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Abstract

Condyloma acuminata (CA), also known as anogenital warts, are benign proliferative epidermal and/or mucosal lesions usually
caused by Human Papilloma Virus (HPV) type 6 and 11. They initially manifest as variable sized and shaped soft papules or
plaques on anogenital skin. However, they can grow as a large, bulky, lobulated growth. Lesions are commonly multiple and
multifocal, affecting the vulva, perianal, vaginal and cervical regions. They represent the most common sexually transmitted
disease (STD) and are highly contagious. Further, the incidence of CA is 5-7fold higher in Human Immunodeficiency virus
(HIV) positive patients compared to immunocompetent patients. The HIV infection reduces the local immune control of HPV
infection thus favours the proliferation of the HPV which results into large sized CA. The giant condyloma acuminata (GCA) and
giant condyloma of Buschke-Lowenstein (GCBL) are uncommon variants of classical condyloma acuminata (CCA) which can
reach the size of 10 to 30 cm. The treatment of CA should be individualized and based upon the extent of disease and treatment
availability. The small CA which present as papules or plaques can be treated by Podophyllin, Imiquimod, electrosurgical
ablation or cryotherapy. However, GCA require excision with cold knife, electrosurgery or CO2 laser. When the base of GCA is
narrow, surgical excision with minimal skin loss allows primary closure of the wound, whereas when the base is broad and
relatively fixed, one must keep the differential diagnoses of GCA versus GCBL which require wide excision and reconstruction
of the tissue. This case report illustrates the surgical management of GCA with broad base in a 44-year-old female patient with
HIV infection. She was treated by wide surgical excision followed by reconstruction of the defect with fascio-cutaneous V-Y
advancement flaps. Histology confirmed the diagnosis of condyloma acuminatum. Six months following surgery, she had
recurrence of a perianal wart that was cauterized. On further 12 month follow up there was no new recurrence of any
condylomatous lesion.
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1. Introduction

Condyloma acuminata (CA) also known as anogenital or
venereal warts is a common sexually transmitted disease
(STD) among females and males of reproductive age group [1,
2]. The causal role of Human papillomavirus (HPV) is well
established in CA[1, 2, 9]. More than 90% of cases of CA are
caused by low-risk, non-oncogenic HPV type 6 and/or 11
[9-11].

The worldwide prevalence of CA is estimated at
0.13%-5.1% with an incidence of 76-190 per 100,000 per-
son-years among women [9]. However, the incidence is 5-7
times higher in Human Immunodeficiency virus (HIV) posi-
tive patients [10, 11]. There is a complex interaction between
HIV and HPV, and local mucosa’s immunological mecha-
nisms. HIV increases HPV transcription, and it causes a de-
crease in the number of macrophages, Langerhans cells and
CD4 T lymphocytes in the mucosa with a consequent reduc-
tion in local immune control of HPV infection and increased
proliferation of the virus. The HPV viral DNA is incorporated
into cellular DNA redirecting cellular processes into dysreg-
ulated cellular proliferation [9].

The giant condyloma acuminata (GCA) and giant condy-
loma of Buschke-Lowenstein (GCBL) also known as
Buschke-Lowenstein tumor (BLT) are uncommon variants of
classical condyloma acuminatum (CCA). They are slow
growing tumour and can grow to 10-30cm in size. Although
histopathologically benign, they have a potential to grow into
squamous cell carcinoma (SCC), and have a high recurrence
rate [14, 15]. Most authors recommend wide surgical excision
as the treatment of choice which allows a complete histolog-
ical examination and assessment of tumor-free resection
margins [1, 2, 4, 14, 15].

2. Case Report

A 44-year-old, para 2 presented to gynaecology clinic with
a history of vulval growth for three years. It started as a small
warty growth which continued to grow in size. It was associ-
ated with itching, malodourous discharge and sometimes mild
bleeding specially on rubbing. She had difficulty in walking
and sitting.

She attained early menopause at the age of 42 years and
was experiencing mild hot flushes. She was diagnosed with
HIV infection six years ago and was then started on highly
active anti-retroviral treatment (HAART). However, she was
switched to second line HAART regimen two years ago due to
virological failure which included Aluvia, Abacavir and
Lamivudine. She was not vaccinated for HPV. The Pap smear
showed low grade squamous intraepithelial lesion. She did
not have any other comorbidity.

On examination, she was of average build. Vital signs were
normal with a pulse of 70 beats per minute and BP of 130/60
mm of Hg. Her temperature was normal.

There were huge multiple exophytic masses, cauliflow-

47

er-like in appearance, pink and grayish in colour involving
both labia majora and minora. They extended anteriorly to
mons pubis and posteriorly to the perineum and perianal
area. They measured 15 x 7 x 5 cm on the left and 11x 6 x
5cm the on right side. The masses were soft to firm in
consistency, friable with irregular surface and had a broad
base (4-5cm) but were not fixed to underlying structures.
The margins were well defined. Some areas of the masses
were infected and were draining foul smelling yellow
discharge. There were a few satellite lesions on the mons
pubis and on the right groin. Bilateral inguinal lymph nodes
were enlarged to 0.5 cm, discrete and mobile and seemed to
be reactive lymph nodes.

The laboratory investigations showed haemoglobin of
10gm/dl, platelet count of 267 x 10°/L, and white cell count of
9.2 x 10%L. The CD4 count was 285 cell/mm? and viral load
was 35 copies/ml. The urea was 3.7mmol/L and creatinine
was 8.3umol/L with normal electrolyte panel. The liver func-
tion tests were within normal range except mild hypoalbu-
minemia of 31 gm%. A clinical diagnosis of GCA with HIV
on second line of HAART was made. Multiple biopsies from
different sites were taken in the ward which confirmed the
diagnosis of CA.

Figure 1. Pre-operative image of GCA.

Figure 2. Pre-operative image of GCA from another angle.
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Patient was advised to take Sitz bath and was empirically
given oral Sulfamethoxazole + Trimethoprim to control the
local infection. She was started on Imiquimod cream 5% three
times a week for three months while awaiting surgery. The
infection had cleared at the time of surgery but there was no
appreciable regression in the size of the growth.

Given the broad base of the condyloma, it was anticipated
that there would be wide skin loss; hence, the management
was planned with the plastic surgeon. The patient underwent
simple vulvectomy. The skin with superficial subcutaneous
tissue of the part of the mons pubis, clitoris, both labia majora
and minora, left side of perineum and perianal area were
resected en-block with a margin of 1.0 cm and sent for his-
tology, followed by reconstruction of the vulva with a
fascio-cutaneous V-Y advancement flaps from both thighs.
One satellite lesion on the mons pubis was excised and others
were cauterized.

Figure 4. Post vulval reconstruction image.

Histology showed hyperkeratosis, parakeratosis, acanthosis,
excessive koilocytes in the epidermis and congested vessels in
the dermis which were in keeping with the features of con-
dyloma acuminatum and chronic inflammation with no evi-
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dence of high-grade dysplasia or invasive malignancy. The
resection margins were clear of disease. The histological
diagnosis was in keeping with GCA rather than GCBL as
argued in the discussion section of the report.

The post-operative course was complicated by infection of
the wound which was successfully treated with intravenous
Tazocin x 4.5 gm x eight hourly for ten days and wound care.
The patient was discharged on day 21. Both vulval and thigh
wounds had healed well and flaps were well taken up. Six
months later the patient had recurrence of a perianal wart
which was cauterized. Since then, she remained free of re-
currence at 12 months follow-up and had no complaints.

Figure 5. Six months following vulvectomy and vulval reconstruc-
tion.

3. Discussion

HPV is one of the most common STD, with a lifetime risk
of 50-80% [6]. There are more than 200 types of HPV, some
are oncogenic others are non-oncogenic strains [11]. The
highest risk of contracting HPV infection is between 18-28
years [6]. Although, 90% of infected people are able to clear
HPV by strong localized cell mediated immune response,
approximately 10% of individuals develop persistent infec-
tion. The persistent infection may result in benign prolifera-
tive lesions such as CCA, GCA, GCBL/BLT. The majority of
the cases of benign lesions are caused by non-oncogenic
strains mainly 6 and 11 [2, 4, 8].

In the populations where HIV prevalence is high in adults
of reproductive age such as in South Africa (about 19.5%),
there appears to be higher incidence of GCA [5, 17].

GCA and GCBL are uncommon variants of CCA. In 1925,
Buschke and Lowenstein described a unique neoplasm of the
penis which, to them, bore similarities to CCAas well as SCC.
Clinically it looked like CA but behaved like locally invasive
malignancy, whereas histologically it was more like condy-
loma acuminatum without any evidence of anaplasia [12, 14].

Given the rarity of the disease, the literature is available as
individual case reports or series of case reports. And in the
available literature, most of the clinical reports have not made
any differentiation between GCA and GCBL/BLT rather have
used the terms interchangeably, but a few, especially the
pathology reports have made a distinction between the two.

Although, the GCA and GCBL/BLT are often used mutu-
ally, it is prudent to compare and contrast the two as it has
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clinical implications. Both GCA and GCBL have similar risk
factors including immunosuppression, diabetes, smoking,
multiple partners, men having sex with men (MSM), poor
hygiene as well as other STDs [7, 12]. They have comparable
clinical presentation and management but the risk of malig-
nant transformation, recurrence rates and prognosis are dif-
ferent. The current patient had HIV disease which is a risk
factor for both GCA and GCBL.

The risk of transformation into SCC in GCBL ranges from
30% to 56%, the risk is assumed to be less in GCA, whereas
CCA has a small risk of 2%. The risk increases when there is
mixed infection with oncogenic strains of HPV [5, 15].

The GCBL recurrence rate can be as high as 60-66% which
largely depends on the spread of the tumour and (in)adequacy
of the resection. Whereas the recurrence rate in adequately
resected GCA is 13-29% [14-16]. GCBL has overall mortality
of 10-21% [14, 16].

Both GCA and GCBL look alike; bulky, cauliflow-
er-shaped masses that can grow from 5¢cm to 20 to 30cm that
cause physical symptoms, emotional distress and adversely
affect quality of life but there are subtle differences in the
clinical behaviour and histological features of the two.

GCA and GCBL both are largely located on the genital area
(vulva in females and penis in males) and may extend to the
perineum and perianal area. The anorectal region is the second
common site for GCBL with a propensity for perianal fistu-
la formation and infection. GCBL has broad base and fixed to
underlying structures to variable degree, whereas GCA can
have narrow or broad base but mostly not fixed to underlying
structures [2, 14, 16]. GCBL occurs more frequently in males
than in females (4.4:1) [16].

Histologically, GCA and GCBL show many similar char-
acteristic features such as orderly arrangement of the epithe-
lial layers, well-formed papillae with a prominent central
fibrovascular core, hyperkeratosis with parakeratosis and
marked acanthosis, koilocytes and chronic inflammatory
infiltration. There is no lymphatic, vascular or neuronal in-
vasion, and the basement membrane integrity is maintained.
Both do not metastasize, neither is there atypia of cells [4, 14].
However, the major differentiating point between the two is
that the GCA is largely an exophytic growth whereas GCBL
has both exophytic as well as endophytic growth. Typically,
GCBL causes pushing infiltration of underlying dermis and
deeper structure with an intact basement membrane. The
invasive strands of the tumour have a well-developed basal
cell layer of epidermis [13, 14, 16]. Nevertheless, the endo-
phytic growth causes invasion and destruction of the under-
lying and adjacent tissues simulating the malignant invasion
[12, 14, 16].

There is a changing concept over time that not all large
(>3cm) and giant (>10cm) condylomas are GCBL, and it is
considered that the CCA, GCA, GCBL are the continuum of
the same benign entity but not mandatory spectrum of poten-
tially malignant lesions [12, 14].

The patient described in this report fits into the criteria of
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GCA, not GCBL as it was giant in size (>10cm), and it had
exophytic growth only, and both clinically and histologically
there was no evidence of extrusion of tumour in the underly-
ing structures.

The treatment options for CCA are topical therapy (podo-
phyllin, 5-FU, Imiquimod, intra-lesional injections of inter-
ferons, ablative therapy (cryotherapy, electrosurgery) and
excisional therapy with CO2 laser or cold knife [2, 3, 15].

In case of GCA and GCBL, before treatment it is manda-
tory to do multiple site deep biopsies that will assist in making
the diagnosis, confirmation or exclusion of the presence of
dysplasia, microinvasion or invasive carcinoma and in treat-
ment planning [9, 18]. An MRI is warranted in cases where
symptoms and signs suggest possible extrusion in the under-
lying or adjacent structures [12, 15].

A wide surgical excision with histologically clear margins
is the mainstay of treatment of GCA and GCBL. The wide
surgical excision poses a challenge for the reconstruction of
tissue. Most case reports describe the skin thickness skin graft
or flap to cover the surgical defect [15, 17, 18]. In the index
case, we did bilateral fascio-cutaneous V-Y advancement
flaps to reconstruct the vulva.

Radiation therapy or chemo-radiation despite its neoadju-
vant application in a limited number of GCA and GCBL, has
largely been avoided, mostly because of the fear of causing
further anaplastic transformations. Moreover, in a series of
case reports of GCA the radiotherapy showed partial response
in most cases, only a few had shown complete regression [5].
Radiotherapy should be reserved for patients who are not fit
for surgery or when clear surgical margins are not attainable
or, GCA or GCBL has foci of SCC [9, 12, 14].

Imiquimod 5% cream seems to be ineffective; however, in
some case reports, GCA has demonstrated a good response to
Podophyllin which has an exfoliating, immunological, and
antimitotic action. Weekly treatment with Podophyllin 25% in
solid petroleum jelly for 4-6 months can result in complete
regression of GCA [13]. Topical treatment with Podophyllin
may be considered before surgery to reduce the size of GCA,
thus facilitating resection and avoiding postoperative com-
plications [13].

4. Conclusion

Despite being an uncommon condition, the incidence of
GCA is relatively higher in immunosuppressed patients. GCA
must be differentiated from GCBL because GCBL has higher
recurrence rates and higher malignant transformation index
and higher mortality rates than GCA [14]. The wide local
excision of the lesion with clear margins and reconstruction of
the resultant skin defect gives good cosmetic and functional
results in both GCA and GCBL [1, 2, 7].

Furthermore, in order to reduce the incidence of genital
warts, the governments must invest in HPV vaccination pro-
grams. The randomized clinical trials and population-based
studies have demonstrated that quadri-valent and nona-valent


http://www.sciencepg.com/journal/jgo
https://www.sciencedirect.com/topics/medicine-and-dentistry/anal-fistula
https://www.sciencedirect.com/topics/medicine-and-dentistry/anal-fistula

Journal of Gynecology and Obstetrics

http://www.sciencepg.com/journal/jgo

HPV vaccination of adolescents before sexual debut signifi-
cantly decrease the incidence of genital warts [11, 18].
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