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I. INTRODUCTION

. Protocol Title: OPEC — Ovarian Preservation in Endometrial Carcinoma

a
b. Protocol Version: CentEast003
c. Protocol Date: 13/01/2020

d

. Principal Investigator:
Protocol 003 (OPEC): M. Coskun Salman, Murat Gultekin, M.D.

e. Research Team: Hacettepe University

f. Financial Support: None.

Il. BACKGROUND

Standard surgical treatment of endometrial carcinoma includes total abdominal
hysterectomy, bilateral salphingooopherectomy with pelvic and para-aortic
lymphadenectomy in selected cases. Bilateral oopherectomy is the standard
treatment for all ages except for fertility saving procudures in infertile patients.

The main reason for bilateral oopherectomy in pre-manapousal patients is to
decrease endogeneous estrogen production and therefore prevent the cancer
recurences. At least in theory, microscobic residual disease can increase the
risk of recurrence by the stimulation of endogeneous estrogen hormones.
Another reason for bilateral oopherectomy is an additional 5% risk of ovarian
metastasis in endometrial cancers even in clinical stage | disease. Furthermore,
there is also risk of concamitant endometrial-ovarian cancers in young patients

that is estimated to be around around 5-15% (1,2).

On the other hand, bilateral oopherectomy causes surgical menapouse in young
patients that should not be underestimated. Patients will be faced with
vasomotor symptoms, vaginal atrophy and related sexual problems,
cardiovascular diseases together with osteoporosis and hip fractures (3,4).
However, endometrial cancers in young patients usually are well differentiated

and early stage tumors with long term survival (5). Accordingly, quality of life



gains more importance in these long term survivors at young ages (6).
Therefore, recently; preservation of ovaries had gain importance in young
patients with early stage disease. In several previous studies including some
meta-analysis, this approach has also been shown to be oncologically safe (6-
11). Several European and USA treatment guidelines also recommends
preservation of the ovaries in selected young patients (12,13)

lll. STUDY AIMS

In this study, firsty we aimed to predict the clinico-pathological risk factors that
determines the risk of ovarian metastasis and to define a subgroup of patients
where ovaries can be safely preserved. Our second aim is to evaluate
differences in survival between patients who received bilateral oopherectomy
compared to patients who had ovarian preservation.

IV. PARTICIPATING UNITS
CENTEAST Trial Groups who agreed:

V. STUDY DESIGN

a. Experimental design: Retrospective study.

b. Study population general description: Patients with proven stage I-IV
endometrial cancer treated with primary surgery, followed by any adjuvant
treatment.

c. Sample size determination and power analyses: Not applicable.

d. Study endpoints: Clinico-pathologic risk factors for ovarian metastasis and
survival in patients with or without bilateral oopherectomy.

e. Ethical Consideration: Approval of the Ethical Comittee is needed.

VI. STUDY PROCEDURES

a. Subject selection procedures

i. Inclusion Criteria
* Age 18-90



* All histologic types

* Patients who underwent primary staging surgerybetween
01.01.2010-01.01.2020

* FIGO Stage I-IV

ii. Exclusion criteria
e Patients who receieved neoadjuvant radiotherapy or

chemotherapy or both
e Patients who had fertility sparing surgery (oocyte
cryopreservation etc)

e Disease free survival of less than 3 months after last treatment

VII. PARAMETERS TO BE COLLECTED

Protocol, name, age, menopausal status, date of surgery, details of surgery,
final grade, tumor size, lymphovascular space invasion, washing or ascites,
myometrial invasion, pelvic nodes, paraaortic nodes, cervical involvement,

stage, survival status, time of death,

VIII. ANALYSIS PLAN

Patients’ characteristics and clinical features will be summarized using standard
descriptive statistics. Patients’ characteristics and clinical features will be
compared using chi-square test, Fischer exact test, and Mann-Whitney U test,
where appropriate. Kaplan-Meier estimates will used to generate survival
curves. Survival curves will be compared by using log rank test. Risk factors
which will be found to be associated with overall survival (OS) will be evaluated
using Cox proportional hazard models. Hazard ratios and corresponding 95%
confidence intervals will be calculated to summarize any associations. All p-
values were two sided and p<0.05 will be considered as statistically significant.
Statistical analyses will be performed using SPSS version 21.
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