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Generalized rash follows 
ankle ulceration 
After being treated for venous insufficiency and malleolus 
ulceration, this patient woke up covered in itchy, painful 
plaques. What was the connection between the 2? 

a 31-year-old incarcerated man sought 
care for one crusted ulcer and one adjacent 
open ulcer with granulation tissue on his left 
malleolus. The ulcers were caused by chronic 
venous insufficiency—the result of previ-
ous trauma to the ankle. Concerned that the  
ulcers would become infected, the physi-
cian prescribed one double-strength tablet  
twice a day of trimethoprim-sulfamethoxazole  
(TMP-SMX). The patient took 2 doses of the 
antibiotic and one dose of naproxen.

When the patient awoke the next morn-
ing, he had a generalized skin eruption on his 
chin, trunk, buttocks, glans penis, and extremi-
ties (FIGURE). The rash began as red edematous 
plaques that became itchy and painful with 
dark, violaceous dusky centers surrounded by 
redness. The patient was treated with topical 
hydrocortisone 2.5% twice a day and oral di-
phenhydramine 25 mg followed by 50 mg, but 
the rash didn’t improve.

The patient was transported to the lo-
cal emergency department where physicians 
noted that the patient had about 30 to 40 well- 
demarcated papules and plaques of various 
sizes that were haphazardly located over the 
patient’s chin, chest, back, upper and lower 
extremities, and genitalia. There was one le-
sion on the chest with central vesiculation. 
There were no lesions on the mucous mem-
branes of his eyes, ears, nose, mouth, or anus.

The patient, whose vital signs were within 
normal limits, was empirically treated with 
one dose of methylprednisolone (125 mg in-
travenous [IV]) and started on IV piperacil-
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lin-tazobactam and vancomycin. Lab work 
revealed no elevation in his white blood cell 
count, creatinine, liver function enzymes, or 
C-reactive protein. 

The patient subsequently revealed that 
he’d had a similar experience a year earlier af-
ter being treated with TMP-SMX for cellulitis. 
He noted that during the previous episode, the 
lesions were located on the exact same areas of 
his glans penis and chin.

●  WHAT IS YOUR DIAGNOSIS?

●  HOW WOULD YOU TREAT THIS 
PATIENT?

FIGURE

Itchy plaques with edematous, 
dark centers, surrounding redness
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and other pyrazolone derivatives such as tet-
racycline, metronidazole, ciprofloxacin, and 
phenytoin sodium.4 There is evidence support-
ing a correlation between the offending drug 
and the subsequent site of reaction; TMP-SMX 
is associated with mucosal junction and geni-
tal involvement.4,5 This finding may aid physi-
cians in the investigation of provoking agents. 

Distinguish fixed-drug eruptions 
from serious bullous diseases 
Fixed-drug eruptions occasionally exhibit bul-
lae and erosions and must be differentiated 
from more serious generalized bullous diseas-
es, including Stevens-Johnson syndrome (SJS) 
and toxic epidermal necrolysis (TEN). The 
differential diagnosis also includes erythema 
multiforme, early bullous drug eruption, and 
bullous arthropod assault, which may leave 
similar hyperpigmented patches. Fixed-drug 
eruptions can be distinguished by the lack of 
simultaneous involvement of 2 mucosal sur-
faces, lack of generalized desquamation, and 
normal vital signs and lab values, including 
white blood cell count and erythrocyte sedi-
mentation rate/C-reactive protein.

❚ A subset of fixed-drug eruption, gen-
eralized bullous fixed-drug eruption (which 
has been defined as blistering on >10% of the 
body’s surface area at 3 different anatomic 
sites), may be particularly hard to distinguish 
from SJS and TEN. Generalized bullous fixed-
drug eruption generally has a shorter latency 
period than SJS or TEN (usually <3 days com-
pared to 7-10 days) and has less mucosal 
involvement.6

Symptomatic therapy includes 
antihistamines, glucocorticoid ointment 
Management of a disseminated fixed-drug 
eruption requires a thorough history to iden-
tify the causative agent (including over-the-
counter drugs, herbals, topicals, and eye 
drops). Most patients are asymptomatic, but 
some (like our patient) are symptomatic and 
experience generalized pruritus, cutaneous 
burning, and/or pain. Symptomatic therapy 
includes oral antihistamines and potent topi-
cal glucocorticoid ointment for non-eroded 
lesions. Additionally, if not medically contra-
indicated, oral steroids may be used for gener-
alized or extremely painful mucosal lesions at 

Diagnosis:  
Disseminated fixed-drug eruption
The diagnosis was based on the morphologic 
characteristics of the eruption and the pa-
tient’s history of similar lesions that appeared 
in the exact same initial locations (chin and 
glans penis) following previous treatment with 
TMP-SMX. 

A fixed-drug eruption is an adverse cuta-
neous reaction to a drug that is defined by a 
dusky red or violaceous macule, which evolves 
into a patch, and eventually, an edematous 
plaque. Fixed-drug eruptions are typically sol-
itary, but may be generalized (as was the case 
with our patient).

❚ The pathophysiology of the dis-
ease involves resident intra-epidermal CD8+  
T-cells resembling effector memory T-cells. 
These T-cells are increased in number at the 
dermoepidermal junction of normal appear-
ing skin; their aberrant activation leads to an 
inflammatory response, stimulating tissue 
destruction and formation of the classic fixed-
drug lesion.1

The diagnosis is usually made based on 
a history of similar lesions recurring at the 
same location in response to a specific drug2 
and the classic physical exam findings of well- 
demarcated, edematous, and violaceous 
plaques. To confirm a fixed-drug eruption in the 
case of clinical equipoise, a skin biopsy may be  
performed.

Classic histologic findings of a fixed-drug 
eruption include:

• band-like lichenoid lymphocytic in-
filtrates with vacuolar changes at the 
dermoepidermal junction,

• mixed cellular infiltrates, including 
eosinophils, throughout the dermis 
and occasional superficial and  
deep mixed cellular perivascular 
infiltrates, and

• abundant melanophages suggesting 
pigment incontinence.

There are several reports of similar TMP-
SMX–induced generalized fixed-drug erup-
tions in the literature.3 One study of 64 cases of 
fixed-drug eruption found that TMP-SMX was 
the most common offender, causing 75% of 
fixed-drug eruption cases; naproxen sodium 
came in second with 12.5%.3 Other common 
culprits include the antipyretic metamizole 
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a dose of 0.5 mg/kg daily for 3 to 5 days. Be ad-
vised, however, that these therapies are based 
on case report level data.2 

Local wound care of eroded lesions in-
cludes keeping the site moist with a bland 
emollient and bandaging. The inciting agent 
must be added to the patient’s allergy list and 
avoided in the future. In equivocal cases, it is 
prudent to admit the patient for observation to 
ensure that the eruption is not a nascent SJS or 
TEN eruption.

❚ Our patient was admitted to the ob-
servation unit overnight to monitor for the 
appearance of systemic symptoms and to as-
sess the evolution of the rash for further mu-
cosal involvement that could have indicated 
SJS. Upon reassessment the next day, his older 
lesions had evolved into vesiculated and ne-
crotic areas as per the natural history of severe 
fixed-drug eruption.

He was prescribed prednisone 40 mg/d 
for 3 days to help with local inflammation, 

pain, and itching. TMP-SMX was added to his 
allergy list and he was given local wound care 
instructions. He was told to return if he devel-
oped any systemic symptoms.                 JFP
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