
with all cases resolving before the 15-day cutoff used
by EuroSCAR criteria. The mortality rate is signifi-
cantly higher in TEN, with TEN having an estimated
mortality of 30% or higher.8 Clinical comorbidities
are significant, including long-term ocular complica-
tions and persistent mucosal lesions. In contrast,
AGEP is generally self-limiting, and resolution of
lesions occurs within 1 to 2 weeks following drug
withdrawal.1,6 Mortality is less than 5% in AGEP with
few lasting comorbidities.1

AGEP has several histopathologic features,
including spongiform subcorneal or intraepidermal
pustules, a mixed perivascular and interstitial infil-
trate 1/- eosinophils, papillary dermal edema, psor-
iasiform hyperplasia, and focal keratinocyte

necrosis. The clinical differential diagnosis includes
pustular psoriasis, subcorneal pustular dermatosis,
staphylococcal scalded skin syndrome, TEN, and
drug hypersensitivity syndrome. On histopathology,
pustular psoriasis may most commonly share fea-
tures with AGEP. Histopathologic similarity with TEN
has also been reported.9

TEN is characterized by keratinocyte necrosis
with full-thickness epidermal necrolysis, a sparse
mixed inflammatory infiltrate, and subepidermal
bullae formation on histopathology.2 However,
epidermal necrosis and subepidermal bullae have
also been reported in AGEP.9 One study showed
scattered or segmental necrotic keratinocytes in 46%
and 7% of AGEP cases, respectively.10 Our case

Fig 3. A, Patient 6 presented with extensive erythematous macules that coalesced into large
patches with superficial desquamation. B, Punch biopsy showed spongiosis with subcorneal
pustules. (B, Hematoxylin-eosin stain; original magnification: B, 3100.)

Fig 4. A, Patient 7 presented with large areas of dry desquamation on the back and flaccid
bullae on the chest and extremities. B, Punch biopsy showed subcorneal pustules, significant
neutrophilic spongiosis, and necrotic keratinocytes. (B, Hematoxylin-eosin stain; original
magnification: B, 320.)

JAAD CASE REPORTS

SEPTEMBER 2021
120 Huang et al



series showed significant keratinocyte necrosis in 4
of the 8 patients. The higher proportion of cases with
segmental necrotic keratinocytes on histopathology
likely reflects the selection bias of clinically severe
AGEP cases.

In the case series, 4 of the 5 frozen sections
showed necrotic keratinocytes. Frozen section is a
valuable, yet underutilized tool for rapid inpatient
diagnosis of SCARs. It is especially useful in diag-
nosing Stevens-Johnson syndrome/TEN, with
epidermal necrosis being a characteristic feature.11

However, a singular focus on necrotic keratinocytes
can lead to a misdiagnosis of Stevens-Johnson syn-
drome/TEN in cases of severe AGEP where signifi-
cant necrosis is possible. Frozen sections from
epidermis-only biopsies only further compound
this problem by providing partial sampling.
Consideration of EuroSCAR criteria such as clinical
onset/resolution of rash and lesion morphology can
help avoid this important diagnostic pitfall when
performing frozen sections for the rapid diagnosis of
SCARs; epidermal necrosis is not specific for TEN.

Although AGEP can present with features of TEN,
they are separate conditions with distinct etiologies.
AGEP occurs due to interleukin 8 (IL-8) recruitment
and activation of neutrophils as a type IVd T-cell
reaction, whereas TEN is a type IVc reaction, in
which cytotoxic CD81 T cells cause keratinocyte
apoptosis.12 Inflammatory skin reactions occur when
drug-specific T cells cause the release of granulysin
in TEN, and IL-8, interleukin 17, and interleukin 22 in
AGEP.13 Overlap between these immune reactions
may explain the presence of features of TEN in AGEP
cases.

Severe cases of AGEP may share clinical and
histopathologic features with TEN. However, in our

case series, superficial desquamation, the absence of
severe mucosal involvement, rapid onset/resolution
of rash, lack of pain with desquamation, and the
presence of neutrophilic spongiform pustules with
dermal edema on histopathology favored a diagnosis
of AGEP. Using EuroSCAR criteria can help narrow
the diagnosis, with all 8 cases scoring as ‘‘probable’’
or ‘‘definite’’ AGEP. Cases of AGEP with TEN-like
desquamation represent a distinct morphological
presentation of AGEP that should be recognized to
avoid misdiagnosis and mistreatment.
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