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PREDICTIDN OI-' ENDOMETRIM. MM.[GNANCY IN MSTMEHBPAUSAL
WOMEN WITH THICKED ENDOMETRIUM USING CLINICAL SIGN-
BASED SCORING SYSTEM

Irena Aleksioska Papestiev, Vesna Antovska, Natasha llieva, Ivo Kjaev, Valentina Tofiloska

University Clinic of Obstetrics and Gynecology, Skopje, N Macedonia

ABSTRACT

introduction: e the Republic of Nerth Macedonis, endometrial cancer is & significant health concern, being the
second most common malignant neoplasm ameng women. The aim of this stedy is to enhance early diagnosis
by developing & clinically based scoring system for predicting endometrial malignancy in pestmenopausal women
with a thickened endometrium.

Materials and Methods: In this cross ¢ tional study, for endometrial sampling were included 164 postmenopausal
patients admitted to the surgery department at the University Clinic of Obstetrics and Gyvnaecology, Skopie.
Teaey were divided into two main groups based on their clinical presentaticn ang further subdivided according
to histopatholiogical resulis. Comprehensive medical data were collected and histopathologicat analyses were
serformed. Univariaie and muitivariate logistic regression were ulilized to determine the predictive values of
clinical signg and the scoring svstem. bt

Hesults: Significant associations were found between endometrial malignancy and various Imi‘lﬂl“s wxcluding
Byperiensicn. dinbetes, BML waist/ h‘t'f.-il atic, and weak or profuse vaginal bleeding. Among these, the waist/hip
circumlerence ratio showed the greatest influence on endemetrial malignancy (Wald 3776, o < 0001 and BMI had
the weakest influence (Wald - 057, p » 0.05). The chnical scoring system exhibited a sensitivity of 77.80%, '-.m"*illlﬂ.‘ll'«‘ .
of 90.%0%, and overall model accuracy of 26060%.

Concluzsicn: The study demonstrated that almaost gl chinical parameters were found te be significant predictive
factors, Thus, their combination could Sorm a rlfective, stratghticrward. and wser-friendly clincal scoring
system that coubd be used to idonsiy a highrisk of

Fendometnal malignancy in worwen witha thickened endometrium

,.8b their frst capatient vigit. This model does not require advanced dizgnostic squipment or extensive clincal
caperience. The study found that the best individual predictive clinteal signwas 1he wast/hip sircumisnenes ratic.

PLBILCY. BOCTIAE systemn, postinenepasal clinical sign,

Kew words: endome teial mali Top ol Form

INTRODUCTION milignant neoplasm in women following breast cancerl.

Endometrial cancer (EC) s e most common maligmney
of the female gesial tract o the developed woeld 11
2 1 ds the 4l most common malignancy Jollowing
bveast, o, and colorectal eaneer with an incidence
of 2LAA00000 women 131, Aceording Lo GLOBOGC AN,
i 2020, endometrial maligianey (EM) was dignosed
Ml]ullﬁ AT 307 women | and 00370 wonen v died
s ul EM. (3, ]n Clue R puhm ui ‘wllh wl.m--lnm.u.

[ 2020, Uwre wepe 360 disgnosed cases, and 80 died
patient corresponding Lo an ape stadandized incidence
rate of 225 per 100,000 women. (31

In recent years, Uhe mewdenee ol endometrial cancer
bigs beers steadile increasing, along with an increased
provalenee of visk Tetors obesity and Lilestyle velated
problems such as inceeasing incidenves uf nulliparity
aud inlerdity, prolongad lite x\|u*M.um, “-I wamel,
dml Letter lm"mmn et which ab




to diagnose the malignancy (4,56). Studies have clearly
identified nulliparity, obesity, increasing age, diabetes,
hypertension, late-onset menopause, unopposed estrogen
(hormone replacement therapy, HRT), tamoxifen use and
specific medical comorbidities such as polyeystic ovary
syndrome and hereditary non-polyposis colon cancer
{Lynch syndrome} as risk factors for endometrial cancer
(7-9).

Abnormal uterine bleeding is the presenting symptom
in over 90-95% of women diagnosed with endometrial
malignancy {10). However, only in 5-12% of the patients
with postmenopausal uterine bleeding, endometrial
malignancy will be diagnosed, depending on the presence
of the risk factors for this malignancy in the examined
population {11 Most patients with abnormal uterine
bleeding and thickened endometrium will have some
benign lesions of the endometrium like endometrial
atrophy, pelyps, or simple hyperplasia (Ref.). Therefore,
to rule out malignancy, appropriatg, evaluation of the
patients with these symptoms is obligatory. .

According to ACOG Committee Opinion No 440 at 2009
vear initial diagnostic procedure for clinical evaluation
of women presenting with abnormal uterine bleeding
is transvaginal ultrasonography or endometrial hiopsy
112,13, In the Republic-of N Macedonia, patients with
abnormal uterine  bleeding or thickemed endometrium
usually undergo dilatation and curettage (DEC} with or
without hysteroscopy, with consecutive histopathological
evaluation of the endometrial sample.

Many authers use a combination of noninvasive
procedures to improve the diagnosis of endometrial
cancer in patients with endemetrial lesions. Different
scoring systems are published in the literature, which are
a combination of many clinical, sonographic, laboratary,
and data from history and Doppler examination [13-23).
Inspired by the work of these authors, we have developed
a scoring system based on clinical signs

OBJECTIVE

The aim of this study was 1o evaluate peediction of
cndometrial malignaney in postme nupavsal womesn with
thickened endometvivm using clinical based scoring
syslen,

MATERIAL AND METHODS

This cross sectisnal stady involved 164 postmenopisusal

Reviste mjekesare  MEDICUS 202

i

patients admitted to the University Clinic of Obstetrics
and Gynecology, Skopje, North Macedonia, from December
1, 2015, to July 31, 2017 Postmenopause was defined as:
the absence of menstrual periods for at least 12 months
prior to sampling, Patients were admitted to the surgical
department of the clinic for endometrial sampling.
The patients were divided into two groups: Group A -

© postmenopausal women with uterine bleeding and an

endometrial thickness of more than 4mm, and Group B
- postmenopausal women with sonographic signs of an
endometrial lesion {those with an endometrial thickness
exceeding 4mm). Based on the histopathological results,
these groups were further divided into four subgroups:
Aland B1 - patients with endometrial malignancies, and
A2 and B2 - patients with benign endometrial lesions.

The inclusion criterion was a postmenopausal patient
witha thickened endometrium exceeding 4mm. Exclusion
criteria included patients with postmenopausal hleeding
whao were on hormone replacement therapy and patients

-with vaginal bleeding due to vaginal atrophy or other
systemic diseases.

All patients underwent a transvaginal examination to
classify them into the appropriate group, performed
in the lithotomy position with an empty bladder
Transvaginal ultrasonography was made by the same
gynecologist. Sonographically, the endometrium is
ane of the most dynamie structures in the body, but in
postimenapausal women, it should be thin, not more than
dmm.  Endometrivm was measured and if a thickened
endometrium fmore than dmml was detected, further
endometrial evaluation for sampling was recommended
to the patient. The procedure was tharoughly explained
to the patient, including all the benefits and potential
rigk factors for complications .

Alter signing the consent, pphysicians collected general
and elinical information about patient risk factoes for
eadometrial cancer. The paticnts were asked about their
cormorbidities such as diabetes mellitus and hypertension,
Alter that the physicians conducted aelinical examination
to measure the Body Mass index (BMI and waist to-hip
circumlerence ratio to examine whether the patient is
alese, [ Che end, vaginal examination was performed
to detect any vagioal bleeding. If the vaginal bleeding
was detected, the paticnt was asked aboul the amount
af the bleeding, whether s weak or profuse. The data
for ditlerent chnical signs was deteeted at the specially
designed scoring svstem based on clinical signs. Table 1
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Table.2 Histopathological findings at examined groups

[ D T |y
Hypertension yes |0 | . o it KL
Do 1 ikt e 2 |3 |12 |:u
Disbetes mellirus L B Endometrial endometrinid | _
| no 1 \ | sdenocarcinoma with squamous | 4 244 | 2256
| = differentintion :
& : <30un/u2 0 :
Body mass index |BMI) N 1 Clear cell carcinomaendometrii |2 |39 [122 |57
Malignant mixed Mullerian tumar -
: i 2 (41 122 ({2500
waist-to-hip circumference (z::: ‘; lwlmgenuus "’Md metrii . S S
= Atypical endometrial rplasia
= 0 i1 nr?t:,plml endnmelmhlwg:ly%m 7|48 1427 1290
; ; Synchronized malignancy of
Vaginal bleeding weak 1 { | endemetrial and other female 2 |50 (122 |3DA%
prifuse 2 | organs s
Table 1. Scoring system based on clinical signs ﬁ,ﬁﬁ%ﬁf?mm Endmetrioigen ¢ Lsitliu [oe
: ARt RE AR e | Adenocarcingma mucinasum *
All 164 patients who met the inclusion criteria underwent | endometrii :
dilatation and curettage or hysteroscopy for endometrial | palypus endometrii 39 |95 | 378 |sE71
sampling. The procedure was done infthe operating room  'endoenerrii atrophicans 3 (126 | 2012 | 7683
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RESULTS

Results about the predictive value of hypertension, |
diabetes, BMI, circumlerences waist/hip ratio, and
weak or profuse vaginal bleeding about endometrial
malignancy in postmenopausal women are shown m‘
table 3. The results of these clinical signs have shown
nm there is a signilicant association with erdopetrial
m'lllgn.mq Chi-syuare =114,32 and p<0,001 {p=0.000).
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is the best predicting factor from all clinical signs. On
the other hand probability of endometrial malignancy
was 0,55 (Exp{B}=0,55) times lower if the patients had BMI
{1) >30 kg/m2, compared with the patients who had BMI
{1} <30 xrfu2, but this association was not statistically
significant (95%CI:0,17-1,81)/p>0,05.

Table 3 Predictive value of clinical signs at prediction of

endometrial malignancy in women
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The sensitivity of the clinical sign scoring system is 77,
80%, the specificity is 90, 90%, and the global accuracy
of the model is 86, 60%. The value of the ROC curves for
this model is shown in Figure 1. The ROC zone (below the
line) is 0.942.
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Figurr 1 ROC curve of clinical signs based model

DISCUSSION

The main objective of the doctor, when having a patient
with postioenopausal  thickened endometrium is to
eaclude the genital malignancy. The geal of our study
was to examine the predictive value of clipical signs
based scoring system. This study describes a simple
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and rapid method to identify a high rigk of endometrial
malignancy in women with thickened endometrium
using different clinical signs at a first outpatient visit.
For women with ETz 4 mm, assessment of the presence
of diabetes and hypertension, calculation of BMI and
waist/hip circumferences ratio, and vaginal examination
to evaluate the presence of weak or profuse vaginal
bleeding could identify 94,2% of endometrial malignancy
and correctly classify 86,6% of these women as benign
or presence of malignant changes. Modern diagnostic
eguipment or extensive clinical experience is not required
for this model. In the review paper of Van Hanegem, it
was pointed out that the most ideal scoring system in the
prediction of endometrial malignancy would be a scoring
system composed of clinical parameters. (25)

Study results show that diabetes and hypertension proved
to be significant individual risk factors in the prediction
of endemetrial malignancy. Patients with hypertension
were 3, 14 times more likely to develop EM, and patients

“with diabetes were 2, 82 times more likely to have EM.

Similar results have been published by Freiberg, with a
relative risk of 3, 15 for the presence of EM in diabetic
type 1 patients, and RR 2 22 for diabetic type I patients.
(26) A recent review paper performed metanalysis of the
available papers regarding hypertension as a risk factor
for EM and noted that patients with hypertension were
161 times more likely to have EM that those without
(27). Diabetes has been proved as a significant single
parameter in the studies of Burbos, Ompeer, Madcour,
and Dueholm, and hypertension in the studies of Burbos,
Giannela and Opmeer (13,16,20,21,28). In the researches
of Bachman and Opelskicne both parameters were shown
to be insignificant. (29,30|

Recently many authors emphasize the importance of
the type of obesity, announcing that the distribution of
adipose tissue in the upper part of the body, which is
determined by the waist'hip circumferences ratio, is
a more significant visk factor than increased BMIL (31,
32|, Kitson in his study include wait/hip circumferences
ratio, and ifgreater than Q.80 classified the patients ina,
even if they have a normal BM1. 31} The same has been
confirmed after the meta analysis in Aune’s review papet.
132) Results of our study proved waist/hip clrcumierences
rativ as the best predicting factor in the diagnosis of EL
Qs the other hand, reselts have shown that BMIwas not a
statistically significant predicting factor, At the published
scuring system, BMI s most often used as an indicator
of obesity. Burbos included BML in his scoring systems
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DEFAM and DFAB and univariate analyses have shown
BMI as a significant parameter. (13, 17) In the studies of
Gianella and Opolskiene, univariate analysis showed that
BMI had no significant influence in determining the risk
for the presence of EM, similar te our results. (20,30]

Vaginal bleeding is a significant single clinical parameter

in the prediction of EM according to our results. The

amount of bleeding is alse important in determining
the risk of the patient. The probability of endometrial
malignancy was 31, 58 times higher if the patient had
profuse vaginal bleeding, compared to patients whe do
not have vaginal bleeding. Patients with weak vaginal
bleeding had 679 times higher probability EM compared
to patients who do not have bleeding. Bleeding was
shown to be one of the best single parameters in Angioli's
univariate analysis and was included in the REM scoring
system. (22) Furthermore, there are some authors
who include the frequency of bleeding in thelr seoring

systems.[13) #

Multivariate analysis of this scoring system based -

on clinical signs had shown a sensitivity of 77.80%, a
specificity of 90,90%, and global accuracy of 86.60%. The
ROC zone (below the line) for this model is 092 The use of
this model could make an individual profile of the patient
in a simple way and if belongs to a risk group, the patient
should be immediately transferred te a better center
with more sophisticated equipment.

CONCLUSION

Almost all clinical parameters have shown that are
significant  predictive factors. Their  combination

.eould obtain a cheap, simple, and ecasyto-use clinical

scoring system. [t could be used to identify a high risk
of endometrial malignancy in women with thickened
endometrium at first outpatient visit. There is no need
for modern diagnostic eguipment, nor greater elinical
experience ‘of the doetor for this model. The results
showed that the best predictive individoal elinie sign is
the waist /hip circumberence ratio,
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