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SUMMARY
A 53-year-old man developed a widespread
erythematous eruption which rapidly evolved into fluid-
filled bulla mostly involving the distal areas of all four
limbs and erosions on the oral as well as anogenital
mucosa. Based on clinical presentation, chronology of
drug exposure, past events and histopathology as
diagnosis of widespread bullous fixed drug eruption was
made over Steven Johnson-toxic epidermal necrolysis
syndrome. Steroids were deferred and the lesions healed
with minimal pigmentation within a week. Differentiating
between the two entities has been historically difficult,
and yet can have significant therapeutic and prognostic
implications.

BACKGROUND
Although fixed drug eruptions (FDEs) are not very
uncommon adverse drug reactions, the widespread
bullous variant are comparatively rare and may be
difficult to identify early.1 Wide spread bullous
FDEs are a rare variant of FDEs that can be clinic-
ally confused with Steven-Johnson syndrome-toxic
epidermal necrolysis (SJS-TEN).2–4 These two
entities differ significantly with respect to manage-
ment and prognosis. A biopsy can be a useful tool
in making an accurate diagnosis. Identifying and
withdrawing the culprit medications is paramount.
The case highlights the importance of differentiat-
ing these two entities that resemble each other
closely and yet differ in terms of management and
prognosis.

CASE PRESENTATION
A 53-year-old man with a known history of chronic
pancreatitis, diabetes mellitus and prior alcohol
misuse presented to the clinic with severe abdom-
inal pain, vomiting and fever. He was treated with
non-steroidal anti-inflammatory drugs (NSAIDs;

diclofenac), antiemetics (ondansetron), antipyretics
(acetaminophen) opioids (tramadol) and intraven-
ous fluid with normal saline. On the second day
following admission (around 20 h after the admin-
istration of diclofenac and ondansetron and 12 h of
the tramadol), he reported of an itchy tender rash
on his palms and soles and painful oral ulcers. An
examination revealed multiple erythematous and
bullous plaques ranging in size from 2×2 cm to the
largest of almost 5×5 cms, on both palms and soles
(figures 1 and 2A,B). The bullae contained clear
serous fluid. Skin erosions were also noted over the
genital and perianal region with multiple ulcers and
crusts in the oral cavity (figure 3). A working diag-
nosis of SJS versus widespread FDE was made and
skin biopsies were sent for histopathological exam-
ination. A review of his medical history revealed a
similar occurrence 3 years ago when he received
diclofenac during a hospital admission within a day
of administration, at the time he was diagnosed
with SJS-TEN; blistering erythematous lesions on
both palms and soles as well as oral sores were
mentioned, but further details including exact treat-
ment received were unavailable; biopsy was,
however, not performed during the prior event.

Figure 1 Symmetrical bullous erythematous lesions
noted on palms.

Figure 2 (A and B) bullous erythematous lesions seen
on the feet, including soles and intertriginous areas.

Patell RD, et al. BMJ Case Rep 2014. doi:10.1136/bcr-2013-200584 1

Reminder of important clinical lesson

http://crossmark.crossref.org/dialog/?doi=10.1136/bcr-2013-200584&domain=pdf&date_stamp=2014-2-7


The lesions as per the patient healed in less than a week without
consequence.

INVESTIGATIONS
The histopathology assessment showed intraepidermal and some
subepidermal vesicles with necrosis of epidermal keratinocytes.
Infiltration of polymorphonuclear, eosinophilic and mono-
nuclear cells was noted with interphase dermatitis and perivas-
cular distribution. The picture was consistent with FDE.

DIFFERENTIAL DIAGNOSIS
Generalised FDE and SJS-TEN were the two major differentials.

TREATMENT
Dermatology was consulted and a decision to defer systemic
steroids was made. Local measures to prevent infection and
emollients over the raw areas were instituted.

OUTCOME AND FOLLOW-UP
The patient was discharged a week later with hyper-pigmented
lesions and appropriate treatment for pancreatitis. Diclofenac
was deemed as the most likely culprit agent based on his history
and its profile. He was explained the need to avoid diclofenac
and educated about the importance of highlighting his allergic
drug history in all future contacts with the medical care system.
A patch testing to confirm the culprit drug was considered but it
was not possible due to logistic and financial constraints.

DISCUSSION
FDE are a part of a spectrum of hypersensitivity skin reactions
following the ingestion of certain drugs (most commonly anti-
bacterials, antimalarials, NSAIDs, paracetamol and barbiturates).
Characteristics include dusky red or violaceous plaques occur-
ring over a fixed area of the body within hours of exposure to
medications and lesions typically reoccurring over the same
region on re-exposure to the culprit medications.1 Rare variants
of FDE include non-pigmenting and bullous lesions, the latter
resembling SJS and TEN. The incidence of drug-induced skin
reactions varies from 2% to 5% for inpatients to 1% for outpa-
tients. FDEs contribute to a significant portion of these account-
ing for up to 9–21% in some series.1 5

FDEs usually appear as solitary, erythematous, bright red or
dusky macules that may evolve into an oedematous plaque or
bullous-type lesions. They may develop within 24 h after inges-
tion of the drug and are often painful. Residual

hyperpigmentation is common. Rechallenge or patch testing at a
previous location site (positive in 43% patients) can be used to
identify the precise culprit medication in case of uncertainity.6

Historically differentiating between widespread bullous FDE
and SJS-TEN has been difficult. Paucity of constitutional symp-
toms, well-demarcated blisters and erythematous patches,
absence of target lesions, relative sparing of the mucosa, history
of similar eruption and rapid onset since exposure support a
diagnosis of FDE over SJS-TEN. Histopathology, especially
detailed histopathological examination from early stage lesions
or perilesional skin,7 may be helpful. While SJS-TEN lesions
affect the dermoepidermal junction with lymphocytic infiltrate,
FDEs are identified by vacuolar interface dermatitis with epider-
mal necrosis and a superficial and deep perivascular infiltrate of
lymphocytes, eosinophils and neutrophils.2 Despite these differ-
entiating features, precise delineation remains a challenge and
often relies on the acumen and experience of the clinician and
dermatopathologist.3 4

The management of widespread FDEs, besides immediate
withdrawal of the offending agent, involves antiseptic solutions
and emollients to promote the healing of local ulcers and sup-
portive measures for pain and infection prevention. Oral anti-
septic rinses for mucosal erosions and local ointments for
perianal lesions are usually used. The role of steroids is
unproven but are resorted to in severe cases.6 Most dermatolo-
gists consider widespread bullous FDEs have a more favourable
outcome as compared to SJS/TEN often with complete reso-
lution of symptoms and lesions on withdrawing the offending
agent2 although a recent paper questions its benign reputation.8

Learning points

▸ Generalised bullous fixed drug eruption is a rare variant of
fixed drug eruptions and may be confused with Steven
Johnson syndrome/toxic epidermal necrolysis.

▸ Various clinical and histopathological differences can guide
the clinician to the right diagnosis.

▸ Differentiating between the two entities is important as it
may have important prognostic and management
implications.
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