IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

30JIA®PEH ®ACT

(ZOLAFREN FAST)

CKn1ao0:
0itoua pevyoBuHdA: OJlaH3alliH;
1 tabnetka mictTuth 10 Mr abo 20 Mr onaH3aminy;

donomiogicHi peuosuHu: MaHiT (E 421), kpocmoBigoH, acmaptam (E 951), apoMaTu3aTop anenbCUHOBUH,
KPEMHiI0 mioKcuM KonoigHui 6e3BOIHUM, HATPil0 cTeapuiadpyMapar.

JIikapcbka ¢opma. TabmeTKy, 10 JUCIEPTYIOTHCS B POTOBIHM MTOPOXKHUHI.
OcHosHI (i3uko-xiMiuHi 81acCMu8oCcMmi:

tabneTku mo 10 Mr: KOBTi, IIJIacKi, KPyrJii TabeTky, 3 OmHOTo 00Ky - rpaBitoBaHHA «10», giameTpoM
8 MM, 6e3 BUIUMUX BKpaIieHb ab0 BKITIOYEHb;

TabeTky 1m0 20 MT: XKOBTI, TIaCKi, KPyTii TabneTk:, 3 OGHOTO OOKY - rpaBifoBaHHSI «20»,
miametpoMm 10 MM, 6e3 BUOUMUX BKpaIlieHb a00 BKITIOUEHb.

dapMakoTepaneBTHYHA rpyna. AHTUIcuxoTuuHi 3acobu. Kog ATX NOSA HO3.

dPapmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

OrnaH3ariH € aHTUIICUXOTUYHUM, aHTHMaHiaKaIbHUM JTiKapChKUM 3aC000M, TaKOXK BiH cTabinizye
HACTPiii, Ma€ crieKTp papMakoorigHol fii, 3yMOBIEHO] BIUIMBOM Ha Pi3Hi pelenTopu.

Y DokITiHIYHUX JOCIiAXKEeHHAX BUSABJIEHO 3B’ sI3yBaHHS OJIaH3alliHy 31 CEPOTOHIHOBUMHU PeLeNTOPaMu
S5HT2A/2C, 5HT3, 5HT6, gonaminosuMu perentopamu D1, D2, D3, D4, D5, MyCcKapuHOBUMU
penentopamu M1-M5, agpeHepriynuM petentopoM «l i ricraminosum H1-perentopom. Y mporgeci
OOCIiIXKeHb [IOBEiHKY TBAPUH, IKUM BBOLWIM OJIaH3alliH, BUSIBJIEHO aHTArOHi3M OJlaH3aliHy fK [0
cepoToHiHOBUX pelenTtopiB SHT, Tak i 10 fonamMiHOBUX i XOJIiHEPTiYHUX penenTtopiB. OlaH3alliH Mae
BUILKI PiBEHb 3B'A3yBaHHA 3 pelenTopaMu cepoToHiny SHT2, Hix 3 pellenTopamMu gomaminy D2, y
MOMeNnsxX K in vitro, Tax i in vivo. Enektpodisionoriudi qocmigkeHHs ITOKa3any, [0 OJlaH3alliH
CeJIeKTUBHO 3MeHIIye 30yanuBicTs Me30miM0iunux (A10) momamiHepriYHUX HENPOHIB, IPOSBISAIOYN



IIpY IIbOMY HEe3HAYHUU BIIJIUB Ha CTpiapHi (A9) muisxu, OB’ A3aHi 3 MOTOPHOIO QyHKIfi€l0. OnaH3aIid
rajbMy€e YMOBHUM pedreKkc YHUKHEHHS, 10 CBiIUMUTE PO MOTO aHTUIICUXOTUYHY aKTUBHICTh IIPU
IPHUMOMI B 033X, MEHIINX, HiXK [03H, 1[0 CIPUYMHSIIOTh KaTaJIeICilo, SKa € 03HAKOI0 MOOiYHUX
MOTOpHUX edekTiB. Ha BimMiHy Bif iHINX aHTUIICUXOTUYHUX JTiIKapChKUX 3aco0iB, ojlaH3alliH
IIOCUJTIOE Peakilil Ha Mofpa3HuKY IIPU IIPOBefieHHI aHKCIOMiTUYHOTO TECTY.

[Tpu ogHOpPa30BOMY IEepopaabHOMY IpuioMi 10 Mr onaH3amiHy y Ipoleci IO3UTPOHHO-eMiCiiHO1
tomorpadii (ITET) 3a yyacTi 3mopoBux 40OPOBOJIBIIB 3 ICOBAHO, III0 OJIaH3alliH MaB OiNbLUINY PiBEHD
3B’s3yBaHH4A 3 peuentopamu SHT2A, Hix 3 fonaMminoBuMu penentopamu D2. Kpim Toro, y pe3ynbrati
aHai3y 300paxkeHb, OTPUMAHMUX ITiJl Yac JOCTiIXKeHb MaI[iEHTiB, XBOPUX Ha MIU30(PeHil0 MeTOmOM
0ZHO(OTOHHOI eMiciliHOl KoMII'foTepHOl ToMorpadii (OPEKT), 3’acyBanocs, 10 01aH3amiHdyTIuBI
MallleHTH BUSBIISAIN MEHIINN PiBEeHb 3B’3yBaHHS 31 cTpiapHuMU D2-penientTopaMu, HiX iHIIL
QHTHUICUXOTUK- Ta PECHIPUIOHYYTIIUBI TALIEHTH, IIOPIBHAHO 3 KJI03aliHUYYTIIMBUMU [alliEHTaMHU.

KniHiuHa epekmusHicmb

ITig gac mBOX i3 ABOX MIaIe60-KOHTPOJILOBAHMX i IBOX i3 TPHOX MOPiBHSIBHO-KOHTPOJILOBAHUX
MOCIiIXKeHb 3a y4acTi noHapn 2900 xBopux Ha MU30QPEHil0 3 MTO3UTUBHUMHU 1| HETaTUBHUMU
CUMIITOMaMH OJIaH3alliH [T0Ka3aB CTaTUCTUYHO JOCTOBIPHI MaHi IOJIMINIeHHS K HETaTUBHUX, TaK i
MIO3UTHUBHUX CUMIITOMIB.

Y nponeci MiKHapOJHUX MTOABIMHUX CJIMKX IIOPiBHAIBHUX JOCTiAXKeHb 3 y4acTio 1484 xBopux Ha
mu3o¢peHio, mm30adeKTUBHICTE Ta 3 acOLif0BAHUMU 3 IUMU XBOpPoOaMu po3fiafiaMu 3 Pi3HUM
CTyIleHeM MOpYIIEeHb, 110 I0B’A3aHi 3 JelpeCUBHUMU cuMIToMamu (16,6 myHKTa 3a LIKaiokn
Moutromepi-AcOepra s OL[iHKY Oelpecii), IPOCIIeKTUBHEe BTOPUHHE AOCTIIXKEeHHS Bifl I0YaTKy [0
KIiHIIS OIIIHKY 3MiH HAaCTPOIO Jaji0 3MOTy BCTAHOBUTH CTATUCTUYHO 3HAUYIe TOKPAIEeHHS (p=
0,001) micnsa nmikyBaHHS ojlaH3amniHoM (-6,0) MOPiBHSAHO 3 TaKUM IIpHU JIiKyBaHHI ranonepuponom (-3,1).

Y nauieHTiB 3 MaHiakanbHUMH a00 3MillTaHUMHU eMi3ofaMu Ipu GimoIsIpHOMY po3iafi oOJlaH3aIiH
IIPOIEMOHCTPYBaB BUCOKY e(DEeKTHBHICTh y 3HUKEHHI MaHiaKaIbHUX CUMIITOMIB IIPOTATOM 3 TUXKHIB
IIOPiBHSHO 3 Malle00 Ta BalblpoaToM HaTpio. OnaH3amid TaKoX I0Ka3aB MOPiBHAHHY e(eKTUBHICTh
pe3ybTaTiB 3 rajonepugoIoM y IlepepaxyBaHH] Ha 4aCTKY Ialli€HTiB 31 CAMITOMATAYHOK CTafieto
peMicii, moyrHaO4YM 3 MaHil Ta genpecii Ha 6 i 12 TUXKHSX NTiKyBaHHSA. Y MIPOLeCi AOCTiIXKeHHS i
Yyac CYMYTHBOTO JIiKyBaHHS JIiTieEM a00 BaJbIIPOATOM IIPOTSATOM 2 THUKHIB 3 JOJaBaHHSIM OJlaH3alliHy B
no3i 10 Mr BCTaHOBIIEHO 3HAaUYHE 3HUKEHHS CUMIITOMIB MaHil MOPiBHSAHO 3 TAKUM IIPY MOHOTEpAITil
mitieM ab0 BaJIbIIPOATOM IIic/Is 6 TUKHIB JTiKyBaHHS.

Y nponeci 12-mMica94HOT0 OOCHiAKEeHHS IpOoQiTakKTUKY PELUANBIB MaHiaKaIbHUX €Ii30[iB y Malli€HTiB,
SIKi OCATTIA peMicii 3a [OIOMOro0 OJaH3aliHy i B ofanbiioMy OyIu paHOOMi30BaHi y rpymu
IpUKOMY OJlaH3amiHy abo mnarnebo, ojlaH3alliH MPOLeMOHCTPYBaB CTATUCTUYHO 3HAYYIIy ITIepeBary
TIOPiBHSHO 3 ITale60 B KiHIEBiN TOYL KPUTEPilo OLiHKY penuguBy OimonsipHoro posnany. OnaH3arin
TAKOXK IT0Ka3aB CTAaTUCTUYHO 3HAUYIIi TepeBaru Haf manebo B paMkKax 3anobiraHHs perupuBy MaHil
abo penuOuBY Aempecii.

Y nporeci HacTynmHOro 12-MiCSYHOTO0 JOCTigXKEeHHS NPOo(diTaKTUKN PelUANBiB MaHiaKalbHUX €Mi30/iB
y TaLlieHTiB, IKi HOCATIIX peMicil y pe3ynbTaTi CyIyTHHOTO JIIKyBaHHS OJIaH3aIliHOM Ta JITiEM i
3rogoM OyniK paHAoOMi30BaHi y Ipynu NpuiioMy ojlaH3alminy abo iTiio OKpeMo, ojlaH3alliH He MaB
CTaQTUCTUYHO 3HAUYIIOl IepeBaru Haf JITiEM y KiHIeBill TOYIli KDUTEPIIO OLIHKU PELUOUBY
6inmonsipHoro poanany (oman3amin 30 %, miti#t 38,3 %, p = 0,055).

Y nportieci 18-MicsTYHOTO OOCTIAXKEHHS IMifl Yac CyNyTHLOTO JTIKyBaHHS MaHiaKalbHUX a00 3MilTaHUX
eMi30MiB cTaH MmallieHTiB cTabinmi3yBasy 3a OIIOMOTO0I0 OJIaH3aIiHy, K cTabiTi3aTop HACTPOIO



3aCTOCOBYBAJIH JIiTii a00 BaIbIIPOAT; MOBTOTPHBAJIE CYIYTHE JIIKyBaHHS OJIaH3aIliHOM 3 JIiTiEM abo
BAJILIIPOATOM He BCTAHOBHUJIO CTATHCTUYHO 3HAUYIIOI ITepeBaru Hai MOHOTEpAIIi€lo titiem a6o
BaJIBIIPOATOM i BiICTPOYEHHS PeIUAUBIB OiONISIPHUX PO3/aiB, BU3HAYEHUX BiITOBIIHO [0
CUHAPOMHOTO (IiaTHOCTUYHOTO0) KPUTEPIIO.

Himu

IocBim 3acToCyBaHHS JTiKapchKoro 3aco0y migmiTkaM (BikoM Bim 13 go 17 pokiB) oOMexkeHun
BiIIIOBIAHO [0 OTPUMaHUX JaHUX LI00 e(peKTUBHOCTI KOPOTKOTPUBAJIOTO IiKyBaHHS MIKu30¢peHil (6
TUKHIB) Ta MaHii, TOB’s13aH0] 3 OinonsgpHUMHU po3namaMu (3 TUXKHI), 3a ydacTi MeHII Hixk 200
mimmiTkiB. [TouaTKoBa A03a ONaH3aliHy cTaHOBUIA 2,5 MT Ta mocarana 20 Mr Ha goOy. Ilig gac
JIiKyBaHHS OJIaH3alliHOM Maca Tijla ¥ MigIiTKiB 3HaYHO 30iIbIInIIacs MOPIiBHIHO 3 JOPOCIUMU. Y
HiATITKIB CIIOCTepiranocs mifiBUIIEHHS PiBHS 3araJbHOT0 XOJIECTEPUHY, X0JIECTEPUHY JIONPOTEIHIB
HU3bKOI IIiTBHOCTI, TPUTJIIIEPUAIB Ta IPOJIaKTUHY ITOPIBHSHO 3 HOPOCIUMHU (OuB. po3ninu 4.4 ta 4.8).
IaHi o710 migTpUMaHHS e(deKTy JIiKyBaHHS Ta JOBIOTPUBAJIUX AOCIIIXKEHb, OfepXKaHi 3 BIIKPUTHUX
HEKOHTPOJIbOBAHUX KITIIHIYHUX NOCiIXKeHb, oOMexkeHi (muB. po3minu 4.4 Ta 4.8).

dapmMaxkoKiHemuxka.

Omnan3ariz y ¢popMi TabIeTOK, 110 AUCIIEPTYIOTLCS Y POTOBiM MOPOXKHUHI, 610€KBiBalIEeHTHUM 1010
oJlaH3ariny y ¢opmi TabneTok, BKPUTUX 000JI0HKOIO, SKi IEMOHCTPYIOTh CXOXKY IIBUAKICTh Ta CTYIIiHb
abcopoOiril. Onan3anin y popmi TabneTOoK, 110 AUCIEPTYIOTHCS Y POTOBIM IIOPOXKHUHI, MOXKe
3aCTOCOBYBATHUCA SIK aJlbTePHATHUBA OJlaH3amiHy y opMi TabneToK, BKPUTHX 000JI0HKOIO.

Abcopbuis

[TpemapaT noOpe BCMOKTYETHCS ITiCII IepOPaIbHOTO IIPUIOMY, 10T0 MaKCHMalbHa KOHIIEHTpallis
(Cex) V TIA3Mi KPOBi JOCSATAETHCS Uepe3 5-8 roguH. BxkuBaHHS 1XKi He BIIJIMBAa€ Ha BCMOKTYBaHHS
onaH3arminy. A6comoTHa 6i000CTYIHICTD ITepopanbHOl GopMU MPUMOMY OJIaH3aIiHy MOPIBHSHO 3
BHYTPILTHEOBEHHOIO HE BCTAHOBJIEHA.

Po3noodin

PiBeHb 3B’s13yBaHHA OJlaH3alliHy 3 IPOTEeIHAMU IIa3MU KPOBi CTaHOBUB MpubIu3Ho 93 % nns
KOHIIeHTpalil y Mexax Biff 7 mo 1000 ur/mn. OnaH3amid 3B'13yeThCs epeBaxkHO 3 anbOyminoM i al-
KU CJIUM TIIiKOIIPOTEIHOM.

biompaHcgpopmauis

Oman3arin MeTabosTi3yeThCs y MeUiHIi IIISIX0M KOH toralii Ta okucHeHHs. OCHOBHUM MeTaboI1iToM,
110 IUPKYIIoe, € 10-N-TII0KYpOHi, SKui He MPOXOOUTh KPi3hk reMaToeHnedaniyuuit 6ap’ep.
Lutoxpomu P450-CYP1A2 i P450-CYP2D6 cripusitoTh opMyBaHHIO MeTabomiTiB N-ne3meTuny i 2-
TiAPOKCUMETHILY, SKi IPOSIBISAIOTE 3HAYHO MEHIy (hapMaKOJIOTi4YHy aKTHUBHICTS in vivo, HiX
OJIaH3alliH, y IPOIECi JOCTiIKeHb Ha TBapuHax. [TlepeBaxatoya ¢hapMaKolIoTiyHa aKTUBHICTh
3yMOBJIeHa IIEPBUHHUM OJIaH3aIliHOM.

BusedenHs

[Ticns mepopalbHOTO 3aCTOCYBaHHS CEpefHil Iepiof HalliBBUBENEHHS 0JIaH3aliHy Y J0OPOBOIBIIB
KOJIMBaBCS 3aJIe2KHO Bifl BiKY Ta CTaTi.

Y 3m0opoBux H06GPOBOJIBIIIB TITHLOTO BiKYy (BiKOM Bifi 65 POKiB) MOPIiBHSIHO 3 MOJIOAIINME 3@ BIKOM
noOpOBOBLISIMU CepenHill mepion HamiBBuBeneHHs OyB TpuBatimmi (51,8 mpotu 33,8 rogunu),



KJIipeHc y mna3Mi KpoBi 6yB 3uuxkenu#t (17,5 npotu 18,2 n/rog BigmosigHo). PapMakoKiHETUYHI
KOJIMBAHHS, 1[0 CIIOCTEePiraiaucs y HOOPOBOJBIIIB JIiITHHOTO BiKY, 3HAXOASITLCS Y MeXax [dialla30Hy I
MOJIOAIINX OOOPOBOIBINB. Y 44 XBopUX Ha IMM30(peHiio BikoM Bif 65 pokiB qo3yBaHHS Bifg 5 mo 20 Mr
Ha 700y He OyJi0 IOB’SI3aHO 3 XKOOHUM XapaKTepHUM MpodineM mobiuHuX peakiiii.

YV XKiHOK MOPiBHSHO 3 YOJIOBiKaMM cepefHil mepion HamiBBUBeneHHS OyB TpuBamimui (36,7 mpoTH
32,3 roguHu) Ta KiipeHc y mi1a3mi KpoBi 6yB 3uuxkenu#t (18,9 mpotu 27,3 n/ron). OfHaK onaH3aIiH
(5-20 Mr) mMoKa3aB MOPiBHAHHKN IPOdins 6e3meku SK y XKiHOK (n = 467), Tak i y yonoBikis (n = 869).

ITauieHmu 3 HUPKOBOI HedocmamHicmio

Y nanieHTiB 3 HUPKOBOI HEOOCTATHICTIO (K/IipeHC KpeaTuHiHy < 10 MJI/XB) IOPIBHSHO 31 300OPOBUMU
noOpoBObLISIMU He OyJI0 iCTOTHOI Pi3HUII Y TOKAa3HUKAX CEPEIHbOT0 Iepiony HamiBBuBegeHHS (37,7
npotu 32,4 ropunau) abo KIipeHcy y mia3mi kposi (21,2 npotu 25,0 n/rox). JocnigxkeHHS oKa3ay,
1m0 npubnu3Ho 57 % oNaH3aliHy 3 pagioaKTUBHOIO MIiTKOIO HasiBHi B CeYi, TOJIOBHUM YMHOM Y BUTJISTI
MeTaboTiTiB.

Ilauienmu, AKi naaamo

Y manieHTiB 3 NOPYIIEHHIMY (DYHKIII1 TEYiHKY JIETKOT0 CTYIeHs, IKi NaldTh, CepegHiu mepion
HaliBBUBeMeHHs OyB TpuBamimuii (39,3 romuHu), a KIIipeHc y mi1a3Mi KpoBi OyB 3HUKEHUN (18,0
71/TOx), TIOPiBHSHO 3 TaKUM y IallieHTiB 6e3 mopyiieHb QyHKINI euinky, SKi He nangTh (48,8 roguau
ta 14,1 n/ron BigmoBigHO).

Y HeKypIIiB MOPiBHSAHO 3 KYPISIMU (Y0JIOBIKK Ta XKiHKHM) CepenHill mepiof HaliBBUBeeHHS OyB
tpuBanimmi (38,6 npotu 30,4 roguHY), a KIJIipeHC y maa3Mi KpoBi OyB 3uuKkenu (18,6 mpotu 27,7
s/rom).

KripeHc onaH3aminy y mi1a3Mi KpoBi HUXKYUY Y MAIi€HTIB JIITHHOTO BiKy IIOPiBHAHO 3 MOJIOLIINMU
nalieHTaMy, y XKIHOK IIOPIBHSHO 3 YOJI0BIKaMU Ta Y HEKYPIIB ITOPIBHAHO 3 KypusaMu. [ Bce X
3HAaYeHH4 BIIUBY TaKuX (aKTOPiB SK BiK, CTATh Ta NaJliHHSI MaJi0 MOXKYTh BIUIUBATH Ha KJIiPEHC
OJIaH3aliHy y ma3Mi KpOBi Ta epiof HalliBBUBEIEHHS IIOPIBHSHO 3 3arajibHOI MiHJIMBICTIO MiX
iHOUBiAyyMaMu.

Y nporeci gocmigKeHb 3 y4acTIO IalliEHTiB-€EBPOIIEHIIB, MAI[iEHTIB AMOHCHKOI Ta KUTalChKO1
HalllOHAJIbHOCTE! BiqMIHHOCTEU y (hapMaKOKiHETUIli OJlaH3alliHy He BUSBJIEHO.

ITioaimku i dopoci

dapmakoKiHeTHKa ONaH3aliHy y MgIiTKiB i jopocnux nopibHa. V mpoiieci KIiHIYHUX OOCTiAXKEHb
Cepe[iHiil BIIMUB oJlaH3aliny 0yB npubau3H0 Ha 27 % BUIIUHN Y MIJIITKIB, HiXK Y JOPOCIUX Ialli€eHTiB.
IeMorpadigsi BigMiHHOCTI MiX MifJIiTKaMH i JOPOCIUMU BKJIIOYAIOTh HUKUYY CEepPeqHI0 Macy Tila Ta
MEHIIy KiJTbKiCTh KyPIIiB cepeq MallieHTiB MiATiTKoBoro Biky. Taki ¢pakTopu, iMOBipHO, BIJIMBAIOTh Ha
BUIINH CepelHill epeKT 0/laH3alliHy, 0 CIOCTEPIraBCcs y MiAiTKiB.

Kniniuni xapakKTepuCTHKH.
Iloxka3zaHHA.

OraH3ariH MoKa3aHui AJ1d JiKyBaHHS MIU30(peHil.



Onan3arniH eheKTUBHUM A7 NiATPUMaHHS OOCSATHYTOT0 KIiHIYHOTO eeKTy Iif 4ac TpHBasIol Teparril
y Hali€HTIB, y IKUX CIIOCTepiranacs BiAIOBiAb Ha IOYATKOBY Teparlito.

Onan3amniH moka3aHu# Oy JTiKyBaHHS MaHiaKaJbHUX €Ii30/1iB IOMIPHOTO Ta TSIXKKOTO CTyIeHS.

OraH3ariH moKa3aHui A TpodilakTUKY IIOBTOPHUX HaMafiB ¥ MallieHTiB 3 GioNIpHUMU
po3nagamu, y IKux OyJ0 OTPMMaHO ITO3UTUBHY BiTIOBib IIPH JiKyBaHHI OJaH3aIMliHOM MaHil.

IIpomunoka3aHHA.

[TigBulIleHa YYTIUBICTh [0 Hif0Y0l pe4oBUHU ab0 [0 OOMOMiXKHMX KOMIIOHEHTIB IIpenapary; BimoMui
PU3UK 3aKPUTOKYTOBOI I'TayKOMH.

B3aemodia 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.
iTn
HocmimXeHHS B3aEMOIii 3 iHIIMMHU JTIKapChKUMU 3aC00aMu ITPOBOMUIM TiIbKK 3 Y4aCTIO JOPOCIIHX.

B3aemoqii, 1110 MaloTh MOTEeHIIIWHUHN BIUIUB Ha OJaH3alliH

OckinbKy oflaH3aliH MeTaboi3yeThes i3odhepmenToM CYP1A2, pedoBuHY, gKi cenndiyHo
iHAyKy10ThCA abo iHTi0yI0TECS UM i300epMEHTOM, MOXKYTh BIJIUBATU Ha papMaKOKiHETHKY
OJlaH3aliHy.

IngykTopu CYP1A2

MeTabo7i3aM oaH3amniny Moxe OyTH iHIyKOBaHUM MaliHHIM Ta 3aCTOCYBaHHSAM KapbaMaseliny,
SKWHI IPU3BOAXTD 00 3HUKEHHS KOHIIeHTpallil onaH3aniny. CrmocTepiranocs cinabke abo momipHe
TifBUIIIEHHS KJTipeHCy onaH3aminy. KniniuHi BUCHOBKY 00MeXeHi, alie peKOMEHAYETHCS KITiHIYHUM
MOHITOPHUHT Ta, AKII0 He00XimHO, 30iblIeHHS 103U OJlaH3alliHy.

Iuri6iTopu CYP1A2

Onyokcawmin, cnenudiuynuii inriditop CYP1A2, icToTHO 3HUKY€E MeTaboIi3M oflaH3aminy. Lle
TIPU3BOOUTH [0 CEPeNHbOro 3pocTanHs Cmagx MiCNIA npuiioMy (ryokcaMiny Ha 54 % y XKiHOK, SKi

He IaJIsATh, Ta Ha 77 % y 4O0JI0BIKiB, gKi nanaTh. CepefHe 3p0CTaHHS IIJIOLII Mif
(bhapMaKOKiHETUYHOIO KPUBOIO «KOHI[eHTpalisg-yac» (AUC) onax3aminy ctaHOBUTH 52 % Ta 108 %
BigmoBigHO. [7151 MaIli€HTiB, AKi 3aCTOCOBYIOTH (hIyoKcaMiH abo Oynb-saxi inmri inriditopu CYP1A2,
HaIpUKIaf MUIPoQIIOKCcaIH, MOTPiOHO IPU3HaUYaTH 3HMKEHI 103U onaH3aminy. HeobxigHo
PO3TJISHYTH MOXKJIUBICTh 3HUXKEHHS 103U OJIaH3alliHy, KO iHiliiioBaHe JliKyBaHHS iHTiGiTOpOM
CYP1A2.

3meHIIeHHs 6i0I0CTYITHOCTI

3acToCyBaHHSI aKTUBOBAHOTO BYTL/IJIT 3HUXKYBAJIO ITepopaibHy 6i0OCTYIHICTh MPUAHSTOTO
onan3arminy Ha 50-60 %, ToMy H#OTo0 CJIil 3aCTOCOBYBATH MPOTSATOM 2 TOOUH [0 MpuiioMy abo yepes 2
TOOVIHU IIICIIS IPUUOMY OJIaH3alliHYy.



®nyokcetuH (iuribitop CYP2D6), omHOpa30Ba 03a aHTALUMIB, 110 MICTSATh a/llOMiHil Ta MarHii abo
[IIMETUOVH, iICTOTHO He BIIMBa/IX Ha papMaKOKiHETUKY OJlaH3alliHy.

MoxXTMBHi BIIMB OJIaH3AMiHY Ha iHII JTiKapchbKi 3acobu

OnaH3aliH MOXe MPOSBISITHA aHTAroHi3M A0 eheKTiB IpSIMUX Ta HEMPSIMUX aroHiCTiB AOMaMiHy.

OnaH3aliH He MpUrHiYyBaB 0CHOBHI i30pepmenTu CYP 450 (nanpukinan, 1A2, 2D6, 2C9, 2C19, 3A4)
in vitro. TakuM YUHOM, HEe OYiKYEThCS HiSTKMX 0COOIMBUX B3aEMO[Iii, 110 MiATBEPIXKEHO Y
IOCTiIKEHHSX in Vivo, [e He Bif3Hadauoch iHribyBaHHS MeTa00J1i3My OJlaH3aliHy pu
3aCTOCYBaHHI TaKUX aKTUBHUX PEYOBUH: TPUIUKJIiYHI aHTUAEIIPECAHTH (TOJIOBHUM YHUHOM
npencraneHi is3opepmenTom CYP2D6), Bapbapun (CYP2C9), Teodinin (CYP 1A2) a6o
piazenaM (CYP 3A4 ta 2C19).

He 6yrno 3adikcoBaHO B3aeEMOfil onaH3ariny 3 jiTiem abo GinepumeHoM.

TepaneBTUYHUIN MOHITOPUHT PiBHS BaJIbIIPOATY y IJIa3Mi KPOBi He BUSIBUB HEOOXiTHOCTI KOpeKIIii
[03U BaJIBIIPOATY IIPU CYIIyTHHOMY IIpA3HAUYEHH] 3 OJIaH3aliHOM.

3aranbHa aKTHBHICTH IIOMI0 1IEHTPAIbHOI HEPBOBOI CUCTEMHU HC

3 06epekHICTIO CTiff 32aCTOCOBYBATH OJIaH3alliH MallieHTaM, fKi IPUUMaloTh eTaHoJI abo JTiKapChKi
3acobu, 110 MOXKYTh CIpUYMHUTY npurHivenus LTHC.

CymnyTHE 3aCTOCYyBaHHS OJIaH3aliHy 3 aHTUIAPKIHCOHIYHNMU IIpelapaTaMy IalieHTaM i3 XBOpo0oio
[TapkiHCOHa Ta JeMEeHLi€I0 He PEKOMEHYEThLCS.

Intepsan QTc

Crig 3 o0epexkHiCTIO MPU3HAYATH OJIaH3alliH 3 iHIIMMY IIpernapaTaMu 3 BiTOMUM PU3UKOM
migBuieHHs iHTepsany QTc.

IHeibimopu CYP 2D6. ®nyokceTtus (60 Mr Ha oguH mpuiiom abo 60 MT IIOAEHHO MPOTIroM 8 [HIB)
CIIpUYUHSE cepenHe 3pocTaHHs Cmgx OnaH3aminy Ha 16 % Ta cepefHe 3HMXKEHHS KITIPEHCY

onlaH3amiHy Ha 16 %. 3HaueHH BIJIUBY LKX (PaKTOPIB MaJjie MOPIBHAHO 3 3araJbHOI0 MIHJIUBICTIO MiX
iHOMBiTyyMaMy, TOMYy 3MiHU J03yBaHHS 3a3BU4ail He peKOMEHI0BaHi.

ITomeHuitiHa 30amHicmb 04aH3ANIHY B3dEMO0iAMU 3 IHWUMU AIKAPCbKUMU 3dcobamu

AnmueinepmeH3ugHi 3acobu. OnaH3amiH yepe3 MOTEeHUiHY 3[aTHICTh 3HUXKYBaTH
apTepianbHUMN TUCK MOXKe IIOCUITIOBATH e(DeKTH IIEeBHUX aHTUTINEPTEH3UBHUX JIiIKAapPChKUX
3aco0iB.

Jlegodona ma azoHicmu donamiHy. OnaH3alliH MOXe IPOSIBIATH aHTaroHi3M 00 edeKTiB JIeBOLONHU Ta
aroHiCTiB foNnaMiHy.

Iminpamin. OmHOPaA30Bi 103U OJIaH3alliHy He BINIMBAIOTh Ha papMaKOKiHETHKY iMinpaminy abo Ha
O0T0 aKTUBHUI MeTabOJIiT me3nulpaMiH.

Oco6.1ueocmi 3acmocyeaHHsi.



ITcuxo3 ma (abo) po3snadu nogediHKU, No8's13aHi 3 0emMeHUier

Onan3arid He peKOMEHYETHCS 3aCTOCOBYBATH IMAalliEHTaM 3i CUMIITOMaMu IICUX03y Ta/abo
IIOPYIIEHHSAMY IOBEAIHKH, IIOB'I3aHUMU 3 [IEMEHIII€I0, Y 3B'SI3KY 3 HiABUIIEHHAM
JIeTAJIbHOCTI Ta PU3UKY I1epeOpoBaCKYISIPHUX BUIAMKIB. Y mporieci miaiebo-
KOHTPOJIbOBAHUX KITiHIYHUX OOCIIAXKEHb (TPUBAIICTIO 6-12 TUKHIB) 3a y4acTi IaIliEHTIB
JTHBOTO BiKYy (cepenHil Bik 78 pOKiB), IKi CTpazKmaloTh Ha IICUX03 Ta/abo MOPYLIIeHHS
TOBE[IiHKH, TTOB’s13aHi 3 MeMEeHIIi€l0, KiTbKiCTh JIeTaJTbHUX BUMAAKIB Oya y 2 pa3u BUINA Y
MAIlieHTiB, SKi MpUKXMalX oJlaH3alliH, IOPiBHSAHO 3 mia1nebo (3,5 % npotu 1,5 % BifmoBigHO).
Bucoka neTanbHIiCTh He Oysia 1MOB’g3aHa 3 BEJIMYMHOIO 3aCTOCOBYBAHMX 03 OJIaH3alliHy
(cepemusa nobOoBa mo3a cTaHOBUIA 4,4 Mr) abo 3 TpHUBAJICTIO JIiKyBaHHSA. OaKTOpU PU3UKY, SIKi
MOXYTh CIPUYMHUTH MiABUIIEHHS JIETaJIbHOCTI, BK/II0YAIOTh BiK Bif 65 pOKiB, gucdariio,
cefallifo, HefloiaHHs Ta 3HEBOOHEHHSI, IeTeHeBi XBOpoOu (MHeBMOHIs 3 abo 6e3 acmipatlii),
CYTYTHE 3aCTOCyBaHHS OeH30#ia3emiHiB. [IpoTe BullagKu eTanbHOCTI Oy BUIII IPX Tepartil
OJIaH3aliHOM, HiXK IpU MpHitoMi Mtaiebdo, He3aneXHo Bif (aKTOPiB PU3UKY.

Y npoteci U¥X KITiHIYHUX OOCHiIXKEHb CIIOCTePiraaucs BUNagKu 1lepe0poBacKyIsIpHUX
noOiYHUX peakllii (Hampukiam, iHCy/IbT, TPAH3UTOPHUY iIlIEMiYHUY iHCYJIBT), ¥ TOMY YHUCIIi 3
JeTambHUM HacaigkoM. KinbKicTh epeOpoBacKyIsipHUX MOOIYHUX peakilii Oyna y 3 pa3u
BHUILla y NAL€HTIB, AKi IpHAMaiIu OJaH3alliH, MOPIBHAHO 3 MallicHTaMH, SKi IpuiMalu
nnane6o (1,3 % npotu 0,4 % BigmoBigHO). Yci mallienTy, sKi mpuitManu ojaH3alii abo
nnaiebo i y IKUX crocTepiranucs uepebpoBackynsapHi nobiyHi peakiii, Manu pakTopu
pu3uKy. Bik Biff 75 pOKiB Ta CyAMHHUN/3MIIIaHUN TUII fleMeHIIil Oynu ifeHTh(iKoBaHi TK
dbakTOopu pU3UKY 11epeOdpPoBaCKyISIpHUX MOOIYHUX peakKIliii TPy Teparril ojlaH3aImiHoM.
EdekTuBHiCTb OMaH3amniny He Oyja BCTaHOBJIEHA Y IIPOLIECi JTaHUX AOCTiAXKEHb.

Xeopoba ITapkiHcoHa

He pekoMeHOOBaHO 3aCTOCYBaHHS OJaH3alliHy y Tepallil IICHX03iB, IO acolliioBaHi 3
aroHicTaMu JonaMmiHy B MallieHTiB i3 xBopo6oio [TapkiHcoHa. Y mporeci KTiHiYHIX
MOCIiIXKeHb qy2Ke YacTO CIIOCTEPIrasiocs MOTiplIeHHs CUMIITOMAaTUKY XBopoOu [TapkiHCoHa
Ta raJlloUKHalliM, YacTille, HiXK Mpu npuitoMi nnanebdo (OuB. TakoX po3min «[Tobiuwi
peaxlilii»); Mpu NiKyBaHHI ICUXOTUYHUX CUMIITOMIB Tepalis ojlaH3amniHoM He Oya Oibil
e(peKTHBHOIO TTOPIBHSAHO 31 3aCTOCYBaHHAM IIjane0o0. Y 1ux qoCHifiKeHHIX BUMarauaocs, oo
CTaH marllieHTiB OyB cTabibHUM, KOJIM BOHU IIPUIMaIN HaliMeHINy e(eKTUBHY 003y
aHTUIIaPKiHCOHIYHUX JTiIKapChKUX 3ac00iB (aroHiCTiB foMaMiHy), a TAKOXK IMPUNManu Ti cami
aHTUIIAPKiHCOHIYHI MiKapChKi 3ac00U MPOTSITOM YChOT'0 [OCTimXKeHHs. Tepariio oaH3amiHoM
Oyno po3mnoyaro 3 fo3u 2,5 MTr Ha 00y, sIKy 30inbllyBaIy MIJISXOM TUTPYBaHHS [0
MaKCHMabHOTO IT0OKa3HuKa 15 mMr Ha 100y .

HetipoaenmuyuHut 310aKicHutl cunopom (H3C)

H3C - 11e NOTEHIINHO JIeTaJIbHUU CUMITOMOKOMIIJIEKC, OB A3aHUY 3 IPUUOMOM
AHTUIICUXOTUYHUX HpemnapaTiB. Pigko mosigoMnsiocs mnpo Bumagku H3C mig yac
3acTocyBaHH4 onaH3aniny. Kninivnumu npossamu H3C € rinepnipekcis, M’s130Ba pUTigHICTD,
BTpaTa CBiIOMOCTI Ta CHMIITOMU CepIieBOl HecTabibHOCTI (HeperysapHi mynasc abo 3MiHa
apTepiarbHOTO TUCKY, Taxikapmis, MiABUINEeHe MOTOBUAIJIEHHS Ta CeplieBa apuTMis).
[lomaTKoBi 03HAKM MOXKYTh BK/IIOUATH MiIBUIEHUN PiBEHb KpeaTuHiH(MOCPOKiHA3Y,



Miorno0Oinypito (pabgomiosii3) Ta rocTpy HUPKOBY HepocTaTHiCTE. Kminiuauit mposie H3C abo
HasIBHICTH rineptepmil 6e3 kiiniuHoro nposisy H3C notpedye HeraliHOI BiIMiHU BCixX
AHTUIICUXOTUYHUX JIiIKapChKUX 3ac00iB, BKITII0YaOUM OJaH3alliH.

I'inepenikemis i yykposutl diabem

HeuacTo moBigoMIIsiiocs Ipo rinepriaikeMito Ta/abo po3BUTOK IYKPOBOTo fmiabeTy abo
noTipIIeHHs nepebiry BxKe iCHyI040ro, acouifoBaHOT0 3 KETOAlKug030M abo aiabeTU4HOI0
KOMOIO, @ TAaKOK IIPO JIeTallbHi BUMagku (quB. po3min «I1obiuHi peakirii»). IHomi
IIOBiMOMIISITIOCS IIPO TIOTIEPEIHE MiIBUINIEHHST MaCH TiNa, I110 MOrjo O0yTH (GaKTOPOM PU3UKY.
PekoMeHI0BaHO IPOBOOUTH KITiHIYHKYM MOHITOPHHT BiilIOBIOHO [0 3aTBEPAXKEHUX
PeKOMeHpalliil, 30KpeMa BUMipIOBaTH PiBeHb I'/IFOKO3U B KPOBI Ha MOYATKY JIiKyBaHHS, Yepes3
12 TuXKHIB, a TaKOXK IIOPIYHO y MofganbuoMy. I1amienTy, SKi 3aCTOCOBYIOTh aHTUIICUXOTUYHI
JiKapChKi 3ac0o0u, BKIIIOYal0UM TiKapchKui 3acid 3omadppen dacT, MOBKHHHI OyTH mif
HarJISIOOM IOAO MPOSBiB 03HAK Ta CUMIITOMIB TilepriikeMii (OMiguIcis, momiypis,
nosiaris Ta cnabkicTs). [1alieHTiB i3 IyKpoBUM [iabeTOM Ta Malli€HTiB i3 haKTOpaMu
PH3UKY PO3BUTKY LIYKPOBOT0 AiabeTy HEOOXiTHO PETyISPHO KOHTPOIIOBATH 100
IIOTIpLIEHHS PIBHS KOHTPOJIIO TJII0KO3U. TaK0X CJIifl peryasgapHO KOHTPOJIIOBAaTUA Macy Tina,
HalpUKJIaf Ha [I0YaTKY JIiKyBaHHS, 4yepe3 4 TUXHI, yepe3 8 TUXKHIB Ta yepe3 12 TUXKHIB, a
TaKO0XK OfMH pa3 Ha KBapTaj y I0fasblIoMy.

3MiHU KOHUeHmpauii ainidie

Y nnane60KOHTPOIL0BAaHOMY KITIHIYHOMY JOCIf?KeHHi y Malli€HTiB, SKi JIiKyBalucs
OJlaH3alliHOM, crocTepiranucs HeOaxkaHi 3MiHU y KOHIEHTpAIll NimigiB (quB. po3min
«[Tob6iuni peaktii»). Y pa3i BUSBIIeHHS 3MiH Y KOHIIEHTpAIlil JinifiB HeoOXigHO TPOBOOUTH
BifiTIOBigHe JIiKyBaHHS, 30KpPeMa y Talli€HTiB 3 MOPYIIeHHIMU 00MiHY JTiMifiB Ta y Malli€HTiB
i3 (hakTOpaMU pU3UKY PO3BUTKY TaKUX NMOpyIIeHb. [TamieHTaM, AKi 3aCTOCOBYIOTh
aHTUIICUXOTUYHI JIiIKapChKi 3aco0u, B TOMY YKCIi TiKapchbKui 3acid 3omadpen dacr,
HeoOXigHO perynspHO KOHTPOJIIOBATH PiBeHb JIIMMiiB BiMIIOBIAHO 10 3aTBEPIKEHUX
PEeKOMeHallil, 1[0 CTOCYIOThCS aHTUIICUXOTAYHOIL Teparlil, HallpukJiaf Ha M0YaTKy
JIiKyBaHHS, yepe3 12 THXKHIB, a TAKOXK Yy IMOJaIbIIOMY KOXHi 5 POKIB.

AHmMuxoaiHep2iYHa aKkmugHiCcmMb

[Tonipu BUSBIIEeHHS aHTUXOIIHEPTiYHOI aKTUBHOCTI OJIaH3alliHy in vitro, y mpolieci KIiHiYHUX
OOCJIiIXKeHb IOBEEeHO HU3bKY YaCTOTY PO3BUTKY IIOB’sI3aHUX 3 HEI0 aHTUXOJIIHEPriYyHUX
sBull]. OgHaK yepe3 00MeXeHHS KIiHIYHOTr0 JOCBioy 1010 3aCTOCYBAaHHS OJaH3alliHy
nalieHTaM 3i CymyTHIMU 3aXBOPIOBAHHSIMHU CIIiJ] HOTPUMYBATUCS 00E€PEeKHOCTI IIpH
IIpu3Ha4Y€eHHI IIpenapaTy NallieHTaM i3 KIiHIYHO 3Ha4yIIOIo TinepTpodieio mpocTaTy,
mapajiTUYHOI KUITKOBOI HEMPOXigHiCcTI0 a00 MomgiOHMMU 3aXBOPIOBAHHSIMU.

ITokasHuku ¢pyHKUil neviHKu

[Tpu 3acTOCyBaHHI 0JIaH3alliHYy 4acTO CIIOCTEPIraBCs TPAaH3UCTOPHUYU aCUMIITOMaTUYHUU
MigiioM PiBHS MEYiHKOBUX TPaHCaMiHa3 anaHiHamiHoTpaHCchepasu (AnAT) Ta
acnaprataminoTpancdepas3u (AcAT), oco0MBO Ha MOYATKY JTiKyBaHHS. [lalieHTaMm i3
nigBuieHuM piBHeM AnAT Ta/a6o AcAT, o3HaKaMu Ta CUMIITOMAMU IOPYINEHHS MisiTbHOCTI
IIeYiHKH, CTAHOM, II0B’I3aHKUM 3 MEYiHKOBOK HEeOOCTaATHICTIO, @ TAKOXK IalliceHTaM, SKi



IIpUUMAaIOTh OTEHIINHO rellaTOTOKCUYHI IIpernapaTy, OJlaH3alliH CJIif Npu3HavyaTy 3
obepexHicTio. [Ipy BUABIEHHI TemaTUTy (BKJII0UalOUU TelaToleIoNsIpHe, X0JlecTaTuyHe a0bo
3MilllaHe ypaXKeHHs MMeYiHKK) OJlaH3alliH HeoOXiTHO BigMiHUTH.

HetlimponeHis

Onan3zarmin HeoOXigHO 3 00epeXHICTIO MPHU3HAYaTH ITPU HU3BKOMY PiBHI IEMKOIUTIB Ta/abo
HeuTpodiniB 3 6yab-sIKOi MPUYKUHM TAIliEHTaM, SIKi 3aCTOCOBYIOTH JIiKapChKi 3ac00H, 1110
MOXYTh CIPUYMHUTH HEUTPOIIEHIIO, MTallicHTaM, SKi MalOTh B aHaMHe3i MeJUKaMeHTO3He
IIPUTHIYEHHS/TOKCUYHE YPaXKeHHS KiCTKOBOTO MO3KY, ITallieHTaM i3 NPUTHIYeHHAM
KICTKOBOT'0 MO3KY, CIPUYMHEHUM CYIIyTHIMU 3aXBOPIOBAHHSIMU, OIIPOMIHEHHSAM YU
XiMioTeparli€lo, Ta naifieHTaM i3 rinepeo3uHodinieo Ta MienonponaihepaTuBHUM
3axBOPIOBaHHSIM. HelTporeHis € 4acToio mo0iYHOI0 peakIli€lo pu CIiIbHOMY 3aCTOCYBaHHi
BaJIbIIPOATy Ta OlaH3almiHy (auB. po3min «I1obiuHi peakiril»).

BiomiHa nikyeaHHA

[Tpu pizkoMmy npunuHeHHi Tepartril pigko (= 0,01 % go 0,1 %) moBimoMmIgI0Cs PO TOCTPi
CHMIITOMH, 30KpeMa IIpo HagMipHe IIOTOBU/iJIEHHS, 0€3COHHS, TPEMOP, BiIUYyTTS CTpaxy,
HymoTy abo O/II0BaHHS.

Inmepesan QT

Y KJiHIYHYX JOCTigXKeHHIX 3HauHe KIliHiuHe 3HaueHHd IpoJjioHralil intepsany QT y
NaIli€HTIB, IKi nikyBanucs onaH3amniHoM (Opepepika QT kopekria = 500 MiniceKyHT (MCeK) y
Oynb-IKMM 4Yac Iiciig mo4YaTKy Tepallil, y mauieHTiB 3 6a3oBoio niHieio QTcF < 500 Mcek mo
II0YaTKY Tepalil), BUsBIS10CSI HedacTo (= 0,1 % 1o 1 %). [TopiBHsHO 3 mane6o He BUSBIEHO
3HAYHOI Pi3HUII y 4aCTOTi acollifioBaHUX KapAianbHUX MobivHux peakiiit. OnHak, gK i 3 iHImIuMU
AHTUIICUXOTUKAMH, CJIiff OyTH 00epekHUMH y pa3i mpu3HauyeHHs OJIaH3alliHy OMHOYaCHO 3
JiKapcbKUMU 3aco0aMu, sKi 30inbiyioTs iHTepBan QTc, 0coONMMBO y MAIliEHTIB JIITHHOTO BiKY,
MallieHTiB i3 BpogkeHuM cuHapoMoM QT, 3acTiiiHOIO CeplieBO0 HEOOCTATHICTIO, CEPIIEBOIO
rinepTpodieto, rinokasnieMieto abo rimoMarue3eMiem.

Tpomboembois

HeuacTo noBigoMIIsijiocd po TUMYaCOBUY 3B’ 130K MiX JIIKyBaHHSAM OJIaH3aIliHOM Ta
BUIIaIKaM¥ PO3BUTKY BeHO3HOI TpoMOoeMbomil (= 0,1 % - < 1 %). [IpyunHHO-HaACIiAKOBOTO
3B’93KYy MiX JIiIKyBaHHSIM OJIaH3aIliHOM Ta PO3BUTKOM BEHO3HOI TPOMO0eMOO0Iil He
BCTaHOBNeHO. OfHakK, Oepy4un 10 yBaru Te, II0 y Nalli€HTiB i3 N30 peHi€0 YacTo
PO3BUBAETHCS CXUIIBHICTH 10 TpoMOoeMOoii, HeoOXimHO BpaxoByBaTH yCi MOXKIMBI pakTOpU
PHU3UKY, HallpuKiag iMMo0ini3allito maifieHTa, Ta BAKHUBATHU BCiX HEOOXiTHUX
IoIepenXKyBalbHUX 3aX0[iB.

3azanvHa akmuesHicms LIHC

BpaxoByiouu mepeBakHUY BIIKUB oNlaH3aniny Ha [THC, HeoOximHO MpOBOAUTY NOAAaTKOBI
3acTepexkHi 3aX0[y P IPUKOMI OJlaH3alliHy pa30M 3 iHIIUMU IIpernapaTaMy [eHTPalbHOl
mil, BKTIOYal04y BXKHWBaHHS ankoromio. [Ipu OoCHimKeHHX in vitro 3 aHTaroHicTaMu
[0IIaMiHy BUSBJIEHO, 1[0 OJaH3alliH MOXKe aHTAarOHiCTUYHO BIUIMBATH Ha e(eKTH IPSIMUX Ta
HEIpsIMUX arOHICTiB JOIaMiHy.



Hanaou cydom

Onan3zamnin HeoOXigHO 00epeKHO 3aCTOCOBYBATH MAalliEHTaM 3 eIiIeNTUYHUMY HalagaMu B
aHaMHe3i abo 3 ¢paKToOpaMu, IO 3HUKYIOTh CyIOMHUY MMOPir. HewacTo moBimoMIIsIOCS PO BUMIAKH
eMiJIeNTUYHUX HalafiB IIpH JiKyBaHHI oj1aH3amiHOM. Y Oi/IbIIOCTI IKMX BUIAOKIB MalliEHTU Malu B
aHaMHe3i eninenTUyHi Hanagyu abo pU3uK iX BUHUKHEHHS OyB MiABUIIEHUHN.

ITi3HA OuckiHesis

Y npotieci MOPiBHAMbHUX KITIHIYHUX JOCTiAXKeHb TPHBaicTi0 1 pik abo MeHIle Ipu MIpUioMi
0JIaH3aIliHy CIoCTepiranacs CTaTUCTAYHO 3HAUYIO HUXK4Ya YaCTOTa BUHUKHEHHS JUCKiHe3il,
CIIpUYMHEHOI JTiKyBaHHSAM. Yepe3 3p0oCTaruuil pU3UK PO3BUTKY Ii3HBOI AUCKiHE3il Tpu
TPUBAJIOMY IIPUMOMi aHTUIICHXOTUYHUX MTperapaTiB HeoOXifHe y3romKeHe 3HUKEHHS 03U
abo MoBHA BiiMiHa IIpelapaTy MpH MOsBi y mallieHTa 03HaK Y¥ CUMIITOMIB Ii3HBOI UCKiHe3ii.
3 4acoM IIi CHMIITOMY MOXYTb IOTipIIyBaTHUCh a00 HaBiTh 3'SIBISITUCS IIiC/A IPUITUHEHHS
JIIKyBaHHS.

OpmocmamuyHa 2inomeH3is

HeyacTo OBimOMIIANIOCS PO BUMIAAKKU OPTOCTATUYHOI TiNOTEH3il y Malli€HTiB JIiITHBOTO BiKy B
IIPOLIEC] KIIHIYHUX OOCIiAXKeHb. 4K 1 Ipu JTiKyBaHHI iHIIMMHU aHTUIICUXOTUKaMH, ITif 4ac
3aCTOCYBaHHS OJIaH3alliHy PEKOMEHAYETHCS MIepioAuYHe BUMIPIOBAHHS apTepiaJbHOTO TUCKY
IalieHTaM BIKOM Bif 65 pOKiB.

Panmosa cepuesa cmepmob

Y mocTMapKeTUHTOBUX 3BiTaX IMOBIMOMIISIIIOCS IIPO BUIIAJKK PAIITOBOI CEPIIEBOI CMEPTI
TaIli€eHTiB, SKi MpUWMaly oJaH3alliH. BigoBigHO 10 peTPOCIEKTHBHOTO 00CEePBALifHOTO
KOTOPTHOTO OOCIifI>KEeHHS PU3UK PaITOBOI CEepIeBOl CMEPTIi y MallieHTiB, SAKi 3aCTOCOBYBaJU
OJlaH3alliH, MiJBUIIYBaBCsA MalKe BABiUi MOPIBHAHO 3 MallieHTaMH, IKi He 3aCTOCOBYBaJIA
QHTUINICUXOTUKYU. PU3UK NIPU 3aCTOCYBaHHI OJlaH3alliHy BiAIOBija€ TaKOMY IIPU 3aCTOCYBaHHI
aTUIIOBUX aHTUIICUXOTUYHUX JTiKapChKUX 3ac00iB, 1110 OyIM BKITIOYEHi 00 00’'€mHaHOT0
aHai3sy.

Himu i nioaimku

OrnaH3alliH He PeKOMEeH0BaHUM AJIs IiKyBaHHS AiTel Ta HifJIiTKiB. Y mpoueci JoCIigKeHHS
narienTiB BikoM 13-17 pokiB 3aikcoBaHO pi3Hi mo6iuHi peaxiiii: 30ibIIIEHHST MaCH Tina,
3MiHy MeTa0oJliYHUX ITapaMeTpiB Ta 30ilbIIeHHS PiBHS MPOJIAKTHHY. Pe3ynbpTaTH, 1o 0ymu
TIOB’sI3aHi 3 MUMU MMOOIYHUMHU [isIMU, HE JOCIHIXKYBaJIKACh i 3aJIMIIAaI0ThCS HEeBifoOMUMY ([UB.
po3ninu «®apMakooriyHi BIacTUBOCTI» Ta «I100iuHi peakirii»).

deHinanauiH

Jlikapchkuit 3aci6 3omadpen ®act, TabneTKy, 10 AUCIEPTYIOTLCS Y POTOBIM TOPOXKHUHI,
MICTSITh acllapTaM, I1o € mxkepenoM (eHinanaxiny. BiH Moxe OyTy IMKigTUBUM OJIs MMAlli€HTIB
3 (eHiNKETOHYPIEIO.

[TocTMapKEeTUHTOBI 3BiTH




3BiTH mIpo NOOIYHI peakilii 3 MOMEHTY BUXOMY OJlaH3alliHy Ha PUHOK, IKi Oyau 3a 4acoM
II0B’si3aHi (ajie He 000B’SI3KOBO CIIPUYMHEHI) 3 Tepallicio ojlaH3alliHOM, BKITI0YaJIH
HEUTPOIIEHI.

TOKCHKOJIOTIUHI JOCTIAXKEHH Ha TBapUHaX.

ITig yac gocnifgKeHb OjlaH3alliHy Ha TBApUHaX OCHOBHMMMU I'eMaTOJIOTIYHUMHU pe3yJIbTaTaMu
Oynu 0o6opoTHa nepudepruyHa IUTOIEHiS B OKpeMux 0co6uH cobak mpu no3yBaHHi 10 Mr/Kr
(y 17 pagsiB OinbIla mo3a 3a MaKCHMaJIbHy PEKOMEHIOBAHY NeHHY IepopabHy 03y O
JIOAVHY TIPK PO3PaxXyHKY 03U Y MI/M’ IIOBEPXHi Tia), [0303aeKHe 3HMKEHHS KiIbKOCTI
niMmbouuTiB i HEUTPODiniB y MuIen ta miMmponeHis y urypis. ¥ Kinbkox cobak, siKi
oTpuMyBasnu go3u 10 Mr/Kr, po3BuHYylach 000pOTHA HEUTPOIEeHis Ta/abo 060poTHa
reMoJliTA4YHa aHeMiq y nepion Mix 11 10 Micanamu ntikyBaHHA. [[0303asieXHe 3HUKEHHS
KiTbKOCTI JTiM(QOUUTIB i HeUTPOPiniB Bif3HaYAIOCS B MUILIEH, 10 OTPUMYBasu 703y 10 Mr/kr
(mopiBHIOE IBOPA30Bill MaKCHUMallbHi PEKOMEHIOBaHiM IIOAeHHIN ITIepopabHii 1031 as
JIOAVHY TIPY PO3PaXyHKY 03X Y MI/M° IIOBEPXHi Tijla) Y Mpoleci AoCTiAXKeHb TPUBAJIICTIO 3
Micani. Hecenudiyxa niMdomneHis, BiAIOBIOHO 00 3HUKEHHS IPUPOCTY MacCH Tina,
crocTepirasnacs y Iypis, ki oTpuMyBanu go3y 22,5 Mr/kr (y 11 pasiB Ginblna 3a
MaKCUMaJlbHy PEKOMEHO0BaHy LIOAEeHHY IIePOpasbHy [03Y AN TIOOUHYU IPU PO3PaxyHKy
L03U Y Mr/M° TIOBEpXHi Tina) mpoTtsroM 3 Micsis a6o 16 Mr/kr (y 8 pagiB Oinbia 3a
MaKCUMaJlbHy PEKOMEHO0BaHy LIOAEeHHY IIepOpasbHy [03Y AN TIOOUHYU IPU PO3PaxyHKy
MO34 y MI/M’ IOBEPXHi Tina) mpoTaroM 6 a6o 12 micanis. HifTkux moka3iB IUTOTOKCHYHOCTI
IJIST KiCTKOBOT'O MO3KY He OYJI0 [IJIs 3KOOHOT0 3 BUBYEHUX BUIiB. KITITHHM KiCTKOBOTO MO3KY
Oyu HOPMOIIEIONIPHI ab0 TimeplentonsapHi, e CBITYUTh IIPO Te, 0 3HUKEHHS
ITUPKYJTIOI0YNX KIITUH KPOBi Oy710, MMOBIpPHO, MOB’S13aHO 3 IepupepuyHuMHU (He 0B’ I3aHUMU
3 KiCTKOBUM MO3KOM) (paKTOpaMu.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

BigcyTHi agekBaTHi i mo6pe KOHTPOJIbOBaHI HOCTiAKEHHS il 0JlaH3aIliHy Ha BariTHUX. [TalieHTKY mifg
Yac JIiKyBaHHS OJIaH3alliHOM ITOBHHHI IOBIIOMUTH CBOTO JIiKaps IIPO BariTHiCTh a0o Hamip
3aBariTHiTH. OCKiIbKY iCHYIOUMii JOCBIM NTiKyBaHHS BariTHUX OJaH3aIliHOM 00MeXKeHUH, JTiKapChbKUH
3acib y mepiop BariTHOCTI HEOOXiHO 3aCTOCOBYBATH TiIbKK TOMi, KOJIM O4iKyBaHi pe3yIbTaTH
BUIIPaBOOBYIOTh MOXKJIUBUY PU3UK [JII IIJIOAA.

Y HOBOHAPOMXKEHUX, MaTepi SKUX MPUUMAIH aHTUIICUXOTUKHY (BKITIOYAIOYH ONlaH3amiH) mpoTtsrom I11
TPUMECTPY BariTHOCTI, iCHye pU3UK BUHMKHEHHS MOOIYHUX peakilili, BK/II0oYalo4yu eKcTpamipaMigHi
nopylIeHHs Ta/abo CUHAPOM BifMiHU, CHMIITOMH SKUX MOXKYTb ITiCJIs HAPOAXKEHHS 3MiHIOBAaTHCS 3a
CUJIOK0 Ta TpUBAJICTIO. [l0oBimOMIIAIM IIPO aXXUTAllil0, apTepialbHy TilepTeH3ito, apTepiaibHy
TiloTeH3ilo, TpeMop, COHNIUBICTD, PECIipaTOPHUYN OTUCTPEC-CUHAPOM a00 po3faf XxapuyBaHHS. ToMy
HeoOXiTHO PeTesIbHO KOHTPOJTIOBATH CTAaH HOBOHAPOIKEHUX.

[Tpu mocmifKeHHi 3MOPOBUX XKIiHOK, SKi TOAyBajy I'PYyAAl0, olaH3amid OyJio BUSBIEHO ¥ TPYOHOMY
Mortorri. CepenHs mo3a Oyt HeMOBIATH (MT/KT) 6e3 PU3UKY AJIsT HbOTO OlliHioBanacs sk 1,8 %
MaTepuHCHKOL 703U (Mr/Kr). [lanmieHTKaM He peKOMEHIY€EThCSA TOAYBaTH HEMOBIAT TPYLII0, SKIIO0
BOHY MPHUUMAIOTh OJIaH3alliH.



30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

HocnifKeHb BIJIMBY OJlaH3alliHy Ha IIBUAKICTh peakllil Ipyu KepyBaHHI aBTOTPaHCIOPTOM abo poOoTi
3 IHIMMMU MeXaHi3MaMu He TpoBoauand. OCKiNbKY OlaH3alliH MOXKe CIPUYNHUTH COHIIMBICTh Ta
3araMOpPOY€eHHS, MAIiEHTIB CJIif IOIlepeAuTH PO Hebe3MeKy, OB A3aHy 3 eKCIIyaTalli€l
MeXaHi3MiB, y T.4. aBTOTPAHCIIOPTHUX 3aco0iB.

Cnoci6 3acmocyeaHHss ma do3u.

Lopocai

ITuzoppeHisa. PekoMeHIOBaHa 1TOYaTKOBA [03a OJlaH3aliHy cTaHOBUTH 10 Mr 1 pa3 Ha moly.

MawniakanvHi enizodu. PeKoMeH0BaHa IMO0YaTKOBa 403a OJIaH3alliHy SIK MOHOTepallili CTaHOBUTh
15 mr Ha moOy abo 10 mMr Ha noOy mpu KOMOiHOBaHOMY JIiKyBaHHi.

ITpogpinakmuka noemopHux Hanadie y nayieHmia 3 6inoasApHuUMU po3aadamu. PeKoMeH0OBaHa
IIoYaTKOBa f03a cTaHOBUTEL 10 Mr Ha mo0y. [lalieHTu 3 GiONIpPHUMYU PO3NIafilaMH, SKi OTPUMYBaJIu
OJIaH3alliH [JId JIIKyBaHHA MaHIaKaJIbHUX eIi30[iB, IPONOBXYIOTh OTPUMYBATH OJIaH3alllH ¥ TOMY X
[O3yBaHHI i Ay MPoQiTaKTUKY IIOBTOPHUX HamNafiB. 3a YMOBY PO3BUTKY HOBOT'O MaHiaKa/IbHOTO,
IempecuBHOTo a00 3MIITaHOTO eMi30Ay JiKyBaHHS He0OXimHO MPOIOBKYBATH (Y pa3i Heo6XigHOCTI
OTITMMi3yBaBIIM A0O3Y) Pa30M i3 MigTPUMYIOUYO0I0 Tepalli€lo A JTiKyBaHHS CUMIITOMIB ITOPYIIEHHS
HACTPOIO, SKIIO € KIiHiYHa HeoOXigHiCTh.

JIiKysaHHA wu3oppeHii, maHiakaabHux enizodie ma nonepediceHHs pelyudusia 6in0AAPHO20
po3aady. lllogeHHy 003y CIlif BU3Ha4YaTU Ha IIifCTaBl KJIIHIYHOI0 CTATyCy B Alana30Hi Bif 5 00
20 Mr Ha go0y. 36inbIeHHS PEKOMEHI0BAHOI MOYaTKOBOI 03U NMMPOBOAUTHU 3 iHTepBalaMu
He MeHIle 24 TOOUH IuIle Micis KIiHiuyHoTo 00cTexkeHHs. OnaH3alliH moTpidbHO
3aCTOCOBYBaTH He3aJIe’kKHO Bifl BXKMBaAHHS 12Ki, OCKINIbKY i2Ka He BIIJIMBa€ Ha abcopOiLiio
npemnaparty. [Ipy BigMiHi mpenapaTy 3aBeplIeHHS Tepallil IOTPiOHO MPOBOJUTH MTOCTYIIOBO.

TabmeTKy, 1110 AUCIIEPTYETLCS B POTOBilM MTOPOXKHUHI, HEOOXiTHO IIOMICTUTH yV POT, e BOHA LIBUOKO
po3napaeThcs. OCKinbKU TabIeTKa, 1[0 JUCIIEPTYEThCS B POTOBiM ITOPOXKHMHI, KpUXKa, 11 CItif
IpUKMaTH Bifpa3y Micig BigKpUTTs OnicTepa. AMbTepHaTUBHO, 6€310CEePeNHE0 Mepes
3aCTOCyBaHHSIM TabeTKa Moxke OyTH pO34YMHEHa Y ITOBHIM CKIISHIN BOomy a0o0 iHIIIOr0 HAIO0
(amenmbCHHOBUY CiK, 0TyYHMM CiK, MOTIOKO ab0 KaBa).

Ocobuei epynu nayieHmie
IlauieHmu AIMHBO20 BIKY

[Ipu3HayeHHS MEHIIOI T04aTKOBOI 103U (5 Mr Ha f00y) 3a3Buy4ail He oTpidHEe. HeobxigHicTh
IIpH3HaYeHHS MEHIIOl TI0YaTKOBOI f03U MOTPiOHO PO3TNISOaTH AJIS MAIliEHTiB BiKOM Bif 65
POKiB IIpY HasIBHOCTI K/TiHIYHUX TTOKa3aHb (OuB. po3min «OcobIMBOCTiI 3aCTOCYBAHHSI»).

ITayieHmu 3 HUPKOB0 ma/abo neyiHko8ow HedocmamHicmio

Mem1my mo4aTkoBy o3y (5 Mr Ha goOy) MOXKHa NMpu3HavYaTU TaKUM IallieHTaM. Y pasi
HasBHOCTI ITOMipHOI IMeYiHKOBOI HEIOCTATHOCTI (IIMP03, Kilacu HemocTaTHOCTI A abo B 3a



mkasow Yaunga [1'10) moyaTkoBa f03a MOBUHHA CTAHOBUTU 5 MT, MiIBUIYBATU A0O3Y
HeoOXiTHO 3 00epPexHiCTIO.

Cmamb
Kopekl1iisi o3u 3aJie’kHO Bif CTaTi MallieHTa He IOoTpi0Ha.
ITayienmu, AKi naaamo

[ToyaTkOBa [03a Ta KOJIUBAHHSA 003U He IOBUHHI 3MIHIOBAaTUCS PYTUHHUM YMHOM 3aJIeKHO Bif
HasIBHOCTI/BiCYTHOCTi 3BUYKU [I0 MaliHHSA. MeTabos1i3M oylaH3aMminy Moxke OyTH iHAYKOBaHUN
TAJTiHHSM TIOTIOHY. PEKOMEHOY€EThCSI MOHITOPUHT KJIiHIYHOTO CTaHy, Y pa3i HeoOXimHOCTi - Po3riss
30inbINIeHHS NO3HW OJlaH3aliHy (AuUB. po3min «B3aeMopia 3 iHIMKUMY TiKapChKUMM 3aco6aMu Ta iHIImi
BUIHM B3aEMOTIN»).

Ao HassBHUM Oinblile HiXK oguH HaKTOp, SIKUW MOXKe BIUIMHYTH Ha CIOBiIbHEHHS
MeTaboIi3My (KiHOYa CTaTh, MOXUIIKM BiK, BiICYTHICTh 3BUYKHM [0 TAJTiHHS), CITiJ PO3TIsgaTH
MOKJIMBE 3HMKEHHS II0YaTKOBOI 103u. [TigBUIlIeHHS 1031 IPHU MTOKa3aHHIX [I0 IIbOT0 CJIif
IIPOBOOUTHA KOHCEPBATUBHO.

Himu.

Onan3amiH He peKOMEeHOYEThCS 3aCTOCOBYBATH AiTAM BiKOM [0 18 pOKiB, OCKIIbKY HEMAE HOCTATHIX
maHUX 1070 Oe3meku Ta epeKTUBHOCTI HOT0 3aCTOCYBaHHS. Y KOPOTKOYACHUX JOCITIIKEHHSIX 3a
y4dacTi miTe#t 3adikcoBaHo Oinbllle 3pOCTAHHS MACH Tijla, MigBUINEHHS KOHIEHTPAIIil IimiagiB Ta
IIPOIAaKTHUHY, HiX y JOCTiAKEeHHSIX 3a y4aCTi JOPOC/INX MAallieHTiB (AUB. po3minu «B3aemomis 3
iHImMMY MiKapchKUMU 3acobaMu Ta iHIII BUAYM B3aeMopii», «OcobnmuBoOCTi 3acTocyBaHH» Ta «[1o0iuHi
peaxirii»).

Ilepedo3yeanHs.

[lyXe nomvupeHUMU CUMIITOMaMu Iepeno3yBanHud (>10 %) € Taxikappmid,
aXkKuTallisi/arpeCuBHICTD, OU3apPTPis, Pi3Hi eKCTpamipamMigHi CAHMITOMY Ta 3HUKEHUW PiBEHb
CBiTOMOCTI, 1110 BapifoETHCS Bif cepallil 4O KOMHU.

[HIIMMY 3HAYHUMU YCKIagHEHHSIMU IIepefo3yBaHHs € Jelipid, CyqoMU, KOMa, MOXKJIUBICTh
HEUPOJIENITUYHOI'0 3JI0SKICHOI0 CUHOPOMY, IPUTHIYEHH OUXaHHS, aclipalis, apTepiajibHa
rineprensist abo rimoTeHsisi, cepueBa apuTMis (< 2 % BUIMAMKIB Tepefo3yBaHHs) Ta
KapaionyJIbMOHAJIbHUY LIOK. JleTasibHI HACIiAKY Bii3HAYAIUCS IIPU TOCTPOMY
nmepeno3yBaHHi Ha piBHI 0o 450 Mr, ane Oynu ¥ BUNIAAKW BUKUBAHHS ITiCJISI TOCTPOTO
IIepefo3yBaHH MMicd IpuoMy 2 T OJlaH3alliHy IepOopabHo.

JIiKy8aHHA

CrnenudigyHOro aHTUAOTY HEMae. He peKOMeHIyI0ThCA IpenapaTy, 0 CIPUYUHSIOTh
OmoBaHHS. PEKOMEHI0BaHO CTaHAAPTHI MPOLeAypPH P Ilepeqo3yBaHHi (HanpuKiag,
IIPOMUBAHHA IUIYHKA, IPUMOM aKTUBOBAHOI'0 BYTid). [JoBEOEeHO, [0 CYNyTHIA IPUAOM



aKTMBOBAHOI'0 BYTi/IJIs 3MeHINy€e 6i00CTYIHICT OlaH3aMiHy IPX IepopaIbHOMY IPUHAOMi Ha
50-60 %.

BiAmoBigHO [0 KITIHIYHUX [IPOSBIB CIIif HAJIATOOUTH CUMIITOMATHU4YHe JIIKyBaHHSA Ta
MOHITOPHUHT XKUTTEBO BaXXJIMBUX (PYHKIIM, BKIIIOYAIO4M JIIKyBaHHS apTepiaabHOI rimoTeH3sii Ta
IIUPKYJIITOPHOI HEJOCTATHOCTI, @ TAKOXK MiATPUMaHHS OuxaHHS. He 3acTocoByBaT!
afipeHasIiH, JomaMiH Ta iHIII CHMIIATOMIMETHKHU 3 Mi€l0, XapaKTepHOI0 Oy OeTa-aroHiCTiB,
OCKiNTbKM OeTa-CTUMYJISIIS MOXKe MOTiPIIUTY IMPOSIBY TiMOTOHII. [I719 BUSBIIEHHS MOXKJIMBOI
apuTMii HeoOXimHUIM MOHITOPUHT CEPIIEBO-CYIUHHOI CUCTEMU. PeTeTbHUN MEeTUYHUM HAT IS
Ta MOHITOPUHT IIOBUHEH TPHUBATH [0 IOBHOTO OOy2KaHHS Malli€HTa.

ITobiuni peakuii.

Hattyacrimi nmo6iuni peakiii (cnoctepiranucs y = 1 % mauieHTiB), OB’s13aHi 31 3aCTOCYBaHHAM
OJIaH3alliHy B IIPOolieci KITiHIYHUX MOCTiIKeHb: COHIUBICTD, 30i/TbINIEHHS MacH Tila, e03uHOPiis,
MigBUIIEHHS PiBHS IIPOJAKTUHY, X0JIECTEPOJTy (X0JIeCTePUHY), TII0OKO3U Ta TPUTIIILIEPULIB Y KPOBI,
TJIIOKO3Ypis, MigBUIIIEHHS alleTUTY, 3allaMOPOY€EHH, aKaTU3id, MapKiHCOHI3M, JIEMKOIEHis,
HEeUTPOIEHIs, MUCKiHEe3is,, OPTOCTAaTUYHa TilOTEH3isT, aHTUXOJIIHEPTiYHi e(heKTH, TPAH3UTOPHE
aCHMIITOMaTUYHe MiBUIIEHHS [T€YiHKOBUX TpaHCaMiHa3, BUCUIIaHHS, aCTeHis, MiBUIleHa
BTOMJIIOBAHICTh, TillepTEPMisi, apTparis, MigBUILleHHS PiBHSA ankasiHdocdarTasy,
raMMmariayTaminTpaHcdepas3u, Ce40BOI KUCIIOTH, KpeaTuHGOoCPoKiHa3u Ta HAOPSAKHU.

Y Tabnuni 1 migcymoBaHO OCHOBHI moOiuHi peakiril Ta iXHS YacToTa, BU3HAUEHI y MPOIeci KIiHIiYHUX
IoCTiaKeHb Ta/abo Ha OCHOBI TOCTMapKeTUHTOBOTO OCBIify.

HOyxe gacto (= 1/10), vacto (= 1/100 Ta < 1/10), Heyacro (= 1/1000 ta < 1/100), pigko (=
1/10000 ta < 1/1000), oyxe pigko (< 1/10000), 4acTOoTa HeBifoMa (4aCTOTy He MOXKHa
BCTAHOBUTH Ha OCHOBI HAasIBHUX [AHUX).

Tabmuis 1
Lyxke 4acTo YacTto Heuacrto Pigko YacTtoTa HeBigoMa
3 60Ky CHCTeMH KPOBOTBOPEHHS Ta JIiM(paTUYHOI CUCTEMHU
Eosunodinis, TpombonuTomne-His '

nefikoneHisa ',
HelTponeHis"
3 00Ky iMYHHOI CUCTEMHU

TimepuyTnuBicTs'

3 60Ky 00MiHY pEUOBUH Ta TPaBJIEHHS
36inbiienHs Macy IlimBUIEHHS piBHSA Po3BUTOK a00 Timorepmis '™
Tina' XOJIeCTepuHy ™, 3aroCTpeHHs

MiABUILIEHHS PiBHSA miabety, iHOMmi

TITII0K03U’, acoliioBaHOTO 3

HigBUIEHHS PiBHSA KeToanug03oM abo

TpnrniuepuniBz's, KOMOIO, BKJ'IIO‘-I&IO‘-IE

TJII0KO3YDPif, JIeTajIbHI HaCIioKH

MiABUILIEHHS alleTUTY
3 00Ky HEPBOBOI CUCTEMU



COHIUBICTB 3amaMOpOYeHHS,
akatusis’,
MapKiHCOHI3M®,

IUCKiHe3is’

3 OOKY CeplieBOi CUCTEMHU

3 60Ky CymIHHHOI CUCTEMHU
OpTocTaTu4Ha
rinorensis’’

Eninentuuni HeiiponenTtuy-Huii
Halagu, 1o y 3TIOAKICHUH
6inbimocTi Bunagkis cumgpom (H3C)Y,
Oynu B aHaMHe3i a00 curmpom Bigminu
33 HAsIBHOCTI

dakTopiB pu3uKy'’,

OUCTOHISA (BKIIIOYHO

3 OKYJISIPHUM

cumnromoM)", mi3Hs

OUCKiHe3is",

aMHe3is’, pu3apTpis,

3aiKaHHA,

CHHIPOM

HEeCIOKIMHUX Hir

Bbpapukapmis, BenTpukynsap-Ha

MIPOJIOHTAIlig Taxikapmis/

intepBany QT Gbibpunsmis,
panToBUM
JeTanbHUMN
HaCHimok '

TpomboemOortis

(BKIIOUAIOUH

eMO0O0JTiI0 JIereHeBoi
aprepii Ta TpoM003
TIO0KHUX BEH)

3 6OKy muxajbHOI CUCTEMH, OPTaHiB IPYAHOI KIITKU Ta MefiaCTHHAIbHI MOPYIIeHHS

3 OOKY IITYHKOBO-KHIITKOBOTO TPAKTY
JIerki, TiM4acoBi
AHTHUXOJIIHEPTivHi
eeKTH, BKIIOYal0un

3amop Ta CyXiCTh y POTi

3 60Ky remaToOinmiapHoil cucTeMu
TpaH3UTOPHI,
aCUMIITOMaTU4Hi
KOJIMBaHHS PiBHSA
[IeYiHKOBUX

TpaHcaMiHa3 (AnAT Ta

AcAT), ocobnuBO Ha

[I0YaTKy JIiKyBaHHS
3 OOKy IIKipHu Ta MigMKiPHOI TKAHUHU

Bucunanus

KposoTeya 3 Hoca’

3 OOKY CKeJIETHO-M S30B01 Ta CIIOJIy4YHOI CUCTEM

Aprpanris °
3 60Ky HHPOK Ta CEYOBUIIIBHOI CUCTEMHU

3myTTa XKHUBOTA’, [TaHKpeaTuT"

rinepcekpenis

CIIMHHU
lenmatutr
(BK/IIOUAIOUH
remnaToneso-JIsipHe,
XonecTaThyHe abo
3MillaHe
VIIKOOKEHHS
neginku)'!

Peaxmii

CBiTHOYYTJIMBOCTI,

aJIoIelis
Pa6romiomniz"

HeTpuMaHH4 ceui,
3aTpUMKa cedi,

yTpyIHEHe
CEYOBUITYCKAHHS |

BariTHicTh, miCIIPOOOBUY Ta ITepUHATAIbHUY IIepiof

Peaki1risg Ha
TiKapchKuit 3acib
3 eo3uHOQiTi-

€10 i 3araJIbLHUMH
CUMIITOMaMH
DRESS



CvHOpOM BigMiHU
y HOBOHapOQ-

KEHUX
3 60Ky penponyKTUBHOI CUCTEMH Ta MOJIOYHUX 3aJ103
EpekTuibHa AwmeHopes, Tpiamizm"™
OUChYHKIIS ¥ 30inbIeHHS TPyel,
YOJIOBIKIB, 3HUXKEHHS TaJlaKTopes Y XIHOK,
ni6igo y XKiHOK Ta rinekomacris/
YOJIOBIKIB 30inbIIeHHS Tpygen

V YOJIOBIKiB
3aranbHi po3jagy Ta 0COONMMBOCTI 3aCTOCYBaHHS
AcTeHis,
[IigBHUIIEHa
BTOMIJIIOBAHICTB,
HaOpsKy, mipekcis'’
JiarHOCTHYHI MOCTigXeHHS

[TipBumeHHsa [ligBuilleHHS PiBHSA [ligBuilleHHS PiBHSA
KOHIIeHTpaILii anmkanid- pocdarasu'’, 3araJbHOTO
MIPOJIAKTUHY ¥ MigBUIIEHHS OinipyOiny
n1a3Mi KpoBi’ kpeaTuHboChOKina-3u'’,

MiABUILEHHS PiBHSA

ramMmariyTaMis-

TpaHchepaszu',
MiJBUINEHHS PiBHSA
ce4oBoi kucnotu'’

' Kninigno 3HauyIe 30ibIIIeHHS MaCH Tijla CIlocTepiraaocs B ycix KaTeropiit namieHnTis 3a IMT
(inmekc Macwu Tina). ITicist KOpOTKOYaCHOTrO JIiKyBaHHA (CepenHsl TPUBAIICTh CTaHOBUIIA 47 [HIB)
306inbInIeHHS MacH Tina Ha = 7 % crocTtepiranocs ayxe 49acto (22,2 % Bunapgkis), Ha = 15 %
crioctepiranocs 4yacto (4,2 % Bunagkis), Ha = 25 % cmocTtepiramocs HedacTo (0,8 % Bumagkis). Y
TaLiEHTIB, SIKi OTPUMYBaId TPUBAJY Tepariio (IpuHaiMHi npoTsarom 48 TUXKHIB), 30i/IbIIEHHS MacK
TinaHa = 7 %, = 15 %, = 25 % cnocrepiranocs gyxe 4dacto (y 64,4 %, 31,7 %, 12,3 % Bunapkis
BifTIOBIgHO).

* CepeqHi IigBUINEHHS PiBHA MiNifiB HaTme (3arambHui Xonectepon, JITTHII i Tpurninepunu) 6y
OinbIn 3HAYHI y MAIliEHTIB, Y IKUX [0 MTOYATKY JIiKyBaHHS He CIIOCTepiranocs MimigHol AUCperysii.

’ CmocTepiranocs y HalieHTiB 3 HOpMaJIbHAM IOYaTKOBMM piBHEM HaTie (< 5,17 MMOJIB/M), KW
MigBUITYBABCS [0 BUCOKOTO (= 6,2 MMOJIB/N). [lyKe 4acTO MOBITOMIIANOCS PO Pi3Ke MiABUIIEHHS
PiBHS 3arajibHOT0 XOJIECTEPOIIY HaTIIe 3 T0YaTKOBOro PiBHA (= 5,17 - < 6,2 MMOJIb/TI) O BUCOKOTO
piBHS (= 6,2 MMOJIB/T).

4 Coocrepirasnocs y Malli€eHTiB 3 HOPMaJIbHUM II0YaTKOBUM piBHEM HaTile (< 5,56 MMOIB/T), IKAU
MigBUIIYBABCS [0 BUCOKOTO (= 7 MMOJIb/m). [ly’Ke 4acTo MOBIIOMJISAIOCS PO pi3Ke MiABUIIEHHS PiBHSI
TJIIOKO3U HATIIEe 3 T0YaTKOBOTO PiBHSA (= 5,56 - < 7 MMOJIb/M) 0 BUCOKOTO PiBHA (= 7 MMOIIB/M).

> Coocrepiranocs y malieHTiB 3 HOPMaJIbHUM [1I0YaTKOBUM piBHEM Hartile (< 1,69 MMonb/m), KU
MigBUIIYBABCS [0 BUCOKOTO (= 2,26 MMoib/n). [lyKe 4acTo MOBigOMIISIOCS PO pi3Ke MiABUINEHHS
PiBHS TPUTilLEPHUAIB HATIIE 3 MOYAaTKOBOTrO piBHA (= 1,69 - < 2,26 MMOIB/1T) 4O BUCOKOTO PiBHSA (=
2,26 MMOJIB/TI).

% Tlig wac KMiHIYHUX HOCTiMKeHb YaCcTOTa BUHUKHEHHS MapKiHCOHI3MYy i OUCTOHI] y alieHTiB, AKi
OTPUMYBAJIM JIIKyBaHHS OJlaH3aliHOM, OyJla BHUIIla, aje KJIiHiYHO HE3HAYHO, ITOPIBHSIHO 3 I'PYIIO0, 110



oTpuMyBasa mnnaiebo. YacToTa BUHUKHEHHS MapKiHCOHI3MY, akaTu3il i JUCTOHIl ¥ IalieHTiB, AKi
OTpUMYBaJH JIiIKyBaHHS OJlaH3almiHoM, OyJla HUXK4a, HiXK IPX 3aCTOCYBaHHI TUTPOBAHUX 103
ranonepunony. Yepes BigCyTHICTh iH(popMallii mpo HasIBHICTh B aHaMHe3i rocTpux ado mi3Hix
eKCTpallipaMigalbHIX PyXOBUX MIOPYIIeHb He MOXKHA BCTAHOBUTH, III0 OJIaH3alliH MeHIIle CIIPUYUHSIE
Mi3HI0 IUCKiHe3it0 Ta/abo iHmIi mi3Hi eKcTpamnipamMiganbHi CHHOPOMH.

7'V BUNafKy pi3Koro NpUIKHEHHS Teparlil 0JaH3amiHoM IOBifOMIIAIOCS IPO TOCTPi CHMITOMY:
IifBHUIIEHE TOTOBUMINIEHHS, 0€3COHHS, TPEMOD, BiIUYTTS CTPaxy, HYNOTY i O/M0BaHHS.

®V mpomeci KniHiYHMX HOCTiAXKeHb (10 12 THXKHIB) BU3HAUEHO, M0 KOHIEHTPALid IPOIaKTHHY y
IJ1a3Mi KpPOBi IIepeBUllyBasla BepxHiu jiMiT HopMH ¥ 30 % maIfieHTiB, SKi 3aCTOCOBYBaJIX OJIaH3alliH,
Ta B IKMX KOHIIEHTpallig IPOJIaKTUHY Ha I0YaTKy [OCHiIKeHHS BignoBifana HOpMi. Y 6inbIrocTi
NallieHTiB TaKe MigBUIEHHS Oy10 IOMIpHUM i 3a/IMIIAnoCcs B MeXaX 3HaueHb, Y OBa pa3u HUKUUX Bif
BEPXHBOTO PiBHS HOPMHU.

* TTo6iuni peax1iii BU3HaYeHO B pe3y/ibTaTi KIiHIYHUX AOCTiAkKeHb B iHTerpoBaHi 6a3i maHuX
OJlaH3aliHy.

' Ouinka BUMIpSIHUX 3HaUeHb BU3HAUeHAa B pe3yNbTaTi KIiHiYHUX [OCIiAXeHb B iHTerpoBaHiii 6a3i
IaHuX OJIaH3alliHYy.

" TTo6iyHi peaxirii BU3HA4YeHO 3i CIIOHTaHHUX ITOCTMapKEeTUHTOBUX 3BiTiB 3 IEePiOAUYHICTIO, 1110
BCTaHOBJIEHA Ha OCHOBI iHTerpoBaHol 6a3u faHUX OJlaH3aliHy.

" TTo6iyHi peaxilii BU3Ha4YeHO 3i CIIOHTaHHUX ITOCTMapKeTUHTOBUX 3BiTiB 3 IePiOgUYHICTIO, 1110
OLliHEeHa 3 BUKOPUCTAHHSIM [0BIpUOro iHTepBasy B BePXHbOMY JIiMiTi HOpMU (95 %) Ha OCHOBI
iHTerpoBaHol 6a3u JaHUX OJIaH3aIliHY.

Bnius npu dogeompusasomy 3acmocys8aHHti (He MmeHwe 48 muoicHis

BigcoTok marfieHTiB, y SKuX Bif3Hauyanucs mobiuHi peakiril y BUTIAII KJTIHIYHO CYTTEBOTO HiIBHUIIEHHS
MacH TiNa, 3MiHU PiBHA TII0OKO3H, 3arajbHOr0 Xonectepuny/JITTHIL/JITIBII a6o Tpurminepumis,
IIOCTilHO 30imbIIyBaBCs. Y MOPOCUX MAIli€HTIB, AKi 3aKiHunnu 9-12-MicsIuHUi KypC Teparlii, TeMI
IiABHUINEHHS PiBHS TIIOKO3W B KPOBi HATIIE YIOBITbHUBCS MPUOIM3HO Micyg 6 MicsLiB JTiKyBaHHS.

ITobiyHi peakuii 8 0KpeMux nonyaauisax

Y nportieci KTiHIYHUAX OOCTigXKeHb Yy MallieHTiB JiTHLOTO BiKy 3 IeMeHIIi€l0 Tepallid ojlaH3amiHoM Oyia
IIOB’sI3aHa 3 MigBUINEHWM PiBHEM JIeTaIbHUX BUIQMKIB Ta 1epe0pOoBaCKYIIPHUME 00 YHUMU
PeaxIisiMu MOPIBHSIHO 3 TAaKUM Y I'pyIi maanebo (qus. po3min 4.4). [Iyxe MOMKUPEHUMH MOOIYHUMHU
peaxIisiMu, OB’ I3aHUMM 3i 3aCTOCYBAaHHSM OJIaH3AIliHY, V [aHOI IPYINH MAIli€HTiB OyIU MOPYIIeHHS
XOOU Ta nafinHg. YacTo crocTepiranacs IHEBMOHIS, MiABUIIEHHS TEMIIEPATYPHU Tijla, JIeTaprid,
epuTeMa, 30POBi rajlolMHAllil Ta HeTPUMaHHS Ceyi.

Y nponeci KiHIYHNX OOCHIAXKEHb cepel Malli€HTiB i3 MeJUKaMeHTO3HO iHIYKOBaHUM (aroHiCT
[omaMiny) IICUX030M, TIOB’A3aHKM i3 XBopo0o1o ITapKiHCOHA, OTipIIeHHs NapKiHCOHIBCHKOI
CHMIITOMATHKY Ta TaJIoLKHAllil Bif3HaYanocs JyxKe 4acTo, YacTillle, HiXK y rpyIi nnaiebo.

Y nportieci ogHOTO KITiHIYHOTO AocTigkKeHHs y 4,1 % malieHTiB i3 OinonsgpHOI0 MaHi€lo B pe3yiIbTaTi
3aCTOCYBaHHS OJIaH3alliHy y KoMOiHallil 3 BalIbIIPOAaTOM CIIOCTEpIranacs HeUTPOIeHis; MOKITUBOIO
IPUYHUHOIO MOXKe OyTH MigBUINEHHS PiBHS BaJbIIPOATY V IJIa3Mi KPoBi. Y pe3ynbTaTi 3aCTOCyBaHHS
oJlaH3aliHy 3 niTieM abo BanbnpoaTtoM y = 10 % crocTepiranucs TpeMop, CyXiCTh V POTi, MigBUIIEHHS



aneTuTy, 30iMbIIEeHHST MacH Tina. TaKoX MOBiOMIISIOCS TIPO MOPYILIeHHsS MOBIeHHs. [1if yac Teparil
oJlaH3amiHoM y KoMbiHarii 3 miTiem abo BanblpoaToOM CIIOCTepiranocs 30iNbIIeHHs MacH Tina = 7 %
IMT y 17,4 % nauieHTiB mig 4ac iHTeHCHUBHOI Teparil (1o 6 TuxkHiB). [JoBroTpuBae JNiKyBaHHS
oJlaH3amiHoM (o 12 TUXKHIB) [/ IOoNepeqkKeHHs PeIUAUBIB y MallieHTiB i3 OimONsIpHUMU pO3/TafaMu
Oy710 OB’sI3aHO 3 MiBUIIIEHHSM MacCH Tija

=7 % IMT y 39,9 % nauieHTis.

imu

Onan3zamiH He MOKa3aHUM O JIiKyBaHHS OiTeW Ta MiAmiTKiB BikoMm [0 18 pokis. KimiHigyHUX
IOCITiXKeHb, SKi MopiBHIOBaNK 0 3aCTOCYBaHHS OJaH3alliHy y MgIiTKiB Ta JOPOCIUX, HE TPOBOIUIIH.
OpHak JaHi 3 HOCHIAXKEHb 3a y4acTi [iTel IIOPiBHIOBAJIACS 3 pe3yJibTaTaMU JOCIIiIXKeHb 3a y4acTi
OOPOCIHX.

Huxue nomano mo6ivHi peakiii, 1o 3ycTpidanauch dacTile y mimmiTkiB (BikoM Big 13-17 pokiB), HiXK y
nopocnux, abo mobiyHi peakii, 110 6yau BUSBIEHI TiIbKY IIifl YaC KOPOTKOTPUBAJIUX KITIHIYHUX
mocyimkeHb y miamiTkiB. KninigyHo 3Hauyie 30inbieHHs MacH Tina (= 7 %) dacTillle CIIOCTepiranaochk
y TigJIiTKiB, TOPiBHSAHO 3 fopocnauMu. [1ig Yac JOBrOTPUBAIOTrO JIiKyBaHHS (He MeHIe 24 TUXKHIB)
KJTiHiYHO 3HauyIe 30ibIIeHHs MacH Tila Oy/I0 BUITUM, HiXK ITiJ YaC KOPOTKOTPUBAJIOTO JIKyBaHHS.

YacToTy nobiYHUX peakiliii, 3a3HaYeHNX HUXKYe 3a 3MEHIIIEeHHSIM YaCTOTH MPOSBiB, BU3HAYAIOTh
TaKUM YMHOM: Ayxke 4acTto (= 1/10), gacto (= 1/100 mo < 1/10).

3 00Ky 00MiHYy PEUYOBUH Ta TPaBJIEHHS

Ily>xe yacTo: 36iIbIIeHHs Macy Tina'’, migBUINeHHS PiBHS TPUTTINepUAiB *, MifBUIIEHHS
AIIeTUTY.

JacTo: MiIBUINEHHS PiBHA XOJIE€CTEPUHY .

3 00Ky HEPBOBOI CHCTEMU

[ly>xe 4acTo: cepalis (y TOMy 4HCJIi FinepCOMHis, MISBICTh, COHJIUBICTB).

3 60Ky LITYHKOBO-KHUIIIKOBOTO TPAKTY

HacTo: CyXiCTh y POTi.

3 60Ky remnartobiniapHoi cucTeMu

[ly>Ke 4acTo: MiABUIIEeHHS PiBHS Me4iHKOoBUX TpaHcaMiHa3 (AnAT ta AcAT; gus. po3gin 4.4).
[1iarHOCTHUYHI MOCHIIXKEHHS

[lyKe 4acTo: 3HUKEHHS PiBHA 3arajabHOro 0inipy0iHy, migBUIeHHS piBHSA raMMariyTaMii-
TpaHCcdepasy, MifBUIeHHS PiBHA IPONAKTHHY Y IIa3Mi KpoBi .

“ITicns KOpOTKOYaCHOTO JTiKyBaHHS (CepeHsl TPUBAJICTh CTaHOBHUIIA 22 AHi) 36iIbIIEHHS Macy Tila
Ha = 7% cnocrtepiranocs gyxe 49acto (40,6 % Bunapkis), Ha = 15 % cnocTepiranocs yacto (7,1 %
BUINAKIB) Ta Ha = 25 % y 2,5 % Bunagkis. Ilig yac qOBroTprBaioro jgikyBaHHS (He MeHIue 24
TUXKHIB) y 89,4 % mallieHTiB criocTepiranocs 36inmbineHHs Macu TinaHa = 7 %, y 55,3 % -Ha = 15 %
Tay 29,1 % -1Ha = 25 %.

'* Cmocrepiranocs y Hali€HTiB 3 HOpMaIbHUM I0YaTKOBUM piBHEeM Hatie (< 1,016 MMob/n), AKui
MigBUIYBaBCS [0 BUCOKOTO (= 1,467 MMOINB/N), Ta pi3Ke MifABUINEHHS PiBHS TPUIJILEPUiIB HATIIE 3
mo4YaTKoBOro piBHS (= 1,016 mo < 1,467 MMOIb/1T) 0O BUCOKOrO PiBHSA (= 1,467 MMOb/M).

' Cmocrepiranocs y Hali€HTiB 3 HOpMaIbHUM II0OYaTKOBUAM PiBHEM XOJIeCTepOoIIy HaTIe 3
II04YaTKOBOrO piBHA (< 4,39 MMOJIB/TT) IO BUCOKOrO piBHA (= 5,17 MMomb/n). [JyKe 4acTo
IIOBIOMJIAJIOCS IIPO Pi3Ke MiBUIIEHHS PIBHA 3arajbHOr0 X0JIECTEPOJIy HaTIle 3 I0YaTKOBOTO PiBHSA
(= 4,39 mo < 5,17 MmMomB/1) 0O BUCOKOTO PiBHSA (= 5,17 MMOb/m).

Y 47,4 % mipmiTKiB CIOCTEpiranocs mifBUILEHHS PiBHA IPONAaKTHHY y IIa3Mi KPOBi.



Tepmin npudamHocmi. 2 POKH.

YmoBu 30epiranns. 36epiratu B OpUTiHAJIbHIY YIIAKOBI, IIPU TeMIIepaTypi He Bulle 25 2C.

306epiratu y HEJOCTYIIHOMY [JIS OiTEM MiCIIi.

YnakoBka. ITo 7 Ta6nerok y 6iicrepi. [To 4 61icTepH y KapTOHHIH KOpOOIIi.

Kareropis Bignmycky. 3a penentom.

BupoOHUK.

AT «Apamen ®apma», [lomnbia.

Micue3HaxoIKeHHsI BHPOOHHKA Ta aipeca MicCIsi IPpOBaIXKeHHs HOro Tis/IbHOCTI.

ByJ. Map. [Ix. I[Tincyncekoro 5, 95-200, [Ta6'sHine, ITonbina.



