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Abstract

Introduction: During the last three decades fertility preservation are established as
a new treatment modality for young patients with early cervical cancer using different
surgical approaches and techniques such as vaginal or abdominal simple or radical
trachelectomy, total laparoscopic or robotic trachelectomy even large conisation with
laparoscopic lympadenectomy. A further goal for gynecological oncology is to try to
consider fertility-preserving approach in these patients with bulky cervical cancer not
compromising the oncology outcome.

A case report: A 25-year-old patient with cervical adenocarcinoma, FIGO
stage IB2, was diagnosed with tumor size more than 40 mm. Preoperative magnetic
resonance (MR) was performed and patient received neoadjuvant chemotherapy
protocol, Cisplatinum/Doxorubsicin, three cycle in 10 days interval followed abdominal
radical trachelectomy with pelvic and paraaortic lymphadenectomy. All findings on
the follow-up visit after 24 months showed no sign of disease recurrence and patient’s
menstrual cycles were regular.

Until know small case control studies point on acceptable approach with
neoadjuvant chemotherapy followed conservative fertility spare surgery in young
patients with bulky cervical tumor who respond well on chemotherapy but we still need

more evaluation and data in these group of patients.

INTRODUCTION

last century many publications confirmed safety in oncology

outcomes and good pregnancy outcome. In technical approach,

Approximately 45% of surgically treated stage IB cancers nowdays few techniques were established such as vaginal and

occur in women under the age of 40 years [1]. The general  ,p,4,ming] trachelectomy and laparoscopic and robotic approach

eligibility criteria for radical trachelectomy include the following: ¢ a1l with similar oncological outcomes. According to good

women under 40 years of age who have a strong desire to oncology outcomes, some authors proposed more conservative

preserve fertility, no clinical evidence of impaired fertility, lesion
size less than 2 cm, International Federation of Gynecology and
Obstetrics (FIGO) stages 1A2 -1B1, no involvement of the upper
endocervical canal, and negative regional lymph nodes [2]. Since
Prof D. Dargen presented the fertility preserving approach in
early stage of cervical cancer in young women at the end of the

treatment such as cervical conization or simple trachelectomy
and pelvic lymphadenectomy for low-risk patients with tumor
size less than 2 c¢m, absence of lymph vascular space invasion,
negative sentinel node [3]. The papers showed some differences
in pregnancy outcomes comparing the different technique but
success rates are acceptable in all of them. [2,4-7].
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A CASE REPORT

A 25-year-old patient came to the Clinical Center of Vojvodina,
Novi Sad for a routine gynecological examination. She underwent
punch biopsy and FIGO stage IB2 cervical adenocarcinoma,
G2, was diagnosed without lympho-vascular involvement
and perineural tumor infiltration; tumor size was 45 mm and
proliferation index was not measured. The patient was referred
to the Oncology Institute of Vojvodina, Sremska Kamenica for
further disease management. The patient expressed a strong
wish to preserve the fertility. The MR examination of pelvis and
abdomen was performed Figure 1.

In the discussion with the patient, she was informed that there
are few literature data about the similar cases. No randomized
trials have been conducted so far that can confirm the benefits
of fertility preserving and oncological outcomes among these
high-risk patients and this approach are still an experimental.
The laparoscopic pelvic lymph node dissection concerning the
suspicion of positive pelvic lymph node by MR was not performed
because of lack of the experience in laparoscopy. However,
the patient did not want to change her mind about fertility
preserving. The patient was informed about the treatment
procedure and after signing the informed consent, she started
the administration of neoadjuvant chemotherapy (NACT). The
performance status of 0-2 was required. Patients did not have
other malignancy in their history.

Chemotherapy protocol

She received a combination of cisplatinum (dose, 75 mg/m?)

and doxorubicin (dose, 35 mg/m?) in three cycles at the interval of
10 to 12 days, according to Prague protocol for adenocarcinoma
[8]. We decided for this protocol according to literature data and
because paclitaxel regiment is not covered by health insurance in
our country for cervical cancer.

Three weeks after the last chemotherapy cycle, MR was
performed Figure 2.

Because of good response and down staging of the disease,
the patient was operated four weeks after third cycle of NACT.
Abdominal radical trachelectomy with pelvic and para-aortic
lymphadenectomy was performed on May 14, 2013. Surgery
time was five hours and no intraoperative and postoperative
complications occurred. There was no need for blood transfusion
and total blood loss during operation was 350 ml. At frozen
section, lymph nodes were negative such as margins of the
cervix, no infiltration of the parametria and material obtained
by endocervical curettage was without tumor. The operation
finished without permanent cerclage.

Abdominal trachelectomy with pelvic and paraaortic
lymphnodectomy was performed according to standard
procedure described by Cibula D and Ungar L. [9,10] (Figures
3,4).

Final pathological findings confirmed the tumor diameter
of 18 mm and the depth of stromal infiltration of 14 mm with
positive lymphovascular space and free margine, no parametrial
infiltration. The distance between tumor and upper cervical
resection line was 11 mm. In 40 lymph nodes, there were no
metastases.

Figure 1 The pre therapy MR in a patient with cervical cancer and metastatic lymph node. Axial gadolinium-enhanced 3D fat-suppressed gradient-
echo T1-weighted MR image shows an enhancing right iliac lymph node (A). Isotropic diffusion weighted image acquired using a b-value=1,000
s/mm2. Brighter areas correspond to tumor and lymph node infiltration (B). T2-weighted MR image shows a large cervical mass infiltrating the

cervical stroma (C).

Figure 2 After therapy, no hyperintense signal is seen at sites of nodal disease on gadolinium-enhanced T1-weighted (A) and diffusion-weighted
images (B), consistent with therapy response. T2-weighted image obtained after therapy shows substantial tumor volume reduction (C).
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Figure 4 Specimen taken after trachelectomy showing tumor after
three cycles of NACT.

The patient was discharged 10 days after operation in good
condition. All findings on the follow-up visit after 24 months
showed no sign of disease recurrence and patient’s menstrual
cycles are regular. There is no pregnancy.

DISCUSSION

The application of different therapeutic modalities in the
group of patients with early stages of invasive cervical carcinoma
has given different results. In most cases, a radical surgical
therapy is applied, which presumes radical hysterectomy with
bilateral pelvic lymphadenectomy. Standard surgical therapy
has given excellent results in terms of five-year overall-survival,
which is 85-91% [4]. However, a great number of young women
lose their fertility permanently.

In the last three decades, the fertility-preserved approach
in the group of patients with early cervical cancer presented a
good oncology and pregnancy outcome [2,7]. The approaches are
different and various surgical techniques in fertility preservation
cervical surgery such as, vaginal, abdominal, laparoscopic or
robotic have showed their respective obstetrical and oncology
outcome. Even more conservative surgery showed promising
results for low-risk early leasions [11].

Still we have a group of young patients who wish to preserve
fertility even cervical cancer is more than 2 cm. So, further goal for
gynecological oncology is to try to consider fertility-preserving

approach in these groups of patients but not to compromise the
oncology outcome.

Results of many recent studies concluded that cervical cancer
has acceptable good response to chemotherapy. The neoadjuvant
chemotherapy reduces both tumor volume and lymph node
positivity and it makes surgery easier. In addition, the response
to chemotherapy leads to down staging of the disease with a
chance for fertility preserving in some groups of young patients
with bulky tumor.

Neoadjuvant chemotherapy (NACT) followed by radical
surgery (RS) has showed in several pilot studies a benefit in
terms of overall survival (0OS) and disease-free survival (DFS) in
locally advanced cervical cancer FIGO IB-2 - IIB [8,12-16].

Marchiole P et al. presented 7 patients with large IB - 11A-1
tumor (30 mm to 45 mm). All patients underwent neoadjuvant
chemotherapy followed by laparoscopic pelvic lymphadenectomy
and vaginal radical trachelectomy (VRT). The patients were
evaluated after NACT by clinical examination, colposcopy, and
MR. The results showed a response of more than 50% of tumor
volume reduction in 5 to 7 women (71%) and in two patients had
a partial response with a reduction in size of the tumor of 40%.
All 7 patients underwent VRT. Concerning oncology outcome in
median follow up of 22 months (range 5-49 months), no relapse
was observed [17]

Robova et al. presented a large serie of 15 patients with
tumor more than 2 cm treated with NACT followed by vaginal
trachelectomy. They received Prague protocol, 3 cycle cisplatin
(75 mg/m?) and ifosfamide (2g/m?) in cases of sqamous cancer
or cisplatin (75 mg/m? and doxorubicin (35mg/m?) in case of
adenocarcinoma every 10 days and then underwent simple
vaginal trachelectomy with laparoscopic lymphadenectomy.
Final histopathological findings were 5 patients with complete
response, 6 patients with microscopic residual disease and 4 with
macroscopic residual disease. Three women with a suboptimal
response relapsed. They were all affected by adenocarcinoma.
Patient with relaps in ovary died of the disease and two other
patients presented endocervical recurrences are alive without
evidence of disease. In pregnancy outcome, there were 7
pregnancies and 7 babies were born live, with two premature
born in 26 and 35 gestational week [18].

Thirty cases of women diagnosed with cervical cancer =2 2 cm
and treated with NACT followed by fertility preserving surgical
management were presented in Table 1.

Lanowska et al. recently published different approach in
these young patients with cervical cancer more than 2 cm.
Before NACT, laparoscopic lymphadenectomy was performed to
confirm no lymph node metastasis before NACT. Sentinel lymph
node detection was performed in all patients. Neoadjuvant
chemotherapy consist of 2-3 cycles of paclitaxel/ifosfamid/
cisplatinum regiments followed by radical vaginal trachelectomy
(RVT). Twenty patients were enrolled and mean tumor size was 3
cm. Radical vaginal trachelectomy was performed in 18 patients
and 9 of 18 patients were with complete pathological remission.
In 2 patients due to insufficient pathological response in cervical
specimen chemo-radiation was recommended. In a mean follow
-up of 23 months one relapse was diagnosed. Seven pregnancies
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Table 1: Neoadjuvant chemotherapy and different techniques of fertility sparing surgery in literature.

Cervical cancer Optimal pathological Recurrences Pregnanc

NACT protocol Conservative surgery response (CR+PR1) g y
22cm No. No.
No (%)

Marchiole et TIP (or TEP for o
al[17] 7 Ad.Ca) VRT+PL 4/7 (57%) 0/7 1/7
Robovaetal [18] 15 X’JC(S"X for ST+PL 9/12" (75%) 3/12 7/12
Maneo etal [19] 8 I‘LPC(;; TEPfor ¢ onisatio + PL 6/6& (100%) 0/6 NR
Plante etal [20] TIP VRT+PL 3/3(100%) 0/3 3/3
Palaia etal[21] TIP ST+PL 1/1 (100%) 0/1 0/1
;(2"2‘]"""“'“ etal BOMP Conisatio 1/1(100%) 0/1 1/1
*, & - fertility spared number of patients, NACT: Neoadjuvant Chemotherapy; T: paclitaxel; I: Ifosfamide; P: cisplatin; E: Epirubicin; BOMP: cisplatin,
bleomycin, vincristine and mitomycin; AdCa: Adenocarcinoma; VRT: Vaginal Radical Trachelectomy; ST: Simple Trachelectomy; PL: Pelvic
Lymphadenectomy; CR: Complete disappearance of tumor in the cervix with negative nodes; PR1: residual disease with <3 mm stromal invasion
including in situ carcinoma.

occurred in 5 women. Authors concluded that this approache, in
this group of patients; laparoscopic lymphadenectomy followed
NACT and RTV in patients with negative lymph node metastasis,
could be safe procedure concerning oncology and obstetrical
outcome [23].

Even neoadjuvant chemotherapy followed by fertility sparing
surgery is performed in some centers, we must admit that there
is no standardized in chemotherapy protocols and especially
surgical approach in these group of patients.

These small studies point on acceptable approach with
neoadjuvant chemotherapy followed conservative fertility spare
surgery in young patients with bulky cervical tumor. If these
group of patients are high risk group Lanowska M et al presented
an oncologically safe approach to divide patients who could be
consider for NACT followed fertility preserving procedure, from
those who are not because of lymph node metastasis. With a
developing a sentinel node detection procedure, this approach
will be more acceptable. Another no standardize therapeutic
approach is chemotherapy protocol. Most of them are platinum
consist regiment in double or triple combination. Recent studies
confirmed paclitaxel/cisplatinum regiment as most promising
and have to think in consolidation of the chemotherapeutic
regiments in studies. Also dose-dense interval by some authors
showed good response with no increasing toxicities [18]. Another
important question is the effect of chemotherapy regiments on
ovarian function? Do we have to exam ovarian reserve before
treatment or if these patients are young, we expect normal
ovarian reserve? Pregnancy outcome in this group of patients
could answer on this question.

The most frequent histopathological finding in cervical
cancer is squamous type; however, in 20% to 25% of the cases
adenocarcinoma is diagnosed with increased incidence in young
population [24,25]. Based on the recent clinical recommendation
for trachelectomy, the histological type does not influence in
decision-making except in the case of small, neuroendocrine
cervical cancer [2]. An interesting article was published by Galic
V et al. showing that adenocarcinoma histology had negative

impacts survival for both early and advanced-stage of the disease
[26]. Still we are required studies with a larger number of patients
and adequate follow-up to validate this conservative approach
and to define a group of patients in “bulky” cervical cancer for
this treatment.
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