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ABSTRACT

Background: The aim of this study was to evaluate the prevalence and clinicopathological differences between
type | and type Il endometrial cancer.

Methods: This retrospective study was carried out on 480 histological confirmed endometrial cancer women (362
Type | and 118 Type Il patients), diagnosed and treated in Imam Khomeini hospital from March 2010 to February
2021.

Results: The average age of these 480 patients was 55.94+10.19 with the age range of 27 to 84. Of them, 72.1%
were post-menopausal and 13.5% were nulliparous. The two most common presentations of EC were post-
menopausal vaginal bleeding and menometrorrhagia.

The three survival rate, and five survival rate was 382 (95.3%), and 271 (83.4%), respectively with significantly (p-
value<0.001) higher proportion in three and five survival rate in Type II.

The survival rate based on tumor stages demonstrated a better rate in low stages compared to high stages. In
addition, disease recurrence occurred in 17.1% (82) of patients with significant (p-value<0.001) more prevalent in
Type Il of tumor.

Conclusions: The findings of this study recommend that the higher mortality rate of type Il endometrial cancer
might be due to its high stage at the time of diagnosis. Accordingly, comprehensive screening is likely to increase

the survival rate in this curable cancer.
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BACKGROUND

Endometrial cancer (EC) is the most prevalent gynecologic
cancer (1). EC is more prevalent in women who are in the
sixth or seventh decade of their lives (2-4).

Prolonged estrogen exposure is a known risk factor
for the beginning of the premalignant stage of EC.
Fortunately, EC is one of the curable tumors if it is
recognized in the primary phase (5-9).

EC is categorized into two distinct types according to
its histopathology and clinical outcomes. Type | is more
common and accounts for 80 to 85% of the cases. Type | is
caused by prolonged estrogen exposure and includes
endometrioid tumors grade | and Il and its variants, such as
mucinous carcinoma, villoglandolar. Its 5-year survival rate
is 80% or even more (10-12).

Type |l could be observed in 15-20% of the patients
with EC. It consists of all non-endometrioid containing clear
cell, papillary serous, undifferentiated carcinoma,
squamous cell, and Grade Ill endometrioid. Type Il of EC is
very aggressive which often develops in the atrophic
uterine in post-menopausal women (10, 13).

To our knowledge, no previous study evaluate the
prevalence and clinicopathological differences of uterine
involvement in the Iranian population. Thus, the aim of this
study was to evaluate the prevalence and
clinicopathological differences between type | and type Il
endometrial cancer.

METHODS
This retrospective study was carried out on 480 histological
confirmed endometrial cancer women, diagnosed and

treated in Imam Khomeini hospital from March 2010 to
February 2021.

All histologically confirmed EC women who were
referred to our oncology department participated in the
study. The patients whose medical records were
incomplete were excluded from the study.

After the diagnosis, total abdominal hysterectomy and
bilateral salpingo-oophorectomy (TAH+BSO) was applied.
In some patients, bilateral pelvic lymph node with or without
paraaortic lymph node were dissected. In addition,
omentum biopsy was only done in the patients with
papillary serous carcinoma. All tissue specimens were
assessed in our hospital pathology department.

Medical records were collected including age,
menopausal state, obstetrics history, disease presentation,
type of surgery, tumor information including its size, stage,
grade, histologic type, and the involvement of other organs.

FIGO and the World Health Organization (WHO)
tumor classification were used in stage and grade
classification of the patients' tumors (14, 15).

The study primary outcomes were estimating the
prevalence of different type of EC, the disease recurrence
and participants' three and five survival rate.

Statistical analysis: All the data were analyzed using
SPSS version 24.0 (IBM, New York, USA). A P-value of
lower than 0.05 was considered as the level of statistical
significance. We used Independent T-test and Non-
parametric Mann—-Whitney U-test to assess differences in
means. A Chi-square test was applied to evaluate
differences in proportions.
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RESULTS

The mean age of 480 patients was 55.94+10.19 with the
age range of 27 to 84. 36.9% of the patients were older
than 60. Of them, 72.1% were post-menopausal and 13.5%
were nulliparous.

The two most common presentations of EC were
post-menopausal hemorrhage and menometrorrhagia in
70.6% (339) and 26.7% (128) of the patients, respectively.

Past medical history (PMH) was positive in 65.5%
(305) of the participants. There was diabetes in 53.1%
(162), hypertension in 67.8% (207), and hypothyroidism in
17.7% (54) of the patients. There was not a significant
diversity in different types of EC regarding PMH (p-
value=0.141). In addition, a positive history of cancer was
reported in 4.4% (21) and Lynch syndrome in one patient.

A positive first-degree family history of cancer was
found in 2.1% (10) of the patients; the other one did not
have any positive family history.

About 75% (362) of the patients had Type | EC, while
25% (118) had Type Il with 46.5% invasion to the
myometrium. The baseline characteristics according to the
type of endometrial cancer are illustrated in Table 1.

The most common histology type (80.2% of the

patients were (44.8%) in grade |, 149 were (31%) in grade
II, and 116 were (24.2%) in grade Il (Fig. 1).

There were 259 patients whose tumor stage was in
1A (54%), 101 patients in 1B (21%), 47 patients in stage 2
(9.8%), 17 patients in 3A (3.5%), 12 patients in 3B (2.5%),
21 patients in 3C1 (4.4%), 7 patients in 3C2 (1.5%), 2
patients in 4A (0.4%) and 14 patients in 4B (2.9%). There
was a significant difference between the two types of EC in
terms of disease stage and grade (p-value<0.001) (Fig. 2
A, B).

Comparing organ involvement according to the type
of endometrial cancer showed that except for lymph nodes
regrades of endometrial cancer type (Table 2).

Considering that nine patients did not refer for the
follow-up visit, 70 and 146 patients did not finish three or
five years after their disease diagnosis; The three, survival
rate and five survival rate was 382 (95.3%), and 271
(83.4%), respectively. Comparing the survival rate
according to the type of endometrial cancer is illustrated in
table 3 (Table 3).

The survival rate based on tumor stages showed a
better rate in low stages compared to high stages. In
addition, disease recurrence occurred in 17.1% (82) of

patients) was endometrioid. Furthermore, the tumors of 215 patients ~ with  significantly  (p-value<0.001) higher
prevalence in Type Il (Fig. 3).
Table 1 Comparing baseline characteristics according to type of endometrial cancer
variables Type of Endometrial cancer p_value
Type | (N=362) Type Il (N=118)
Age, yrs. 54.86+9.94 59.25+10.31 <0.001
Parity 3.79+2.75 4.60+3.09 0.007
Post-menopausal 256 (70.7) 90 (76.2) 0.243
Size of tumor, mm 3.57+2.01 4.71+2.45 <0.001
Table 2 Comparing organ involvement according to type of endometrial cancer
Variables Type of Endometrial cancer P_value
Type | (N=362) Type Il (N=118)
LVSI* 92 87 <0.001
Lower segment involvement 61 37 0.001
Serousal involvement 4 9 <0.001
Myomertial involvement 150 73 <0.001
Parameter involvement 7 15 <0.001
Adnexa involvement 20 22 <0.001
Cervical involvement 39 36 <0.001
Peritoneal cytology involvement 4 5 0.031
Lymph node involvement 133 53 0.113
*LVSI: lympho vascular space invasion.
Table 3 Comparing survival rate according to type of endometrial cancer
. Type | Type ll
Survival rate Tz?al Number Alive Number Tzfal Number Alive Number P-value
Three years survival rate 301 295 100 87 <0.001
Five years survival rate 236 213 89 58 <0.001

Figure 1 The distributions of histological types of the patients with
endometrial cancer
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Figure 2 The distributions of tumor stage (A) and grade (B) in Type | and
Type Il of endometrial cancer
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Figure 3 Comparing survival rate according to surgical stages
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DISCUSSION

This study was with consistency by previous studies in
terms of the prevalence of endometrial cancer. Former
researches have shown type | of EC is nearly three folds
more common compared to type Il, however, Type Il is
more aggressive and lethal. Furthermore, Type Il of EC is
more prevalent in post-menopausal, older age, and
multiparous females (5, 11, 13).

As our study showed, more than 90% of the patients
with endometrial cancer poss abnormal uterine bleeding
including  post-menopausal vaginal bleeding and
menometrorrhagia as a warning symptom (16).

By considering these complaints, we could make the
early diagnosis of the disease in the majority of the cases.
Consequently, most females with endometrial cancer may
have an acceptable good prognosis (17, 18).

On the other hand, EC has several risk factors that
influenced its prognosis and mortality. For example, old
age, overweight/obesity, and diabetes were associated with
increasing the overall mortality. In addition, parity, oral
contraceptive agent consumption, and smoking are among
other risk factors (19).

Although most of these risk factors are apparently
similar in both types of EC, the several genetic changes
detected in type | and type Il tumors offer that these
subtypes may have different etiologies (20, 21).

Although we could not assess all risk factors, our
study showed a significant difference in parity numbers
between the two types of EC. In addition, it is worth
mentioning that in women with type | EC, the greater
number of parity was significantly (p-value<0.001)

considered as a risk factor for cancer mortality. However,
no significant differences in regards to PMH were observed
among women with different types of EC and also in
survivors or dead women.

The large sample size and low loss to follow-up rate
were the strength of the study. Although our findings had
some limitations such as a short time of follow-up in some
patients, a lack of evaluating known risk factor effect on the
patients' survival rate.

CONCLUSIONS

The findings of this study recommend that the higher
mortality rate of type Il endometrial cancer might be due to
its high stage at the time of diagnosis.

Therefore, doing comprehensive screening increases
the survival rate in this curable cancer.
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