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Toxic epidermal necrolysis is a life-threatening, typically drug-induced mucocutaneous disease. It is
clinically characterized as a widespread sloughing of the skin and mucosa, including both external and
internal surfaces. Histologically, the denuded areas show full thickness epidermal necrosis. The pathogenic
mechanism involves antigenic moiety/metabolite, peptide-induced T cell activation, leading to keratinocyte
apoptosis through soluble Fas ligand, perforin/granzyme B, tumor necrosis factor—alfa, and nitric oxide.
Recent studies have implicated granulysin in toxic epidermal necrolysis apoptosis and have suggested that
it may be the pivotal mediator of keratinocyte death. (J Am Acad Dermatol 2013;69:173.e1-13.)

Key words: apoptosis; drug eruption; erythema multiforme; granulysin; Stevens—Johnson syndrome; toxic

epidermal necrolysis.

TOXIC EPIDERMAL

NECROLYSIS

¢ Toxic epidermal necrol-
ysis is most commonly
caused by drugs and be-
gins with a prodrome of
fever, anorexia, pharyn-
gitis and morbilliform

CAPSULE SUMMARY

« Toxic epidermal necrolysis is
characterized by widespread sloughing
of the skin and the mucosal surface of
the oral cavity, gut, kidneys, eye,
genitalia, and/or lungs.

and revealed an association
with a high frequency of
antiretroviral drug use. H

TEN occurs in all age
groups, with 1 case de-
scribed in a fetus, and is
more frequently found in
women and the elderly.”'*"*

rash « The mechanism of cell death is apoptosis

¢ Toxic epidermal necrol-
ysis is a systemic dis-
ease involving the
ophthalmic, pulmonary,
genitourinary, and gas-
trointestinal systems, in
addition to the skin

Toxic epidermal necroly-
sis (TEN) is an acute life-
threatening mucocutaneous
disorder that has an esti-
mated incidence of 0.4 to
1.9 per million people annu-

ally worldwide.'™ The over-  « Certain human leukocyte antigen
allotypes are associated with toxic
epidermal necrolysis and engender an
increased risk of toxic epidermal
necrolysis caused by drugs including
allopurinol and aromatic anticonvulsant

all combined incidence of
Stevens—Johnson syndrome
(SJS), SJS/TEN overlap, and
TEN is estimated to be 2 to 7
per million cases per year."®
SJS has an annual incidence
of 1.2 to 6 per million peo-
ple,” approximately outnum-
bering TEN threefold. Studies have shown a
thousand-fold increase in the incidence of SJS and
TEN among those with an HIV infection, which is
estimated at 1 in 1000.' A multicenter study from sub-
Saharan Africa, where there isa high prevalence of HIV,
confirmed the association between SJS/TEN and HIV

agents.

via drug-induced CD8" cell exocytosis of
granzyme B/perforin and granulysin and ¢ Toxic epidermal necroly-
through the activation of the Fas—Fas
ligand pathway and tumor necrosis
factor—alfa/death receptor pathway.

+ The pathogenesis of toxic epidermal
necrolysis is initiated either by
noncovalent, direct interaction of a drug
antigenic moiety with a specific major
histocompatibility complex | allotype or
by covalent binding of a drug metabolite
to a cellular peptide to form an
immunogenic molecule.

HISTORY

sis is most commonly
caused by drugs and be-
gins with a prodrome. It
is also known as Lyell
syndrome, which was
first delineated by Alan
Lyell in 1956

In 1939, Debre et al' first
described a case that ap-
peared to be TEN. The name
TEN was proposed by Lyell'®
in 1956 after he recognized “a
toxic eruption, which closely
resembles scalding” in 4 pa-
tients, 1 of whom was later
reclassified as having staphy-
lococcal scalded skin syn-
drome."” SJS  was first
reported in 2 pediatric pa-
tients as a “new eruptive fe-
ver associated with stomatitis and ophthalmia” in
1922 by 2 American physicians, Albert Mason Stevens
and Frank Chambliss Johnson.'® Erythema multi-
forme (EM) was first described by von Hebra in
1862 as mild, self-limited eruption caused by a herpes
simplex virus (HSV) infection.”'”
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