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A 73-year-old man presented to the plastic surgery
department with a single, progressively enlarging

nodule on the scalp of 1 year’s duration. Dermatologic
examination revealed a 0.8-cm, soft, mobile, gray-blue,
dome-shaped papule on the left postauricular scalp that
was tender to palpation. There was no central punctum,
and the patient denied any history of drainage or odor.
He had no personal or family history of similar lesions. An
excisional biopsy of the papule was performed.

THE BEST DIAGNOSIS IS:

a. amelanotic melanoma
b. basal cell carcinoma
C. spiradenocylindroma
d. trichilemmal cyst

e. trichoepithelioma

PLEASE TURN TO PAGE 14 FOR THE DIAGNOSIS

H&E, original magnification X100
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DERMATOPATHOLOGY DIAGNOSIS DISCUSSION

THE DIAGNOSIS:
Spiradenocylindroma

enocylindroma with negative margins. At 6-week
follow-up, the patient had no signs of recurrence.

Spiradenocylindroma is a benign hybrid neoplasm con-
sisting of histologically intermixed areas representing the
spectrum of morphology between spiradenoma and cyl-
indromas.? Both spiradenoma and cylindroma comprise 2
distinct populations of dark and pale basaloid cells.*® The
spiradenomatous areas of the spiradenocylindroma are
arranged in large, well-circumscribed collections of small,
darkly staining cells with interspersed lymphocytes and
a thin basement membrane surrounding spiradenocylin-
droma component.*® The spiradenocylindroma regions also
may contain tubular structures dilated by hemorrhage.? In
contrast, the cylindromatous regions have a jigsaw-puzzle
configuration of polygonal tumor nests containing peripher-
ally palisading dark cells and central pale cells, surrounded
by a thick basement membrane (top quiz image).>*

Clinically, sporadic spiradenocylindromas may resemble
other lesions, manifesting as a papule or nodule with col-
oration ranging from gray-blue to salmon pink along with
arborizing telangiectasias.*> Although spiradenocylindromas
typically are found on the head, neck, and trunk, they also
have been reported in the kidney, vulva, anus, and rectum.>®”
Not only are spiradenocylindromas clinically indistinct from
other adnexal growths, but they also share some features with
basal cell carcinomas (BCCs) and amelanotic melanomas.®
Features of arborizing telangiectasias on a papule may resem-
ble BCC, requiring histopathology for a definitive diagnosis.

Spiradenocylindromas classically are associated with
Brooke-Spiegler syndrome, a rare, autosomal-dominant
genodermatosis caused by a germline mutation in the
cylindromatosis lysine 63 deubiquitinase tumor-suppressor
gene.’ Patients develop adnexal neoplasms of the
folliculosebaceous-apocrine unit, including spiradenomas,
cylindromas, and trichoepitheliomas.® Rarely, malignant
transformation to spiradenocylindrocarcinoma has been
reported.” Features of malignant transformation include
loss of the 2-cell population, cytologic atypia, increased
mitotic activity, and loss of intratumoral lymphocytes."

Trichoepitheliomas are benign, firm, flesh-colored pap-
ules to nodules that commonly are found on the mid face
but may appear on the scalp, neck, and upper trunk.>"
Trichoepitheliomas are closely related to spiradenomas and
cylindromas; the familial form, multiple familial tricho-
epitheliomas, exists on a spectrum with Brooke-Spiegler
syndrome.*!" Multiple familial trichoepithelioma is charac-
terized by multiple trichoepitheliomas without accompany-
ing spiradenomas, cylindromas, or spiradenocylindromas.’
On histopathology, trichoepitheliomas are distinguished by
cribriform clusters or nests of basaloid follicular germina-
tive cells with bulbar differentiation, known as papillary

—|_ he biopsy results confirmed the diagnosis of spirad-
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mesenchymal bodies, surrounded by an adherent stroma
(eFigure 1).>*! In addition to follicular bulbar differentiation,
trichoepitheliomas are surrounded by an adherent cellular
stroma without the retraction artifact around tumor islands
seen in BCC, although artifactual clefts may occur within the
stroma." In contrast, spiradenocylindromas do not demon-
strate keratin cysts or artifactual clefts within the stroma.

Trichilemmal cysts, or pilar cysts, are benign adnexal neo-
plasms derived from the outer root sheath at the isthmus."* !
Approximately 90% of pilar cysts are found on the scalp
and 2% of trichilemmal cysts may progress to a proliferating
trichilemmal cyst, which is locally aggressive and contains
an expanding buckled epithelium within the cyst space.'*"*
Clinically, trichilemmal cysts are slow-growing, smooth,
round, mobile nodules without a central punctum.”** On
histopathology, the cyst wall contains peripherally palisad-
ing basal cells and maturing cells showing no intercellular
bridging (eFigure 2). As the cells mature, they swell with
pale cytoplasm and abruptly keratinize without a granular
layer, a process known as trichilemmal keratinization.>!*
Additionally, cholesterol clefts are common in the keratinous
lumen, and about 25% of cysts contain calcifications.”"* The
broadly basophilic spiradenocylindromas sharply contrast the
abundant eosinophilic keratin of trichilemmal cysts.

Basal cell carcinoma is a slow-growing, locally destructive
neoplasm that develops due to chronic sun exposure; thus,
BCCs commonly arise on exposed areas of the face, head,
neck, arms, and legs.” Nodular BCC is the most common
subtype and typically manifests as a shiny pearly papule or
nodule with a smooth surface, rolled borders, and arborizing
telangiectasias.”® On histopathology, nodular BCCs demon-
strate nests or nodules of basaloid keratinocytes with periph-
eral palisading and retraction artifact between the tumor
and stroma (eFigure 3)."'® A lack of retraction artifact, cystic
dilation of tubular structures, jigsaw molding of nests, and a
distinct 2-cell population distinguish spiradenocylindroma
from BCC. Of note, in rare instances BCCs also may display
a thick fibrous stroma, similar to the stroma of cylindromas."

Amelanotic melanoma is a variant of melanoma charac-
terized by little to no pigment. Any of the 4 classic subtypes
of melanoma (nodular, superficial spreading, lentigo maligna,
acral lentiginous) can be amelanotic."” Clinically, amelanotic
melanomas can vary greatly, manifesting as erythematous
macules, dermal plaques, or papulonodular lesions, often with
scaling.”® On histopathology, findings common to all mela-
nomas include cellular atypia, mitoses, pagetoid spread, and
pleomorphism (eFigure 4)."* Immunohistochemistry is an
important method to distinguish melanoma from other mela-
nocytic proliferations and to aid in the assessment of Breslow
depth. Markers include SOX10 (sex-determining region
Y-box transcription factor 10), S100, and MART-1 (melanoma
antigen recognized by T cells 1/melan-A)."** Expression of
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PRAME (preferentially expressed antigen in melanoma) often
is positive but is not necessary for diagnosis.?' Histologically,
the atypical pleomorphic cells of melanoma are markedly
distinct from both spiradenomas and cylindromas.
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APPENDIX

eFIGURE 3. Basal cell carcinoma. Large nests of basaloid cells
demonstrating peripheral palisading and retraction (H&E, original
magnification X20).

eFIGURE 1. Trichoepithelioma. Papillary mesenchymal bodies
consisting of basaloid follicular cells in clusters of nests (red arrow)
(H&E, original magnification X 10). Image courtesy of Katrice M.
Karanfilian, MD, and Omar P. Sangueza, MD (Wake Forest University
School of Medicine, Departments of Dermatology and Pathology,
Winston-Salem, NC).

eFIGURE 2. Pilar cyst. Palisading basal cells with abrupt keratinizaton ~ eFIGURE 4. Amelanotic melanoma. Large nest of disorganized
and lack of granular layer. Cytoplasmic swelling can be seen as cells pleomorphic cells (H&E, original magnification < 100).
mature from the basal layer (H&E, original magnification X40).
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