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ABSTRACT

Objective: The aim of this study is to investigate the effect of lymphadenectomy on disease-free survival (DFS) and overall survival (OS) in low-risk
endometrial cancer cases.

Material and Methods: Patients who were operated for endometrial carcinoma with endometrioid type, The International Federation of Gynecology
and Obstetrics (FIGO) stage 1A, grade 1 or 2 histology between 1994 and 2013 were included in this study. The patients were divided into two groups
as those who underwent intraoperative lymphadenectomy (LA +, n=197) and those who did not (LA -, n=133). Each group was evaluated in terms
of survival times and recurrences.

Results: When the LA+ and LA - groups were compared in terms of survival, no significant difference was found between the two groups about
DFS(p=0.955) and OS(p=0.937). The 5-year DFS rate was 95.1% in the LA - group and 94.9% in the LA+ group (P= 0.974). The 5-year OS rates in
patients who did and did not undergo lymph node dissection were 96.8% and 97.0%, respectively, and no statistically significant difference was found
between the groups (P= 0.551).

Conclusion: Performing lymphadenectomy in patients with FIGO stage 1A, grade 1 or 2, endometrioid adenocarcinoma has no effect on DFS and OS.
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Introduction

Endometrial cancer is the most common gynecological
malignancy in women [1]. It is the fourth most common
malignancy in women after breast, lung, and colorectal cancer
[1,2]. Endometrial cancer is usually seen in the sixth-seventh
decade. Despite the lack of an effective screening method,
most cases are diagnosed early due to the common symptom
of vaginal bleeding. 70-80% of patients diagnosed with
endometrial cancer are at stage 1, and the five-year survival
rate in this patient group is over 90% [3].

Endometrial cancer is histopathologically divided into two
groups. Type 1 endometrial cancer; estrogen-dependent,
limited to the uterus at the time of diagnosis, hormone receptor
positive, well and moderately differentiated endometrioid
histology, while type 2 endometrial cancer; it has an estrogen-
independent, hormone-receptor negative, poorly differentiated
non-endometrioid histology (such as clear cell, serous
carcinoma) [4].

Standard treatment in endometrial cancer cases is total
extrafacial hysterectomy and bilateral salpingoophorectomy.
There is controversy over whether to perform systematic
pelvic-paraaortic lymph node dissection in all patients [5]. It
has been shown that lymphadenectomy (LA) does not affect
disease-free survival (DFS) and overall survival (0OS),
especially in low-risk endometrial cancer patients
(endometrioid type, grade 1 or 2, myometrial invasion <50%,
no intraoperative macroscopic spread)[6,7].
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Material and methods

Patients who were operated for endometrial carcinoma
with endometrioid type, The International Federation of
Gynecology and Obstetrics (FIGO) stage 1A, grade 1 or 2
histology at a tertiary cancer center between 1994 and
2013 were included in this study.

The study was approved by the institutional ethics
committee. Exclusion criteria from the study; endometrial
cancer cases other than endometrioid type endometrial
adenocarcinoma, histological grade 3 cases, cases at all
stages except FIGO stage 1A and cases deviating from
follow-up protocols were determined. From the medical
records of patients; patients' age, comorbidities, parity,
preoperative hemoglobin, platelet, white blood cell (WBC)
values; the histological type and grade of the tumor in the
preoperative curettage materials; postoperative
histological type, grade, size, stage of the tumor; whether
adjuvant therapy was given; if recurrence occurred, the
time, localization, treatment modality of recurrence and
survival were collected. In addition, preoperative serum
cancer antigen (CA) 125 values were also examined.
Patients were divided into two groups as those who
underwent intraoperative lymphadenectomy (LA+) and
those who did not (LA-). In the LA- group; patients
underwent only total hysterectomy with bilateral salpingo-
oophorectomy (TH and BSO).
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In the LA+ group patients underwent, TH and BSO and
bilateral pelvic and/or para-aortic lymph node dissection and
omentectomy. It was decided whether to perform lymph node
dissection or not, based on intraoperative pelvic examination
findings, frozen results and surgeon’s decision.

Follow-up intervals of the patients were every 3 months for
the first 2 years, every 6 months for up to 5 years, and
annually after 5 years. Follow-up visits consisted of clinical
examination, ultrasound of the pelvis and abdomen, and CA-
125 testing if elevated levels were present preoperatively.
Computed tomography or magnetic resonance imaging were
used as imaging modalities if clinically necessary. Each group
was evaluated in terms of demographic data, survival times
and recurrences. Staging was performed according to the
FIGO surgical staging system.

Statistical analysis

Chi-square test was used in the descriptive statistics of the
data as mean, standard deviation, frequency, ratio,
distribution of data in proportional analysis. The distribution
of variables was tested with Kolmogorov Smirnov. Mann-
Whitney U test and independent sample t test were used to
compare the two groups. The Fischer test was used when the
chi-square conditions could not be met. Logistic regression
was used in the effect level analysis. DFS was defined as the
time from the date of the primary surgery to detection of
recurrence or the latest observation. OS was defined as the
time from the date of primary surgery to death or the latest
observation. Kaplan Meier (log-rank) analysis was used for
survival analysis. SPSS 20.0 program was used in the
analysis. All data were summarized in tables. The results were
evaluated at the 95% confidence interval and the significance
level of p<0.05.

Results

Among the patients included in the study, there were 197
patients in the LA+ group and 133 patients in the LA- group.
Demographic data of the LA + and LA - group are given in the
table 1.

Table 1: Demographic data and blood counts
Not Undergone Undergone p-

lymphadenectomy lymphadenectomy value

(n=133), (n=197),

meanzs.d. meants.d.
Age 57.8 £ 10.1 59.6 + 9.6 0.120
Hemoglobin 12.7 £ 1.7 124 £ 2.0 0.157
(g/dL)
Platelet(/mL) 277000 + 90000 294000 + 83000 0.078
Parity(é) 3.2+2.4 3.3+2.2 0.897
WBC(/mm?3) 8770 + 3760 8260 + 2500 0.139

é: number of births of multiparity patients
WBC: White blood cell count

The distribution of comorbid diseases of the cases is shown in
table 2. There was no difference between the groups in terms
of comorbid disease.

Table 2: Comorbid Disease(s)

Comorbid Not Undergone Undergone p-
Disease lymphadenectomy lymphadenectomy value
(n=133) (n=197)
n- % n-%
Diabetes 38 (30.4%) 60 (31.6%) 0.825
Mellitus
Hypertension 59 (47.2%) 93 (48.9%) 0.761
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It was determined that at least total hysterectomy and
bilateral salpingo-oophorectomy operation were performed
in all cases. No lymph node involvement was detected in
the LA + group.

When the postoperative specimens of the patients were
examined, there was no significant difference between the
two groups in terms of tumor sizes. In addition, the
percentage  distributions of both groups about
lymphovascular space involvement and histological grade
were found to be similar (Table 3).

Table 3: Preoperative CA-125 levels and tumor diameters,
histologic characteristics at postoperative specimens
Not Undergone Undergone

lymphadenectomy = lymphadenectomy p-
mean+S.D. n-% mean+S.D. n-% value
Tumor diameter 3.1 = 1.4 cm 3.4£1.7cm 0.092
CA-125 19.5 + 22.6 22.0 £ 27.2 0.382
LVSI No 130 (%97.7) 188 (%95.4) 0.374
Yes 3 (%2.3) 9 (%4.6)
Histologic 1 97 (%72.9) 129 (%65.5) 0.153
grade 2 36 (%27.1) 68 (%34.5)

LVSI, Lymph-vascular space invasion

NiNe patients had recurrence in the LA + group; 3 cases
had peritoneal carcinomatosis, 4 cases had vaginal
recurrence, 2 cases had lymph node recurrence. Six
patients had recurrence in the LA - group; 2 cases had
vaginal recurrence, 2 cases peritoneal carcinomatosis, 2
cases colon recurrence. There was no significant difference
between two groups about recurrence and number of
deaths (Table 4).

Table 4: Number of cases with recurrence and exitus in
study groups

Not Undergone Undergone

lymphadenectomy = lymphadenectomy p-

n(%) n(%) value
Recurrence 6 (%4.5) 9 (%4.6) 0.973
Exitus 4 (%3.0) 4 (%?2.0) 0.718

When the LA+ and LA - groups were compared in terms of
survival, no significant difference was found between the
two groups about DFS and OS (Table 5).

Table 5: Survival Times

Not Undergone Undergone
lymphadenectomy lymphadenectomy p-
(n=133) (n=197) value
(mean%S.D.) (mean+S.D.)

Disease- 51.9+24.6 52.1+£20.9 0.955

free

survival

(month)

Overall 53.1+23.6 52.9+20.2 0.937

survival

(month)

The 5-year DFS rate was 95.1% in the LA - group and
94.9% in the LA+ group (P= 0.974) (Figure 1). The 5-year
OS rates in patients who did and did not undergo lymph
node dissection were 96.8% and 97.0%, respectively, and
no statistically significant difference was found between the
groups (P= 0.551) (Figure 1).
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Figure 1. Kaplan-Meier DFS and OS in the study groups
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Discussion

For endometrial cancer, after the systemic surgical staging
recommendation of FIGO in 1988, the issue of lymph node
dissection for which patient group has become controversial
[8]. In retrospective studies, it has been shown that low-risk
endometrial cancer patients have a low risk of lymph node
involvement [9-11]. In our study, the effect of lymph node
dissection performed in low-risk endometrial cancer patients
on OS and DFS was investigated.

It was shown in the study of Trimble et al. that lymph node
dissection was performed in 2831 patients, lymph node
dissection was not performed in 6363 patients, only stage 1
endometrial cancer patients were included, and that
lymphadenectomy did not appear to convey a survival benefit
[12]. Likewise, in the ASTEC study and in the randomized
study by Panici et al., it was shown that lymphadenectomy
does not provide a survival advantage in early stage
endometrial cancer [3,13]. Same with the literature, in our
study there was no difference between LA + and LA - group
about DFS and OS rates.

Primary tumor size has been defined as an indicator of lymph
node involvement in endometrial cancer [14]. The risk of
lymph node metastasis increases with the increase in tumor
size. Schink et al. detected lymph node metastasis in 4% of
patients with clinical stage 1 endometrial cancer with a tumor
size of < 2 cm compared with lymph node metastasis in 15%
of patients with a tumor size of >2 cm[15]. Mariani et al., in
2004, revised the Mayo criteria by adding tumor size (< 2cm)
[16]. In our study, tumor sizes were similar in both groups.
Contrary to the literature, although the mean tumor diameter
of the patients who underwent lymphadenectomy was >2 cm,
no lymph node metastasis was detected. The reason for this
may be that grade 3 cases and patients with non-
endometrioid endometrial cancer were not included in our
study.

In our study, no significant difference was found between the
LA + group and the LA - group in terms of recurrence. This
may be an evidence that lymphadenectomy has no effect in
low-risk endometrial cancer patients and that the recurrences
are related to tumor genetics. Today, studies on cancer
genetics continue.

The limitations of our study are that our study was single-
centered, the number of patients was limited, its retrospective
design and the data on postoperative morbidity were
insufficient.

As a conclusion; in accordance with the literature, performing
lymphadenectomy in patients with FIGO stage 1A, grade 1 or
2, endometrioid adenocarcinoma has no effect on DFS and OS.
These results need to be supported by larger, randomized
clinical trials in the future.
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