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ABSTRACT

Objective: In women with abnormal uterine bleeding, the appropriate age for endo-
metrial biopsy remains controversial. In this study, we aimed to evaluate the results 
of endometrial biopsy in premenopausal women aged 40-49 years with menorrhagia 
and without risk factors for endometrial cancer.

Material and Methods: The records of patients who underwent endometrial biopsy 
for diagnostic purposes at the gynecology and obstetrics clinic of our hospital betwe-
en January 1, 2017 and June 30, 2021 were retrospectively reviewed. Among these 
patients, premenopausal women aged 40-49 years with menorrhagia who had en-
dometrial biopsy results were included in the study. Patients with risk factors were 
excluded from the study.

Results: A total of 176 premenopausal patients with menorrhagia were included 
in the study. According to the biopsy results of these patients without risk factors, 
no malignancy was detected. Endometrial hyperplasia was present in six patients 
��������RI�ZKRP��������KDG�K\SHUSODVLD�ZLWK�DW\SLD�DQG�¿YH��������KDG�K\SHUSODVLD�
without atypia.

Conclusion: Endometrial biopsy is not routine in premenopausal patients aged 40-
49 years who are admitted with abnormal uterine bleeding without risk factors and 
should be performed in selected patients.
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INTRODUCTION
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Endometrial cancer (EC) is the most common gynecological 
cancer in developed countries and the second most common 
gynecological cancer after cervical cancer in developing count-
ULHV������:KLOH�LWV�LQFLGHQFH�LV������������LQ�WKH�ZRUOG��WKH�OLIH-
time risk of developing cancer is 1%. (2). Unopposed estrogen 
exposure is the most typical risk factor for EC. Other risk factors 
include advanced age, obesity, family history, tamoxifen use, 
polycystic ovary syndrome, anovulation, type 2 diabetes mel-

litus, nulliparity, early menarche, and late menopause (2). In 
patients with EC, the most common and suspicious symptom 
is abnormal uterine bleeding. Endometrial biopsy is a traditio-
nal method used for diagnostic purposes in patients presenting 
with abnormal uterine bleeding. In patients with suspected EC, 
endometrial biopsy can be performed as dilatation and curet-
WDJH��'	&��RU�ZLWK�WKH�SLSHOOH�PHWKRG��ZKLFK�LV�VLPSOHU��IDVWHU�
and cheaper (3,4).
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MATERIALS AND METHODS
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0RVW�SDWLHQWV�ZLWK�(&�DUH�GLDJQRVHG�DW�DQ�HDUO\�VWDJH� �����
LQ�6WDJH�����DQG�PRUH�WKDQ�����RI�FDVHV�DUH�ZRPHQ�DJHG����
\HDUV� DQG� RYHU� ����� 7KH� LQFLGHQFH� UHDFKHV� WKH� KLJKHVW� OHYHO�
RYHU�WKH�DJH�RI����\HDUV��7KHUH�LV�QR�VFUHHQLQJ�PHWKRG�WR�UH-
duce mortality in patients without risk factors. While EC may 
develop in some patients without a high risk, it may not develop 
in some with a high risk. Therefore, in this study, we aimed to 
evaluate the results of endometrial biopsy in premenopausal 
women aged 40-49 years with menorrhagia and without risk 
factors for EC.

Study design and participants
In this study, the records of patients who underwent endo-
metrial biopsy for diagnostic purposes at the gynecology and 
obstetrics clinic of our hospital between January 1, 2017 and 
June 30, 2021 were retrospectively reviewed. Premenopausal 
women aged 40-49 years with menorrhagia who had available 
biopsy results were included in the study. Local ethics commit-
tee approval was obtained for the study (ethics committee num-
EHU�� �������������7KH� IROORZLQJ�H[FOXVLRQ� FULWHULD�ZHUH�XVHG��
biopsies with incomplete records, those with pathology results 
HYDOXDWHG�DV�LQVXI¿FLHQW�PDWHULDO��DQG�SUHVHQFH�RI�ULVN�IDFWRUV�
(family history, obesity, tamoxifen use, anovulation, nulliparity, 
early menarche and late menopause, polycystic ovary syndro-
me, and type 2 diabetes mellitus).

Data collection
Clinical data were obtained from the patient epicrisis and patho-
logy reports screened through the hospital electronic database. 
7KH�SDWLHQWV¶�DJH��SDULW\��PHQRSDXVDO�VWDWXV��WUDQVYDJLQDO�XOWUD-
VRQRJUDSK\�¿QGLQJV��J\QHFRORJLFDO�H[DPLQDWLRQ�¿QGLQJV��DQG�
KLVWRSDWKRORJLFDO� ¿QGLQJV� �HQGRPHWULDO� ELRSV\� UHVXOWV�� ZHUH�
recorded. The endometrial pathology results were grouped as 
hyperplasia without atypia, hyperplasia with atypia, endomet-
ritis, endometrial polyp, proliferative endometrium, secretory 
endometrium, atrophic endometrium, and EC.

Statistical Analysis
'DWD�ZHUH�DQDO\]HG�XVLQJ�6WDWLVWLFDO�3DFNDJH�6RFLDO�6FLHQFHV�
�6366���YHUVLRQ�������6366�,QF���&KLFDJR��,/��86$���'HVFULSWL-
ve statistics for continuous variables were expressed as mean 
± standard deviation, minimum and maximum values, and ca-
tegorical variables as numbers and percentages. The confor-
mity of the variables to the normal distribution was examined 
using visual (histogram and probability graphs) and analytical 

�.ROPRJRURY�6PLUQRY�6KDSLUR�:LON�WHVWV��PHWKRGV��3HDUVRQ¶V�
FKL�VTXDUH� RU� )LVKHU¶V� WHVW� ZDV� XVHG� WR� FRPSDUH� FDWHJRULFDO�
YDULDEOHV��$�3�YDOXH�RI�������ZDV�FRQVLGHUHG�WR�EH�VWDWLVWLFDOO\�
VLJQL¿FDQW�LQ�DOO�DQDO\VHV�

The study included a total of 176 premenopausal patients who 
underwent endometrial biopsy due to menorrhagia and had no 
ULVN�IDFWRUV�IRU�(&��7KH�PHGLDQ�DJH�RI�WKH�SDWLHQWV�ZDV��������
49) years. The demographic and clinical characteristics of the 
patients are shown in Table 1.

Table1. 'HPRJUDSKLF�FKDUDFWHULVWLF�RI�SDWLHQWV

'DWD�DUH�SUHVHQWHG�DV�PHDQ���VWDQGDUG�GHYLDWLRQ��PHGLDQ�DQG�������SHU-
centiles or n (%)

'	&��GLODWLRQ�DQG�FXUHWWDJH�

Endometrial biopsy was performed with the pipelle method in 
�������Q� ������RI� WKH�SDWLHQWV�DQG�ZLWK� WKH�'	&�PHWKRG� LQ�
������ �Q� ������:KLOH�������RI� WKH�SDWLHQWV�ZHUH� LQ� WKH����
���\HDUV�JURXS��������ZHUH�DJHG�������\HDUV��1R�PDOLJQDQF\�
was detected in any of the biopsy results of the patients without 
ULVN�IDFWRUV�IRU�('��(QGRPHWULDO�K\SHUSODVLD��(+��ZDV�GHWHFWHG�
in a total of six patients (3.4%), of whom one (0.6%) had hy-
SHUSODVLD�ZLWK�DW\SLD��VLPSOH��DQG�¿YH��������KDG�K\SHUSODVLD�
without atypia (Tables 2 and 3).

RESULTS

Variables n (%)
Age (years) 45 (42-49)
Age group
40-44 years 82 (46.6%)
45-49 years 94 (53.4%)
Parity
1 28 (15.9%)
>1 148 (84.1%)
Biopsy techniques
Pipelle 149 (84.7%)
D&C 27 (15.3%)
Endometrial Thickness (mm) 9.0 ± 1.1
Histology
Endometrial carcinoma 0
Endometrial hyperplasia 6 (3.4%)
Benign pathology 170 (96.6%)
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Table2. Histopathological diagnosis of endometrial biopsy

Table3. Histopathological diagnosis according to age group

1�6���LQGLFDWHV�QRW�VLJQL¿FDQW

:H�IRXQG�D�KLJKHU�UDWH�RI�(+�LQ�WKH�������\HDUV�JURXS�FRP-
pared to the 40-44 years group. The patient with hyperplasia 
with atypia had follow-up biopsy results that were found to be 
normal.

As a result of this study, we determined that the risk of neop-
lastic and preneoplastic diseases is minimal in premenopausal 
women aged 40-49 years with menorrhagia without risk factors. 
Hyperplasia with atypia was found in one (0.6%) patient who 
underwent endometrial biopsy, and hyperplasia without atypia 
ZDV�SUHVHQW� LQ�¿YH��������FDVHV��ZKLOH� WKH�SDWKRORJ\�UHVXOWV�
were benign in the remaining 170 (96.6%) cases.

EC is the most common cancer among gynecological cancers. 
Although the incidence varies between geographical regions, 
approximately 200,000 new cases are diagnosed each year 
(6). The most common symptom of EC is abnormal uterine ble-
eding, and EC should be excluded in the presence of abnormal 
uterine bleeding in postmenopausal bleeding and women aged 
over 40 years with risk factors. Approximately half of women 
ZLWK�DEQRUPDO�XWHULQH�EOHHGLQJ�FRPSODLQWV�DUH�LQ�WKH�������\H-
ars group (7). The most common cause of abnormal uterine 
bleeding in this age group is a benign pathology. The incidence 

RI� HQGRPHWULDO� SDWKRORJ\� �(+�(&�� LQ� SUHPHQRSDXVDO� ZRPHQ�
with abnormal uterine bleeding shows variations according to 
SRSXODWLRQV��UDQJLQJ�IURP����WR����������7KLV�PD\�EH�GXH�WR�
the differences in the populations studied in terms of high or 
low risk factors. In our study, a benign endometrial pathology 
was found in most women (96.6%). Therefore, we recommend 
more selective patient selection to exclude more important en-
dometrial pathologies.

EC is frequently seen in the postmenopausal period and has a 
worse course with increasing age (9). On the other hand, 14% 
RI�(&�FDVHV�DUH�LQ�WKH�SUHPHQRSDXVDO�SHULRG�DQG����DUH�XQGHU�
���\HDUV��$NHU�HW�DO��H[DPLQHG�����FDVHV�RI�DEQRUPDO�XWHULQH�
EOHHGLQJ�DQG�IRXQG�WKH�PDOLJQDQF\�UDWH�WR�EH�������Q �����,Q�
WKH�VDPH�VWXG\��ZKLOH�WKH�PDOLJQDQF\�UDWH�ZDV�������Q� ����LQ�
WKH�SUHPHQRSDXVDO�SHULRG��LW�ZDV�IRXQG�WR�EH�������Q� ����LQ�
the postmenopausal period (10). In the United States, the mean 
age at which women are diagnosed with EC is reported to be 61 
years. While 32.6% of patients with EC are diagnosed between 
WKH�DJHV�RI�������\HDUV�DQG�������DUH�DJHG�������\HDUV�DW�
WKH�WLPH�RI�GLDJQRVLV�������0DQ\�VWXGLHV� LQ� WKH� OLWHUDWXUH�VXS-
port the idea that age is an independent prognostic factor (12). 
According to the results of our study, there was no malignancy 
in any of the 176 patients who presented with premenopausal 
abnormal uterine bleeding, while EH was detected in only six of 
these patients. All of our patients were premenopausal women 
aged 40-49 years with no malignancy results, indicating that 
age is an effective parameter in the development of EC.

%LRSV\��DV�DQ�HDV\�WR�DSSO\�SURFHGXUH�SURGXFLQJ�IDVW�UHVXOWV��
is one of the diagnostic methods frequently used by gyneco-
logists (13). However, it can raise questions in terms of the 
appropriate use of resources. The following are the reasons 
IRU� WKH�ZLGHVSUHDG�XVH�RI�HQGRPHWULDO� ELRSV\�� WKH�¿UVW� LV� WKH�
exclusion of EC. The second is to detect intrauterine patho-
logies in a wide range of diseases from reproductive diseases 
to benign gynecological diseases (14). When the endometrial 
ELRSV\�UHVXOWV�DUH�H[DPLQHG��LW�LV�REVHUYHG�WKDW�����DUH�UHSRU-
WHG�DV�EHQLJQ�������6DUL�HW�DO���HYDOXDWLQJ�WKH�UHVXOWV�RI�SDWLHQWV�
who underwent endometrial biopsy due to abnormal uterine 
bleeding, found that the most common pathology result was 
SUROLIHUDWLYH�HQGRPHWULXP���������������6LPLODUO\��-HWOH\�HW�DO��
reported the most common pathology result as secretory en-
dometrium at a rate of 32.4%, followed by proliferative endo-
PHWULXP��������������� ,Q�RXU�VWXG\��SUROLIHUDWLYH�HQGRPHWULXP�
was found in 46.6% of the patients who underwent endometrial 
biopsy with no risk factors for EC, and secretory endometrium 

DISCUSSION

Histopathological diagnosis n (%)
Proliferative endometrium 82 (46.6%)
Secretory endometrium 58 (33.0%)
Endometritis 10 (5.7%)
Atrophic endometrium 1 (0.6%)
Endometrial polyp 19 (10.8%)
Hyperplasia without atypia 5 (2.8%)
Hyperplasia with atypia
Simple 1 (0.6%)
Complex 0
Endometrial cancer 0

Histopathological diagnosis
Age group

P-value
40-44 years 45-49 years

Proliferative endometrium 37 (45.1%) 45 (47.9%) 0.715
Secretory endometrium 28 (34.1%) 30 (31.9%) 0.753
Endometritis 6 (7.3%) 4 (4.3%) 0.381
Atrophic endometrium 0 1 (1.1%) 0.349
Endometrial polyp 9 (11.0%) 10 (10.6%) 0.943
Hyperplasia without atypia 2 (2.4%) 3 (3.2%) 0.764
Hyperplasia with atypia 0 1 (1.1%) 0.349
Endometrial cancer 0 0 N.S.
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ZDV�SUHVHQW�LQ��������%DVHG�RQ�WKHVH�GDWD��LW�FDQ�EH�FRQFOX-
ded that the anxiety experienced by patients with gynecological 
symptoms and the concern of physicians related to a possible 
delay in the diagnosis of cancer can result in the widespread 
use of endometrial biopsy. Clinicians should be more selective 
when evaluating endometrial biopsy indications, especially in 
the group of patients with premenopausal menorrhagia without 
risk factors for EC.

There are certain limitations of the study. First, the number of 
cases meeting the inclusion criteria was limited. Second, the 
study was conducted in a single center. Third, it had a retrospe-
ctive design. Therefore, there is a need for prospective studies 
involving multiple centers.

When used in the presence of right indications, endometrial 
ELRSV\�FDQ�EH�WKH�JROG�VWDQGDUG�LQ�REWDLQLQJ�LPSRUWDQW�¿QGLQ-
JV��KRZHYHU�� LW� FDQ�KDYH�QHJDWLYH� FRQVHTXHQFHV� LQ� WHUPV�RI�
complications and healthcare costs if used inaccurately and 
inappropriately. We recommend that endometrial biopsy be 
performed more selectively in premenopausal women aged 
40-49 years with menorrhagia without risk factors of EC.

��� -HPDO�$��%UD\�)��&HQWHU�00��)HUOD\�-��:DUG�(��)RU-
PDQ�'��*OREDO�FDQFHU�VWDWLVWLFV��&$�&DQFHU�-�&OLQ�������������
90.

2. Colombo N, Preti E, Landoni F, Carinelli S, Colombo 
$��0DULQL�&��HW�DO��(QGRPHWULDO�FDQFHU��(602�&OLQLFDO�3UDFWLFH�
*XLGHOLQHV� IRU�GLDJQRVLV�� WUHDWPHQW�DQG� IROORZ�XS��$QQ�2QFRO�
��������YL��±��

��� 0F.HQQH\�-.��/RQJDFUH�7$��/RZ�JUDGH�HQGRPHWULDO�
DGHQRFDUFLQRPD��D�GLDJQRVWLF�DOJRULWKP�IRU�GLVWLQJXLVKLQJ�DW\-
pical endometrial hyperplasia and other benign (and malignant) 
PLPLFV��$GY�$QDW�3DWKRO��������������S�������

��� /HLWDR�00�-U��.HKRH�6��%DUDNDW�55��$OHNWLDU�.��*DWWRF�
/3��5DEELWW�&��HW�DO��&RPSDULVRQ�RI�'	&�DQG�RI¿FH�HQGRPHWUL-
DO�ELRSV\�DFFXUDF\�LQ�SDWLHQWV�ZLWK�),*2�JUDGH���HQGRPHWULDO�
DGHQRFDUFLQRPD��*\QHFRO�2QFRO���������������S��������

��� 3HQQDQW�0(��0HKWD�5��0RRG\�3��+DFNHWW�*��3UHQWLFH�
A, Sharp SJ, et al. Premenopausal abnormal uterine bleeding 
DQG�ULVN�RI�HQGRPHWULDO�FDQFHU��%-2*���������������������

��� )HUOD\�-��6RHUMRPDWDUDP�,��'LNVKLW�5��(VHU�6��0DWKHUV�

&��5HEHOR�0��HW�DO��&DQFHU�LQFLGHQFH�DQG�PRUWDOLW\�ZRUOGZLGH��
VRXUFHV��PHWKRGV�DQG�PDMRU�SDWWHUQV�LQ�*/2%2&$1�������,QW�
-�&DQFHU������������(���±���

��� :LVH�05��*LOO�3��/HQVHQ�6��7KRPSVRQ�-0��)DUTXKDU�
&0��%RG\�PDVV�LQGH[�WUXPSV�DJH�LQ�GHFLVLRQ�IRU�HQGRPHWULDO�
ELRSV\�� FRKRUW� VWXG\�RI� V\PSWRPDWLF� SUHPHQRSDXVDO�ZRPHQ��
$P�-�2EVWHW�*\QHFRO���������������H����

��� �*LDQQHOOD�/��&HUDPL�/%��6HWWL�7��%HUJDPLQL�(��%RVHO-
li F. Prediction of endometrial hyperplasia and cancer among 
SUHPHQRSDXVDO� ZRPHQ�ZLWK� DEQRUPDO� XWHULQH� EOHHGLQJ�� %LR-
PHG�5HV�,QW��������������������

9. American Joint Committee on Cancer. Corpus Uteri. 
,Q�(GJH�6��%\UG�'5��&RPSWRQ�&&��)ULW]�$*��*UHHQH�)/��7URWWL�
$���HGV���$-&&�6WDJLQJ�0DQXDO���WK��HGLWLRQ��1HZ�<RUN��6SULQ-
ger. 2010. p. 403.

���� $NHU� 6ù�� <�FH� 7��$FDU� '��$WDEHNR÷OX� &6��$QRUPDO�
8WHULQ�.DQDPDVÕ�RODQ�.DGÕQODUGD�(QGRPHWULDO�gUQHNOHPH�6R-
QXoODUÕ�� ���� 9DNDQÕQ� 5HWURVSHNWLI� $QDOL]L�� &XNXURYD� 0HGLFDO�
-RXUQDO�����������������

���� .ZRQ�+&��.LP�6+��2K�6<��/HH�6��/HH�-+��&KRL�+-��HW�
DO��&OLQLFDO�VLJQL¿FDQFH�RI�SUHRSHUDWLYH�QHXWURSKLO�O\PSKRF\WH�
versus platelet lymphocyte ratio in patients with operable colo-
UHFWDO�FDQFHU��%LRPDUNHUV����������������������

���� 6LHJHO�5/��0LOOHU�.'��)XFKV�+(��-HPDO�$��&DQFHU�VWD-
WLVWLFV��&$�&DQFHU�-�&OLQ�������������������

���� $&2*�&RPPLWWHH�RQ�3UDFWLFH�%XOOHWLQV�*\QHFRORJ\��
3UDFWLFH�EXOOHWLQ�QR�������PDQDJHPHQW�RI�DEQRUPDO�XWHULQH�EOH-
HGLQJ� DVVRFLDWHG�ZLWK� RYXODWRU\� G\VIXQFWLRQ��2EVWHW�*\QHFRO�
��������������������

���� 0XUUD\�0-��0H\HU�:5��=DLQR�5-��/HVVH\�%$��1RYRW-
Q\�'%��,UHODQG�.��HW�DO��$FULWLFDO�DQDO\VLV�RI�WKH�DFFXUDF\��UHSUR-
ducibility, and clinical utility of histologic endometrial dating in 
IHUWLOH�ZRPHQ��)HUWLOLW\�DQG�6WHULOLW\��������������������

���� 5RQQHWW�%��.XUPDQ�5��3UHFXUVRU�OHVLRQV�RI�HQGRPHW-
ULDO�FDUFLQRPD��%ODXVWHLQ¶V�3DWKRORJ\�RI�)HPDOH�*HQLWDO�7UDFW�
���������

���� 6DUÕ�1��ùDKLQ�6��dD÷OD\DQ�(.��6HoNLQ�/��.DUD�0��(Q-
JLQ�hVW�Q�<��(QGRPHWUL�DO�gUQHNOHPH�6RQXoODUÕPÕ]������2OJX-
QXQ�$QDOL]L��'�]FH�7ÕS�)DN�OWHVL�'HUJLVL�������������������

���� -HWOH\�6��5DQD�6��-DLUDMSXUL�=6��0RUSKRORJLFDO�VSHFW-
rum of endometrial pathology in middle-aged women with aty-
SLFDO�XWHULQH�EOHHGLQJ��$�VWXG\�RI�����FDVHV��-��0LG�OLIH�+HDOWK�
���������������

CONCLUSIONS

REFERENCES

-LQHNRORML�2EVWHWULN�YH�1HRQDWRORML�7ÕS�'HUJLVL���������&LOW����6D\Õ��

����


