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Abstract--- Background: Abnormal uterine bleeding (AUB) is a common gynecological complaint associated
with considerable morbidity and significantly affects the patient’s family, personal and social life. The study aimed
was to analyze the histomorphological patterns of endometrium in patients presenting with AUB and also to

determine the incidence of AUB in various age groups.

Methods: This type of research is a descriptive study with a cross-sectional approach. Data was taken from
medical records of the patients with a diagnosis of Abnormal Uterine Bleeding by dilatation and curettage and then

by a histopathological laboratory examination at the K.R.M.T Wongsonegoro Hospital Semarang, Indonesia.

Results: A total of 87 cases were analyzed. The patient’s age ranged from 19-68 years old. Body Mass Index
(BMI) divided three groups: Normal weight 27%, overweight 35.6% and obese 36.8%. Endometrial hyperplasia was
the most common histopathological finding and was seen in 29.9% of patients, followed by irregular shedding
24.13%, disorder proliferative pattern 17.24%, proliferative with glandular and stromal breakdown 9.19%,
Progestin effect 6.89%. Statistical test results with chi-square relationship between BMI with histopathological

features is p = 0.290.

Conclusion: Statistical test results showed no relationship between age and BMI with histopathological results.

We found that hyperplasia endometrium is the commonest cause of abnormal uterine bleeding.

Keywords--- Abnormal Uterine Bleeding, Curettage, Endometrial Hyperplasia.

I. INTRODUCTION
Abnormal uterine bleeding (AUB) is a disorder that often occurs. By definition, AUB is a range of symptoms,

such as heavy menstrual bleeding.™ Involve more blood loss (> 7days or > 80 mL) during menses (menorrhagia, or
hypermenorrhea), intermenstrual bleeding (occur frequently and irregularly between menses /metrorrhagia) and a
combination of heavy and prolonged menstrual bleeding (menometrorrhagia).>* Menstrual disorders which were
previously described as dysfunctional uterine bleeding, are now more appropriately referred to as AUB. The

terminology of AUB was established by the International Federation of Gynecology and Obstetrics (FIGO), called
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the PALM-COEIN classification system.’PALM indicates structural causes: polyp, adenomyosis, leiomyoma, and
malignancy, and COEIN indicates non-structural causes: coagulopathy, ovulatory dysfunction, endometrial,
iatrogenic, and not yet classified.> PALM indicators can be examined visually (imaging and histopathology) and
COEIN is a non-structural cause.'Thus, a curettage is the methods to determine the etiology of AUB, based on
PALM-COEIN classification. Our main concern is to determine and excluding the possibilities of malignancy,
especially on perimenopause women. If cancer or hyperplasia that tends to be malignant were found from the

curettage, it needs special oncology-based treatment.

AUB are common conditions that affect 14-25% or one-third of women in reproductive age, that fill affects them
physically, socially, emotionally, quality of life.* Women with abnormal bleeding have a lower quality of life than
the one with none. AUB leads to loss of productivity, and surgical intervention may be needed.® Also, it is the most
common cause of iron deficiency in developed countries and chronic illnesses in developing countries.” According
to the previous study, the prevalence of AUB varies on every population, but it is fluctuating between 10% and
30%.2 In the UK, this condition made approximately 800.000 women seek for help.® In India, the prevalence of
AUB is around 17.9%.°

The bleeding pattern is used for identifying the etiology of AUB and it also contributing to diagnose secondary
comorbidities.” The standard menstrual index consists of 4 elements from menstrual bleeding, which are the
frequency and regularity of menstruation and menstrual cycle, duration of the cycle, flow’s duration, and volume of
blood loss monthly. The volume of blood loss is affected by uterus contraction, vascular tone, hemostatic function.
Normal menstruation has a frequency of 24-38 days, with a duration of 4,5-8 days, and the volume of blood loss of

5-80 ml every cycles.?

Acute AUB is defined as the amount of uterine bleeding that does not require any immediate intervention to
prevent blood loss of reproductive age who are not currently pregnant. AUB is said to be chronic when there is
abnormal uterus corpus bleeding in terms of quantity, regularity, and/or onset that has existed from the previous 6

months.>®

Our goal is to determine the underlying pathologies of AUB, whether is it dysfunctional or organic lesions,
especially hyperplasia that could lead to neoplasm (adenocarcinoma). Malignant disease is one of our country’s
main health problems. In Indonesia, particularly in our city, Semarang, there has not been any study about AUB. We
felt that it is really important to map out AUB’s underlying disease to lower the incident rate and improve our health
service to treat cancerous disease. We also tried to explain and find any diseases that precedent AUB to improve

patients’ quality of life.

Il. METHODS
A total of 87 endometrial samples resulting from curettage were histopathologic examination in the pathology

laboratory of K.R.M.T. Wongsonegoro General Hospital, Semarang.

This type of research is using a descriptive-analytic method with a cross-sectional approach. The data was taken

from medical records of patients with a diagnosis of Abnormal Uterine Bleeding by curettage and then by
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histopathological examination treated at K.R.M.T. Wongsonegoro General Hospital period January 2017 -

December 2017. Data analysis was performed by t-test using SPSS 21.

Sample selection by consecutive sampling is that all subjects who meet the study criteria were included in the
study, which was carried out by looking at the patient's medical records by curettage on the indication of abnormal
uterine bleeding and then histopathological examination at the K.R.M.T Wongsonegoro General Hospital for the
period January 2017 — December 2017. This study was approved by our Ethical Committee and we already got the

ethical clearance with references number 070/4801/2019.

I11.RESULTS
The study conducted with 87 endometrial samples presented with abnormal uterine bleeding. The main outcomes

revealed that 55 cases out of 87 cases presented with dysfunctional uterine bleeding, and the remaining presented

with an organic lesion.

Table 1: Functional Lesion Lead to Abnormal Uterine Bleeding

Functional lesion
Irregular shedding 21 (38.19%)
Simple endometrial hyperplasia 15 (27.27%)
Proliferation with glandular and stromal -breakdown | 10 (18.18%)
Progestin effect 6 (10.91%)
Abnormal secretion 3 (5.45%)
Total 55 (100%)
Table 2: Organic Lesions Lead to Abnormal Uterine Bleeding
Organic Lesions
Non-atypical endometrial hyperplasia | 26 (81.26%)
Adenocarcinoma 3 (9.38%)
Endometrial atrophy 1 (3.12%)
Chronic endometritis 1 (3.12%)
Adenomyosis 1 (3.12%)
Total 32 (100%)

The study showed that irregular shedding of the endometrium is the most common cause of the dysfunctional
uterine problem, and endometrial hyperplasia is the most common cause of the organic lesions of the uterus. We

found that adenocarcinoma could be the main problem of abnormal uterine bleeding caused by organic lesions.

Table 3: Distribution of Different Endometrial Patterns in Different Age Groups

Histopathological diagnosis <40 | 40-55 | >55 | Total
Adenocarcinoma 1 2 0 3 (3.44%)
Non-atypical endometrium-hyperplasia 8 17 1 26 (29.88%)
Abnormal secretory phase 2 1 0 3 (3.44%)
Simple endometrial-hyperplasia 6 9 0 15 (17.24%)
Proliferative with glandular and stromal breakdown | 6 4 0 10 (11.49%)
Irregular shedding 8 12 1 21 (24.13%)
Progestin effect 2 4 0 6 (6.89%)
Adenomyosis 1 0 0 1 (1.14%)
Atrophy endometrium 0 1 0 1 (1.14%)
Chronic endometritis 1 0 0 1 (1.14%)
Total 35 50 2 87 (100%)
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In the age group 40-55 years old,50 cases were found. The most common histopathological in this group was
non-atypical endometrium hyperplasia and we found no case of chronic endometritis. In the age group over 55 years

old, we only found 2 cases, which are irregular shedding and non-atypical endometrium hyperplasia.

Table 4: The Relation Between Ages and Body Mass Index to Pathologic Anatomy Studies on Abnormal Uterine

Bleeding
Variable Hyperplasia | Carcinoma | Others | Total N (%) | p- value
Age
<40 8 1 26 35 (40.22) 0.740
40-55 17 2 29 48 (55.17) '
>55 1 0 3 4 (4.59)
BMI
Normal weight | 6 0 18 24 (27.58) 0.290
Overweight 13 1 17 31 (35.63) '
Obese 7 2 23 32 (36.78)

The results were calculated with chi-square. It showed that there is no significant relationship between age and

BMI to histopathology patterns of women with abnormal uterine bleeding.

V. DISCUSSION
Evaluation of patients with abnormal uterine bleeding and identifying those with dysfunctional uterine bleeding

is achieved with a combination of the following: history, physical examination, laboratory evaluation, USG, and
endometrial sampling. Abnormal uterine bleeding is one of the commonest complaints leading to endometrial
sampling by endometrial biopsy or curettage. Examination of endometrial curettage is a challenge to practicing
pathologists, largely due to the wide range of morphologic patterns resulting from the normal and abnormal change,
exogenous hormones, infections, and intrauterine tumors.

Based on the characteristics of the overall histopathological results from our study we found that the highest
number was non-atypical endometrial hyperplasia (29.88%), followed by irregular shedding (24.13%) and simple
endometrial hyperplasia (17.24%). Whereas the research conducted by Gerald Dafe Forae et al in2013, the most
number was complex endometrial hyperplasia (27.7%), followed by proliferative (22.5%) and hyperplasia simplex
(19.9%).°

Endometrial Hyperplasia

Endometrial hyperplasia (EH) is a condition in which the lining of the uterus or endometrium is abnormally
thick. The most common symptom of endometrial hyperplasia is abnormal uterine bleeding, such as menorrhagia,

menometrorrhagia.'®**

According to WHO, endometrial hyperplasia are classified into simple hyperplasia, complex hyperplasia, simple
atypical hyperplasia, complex atypical hyperplasia."*** In our study 87 patient was diagnosed by biopsy, 17,24%
(15 cases) patient was diagnosed with simple hyperplasia and non-atypical hyperplasia 29,88% (26 cases).
According to the KH Allison study with 2.601 specimens reviewed, 70,31% was diagnosed with simple hyperplasia
and 11,07% cases are atypical hyperplasia.* In James V’s study in 241 control patients had index biopsies 27,8% in

simple hyperplasia and 14,1% in atypical hyperplasia.*®
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Simple hyperplasia is characterized by benign proliferation of endometrial glands with low risk of progression to
endometrial carcinoma. Atypical hyperplasia has the greatest risk in the progression of endometrial carcinoma.'*2
Woman with atypical hyperplasia were 14 times more likely develop to carcinoma than non-atypical EH.*® EH peak
incidence was founded in the early 60’s woman, which simple hyperplasia was 142 among 100.000 women per
years, complex hyperplasia 213 among 100.000 women per years, and atypical hyperplasia 56 among 100.000

women per years.™

Adenocarcinoma

From our experiment, there are only 9.35% of the total sample of abnormal uterine bleeding that suffers from
adenocarcinoma. This correlates with the study conducted by Gawronletal,*® Jairajpur et al,*® and Snehkiran et al*’
where endometrial cancer in premenopausal women was detected in only 0,9%1, 5%, and 19,1% respectively of
total samples. As we know, there are many cases of endometrial cancer as it is the fourth most common malignancy
that women after breast, lung, and colorectal cancer. The mortality increases by 8% for the past 20 years, and it is
most common in women age 63, with 90% of cases occurred in women age more than 50 years.*’ Although there are
lots of cases of abnormal uterine bleeding, the tendency of endometrial carcinoma is low, as we could see from all of

the studies.

Multiple risk factors that could cause endometrial carcinoma like endogenous factors such as obesity, nulliparity,
women age > 52 years, unopposed estrogen, and others.*®* Most women with it have symptoms of abnormal uterine
bleeding; this includes irregular menstrual bleeding, spotting, and bleeding between menstrual periods. For

postmenopausal women, any bleeding is abnormal.*®

Endometrial cancer was diagnosed by endometrial biopsy, dilatation and curettage, and hysteroscopy. It is also
supported by physical examination and a transvaginal ultrasound exam. The treatment for adenocarcinoma is total
hysterectomy with bilateral salpingo-oophorectomy. Radiation and chemotherapy also play a role in treatment.*® We
only found a few numbers of adenocarcinoma in this study, probably due to early hysterectomy before the

progression becomes malignant.

Irregular Shedding

In our study, we found 24.13% of irregular shedding cases out of our entire population. Eight patients of
irregular shedding aged below 40, twelve patients aged between 40 to 55 years old, and one patient aged above 55
years old. In the previous study, there were 2.35% cases of irregular shedding out of their entire population in

abnormal uterine bleeding.™® Irregular shedding was the most founded in our functional issues group.

Irregular shedding is a term that pictures an abnormal condition of menstrual blood flow. It will become
prolonged and profuse blood during the menstrual period. It is diagnosed with a curettage method and
histopathology examination of the endometrial tissue. The curettage of the entire uterus should be done within five
days or more after the onset of menstruation. In the normal uterus, the surface of the endometrium should be
regenerated, it could be seen from the microscopic examination. However, if the regeneration process is not fully
complete or even not found, it means irregular shedding of the endometrial lining. From the previous study, the

bleeding occurs in the secretion phase, specifically in corpus luteum, that occurs before it should be happening. It is
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shown by a basal temperature indicator. Progesterone levels did not decline during this phase. Thus, the bleeding

continues where it should have been stopped.?

Endometrial Atrophy

We found one case (2%) of endometrial atrophy from the age group of 40-55 years that leads to AUB. From
other studies, they also found one case (0.71%)."” and another study found three cases ranging from the age group
41-50 years (2.19%) and four cases ranging from age group 51- 60 years (8.88%).” The definitive pathology from
endometrial atrophy is still undetermined until now. It is suggested that there are correlations between
vascularization anatomy or abnormal mechanism of the hemostatic. Blood vessels easily injured due to the thin-

walled veins.

Chronic Endometritis

The chronic endometritis case was founded in our study (1.14%). In previous studies, it was found that chronic
endometritis was also had a few percentages in histological findings. Previous studies found three cases (2.3%),’
seventeen cases (4.16%)," and two cases (2%).”> Endometrial pathology is one of the causes of AUB (AUB-E in
PALM-COEIN classification). Chronic endometritis is observed with biopsy or curettage, especially when AUB

manifested.

Adenomyosis
Based on our study, we found only 1.14% of total samples that were diagnosed with adenomyosis. This

|’23

correlates with the study by Bhosie et al,” where 5% with abnormal uterine bleeding turned out to be adenomyosis.

Compared to other studies by Rizvi et al,**

the result is different from us, where adenomyosis was found in 46,34%
samples; where they conclude that adenomyosis was found to be the commonest cause of abnormal uterine bleeding.
Several risk factors contribute to adenomyosis, including age were between 40-50 years old and multiparity. Other

factors such as smoking, tamoxifen treatment remain controversial. %

Progestin Effect

In our study, there are 6.89% of total samples have a histopathological diagnosis of progestin effect. No absolute
data hasn’t been found in other studies. Women who used progestin contraceptive methods that have abnormal
uterine bleeding is treated with supplemental estrogen to stabilize the endometrium, or using Non-steroidal anti-

inflammatory drugs to decrease endogenous prostaglandins if the bleeding still exist.?®

Proliferation with A glandular and Stromal Breakdown

Ten patients were identified with a proliferative disorder with a glandular and stromal breakdown (11.49%). Six
of them were aged below 40 and the remaining were aged between 40-55 years old. Endometrial glandular and
stromal breakdown (EGBD) is recognized by the pattern of stromal collapse as well as the disrupted glands. With
breakdown and bleeding, fragmented glands lose the stroma that should be present between intact glands.?’” In Japan
study by Norimatsu Y, during 7 years period 144 cases for which histopathological diagnoses were obtained

following endometrial curettage. Thirty-two cases of EGBD (patients aged 30-67, average 49.6%) was founded.?®

Abnormal Secretion
The Abnormal secretory phase leads to AUB. We found three cases out of the entire population (3.44%). In
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previous studies, they found 66% that manifested in various bleeding pattern.**Another study found only six cases
(4.7%) secretory disorder that leads to AUB. Abnormal secretion is one of the functional issues. The bleeding occurs

because of the dysfunctional issue of ovulatory cycle.”

V. CONCLUSION

Endometrial biopsy and curettage were done to diagnose women with abnormal uterine bleeding, which is the
most common symptom found located in Semarang, Indonesia. The histopathological patterns in abnormal uterine
bleeding have various results from normal to malignancy. From our study, we concluded that hyperplasia
endometrium is the commonest cause of abnormal uterine bleeding. Hyperplasia has tended to be malignant, but in
reality, the incidence of adenocarcinoma is low.

Conflicts of Interest

The authors affirm no conflicts of interest in this study.

Funding Sources

Nil.

ACKNOWLEDGMENT
This work would not have been possible without support from the Department of Obstetrics and Gynecology and
Department of Pathology K.R.M.T Wongsonegoro General Hospital, Semarang. We are very grateful to all of those

with who we have had the pleasure to work during this project.

REFERENCES

[1] Whitaker L, Critchley HOD. Abnormal uterine bleeding. Best Practice & Research Clinical Obstetrics &
Gynecology. 2016, 34:54-65.

[2] Cheong Y, Cameron IT, Critchley HOD. Abnormal uterine bleeding. British Medical Bulletin. 2017,
123:103-114.

[3] Sun Y, Wang Y, Mao L, Wen J, Bai W. Prevalence of abnormal uterine bleeding according to the new
International Federation in Gynecology and Obstetrics classification in Chinese women of reproductive
age. Medicine. 2018, 97:31.

[4] Pinkerton JV. Abnormal Uterine Bleeding due to Ovulatory Dysfunction (AUB-0O). University of Virginia
Health System. Last review Jul2019.

[5] Dickerson KE, Menon N, Zia A. Abnormal uterine bleeding in young women with blood disorders. Pediatr
Clin North Am. 2018;65(3):543-560.

[6] Rastogi A. Abnormal uterine bleeding. National Health Portal India.2017.

[7] Saheta A, Hariharan C, Sharma U. Abnormal uterine bleeding. Journal of dental and medical sciences.
2014; 13: 63-7.
[8] Gerald Dafe Forae, Jonathan Umezuluike Aligbe. Histopathological patterns of endometrial lesions in

Patients with Abnormal Uterine Bleeding in a Cosmopolitan population. Journal of Basic and Clinical
Reproductive Science 2013; 2: Issue2.

[9] Ghani NA, Abdulrazak AA, Abdullah EM. Abnormal uterine bleeding: A histopathological study. Diyala
journal of medicine. 2013;4 (1):55-60.

[10] Palmer JE, Perunovic B, Tidy JA. The obstetrician & gynaecologist: review endometrial hyperplasia.
United Kingdom: Royal College of Obstetrician and Gynaecologists. 2018; 10: 211-216.

[11] Reed SD, Newton KM, Clinton WL, Epplein M, Garcia R, Allison K, Voigt LF, Weiss NS. Incidence of
endometrial hyperplasia. American journal of obstetrics and gynecology. 2009 Jun 1; 200(6): 678-¢1l.

DOI: 10.37200/1JPR/V2415/PR201911
Received: 18 Feb 2020 | Revised: 12 Mar 2020 | Accepted: 23 Mar 2020 2125



International Journal of Psychosocial Rehabilitation, Vol. 24, Issue 05, 2020
ISSN: 1475-7192

[12]

[13]

[14]
[15]
[16]

[17]

[18]

[19]
[20]

[21]
[22]
[23]

[24]

[25]

[26]
[27]

[28]

Dolanbay M, Kutuk MS, Uludag S, Bulut AN, Ozgun MT, Ozcelik B, Serin IS. Concurrent endometrial
carcinoma in hysterectomy specimens in patients with histopathological diagnosis of endometrial
hyperplasia in curettage specimens. Ginekologia Polska. 2015; 86 (10).

Lacey JV, Sherman ME, Rush BB, Ronnett BM, Loffe OB, Duggan MA et al. Absolute Risk of
Endometrial Carcinoma during 20-Year Follow-Up Among Women With Endometrial Hyperplasia.
American Society of Clinical Oncology: Journal of Clinical Oncology. 2010; 28: 788 -792.

Allison KH, Reed SD, Voigt LF, Jordan CD, Newton KM, Garcia RL. Diagnosing Endometrial
Hyperplasia: Why is it so difficult to agree? National Institutes of Health. 2008; 32(5):691-698.

Gawron I, Loboda M, Babczyk D, Ludwin I, Basta P, Pitynski K, Ludwin A. Endometrial cancer and
hyperplasia rate in women before menopause. 2017; 74(4): 139- 43. PMID: 29696944,

Jairajpuri Z S, Rana S, Jetley S. Atypical uterine bleeding-Histopathological audit of endometrium a study
of 638 cases. US National Library of Medicine enlisted journal. Al Ameen J Med Sci. 2013; 6 (1): 21-28.
Snehkiran, Abhilashi K, Tiwary B, Sinha A, Parwina P. Clinicopathological observation of abnormal
uterine bleeding in peri-menopausal age female. International Journal of Clinical Obstetrics and
Gynaecology. 2019; 3(1): 136-138

Braun MM, Overbeek-Wager E, Grumbo RJ. Diagnosis and management of endometrial cancer. American
family physician. 2016 Mar15; 93(6):468-74.

Endometrial cancer. The American College of Obstetricians and Gynecologists. February 2019
SinykinMB, Goodlin RC, Barr MM. Irregular shedding of the endometrium. American Journal of
Obstetrics and Gynecology. 1956, 5(71): 990-1000.

Doraiswami S, Johnson T, Panicker VK. Study of Endometrial Pathology in Abnormal Uterine Bleeding. J
Obstet Gynaecol India. 2011 Aug: 61(4): 426-430.

Meena N, Meena S. Correlation between histology and bleeding pattern in a case of AUB and risk factors
analysis of AUB in the reproductive age group. J Med Sci Clin Res. 2017 (5): 24629-24634.

Bhosle A, Fonseca M. Evaluation and histopathological correlation of abnormal uterine bleeding in
perimenopausal women. 2010. Bombay Hospital Journal; 52(1)

Rizvi G, Pandey H, Pant H, Chufal SS, Pant P. Histopathological correlation of adenomyosis and
leiomyoma in hysterectomy specimens as the cause of abnormal uterine bleeding in women in different age
groups in the Kumaon region: A retrospective study. J Midlife Health.2013 Jan-Mar;4(1):27-30

Taran FA, Stewart EA, Brucker S. Adenomyosis: Epidemiology, risk factors, clinical phenotype and
surgical and interventional alternatives to hysterectomy. Geburtshilfe Frauenheilkd. 2013 Sep; 73(9): 924-
931

Schrager S. Abnormal uterine bleeding associated with hormonal contraception. American family
physician. 2002 May 15; 65(10): 2073.

Mazur MT, Kurman RJ. Dysfunctional uterine bleeding: diagnosis of Endometrial Biopsies and Curettings,
Springer-Verlag, New York. 1995; 89-108.

Norimatsu Y, Shimizu K, Kobayashi TK, Moriya T, Kaku T, Tsukayama C, Miyake Y, Ohno E.
Endometrial glandular and stromal breakdown, part 2: cytomorphology of papillary metaplastic changes.
Diagnostic cytopathology. 2006 Oct; 34(10): 665-9.

DOI: 10.37200/1JPR/V2415/PR201911
Received: 18 Feb 2020 | Revised: 12 Mar 2020 | Accepted: 23 Mar 2020 2126



