AHOTAULIA

1. B. Poecasa IlporHo3yBanHs 1 npodiIakTHKa MPeeKIaMIICii Mpu BariTHOCTI
MiC/sg JIOMOMDKHMX PENpOAYKTUBHUX TeXHoJorik. — KaamidikariiiHa HaykoBa
npatls Ha IpaBax PyKOIHCY.

Jluceprartiist Ha 3400yTTS HAYKOBOTO CTYIEHsS JOKTopa (diocodii B ramysi
3HaHb 22 OXOpoHa 370pOB’d 3a cHemianbHIicTI0O 222 MenunuHa (HayKoBa
CHeLIaIbHICTh «AKYIIEpPCTBO Ta TiHEKoJoris»). — HarioHansHUil yHIBepcUTET
oxopon#u 3710poB’s Ykpainu imeni I1. JI. Hlynuka, Kuis, 2021.

Huceprariiiina po0OoTa NPHUCBSUEHA BHUBUEHHIO OCOOIMBOCTEH aHAMHE3y,
nepediry BariTHOCTI Ta TOMEOCTa3y >KIHKU, BU3HAYEHHIO JOAATKOBHUX (haKTOPIB PU3UKY
MPECKJIAMIICIi MPU BariTHOCTI MICHIS JOMOMDKHHUX PENPOJYKTUBHUX TEXHOJIOTIM Ta
pO3po0Ill  KOMITIEKCY JIKYBAIbHO-IPO(UIAKTHYHUX 3aXOJIB, CHPSIMOBAaHUX Ha
YCYHEHHSI BUSIBJICHUX MTOPYILIEHb 3 METOIO IM1IBULICHHS €(PEKTUBHOCTI TPOrHO3YBaHHS
Ta NPOQUIAKTUKU MPEEKJIAMIICIT PU BariTHOCTI MICHS TOMOMIXHHUX PENPOIYKTUBHUX
TEXHOJIOTIH.

KommiiexkcHo oocrexxeno 200 sxiHoK: 150 5KIHOK, BariTHICTD IKMX HACTAJIA IT1CIIS
mikyBanHsa Oe3mmigas meromgamu JIPT (ocHoBHa Tpyma) 1 50 370poBHX KIHOK 3
HEIHJYKOBAHOIO BAariTHICTIO 1 HEOOTSDKEHMM IIOJ0 TPECKJIaMIICli aHaMHE30M
(koHTposbHa Tpyna). CrocTepeskeHHs B JMHAMII BariTHOCTI MOKa3ano, Mo y 48
(32,0 %) >xiHOK OCHOBHOI TPYNH PO3BUHYJIACh MPEEKIAMIICIS PI3HOTO CTYICHS
TsokKocTi (p<0,05): 31 BUMaAOK paHHBOT MPEEKJIAMIICIT (3 HUX 8 — TSYKKOTO CTYTIEH:) 1
17 BunaaKiB — Mi3HBOT (TSHKKOTO Mepediry HE CIOCTEPIraaochk). Y KOHTPOJIBHIN TPyII
3aikcoBano onuH (2,0 %) BUMAOK MI3HKOI MIPEEKIaMIICii TOMIpHOTO cTyreHs. [{is
NOJIAJIBLIOTO PO3IJIAY OCHOBHA IpyTia MojieHa Ha 2 miarpynu: 1 miarpymna —48 KiHoK
3 npeekamrciero, Ta 1 miarpyna — 102 xiHKH, BariTHICTh SKUX He Oylia yCKJIaJHEeHa
NPEEKIIaMIICIELO.

BcranoBneHo, 1110 YacTka KIHOK MArpYyNH 3 peekiamiiciero y Bitl 40 1 Oublie
pokiB y 3 pazu Buma (16,7 potu 4,9 %, p<0,05). B anamHe31 BuIa 4acToTa cepiieBo-
cynuHHOI natojorii (25,0 mporu 12,7 %, p<0,05), 3axBOproBaHb CEHYOBUAUIBLHOI

cucremu (35,4 npotu 21,6 %, p<0,05), metabomiunoro curapomy (37,5 nmpotu 23,5 %,



p<0,05), npu monepenHiX BariTHOCTSIX YacTimie BigmideHa mpeekiamiicis (10,4 mporu
2,9 %, p<0,05) Ta recramiitauii miader (12,5 mpotu 3,9 % BignosigHo, p<0,05). Ilpu
TEMNepilIHIi BariTHOCTI BUIIIA YacTOTa 3arpo3u nepepuBanus (56,3 % nporu 32,4 %,
p<0,05) Tta pannsoro recrozy (25,0 mpotu 6,0 %, p<0,05), mIaneHTapHOI
HenocrarHocti (81,3 % mnpotu 8,0 %, p<0,05), auctpecy (54,2 % npotu 19,6 %,
p<0,05) ta 3arpumku pocty 1ioga (35,4 % mporu 19,6 %, p<0,05). PI markoBux
aptepiii y 11-14 TwxHiB TecTamii JOCTOBIpHO miABHIeHUN (2,72+0,36 mnpotu
1,76+0,30 BignoBiaHo, <0,05). 70,8 % KIHOK 3 MPEEKIAMIICIEI0 PO3POHKEHI IIITXOM
KecapeBoro po3TuHy nmpotu 45,1 % xinok 6e3 npeeknamricii (p<0,05), y 25,0 % npotu
9,8 % momoru Oynu nepeauacanmu (p<0,05), y 35,4 % nporu 15,7 % B mosorax
BigmiuaBcs auctpec mwiona (p<0,05). [Nepunarambaa cMepTHICTH cktania 29,4 %eo.

VY xkiHok 3 npeekiamriciero 83,0 % MiTel HApOMIUCH Y CTaHl ac(iKCii pi3HOTO
ctynens TskkocTi (mpotu 33,4 % niteit Bix xiHOK Oe3 mpeeknamrcii, p<0,05), npu
11bOMY KO>kHa ueTBepTa qutuHa (19,1 %) — y acdikcii Tsxkoro crynens (nmpotu 5,9 %
BianoBigHO, p<0,05). Hegonomenumu 6ymno 21,3 % miteit, 1m0 B 2 pa3u nepeBUIIyBaIo
YacTKy HEJIOHOIICHUX Y MArpymi 6e3 npeekiamrcii, 34,0 % - Manu o3Haku rinotpodii
(mpotu 13,7 %, p<0,05). bunbi vix y nonosunu (57,4 % nipotu 21,6 %, p<0,05) miteit
BIJT MaTepiB 3 MPECKIAMIICIEI0 CIOCTEPITAIUCh PI3HOMAHITHI MOPYIICHHS TEPi1oTy
HEOHATAJILHOT ajarrali.

binbiicts BUOpaHUX MOKA3HUKIB y KIHOK 3 PAHHBOIO MPEEKIIAMIICIIO CYTTEBO
BIJIPI3HSUIMCH BiJ] OKa3HUKIB NarieHTok miciist JIPT 6e3 npeeknamIcii, TO1 K y )KIHOK
3 II3HBOIO MPESKIIAMIICIEIO JIMITIE BiMIYEHA TSH/ICHIIIS 10 BUIIIOT YaCTOTH HETaTUBHUX
daxTopiB. 3poOIEHO BUCHOBOK, ITI0 1 MI3HS, 1 paHHS MPEKJIAMIICis MalOTh OJHI i T1 K
(dakTopu puU3MKy, OUIBII BHUpPa)KEHI MPU PaHHINA MpeeKiIamIcii, M0 MiITBEPIKYE
pI3HI MeXaHI3MHU iX BHUHUKHEHHs y BariTHuX micns J[PT: panHs mpeexmamricis
o0yMOBJICHAa TOPYIICHHSAMH IUIAIlCHTAIlil, a Mi3HI MaTePUHCHKUMH TPUYHHAMU
(3puB aganTarlii B KiHI[l BariTHOCT1).

JIJ1st yTOYHEHHSI MOKJIMBUX MEXaH13MiB Ta ()aKTOPiB PO3BUTKY MPEEKIAMIICIi
MIPOBEJICHO PETEJIbHE MOCTIKEHHSI 0COOJIMBOCTEM romeocTasy BariTHux micis [IPT

acoIioBaHUX 3 TPEEKIAMIICI€I0. Y JKIHOK 3 MPEEKIAMIICIEI0 TIJIBUIICHI PIBHI



TpaHcamiHa3 Ta nmokaszHukiB mimgorpamu (T, XC JITTIJIHILI, JITTHILL, TA). Pisens B
KpoBi BitamiHy D 3HwkeHuid (25,92+4,76 nporu 38,42+5,12 ur/miu, p<0,05).
[MinBumenuit pisens 1L-1 (8,9+0,62 npotu 6,4+0,60 rr/mia, p<0,05), IL-8 (85,7+5,38
npotu 72,8+5,72 nr/mn, p<0,05) ta 3amwkenunit [L-10 (2,3+0,81 npotu 4,7+0,27 nr/mn,
p<0,05). BcraHoBneHO MiABMINEHHS arperamii TPOMOOIMTIB Ha TJi BiJHOCHOT
TpoMOomnuToneHii, Bumii pieeHb @, POMK, nomorxennit AUTY, migBuIieHui
piBerb D-aumepy (328,1£23,6 npotu 186,2+15,4, p<0,05) Ta paxtopy Bimnebpanna
(1,48+0,21 mpotu 0,76+0,27, p<0,05). O1xe, mpeeknamricist pu BaritHocTi miciist JPT
BUHMKAE Ha TJI1 MPOATEPOreHHUX MOPYIIEHB JIMITHOTO 0OMIHY, 1e(iluTy BiTaMiHy D,
HaJIMIpHOT 3aNaJTbHOT peakilii, MPOTPOMOOTUYHUX 3MIH CUCTEMY T'eéMOCTa3y.

3MiHM TomeocTa3y BaritHux micist JIPT 3 mpeekyamIci€ro € mposiBOM 3pUBY
CHCTEMHOI ajanTalii OpraHiaMy, L0 MIATBEP/UKYIOTh MOPYIICHHS CTaHy HEWpo-
BeretatuBHOI peryssiii (51 [34-59] mpotu 34 [25-43] 6atiB 3a onutyBagbHUKOM O.M.
Beiina, p<0,05), piBHS TPUBOXKHOCTI Ta SIKOCTI KHUTTS (OILIHKA TMCUXOJIOTTYHOTO
KOMIOHEHTY 3710poB's 53 [44-70] npotu 66 [50-75] 6aniB, p<0,05) mamienTok. [Tpu
MI3HIA OpeeKIaMIicli BIAMIYEHO TOW CaMHil BEKTOp 3MiH, ajieé iX MOKa3HWKH y |
TPUMECTPI BariTHOCTI CB1IYaTh JIUIIIE PO TIEBHY HAMPY>KEHICTh CUCTEM aJIallTallii.

JUIsi KIHOK 3 MPEEeKJIaMIICIEI0 XapaKTEepHI BUPAXKEH1 JETeHEepaThBHI 3MIHU
IUTALEHTH. XapaKTepHI NPOsIBU CyOTOTAILHOTO (PiIOPHUHOTAHOTO HEKPO3Y BOPCHH Ha TIi
MOPYIIeHb JHMIJIHOTO OOMiHY, SIBHIIl Timepruiasii  CHHIMTIOTpodoOIacTy 3
(bopMyBaHHSIM BY3JIMKIB Ta MPOSIBAMU OPYILEHHS PEOJIOTii KPOBI, B IPOCBITAX CYyAUH
NPUCTIHKOBE yTBOpeHHs1 (ibpuHOBUX TpomOiB. B Oimbmocti (70 %) mmameHT
BIJIMIYAIOTHCSI KPOBOBHWJIMBH, PO3TAIIOBAHI MEPEBAKHO HABKOJIO CyAWH. 3arajbHa
KapTuHa Bianosizana B 60 % umaakax (paHHS MPESKIAMIICIs) JEKOMITCEHCOBaHIN
XPOHIYHIN ManeHTapHii HegoctatHocTi, B 40 % Bumankax (IMi3HS MPEEKIAMIICIS)
BIJIMOBITHO — CYOKOMITEHCOBaH1M.. Taka MopdoJioriyHa KapTHUHA BiAOBIIa€ IPOsSBaM
TpOMOOTHYHOI ~ MikpoaHrionarii. [Ipy  IMYHOrICTOXIMIYHOMY  JOCIIIXKEHHI
BiIMIYa€ThCs 3HIKEHHs ekcrpecii CD3 1+ kimiTHHAMH €HIIOTENiI0, BUCOKUN PIBEHb
excripecii daktopy ¢don Bimnebpanga ta VEGF, mo Bkazye Ha eHuoTemianbHY

IUC(YHKIII0, TPOMOOTHYHI 3MIHU TKAHUHU MOCII/1y, HECTaOUTBbHICTh CYAMHHOI CTIHKH



Ta He3z0anmaHcoBaHWM aHrioreHes3. [Ipu paHHROMY PO3BHUTKY INpEEKJIaMIiCii 3MIHH B
IUTAICHT] Oy OUTBII BUPAKEHUMH.

Po3po0sieHuii  TBOKPOKOBHII  MPOCTHMM Yy  BUKOPHUCTAHHI  aJIrOPUTM
NPOTHO3YBaHHS IpeekjamIicli y BariTHux micis nporpam JIPT 3 BukopucraHHsIM
JI0JTATKOBUX (hakTopiB PHUBUKY (aHaMHeCTHYHI, MEIMKO-COIlIaJIbHI,
JOMIUIEPOMETPHUYHI, TMOKa3HUKHA TOMEOCTa3y, HEUPO-BETreTaTUBHOI PETryJslli Ta
ocobimBocTi Tiepediry I Tpumectpy) no3Boiisie 3 Bucokoro TodHicTiO (85,0 %)
BIJTHOCHUTH KIHOK JI0 TPYIH PU3UKY Ta BUaCHO MIPOBOAUTH BIAMOBIIHI PO IIaKTHYHI
3aXO0/1 715 3HM)KEHHS YaCTOTH BUHUKHEHHS 1 TSHKKOCTI MPOSIBIB MPEEKIIaMIICi.

Pexomennyetncs 3aCTOCYBaHHS npoLIaKTUYHOTO KOMILJIEKCY,
MaTOTEHETHYHO CHOPSIMOBAHOTO Ha KOPEKII0 BHSBICHUX TopymeHb. lle
npusHaueHHs1 6a30Boi Teparnii — aciipun 100 mMr Ha 100y. [Ipy momipHOMY PU3UKY
— MPOJOBXKEHHS 0a30BOi Teparii, MpU BUCOKOMY PHU3UKY: KOpeKIlis 6a30BOi /103U
actiipuny a0 150 Mr Ha m00y, ncuxomnpodiiakTuka (OOTPYHTOBAHO BHCOKOIO
YaCTOTOI0 1 BHPXKEHICTIO BETETO-CYAMHHIN IUCTOHIT), mpemapartu BiTaminy D
(BusiBIeHO aediuuT BiTaminy D), mpemapatu MoidiHEHACUYEHUX >KUPHUX KHUCIOT
(ITHXXK) ®3 (MeTabomiyH1 MOPYIICHHS, TIABUIICHHS TpUTmnupuaiB). HamaroTecs
pekoMmeHaIli mo 30aJaHCOBAaHOMY XapdyBaHHIO (OOMEXKEHHS BYIJIEBOJIIB Ta
TBAPUHHUX JKUPIB, BKUBAHHS MOPENPOAYKTIB, APOOHE XapuyBaHHS), KOPEKIIi
croco0y KUTTA (BIAMOBA BiJl MIKIJUTMBUX 3BUYOK, JTIOCTATHINA COH, MPOTYJISTHKA Ha
CBI’KOMY MOBITpI, 30a1aHcOoBaHe (pi3MUHE HABAHTAKEHHS ).

3acTOCYBaHHsSI PEKOMEHJOBAHOIO  KOMIUIEKCY JIO3BOJIMJIO  TOKPALUTH
MOKA3HUKH TOMEOCTa3y >KIHKHU, 30aJJaHCyBAaTH BETre€TO-CyIMHHY PETYJISLI0, 3HU3UTH
yacToTy npeeknamricii Ha 43,8 % (3 26,7 no 15,0 %) nepeBaxHO 3a paxyHOK paHHBOI
npeeknamrcii (1o 3,3 % mpotu 15,0 %, p<0,05), Ta iHIMX yCKIaJAHEHb BAriTHOCTI 1
MI0JIOTIB, MOKPAIIUTH NEpUHATATIBHI HACIIAKHI, 3MEHIIUTH TPUBAIICTh IEpeOyBaHHS B
cTarfioHapi.

Kniouosi cnoea: nONOMIKHI PENPOIYKTUBHI TEXHOJOTII, MPECKIaMIICIs,
JiniHUA oOMiH, BiTaMiH D, 1HTepiieKiHH, TeMOCTa3, HeHpO-BereTaTuBHA PETyJIsLis,

MPOTHO3YBaHHS, MPOPLIAKTHKA



SUMMARY

Rogava |. V. Prediction and prevention of preeclampsia in pregnancy after
assisted reproductive technologies. - Qualifying scientific work on the manuscript.

A thesis for a PhD degree in field of study 22 Healthcare by Program Subject
Area 222 Medicine (Obstetrics and Gynecology). — Shupyk National Healthcare
University of Ukraine, Kyiv, 2021.

The thesis are devoted to the study of the anamnesis, course of pregnancy and
homeostasis of women, identification of additional risk factors for preeclampsia during
pregnancy after assisted reproductive technologies and development of a set of
treatment and prevention measures to eliminate identified disorders to improve the
prognosis and prevention of preeclampsia. .

A comprehensive examination of 200 women: 150 women who became
pregnant after treatment for infertility by ART (main group) and 40 healthy women
with uninduced pregnancy and unencumbered history of preeclampsia (control group).
Observations in the dynamics of pregnancy showed that 48 (32.0%) women of the main
group developed preeclampsia of varying severity (p <0.05): 31 cases of early
preeclampsia (of which 8 - severe) and 17 cases of late (severe) flow was not observed).
In the control group, one (2.5%) case of moderate moderate preeclampsia was recorded.
For further consideration, the main group is divided into 2 subgroups: 1 subgroup - 48
women with preeclampsia, and 1 subgroup - 102 women whose pregnancy was not
complicated by preeclampsia.

It was found that the share of women in the subgroup with preeclampsia aged 40
years and older is 3 times higher (16.7 vs. 4.9%, p <0.05). In the anamnesis the highest
frequency of cardiovascular pathology (25.0 vs. 12.7%, p <0.05), diseases of the urinary
system (35.4 vs. 21.6%, p <0.05), metabolic syndrome (37, 5 vs. 23.5%, p <0.05),
preeclampsia (10.4 vs. 2.9%, p <0.05) and gestational diabetes were more common in
previous pregnancies, 12.5 vs. 3.9%, respectively. p <0.05). At present pregnancy the
higher frequency of threat of termination (56,3% against 32,4%, p <0,05) and early
gestosis (25,0 against 6,0%, p <0,05), placental insufficiency (81,3 % vs. 8.0%, p
<0.05), distress (54.2% vs. 19.6%, p <0.05) and fetal growth retardation (35.4% vs.



19.6%, p <0, 05). PI of uterine arteries at 11-14 weeks of gestation was significantly
increased (2.72 = 0.36 vs. 1.76 + 0.30, respectively, <0.05). 70.8% of women with
preeclampsia were born by cesarean section against 45.1% of women without
preeclampsia (p <0.05). In 20.6% of women against 10.6%, respectively, childbirth was
premature (p <0.05), in 47.1% there was fetal distress against 21.2% without
preeclampsia (p <0.05). Perinatal mortality was 29.4 %eo.

In women with preeclampsia, 81.9% of children were born with asphyxia of
varying severity (compared with 33.4% of children without preeclampsia, p <0.05),
with one in four children (24.1%) in severe asphyxia. degree (against 6.1%,
respectively, p <0,05). 21.3% of children were premature, which was 2 times higher
than the share of premature infants in the subgroup without preeclampsia, 34.0% - had
signs of malnutrition (against 13.7%, p <0.05). More than half (57.4% vs. 21.6%, p
<0.05) of children from mothers with preeclampsia had various disorders of the
neonatal adaptation period.

Most of the selected indicators in women with early preeclampsia differed
significantly from those in patients after ART without preeclampsia, while in women
with late preeclampsia there was only a tendency to a higher frequency of negative
factors. It is concluded that both late and early preeclampsia have the same risk factors,
more pronounced in early preeclampsia, which confirms the different mechanisms of
their occurrence in pregnant women after ART: early preeclampsia due to placental
disorders, and late maternal causes (failure of adaptation at the end pregnancy).

To clarify the possible mechanisms and factors of preeclampsia, a careful study
of the features of homeostasis of pregnant women after ART associated with
preeclampsia. In women with preeclampsia, elevated levels of transaminases and lipid
profile (TG, LDL cholesterol, LDL, 1A). The level of vitamin D in the blood is reduced
(25.92 £ 4.76 vs. 38.42 £ 5.12 ng / ml, p <0.05). Elevated levels of IL-1 (8.9 + 0.62 vs.
6.4 + 0.60 pg / ml, p <0.05), IL-8 (85.7 £ 5.38 vs. 72.8 £ 5, 72 pg / ml, p <0.05) and
reduced IL-10 (2.3 +0.81vs. 4.7 £0.27 pg / ml, p <0.05). Increased platelet aggregation
on the background of relative thrombocytopenia, higher levels of F, RFMC, prolonged
APTT, increased levels of D-dimer (328.1 + 23.6 vs. 186.2 = 15.4, p <0.05) and



Willebrand factor 1.48 £0.21 vs. 0.76 £ 0.27, p <0.05). Therefore, Preeclampsia during
pregnancy after ART occurs against the background of proatherogenic disorders of
lipid metabolism, vitamin D deficiency, excessive inflammatory response,
prothrombotic changes in the hemostasis system.

Changes in the homeostasis of pregnant women after ART with preeclampsia are
a manifestation of disruption of systemic adaptation of the body, confirming a violation
of neuro-autonomic regulation ([51 [34-59] against 34 [25-43] points according to the
questionnaire OM Wayne, p <0,05), the level of anxiety and quality of life (assessment
of the psychological component of health 53] [44-70] vs. 66 [50-75] points, p <0.05)
patients. In late preeclampsia, the same vector of changes is observed, but their
indicators in the first trimester of pregnancy indicate only a certain intensity of
adaptation systems.

Women with preeclampsia are characterized by severe degenerative changes of
the placenta. Characteristic manifestations of subtotal fibrinoid necrosis of villi on the
background of disorders of lipid metabolism, the phenomena of syncytiotrophoblast
hyperplasia with nodule formation and manifestations of blood rheology, in the lumens
of blood vessels parietal formation of fibrin clots. In most (70%) placentas there are
hemorrhages, located mainly around the vessels. The general picture corresponded in
60% of cases (early preeclampsia) to decompensated chronic placental insufficiency:
in 40% of cases (late preeclampsia) to subcompensated. This morphological picture
corresponds to the  manifestations of thrombotic  microangiopathy.
Immunohistochemical study showed a decrease in CD31 + expression by endothelial
cells, high expression of von Willebrand factor and VEGF, indicating endothelial
dysfunction, thrombotic changes in manure tissue, vascular wall instability and
unbalanced angiogenesis. In the early development of preeclampsia, changes in the
placenta were more pronounced.

Developed a two-step easy-to-use algorithm for predicting preeclampsia in
pregnant women after ART programs using additional risk factors (anamnestic, medical
and social, Doppler, homeostasis, neuro-vegetative regulation and features of the first

trimester) allows with high accuracy (85.0%) put women at risk and take appropriate



preventive measures in a timely manner to reduce the incidence and severity of
preeclampsia.

It is recommended to use a prophylactic complex pathogenetically aimed at
correcting the identified disorders. This is the purpose of basic therapy - aspirin 100 mg
per day. At moderate risk - continuation of basic therapy, at high risk: correction of the
basic dose of aspirin to 150 mg per day, psychoprophylaxis (justified by the high
frequency and severity of vegetative-vascular dystonia), vitamin D drugs (vitamin D
deficiency), polyunsaturated fatty acid drugs PUFA) @3 (metabolic disorders, increased
triglycerides). Recommendations for a balanced diet (restriction of carbohydrates and
animal fats, consumption of seafood, small meals), lifestyle adjustments (rejection of
bad habits, adequate sleep, walks in the fresh air, balanced exercise).

The use of the recommended complex allowed to improve the homeostasis of
women, to balance the vegetative-vascular regulation, to reduce the incidence of
preeclampsia by 43.8% (from 26.7 to 15.0%) mainly due to early preeclampsia (up to
3.3% vs. 15.0%), p <0.05), and other complications of pregnancy and childbirth,
improve perinatal effects, reduce the length of hospital stay.

Key words: assisted reproductive technologies, preeclampsia, lipid metabolism,

vitamin D, interlequins, hemostasis, neuro-vegetative regulation, prognosis, prevention.
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