
Introduction 

Pure ovarian choriocarcinoma is one of the extremely rare

ovarian cancers, which is classified as either gestational or

non-gestational origin [1-3]. Gestational choriocarcinoma

(GCO) contains at least one paternal compliment in the

genes, but non-gestational choriocarcinoma (NGCO) arises

from an ovarian germ cell tumors or epithelial tumor.

NGCO can consist of pure trophoblasts or be mixed by germ

cell tumor, containing immature teratomas, dysgerminomas,

and polyembryomas. Thus, NGCO contains no paternal

contribution to the genome [4]. NGCO is known to be re-

sistant to single-agent chemotherapy and has poor progno-

sis compared to GCO [5]. Although it is important to

distinguish each type of choriocarcinoma, it is difficult to

distinguish between the two types by routine histologic, ul-

trastructural, or immunohistochemical examination in post-

menarche women [1, 2]. A few cases have been reported

where DNA polymorphism analysis was utilized to diag-

nose NGCO. Recently, the laparoscopic approach in early-

stage ovarian cancer has markedly improved [6]. In this

paper, the authors report a case of NGCO diagnosed by

DNA polymorphism analysis after hand-assisted laparo-

scopic surgical (HALS) staging and the long-term clinical

outcome.

Case Report

A 41-year-old woman with gravida 2, para 2 was admitted to

Ulsan university hospital because of solid adnexal mass and vagi-

nal bleeding of during one month prior. She did not have remark-

able medical history but underwent two cesarean sections. Vital

signs and laboratory findings were unremarkable. The authors

checked tumor markers for malignancy evaluation. It showed that

the serum beta-human chorionic gonadotropin (β-hCG) titer was

increased at 1,400 mIU/ml (normal range, 0-3 mIU/ml). Other

tumor markers were not remarkable; alpha fetoprotein (AFP) was

2.1 ng/ml (normal < 20 ng/ml), carcinoembryonic antigen (CEA)

was 1.3 ng/ml (normal < 2 ng/ml), carbohydrate antigen 125

(CA125) was 13.9 U/ml (normal < 45 U/ml), and carbohydrate

antigen 19-9 (CA19-9) was 8.3 U/ml (normal < 37 U/ml). Trans-

vaginal sonograms and abdominopelvic computed tomography

(APCT) showed a large well-capsulated round mass (109.3×98.6

mm) arising from the right adnexa (Figure 1-A). The large mass

was suspected to be a malignant tumor based on radiologic re-

ports. Chest CT, mammography, duodenofibroscopy, and

colonoscopy were performed but there were no meaningful find-

ings. The endometrial biopsy was performed and a diffuse decid-

ual reaction was reported. For the preliminary diagnosis of ovarian

cancer, she underwent HALS staging operation. A 12-mm trocar

for telescope was inserted through the umbilicus and two five-

mm trocars were inserted on LLQ and RLQ areas. A four-cm

transverse incision was made on the suprapubic area, where fas-

ciotomy was performed, and peritoneum was incised. A flexible

wound retractor was inserted through the extended suprapubic in-

cision. The abdomen and pelvis were carefully explored and pal-

pated using laparoscopic vision and direct palpation, respectively.

During laparoscopic exploration, the tumor was observed to be

well-encapsulated in the pelvic area and there was no evidence of
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Summary

Non-gestational choriocarcinoma (NGCO) is a rare primary ovarian cancer with poor prognosis. It is important to distinguish it

from gestational ovarian choriocarcinoma (GCO), because there are different treatment options. However, it is difficult to distinguish

the two types by routine histologic, ultrastructural, or immunohistochemical examination. The authors present NGCO in a 41-year-

old woman, which was confirmed by DNA polymorphism analysis. All tested microsatellite markers had identical DNA profiles

with the same allelic sizes between tumor and normal myometrium of the patient, indicating that both tissues originated from the same

person. The results confirmed that the tumor was non-gestational in origin. Although the tumor was large, the authors performed hand-

assisted laparoscopic surgical (HALS) staging. After three cycles of combination chemotherapy and surgery, the patient has not had

any evidence of disease 48 months after treatment. This case demonstrates the usefulness of HALS staging and DNA polymorphism

analysis in NGCO.
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Figure 1. — A) Imaging study of non-gestational

choriocarcinoma arising in the ovary. Transvaginal

sonogram (A-1) and abdomino-pelvic computed to-

mography (A-2). A 11-cm well-defined complex cys-

tic tumor arising from right adnexa; multiple uneven

internal septa with a focus of small solid component

B) Surgical view of hand-assisted laparoscopic sur-

gical staging (HALS): preparation view (B-1) and la-

paroscopic view (B-2).

Figure 2. — A) Microscopic findings of non-gesta-

tional choriocarcinoma arising in the ovary showing

a biphasic arrangement of syncytiotrophoblastic (A-

1) and cytotrophoblastic tumor cells (A-2) (H&E

×200); strong immunopositivity for β-hCG in the

syncytiotrophoblastic component (A-3; β-hCG im-

munostain ×200); positive immunostain for cyto- ker-

atine in the tumor cell (A-4; cytokeratine

immunostain ×200).

B) DNA microsatellite markers profile comparison

between normal myometrium and tumor tissue. The

patient was homozygous for three markers (D5S346,

BAT26, and BAT25) and heterozygous for two mark-

ers (D17S250 and D2S123) in both the tumor and

normal myometrial tissues. Note that the DNA pro-

filing patterns of the normal and tumor tissues were

identical at all markers tested, indicating that both tis-

sues were from the same person. Thus, this tumor was

of a non-gestational origin.
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metastasis. After right salpingo-ophorectomy was performed, the

specimen was removed through a wound retractor while using an

endoscopic pouch to prevent the spillage of tumor content. The

frozen section was suspected to be a type a choriocarcinoma. The

authors performed laparoscopic assisted vaginal hysterectomy

(LAVH), left salpingo-ophorectomy, omentectomy, pelvic and

para-aortic lymph node dissection, appendectomy, and multiple

biopsies (paracolic gutter and pelvic peritoneum). Optimal de-

bulking was achieved with no macroscopic residual tumor (Fig-

ure 1-B).

Microscopically, the tumor was composed of pleomorphic

biphasic arrangement with cytotrophoblasts and syncytiotro-

phoblasts admixed with hemorrhage and necrotic tissue. The syn-

cytiotrophoblasts were strongly immunopositive for β-hCG and

cytokeratin staining (Figure 2-A). The tumor was intact with the

ovarian surface.

DNA profiling was performed between normal myometrium

and ovarian tumor to determine the genetic origins of the chorio-

carcinoma. The authors used selected a consensus panel of five

microsatellite markers: BAT25, BAT26, D5S346, D17S250, and

D2S123. These markers are highly polymorphic microsatellite

markers used for diagnosing hereditary non-polyposis colorectal

cancer (HNPCC). The authors conducted multiplex polymerase

chain reaction (PCR) for markers with different amplification

sizes and analyzed the results using the GeneScan 3.1 software

package. The present patient was homozygous for three markers

(D5S346, BAT 26, and BAT25) and heterozygous for two mark-

ers (D17S250 and D2s123) in both normal myometrial tissue and

the tumor. DNA profiling patterns showed the same allelic sizes

of all tested microsatellite markers between tumor and myome-

trial tissues (Figure 2-B). As a result, a pure NGCO of the ovary,

Stage Ia (FIGO staging system) was confirmed in pathological re-

ports. 

Postoperatively, the patient was treated with bleomycin, etopo-

side, and cisplatin (BEP) adjuvant combination chemotherapy

every 28 days for three cycles. The serum β-hCG level decreased

to 28.7 mIU/ml five days after surgery, and was within the normal

range after one cycle of chemotherapy. The patient recovered well

after surgery and was treated with three cycles of chemotherapy

without any complications. The patient has shown no signs of re-

currence 48 months after completing  chemotherapy. 

Discussion 

Primary ovarian choriocarcinoma is a very rare type of

ovarian cancer, with an incidence rate of 0.008 per 100,000

women-year in United States [7]. Ovarian choriocarcinoma

is classified based on its origin as gestational or non-gesta-

tional. GCO arises from an  ovarian pregnancy or metasta-

sis from regressed or occult primary gestational

choriocarcinoma in the  genital tract, as in the uterus [3, 8].

NGCO arises from germ cell differentiation in trophoblast

structures and coexist with other malignant germ cell com-

ponents [3, 8]. In general, GCO is treated with a single

chemo-agent but NGCO is treated with regimen of multi-

ple chemo-agents, including vincristine, actinomycin-D,

cyclophosphamide (VAC), BEP, and etoposide, methotrex-

ate, actinomycin-D, cyclophosphamide, oncovine (EMA-

CO). Compared to GCO, NGCO is more likely to

metastasize to the lymphatic system and spread within ab-

dominal cavity, and has worse prognosis [8]; however, Lan-

zhou et al. suggested that the five-year survival rate was

79.4% in patients who underwent adjuvant multiple drug

chemotherapy [9]. Bao et al. reported that the prognosis of

NCGO is related with whether or not they received adju-

vant multiple drug chemotherapy [2]. Here, the authors re-

port a patient with NCGO who was treated with BEP

regimen after curative surgery and has had a disease-free

survival of 48 months. 

DNA polymorphism analysis is a useful method to dis-

tinguish between GCO and NGCO [10].However, a review

of the literature only found five cases where DNA poly-

morphism analysis was used to diagnose NGCO (Table 1). 

NGCO can be diagnosed with histological finding in pa-

tients who are sexually immature, who have never had sex-

ual intercourse, or are postmenopausal [8]. However it is

difficult to differentiate the two subtypes by histological

finding, particularly in patients of reproductive age and in

pure choriocarcinoma tumors without the other components

of germ cell tumors. Thus the DNA polymorphism analy-

sis would be a more useful method in women of childbear-

ing age. For DNA polymorphism analysis, there is no

consensus as to how many microsatellite markers are

needed for diagnosis. Tsujioka et al. reported that they

could diagnose NGCO using only two or three microsatel-

lite markers [10]. Yamamoto et al. suggested that DNA

analysis using more microsatellite markers facilitates a

more accurate diagnosis, so they performed DNA analysis

with 15 loci [11]. Koo et al. assayed eight microsatellite

markers for identification of the tumor origins [3]. In this

study, DNA polymorphism analysis was performed using

three homozygous markers (D5S346, BAT26, and BAT25)

and two heterozygous markers (D17S250 and D2S123) in

both the tumor and normal myometrial tissues. These five

markers were reliable for evaluating the origin of the pri-

mary tumor. Thus, the present authors suggest that five

markers for DNA analysis may be a reliable number for di-

agnosis of NGCO. Further consensus for how many mark-

ers are needed to accurately diagnose NGCO are needed. 

In a comparative study between laparoscopic and la-

parotomic approach for early-stage ovarian cancer, Ghezzi

et al. reported that there was no significantly difference in

postoperative complications, upstaging effects, appropriate

lymph node retrieval, disease-free survival, and overall sur-

vival between the two different approaches. They recom-

mended a laparoscopic approach for the standard surgical

staging for early-stage ovarian cancer [6]. In 28 cases of la-

paroscopic approach for early-stage malignant non-epithe-

lial ovarian tumors, Shim et al. reported that laparoscopic

approach could achieve good results, even for tumors

greater than five cm and those that require aggressive

lymph node dissection [12]. In the present study, the ovar-

ian tumor featured was well-encapsulated, intact, large

(about 11cm), and there was no sign of metastasis based on

preoperative radiologic findings. The present authors per-

formed HALS staging operation for the patient. They
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Table 1. — Details of 48 Cases of non-gestational choriocarcinoma of ovary (our case included).
Author Age

(years)
Chief
complaints

Tumor
Characteristics

Tumor 
side

Surgery Stage hCG
(min/mL)

Diagnostic method Chemotherapy
regimen

Outcome

1 Simard 1937 17 NS NS Right RO IIB Elevated History, histology None DOD 4 months
2 Backus & Griffi n 1941 13 NS NS NS TAH BSO IIB NS History, histology None DOD 6 months
3 Oliver & Horne 1948 11 Pain in abdomen Large, necrotic

hemorrhagic
Right RSO IIB Elevated History, histology None DOD 4 months

4 Groeber 1963 13 NS NS Left LO IA NS History, histology None DOD 4 months
5 Dehaan 1965 7 Pain in abdomen 12cm Right RSO IA 200 History, histology None NED 19 months
6 Hay & Stewart 1969 13 Pain in abdomen 8cm, necrotic

hemoperitoneum
Right RSO IC Elevated History, histology MTX NED 15 months

7 Panayotou et al. 1971 12 Pain in abdomen 10.5cm, necrotic
hemorrhagic

Left TAH BSO I Elevated History, histology MTX DOD 5 months

8 Smith et al. 1973 7 NS NS NS YES, NS NS NS History, histology MAC NED 8 months
9 Shah et al. 1974 14 Lump in abdomen 25cm, necrotic

hemoperitoneum
Right Autopsy II NS History, histology NS DOD

10 Adelman et al. 1975 1 NS NS NS USO NS NS History, histology MAC NED
11 Gerbie et al. 1975 16 NS NS Left LSO IV NS History, histology MTX NED 11 years
12 Gerbie et al. 1975 17 NS NS Right RO IA NS History, histology MTX Act-D NED 6 years
13 Gerbie et al. 1975 17 NS NS Left LSO III NS History, histology MAC NED 1 year
14 Stevens et al. 1979 19 Pain in abdomen Large Left TAH BSO IV 160 (urine) History, histology MTX Act-D DOD 10 days
15 Piver & Lurain 1979 NS NS NS NS NS IC Elevated History, histology MTX Act-D NED 8 months
16 Creasman et al. 1979 NS NS NS NS BSO III NS History,histology MAC NED 54 months
17 Vance & Greisinger

1985 
9 Pain in abdomen 14cm, friable

hemoperitoneum
Right RO IC Elevated History, histology PVB NED 6 months

18 Axe et al. 1985 6 Vaginal bleeding Friable, hemoperitoneum Right RO IC NS History, histology None NED 10 years
19 Axe et al. 1985 11 Pain in abdomen Friable, hemorrhagic Right RO I Elevated History, histology None DOD
20 Raju et al. 1985 16 Fever, dysuria 18cm, necrotic 

hemoperitoneum
Right Autopsy IV NS History, histology NS DOD

21 Sengupta & Everett 1987 11 NS NS NS UO NS NS History, histology NS NS
22 Pippitt et al. 1988 NS NS NS NS UO NS NS History, histology VAB-VI NED 9 months
23 Spingler et al. 1990 20 Pain in abdomen Ruptured tumor NS YES, NS NS NS History, histology NS DOD
24 Gribbon et al. 1992 NS NS NS NS YES, NS NS Elevated History, histology NS DOD 4 months
25 Gribbon et al. 1992 11 NS NS NS YES, NS IIC Elevated History, histology NS NED 1 year
26 Brown et al. 1993 11 NS NS NS USO NS NS History, histology NS NED 32 months
27 Trigueros et al. 1995 21 NS 24cm Right TAH BSO III 200,000 History, histology PVB NED 4 years
28 Arima et al. 1995 26 NS NS NS NS NS NS DNA analysis NS NS
29 Arima et al. 1995 21 NS NS NS NS NS NS DNA analysis NS NS
30 Chou et al. 1997 39 NS 20cm Left TAH BSO IV 71,885 History, histology Carboplatin

Etoposide
Ifosfamide

NED 17 months

31 Gungor et al. 1999 16 Pelvic pain NS NS TAH Bilateral ovarian 
wedge resection

NS 20,000 History, histology EMA-CO DOD 6 months

32 Inaba et al. 2000 12 Irregular Bleeding 11cm, ruptured Right RSO LOC III 25,000 History, histology PEB(high dose) NED 3 years
33 Goswami et al. 2001 18 Pain in abdomen 10x12cm, friable Left LSO ROC IA 88,385 History, histology MAC NED 5 months
34 Tsujioka et al. 2003 19 Pain in abdomen 9cm Left LSO IV 200,000 DNA analysis EMA-CO NED
35 Ozdemir et al. 2004 13 Pain in abdomen 7x8cm, ruptured Right RSO NS 91,028 History, histology MAC NED 9 months
36 Corakci et al. 2005 22 Pain in abdomen 8cm Right RSO IA 15,050 History, histology PEB NED
37 Koo et al. 2006 33 Vaginal bleeding 10x14cm, ruptured TAH BSO NS 185,000 History, histology MAC NED 18 months
38 Yamamoto et al. 2007 19 Vaginal bleeding 6.8cm Left LSO IA 206,949 DNA analysis MEA NED 12 months
39 Roghaei et al. 2007 47 Pain in abdomen

Vaginal bleeding
10cm Left TAH BSO partial-

omentectomy
IV 970 History, histology EMA-CO NED 12 months

40 Bao Kong et al. 2009 10 Pain in abdomen 15x13cm, ruptured Left LSO IC 7,957 History, histology PVB NED 2 months
41 Sung Hye Park

et al. 2009 
55 Pelvic pain, dry cough 6x5cm Right TAH BSO IV 64,838 History, histology BEP NED 20 months

42 Narges Izadi Mood
et al. 2009 

31 Pain in abdomen 7x7cm Right RSO I 1,000 History, histology EMA-CE NED 7 years

43 Narges Izadi Mood
et al. 2009 

32 Vaginal spooting 13x11cm Left TAH BSO
 infracolic-omentectomy

IIA 5,500 History, histology BEP NED 5 years

44 Lin Lv et al. 2011 48 Vaginal bleeding 18x15cm, friable TAH BSO PLND 
PALNS
omentectomy 
appecdectomy

III 7,664 History, histology BEP NED 1 year

45 Pedro Exman
et al. 2013 

24 General weakness 12x10cm Left TAH BSO 
omentectomy

IV 675,713 DNA analysis Neo-adjuvant 
BEP

NS

46 Youn jin Choi
et al. 2013 

33 Pain in abdomen
Vaginal bleeding

5x4cm, ruptured Left LO ROC peritoneal 
mass biopsy

III 17,763 History, histology EMA NED 5 years

47 Eun Jin Heo et al. 2014 12 Vaginal bleeding 4x4cm Left LSO partial 
omentectomy multiple 
peritoneal biopsy

IA 20,257 History, histology BEP NED 14 months

48 Present case 40 Vaginal bleeding 11x10cm Right LAVH BSO PLND 
PALND omentectomy
appendectomy

IA 1,400 DNA analysis BEP NED 4 years

Note. NS, not stated; NED, no evidence of disease; DOD, death of disease. TAH, total abdominal hysterectomy; LAVH, laparoscopic assisted vaginal hysterectomy; BSO, bilateral 

salpingo-oophorectomy; RSO; right salpingo-oophrectomy; LSO, left salpingo-oophrectomy; UO, unilateral oophorectomy; RO, right oophorectomy; LO, left oophorectomy; 

ROC, right ovarian cystectomy; LOC, left ovarian cystectomy; PLND, pelvic lymph node dissection; PALNS, para-aortic lymph node sampling; PALND, para-aortic lymph 

node dissection; MTX, methotrexate; Act-D, actinomycin D; MAC, methotrexate, actinomycin-D, chlorambucil; VBP, vinblastine, bleomycin, cisplatin; VAB-VI, vinblastine, 

bleomycin, cisplatin, actinomycin D, cyclophosphamide; PEB, cisplatin, etoposide, bleomycin; EMA-CO, etoposide, methotrexate, actinomycin D, cyclophosphamide, 

vincristine; MEA, methotrexate, etoposide, dactinomycin; BEP, bleomycin, etoposide, cisplatin; EMA-CE, etoposide, methotrexate, actinomycin D, cisplatin, etoposid.



Pure non-gestational choriocarcinoma arising in the ovary 553

achieved a good surgical result without any complications,

such as tumor spillage. For well-encapsulated large ovarian

tumor without rupture or metastasis, a laparoscopic ap-

proach could be one of the good staging options for early

stage ovarian cancer. 

In conclusion, NGCO is a very rare, and more resistant to

single-agent chemotherapy than that of gestational origin.

Thus, it is important to differentiate between gestational and

non-gestational origin using DNA polymorphism analysis for

selection of chemotherapy in post-menarche women. In early-

stage ovarian cancer, HALS staging may be a good treatment

option for large ovarian tumors. Based on diagnosis of surgery

and DNA analysis, combination chemotherapy may be im-

portant in improving the prognosis of a patient.  
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Introduction

Vulvar tumours constitute 3-5% of gynaecologic malig-

nancies and compose < 1% of all malignancies in women

[1]. Majority of the vulvar tumours are squamous carcino-

mas. Vulvar mucinous adenocarcinomas are extremely rare

regardless of being primary or metastatic. Primary mucinous

tumours of vulva may arise from Bartholin’s glands, sweat

glands, sebaceous glands, mesonephric remnants, ectopic

breast tissue or in association with entero-cutaneous fistulas

[2, 3]. Presence of signet ring cells in a tumour at genito-uri-

nary site is highly suggestive for a metastatic lesion possibly

from a gastro-intestinal origin [4, 5]. Here the authors pres-

ent a case of signet ring cell mucinous adnenocarcinoma of

the vulva with an undetermined primary origin. 

Case Report

A 62-years-old woman presented with spotting and with a his-

tory of two vaginal births. Her medical history was unremarkable

except for total abdominal hysterectomy and bilateral salpingo-

oophorectomy performed in 2001 due to uterine fibroids. Her

physical examination revealed an irregularly contoured rough

nodule with a diameter of three centimetres on the medial side of

right labium major. Speculum examination revealed a normal ap-

pearing vaginal vault. Transvaginal ultrasonography did not

demonstrate a pelvic pathology. Pap smear was normal and tu-

mour markers including CA 125, CA 19-9, CA 15-3, CA 72-4,

and CEA were within normal limits (4.4 U/ml, 3 U/ml, 16.5 U/ml,

2.28 U/ml, and 0.38 ng/ml respectively). An excisional biopsy

was performed. Pathologic examination revealed a mucinous ade-

nocarcinoma with signet ring cells. The tumour was observed to

invade dermis, extending trough the epidermis, and causing

micro-ulcerations on stratified squamous epithelium of vulvar

skin (Figure 1). Signet ring cells observed within the mucinous

lakes (Figure 2A), stained positive for mucicarmine. Surgical mar-

gins of the resected specimen were free from tumoral cells. Im-

munohistochemical staining was performed. Tumour cells were

extensively stained with CK20 (Figure 2B), CDx2, MUC2. Focal

areas of staining were observed with CK7 and MUC5AC. MUC1

GCDFP-15 stains were negative for the specimen. Further inves-

tigations were performed to detect the possible primary site of the

tumour considering the staining pattern, particularly for a gas-

trointestinal site tumour. Colonoscopic and gastro-duedonoscopic

examinations were normal. Mammography did not demonstrate

any suspicious lesions. PET-CT was unremarkable except for a

mildly increased uptake compatible for inflammatory response

(SUV max: 1.9) at the site of vulvar biopsy. Toraco-abdomino-

pelvic CT did not demonstrate any pathologic lesions but a hae-

mangioma with a diameter of 11 mm within liver. 

A decision was made to perform expectant management. Mon-

itoring included systemic physical examination, pelvic examina-

tion, vaginal vault smear, serum tumour marker level assessment,

mammography, colonoscopy, and gastro-duedonoscopy. After two

years of uneventful follow-up, patient presented with erythema-

tous swelling at right thigh and pain on right aspect of pelvis.

Pelvic examination revealed a rough reddish nodule with irregular

contours measuring approximately 3×4 cm. Lower extremity ve-

nous Doppler examination did not reveal any signs of deep venous

thrombosis or venous insufficiency. Serum levels of CA125, CA

19-9, and CEA were found within normal range. Pelvic MRI re-

vealed irregularly contoured mass originating from right labium

major, extending to distal portion of urethra and vaginal orifice,

and infiltrating through pelvic floor muscles. Right para-iliac and

inguinal lympadenopathy with subcutaneous edema in favour of

extra-capsular lymphatic spread and nodular lesions at right iliac

bone and right lateral side of sacral bone indicating metastasis were

also demonstrated by pelvic MRI. These findings were considered

as a recurrence of previously diagnosed malignancy and

chemotherapy regimen consisting in carboplatin and paclitaxel was

started. After six cycles of chemotherapy, PET-CT imaging demon-

strated a physiological spread of F-18 FDG throughout the body.

Colonoscopic, gastro-duedonoscopic examinations, mammogra-

phy, and serum tumour marker levels were normal as well. The pa-
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Summary

Vulvar neoplasias are rarely encountered lesions at female genital tract, regardless if they are primary or metastatic. Presence of

signet ring cells in a tumour at female genito-urinary tract is highly suggestive of a metastatic lesion particularly from a gastrointesti-

nal tumour. Here the authors present a case of vulvar carcinoma with signet ring cells with an undetermined primary site possibly orig-

inating from embryonic cloaca. 

Key words: Signet ring cell; Vulvar tumour; Primary vulvar cancer; Cloaca.



F. Tulek, A. Kahraman, S. Taskin, S. Yuksel, A. Sertcelik, F. Ortac 555

tient is disease-free at 41 months after the diagnosis and 12 months

after completion of the chemotherapic regimen.

Discussion 

Metastatic tumours of the vulva constitute only 5-8% of

all vulvar malignancies. Vulvar metastases generally indi-

cate a widespread primary disease and are usually consid-

ered as a preterminal event. The duration of survival

changes in cases with metastatic vulvar lesions is in respect

of the primary malignancy. Majority of these cases are re-

ported to have disseminated diseases when diagnosed to

have vulvar metastases. The overall mean survival rate of

the women that have malignancies with vulvar metastases

was estimated as 35.6 months subsequent to the diagnosis

of metastatic vulvar lesions [1]. Most common extra-geni-

tal primary sites of vulvar metastasis were reported as

breast carcinoma and gastro-intestinal system tumours [6].

In this case, any possible primary site of vulvar tumour was

unable to be demonstrated despite all attempts. Systemic

physical examinations, pelvic examinations, serum tumour

marker levels, vaginal vault smears, PET-CT, mammogra-

phies, colonoscopies, and gastro-duedonoscopies were all

normal at initial investigation, as well as the follow-up vis-

its even at the time of recurrence that was occurred two

years after the local excision.

Primary mucinous carcinomas of the vulva may arise

from ectopic breast tissue, Bartholin’s glands, sweat glands,

sebaceous glands, mesonephric remnants or in association

with entero-cutaneous fistulas [2,3]. 

Normally vulva includes some mammary-like tissue as

a derivative of milk-lines. However, there are few number

of reported adenocarcinoma cases derived from this ectopic

mammary tissue. These usually form glandular structures

and exhibit oestrogen or progesterone receptor positivity

[7-10]. Although signet ring cells could be seen in breast

cancer in rare cases [11] immunohistochemical features of

the present case were not consistent with a carcinoma de-

rived from breast tissue. 

Primary carcinoma of Bartholin’s gland constitutes 2-7%

of all vulvar malignancies and adenocarcinomas comprise

nearly 40% of Bartholin’s gland carcinomas [12]. There are

some criteria described for the definitive diagnosis of

Bartholin gland carcinoma, such as demonstration of tran-

sition from normal Bartholin gland tissue to neoplastic tis-

sue, histologically compatible localization of tumour with

the origin of Bartholin’s gland, and no evidence of other

primary tumour [13]. In the present case there was no tran-

sition observed between normal Bartholin gland tissue and

neoplastic tissue. Tumour margins were not connected with

Bartholin’s gland. 

Figure 1. — Infiltration of tumour cells in stratified squamous ep-

ithelium causing ulceration.

Figure 2. — A) Epithelial cells

appearing as signet ring cells

within the mucinous lakes. B)

Staining of tumour cells with

CK20 reside within the muci-

nous lakes and spread through

the epidermis.
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Immunohistochemical staining features of the tumour in-

dicated that this tumour may not be derived from glandu-

lar heterotopias. In glandular heterotopias of vulva, cells

stain positively for CK7, CD-X2 and CEA, but negatively

for CK20 [14]. Extensive staining with CK20 in the setting

of focal staining with CK7 in the present case strongly sug-

gests that a glandular heterotopia is unlikely and the lesion

might be secondary to metastasis, possibly from gastroin-

testinal system. Moreover tumour cells have not stained

with GCDFP 15, excluding the possibility of extra-mam-

mary Paget disease. 

Primary vulvar carcinomas originating from cloacal rem-

nants have been published in a handful of reports that are

summarized at Table 1 [2, 15-25]. These tumours are known

to have glandular structures, could be continuous with epi-

dermis and may cause focal ulcerations. Signet ring cells

could be observed in the tumours derived from cloacal ori-

gin, however a primary mucinous tumour of the vulva with

signet ring cells derived from cloacal remnants is an excep-

tionally rare occurrence and has not been reported before.

The tumour in the present case might be derived from em-

bryonic remnants of cloaca at vulvar region. On the other

hand, the present patient has a history of two vaginal births

with right mediolateral episiotomy and rectal mucosa could

be involved in the course of episiotomy repair. In any case,

origin of this tumour deemed to be closely related with cloaca. 

Limited number of reports about this issue indicates a rel-

atively indolent course and favourable prognosis in these

types of tumours [24]. Less aggressive surgeries like local

wide excision instead of radical vulvectomy could be curative

in these tumours, particularly in the cases with negative sur-

gical margins [16, 17] and in the absence of any clinical sus-

picion for metastasis to regional lymph nodes or distant sites. 

Cormio et al. [22] reported two cases of vulvar cancer with

cloacogenic origin. One of these cases was found to have

disseminated colon cancer 36 months after surgical treatment

of vulvar disease and the other case was found to have a dys-

plastic polyp at colon 39 months after vulvar surgery. The

present authors have performed colonoscopy and gastro-due-

donoscopy at follow-up visits. In their opinion, dissimilar

with other types of vulvar cancer, performing colonoscopy

and gastro-duedonoscopy in primary cloacogenic vulvar

tumor follow-up, seems reasonable unless otherwise proven

by future studies. 

Table 1. — Summary of the clinical presentation, management, and outcomes of reported vulvar adenocarcinoma cases
with cloacogenic origin
Author Age Vulvar Other clinical Treatment Inguinal- Distant Prognosis

(years) lesion findings femoral metastasis

LNM

Tiltman et al. [15] 50 NA NA Modified RV+ BL IFLND Yes No 12 months DFF

Kennedy et al. [16] Case 1: 54 Case 1: RV+BIFLND Case1: 120 months

Case 2: 63

NA NA

Case 2: Wide LE

No No

Case 2: 48 months DFF

Ghamande et al. [2] 67 1.2 cm No RV+BIFLND No No 17 months DFF

Willen et al. [17] 57 1 cm No Wide LE No No 26 months DFF

Zaidi et al. [18] 43 4 cm No Modified RV+BILND No No 18 months DFF

Rodriguez et al. [19] 69 1,5 cm No Wide LE - No 36 months DFF

Liu et al. [ 20] 49 1.8 cm Inguinal LAP Wide LE+ BILND No No 24 months DFF

Dubé et al. [21] 58 2 cm No RHV+ ULIFLND No No 16 months DFF

Case 1: metastatic colon cancer

Cormio et al. [22] Case 1: 58

NA NA

Case 1: RHV+BLIFLND

No No

36 months after treatment

Case 2: 42 Case 2: RV+BLIFLND Case 2: 39 months DFF +

dysplastic polyp in sigmoid colon

Karkouche et al. [23] LE (recurrence after 6 months)

31 NR NR

LE for recurrence

- - 15 months DFF

Inguinal LAP+

Chibbar et al. [24]

49

1 cm lower vaginal Chemo-radiation

Yes Yes DOD 27 months later

(multiple) involvement+ Punch biopsy+BLIFLND

lung metastasis

Musella et al. [25]

Inguinal LAP+ Neoadjuvant CT

57 5 cm Lower vaginal Radical vulvectomy+ Yes No 4 months DFF

involvement ULIFLND

Present case 62 3 cm No Wide LE - No Recurrence after 24 months

Recurrence: Recurrence: Recurrence: Recurrence: Recurrence:  

4 cm extensive spread chemotherapy yes yes

12 months DFF after recurrence

RV: radical vulvectomy; RHV: radical hemivulvectomy; LE: local excision; LAP: lymphadenopathy; LNM: lymph node metastasis;

BIFLND: bilateral inguinal-femoral lymph node dissection; ULIFLND: unilateral inguinal-femoral lymph node dissection;

BILND: bilateral inguinal lymph node dissection; DFF: disease-free follow-up; DOD: died of disease; NA: not available; NR: not reported.
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In the present case, the malignancy had relapsed after two

years. Invasion of pelvic floor muscles, involvement of lymph

nodes with extra-capsular spread and pelvic bone metastasis

were detected. These factors indicate an unfavourable prog-

nosis. This recurrence could be classified as FIGO Stage IVA

if considered to be a primary vulvar tumour. However, de-

spite these unfavourable prognostic factors, the disease seems

to respond unpredictably well to carboplatin-paclitaxel regi-

men, similar to the case reported by Musella et al. [25]. A vul-

var tumour with > two cm diameter and confined to the vulva

or perineum was classified as T

1b

N

0

M

0 

according to TNM

classification and all patients with tumours larger than two

cm require a thorough inguinal-femoral lymphadenectomy

[26]. However a thorough inguinal-femoral lymphadenec-

tomy is associated with long-term morbidities and should be

avoided whenever the survival will not be compromised by

omission of this procedure. Depending on the scarce data

about this rare occurrence, considering the indolent course of

this tumour, and the probable susceptibility to chemotherapy

as indicated by limited number of reports in literature, future

treatment of these patients might include more limited sur-

geries (for example to avoid the possible long-term morbidi-

ties associated with the groin dissection), if efficiency of a

narrow surgery in preventing relapses is demonstrated to be

similarly successful to wide surgeries in reliable studies that

will be conducted for this aspect. However, without doubt,

this issue should be clarified by studies with large number of

cases prior shifting to a more conservative surgical approach

and without support of reliable evidence limited surgeries

should not be considered as safe and effective. 

In conclusion, although the current evidence is not suffi-

cient to reliably recommend a modality of treatment due to

rarity of this kind of tumours, primary mucinous tumors of

the vulva with a cloacal origin could have relatively good

prognosis even if they include signet ring cells and might re-

spond well to chemotherapy regimens comprising carbopatin

and paclitaxel.
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