Nep J Obstet Gynecol. 2020;15(30):18-23 Original article

Rare Malignancies of the Female Genital Tract
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ABSTRACT

Aims: To analyze rare female genital tract malignancies.

Method: This is retrospective descriptive study as a census of all rare female genital tract malignancies in two years from 2017 to 2019
at Paropakar Maternity and Women’s Hospital in Kathmandu. Data were retrieved from medical record and entered into Microsoft Excel
and SPSS 16 window for analysis.

Results: There were 156 cases of female genital tract malignancies including 128 common types and 28 rare types. Majority fell under 41-
50 years (n=44; 28.2%) followed by over 60 (n=41; 26.2%) and 51-60 years (n=34; 21.8%). Among ovarian tumors, the rare varieties were
adult granulosa cell tumor (n=4), immature teratoma (n=3) and single case each of yolk sac tumor, dysgerminoma, malignant mixed germ
cell tumor, carcinoid tumor, juvenile granulosa cell and sertoli cell tumor. There were one case each of carcinosarcoma, serous carcinoma
and endometrial stromal carcinoma; two cases each of leiomyosarcoma and choriocarcinoma while there was a single case of placental
site trophoblastic tumor. The rare cervical malignancies were small cell (n=2), and clear cell carcinoma (n=1). There were single cases
each of basal cell carcinoma of vulva, verrucus carcinoma, fibromyxoid sarcoma of Bartholin’s gland and malignant melanoma of vagina.

Conclusion: Rare female genital tract cancers were found mostly from the ovary followed by uterus; 18% of total cancers were rare types.
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INTRODUCTION

The majority of the malignant ovarian tumors are

. . . epithelial in origin (90%).*> Ovarian germ cell
Among non-communicable diseases, cancer is the P gin (90%) &

first or second leading cause of death under 70 years
of age in majority of countries (91/172)." In females,

tumors (OGCT) are the rare tumors accounting for
1-2% of ovarian malignancies while sex-cord-stromal
tumors (SCST) comprise 5-10%.® Endometroid

breast cancer is the commonest cancer and also the . . .
adenocarcinoma is commonest type of endometrial

leading cause of cancer death while cervical cancer
is the fourth one in both incidence and mortality.
Among new cases in 2018, cancer of cervix, corpus

cancer while other uncommon histological types are
uterine papillary serous and clear cell carcinoma.>’
. . . Sarcoma of uterus are relatively rare and account for
uteri, ovary, vulva and vagina were common in that . 0 . )
3-8% of uterine cancers.'’ Placental site trophoblastic
(PSTT)

tumor are rarer than invasive mole or gestational

order.?>Cancer registry is poor and cancer management
is challenged by health care delivery system and
socioeconomic conditions.'*

tumors and epitheloid trophoblastic

choriocarcinoma.'' Vulval cancers are relatively rare

Cervical, ovarian and endometrial cancers are (4%) commonest being SCC (95%) followed by

the common sites followed by vulva, vagina and
fallopian tubes in female genital tract.** Among
carcinoma of cervix, squamous cell carcinoma (SCC)
is common type while rare types are neuroendocrine,

carcinosarcoma, lymphoma and melanoma.*>’
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malignant melanoma, undifferentiated carcinoma,
sarcoma, basal cell carcinoma (BCC), Bartholin gland
adenocarcinoma.>'? Primary vaginal cancer is also
rare (3%) and SCC is the commonest type followed
by adenocarcinoma, melanoma and sarcoma.>!
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Female genital oncosurgeries as definite treatment
are increasing at study site from 30 out of 76 in
2017/2018 to 52 out of 80 in 2018/2019 including
rare types of cancers.'* Thus the aim is to analyze rare
malignancies only during this period.

METHODOLOGY

It is a hospital based retrospective descriptive
study conducted in the Departments of Obstetrics/
Gynecology and Pathology at Paropakar Maternity
and Women’s Hospital in Kathmandu for two year
(2017-2019). Data were retrieved from hospital
records, pathology database and cancer registry
sites. Study variables were cancer diagnosis, age,
menopausal status, clinical symptoms, stage, site,
histopathology and the procedure performed. Data
were entered into Microsoft Excel work book 2007
and exported to the SPSS 16 for the descriptive
analysis.

RESULTS

There were 156 female genital tract malignancies
(128 common and 28 rare types). Half of them were
from cervix followed by ovary and endometrium.
More than 75% of cervical cancer were after 40
years; ovarian cancers were equal before and after
40; and almost all endometrial cancers found after 40
[Table-1].

Table-1: Frequency distribution of malignant cases by
organ of origin and age in years

=
£

s Z ¥

RS O &

Cervix 0 3 10 24 18 25 8 77 3
(51.3%)

Ovary 4 11 5 8 9 4 41 28 13
(26.2%)

Endometrium 0 0 I 7 5 9 22 193
(14.1%)

Vulva 00 1 2 0 3 6 313
(3.8%)

GTD 0,0 0 2 2 0 4 1]3
(2.6%)

Myometrium 0 1 0 1 0 0 2 0 2
(1.3%)

Vagina 00 1,0 0 0 1 0 1
(0.6%)

Total 4 15 18 44 34 41 156 128 28

In ovarian malignancy, majority were epithelial
in origin (n=27). Among the 7 OGCT, there were
three cases each of immature teratoma and single
case each of YST (had Schiller Duval Bodies),
Dysgerminoma, mixed type and carcinoid tumor. In
SCST, four cases were adult granulosa cell tumor
and single case each of juvenile granulosa cell and
sertoli cell tumor. Endometroid adenocarcinoma was
the commonest endometrial cancer (n=19) while the
rare varieties were one case each of carcinosarcoma,
serous carcinoma, endometrial stromal carcinoma.
Among cervical malignancy, more than 80% were
SCC (n=66) and rare varieties were two cases of
small cell and one case of clear cell carcinoma. In
vulval carcinoma, SCC was most common (3/6)
while there were single cases each of BCC, Verrucus
carcinoma and Fibromyxoid sarcoma of Bartholin’s
gland. Among the rare malignancies, majority of
OGCT belonged to 21-30 years (5/7) and all of them
were premenopausal. Among five uterine corpus
malignancies, three cases were in 50-60 years and
one case each in 21-30 years and >60 years age
group. All cases of gestational trophoblastic neoplasia
(GTN) were in 41-51 years while all three cases of
cervical carcinoma, were in 40-50 years. In vulval
malignancy, two were at 41-50 years with single case
in 31-40 years age group [Table-1 and 2].

Table-2: Profile of rare types of genital tract malignancies
(N=28)

'_N' ] ]
= -7 .=
S T S 5
Z ) =
= A& B A
Mixed germ cell 24  Pre~ Oophorectomy
Ovary | tumor + PLND +
PALND
Yolk sac tumor | 23  Pre~ Staging
(YST) laparotomy
Dysgerminoma 21  Pre~ Staging
laparotomy +
LSO
Carcinoid tumor |41 | Pre~ TAH with BSO
Immature 22 Pre~ Oophorectomy
teratoma (IT) 12 Pre~  Oophorectomy
26  Pre~ Salphingo-
ophorectomy +
PLND
Juvenile 23 Pre~ | Salphingo-
granulosa cell ophorectomy
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Procedure

Adult granulosa 51  Post~ TAH/BSO

cell (4) 49  Pre~ TAH/BSO
33 Pre~ Salphingo-

ophorectomy

76  Post~  TAH, BSO +

appendectomy

Sertoli cell tumor 68  Post~ TAH with BSO

Uterine  Carcinosarcoma 68 | Post~ Biopsy

COTPUS ' Serous carcinoma 60  Post~ Biopsy
Endometrial 50 | Pre~ TAH/BSO +
stromal sarcoma PLND
(ESS)

Leiomyosarcoma 28  Pre~ | Subtotal
(LMS) hysterectomy
50 | Post~ | TAH/BSO
Cervix Small cell (2) 50 Post~ Biopsy
40 Pre~ Radical
hysterectomy
Clear cell 50  Post~ Biopsy

GTN  PSTT 43 Pre~ TAH/BSO
Choriocarcinoma 45 Pre~ TAH/BSO
&) 51 | Pre~ TAH/BSO

Vulva | Verrucus 47  Post~ Total
carcinoma with Vulvectomy

Lichen Sclerosis

Basal cell 50
carcinoma

Post~ Biopsy

Fibromyxoid 31 Pre~ | Excision
sarcoma

(Bartholin)

Malignant 40
melanoma

Vagina Pre~ Biopsy

DISCUSSION

In this study, 63.6% (7/11) of the ovarian
malignancies in 21-30 years age group were OGCT
which is comparable to other studies.!>!® Immature
teratoma (IT) consists of immature neural elements
which may be mixed with mature elements. It is
commonly seen in 1% two decades of life which is
also seen in this study.® These tumor are usually
unilateral and fertility preserving surgery is primary
modality of treatment.®!%!7 All of them were more
than grade I and received adjuvant chemotherapy. In
a study, some had mixed histology (4/20) with YST
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and Dysgerminoma and their mean age of 27 years
is comparable to this study.'® Mixed OGCT contains
at least two germ cell elements with dysgerminoma
as the most common component.® As in this study,
there were similar combination in other cases.””?!
Dysgerminoma accounts for 1-2% of primary ovarian
neoplasm and occur in adolescence / early adulthood.®
It can be associated with pregnancy.?? In review of 65
dysgerminomas, mean age of 22.2 years was seen
which is similar to this study.? YST can present with
acute symptoms and rapid intra-abdominal spread.®**
In this study, the YST had Schiller Duval Bodies
similar to other cases.”® Primary carcinoid tumor
of the ovary is uncommon and can arise within the
mature cystic ovary/ mucinous tumor or as metastasis
from gastro-intestinal tract.%¢?® Sometimes there
may be contra-lateral mature cystic teratoma as seen
in this study.*

SCST are hormone producing tumors arising from
the cells of gonadal sex cords or stromal cells and
70% are granulosa cell tumors.®® Sertoli-Leydig
cell tumor are usually seen in young women with
virilization.® As in this study some cases are seen in
postmenopausal women with vaginal bleeding.’*3!
Among two subtypes of granulosa cell tumor, 95% are
adult type occurring in middle aged / postmenopausal
women and rest are juvenile type which occur in early
third decades as in this study.®* Similar to this study,
acute presentation has been reported in some cases.®
Adult granulosa cell commonly presents with vaginal
bleeding due to estrogen production as seen in this
study.®42 The classical coffee-bean grooved cells
were seen in all the cases while Call-Exner bodies
were seen in two cases.

Small cell carcinoma arises from endocervical
argyrophil or multipotential neuroendocrine cells and
constitute <5% of cervical cancer.”** They have poor
prognosis due to early and frequent nodal / distant
metastasis and should be differentiated from poorly
differentiated SCC with neuroendocrine features.” In
a study, mean age was 45 years similar to this study.*
In a systemic review of cervical neuroendocrine
carcinoma, 80% had small cell type.* Clear cell
carcinoma has been attributed to in-utero exposure of
diethyl-stilbestrol (DES). Similar to this study case
report of clear cell carcinoma of cervix has been seen
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in postmenopausal women without DES exposure.’’
In a retrospective analysis, median age was 53 years
and commonest presentation was vaginal bleeding
(12/18).%8

Uterine sarcoma can arise from endometrial
mesenchymal tissue as endometrial stromal sarcoma
(ESS) or uterine smooth muscle as leiomyosarcoma
(LMS).10394% Tn a study, mean age was 54 years
and 73% (n-80) were in stage 1.*° In another study,
there was preoperative suspicion in 20 patients.*! In
this study, both cases were diagnosed as LMS post-
operatively and were limited to uterus. ESS have
sheets of cells which resemble endometrial stromal
cells of proliferative endometrium.'**! Commonest
presentation is irregular vaginal bleeding with
polypoid uterine mass while asymptomatic uterine
enlargement and pelvic pain are also common as seen
in this study.'”

There are multiple theories regarding uterine

carcinosarcoma and  extra-uterine spread of
carcinsarcoma is common.”* As in this study, it is
seen in postmenopausal elderly female with bloody/
watery discharge, abdominal pain, and/or mass.’*
Obesity, hypertension, diabetes, nulliparity, and/
or pyometra may be associated with it.** In a study,
21/38 had carcinosarcomas while 7 had LMS and 2
had rhabdomyosarcoma.* Uterine papillary serous
endometrial carcinoma is aggressive malignancy
which has intra-epithelial precancerous phase but
is associated with higher stage at presentation,
early recurrence and poor prognosis even in early

stages. > 4346

Choriocarcinoma has abnormal syncytiotrophoblast,
cytotrophoblast, necrosis and hemorrhage.!! It usually
arise in uterine cavity after a non-molar pregnancy
and may invade through the uterus to the surrounding
tissues while distant metastasis is also common.*’#
Usually they present with  prolonged irregular
vaginal bleeding as seen in this study while some
can have unusual presentaions.”” PSTT is usually
seen after term pregnancy / spontaneous abortion
and must be differentiated from the choriocarcinoma
/ sarcomas.'"! It produces low levels of B-hCG and
does not reflect the tumor burden and malignant
behavior.”> Primary hysterectomy is the modality
of treatment, however some still require adjuvant

chemotherapy and/or radiation for complete remission
as seen in this study.!!25

Verrucus carcinoma is an unusual variant of SCC
coined by Ackerman which constitute <1% of vulvar
cancers.”*> It presents as warty fungating mass
in skin / mucous membrane and oral cavity is the
commonest site.'>°%>” They have hyper-keratinized
undulating warty surface with pushing border that
compresses the surrounding tissue without true
stromal invasion.® They are locally destructive
by direct invasion and lymphatic dissemination
is very rare so its management differs from other
vulval cancers.”>? BCC comprises 1.4% of vulvar
cancers which presents as a slowly growing locally
invasive lesion with rolled pearly border that bleeds
and heals spontaneously.'? Similar to this study, it
is seen in postmenopausal women.’** Wide local
excision with primary closure is usually done as
the lymphatic involvement and metastasis is rare.!
Primary Bartholin’s gland carcinoma accounts for
<5% of vulvar carcinomas and all most half them are
SCC.12¢! Low grade fibro-myxoid sarcoma is very
rare at vulva and present as painless slow growing
mass.®> Radical excision and long term follow up is
indicated as late metastasis can occur.®

Malignant melanoma arises from melanocytes of
skin/mucous membranes and around 3% involves the
female genital tract.”>** It is the second commonest
malignancy in vulva while that of the vagina is
very rare (<0.5%) where it arises from the aberrant
melanocytes.*$*6  The commonest symptom is
vaginal bleeding in a post menopausal women and
blue/black lesion or mass as seen in this study.'* Early
hematogenous spread is common and surgery is the
primary modality of treatment, 36466

CONCLUSION

Out of 156 malignant tumor of female genital tract
28 (18%) had rare histopathology in two years.
Almost half of them were ovarian in origin such as
adult granulosa cell tumor and immature teratoma.
Sarcomatous lesions were common in uterus and two
small cell cancer in cervix.
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