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Case Report

The patient is a 57 year-old obese Caucasian male who presented 
with a nine-year history of  a slow-growing right inguinal/
abdominal wall mass. The patient stated that the mass originally 
started as a “pimple” and over the course of  the following 9 years 
the lesion grew to its present size. The mass had occasionally been 
followed by local family physician but the patient had refused 
previous treatment. The last few months he noted a progressive 
increase in pain, foul smell and occasional bleeding. 
 
Physical exam revealed an 18.8-cm x 11-cm x 4.9-cm warty-
appearing mass, red in color that was oozing serous fluid and 
some blood (Figure 1-2). The patient was anemic secondary to 
bleeding with hemoglobin of  7.3, hematocrit 24.3, MCV 64.5 and 
RDW 18. Two units of  PRBC’s were transfused and no further 
transfusions were needed. Proteus mirabilis sensitive to Bactrim 
was cultured from the mass. The patients medical history revealed 
COPD, HTN, CHF, a history of  hepatitis c. Patient has a history 
of  smoking but recently quit. 

Surgery was consulted and a wide local excision was performed 
on a condylomatous, cauliflower-like skin tumor of  right groin. 
The tumor involved the skin and subcutaneous tissue down to the 

facial plane. A skin graft taken from right upper thigh was used. 
Only 30% of  the graft was taken. 

Pathology of  the mass showed giant condyloma acuminatum that 
appeared to be benign with a clear margin and was 18.8-cm x 11-cm 
x 4.9cm in size and weighed 686 grams. Microscopic description 
of  the mass showed a cauliflower-like tumor characterized by 
epithelial acanthosis, papillomatosis, squamous epithelium with 
nuclear atypia, perinuclear clearing, and surface keratosis (Figure 
3-6). Margins, where present, and appear free of  tumor. 

Discussion

Giant condyloma acuminatum (GCA; Buschke-Löwenstein 
tumor) was first described by Abraham Buschke in 1896. 
Buschke and Löwenstein (in 1925), further elaborated on GCAs 
[1]. GCA is an unusual, human-papillomavirus (HPV)-induced, 
large, exophytic, and cauliflower-like lesion of  the anogenital 
region with a potentially fatal course. Even though GCA shows 
no histological criteria of  malignancy, it is characterized by its 
size, capability of  local infiltration, aggressiveness to underlying 
tissues, resistance to treatment, and a high recurrence rate [2-4]. 
The epidemiology, histology, malignant potential, treatment of  
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the tumor and pathologic nature of  GCA are still being debated.

In the reported literature there seems to be a predominance 
of  GCA in males and a recent trend toward a younger age at 
presentation [2-5]. The most common presenting symptoms are 
anogenital mass, pain, abscess, fistula, bleeding, foul odor, weight 
loss, and pruritus. The overwhelming majority of  cases have 
been reported on the penis and perianal locations [3, 5]. Other 
locations include the bladder [6], inguinal [7], pilonidal sinus [8, 9] 

and vulvar [10] regions. 

GCA seems to be a sexually transmitted disease. When GCA or 
anogenital condylomas are found in children [11] the physician 
should question the possibility of  sexual abuse. GCA has been 
reported in HIV-positive patients with some of  those cases 
showing aggressive GCA with malignant potential [12, 13]. Sexual 
orientation or HIV status has been limited in the current literature 
making it difficult to see associations between HIV and GCA. 

Figure 1. Gross picture of  Buschke-Lowenstein tumor.

Figure 2. Gross picture of  Buschke-Lowenstein tumor.

Figure 3. Giant codyloma with epithelial acanthosis and papillomatosis, H&E stain (40x).

Figure 4. Condylomatous epithelium varying from non-keratinizing to keratinizing/parakeratotic, H&E stain (100x).

Figure 5. Condylomatous epithelium varying from non-keratinizing to keratinizing/parakeratotic, H&E stain (100x).
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Pathology

When 1st described by Buschke and Löwenstein GCA appeared 
to be a cytologically benign carcinoma-like variant of  condyloma 
acuminatum. Since then there have been multiple cases where 
GCA has behaved in a malignant manner, so some authors have 
classified the GCA as a verrucous carcinoma (VC; a low-grade 
squamous cell carcinoma (SCC) with minimal metastasis risk). 
Other authors proposed that GCA is an intermediate entity 
between condyloma acuminatum and VC or SCC [2, 14].

Ordinary condylomas and GCA share many similarites. 
Histiologically they include koilocytosis (clear vacuolization 
of  prickle cells in the superficial layer of  the epidermis), 
infrequent mitosis, superficial hyperkeratosis, and acanthosis 
(epidermal thickening). GCA and simple condyloma acuminatum 
(anogenital warts) can be differentiated because GCA tends to 
affect the underlying tissue by characteristically “pushing” and 
displacing rather than “infiltrating” the basement membrane 
[15]. Histiologically GCA is also differentiated from common 
anogenital warts by its marked papillomatosis, thicker stratum 
corneum, and thickened rete ridges [3, 15].

It is not the malignant histology but the extent of  invasion and 
high recurrence rate of  the tumor that has the greatest impact 
on morbidity. From benign GCA to histologic malignancy the 
average time of  malignant transformation is approximately 
five years [3]. The definition of  GCA has been broadened to 
include giant condylomas that harbor foci of  invasion [2, 3]. 
These areas of  invasion may contain areas of  frankly invasive 
VC or SCC. Although VC and SCC can be found within GCA, 
they can arise from normal skin. The definition of  GCA now 
encompasses lesions that demonstrate the histologic features of  
GCA described above whether or not it coexists with areas of  VC 
or SCC. In contrast to VC, GCA and ordinary condylomas have 
an intact basement membrane without invasion of  the stroma and 
underlying tissue and do not have evidence of  malignancy such as 
distant metastasis and lymphatic or angioinvasion [2, 3, 36].

The low-risk human papilloma virus types 6 and 11 have been 
frequently demonstrated to be associated with GCA [7, 24, 33-36]. 
It is unknown what host or viral factors cause the progression of  
benign condyloma acuminatum to an aggressive GCA phenotype.

Treatment

It is reasonable when evaluating a patient for GCA to obtain a 
generous biopsy to see the broad, blunt, and deeply penetrating 
rete pegs and other histiologic features to help differentiate 
from condyloma, VC or SCC. In perianal disease with rectal 

involvement evaluation of  rectum by proctoscope or flexible 
sigmoidoscopy should be used to rule out more proximal disease. 
If  concerned about the extent of  the tumor within the pelvis or 
to identify possible lymphadenopathy, a CT or MRI may be used 
[22]. GCA has a high recurrence rate [3], therefore vigilant follow 
up after treatment should occur. 

In the literature many treatment strategies have been published (e.g. 
chemotherapy, excision, radiation) [23]. Most authors recommend 
complete surgical resection with histologically clear margins with 
or without adjunct chemotherapy [3, 24]. Early radical surgical 
excision has been suggested due to the clinical, pathologic 
and malignant potential of  GCA [2, 3, 5, 25]. When there is 
involvement of  the external anal sphincter, abdominoperineal 
resection should be considered [24, 25]. Resections with carbon 
dioxide [26, 27] and argon lasers have also been shown to be 
an alternative first-line treatment. There have also been reports 
of  tumor destruction using cryotherapy or electrocauterization 
[28]. No further treatment is necessary if  the margins are free of  
tumor, but vigilant follow-up is necessary due to its malignant 
potential and high recurrence rate.

Many different methods have been described for repairing the 
often large wounds caused by excision of  a GCA tumor. (e.g. 
secondary healing, mesh-skin grafts, gracilis flap [17], split 
thickness grafts and S-plasty [29].

With varying success, topical and systemic chemotherapeutic 
agents with or without radiation therapy have been used as 
treatment or as adjuvants to surgery. Topical agents such as 
5 fluorouracil, podophyllin, interferon have had little success 
in treatment or prevention of  the disease [3, 11, 14]. Topical 
cidofovir gel 1.5%, intralesional bleomycin and intralesional 
interferon alpha [30] have shown to have some success. Systemic 
treatments include a variety of  combinations of  5-fluorouracil, 
mitomycin, interferon alpha, bleomycin, cisplatin, leucovorin 
and/or methotrexate [23, 31-33].

Radiation therapy (XRT) has been used for successful treatment, 
salvage and as neoadjuvant treatment [34]. Although the idea 
has been challenged, radiotherapy was reported to be associated 
with malignant transformation of  oral verrucous carcinoma [35], 
therefore it has been suggested that radiotherapy is contraindicated 
in the management for GCA. Chemoradiotherapy has resulted in 
significant down-staging of  the disease allowing for local control 
and surgery possible [4, 33].

Immunotherapy with autologous vaccination has also shown 
good results in a few patients [36]. 

Figure 6. Numerous koilocytes within condylomatous epithelium, H&E stain (400X).
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Conclusion

In summary, GCA can be defined as an unusual, human-
papillomavirus (HPV)-induced, large, exophytic, and cauliflower 
like lesion of  the anogenital region with a potentially fatal course. 
GCA characteristically tends to “push” and displace rather than 
“infiltrate” the basement membrane and underlying tissue. GCA 
likely represents an intermediate entity between condyloma 
acuminatum and VC. Currently, complete surgical resection 
with clear margins is the treatment of  choice. Adjuvant therapy 
may include chemotherapy, radiotherapy or immunotherapy. 
Controlled, prospective, multi-institutional studies are necessary 
to further understand and define the nature and treatment of  this 
rare disease.
 
*We would like to extend a special thanks to Timothy Branigin 
MD for the histology slides.
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