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ABSTRACT

Aim of the paper is to investigate the suspicious role of HPV in synchronous endometrial and cervical
carcinomas and to discuss the relation between HPV and endometrium epithelium. The first case is 68-
year-old and the second case is 56 year-old postmenopausal woman who were diagnosed with invasive
cervical carcinoma synchronously with endometrial carcinoma. Following surgical procedures, high risk
HPV DNA analysis using PCR were undertaken in both cases to investigate the possible role of HPV in
synchronous malignancies. All endometrial samples were considered as negative for high risk HPV
types however all cervical samples were considered as positive. Unlike cervical pathologies, HPV does
not seem to play active role as etiologic agent in endometrial neoplasms, even detected synchronously

with invasive cervical cancers.
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Introduction

Human Papilloma Virus (HPV) has been widely associated
with several pathologies in female genital tract since accurate
detection techniques have been established. Cervix epithelium
is well-known host for the virus; nevertheless pathologies in-
volving ovaries and endometrium has not been clearly associ-
ated with HPV yet. Within this perspective, two cases of syn-
chronous malignancies were reported and the role of HPV as
an etiologic factor for such cases is discussed with review of
the literature.

Case 1

A 68 year-old postmenopausal woman was admitted with
bloody discharge ongoing for 10 days. Physical and gynecol-
ogical examination was unremarkable except for an enlarged
uterus. The result of recent Pap test was negative for malig-
nancy, which was performed 6 months ago. Transvaginal
sonography (TVS) revealed irregular cystic endometrium and
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then biopsy was performed. Atypical cells consistent with en-
dometrial adenocarcinoma were reported. Following magnetic
resonance imaging (MRI) demonstrated multifocal cystic le-
sion in the uterine cavity with asymmetrical thickening of the
upper portion of the corpus along with normal sized pelvic and
para-aortic lymph nodes. Total abdominal hysterectomy and
bilateral salpingo-oophorectomy with bilateral pelvic-paraaor-
tic lymph node dissection were performed. Microscopic ex-
amination of the endometrium revealed a well-differentiated
endometrioid adenocarcinoma in the upper portion of the en-
dometrial cavity with less than 50% myometrial invasion and
without lympho-vascular space invasion (LVSI) (FIGO 2009
classification, stage IA). Excised nodes were all considered as
tumor free. Well-differentiated squamous cell carcinoma of
the cervix (SCCC) (FIGO stage IA1) without LVSI was re-
ported simultaneously within operation material. Severe
koilocytosis was detected in cervical epithelium but not in the
endometrium. Single polymerase chain reaction (PCR) analy-
sis was carried out to investigate the incidence of both HPV 16
and 18 sequences in the endometrium and cervix tissue sam-
ples. Both HPV type 16 and 18 were detected in cervix ep-
ithelium, whereas endometrial samples were all negative for
HPV DNA. The patient is alive and disease free for 83
months.

Case 2

A 56 year-old postmenopausal woman was admitted with
the Pap test result of “high-grade squamous intraepithelial le-
sion (HGSIL)” that was detected during routine screening.
Her medical history, physical examination and TVS were un-
remarkable. Colposcopy with endo-cervical curettage was
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performed and multiple biopsies were obtained from suspi-
cious regions and aceto-white zones of the cervix. Pathologic
examination revealed a well-differentiated SCCC (FIGO 2009
classification, stage A1), while endo-cervical sampling was
considered as tumor free. Following simple hysterectomy,
final pathology report confirmed stage IA1 SCCC without
LVSI and synchronous stage IA (FIGO 2009) endometrioid
type endometrium carcinoma. Severe koilocytosis were pres-
ent in cervix epithelium and both HPV types 16 and 18 were
detected as well. Unlike cervical specimens, endometrium
samples were negative for both types of HPV. The patient is
alive and disease free for 106 months.

Discussion

It is a well-established fact that HPV triggers many onco-
genic pathways resulting in either pre-invasive or invasive le-
sions in female genital tract.! Moreover, anus, penis, oral cav-
ity, pharenx and skin are also potential targets for the virus and
several malignancies of these regions have been linked with
HPV.2 Despite this close relation, HPV has not exactly been
linked with endometrial pathologies so far. Several studies
have been designed to rule out the role of HPV as an etiologic
agent in endometrial neoplasms; nevertheless this relation still
remains controversial. Giatromanolaki et al.* conducted a
study investigating HPV in endometrial hyperplasias and ade-
nocarcinomas. They detected HPV type 16 in 25% and HPV
18 in 20% of adenocarcinomas. Interestingly, they reported
equal frequency of HPV that was detected in endometrial ade-
nocarcinomas with squamous differentiation and those with-
out squamous elements. They concluded that it might be due
to the unsuitable nature of the endometrial columnar epithe-
lium and lack of the characteristic cellular changes of infec-
tion; whereas HPV that is originated from the lower genital
tract may not play role in the development of endometrial ade-
nocarcinoma. Likewise, Fedrizzi et al.# compared the pres-
ence of HPV in endometrial cancers and in normal controls
and finally reported that there was no difference in both
groups. Furthermore, in their study HPV prevalence was sim-
ilar in patients with and without squamous differentiation.
From a different perspective, Vestergaard et al.” investigated
HPV either in eutopic endometrium or in ectopic endometri-
otic lesions and finally they failed to demonstrate the HPV in
both groups. Contrarily, Oppelt et al.® recently conducted a
study consisting of 56 endometriosis cases and 13 non-en-
dometriosis controls to asses the role of HPV in endometriotic
lesions. They concluded that both high and medium-risk HPV
types can be associated with endometriosis lesions and normal
endometrium, especially along with higher cervical dysplasia
or carcinoma via retrograde menstruation. In summary, they
proposed that HPV infection may not be involved with the eti-
ology of endometriosis but on the other hand, could promote
transformation into a carcinoma.

Given the studies, which assess the relation between HPV

and pathologic endometrium, it is hard to say that HPV trig-
gers some pathologic processes definitely. In this perspective,
synchronous cancers consisting of cervix and endometrium
may be feasible subjects to assess this unclear relation since
HPV DNA is detected in virtually all cases (99%) of cervical
cancers.' Nevertheless, simultaneous primary malignancies of
the female genital tract are rare with an incidence of 0.7% and
the most frequent unity is endometrial and ovarian carci-
noma.” Cervical and endometrial carcinoma unity is much
more uncommon at a rate of 0.17%,® whereas the same unity
was detected at a rate of 0.1% (in two of 1984 gynecological
carcinoma cases) in our gynecologic oncology department be-
tween 2005 and 2010 (unpublished data). Since reports are
very limited especially with cervical and endometrial cancers
that investigate the existence of high risk HPV-DNA, there are
no larger series available in the literature. In this report, all
cervical specimens were positive for high risk HPV, neverthe-
less endometrial samples were all negative. It may be pro-
posed that high risk HPV types that are detected within cervi-
cal epithelium are probably not responsible for further atypi-
cal changes in endometrial epithelium even in synchronous
cancers. In light of the current literature, above mentioned hy-
pothesis could be proposed to clarify this unclear relation be-
tween the virus and the endometrium: (i) HPV may not mi-
grate to the endometrium through the cervix, (ii) the en-
dometrium may not be a suitable host for HPV replication and
maturation, (iii) the virus may not trigger oncogenic pathways
in the endometrial tissue. Absence of HPV related epithelial
changes in the endometrial tissue further supports this hy-
pothesis.

Senkron Jinekolojik Kanserlerde Insan
Papilloma Viriisiiniin Rolii: Tki Vaka Takdimi
ve Literatiir Incelemesi

OZET

Bu yazinin amaci HPV’nin senkron endometrial ve servikal
karsinomlardaki supheli rolini arastirmak ve HPV ile endo-
metriyum epiteli arasindaki iliskiyi tartismaktir. llk vaka 68 ya-
sinda ikinci vaka 56 yasinda endometriyal karsinom ile senk-
ron invazif servikal karsinomu bulunan postmenopozal kadin-
lardan olugsmaktadir. Cerrahi islemi takiben HPV’nin senkron
malignensilerdeki muhtemel yerinin arastirilmasi amaciyla
PCR ile yiiksek riskli HPV DNA analizi yapilmistir. Alinan tiim
endometrial érnekler yiksek riskli HPV agisindan negatif, ali-
nan tim servikal érnekler ise pozitif bulunmustur. Servikal pa-
tolojileri aksine HPV servikal kanser ile senkron gérildiginde
bile endometriyal neoplazilerde etyolojik ajan olarak aktif bir rol
oynamiyor gibi gérinmektedir.

Anahtar Kelimeler: Servikal karsinom, Endometriyal karsi-
nom, Human papilloma virus, Senkron kanser
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