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ABSTRACT

Cervical cancer is the most common gynecological malignancy during pregnancy. The incidence of cervical cancer
during pregnancy is 0.004-0.1%. Cervical cancer accompanied by preghancy may have severe maternal and fetal
consequences. In our case, our patient died approximately 1 year after giving birth and 2 months after being
diagnosed with cervical cancer. Among the treatment options, chemotherapy, radiotherapy and surgical treatment
options were available alone or in combination. Type of treatment needed to be individualized and depended on stage,
type of histology and gestational age. The aim of our study was to emphasize the importance of vaginal examination
and its method during pregnancy in the diagnosis of cervical cancer, which was among the preventable cancers in

pregnancy.
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INTRODUCTION

Along with melanoma and breast cancer, cervical cancer
is common for cancer during pregnancy.! Although the
advancements in the cervical cancer screening programs
of the countries affect decreasing this rate, the incidence
of cervical cancer during pregnancy is 0.004-0.1%.% 20-
30% of malignant tumors seen in women are seen under
the age of 45.2 Due to advances in assisted reproductive
techniques and women's roles in society and business life,
the average age at conception has improved. This
situation has increased the coexistence of pregnancy and
cancer. The main reason for this is the frequent
examination of the cervix at the beginning of pregnancy
and following weeks and the smear test at the first
examination of the pregnancy.® Increased blood flow and
lymphatic circulation, weakened immune response due to
pregnancy, cervical dilatation and many other factors

facilitate the metastasis of possible cervical cancer during
pregnancy.*

Approach to cervical cancer during pregnancy depends
on tumor size, presence of lymph node involvement,
gestational age, histological subtype and the patient's
expectation from the continuation of the pregnancy.3®
Surgical treatment and chemoradiotherapy, the methods
used in treating cervical cancer, affect the fetus
negatively.® The patient should be evaluated with a
multidisciplinary team consisting of a neonatologist,
medical oncologist, gynecological oncologist and
perinatologist with a personalized treatment.” Our case
report emphasized the importance of cervical cancer
screening and vaginal examination in early diagnosis and
treatment during pregnancy.
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CASE REPORT

The patient, who was 30 years old, gravida 1 parity 1,
university graduate was referred from an external center
to our urology department with difficulty in urinating,
which gradually increased in the last month. The patient
was admitted to the urology department of our hospital in
October 2020 with a urinary catheter inserted a week ago.
The urology department evaluated the patient and she
was admitted to the neurology service to investigate
centrally originated pathology. Gynecology consultation
was requested due to the complaint of bloody vaginal
discharge. The patient had in vitro fertilization (IVF)
attempts two times due to unexplained infertility in 4
years and became pregnant in the second trial. She had a
live birth with cesarean delivery in November 2019. The
patient's menstruation was regular, the last menstruation
occurred three weeks ago and the last coital activity was
described one month ago. She stated that she last had a
smear test 2 years ago and the result was normal. She
complained of occasional bloody vaginal discharge and a
burning sensation in the vaginal area. She also reported
that she recently used treatments for her complaints
without a vaginal examination. It was understood that the
patient had a sociocultural structure that did not accept
vaginal examination.

In the first examination, the vaginal introitus was
edematous, there was an appearance of a fragile mass that
narrowed the vaginal entrance and having full-thickness
vaginal involvement. Only one finger could be inserted
into the vagina and the only area without involvement on
palpation was the posterior fornix (Figure 1). On pelvic
magnetic  resonance imaging (MRI), a gross
nonhomogeneous mass lesion was observed in the uterus,
involving the whole myometrium except a focal area in
the corpus anterior, protruding the endometrium and
extending to the parametrium, especially at the level of
the cervix. In the 2/3 lower part of the vagina, a similar
solid mass lesion reached up to 5.5 cm in its widest axial
diameter, extending to the periurethral area and
compressing the urethra. Although the described gross
mass lesion extended anterolaterally to the paravaginal
area, the fatty planes between the rectum and the rectum
were preserved; the posterior wall was intact at the level
of the vaginal fornix, the lesion had not invaded the
bladder and ischiorectal fossae are open (Figure 2).

Punch biopsy was performed on the palpable tumor tissue
at 3, 7 and 9 o'clock, just behind the hymenal ring, under
general anesthesia. The pathological examination resulted
in poorly differentiated carcinoma. Tumor cells were
stained CK7 and p16 focal positive and p40 negative in
the immunohistochemical examination. These findings
were considered in favor of cervical adenocarcinoma
(Figure 3).

Positron emission tomography/computed tomography
(PET/CT) of the patient after pathological examination

Hypermetabolic nodular lesions with diffuse infiltration
in both lungs, varying in size from a few millimeters to
15 mm and occupying almost the entire lung parenchyma
were observed (maximum standardized uptake value)
(SUVmax): 5.8-14.6). No manifest pleural fluid was
detected. The described lesions were evaluated in favor of
lymphangitic metastatic spread. A hypermetabolic mass
lesion with its widest dimension 102x97 mm was
observed, forming hypodense contour lobulations and
extending to the cervix (SUV: 13.1). After a short
interval at the cervical level, the lesion continued as a
separate component in the vagina surrounding the
urethra. The size of this lesion was measured as 62x62
mm (SUV: 12.2). Pelvic and inguinal multiple
hypermetabolic lymph nodes were observed. The rectum
and sigmoid colon were in normal calibration. A nodular
lesion with a diameter of 2.5 cm (SUV: 6.5) on the
presacral fascia on the right was noticeable and was
evaluated in favor of lymphadenopathy or metastatic
implant. In the evaluation of bone structures,
hypermetabolic metastatic lesions were noted in the
ischium bone on the left, the iliac bone on the right and
medially adjacent to the sacroiliac joint (SUV: 5.4-8).

Figure 2: (a-d)Tumoral metastasis in different
sequence (White arrow). (e) Anterior myometrial
metastasis.
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Figure 3: (a) Immunohistochemically strong CK7
positive tumor islands (DAB, x40). (b) Carcinoma
areas (HE, x100) that tend to form impaired adenoid
structures. (¢) Weak p16 positivity in tumor areas by
immunohistochemically (DAB, x40). (d) It has formed
large islands in the vagen wall, and necrotic
carcinoma areas in the middle of places (HE, x40).

The patient was referred to medical oncology with the
diagnosis of stage 4 cervical carcinoma with the results.
Paclitaxel+carboplatin chemotherapy was started for the
patient. The patient, who received chemotherapy
intermittently due to respiratory distress and completed
four doses of chemotherapy in total, died two months
after the diagnosis due to respiratory failure.

DISCUSSION

Cervical cancer, which was the most common
gynecological malignancy during pregnancy was
observed in 1/1200-10000 of pregnancies in western
societies.! Being the only type of cancer screened during
the prenatal period made cervical cancer an important
position. The frequency of preinvasive lesions observed
in the general population had increased and the
expectation for treatment with fertility-sparing treatment
methods had also increased.? This necessitated special
attention to cervical preinvasive lesions in terms of
follow up and treatment. The cervicovaginal smear
(CVS) test taken during pregnancy should be evaluated
carefully as physiological changes in the cervical cells
can mimic cervical dysplasia.° Because of the
suppression of the immune system during pregnancy and
the highest levels of cervical squamous metaplasia,
preinvasive lesions regress after pregnancy. Therefore,
conservative approaches to lesions observed during
pregnancy were seen as the first choice.’

The most frequently diagnosed abnormal cervical
cytology during pregnancy was low-grade intraepithelial
lesion (LSIL) and atypical squamous cells of
undetermined  significance  (ASCUS). High-grade
intraepithelial  lesion (HSIL) was observed less

frequently. Malignancy potential in high-grade lesions
had been reported as 5%.8 Although preinvasive lesions
of the cervix were high-grade lesions, they can be
postponed to the postpartum period.® Post pregnancy
regression was often expected in these lesions. In
preinvasive lesions of the cervix, the delivery method
depended on obstetric indications.* Although the
colposcopy procedure applied for diagnostic purposes in
cervical smear abnormalities was technically not easily
applicable due to physiological cervical changes and
increased metaplasia during pregnancy, it was the method
that should be preferred due to the high false-negative
rates of randomly performed four-quadrant biopsies.

Chemosensitivity in cervical cancers had been reported at
a rate of 78-95%, therefore, neoadjuvant chemotherapy
can be applied as another treatment method in
pregnancies older than 20 weeks and radiotherapy can be
postponed after delivery.’® Cisplatin was considered a
relatively safe chemotherapy option during pregnancy.!
Cisplatin and etoposide were the most commonly used
agents. Chemotherapy protocols with cisplatin and
etoposide (PE) or vincristine, adriamycin and
cyclophosphamide (VAC) have been shown to prolong
the estimated survival time.*? Conization was sufficient in
the treatment of stage 1AL patient group. It should be
kept in mind that if the surgical margin was negative due
to pathology, it can be accepted as the final treatment, but
if it was positive, recognization may be required.®® In
stage 1A1-1B1 tumors, large conization or trachelectomy
may be sufficient in patients with a tumor diameter of <2
cm. However, it should be considered that these
procedures increased the risk of pregnancy complications
such as preterm labor and premature rupture of
membranes. In addition, the presence of positive lymph
nodes in this stage 1B1 patient group required the patient
to start definitive treatment as soon as possible.'
Conservative surgical treatments were not possible during
pregnancy in patients with stage 1B1, tumor diameter >2
cm and more advanced stage. Until the maturation of the
fetus was completed, the neoadjuvant chemotherapy
option should be considered. The pregnancy should be
terminated at the first opportunity when the maturation
was thought to be completed. Then the radical
postpartum hysterectomy should be applied to the patient
after birth.5> According to current guidelines, the preterm
delivery option can be considered acceptable to complete
the mother's oncological treatment.

Pregnancy-related admissions of women who do not
undergo routine health screening enable many women in
this period to get an early diagnosis. Cesar et al asked
women about the CVS test performed during pregnancy
in their study involving 2288 women. They found that
33% of the women did not take the CVS test during
pregnancy, 2/3 did not know about the test's necessity,
and 18% did not take the test because of feelings of fear
and embarrassment. They stated that not taking the CVS
test at the reproductive ages, when the frequency of
cervical cancer was at its peak, might increase the

International Journal of Scientific Reports | September 2021 | Vol 7| Issue 9 Page 475



Celik Gl et al. Int J Sci Rep. 2021 Sep;7(9):473-476

morbidity and mortality rate of cervical cancer.'
Likewise, in this case, it was understood that the
sociocultural background caused disruptions in CVS
follow up.

CONCLUSION

These studies on the reliability and applicability of the
CVS test evaluated during pregnancy draw attention to
the importance of taking the CVS test following the
routine cervical cancer screening algorithm during
antenatal evaluation. Pap smear tests taken during
antenatal follow up will reduce morbidity and mortality
caused by cervical cancer by detecting preinvasive
lesions in women who are not accessible within the scope
of the screening program and have limited access to
health services. In this case, although the patient had
undergone IVF treatments and pregnancy in the last two
years, the cervical examination was unfortunately missed
and the patient was diagnosed with stage 4 cervical
cancer within one year after delivery. Regardless of the
reason for applying to the gynecology and obstetrics
outpatient clinic in young patients, CVS test history
should be questioned and if necessary, a test should be
applied according to the screening program. The increase
in the last decade in cervical cancer cases, which have an
aggressive course at early ages, suggests that screening
programs should be reviewed again. The need for more
effective screening of patients under IVF treatment may
come to the fore.
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