[HCTPYKIIIA

IJIs1 METUIHOT 0 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aC00y

PEATTJIA

(REAGILA®)

Cknao:

Kancynu TBepai mo 1,5 mMr

Hitoua peyosuHa: KapuIpasuH;

1 kancyna MicTuTh Kapunpasusy 1,5 Mr (y BUTISAfI Kapupa3uHy rigpoxmaopuny 1,635 mr).
IlonomidcHI pevo8uHU: KpoXMaJilb KyKYPYA3sSHUM MpexKenaTuHI30BaHUY, MarHito cTeapar.

Kancyau meep0i: Tutany miokcun, E 171; XenaTWH; YOPHUIO YOPHOT'0 KOILOPY OIS APYKY: 3amida
okcup yopHui, E 172; menak; eTaHos; BOfa; IPOIiIEHTIIiKOJIb; i30IIpoaHoit; 0yTaHo; amMmiak
BOJIHMU; KaJIilo TifPOKCHL,.

Kancynu TBepai mo 3 mMr

Iliroua peyosuHa: KapumpasuH;

1 kancyna MicTUTh Kapunpasuny 3 Mr (y BUIJIAA1 Kapullpa3uHy rigpoxsopuny 3,270 mr).
LlonomidcHI peuyoguHU: KpoXMaJilb KYKypPyO3sSHUU IpexKelaTHHI30BaHUM, MarHiio creapar.

Kancyau meep0i: Tutany giokcun, E 171; xenatuH; cnenianbauil yepBouuu AC, E 129; niamaHTOBUM
cusint FCF, E 133; 3amiza okcup xkoBTui, E 172; YOpHUIIO YOPHOTO KOJIBOPY AJIS APYKY: 3ajli3a OKCHUJ
yopHui, E 172; memnak; eTaHo; BOMa; MPOIiJIEHTTiKOJIb; i30IIPOnaHoil; OyTaHOJI; aMiak BOTHUM;
KaJliio TigpOKCHUL.

Kancynu TBepmi mo 4,5 Mr

Hitoua peyosuHa: KapuipasuH;
1 kancyna MicTuTh Kapunpasusy 4,5 Mr (y BUIJISIfI Kapunpa3ury rigpoximopuny 4,905 mr).
LlonomidcHI pevyosuHU: KpOXMaJilb KYKypPyO3sSHUU TpexXelaTHHI30BaHUM, MarHiio creapar.

Kancyau meep0i: Tutany miokcup, E 171; xenaTuH; cuenianbauil yepBouui AC, E 129; niamaHTOBUM
cunit FCF, E 133; 3amiza okcup xkoBTui, E 172; yopHUo 6ioro Konbopy A APYKY: TT1a3ypb
(dapmarieBTUYHa (1lIe/laKy PO3UMH B €TaHOJIi); TUTaHy miokcun, E 171; isonpomnanon; 6yTaHos; aMiak
BOOHUM; MPOIiNEHTTIKOIIb; CHMETHUKOH.

Kancynu TBepni no 6 mMr



Hioua peyosuHa: KapuipasuH;
1 kancyna MiCTUTh KapunpasuHny 6 Mr (y BUIJIAA1 Kapullpa3uHy rigpoxaopuny 6,540 mr).
LlonomidxCcHI peuyosuHU: KpoXMaJilb KYKypPyO3sSHUU IpexXelaTHHI30BaHUM, MarHiio creapar.

Kancyau meep0i: Tutany miokcun, E 171; xenatuH; cuenianbauil yepBouuu AC, E 129; niamaHTOBUM
cusin FCF, E 133; 4opHHIIO YOPHOT0 KOILOPY AJIS APYKY: 3aiida oKcup yopHui, E 172; menak;
€TaHOJI; BOZIa; IIPOIIiJIEHT/TiKO0JIb; i30IIponaHos1; 0yTaHOII; aMiak BOMHUM; KaJliio TigPOKCHUL,.

JlikapcbKa ¢popma. Kancynu TBepi.
OcHosHi (pi3uko-xiMiyHi 8 1acmusocmi:

Kancyau 1,5 me. TBepai xKenaTuHOBI Kancymnu, po3Mip Ne 4. Kpuiieuka Kancynu — 0ina Hemrpo3opa,
KOpITyC Kancynyu — O0inuit Henpo3opui. Ha Kopmyc Kancynu HaHeceHo Hanuc «GR 1.5» 4opHUM
KOJILOpPOM. BMicT Kancyn — nopotrrok 6i1oro abo K0BTyBaT0-0i10r0 KOJIbOPY.

Kancyau 3 me. TBepai xKenaTuHOBI Kancyny, po3Mip Ne 4. Kpuliteuka Kancyiu — 3ejieHa HeIpo30pa,
KOPITyC Kancynu — Oinuii Hermpo3opuid. Ha Kopmyc Karcynu HaHeceHo Hamuc «GR 3» 4opHUM
KOJILOPOM. BMicT Kamcyn — mopotok 6ioro abo x0BTyBaT0-0i10r0 KOJIbOPY.

Kancyau 4,5 me. TBepai xkenaTuHOBI Kancyny, po3mip Ne 4. Kpuineuka Karncynu — 3ejeHa
HeIIpo30pa, KOPIyC KalcCylau — 3e/leHul Henpo3opuu. Ha Kopmyc Karncynu HaHeceHO Hanuc «GR
4.5» 6inum KonbopoM. BMicT Kamcyn — mopoirok 6imoro abo :K0BTyBaTo-0i10r0 KOJIbOPY.

Kancyau 6 me. TBepai xKenaTuHoBI Karncynu, po3Mip Ne 3. Kpuiiteuka Kancynu — ¢ioneTtoBa
HeIpo30pa, KOpIyc Kancynu — Oinuit Hempo3opui. Ha Kopmyc Karncynu HaHeceHo Hamuc «GR 6»
YOPHUM KOIHOPOM. BMicT Kamcyn — mopoirok 6ioro abo :K0BTyBaTo-0i10ro KOJIbOpy.

dapMakoTepaneBTHYHA rpyna. [IcuxonenTuyHi 3acobu, iHIIT aHTATICUXOTUYHI 3aCO0H.

Kop ATX NO5A X15.

dPapmakonoeiuHi e1acmueocmi
®apmakoduHamika.

MexaHi3M mii

MexaHi3M [il KapunpasuHy Ile He MMOBHICTIO BigoMuid. [IpoTe TepaneBTUUYHUYN edeKT KapUIIPa3uHy
MOKe OIIOCEPeIKOBYBaTUCA Yepe3 KoMOiHaIio Ail YacTKoBOro aroHicrta Ha D;- D,-nodaminoBi
(3nauenHd Ki BignosigHo B Mmexkax 0,085-0,3 #M npotu 0,49-0,71 #M) Ta 5-HT,,-cepoTOHIHOBI
penenntopu (3HaueHHs Ki B Mexax 1,4-2,6 HM) i mii anTaronicra Ha 5-HT,;-, 5-HT,,-cepoToHIHOBI Ta
H,-ricraminosi penentopu (3HaueHH4 Ki BigmosigHo B Mexkax 0,58-1,1 uM, 18,8 €M T1a 23,3 EM).
Kapunpa3sus Mae HU3bKY adinHiCTh mono 5-HT,-cepoTOHIHOBUX Ta O,-agPEeHOPELENTOopPiB (3HaUYeHHS
Ki BigmoBigHo 134 HM Ta 155 HM). Kapunpa3uH He Ma€ 3Ha4yHOl a(piHHOCTI 00 XOTiHEPTiYHUX



MycKapuHoBux perentopis (IC5, > 1000 #M). [IBa OCHOBHUX aKTUBHUX MeTa0OJIiTh — Oe3MeTu-
KapuIlpa3uH Ta JUAe3MeTUI-KapuIpa3uH — 3B’SI3yI0ThCS 3 PelleNITOPaMy Ta MalTh IPOdiib
GYHKIIOHATBHOI aKTUBHOCTI in Vitro, aHaNoTiYHKM BUXiTHOMY IIpernapary.

dapmakomuHaMiyHi ePerTH

IOKIiHIYHI JOCTiAXKEeHHS in Vivo T0Ka3yl0Th, 1110 Kapullpas3uH 3B A3yE€ThCA 3 D,-perjentopamMu TaKo
K Mipoto, 110 # i3 D,-penientTopamu y papMakoorivHO e(eKTUBHUX 03aX. BUABIANOCS 3aexkHe Bif
no3u 3B’a3yBaHHS 3 D,- Ta D,-godaMiHOBUME peljennTopaMy rOJI0OBHOTO MO3KY (3 ITepeBakHUM
3B’A3yBaHHAM B [iJITHKAX 3 MigBULIEHUM CUHTe30M D;) y maIji€eHTiB 3 mu3odpeHi€ro, Ki npuiiManu
TepalleBTUYHI 03U KapUIIpa3uHy IpoTiarom 15 mHiB.

BrnnuB kapunpasuny Ha iHTepBain QT OyB olliHeHUH y HmallieHTiB i3 mu3odpeHieo abo
mu30aPeKTUBHUM po3iafgoM. Pe3ynmbraTul XonTepiBchkoro MoHiTopyBanusi EKI O6ynu 3i0paHi y
129 marieHTiB IpoTAroM 12-rogMHHOTO NEPiofy Ha BUXIGHOMY PiBHI Ta Y piBHOBaXXHOMY CTaHi. Y
pasi BUKOpUCTaHHS cyOTepaneBTUYHUX 03 (9 Mr/moba abo 18 mr/moba) He Oyno BimMiueHO
nofoBxeHHd iHTepBany QT. Y xKomHOTO 3 NaIlieHTiB, SKi JTIKyBaauCs KapUuIIpa3vuHOM, He BigMidanocs
nopoBxeHHd iHTepBany QT = 60 Mc Bif BUXiZHOrO piBHS, 1 XKOJIEH MaLiEHT He MaB II0OO0BXEHHS
inTepBany QT > 500 Mc mig yac mOCHigXKEeHHS.

KniniyHa edbeKTHBHICTh

EgexkmuegHicmb npu KOPOMKOYACHOMY 3aCMOCYBAHHI

EdekTuBHiICTh Kapunpa3uHy B JiKyBaHHi rocTpoi mu3odpeHii Oyna BuUBYeHa B TphOX Oararto
IIEHTPOBUX MIiKHApPOOHUX PAHOOMi30BaHUX TOABIMHUX CIMUX MJ1anie60KOHTPOIBOBAHUX  6-
TUKHEBUX JOCITIIXKeHHX, B SKux Opanu y4acts 1 754 nanientu BikoM Bim 18 mo 60 pokis. ¥ Bcix
IOCTiMKEHHSX TOCTPOI mu30(peHil IepBUHHOIO KiHIIEBOIO TOUKO0 OyJla 3MiHa 3 BUXiTHOTO PiBHSA [0 6
TUXKHS 3a 3araJIbHUMU [I0OKa3HUKaMU LIKAJIX OLIHKY MO3UTUBHUX Ta HETaTUBHUX CUMIITOMIB
(PANSS), a BTOpHHHOIO KiHIIEBOIO TOUYKOIO - 3MiHa Bifi BUXiTHOTO PiBHSA OO 6 THXKHS 3a MOKa3HUKaMU
IIKaJIM 3arajIbHOTO KJTIHIYHOTO BpaXkKeHHS NP0 TAXKKICTh 3axBopioBaHHSA (CGI-S). V MixkHapogHOMY
171a11e600KOHTPOILOBAHOMY HOCTIMIKEeHHi, B IKOMY IJIs1 YyTJIMBOCTI aHali3y BUKOPUCTOBYBAJIACS
¢ikcoBani go3u 1,5 mr, 3,0 mMr ta 4,5 Mr Kapunpasusy i 4,0 Mr puCnepuioHy, BCi 403U KapUIIPa3uHy
Ta aKTUBHUN KOHTPOJIb II0Ka3aau CTATUCTUYHO [OCTOBipHE IOKpallleHHS SIK IIePBUHHOI, TaK i
BTOPUHHOI KiHIIEBUX TOYOK Y IMOPiBHSHHI 3 myane6o. Y MixKHapogHOMY 1171a1ie00KOHTPOIEOBAaHOMY
[OCTiAKEeHH], B IKOMY AJIs YyTIMBOCTI aHasi3y BUKOPUCTOBYBamucs (pikcoBani fo3u 3,0 mMr ta 6,0 Mr
Kapunpasusy i 10 Mr apuminpasosny, K 003U Kapullpa3uHy, Tak i aKTUBHUU KOHTPOJIb [1I0Ka3asu
CTaTHCTUYHO AOCTOBiIpHE MOKpallleHHs IIePBUHHOI i BTOPUHHOI KiHIIEBUX TOYOK y IOPiBHAHHI 3
nnane6o. Y TpeThoMy MixKHApPOIHOMY I1JIalle00KOHTPOIL0BAHOMY HOCTiAXKEHH], B IKOMY IJIS
YyTIUBOCTI aHali3y BUKOPUCTOBYyBanucsa dikcoBaHi/agantosaHi go3u 3,0-6,0 mr ta 6,0-9,0 mMr
Kapullpa3uHy, 00MABi TPyny KapuIlpa3uHy [T0Ka3aiyd CTaTUCTUYHO NOCTOBIpHE NMOKPAIIEHHS K
TIEPBUHHOI, TaK i BTOPMHHOI KiHIIEBUX TOYOK Yy NOPiBHAHHI 3 maie6o.

Pe3ynbraTy BU3HaYEHHS IIEPBUHHOI KiHIIeBOl TOUKY e()eKTUBHOCTI HaBeeHi B Tabnmulli 1 HuxKyYe.
PesynbraTy BU3HaYeHHS BTOPUHHOI KiHIIeBOI TOUKU edeKTuBHOCTI (CGI) Ta mOOaTKOBUX KiHIIEBUX
TOYOK TiITBEePAXKYBaIN IIE€PBUHHY KiHIIEBY TOUKY.

Tabmuisg 1. 3miHu Big BUXigHOTO PiBHS 0O 6 THXKHS 3a 3arajibHUM Ioka3HukKoM PANSS y
MOCTiAKEHHSX 3ar0CTpeHHs mu3o¢peHii — rpyma ITT.



BuxioHutl 3MmiHa PisHuus 8 sniky8aHHI 8 P-3HAYeHHA

piseHb CepedHe nopieHsaHHI 3 naauebo

CepedHe 3HayeHHsA LS (95 % III)

3HayeHHs £ (CII)

CB
3araibHuM noka3Huk PANSS (MMRM)
Hocnigxenuss RGH-MD-16 (n = 711)
[Trmame6o 97,3 +9,22 -13,29(1,82) — —
Kapunpasun 1,5 mr/mo6a 97,1 £ 9,13 -21,27 (1,77) -7,97 (-12,94, -3,01)  0,0017
Kapunpasuu 3 mr/mo6a 97,2 £ 8,66 -21,45(1,74) -8,16 (-13,09, -3,22) 0,0013
Kapunpasun 4,5 mr/mo6a 96,7 £ 9,01 -23,77 (1,74) -10,48 (-15,41, -5,55) < 0,0001
Pucnepupon 4 mr/mo6a 98,1 £ 9,50 -29,27 (1,74) -15,98 (-20,91, -11,04) <

0,0001%
Hocnigxenus RGH-MD-04 (n = 604)
ITname6o 96,5+ 9,1 -14,3 (1,5) — —
Kapunpasuu 3 mr/moba 96,1 £ 8,7 -20,2 (1,5) -6,0 (-10,1, -1,9) 0,0044
Kapunpasuu 6 mr/moba 95,7 £ 9,4 -23,0 (1,5) -8,8 (-12,9, -4,7) < 0,0001
Apwuminpason 10 mr/goba 95,6 £ 9,0 -21,2 (1,4) -7,0 (-11,0, -2,9) 0,0008%*
Hocnigxenus RGH-MD-05 (n = 439)
ITname6o 96,6 £ 9,3 -16,0(1,6) — —
Kapunpasun 3-6 mr/mo6a 96,3 £ 9,3 -22,8 (1,6) -6,8 (-11,3, -2,4) 0,0029
Kapunpa3sun 6-9 mr/mo6a 96,3 £ 9,0 -25,9 (1,7) -9,9 (-14,5, -5,3) < 0,0001

I noBipuuu inTepsan; [TTaHani3 3a npu3HadeHUM JIiKyBaHHSM; CepefHe 3HaueHHd LS cepenne
HalMeHIINX KBagpaTiB; PANSS 1ikana OLiHKY MMO3UTHBHUX Ta HeraTUBHUX CuHApPOMiB; CII =
cTaHgapTHa noxubka; CB ctanmapTHe BimxunenHs; MMRM Mopent 3Mimanux eheKkTiB ois
6araTopa3oBUX BUMipIOBaHb.

*Y nopiBHSAHHI 3 MTaiebo.

EgexmuegHicmb npu 00820mpuBasnomy 3acmocy8aHHI

EdexTuBHICTh KapUNIPa3UHy OJ1S HiATPUMaHHS aHTUIICUXOTUYHOT0 e(PeKTy JOCTiAKyBanacs y
IOBrOTPUBAJIOMY KITIHIYHOMY [OCHIfIKEHHi 3 MOXKJIMBICTIO paHAOMi30BaHOl BigMiHU. 3arasiom

751 mauieHT i3 TOCTPUMU CHMIITOMaMy MKU30¢peHil OTpUMyBaB Kapulipa3uH y 1o3i 3-9 mMr/goba
BIpomoBxK 20 TUXKHIB, 3 skux 337 oTpUMaIM KapulpasuH B Aiana3oHi go3 Bixg 3 mo 6 mr/no6a. Hapmani
crabinmizoBani namieHT 6y paHmOMi30BaHi MOABIMHUM CIIITUM METOLOOM [JIS OTPHMaHHS
¢bikcoBaHUX 003 KapunpasuHny Bif 3 mo 6 mMr (n = 51) abo mnane6o (n = 51) mpoTsirom 72 THXKHIB.
[TepBUHHUM Pe3yJIbTAaTOM JOCTifKeHHs OyB Yac J0 PO3BUTKY peuupuBy. Y KiHmi mocnigxenHs 49,0 %
NallieHTiB, SKi oTpuMyBanu mianebo, mpotu 21,6 % mallieHTiB, 9Ki OTPUMyBalu Kapulpa3uH, Majiu
pPeuuguB CUMIITOMIB mu30¢peHili. OTXKe, Yac 10 PO3BUTKY penuausy (92 mpoTtu 326 OHIB Ha OCHOBI
25-r0 mepleHTUII0) OyB 3HAYHO JOBILINM Y TPYIH, SKa IpUiiMaia KapuipasuH, HiX y TPYIIH, 110
oTpumMyBasa mnname6o (p = 0,009).

EgexkmuegHicmb npu nepesandcHo He2amuB8HUX CUMNMOMAax Wu30(ppeHii

EdekTuBHICTh KapuUNpa3uHy B JIiKyBaHHI IepeBaKHO HETAaTUBHUX CHMIITOMIB IMU30(peHil
IOCimKyBanacs B 26-TUKHEeBOMY 0araToleHTPOBOMY IOABIMHOMY CHIIOMY K/TiHIYHOMY [OCTigXeHHi
3 aKTUBHUM KOHTpOJieM. Kapunpa3suH (miana3oH 103 3-4 Mr, 1[inboBa go3a 4,5 Mr) AOCIifXKyBaBCs y
IIOPiBHSHHI 3 PUCIIEPUAOHOM (Aiama30H 403 3-6 Mr, IiboBa f03a 4 MT) y HallieHTiB i3
IIePCUCTYBaIbHUMU IIepeBakHO HeraTUBHUMU CUMIITOMaMu mu30¢peHii (n = 461). 86 % matiieHTiB
Oymu BikoM 0 55 poKiB, 54 % 3 HUX OyIM YOJI0BiKaMHU.



[TepcucTtyBanbHi IepeBaxkHO HETATUBHI CUMIITOMU Oy/IM BU3HAUYEHi SK CUMIITOMH, III0 TPUBAIOTh HE
MeHIIIe 6 MICSIIiB Ta XapaKTepPU3YIOThCSI BUCOKUM PiBHEM HETATUBHUX CUMIITOMIB i HU3bKUM PiBHEM
IIO3UTUBHUX CUMIITOMIB [(0as 3a mokasHukKoM PANSS niis HeraTUBHUX CUMIITOMIB = 24, 6an = 4
moHarMeHIIe B 2 i3 3 moka3HuKiB PANSS (N1: cinomenss emoniid, N4: BincyTHiCT MOTHBallil Ta N6:
OimHiCTH MOBHM) Ta 3HaUYeHHS nmoka3uuka PANSS nnsg mo3sutusHuX cuMiToMiB < 19]. [NarmienTtn i3
TaKMMU BTOPUHHUMHU HETaTUBHUMHU CHMIITOMaMH, SK OEMPECUBHI CUMIITOMY CEPEOHBOT0 Ta TSIXKKOTO
CTyTIeHd Ta KJIiHIYHO 3HAYyLIUY TapKiHCOHI3M (eKcTpamnipaminsi cumntomu [EITIC]) 6ynu BUKIIOUEHi.

YK mamieHTy, 10 JIKYBAIUCA KapuUIIpa3uHoOM, Tak 1 MALiEHTH, 110 JIIKyBaJIACA PUCIEPULOHOM,
ITOKa3aii CTaTUCTUYHO OOCTOBipHE MOKpallleHHS B 3MiHaX Bifl BUXiIHOTO PiBHA A0 IapaMeTpa
IIepPBUHHOI e(peKTUBHOCTI — Oan mokasHuka PANSS mnst HeratuBHUX cuMnToMiB (PANSS-FSNS)

(p< 0,001). ITpoTe, mounHawyu 3 14 TUXKHS, CTaTUCTUYHO [OCTOBIPHA Pi3HUIIS CIIOCTEpiranacs Ha
KOPHCTb KapUIlpa3uHy MopiBHSHO 3 pucnepunonoM (p=0,002) (Tabmauig 2). Ak mamieHTH, 1o
JIIKYBaJIUCA KapUIIPa3MHOM, TakK 1 IalfieHTH, 110 JIKYBaJIUCSI PUCIIEPALOHOM, II0KA3aJId CTaTUCTAYHO
NOCTOBipHE MOKpAallleHHs B 3MiHaX Bifl BUXiTHOTO PiBHS [I0 TapaMeTPy BTOPUHHOI e(PEKTUBHOCTI -
3arajibHUM IMOKA3HMK 3a IIKAJI0I0 0COOMCTICHOTO Ta coIianbHOro ¢yHKIionyBanus (PSP) (p < 0,001).
[Ipote, mounHawouu 3 10 THXKHS, CTATUCTAYHO JOCTOBIPHA PI3HUIIA CHOCTEpiranacs Ha KOPUCTh
KapuIIpa3uHy MOpPiBHSAHO 3 puctepuporHom (p = 0,001) (tabnuis 2).

4K pi3HHUII 3a MKAaJI00 3araJbHOr0 KIiHIYHOTO BpaXKeHHS PO TIXKKIiCTh 3axBopioBaHHA (p = 0,005)
Ta 3a IKasoio nmokpaileHHs (p < 0,001), Tak i yactorta BigmoBigi 3a PANSS-FSNS (moxpatieHHsS
PANSS FSNS = 30 % na 26 tuxHi; p = 0,003) migTBepauau BUCHOBKM CTOCOBHO IIapaMeTpiB
IIePBUHHOIL Ta BTOPUHHOI €(DEKTUBHOCTI.

Tabmuig 2. [ligcymoxk pe3ynbratiB gocnimxkenHs RGH-188-005

[TapameTp edpekTuBHOCTI [KapumnpasuH |Pucnepupmon [Po3paxyHkoBui|95 % [II |p-3HaueHHS

CepenHeE CepepnHe [MOKa3HUK
3HaueHHS LS|3HauyeHHs LS |pi3HuLi B
MeTomax
TTiIKyBaHHSA
PANSS-FSNS Ha BUXITHOMY b7 8 275 i i i
piBHI
PANSS-FSNS Ha 26 tuxHi (18,5 19,6 - - -
PANSS-FSNS 3minn -8,9 -7,4 1,5 -2,4; 0,002
BiTHOCHO BUXiTHUX 3HAYEHb -0,5
mo 26 THKHS
3arajpHui mokasHuk PSP 48,8 48,2 - - -
Ha BUXITHOMY DiBHI
3arajgpHuM mokasHuk PSP 64,0 59,7 - - -
Ha 26 TUXHI
3aranpHuM oka3sHukK PSP (14,3 9,7 4,6 2,7; 6,6 [< 0,001

Bil 3MiHM BiTIHOCHO
BUXIOHUX 3HAa4YeHb Mo 26
THXKHS

CepenHe 3Ha4YeHHS LS cepeqHe HalMeHIIINX KBafparTiB.

ITediampuyHa nonyasuisa

€BporelicbKe areHTCTBO JikapchKux 3aco6iB (European Medicines Agency) Bimkiano HeoOXigHICTh
NIOJlaHHS pe3yJIbTaTiB JAOCIIXKEHHS 3aCTOCYBaHHS Kapunpa3uny gitTaM. [lomo 3acTocyBaHHS



JIiIKapChKOT0 3aC00y HiTIM OuB. po3min «IIiTu» .

dapmaxoKiHemuxka.

Kapumnpa3un Mae fiBa ¢apMaKoJIOTiYHO aKTUBHUX MeTab0miTH 3 MoAibHOoI0 10 KapuIpasuHy MAiero
—ne3MmeTtun-kapumnpasud (DCAR) ta nune3ametun-kapunpasud (DDCAR). 3aranbHa €KCIIO3UIiS
Kapumpas3uHy (cyma kapunpasuny DCAR ta DDCAR) mocsrae 50 % Bif eKcrio3ultlil B piBHOBaKHOMY
cTaHi mpubIKU3HO Yyepe3 1 TUKOEHb Iics 3acToCyBaHHS 1000Bo1 no3u, a 90 % Bif piBHOBaXKHOTO
CTaHy HOCATAEThCS Yepe3 3 TUKHi. Y piBHOBaKHOMY cTaHi ekcro3uilis DDCAR mpubnu3Ho BABiYi un
BTPHUYi BUIIA 32 €KCII03UIIil0 Kapunpa3uny, a ekcrno3utlisi DCAR nopiBHioe npubnusuo 30 %
€KCITO3UIlil KapulIpa3uHy.

BcMOKTYBaHHSA

A6comoTHa OiojioriyHa OOCTYNHICTh KapuIIpa3uHy HeBinoMa. Kapunpasus 1o6pe BCMOKTYEThCS MiCTs
nepopasnbHOro npuiiomy. ITicns 6araToKpaTHUX 103 MaKCHMalbHa KOHIIEHTpPallis KapUIIpa3uHy Ta
110TO OCHOBHUX aKTUBHUX MeTaloJIiTiB y IMa3Mi KpPOBi 3a3BU4Yall MOCATAEThCS MPUONMM3HO uYepe3
3-8 ropuH micns 3aCTOCYyBaHHS.

[Tpuiiom ofHi€l mo3u KapumpasuHy 1,5 MI pa3oM 3 IPOAyKTaMHU 3 BUCOKUM BMicToM xKupy (Big 900 mo
1 000 kasnopiit) 3HaYHO He BIIJIMBaB Ha MOKa3HUK C,,, a6o AUC kapunpa3uny (3HaueHus AUC,_,,
nigBuiyBanocs Ha 12 %, 3HaueHHs C,,, 3HUKYBaJIOCS Ha 5 % IpU MpUoMi JTiKapchKOro 3aco0y
micyd iXi B MOpPiBHAHI 3 IPHIiOMOM HaTIIecepie). Ixka Takox Maja MiHiMalIbHWI BIIXB Ha
MeTtabomitu DCAR Ta DDCAR.

Kapumnpa3us MoxKe 3aCTOCOBYBAaTUCS HE3aIeXKHO Bif] IPUUOMY 1XKi.

Po3mnopin

Ha ocHoBi nmomynsuiiHoro aHamnidy hapmMakokiHeTUKH ysaBHUM 06’eM po3noginy (O/P) cknamas 916 n
nis Kapunipa3uny, 475 1 ang DCAR ta 1 568 1 st DDCAR, 1110 BKa3ye Ha 3HaUHUU PO3MOMiN
KapHUIIPa3uHy Ta HOr0 OCHOBHUX aKTUBHUX MeTa0o0IiTiB. Kapupa3uH Ta HOro OCHOBHI aKTUBHI
MeTaboIiTH aKTUBHO 3B’I3yI0ThCS (Kapunpas3uH — Ha 96-97 %, DCAR — Ha 94-97 %, DDCAR — Ha
92-97 %) 3 6inKaMu IJIa3MH.

BiorpaHcdopmartis

MeTaboiaM Kapunpa3uHy Bkmodae geMeTtuimoBadHs (DCAR ta DDCAR), rimpokcumoBaHHS
(rimpokcup kapunpa3uny, HCAR) Ta koMm0iHalli0 qeMeTUII0BAHHS Ta TiTPOKCUITIOBAHHS (TigpoKCH-
ne3metun-kapunpasuH, HDCAR Ta rigpokcu-muneametun-kapunpasutd, HDDCAR). Hagani
MeTtabomniTiu HCAR, HDCAR ta HDDCAR 6ioTpaHchopMYyIOThCS Y BiilIOBiHI KOH'IOTaTH CyNbdaTy Ta
TIIOKYPOHiny. [logaTKoBuUi MeTabolIiT — KUCIOTa AecauxyiopodeHiny-ninepa3uHy-Kapunpasuny
(DDCPPCAR) — yTBOPIOETHCA B IIPOLIEC] Ae3a/IKilyBaHHS Ta HACTYITHOTO OKUCHEHHS KapUIIpas3uHy.

Kapunpa3sun Metabomidyetscsi CYP3A4 Ta Menoio mipoto CYP2D6 go DCAR ta HCAR. Hagani DCAR
meTabonisyetbcss CYP3A4 ta menmoo mipoto CYP2D6 go DDCAR Ta HDCAR. ITotim DDCAR
MeTabomizyeTbest 3a moromoro CYP3A4 mo HDDCAR.

KapunpasuH Ta #0r0 OCHOBHI akTUBHI MeTaboiTu He € cyOcTpaTaMu Ay P-riuikomporeiny (P-gp),
TOJIiNEeNTUAY-TPaHCIIOpTepa opraniynux axionis 1B1 ta 1B3 (OATP1B1 ta OATP1B3) i 6inka
PE3UCTEHTHOCTI paKy Mojio4yHol 3ano3u (BCRP). [IpunyckaeTscs, 110 B3aEMOfisa KapuipasuHy Ta



inribitopis P-gp, OATP1B1, OATP1B3 Ta BCRP, € ManoimMoBipHOIO.

BuBeneHHda

BuBeneHHST KapuIlipa3uHy Ta M0T0 OCHOBHUX aKTUBHUX MeTa0OJIiTiB TepeBaxKHO BiI0OYBaETHCS
maxoM Metaboni3my y nedinni. I[Ticng 3actocyBanHd 12,5 Mr/go0a Kapunpa3uHy y HallieHTiB i3
mm3odpenieio 20,8 % mo3u 0y10 BUBEEHO 3 Ceuel0 Y BUTTISIAI KapUIIPa3uHy Ta KOro MeTaboJTiTiB.

He3wminenuy Kapunpas3uH BUBOOUTHCA Y KinbKOCTI 1,2 % mo3u 3 cedeto Ta 3,7 % 003U 3 KaJIOM.

CepenHniu KiHUueBu# nepiop HaniBBuBeneHHS (1-3 pHi ang kapunpasuny Ta DCAR i 13-19 guiB ais
DDCAR) He IpOTHO3YETHCS B Haci AJIS HOCSATAHHS PiBHOBAXKHOTO CTaHy a00 3HUXKEHHS KOHIIeHTpallii
B IIJTa3Mi MIiC/I IPUNIMHEHHS JIiIKyBaHHS. [[71g JIiKyBaHHSA NAlli€HTIB, AKi IPUUMATh KapuIlpa3uH,
eekTUBHUY ITepiod HamiBBUBEOEHHS Ma€ Oinbllle 3HAUYEeHHS, aHiXK KiHIIeBUY Iepiof HaIliBBUBEOEHHS.
EdextuBHuil (pyHKLUiOHATBHUY) IIePio HalliBBUBEEHHS CTAHOBUTh ~ 2 OHI IOJId KapUIIPa3WHY Ta
DCAR, 8 puiB oyt DDCAR i ~1 TuX[peHb [J11 3arajbHOr0 Kapulipasudy. KoHIleHTpalisa 3arajaibHOro
KapHUIIpa3uHy B IIJIa3Mi KpoBi Oyfie MOCTYyIOBO 3MEHIITYBATHCS IiCIg IPUNMHEHHS a00 IepepuBaHHS
3acTocyBaHHS. KOHIIEHTpallis 3arajabHOT0 KapuIIpa3uHy B IjIa3Mi 3HUXKYETLCS Ha 50 % mpubnu3Ho
yepe3 1 TUXKOEHb, a 3HUXKEHHS KOHIIEHTPAllii 3araJbHOT0 Kapuipa3uny Ginbime, Hix Ha 90 %
BimOyBa€eThCs MPUOIM3HO Yepe3 3 TUXKHI.

JIiHIRHICTD

[licyig MOBTOPHOTO 3aCTOCYBaHHS KOHIIEHTpALlid KapAIIPAa3UHy Ta MO0T0 JBOX OCHOBHUX aKTUBHUX
MeTaboriTiB, me3ameTun-kapunpasuny (DCAR) Ta nuge3mertun-kapunpa3uny (DDCAR), B mma3mi
MigBUIIYETHCS MIPOMOPIINHO Aialla30HY TepaneBTUYHOl A03U Bif 1,5 MT 0 6 M.

OxpeMi rpynu naiieHTiB
ITopyweHHA pYHKUII HUPOK

[MonynsuiiiHe ¢papMaKOKiHeTUYHE MOJIe/II0BaHHS BUKOHYBaIOCS 3 BUKOPUCTAHHAM [aHUX Bif
nali€eHTiB, SKi OyIM 3aIy4yeHi 0o KIIiHIYHOTO JOCIiAKEHHS CTOCOBHO JiKyBaHHS MIU30(ppeHii
KapuIIpa3uHOM, 3 Pi3HUMY NTOKa3HUKaMU (YHKIIil HUPOK, BKIIIOYHO 3 HOPMAJIbHOIO (PYHKIIiI0 HIPOK
(xkmipenc kpeatuHiny (CrCl) = 90 mm/xB) i mopymeHHIMU QyHKLil HUPOK jierkoro (CrCl 60-89 mi/xB)
Ta cepenHbOro cTymeHs TAXKKOCTI (CrCl 30-59 mi/xB). Mix KJlipeHCOM Kapulpas3uHy B Ij1a3Mi Ta
KJIipEHCOM KpeaTuHiHy He OyJi0 3HalIeHO XKOJHUX iCTOTHUX 3B’ A3KiB.

[is KapuIpa3uHy He OIliHIOBanacs y mamieHTiB i3 Tsxkumu (CrCl < 30 Mn/xB) nopylmeHHAME QYHKIL
HUPOK (muB. po3ain «Crocib 3acTOoCyBaHHS Ta [03U»).

ITopyweHHA pYyHKYiI neviHKu

HocrnigxeHHS B IBOX YaCTHHaX (OOHOKpaTHA A03a KapunpasuHy 1 mMr [yacTvHa A] Ta Kapulpa3uH y
no0OoBi#t mo3i 0,5 Mr nmpoTtsrom 14 nHiB [4acTuHa B]) mpoBomuiocs cepeq MallieHTiB 3 Pi3HUMHU
CTYIEHSIMU MOpyIleHsb QYHKINI nevinku (kmacu A ta B 3a YHaitnmom — I1°10). [Ticnst 3acTocyBaHHS
OOHOKPATHOI 103U Kapunpasuy 1 mMr abo mpuiiomy 0,5 Mr KapunpasuHy npoTsarom 14 nHiB maiieHTu
3 IOpPYIIEeHHAMH (QYHKIIl IeYiHKY JIETKOTO YU CEPEeIHbOI0 CTYyIeHS Y MOPIBHAHHI 31 3T0POBUMHU
nalieHTaMy Maiu TpubIu3Ho Ha 25 % BuIlly KOHIIEHTpalio Kapunpasuny (C,., Ta AUC) Ta
npuOnu3Ho Ha 45 % HUXKUYY KOHI[EHTPAI[il0 OCHOBHUX aKTUBHUX MeTa0OoJIiTiB, 4e3MeTH/1 KapuIpas3uHy
Ta OUOe3MeTusI-KapuipasuHy.

[Ticnst 6araTopa3oBoro MpuUioMy KapuIpa3uHy KOHIIEHTpallis 3arajbHOr0 aKTUBHOTO KOMIIOHEHTY



(CAR DCAR DDCAR) (AUC Ta C,,,), y TOPiBHSIHHI 31 3OpOBUMH NallieHTamMu, 3Hu3unacsa Ha 21-22 %
ta 13-15 % BignoBigHO y pa3i nopymeHHAX GyHKLil nedinku ([TOIT) nerkoro yu cepemHbOr0 CTYIEHS
TSKKOCTI, SIKIIIO BpaxOByBaJIMCs He3B'si3aHi 3B's3aHi KOHIIEHTPallil, ¥ TOM Yac SK [Jig He3B s13aH0T0
3arajibHOr0 KOMIIOHeHTa 0yJi0 po3paxoBaHe 3HUXKEeHHS Ha 12-13 % Ta migBuieHHs Ha 20-25 %
BigmoBigHO [Jis namieHTiB 3 [1OI1 merkoro Ta cepegHbOT0 CTyIeHs TSIXKKOCTI.

[lis Kapunpa3uHy He OLiHIOBajacs y nalieHTiB i3 Taxkumu (knac C 3a Haungom — I1'10)
TIOPYLIEHHAME QYHKIII mevinku (OuB. po3min «Croci0 3aCcTOCyBaHHS Ta [03U»).

Bik, cmamb ma paca

Y nonynsauiiHoMy dhapMaKoKiHETUYHOMY aHasi3i He OyJi0 KIiHIYHO 3HAYHUX BiIMIHHOCTEH Y
nmapaMmeTpax ¢papmakokinetuku (AUC Ta C,,, CYMU KapUIIpa3uHy Ta HOT0 OCHOBHUX aKTHBHUX
MeTabosiTiB), 1110 6a3yBanucs Ha Billi, cTaTi Ta paci. B aHami3i yyacTs y4yacTh BUBYaANIM [faHi LI0f0

2 844 mallieHTiB pPi3HUX pac, BKIIIOYHO 3 536 mamieHTamMu BikoM Bif 50 go 65 pokis. 3 2 844 mallieHTiB
933 6ynu xkiHkamu (guB. po3gin «Crocib 3acTocyBaHHS Ta 4o3u»). [laHi 00 MAI[iEHTIB JIITHEOTO
BiKy (ImOHan 65 poKiB) 0OMexkKeHi.

Ianinus

Yepes Te, 1110 Kapuiipa3ul He € cydbctpaToM fys CYP1A2, He 04iKyeTbCs BIIJIUB MaliHHS Ha
(hapMakKoOKiHETUKY KapUIIpa3uHy.

[ToTeHIiIMHY} BOIWB KapUIpPa3uHy Ha iHIII IpenapaTu

Kapumnpa3uH Ta #oro ocHOBHi akTHBHI MeTaboriTy He iHmyKyBanu eH3umMu CYP1A2, CYP2B6 Ta
CYP3A4 i He Oynu inribiTopamu CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP219, CYP2D6,
CYP2E1 ta CYP3A4 in vitro. Kapumpa3us Ta #0T0 OCHOBHI aKTHBHiI MeTab0IiT! He € iHribiTopamMu
tTpaHcnopTHuX 6inkiB OATP1B1, OATP1B3, BCRP, opraHiyHOro KaTioHHOT'0 TPAHCIIOPTHOTO Ginka 2
(OCT2) Ta opraniyHuX aHiOHHMX TpaHCIOPTHUX OinkiB 1 Ta 3 (OAT1 ta OAT3) in vitro. DCAR Tta
DDCAR ne Oynu inribiTopamu TpaHcmopTHOro 6inka P-gp, xoua Kapumpasus 6yB iHribitopom P-gp B
KUIIeYHUKY (OUB. pO3Min «B3aeMofiia 3 iHIKUMY NTiKapChKUMU 3aco0aMy Ta iHIIN BUAM B3a€EMOMIiR»).

KriniyHi xapaKTepHUCTHKH.
Iloka3annsa.

Inst mikyBaHHS MKU30(]peHii y TOPOCIUX MalliEHTIB.

IIpomunoka3aHHA.
[TigBuIleHa YYTIUBICTD [0 Hif04Y0l peuoBUHU ab0 Mo OYOb-sIKOI 3 IOMOMiKHUX PEYOBUH.

CymyTHE 3aCTOCyBaHHS MOTYKHOTO abo momipHoro iHribitopy CYP3A4 (muB. po3min «B3aemomis 3
iHITMMY NTiKapCbKUMM 3aco0aMu Ta iHII BUOYM B3aEMOIii»).

CymyTHE 3aCTOCyBaHHS MOTYKHOTO abo momipHoro ingykTopa CYP3A4 (gusB. po3gin «B3aemopmis 3
iHITMMHU NTiKapCbKUMHM 3aco0aMu Ta iHII BUOYM B3aEMOii»).



B3aemodin 3 iHnwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

[ToTeHUIWHWY BIIWB iHIINX MIpenapaTiB Ha Kapuipa3ud

MeTabo71i3M KapuIipa3uHy Ta MO0 OCHOBHUX aKTUBHUX MeTa0OJIiTiB, Je3MeTIIy-KapUuIllpa3uHy
(DCAR) ta pune3metuny-kapunpasuny (DDCAR), nepeBaxHO onocepenkoByeTbcsi CYP3A4 3
MiHiManbHUM BiniusoM CYP2D6.

IHz2i6imopu CYP3A4

KetokoHa3zor, cunbHui iHri6iTop CYP3A4, cipuunHIOE NiABUIIEHHS BMICTy 3arajIbHOTO KapUIIPa3uHy
(cyma KapuIpa3uHy Ta MO0 aKTUBHUX MeTaboIiTiB) B IIJ1a3Mi B 2 pa3u MPOTSITOM HeTpPUBasoro (4
IHi) CYIIyTHBOTO 3aCTOCYBAHHS, SKIIIO BPAaXOBYIOTHCS He3B'si3aHi a00 He3B's13aHi 3B’g3aHi
KOMIIOHEHTH.

Yepes goBruii nepion HamiBBUBENEHHS aKTUBHUX KOMIIOHEHTIB KapUIIpa3uHy ofasblie MigBUIeHHS
BMICTy 3arajibHOTO KapUIIpa3uHy B IJIa3Mi MOXKe OUiKyBaTHCS Iif 4ac OilbIl TPHUBAIOTro
KoMOiHOBaHOTO npuiioMy. ToMy KOMOiHOBaHKY NPHUIOM KapUIIpa3uHy 3 MOTYKHUMHU a00 IIOMipHUMHU
inribiTopamu CYP3A4 (Hampukiap, 60IenpeBip, KITapUTPOMIIuH, KOGIMCTAT, iIHIUHABID,
iTpaKkoHa30J1, KETOKOHAa30J1, Heda300H, He(iHaBip, 103aKOHA30J, PUTOHABIP, CaKBiHaBIp,
TeNallpeBip, TeMTPOMIIMH, BOPUKOHA30JI, AUITia3eM, epUTPOMIIIMH, PIyKOHA30JI, BeparnaMin)
IPOTUIIOKa3aHuM (guB. po3gin «IIpotunoka3anHsg»). Ciig yHUKATH BXXKUBaHHS I'PEUNIGPYTOBOTO COKY.

Inoykmopu CYP3A4

Kom06iHoBaHMii TpUHOM KapuIIpa3uHy 3 NOTykHUMU a0o noMipaumu iHgyktopamu CYP3A4 mMoxe
CIIPUYMHSITY 3HAYHE MiIBUIIEHHS BIJIUBY 3arajibHOr0 KapuIpa3uHy, TOMy KOMOiHOBAHUH ITPUIOM
KapUIIpa3uHy Ta MOoTyKHUX abo momipHux iHgykTopiB CYP3A4 (Hanpukiaf, Kap6aMaserriH,
dbenobapbitan, ¢peHiToIH, pudamminuH, 3Bipobiit 3sudaruui (Hypericum perforatum), 603eHTaH,
easipeH1, eTpaBipuH, MofadiHin, HadUKITiH) TPOTUNIOKa3aHUM (UB. po3Min «IIpOTUIIOKa3aHHS»).

Inei6imopu CYP2D6

OmnocepenkoBani CYP2D6 minsaxu BifirpaioTh HE3HAYHY POJIb Y MeTab01i3Mi Kapuipa3uHy, TOJI0OBHUM
nigx — yepe3 CYP3A4 (muB. po3nin «®apmakokiHeTuKa»). ToMy MaJo¥MOBIpHO, 1110 iHTiGiTOpH
CYP2D6 MaTuMyTh KIiHIYHO 3HAUYIIKUH BIIJIUB HAa MeTab0J1i3M Kapupas3uHy.

[ToTeHIiMHY} BOIWB KapUIpPa3nuHy Ha iHIII penapaTu

Cyb6cmpamu P-zaikonpomeiny (P-gp)

Kapumnpa3sun — 11e inriéitop P-gp in vitro B #0r0 TeOpeTUYHO HAMOINbIIi# KUITKOBIM KOHIIEHTPALIii.
KriniuHi HacmigKy 0boro eekTy Iie He MOBHICTIO0 3p03YMiJli, IPOTe A1 BUKOPUCTAHHS TaKUX

cyOcTpartiB P-gp i3 By3bKUMU TepaneBTUUYHUM iHAEKCOM, K fabiraTpaH Ta QUTOKCHUH, MOXKe
noTpebyBaTUCS MOCUJIEHUI MOHITOPUHT Ta KOPUTYBAHHS NO3HU.

T'opmoHanvHi KOHMpauyenmuau

Hapa3si HeBigoMo, 4 MOXKe KapUllpa3uH 3HUXKYBaTU e(heKTUBHICTb TOPMOHAJIbHUX KOHTPALIEIITUBIB,
TOMY KiHKH, IKi 3aCTOCOBYIOTh 1X CUCTEMaTUYHO, MalOTh JOIaTKOBO 3aCTOCYBaTH Oap €pHUN METOf.



d®apMakogMHAMIUHiI B3aEMOil

Bepyuu mo yBaru nepBuHHI e(eKTH Ha lleHTPaJbHy HEPBOBY CHCTEMY, Iipenapat Pearina HeoOXigHO
00epekKHO 3aCTOCOBYBaTH B KOMOiHaIlil 3 iHIIMMU JTiKapChKUMU 3aco0aMy IIeHTpabHOIL Ail Ta
aJIKOT'0JIEM.

Oco6 1ueocmi 3acmocyeaHHsi.

CyinupanbHi IYMKH Ta IOBEIiHKA

BuHUKHEHHS CYIlIMOANbHOCTI (CyilluganbHi OYMKU, CIPOOX CKOEHHST CaMOTry0CTBa Ta CKOEHE
caMory6CTBO) XapaKTepHe 1S ICUXiYHUX 3aXBOPIOBaHb, i BOHA 3arajioM CIIOCTEPITaETHCS Opasy
iCJIS TOYaTKY UM 3MiHM aHTUIICUXOTUYHOI Teparil. Tepallisi aHTUIICUXOTHKaMU Ma€
CYIIPOBOXKYBaTHCS MUIbHUM HaArjisggoM 3a MallieHTaMH, SIKi 3HaXOOAThCS B TPYyIIi BUCOKOTO PU3UKY.

Akatusis, 30yIKeHHS

AxaTu3is Ta 30ymxKeHHS — e 06iuHi eeKTH aHTUIICUXOTHUKIB, 1110 BUHUKAIOThH JOCTATHLO YacTo.
Akatusis — 11e po3naf pyxy, 110 XapaKTePU3YETHCS IOUYTTSIM BHYTPILIHBOI 30yI2KEHOCTi Ta
HerepeOOopHOI0 MOTPe6oIo MOCTiHO mepebyBaTu B PycCi, a TaKOXK TaKUMHU [isIMHU, SK IIOXUTYBAHHS IIif
Yac CTOSHHS Y4 CUAIHHS, MigiiMaHHS HOTY SK IIPKM MapIIUpPyBaHHI Ha MiCIli, IepexpellyBaHHS Ta
PO3NPSIMIISHHS HIr mif 4ac cupinHsa. OCKiIbKY Kapunpa3uH CIPUYNHIOE aKaTu3iio Ta 30ymKeHHS,
malieHTaM, SKi CXUIbHI UM BXKe IIPOSBISIOTh CUMITOME aKaTu3ii, moTpi6HO 3aCTOCOBYBATH HOTO 3
o0epexkHicTI0. AKaTH3is1 PO3BUBAETHCS HA PAHHIX eTalax JiKyBaHHSA. ToMy BaXKJIMBO IIPOBOJUTHI
peTeNbHUN MOHITOPUHT Ha IIePIIOMY eTalli JiKyBaHHS. [IpodinakTuKa BKII0Ya€ MOBiTbHE
MiJBUIIIEHHS NO3Y; TepalleBTUYHI 3aX0OU BKJII0YAOTh HE3HAUHE 3HUXKEHHS 03U KapUIIpa3uHy 4u
JiKapCchKUX 3aco0iB Mg TiKyBaHHS eKCTpalipaMigHUX CUMITOMIB. [l03a MOXKe 3MiHIOBAaTUCS
3aJIeXHO Bifl iHAMBimMyanbHOI BifMOBiAi Ta mepeHoCUMOCTi (quB. po3min «I1o0iuHi peakirii».).

I1i3Hg gucKiHe3iq

[Ti3HA OUCKiIHE3i — Lle CUHAPOM, 10 IPOSABIISETHCA PUTMIYHUMY MUMOBUIPHUMU PyXaMHU IIepeBakHO
sg31Ka Ta/abo 001M4us i MOXKe PO3BUBATUCS Y NALEHTIB, Kl NiKYIOThCS aHTUIICUXOTHKAMU. HKIIO0
CHMIITOMH ITi3HBOI IUCKiHeil 3'IBNISIOTLCS Y MAlli€HTa, SKUH JTIKYETHCS KaPUIPA3UHOM, TOTPIOHO
PO3TISHYTH HEOOXigHICTh IPUNMHEHHS JIIKyBaHHS.

XBopoba [TapkiHcoHa

SAKIT0 aHTUTIICUXOTUYHI 3aco0M MPU3HAYal0ThCS MallieHTaM i3 xBopoboro [TapKiHCOHA, TO MOKIIMBE
3arocTpeHHs ()OHOBOI'0 3aXBOPIOBAHHS Ta MOTripiIeHHs nepediry xsopobu ITapkincona. Tomy,
IpU3HAYal0Yy KapUIIpa3uH nalieHTaM i3 xBopoOoio [TapkiHCcoHa, JTikapi MalOTh 3BaXKyBaTH
CIiBBIHOIIEHHS KOPUCTh/PU3UK.

Cumnromu 3 60Ky o4eli/ KaTapakTa

YV mokmiHiYHUX JOCTimKEHHSX Kapulpa3uHy B cofak 0ys0 moMiueHe IOMYTHIHHSI KpUIITaTUKa/
KaTapakTa (muB. po3min «[Tobiuni peakrii»). [TpoTe NpuYHHHO-HACTIOKOBUH 3B’ 130K MiXK 3MiHaMH B
KPUIITANIUKy/ KaTapakToo, 1[0 CIIOCTePiraaucs IMif yac OOCHiAXKeHb Y JII0feH, 1 3aCTOCYBaHHIM
KapuIlpa3uHy He OyB yCTaHOBNIeHUH. [IpoTe mallieHTaM, y SKUX MOXKYTb PO3BUHYTHUCS CUMIITOMH, 110
MOTEHIINHO MalOTh BiJHOIIEHHS OO KaTapaKTH, MOTPiOHO IOPaguTH IMPOUTH 0P TaIbMOJIOTiYHe
00CTeX€eHHS, a TIOTiM ITOBTOPHO OLHUTH IX [IJII IPOJOBKEHHS JTiKyBaHHS.



3noskicHuM HeviponenTuyHui cuaapoM (3HC)

[ToTeHLiHO NeTanbHUM KOMIIJIEKC CUMIITOMIB, 1110 Ha3UBAETHCS 3M0SAKICHUM HEMPOJIENITUYHUM
cuaapomoM (3HC), Bim3Ha4Ya€eThCA IpHU MiKyBaHHI aHTUICUXOTHKaMu. Kriniunumu nposiBamu 3HC €
rinepmipexcisi, M’g30Ba PUTiOHICTh, MigBUINEHNUY PiBeHb KpeaTUHIHPOCPOKiHA3Y B CUPOBATII,
3MiHEHUU IICUXiYHUY CTaH Ta 03HAKM PO3JIafly BereTaTUBHOI HEPBOBOI CUCTEMHU (HEPETYIAPHUL
nynbc abo apTepianbHUM TUCK, Taxikappis, miadopes Ta cepiieBa apuTMis). [JogaTKOBi 03HAKH
MOXKYTb BKJTIIOYaTH Miorno0iHypito (pabmomiosti3) Ta rocTpy HUPKOBY HEIOCTATHICTE. fAKINO ¥
nalieHTa PO3BUBAIOTHCS CUMIITOMH, 110 BKa3yoTh Ha 3HC, abo y HbOT0 3’SIBISETHCS BUCOKa
TEMIIepaTypa 3 HeBioMux npuuuH 6e3 momaTKoBUX KiiHiyHux mposBiB 3HC, 3acTocyBaHHA
KapUIIpa3uHy Ma€ OyTH HeraHo MPUIIUHEHE.

CymoMu Ta KOHBYIIbCIil

Kapunpa3sus noTpiObHO 00epekHO Ipr3HaYaTH MallieHTaM, y SKUX B aHaMHe3i € cymoMu abo
IIaTOJIOTIYHI CTAHH, 110 IOTEHIINHO 3HUXKYIOTh CYJOMHUU IIOPIr.

[NarienTy TiTHLOTO BiKV 3 IEeMEHIIEI0

[is KapuIpa3uHy y MAaIlieHTIiB JIITHBOTO BiKy 3 IeMeHIIi€l0 He Oya BUBUEHa, TOMY JIiKapChbKuM 3acib
He PeKOMEHIYETHCS 10 3aCTOCYBaHHS TaKWM IallieHTaM 4Yepes MigBUIIeHUN PU3UK 3arajabHol
JIeTaJIbHOCTI.

Py3uK BUHWKHEHHS MOPYIIeHb MO3KOBOT0 KpoBoobiry (ITMK)

Y panpoMizoBaHUX M1alle00KOHTPOIbOBAHUX KITIHIYHUX JOCTIKEHHIX Y TPYIIi MaIli€HTiB i3
IEeMeHIIi€10, sIKi TKyBaIuCs OeSKUMHU aTUIIOBUMM aHTHUIICUXOTUKAMH, OyJI0 TOMi4eHO, 1110 PU3UK
BUHUKHEHHS 11epeOpOoBacKyISIPHUX YCKIafHeHb 30ibieHui Tpubau3Ho B TpU pa3u. MexaHi3Mm
MigBUIIIEHHS pU3UKYy HeBigomui. [Tigsuinenuy pusuk [IMK He MOXKXHa BUKIII0YaTy IIPU IIPUNOMI
iHIMMX aHTUIICUXOTUKIB abo [g iHIMKX Tpyn nauieHTiB. KapunpasuH noTpibHo 00epekHO
IIpM3HAYaTH NallieHTaM 3 YUHHUKaMU PU3UKY BUHUKHEHHS IHCYJIbTY.

38.XBO[)IOB8.HH5{ CeQLI,eBO-CyEI/IHHOi CUCTEMHU

3MIHU apmepiaabH020 MUCKY

Kapunpa3uH Moxke CIPUYUHATH K OPTOCTATUYHY TilIOTEH3i10, Tak i rinepTeH3iio (AUB. PO3Min
«ITo6iuHi peakiiii»). Kapumpasus notpi6bHo 06epeXHO 3aCTOCOBYBATH IallieHTaM, Y SIKUX B aHaMHe3i
€ 3aXBOPIOBaHHS CEPIEBO-CYIMHHOI CHCTEMH i IKi CXUJIbHI 0 3MiH apTepialbHOTO TUCKY. [ToTpibHO
CIIOCTepiraTtul 3a apTepiabHUM THCKOM.

3miHu Ha EKT
Y namieHTiB, SKi IpUIMaOTh aHTUIICUXOTUKHU, MOXK€E PO3BUBATUCS MOAOBXKeEHHS iHTepBamy QT.

Y KiiHiYHOMY AOCHIAKEHH], SKe IPOBOAUIN [JId OLIHKY IToA0BXeHHd iHTepBany QT, npu npunomi
KapuIlpa3uHy He 0yJI0 IIOMideHO XKOTHOTO NofoBxKeHHs iHTepBany QT y nmopiBHSHHI 3 manebo (qus.
po3min «®apMakoguHaMika»). Y KITiHIYHUX OOCTIAXKEHHIX MOBIHOMISIOCH JIUIIIE PO AeKinbKa
BUIIQ[IKiB HE3HAYHOTI'0 ITOI0BXKeHH] iHTepBany QT npu npuiioMi Kapunpasuny (ous. po3ain «[To0igni
peaxtii»). Tomy Kapumpa3uH Tpeba 06epe:KHO 3aCTOCOBYBATH IMAI[iEHTAM, V SIKUX B aHAMHeE3i €
CepleBO-CyAUHHE 3aXBOPIOBaHHS abo mogoBxeHHs iHTepBany QT B ciMelHOMY aHaMHe3i, a TaK0X
malfieHTaM, gKi JiKyBalucs IpenapaTaMy, [0 MOXKYTh OmoBXKuUTH iHTepBanl QT (guB. po3min
«OapMaKoouHaMiKa»).



BeHo3Ha mpomboemboisi (BTE)

[ToBimOMISANIOCH TPO BUTIAAKKU BUHUKHEHHS BeHO3HOI TpoMO0oeMOoil Tpu 3aCTOCyBaHHi
QHTUTICUXOTUYHUX 3ac00iB. OCKiNbKY y MAalli€EHTIB, IKi IPUUMa0Th aHTUIICUXOTUKY, YaCTO BUHUKAIOTh
HaOyTi YMHHUKY pu3uKy po3BUTKY BTE, Bci MoxnuBi unnHuKY BuHuKHeHHs BTE cnig BusiBUTH Ilepeqn
Ta Mif] Yac JIiKyBaHHS KapUIIPa3WHOM, a TaK0X TpeOa MPOBOOUTH iXHIO MPOQiTaKTUKY.

linepruikeMis Ta IyKpoBu# miabeT

Y narienTiB i3 mykpoBuM niabeToM abo y MAIliEHTIB i3 YUHHUKAMU PU3UKY PO3BUTKY IYKPOBOTO
niabeTy (HampUKIIaf, 0KUPiHHS, HAsBHICTL fiabeTy B ciMeiiHOMY aHaMHe3i), SKi TOUMHAIOTh
JIiIKyBaHHSI aTUIIOBUMH aHTUIICUXOTHKAMHU, CIIiJ] IPOBOAUTH CIIOCTEPEXKEHHS 3a PiBHIMH TIIOKO3U B
cupoBari. [Tif yac KIiHIYHUX HOCTiAKEeHb KapUIIpa3uHy IMOBigOMIISIIIOCS Mpo Mo0iyHi peakirii
CTOCOBHO PiBHIB I'TIOK03H (OuB. po3ain «dapMakoguHaMiKa»).

KIHKY OITOPOOHOIO BiKY

2KiHKY OiTOpPOMHOrO BiKy MalOTh BUKOPUCTOBYBATU BUCOKOe(hEKTUBHI 3ac00u KOHTpAIeNii mpu
IIPUUOMIi KapuIlpa3uHy Ta MioHaMeHIe IpoTaroMm 10 THXKHIB IiCg IpUNUHEHHS JIiKyBaHHS (OUB.
po3minu «B3aemofid 3 iHIIKXMHU JTiKApCHKAMHU 3aco0aMu Ta iHII BUAU B3a€EMO[iii» Ta «3aCTOCYBaHHS Y
1epiof BariTHOCTI Ta TOOyBaHHS I'PyAnt0»). 2KiHKH, SKi CUCTeMaTU4YHO 3aCTOCOBYIOTh TOPMOHAJIbHI
KOHTPAIENTUBY, MAlOTh IOATKOBO 3aCTOCYBaTH Oap €pHUM METOZ,.

3MiHK MacH Tina

[Tpu npuiioMi Kapumnpa3uHy CIocTepiraaocs 3HayHe 30ibllIeHHS MacH Tina. IlalieHTam ciifg
PEryJIsIPHO KOHTPOJIIOBATH Macy Tina (muB. po3min «ITobiuHi peakirii»).

[TOTIOMizKHi pEYOBHUHU

Pearina, kancynu tBepai no 3 Mr, 4,5 Mr Ta 6 Mr, MiCTITh 6apBHUK CIellialbHUN Y4ePBOHUN
AC (E129), 10 MoXe CIPUYMUHSTY aJIepPriyHi peakiii.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py0oto.

KIHKY OITOPOOHOIO BiKY/ XKIHKHW, IKi BUKOPUCTOBYIOTh KOHTPAIIEMIII0

2KiHKaM [iTOpogHOTO BiKy MOTPiOHO YHUKATH BATiTHOCTI IMifl Yac MpPUHOMY JTiKapChKOro 3aco0y
Pearina. IlanieHTKY OiTOPOOHOTO BiKy MalOTh BUKOPHUCTOBYBaTH BUCOKOE()EKTHBHI METOOU
KOHTpAaIlemIlil iy Yac JiKyBaHHS Ta IoHaWMeHIe TpoTsaroM 10 TUXKHIB mics mpuiioMy 0CTaHHBOI
no3u mpemnaparty Pearina. Hapasi HeBimoMo, U MoxKe KapuIlpa3uH 3HUKYBaTU e(eKTUBHICTh
TOPMOHATbHUX KOHTPALIENITUBIB, TOMY XKiHKH, SIKi BAKOPUCTOBYIOTD iX CUCTEMAaTUYHO, MalOTh
MOOaTKOBO 3aCTOCOBYBATH 0ap’epHUM MeToq (OIUB. po3min «B3aemomisa 3 iHIUMHY JTiKapChKUMU
3aco0aMu Ta iHIII BUOU B3a€EMOMIN»).

Barirszicte
IaHi om0 3aCTOCYBaHHS KapUIIPa3uHy BariTHUM XKiHKaM BifCyTHi a0 oOMexkeHi.

HOCJ’IiJI}KeHHH Ha TBaAPHWHAX IIOKA3adJIl PEIIPOAYKTUBHY TOKCI/I‘-IHiCTB, BKJIIOYHO 3 BaJaMHU PO3BUTKY Yy
Iy piB.



3acTocyBaHH4 IIpenapaTy Pearina He peKOMeHAY€EThCA IPOTATOM BariTHOCTI, @ TaKOXK KiHKaM
OiTOPOJTHOTO BiKY, Ki He BUKOPUCTOBYIOTh e()eKTUBHY KOHTpanemnuito. [Ticias npunuHeHHS JTiKyBaHHS
KapUIIPa3uHOM Yepe3 MOBiIbHE BUBEIeHHS aKTHBHUX KOMIIOHEHTIB METOIM KOHTPAIEii MOTPi6HO
3aCTOCOBYBATH I0HaWMeHIlle IpoTaroM 10 TUXHIB.

HoBoHapomXeHi, Ha SKUX BIJIMBAJIM aHTUIICUXOTHUKHU (BKJIIOYHO 3 KapPUIIPA3UHOM) IIif Yac TPEThOTO
TPUMECTPY BariTHOCTI, 3HAXOASATHCS B TPYIIi PU3UKY PO3BUTKY TaKUX IOOIYHUX peakilil, K
eKcTparmipaMifgHi cuMnToMu Ta/abo CUMIITOMY BigMiHU, SKi MOXKYTh OyTH Pi3HOI TIKKOCTI Ta
TpuBanocTi. [ToBigomsnocs npo 30yAxKeHHs, TiepTOHilo, TIMOTOHII0, TPeMOp, COHIUBICTS,
pecmipaTOpHUYN OUCTPEC-CUHAPOM Ta MOPYIIeHHS BXKUBaHHS iXi. LIi yCcKTagHEeHHS Pi3HUIKCS 3a
TSIKKICTIO; SKIIO V IesKUX BUIAgKaX CUMIITOMM 3HMKAIN caMi co00I0, TO B iHIIUX BUIMTAAKaX
HOBOHapPOIXKeHi motpebyBau JIiKyBaHHS y BifgineHHi iHTEeHCHBHOI Teparii Ta TpuBaoi
rocmiTanizatii. ToMy 3a HOBOHapPO[XKEHUMHU IOTPiIOHO PETENhHO CIIOCTEpiraT.

T'ongyBaHHA TPYAOI0

Ioci HeBimOMO, YH BUIIISIOTHCS KapPUIPAa3uH Ta HOT0 OCHOBHI MeTa0O0JIiTH 3 MOJIOKOM JTIOIMHH.
Kapumnpa3sus Ta #oro MetabosiTh BULINIAIOTHCS 3 MOJIOKOM IIyPiB Iif Yac nakTalii. He MoxHa
BUKJ/II0YaTH BIJINBY Ha HOBOHAPOMXKEHUX/HEMOBNAT. [1if Yac NnikyBaHHS KapUIIpa3uHOM MOTPiOHO
IepepBaTy rofyBaHHS IPYALIIO.

DepTUNLHICTD

EdekT Kapumnpa3uny Ha GepTUIbHICTD TIOAUMHY He OyB BUBYEHMUM. Y NOCTiAKEHHSX Ha IIypax
CIIOCTepiranucs 3HUXKEHHS PePTUIbHOCTI Ta TOKa3HUKIB 3allJifTHEHHS y CaMOK.

30amHicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo pobomi 3
[HWUMU MexaHi3Mamu.

Kapumnpa3un Mae cnabkuit abo moMipHUH BIUJIMB Ha 3JAaTHICTH MAlli€EHTiB KepPyBaTH aBTOTPAHCIIOPTOM
Ta IpaloBaTH 3 MexaHi3Mamu. [1aIfieHTiB moTpibHO 3acTeperty Bim poboTu 3 HeOE3MeYHUMHU
MeXaHi3MaMu, BKJTIOYHO 3 aBTOTPAHCIIOPTOM, IOMOKY BOHU He OYOyTh LIJIKOM BIEBHEHI, 110
JikapcbKul 3acid Pearina He Ma€ Ha HUX HETATUBHOTO BILJIUBY.

Cnoci6 3acmocyeaHHss ma do3u.

ﬂ,O3yBaHHH

PexoMeH0BaHa I0YaTKOBa [I03a KapUIlpa3uHy CTaHOBUTE 1,5 Mr omuH pa3 Ha go0y. 3rogoM fo3a y
pasi noTpebu MOXKHa MMOBINIBHO MifBUINYBaTH M0 1,5 MT M0 MaKCHMaJbHOI fo3u 6 Mr/moba. HaltHuK4a
eeKTHBHA [103a Ma€ MiATPUMYBATHUCS 3TiMHO 3 KITiIHIYHOIO OLIHKOIO JTiKaps. Yepes JOBrui mnepiopn
HaIliBBUBE[IEHHS KapUIIPa3uHy Ta HOTO aKTUBHUX MeTa0OoJIiTiB 3MiHY B IO3yBaHHi He OyOyTh
ITOBHICTIO BioOpaxkaTucs B IIa3Mi MPOTSATOM KiJTbKOX THUXKHIB. 3a mallieHTamMu Tpeba crocTepiratu
CTOCOBHO ITOSIBU NOOIYHUX peakxlliii Ta BiATOBiAi Ha JTiKyBaHHS IIPOTITOM KiJTbKOX TUXKHIB ITiCyIs
IIOYaTKy IIPpHUOMY Kapulpa3uHy Ta IIiCjIs KOKHOI 3MiHU HO3yBaHHS (IUB. PO3MiN
«PapMaKOKiHEeTHUKa».).

ITepexio 3 iHWUX aHMuUNCuUxXomuxkie Ha KapunpasuH



[Tpu mepexomi 3 iHIIMX aHTUIICUXOTHKIB Ha KapUIIPa3uH MOTPIOHO BPaxoBYBaTH IMOCTYIIOBE
TIepexpecHe TUTPYBaHHS 3 MOCTYIIOBUM MPUIIMHEHHSIM 3aCTOCYBAaHHS MONEPeHbOI Teparii mig yac
II0YaTKy NMPUAOMY KapUIIpa3uHy.

ITepexi0 3 kapunpa3uHy HA IHWUU AHMUNCUXOMUK

[Tpu nmepexofi 3 Kapunpa3uHy Ha IHIINK aHTUIICUXOTUK IOCTYIIOBOTO IIePEXPECHOT0 TUTPYBaHHS He
BimOyBaTHMETHCS, TOMY IIPUHOM HOBOTO QHTHIICUXOTHKA MOXKHA IIOYMHATH 3 HOTO HAWHUKYOI 103U
i Yac MpUIIMHEHHS BUKOPHUCTAHHS KapumpasuHy. [ToTpiOHO BpaxoByBaTH, 1110 KOHIIEHTPAIlis
KapUIIpa3uHy Ta H0oro akTUBHUX MeTa0OoJIiTiB B MIa3Mi 3MeHIMUTLCS Ha 50 % mpubau3Ho MpoTIroM
1 TuxHs (ouB. po3min «PapMaKoKiHETHKA»).

Oco06nuBi TPyIy NalliEHTIB
ITopyweHHA PYHKUIT HUPOK

[NTauieHTy 3 nOpyLIeHHSAM (PYHKII1 HUPOK JIETKOTO YX CEPENHBOT0 CTYIIEHS TSAXKKOCTI (KITipeHC
kpeatuniny (CrCl) = 30 mn/xB Ta < 89 MJ1/xB) He TOTPeOYIOTh KOIHUX KOPUTYBAHb [I03H.
BeamneuHicTs Ta epeKTUBHICTh KapUIIPa3uHYy [JIg MALi€HTIB i3 TSIXKKUM MOPYIIEHHSIM QYHKIII HUPOK
(CrCl < 30 mn/xB) He ouiHIOBanucd. [lalfieHTaM i3 TAXKKUM IOPYIIEHHSAM (QYHKIIl HUPOK He
PEKOMEHY€EThCA IIPUUOM Kapullpa3uHy (AuB. po3nin «dapMaKOoKiHETHUKA»).

ITopyweHHA pYHKUII neviHKu

[TauieHTu 3 mopyueHHS QYHKIII TeYiHKK JIerkKoro abo cepegHbOro CTYIeHs TAKKOCTi (5-9 3a
mkasoio Yaiinga — I1°10) He MOTPeOYIOTh XKOOHUX KOPUTYBaHb N03U. be3neyHicTh Ta e(heKTUBHICTh
KapuIIpa3uHy y Malli€HTiB i3 TAKKUM mopymeHHaM ¢yHKil nedinku (10-15 3a mxkanoio Yaitnga —
[T'10) He ouintoBanucs. [lamieHTaMm i3 TIXKKUM NOPYLUIEHHSAM (YHKIII I€YiHKN He PEKOMEHIYEThCS
IIPAUOM Kapulipa3uHy (auB. po3min «dapMaKoKiHEeTHKa»).

ITayieHmu AiMHbO20 BiKY

IOCTyIIHUX f@aHUX CTOCOBHO JIIKyBaHHS KapUIIPa3uHOM IallieHTiB JIITHLOTO BiKYy (= 65 pOKiB) HE
BHCTA4a€ I BUSBIIEHHS BiIMiHHOCTEH 1XHbOI BiTIOBifi Ha JTiKyBaHHS Bif BiATIOBiMi MallieHTIB
MOJIOAIIOTO BiKy (muB. po3min «®apMaKokiHeTrKa»). [Tin6ip mo3u AJis mallieHTiB TiTHLOTO BiKy Mae
OyTu 6inbIn 06epeKHUM.

Cnocib 3acTocyBaHHS

Jlikapcekuii 3aci6 Pearina 3acTocoByBaTH IepopanbHo 1 pas Ha moOy B ofuH i TOM caMuii vac,
He3aJIeKHO Bif BXKUBAHHS 1XKi.

Himu.

Besmnexy Ta eeKTUBHICTh 3aCTOCYBaHHS KapuUIpa3uHy A4 Oitel (BikoM mo 18 pokis) He
BCTaHOBJIeHO. HeMae faHux.

Ilepedo3yeanHs.

CuMnToMu



[ToBimoMIsinocs PO BHUITAAKOBE IOCTPe nepemo3yBanHs (48 Mr/moOy) B OHOIO MallieHTa. Y 1IbOro
nalieHTa 3'IBUINCSA OPTOCTAa3 Ta cegatuBHUM eekT. CTaH MallieHTa IOBHICTIO BiTHOBUBCS B TOU Xe
[IEHb.

JIiKyBaHHS U Iepeqo3yBaHHI

JIikyBaHHS IIpY IIepefo3yBaHHi Ma€ OyTH MiATPUMYBaJibHE, BKITIOUHO 3 MATPUMKOO BilTbHOI
MIPOXiAHOCTI OUXaNIbHUX IIISIXiB, HACUYEHHSM KHCHEM Ta BEHTUJIALIEI0, a TAaKOXK CUMIITOMaTUYHE.
CrocTepexkeHHS 3a CepLEBO-CYAUHHOK CUCTEMOI0 Ma€ PO3MOYNHATUCS HeraiHo Ta BKJII0YaTh
eNleKTpoKapaiorpadgiyHuy MOHITOPUHT [JIST BUSBIIEHHS MOXK/IMBUX apUTMid. Y pa3i BUHUKHEHHS
TSIKKUX €KCTpallipaMigHUX CUMIITOMIB CJIifi 3aCTOCYBaTH aHTUXOJIiHepriyHi penapatu. OCKibKU
KapuIIpa3uH CUIBHO 3B’SI3y€ThCA 3 OilKaMu IIJIa3Mu, TeMofiai3 He Oyfe KOPUCHUM [JIS JIiKyBaHHS
nepeno3yBaHHsA. [TuNbHUN MeIUYHUYM HATJIS Ta MOHITOPUHT MalOTh TPUBATHU JOTH, JOKU CTaH
maljieHTa He BigHOBUTHCS.

Kapunpasus He Mae crienuiyHOTo aHTUAOTY.

ITobiuni peakuii.

[To6iuHUMYU peakLisIMHu, PO SIKi HalyacTillle OBiTOMIISIOCS IPU 3aCTOCYBaHHI KapUIIPa3uHy B
miama3oHi mo3 (1,5-6 mr), 6ymu akatusis (19 %) Ta napkinconiam (17,5 %). Binburicts peakuiit 6ymu
JIETKOTO YU CEPENHBOT0 CTYIEeHS TIXKKOCTI.

[To6iyni mikapceki peakitii ([1JIP) Ha ocHOBI 06’€qHAHUX [AHUX 3 HOCITIAXKEHHS JTIKYBaHHS
mu30(peHil KapuIpa3ruHOM IIPeACTaBlIeHi 3a CUCTEMaMU OPraHiB.

[ToGiyHi peakiii po3mopineHi 3a YaCTOTOI0 BUHUKHEHHS TaKUM YMHOM: AyKe 4acTi (= 1/10); gacti
(Bim = 1/100 mo < 1/10); meuacri (Big = 1/1 000 mo < 1/100); moomuuoki (Big = 1/10 000 go <
1/1 000); pipkicHi (< 1/10 000); wacTtoTa HeBimoMa (HEMOXKIJIMBO BU3HAYUTHU Ha OCHOBI HaIBHUX
maHUX). Y KOXKHIN I'PyIIi 3a 4aCTOTOI0 BUHUKHEHHS IT00iYHi peakilii peficTaBieHi B TOPSAKY
3HUXKEHHS 1XHbOI CEPHO3HOCTI.

[ToGiyHi peakiiii, 1110 BUHUKAIOTH Y MALI€HTIB i3 K30 peHicio

CrcTeMu OopraHiB [ly>xe 4acTi YacTi HeuacTi TToogrHOKI YacToTa
HeBimoMa
KpoB Ta nimdaTuyHa AHeMist HeniTponeHis
cucreMa EosuHOGiNiA
[MyHHa cuCcTeMa [TigBHIIEHA
Uy TIUBICTE
FHOOKpUHHA CUCTEMA SHUKEHHS [imoTupeos

PiBHS TUPEOT-
POTIHOTO TOPMOHY B

KPOBI
(OOMiH pEYOBUH Ta 36inpieHHsT Macy Tina |AHOPMaJIbHUY PiBeHb
Xap4yBaHHS SHUXKEHHS alleTUTy HaTPil0 B KPOBIi
[linBuiieHHS aneTuTy |[ligBUIIEHUN PiBeHb
TMucnimigemis TTII0OKO3U B KPOBi
LIlyKpoBuH

miabeT




TTcuxika Posnagu CHyl CyinunanbHa
TpUBOXKHICTD MOBeOiHKa
emnipiit
[lempecisa
3HUXKEHE
1i6imo
[TigBuieHe 1i0imo
EpeKkTunbHa
mMCOYHKILSA
HepBoBa cuctema AxaTH3id’ CemaTUBHUU eQEKT 3aranbMOBaHICTh Cymomu/ 3nosKicHUM
HapKiHCOHi3M3 3amaMopoYeHHS [l13ecTesis KonBymbcil HepO-TIeNTUYHNN
Mucronis* Muckinesis® AMHe3is CHHIPOM
[ami ekctpanipamigsi  |[1izHsa Ada3sia
Ta PyXOBi MUCKiHe3is
po3yamu’
Oprasu 30py Po3muTHii 3ip [Togpa3uenns oka |Porodobis
TTigBuIIeHUN KaTtapakTa
BHYTPIIIHBOOYHUY
THCK
[TopyiieHHA
aKoMopartii
3HUKEHHS TOCTPOTU
30py
OpraHu ciyxy Ta Bepturo
iBHOBaru
Cepue TaxiapuTMis [TopylLIeHHSA
cepieBoi
MPOBiAHOCTI
bpaniapuTMist
TTomoBKEeHHS
inTepBany QT Ha
eleKTpoKapAiorpami
[TaTonorigynuu
3yOerb T Ha
elleKTpoKappiorpami
Cynuau ApTepianbHa ApTepianbHa
rinepTeH3is CiOTeH31s
OpraHu gUXaHHSA, | B ['iKaBKa
rpynHOl
KJIITKY Ta
CepenoCTiHHSA
[I71yHKOBO-KUIIKOBUH] HynoTa TacTpoe3odareansHallucdaris
TPaKT 3akpen pedroKcHa XBopoba
broBaHHSA
TTeuiHKa Ta >KOBYOBU- [ligBUIleHU} PiBEHDb [TigBUILIeHNY PiBEHBb [TOKCUYHUH
BimHI MeviHKOBUX GepMeHTIB [6imipy6iHy B KpOBi TeraTuT
MITAXY
[IIkipa Ta nigmkipHi CBepOix
TKaHUHU Bucun
OnIOpHO-PYyX0BUU [ligBUIleHU} PiBEHDb Pabmomioni3
araparT Ta CIOJIy4YHa KpeaTuHiHpOCHOKiHA3Y]
TKaHMHAa B KpOBI
Hupku Ta [Iu3ypis
CEe4OBUBIOHI MUIIXU [Tonakiypis
BariTHiCTB, HeoHaTanbHUN
MiCIISITOIOTOBUAM @OCTHHEHTHUHN
mepion Ta CUHOpPOM ([UB.
[epuHaTalbHi CTAaHU po3ain «3a-
CTOCYBaHHSA Y
mepion
BariTHOCTi abo
TOLoyBaHHS
rPYLOi0»).




Y cKITagHeHHS Broma Cmpara
3araabHOIO0
XapaKTepy

1P03Ha111/1 cHY: 663COHHS, aHOMAJIbHi CHU, KOIIIMapH, PO3JIagH IIMPKAOHOTO PUTMY CHY, IHCCOMHIs,
rinepcoMHis, MOPYIIEeHHS 3aCUHAaHH, IOPYLIEHHS y CEPeNuHi CHY, HiYHI XKaxXu, PO3/afu CHY,
coMHaMOyJ1i3M, OpyIIeHHs TPO0yoKEeHHS.

2AK8.TI/I31$I: aKaTu3isl, ICUXOMOTOPHA TilepakTUBHICTh, 30yIKEeHHS.

3l'IapKiHCOHisM: akinesisi, Opagukinesis, OpagudpeHisi, cuMnToM 3y64YaTOro Kojeca, eKcTpamipaMiaHi
pO3Iiafiu, IOPYIIEHHS XOHU, TilloKiHe3is, CKyTiCTh B cyrio0ax, TpeMop, MacKoIofioHe 06Iuyys,
M’s130Ba PUTIMHICTE, CKEeJIeTHO-M 130Ba CKYTiCTh, PUTIAHICTE IOTUIMYHUX M'A31iB, IAPKIHCOHI3M

4HI/ICT0H15{: 6rmedapocmnasM, OUCTOHIS, M'sI30Be HAIIPYKEHHS, OpOMaHAuOyIspHa AUCTOHI,
KPUBOLLIUSA, TPU3M.

51H1_Ui eKCTpamipaMifiHi Ta PyX0Bi po3yiafu: MOPYIIeHHS piBHOBaru, OpykKCu3M, CIMHOTeYa, AU3apTpid,
TIOPYLIEHHS XOOU, aHOMabHUY TabenspHuil pediekc, rimopednekcisi, po3nagyu pyxiB, CHHIPOM
HeCIIOKIMHUX Hir, rinepcasnisarliisi, IOPyIIeHHS PyXiB g3UKa.

*IInckinesisi: xopeoaTeTo3, MUCKiHe3id, TpuMacH, cIasM HOTJIsANy, IPOTPY3is A3MKa.

Onuc neskux NoOIYHUX PeakIlii

IToMymHIHHA Kpuwmanauka/ kamapakma

Po3BUTOK KaTapaKTu CIIOCTEpiraBcd IIif Yac OOKJIIHIYHUX AOCIIAXKEHb Kapuipa3uHy. Tomy 3a
(dbopMyBaHHSAM KaTapakTH CIIOCTepiraau 3a AOMOMOI0I0 OTJISAIB i3 IIIIMHHOIO JIaMIIOl0, a MallieHTH,
SIKi BXe MaJu KaTapakTy, Oy/u BUKIIIOYEeHi 3 mociigxkeHHs. [1if yac KniHiuHOI IporpamMu
OOCIiIXKeHHS [Iil KapUIIpa3uHy Y MallieHTiB 3 MM30(pPEHI€I0 TOBIHOMIISIIOCS PO KilThbKa BUMAIKIB
KaTapaKTH, 110 XapaKTepu3yBajacs He3HAYHUM IIOMYTHIHHSM KPUIITAIUKaA 6€3 MOPYIIeHHS 30py
(13/3192; 0,4 %). OesiKi 3 UuX NaIi€HTIiB Mald YNHHUKYA PU3UKY. HallyacTille MOBiIOMIISIOCS IIPO
Takui mobiunuit eekT 3 60Ky opraHiB 30py, K HeUiTKiCTh 30py (mnamebo: 1/683, 0,1 %;
Kapumpasus: 22/2048, 1,1 %).

Excmpanipamioni cumnmomu (EIIC)

Y KopoTKOTpHUBaIUX OOCTimXKeHHIX YacToTa BuHUKHEeHHS EIIC crtanoBuma 27 %, 11,5 %, 30,7 % Ta
15,1 % marienTiB, sKi JTiKyBalucs BigIOBIIHO KapUIIpa3uHOM, Iyane6o, pUCIepUa0HOM Ta
apumninpa3sosioM. AkaTtu3sis crocrtepiranacsa B 13,6 %, 5,1 %, 9,3 % ta 9,9 % nallieHTiB, sKi NiKyBanucs
BiIIOBiHO KapHUIIPa3WHOM, IJ1alle00, PUCTIEPUOOHOM Ta apHUIlinpa300M. [TapKiHCOHI3M
crioctepirascs B 13,6 %, 5,7 %, 22,1 % Ta 5,3 % nanieHTiB, AKi JIiKyBaIUCs BiIIOBIIHO
KapHUIIpa3uHoM, Itanebo, puclepugoHOM Ta apuminpa3osoM. [JucToHito cnocrepiranu B 1,8 %, 0,2 %,
3,6 % Ta 0,7 % marlrieHTiB, gKi MiKyBasuCcs BiMOBIZHO KapUIIPa3nuHOM, IIale00, pUCIIEPUIOHOM Ta
apuUminnpa3onoM.

Y nnare60KOHTPOIbOBaHIN YaCTHHI HOCTiAKeHHS JOBrOTPHBaIoil migTpuMKu edekTy yactora EIIC
ctaHoBumna 13,7 % y rpyi, sKka npuiMana KapunpasuH, y nopiBasaHHi 3 3,0 % y rpymi, fka
oTpuMyBasa mnanebo0. AKaTusis crnocTtepiranacs B 3,9 % maiieHTiB, SKi TiKyBanucs Kapunpa3nuHOM,



npotu 2,0 % B rpymi, fika npuiimara miane6o. [Tapkinconi3m cnoctepirascsi B 7,8 % ta 1,0 % y
rpynax, Io BiflOBigHO MpuiMany Kapuipas3uH Ta Iane6o.

Y mocnigxeHHi HeraTuBHUX cuMntoMiB 1po EIIC noigomnsnocs B 14,3 % y rpymi, 1o npuiMasia
Kapunpasus, Ta B 11,7 % y rpyri, 1o nikyBanacs pucnepugoHoM. Akatu3sis cnoctepiranacs 8 10,0 %
MallieHTIB, fKi JTiKyBaJIKCsA KapuIipa3uHoM, Ta B 5,2 % y rpyIli, o IpuiMasia PUCIEePUOH.
[Tapkincowni3m crnocrtepirascs B 5,2 % Ta 7,4 % y rpynax, 110 BigIlOBifHO IpUKMaJIl KapuIpa3uH Ta
pucnepupoH. binbiricts Bunapkis ETIC Gynu 1erkKoro Y1 CepefHbOro CTYIEHS TSIXKKOCTI Ta
KOHTPOJTIOBAJIMCS 3BUYaHUMU JIiKapChbKUMU 3acob0amu fis nikyBaHHS EIIC. PiBeHb IpUNIMHEHHS
nikyBaHHS yepe3 Bunanku EIIC, mo mos’si3aHi 3 I1JIP, 6yB HU3BKUM.

BeHosHa mpomboemboaisi (BTE)

Bunagku BeHO3HOI TpoMO0eMO0I1ii, BKITIOYHO 3 BUIIafKaMH JlereHeBol eM0oJTil Ta TpoM603y rIuboKuX
B€H, CIIOCTepiraaucs Npu IpUioMi aHTUIICUXOTUKIB. HYacToTa HeBigoMa.

ITidsuweHull piseHb neviHKOBUX MPAHCAMIHA3

[Ipu niKyBaHHI aHTUIICUXOTUKAMU YaCTO CIIOCTEPIraeThbC MiABUILEHHS PIBHSA IEYiHKOBUX
TpaHcaMiHa3 (anaHiHamiHoTpaHcdepasu (AJIT), acnapraTaminoTpancdepasu (ACT)). Y kniHiuamx
OOoCHimKeHHAX Kapunpasuny migsuiienas piBasg AJIT, ACT sunukano B 2,2 %, 1,6 % ta 0,4 %
TaLi€HTIB, SKi BiAMOBIOHO JIiKyBamuCcsa KapuIpasvuHOM, PUCIIEpUIOHOM Ta Iutane6o. KopeH 3
MallieHTiB, AKi TiKyBaJKuCsad KapuIllpa3uHoM, He MaB KOOHUX ypaxKeHb IeYiHKU.

3miHu 8aeu

Y KOpOTKOTPUBAIKX OOCITiIXKEHHSIX BigMidamocst Tpoxu Oinbie 3a cepegHe 30iIbLUIeHHS BaTry B TPYIIi,
ITI0 JTiKyBaslacsi KapuIrpa3uHoOM, Y IOPiBHSHHI i3 rpymoro, 1o npuiiMana mname6o: 1 kr ta 0,3 kr
BiOIIOBiAHO. Y JOBroTpuBaIMX AOCTIAXKEHHAX MigTPUMaHHS e()eKTy He CIIOCTepiranocs KIiHiYHO
3HAYYILIOl Pi3HULI B 3MiHi MacH Tifjla Biff BUXiHHOI0 piBHA [0 KiHLA JiKyBaHHA (1,1 KT mpu
3acTocyBaHHI Kapunpa3uny Ta 0,9 kr — nnane6o). Ha BigkpuTiii cTapmil mOCHifXKEHHS MIPOTATOM
20 TuXHIB NIiKyBaHHSA Kapunpa3uHoM y 9,0 % mallieHTiB PO3BUHYJIOCS MOTEHLIWHO KIIIHIYHO 3HAYYIIe
(TTK3) 30inpIeHHs MacH Tifla (BU3HAYAETHCS K 30iIbINEHHS Ha = 7 %), a IIif Yac MoaBilHoi citimol
crapii yepe3 20 TUXKHIB micysg BiIKPUTOTO JiKyBaHHS Kapunpa3uHoM [1K3 30inbiIeHHsT MacH Mau
9,8 % martlieHTiB, SIKi TPOOOBXKYBaIH JTiKyBaHHS Kapulpa3uHoM, poTtu 7,1 % matiieHTis, ski Oymu
paHpoMi3oBaHi A mpuiiomy mianebo. Y gocmigkKeHHi HeraTUBHUX CUMIITOMIB cepefgHs 3MiHa Macu
Tina craroBuna -0,3 Kr y rpymni npuiioMy Kapumpa3uny Ta 0,6 Kr y rpyIi IpuiioMy pUCIEpPUIOHY, a
[TK3 36inmbIeHHs Bary Crioctepiranocs y 6 % MallieHTiB 3 IPymy, 0 IpUUMaIl KapUuIpasyH, Ta y
7,4 % malieHTiB, SKi JTIKyBaIUCs PUCIEPUAOHOM.

ITodoeoicenHsa inmepaany QT

Y KniHiYHOMY OOCHIAKEHHI A/ OLiHKY MOJ0BKeHHS iHTepBany QT mpu npuitomi KapunpasuHy He
OyJ0 moMiyeHo XKOOHOT0 moJoBXKeHHs iHTepBany QT y mopiBHsHHI 3 mtane6o (AuB. po3min
«®apMaKoauHaMiKa»). B IHIIKUX KIIHIYHUX OOCTIAXKEHHSIX ITOBITOMIIANIOCH IUIIe PO AeKilbKa
BUTIA[IKiB HE3HAYHOI 0O NTOJ0OBXKeHH iHTepBany QT npu npuiiomi Kapunpa3uny. Ilig yac
IOBTOTPUBAJIOTO BiIKPUTOrO mepioay nikyBaHHS 3 nauieHTu (0,4 %) Manu CKOPUTOBaHUM 3a
dopmynoio baserra inTepBan QT > 500 Mc, a ofvH i3 HUX MaB iHTepBan QT 3 KOPUTYBAHHSAM
®pupepunis > 500 mc. [TogoBxkeHHS Ha > 60 MC cCKOpuroaHoro 3a ¢hopmynoi bazerTa iHTepBany
QT Big BuxigmHOrO piBHA crocTepiranocs y 7 matieHTiB (1 %), a y 2 namnienTis (0,3 %) — 3
KopuryBaHHSIM Opugepuilisi. ¥ qoOBroTpuBasoMy AOCTIAXKEHHI A NigTpuMaHHSA eDeKTy Iif yac
BiODKPUTOI CTafil MOgOBXKEHHS CKOPUT0BAHOTO 3a Gpopmysoio baserra inTepBany QT Ha > 60 Mc Bif



BUXIIHOT0 PiBHA croctepiranocs y 12 nauieHTiB (1,6 %), a inTepBany QT 3 KOpuryBaHHAM
®pupepuuis — y 4 nauieHTis (0,5 %). I[1ig Yac MOABIMHOIO CJIIOTO MEPiOAY JTiKyBaHHS ITOA0BXEHHSI
CKopuroBaHOro 3a ¢popmynoio basetTa inTepBany QT Ha > 60 MC Big BUXiTHOTO PiBHS CIIOCTEpPIranocs
y 3 nmauieHTiB (3,1 %), gKi MiKyBanIucs KapunpasuHoM, Ta y 2 Hali€eHTiB (2 %), SKi npuiManu
miaeoo.

[ToBigoMIIeHHS MIPO Mimo3pIoBaHi m0o6ivHi peakirii

[ToBimomeHHs Ipo Migo3pioBaHi MoGiYHI peakii micyisg peecTpaliii mpenapaTty € OyXKe BaXKITUBAMU.
Lle mo3BOMISIE MOCTIMHO KOHTPOJIIOBATH CIIiBBIHOIIEHHS KOPUCTL/PU3UK IIPU 3aCTOCYBaHHI
JiKapchbKOro 3aco0y. MeOuyHUX MpalliBHUKIB ITPOCITh MOBIIOMIATH IPO OyAb-SKi Migo3pioBaHi
no0iyHi peakii 3a JOIIOMOI010 HalliOHa/IbHOI CUCTEMU (hapMaKOHATISATY.

Tepmin npudamHocmi.

O POKiB.

YMmoBH 30epirannsi.
30epiraTu B OpUTiHAIbHIN YIIaKOBI OJ1s 3aXUCTY Bif BIUIMBY CBIiTIIa.
Jlikapcekui 3acib He BUMarae CIielliaJIbHAX TeMIIepaTypHUX YMOB 30epiraHHs.

30epiratu B HEOOCTYIIHOMY IJISI OiTEW MiCIIi.

YnaxoBka.

[To 1,5 mr abo mo 3 mr: 1o 7 Kancyn y 6mictepi; mo 1 abo 4 GicTepu B KapTOHHIN yIIaKOBIIi.

[To 4,5 mr a6o mo 6 Mr: 1o 7 Karncyn y 6mictepi; mo 4 61icTepu B KAPTOHHIHN YIIAKOBIIi.

Kareropis Bigmycky.

3a perenTom.

BupoOHHK.

BAT «I'egeon PixTep», YropiiuHa.
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