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The substantiation of differentiated therapy

of the combined disgormonal pathology of
reproductive organs in women of reproductive age
with comorhbid conditions

S.0.Shurpyak
Danylo Halytskyy Lviv National Medical University

The objective: substantiation of the differentiated therapeutic approaches to the treatment of the combined dyshormonal pathology of the
reproductive organs, taking into account the comorbidity of the patients.

Materials and methods. The study involved 300 women of reproductive age (20 - 42 years, an average of 29.9+5.6 years). The examination
included ultrasonographic examination of the pelvic organs, mammary glands, thyroid gland, determination of the levels of pituitary tropic
hormones and ovarian steroid hormones, thyroid hormones, antibodies to thyroperoxidase, serum levels 25 (OH) D.

Results. Obesity of varying degrees was observed in 31.0% of the patients examined. The prevalence of autoimmune thyroiditis in patients with
a dyshormonal pathology of the reproductive system was 36.0%, and subclinical hypothyroidism was diagnosed in 21.3% of women, but among
patients with autoimmune thyroiditis, the incidence of subclinical hypothyroidism was 59.3% with 3.7% of manifest hypothyroidism. Insufficiency
of vitamin D was detected in 34.0% of patients with dyshormonal pathology, vitamin D deficiency in 44.3%, severe deficit in 21.7%.

Conclusions. The use of complex differentiated pharmacotherapy for treatment of combin dyshormonal pathology of reproductive organs
with correction of comorbid states allows to achieve a higher efficacy in comparison with usual practice (normalization of MCs 97.2% at
73.3%, reduction of pain syndrome 94.7% at 60.6% and cyclic mastodynia — 93,9% at 43,9%, reduction of vegetative-vascular and non-
specific symptoms — 94,8+3,9% at 24,3+16,7%), to reduce the frequency of relapses during 6 months of observation from 14, 5% to 4.1%
(p=0.0128), to achieve the desired pregnancy without stimulants and the ART and ovulation in 64.1% of patients compared with 30.6%
(p=0.0079) in case of usual practice.

Keywords: combined dyshormonal pathology of reproductive organs, comorbidity, hormonal therapy, thyroid dysfunction, obesity, vitamin D.

OG6rpyHTyBaHHe AndepeHuiiioBaHol Tepanii NOEAHAHOT AUCrOPMOHaNIbHOT NaToNOorii PenpoAyKTUBHUX
opraHiB y XXiHOK penpoAyKTUBHOIO BiKy 3 KOMOPOGiAHUMU CTaHAMU
C.O. Wypnsik

Mema docnidscenns: o6rpyHTyBaHHs A ePeHIiIOBAHNX TEPANEBTUYHNX MT/IXO/IB Y JiKyBaHHi KOMGIHOBAHOT ANCTOPMOHAIBHOT TTATOJIOTIT pe-
MPOJLYKTUBHUX OPTaHiB 3 ypaxyBaHHIM KOMOPOiIHOCTI XBOPHX.

Mamepianu ma memoou. Y nocuizkerti 6pamu yuacts 300 jKiHOK perpoaykTuBHOro Biky (Bix 20 10 42 pokis, cepeniii Bik — 29,9+5,6 poky). O6cre-
SKEHHsI BKJIIOYAJIO YJIbTPAcOHOrpadiuHe J0CIi/PKEHHsT OPraHiB MaJioro Tasa, IPy/IHIX 37103, IIUTOHOIOHOT 371031, BU3HAYEHHs PIBHIB TPOITHUX FTOPMOHIB
rirnociza Ta CTepOiIHIX TOPMOHIB SIEYHNKIB, TOPMOHIB IIUTONOIGHOT 3a71031, AHTHTIJT 10 THPEONIEPOKCH/a3H, CupoBaTKoBoro pisHs 25 (OH) D.
Pesynvmamu. Oxupinis pistoro crynens Bimsnauanu y 31,0% obcreskenux. ITomupenicts ayToiMyHHOTO THPEOIANTY Y MAIIEHTOK 3 UCTOPMOHAIb-
HOIO [TATOJIOTIEI0 PEMPOAYKTUBHOI cucTeMu ctanoBuia 36,0%, a cyOkIiHiunmii rinoTipeos giarnoctysamm y 21,3% KiHOK, OJHAK cepe/l MAIliEHTIB 3 ayTo-
IMYHHHUM TUPEOTANTOM YacToTa CyOKJIiHIYHOTO MiIoTHpeo3y 3poctasa 10 59,3% mopisusito y 3,7% mnposisiB Manidecroro rinotnpeosdy. Henocraruicts
Bitaminy D Busiiena y 34,0% nariieHToK 3 CrOPMOHATIBHOIO TaToIorielo, Aedimut Bitaminy D —y 44,3%, Bupaskenuii gecdinmr — y 21,7%.
3axnrouenns. 3actocyBaHHs KOMILIEKCHOT ubepeHIiiiioBaHoi (hapmakoTepariii 1uist JiKyBaHHS KOMOIHOBAHOT IMCTOPMOHAJILHOI [IATOJIOTTT PEIPOLy K-
TUBHUX OPraHiB 3 KOPEKIIEI0 KOMOPOiZHUX CTaHIB J103BOJISE I0CATTH OiJIbIIl BUCOKOT e(heKTUBHOCTI IOPIBHSIHO 3i 3BUYANHOIO TIPAKTUKOIO (HOpMaJTiaiList
MC - 97,2% uporu 73,3% npu 3BudYaiiHiil PaKTHIL, 3HIKEHHsT 00IbOBOTO cutapomy — 94,7% nporu 60,6% Ta 1ukiivda Mmactoauis — 93,9% 1poru
43,9% 1ipu 3BHYAIAHI TPAKTHIL, 3MEHIIIEHHST BEFeTOCYIMHHUX Ta Hecrienudiganx cumroMis — 94,8+3,9% nporn 24,3£16,7%).

3acrocoBaHa Tepaltist J03BOJIMIIA IOCSATTH 3MEHIIEHHST YaCTOTH PEIM/UBIB IPOTSIroM 6 Mic criocrepeskers 10 4,1% ta gocsirnens 6akaHoi Barit-
Hocti 6e3 crumyisi oyJstiii Ta APT y 64,1% nanientox nopisusino 3 30,6% (p=0,0079) y pasi 3actocyBaHHs1 pyTHHHOT TPAKTHKH.

Knrouoei cnosa: xkombinosana 0uczopmMoHaIvbHa namoiozis penpooyKmueHux opzanie, KOMopOiOHicmb, 20pMOHAILHA MePanis, OUCHYHKUIsL uumo-
n00ionoi 3ano03u, oxcupinns, gimamin D.

O6ocHoBaHue auddpepeHLUpPOBaAHHOW Tepanum CoYeTaHHON ANCropMOHasIbHOW NaTosorum
PenpoayKTUBHbIX OPraHOB Y XXEHLLUH PEenpoayKTUBHOIMO BO3pacTa C KOMOPOUAHbIMU COCTOSTHUSIMU
C.A. Wypnsk

ITens uccnedosanus: obocnoBane 1 HEPEHIMPOBAHHBIX TEPANEBTHYECKUX MOAXO/0B B JIEUeHHH KOMOUHUPOBAHHOI IMCTOPMOHAIBHOIT MaTo-
JIOTHH PETTPOLYKTUBHBIX OPTAHOB € Y4ETOM KOMOPOUIHOCTH GOJIBHBIX.

Mamepuanvt u memoowvt. B viccienoBanun npunsiim yaactue 300 jKeHIUH penpoayKTuBHOro Bodpacta (ot 20 0 42 Jier, cpestHuii Bo3pact —
29,9+5,6 roza). O6caeoBane BKIIOYATIO YIbTPACOHOTpahUUecKe HCCIeI0BaHIe OPraHOB MAJIOTO Ta3a, TPYAHbIX JKeJjles, IUTOBUIHON JKele3bl,
olpesieieHNe YPOBHEH TPOIHEIX TOPMOHOB TNNO(MU3a ¥ CTEPOUIHLIX TOPMOHOB SIITYHUKOB, TOPMOHOB IITUTOBHU/THOI JKeJIe3bl, aHTUTEJI K THPeOIe-
pokcuase, ceiBopotouroro yposus 25 (OH) D.

Pesynvmamot. Oxupenvie paznnynoii crenenn ormedarnn y 31,0% obeseoBannbix. PacipocTpaneHHOCTh Ay TOMMMYHHOTO THPEOM/IUTA Yy TIAlli-
€HTOK C JIICrOPMOHAJILHOM T1ATOIOTHEl PENPO/LyKTHBHOIT ccTeMbl cocTaniisiia 36,0%, a cyOKIMHIYECKIi THITOTepro3 auarnoctuposann y 21,3%
JKEHIIIH, OJIHAKO CPE/IH TIAIIMEHTOK € Ay TOMMMYHHBIM THPEOU/IMTOM YACTOTa PA3BUTUS CYOKIMHUYECKOTO THIIOTEPHO3a BogpacTaia 10 59,3% 1o
cpasuenuio ¢ 3,7% nposiBiennii manndecruoro runorupeosa. Hegocrarounocrs Butamuna D obnapyskena y 34,0% naienTok ¢ IUCropMoHaib-
HO narosiorneit, feurmt Buramnua D — y 44,3%, Boipaskennsiit gedumur — y 21,7%.
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3axmouenue. [Ipumenenne KOMIUIEKCHO auddepeHimpoBanuoil (hapMakoTepanuu st JedeHust KOMOUHUPOBAHHON ANCTOPMOHAIBHOI T1ATO-
JIOTUH PENPOLYKTHBHBIX OPTaHOB ¢ KOPPEKI[Hell KOMOPOMIHBIX COCTOSIHUI TT03BOJISIET TOCTHYb HoJiee BBICOKOI 3(hHEKTUBHOCTH 10 CPABHEHHIO C
06braHOl mpaxTikoil (Hopmasmsaiust MC — 97,2% o cpasuenuio ¢ 73,3% 1pu 00bIYHOI IPaKTHKe, CHIDKeHKE 6osieBoro cuugapoma — 94,7% 1o
cpasHenuio ¢ 60,6% 1 rukmeckas Mactoaunust — 93,9% 1o cpaBHeHmio ¢ 43,9% npu 06BIYHOI IPAKTHKE, YMEHbIIIEHIE BET€TOCOCYAUCTBIX 1 He-

crerubnuecknx cuMnToMoB — 94,8+3,9% 1o cpasuenuio ¢ 24,3£16,7%).

Jlammast Tepariist o3BOJIIJIA JIOCTHYb YMEHbIIEH ST YaCTOTBI PEIMIMBOB B Tevenne 6 Mec Habmoenns /10 4,1% u jocTiskenist JkenaeMoii Gepemen-
Hoctu 6e3 crumyssanmn oyt 1 APT y 64,1% narenTox 1o cpasuenuio ¢ 30,6% (p=0,0079) B cirydyae mpuMeHeHHst Dy THHHON MPAKTHKU.
Kntoueevie cnosa: KoMGuHUPOBAHHAS OUCZOPMOHALLHASL NAMNOLOZUS. PENPOOYKMUBHDIX 0PZAHO8, KOMOPOUOHOCb, 20PMOHANILHAS MePanus, Ouc-

DynKyus wumosuonou ycenesol, oxcupenue, sumamui D.

enign, combined dyshormonal diseases of the female repro-

ductive system occupy a leading place in the structure of the
general gynecologic morbidity [1]. The urgency of the problem is
associated with the high prevalence of the combined pathology in
the female population, significant rejuvenation of patients, adverse
immediate and long-term consequences, frequent development on
the background of comorbid conditions, which are presented by
pathology thyroid gland (primarily hypothyroidism) and vitamin
D deficiency [2, 3, 4]. Dyshormonal combined (uterine myoma,
endometrial hyperplasia, adenomyosis, endometriosis, fibrocystic
breast disease) pathology is characterized by more severe clinical
manifestations, difficulties in diagnosing and selecting of optimal
therapeutic tactics, increasing risk of malignancy, significantly
worsens quality of life, and also increases the cost treatment. The
key problems of the combined dyshormonal pathology, which re-
quire an effective solution, are uterine bleeding, pain syndrome
(dysmenorrhea, dyspareunia, chronic pelvic pain), infertility and
miscarriage [2, 5]. Combined pathology usually leads to infertility
and requires recourse to assisted reproductive technologies.

At the heart of the combined dyshormonal proliferative dis-
eases of the female sexual sphere lies the commonality of etiol-
ogy and key pathogenetic mechanisms (hormonal, inflammatory,
molecular-genetic, etc.). Among the causes of the prevalence of
hormone-dependent diseases of the reproductive organs in eco-
nomically developed countries are the features of reproductive
behavior, stresses, metabolic disorders, genetic predisposition,
thyroid dysfunction, chronic inflammatory diseases of the genital
organs, impaired liver function, intestinal function, environmen-
tal factors and lifestyle. Complex hormonal relationships that oc-
cur in women with thyroid dysfunction, create the preconditions
for the emergence of not only monotopichnih hyperplastic pro-
cesses, but also simultaneous lesions of the majority of hormone-
dependent reproductive organs [2, 6].

Low level of vitamin D is considered as an independent predic-
tor of the formation and progression of obesity, insulin resistance,
PCOS, increased risk of endometriosis, uterine leiomyoma [7, 8, 9].
D-Hormone affects the reproductive organs directly, by binding
to receptors (VDR), and indirectly through stimulation of ster-
oid hormone synthesis and other effects. Antiproliferative and cell
differentiation-stimulating activity of vitamin D suggests its role
in the development and suppression of proliferative processes in a
number of organs, including reproductive (breast, ovaries, etc.) [1, 7,
10]. In some analysis based on epidemiological studies have shown
a decrease of 25-35% of malignant tumors of different localizations
risk at a concentration of 25 (OH) D 30 ng/ml [7, 11].

Management of patients with combined dyshormonal pathol-
ogy presents significant difficulties starting with the differential di-
agnosis. And the possibilities of drug treatment are limited by imper-
fection of information about pathogenesis, routine approach to the
choice of methods, the lack of a clear evidence base and an extensive
list of contraindications to hormone therapy [1, 2, 6, 12]. The ineffec-
tiveness of therapy causes a high incidence of surgical interventions,
which is associated with a loss of fertility, risks to life and health.
In this regard, early diagnosis, the ability to predict individual risk
for progression of disease, personification of therapeutic approaches
with regard to comorbidity remains an urgent problem. The problem
of comorbidity — the simultaneous presence of the pathology of two

or more organs or systems of the body, has been receiving increasing
attention in recent years. Despite the variety of definitions of co-
morbidity, which is presented in the literature, the most appropriate
is the definition in which, under the comorbid for a particular pa-
thology, we mean violations that occur in this pathology more often
than in the population and have some common etiological or patho-
genetic mechanisms [13, 14]. Comorbidity can manifest as type of
synthropy (simultaneous damage to organs and systems under the
influence of such pathogenetic factors) or interference (the occur-
rence of one disease under the influence of another) [14].

The influence of comorbid pathology on clinical manifestations,
diagnosis, treatment and prognosis of many diseases is individual,
but it is generally recognized that the interaction of diseases, age and
pathomorphosis leads to pathogenetic features of pathology, includ-
ing the reproductive system, complicates diagnosis, selection of opti-
mal treatment technologies and negatively affects quality of patients
life. Comorbidity is a serious aspect of reproductive health disorders
and rehabilitation requires changing diagnostic and therapeutic ap-
proaches from disease-centered approach to patient-centered ap-
proach based on an integral assessment of the patient [15]. Such ap-
proaches should include the diagnosis and management of patients,
taking into account the main aspects of life, risk factors, existing
diseases and quality of life, and predicting of treatment effectiveness
should be based on age grading, medical history, features of clinical
manifestations, evaluation of quality of life and reproductive plans of
patients, which led to the purpose of our work.

The objective: substantiate the differentiated therapeutic ap-
proaches to treatment of combined dyshormonal pathology of re-
productive organs, taking into account the comorbidity of patients.

MATERIALS AND METHODS

The study involved 300 women of reproductive age (20—42
years, an average of 29.9+5.6 years), residents of the Lviv region,
with verified combined dyshormonal pathology of the reproductive
organs. The study was conducted in accordance with the main pro-
visions of the ICH GCP and the Helsinki Declaration of the World
Medical Association «Ethical principles of medical research involv-
ing human subjects» (1964, 2008), the Council of Europe Conven-
tion on Human Rights and Biomedicine (2007) with the positive
conclusion of the Commission on bioethics of Danylo Halytskyi
Lviv National Medical University (protocol No.2 from 26.02.2018).

Complex examination included ultrasonographic (US) exami-
nation of the pelvic organs, mammary glands, thyroid gland, deter-
mination of pituitary hormone levels (FSH, LH, prolactin, TSH)
and ovarian steroid hormones (estradiol, progesterone, free testos-
terone index, AMG) in the dynamics of menstrual flow cycle (MC),
thyroid hormones (free T3 and T4), antibodies to tiroperoxidase
(ATPO), serum level of 25 (OH) D. Diagnosis of endometrium
pathology (hyperplasia, endometrial polyps) was based on the data
from US, hysteroscopy, morphological and immunohistochemical
examination of the material obtained with biopsy or fractional cu-
rettage of the uterine cavity, in the same time diagnosis of external
endometriosis, adenomyosis, uterine leiomyoma based on data set
from US, diagnostic / operative laparoscopy, metrosalpingography.

The criteria for inclusion in the study were reproductive age,
confirmed combined dyshormonal proliferative pathology of the
reproductive organs, absence of severe extragenital pathology, in-
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formed consent for participation in the study, exclusion criteria —
oncological pathology of any site, infiltrative retrocervical, genital
endometriosis, submucous leiomyoma of the uterus, presence of my-
omas more than 5 cm in diameter, infertility of tubal genesis, acute
urogenital infection, psychic disorder.The nature of the combined
dyshormonal pathology found in patients is shown in Table 1.

Morphological and immunohistochemical study of endome-
trial biopsies, shows pathology of the endometrium in 239 (79.7%)
women (Table 1). Endometrial hyperplasia (WHO classifica-
tion, 2014) was diagnosed in 189 (79.1%) cases, endometrial pol-
yps were detected in 50 (20.9%) women. Chronic endometritis
was verified immunohistochemically (detection of CD 138+) in
107 (35.7%) cases: in 21 (42.0%) cases in patients with endometri-
al polyps, in 69 (36.5%) women with endometrial hyperplasia and
in 17 (27.9%) of 61 patients without other endometrial pathology.

To assess the effectiveness of the proposed therapeutic and reha-
bilitation system the patients were randomized into two groups.

I (main) group included 180 women who received treat-
ment according to the developed differentiated program with
correction of comorbid conditions. The II group (comparisons)
included 120 patients receiving treatment according to common
practice. 50 healthy women without somatic and gynecological
pathology were included in the control group.

The primary point of effectiveness was the reduction of clinical
manifestations (dysmenorrhea, disorders of MC, mastalgia, masto-
dynia), a secondary point of effectiveness — the duration of the dis-
ease-free period after completion of therapy and tertiary point — the
onset of a desired pregnancy (observation for 6 to 12 months).

RESULTS AND DISCUSSION

The average age of the women in group I was 25.3+2.2 years
(20; 29 years), group IT — 35.3%3.3 years (30, 42 years) (Table 1).
76 (25.3%) and 52 (17.3%) patients complained only for viola-
tion of MC or pain syndrome, respectively. In most cases (172;
57.3%), there was a combination of complaints about violations
of the MC, dysmenorrhea, dyspraunia. Cyclic mastalgia and mas-
todynia (engorgement, increase in volume, increased sensitivity
and tenderness during palpation of the mammary glands in the
second phase of the MC) disturbed 155 (51.7%) patients.

Among the violations of menstrual function, which were
noted by 248 (82.7%) women, most often were observed irregu-
lar menstruation (81; 32.7%), hyperpolymenorrhea (77; 31.5%),
meager menstruation (28; 11.3%), smearing spotting before / af-
ter menstruation disturbed 62 (26.2%) women. Among the other
complaints expressed by the patients, weight gain for the last 2
years (137; 45.7%), a constant feeling of fatigue (99, 33.0%), peri-
odic headaches (89; 29.7%), violation sleep (77; 25.7%), sensation
of «puffiness» (56; 18.7%), cosmetic problems (hair loss, dry skin)
(61; 20.3%), vegetative-vascular disorders (tachycardia, numb-
ness and «coldness» of the hands and feet) (65; 21.7%).

The reproductive function was not realized in 151 (50.3%)
patients: 30 (19.9%) had not previously planned a pregnancy, pri-

mary infertility occurred in 52 (34.4%) cases, in 69 (45.7%) — sec-
ondary infertility. In the anamnesis of 67 (22.3%) women with
a history of habitual miscarriage, were observed term births (7;
10.5%), early (51;76.1%) and late (23; 34.3%) spontaneous mis-
carriages, very early premature births (22; 32.8%).

Assessment of mammary gland showed no changes (1 category ac-
cording to the BI-RADS system) in 122 (40.7%) patients, dyshormo-
nal benign breast dysplasia (BI-RADS category 2) in 158 (52.7%)
women, and in 20 (11.2%) patients Category 3 in the BI-RADS sys-
tem (the second examination was scheduled after 6 months).

Fatty tissue isan important link in the metabolism of sex steroids,
which affects the functioning of the reproductive system. Obesity
can be considered as a comorbid state in relation to the dyshormonal
proliferative pathology of the reproductive system, because excess
of fatty tissue, insulin resistance and hyperestrogenia are significant
risk factors for the development of proliferative processes [16]. Ex-
cess body weight (average BMI 27.7£1.1 kg/m?) was in 97 (32.3%)
patients, obesity of the I degree (average BMI 33.3+0.9 kg/m?) — in
68 (22.7%), obesity of the 2nd degree (average BMI 38.6+1.4 kg/
m?) in 25 (8.3%) women, overal obesity of different degree was ob-
served in 93 (31.0%) of the examined patients (Table 2).

In this case, the waist circumference (a marker of excess visceral
fat that is associated with the presence of insulin resistance) aver-
aged 94.3£2.7 ¢cm in 55.5% of obese patients, and the ratio of the
circumference of the waist to the hip circumference was 0.87+0,04.

Analysis of clinical studies in which the relationship between
dysfunction of the thyroid gland and reproductive function of
women has been studied allows us to state that underestimation
influences of thyroid gland function in the diagnosis and treat-
ment of gynecological pathology leads to an increase reproduc-
tive disorders in women and a decrease quality of life [17].

According to the literature, a positive reaction to A-TPO
is an early predictor of hypothyroidism in cases where the TSH
level is above 2.0 mMO/L [18].

According to the recommendations of the American Thyroid
Association (ATA) (2017) [20], all patients who are preparing for
pregnancy, or become pregnant again, and have risk factors should
undergo clinical examination with the determination of TSH levels.

The frequency of detection of diffuse goiter I-11T st. did not differ
between clinical groups (p>0.05), while the prevalence of autoim-
mune thyroiditis in patients with dyshormonal pathology of the re-
productive system was 36.0%, and subclinical hypothyroidism was
diagnosed in 64 (21.3%) women (Table 2 ), in relation to patients
with autoimmune thyroiditis (108 cases), the incidence of subclini-
cal hypothyroidism was 59.3% with 3.7% of manifest hypothyroidism.

When hypothyroidism changes the metabolism of estrogens
with the change of normal 2-hydroxylation occurs predominantly
16-hydroxylation with the formation of an aggressive inducer of
proliferation of 16a-hydroxyestrone (16a-ONE1), which is one of
the pathogenetic links in the development of combined dysgormo-
nal proliferative diseases of the reproductive organs and requires
consideration in the development of therapeutic measures .

Table 1

Characteristics of the combined pathology in women of examined cohort

The nature of the combined pathology

Combination with
mastopathy
(absolute numbers, %)

absolute numbers,
(%)

External genital endometriosis and uterine leiomyoma 27 (9,0) 16 (59,3)
External genital endometriosis, uterine leiomyoma and endometrial pathology 48 (16,0) 27 (56,3)
External genital endometriosis and endometrial pathology 43 (14,3) 23 (53,5)
Adenomyosis and uterine leiomyoma 34 (11,3) 20 (58,8)
Adenomyosis, uterine leiomyoma and endometrial pathology 63 (21,0) 37 (58,7)
Uterine leiomyoma and endometrial pathology 85 (28,3) 55 (64,7)

Total (n) 300 178 (59,3%)

PEIPO/IYKTUBHOE 3/I0POBbBE KEHIIMHBI Ne2 (42),/2020
ISSN 2708-8723 (print)
ISSN 2708-8731 (online)



A study of vitamin D sufficiency showed that level in the se-
rum with average value 34.5+3.8 ng/ml of 25 (OH) D occurred in
31 (62.0%) women in the control group and 22 (7.3%) in group
with dyshormonal pathology of reproductive organs (p<0.0001).
According to the experts of the International Endocrinology
Association, vitamin D deficiency is defined as serum levels of
25 (OH) D less than 20 ng/ml (50 nmol /L), and the optimal level
of 25 (OH) D is more than 30 ng/ml (75 nmol /1) [21, 22]. Howev-
er, there are a number of studies demonstrating significant health
and quality of life benefits of higher level of 25 (OH) D. According
to the recommendations of «The Vitamin D Society» Canadian
society of vitamin D experts (http://www vitamindsociety.org/
benefits.php), an optimal level of 25 (OH) D in the blood serum
should be considered as 40—60 ng/ml (100—150 nmol /1) [22, 23].

In the cohort of the women who were examined, the optimal
level of 25 (OH) D in the blood serum (36.7£5.3 ng/ml) was de-
tected only in 17 (34.0%) of women in the control group (Table 3).

Vitamin D deficiency with an average levels of 25 (OH) D in
serum 22.6+1.3 ng/ml was found in 102 (34.0%) of the 300 sur-
veyed patients, and in 30 (60.0%) women in the control group
(p=0.0005). Deficiency of vitamin D (25 (OH) D in serum with
average levels 13.8+4.6 ng/ml) in women with no gynecological
and somatic pathology was detected only in 3 (6.0%) cases, where-
as in women with concomitant dyshormonal benign proliferative
disorders of reproductive organs vitamin D deficiency occurred in
133 (44.3%) cases (p<0.0001), and severe deficiency (25 (OH) D
6.34+1.39 ng/ml was detected in 65 (21.7%) women in group I
with absence in the control group, that is a strong indicator of im-
portance of sufficient provision of the body with vitamin D for the
normal functioning of the female reproductive system.

At present, there are no uniform standards for pathogenetic
therapy of combined benign proliferative pathology of reproduc-

tive organs and benign breast diseases, especially with regard to
comorbid pathology. For treatment, a wide range of drugs with
different directionality is used.

Considering all the above, we justified and tested differentiated
pharmacotherapy of combined dyshormonal proliferative diseases of
reproductive organs, depending on the patients reproductive plans.

According to the latest recommendations, subclinical hypo-
thyroidism in women who plan pregnancy should be treated with
levothyroxine, while the goal of treatment is to achieve a TSH
concentration of <2.5 mU/1[19, 24]. Although there is currently
insufficient evidence that levothyroxine therapy improves the
fertility of euthyroid ATPO-positive women, levothyroxine may
be used, starting at a dose of 25-50 pg / day for this category
of patients with a history of fetal loss. If TSH> 4,2 mU/L, and
there is no symptoms of hypothyroidism and patient have unreal-
ized reproductive plans, therapy with levothyroxine is indicated,
since the optimal level of TSH for pregnancy planning with sub-
clinical and manifest hypothyroidism is 0.4—2.0 mU/1 [20].

In I (main) group, the complex of differentiated pharmacother-
apy assumed several successive stages. Therapy of the first stage in
patients with chronic endometritis and in all - after intrauterine in-
terventions, suggested the use of antibacterial therapy and a drugs
that improves the microcirculation in pelvic organs and contributes
increasing concentration of antibiotics in the focus of chronic inflam-
mation. Antibacterial therapy consisted of sequential administration
of doxycycline (7 days at 200 mg/day in two doses) and josamycin
(7 days at 1.0 g/day in two divided doses) was carried out in the first
phase of MC against the background of 9-day rectal suppositories
«Dispetase» (one suppository contains 15000 IU streptokinase and
1250 IU streptodornase) according to the official scheme.

Patients with subclinical hypothyroidism received levo-
thyroxine in a daily dose of 100 mcg, euthyroid patients with a

Table 2

Clinical characteristics of the examined women

Groups
Features Control, Main group, Comparison group,

n=50 n=180 n=120
Average age (years) M+m 3(12‘(())1;?)’1 30,7 £4,3 (22;42) 31(’3;;05)’5 3?2‘21;8)’2
Normal weight 42 (84,0) 110 (36,7) 65 (36,1) 45 (37,5)
Excess body weight 8(16,0) 97 (32,3) 59 (32,8) 38 (31,7)
Obesity of the | degree - 68 (22,7) 41 (22,8) 27 (22,5)
Obesity of the 2nd degree - 25(8,3) 15(8,3) 10 (8,3)
Diffusive goiter |-l st. 18 (36,0) 119 (39,7) 69 (38,3) 50 (41,7)
Autoimmune thyroiditis - 108 (36,0) 63 (35,0) 45 (37,5)
Subclinical hypothyroidism - 64 (21,3) 39(21,7) 25(20,8)

Manifest hypothyroidism - 11(8,7) 7(3,9) 4(3,3)
Infertility - 151 (50,3) 89 (49,4) 62 (51,7)
Habitual miscarriage - 67 (22,3) 41 (22,8) 26 (21,7)

Characterization of D-status of examined women by 25 (OH) D level in serum

Level of 25 (OH) D in the
serum (ng / ml)

Control,
n=50

Groups (absolute numbers, %)

Dyshormonal pathology,

n=300

Group |,
n=180

Group Il,
n=120

Table 3

More than 30 ng / ml 17 (34,0) - - -
_ 102 (34,0)
29-20 ng/ml 30 (60,0) p=0,0005 54 (30,0) 48 (40,0)
133 (44,3)
19-10 ng/ml 3(6,0) 0<0,0001 67 (37,2) 66 (55,0)
Less than 10 ng/ml - 65 (21,7) 34 (18,9) 31(25,8)
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history of reproductive loss with
a high concentration of A-TPO
received levothyroxine at 50 mcg
/ day. All patients with vitamin
D insufficiency and deficiency re-
ceived cholecalciferol (aqueous so-
lution for oral administration) in a
daily dose of 4000 IU, in patients
with severe vitamin D deficiency,
the daily dose of cholecalciferol
was 8000 IU. Control of TSH and
25 (OH) D levels in the blood se-
rum was performed after 2 months
with correction, of a dose of levo-
thyroxine and cholecalciferol if
necessary. The target parameters of
the therapy were achievement of a
TSH level of 0.4-2.0 mU/L and a
level of 25 (OH) D 40-50 ng/ml.

At the second stage (duration of
3-6 months depending on reproduc-
tive plans), with continued taking
of levothyroxine and cholecalciferol,
Levokarnitin was administered as a
metabolic and antioxidant therapy at
a daily dose of 2 g (20 ml) in 2 doses
30 minutes before meals (course 30
days). Patients with mastopathy re-
ceived a drugs with antiproliferative
effect, containing epigallocatechin-
3-gallate, 3,3-diindolylmethane and a
vinex extract of the sacred.

From the second stage, differ-
entiated gestagenotherapy began.
Patients with unrealized reproduc-
tive plans (89) received micronized
progesterone vaginally and sublin-
gually from 14 to 26 days of MC at
daily dose of 400 mg. Special atten-
tion should be paid to the use of mi-
cronized progesterone in the third
menstrual cycle on the background
of rectal suppositories with streptoki-
nase and streptodornase (from 14 to
23 days MC for 1 suppository twice
a day). Women who did not plan
pregnancy received dienogest 2 mg/
day for 6 months (55 patients with
genital endometriosis), the remain-
ing patients (36 patients with uter-
ine leiomyoma and adenomyosis)
received COC containing 0.02 mg
of ethinylestradiol and 0.15 mg des-
ogestrel in the prolonged mode 63+7.

Patients of group II received
similar therapy with gestagens and
COC, only 4 (3.3%) women with
manifest hypothyroidism (125 ug/
day) received levothyroxine. All pa-
tients were given an aqueous solution
of cholecalciferol at 1000 U /day.

The analysis of the primary efficacy point showed a faster
and more effective reduction of clinical manifestations and com-
plaints of patients in the main (I) group (Table 4).

The analysis of the obtained data showed that efficacy of pro-
posed differential individualized therapy (primary efficacy point)
for normalization of MC was 97.2% in the main group at 73.3% in

Table 4
Primary point of effectiveness in a cohort of examined patients (absolute numbers, %)

Groups
Clinical .
manifestations L OO Comparison group
cohort, Main group, n=180 - :
of dyshormonal - n=120
. n=300
combined
pathology Before Before After Before After
treatment treatment treatment treatment treatment
MC disorders 5(4,2)
(isolated) 76 (25,3) 43 (23,9) 0 33(27,5) P,=0,0679
The combination of 4(2,2) 23(19,2)
MC disorders and 172 (57,3) | 100(55,6) |, ; 72(60,0) | *P,=0,0001
. P<0,0001 .
pain syndrome P2=0,154
Of them:
Irregular MC 81(327) | 48(26,7) | 0(0) | 33(27.5) | ,2{07)
9 : ' : P,=0,0886
2(1.1) 10 (8,3)
Hyperpolymenorrhea | 77 (31,5) 44 (24,4) “p=0 ’029 33(27,5) P.=0,1131
’ P,=0,6046
Scanty menstruation 28 (11,3) 17 (9,4) 0(0) 11(9,2) 9(7.5)
Y ' ’ " | P=0,8963
) 7(5,8)
Spotting beforeand | g5 55 5\ | 54(189) | 2(22) | 2g(233) | P.=0,1629
after menstruation P=0,1245 T
P,=0,7395
) 14 (11,6)
Pain syndrome 3(1,7)
R 52 (17,3) 31(17,2) _ 21 (17,5) P.=0,6312
(isolated) P=0,1757 P.=0,4373
. . 32(26,7)
Cy‘:ﬂ‘;gjjti'ig'a/ 155(51,7) | 98 (54,4) *Pié)s(')%)o || 5775 | P=0045
v ' *p =0,0378
. 24 (20,0)
Vegetative-vascular | g5 512y | 39(217) |, 20D | 26(21,7) | p.=0,8847
disorders P=0,0387 T
P,=0,1392
2(11) 29 (24,2)
Headache 89 (29,7) 50 (27,8) *p=0 ’029 39(32,5) | P,=0,4547
’ *P,=0,0401
Feeling of fatigue 37 (30,8)
(permanent) 99 (33,0) 56 (31,1) 0 43 (35,8) P =0,6395
2(1.1) 25(20,8)
Sleep disorders 77 (25,7) 44 (24,4) | o, 33(27,5) | P,=0,5582
P=0,0293 T
P,=0,1392
. 21(17,5)
Se’;‘;'fﬁgz;‘s"f 56(18,7) | 33(18,3) Pfé 10';%9 23(19.2) | P,=0,8868
P : P,=0,2228
5(2,8) 20(16,7)
Cosmetic problems 61(20,3) 37 (20,5) “p=0 6482 24 (20,0) P =0,7824
’ P,=0,2422
Subclinical 9(7,5)
hypothyroidism 64 (21,3) 39 (21,7) 0(0) 25(20,8) P,=0,286
Manifest
hypothyroidism 11(3,7) 7(3,9) 0(0) 4(3,3) 0(0)

*P - reliability of differences in the main (1) group before and after treatment
P, - reliability of differences in the comparison group (Il) before and after treatment
*P,—the difference between main group and comparison group after treatment

the comparison group (p<0.0001), with respect to the pain syn-
drome reduction — 94.7% and 60.6% (p<0.0001) respectively and
cyclic mastodynia — 93.9% and 43.9% (p<0.0001) respectively.
Even more significant was the reduction of vegetative-vascular
and nonspecific symptoms — 94.8+3.9% in the main group and
24.3+16.7% in the comparison group (p=0.0001).
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After the completion of treatment, the thyroid function was im-
proved, which was manifested by a successful correction of manifest
hypothyroidism (100.0% in both clinical groups), but if the estab-
lishment of a low normal level of TSH (2.4£0.2 mIU/L) in the main
group was achieved in 100% of patients, in the comparison group
progression of subclinical hypterosis was noted, which required cor-
rection of thyroid status with levothyroxine in the future.

The recurrence frequency for clinical manifestations of combined
dyshormonal pathology of reproductive organs after 6 months follow-
up after completion of therapy (secondary efficacy point) in the main
group was 4.1% at 14.5% in the comparison group (p=0.0128).

Among 89 patients of I group with unrealized reproductive
plans, the desired pregnancy (without ovulation stimulation and
ART) (tertiary point of efficacy) during 12 months of follow-up
was confirmed in 57 (64.1%) of patients in the main group and
19 (30.6%) in the group comparison (p=0.0079). All pregnancies
finished by childbirth in term of 37-40 weeks by live newborns.

CONCLUSIONS
1. Patients with benign dyshormonal proliferative patholo-
gies of reproductive organs are significantly more likely than

healthy women have thyroid dysfunction, severe vitamin D de-
ficiency, obesity, which, taking into account common pathoge-
netic aspects, allows to consider revealed violations as important
comorbid conditions requiring adequate correction.

2. The use of complex differentiated pharmacotherapy of
combined proliferative dyshormonal pathology of the reproduc-
tive organs, taking into account and correcting the comorbid
states (dysfunction of the thyroid gland, excessive nutrition
/ obesity) allows to achieve a higher efficacy in comparison
with usual practice (normalization of the MC 97.2% at 73.3%,
p<0.0001, reduction of pain syndrome 94.7% at 60.6% and cy-
clic mastodynia — 93.9% at 43.9% (p<0.0001), a decrease in
vegetative-vascular and nonspecific symptoms — 94.8£3.9% at
24.3£16.7%, p=0.0001 respectively.

3. The use of differentiated pharmacotherapy of combined
proliferative dyshormonal pathology allows to reduce the fre-
quency of recurrences in clinical manifestations during 6 months
of observation after therapy completion from 14.5% to 4.1%
(p=0.0128) and reach the desired pregnancy without stimulation
of ovulation and ART in 64,1% of patients compared with 30.6%
(p=0.0079) in normal practice.
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