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Clue. Definition in the Oxford Medical Dictionary

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
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Clues in Dermatopathology (A.B. Ackerman)

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



One, or more, collections of
neutrophils atop a stratum corneum
are a clue to suppurative folliculitis
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arrayed parallel to corneocytes in a
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is a clue to adult-T-cell leukemia/lymphoma
caused by HTLV-1.
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Clumps of melanin within
pleated hair shafts are a clue
to trichotillomania.
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A. B. Ackerman. ““Do you understand
now what is a clue?”
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A. B. Ackerman. ““Do you understand
now what is a clue?”

L. Requena ““Yes, | got it”
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A. B. Ackerman. ““Do you understand
now what is a clue?”

L. Requena ““Yes, | got it”

A. B. Ackerman. ““ OK. Give some
examples of clues”



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

« An epidermal basal layer showing “a row of tombstones
keratinocytes” is a clue to pemphigus vulgaris
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Examples of clues in Dermatopathology proposed by L. Requena to A.B. Ackerman

« 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




A.B. Ackerman response:

“No!!ll These are
histopathologic cliches!”




Clues in Dermatopathology. Definition

* 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



CLICHES PROPOSED BY DR. REQUENA




What Is the cliche and what is the diagnosis?
















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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Intercellular eosinophilic deposits in the inner half of the infundibular epithelium
Isaclicheto ...



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




B pH 7.4

@ pH 72
A pH 70




Follicular spicules of the nose: A peculiar cutaneous

manifestation of multiple myeloma with
cryoglobulinemia

Luis Requena, MD,* José Luis Sarasa, MD.® Fernando Ortiz Masllorens, MD,*
Lucia Martin, MD,* Enric Piqué, MD,* Mercedes Olivares, MD,*

Maria Carmen Farifia, MD,* Elena Prieto, MD 4 Eloy Pacho, MD,® and

Juan Gomez Octavio, MD® Madrid, Spain

We describe a patient with multiple mycloma and cryoglobulinemia who had spicules with

a hurn) _appearancs in the I’ol'lu:ular openings of the face, particularly on the nose

study di d that these spicules consisted of eosinophilic homoge-

nmus deposats in the intercellular spaces between keratinocytes in the upper layers of the fol-

licular infundibulum. Direct |mmunoﬂuumswnw ultrastructural, and biochemical investi-

gauuns revealedﬂwt Ul P its werecry is iof 1gG-x with

char istics identical to thase of the parnpml:m prmnl in the serum of

the patient. Hence we believe that these lesions are best referred to as ps:uduh)'pcl’kemlobc

aptculcs ul‘ lhc nose, and that they are a ch jon of paticnis
with y and cryoglobulinemia. (J AM Acab DERMATOL 1995,32:834-9.)

Cutaneous manifestations in patients with multi-
ple myeloma have been classified as specific and
nonspecific.! The specific skin lesions include ex-
tramedullary plasmocytomas and secondary cuta-
neous invol by direct ion from under-
lying bone tumors, The nonspecific manifestations
include cutaneous findings that occur as a result of
abnormal levels of proteins, cytopenia, or myeloma-
tous involvement of internal organs. Since Blue-
farb’s publication,’ several reports have described
additional cutaneous findings in patients with mul-
tiple myeloma. These findings include pyoder-
ma gang n,** leukocy ic vasculitis,’

hiotic I loma,® scleromyxedema,’
Sweet's syndmmc," ? subcorneal pustu}ar dermato-

have recently been reviewed.!® A characteristic, al-
though uncommon, cutaneous manifestation in pa-
tients with multiple myeloma and crvoglobulinemia
consists of spicules with horny appearance that de-
velop in follicular openings of the face, particularly
on the nose.

We describe a 79-year-old man with [gG-x mul-
tiple myeloma and cryoglobulinemia who had folli-
cular spicules, composed mostly of 1gG-x, on his
face.

CASE REPORT
AT9-y Id man had multiple filiform spicules on his

face, The pu!.imt had a 30-year hislur): of chronic
ohstrucuve alrway disease. His medications included

ide, and theophylline. Examination re-

sis, 10, 11 POEMS 'l r| 214 o, 3, s an-
gioedema with C1 inhibitnr deficiency,'® and plane
xanthoma.'” All these cutaneous manifestations

From the D of Dermatology* Pathology,® Immunclogy
Hematodogy,! and Internal Medicine® Fundacién Jiménez Diaz,
Clinica de Nuestrn Seflors de la Concepeide, Universidad Au-
tonomiL
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vealed multiple, minute follicular spicules, mostly on the
nose (Fig. 1), forehead, cheeks, chin, and, to a lesser ex-
tent, on the shoulders, arms, and upper portions of the
hnck These <p1cul$ uould be removed easily unlhoul
fing. Si fonth p, many hair shafts sh

tiny white adherent particles of the same material, mim-
icking nits of hair casts. A mottled, red to blue, reticulated
vascular pattern suggestive of livedo reticuluris was
evident on the anterior aspect of the knees, and purpuric
lesions, some with a necrotic surface and covered by
hemorrhagic mm were pr:sml on both ankles.

R showed small oste-

O190-0622/95 §300+ 0 16/4/56465
834

olytic defects in lhc skull and in two vertebrae that were



What is the cliche and what is the diagnosis?
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An apocrilne' Hidrdc'yéht'om _like kesion on the f‘ir'i'gjér'tips' or toes is a cliche to
digital papillary adenocarcinoma



Deepers sections of the same biopsy...













ORIGINAL ARTICLE

“Apocrine Hidrocystoma and Cystadenoma”-like
Tumor of the Digits or Toes
A Potential Diagnostic Pitfall of Digital Papillary Adenocarcinoma

Ana-Maria Molina-Ruiz, MD,* Mar Llamas-Velasco, MD,# Arno Riitten, MD,}
Lorenzo Cerroni, MD.§ and Luis Requena, MD*

Abstract: Digital papillary carcinoma (DPC) is a rare, under-
reported, and often misdiagnosed malignant tumor of the sweat
glands. It is often located on the digits and toes and most
commonly occurs in male individuals in their fifties to seventies.
Because of lack of pain, slow growth, and an inco o
appearance, clinical diagnosis is often missed or de
contrast, apocrine hidrocystoma (AH) is a eystic adenoma that
arises from the apocrine secretory coil, and it is extremely rare
for AHs to develop on the digits. We report 7 cases of DPC,
including clinical course, histopathologic and immunohisto
chemical findings approach in which the initial
histopathologic diagnosis in all cases was AH or cystadenoma.
However, complete ex »n of the neoplasms led 1o a final di-
agnosis of DPC. After an adequate treatmer
metastasis was found in any of the cases described. All the cases
studied showed similar histopathologic and immunohisto
chemical findings. The initial incisional biopsy showed large
scular or multilocular cystic spaces ated within the der-
lined by a double layer of epithelial cells with tiny papillary
structures. No cellular atypia, necrosis, or pleomorphism was
observed. However, complete excision revealed neoplastic le-
sions involving the dermis and/or subcutis, with an infiltrative
pattern and papillary projections into luminal spaces. Im-
munoperoxidase studies showed positivity for CK7, S-100 pro-
tein, CEA, p63, smooth muscle actin, and calponin. DPC is a
rare but life-threatening mal cy, therefore it is important to
be able to identify such a lesion both clinically and histo-
pathologically, treat it, and monitor the patient for the tumor’s
potential recurrence and metastasis. Pathologists and dermato-
pathologists should be aware that a histopathologic diagnosis
of AH or cystadenoma on the fingers and toes should be
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established with caution, because probably those lesions repre-
sent the superficial and cystic component of an underlying DPC,
and a wider excision should be performed.

Key Words: aggressive digital papillary adenocarcinoma, digital
papillary carcinoma, apocrine, hidrocystoma, apocrine cys-
tadenoma tumors of sweat glands, tumor of digits and toes

(Am J Surg Parhol 2016;40:410-418)

Digilﬂl papillary carcinoma (DPC) is a rare malignant
sweat gland tumor with metastatic potential that was
first recognized by Helwig! in 1984. A series of 57 cases
from the material of the Armed Forces Institute of
Pathology (AFIP) of the United States were initially
classified as either aggressive digital papillary adenoma
(ADPA) aggressive digital papillary adenocarcinoma
(ADPAca).” Of the 57 patients in that series, 40 were
found to have ADPA and 17 had ADPAca. The latter
were differentiated from the former by findings such as
poor glandular differentiation, cellular atypia. necrosis.
pleomorphism, and invasion of bone, soft tissue, and
vasculature. In 1998, in a monography dedicated to ne-
oplasms with apocrine differentiation, some of us re-
ported that the neoplasms labeled as adenoma and
adenocarcinoma by Kao and coworkers represented a
single pathologic process and that all were ad-
enocarcinomas.” Later Duke et al* retrospectively ana-
lyzed the same material from the AFIP and found that, of
the 30 cases initially diagnosed as ADPA, 9 recurred and
3 progressed to metastatic lesions. In the light of these
findings, they also concluded that all lesions suspected to
be adenomas should be treated as if they were ADPAca.
Other investigators also found that lesions initially diag-
nosed as adenomas have metastatic potential and agree
that the term ADPA should be abandoned.® In fact, in the
2006 World Health Organization (WHO) classification of
skin tumors, ADPA and ADPAca were grouped together
in a single entity under the term DPC® No large-scale
studies have been conducted because this is quite a rare
neoplasm, which often is misdiagnosed clinically, a fact
that may delay the standard treatment of excision or
amputation. Once diagnosed and treated, careful follow-
up is necessary to monitor for metastasis.

Am [ Surg Pathol = Volume 40, Number 3, March 2016
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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
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Solid aggregates of epithelial clear cells embedded in a
Is a cliche to...

sclerotic stroma



Solid aggregates of epithelial clear cells embedded in a
sclerotic stroma is a cliche to clear-cell apocrine hidradenoma or...
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Hyperplastic sebaceous glands above a fibroblastic proliferation
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Hyperplastic sebaceous glands above a fibroblastic proliferation
IS a cliche to dermatofibroma with sebaceous induction



Plate-like sebaceous hyperplasia overlying

dermatofibroma

Epidermal hyperplasia, sometimes with primitive hair follicle-
like differentiation, is a characteristic finding overlying dermato-
fibroma. We here report plate-like sebaceous hyperplasia over-
lying a dermatofibroma. Such changes are interpreted as a result Uni
of inductive epithelial effect by the dermatofibroma on the over-

lying epidermis.

Requena L, Roé E, Yus ES. Plate-like sebaceous hyperplasia
overlying dermatolibroma. J Cutan Pathol 1992: 19: 253-255.

Characteristically, the epidermis overlying a derma-
tofibroma is hyperplastic and consists of regular
elongation of the rete ridges, usually associated with
hyperpigmentation of the basal cell layer. In some
cases, this epidermal hyperplasia is reminiscent of
an adenoid seborrheic keratosis (1). Occasionally, a
distinctive type of basaloid hyperplasia with dif-
ferentiation into primitive hair follicle-like rissue oc-
curs overlying a dermatofibroma (2). Some authors
(3) have considered these features to be a result of
regressed hair follicles pushed up against the over-
lying epidermis by the dermal cellular proliferation,
whereas others interpret the epidermal changes as a
reaction to influences from the underlying fibrohis-
tiocytic proliferation (1,4). At times, this basaloid
proliferation may be so extensive that it resembles
superficial basal cell carcinoma (5), and in rare
instances, invasive nodular basal cell carcinoma de-
velops overlying a dermatofibroma (6, 7). Finally,
coincidental findings in the epidermis overlying der-
matofibromas include focal acantholytic dyskerato-
sis (8,9), epidermolytic hyperkeratosis (1), pale cell
acanthoma-like changes (1), and squamous cell car-
cinoma in situ (10).

We present here the [irst case, to our knowledge,
of a dermatofibroma with overlying plate-like seba-
ceous hyperplasia as the result of an inductive epi-
thelial effect of the dermatofibroma on the overlying
epidermis.

Case report

A 42-year-old woman noted a slowly growing, firm,
nodular lesion on her right arm. It had been present
for 10 years and was asymptomatic. Examination
revealed a 2 X | cm oval, firm nodule on the lateral
aspect of her right arm. The nodule was covered by

Luis Requena, Elia Rod,

Evaristo Sanchez Yus

Department of Dermatology, San Carlos
ity Hospital, C University

Madrid, Spain

Luis Requena, C/Leopoldo Alas Clarin 4-6°F,
28035-Madrid, Spain

Accepted July 8, 1991

a slightly hyperpigmented surface. There was no
lymphadenopathy and the remainder of the physical
findings were within normal limits. The lesion was
surgically excised.

Histopathologic examination revealed a highly
cellular infiltrate of spindle cells filling the full-thick-
ness of the dermis (Fig. 1). At both lateral margins,
the spindle cells tended to wrap around thickened
collagen bundles. The overlying epidermis was hy-
perplastic and hyperpigmented. In this epidermis,
the most striking finding consisted of the presence of
a large number of mature sebaceous lobules in a
plate-like arrangement (Fig. 2), with their ducts
opening directly to the surface. These ducts did not
contain hair shafts, and there was no evidence of
connection to hair follicles. This plate-like sebace-
ous hyperplasia was circumscribed and limited to
the area overlying the dermatofibroma.

Epidermal basaloid hyperplasia with follicular dif-
ferentiation is not exclusive to dermatofibroma. It
has also been noted in other situations such as over
intradermal melanocytic nevus or granular cell tu-
mor, and rarely in such chronic inflammatory der-
matoses as prurigo nodularis or psoriasis (11). Epi-
dermal hyperplasia over inflamed areas in the upper
dermis may be due, in some instances, to release of
prostaglandins of the E series by the inflammatory
cell infiltrate (12). Another plausible explanation for
the hyperplastic epidermis overlying dermatofibro-
mas would be the presence of young collagen with
abundant ground substance in the papillary dermis
that could behave as embryonic mesenchyme, re-
sulting in the formation of primary epithelial germs
and immature hair follicles (13). Kollar (14) in-
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Characteristically, the epidermis overlying a derma-
tofibroma is hyperplastic and consists of regular
elongation of the rete ridges, usually associated with
hyperpigmentation of the basal cell layer. In some
cases, this epidermal hyperplasia is reminiscent of
an adenoid seborrheic keratosis (1). Occasionally, a
distinctive type of basaloid hyperplasia with dif-
ferentiation into primitive hair follicle-like tissue oc-
curs overlying a dermatofibroma (2). Some authors
(3) have considered these features to be a result of
regressed hair follicles pushed up against the over-
lying epidermis by the dermal cellular proliferation,
whereas others interpret the epidermal changes as a
reaction to influences from the underlying fibrohis-
tiocytic proliferation (1,4). At times, this basaloid
proliferation may be so extensive that it resembles
superficial basal cell carcinoma (5), and in rare
instances, invasive nodular basal cell carcinoma de-
velops overlying a dermatofibroma (6, 7). Finally,
coincidental findings in the epidermis overlying der-
matofibromas include focal acantholytic dyskerato-
sis (8,9), epidermolytic hyperkeratosis (1), pale cell
acanthoma-like changes (1), and squamous cell car-
cinoma in situ (10).

We present here the [irst case, to our knowledge,
of a dermatofibroma with overlying plate-like seba-
ceous hyperplasia as the result of an inductive epi-
thelial effect of the dermatofibroma on the overlying
epidermis.

Case report

A 42-year-old woman noted a slowly growing, firm,
nodular lesion on her right arm. It had been present
for 10 years and was asymptomatic. Examination
revealed a 2 X | cm oval, firm nodule on the lateral
aspect of her right arm. The nodule was covered by
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iversity Hospital, C: University
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Luis Requena, C/Leopoldo Alas Clarin 4-6°F,
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a slightly hyperpigmented surface. There was no
lymphadenopathy and the remainder of the physical
findings were within normal limits. The lesion was
surgically excised.

Histopathologic examination revealed a highly
cellular infiltrate of spindle cells filling the full-thick-
ness of the dermis (Fig. 1). At both lateral margins,
the spindle cells tended to wrap around thickened
collagen bundles. The overlying epidermis was hy-
perplastic and hyperpigmented. In this epidermis,
the most striking finding consisted of the presence of
a large number of mature sebaceous lobules in a
plate-like arrangement (Fig. 2), with their ducts
opening directly to the surface. These ducts did not
contain hair shafts, and there was no evidence of
connection to hair follicles. This plate-like sebace-
ous hyperplasia was circumscribed and limited to
the area overlying the dermatofibroma.

Epidermal basaloid hyperplasia with follicular dif-
ferentiation is not exclusive to dermatofibroma. It
has also been noted in other situations such as over
intradermal melanocytic nevus or granular cell tu-
mor, and rarely in such chronic inflammatory der-
matoses as prurigo nodularis or psoriasis (11). Epi-
dermal hyperplasia over inflamed areas in the upper
dermis may be due, in some instances, to release of
prostaglandins of the E series by the inflammatory
cell infiltrate (12). Another plausible explanation for
the hyperplastic epidermis overlying dermatofibro-
mas would be the presence of young collagen with
abundant ground substance in the papillary dermis
that could behave as embryonic mesenchyme, re-
sulting in the formation of primary epithelial germs
and immature hair follicles (13). Kollar (14) in-
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Intraepidermal atypical multinucleated keratinocytes are a cliche to monkeypox
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Background: The worldwide outhreak of monkeypox has evidenced the usefulness of the dermatologic

manifestations for its diagnosis.

Objective: To describe the histopathologic and immunohistochemical findings of monkeypox cutancous

lesions,

Methods: This is a retrospective histopathologic and immunohistochemical study of 20 patients with
positive Monkeypox vimis TINA polymerase chain reaction and immunohistochemical positivity  for

Vaccinta virus in cutaneous lesions, Four cases were also examined by electron microscopy

Results: The most characteristic histopathologic findings consisted of full-thickness epidermal necrosis
with hyperplasia and kertinocytic ballooning at the edges. In some cases, the outer roat sheath of the hair
follicle and the sebaceous gland epithelivm were affected. Intmepithelial cytoplasmic inclusion bodies and
scattered multinucleated Keratinocytes were occasionally found, Immunchistochemically, strong positivity
with anti-Varecinda viris antibody was seen in the ovtoplasm of ballooned keratinocytes, Electron
microscopy study demonstrated numerous viral particles of monkeypox in affected keratinocytes.

Limitations: small sample size. Elecron microscopic study was only performed in 4 cases

Conclusion: Epidermal necrosis and keratinoeytic ballooning are the most constant histopathologic
findings. Immunohistochemical positivity for Vaceinia virns was mostly detected in the cytoplasm of the
ballooned keratinocytes, These findings support the usefulness of histopathologic and immunohistochem-
ical studies of cutaneous lesions for diagnosis of monkeypox. (] Am Acad Dermatol 2023;88:850-03.)

Key words: dermatopathology; electron microscopy: histopathology; immunohistochemistry: monkeypox;
virology.
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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...












W St e

oo B AR 0O A N S

ORIGINAL ARTICLE

Detection of multinucleated giant cells in differentiated
keratinocytes with herpes simplex virus and varicella zoster
virus infections by modified Tzanck smear method
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ABSTRACT

Harpos simples virus [HEV] and varicolla poster verus [VIV] infections induce the fermation of mbraepldermal vesh
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Follicle and Sebaceous Gland Multinucleated Cells in
Measles
e Magdaleno- Tupial, M, Cristan Valeazwele-O0are, M, Macarcina Gigeaman-vor der Wi, ME,
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A. Bermard Ackerman, M.D.

The effects of resin of podophyllin on
condyloma acuminatum

AESTRACT  The clfiects of nosia of podophyilin on kesion

v il T them h

“Podaphyllin treatment changes 1he histologic pécture of
condyloma sceminatum o 18al il may easily be condused

with -

ud'-wrdpl-uuu acumenstum have posed [-uhlm bo -
Iy

from m-nm::llummmmu The most stesking:
histalogic changes in esiom of condyloma acuminatum
Following applescation of resin of podopiElin accur wiikbin
the firsy 48 bours. They are pallor of the egadormis soc-
oadery 1o both miraccibular and interccllelar o

H. & Lund, 1957

*“I = readily evidend that these histologic chanpes [in
um!yiuﬂ:lr: acuminzia ereated by podophyiiing resemble
abmor seen m cell epitheliomas . __ I

nEmerous nccrofic keratinocytes in the lower bald i of the
epedermis, and o masked increase im the member of mitotic
F-gm- there. Withinm the cdematous papillary dermas,
thete s a scatigred Enfiltrate of lymphocyics, histiocyies,
and hiks, The abs of nuclear sypla, mglt-
nuclcated k:m:lmmﬁ, and dyskeratotic oeily, amd the
Pr ly requence of majuraiion of kera-
tinocyies within the epadernuis permin histohogse dilfer-
cntiation of podophyllis-treated condyloma acuminatum
from true squamoes-cell carcindma ia site. The acute
histologic changes inducod by podophyllin begim 1o wane
by T2 houns aflter the resim his boen applied. At 1has limne,
necrolic kgratinocyies are found mostly within the spper
portion of the epidermis and fow mitotc Mgures ane seen.
By 1 -:ﬁanw-mlntmﬂw}rlln1hﬁ1mm
lu:IJ; oo histologes abnormaslities within the op

is our comicntion that the d.lrl‘mmmlm bazLw e ruadip-
mani tissips changes and those indwcod by applcations of
podopiyflin i dilficeh. Usder praciscal condsthons it may
Ibe impossilile ™1

G F. Machacck and [, . Weakley, 1960

“Thin drug |podiophylim] . . . can prodoc clasges in ocll
morphology sroegly suggesting sguamoss ccll carci-

W, Cara, 1974

~The histologs cffecis of podophyllin, . . may memic some
of the arypical changes scea with carcinonsa &8 sty ., A
oarrect imterpretation of condylona biopsics is therefore
cxtremcly dilficubt if the lesion has been necontly exposed
L pcach Hin. Thes cifocts dimimish with time but may

w1

Am J Devmaroparhol 6:109- 122, 1984
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“The application of thia chemical resen [podiophyliia]
when applied 40 cpithelium: induces the formation

“podophylin oclls’ which can be easily conflused -ul:he-
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A. Frsedman-Kien, 1976
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keratinocytes: a histopathologic clue

to dermatitis artefacta

Dormaning artelacna is o psychoscutimeous disorder chamowmzed
by selfinilicted cutameous injuries, often in assoctaion witl an
nundderbying pavehiirie disorder or ws o response o external
stremsors, Culaneois lesions suggestive of dermatites arelact are
dependent v the means of injury and thas ey be
merphalogrcally sanable, but ypically howe geametne shapes,
spuare hardio-reach anatomie areas, anl are present in sariable
stages of esulution e any specific thme, Althiough a dermatologise
iy be suspicions of dermanins amelacts ina gven patienl,
ki o definitive dasgneosis s extremely challenging. Paticnts
olten chinically evade questioning and deny creating skin lesions,
aned hiseopathologic evaluation of kessomal biopsies usually peveals
nom=pecific epitermal and dermal canges and inflomation,
Thonas, identification of clues (o lend suppon o diagnaosis of
dlermutitis wrtebacts woulbd be welcomaed by Both clinicians and
pathologises, Here we present o ciewe of dermatits anebict with
umegue, vet previously reported, lnstopstbological Bodiang of
mnltimclearcd keratinocytes within the cpidenmis. Although
protgibby uncommon and dependent on the etiology of
cutanesus injury, we believe this finding & imporant for

et liologasts o be sware of as i potestal diagnostic clue
when evaluating biopsics in patients suspected to hive denmatitis
artchic.
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varialde and includes erviliemitons, ecchymaone,

v chamctenzed by sell el cunaneois
injuries, This disorder is predominantly seen in
women with anderlving pschiarric diagnoses
anl ix exacerbed Teequemly during periods
ol dmereased stress, The clinical  morphology
ol skin bnjuries i dermarins anelacin b= highly

vesioular wndl ‘o ulceranive lesions. depending
an the method of wjury. Regardless of mor-
phology, dermatitis artefacta npically displavs
pewmmncteie or ather ammesual patterns, which are
sharply demareated from surrounding nommal
skip el sparre rnsioanibe areas thay e dillioul
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Cutaneous busulfan effect in patients receiving bone-

marrow transplantation

S. R. Hymes, S, € Simonton, E. R, Farmer, W. B. Bescuorner, P J. Tutsoiika, and G

W. Sanios

Departments of Dermatology and Oncology, Dermatopathology Division, lohns Hopkins Medical

Institutions, Baltimore. Muryland, USA

Epidermal keratinocyies with abnormally large nuclel were found i 12 of 13 pa-
tients who received high-dose busalfan und cyclophosphamide prior (o receiving
bone-marrow transplantution tor treatment of hematological malignancies. These
cells were similar to those previously described in the lungs, cervix and bladder of
paticnts on long-term busulfun therapy. Marked keratinocyle fuclear abnormilities
were nol ohserved in bone-marrow transplant recipients who received a prepara-
ory regimen of cyclophosphamide and total-body irradiaton. This histologic cuta-
neous busulfan effect was transient und was unrelated {o the development of graft-

versus-host reaction.

Accepted for publicanon Seprember |, 1984

Numerous reports of epithelial abnormilities
have been autributed to long-term busulfan
therapy. The most commonly involved organs
are the lung. cervix and hladder (1. 2). Al-
though involvement of the skin has been men-
tioned in cases of multiple organ manifesta-
tions of busul{an effect a1 autopsy, the nature
of the epidermal changes has not been de-
scribed antemortem. We report the develop-
ment of cutaneous busulfun effect i patients
receiving high dose chemotherapy in prepara-
tion for bone-marrow transplantation.

Mailerial and methods

The material for this study was obtained from
27 patients who underwent bone-marrow

transplantation for treatment of hematologi-
cal malignancies between April, 1979 and
September, 1980. Prior to transplantation, pa-
tients were assigned 1o one of the 2 following
regimens: 1) & days before transplantation,
busulfan (BU) 4 mg/kg/day was given for 4
consecutive days. followed by 4 consecutive
days of cyclophosphamide (CY), 50 mg/M2/
day: 2) § days before transpluntation, cyclo-
phosphamide was given cach day for 4 days,
followed by 4 consccutive days of total body
X-irradiation (TBI) in 300 rud doses (3).
Thirteen patients received busulfan and cy-
clophosphamide (BU-CY'); 14 patients re-
ceived total body X-irradiation and cvclo-
phosphamide (TBI-CY). Chlimcal data for
these 27 patients are summarized in the Table.
Placement into each group depended on pres-

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
(“Busulfan cells™).















Multinucleated Epidermal Giant Cells
in Inflammatory Skin Diseases

Hachirn Tagam|, MD, Masami Uehara, MD

® The occurence of mullinucieated epidermal
(MEGCs) wilh mare than Mﬁwmmmm
wred an eplsodic and exceplional

mm-mahm-nummw
ware fognd in 67 (74%) of 50 specimens. On the othes hand,
MEGCE were found rarely In lichen amyloldosus (2/11), dermas
tins harpetitormis (1/8), eryhema mulliforme (1/11), pusttar
peorissis (1/17), lichen planus (1/24), lupus erythematosus
(1/30), and pustulosis palmaris of plantaris (1/41), probably
Just & chance in these
(Arch Dermatol 117:23-25, 1981}

Mn!l!nndv_nml epidermal giant cells (MEGCs) are com-
monly found in viral infections and may be encoun-
tered in malignant epidermal tumors, particularly in Bow-
en's disease and as a result of freesing.! Ofuji and Horio®
first reported the exceptional aceurrence of these cells in
two patients with Iu,-nl*n inflammatory skin diseases, une
with pityriasis lichenoides chroniea and the other with
possible contact d itis. The I of
auch eells in pityrissis rosea was also noted by Ackerman.”
Resently, Omar et 5l found MEGCs in the uninvalved skin
of patlents with peoriusis treated with psoralen-ullravio-
let-A therapy, Kimura and Hatano® o‘emllfnﬁui' fonnd
i deolls b fned by dy
sis, eg, lichen planus, lupus crythematosis, and Hailey and
HIIE;; dliﬁlﬂll Hnwe‘:::r. the MEGCs with three nucloi
Wers rare even in those dermatoses (seven of 197 cases),
In this article, we present the results of our study of
MEGCs with more than three elustered nuclei. We found
these calls in 97 cases of inflammatory skin discase. [t
turned out that MEGCs were not uncomman in severely
praritic, ehronle eesematous, or pruriginius leiions that
were frequently rubbed or scratched.

Aerrilinl for publicatban Feb 18, 1080
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MATERIALS AND METHODS

The material studied was from the files of the Dspasiment nf
Dermat 7 Kyoto (Japan) University School of Medicine, from
1963 to 1977, and From the (e il the Degsrimont of Dermat Ve
Hamamatsu (Japan) University Sehool of Medicine, lrom 1977 o
1978 We examined about 10,000 4% formaldehyidesfixed, parallio-
embedded histologic sections, excliding thoss from neaplusims,
viral d and leslons with il
amuious hyperplasia. Sivco hinacatel eyidermial colbs, which aré
‘much more common than MEGs, tend tn appear in u small aren
togather with MEGC, surial weet iors of the nearky dasue portions
wern always examined whenever a binuclexted ool was observed
in ont: spesimen.

RESULTS

Multinucleated epidermal giant celle with more than
three clustered nuelel were found in & towal of +
mens, which accounted for approximaloly 1% of the wotal
number of specimens we examined. They were demon-
sirated in earious dermatoses as listed in Table 1, but the
rates of appearance clearly showed hal they ocourred
predominantly in ecrtain kinds of skin lesions. They were
ohaarved in 45% of patients with chrinie eeomataoos e
pruriginous fesions, while stemed 10 he & ehanee
peeurrenee in aento, exudal inflammatory lesions.
Table £ presents more detailed clinieal data on (he chroni
eczema-prurigo group I s evident From this table that
MEGCs ure found in  Eirly high pereentage of prorgi-
nous E:pu]us or nodules, e, T9. Althaogh less froueal in
chronic eczematons dermatitls (205, they were found ot
ensily in lichenified plagues, Thus, they were not uneum-
ma in losions prominently thickenedl by vontinual ribbing
and seratehing die (o seeompanying prurtes

Histologieally, the epidermis in which MEGCs wore
observed usunlly showed seanthodis due to byperplusio of
plump epidermal cells wnd hyperkeravsis (Fie 1. The
epidermal cells hul somuwhat cosinophilic evtiplasma,
Simple messurement of these cells with an oculur grid
ec‘n!rmd that they were four Lo (ive times |
eruss-sectional ured Lan those in noninyolved skin |
MEGCs wers usually found in chee proximity [Fie 25 They

Beaticioe (13x Tagamil, snd the |

ity ot Modlcal Bekmee, D Uehara).
lk:ul el mm:ﬂ;‘;x "t Dermatology, Hamaamatia tin-

ity Seheed f Masliivn, 3000 Hatda-tha, Hamasian S1AL, dxpan (T
lagrnl).

el Dermalol=Vol 117, -Jan 1681

s
were found in arens covered by erusty paraker
utogiz or in those overlying dermis tat howod macked
wxndative inflammatory changes such us deposition of
filirin-like material, bleeding, or formation of a deilulte

Epldarmal Glant Cods—Tagam| & Ushara 23
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Exzmanmmsany Cane Hemmi

Grape Cells (Multinucleated Keratinocytes) in
Moninfectious Dermatoses: Case Series and Review
of the Literature
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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
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Intraepidermal atypical multinucleated giant cells are a cliche to nothing,
because they are completely non-specific
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Arrector pili myositis is a cliche to...
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Arrector pili myositis is a cliche to dermatomyositis associated
with pityriasis rubra pilaris (Wong dermatomyositis)













Br. JJ. Derm. (1969) 81, 544,
Medical and Health Department, Hong Kong

DERMATOMYOSITIS: A CLINICAL INVESTIGATION
OF TWENTY-THREE CASES IN HONG KONG

K. 0. WONG

SUMMARY.—Twenty-three cases of dermatomyositis are reported of which 12
(529%,) were associated with internal malignancy. In the patients over 40 years
of age, malignant diseases were encountered in 699%,, while only one of 7 cases
under 40 had associated malignancy. Nasopharyngeal carcinoma accounted for
75Y%, of the malignant disease. )

A distinctive skin eruption, consisting of hyperkeratotic, follicular, erythema-
tous papules, is described. On the face, trunk and limbs, the papules tended to
become confluent. Along the tendons and over the bony prominences on the
backs of the hands and feet, the eruption was usually arranged in a linear
fashion. There was alopecia of the scalp. On the palms and soles were
hyperkeratotic papules or plaques. The occurrence of this form of eruption in
dermatomyositis may be influenced by racial factors.



British Journal of Dermatology 1997: 136: 768-771.

Dermatomyositis with a pityriasis rubra pilaris-like
eruption: a little-known distinctive cutaneous

manifestation of dermatomyositis

L.REQUENA. R.GRILLI. L.SORIANO. P.ESCALONILLA. C.FARINA AND L.MARTIN

Department of Dermatalogy, Fundacion Jiménez Diaz, Universidad Autonoma, Madrid, Spain

Accepted for publication 3 January 1997

Summary

A pityriasis rubra pilaris-like eruption has been described in patients with dermatomyositis. These

patients showed generalized follicular hyperkeratosis and diffuse thickening of the palms and soles.
Histopathological findings consisted of keratotic plugging of the follicular infundibulum and features
of erector pili myositis. We report on an 18-year-old woman with dermatomyositis. The diagnosis
was established by characteristic enzymatic alterations. electromyographic pattern of myositis and
the findings in a muscle biopsy. although the patient had no evidence of muscular weakness during a
follow-up of 14 years. She developed an erythematous and squamous eruption associated with

diffuse palmoplantar keratoderma. Histopathological features ¢

1

d of a pap epidermis

with spicules of compact eosinophilic hyperkeratosis over the tips of papillae that were not related to
hair follicles. Pityriasis rubra pilaris-like eruption seems to be a characteristic although uncommon
cutaneous manifestation in dermatomyositis.

Cutaneous manifestations of dermatomyositis include
erythema over joints (Gottron sign), erythematous
papules on the metacarpophalangeal and interphalan-
geal joints (Gottron papules), erythema and scaling of
photoexposed areas. periorbital oedema and violaceous
erythema of the upper eyelids (heliotrope rash).'* nail
changes including periungual telangiectasis and cuticle
hypertrophy with punctate infarcts,” poikiloderma. cal-
cinosis cutis, vasculitis.”* localized lipoatrophy.” panni-
culitis” '? and bullous lesions,"* 17

Hyperkeratotic skin eruption is a rare manifestation
of dermatomyos and only a few cases have been
reported in the literature."*** In all these cases. folli-
cular accentuation of the lesions has been emphasized,
and terms such as pityriasis rubra pilaris-like erup-
tion,”” dermatomyositis with spinulosis,”' or dermato-
myositis with follicular hyperkeratosis.** have been
used to describe this eruption.

We report on an 18-year-old woman with dermato-
myuositis who developed a hyperkeratotic skin eruption
clinically resembling pityriasis rubra pilaris, but the
histology showed that the hyperkeratosis was not
related to hair follicles. We review the literature on

[&
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this peculiar cutaneous manifestation in patients with
dermatomyositis.

Case report

An 18-year-old woman had a 7-year history of a scaling
cutaneous eruption and palmoplantar keratoderma.
Examination revealed hyperkeratotic plaques with whit-
ish scaling involving the trunk and upper and lower
extremities. The lesions were more prominent on the
knees (Fig. 1). axillae and anterior aspect of the abdo-
men, where islands of unaffected skin were intermin-
gled with erythematous plagues, Hyperkeratotic lesions
were also present on the dorsum of the hands and feet
and palms (Fig. 2) and the soles showed yellowish
diffuse palmoplantar keratoderma. The scalp and the
nails were normal. Heliotrope coloration of the eyelids,
Gottron's papules and muscular weakness were not
present.

Abnormal laboratory values include serum creatine
kinase level 5580 U/l (normal 10-110). serum aldolase
activity 30 U/l (normal 0:5-3), lactate aminotransfer-
ase 134 1U/1 (normal 0-40), lactate dehydrogenase 498
1U/1 (normal 90-180). erythrocyte sedimentation rate
6O mm in the first hour (normal up to 20), serum IgG

i 1997 British Association of Dermatologists
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Wong’s dermatomyositis: a new case and review of the

literature
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Introduction

The association of dermatomyositis and pityriasis rubra
pilaris is uncommon, but it is now well-characterized
with several cases described in the literature.'™"* Usually,
these patients exhibit classical cutaneous lesions of der-
matomyositis and stereotypical lesions of pityriasis rubra
pilaris. The histopathological Andings depend on the type

been applied on her face. She presented in our department
for evaluarion of asympromatic cutaneous lesions on her
face and exrremities associated with muscular weakness
and myalgia of the upper and lower limbs.

On physical ex
of cutancous lesions (Fig. 1). On the upper eyelids, the
skin showed a poikilodermatous appearance, with viola-
ceous erythema alternating with areas of hypo- and

ion, she | 1 diffi Types

of biopsied lesion, because lesions of derm
show interface dermatitis of vacuolar type, and pityriasis
rubra pilans lesions show psoriasiform epidermal hyper-
plasia with parakeratosis alternating both in horizontal
and vertical arrangements. Hercin we report a patient
with dermatomyositis and pityriasis rubra pilaris who
showed a combination of the histopathological findings in
the same biopsy.

Case report

A 49-year-old woman, with a complex dermarological
hustory, had been previously diagnosed i different insu-
ttions with subacute cutancous lupus erythematosus,
erythema multiforme, and pityriasis rubra pilaris. Previ-
ous treatments included ropical sunscreens and short peri-
ads of oral corticosteroids at variable doses of prednisone
between 2o and 4o mg/d. No ropical corncosteroids have

I Jourrsl of Dy

v 2013, 52, 466-470

hyperpig tion and slight atrophy. The palms and
soles showed an erythemarous keratoderma, with scar-
tered areas of unaffected skin, On the dorsum of the
hands and feet, anterior thighs, and antecubiral folds,
there were erythematous scaling plaques, which resulted
from confluent follicular papules.

Histapathological study of the eyelid lesions showed vac-
wolar interface dermatitis with superficial perivascular
sparse lymphocyric infiltrate and interstiria
of mucin berween collagen bundles of the reticular dermis
(Fig. 2). The cpidermis was scarrered with dyskeratoses,
and the stratum corneum showed focal areas of parakera-
tosis. No thickening of the basal membrane was seen,
Lesions of palmar skin showed psoriasiform dermarins,
with hyperkeratosis composed of alternating areas of
orthokeratosis and parakeratosis, which were arranged in
bath horizontal and vertical direcrions. Many dyskeraroric
keratinocytes were also seen scatrered within the epidermis.

accumulation

© 2012 The Infernational Society of Dermatology
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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
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Circumscribed palmar or plantar hypokeratosis:
A distinctive epidermal malformation of the
palms or soles

Amparo Pérez, MD,” Arno Riitten, MD." Reinhard Gold, MD,* Francisco Urbina, MD,"
Carlos Misad, MD," Maria Jos¢ Izquicrdo, MD,® Celia Requena, MD,* Adolfo Aliaga, MD.*
Heinz Kutzner, MD," and Luis Requena, MD®
Valencia and Madrid, Spain; Friedrichshafen, Germany; and Santiago, Chile

Background: Epidermal malformations of the skin include a group of heterogencous developmental
defects that result from errors in morpliog

nesis of the epidermis dunng intmuterine lite,

Objective: The purpose of this study was to report the clinical and histopathologic features of o distinctive
epidermal malformation invalving the skin of the palms or soles

Metbods: Ten patients were included in this study. All of them showed the same clinical features that
consisted of a solitary circumscribed and circular aren of ervthematous depressed skin on the pulm or on
the sole. Diagnosis was confirmed by histopathologic sty

Results: All patients were middle aged or elderly. Nine patients were women and one was a man, The
lesions showed predilection for the skin of the thenar and hypothenar regions of the palm or the medial side
of the sole. Histopathologic study demonstrted o depression of the epidermis, with a sharp stir between
normil and involved skin, The epidermis covering the depression showed markedly thinner horny Liyer
and a slightly diminished granular cell laver when compared with adfacent noninvolved skin, Kertinocytes

of the squamous cell layer, granular cells, and corneocytes showed, otherwise, a nomal appearance. Serial
sections failed 1o demonstrate comoid lamellation,

Canclusion: On the basis of the clinical and histopathologic findings in these 10 patients, we have named
this malformation circumseribed palmar or plantar hypokeratosis. This lesion seems to be a distinetive entity

that has not been previously described, (1 Am Acad Dermatol 2002:47:21-7.)

pidermal malformations of the skin include a
group of heterogeneous developmental de-

feects that result from errors in morphe
of the epidermis during intrauterine life. Malforma-
tions of epidermis and cutaneous adnexa have been
classified into the following categories:’ (1) keratin-
ocyte malformations, (2) hair follicle maltormations,
(3) sebaceous malformations, (4) apocrine malfor-

From the Departments of Dermatology of Hospital General Univer-
sitario, Valencia,” D hi ische inschaftsla-
bor, Friedrichshafen,” Dermatologist in private practice, Uber-
dingen,* Hospital San Juan de Dios, Santiago,” and Fundacion
Jiménez Diaz, Universidad Autdnoma, Madrid.”

Presented in part as a poster in the 59th Annual Meeting of the
American Academy of Dermatology, Washington, DC, March 2-7,
2001,

Accepted for publication September 17, 2001,

Reprints not available from authors.

Copyright © 2002 by the American Academy of Dermatology, Inc.
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mations, (53 ecerine malformations, and (6) Becker's
nevus, Table | summarizes the entities included in

each one of these categories

We describe 10 patients with a distinctive epider-
mal malformation involving the skin of the palms or
the soles. Clinically, the lesions consisted of ac-
quired, solitary. circumscribed. circular areas of ery-
thematous depressed skin. The lesions appeared in
9 middle-aged or elderly women and in a 45-year-
old man. They had predilection for the skin of the
thenar and hypothenar regions of the palm or the
medial side of the sole. Histopathologic study dem-
onstrated. a depression of the epidermis, with a
sharp stair between normal and involved skin. The
epidermis covering the depression showed mark
edly thinner hormy

layer and slightly diminished
granular cell Tayer when compared with adjacent
noninvolved skin, Serial sections failed 0 demon-
strate comoid lamellation; thus a diagnosis of palmar
porokeratosis was ruled out. On the basis of the

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.

























Numerous dyskertotic cells scattered in the horny layer are
aclicheto ...



Numerous dyskeratotic cells scattered in the horny layer are
a cliche to autoimmune collagen vascular disease
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Histopathology of persistent papules and
plaques in adult-onset Still's disease

Julia ¥ieYun Lee, M1, ChacChin Yamg, M1, and Mark Ming-Long Hsa, MiD
Taeturan, Tateran
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Fig 1. A jl-year-old Tawanese woman presenting with =piking fever, anthrlgio, evanescoen
rash, and widespread perskstent pruritic lesions. Numenows erythematous papular lesions ans
present on nape of neck (A). Blopsy specimen of peck lesion reveals many necnotic
keratinooytes, singly and in aggregates, disiributed from spinous 1o hoeny layer, Neutrophil-
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periviscular infiltrate. Kote basal layer is spared (B (B 10 D, Hematoxylin-cosin stin; orginal
nagnifications: B and C X 100; D, X 2000,
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Dyskeratotic cells in persistent pruritic skin
lesions as a prognostic factor in adult-onset Still
disease
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Abstract '\
Adult-onset Stil disease (AOSD), a systemic inflammatory disorder, is characterized by high fever, evanescent rash, arthritis, and \
hyperferritinaemia. AOSD s also reported to be associated with other skin lesions, including persistent pruritic papules and plagues.
This study aimed to assess the significance of dyskeratotic skin lesions in Japanese AOSD patients.

We retrospectively assessed the histology of persistent pruritic skin lesions and evanescent rashes and the relationship between
dyskeratotic cells, serum markers, and outcomes in 20 Japanese AOSD patients, comparing AOSD histology with that of
dermatomyositis (DM), drug eruptions, and graft-versus-host disease (GVHD).

As the results, Persistent pruritic lesions were characterized by scattered single keratinocytes with an apoptotic appearance
confined to the upper layer of the epidermis and horny layer without inflammatory infiltrate. In contrast to AOSD, the histology of
DM, drug eruption, and GVHD demonstrated dyskeratotic cells in all layers of the epidermis with inflammatory infiltrate. AOSD
with evanescent rash showed no dyskeratotic cells. The dyskeratotic cells in pruritic AOSD lesions stained positive for ssDNA
and terminal deoxynucleotidy! transferase-mediated dUTP nick end-labeling, indicating apoptosis. Serum IL-18 was significantly
higher in AOSD patients with dyskeratotic cells than those without, and generally required higher doses of glucocorticoids,
immunosuppressants, and biologic agents. Two of ten AOSD patients with dyskeratotic cells died from hemophagocytic
lymphohistiocytosis,

In conclusion, Persistent pruritic AOSD skin lesions are characterized by dyskeratotic cells with apoptotic features, involving the
upper layers of the epidermis. There may be a link to elevated IL-18. This dyskeratosis may be a negative prognostic indicator.
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Histopathologic Features of Acral Skin Biopsies
in Dermatomyositis Patients and Comparison to
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ABSTRACT

Background: Acral lesions may represent the best/only skin lesions to biopsy in patients suspected to have dermatomyositis
(DM). However, histopathologic features of acral DM skin lesions are poorly characterized.

Methods: We reviewed 50 acral biopsies from 46 DM patients and assessed numerous histopathologic features. The majority of
biopsies (42/50; 84%) were sampled from either Gottron papules or signs. We compared histopathologic features in acral biopsies
to those in 197 non-acral DM skin biopsies. We also compared histopathologic features in acral biopsies based on the presence of
various clinical features.

Results: Interface dermatitis, dyskeratotic keratinocytes, and superficial perivascular inflammation were common in DM acral
biopsies. However, the absence of >1 hallmark histopathologic feature (interface dermatitis, dyskeratosis, dermal mucin) was
relatively common (56%). The presence of all three hallmark histopathologic features was significantly more likely in non-acral
compared with acral DM biopsies (68% vs. 44%; p=0.0021). The hallmark histopathologic feature most commonly lacking in
acral compared with non-acral biopsies was increased dermal mucin. Histopathologic features in acral biopsies did not signifi-
cantly differ based on acral location, DM subtype, therapeutic regimen, or myositis-associated/myositis-specific antibody status.
Conclusions: Pathologists should recognize that acral biopsies in DM patients may lack hallmark histopathologic features com-
monly seen in biopsies from non-acral locations.




What is the cliche and what is the diagnosis?































Acantholytic corneocytes atop a parakera
epidermis is a cliche to...

totic horny layer in a hyperplastic



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






CHILD SYNDROME

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

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

» 3-B-hydroxysteroid dehydrogenase is involved in cholesterol biosynthesis

o "CHILD" for congenital hemidysplasia, ichthyosiform erythroderma, and
limb defects,

* Histopathology: identical to verruciform xanthoma. Both lesions show
acantholytic corneocytes



















J Cutan Pathol 1997: 24: 235-240
Printed in Denmark — all rights reserved

Copyright © Munksgaard 1997
Journal of

Cutaneous Pathology

ISSN 03036987

Acrosyringeal concentration of necrotic
keratinocytes in erythema multiforme: a clue

to drug etiology

Clinicopathologic review of 29 cases

Erythema multiforme (EM) is caused by various insults, fre-

Mona Zohdi-Mofid' and

quently an infectious agent or a drug. It is current practice that
histologic identification of the precipitating factor is not possi-
ble. We have observed a pattern of acrosyringeal concentration
of keratinocyte necrosis in eertain cases of EM and retrospec-
tively studied 29 consecutive cases of EM to establish clinico-
pathologic correlation for this finding.

Acrosyringeal concentration was observed in 10 of 29 speci-
mens, all 10 clinically drug related (Group 1). Nineteen speci-
mens lacked this pattern (Group 2) of which 3 cases were clini-
cally drug related (sensitivity= 0.8, specificity= 1.0). Eosinophils
were present in the dermal infiltrate of 6 specimens from Group
1 and 2 specimens from Group 2 (p=0.025).

Acrosyringeal concentration of keratinocyte necrosis in EM
occurs in drug-related cases and is more likely to be accompa-
nied by a dermal inflammatory infiltrate containing eosinophils.
Drug concentration in sweat may explain this pattern with sub-
sequent toxic and immunologic mechanisms leading to the fully
evolved lesion,

Zohdi-Mofid M, Horn TD. Acrosyringeal concentration of ne-

Thomas D. Horn?

The Johns Hopkins University School of Medicine,
and “Departments of Dermatology and Pathology,
The Johns Hopkins University School of Medicine,
Baltimore, Maryiand, USA

Thomas D. Hom, Department of Dermalology, Divi-
sion of Dermatopathology, The Johns Hopkins Uni-
versity School of Medicine, Blalock 907, 600 North

crotic keratinocytes in erythema multiforme: a clue to drug eti- Wolle Street, Baltimore, Maryland 21287, USA
ology.

J Cutan Pathol 1997; 24; 235-240, © Munksgaard 1997. Accepted September 5, 1996

Erythema multiforme (EM) is a relatively common phocytes into the epidermis, and scattered necrot-

cutaneous disease that is acute, self-limited and
characterized by specific findings in response to

many stimuli. The typical clinical lesion consists of

concentric erythema with central edema forming
a target or bulls-eye appearance (1, 2). Lesions
may be widely distributed, but frequently occur on
palms and soles. Histopathologically, changes in-
volve both the epidermis and dermis, generally
classified as interface dermatitis (1-3). Character-
istic features fall within a spectrum of changes co-
inciding with stages of clinical presentation and
site of sampling within the individual lesion with
some combination of dermal lymphocytic inflam-
mation, vacuolar change of the basal epidermis,
fattening of basal keratinocytes, exocytosis of lym-

ic keratinocytes at several epidermal levels (1-5).
Controversy exists over whether EM, Stevens-

Johnson syndrome (S]S) and toxic epidermal

necrolysis (TEN) are in fact different dis or
points on a continuous spectrum. To clarify this,
members of an international panel recently pro-
posed a consensus classification based on the pat-
tern of epidermal detachment and the nature of
the skin lesions. They suggested that the spectrum
of EM be restricted to patients with detachment
below 10% of body surface area with skin lesions
described as typical target lesions or raised edema-
tous atypical lesions, with or without mucosal in-
volvement (6). Assier et al. furthermore suggested
that there exists a correlation between clinical as-
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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










What Is the cliche and what Is the diagnosis?













Cliche 12. Clinical history

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

* InApril 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.















Acrosyringeal concentration of necrotic keratinocytes is a cliche to ...



Acrosyringeal concentration of necrotic keratinocytes is a cliche to
systemic lupus erythematosus
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Lupus erythematosus with exclusive
involvement of the acrosyringia

Cutaneous lesions of lupus erythematosus (LE) show a broad
spectrum of clinicopathologic features. Histopathologically, besides
typical patterns such as interface dermatitis, perivascular lymphocytic
infiltrate and dermal mucin deposits, an involvement of the eccrine
structures, especially the acrosyringium, may be observed. We
describe the case of a 21-year-old woman with a 4-year history of
systemic LE, who presented with a ‘butterfly’ rash over the cheeks as
well as erythematous macules on the arms and décolleté. Biopsy from
one lesion on the arm revealed interface changes, necrotic
keratinocytes and exocytosis of lymphocytes restricted only to the
regions of the acrosyringia. The epidermis between affected
acrosyringia was normal with no hints of interface dermaritis. The
eccrine glands and coils were not affected. In the dermis there were
only sparse inflammatory infilrates. Differential diagnoses such as
erythema multiforme, drug eruption and lichen planus could be ruled
out because of histopathologic features and clinical presentation. This
is an example of a peculiar histopathological variant of cutaneous LE,
characterized by exclusive invelvement of the acrosyringia. The
histopathologic features represent a pitfall in the diagnosis and can be
correctly interpreted only upon correlation with clinical data.

Fried [, Wiesner T, Cerroni L. Lupus erythematosus with exclusive
involvement of the acro

syringia
J Cutan Pathol 2010; 37: 91~ 93.© 2009 John Wiley & Sons A/S.
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Cutaneous Lupus Erythematosus With Histopathologic
Changes Restricted to the Acrosyringia
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Cerroni’s case

Our case




Sex /Age Male / 37 years Female / 21 years

Years of evolution of SLE 2 4

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

Antibodies Anti ds-DNA Abs Anti ds-DNA Abs
anti-RNP Abs Anti-RNP and Anti-Sm Abs

Antiphospholipid Abs

Involvement CNS, cutaneous, muscular, skeletal, ~ CNS, cutaneous, muscular,
renal, pulmonar and hematologic skeletal, renal, pulmonar and
hematologic
Histopathologic findings Exclusive involvement of the Exclusive involvement of the
acrosyringia acrosyringia

Follow-up Recover Death



But....



the diagnosis?
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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
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With Histopathologic Changes Confined
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Acrosyringeal concentration of necrotic keratinocytes is a cliche to
EM, systemic lupus erythematosus or dermatomyositis



Erythemato-edematous
macules and plaques

Target-like lesions, frequent
mucosal involvement

Related with acute outbreak
of systemic LE or
dermatomyositis

Related with the administration of
new medications

- Necrotic keratinocytes in
and around acrosyringia

- No eosinophils
- Focal parakeratosis

- Necrotic keratinocytes in and
around acrosyringia

- Sometimes, some eosinophils
- No focal parakeratosis

Corticosteroids/immunomo-
dulators

Withdrawal medication




What Is the cliche and what is the diagnosis?





















wart in AIDS patients






Swollen keratinocytes: a histologic marker
of unusual human papillomavirus-type
infection and immunosuppression

Medicine, Florida, U.S.A

Cutaneous papillomavirus infection is common in patients who N. S. Penneys, A. Friend,

are immunosuppressed. We describe swollen keratinocyies in the W.-Y. Zhu, C. Leonardi
granular laver in lesions from (Our patients who had human Department of Dermatology and Cutaneous
pmmunod ency virus infection, These cells were similar 1o Surgery. University of Miami School of

those described in skin lesions of epidermodyspla
mis. Amplifl

plimer for human papillon

highly conserved region of the L1 open reading rame: however,
not noted when radiolabelled probes for
15 types 6, 1116, 18, and 33 were used. We

specilic binding v
human papillor

conclude that the presence of these distinctive swollen cells

gly suggests immunosuppressi
(ection by a less common papillomavirus type.

Penneys NS, Friend A, Zhu W-Y, Leonardi C. Swollen ker-
histologic marker of unusual human papillomavi- Neal S. Penneys, Box 016840, Miami, Florida

atinocytes
I ll.‘w'l)'lll'

Infection by human papillomavirus (HPV) pro-
duces a variety of histologic ch: 5, many of which

ily found in the skin in routine infec-
tions. Prior to the introduction of the A1DS pan-
demic, our experience with rare HPV-type infection
ted o lesions in patients who had epidermo-
is (EDV) or who were iatro-

a verrucilor
Iy immunosuppr

ippressed perse
nee ol human  immunodeliciency  virus
(HIV) infection,

A distinctive swollen keratinocyte has been de-
scribed in the stratum malphighii and granular zone
of the epidermis in patients who have EDV (1, 2)
and recently in certain skin lesions in padents who
have HIV (3, 4). We have collected 4 cases in which
these cells were noted. All patients were found to be
infected by HIV. Analysis of tissues [rom these cases
by polymerase chain reaction (PCR) revealed a pos-
itive HPV signal using a consensus primer. Follow-
ing amplificaton, incubadon with specilic probes

ion of DNA from the lesions revealed an

virus using a consensus primer for a

nand quite possibly in-

nfection and immunosuppression. ] Cutan Pathol 1992

sed. A much larger pool of

s now exists because of

cifor-
n-

33101, U.S.A
Accepled July 26, 1991

for HPV types 6, 11, 16, 18, and 33 revealed no
reaction product, In the absence of EDV, we feel
that the presence of these distinetive cells in the
epidermis should alert the dermatopathol
the possibility of immunosuppression (usually see-
ondary 1o HIV) and of infection by a less common
type of HPV.

Material and methods

Cases — Histologic slides and paraflin blocks from 4
ca

s in which swollen keratinoeytes in the epider-
mis had been noted were retrieved from the derma-
topathology files of the Division of Dermatopathol-
ogy at the University of Miami School of Medicine
All tissues had been formalin-lixed and routinelv
processed. The cases were reviewed, and two to fowr
6 um scctions were obtained [rom each block and
placed in a microfuge tbe for further analysis.
Sample preparation = Genomic DNA was extracted
from parallin with 1.5 ml of xylene at 55°C for 15
min, The tssue was pelleted atlow speed (12,000 x
@, 3 min), resuspended in 1 ml ol absolute ethanol at

room temperature, and repelleted at low speed. Al

217

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 LI open reading
frame

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



