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Abstract

The vulva is an unusual site for basal cell carcinoma (BCC). Vulvar BCC accounts for <1%
of all BCCs and <5% of all vulvar malignancies. We report the case of an 83 year-old
woman who presented with a 2-month history of a tender labial growth, with histopathology
confirming nodular BCC. We conducted a systematic literature review of the characteristics
of reported cases of vulvar BCCs. A comprehensive systematic review of articles indexed
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for MEDLINE and Embase yielded 96 reports describing 437 patients with 446 BCCs of
the vulva. The mean age at presentation was 70 (range 20-100). Most women had no
underlying vulvar disease. Approximately 60% of cases were of the nodular subtype.
Treatment approach varied widely with over half of cases treated with wide local or local
excision. Mohs micrographic surgery (MMS) for vulvar BCC was first reported in 1988 with
seven total MMS cases reported. Twenty-three cases of recurrence have been reported;
21 of these cases after local excision but none following MMS. Vulvar BCC is a rarely
reported cancer that affects older women predominantly. MMS represents a promising

treatment for BCC in this anatomic location.
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Introduction

While basal cell carcinomas (BCC) are the most common human
malignancy, the vulva is an unusual location, with vulvar BCCs
accounting for <1% of all BCCs." Additionally, BCC of the vulva
accounts for <5% of all vulvar malignancies.?® BCC of the vulva
most commonly affects elderly women. Presenting symptoms
include pruritus, a lump, bleeding, and pain.* The proposed risk
factors for BCC occurring in non sun-exposed sites such as the
vulva include radiation therapy and basal cell nevus syn-
drome.®>® Treatment options for vulvar BCCs include radical and
simple vulvectomy, wide local excision, simple surgical (local)
excision, and Mohs micrographic surgery (MMS). We report the
case of an 83-year-old woman who presented with a BCC of the
vulva. We also review the characteristics of the reported cases
of vulvar BCCs in the literature, including treatment approach.

Case Report

An 83-year-old woman with a 40-year history of treated lichen
sclerosus presented with a tender growth in the genital area for
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2 months. Genital examination revealed a 5-mm eroded papule
on the right inferolateral labium majus arising on normal skin,
and a white, sclerotic appearance of the labia minora and cli-
toris (Fig. 1). Biopsy of the papule revealed a nodular BCC.
The patient underwent MMS. She has no evidence of disease
recurrence at 3 years.

Literature Review: Materials and Methods

A comprehensive systematic review of articles indexed for
MEDLINE and Embase using the terms basal cell carcinoma or
basal cell cancer or basal cell epithelioma or basal cell tumor or
basal cell tumour or BCC and vulva or vulvar or vulval was
performed. Rule-in criteria included anatomic localization of
BCCs to the external female genitalia, English language
abstract and article text, and non-duplication of cases.
Exclusion criteria included lesions not confirmed as BCC by
biopsy, ambiguous language regarding anatomic location, as
well as review articles or opinion pieces that do not characterize
a specific patient case. Two independent reviewers screened
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Figure 1 BCC arising from the labium majus. Changes of treated
lichen sclerosus also seen

tittes and abstracts for relevance. Two reviewers assessed the
remaining articles for inclusion, with disagreements going to a
third reviewer. Only published case reports or case series in
peer-reviewed journals were included in this review, with
publication years ranging from 1950 to 2015. Case series that
presented case reports in aggregate form were included even if
these reports did not specify lesion details beyond location and
histopathology. In most case reports, lesion size, specific
anatomic site, patient age, treatment, recurrence, associated
metastases, and provider specialty were available. These data
were noted and tabulated yielding 96 reports in the English
literature describing 437 patients with BCCs of the vulva.'® Of
the 96 reports, 41 were published in the gynecology or
gynecologic oncology literature, 29 in the dermatology literature,
and 26 in nongynecology, nondermatology literature (pathology,
surgery, oncology, medicine).

Results

The mean age at presentation was 70 years (range 20-100). Of
the 437 patients, seven patients had more than one vulvar tumor
(two of whom had three primary tumors) resulting in a total of 446
cases of vulvar BCC.56:32:38:5354 Risk factors for the seven
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Histopathological subtypes of vulvar BCCs
(n=199)
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Figure 2 Histopathologic subtypes of vulvar BCCs (n = 199)

patients with multiple BCC of the vulva included four patients with
a previous history of multiple BCC on sun-exposed
sites,32:38:53:54 two patients with history of radiation to pelvis,>%*
and three patients with Gorlin’s syndrome.®'* Overall, most
women did not have underlying vulvar disease; however, in three
patients, BCCs arose in contiguity with extramammary Paget dis-
ease.”**®3 Two BCCs arose within an area of lichen sclero-
sus®”%° while in a third case, a BCC arose adjacent to the area
affected by lichen sclerosus,® as was seen in our patient.

Anatomic site

The exact site on the vulva was documented in 212 cases. The
labium majus was the site of origin in 162 cases, the clitoris in
10, labium minus in eight, perineum in four, vagina/surrounding
introitus and posterior fourchette in three each, and one BCC
arose from the periurethral mucosa. Twenty-one further cases
involved more than one anatomic location due to the larger size
of tumor at presentation. Potential risk factors in these patients
included underlying extramammary Paget disease in two
women,”** five patients with aggressive histology such as infil-
trative, morpheaform, and infundibulocystic BCC pat-
terns,”56:81:71:91 two patients with a history of previous BCC on
sun-exposed sites,”""® and seven patients with a documented
late presentation, with either lesion ulceration, large size, and/or
metastases, 3660 627191

Histopathologic subtype

Specific histopathologic subtype of the BCC was documented in
199 cases (Fig. 2) and included 116 (58%) cases that were
nodular, 30 (15%) superficial, and 27 (14%) infiltrative. There
were 10 documented cases displaying more than one BCC
histopathologic subtype - six were nodular, infiltrative, and
superficial; three were nodular and superficial; and one was
nodular and infiltrative and contiguous with a squamous cell car-
cinoma (SCC). Other reported histopathologic diagnoses were
four cases of mixed BCC and SCC, three total cases of BCC
contiguous to SCC (one mentioned above), and 10 cases of
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Table 2 Basal cell carcinoma primary treatment preceding
local recurrence

Local Avg. size
Case recurrence  (cm) if

Primary treatment number (n=23) recurrent
Local or wide local excision 261 21 3.0cm (n=7)
Bilateral simple vulvectomy 40 0 -
Radical vulvectomy 23 0 -
Hemivulvectomy 9 0 -
Excisional biopsy 8 1 1cm(n=1)
Radiation therapy 4 1 3cm(n=1)
Electrocautery 3 0 -
Mohs micrographic surgery 7 0 -

basosquamous cell carcinoma (BSC). Of the 10 cases of BSC,
one case of BSC was infiltrative and metastatic to bone. This
patient also had a history of basal cell nevus syndrome.'*

Therapeutic approach

Surgical treatment approaches varied widely and were docu-
mented in 353 cases. The most common surgical treatment
was wide local excision in 88 (25%) cases and simple surgical
(local) excision in 173 (49%). Vulvectomy was also reported
with 40 (11%) cases of bilateral simple vulvectomy, 23 (7%)
cases of radical vulvectomy of which 17 had concomitant lymph
node dissection, and nine (3%) cases of hemi- or partial vulvec-
tomy of which two cases had concomitant lymph node dissec-
tion. The indication for lymph node dissection in these 19
patients included seven patients with palpable inguinal lympha-
denopathy and three patients whose biopsy revealed BSC his-
tology.'5®3®¢ Other reasons for lymph node dissection included
three cases with initial diagnosis of SCC or adenocystic carci-
noma'®%® and one case due to large tumor size and concern
for involvement of the clitoral lymphatic network.?® Indications
for lymph node dissection were not specified in the remaining
five cases. Eight cases were treated with excisional biopsy
alone, four cases were treated with radiation therapy, and three
cases were treated with electrocautery.

Seven (2%) total cases of MMS for the treatment of vulvar
BCC have been reported. The first reported cases of vulvar
BCC treated with MMS were in 1988, when two patients with
BCC located on the perineum were successfully treated with
MMS.2° An additional five cases of vulvar BCC have since
reported treatment with MMS.2%%7% A study by Gibson et al.
found eight cases of perianal and genital BCC successfully trea-
ted with MMS; however, this report does not specify whether
these BCC were located on the vulva.! Our case documents an
additional vulvar BCC successfully treated with MMS.

Local recurrence
Twenty-three cases of local recurrence have been documented

in the literature (5.1% of 446 cases) (Table 1). Twenty-one of
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these cases occurred following local excision (seven completely
excised, seven incompletely excised, six unspecified). The
remaining cases recurred after radical vulvectomy and lym-
phadenectomy, x-ray therapy followed by direct radium applica-
tion, and excisional biopsy with tumor-free margins. Of the 14
recurrent cases in which age was reported, patients were with
an average of 69 years old (range 44-92). The histopathological
characteristics of primary BCC lesions that recurred were speci-
fied in 10 cases.'03*61.6977.94 There was notable variation,
including cases with both low®* and high®*”” mitotic counts.
Squamous change was evident in five primary tumors,3461:69.94

Recurrent lesions were most often treated with local excision.
Four patients died from recurrent disease — one from local
tumor invasion leading to hemorrhage and septicemia, another
from local spread and infection, a third from renal failure due to
pelvic and abdominal disease, and a fourth from respiratory dis-
tress secondary to lung metastases.'>*8%9 Multiple recur-
rences were not uncommon, occurring in four BCC cases. Of
the cases involving a single recurrence, time to recurrence
ranged from 6 months to 13 years. Three series of BCC cases
revealed a local recurrence rate of 8.9-10.7%."%%%#2 No recur-
rence after MMS has been reported (Table 2).

Metastatic BCC

Twelve cases in this series of 446 were metastatic (2.7%).
Table 3 presents key features of these cases. Of the 11 meta-
static cases in which age was reported, patients were an aver-
age of 74 years old (range 41-87). BCC was metastatic to
inguinal lymph nodes in nine of the 12 cases. Palpable lym-
phadenopathy on the side of histologically confirmed metas-
tases was appreciated in only three of these cases. There was
one reported case of distant nodal metastasis (supraclavicular
lymph node)'® and four cases of hematogenous spread (right
thigh skin, pubic bone, femoral head, lung).6'627794 Metastatic
BCC lesions tended to be large and deeply infiltrative. The
depth of involvement was reported in four cases,*627186 with
the deepest penetration measuring 6 cm.®2 In seven cases, the
primary BCC invaded subcutaneous tissue or fat, and in two
cases, the tumor extended to the pubic bone.

Perrone et al. compared their single case of metastatic BCC
to 10 cases of nonmetastatic BCC. They found that the meta-
static lesion was distinguished by extensive local involvement of
the urethra and vagina, clinical history of vaginal bleeding sec-
ondary to tumor infiltration, deep penetration into subcutaneous
fat, and a morphea-like growth pattern.”’ Two cases of meta-
static BCC were notable for delayed presentation — one patient
noticed “something growing” on her vulva for approximately
5 years before seeking treatment, and another patient pre-
sented with a 14-year history of a lump on the mons pubis.®°’

Most patients with metastatic disease were treated with radi-
cal vulvectomy and bilateral inguinal lymphadenectomy. The
patient with femoral head metastasis did not undergo inguinal
node dissection because of known hematogenous spread and a

© 2018 The International Society of Dermatology
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primary goal of palliation.®? Radiation therapy was performed on
five patients. Winkelmann et al. presented a case of a large
and locally invasive tumor that rendered the patient an inopera-
ble candidate. This patient was treated with preoperative radia-
tion that resulted in complete resolution of the tumor prior to
radical vulvectomy and proctectomy with inguinal lymphadenec-
tomy.®" Four patients with metastatic BCC died from the dis-

8386.15’34’62’94

Discussion

Although BCC is a common malignancy, the vulva is an unusual
anatomic location for BCC and accounts for <1% of all BCC.
We reviewed over 400 published cases of vulvar BCC in the lit-
erature and found that vulvar BCCs most often affect post-
menopausal females over the age of 70. The most common
location is the labium majus. Vulvar BCC is rarely associated
with underlying vulvar disease such as extramammary Paget
disease or lichen sclerosus.

Vulvar BCC is histopathologically similar to BCC occurring in
other anatomic locations.’® Certain histologic types such as
basosquamous carcinoma, adenocystic, and infiltrative types
tend to be more aggressive and may explain cases of recur-
rence.®® Lymph node involvement and hematogenous metasta-
sis to distant sites are rare but can occur. Treatment
approaches varied widely in reported literature. Most cases
were treated with wide local excision. A minority of patients
underwent simple or radical vulvectomy. Seven cases treated
with MMS have been well documented in the literature.

In our review of 437 patients with vulvar BCC, 23 (5.1%)
recurred and 12 (2.7%) metastasized. Studies estimate a recur-
rence rate of 4.2% (follow-up <5 years) and 8.7% (follow-up
>5 years) for all BCCs,*” and the reported incidence of meta-
static BCC for all BCCs ranges from 0.0028 to 0.55%.%%% These
vulvar recurrence and metastatic rates are likely underesti-
mated, as patient follow-up was limited in most case reports.
Because of the low incidence of vulvar BCC, it remains difficult
to define factors associated with increased risk of recurrent or
metastatic disease. Several reported cases of local recurrence
followed incomplete excision, though the presence or absence
of positive surgical margins does not appear predictive of recur-
rence. High recurrence rates have been reported in the litera-
ture with local recurrence after complete local excision in about
10-20% of cases, possibly due to inadequate surgical mar-
gins.®® Advanced vulvar BCC often involves metastasis to ingu-
inal lymph nodes, though distant nodal metastasis and
hematogenous spread are also possible. Based on our review,
potential risk factors for metastatic disease include large size
(including from late presentation), depth of involvement, and
aggressive histologic features. Though uncommon, both recur-
rent and metastatic BCC can be fatal.

MMS has been associated with improved cosmetic and func-
tional outcomes.>®®* MMS may be the best chance of cure,
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especially with increased tumor size, aggressive histology, and
when maximum uninvolved tissue preservation is desired.?° The
use of MMS for treatment of vulvar BCC may lead to improved
rates of local recurrence. MMS represents a promising treat-
ment for BCC in this anatomic location; however, further experi-
ence with MMS for vulvar BCC is needed to confirm this
observation.

Questions (answers found after references)

1 In which decade do most patients experience vulvar BCC?
(a) Fifth
(b) Sixth
(c) Seventh
(d) Eighth
2 Which of the following is not a potential risk factors for BCCs
developing in non sun-exposed areas?
(a) Radiation therapy
(b) Basal cell nevus syndrome
(c) Recurrent infection
(d) Lichen sclerosus
3 The majority of the articles reviewed in this manuscript come
from which literature sources?
(a) Gynecology
(b) Gynecological oncology
(c) Dermatology
(d) Surgical oncology
4 What is the most common site for vulvar BCCs?
(a) Introitus
(b) Posterior fourchette
(c) Periurethral
(d) Labium majus
5 What is the most common histological subtype of vulvar
BCC?
(a) Superficial
(b) Nodular
(c) Infiltrative
(d) Basosquamous
6 What is the recurrence rate of vulvar BCCs?
(a) 1.4%
(b) 3.5%
(c) 5.1%
(d) 8.5%
7 After which treatment modality did most vulvar BCC recur-
rences occur?
(a) Mohs micrographic surgery
(b) Electrodessication and curettage
(c) Local excision
8 What percentage of vulvar BCCs result in metastasis?
(a) 1.5%
(b) 2.7%
(c) 5.1%
(d) 7%
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9 What is the most common location for vulvar BCC metasta-
sis?
(a) Inguinal lymph node
(b) Retroperitoneal lymph node
(c) Distant site
(d) Uterus
10 In the author’s opinion, what is the preferred method for vul-
var BCC treatment?
(a) Local excision
(b) Electrodessication & curettage
(c) Mohs micrographic surgery
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