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• A clue is a fact, circumstance, or principle which, being taken 
hold of and followed up, leads through a maze, perplexity, 
difficulty or intrincate investigation

Clue. Definition in the Oxford Medical Dictionary





• Histopathologic findings that are helpful for specific diagnosis, 
although they are not absolutely specific of any entity

Clues in Dermatopathology (A.B. Ackerman)
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Clumps of melanin within
pleated hair shafts are a clue
to trichotillomania.
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• An epidermal basal layer showing “a row of tombstones 
keratinocytes” is a clue to pemphigus vulgaris

• An epidermis showing appearance of “dilapidated brick wall” is 
a clue to Hailey-Hailey disease

• A sharp slanting curvilinear transition border between normal 
and atypical epidermis in a “flute pick” configuration is a clue 
to solar keratosis

Examples of clues in Dermatopathology proposed by L. Requena to A.B. Ackerman



A.B. Ackerman response:

“No!!!! These are 
histopathologic cliches!”



• When the histopathologic finding had been described by A.B. 
Ackerman: it was a clue

Clues in Dermatopathology. Definition



• When the histopathologic finding had been described by A.B. 
Ackerman: it was a clue

• When the histopathologic finding had been described by 
anybody else: it was a cliche

Clues in Dermatopathology. Definition



CLICHES PROPOSED BY DR. REQUENA



What is the cliche and what is the diagnosis?
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Vertical columns of basophilic degeneration replacing hair follicles are cliches to…



Vertical columns of basophilic degeneration replacing hair follicles are cliches to electro-epilation
in a congenital melanocytic nevus…
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What is the cliche and what is the diagnosis?









Intercellular eosinophilic deposits in the inner half of the infundibular epithelium 
is a cliche to …



Intercellular eosinophilic deposits in the inner half of the infundibular epithelium 
is a cliche to follicular spicules of the nose due to cryoglobulinemia









IgG











Control
serum

Patient’s
serum

Material from the
nasal spicules



Patients’s
serum

Material from the 
nasal spicules
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What is the cliche and what is the diagnosis?







An apocrine hidrocystoma-like kesion on the fingertips or toes is a cliche to…



An apocrine hidrocystoma-like kesion on the fingertips or toes is a cliche to
digital papillary adenocarcinoma



Deepers sections of the same biopsy…









• 7 cases of DPC in which the initial histopathologic 
diagnosis in all cases was apocrine hidrocystoma or 
cystadenoma

• However, complete excision of the neoplasms led to a 
final diagnosis of DPC 

• Pathologists and dermatopathologists should be 
aware that a histopathologic diagnosis of apocrine 
hidrocystoma or cystadenoma on the fingers and toes 
should be established with caution, because probably 
those lesions represent the superficial and cystic 
component of an underlying DPC, and a wider 
excision should be performed



“Apocrine hidrocystoma” 
on fingers or toes

Digital papillary 
adenocarcinoma
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What is the cliche and what is the diagnosis?









Solid aggregates of epithelial clear cells embedded in a
sclerotic stroma is a cliche to…



Solid aggregates of epithelial clear cells embedded in a
sclerotic stroma is a cliche to clear-cell apocrine hidradenoma or…



Clear cell syringoma, or…



Desmoplastic tricholemmoma
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What is the cliche and what is the diagnosis?















Hyperplastic sebaceous glands above a fibroblastic proliferation
is a cliche to …



Hyperplastic sebaceous glands above a fibroblastic proliferation
is a cliche to dermatofibroma with sebaceous induction
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What is the cliche and what is the diagnosis?













Intraepidermal atypical multinucleated keratinocytes are a cliche to…



Intraepidermal atypical multinucleated keratinocytes are a cliche to monkeypox





• 20 patients with positive Monkeypox virus DNA 
polymerase chain reaction

• The most characteristic histopathologic findings
consisted of full-thickness epidermal necrosis 
with hyperplasia and keratinocytic ballooning at 
the edges

• In some cases, the outer root sheath of the hair
follicle and the sebaceous gland epithelium were
affected

• Intraepithelial cytoplasmic inclusion bodies and 
scattered multinucleated keratinocytes with
atypical nuclei

• Immunohistochemically, strong positivity with
anti-Vaccinia virus antibody was seen in the
cytoplasm of ballooned keratinocytes



Anti-vaccinia
virus Ab



But…





HSV-1









Measles Ab





















• Necrotic and multinucleated
keratinocytes with large and 
pleomorphic nuclei

• Similar atypical epithelial
cells have been described in 
lung, cervix and bladder of 
patients receiving busulfan
(“Busulfán cells”).











• Herpes simplex
• Varicella zoster
• Measles
• Monkeypox
• Condyloma acuminatum treated with podophyllin
• Drug eruption: Busulfan, phenytoin
• Pityriasis rosea
• Lichen simplex chronicus and prurigo nodularis
• Lichen planus
• Lichen amyloidosis
• Lupus erythematosus
• Dermatitis herpetiformis
• Pemphigus vulgaris
• Erythema multiforme
• Pustular psoriasis 
• Factitial dermatosis
• Contact dermatitis
• Pityriasis lichenoides chronica
• Bowen disease



Intraepidermal atypical multinucleated giant cells are a cliche to …



Intraepidermal atypical multinucleated giant cells are a cliche to nothing,
because they are completely non-specific



7

What is the cliche and what is the diagnosis?









Arrector pili myositis is a cliche to…



Arrector pili myositis is a cliche to dermatomyositis associated
with pityriasis rubra pilaris (Wong dermatomyositis)
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What is the cliche and what is the diagnosis?













A depression in the horny layer with frayed border is a cliche to…



A depression in the horny layer with frayed border is a cliche to
circumscribed palmar or plantar hypokeratosis



The “frayed flag” sign



• Ten patients with of a solitary circumscribed 
and circular area of erythematous depressed 
skin on the palm or on the sole

• Histopathologic study demonstrated that the 
epidermis covering the depression showed 
markedly thinner horny layer and a slightly 
diminished granular cell layer when 
compared with adjacent noninvolved skin 

• Keratinocytes of the squamous cell layer, 
granular cells, and corneocytes showed, 
otherwise, a normal appearance 

• Serial sections failed to demonstrate cornoid
lamellation.
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What is the cliche and what is the diagnosis?













Numerous dyskeratotic cells scattered in the horny layer are 
a cliche to …



Numerous dyskeratotic cells scattered in the horny layer are 
a cliche to autoimmune collagen vascular disease
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What is the cliche and what is the diagnosis?





















Acantholytic corneocytes atop a parakeratotic horny layer in a hyperplastic 
epidermis is a cliche to…



Acantholytic corneocytes atop a parakeratotic horny layer in a hyperplastic 
epidermis is a cliche to CHILD syndrome or verruciform xanthoma



Adipophilin



• CHILD syndrome is an X-linked, dominant disorder with a male-lethal 
trait.

• CHILD syndrome results from mosaicism inactivating the NAD(P)-
dependent steroid dehydrogenase-like (NSDHL) protein gene, leading to
decreased or absent 3- -hydroxysteroid dehydrogenase function

• 3- -hydroxysteroid dehydrogenase is involved in cholesterol biosynthesis
• "CHILD" for congenital hemidysplasia, ichthyosiform erythroderma, and 

limb defects,
• Histopathology: identical to verruciform xanthoma. Both lesions show 

acantholytic corneocytes

CHILD SYNDROME













• Acrosyringeal concentration of necrotic 
keratinocytes in certain cases of EM 

• Acrosyringeal concentration was observed 
in 10 of 29 specimens, all 10 clinically drug 
related

• Acrosyringeal concentration of necrotic 
keratinocytes in EM occurs in drug-related 
cases and is more likely to be accompanied 
by a dermal inflammatory infiltrate 
containing eosinophils. 

• Drug concentration in sweat may explain 
this pattern with subsequent toxic and 
immunologic mechanisms leading to the 
fully evolved lesion
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What is the cliche and what is the diagnosis?









• A 37-year-old male was diagnosed with systemic lupus erythematosus
in 2011 and since then he was taken hydroxychloroquine. 

• In April 2013, he presented with fever, cardiogenic shock, 
pancytopenia, proteinuria of 1.5 gr/24 h, pneumonitis, pleuritis and a 
cutaneous eruption involving the face, hands and anterior chest.

Cliche 12. Clinical history











Acrosyringeal concentration of necrotic keratinocytes is a cliche to …



Acrosyringeal concentration of necrotic keratinocytes is a cliche to
systemic lupus erythematosus





Our case Cerroni’s case



Dos casos--tabla
Our case Cerroni’s case

Sex /Age Male / 37 years Female / 21 years

Years of evolution of SLE 2 4

Cutaneous lesions Facial rash, erythematous plaques on
the neck, chest and limbs

Facial rash, erythematous macules on
the arms and upper chest

Antibodies Anti ds-DNA Abs
anti-RNP Abs

Anti ds-DNA Abs
Anti-RNP and Anti-Sm Abs
Antiphospholipid Abs

Involvement CNS, cutaneous, muscular, skeletal,
renal, pulmonar and hematologic

CNS, cutaneous,  muscular, 
skeletal, renal, pulmonar and 
hematologic

Histopathologic findings Exclusive involvement of the
acrosyringia

Exclusive involvement of the
acrosyringia

Follow-up Recover Death



But….
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What is the cliche and what is the diagnosis?















CEA



• A 67-year-old male with 
lung cancer developed 
muscular weakness and 
pruritic skin lesions 

• Skin biopsy showed 
interface dermatitis with 
vacuolar degeneration of 
the basal layer, dermal 
mucin deposits, and 
necrotic keratinocytes in 
the acrosyringia

• Autoimmunity tests 
showed positivity for 
antinuclear antibodies and 
anti-NXP2







What is the cliche and what is the diagnosis?Acrosyringeal concentration of necrotic keratinocytes is a cliche to…



What is the cliche and what is the diagnosis?Acrosyringeal concentration of necrotic keratinocytes is a cliche to
EM, systemic lupus erythematosus or dermatomyositis 



Acute LE and
dermatomyositis

Drug-induced EM

Clinical features Erythemato-edematous
macules and plaques

Target-like lesions, frequent
mucosal involvement

Present disease Related with acute outbreak
of systemic LE or
dermatomyositis

Related with the administration of
new medications

Histopathology - Necrotic keratinocytes in   
and around acrosyringia

- No eosinophils
- Focal parakeratosis

- Necrotic keratinocytes in and 
around acrosyringia

- Sometimes, some eosinophils
- No focal parakeratosis

Treatment Corticosteroids/immunomo-
dulators

Withdrawal medication
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What is the cliche and what is the diagnosis?













Large bluish keratinocytes at the the upper layers of the epidermis are a cliche to…



Large bluish keratinocytes at the the upper layers of the epidermis are a cliche to
wart in AIDS patients





• Swollen keratinoeytes in the granular layer in 
lesions from four patients who had human 
immunodeficiency virus infection 

• These cells were similar to those described in 
skin lesions of epidermodysplasia
verruciformis.

• Amplification of DNA from the lesions 
revealed an amplimcr for human 
papillomavirus using a consensus primer for a 
highly conserved region of the Ll open reading 
frame

• The presence of these distinctive swollen cells 
strongly suggests immunosuppression and quite 
possibly infection by a less common 
papillomavirus type.



But….















Large bluish keratinocytes at the the upper layers of the epidermis are a cliche to
wart in AIDS patients and wart in epidermodysplasia verruciformis



But….















Large bluish keratinocytes at the the upper layers of the epidermis are a cliche to
wart in AIDS patients, wart in epidermodysplasia verruciformis and wart in 
immunocompetent patients



Large bluish keratinocytes at the the upper layers of the epidermis are a cliche to
warts, and nothing else


