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 CASE LETTER

To the Editor:
A 25-year-old woman with no notable medical history 
was admitted to the hospital for suspected Stevens-
Johnson syndrome (SJS). The patient was started on 
amoxicillin 7 days prior to the skin eruption for prophy-
laxis before removal of an intrauterine device. On the day 
of admission, she reported ocular discomfort, dysphagia, 
and dysuria. She developed erythema of the conjunctivae, 
face, chest, and proximal upper extremities, as well as 
erosions of the vermilion lips. She presented to the local 
emergency department and was transferred to our insti-
tution for urgent dermatologic consultation. On physi-
cal examination by the dermatology service, the patient 
had erythematous macules coalescing into patches with 
overlying flaccid bullae, some denuded, involving the 
face, chest, abdomen, back (Figure 1), bilateral upper 
extremities, bilateral thighs, and labia majora and minora. 
Additionally, she had conjunctivitis, superficial erosions of 
the vermilion lips, and tense bullae of the palms and soles. 
On palpation of the flaccid bullae, the Asboe-Hansen sign 
was elicited (Figure 2 and video). A shave biopsy of the 
newly elicited bullae was performed. Pathology showed 
a subepidermal bulla with confluent necrosis of the epi-
dermis and minimal inflammatory infiltrate. An additional 
shave biopsy of perilesional skin was obtained for direct 

immunofluorescence, which was negative for IgG, C3, 
IgM, and IgA. Based on the clinical presentation involving 
more than 30% of the patient’s body surface area (BSA) 
and the pathology findings, a diagnosis of toxic epider-
mal necrolysis (TEN) was made. The patient remained 
in the intensive care unit with a multidisciplinary team 
consisting of dermatology, ophthalmology, gynecology, 
gastroenterology, and the general surgery burn group. 
Following treatment with intravenous immunoglobulin, 
systemic corticosteroids, and aggressive wound care, the 
patient made a full recovery.

Toxic epidermal necrolysis is a rare, acute, life- 
threatening mucocutaneous disease within a spectrum of 
adverse cutaneous drug reactions. The estimated world-
wide incidence of TEN is 0.4 to 1.9 per million individuals 
annually.1 Toxic epidermal necrolysis is clinically charac-
terized by diffuse exfoliation of the skin and mucosae with 
flaccid bullae. These clinical features are a consequence of 
extensive keratinocyte death, leading to dermoepidermal 
junction dissociation. Commonly, there is a prodrome of 
fever, pharyngitis, and painful skin preceding the diffuse 
erythema and sloughing of skin and mucous membranes. 
Lesions typically first appear on the trunk and then follow 
a centrifugal spread, often sparing the distal aspects of the 
arms and legs. 

Toxic epidermal necrolysis is part of a continuous 
spectrum with SJS. Less than 10% BSA involvement  
is considered SJS, 10% to 30% BSA involvement is  
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RELATED VIDEO ONLINE
A video demonstrating the Asboe-Hansen  
sign is available with this article online 

 >> �www.mdedge.com/dermatology
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SJS/TEN overlap, and more than 30% BSA detachment 
is TEN. Stevens-Johnson syndrome can progress to TEN. 
In TEN, the distribution of cutaneous lesions is more 
confluent, and mucosal involvement is more severe.2  
The differential diagnosis may include staphylococcal 
scalded skin syndrome, drug-induced linear IgA bul-
lous dermatosis, severe acute graft-vs-host disease, drug 
reaction with eosinophilia and systemic symptoms, and 
invasive fungal dermatitis. An accurate diagnosis of  
TEN is imperative, as the management and morbidity of 
these diseases are vastly different. Toxic epidermal necroly-
sis has an estimated mortality rate of 25% to 30%, with 
sepsis leading to multiorgan failure being the most com-
mon cause of death.3

Although the pathophysiology of TEN has yet to be 
fully elucidated, it is thought to be a T cell–mediated  
process with CD8+ cells acting as the primary means of 
keratinocyte death. An estimated 80% to 95% of cases 
are due to drug reactions.3 The medications that are most  
commonly associated with TEN include allopurinol, anti-
biotics, nonsteroidal anti-inflammatory drugs, and anti-
convulsants. Symptoms typically begin 7 to 21 days 
after starting the drug. Less commonly, Mycoplasma 
pneumoniae, dengue virus, cytomegalovirus, and contrast 
medium have been reported as inciting factors for TEN.2 

The diagnosis of TEN is established by correlat-
ing clinical features with a histopathologic examination 

obtained from a lesional skin biopsy. The classic cutane-
ous features of TEN begin as erythematous, flesh-colored, 
dusky to violaceous macules and/or morbilliform or tar-
getoid lesions. These early lesions have the tendency to 
coalesce. The cutaneous findings will eventually progress 
into flaccid bullae, diffuse epidermal sloughing, and full-
thickness skin necrosis.2,3 The evolution of skin lesions 
may be rapid or may take several days to develop. On 
palpation, the Nikolsky (lateral shearing of epidermis 
with minimal pressure) and Asboe-Hansen sign will 
be positive in patients with SJS/TEN, demonstrating 
that the associated blisters are flaccid and may be dis-
placed peripherally.4 For an accurate diagnosis, the biopsy 
must contain full-thickness epidermis. It is imperative to 
choose a biopsy site from an acute blister, as old lesions 
of other diseases, such as erythema multiforme, will even-
tually become necrotic and mimic the histopathologic 
appearance of SJS/TEN, potentially leading to an incor-
rect diagnosis.4 Full-thickness epidermal necrosis has a 
high sensitivity but low specificity for TEN.3 The histo-
logic features of TEN vary depending on the stage of the 

FIGURE 1. Erythematous macules coalescing into large patches 
with overlying flaccid and denuded bullae in the setting of toxic  
epidermal necrolysis. 

FIGURE 2. To elicit the Asboe-Hansen sign, perpendicular pressure is 
applied to an intact bulla. 

Copyright Cutis 2019. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.

CU
TIS

 D
o 

no
t c

op
y



ASBOE-HANSEN SIGN

E8   I  CUTIS® WWW.MDEDGE.COM/DERMATOLOGY

disease. Classic histologic findings include satellite necro-
sis of keratinocytes followed by full-thickness necrosis  
of keratinocytes and perivascular lymphoid infiltrates.  
The stratum corneum retains its original structure.4

The Asboe-Hansen sign, also known as the bulla 
spread sign, was originally described in 1960 as a diag-
nostic sign for pemphigus vulgaris.5 A positive Asboe-
Hansen sign demonstrates the ability to enlarge a bulla in 
the lateral direction by applying perpendicular mechani-
cal pressure to the roof of an intact bulla. The bulla is 
extended to adjacent nonblistered skin.6 A positive sign 
demonstrates decreased adhesion between keratinocytes 
or between the basal epidermal cells and the dermal 
connective tissue.5 In addition to pemphigus vulgaris, 
the Asboe-Hansen sign may be positive in TEN and SJS, 
as well as other diseases affecting the dermoepidermal 
junction including pemphigus foliaceus, pemphigus veg-
etans, and bullous pemphigoid. Asboe-Hansen5 made 
the argument that a fresh bulla should be biopsied if 
histopathologic diagnosis is necessary, as older bullae 
may exhibit epithelial cell regeneration and disturb an 
accurate diagnosis.

Accurate and early diagnosis of TEN is imperative, as 
prognosis is strongly correlated with the speed at which 
the offending drug is discontinued and appropriate 
medical treatment is initiated. Prompt withdrawal of the 
offending drug has been reported to reduce the risk for 

morbidity by 30% per day.7 Although classically associ-
ated with the pemphigus group of diseases, the Asboe-
Hansen sign is of diagnostic value to the pathologist in 
diagnosing TEN by reproducing the same microscopic 
appearance of a fresh spontaneous blister. Due to the 
notable morbidity and mortality in SJS and TEN, the 
Asboe-Hansen sign should be attempted for the site of a 
lesional biopsy, as an accurate diagnosis relies on clinico-
pathologic correlation. 
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