occurrence of typi-
cal lesions without interruption [7].

Mild prodromal symptoms include malaise, sore throat of-
ten precede eruptions and drugs given for these symptoms are 
usually blamed for Erythema Multiforme. Individual areas of 
erosions were painful. In severe ill patients there is high fever, 
cough, sore throat, myalgia, malaise and severe pain in the ar-
eas of mucosal erosion with secondary photophobia and inabil-
ity to ingest food or fluids [7].

Almost 25-60% of the affected patients clinically present 
with mucosal involvement. Mucosal lesions are characterized 
by areas of erosions and pseudomembranes, painful. The target 
lesions or Bulls-eye lesions are more commonly occur on the 
extensor acral location in Bullous Erythema multiforme. They 
consist of a central vesicle or livid erythema surrounded by a 
concentric pale and then red ring. The mucosal lesions are pres-
ent in 25% to 90% of the cases and usually start at the same 
time as skin lesions. Pulmonary involvement can occur in the 
presence of a negative chest x-ray with involvement of the 
bronchial epithelium causing Dyspnea, Bronchial hypersecre-
tion and Hypoxemia [8]. The differential diagnosis include fixed 
drug eruptions, Bullous pemphigoid, Paraneoplastic pemphi-
gus. The ocular involvement of bullous pemphigoid is not seen 
in patients with erythema multiforme. Pemphigoid is character-
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ized by the occurrence of thick walled , tense bullae that do not 
rupture easily. whereas in patients with erythema multiforme 
the bullae if occurred in the oral mucosa gets easily ruptured 
by the teeth during mastication or speaking resulting in the for-
mation of large areas of erosions leaving a raw erythematous 
area and there is characteristic haemmorhagic crusting on the 
vermilion border of the Lip. Fixed drug eruptions usually occur 
at one particular area in the oral cavity. The lesion occurs in the 
same site when there is any medical history of drug intake of 
the offending drug. Erythema multiforme is usually associated 
with haemmorhagic crusting on the vermilion border of lip, 
which are spared in fixed drug eruptions. Erythema multiforme 
usually have a chronic course of months to years, whereas fixed 
drug eruptions usually resolve in a week after drug intake. Para-
neoplastic pemphigus resemble erythema multiforme. A com-
plete blood profile and clotting factors helps in ruling out leu-
kemia occurring in Paraneoplastic pemphigus. Cutaneous T-cell 
lymphoma and Thymoma, waldenstroms macroglobulinemia 
were the neoplasias that were encountered in patients with 
Paraneoplastic pemphigus. Leukemia, hepatic cholangiocarci-
noma [9,10].

The earliest histological findings of EM are endothelial cell 
swelling, dermal papillary edema and perivascular lymphohis-
tiocytic infiltrate. Later epidermal necrosis, dermal-epidermal 
interface alteration, subepidermal or intraepidermal separa-
tion and bulla formation occur. Herpes simplex Deoxyribonu-
cleic Acid (DNA) is found primarily in the skin lesions of recur-
rent EM, with the viral antigens being present for as long as 3 
months with no evidence of clinical disease. The Herpes sim-
plex DNA is found in peripheral white blood cells only during an 
acute episode of Erythema Multiforme [11]. Tzanck test -reveal 
acantholytic keratinocytes. Herpes simplex antigen has been 
detected by Polymerase chain reaction in biopsy specimens of 
active lesions. Direct immunofluorescence test of biopsy of skin 
region reveals granular deposition of C3 and immunoglobulin 
M (IgM) at the dermo–epidermal junction and the superficial 
blood vessels. In addition, homogeneous C3 and IgM staining 
of focal epidermal cells can be seen in regions of epidermal ne-
crosis. serum assay for complements helps in diagnosing ery-
thema multiforme. Increased levels of Tumour necrosis factor-α 
occur in Drug induced Erythema multiforme. Throat swab test 
followed by Polymerase chain reaction helps in assessing ery-
thema multiformed induced by Herpes simplex virus. Erythro-
cyte sedimentation rate (ESR),White blood cells, Liver function 
tests, electrolytes can be assayed [12,13].

Management

Patients affected by Erythema Multiforme must be treated in 
a burn’s unit. The main aim of therapy is to provide replenishing 
of the body electrolytes that were lost by the erosions occurring 
after rupture of the flaccid bullae. Treatment aims at removing 
the cause. Systemic potent corticosteroids are beneficial. Open 
wet compresses. Burow’s solution (Domeboro compresses, one 
packet in 1 pt of water) followed by silver sulfadiazine cream 
(Silvadene) twice daily for bullous or erosive lesions. 1.5 % Hy-
drogen peroxide mouthrinse two-five times a day. 1% Dyclone 
solution, viscous lidocaine or a mixture of Kaopectate in elixir 
of diphenhydramine applied directly to the lesions for pain. An-
algesics like Aspirin 600 mg q4h. Acyclovir 200 mg five times a 
day or 400 mg PO b.i.d in case of Herpes associated Erythema 
Multiforme. Patients can be prescribed Prednisolone 100-250 
mg per day but must be started before blistering occurs. Pulse 
therapy: Treatment with Methylprednisolone 4 mg/kg bolus in-

fusion everyday is given until the disease responds and is then 
tapered over 2-3 weeks [14,15].

Clinical significance

 A proper history of drug intake is helpful in identifying drug 
induced erythema multiforme cell mediated immune reac-
tions characterized by the presence of target or Bulls eye le-
sions on the extensor aspect of forearms. The diagnosis of such 
drug induced erythema multiforme aids in prompt initiation of 
treatment and thereby helps in preventing life threatening skin 
scalding reactions like steven johnson syndrome.

References

1. Bastuji-Garin S, Rzany B, Stern RS et al, clinical classification of 
cases of Toxic epidermal necrolysis, steven-Johnson syndrome 
and Erythema multiforme. Arch Dermatol 1993; 129: 92-96.

2. Ohtani T, Deguchi M, Aiba S. Erythema multiforme-like lesions 
associated with lesional infiltration of tumor cells occurring with 
adult T cell lymphoma/leukemia. Int J Dermatol. 2008; 47: 
390–392.

3.  Drago F, Parodi A, Rebora A. Persistent erythema multiforme: 
report of two new cases and review of literature. J Am Acad Der-
matol 1995; 33: 366–363.

4.  Davidson DM, Jegasothy BV. Atypical erythema multiforme: A 
marker of malignancy? Report of a case occurring with renal cell 
carcinoma. Cutis. 1980; 26: 276–278.

5.  Tzovaras V, Liberopoulos EN, Zioga A, et al. Persistent erythema 
multiforme in a patient with extrahepatic cholangiocarcinoma. 
Oncology. 2007; 73: 127–129.

6. Lewis MA, Lamey PJ, Forsyth A, Gall J. Recurrent erythema mul-
tiforme: A possible role of foodstuffs. Br Dent J. 1989; 166: 371-
373. 

7.  Sokumbi O, Wetter DA. Clinical features, diagnosis, and treat-
ment of erythema multiforme: a review for the practicing der-
matologist. Int J Dermatol. 2012; 51: 889-902.

8. Kenneth A. Arndt, Jeffrey T.S. Hsu, Manual of Dermatological 
therapeutics, seventh edition, Lippincott Williams and wilkins. 
75-79.

9. Samim F, Auluck A, Zed C, Williams PM. Erythema multiforme: 
A review of epidemiology, pathogenesis, clinical features, and 
treatment. Dent Clin North Am. 2013 ; 57: 583-596. 

10. Trayes KP, Love G, Studdiford JS. Erythema Multiforme: Recogni-
tion and Management. Am Fam Physician. 2019; 100: 82-88.

11. Weedon D. Weedon’s Skin Pathology, 3rd edn. Edinburgh: 
Churchill Livingstone/Elsevier. 2010; 50–53, 202–207, 536–538.

12.  Huff JC, Weston WL, Tonnesen MG. Erythema multiforme: A 
critical review of characteristics, diagnostic criteria, and causes. 
J Am Acad Dermatol. 1983; 8: 763–775.

13. Yager JA. Erythema multiforme, Stevens-Johnson syndrome and 
toxic epidermal necrolysis: A comparative review. Vet Dermatol. 
2014; 25: 406-e64.

14. Roujeau J-C. Erythema multiforme. In: Wolff K, Goldsmith LA, 
Katz SI, et al. , eds. Fitzpatrick’s Dermatology in General Medi-
cine, 7th edn. New York, NY: McGraw-Hill. 2008. 

15. Sola CA, Beute TC. Erythema multiforme. J Spec Oper Med. 
2014; 14: 90-92. 


