CLINICAL AND DIAGNOSTIC ASPECTS OF ABNORMAL
UTERINE BLEEDING IN REPRODUCTIVE AGED WOMEN

WITH EXTRAGENITAL PATHOLOGY

INTRODUCTION

Abnormal uterine bleeding (AUB) occupies one
of the central places among gynecological prob-
lems [1]. AUB frequency depends to a large extent
on age: it is much more common in adolescence
and in patients over 50 and in 30% of reproductive
age women [2]. World prevalence of AUB is not
the same, which is probably due to the standard
of patients’ living, material and technical base of
medical institutions for modern differential diag-
nosis, as well as the specialists’ qualifications [3].
Statistics show that a significant number of wom-
en with AUB do not seek medical care even if it
is available. AUB, developing in the reproductive
period and not associated with pregnancy, is char-
acterized by an increase in the menstruation dura-
tion, significant blood loss, or an increase in bleed-
ing episodes [4, 5]. Long-term AUB associated with
asthenic syndrome, anemia, fatigue, depression
development, a significant decrease in labor pro-
ductivity, disrupt normal daily life, resulting in a
significant deterioration in the life quality of wom-
en with a simultaneous increase in the burden on
the health care system [6, 7].

Both gynecological and extragenital pathology
are of great importance in the etiopathogenesis
of AUB. The reason for this lies in the endometri-
um ability as a hormone-dependent target organ
to respond to any changes in the hormonal body
status as a whole, and is also associated with the
participation of various organs and systems in the
metabolism of sex hormones [8, 9]. There is also an
interdependence of other organs and systems in
the reproductive system functioning: cardiovas-
cular system, endocrine function and metabolism.
Thus, in hypertension, there is a tendency to hy-
percoagulability, which contributes to the rapid
depletion of coagulation factors and disseminated
intravascular coagulation; vasospasm disrupts the
blood supply to the vascular wall; increased pres-
sure directly has an adverse effect on the vascu-
lar wall, which aggravates bleeding. Secondary to
metabolic endocrine disorders, in particular obesi-
ty, dyslipidemia causes atherosclerotic damage of
the vascular wall; an increase in leptin leads to hy-
perinsulinemia and insulin resistance, hyperglyce-
mia as a result of various hormonal and metabolic
disorders has a vasospastic, damaging effect on
the vascular wall and an increase in the thrombo-
genic potential of the endothelium, aggravating
bleeding [10-15].
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Approximately 20% of patients with AUB suffer
from bleeding disorders [16]. Von Willebrand dis-
ease and platelet dysfunction are the most com-
mon coagulopathies associated with AUB [17].

AUB can be triggered by a variety of medi-
cal procedures and/or prescriptions. Hormonal
contraceptives are a common cause of iatrogen-
ic uterine bleeding [18]. Other causes include
non-contraceptive hormone therapy, the use of
drugs that interfere with the function or synthesis
of sex steroid hormones (e.g. tamoxifen), antico-
agulants and dopamine antagonists (e.g. tricyclic
antidepressants) [19].

Factors influencing the development of AUB can
include infectious diseases, climate change, intoxi-
cation, harmful working conditions, acute/chronic
stress, changes in the nature of nutrition, loss or
increase in body weight [20].

Thus, in order to achieve the menstrual cycle
normalization and prevention of AUB, it is nec-
essary to impact all links of AUB pathogenesis, in
particular, the hormonal background, factors of
hemostasis and local factors that regulate the en-
dometrium functioning.

Study objective: to determine the clinical and
diagnostic features of AUB in women of reproduc-
tive age with extragenital pathology.

MATERIALS AND METHODS

The study involved a retrospective assessment
of 400 case histories of reproductive aged women
with AUB who underwent inpatient treatment at
the communal non-profit enterprise “City Materni-
ty Hospital No. 1" of Kharkiv City Council (clinical
base of the Department of Obstetrics, Gynecology
and Pediatric Gynecology, Kharkiv National Med-
ical University, Kharkiv, Ukraine) for the period
2015-2019.

The main clinical group (1) consisted of 300 case
histories of women with AUB and concomitant ex-
tragenital disorders, control group (ll) comprised
100 case histories of somatically healthy women
with AUB.

Selection of case histories was carried out accord-
ing to the following inclusion criteria: age 18-45
years, presence or absence of extragenital diseases,
complaints of menstrual disorders, such as uterine
bleeding for more than 8 days, and/or with a vol-
ume of more than 80 ml, and/or with an interval
of less than 24 days, or more than 4 episodes in 90
days [18, 21], body mass index 18-40 kg/m?.
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The exclusion criteria were: no menarche or menopausal status,
hysterectomy, oophorectomy, pregnant and lactating women.

All women underwent ultrasound examination with Doppler
mapping to assess the condition of the pelvic organs according
to the standard technique with a MINDRAY M8 ultrasound scan-
ner using abdominal and vaginal convex transducers with a fre-
quency of 3.5-7.5 MHz [22, 23].

All women underwent hysteroscopy and/or separate diag-
nostic curettage with further morphological assessment of the
endometrium state [24, 25]. The diagnosis of atypical endome-
trial hyperplasia and/or endometrial polyps was histologically
confirmed.

All examined women were consulted by related specialists for
the diagnosis of extragenital disorders.

In terms of evidence-based medicine the study is categorized
as “case series”. Statistical data analyzed with general-purpose
data processing software package “Statistic for Windows"” ver-
sion 6.1. Interval scale data are presented as M + m, where M is
the sample mean; m is the error of mean. Frequency analysis was
used to represent the data on the nominal scale.

STUDY RESULTS AND DISCUSSION

The average age of patients in both groups was 32 + 14 years.
The most common extragenital pathology was diseases of the
circulatory, endocrine and digestive systems (Table 1).

Table 1. Extragenital pathology in women with AUB

Extragenital pathology Incidence
Circulatory diseases
« hypertonic disease 80 (26%)
« varicose veins of the lower extremities 97 (32.3%)
Digestive diseases
« chronic cholecystitis 15 (5%)
« chronic gastritis 87 (29%)
+ cholecystectomy 8 (2.6%)
- chronic colitis 11(3.6%)
« chronic pancreatitis 9 (3%)
Genitourinary diseases
+ chronic pyelonephritis 23 (7.6%)
« chronic cystitis 18 (6%)
Endocrine diseases
- obesity 143 (47.6%)
« nodular goiter 12 (4%)
« diabetes 27 (9%)
Respiratory diseases

- chronic tonsillitis 31(10.3%)

- chronic bronchitis 15 (5%)
Nervous diseases

- multiple sclerosis 1(0.3%)
Diseases with impaired nervous requlation

of the circulatory system

- somatoform autonomic dysfunction 46 (15%)

Moreover, 123 patients (41%) had concomitant hyperten-
sion and obesity, 76 (25.3%) had obesity and varicose veins, 53
(17.6%) had somatoform autonomic dysfunction and chronic
gastritis, 39 (13%) had obesity and diabetes mellitus, 24 (8%) had
chronic gastritis and obesity.

Assessment of past histories showed that most frequently the
patients had chickenpox, measles, rubella, mumps, hepatitis A,
SARS. There was no statistically significant difference in the in-
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cidence of these diseases in the histories between the clinical
groups (p <0.05). Attention was drawn to the high incidence of
gynecological diseases in all examined patients. Evaluation of the
gynecological history and comprehensive physical examination
established a significant excess of the incidence of gynecological
disorders, against the background of which AUB developed in
patients with extragenital diseases (p <0.05) (Table 2).

Table 2. Gynecological pathology in clinical groups 1 and Il

Gynecological diseases Clinical group | Clinical group Il
Uterine fibroids 75 (25%)* 15 (15%)
Adenomyosis 53 (17.6%)* 9(9%)
Polyps of the uterine cavity 6 (2%)* 2(2%)
QOvarian endometriosis 19 (6.3%)* 4 (4%)
Functional ovarian cysts 16 (5.3%)* 12 (12%)
Inflammatory diseases of the genitals 72 (24%)* 19 (19%)
4 (14%)

Dysmenorrhea 23 (7.6%) 1
Cervix diseases 4(1.3%)* -
*p <0.05 compared with the control group

Most often, gynecological disorders in clinical groups included
uterine fibroids, inflammatory diseases of the pelvic organs, ade-
nomyosis and dysmenorrhea syndrome.

To establish the cause of AUB and select the most rational
treatment tactics, all patients underwent a clinical blood test, co-
agulogram, hormonal profile (Table 3), ultrasound of the pelvic
organs (transvaginal and/or abdominal) to assess the endo- and
myometrium. Doppler study was used to obtain additional in-
formation on the nature of the endometrium and myometrium
disorders.

Hysterography was performed with a therapeutic and diag-
nostic purpose, especially in cases where the information con-
tent of transvaginal ultrasound was insufficient, as well as, if
necessary, to clarify the state of the uterine cavity and focal in-
trauterine disorder.

Table 3. Laboratory indices in clinical groups I and Il

Laboratory indices Clinical group | Clinical group Il
Hemoglobin, 10 g/I 91+ 20 117£9
Platelets, 10™/1 180+ 30 210430
Prothrombin index, % 80+ 20 85+15
Fibrinogen, g/I 24404 29+09

AUB was complicated by anemia of varying severity in 176
(58.6%) women.

Coagulogram indices remained within the normal range in
group ll, while in group | there was a slight decrease in these in-
dicators.

Ultrasound examination showed an endometrial hyperplasia
in all examined women. The endometrial thickness was 26 + 8
mm. Endometrium structure did not correspond to the middle
stage of the secretion phase in 123 (41%) patients in group | and
47 (47%) women in group Il. There was a pronounced three-layer
structure of the endometrium with a diffuse increase in the den-
sity of the functional layer on the border with the basal one. This
picture corresponded to the periovulatory state of the mucous
membrane of the uterine cavity, which is characteristic of acute
active glandular hyperplasia of the endometrium.
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Endometrium structure corresponded to chronic active glandu-
lar hyperplasiain 107 (35.6%) women in group | and 22 (22%) wom-
en in group Il. Mucous membrane was characterized by a uniform
increase in density and a homogeneous structure, a high-density
dividing strip was observed in the center, and an echo-negative
rim along the periphery. This condition of the mucous membrane
indicated the predominance of proliferative processes.

In 41 (13.6%) women in clinical group land 17 (17%) women in
clinical group I, against the background of increased thickness
and increased echogenicity of the endometrium, zones of de-
creased echo density of a heterogeneous shape were observed,
which made the structure of the endometrium seemed hetero-
geneous. This ultrasound picture was typical for glandular cystic
hyperplasia of the endometrium.

Single point color vascular signals were determined when per-
forming Doppler mapping in the basal layers of the endometri-
um. The vascular resistance index was 0.43 £ 0.04.

In 22 (7.3%) women in group | and 8 (8%) women in group Il
there were a single and multi-natural echo-negative inclusions
in the endometrial structure against the background of a regu-
lar shaped hyperechoic structure of the endometrium with clear
even contours of various diameters from 2 to 8 mm, which corre-
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Irregular rounded shape formations with clear contours from
3 to 10 mm were visualized in 7 (2.3%) women in group | and
6 (6%) women in group Il with small areas of low density sur-
rounded by hyperechoic rims, which was regarded as a glandular
fibrous polyp.

Color Doppler mapping detected a vascular signal in the area
of the polyp pedicle, and the resistance index was 0.45 + 0.02.

Thus, according to ultrasound data the most common endo-
metrial disorder in women of clinical group | was glandular hy-
perplasia of the endometrium.

CONCLUSION

A retrospective assessment of case histories showed a high
AUB prevalence among women with extragenital pathology,
which is a clinical indicator of major menstrual disorders in this
category of patients and can be a serious problem for women's
health in general. The need to study the prevalence and identi-
fy the main risk factors for AUB development will make it possi-
ble to provide a general strategy for it prevention, improve the
reproductive potential of women and avoid serious abnormal
changes in the process of fulfilment of the reproductive function
in young women.

sponded to the structure of the glandular polyp.
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Study objective: to determine the clinical and diagnostic features of the abnormal uterine bleeding (AUB) in women of reproductive age with extragenital pathology.

Materials and methods. The study involved a retrospective assessment of 400 case histories of reproductive aged women with AUB who underwent inpatient treatment.

The main clinical group (1) consisted of 300 case histories of women with AUB and concomitant extragenital disorders, control group (ll) consisted of 100 case histories of somatically healthy
women with AUB. An ultrasound scan with Doppler mapping was performed to assess the pelvic organs. All women underwent hysteroscopy and/or separate diagnostic curettage with further
morphological assessment of the endometrium.

Results. The most common extragenital disorder was diseases of the circulatory system and endocrine system, diseases of the digestive system. 123 patients (41%) had concomitant hypertension
and obesity, 76 (25.3%) — obesity and varicose veins, 53 (17.6%) — somatoform autonomic dysfunction and chronic gastritis, 39 (13%) — obesity and diabetes mellitus, 24 (8%) — chronic
gastritis and obesity. AUB was complicated by anemia of varying severity in 176 (58.6%) women. According to ultrasound data the most common endometrial disorder in women of group | was
glandular hyperplasia of the endometrium.

Conclusion. A retrospective analysis of case histories showed a high prevalence of AUB among women with extragenital pathology, which is a clinical indicator of major menstrual disorders in this
category of patients and can be a serious problem for women's health in general. The need to study the prevalence and identify the main risk factors for the AUB development will make it possible
to provide a general strategy for its prevention, improve the reproductive potential of women and avoid serious abnormal changes in the process of fulfilment of the reproductive function in young
women.

Keywords: abnormal uterine bleeding, extragenital pathology, reproductive age, ultrasound examination, Doppler imaging, hysteroscopy, diagnostic curettage.

KNHIKO-AIATHOCTIYHI ACTEKTIA AHOMAJIbHIX MATKOBIX KPOBOTEY Y XIHOK PEMPOAYKTUBHOTO BIKY 3 EKCTPATEHITATIBHOIO MATOJOTIEND

1.0. TyukiHa, 4. Mea. H., npodecop, 3aB. kadeapy akyLLepCTBa, FiHexonorii Ta AUTAYOI rikexonorii Xapkiscbkoro HMY, m. Xapkia
J1.A. BuriBcbKa, 1. Men. H., JOLEHT Kadeap akyLuepcTa, riHekonorii Ta AuTAYoi riHekonorii Xapkiscokoro HMY, M. Xapkis

€.B. bnaroBeLeHCbKIIA, K. Me. H., IOLEHT kadepu akyLuepcTBa, riHexonorii Ta autAvof riHekonorii Xapkiscokoro HMY, m. Xapkis
P.€. bnaroBeLeHCbKII, acnipaHT Kadenpi akyLuepcTea, riekonorii Ta AuTAYOi riHekonorii Xapkiscokoro HMY, M. Xapkis

MeTa: BIU3HaueHHA KniHiKo-AiarHOCTUYHIX 0C0BAMBOCTel aHOMaNbHYX MaTKOBIX KpoBOTEY (AMK) y XiHOK penpoyKTiBHONO BiKy 3 eKCTpareHiTanbHo natonorieto.

Martepianu Ta meTogy. lpoBeeHo peTpocneTuBHIiA aHani3 400 icTopiil xBopo6U XIHOK PeNpOLYKTUBHOO BIKY, AKi nepebyBany Ha cTauioHapHomy nikyBatHi 3 npusoay AMK. OcHoBHy
kniniury rpyny (1) cknanu 300 icTopiid xBopoby XiHok i3 AMK Ta HasBHICTIO CynyTHbOT eKcTpareHiTansHoi natonorii, rpyny koutponio (1) — 100 icTopiii XBopo6u coMaTHuHO 30POBYX KiHOK
3 AMK. [in owiHkv CTaHy oprariB mManoro Ta3a byno nposeaeo Y3/| 3 sonnepomerpuuHim kaptyBaxHAM. Bciv XiHkam Oyna BUKoHaHa ricrepockonia Ta/abo po3ginbHe JiarHocTnuHe
BULLKPIOAHHA 3 MOZANbLLIOK MOPGONOMIUHOI0 OLHKOIO CTaHY eHLOMETPIA.

Pe3ynbratu. EKcTpareHiTanbHoto natonorielo, Aka 3yCTpiuanaca Haituacrilue, by 3axBOPIOBAHHA CHCTEMI KDOBOOGITY T EHAOKPUHHOT CACTEMM, XBOPOOU OpraHiB TpanenHa. Y 123 nauieHTok
(41%) oaHoUaCHO 3ycTpiYanucA apTepianbHa rinepTeH3ia i 0XupikkA, y 76 (25,3%) — 0XUPIHKA | BapuKo3He po3LLnperHa BeH, y 53 (17,6%) — comatohopmHa BereTaTBHa ANCOYHKLIA i
XPOHIYHWI racTpu, y 39 (13%) — 0XUPIHHA | LyKpoBWiA AiabeT, y 24 (8%) — XpOHiUHuiA racTpuT i oxupikHA. Y 176 (58,6%) iHok AMK ycknagHnmuca aHemielo pisHoro crynea Taxkocti. 3a
JAaHunu Y3[1, y iHok | rpynu HaiuacTilioto naonorieto byna 3an03cTa rinepnnasia eHgomerpia.

BuctoBok. [TpoBeseHwii peTpocneKTHBHIIA aHani3 icTopiii XBopo6u NoKka3as BICOKY MotmpeHicTb AMK cepesi iHOK i3 eKCTpareHiTanbHO Natonorieto, (1o € KNIHIYHIM iHAMKATOPOM OCHOBHIAX
PO3NaJ1iB MEHCTPYanbHOI GYHKLT y AaHOT KaTeropii XBOpIX i Moe byTu cepiio3Hot Mpo6nemolo AnA XiHouoro 310poB'A B Linomy. HeobXiaHiCTb BUBUEHHA MOLLIMPEHOCTI Ta BUABAEHHA
OCHOBHUX (GaKTOPIB p3nKy po3euTKy AMK AacTb MOXMUBICTb NepeabaunTyi 3aranbHy CTpaterito NPpoGinaKTIAKY AaHOT NaTonorii, NoAINWMTIA PEnpoayKTUBHIIA MOTEHLiaN XIHOK | YHUKHYTI
(epIi03HYX NATONOTUHYX 3MiH B NPOLIEC peanizauii penpoayKTUBHOT GYHKLT y MONOAIX IHOK.

KntouoBi c1ioBa: aHOManbHa MaTkoBa KpOBOTEYa, EKCTPareHiTabHa NaTonoria, penpoayKTUBHWI BiK, yNbTPa3ByKOBE AOCTIMKEHH, A0NIePOMETPUYHE KapTyBaHHS, ricTepockonis,
JiarHOCTUYHe BILUKPIOaHHA.

KNWHIKO-LWNATHOCTUYECKIE ACTIEKTB! AHOMATIbHbIX MATOYHBIX KPOBOTEYEHII Y EHLLWH PEMPOZLYKTUBHOTO BO3PACTA C KCTPATEHUTATIbHOI MATONOTMEN

I1.A. TyukwHa, 4. MeA. H., npodeccop, 3aB. kadeapoii akyLLIepCTBa, FHeKonorn 1 AETCKoi ruHekonoruu Xapbkosckoro HMY, r. Xapbkos
J1.A. BbiroBckas, . Mef. H., IOLEHT Kageapbl akyLIepcTsa, FMHeKonorui v AeTCkol ruHekonoruy Xapbkosckoro HMY, r. Xapbkos

E.B. BnaroBeLweHckuiA, K. MeA. H., JOLeHT Kadeapbl akyLLepcTBa, MIHEKONOTY 1 AETCKOIA rHekonorn Xapbkosckoro HMY, T. Xapbko
P.E. bnaroBeLLeHCKWIA, acnupaHT kadeapbl akyLLepCTBa, MIHEKONOTY 1 ETCKOIA ruHekonorn Xapbkosckoro HMY, r. Xapbko

Llenb: onpezienetiiie KMHIKO-AMArHOCTULECKHX 0COBEHHOCTEN! aHOMaTTbHbIX MATOUHbIX KpoBoTeueHHii (AMK) y eHuuuH penpoayKTUBHOMO BO3PACTa € KCTPAreHUTANbHON MaTonorueii.

Marepuanbl u meToabl. [poseaeH perpocnexTvBHbIi aHanu3 400 ncTopuii 60N1e3H# XeHLLMH PenpozyKTUBHOMO BO3PACTa, HaXOABLUMXCA Ha CTaLloHapHOM NieyeHui no nosogy AMK.
OctoBHyto KnuHudeckyto rpynny (1) cocrasuni 300 uctopuii 6onesHin e ¢ AMK 1 Hannumem conyTcTByloLLeit SKCTpareHuTanbHoii natonoriu, rpynny kouTpond (1) — 100 nctopuia
0one3Hy comaTnuecki 310poBbIX XerLLuH ¢ AMK. [lna oLeHKm cocToaHuA opraHoB Manoro Tasa 6bino nposeaeHo Y3W ¢ sonnnepomeTpuyeckiv KapTupoBaHiem. Bcem xerLunHam bina
BbINOHEHa MVICTEPOCKONIS /W PasaeNbHoe AUarHoCTUYeCKoe BbickabnuBaue ¢ AanbHerilueit Mopgoornieckoil OLEHKOI COCTOAHNA SHAOMETPUA.

Pe3ynbratbl. Hanbonee yacto BCTpeyaloLLieiica 3KCTpareHTanbHov natonoriielt Obini 3a00neBaHIA CUCTeMbl KpOBOOOPALLEHNA 1 SHAOKPUHHOI CUCTeMbl, 071e3H1 OPraHOB NILLEBAPEHNA.
Y123 nauvenTox (41%) 0AHOBPEMEHHO BCTpeYanych apTepuanbHad runepTeH3ua v oxinpenie, y 76 (25,3%) — oxmpetue v Bapuko3Hoe paciumpetie Bet, y 53 (17,6%) — comatodopmHan
BereTaTvBHaA AUCOYHKUNA U XpOHUUeCKiii ractpuT, y 39 (13%) — oXupeHve u caxapHblit Anaber, y 24 (8%) — xpoHuueckwmii racTpuT 1 oxupetme. Y 176 (58,6%) xeHwwmuH AMK ocnoxHunocs
aHemuelt pa3ninyHoii crenexy TaxecTy. Mo AaHHbiv Y3, y eHuwuH | rpynnbl Havbonee YacToii natonorueii Gbina enesuctad runepnnasud 3HIOMeTpuA.

BbiBop. MpoBezeHHbIli PETPOCTIEKTIBHBII aHaNU3 UCTOPUil 60ME3HI MOKa3an BbICOKYH0 pacnpocTpaHeHHoCTb AMK Cpeay XKeHLIMH € 3KCTpareHuTanbHoli natoniorviel, uTo ABNAETCA
KAVHUYECKIAM MHANKATOPOM OCHOBHIX PACCTPOMCTB MEHCTPYANIbHOM GYHKLMY Y IaHHOi KaTeropuin 601bHbiX 1 MOXKET 6biTb Cepbe3HOii MpobAeMOii JA XKEHCKOT0 310POBbA B LENIOM.
HeobxoaumocTb 13y4eHua pacnpocTpaHEHHOCT 1 BLIABIIEHNA OCHOBHIX GaKTOPOB picka pa3suTita AMK AacT BO3MOXHOCTb NPeAYCMOTPETb 00LLYI0 CTPATErMio NPOGUIAKTUKI AaHHOM
NaTONOrUY, YNy4LUITL PENnpOAYKTUBHbIA MOTEHLIMAN XEHLLMH 1 U368XaTb Cepbe3HbIX NATOAOTMUECKYX U3MEHEHHI NPy peani3aliui penpoayKTUBHOM GYHKUMM Y MONOZbIX EHLLUH.

KntoueBble coBa: aHoMasnbHoe MaTouHoe KPOBOTEYEHINE, SKCTPAreHUTaNNbHAA NaToNOrnA, pEHDO,ClyKTVIBHbIVI BO3pacT, yNbrpd3ByKOBOE UCCNEA0BaHIE, ONMIEPOMETPUYECKOE KAPTUPOBAHUE,
TNCTEPOCKONNA, ANArHOCTUYECKOE BbICKaONMBaHME.
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