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0. Endometrial carcinoma ECA is frequently presented as post-menopausal bleeding among sympto-
matic postmenopausal women (PMW). Fortunately, the prognosis of this malignancy is good once

Received:  08-08-2022 discovered early. The underlying pathology of ECA was closely correlated to thickened endometrium

Accepted:  29-08-2022 by transvaginal ultrasound, which was set at 4mm for symptomatic PMW. However, that was not the

Published: 30-08-2022 case for asymptomatic cases. The dilemma of incidental thickened endometrium on ultrasound reports
of asymptomatic PMW was discussed in this review. We examined the usefulness of mass screening of

asymptomatic PMW by transvaginal ultrasound and the recommended normal endometrial thickness

— and its cutoff value. Endometrial sampling indications, methods, and complications were addressed.

The role of biomarkers in screening and their limitation. We aimed to deliver up-to-date evidence of
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Introduction
Funding: This research received no The majority of women with endometrial cancer (ECA) are symptomatic, with abnormal
external funding. uterine bleeding being the predominant presenting symptom. Postmenopausal bleeding is

the most frequent presenting symptom of endometrial cancer and should be checked ur-
gently. ECA accounts for 10 percent of postmenopausal bleeding cases [1,2]. Uterine cancer
is the sixth most common cancer in women. Its incidence has gone up by about 50%, which
is primarily due to:

e Increased obesity (which raises the overall risk of patients by ten folds),

e  Higher metabolic diseases, mostly type 2 diabetes mellitus (which raises the overall

risk of ECA by two folds),

e Longer life expectancy (women over 54 have a higher overall risk), and the

e  Utilization of adjuvant tamoxifen for breast cancer survivors [3].
For symptomatic post-menopausal women (PMW), having post-menopausal bleeding war-
rants further analysis and exclusion of the risk of ECA. A detailed clinical history and ex-
amination are performed to categorize patients' risks accordingly. A transvaginal vaginal
ultrasound (TVUS)evaluates the endometrial thickness (ET) and the need for endometrial
sampling [4].
The ET is defined as the maximal anterior-posterior diameter of the endometrium echo on
a transvaginal image of the uterine wall along the longitudinal axis. What is favorable about
TVUS is that it is acceptable by the patient, non-invasive, its cost is comparable to biopsy,
and it has a good detection rate for ECA [5].
The American College has set an endometrial thickness ET of more than 4mm as a cutoff
value that warrants further endometrial sampling ES [6]; this value was liked with 95%
sensitivity in excluding ECA and 99 percent negative predictive value for ECA [7].
The accuracy and precision of TVUS in predicting ECA and the correlation of its cutoff
value with the histological finding made it an initial investigation of choice in symptomatic
PMW.
A cutoff value of less than 4 mm in symptomatic women does not necessitate further endo-
metrial sampling unless the bleeding recures or if the woman is categorized as a high-risk
group for endometrial cancer [4,6].
Endometrial sampling (ES) by outpatient Pipelle endometrial suction curette or by an office-
guided hysteroscopic has largely replaced the old approach of diagnostic curettage that is

Conlflicts of Interest: The authors

declare no conflict of interest.

Libyan Medical Journal 2022:14(2);38-42 https://lmj.ly/index.phplojs/index eISSN: 2079-1224



https://lmj.ly/index.php/ojs/index
https://orcid.org/0000-0001-7128-5080
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/

Libyan Medical Journal 2022;14(2):38-42 39

considered blind. Pipelle ES does not need general anesthesia; its diagnostic accuracy is
about 81%/[8].

It has the disadvantage of being painful and has a failure risk due to cervical stenosis, not to
mention infection and not having a sufficient tissue sample to perform the histopathological
test [9]. A hysteroscopic ES is reserved for cases that failed to obtain a tissue sample on an
outpatient basis, women who suffered from recurrent bleeding, and high-risk women for
ECA. Hysteroscopy is recommended as the standard investigation to rule out ECA [10].
The majority of ECA, if detected early, has an overall 5-year survival rates of eighty percent.
However, the rates of more advanced stages are just fifteen percent, so the importance of
early diagnosis cannot be overestimated. Since the prognosis is favorable for early cases,
scientists pursued earlier screening methods to catch the disease early. That was the rationale
for using trans vaginal ultrasound TVUS as a screening test to unveil EC in asymptomatic
women at menopause [11].

Screening of asymptomatic post-menopausal women

Indeed, transvaginal ultrasound has revolutionized many aspects of screening and diagnosis
of gynecology diseases, yet its use in asymptomatic women with thickened endometrium
creates a dilemma for most physicians [12].

Most global societies have determined that screening for endometrial cancer is not advised
in asymptomatic PMW, particularly with TVUS, which has a low predictive value for ECA,
in fact, it generated 93 percent false positive results [13]. Some researchers have objected to
adding TVUS to screen asymptomatic PMW since the ET cutoff value set earlier for symp-
tomatic PMW cannot be applied for asymptomatic cases [14].

Moreover, there was no reduction in mortality rates for women with ECA with the introduc-
tion of population screening by TVUS or ES [15]. One study has argued that evaluating the
clinical risk factors for having an ECA would perform better than exposing an asymptomatic
patient to TVUS [16]. In 2004 a study reported that with ET >11 mm, there was an estimated
ECA risk of 7.5 percent, similar to symptomatic PMW women with ET >5 mm. They rec-
ommended that ES should be done in asymptomatic PMW with ET>11 mm. Some interna-
tional society has already endorsed this cutoff value, including the Canadian Society of Ob-
stetrics and Gynecology [17].

The recommendation for endometrial sampling in asymptomatic PMW was extended to in-
clude cases with ultrasonic features of high vascularity and non-homogeneous endometrium
and women having a clinical risk of ECA as age, late onset menopause, obesity, type 2 DM,
increased blood pressure, hormone-replacement therapy, and tamoxifen [18,19].

LiZ, et al. study. Confirmed that endometrial pathology with a positive Doppler flow signals
a possible ECA. However, Goldstein discussed that there was no correlation between Dop-
pler flow, resistive index, and pulsatility index with ECA risk; since both studies had differ-
ent inclusion criteria and were limited by a small sample size that could explain the disparity
in their results.

In a recently published meta-analysis, the validity of the cutoff value (> 11mm) was con-
firmed, with a reported sensitivity and specificity for ECA detection reaching 100 percent
and 80 percent, respectively [18]. In a cohort study that examined the performance of >10
mm cutoff value for ET among asymptomatic PMW with at least one clinical risk factor
included, the study recommended this value for offering ES via Pipelle or hysteroscopy the
ECA vyielded 1.82 percent of all patients [22]. The decision of endometrial sampling for
asymptomatic PMW with an incidental thick endometrium (>4 mm) is not recommended by
the American college or the American Cancer Society [23].

For asymptomatic PMW women with ET of more than >4 mm, the ES is not indicated, and
follow-up mode for those women by TVUS or by performing ES by an office hysteroscopy
relies on the individual case risk for ECA, i.e., family history, metabolic diseases, obesity,
and suspicious ultrasonic finding mentioned earlier [4,20], see figure 1.
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Figurl. Flow chart for managing asymptomatic thick endometrium in post-meno-
pausal women.

Limitation of TVUS and ES in asymptomatic postmenopausal women

Though the TVUS is a valuable tool in assessing the ECA risk and need for ES, it has its
limitations; the presence of uterine pathologies, like fibroid, uterine polyps, adenomyosis,
or prior uterine surgery, can limit the accurate measurement of the endometrial thickness.
Other evaluation methods should always follow failure to evaluate the ET accurately. Alter-
native methods; saline-infused sono-hysterography and/or hysteroscopic examination [24].
PMW on Hormone-Replacement Therapy (HRT) carries unique risks for increased ET. Alt-
hough there was generally no consensus for ET in those women, some researchers suggested
using 8mm as a cutoff value [25]. A recently published review recommended using the same
cutoff value of 4 mm to follow them in the lack of evidence-based research [26].

As for tamoxifen users who are breast cancer survivors, American collage declared the lack
of benefit from routine surveillance and the need to screen those cases prior to the treatment
with TVUS and sono-hysterography; or even have ES office hysteroscopy before initiation
of tamoxifen therapy [27].

Role of Ca-125

Ca-125 is a tumor biomarker (cancer antigen 125) that may be increased above 35 U/m in
the ovary and endometrium malignancies. However, this marker has a high false positive
rate.

An increased level has been noticed in the inflammatory process in the abdomen, benign
conditions like pregnancy, menstruation, adenomyosis, and other malignancies like malig-
nant of the gastrointestinal tract [28]. Ca-125 was used to predict the invasion of ECA prior
to surgery and was also shown to be valuable in predicting the prognosis [29].

Li Z, et al tested the value of Ca-125 in patients with asymptomatic thickened endometrium,
they noticed higher levels among patients with ECA; however, the difference was not sta-
tistically significant [20].

Conclusion

Mass Screening for asymptomatic postmenopausal women with TVUS is not recommended;
the accidental finding of thickened endometrium in a low-risk group does not warrant en-
dometrial sampling, but follow-up is recommended. Should follow-up show persistent
thickened endometrium or positive flow Doppler signals, then ES is warranted. As for the
high-risk group, ES should be done.

References

1. Koh WIJ, Abu-Rustum NR, Bean S, Bradley K, Campos SM, Cho KR, Chon HS, Chu C, Cohn
D, Crispens MA, Damast S. Uterine neoplasms, version 1.2018, NCCN clinical practice guide-
lines in oncology. Journal of the National Comprehensive Cancer Network. 2018 Feb
1;16(2):170-99.



Libyan Medical Journal 2022;14(2):38-42

41

12.

13.

14.

15.

16.

20.

21.

22.

23.

24.

25.

26.

Lucas E, Carrick KS. Low grade endometrial endometrioid adenocarcinoma: A review and up-
date with emphasis on morphologic variants, mimics, immunohistochemical and molecular fea-
tures. InSeminars in Diagnostic Pathology 2022 Feb 11. WB Saunders.

Lim MC, Won YJ, Ko MJ, Kim M, Shim SH, Suh DH, Kim JW. Incidence of cervical, endo-
metrial, and ovarian cancer in Korea during 1999-2015. Journal of gynecologic oncology. 2019
Jan;30(1).

Saccardi C, Spagnol G, Bonaldo G, Marchetti M, Tozzi R, Noventa M. New Light on Endome-
trial Thickness as a Risk Factor of Cancer: What Do Clinicians Need to Know?. Cancer Man-
agement and Research. 2022;14:1331.

Smith-Bindman R, Weiss E, Feldstein V. How thick is too thick? When endometrial thickness
should prompt biopsy in postmenopausal women without vaginal bleeding. Ultrasound in Ob-
stetrics and Gynecology: The Official Journal of the International Society of Ultrasound in Ob-
stetrics and Gynecology. 2004 Oct;24(5):558-65

American College of Obstetricians and Gynecologists. Endometrial cancer. Practice Bulletin
No. 149. Obstet Gynecol. 2015;125:1006-1026. doi:10.1097/01.A0G.0000462977.61229.de
Smith-Bindman R, Kerlikowske K, Feldstein VA, Subak L, Scheidler J, Segal M, Brand R,
Grady D. Endovaginal ultrasound to exclude endometrial cancer and other endometrial abnor-
malities. Jama. 1998 Nov 4;280(17):1510-7.

Narice BF, Delaney B, Dickson JM. Endometrial sampling in low-risk patients with abnormal
uterine bleeding: a systematic review and meta-synthesis. BMC family practice. 2018
Dec;19(1):1-3.

Loffer FD. The time has come to quit relying on a blind endometrial biopsy or dilation and
curettage to rule out malignant endometrial changes. J Minim Invasive Gynecol. 2019;26:1207—
1208. doi:10.1016/j.jmig.2019.04.011

Carugno J. Clinical management of vaginal bleeding in postmenopausal women. Climacteric.
2020 Jul 3;23(4):343-9.

Ridley-Davies  F. Postmenopausal ~ bleeding. InnovAiT. 2018;11(7):387-390.
doi:10.1177/1755738018768833

Nori W, Fleeh NH, Akram W. Will the area under the curve of the umbilical artery Doppler
predict fetal growth restriction at 34 weeks of gestation among pre-eclamptic women?. InAIP
Conference Proceedings 2021 Oct 11 (Vol. 2404, No. 1, p. 080013). AIP Publishing LLC.
Gambacciani M, Monteleone P, Ciaponi M, Sacco A, Genazzani AR. Clinical usefulness of
endometrial screening by ultrasound in asymptomatic postmenopausal women. Maturitas. 2004
Aug 20;48(4):421-4.

Gentry-Maharaj A, Karpinskyj C. Current and future approaches to screening for endometrial
cancer. Best practice & research Clinical obstetrics & gynaecology. 2020 May 1;65:79-97.
Sundar S, Balega J, Crosbie E, Drake A, Edmondson R, Fotopoulou C, Gallos I, Ganesan R,
Gupta J, Johnson N, Kitson S. BGCS uterine cancer guidelines: Recommendations for practice.
European Journal of Obstetrics & Gynecology and Reproductive Biology. 2017 Jun 1;213:71-
97

Goldstein SR. Modern evaluation of the endometrium. Obstet Gynecol. 2010;116:168—-176.
doi:10.1097/A0G.0b013e3181dfd557

Wolfman W. No. 249-asymptomatic endometrial thickening. J Obstet Gynaecol Can.
2018;40:367—e377. doi:10.1016/j.jogc.2018.03.005

Alcéazar JL, Bonilla L, Marucco J, Padilla Al, Chacon E, Manzour N, Salas A. Risk of endome-
trial cancer and endometrial hyperplasia with atypia in asymptomatic postmenopausal women
with endometrial thickness> 11 mm: A systematic review and meta-analysis. Journal of Clinical
Ultrasound. 2018 Nov;46(9):565-70.

Nori W, Hussein Z, Salman A. Premature Ovarian Insufficiency; The Conventional and non-
Conventional Fertility Options. AlQalam J Med App Sci. 2022;4:43-7.

Li Z, Li L. Risk of malignancies among asymptomatic postmenopausal women with thickened
endometrium: A cohort study. Medicine (Baltimore). 2019 Feb;98(6):e14464. doi:
10.1097/MD.0000000000014464. PMID: 30732213; PMCID: PMC6380845.

Goldstein SR, Monteagudo A, Popiolek D, et al. Evaluation of endometrial polyps. Am J Obstet
Gynecol 2002;186:669—-74

Aggarwal A, Hatti A, Tirumuru SS, Nair SS. Management of asymptomatic postmenopausal
women referred to outpatient hysteroscopy service with incidental finding of thickened endo-
metrium - a UK district general hospital experience. J Minim Invasive Gynecol.
2021;28(10):1725-1729. doi:10.1016/j.jmig.2021.02.012

American College of Obstetricians and Gynecologists. ACOG committee opinion, No. 734: the
role of transvaginal ultrasonography in evaluating the endometrium of women with postmeno-
pausal bleeding. Obstet Gynecol. 2018;131:e124—129. doi:10.1097/A0G.0000000000002631
Levine D, Gupta SC, Kwan C, Brook A, Jorgensen EM, Kappler A, Hecht JL. The Sonographic
Appearance of Endometrial Intraepithelial Neoplasia. Journal of Ultrasound in Medicine. 2022
Jul;41(7):1723-37.

Gupta A., Desai A., Bhatt S. Imaging of the endometrium: physiological changes and diseases.
RadioGraphics. 2017;37(7):2206-2207. doi: 10.1148/rg.2017170008.

Dreisler E. Postmenopausal bleeding: Which endometrial thickness is safe in menopausal hor-
mone therapy users? Case Rep Womens Health. 2022 Jul 16;35:e00431. doi:
10.1016/j.crwh.2022.¢00431. PMID: 35942074; PMCID: PMC9356352.



Libyan Medical Journal 2022;14(2):38-42

42

27.

28.

29.

Singh MN, Stringfellow HF, Paraskevaidis E, Martin-Hirsch PL, Martin FL. Tamoxifen: im-
portant considerations of a multi-functional compound with organ-specific properties. Cancer
treatment reviews. 2007 Apr 1;33(2):91-100.

Bottoni P, Scatena R. The role of CA 125 as tumor marker: biochemical and clinical aspects.
Advances in Cancer biomarkers. 2015:229-44.

Sebastianelli A, Renaud MC, Grégoire J, Roy M, Plante M. Preoperative CA 125 tumor marker
in endometrial cancer: correlation with advanced stage disease. Journal of Obstetrics and Gy-
naecology Canada. 2010 Sep 1;32(9):856-60.



