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Herpuu O.l. [liarHocTuka, JiKyBaHHS Ta NpoQiIaKTHKa MOPYIICHb
PENPOAYKTUBHOTO 3JI0POB'S Y KIHOK 3 PO3CISIHUM cKiiepo3oM. — KBamidikaiiitna
HayKOBa Ipallsl Ha MpaBax PyKOIHUCY.

JucepTaitist Ha 3A00yTTsI HAYKOBOT'O CTYIIEHs JOKTOpa (Ppinocodii B ramysi
3HaHb 22 OXOpoHa 370pOB’s 3a CHerianbHIcTIO 222 MeaunnHa (creriani3aris
«AKyIIEpCTBO Ta TIHEKOJOTisN»). — JIbBIBCBKMM HAIIOHATLHUN MEIUIHUN
yHiBepcuTeT iMeH1 Jlanuna [anunpkoro MO3 Ykpainu, JIsBis, 2020.

HMucepraniitHa poOOTa MNPUCBSYEHA 3HWKEHHIO YAacTOTH TMOPYILIEHb
PENPOAYKTUBHOIO 3/I0POB’Sl Ta MOKPAIICHHS SIKOCTI JKUTTSI KIHOK 13 PO3CISIHUM
CKJIEPO30M IUISIXOM yJA0CKOHAJIEHHS JIIKYBAJIbHUX 1 TPOPIIaKTHYHUX 3aXO0/I1B Ha
OCHOBI HOBUX MATOTCHETUYHUX JIAHOK PENPOJYKTUBHHUX MOPYIIEHb Ta
KJIIHIYHUX, 010XIMIYHUX T4 TOPMOHAJIBHUX 0COOJIMBOCTEHN MalllEHTOK.

PenponyktuBHe 310pOB'a BiJoOpakae CTaH PENpOayKTUBHOI CUCTEMH 1
NOB'A3aHUX 3 HEK MNPOUECIB 1 (PYHKIIH MNPOTITOM YCHOI'O KHUTTS JIOJUHHU.
PenponyktuBHa (QyHKIS € HaWBaXJIMBIIIMM 1HTETPAJbHUM TMOKAa3HUKOM
3I0pOB'S )KIHKH, BU3HAYAE AKICTh 11 )KUTTA, il IOTOMCTBA, a BIAMOBIIHO, 3I0POB's
1 sKicTh )kuTTs Hawii [1, 29, 36]. Ha cran penpoayKTUBHOTO 3J0POB'S ICTOTHO
BIUIMBAE COMATHYHE 1 MCUXIYHE 3JI0POB'S, OCOOJIMBO XPOHIYHI JOBrOTPUBAII
3aXBOPIOBAHHS. 3a  HAsABHOCTI TEHJEHLII JI0 3pOCTaHHA  3arajbHOi
3aXBOPIOBAHOCTI B OCTaHHI POKU 3MIHMIIACS CTPYKTypa 3aXBOPIOBAHOCTI OC1O
PENPOAYKTUBHOTO BIKY, 30UIBIIMJIACH YACTKAa 3aXBOPIOBAHb 3 XPOHIUHHUM 1
peLUIMBYIOYMM MepediroM, cepeln SKUX Ha OCOOJNHMBY yBary 3aciyroBye€
poscisiauit ckiepo3s [9, 11, 87].

Poscisianit  ckiepo3 (PC) — me XpoHiuHe, Mporpecyrode, 3amnajibHE,
ayTOIMyHHE, HEWpOJereHepaTUBHE 3aXBOPIOBAHHS IIEHTPAJIbHOI HEPBOBOI
CUCTEMH, 110 Bpakae B MepILy uepry ocid monoaoro Biky [92, 110]. PC 3aiimae
MPOBIHI TMO3UIi B CTPYKTYpl HEBPOJOTIYHOI MATONOTI 3 ypaKeHHSIM

npu6au3no 0,05-0,1% nomynsiii 10pocaIoro HaceIeHHs, IpU 1bOMY Maiike B



JIBa pa3u 4acTille 3yCTPIYaeThCs Y KIHOK, HIXK y 4oJioBikiB [14, 20, 77, 92, 110,
131, 204]. B ocTanH1 AecATUPIYYS BIJ3HAYAETHCS 3arajbHOCBITOBA TEHACHILIS A0
3pocTaHHs 3axBoproBaHoCTI Ta nomupenocti PC [141, 188 ]. 3a nanumu BOO3,
3-MIOMIDXK YyCiX HEBPOJOTIYHUX 3aXBOPIOBAHb OCHOBHOIO MPUYMHOIO CTIMKOI
1HBaIiIM3aIli ocid Moioa0ro Biky € came PC [22, 163, 209].

PC uacto po3BuUBaeThCA 1€ 10 TOro, K JKIHKA BHMILIAa 3aMik abo
Hapoawia. KinbkicTs xkiHOK, xBopux Ha PC, siki He peanizyBaiu penpoayKTUBHY
(GyHKIII0, 3HA4YHa, M0 MOXE 3YMOBIIIOBATHUCS YHUCICHHUMHU (aKTOpaMH,
BKJIIOYAIOYM CBIJIOMY BIIMOBY B1Jl HAPOHKEHHS JITEH, IMCUXOJOTIYHI YNHHUKH,
TOPMOHAJIbHI 3MIHHU, PO3BUTOK CcyOdepTuibHOCTI, AepiuuT Bitaminy D Tomro
[116, 183, 193, 197, 220, 361]. PC crae 3Ha4HUM Ta 3pOCTAIOYUM KJITHIYHUM
TArapeM g penpoayKTHUBHOTO MOTeHIiany >xiHku [9, 60, 102, 144, 364].
BonHouac gani 111010 0co0IMBOCTEN PENPOYKTUBHOIO 3/10POB'S ®K1HOK, BILIUBY
CTaTEBUX CTEPOINiB 1 UCPYHKIIIT MUTONMOAIOHOT 3271034, (DePTUIBHOCTI KIHOK,
AK1 cTpaxkaaroTh Ha PC, HocsTh cynepeunuBuit xapakrep [4, 99, 107, 116, 142,
277, 282, 352]. HeoOxinHe BUBYEHHSI €(EKTUBHOCTI 1 MPUHUHATHOCTI PI3HUX
METOJIB KOHTpAIeMIli, AOCIIPKEHHS CEKCyaldbHOI (YHKIT 1 SIKOCTI UTTA
nanieHTok 13 PC s yIoCKOHalEeHHs METOJOJIOTIT HaJaHHS JIIKYyBaJlbHOI
JOTIOMOTHY 11l TPyMi MaIll€eHTOK, IO 1 3YMOBWJIO METY 1 3aBIaHHS HAIIOTrO
IOCIIKEHHS.

JIs1 moCSITHEHHSI METH 1 BUPIIIICHHS IMOCTaBJICHUX 3aBJaHb BIAMOBIIHO /10
IU3aiiHy TOCTIKEHHS po00Ta BUKOHYBAJIACh Y TP €TallH.

Ha nepmioMmy ertami OyJio MpPOBEICHO PETPOCHEKTHUBHUM aHaNI3 CTaHy
PENPOAYKTUBHOIO 3/I0POB’Sl 3a JAHUMHM MEIUYHOI JokyMmeHTanii 140 *iHOK 13
PO3CISTHUM CKJIEpO30M. JlJisl OLIIHKK CTaHy PeHpOyKTUBHOTO 370POB’ S 3aJIEHKHO
Bi mepebiry 1 TpuBanocti PC peTpocnekTuBHa Koropra Oyja po3nojijicHa Ha
Tpu rpynu. Y [-P rpymy yBiMuuu 55 XKIHOK penpoayKTUBHOTO BIKY 3

peuuauByrodo-peMityrounm mnepedirom PC, y II-P rpyny 54 namieHTku 3



nepBuHHO-TIporpecyrounM nepedirom PC, y III-P rpyny — 31 xiHka 3 BTOPUHHO-
nporpecytounm nepedirom PC.

Ha npyromy etami (IpOCHEKTUBHE MAOCIHIKEHHS) OCHOBHY KOTOPTY
ckianu 116 maiieHTOK, MepBUHHA PaHIOMI3allisl AKUX HA TPYNU MPOBOJAMUIIACH
CIIMUM METOJOM 3aJIeKHO BiJ 0O0paHOI TAKTUKU BeJEHHSA. BcTaHOBIEHHS
JiarHo3y 1 OOCTEeXKEeHHs MalllEHTOK MPOBOAMIOCH CYMICHO 3 HEBPOJIOTOM.
OcHoBny (I) rpyny cknanu 59 XKiHOK 3 PO3CISSHUM CKJIEPO30M, BEJACHHS SKHX
3M1MCHIOBAIM Ha OCHOBI 3alpONOHOBAHMX MOPOPLIAKTUYHO-TIKYBAIbHUX
3axoniB. Y rpymy mnopiBHsHHs (II) yBiiimmm 57 mnamieHTOK 3 PO3CISTHUM
CKJIEpO30M, $IKI BEJIUCh 3TIJHO ICHYIOUHMX PEKOMEHJAIid. 3alie)kKHO Bl BIKY
Mali€eHTKU B rpynax Oyiau po3nojauieH] Ha miarpynu: y miarpynu [-A (39 xiHok)
1 [I-A (37 k1HOK) BIAHECIH MAaILlIEHTOK PAHHBOTO PEMPOIYKTUBHOIO BIKY (19-35
pokiB); y miarpynu [-B (20 xinok) 1 [I-B (20 xiHOK) yBiMIUIM OaIli€eHTKH
MI3HBOTO PENPOAYKTUBHOIO BiKy (36-49 pokiB). Kontponsny rpyny cknanu 40
MPAKTUYHO 3JI0POBUX KIHOK BIKOM BiJ 22 110 49 pOKIB.

Tpertiit eran nepenbdayaB po3poOKy AudepeHIiioBaHUX A1arHOCTUYHUX Ta
npopIIaKTUYHO-TIIKYBAIbHUX 3aXOAIB JUIsl 30€peKeHHS PEernpOayKTUBHOTO
310pOB’sl, MNPODUIAKTUKH PENPOAYKTUBHUX TMOPYIIEHb Ta CEKCyallbHOI
mucyHKIIi  KIHOK  penpoaykTuBHoro Biky 13 PC, BmpoBamkeHHS
3aPONOHOBAHUX 3aXOMIB y KIIHIYHY IIPAKTUKY Ta OLIIHKY iX €)€KTUBHOCTI.

[Ipy BUKOHAaHHI JAHOTO JAMCEPTAIIMHOIO JOCTIKEHHS OCHOBHUMH
3aBJAHHSAMU OyJIM TPOBECTU PETPOCHEKTUBHUM aHaJ3 CTaHy PENPOAYKTUBHOTO
3I0POB'ST KIHOK 13 PO3CISHUM CKJIEPO30M; JOCIIUTH B3a€EMO3B’SI30K MIiX
PO3CISTHUM CKJIEPO30M 1 penpOyKTUBHUMHU MOPYIICHHSMH 3 YpaxXyBaHHSIM BiKY
NAalLIE€HTOK, TPUBAJIOCTI, KJIIHIYHOI (POPMHU, TUILY NEPEOIry Ta CTyNEHs TSHKKOCTI
OCHOBHOI'O 3aXBOPIOBAaHHA; JOCIIAUTH OCOOJIMBOCTI TOPMOHAJIBHOIO CTATYCY,
Oamancy BitaMiHny D, ¢GyHKIIT MMTONOMIOHOI 3aJI03U Yy KIHOK 13 PO3CISTHUM
CKJIEpO30M; BHUBYMTH BIUIMB PENPOJAYKTUBHUX TMOPYIIEHb Ta CTaTEBOi

muc(yHKIII Ha SKICTh KUTTA XBOPUX HA PO3CIIHUI CKIIEpO3; OOIPYHTYBATH,



pO3pOOUTH, BIPOBAIUTH Ta OIIHUTH €(EKTUBHICT,  AudepeHLIOBaHUX
npopIIaKTUYHO-TIIKYBATbHUX 3aXOJIB IIOJ0 MOPYIIEHb PENPOAYKTUBHOTO
3I0pOB’S y J)KIHOK, XBOPHUX Ha PO3CISTHUN CKIIEPO3.

3a JaHUMU PETPOCHEKTUBHOIO aHali3y BCTAaHOBJEHO, IO YacToTa
MOPYILIEHh MEHCTPYAJIbHOTO LUKITY, O€3IUIA/s,, HEBUHONIYBAHHS BariTHOCTI Y
MAali€EHTOK 13 PO3CISTHUM CKJIEPO30M TEPEBUIIY€E TMOMYJISLUIMHUN pPiBEHb;
HeaJICKBaTHE BUKOPUCTAHHS METOJIIB KOHTpAICNIlli CBITYUThH MPO HEJOCTATHIO
KOHCYJbTaTUBHY pOOOTY IIOAO 3amoOiraHHsi BariTHOCTI MPU MPOBEJCHHI
XBOP00O0-MoAM(DIKYyI0UO01 Teparii, HECIPUATIUBUMHU HACIIJIKaMH HETUIaHOBAaHO1
BariTHOCTI € IITy4yHe nepepuBaHHs BariTHocTi (BIII=10,246; 95% I 3,164—
33,185), 30unbIIeHHS YaCTOTH HEBUHOUIYBAaHHS 1 HEIOHONIYBAaHHS BariTHOCTI
MOPIBHSHO 31 3710poBUM Tepiogom kutTsa (BI=4,070; 95% I 1,240-13,364).

Meniana BiKy BCiX NaIllEHTOK OCHOBHOI KOTOPTM Ha MOMEHT IOYaTKY
nocaikenHs ckmana 32,0 (20,0 — 48,0) poku, MeniaHa TPUBAIOCTI
3aXBOPIOBaHHS Ha po3ciauuil ckiepos — 4,0 (0,5 — 17,0) pokiB, MeaiaHa OLIIHKH
namieHTok 3a mkanaoro EDSS — 3.6 (2,0-4,0).

3a kiiHIYHUM niepebirom peMityrouuil Tun nepediry PC mas micue y 65,5
%, BTOpUHHO-TIpOrpecytounit Tun nepediry — y 34,5 % naiieHTok. Y OCHOBHIN
KOTOpTi MepeBa)kajiu Mall€eHTKUA 3 pemiTyiouum nepedirom PC, mpu npomy y
rpynax 1 miArpynax mami€HTKH pO3NOoJUIsIIUCh PIBHOMIPHO. Y TIEepeBa)karodyoi
ounbIocTi nanieHTok (79,7 % B ocHoBHiM rpymi Ta 80,7 % y rpyIii MOPIBHSHHS)
TPUBAJICTh  3aXBOpIOBaHHS ckiaagana g0 10 pokiB, IS BCIX MaIllEHTOK
XapakTepHUM OYB MOMIPHUN TEMIT MPOrpecyBaHHs 3axBoproBaHHsA. [laieHTKH
OCHOBHOI KOTOPTHU OTPUMYBAIU XBOPOOO-MOJIUPIKYIOUY TEpamiio po3CISTHOTO
CKJIEpO3y IIpenaparamMyd mnepmioi 1 Jjapyroi JiHii: iHTepdepon Oeta-la,
raTupaMepy aieTart, aneMTy3yMma0, (piHromxiMo, HaTaaizymad, MITOKCAaHTPOH.

AHali3 COMATHMYHOi 3aXBOPIOBAHOCTI TMAIIEHTOK OCHOBHOI KOTOPTH
MOKa3aB, 10 HAWOLIBII MOMIMPEHOI OyJia MaTo]Oris MLTYHKOBO-KUIIIKOBOTO

TPaKTy, CEYOBUX MUISAXIB, CXWIBHICTb JO YaCTUX TOCTPUX PECHIPaTOPHUX



BipycHUX 1H(EKIIH, nudy3He 30UIbIIEHHS MUTONOAIOHO0T 3a03u. JiTopoany
dbyHK1ir0o g0 BcTaHoBieHHsA mgiarHo3y PC peamizyBamu 50,8 % maiieHTOK
OCHOBHOI1 rpyn#, 49,1 % — rpynu NOpiBHSAHHS, TO/I1 SIK 32 aHAJOTTYHUMN BIKOBUIA
nepioj B KOHTPONIbHIN rpymi — 72,5 % xkinok (p<0,05).

Ha ocHOBI mnpoBeneHHX JOCHIIKEHb TMPEJCTAaBICHI HOBI acHEKTH
MaTOreHe3y pEeNnpoAYKTUBHUX TMOPYUIEHb Y JKIHOK, XBOPUX Ha PO3CISIHUIM
ckiiepo3. OTpuMaHi HOBI JaHl IIOJI0 TOPMOHaNIbHOTO Oanancy Ta D-craTtycy
OpraHi3My y >KIHOK, XBOpPHX Ha PO3CISTHUM CKJepo3. JloBeneHO B3a€MO3B’SI30K
4acy pO3BUTKY 1 THUMIB PENpPOAYKTUBHUX MOPYIIEHb 3 BIKOM THAaIll€EHTOK,
TPUBAJIICTIO, KJITHIYHOIO (DOPMOIO, CTYIEHEM TSIAKKOCTI PO3CIIHOTO CKIEPO3y. Y
JucepTallii HaBeJeHE HOBE PIIICHHS 1 TEOPETUYHE OOIPYHTYBAHHS BaKJIMBOTO
3aBJaHHS CY4YyaCHHMX aKyllepcTBa Ta TIHEKOJOrii — TOKpAIEHHS CTaHy
PEMPOAYKTUBHOIO 3JIOPOB’Sl Ta SIKOCTI JKUTTS >KIHOK 13 PO3CISHUM CKJIEPO30M
HUISIXOM yIOCKOHAJICHHS IIarHOCTUYHHUX 1 JTIKYBaJIbHO-MPO(IAKTUYHUX 3aXO0/11B
Ha OCHOBI BCTAaHOBJICHHSI HOBHUX IIaTOT€HETUYHUX JIAHOK PENPOAYKTUBHUX
MOPYILIEHh Ta KIIHIYHUX, OIOXIMIYHMX Ta TOPMOHAJIBHUX OCOOJUBOCTEH
MaIi€HTOK.

BcTranoBneno, 110 301IbIIEHHS TPUBAIOCTI 3axBoproBaHHs Ha PC kopentoe
31 3pOCTaHHSAM 4YacTOTH HopyuieHb peryisipHocti ML — koedimient Ilipcona
0,982 (x2 54,971) (p<0,001), r=0,865, (p=0,00001), a BITHOCHUN PHUUK
nopyiueHnb peryisipHocti ML Ha 11 po3cisiHOro ckiiepo3y ckianae BP=9,571
(95% J11 4,044-22,655; NNT 1,563). BigHoCHUI pHU3UK OIICOMEHOPET, BTOPUHHOI
aMeHOopei Ha TJIi po3cisiHoro ckieposy ckianae BP=4,880 (95% 11 2,623-9,077;
NNT 1,572), po3Butky AMK — BP=2.455 (95% I 1,279-4,712; NNT 7,25),
nepcuctenuii ¢omikyna — BP=3,60 (95% I 1,383- 9,372; NNT 8,923),
rineprutazii egaomerpis BP=4,75 (95% I 1,667-13,534; NNT 7,733). Jlusa
AKIHOK PaHHbOTO PENPOAYKTUBHOTO BIKYy pu3uk po3BUTKy AMK 3pocrtae 3
TPUBAICTIO 3aXBOPIOBAHHA HA PO3CiAHMI ckiepo3 — ¥>=8,239 (p=0,005) npu

BiJICYTHOCTI TAaKOro y 3KiHOK Mi3HBOTO PEMpPOAYKTUBHOrO BiKy — y>=2,416



(p=0,121). Homeneno, mo micias 3axpoproBanHs Ha PC 3 87,9 % mo 51,7 %
3MEHIIYEThCSl YacTKa KIHOK, skl Manu peryisipauit M1 (p<0,00001), 3pocrae
YyacTKa )IHOK 13 peryJsipHuM, ane kopotkum MI1 (3 1,7 % no 15,5 %) (p=0,0001),
ornicomeropei (3 10,3 % mo 31,0 %) (p=0,0001), aucmenopei. Pusuk 3miH
IHTEHCUBHOCTI MEHCTPYyallbHMX BHUAUIEHb (K B CTOPOHY 3MEHIICHHS
KPOBOBTPATH, TaK 1 30UIBIICHHS) Y MALIEHTOK 3 TPUBAJICTIO 3aXBOPIOBAHHS Ha
PC Ounbie 6 pokiB y nami€eHTOK 000X BIKOBUX Ipyn cTtaHoBuTh BP=1,758 (95
% M1 1,219-2,535; NNT 3,520).

31 30UIbIIEHHSIM TPUBAJIOCTI 3aXBOPIOBaHHS Ha PO3CISTHUNA CKIIEpPO3
MpOSIBIISNIACh TEHACHIS JI0 3pPOCTAHHS YacTOTH JUCOIOTUYHHUX MPOIECIB
reritanii (57,8 %). Cepen (poHOBUX 3aXBOPIOBAHb IIUMKKA MATKU MEpEeBaKalu
pelUIMBYI0Ya €KTOIIS HIIIHAPUYHOIO EMITeNit0 IepBikaapHoro kanaty ( 20,7
%), exzomepBiut (10,3 %) Ta enmouepBiunuT (6,9 %), arpodis cimzoBoi
000JIOHKH, fIKa TO€IHyBajlach 13 arpodiunum koabmitom (1,7 %),
cybenitenianbHuil ennomerpios (1,7 %).

Bukopucranus MeToiB IUlaHyBaHHSI CIM’i OyJ0 akTyallbHHM JUIsl BCIX
XKIHOK OCHOBHO1 KOTOPTH, OKPIM THX, XTO HE KHB CTaTeBUM KUTTAM — 14 (12,1
%) xinok. Ilpm ananizi moingopmoBaHOCTI X1HOK 13 PC momo meroxis
3ano0iranHs HeOakaHI BariTHOCTI OyJio BCTaHOBIEHO, 10 69,8 % KiHOK
OJHOTO pazy He OyJau KOHCYJIbTOBaHI1 (axiBieM MO0 €()EKTUBHUX METO/IIB
MJIaHyBaHHS CIM’1, TIIBKH 17,2 % K1HOK miciisi BCTaHOBJIEHHs aiarno3y PC Oynu
CKEpOBaHI Ha KOHCYJBTAIIIO J0 TIHEKOJora sl OOrOBOPEHHS HEOOXi1THOCTI
BUKOPUCTAaHHA HAAIMHUX METOMIB KOHTpauemnmii, 12,9 % mnamieHToK
IPOJOBXKYBAIM  BHKOPHUCTOBYBAaTH  IIONEPEJHBO  3aCTOCOBYBaHI  3aco0H
3ano0iraHHs BariTHOCTI. Xoda MepepBaHUN CTAaTEBUI aKT HE € METOJO0M
KoHTpaueniiii, 41,4 % namieHToOK paHHbOTO PENPOAYKTUBHOTO BiKy Ta 18,8 % —
MI3HBOTO PENPOJAYKTUBHOTO BIKY BHKOPUCTOBYBalM MOro MJisi 3amno0iraHHS
HEIUJITaHOBaH1M BariTHOCTi. KpUTHYHO HU3BKUI PIBEHb BUKOPUCTAHHS HAIIMHUX,

edexkTUBHUX Ta Oe3MeyHUX 3ac00IB KOHTpAUEIIIil cepel KiHOK, XBopux Ha PC



(43,1 %) miaBuIy€e pU3UK HETAaTUBHUX HACIIIKIB, 30KpeMa HapOKEHHS XBOPO1
JUTAHA a00 TMOTIPUIEHHS CTaHy KIHKM BHAacHioK al0opTy 1 BHUMarae
HaJaro/>)KeHHs €()eKTUBHOTO KOHCYIbTYBaHHS 3 IUTAHb TUIAHYBAHHS CIM 1.
BcTranoBneHo, 110 y JKIHOK 13 TPUBAJIMM IEpPeOiroM po3CISTHOTO CKIEPO3Y
Mae wMiciie aucOajaHC TinoTanamMo-Tinodi3apHO-SIEYHUKOBOI CHCTEMH, IO
NPOSIBISIETBCSL B~ PAaHHbOMY 1 MI3HBOMY PEOPOAYKTUBHOMY  IEpIOAl
rinepronagotrpornaum (18,97 %) (p=0,0201) a6o rimoronagorpomnauM (10,3 %)
ctanoM (p=0,0442), y 22,4 % >KIHOK 1JIIOMaTUYHOI) TINEPIPOTAKTUHEMIEIO
(p=0,0069), a xkniHiYHA KapTHUHA (AHOMAaJIbHI MaTKOB1 KPOBOTEU1, MEPCUCTCHITIS
donikyna, rinepruiasis €HIOMETPisl) KOPEIIO€e 3 BIJIHOCHOIO TINEPECTPOTECHIEIO
(p=0,025) Ta rimoecTporeHi€ (OrICOMEHOpesl, BTOPHHHA aMEHOpEes); HU3bKUU
piBEeHb MporecTepony y 55,2 % CBIIUUTH MPO HEIOCTATHICTH JIIOTETHOBOI (a3u,
ay 44,8 % — mpo BiacyTHICTh oBYJIAIT (p=0,0395). V 12,9 % K1HOK 13 pO3CISHUM
CKJIEpO30M € mopyiieHHs QyHKIii mutonoAaioHoi 3ano3u (p=0,0459):y 4,3 % —
CyOKIIHIYHUN TinepTupeo3, y 8,6 % — CyOKIIHIYHUN TIMOTHPEO3, a PHU3UK
PO3BUTKY aBTOIMYHHOT'O TUPEOIAUTY 3pOCTaA€ 31 30UIBIICHHSIM BIKY MaIllEHTOK 1
TpUBajaocCTi 3axBoproBanHs — BP=3,167 (95 % JII 1,730 — 5,797; NNT 2,923). V¥
98,3 % X1HOK 13 PO3CISIHMM CKJIEpOo30M € HecTaua (9,5 %) abo pi3HOro CTymneHs
nediuut Bitaminy D (88,8 %) npu 47,5 % y koHTposbHiil rpym (p<0,00001).
BcTranoBneHo, 1o Jierki mposiBu cekcyalbHOi auchyHkiii manu 43,1 %
MaIi€EHTOK 13 PO3CIIHUM CKJIepo3oM, momipHi — 24,1 %, Bupaxeni — 32,8 %
KIHOK, IO KOPEIIOBAJIO 13 BIKOM, TPUBATICTIO 1 Ba)XKICTIO 3aXBOPIOBAHHS.
[IposiBu cTaTeBOi NUCHYHKIIT 3pOCTAIOTh YV KIHOK Mi3HBOTO PEMPOAYKTUBHOTO
BiKy (p<0,05) Ta KOpenroTh 31 3HMKEHHSM SIKOCTI KUTTS Ta I1HIAEKCOM
cekcyanbHoi GyHKIi (1=0,432, p=0,035). BcTaHoBNI€HO, 1110 MOKa3HUKU SIKOCTI
KUTTA y 57,8 % KIHOK BIJMOBIIAIOTH JIETKINH nUCHYHKIIIT 370poB’s, a 'y 42,2 %
KIHOK MI3HHOTO PEMPOAYKTUBHOIO BIKY — BHPAXEHOMY 3HMKEHHIO SIKOCTI

KUTTH.



OtpuMani y nuceprailiiiHiii poOOTI AaH1 MOTJIUOIIOIOTh Ta PO3LIUPIOIOTH
CydacH1 YSBJEHHS IIOJ0 3B 3Ky TOPMOHAJIBHOTO AucOanaHcy, AeQIlUTY
BiTaminy D, maronorii MmMUTONOAIOHOT 3al03M 3 PO3BUTKOM MOPYILICHb
MEHCTPYaJbHOIO LUK, CEKCYalbHOI NUCQPYHKIIII, 3HKCHHSIM SIKOCTI KUTTS
KIHOK, XBOPUX Ha pO3CIsTHUU cKiepo3. JloBeeHO 3HAYUMICTh PO3IIHMPEHOTO
KJIIHIKO-TOPMOHAJILHOTO OOCTEXXEHHSI Ha PaHHIX CTaJlisIX PO3BUTKY PO3CISIHOTO
CKJIEpO3y [JIsl TOMNEPE/KEHHS PENpOoJyKTHMBHUX MOpylieHb. HaykoBo
OoOTpyHTOBaHAa HEOOXIMHICTh BJOCKOHAJIEHHS aJIrOPUTMYy [1arHOCTUYHUX Ta
JTIKYBaIbHO-IPO(PUIAKTUYHUX  3aXOJlIB IIOJ0 MOMNEPEIKEHHSI MOPYIICHb
PENPOAYKTUBHOTO 3J0POB’Sl Y JKIHOK 13 PO3CISIHUM CKjiepo3oM. PesynbTaTn
JOCJIIIDKEHHST CIIYTYIOTh TEOPETUYHOIO OCHOBOIO JJIsi HAYKOBO OOIPYHTOBAHUX
MPAKTUYHUX PEKOMEHAIIN 1100 BEACHHS KIHOK 13 PO3CISTHUM CKJIEPO30M.

[IpoBeneno  mepexknan Ta  BadiAW3allil0o  YKpaiHOMOBHOI  Bepcii
«OnuTyBalbHUKA MO0 IHTUMHOTO >KUTTS Ta CEKCYyaJbHOCTI Y XBOPHUX Ha
poscisiauit ckiepo3» (Multiple Sclerosis Intimacy and Sexuality Questionnaire-
19), sikuii 103BOJISIE MPOBOJUTHU J1arHOCTUKY CEKCYalIbHOI MTUCPYHKIIIT Y )KIHOK 3
PO3CISTHUM CKJIEPO30M.

JIns niKyBanbHMX 3aKjajiB BCIX PIBHIB HaJaHHS MEJAUYHOI JOMOMOTH
PO3pOOJICHO aNTOPUTM JIIAarHOCTUYHUX Ta JIKYBaIbHO-IPO(PIIAKTUUHHUX 3aXO0/IIB
[0/I0 TOMEPE/KEHHS MOPYIIEHb PENPOAYKTUBHOIO 370pPOB’Sl Y JKIHOK 13
pO3CisiTHUM ~ CKjiepo3oM. JloBeneHO e(EeKTUBHICTD nudepeHiiioBaHux
NpodUTAKTUYHO-IIKYBAIBHUX  3aXOJIB CKJIaJa€ 3a 30UIBIICHHSIM  PIBHS
BUKOpUCTaHHS edeKTuBHUX MeToiB KoHTpareniii 100,0 %, 3a BiZHOBICHHSIM
CTaHy HOPMOIIEHO3y MmiXBU — 94,9 %, 3a BIZHOBJICHHSIM HOPMAaJIbHOIO
MEHCTpyaJbHOro UKy — 89,8 %, 110 103BOJII€ 3MEHILIUTH TOMIPHI MPOSIBU
cekcyalbHOi qucyHkIii y 1,9 pas3iB Ta HOKpAIIUTH SKICTh XKUTTS B LIIoMy y 1,2
pasu.

Pe3ynbTaTu mOCHIKEHHS Ta JIarHOCTUYHO-JIIKYBAJbHUM — aJrOpUTM

BrpoBajkeHo y pobory KHII JIOP JIsBiBCbKOTO 00JIACHOTO UEHTPY



PENpPOAYKTUBHOIO 3I0POB’ sl HaceJeHHSs, JIbBIBChbKOT 00J1aCHOT KITHIYHOT JIIKapHI,
BonuHcbKkOro 001aCHOTO MNEPUHATAIBLHOIO LEHTPY, JIyIbKOTro KIIIHIYHOTO
MOJIOTOBOTO OYJAMHKY, BOMMHCHKOT 00J1aCHOT KIIIHIYHOT JIIKApHI.

[Tyb6mikanii. 3a TemMor0 aucepTarlii onmyoJikoBaHo 15 HayKoBUX mpailb, 13
HUX 5 cTarteil y HayKOBHUX (paxOBUX BUJAHHSX, pekoMeHnoBaHuXx JJAK Ykpainu
uist  myOnikamii  pe3ynbTaTiB - AMCEPTAIliMHUX JOCHIKEeHb, 1 CcTaTTd y
neplouyHOMY HaykoBoMmy BujaHHI €pomneiicekoro Coro3y (EU), 7 Te3 y
Marepiaax i1 301pHUKaxX HaAyKOBUX KOHTPECIB 1 KOH(epeHIlii, oTpuMaHo 1 mateHt
VYkpainu Ha KOPUCHY MOJIeb Ta 1 CBIJOIITBO aBTOPCHKOTO IIpaBa Ha TBIP.

Knwuoei cnoea: penipoyKTUBHE 3/I0POB’sl, PO3CISTHUM CKJIEPO3, XBOPOOO-
Moaudikyroua Tepamis, CeKCyallbHa JTUCPYHKIIS, SAKICTh KUTTA, ACHILUT

BiTamiHy D, rinoTupeos, ropMOHaIbHA KOHTPAIICMIis, BariTHICTb.
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SUMMARY

Negrich O.I. Diagnosis, treatment and prevention of reproductive health
disorders in women with multiple sclerosis. — Qualifying scientific work on the
rights of the manuscript.

PhD degree dissertation in the field of study 22 Healthcare, Specialty 222
Medicine (Obstetrics and Gynecology Specialization). — Danylo Halytsky Lviv
National Medical University of Ministry of Health of Ukraine, Lviv, 2020.

The dissertation is devoted to reducing the incidence of reproductive
health disorders and improving the quality of life of women with multiple
sclerosis by improving treatment and prevention measures based on new
pathogenesis links of reproductive disorders and clinical, biochemical and
hormonal characteristics of patients.

Reproductive health reflects the state of the reproductive system and related
processes and functions throughout human life. Reproductive function is the most
important integral indicator of a woman's health, determines the quality of her
life, her offspring, and, accordingly, the health and quality of life of the nation [1,
29, 36]. Reproductive health is significantly affected by physical and mental
health, especially chronic long-term diseases. In the presence of a tendency to
increase the overall morbidity in recent years, the structure of morbidity of
persons of reproductive age has changed, the share of diseases with chronic and
recurrent course has increased, among which multiple sclerosis deserves special
attention [9, 11, 87].

Multiple sclerosis (MS) 1is a chronic, progressive, inflammatory,
autoimmune, neurodegenerative disease of the central nervous system that
primarily affects young people [92, 110]. MS occupies a leading position in the
structure of neurological pathology with lesions of approximately 0.05-0.1% of
the adult population, and is almost twice as common in women than in men [14,
20, 77, 92, 110, 131, 204]. In recent decades, there has been a global trend

towards increasing the incidence and prevalence of MS [141, 188]. According to



the WHO, among all neurological diseases, the main cause of persistent disability
of young people is MS [22, 163, 209].

MS often develops before a woman marries or gives birth. The number of
women with MS who have not exercised reproductive function is significant,
which may be due to numerous factors, including conscious refusal to have
children, psychological factors, hormonal changes, development of subfertility,
vitamin D deficiency, etc. [116, 183, 193, 197, 220, 361]. MS is becoming a
significant and growing clinical burden on a woman's reproductive potential [9,
60, 102, 144, 364]. At the same time, data on the peculiarities of women's
reproductive health, exposure to sex steroids and thyroid dysfunction, fertility of
women with MS are contradictory [4, 99, 107, 116, 142, 277, 282, 352]. It is
necessary to study the effectiveness and acceptability of various methods of
contraception, study of sexual function and quality of life of patients with MS to
improve the methodology of medical care for this group of patients, which
determined the purpose and objectives of our study.

To achieve the goal and solve the tasks in accordance with the design of the

study, the work was performed in three stages.
In the first stage, a retrospective analysis of reproductive health was performed
according to the medical records of 140 women with multiple sclerosis. To assess
reproductive health, the retrospective cohort was divided into three groups
depending on the course and duration of MS. The IP group included 55 women
of reproductive age with recurrent-remitting MS, the II-R group 54 patients with
primary-progressive MS, the I1I-R group - 31 women with secondary-progressive
MS.

In the second stage (prospective study), the main cohort consisted of 116
patients, whose initial randomization into groups was performed blindly
depending on the chosen management tactics. Diagnosis and examination of
patients was performed in conjunction with a neurologist. The main (I) group

consisted of 59 women with multiple sclerosis, which was carried out on the basis



of the proposed preventive and curative measures. The comparison group (II)
included 57 patients with multiple sclerosis, who were treated according to
existing recommendations. Depending on the age of the patients in the groups
were divided into subgroups: in subgroups I-A (39 women) and II-A (37 women)
included patients of early reproductive age (19-35 years); subgroups [-B (20
women) and II-B (20 women) included patients of late reproductive age (36-49
years). The control group consisted of 40 healthy women aged 22 to 49 years.

The third stage involved the development of differentiated diagnostic and
preventive treatment measures for reproductive health, prevention of
reproductive disorders and sexual dysfunction of women of reproductive age with
MS, implementation of the proposed measures in clinical practice and evaluation
of their effectiveness.

When performing this dissertation research, the main tasks were to conduct
a retrospective analysis of the state of reproductive health of women with multiple
sclerosis; to investigate the relationship between multiple sclerosis and
reproductive disorders, taking into account the age of patients, duration, clinical
form, type of course and severity of the underlying disease; to study the features
of hormonal status, vitamin D balance, thyroid function in women with multiple
sclerosis; to study the impact of reproductive disorders and sexual dysfunction on
the quality of life of patients with multiple sclerosis; substantiate, develop,
implement and evaluate the effectiveness of differentiated preventive and
curative measures for reproductive health disorders in women with multiple
sclerosis.

According to retrospective analysis, it was found that the frequency of
menstrual disorders, infertility, miscarriage in patients with multiple sclerosis
exceeds the population level; Inadequate use of contraceptive methods indicates
insufficient counseling to prevent pregnancy during disease-modifying therapy,

adverse effects of unplanned pregnancy are abortion (OR = 10,246; 95% CI



3,164-33,185), increased incidence of miscarriage and premature pregnancy
compared with a healthy period of life (OR =4,070; 95% CI 1,240-13,364).

The median age of all patients in the main cohort at the time of the study
was 32.0 (20.0 - 48.0) years, the median duration of multiple sclerosis - 4.0 (0.5
- 17.0) years, the median assessment of patients by EDSS scale - 3.6 (2.0-4.0).

According to the clinical course, the remitting type of MS occurred in
65.5%, the secondary-progressive type of course - in 34.5% of patients. The main
cohort was dominated by patients with remitting MS, while in groups and
subgroups of patients were evenly distributed. In the vast majority of patients
(79.7% 1n the main group and 80.7% in the comparison group) the duration of the
disease was up to 10 years, all patients were characterized by a moderate rate of
disease progression. Patients in the main cohort received disease-modifying
therapy for multiple sclerosis with first- and second-line drugs: interferon beta-
la, glatiramer acetate, alemtuzumab, fingolimod, natalizumab, mitoxantrone.

Analysis of somatic morbidity of patients in the main cohort showed that the
most common was pathology of the gastrointestinal tract, urinary tract,
predisposition to frequent acute respiratory viral infections, diffuse enlargement
of the thyroid gland. The reproductive function before the diagnosis of MS was
realized by 50.8% of patients in the main group, 49.1% - in the comparison group,
while for the same age period in the control group - 72.5% of women (p <0.05).
Based on the research, new aspects of the pathogenesis of reproductive disorders
in women with multiple sclerosis are presented. New data on hormonal balance
and D-status of the body in women with multiple sclerosis have been obtained.
The relationship between the time of development and types of reproductive
disorders with the age of patients, duration, clinical form, severity of multiple
sclerosis is proved. The dissertation presents a new solution and theoretical
substantiation of an important task of modern obstetrics and gynecology -
improving the reproductive health and quality of life of women with multiple

sclerosis by improving diagnostic and therapeutic measures based on the



establishment of new pathogenetic links of reproductive disorders and clinical,
biochemical and hormonal features of patients.

It was found that the increase in the duration of MS disease correlates with
an increase in the frequency of MC irregularities - Pearson's coefficient 0.982 (2
54.971) (p<0.001), r=0.865, (p= 0.00001), and the relative risk of MC
irregularities on the background of diffuse sclerosis is RR =9,571 (95% CI 4,044-
22,655; NNT 1,563). The relative risk of opsomenorrhea, secondary amenorrhea
on the background of multiple sclerosis is RR =4,880 (95% CI 2,623-9,077; NNT
1,572), the development of HMB - RR =2,455 (95% CI 1,279-4,712; NNT 7.25),
the persistence of the follicle - RR = 3.60 (95% CI 1.383- 9.372; NNT 8.923),
endometrial hyperplasia RR = 4.75 (95% CI 1.667-13.534; NNT 7.733). For
women of early reproductive age, the risk of developing HMB increases with the
duration of multiple sclerosis - y2 = 8.239 (p = 0.005) in the absence of such in
women of late reproductive age - x2 = 2.416 (p = 0.121). It is proved that after
MS disease from 87.9% to 51.7% decreases the proportion of women who had
regular MC (p <0.00001), increases the proportion of women with regular but
short MC (from 1.7% to 15.5%) (p=0.0001), opsomenorrhea (from 10.3% to
31.0%) (p=0.0001), dysmenorrhea. The risk of changes in the intensity of
menstrual discharge (both in the direction of reducing blood loss and increase) in
patients with a duration of MS for more than 6 years in patients of both ages is
RR=1,758 (95% CI 1,219-2,535; NNT 3,520).

With the increase in the duration of multiple sclerosis, there was a tendency
to increase the frequency of dysbiotic processes of the genitals (57.8%).
Recurrent ectopia of the cylindrical epithelium of the cervical canal (20.7%),
exocervicitis (10.3%) and endocervicitis (6.9%), mucosal atrophy combined with
atrophic colpitis (1.7%) predominated among the background diseases of the
cervix. , subepithelial endometriosis (1.7%). The use of family planning methods
was relevant for all women in the main cohort, except for those who did not have

sex - 14 (12.1%) women. An analysis of the awareness of women with MS about



methods of preventing unwanted pregnancies found that 69.8% of women had
never consulted a specialist on effective family planning methods, only 17.2% of
women after being diagnosed with MS were referred to a gynecologist. To discuss
the need for reliable contraception, 12.9% of patients continued to use previously
used contraceptives.

Although interrupted intercourse is not a method of contraception, 41.4% of
patients of early reproductive age and 18.8% of late reproductive age used it to
prevent unplanned pregnancy. Critically low levels of reliable, effective and safe
contraception among women with MS (43.1%) increase the risk of adverse
effects, including the birth of a sick child or deterioration of a woman's condition
due to abortion, and require effective family planning counseling.

It was found that in women with long-term multiple sclerosis there is an
imbalance of the hypothalamic-pituitary-ovarian system, which is manifested in
the early and late reproductive period hypergonadotropic (18.97%) (p=0.0201) or
hypogonadotropic (10.3%) condition (p=0.0442), in 22.4% of women with
idiopathic hyperprolactinemia (p=0.0069), and the clinical picture (abnormal
uterine bleeding, persistence of the follicle, endometrial hyperplasia) correlates
with relative hyperestrogenism (p=0.025) and hypoestrogenism (opsomenorrhea,
secondary amenorrhea); low levels of progesterone in 55.2% indicate a lack of
luteal phase, and in 44.8% - the absence of ovulation (p=0.0395). 12.9% of
women with multiple sclerosis have thyroid dysfunction (p=0.0459): 4.3% have
subclinical hyperthyroidism, 8.6% have subclinical hypothyroidism, and the risk
of developing autoimmune thyroiditis increases with age. and the duration of the
disease - RR = 3,167 (95% CI 1,730 - 5,797; NNT 2,923). 98.3% of women with
multiple sclerosis have a deficiency (9.5%) or varying degrees of vitamin D
deficiency (88.8%) with 47.5% in the control group (p<0.00001).

It was found that mild manifestations of sexual dysfunction were 43.1% of
patients with multiple sclerosis, moderate - 24.1%, severe - 32.8% of women,

which correlated with age, duration and severity of the disease. Manifestations of



sexual dysfunction increase in women of late reproductive age (p <0.05) and
correlate with reduced quality of life and index of sexual function (r = 0.432, p =
0.035). It was found that the quality of life in 57.8% of women corresponds to
mild health dysfunction, and in 42.2% of women of late reproductive age - a
marked decrease in quality of life.

The data obtained in the dissertation deepen and expand the current
understanding of the relationship between hormonal imbalance, vitamin D
deficiency, thyroid pathology with the development of menstrual disorders,
sexual dysfunction, and reduced quality of life in women with multiple sclerosis.
The importance of extended clinical and hormonal examination in the early stages
of multiple sclerosis to prevent reproductive disorders has been proven. The need
to improve the algorithm of diagnostic and treatment-and-prophylactic measures
to prevent reproductive health disorders in women with multiple sclerosis has
been scientifically substantiated. The results of the study serve as a theoretical
basis for scientifically sound practical recommendations for the management of
women with multiple sclerosis. The Ukrainian-language version of the Multiple
Sclerosis Intimacy and Sexuality Questionnaire (19) has been translated and
validated, which allows the diagnosis of sexual dysfunction in women with
multiple sclerosis.

An algorithm of diagnostic and treatment-and-prophylactic measures to
prevent reproductive health disorders in women with multiple sclerosis has been
developed for medical institutions of all levels of medical care. It is proved that
the effectiveness of differentiated preventive and curative measures is 100.0% by
increasing the level of effective contraceptive methods, 94.9% by restoring the
state of vaginal normocenosis, 89.8% by restoring the normal menstrual cycle,
which reduces moderate manifestations of sexual dysfunction in 1.9 times and
improve the overall quality of life by 1.2 times.

The results of the study and diagnostic and treatment algorithm were

introduced into the work of the ENT Lviv Regional Center for Reproductive



Health, Lviv Regional Clinical Hospital, Volyn Regional Perinatal Center, Lutsk
Clinical Maternity Hospital, Volyn Regional Clinical Hospital.

Publications. On the topic of the dissertation published 15 scientific papers,
including 5 articles in scientific journals recommended for publication of
dissertation research, 1 article in a periodical scientific publication of the
European Union (EU), 7 abstracts in materials and collections of scientific
congresses and conferences, received 1 patent of Ukraine for a utility model and
1 copyright certificate for a work.
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