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A 54-year old, single, nulligravid, without history of
sexual contact, was admitted due to postmenopausal
bleeding. Transrectal ultrasound revealed myoma uteri and
thickened endometrium. She was thus scheduled to
undergo endometrial curettage. However, prior to the
performance of the endometrial sampling procedure, there
was profuse vaginal bleeding with note of a possible
prolapsed submucous myoma. She thus underwent
emergency exploratory laparotomy with total hysterectomy
and bilateral salpingooophorectomy.

Intraoperatively, necrotic masses were noted within
the endocervical canal. Frozen section of the uterus and
these masses revealed malignancy. Intraoperative referral
to a gynecologic oncologist was done and bilateral pelvic
lymphadenectomy and surgical staging were performed.
Final histopathologic report revealed Cervical
Adenosquamous Carcinoma. She subsequently underwent
external beam radiotherapy and vaginal brachytherapy.

With the knowledge that almost all cases of cervical
cancer is due to the Human Papilloma Virus (HPV), that
this virus is almost exclusively transmitted by sexual
contact, and the fact that she never engaged in sexual
practices, there was doubt as to the source of the cancer.
To help resolve this issue, an HPV DNA Polymerase Chain
Reaction assay was performed on paraffin block samples
and these all turned out negative for HPV. She may possess
one of the rarest forms of cervical cancer - one that is not
associated with the Human Papilloma Virus.
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Cervical cancer is the second most common
malignancy in women after breast cancer. 1

Worldwide, it is the third most frequent malignancy
of the genital tract after endometrial and ovarian
cancers.? In the Philippines however, it is the most
common gynecologic malignancy and the second
leading cause of death among Filipino women.
Every year, there are approximately 500,000 new
cases diagnosed - 80 percent of which occur in
developing countries. In our country, 7,277 new cases
and 3,807 deaths due to cervical cancer were recorded
in 2005. This roughly translates to 12 Filipino women
dying every day due to cervical cancer. 3

The increase in prevalence of cervical cancer in
the Philippines and other developing countries is
mainly attributed to lack of screening facilities and
awareness of the need for regular screening. Despite
the advocacy of medical and civic organizations on
the importance of annual screening and the
application of visual inspection with acetic acid in
resource-poor settings, the incidence of cervical
cancer in our country has remained between 20-25
per 100,000 women for the past 3 decades.

Virtually all cases of cervical cancer can be
attributed to the Human Papilloma Virus (HPV). It
has been implicated in 99.7 percent of women with
cervical cancer. Based on case-control studies, it has
been determined that HPV Types 16 and 18 account
for around 71 percent of all these cases, and an
additional 9 percent attributed to HPV Types 31 and
45.4 Based on statistics from the Section of
Gynecologic Oncology of the Philippine General
Hospital, approximately 72 percent of cervical cancers
are of the squamous cell type and around 25 percent
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are adenocarcinomas. The remainder includes the
other rare types, such as adenosquamous, mucinous,
and small cell and neuroendocrine types.'

The 0.3 percent of cases of cervical cancer not
associated with HPV is usually due to metastatic
disease or the primary rare types, such as
adenosquamous, mucinous, small cell carcinoma,
neuroendocrine type and even cervical lymphoma
and sarcoma. Women without sexual contact who
develop cervical cancer are thus suspected of
possessing the non-HPV associated types. We are thus
presenting a 54-year old virgin who had
adenosquamous carcinoma of the cervix that was
later determined not to be associated with HPV by
polymerase chain reaction.

THE CASE

AL, a 54-year old, single, nulligravid, without
history of sexual contact, was admitted at our
institution for the first time on September 24, 2008
due to postmenopausal bleeding.

Her condition started nine months prior to
admission (PTA) when she had intermittent vaginal
bleeding, occurring every 30-40 days, lasting 4-10
days, amounting to I minimally soaked pad per day.
There were no associated signs or symptoms. She
consulted her gynecologist and was advised to
undergo a transrectal ultrasound. This showed an
anteverted uterus measuring 4.45cm x 4.67cm x
6.8cm, with 2 myomatous masses: MI - submucous,
anterofundal measuring 2.51cm x 2.08cm and M2 -
intramural, fundal measuring 2.14cm x 1.29cm;
cervix measured 2.75cm x 3.79cm; endometrium
measured 1.llcm; right ovary measured 1.73cm x
0.93cm while the left ovary was not visualized. Based
on these findings, her gynecologist advised dilatation
and curettage (D & C). She did not consent to the
procedure and was subsequently lost to follow up.

Three days PTA, with the persistence of the
postmenopausal bleeding and passage of yellowish,
non-foul smelling vaginal discharge, she consulted
her attending physician who again advised D & c.
She finally consented to the procedure and was
subsequently admitted.

Review of her past medical history revealed that
she underwent an appendectomy in 1978. Family
history was unremarkable. She is a single nulligravid
woman who denies history of sexual contact. Her
menarche occurred at the age of 10, with subsequent
menses occurring every 30 days, lasting 3-4 days,

amounting to 3-4 moderately-soaked pads per day,
with no dysmenorrhea. She has been
postmenopausal for 3 years and is not on hormone
replacement therapy. She has never had a Pap smear
done.

On physical examination, she was conscious,
coherent, and not in any cardiorespiratory distress.
She had stable vital signs, with pink palpebral
conjunctivae and anicteric sclera. No cervical
lymphadenopathy was noted. Breast, lung and heart
findings were essentially normal. She had a soft,
flabby, non-tender abdomen with an infraumbilical
incision scar and no palpable masses. On pelvic
examination; she had normal external genitalia with
an intact hymen. Speculum and internal
examinations were deferred upon patient's request.
Her attending physician decided to do these
procedures at the operating room under anesthesia.

After administration of anesthesia and while
preparing the patient for the D&C, she bled
profusely. The profuse bleeding prevented an
adequate visualization of her vagina and cervix.
An internal examination revealed the presence of
a firm mass within the vaginal canal. Impression
at this time was a prolapsed submucous myoma.
Because her vital signs became unstable due to the
vaginal bleeding, the attending physician decided
to perform an emergency exploratory laparotomy
with total hysterectomy and bilateral salpingo-
oophorectomy (THBSO). She was stabilized with
crystalloids and blood products were ordered for
intra-operative use.

On laparotomy, there was no free fluid in the
abdomen. The uterus was not enlarged, uterine
serosa was smooth and both adnexae were grossly
normal (Figure I). We proceeded to perform THBSo.
Upon removal of the specimen, the cervix was not
identified. Friable, hemorrhagic tissue admixed with
blood clots spilled into the pelvic cavity from the
vagina (Figure 2). The vagina itself had a smooth
mucosal surface with no nodulations or masses
attached to its walls. Gross examination of the
ectocervix showed no masses nor lesions. The uterine
corpus measured 3cm x 2.8cm and on cut section
revealed a smooth and thin endometrium. The
endocervical canal was smooth with no gross lesions.
There was no identifiable point of attachment of the
said masses. The attending physician suspected a
possible malignancy so the uterus and the friable
masses were sent to Pathology for frozen section
analysis. A referral to a gynecologic oncologist was
likewise made.
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Figure 1. Uterus measured 3cm x 2.8cm. On cut section, the
endometrium was smooth and thin and measured O.lcm.

Figure 2. Friable necrotic mass within the cervical canal.

The frozen section revealed a malignant tumor
consistent with squamous cell carcinoma, the cervix
being the most likely organ of origin. The
gynecologic oncologist contemplated on performing
parametrectomy and vaginectomy but decided
against doing so due to the unstable hemodynamic
status of the patient. Inspection and palpation of the
abdominal peritoneum and organs and bilateral
lymphadenectomy of the iliac areas were performed.
The liver, spleen, stomach, subdiaphragmatic area,
intestines and parietal peritoneal surfaces were smooth
and grossly normal. No residual tumor was noted.

Estimated blood loss for the operation was
800mL. She was transfused 2 units of packed RBC.
Subsequent postoperative course was unremarkable
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and she was discharged improved on the fourth post-
operative day.

Final histopathological report showed (Figures
3 & 4): Adenosquamous Carcinoma (Introital Mass)
arising from the cervix; Atrophic endometrium with
focus of simple hyperplasia; Leiomyoma, subserous;
No significant pathologic changes, bilateral ovaries
and fallopian tubes; 5 right pelvic lymph nodes and
3 left pelvic lymph nodes negative for tumor.

Figure 3. Adenosquamous carcinoma (Low power view: tumor
cells growing in solid nests and sheets).

Figure 4. Adenosquarnous carcinoma (High power view: Cells
have basophilic, vacuolated or clear cytoplasm).

The final diagnosis for the patient was:
Adenosquamous carcinoma, cervix Stage IB2, SIP
Exploratory laparotomy, Total abdominal
hysterectomy, Bilateral salpingo-oophorectomy,
Bilateral pelvic lymphadenectomy.
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Since only a simple hysterectomy was performed
in a woman with cervical carcinoma, complete
radiotherapy, consisting of Pelvic External Beam
Radiotherapy (5,040 cGy) and High-Dose Rate
Brachytherapy (2,800 cGy) was instituted. She
tolerated the treatment well and is presently following
up with her gynecologic oncologist. At present, she
has no evidence of tumor recurrence and a vaginal
cytologic smear done in August 2009 showed
radiation changes with no malignant cells.

The presence of cervical carcinoma in a
woman with no sexual contact brought out issues
regarding its etiology, knowing that almost all cases
of cervical cancer is associated with the human
papilloma virus (a sexually transmitted virus).
Thus, paraffin block samples of the tumor were
sent to India for HPV DNA determination.
Polymerase Chain Reaction (PCR) assay analysis
was negative for HPV DNA.

DISCUSSION

During the time of Hippocrates in 400 BC,
cervical cancer was thought to be incurable. Because
of progress in the art and science of medicine, from
the invention of the colposcope by Hans Hinselmann
in 1925, to the development of cervical cytologic
screening by Papanicolau and Trout in 1941, much
has evolved in the knowledge and management of
cervical carcinoma. A study by Harald zur Hausen
and Gisam published in 1976 theorized a link
between the Human Papilloma Virus and the
development of cervical carcinoma." Continuing
research by zur Hausen in the early 1980s confirmed
this link, thus earning him the Nobel Prize for
Medicine in 2008. Prior to 1999, all stages of cervical
cancer were generally managed with radiotherapy.
However, with definite evidence of the benefit of
adding chemotherapy in a concurrent setting,
chemoradiation is now considered the gold standard
in the management of this disease. These
developments have dramatically contributed to the
present diagnostic, therapeutic, and, more
importantly, the preventive approaches to cervical
carcinoma.

The American Caricer Society provides the
following risk factors for cervical cancer: human
papilloma virus infection, smoking, HIV infection,
Chlamydia infection, dietary factors, hormonal
contraception, multiple pregnancies, exposure to the
hormonal drug diethylstilbestrol (DES), and a family

history of cervical cancer.' There is a possible genetic
risk associated with HLA-B7.

The most important risk factor in the development
of cervical cancer is the presence of human
papillomavirus, or HPV. More than 150 types of HPV
are known to exist. 8.9 Of these, 30-40 affect the genital
tract and 15 are classified as high-risk types ( 16, 18,
31,33,35,39,45,51,52,56,58,59,68,73 &82), 3
as probable high risk (26, 53 & 66) and 12 as low
risk (6,11,40,42,43,44,54,61,70,72,81 &
CP6108).7 The high-risk or oncogenic types have the
greatest potential in causing cervical carcinoma.

HPV triggers alterations in the cells of the cervix
that can lead to the development of cervical
intraepithelial neoplasia (CIN). If undiagnosed and
not properly managed and monitored, this precursor
lesion can continue to develop into invasive cervical
cancer. Women who have had many sexual partners,
or who have had partners with multiple sexual
relations have a greater risk of developing cervical
cancer.' The medically-accepted paradigm is that
only women infected with HPV have the potential
to develop CIN and cervical cancer." HPV is thus
viewed as a sexually transmitted disease. So does
virginity "protect" women from the development of
this disease? Are virgins "exempted" from acquiring
cervical cancer?

Human Papillomavirus infection has been
implicated in virtually all cases of cervical cancer.
According to Prof. Walboomers, HPV is the
necessary cause of this disease in 99.7 percent of cases.
Based on case-control studies performed worldwide
(the Philippines included), HPV types 16 and 18
account for approximately 71 percent of these cases,
while HPV types 31 and 45 account for an additional
9%.11Based on these information, one can infer that
there is a very minute chance (0.3%) that this
malignancy will not be associated with HPV. It has
been inferred that rare types of cervical cancer and
metastatic disease may account for this group of
patients. A thorough literature search at PUBMED
and OVID for articles pertaining to non-HPV
associated cervical cancer in virgins was made but
no article or case report was found. An unpublished,
anecdotal report in the 1990s from a consultant of
the Section of Gynecologic Oncology at the UP -PG H
revealed two women without prior sexual contact
who developed cervical carcinoma. One was a case
of cervical sarcoma, while the other was cervical
lymphoma.

Our patient, being a single, nulligravid woman
who denies having any form of sexual relations, may
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thus be presumed to belong to the minority of
women who have non-HPV associated cervical
cancer. What could be the clinical impact of this

.situation? Should virgins be exempt from cervical
cytologic screening in their lifetime? Should they be
exempt from the universal recommendation ofHPV
vaccination?

HPV infection is generally sexually transmitted,
but vaginal penetration is not necessary for infection
to occur. Skin to skin genital contact may be
sufficient to transmit the virus from one partner to
the next. After entering the epithelium via surface
abrasions, the virus infects the cells in the basal layers.
There is no spread to deeper tissues or stroma nor is
there systemic spread via the bloodstream. HPV
infection is entirely intraepithelial and no viremia is
produced. This explains the relatively asymptomatic
nature of women with HPV infection.

Viral replication is a slow process and is critically
dependent upon the differentiation of host cells. It
does not dictate its development within its host or
cause apoptosis, or programmed cell death. Instead,
it uses the natural life cycle of the host cell in its
differentiation and proliferation to new virions. Viral
antigens and infectious viruses are produced only
when cells begin to differentiate into squamous cells
in the mid and upper layers of the epithelium and
become keratinized as they approach the epithelial
surface. This process may take a very long time to
occur and not all women infected with HPV will
eventually manifest with CIN or cervical cancer. Like
any virus, this can just be a self-limiting infection
and no clinical disease will ever be manifested.
However, virus-infected cells may lie dormant for
months and years, and may begin to differentiate
and proliferate with decreasing immunity of the host
or individual.

To determine whether the patient possesses HPV,
Polymerase Chain Reaction (PCR) assay for HPV
DNA was performed. Detection of HPV DNA using
this PCR assay has been well established and has
been utilized in clinical trials for primary cervical
cancer screening and in the improvement of
conventional cervical cytology. This method has a
specificity of 98%-100% and a high sensitivity, with
a lower limit of detection being 1250 particles per
1mg of tissue or 10-20 HPV particles in a smear
containing around 10,000 eells." We were actually
intrigued how a self-confessed postmenopausal virgin
could develop cervical cancer. To resolve this issue,
severalparaffin blocks of the cervix and friable tumor
from our patient were tested to determine if HPV
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indeed was present. The assay was negative for HPV
DNA. She may indeed be part of the "super-
minority" of women with non-HPV associated
cervical cancer.

Malcolm Griffiths theorized that it is erroneous
to assume that only women with the risk factors for
cervical carcinoma have a high likelihood of
developing this malignancy and that only this subset
of women would benefit from screening procedures.
He cited several studies concluding that the
probability of developing cervical malignancy is the
same among all women, regardless of their sexual
activity or apparent lack of it. 13 It is a fact that no
one should be considered immune to cervical cancer.
But due to the fact that 99.7 percent of cervical
malignancies are associated with HPV infection, it
is safe to assume that women with high risk factors
are more likely to develop cervical cancer than those
women, particularly nuns and virgins, who have not
been exposed to the virus.

Because of the impact cervical cancer poses
worldwide, attempts have been made- to reduce-its
incidence by preventive measures. Awareness of the
pathogenesis of HPV infection and cervical cancer
and the risk factors associated: with' them are
important considerations. According to the tJS
National Cancer Institute's 2005 Health Information
National Trends survey, only 40 percent of American
women have heard of HPV and only 20 percent
know of its link to cervical cancer. 14

The widespread introduction of the
Papanicolaou test for cervical cancer screening has
resulted in a dramatic reduction in the incidence and
mortality of cervical cancer worldwide.? This
screening procedure was 'in fact known to be the
greatest advancement in cancer control in the 20th
century. Abnormal cervical cytology results may
suggest the presence of the precursor of cervical
carcinoma (CIN), allowing clinical treatment to
prevent its progression to invasive disease. The
American Cancer Society (ACS) and the American
Society of Colposcopy and Cervical Pathology
(ASCCP) recommend that cervical cancer screening
should begin three years after the onset of vaginal
intercourse and/or no later than 21 years of age. In
this country, where social norms are more on the
conservative side, women with no sexual contact are
advised to have their first Pap smear between the ages
of 30 to 35. This was based on several factors:
I, The median age of women developing cervical
cancer in the Philippines is around 45 years of age;
2. The pathogenesis from HPV infection to cervical



Non-HPV Associated Adenosquamous Cervical Carcinoma I Abellera, et al.

cancer usually takes 10-15 years; 3. The difficulty in
convincing this group of non-sexually active women
to have a cervical cytologic screening test.
Considering the age of this patient, should she have
been advised to have a Pap smear even if she denies
any history of sexual relations? Based on the
aforementioned recommendations and premises, she
should have had this screening test during her
reproductive years.

While the Pap test is considered an effective
screening tool, confirmation of malignancy relies on
a histologic sample from a cervical biopsy procedure.
This is often done through colposcopy, a magnified
visual inspection of the cervical transformation zone
using a dilute acetic acid solution and Lugol's iodine
to highlight abnormal cells on the surface of the
cervix." Excision procedures, such as Loop
Electrosurgical Excision Procedure (LEEP) or
cervical conization, can also be performed to
document the extent of the cervical neoplasia and
act as a therapeutic procedure in some cases of CIN.
Confirmation of cervical malignancy will then
enable the gynecologic oncologist to tailor his/her
treatment according to the appropriate stage of the
patient's disease.

In this patient's case, there was no benefit of a
tissue diagnosis prior to the operative procedure. It
is possible that the attending physician did not
consider cervical carcinoma as a differential
diagnosis because the patient had no sexual contact.
A pelvic examination was not performed on the
patient and the findings on ultrasound were used as
the basis for management. Unfortunately, this practice
of depending solely on the sonographic report is a
relatively common practice in our setting. The
importance of performing thorough physical and
pelvic examinations can never be overemphasized.
Diagnostic procedures should merely serve as
adjuncts to confirm a clinical impression.

When this patient experienced vaginal bleeding
at the operating table prior to the D & C, the decision
to perform an emergency exploratory laparotomy and
THBSO was a judgment call on the part of the
attending physician. She could not visualize the
lower genital tract due to the profuse hemorrhage.
Her assessment of the vaginal mass was a prolapsed
submucous myoma. Again, the ultrasound finding
of a submucous myoma could have swayed her in
believing that this myoma prolapsed out and was
causing the bleeding. Careful inspection of the
"vaginal mass" could have alerted the attending
physician to the nature of the said mass. In retrospect,

we. could see that the masses within the vagina were
friable and necrotic - characteristics favoring a
malignant process.

Inadequate evaluation of the patient led to
inaccurate diagnosis of the cause of her
postmenopausal bleeding. The surgical procedure
thus performed was not appropriate for a patient with
a cervical malignancy. Though a radical
parametrectomy and upper vaginectomy were
contemplated in an attempt to "correct" the surgery,
this was not feasible considering the unstable nature
of the patient's condition. Thorough abdominal
examination and pelvic lymphadenectomy, though,
were performed.

Of course it is easy to make these comments in
retrospect. The attending physician was acting on
the best interests of the patient when she made the
decision to perform the laparotomy, knowing that
her unstable hemodynamic status secondary to
massive hemorrhage could be best managed by
removing the source of the bleeding. The situation
was remedied, though, by suspecting intra-operatively
that the masses spilling into the pelvic cavity after
cervical amputation were malignant in nature. A
frozen section analysis was ordered and a
gynecologic oncologist was called in. Though the
surgical inadequacy could have been alleviated with
a radical parametrectomy, it was more prudent to
perform other staging procedures that would not
have further compromised our patient. In the end,
she survived the operation without any morbidities,
was discharged well, underwent adjuvant
radiotherapy, and is presently in remission from the
malignancy.

Squamous cell carcinoma is the most common
histologic type of cervical cancer (80-85%) followed
by adenocarcinoma (15%).15,16 The uncommon
histologic types include adenosquamous carcinoma,
small cell carcinoma, and neuroendocrine
carcinoma. The patient had the adenosquamous cell
carcinoma. The glandular component most likely
originated from the endocervical mucosa while the
squamous component originated from the
ectocervical mucosa. In a study by Matthews, et al.
in May 2004 on the possible presence ofHPV in rare
types of cervical cancer, it was concluded that even
the uncommon histologic types of cervical carcinoma
are associated with HPY, and that most of these are
similar to those found to cause the common types
of cervical cancer. 17

Cervical carcinoma is a clinically staged disease.
If we determined her to be a Stage IB2 prior to any
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definitive procedure, she could have been managed
by any of the following: 1) concurrent chemotherapy
using Cisplatin given weekly for 6 courses with pelvic
external beam radiation therapy (EBRT) and
brachytherapy (chemoradiation); 2) neoadjuvant
chemotherapy (three rapidly delivered courses of
platinum-based chemotherapy) followed by radical
hysterectomy and bilateral lymphadenectomy with
or without bilateral salpingooophorectomy with or
without adjuvant postoperative radiation or
chemoradiation; 3) pelvic EBRT concurrent with
chemotherapy followed by RHBSO with selective
lymphadenectomy; 4) primary radical hysterectomy
and bilateral pelvic lymphadenectomy, which usually
needs to be followed with adjuvant
chernoradiation."

The surgical procedure was inadequate since only
a simple hysterectomy was performed on our patient.
To rectify this situation, she was given adjuvant
radiotherapy in the form of external beam
radiotherapy and brachytherapy. Concurrent
chemotherapy with single-agent Cisplatin was
advised but patient refused.

Prognosis depends on the stage of the cancer.
With treatment, the 5-year survival rate for all stages
is approximately 72%. In patients with Stage I cancer,
the 5-year survival rate reaches 80-90%. According
to the International Federation of Gynecology and
Obstetrics (FIGO), survival improves when
concurrent chemotherapy with Cisplatin-based
regimen is given with radiotherapy.

CONCLUSION

Presented is a 54-year old woman with non-
HPV-associated adenosquamous cervical carcinoma.
Though she was inadequately managed from a
surgical point of view, she subsequently had pelvic
radiotherapy to alleviate this management
inadequacy. She is presently on regular follow up
and is in remission from her disease.

It is now well known that cervical carcinoma is
almost exclusively associated with HPV But we have
discovered that our patient's cancer is non-HPV
associated. How can we explain this occurrence?
How did the 0.3 oercent of women with cervical
carcinoma without the HPYassociation develop the
disease? Considering the ask factors listed by the
American Cancer Society, we can rule out HIV and
Chlamydial infection, hormonal contraception,
smoking, exposure to diethylstilbestrol and sexual
behavior as probable causes or predisposing factors

88 June, 2010 Philippine Journal of Obstetrics & Gynecology Volume 34 (No.2)

in our patient. However, we can only surmise that
there could be a genetic factor involved. It is possible
that our patient could have developed the disease
due to a genetic predisposition. However, this may
be very difficult to prove at this time. Though the
rarer types of cervical cancer still predominantly
possess HPV-based on the study of Matthews, these
types are probably the ones that are non-HPV
associated. Moreover, a non-HPV associated cervical
cancer should alert the physician on the possibility
of metastatic disease from another primary, usually
within the genital tract.

The clinical implication of non-HPV associated
cervical cancer is that all women, regardless of sexual
behavior, are candidates for primary and secondary
preventive measures. The recommendations provided
by the American Cancer Society (ACS) and the
American Society of Colposcopy and Cervical
Pathology (ASCCP) for all women (including those
who are not or have never been sexually active) are
clear: cervical cancer screening should begin three
years after the onset of vaginal intercourse and/or
no later than 21 years of age. Though the age
requirement for performance of the first Pap test
could be "relaxed" because of the conservative nature.
of Filipino women and societal norms, this should
nonetheless be performed when she is at least in her
thirties. HPV vaccination may protect a virgin from
HPV-associated disease and a Papanicolaou smear
may detect neoplasia arising from non-HPV
associated conditions in this subset of women. In
both scenarios, all women can be protected from a
very dreaded disease that has affected women and
their families in the prime of their lives.
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