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HOSPITALIST ROUNDS

Fever, rash, and peeling skin

Our hospital was the third one this patient had visited
for a rash and other symptoms that had developed after
having an abscess drained.

CASEP» A 21-year-old woman sought care the second ED discontinued the Bactrim, start-

at our emergency department (ED) for an ed her on a course of steroids by mouth, and

extensive rash that began approximately sent her home.

1 week earlier and hurt “like a sunburn.” She On this particular morning, she woke up

said that 2 weeks earlier, she’d been seen atan-  feeling that her mouth was burning and her

other hospital for an incision and drainage of a  throat was “closing up.” She was admitted to

thigh abscess. She was started on sulfamethox-  our intensive care unit (ICU) for monitoring of

azole/trimethoprim (Bactrim) at that time. respiratory compromise related to angioede-
She returned to that ED several times, ma. She did not require intubation, but her

complaining of headache and fever, then skin began to desquamate.

went to a different ED because her lips

were swollen and she was developing a rash

(FIGURES 1A AND 1B). Initially the rash wasred, O WHAT IS THE MOST LIKELY

slightly rough, and covered most of her body EXPLANATION FOR HER

(except for her palms and soles). Providers at CONDITION?

FIGURE 1
Swollen lips and rash
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This 21-year-old patient had swollen lips and a rash that hurt “like a sunburn.” She said that when she woke up that morning, her mouth
was burning and her throat felt like it was “closing up.”
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Patients with
HIV, cancer,
systemic lupus
erythematosus,
and radiation
exposure are at
higher risk for
Stevens-Johnson
syndrome and
toxic epidermal
necrolysis.

10

Stevens-Johnson syndrome

A painful rash involving mucous membranes,
along with fever, should alert the clinician to
the possibility of Stevens-Johnson syndrome
(SJS) or toxic epidermal necrolysis (TEN). The
2 conditions are distinguished by how much
of the body surface area (BSA) is involved:
If the rash covers <10% of the BSA (as it did
with our patient), the condition is called SJS;
if >90%, it’s referred to as TEN.! Skin involve-
ment that falls between these 2 parameters is
referred to as SJS/TEN overlap syndrome.

Mucous membranes are involved in
more than 90% of SJS cases and in virtually
all cases of TEN.! Illnesses on this spectrum
typically start with prodromal fever and mal-
aise, followed by the onset of a maculopapu-
lar rash. The rash then becomes vesicular and
eventually progresses to desquamation and
epidermal necrolysis.?

I Common inciting factors. SJS/TEN is
most commonly caused by an infection or a
reaction to medication. In adults, medication
reactionis the more common etiology. In chil-
dren, medications are still the leading cause
but a larger proportion of pediatric cases are
associated with infection. Multiple drug clas-
sifications can lead to the disorder, including
anti-gout agents, anti-epileptics, nonsteroi-
dal anti-inflammatory drugs (NSAIDs), and
certain antibiotics—sulfonamides, penicil-
lins, and cephalosporins (TABLE).?

Slow metabolizers may be at risk
The pathophysiology that underlies these
conditions is not entirely understood. Recent
research indicates a possible role of granuly-
sin, a product of cytotoxic T and natural killer
cells.* People with slow medication metabo-
lism due to lower rates of N-acetylation may
be at increased risk because of the greater ac-
cumulation of potentially toxic metabolites.®

In addition, the risk for SJS/TEN is
3 times higher in patients who are positive
for human immunodeficiency virus (HIV).
If an HIV patient is exposed to Bactrim—the
offending agent in this case—the relative risk
increases to 40-fold.® (Our patient was not in-
fected with HIV.)

Other conditions associated with higher
risk are malignancy, systemic lupus erythe-
matosus (SLE), rapid titration or high dos-

TABLE

Agents implicated in SJS/TEN

Allopurinol

Amoxicillin

Ampicillin

Lamotrigine

Phenylbutazone

Piroxicam

Sulfadiazine

Trimethoprim/sulfamethoxazole

SJS/TEN, Stevens-Johnson syndrome/toxic epidermal
necrolysis.

Adapted from: Sharma VK et al. Indian J Dermatol
Venerol Leprol. 2008.3

es of medication, and radiation exposure.
Patients with HLA B 1502 haplotype are at
increased risk when exposed to aromatic
anticonvulsant agents, such as phenobarbi-
tal and phenytoin.’

The differential was large,

but the diagnosis was clear
Conditions with a presentation similar to SJS/
TEN include erythema multiforme, erythem-
atous drug reaction, pustular drug eruptions,
sunburn, toxic shock syndrome, staphylococ-
cal scalded skin syndrome, and paraneoplas-
tic pemphigus.

While the differential diagnosis for acute
rash is large, the diagnosis in this case was
clear because of the combination of prodro-
mal symptoms, pain that was out of propor-
tion to the appearance of the skin, and skin
sloughing. In addition, a classic inciting drug
(Bactrim) was easily identified and the timing
of the drug exposure—1 to 3 weeks before the
onset of the rash—was consistent with SJS/
TEN. Sparing of the palms and soles helped
us differentiate SJS/TEN from toxic shock
syndrome.

Why so long to diagnosis?

We suspected that the diagnosis was missed
during our patient’s earlier ED visits because
she initially had nonspecific symptoms and
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did not have mucosal involvement early on.
Further complicating matters: She went to
multiple EDs.

Labwork is of limited value

No laboratory values or pathologic tests
are pathognomonic for SJS/TEN. Anemia
and lymphopenia are possible findings,
and neutropenia is an indicator for a poor
prognosis.®? Elevated liver enzymes are
common, reaching levels approximately
2 to 3 times the upper limit of normal.?
All of these laboratory findings become
increasingly more likely as BSA involved
increases.® Our patient’s laboratory values
were unremarkable.

Tx: Discontinue drug, replace fluids
This syndrome is potentially deadly and must
be treated as an emergency as soon as it is
recognized. The mortality rate is 1% to 3% for
SJS and 25% to 35% for TEN.?

FEVER, RASH, AND PEELING SKIN

Discontinuing the causative agent is the
first step in treatment. In our patient’s case,
Bactrim had been discontinued before she
came to our ED. The next step, ideally, is to
transfer the patient to a burn unit where she
can receive the same type of supportive care
burn victims require. Diligent wound care,
fluid replacement, electrolyte monitoring,
and raised ambient temperature are vital ele-
ments in proper care. The patient should also
be evaluated throughout the treatment pe-
riod for any ocular involvement, such as con-
junctivitis, keratitis, or severe dryness."

As is the case with burn victims, the ma-
jor risks are secondary infection and sepsis.
Skin, blood, and access-line cultures should
be gathered throughout the hospitalization
to evaluate for infection. Some authorities
believe glucocorticoids are helpful in chil-
dren with SJS/TEN, but the adverse effects
are sufficiently significant that the risks
may outweigh the benefits. In adults, the
evidence favors the use of glucocorticoids in
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A burn unit
is the most
appropriate
place for
inpatient
treatment

of a patient
with SJS/TEN.

SJS, but not in TEN, where the increased risk
of sepsis following immunosuppression may
outweigh the benefits."

Intravenous immunoglobulin (IVIG)
may benefit both children and adults, and
the benefit appears to outweigh risks asso-
ciated with this therapy.'* Plasmaphoresis to
remove toxic metabolites from the circula-
tion is an additional treatment option, but
there is no strong evidence to support this
approach.”

A positive outcome for our patient

Our patient was transferred to a facility with
an inpatient burn unit and a consulting der-
matology service. She was maintained on
steroids, but neither plasmapheresis nor IVIG
was necessary.

She was discharged to her home with
prescriptions for topical emollients and an
oral steroid solution for her mouth irritation.
Systemic steroids were not continued, as the
relatively small area of desquamation made
this unnecessary.

1 Staying safe hinges on education. Our
patient was advised that going forward, she
needed to avoid Bactrim and any other sulfa
drugs. She was told that when medications
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are prescribed for her in the future, she must
consult with the pharmacist to make sure sul-
fonamides are not included." JFP
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PRACTICE POINTERS

» Ask about inciting factors for SJS/TEN—
anti-gout agents, anti-epileptics, NSAIDs,
sulfonamides, penicillins, and cephalospo-
rins—when a patient seeks care for a painful
rash involving mucous membranes.

» Rule out look-alike conditions, including
erythema multiforme, sunburn, toxic shock
syndrome, staphylococcal scalded skin syn-
drome, and paraneoplastic pemphigus.

» Withdraw the causative agent as the first
step in the treatment of SJS/TEN.

» Refer patients with SJS/TEN to a burn unit
for supportive treatment, including wound
care, fluid replacement, and electrolyte and
ocular monitoring.
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