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Abstract

We present the case of a 34-year-old female with cervical cancer and right ureterohydronephrosis. She was admitted to the Urology Clinic
of the Emergency County Hospital of Arad, Romania, on November 11, 2015, after previously being diagnosed with stage IllA cervical
cancer in December 2014 and undergoing radio and chemotherapy and laparotomy for staging. At the moment of hospital admission, the
patient suffered from fever and right lumbar pain, she was also diagnosed with grade IV right ureterohydronephrosis. The patient was
operated at the Urology Clinic of Arad; the intervention involved a total hysterectomy with bilateral adnexectomy and a right obturatory
necrectomy of the necrotic lymph nodes. However, the evolution was favorable. The purpose was to increase the patient’s survival rate and
increase the quality of her life by also applying one palliative method including a urethral stent. As a result, the patient’s life was extended.
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=& Introduction

Worldwide, cervical cancer is the third most common
cancer. Although this type of cancer is preventable, most
women living in developing countries do not have access
to effective screening programs. As a result, more than
70% of cervical cancers occur in these countries [1, 2].
Human papillomavirus (HPV) is central to the develop-
ment of cervical neoplasia and is detectable in 99.7% of
all cervical cancers [3]. The main histological types of
cervical tumors are squamous cell carcinoma (69% of
cervical cancers) and adenocarcinoma (25% of cervical
cancers) [4].

This type of cancer is commonly accompanied by
ureterohydronephrosis (UHN), which is a condition charac-
terized by dilation of the renal ureter/pelvis resulting from
mechanical or inflammatory urinary tract obstruction, this
condition being more frequently associated with more
advanced cancer stage, squamous histology and non-
surgical treatment of cancer [5]. Unfortunately, early
cervical cancer is often asymptomatic, and consequently,
screening tests are one of the most important tools for
detection of this disease in its earliest and most treatable
stages. The first symptoms generally occur when the pre-
cancer turns into a true invasive cancer and are associated
primarily with abnormal and/or postcoital bleeding and
watery, mucous, or purulent and malodorous vaginal
discharges, which can be easily mistaken for conditions
other than cervical cancer, such as common vaginal
infections. Advanced stages are often associated with
pelvic or lower back pain, which may radiate along the

posterior side of the lower extremities [6]. The decisive
diagnosis of cervical cancer is, however, only made based
upon histological evaluation of a cervical biopsy, while
physical examination [7], cervical cytology, HPV presence
and colposcopy can only arise the suspicion thereof.

The aim of this article is to offer a new vision about
the latest steps in the treatment of advanced cervical
cancers including palliative methods such as the stent
application mentioned in this case, despite all the clinical
and morphopathological aspects in advanced disease. Due
to all the protocol steps, the patient’s life was extended.

= Case presentation

We present the case of a 34-year-old woman who
was first diagnosed with cervical cancer (stage IIIA), in
November 2014, when admitted to the Emergency County
Hospital of Arad, Romania, for abdominal pains. A
cervical biopsy was used for the initial histopathological
diagnosis. Of note, she had a family history of cervical
cancer (mother, stage 1I1B).

After undergoing 22 external radiotherapy sessions,
the patient was subjected to laparoscopy, converted to
laparotomy, during March 2015, which revealed an
inoperable cancer. Those methods were selected for a
better view of the tumoral limits. This was followed by
10 chemotherapy sessions and, respectively, one brachy-
therapy session. These sessions resulted in lumbar pain
and loss of appetite. In January 2015, she also received a
right ureteral stent at the Clinic of Urology, Emergency
County Hospital of Timisoara, Romania.
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The last hospital admission was on November 11,
2015, at the Emergency County Hospital of Arad. A simple
urinary radiograph was performed on this occasion, which
showed a ptosis of the right kidney and the presence of a
right ureteral stent. Computed tomography (CT) scanning
revealed a moderate increase of uterus size and a slightly
heterogeneous aspect of the cervix in the hypocaptant
area. We noticed oversized annexes of bilateral volume,
mainly on the right side; emphasis on a lesion with
polycystic aspect with contrast peripheral plug; most
probably related to the secondary dissemination of cancer.
Several bilateral necrotic adenopathies, located primarily
in the internal iliac and right-side obturator regions. This
led to a compression/invasion of the right distal ureter,
with suprajacent distension of ureterohydronephrosis type,
3 degree. Also, we observed there, a minimal liquid
reaction in the Douglas recess.

The presence of ureterohydronephrosis was established
after detailed urinary analysis, which included the measu-
rement of the levels of urea, creatinine, and uric acid,
abdominal ultrasound examination, renal radiography
and CT exams (Figures 1 and 2).

Figure 2 — Computed
tomography: sagittal

Figure 1 — Computed
tomography: coronal
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y ST o 2 DS e :
18 E s A
) ’_ < % ofi

necrosis; stroma with moderate lymphocyte infiltration
(HE staining, x100).

=& Discussion

Non-adherence to regular screening is considered to
be a major risk factor for late diagnosis of cervical cancer
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The final diagnosis was cervical cancer with necro-
sating right obturatory fossa with the presence of adeno-
pathy and right ureterohydronephrosis 4™ degree. As a
result, the patient was operated during the same day,
i.e., total hysterectomy with bilateral adnexectomy and
a right obturatory necrosectomy of lymph nodes. As a
palliative measure, the right ureteral stent was replaced
with a new one. The post-operative evolution of the patient
appeared favorable.

The sample for histopathological diagnosis was collec-
ted from the adjacent area of the external orifice of the
endocervical canal, via a curettage technique.

Macroscopic examination emphasized fibrin-hematic
clots and numerous tissue fragments less than one mm.
Two larger tissue fragments with the maximum size of
2/4 mm and 4/10 mm, respectively, were also identified.

All the received material was taken in work, formalin
fixed, paraffin embedded and stained with Hematoxylin—
Eosin (HE).

Further, microscopic examination showed numerous
tissue fragments, originating from the exocervical and
transitional area.

We identified compact tumor proliferation masses
composed of large polymorphic polyhedral malignant
cells, with evident elements of atypia and frequent
atypical mitotic figures, but without formation of keratin
pearls. Large areas of necrosis and a diffuse lymphocyte
infiltration in the stroma were also observed (Figure 3).

Malignant cells present indefinite cell borders, pro-
minent nucleoli and frequent atypical mitoses. Perivas-
cular invasion was also identified (Figure 4).

The tumor penetrative depth could not be precisely
assessed because the sample contained only elements
from the superficial area of cervix.

Overall, the diagnosis was a large non-keratinizing
infiltrative squamous carcinoma cell (G3) with an unspe-
cified tumor stage, originating probably from the transi-
tional area of the cervix.
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Figure 4 — Malignant cells with prominent nucleoli and
atypical mitoses; perivascular tumoral infiltration (HE
staining, x200).

[8—14]. This was also the case of most patients diagnosed
with advanced cancers at the Clinic of Urology, Emer-
gency County Hospital of Arad. Cervical cancer screening
detects precancerous lesions and the early-stage of the
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disease, the treatment of which reduces the incidence of
cervical cancer-induced mortality. Cytological screening
for cervical cancer with Papanicolau (Pap) test has never
been evaluated in a randomized trial, but there are multiple
observational studies showing a significant decrease in
cervical cancer incidence and mortality as screening has
been implemented [15-22]. In our case, the patients
were tested subsequently, but most of them very late
considering their pathology.

In women aged less than 30 years, doctors recommend
that the Pap test should be made alone every three years,
without having a primary HPV co-testing [23]. In older
patients, cancer screening should be similarly performed
(i.e., once every three years), and if the results are negative,
both Pap test and primary HPV co-testing should be
performed every five years after that [24]. This additional
step is related to the fact that HPV infection in women
older than 30 years is more likely to be persistent, and
therefore, has a greater likelihood of clinical significance
[25]. The patient investigated did adhere to these recom-
mendations, which, unfortunately, caused serious health
consequences.

Here, cervical cancer was associated with severe
ureterohydronephrosis. This association is well documen-
ted in the specialty literature. For example, a recent
multicenter study made in Italy, included 2024 patients
with invasive cervical cancer, which underwent radical
surgery preceded by radiotherapy application; the results
revealed complications in 873 patients, of which most
cases (341, i.e., more than 40%) had urinary and other
related problems [26]. Similarly, a small cohort study
(43 patients) conducted at the same hospital revealed a
close association between cervical cancer and adverse
urinary conditions. Thus, not only that ureterohydro-
nephrosis was frequently observed in patients with advanced
cervical neoplasia, but also the stage of cervical cancer was
moderately associated with its incidence.

For early-stage of cervical cancer, a modified radical
hysterectomy with pelvic lymphadenectomy is preferred
over primary chemotheraphy and radiotheraphy. According
to most studies, surgery generally results in a definitive
treatment, significantly increases survival rates compared
to primary radiation therapy (RT) and provides a better
quality of life [27-29]. For women with locally advanced
cervical cancer, primary chemotheraphy and radiotheraphy
is indicated, although the benefits of treatment are higher
for earlier stages (stages IB to IIB) than for more advan-
ced stages (stages III to IVA) [10-12]. The type of
treatment used depends on the cancer stage and consists
of a combination of surgical and non-surgical methods,
including radical hysterectomy [28, 29], extrafascial
hysterectomy or conization [30], fertility-sparing surgery
[31], hysterectomy after chemotheraphy and radiotheraphy
treatment [32, 33], primary radiation therapy, and adjuvant
therapy indications [9].

The particularities: almost all the patients with advan-
ced genital cancer have severe complications and the
palliative treatment is not so easy to be applied. The
patients with cervical cancers could present vaginal
bleeding, vaginal discharge, obstructive uropathy, sympto-
matic anemia [34].

Several peculiarities of this case include: the relatively

young age at which the advanced cervical cancer was
diagnosed, the family history of cervical cancer and the
fact the young woman’s life was prolonged by more than
a year by using palliative, non-surgical, as well as surgical
methods in an aggressive regimen, the patient being able
to endure all of them without significant complications
and side effects thereof.

= Conclusions

The proper therapeutic approaches were applied to
prolong the patient’s life despite the advanced stage of
cervical cancer and its association with a severe uretero-
hydronephrosis. This approach was developed by cumu-
lating all the results obtained from the medical investi-
gations. The morphopathological, imaging, and biological
data, as well as the clinical symptoms have led to the
conclusion that the combined treatment applied, i.e., total
hysterectomy with bilateral adnexectomy, right obturatory
necrectomy of the necrotic lymph nodes and replacement
of right ureteral stent has helped increase the patient’s life
span and quality.
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