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Abstract

Purpose: The aim of this study was to evaluate
clinicopathological characteristics and treatment outcomes
of eatly stages endometrial cancer patients in our center.
Materials and Methods: This study was a hospital-based
retrospective observational case-series study. 116 patients
were included in the study from Baskent University
Department of Medical Oncology and Gynecological
Oncology between the years of 2009-2015. De-novo
metastatic patients were not included in the study.
Results: The median age of the patients was 58 (range 27-
81) years. All of patients had European Cooperative
Oncology Group (ECOG) performance score 0 (n:116).
Endometrioid histology was the most common
histopathological subtype (n:103, 88%). All of the patients
were in local and local advanced stage. The significant
percentage of patients had grade 2 tumor (n:55, 47.4%).
Myometrial invasion was less than 50% in 78 patients (67.2
%). The median follow-up time was 61 months and 8
(6.9%) patients died. All patients underwent standard
surgical staging with standard lymphadenectomy. Overall
survival (OS) was not reached. There were 14 patients
(12.1 %) and 34 patients (29.3 %) treated with adjuvant
chemotherapy and radiotherapy, respectively.
Conclusion: Though endometrial cancer is the most
common gynecological tumors in women, cure rate is very
high. Relapse rate was 6 % (7 patients) and most of the
relapse were local, 71.4% (5 patients).
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Oz

Amag: Bu calismada tek merkezde erken evre endometrial
kanser hastalarinin klinikopatolojik 6zelliklerini ve tedavi
sonuglarini degerlendirilmesi amaclanmustir.

Gereg ve Yontem: Bu calisma hastane bazli retrospektif
gbzlemsel bir vaka serileri ¢aligmasidir. 2009-2015 yillars
arasinda  Bagkent Universitesi Tibbi Onkoloji ve
Jinekolojik Onkoloji Anabilim Dallarina basvuran 116
hasta dahil edildi. De-novo metastatik hastalar ¢alismaya
dahil edilmedi.

Bulgular: Hastalarin medyan yast 58 (dagiim 27-81) idi.
Hastalarin hepsinin ECOG performans puani 0 (n: 116)
idi. Endometrioid histoloji en sik gériilen histopatolojik alt
tipti (n: 103,% 88). Ttm hastalar lokal ve lokal ileri evrede
idi. Hastalarin 6nemli oranda bir kisminin grade 2 timéra
vardt (n: 55,% 47.4). Myometrial invazyon 78 hastada (%
67.2)% 50'den azd:. Ortanca takip stiresi 61 ay idi ve 8 (%
6.9) hasta 6ldu. Tum hastalara standart lenfadenektomi ile
standart cerrahi evreleme yapildi. Median genel sagkalim
stiresine (OS) ulagilamadi. Sirastyla 14 hasta (% 12.1) ve 34
hasta (% 29.3) adjuvan kemoterapi ve radyoterapi ile tedavi
edildi.

Sonug: Endometrial kanser kadinlarda en sik goriilen
jinckolojik tiimoérler olmasina ragmen, tedavi orani ¢ok
yiiksektir. Nitks orant % 6 (7 hasta) idi ve niiksiin ¢ogu
lokal,% 71.4 (5 hasta) idi.

Anahtar kelimeler: Endometrium kanseri, bazal

klinikopatolojik ézellikler, tedavi sonuglar1.
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INTRODUCTION

Uterine cancer is the most common gynecologic
malignancy in developed countries and is the second
most common in  developing  countries.
Adenocarcinoma of the endometrium is the most
common histologic type of uterine cancer. Women
with endometrial carcinoma should undergo surgical
staging and treatment as appropriate. Most of the
patients are diagnosed early stage due to early signs of
postmenopausal  vaginal bleeding!3. A large
proportion of eatly-stage patients consist of stage I
disease.

The treatment of endometrial cancer following
surgery is based on the risk of disease recurrence. The
treatment approach of stage I patients is not yet
standardized. Treatment approach currently includes
vaginal brachytherapy after appropriate surgical
staging®. Although radiotherapy effectively reduce
local relapse, there is no positive effect on overall
survival’. Most patients were early stage with low
distant relapse chance and surgical resection with
adjuvan radiotherapy produce significant cute rate.
There is also place for the adjuvant chemotherapy in
particular patients therefore patients should be
discussed in multidisciplinary tumor board.

With this observational retrospective study, we
evaluated clinicopathological ~characteristics and
treatment outcomes of early stages endometrial
cancer patients in our center

MATERIALS AND METHODS

This study was designed as a hospital-based
retrospective observational case-series study. Baskent
University patient database was searched for
international ICD codes endometrium cancers
between the years of 2009 and 2015.

Consecutive 220 endometrium cancers patients those
who were followed at Baskent University Medical
Oncology and Gynecological Oncology departments
were identified after obtaining ethical clearance from
ethical committee. Among those, 116 patients with
endometrium cancer were enrolled for this study.

Surgical staging was used ¢ and eatly stage patients
were included in the study. In all cases, histological
type, stage, grade, myometrial invasion and other
demographic features was recorded. The reasons for
exclusions (n1=104) included metastatic tumors
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(n=84) and non-follow-up patients (n=20). We
collected patients data from hospital atchives
including patients and tumors characteristics,
treatment modalities, survival rates and prognostic
factors.

Data collection

The clinical and laboratory information of the
patients was transferred safely from the electronic
records to the SPSS form. Demographic and
clinicopathologic variables of the patients were
determined by considering the disease characteristics
and follow-up criteria included in the international
guidelines. ~ Demographics,  clinicopathological
characteristics, radiographic data and treatment
modalities of patients were extracted from electronic
medical records for all 116 patients. In all cases,
pathological evaluation was performed in Baskent
University Department of Pathology. Conventional
tomography PET CT was used for staging of the
patients.

Statistical analysis

All results were presented as the rate for categorical
values or mean and median for continuous variables.
Clinical and statistical significant correlation between
continuous variables was calculated by Spearman’s
rank correlation test, rs (spearman’s correlation
coefficient) and p value (2-tailed) were noted.
Opverall Survival (OS) was defined by the time from
the date of death or last control minus the first day of
the chemotherapy or date of surgical treatment for
patients not receiving chemotherapy . Survival curves
were estimated according to the Kaplan-Meier
method, and log-rank tests were used for univariate
statistical comparisons. Adjusted Hazard Ratio (HR)
and 95% confidence interval (95% Cls) were used for
estimation. All statistical data were analyzed using the
SPSS version 17.0, and a p value of <0.05 was
considered statistically significant.

RESULTS

Patient and tumor characteristics are shown in table-
1. The median age of the patients was 58 (range 27-
81) years. All of patients had European Cooperative
Oncology Group (ECOG) performance score 0
(n:116). 8 patients (6.9 %) were smoking and 58
patients (50%) had comorbidities. Endometrioid
histology was the most common histopathological
subtype (n:103, 88%). 13 (11.2 %) patients had non
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endometrioid histopathological subtype. The disease
stages were stage 1, 2 and 3 (n=102, 87,9%, n=9, 7.8
% and n:5,4.3% respectively). 2 patients had lymph
node metastasis (paraaortic and pelvic) The majority
of patients had grade 2 tumor (n:55, 47.4%). Stage IA
patients constitutes significant portion of the group,
78 patients (67.2 %).

Table-1. Patient and tumor characteristics.

Characteristics n (%)
Median age 58 (27-81) years old
ECOG (0) 116 (100)
Smoking (Yes) 8 (6,9)
Comorbidities (+) 58 (50)
Histological Type
Endometrial carcinoma 103 (88.8)
Serous 1 (0.9)
Other Types 12 (10.3)
Stage of tumor
1la 78 (67,2)
1b 24 (20,7)
2 9 (7.8)
3a 3 (2.6)
3c 2 (1.7)
Grade
1 47 (40.5)
2 55 (47.4)
3 14 (12.1)
Myometrial Invasion
< %50 78 (67.2)
= %50 38 (32.8)
Lymphovascular invasion 23 (19.8)
(Yes)

Treatment and outcome

The median follow-up time was 61 months and 8
(6.9%) patients died. All patients underwent optimal
laparoscopic surgical staging. Overall survival (OS)
was not reached (Figure 1). 14 patients (12.1 %)
received adjuvant chemotherapy (4-6 cycle of
carboplatin AUC 5-paclitaxel 175 mg/m2) and 34
patients (29.3 %) received adjuvant radiotherapy
(table-2). 9 of the patients receiving adjuvant
treatment were stage 1. The stage distribution of
patients receiving adjuvant chemotherapy is shown in

Table 2.

Relapse of disease was observed in 7 patients (6 %)
and 5 (71.4) of these patients had local recurrence and
2 patients had systemic recurrence. Myometrial
invasion was over 50% in 5 of 7 recurrent patients.
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All recurrent patients were grade 2. 8 (6.9%) patients
died and only one patient died because of the cancer
relapse. One patient died during adjuvant
chemotherapy. Out of 8 patients, 7 (87.5%) of them
had stage 1 endometrial cancer. Exact reasons for the
death of six patients were unknown.

Survival Function

Survival Function
- Congeres

rRNP—

Survival Probability %
i

T T T T T T T
a0 0

Overall Survival (Menths)

Figure-1. Kaplan—Meier estimates of overall
survival (OS).

Table-2. Treatment and outcomes

Characteristics n (%)
Adjuvant Chemotherapy
Yes 14 (12.1)
No 102 (87.9)
Adjuvant Chemo-Stages
Stage 1A 5 (35.8)
Stage 1B 4 (28.5)
Stage 2 2 (14.2)
Stage 3 3 (21.5)
Adjuvant Radiotherapy
Yes 34 (29,3)
No 82 (70,7
Radiotherapy types
Brachytherapy (B) 25 (73.5)
All abdomen (AB) 2 (5.9
AB+B 7 (20.0)
Recurrence
Yes 7 (6)
No 109 (94)
Localization of recurrence
Local 5(71.4
Systemic 2 (28.6)
Final Status
Died 8 (6.9)
Alive 108 (93.1)
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DISCUSSION
In this study we retrospectively report the
clinicopathological characteristics, treatment

modalities with outcomes of endometrial cancer
patients in our center. The majority of patients were
stage 1. The median follow-up time was 61 months
and 8 patients died whose only one directly related
with the cancer relapse and other one died from the
systemic toxicity of the adjuvant chemotherapy. In
whole group, 7 (6%) patients had disease recurrence.
Median overall survival was not reached. Survival
rates were 97%, 96% and 89% for the second, third
and fifth years, respectively.

The treatment of the endometrial cancer starts with
the surgical staging followed with decision of
adjuvant treatment with regard to necessities, type
and sequencing 71°. Surgery is the primary treatment
modality and total laparoscopic hysterectomy or total
abdominal hysterectomy may be preferred options!!
and adjuvant therapy in stage I endometrial cancer is
controversial. Most of the patients didn’t require
adjuvant treatment. Neatly one third of the patients
with stage IB grade 3 cancer have distant metastases
on follow-up. Therefore effective adjuvant
chemotherapy is used for these patients. However
data on adjuvant chemotherapy in this patient
population is limited but trials ongoing. Patients with
grade 1-2 tumors have low risk of recurrence but
those with grade 3 disease have higher risk.
Radiotherapy reduces the risk of local recurrence but
it has no survival benefit. In our study, 34 (29.3%)
and 14 (12.1%) patients were treated with adjuvant
radiotherapy and chemotherapy, respectively. Nine
patients in out of 14 patients treated with adjuvant
chemotherapy and nine (64.3%) of them were stage 1
patients therefore adjuvant chemotherapy decision
was based on histology (non-endometrioid) not stage
of disease.

In current study, 58 patients (50%) had
accompanying metabolic disease so significant
percent of our patients were not having excellent
health status. Unfortunately, adjuvant treatment of
the endometrial cancer is not powered by the phase
studies, therefore decision was made case by case !2
In our study, there is very low rate of systemic relapse
and one patient died during platin based adjuvant
chemotherapy. So, adjuvant chemotherapy in
endometrial cancer is not standard and decision have
to be made through extensive discussion in tumor

board. There are several limitations of our study
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including retrospectively desingned and including
small size patients from single center.

In conclusion, outr study showed that most of the
patients of endometrium cancer are early stage and
systemic relapse are very rare after successful surgical
staging. Significant percent of them require adjuvant
radiotherapy and relatively low percent of them
requite  adjuvant  chemotherapy.  Adjuvant
chemotherapy in endometrial cancer is not for high
(advanced) stage disease also receive chemotherapy
based on risk factors. We faced one death out of the
nine adjuvant chemotherapy patients therefore we
have to pick up right patients for the adjuvant
chemotherapy considering the high rate of additional
systemic metabolic disease in endometrial cancer in
particular.

Yazar Katkilari: Calisma konsepti/Tasarimi: AMS, FIG Veri toplama:
AMS, DK, AAB; Veri analizi ve yorumlama: FK, AMS, HM; Yaz
taslagt: AMS; Icerigin eclestirel incelenmesi: FK, HM; Son onay ve
sorumluluk: AMS, DK, AAB, HM, FK; Teknik ve malzeme destegi:
AMS, DK; Siipervizyon: FK, HM; Fon saglama (mevcut ise): yok.
Hakem Degerlendirmesi: Dis bagimsiz.

Cikar Catigmas1: Yazarlar ¢ikar catismast beyan etmemislerdir.
Finansal Destek: Yazarlar finansal destek beyan etmemislerdir.
Author Contributions: Concept/Design : AMS, FK; Data acquisition:
AMS, DK, AAB; Data analysis and interpretation: FK, AMS, HM;
Drafting manuscript: AMS; Critical revision of manuscript: FK, HM;
Final approval and accountability: AMS, DK, AAB, HM, FK; Technical
or material support: AMS, DK; Supervision: FIC, HM; Securing funding
(if available): n/a.

Peer-review: Externally peer-reviewed.

Conflict of Interest: Authors declared no conflict of interest.
Financial Disclosure: Authors declared no financial support

REFERENCES

American College of Obstetricians and Gynecologists.
ACOG practice bulletin, clinical management
guidelines for obstetrician-gynecologists, number 65,
August 2005: management of endometrial cancer.
Obstet Gynecol 2005;106:413-25.

Kimura T, Kamiura S, Yamamoto T, Seino-Noda H,
Ohira H, Saji F. Abnormal uterine bleeding and
prognosis of endometrial cancer. Int J Gynaecol
Obstet 2004;85:145-50.

Seebacher V, Schmid M, Polterauer S, Hefler-
Frischmuth K, Leipold H, Concin N et al. The
presence of postmenopausal bleeding as prognostic
parameter in patients with endometrial cancer: a
retrospective multi-center study. BMC Cancer.
2009;9:460.

Rahatli S, Dizdar O, Kucukoztas N, Oguz A, Yalcin
S, Ozen O et al. Good outcomes of patients with stage
IB endometrial cancer with surgery alone. Asian Pac |
Cancer Prev. 2014;15:3891-3.

Keys HM, Roberts JA, Brunetto VL, Zaino R], Spirtos
NM, Bloss JD et al. A phase 1II trial of surgery with
or without adjunctive external pelvic radiation therapy



Cilt/Volume 44 Yil/Year 2019

in intermediate risk endometrial adenocarcinoma: a
Gynecologic Oncology Group study. Gynecol Oncol.
2004;92:744-51.

Soslow RA, Tornos C, Park KJ, Malpica A, Matias-
Guiu X, Oliva E et al. Endometrial Carcinoma
Diagnosis: Use of FIGO Grading and Genomic
Subcategories in Clinical Practice: Recommendations
of the International Society of Gynecological
Pathologists. Int ] Gynecol Pathol. 2019;38:564-74.
Morrow CP, Bundy BN, Kurman RJ, Creasman WT,
Heller P, Homesley HD et al. Relationship between
surgical-pathological risk factors and outcome in
clinical stage I and II carcinoma of the endometrium:
a Gynecologic Oncology Group study. Gynecol
Oncol. 1991;40:55-65.

Eifel PJ, Ross J, Hendrickson M, Cox RS, Kempson
R, Martinez A. Adenocarcinoma of the endometrium.
Analysis of 256 cases with disease limited to the
uterine corpus: treatment comparisons. Cancer.

865

9.

10.

11.

12.

Treatment outcomes of eatly stage endometrial cancer

1983;52:1026-31.

Straughn JM Jr, Huh WK, Kelly FJ, Leath CA 3td,
Kleinberg M]J, Hyde ] Jr et al. Conservative
management of stage I endometrial carcinoma after
surgical staging. Gynecol Oncol. 2002;84:194-200.
Sart ME, Meydanlt MM, Yal¢in I, Sahin H, Coban G,
Celik H et al. Risk factors for lymph node metastasis
among lymphovascular space invasion-positive
women with endometrioid endometrial cancer
clinically confined to the uterus. Oncol Res Treat.
2018;41:750-4.

Wang HL, Ren YF, Yang J, Qin RY, Zhai KH. Total
laparoscopic hysterectomy versus total abdominal
hysterectomy for endometrial cancer: a meta-analysis.
Asian Pac ] Cancer Prev. 2013;14:2515-9.
Gungordiik K, Firat Ciylan Z, Kahramanoglu I, Oge
T, Akbayit O, Dede M et al. Risk factors for
recutrence in low-risk endometrial cancer: a case-
control study. Oncol Res Treat. 2018;41:466-70.


https://www.ncbi.nlm.nih.gov/pubmed/?term=Soslow%20RA%5BAuthor%5D&cauthor=true&cauthor_uid=30550484
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tornos%20C%5BAuthor%5D&cauthor=true&cauthor_uid=30550484
https://www.ncbi.nlm.nih.gov/pubmed/?term=Park%20KJ%5BAuthor%5D&cauthor=true&cauthor_uid=30550484
https://www.ncbi.nlm.nih.gov/pubmed/?term=Malpica%20A%5BAuthor%5D&cauthor=true&cauthor_uid=30550484
https://www.ncbi.nlm.nih.gov/pubmed/?term=Matias-Guiu%20X%5BAuthor%5D&cauthor=true&cauthor_uid=30550484
https://www.ncbi.nlm.nih.gov/pubmed/?term=Matias-Guiu%20X%5BAuthor%5D&cauthor=true&cauthor_uid=30550484
https://www.ncbi.nlm.nih.gov/pubmed/?term=Oliva%20E%5BAuthor%5D&cauthor=true&cauthor_uid=30550484
https://www.ncbi.nlm.nih.gov/pubmed/?term=Wang%20HL%5BAuthor%5D&cauthor=true&cauthor_uid=23725166
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ren%20YF%5BAuthor%5D&cauthor=true&cauthor_uid=23725166
https://www.ncbi.nlm.nih.gov/pubmed/?term=Yang%20J%5BAuthor%5D&cauthor=true&cauthor_uid=23725166
https://www.ncbi.nlm.nih.gov/pubmed/?term=Qin%20RY%5BAuthor%5D&cauthor=true&cauthor_uid=23725166
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhai%20KH%5BAuthor%5D&cauthor=true&cauthor_uid=23725166

	ARAŞTIRMA / RESEARCH
	INTRODUCTION
	MATERIALS AND METHODS
	Data collection
	Statistical analysis

	RESULTS
	Treatment and outcome

	DISCUSSION
	REFERENCES

