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IHCTPYKUIA
NS MeIMYHOr0 3aCTOCYBaHHSA NiKapCbKOro 3acoby

PEATI/IA
(REAGILA®)

Cknap:

Kancynv tBepai no 1,5 mr

[litoya pevoBMHa: KapunpasuH;

1 Karicyna MiCcTUTb KapunpasuHy 1,5 mr (y Burnsgi kapunpasuny rigpoxnopugy 1,635 wr).

[0NOMI>KHI PeYOBUHI: KPOXMa/lb KYKYPYA3SAHWIA NpeXxenaTuHi3oBaHUIA, MarHito cteapart.

Kancynu TBepai: TuTaHy giokcug, E 171; )enaTuH; YOPHUIO YOPHOIO KOMbOPY ANs APYKY: 3ani3a OKcu YopHUia, E 172; wenak; eTaHon; BoAa; NPomnineHrnikosb;
i3onponaHon; 6yTaHoN; amiak BOAHWIA; Kasito rigpoKcu.

Kancynu tBepai no 3 mMr

[liroya pevoBmHa: KapunpasuH;

1 KancynamicTUTb KapunpasuHy 3 Mr (y BUrnagi Kapunpasuny rigpoxnopugy 3,270 mr).

[0NOMI>KHI peHOBUHI: KpOXMaslb KYKYPYA3SHWIA NpeXxenaTuHi3oBaHWUiA, MarHito cTeapart.

Kancynn TBepai: TuTaHy giokeng, E 171; »xenaTuH; cneyianbHuid yepBoHmin AC, E 129; giamaHToBuii cuHii FCF, E 133; 3aniza okcug XoBTuit, E 172; 4opHMno
YOPHOr0 KONbOPY ANA APYKY: 3ani3a OKCUA YopHUiA, E 172; Wwenak; eTaHo; BOAA; NPOMINIEHTNiKO/b; i30MPONaHon; 6yTaHOo/; aMmiak BOLHWIA; Kasito rigpoKCuA.
Kancynu 1Bepai no 4,5 mr

[liroya peyvoBMHa: KapunpasuH;

1 Karicyna MiCTUTb KapunpasuHy 4,5 mr (y Burnsgi kapunpasuny rigpoxnopugy 4,905 wmr).

[0NOMI>KHI peHOBUHI: KpOXMaslb KYKYPYA3SAHWIA NpeXxenaTuHi3oBaHUIA, MarHito cteapart.

Kancynn TBepgai: TuTaHy giokeng, E 171; xxenaTuH; cneyianbHuid yepsoHmnin AC, E 129; giamaHToBuii cuHii FCF, E 133; 3aniza oKcug XoBTuit, E 172; 4opHMIo
6inoro Konbopy And [APYKy: rnasypb (apmaueBTuuHa (LLenaky po3yMH B eTaHoni); TuTaHy piokema, E 171; i3onponaHon; 6yTaHON; amiak BOAHWIA;
MPONINEHTNIKO/b; CUMETUKOH.

Kancynu tBepai no 6 mr

[liroya peyvoBmHa: KapunpasuH;



mailto:

1 Karicyna MiCTUTb KapunpasvHy 6 mr (y BUrnsgi KapunpasvHy rigpoxnopugy 6,540 wr).

[0NOMI>KHI PeYOBUHU: KPOXMaslb KYKYPYA3SAHWIA NpeXxenaTuHi3oBaHUIA, MarHito cteapart.

Kancynn TBepgai: TuTaHy giokeng, E 171; xenaTvH; cneyianbHui YyepBoHunii AC, E 129; pgiamaHToBui cuHin FCF, E 133; 4OpHMIO YOPHOIo KONbOPY ANS APYKY:
3anisa oKcug YopHuid, E 172; Wwenak; eTaHon; BoAa; NPONiNeHrNiKonb; i3onponaHon; 6yTaHo; aMiak BOAHWIA, Kanito rigpokcung.

JlikapcbKa thopma. Karncynm Teepgi.

OCHOBHI (pi3nMKO-XiMiYHi BNacTMUBOCT:

Kancynu 1,5 mr. Teepgi XenatnHosi kancynu, po3mip Ne 4. Kpuiieyka kancynm — 6ifa Henpo3opa, Kopnyc Kancynm — 6invii Henpo3opuwii. Ha kopnyc Kancynu
HaHeceHO Hanuc «GR 1.5» YopHMM KO/IbOPOM. BMICT Karcyn— nopoLULoK 6i510ro abo »oBTyBaT0-6i/10ro Konbopy.

Kancynn 3 mr. Teepgi >kenaTuHoBI Kancynu, po3mip Ne 4. KpuLueyka Kancynv — 3eneHa Herpo3opa, Kopryc Kancyivm — 6inunid Henpo3opuia. Ha kopnyc Kancynm
HaHeceHO Hanmc «GR 3» YOpHMM KONbOPOM. BMICT Karcyn— nopoLULoK 6i510ro abo »X0BTyBaT0-6i/10r0 KO/bopy.

Kancynn 4,5 mr. TBepgi »enaTuHoBI Kancynu, po3mip Ne 4. Kpulleyka Kancynm — 3eneHa Henpo3opa, Kopryc Kancynm — 3eeHunid Henpo3sopuii. Ha kKopnyc
Karncynm HaHeceHo Hanumc «GR 4.5» 6iniMM KonbopoM. BMiCT Kancyn — nopoLuok 6i10ro abo »oBTyBaTo-6i/10ro Kosibopy.

Kancymm 6 mr. Teepgi >enatuHoBi kancynu, po3Mip Ne 3. Kpuiueuka Karcynm — pioneToBa Henpo3opa, Kopnyc kancynm — 6innii Henpo3opuid. Ha kopnyc
Karncynv HaHeceHo Hanuc «GR 6» YOpHMM KO/IbOpOM. BMICT Kancy— nopoLLoK 6inoro abo »0oBTyBaT0-61710ro Kosibopy.

dapmakoTepaneBTUYHa rpyna. NcuxonenTuyHi 3acobu, iHLLIT aHTUMCUXOTUYHI 3aC00U.
Kog ATX NO5A X15.

dapMakosoriyHi BNacTmBOCTI
dapmakognHamika.

MexaHi3m aii
MexaHi3M Al KapunpasunHy LLie He MOBHICTIO BioMWIA. [poTe TepaneBTUYHMIA ePeKT KapunpasnHy MOXe OnocepeaKoByBaTUCA Yepe3 KOMOIHaALLit0 AiT YaCTKOBOro

aroHicta Ha D3- Dp-flodhamiHoBi (3HaueHHs Ki BignosigHo B Mexax 0,085-0,3 HM npoTu 0,49-0,71 HM) Ta 5 HT14-CEpPOTOHIHOBI pelenTopy (3HaueHHs Ki B
mexax 1,4-2,6 HM) i fii aHTaroHicta Ha 5 HTpg-, 5 HT 5 -CepoToHiHOBI Ta Hq-rictamiHoBi peuentopu (3HaveHHs Ki BignosigHo B mexkax 0,58-1,1 HM, 18,8 HM
Ta 23,3HM). KapunpasuH mMae HW3bKY aiHHICTb Woao 5 HTyc-CepoTOHIHOBUX Ta aq-aApeHopeuenTopiB (3HadveHHs Ki BignosigHo 134 HM Ta 155 HM).
KapunpasuH He Mmae 3HayHOI adiHHOCTI LWWOA0 XoniHepriyHmx myckapuHosux peuentopiB (ICgg > 1000 HM). [1Ba OCHOBHWUX aKTWBHWX MeTabonitm —
[e3MeTU-KapunpasuH Ta AuAe3MeTuI-KapunpasuH — 3B’A3YH0TbCA 3 peLentopaMu Ta MatoTb NPogifib (YHKLUiIOHa/IbHOT aKTMBHOCTI in Vitro, aHanoriyHum
BUXigHOMY npernapary.

PapMakoaANHaMIYHI ePEKTU

[JOKNIHIYHI JOCNIMKEHHA iN ViVO NOKasytoTb, L0 KapunpasunH 38’ A3yeTbea 3 D3-peLienTopaMu Takor X Mipoto, Wwo i i3 Dy-pelentopamMun y dhapMakonoriyHo
edeKTUMBHMX f03ax. Buasnanocs 3anexxHe Bif [03v 3B’A3yBaHHA 3 D3- Ta Dy-foamiHOBMMK peLenTopamy rofIoBHOr0 MO3KY (3 NMepeBaXXHUM 3B’A3yBaHHAM B
[iNAHKax 3 MigBULLEHMM CUHTE30M D3) y nauieHTiB 3 LWM30MPEHIEL0, AKi NpuiiManv TepanesTUYHI 03K KapunpasuHy NpoTarom 15 fHis.

Bnnve kapunpasvHy Ha iHTepBan QT 6yB OLiHEHWI Y NaLieHTIB i3 WKN30gpeHieto abo LWn30ateKTUBHUM po3n1afoM. Pe3ynbTaT XONTepiBCbKOro MOHITOPYBaHHSA
EKI 6ynu 3i6paHi y 129 nauieHTiB NpoTaroMm 12-rogMHHOro nepiogy Ha BUXigHOMY PiBHI Ta Yy PiBHOBaXXHOMY CTaHi. Y pasi BUKOPUCTaHHSA CybTepaneBTUYHNX
[03 (9 mr/poba abo 18 mr/goba) He Oyno BigMIYEHO MOLOBXEHHS iHTepBaly QT. Y >KOLHOrO 3 NauieHTIB, AKi JIiIKyBa/IMCA KapunpasnuHoOM, He Bigmivanocs




NnoAoBXeHHA iHTepBasty QT = 60 Mc Bif, BUXIZAHOTO PiBHSA, | )KOEH NaLieHT He MaB NOAOBXeHHS iHTepBaly QT > 500 mc nijg vac JOCNiAKEeHHS.

KniHivyHa etheKTUBHICTb

EekTMBHICTL NpU KOPOTKOYACHOMY 3aCTOCYBaHHI

EheKTUBHICTb KapunpasnHy B NiKyBaHHI roCcTpOT WX30tpeHiT 6yna BUBYEHA B TPbOX 6arato LLEHTPOBMUX  MDKHApOAHWX pPaHAOMI30BaHWX MOABIAHMX — CAINKX
NNaueboKOHTPONMbOBAHUX  B-TVDKHEBUX [AOCNIIKEHHSAX, B SIKMX 6panu yyacTb 1 754 nauieHTy Bikom Bif 18 fo 60 pokiB. Y BCiX AOCNIAXKEHHSAX rOCTpPOTl

LUN30(PEHIT MEPBUHHOK KIHLEBOIO TOUKO Byna 3MiHa 3 BUXILHOMO PIBHA 40 6 TVXKHA 3a 3ara/lbHUMM MOKa3HMKaMM LUK/ OLIHKM NMO3UTUBHUX Ta HEraTUBHUX

cumnTomiB (PANSS), a BTOPMHHOIO KIHLIEBOK TOYKOK — 3MiHa Bij, BUXIZAHOIO PiBHA [0 6 TWXKHA 3a MOKa3HUKAMMW LLKaIN 3ara/ilbHOro K/AiHIYHOro BPaXKeHHs npo

TSKKICTb 3axBoptoBaHHA (CGI-S). Y MiXKHapogHOMY NiaueboKOHTPO/IbOBAHOMY [AOCNIMKEHHI, B AKOMY [A1S YyTAMBOCTI aHanidy BMKOPUCTOBYBANMCS (hikCOBaHi

posn 1,5 wmr, 3,0 mr Ta 4,5 Mr kapunpasuHy i 4,0 Mr pucnepuaoHy, BCi 4031 KapunpasnHy Ta akTUBHWIA KOHTPO/b NOKasan CTaTUCTUYHO AOCTOBIPHE MOKPALLEHHS

AK MEPBUHHOT, TaK | BTOPUHHOT KiHLEBMX TOYOK Y MOPIBHSAHHI 3 Nnaue6o. Y MiKHapogHOMY Niaueb0oKOHTPO/IbOBAHOMY AOCNIMKEHHI, B SKOMY A1 YYT/IMBOCTI

aHanisy BMKOpUCTOBYBanMcA hikcoBaHi go3n 3,0 Mr ta 6,0 Mr KapunpasuHy i 10 Mr apuninpasony, K 4o3v KapunpasuHy, Tak i akTUBHWUIA KOHTPO/b NOKasain

CTaTUCTUYHO AOCTOBIPHE MOKPALLEHHSA NMePBUHHOI | BTOPUHHOT KiHLEBUX TOYOK Y MOPIBHAHHI 3 niaue6o. Y TpeTboMy MiKHapOAHOMY MiaueboKOHTPO/IbOBaHOMY

AOCNIMKEHHI, B SKOMY [Ns YyTAMBOCTI aHanisy BMKOPWUCTOBYBa/nMCS (PikcoBaHi/aganToBaHi gosu 3,0-6,0 Mr Ta 6,0-9,0 Mr kapunpasuHy, obuasi rpynu

KapunpasnHy nokasaiv CTaTMCTUYHO LOCTOBIPHE MOKPALLEHHSA AK NEPBMHHOT, Tak | BTOPUHHOI KIHLEBUX TOYOK Y NMOPIBHAHHI 3 nnaue6o.

Pe3ynbTaTy BU3HaYeHHS NepBUHHOT KIHLEBOT TOUKM e(heKTUBHOCTI HaBefeHi B Tabnuui 1 HuxYe. Pe3ynbTaT BUSHa4YEHHS BTOPUHHOT KiHLEBOT TOYKM e(PEKTUBHOCTI

(CGI) Ta foaaTKoBUX KIHLEBMX TOYOK NIATBEPAXKYBaIN MEPBUHHY KIHLIEBY TOUKY.

Tabnuua 1. 3miHW Big BUXIAHOIO PiBHA 40 6 TMXKHA 3a 3ara/ibHUM NokKasHNMKOM PANSSY A0CnipKeHHAX 3aroCTPeHHs Wmn3ogpeHii — rpyna ITT.

BuxizgHuii piBeHb 3MiHa Pi3HWUA B /iKyBaHHI B MOPIBHAHHI 3|P-3HayeHHS

CepegHe 3HauveHHs +|CepefHe 3HayeHHd LSnnaue6o (95 % Al)

CB (cn
3arasibHui nokasHMk PANSS(MMRM)
JocnipkeHHa RGH-MD-16 (n = 711)
Mnaue6o 97,3+£9,22 -13,29 (1,82) — —
KapunpasuH 1,5 mr/goba 97,1+£9,13 —21,27 (1,77) —7,97 (12,94, -3,01) 0,0017
KapunpasvH 3 mr/goba 97,2+ 8,66 —21,45 (1,74) —-8,16 (-13,09, —-3,22) 0,0013
KapunpaswuH 4,5 mr/noba 96,7 £ 9,01 —23,77 (1,74) -10,48 (-15,41, -5,55) < 0,0001
PvcnepnaoH 4 mr/no6a 98,1+ 9,50 —29,27 (1,74) -15,98 (—20,91, —11,04) < 0,0001*
JocnipkeHHa RGH-MD-04 (n = 604)
Mnaue6o 965+9,1 -14,3(1,5) — —
KapunpasuH 3 mr/goba 96,1+ 8,7 -20,2 (1,5) -6,0 (-10,1, -1,9) 0,0044
KapunpasuH 6 mr/goba 95,7+94 -23,0(1,5) -8,8 (12,9, 4,7) < 0,0001
Apwuninpason 10 mr/goba 95,6 £ 9,0 -21,2 (1,4) —7,0(-11,0,-2,9) 0,0008*
JocnipkeHHa RGH-MD-05 (n = 439)




Mnaue6o 96,6 + 9,3 -16,0 (1,6) — —

KapunpasuH 3-6 mr/no6a 96,3+9,3 -22,8 (1,6) -6,8 (-11,3,-2,4) 0,0029

KapunpasuH 6-9 mr/no6a 96,3+ 9,0 -25,9(1,7) -9,9 (-14,5, -5,3) < 0,0001

Ol = posipunii iHTepBan; ITT= aHani3 3a Npu3Ha4YeHUM NiKyBaHHSM; CepefHe 3HauyeHHs LS = cepefgHe HalimeHWmMX KBagpaTiB; PANSS = wkana OUiHKM MO3NTUBHMX Ta

HeraTMBHUX cuHapomie; CIM = cTaHgapTHa Noxmbka; CB = cTaHgapTHe BigxuneHHs; MMRM = mogenb 3MiluaHnx ehekTiB Ans 6aratopasoBux BUMipHOBaHb.
*¥Y NOPiBHAHHI 3 Nnaue6o.

EdeKTMBHICTb Npun 4OBroTpuBaNoMy 3aCTOCYBaHHI

EeKT1BHICTb KapunpasuHy AnA NiATPMMaHHSA aHTUMNCUXOTUYHOTO eqeKkTy AOCMigKyBasacs y [OBrOTPUBA/IOMY  K/IHIYHOMY JOCHIIXEHHI 3 MOXIMBICTIO
paHAOMi30BaHOT BiAMIHW. 3arasoM 751 nayieHT i3 rocTpMMn CUMNTOMaMK LIX30GPeHiT OTPUMYBaB KapunpasvH y fo3i 3-9 mr/goba Bnpogosx 20 TUXKHIB, 3
AKMX 337 oTpUMaIM KapunpasvH B AianasoHi go3 Big 3 Ao 6 mr/go6a. Hagani ctabinizoBaHi nayieHT 6ynu paHaoMizoBaHi NOABIMHUM CAiMMM MeTOLOM ANA
OTPMMaHHA (hikCoBaHMX 03 KapunpasuHy Big 3 4o 6 mr (n = 51) a6o nnaue6o (n = 51) NpoTArom 72 TUXHIB. MNMepBUHHUM pPe3ynbTaToM A0CNiKeHHS ByB Yac [0
PO3BUTKY peunamBy. Y KiHui gocnimpkeHHs 49,0 % nauieHTiB, SKi oTpuMyBanv nnaue6o, npotu 21,6 % nauieHTiB, AKi OTPUMYBaIM KapunpasuH, Mann peumans
CUMNTOMIB LWM30dpeHii. OTxe, Yac A0 po3BUTKY peunamsy (92 npotn 326 AHIB Ha OCHOBI 25-r0 NepLeHTUI0) 6yB 3HAYHO LOBLUMM Y Fpynu, sika npuiiMana
KapunpasvH, HK y rpynu, wo otpumMyBsana nnauebo (p = 0,009).

EeKTMBHICTb Npun NepeBa>kHO HeraTMBHUX CUMNTOMaX LUN30PeHIT

EheKTMBHICTb KapunpasuHy B JliKyBaHHI MepeBaXKHO HeraTvMBHUX CUMNTOMIB LUM30(PEHIT JocnifxyBanacs B 26-TWXHEBOMY 6araToLeHTPOBOMY MoABiiHOMY
CNMINOMY K/IHIYHOMY [OCNI[IKEHHI 3 aKTMBHUM KOHTposnem. KapunpasvH (gianasoH o3 3-4 wmr, uinboBa fo3a 4,5Mr) [JocnifkyBaBCA Y MOPIBHAHHI 3
pucnepuaoHOM (fianasoH o3 3—6 Mr, LinboBa A03a 4 Mr) y nauieHTIB i3 NepcUCcTyBa/ibHUMUN NePEBaXKHO HEraTUBHUMM CUMMNTOMaMK Wn3odgpeHii (n = 461). 86 %
nauieHTiB 6ynun Bikom 1o 55 pokis, 54 % 3 HUX Oy YOMOBIKAMMU.

MepcucTyBa/ibHi MEPEBAXXHO HEraTvBHI CUMMNTOMU By BU3HAYeHI K CUMMTOMM, L0 TPMBAKOTb HE MeHLUe 6 MICALIB Ta XapaKTepu3yroTbCA BUCOKUM PiBHEM
HEraTVBHMX CUMNTOMIB i HU3bKUM PiBHEM NO3UTUBHUX CUMMTOMIB [(6an 3a nokasHkoM PANSS ans HeraTMBHUX CUMNTOMIB = 24, 6an = 4 LioHaiveHLwe B 2 i3 3
nokasHukisB PANSS (N1: cnnouieHHs emouiin, N4: BiacyTHICTb MoTuBaUii Ta N6: 6igHiCTb MOBM) Ta 3Ha4YeHHS NokasHMka PANSS and No3UTUBHMX CUMMTOMIB
< 19]. MayieHTN i3 TaKUMW BTOPUHHWMMW HEraTUBHWMMW CUMNTOMamMu, SIK AerpecuBHi CUMMTOMU CEPefHbOro Ta TAXKOro CTyMNeHs Ta K/IHIYHO 3HauyLLmid
napKiHCOHI3M (ekcTpanipamigHi cumntomu [EMNC]) 6ynv BUKNHOYEHI.

AK nayieHTn, WO NiKyBa/IUCA KapunpasMHOM, Tak i NawuieHTu, WO NiKyBaancs pucnepuaoHoM, nokasaam CTaTUCTUYHO AOCTOBIPHe MOKpPalleHHs B 3MiHax Bif
BUXIZHOrO PiBHA [0 napameTpa nepBuHHOI e(ieKTUBHOCTI — 6an nokasHuka PANSS s HeratmsHuX cumntomie (PANSS-FSNYS) (p< 0,001). MNpoTe, noynHaroum
3 14 TvXKHA, CTAaTUCTUYHO JOCTOBIPHA PI3HWLA CNOCTepirasacs Ha KOpPUCTb KapunpasuHy nopiBHAHO 3 pucnepugoHom (p=0,002) (Tabnmusa 2). Ak nayieHTn, wo
NiKyBanMca KapunpasnuHoM, Tak i nauieHTu, Wo nikyBaamca pucnepuaoHom, nokasaim ctaTuCTUYHO AOCTOBIPHE MOKpPaLLeHHA B 3MiHaX Bif BUXIAHOrO piBHA A0
napameTpy BTOPMHHOT e(heKTUBHOCTI — 3ara/lbH1iA MOKa3HMK 3a LLKaI0k 0COBMCTICHOr0 Ta coujianbHoro yHKuioHyBaHHSA (PSP) (p < 0,001). MpoTe, NoYnHaroum 3
10 TWXKHSA, CTAaTUCTMYHO LOCTOBIPHA Pi3HMLSA criocTepiranacs Ha KOpUCTb KapunpasuHy NopiBHAHO 3 pucnepuaoHom (p = 0,001) (Tabnuus 2).

AK pi3HMLI 32 LWKaoK 3ara/ibHOro KAiHIYHOrO BPaXKEHHS MPOo TSXKKICTb 3axBoptoBaHHA (p = 0,005) Ta 3a wWwkanoto nokpatleHHs (p < 0,001), Tak i yacTtoTa
Bignosigi 3a PANSS-FSNS (nokpateHHs PANSS FSNS = 30 % Ha 26 TvkHi; p = 0,003) nigTBepAnan BUCHOBKM CTOCOBHO MapamMeTpiB NepBMHHOT Ta BTOPUHHOT
e(heKTUBHOCTI.

Tabnuuda 2. TligcyMok pe3ynbTartis gocnigpkeHHs RGH-188-005
MegiaTpuyHa nonynayis



MapameTp e(heKTUBHOCTI KapunpasuH PucnepunaoH Po3paxyHkoBuin 95 % Al p-3HaYeHHSA

CepefHe 3HaueHHs LS (CepeiHE 3HaUYeHHS LS [TOKA3HUK Pi3HNLI B

MeTOoAax NiKyBaHHS

PANSS-FSNSHa BuxigHomy piBHi 27,8 27,5 - _ _
PANSS-FSNSHa 26 TWxXHi 18,5 19,6 - _ i
PANSS-FSNS 3MiHM BIigHOCHO BMWXigHUX8,9 —7,4 1,5 —2,4; 0,002
3HaYeHb 10 26 TUXHSA 0,5
3arasibHWi1 NokKasHWK PSP Ha BUXigHOMY piBHIX8,8 48,2 - - -
3ara/ibHWin NokasHWK PSP Ha 26 TYXKHI 64,0 59,7 - - -
3aranbHWin NokasHMK PSP Bif 3MiHM BigHOCHO[14,3 9,7 4,6 2,7; 6,6 < 0,001
BUXIAHWX 3HAYeHb [0 26 TUXHSA

CepefiHe 3Ha4YeHHsA LS = cepefiHe HaliMeHLLIMX KBafpaTiB.

€BponeiicbKeareHTCTBO/MIKapCbKMx3aco6is(EuropeanM edicinesAgency)BigknanoHeo6xigHiCTbNoAaHHAPe3Y b TaTiBLOCNiJKEHHA3ACTOCYBaHHAKAPUNPa3UHY LI TAM.
LLlofi0 3aCTOCYBaHHSA NiKapCbKOro 3aco0y AiTAM AMB. po3ain «4itu» .

dapmakoKiHe TVKa.

KapunpasuH mMae aBa (hapmakonoriyHo akTMBHUX MeTabosiTK 3 NoAi6HOK A0 KapunpasvHy aieto —ae3ametun-kapunpasund (DCAR) Ta guae3ameTun-kapunpasunH
(DDCAR). 3aranbHa ekcnosuuis kapunpasuHy (cyma kapunpasmHy + DCAR 1a DDCAR) focsrae 50 % Bif eKCrnosuuii B piBHOBXXHOMY CTaHi NpU6/M3HO Yepes
1 TMKAeHb nicns 3acTtocyBaHHS [060BOT 03K, a 90 % Bif PIBHOBAXXHOrO CTaHy [OCAraceTbCA 4epe3 3 TWXKHI. Y piBHOBaXKHOMY cTaHi ekcrosuuis DDCAR
NPUGAN3HO BABIYI UM BTPUYI BUMLLIA 38 €KCMO3KMLiH0 KapunpasuHy, a ekcrnosuuis DCAR gopiBHIOe npnbnnsHo 30 % ekcnosuuii KapunpasuHy.

BCMOKTYBaHHS

A6contoTHa 6ionoriyHa AOCTYMHICTb KapunpasuHy Heigoma. KapunpasuH [o6pe BCMOKTYETbCA MICAs MepopanbHOro npuiiomy. lMicns 6araTokpaTHUMX A03
MaKCMMa/lbHa KOHLEHTpaLis KapunpasuHy Ta Moro OCHOBHUX aKTUBHMX MeTaboniTiB y nniasMi KPOBi 3a3BUYail JOCAraeTbCs MNpubIM3HO uepe3 3-8 roguH
MiCNs 3aCTOCYBaHHS.

Mpwnitom ofHIEeT LO3M KapunpasvHy 1,5 Mr pasom 3 nNpofyKTamu 3 BUCOKMM BMIiCTOM xumpy (Big 900 o 1 000 Kasopiit) 3Ha4HO He Br/MBaB Ha NMOKasHUK Cpgy 200
AUC kapunpasuHy (3HauyeHHs AUC , niasuiyBanocs Ha 12 %, 3HaueHHA Cpgy 3HWKYBaNocsa Ha 5 % npu npuidiomi NikapcbKoro 3acoby nicns HKi B NOPIBHAHI 3

npuiioMoM HaTLiecepLie). >Ka TakoX Masia MiHiManbHuit Bnave Ha MeTab6oniTn DCAR Ta DDCAR.

KapvnpasunH MoXKe 3aCTOCOBYBATMCA HE3A/IEXKHO Bif, MPUitoMy iXi.

Posnogin

Ha ocHoBi nonynsyinHoro aHanisy hapMakoKiHETUKM ysBHUIA 06’ eM po3noginy (O/P) cknapas 916 n gnsa kapunpasuny, 475 n gns DCAR T1a 1 568 n gns DDCAR,
LLL0 BKa3ye€ Ha 3Ha4YHWN PO3Mofin KapunpasnHy Ta Moro OCHOBHMX aKTMBHMX MeTaboniTie. KapunpasnH Ta Moro 0CHOBHI aKTUBHI MeTabo/iTU aKTUBHO 3B’ A3YHOThCS
(kapunpasuH — Ha 96-97 %, DCAR — Ha 94-97 %, DDCAR — Ha 92-97 %) 3 6ifikamu niasmu.

bioTpaHcgopmaLiis




MeTab6oni3m kapunpasuHy Bkoyae gemetunosaHHa (DCAR 1a DDCAR), rigpokcusitoBaHHs (rigpokeung kapunpasmHy, HCAR) Ta KOMGiHaLit0 AeMeTU/IIOBaHHSA
Ta rigpokcunoBaHHs (rigpokcun-gesmeTtusn-kapunpasvd, HDCAR Ta rigpokcu-guaesmetun-kapunpasmH, HDDCAR). Hapgani meta6onitn HCAR, HDCAR Ta
HDDCAR  6ioTpaHcthopMytOTbCA Y BIAMOBIAHI KOH'toratTm  cynbaTy  Ta  [/IOKYpOHigy.  [lojaTkoBuidi  meTabonit  —  KuUCNoTa
pecamxnopoeHiny-ninepasvHy-kapunpasvHy (DDCPPCAR) — yTBOPHOETLCA B NPOLIEC Ae3a/TKi/lyBaHHS Ta HACTYNMHOr0 OKUCHEHHS KapurpasuHy.

KapunpasunH metabonizyetbcsi CYP3A4 T1a meHwor Mipoto CYP2D6 o DCAR T1a HCAR. Hagani DCAR metab6onizyetbcsi CYP3A4 Ta MeHLIOK Mipoto
CYP2D6 o DDCAR 1ta HDCAR. NMotim DDCAR meTabonisyetbes 3a gonomoroto CY P3A4 no HDDCAR.

KapunpasvH Ta A0ro 0CHOBHI aKTMBHI MeTaboniTh He € cybcTpaTamm ans P-raikonpoteiHy (P-gp), noninentuay-TpaHcnopTepa opraHiyHMX aHioHiB 1B1 ta 1B3
(OATP1B1T1a OATP1B3)i 6ifKa pe3vCTeHTHOCTI paky Moso4Hoi 3ano3n (BCRP). MNpunyckaeTbes, WO B3aEMOist KapunpasuHy Ta iHriéitopis P-gp, OATP1B1,
OATP1B3Ta BCRP, € Masio/iMOBIpHOI0.

BusegeHHs

BvBeaeHHS KapunpasuHy Ta MOro OCHOBHMX aKTMBHUX MeTaboniTiB NepeBaXXHO Big0yBaeTbCA LUNAXOM MeTaboniaMy y nediHui. Micns 3actocyBaHHsA 12,5 mr/goba
KapunpasuHy y nauieHTiB i3 wmnsoppeHieto 20,8 % [031 6yN0 BUBEAEHO 3 CEYEHD Y BUTNAAI KapunpasuHy Ta iloro metaboniTis.

He3miHeHW KapunpasuH BUBOANTLCS Y KiNbKOCTI 1,2 % 103K 3 ceyeto Ta 3,7 % 1031 3 KaJIoM.

CepefHiin KiHUeBMIA nepiog HaniBeuBefeHHsA (1-3 gHi ana KapunpasvHy Ta DCAR i 13-19 gHis gna DDCAR) He NpOrHo3yeTbCA B 4aci Ans [OCAraHHs
PIBHOBaXXHOIO CTaHy ab0 3HWXEHHSI KOHLEHTpaLii B M1a3Mi Micns NPUNUHEHHS NiKyBaHHSA. [N NikyBaHHA NauieHTIB, AKi NPUiAMaloTb KapunpasuH, eheKTUBHWI
nepioa HaniBBMBEAEHHSA MaE GiflbLe 3HAYEHHS, aHiXX KiHLEBWIA Nepiof HaniBBMBEAEHHS. EDEKTUBHMIA (PyHKLiIOHaNbHMIA) Nepiof HaniBBUBEAEHHS CTAaHOBUTb ~ 2
AHI ans kapunpasmHy Ta DCAR, 8 gHiB gnsa DDCAR i ~1 TwxkaeHb Ans 3araibHOro KapunpasmHy. KoHUeHTpaLis 3araibHOro KapunpasuHy B niasmMi Kposi oyze
MOCTYMOBO 3MEHLLUYBaTUCA MiCNA MPUMUHEHHS abo MepeprBaHHSA 3acTOCyBaHHA. KOHLUEHTpauis 3arafbHOro KapunpasuHy B nnasmi 3HMXYeTbcs Ha 50 %
Npr6an3HO Yepe3 1 TVXKAEHb, a 3HUXKEHHS KOHLEHTpaLii 3aralbHOro KapunpasuHy binbLue, HiXX Ha 90 % BifbyBaeTbCA NPUBIN3HO Yepe3 3 TUXKHI.

JMiHiViHICTb

Micnd NOBTOPHOrO 3aCTOCYBaHHS KOHLEHTpauis KapunpasvHy Ta WOro ABOX OCHOBHUX aKTUBHWUX MeTabonitie, pae3meTun-kapunpasvHy (DCAR) Ta
anpesvetun-kapunpasmHy (DDCAR), B nna3mi NigBuLLYy€eTLCA MPONOPLIAHO fiana3oHy TepaneBTUYHOT 403w Big 1,5 Mr 1o 6 mr.

OKpeMi rpynu NaLieHTIB

MopyLueHHs YHKLIT HUPOK

MonynsuiiHe hapMakoKiHETUYHE MOJENOBaHHA BUKOHYBANOCS 3 BUKOPUCTaHHAM AaHUX Bif NauieHTiB, aKi Oynu 3anyyeHi 40 KNiHIYHOro AOCNigKEHHS CTOCOBHO
NiKyBaHHSA LUN30(PEHIT KapunpasnHOM, 3 PI3HUMK NOKa3HUKaMU PYHKLIT HUPOK, BK/TKOYHO 3 HOPMa/lbHOK (PYHKLiH0 HMPOK (KnipeHe KpeaTuHiHy (CrCl) = 90 mn
/xB) 1 nopyLueHHAMU PyHKUIT HUpoK nerkoro (CrCl 60—89 mn/xB) Ta cepeaHboro ctyneHs TsXXKKocTi (CrCl 30-59 m/xB). MiX KNipeHCOM KapunpasuHy B niasmi
Ta KNiPEHCOM KpeaTUHiHY He 6y0 3HalAEHO XXOAHUX ICTOTHMX 3B’ A3KIB.

[is KapmnpasuHy He ouiHtoBanacs y nauieHTiB i3 TsXKkMMKM (CrCl < 30 Mn/XB) NopyLUEHHAMU (PYHKLIT HAPOK (AMB. po3ain «Cnocib 3acTocyBaHHS Ta A03n»).
MopyLUeHHs OYHKLIT NeYiHKu

JocnimpkeHHs B ABOX 4yacTMHax (OAHOKpaTHa Ao3a KapunpasuHy 1 mr [dacTuHa A] Ta KapunpaswvH y Ao6osiii aosi 0,5mMr npotarom 14 gHiB [4acTuHa BJ)
NPOBOAMNOCA cepef, NaUieHTIB 3 PI3HUMK CTYNeHAMU NOpYLUEHb PYHKUIT neviHky (Knacu A Ta B 3a Yaingom — IM'10). Nicns 3acTocyBaHHs OAHOKPATHOI 403
KapunpasuHy 1wmr abo npuitomy 0,5Mr kapunpasvHy npotaroMm 14 AHiB MauieHTV 3 MOpYLUEHHAMU (DYHKLIT NeYiHKX NIerkoro Yn CepefHboro CTyneHs Y
MOPIBHAHHI 3i 3[0POBUMM MauieHTaMy Mannm npubnusHo Ha 25 % Bully KOHUeHTpauito kapunpasmHy (Chax 7@ AUC) Ta npubnnsHo Ha 45 % HmKuy

KOHLLEHTpaL,it0 OCHOBHNX aKTUBHUX MeTabonNiTiB, Ae3MeTU/ KapunpasuHy Ta Anae3MeTnI-KapunpasuHy.
Micns 6aratopa3oBoro NPUIKOMy KapumnpasumHy KOHLeHTpauis 3arasbHoro aktmsHoro komnoHeHTty (CAR + DCAR + DDCAR) (AUC T1a Cyyax), Y NOPIBHAHHI 3i

30pOBMMM NauieHTamMu, 3HM3nNaca Ha 21-22 % ta 13-15 % BigNOBIAHO Y pa3i NOpyLUeHHAX PYHKLIT nediHKn (M) nerkoro 4v cepefHbLOro CTyneHs TAXKKOCTI,




SKLLO BPax0OBYBa/INCS HE3B' A3aHi + 3B’fi3aHi KOHLEHTpaLii, y TO Yac K 4715 He3B' A3aHOr0 3aralbHOro KOMMOHeHTa 6y/10 po3paxoBaHe 3HMKeHHS Ha 12—13 % Ta
nigBuLLEeHHS Ha 2025 % BignoBigHO Ans nauieHTiB 3 MO nerkoro ta cepeHbLOro CTyMNeHs TAXXKKOCTI.

[is KapunpasvHy He ouiHOBaNacs y NayieHTiB i3 TXXKMMK (Knac C 3a Yaingom — IM'10) NopyLeHHAMM QYHKLUIT neviHKu (amB. po3gin «Cnocib 3actocyBaHHSA Ta
[0311).

BiK, cTaTb Ta paca

Y nonynsuiiHomy (hapMakoKiHETUYHOMY aHani3i He 6yn0 KNiHIYHO 3HAYHWX BiAMIHHOCTEN Y napameTpax hapmakoKiHeTUKM (AUC Ta Ciy g« CYMU KapunpasuHy Ta

A0ro OCHOBHMX aKTUBHMX MeTaboniTiB), WO 6a3yBanncs Ha Biuji, cTaTi Ta paci. B aHanisi yyacTb yyacTb BMBYaAM fdaHi WOA0 2 844 nauieHTiB pisHMX pac,
BK/IHOYHO 3 536 nauieHTamu Bikom Big 50 g0 65 pokiB. 3 2 844 nauieHTiB 933 6y XXiHKamu (ayB. po3gin «Cnocib 3acTocyBaHHsA Ta 403u»). [aHi WoAo nawyieHTis
NITHLOrO BiKY (MOHag 65 POKiB) 06MEXeHI.

ManiHHaA

Uepes Te, L0 KapunpasuH He € cybcTpatom and CY PLA2, He 04iKYETLCS BMMB NasliHHA Ha PapMakKOKiHETMKY KapunpasuHy.

[MOTEeHUIHWIA BNIMB Kapunpa3uHy Ha iHLWi npenapaTn

KapwmnpasuH Ta oro 0CHOBHI akTUBHI MeTaboniTh He iHayKyBanm eH3umm CY P1A2, CYP2B6 Ta CYP3A4 i He 6ynu iHribiTopammn CY P1A2, CY P2A6, CY P2B6,
CYP2C8, CYP2C9, CYP219, CYP2D6, CYP2E1 ta CYP3A4 in vitro. KapunpasuH Ta A0ro OCHOBHI aKTMBHI METaboniTh He € iHribiTopamy TpaHCMOPTHMX GiNKiB
OATP1B1, OATP1B3,BCRP, opraHiuHOro KatioHHOro TpaHcnopTHoro 6inka 2 (OCT2) Ta opraHibyHNX aHiOHHMX TpaHCNopTHKUX 6inkiB 1 Ta 3 (OAT1Ta OAT3)Iin
vitro. DCAR 1a DDCAR He 6ynu iHri6iTopamu TpaHCMoOpTHOro 6inka P-gp, xoua KapunpasvH 6yB iHri6iTopom P-gp B KuWeYHWKY (avB. po3fin «B3aemogis 3
IHLWMK NiKapCbKMMK 3aco6amMK Ta iHLLI BUAW B3AEMOLIN»).

KniHiYHi XapaKTepUCTUKN.
lNokasaHHS.
[ns nikyBaHHA LWIM30(PPeHii y 4OPOCINX MaLiEHTIB.

MpoTunokasaHHs.

MigBuLLEHA YYTAMBICTb [0 Ai0YOT pe4YOBUHM ab0 [0 6YyAb-AKOI 3 JOMOMIKHUX PEYOBMH.

CynyTHe 3aCTOCYyBaHHS MOTYXXHOro abo nomipHoro iHriditopy CY P3A4 (auB. po3fin «B3aemopis 3 IHWMMK NTIKAPCbKMMK 3ac06amu Ta iHLLI BUAM B3aEMOAIN).
CynyTHe 3aCTOCyBaHHS MOTY>KHOro abo nomipHoro iHaykTopa CY P3A4 (auB. po3ain «B3aeMogia 3 iIHLWMMK NiKapCbKMMK 3aC06aMm Ta iHLLI BUAW B3aEMOLIN»).

B3aemogis 3 iHLUMMM NiKapcbKMMK 3aco6amm Ta iHLWi BUAM B3aEMOLIN.

[MoTeHUiNHWA BNAMB iHLUMX MpenapariB Ha KapunpasuH

MeTab0oni3mM KapunpasnmHy Ta MOro OCHOBHUX aKTUBHMX MeTaboniTie, aeameTunny-kapunpasnHy (DCAR) Ta auaesameTtunny-kapunpasuHy (DDCAR), nepeBaXkHO
onocepeakoByeTbca CY P3A4 3 MiHiManbHUM BnaveBoM CY P2D6.

IHri6iTopn CYP3A4

KeTokoHason, cunbHuin iHriéitop CYP3A4, cnpuynHIOE NigBULLEHHS BMICTY 3arajlbHOro KapunpasvHy (Cyma KapunpasvHy Ta MOoro akTMBHUX MeTaboniTiB) B
nnasmi B 2 pasv NPOTAroM HETPUBAIOro (4 AHi) CynyTHLOMO 3aCTOCYBaHHSA, AKLL0 BPaxOBYHTLCA HE3B' A3aHi a00 He3B’ A3aHi + 3B’ A3aHi KOMMOHEHTMW.

Uepe3 poBruii nepiof HaniBBMBEAEHHS aKTUBHMX KOMMOHEHTIB KapunpasvHy nojasblie MigBULLEHHS BMICTY 3aralbHOro KapunpasvHy B Mia3Mi MOXe
OuYiKyBaTMUCS Nif 4ac 6inbll TpMBanoro KOM6GiHOBaHOro NpuiioMy. Tomy KOMGIHOBaHWI NPUIAOM KapunpasvHy 3 MOTYXXHUMK ab0o MOMIPHUMK iHFiGiTopaMm
CYP3A4 (Hanpuknag, 6ouenpesip, KMapuUTPOMILMH, KOBGILWUCTAT, iIHAWHABIP, ITPaKoHa30/, KeTOKOHAa30/, Hea3ohoH, HengiHasip, M03akoHa30/, PUTOHaBIp,
CaKBiHaBip, Tenanpesip, TENITPOMILMH, BOPUKOHA30/, AUNTia3eM, epUTPOMILMH, (yKOHA30/, Bepanamin) npoTunokasaHuin (AmB. po3ain «IpoTunoKasaHH»).




Cnifi YHUKATU BXXMBaHHSA rPeingpyToBOro CoKy.

IHaykTOpn CYP3A4

Komb6iHOBaHWMIA npuitoM KapunpasuHy 3 MOTY)KHUMK abo nomipHuMuK iHgykTopamy CYP3A4 MOXe CNpUUYMHATA 3HayHe MigBWMLLEHHS BMNUBY 3arajlbHOro
KapunpasunHy, TOMy KOM6iHOBaHWI NPUIAOM KapunpasuHy Ta NoTyXHMX abo nomipHux iHAykTopiB CY P3A4 (Hanpuknag, kapbamaseniH, gpeHobap6iTan, heHiToiH,
puhamniumH, 3Bipo6iin 3BuyaitHMA  (Hypericum perforatum), 603eHTaH, eaBipeHL, eTpaBipuH, MofadiHin, HaduuniH) NPOTUNOKasaHWA (4MB. PO34in
«[1pOTUNOKA3aHHSA).

IHri6iTopn CYP2D6

OnocepeakoBaHi CYP2D6 wWwnsxu BiAirpatoTb He3HauyHy pofb Yy MeTabonisMi  KapunpasvHy, rOnoBHMI wnax — depes CYP3A4 (auB. po3gin
«PapMaKoKiHeTUKa»). TOMy Ma/IoMOBIpHO, WO iHri6iTopn CY P2D6 MaTUMyTb KNiHIYHO 3HAYYLLMIA BNMB HAa MeTab0/1i3M KapunpasuHy.

IMOTEeHUIVHWIA BNIMB Kapunpa3uHy Ha iHLWi npenapatn

Cyb6cTpaTu P-rnikonpoTeiny (P-gp)

KapunpasunH — ue iHri6itop P-gp in vitro B 10ro TeopeTMyHO HanbiNbLUii KMLWIKOBIA KOHLEHTpaLiT. KniHiYHi HacnigKku Lbsoro eqekTy Lie He NMOBHICTIO 3p03yMifi,
npoTe A/ BUKOPUCTaHHA Takux cy6cTpatiB P-gp i3 BY3bKMMMW TepaneBTUYHUM iHAEKCOM, AK fabiraTtpaH Ta QUIOKCUMH, MOXE NOTpebyBaTucA MOCUIEHWIA
MOHITOPWHT Ta KOPUTYBaHHSA L03M.

"OpMOHabHI KOH T paLenTuBK

Hapasi HeBigOMO, Yn MOXe KapunpasuvH 3HWXKYBaTW ePeKTUBHICTb FOPMOHa/IbHUX KOHTPaLENTMBIB, TOMY XXiHKMW, IKIi 3aCTOCOBYOTb X CUCTEMATUYHO, MaKThb
[04aTKOBO 3aCTOCYBaTK 6ap’ epHUIN MeToS,

dapmakoanHaMiYHi B3aEMoil

Bepyun po ysarv nepBUHHI e(eKTW Ha LEHTpasibHY HepBOBY cucTeMy, npenapar Pearina HeobXigHO 00epeXXHO 3aCcTOCOBYBAaTM B KOMOGiHaUii 3 iHWMMK
NiKapCbKMMM 3aC06aMu LeHTPa/ibHOT AiT Ta aIKorosiem.

Oc061MBOCTI 3aCTOCYBAHHA.

CyiunaanbHi AYMKWU Ta NOBEAIHKA

BUHWUKHEHHA cyiumnaanbHOCTI (CyiumaansHi LyMKKU, Cnpoby CKOEHHA caMory6cTea Ta CKOEHe caMorybCcTBO) XapakTepHe A4S MCUXiYHUX 3aXBOPHOBaHb, i BOHa
3arajioM CrnocTepiraeTbCca ogpasy nicas noyarky yYv 3MiHU aHTUNCUXOTUYHOT Tepanii. Tepanis aHTUNCUXOTUKAMW Mae CynpoBOAKYBATUCA NMUMbHUM Harns4oMm 3a
nawjieHTamu, sKi 3HaXoAATbLCA B rpyni BUCOKOTO PU3MKY.

AKaTu3is, 30ymKeHHs

AkaTu3ia Ta 30yIKeHHS — Le NobiyHi e(heKT! aHTUNCUXOTUKIB, L0 BUHMKAKOTb AOCTATHLO YacTo. AKaTu3ia — Le po3nag pyxy, L0 XapakTepu3yeTbCs NMovyTTam
BHYTPILIHbOT 30YAXEHOCTI Ta HenepebopHOK MOTPe6OID MOCTINHO nepebyBaTy B PYCi, a TaKOX TaKUMK AiAMU, AK NMOXUTYBaHHSA Mif Yac CTOAHHA YU CULIHHA,
NigiiMaHHA HOMY AK MY MapLUMPYBaHHI Ha MicLi, NepexpeLLlyBaHHA Ta pO3NpAMASHHA HIr Nif Yac cupiHHA. OCKilbKU KapunpasuH CNPUYUHIOE akaTusito Ta
36yKeHHS, NauieHTaM, SKi CXUbHI YM BXXe NPOsABAAOTbL CUMMITOMM akaTmu3ii, NOTPIGHO 3aCTOCOBYBATW Or0 3 06EPEXHICTHO. AKATU3is PO3BMBAETLCS HA PaHHIX
eTanax NikyBaHHA. TOMY BaX/IMBO MPOBOAWUTW PETE/IbHUIA MOHITOPUHI Ha MepLiomy eTani NikyBaHHA. [podinakTvka BKNOYAE MOBi/IbHE MiABWLLEHHA [L0O3W;
TepaneBTUYHI 3aX0A4N BK/IOYAKOTb HE3HAUHE 3HVDKEHHSA [O03U KapunpasuHy 4m NiKapCbKWMX 3ac06iB A/ NiKYBaHHA ekcTpanipamigHuX cumnToMiB. [lo3a Moxe
3MIHIOBATMNCA 3a/1€)KHO Bif iHAMBIAYabHOT BiANOBiAI Ta NepeHoCMMOCTI (AMB. po3ain «Mo6iuHi peakLii.).

Mi3Hs ANCKIHE3Ist

[Mi3HA AWNCKIHEe3ia — Ue CUHAPOM, L0 NPOSABASAETLCA PUTMIYHUMMW MUMOBIZIbHUMU pyXaMu NepeBaXkHO A3uKa Ta/abo 061M4ys i MOXe pO3BMBATUCA Y MALIEHTIB, AKi
NiKYHTbCA aHTUNCUXOTUKAMM. FKLLO CUMNTOMU Mi3HbOT AUCKIHEIT 3’ ABMAKOTLCA Y NaLieHTa, AKUIN NIKYETLCA KapunpasvHOM, NOTPIGHO PO3rNsAHYTU HEOOXIAHICTb
MPUNUHEHHS NiKYBaHHS.




XBopo6a MapkKiHcoHa

AKLLIO aHTUNCUXOTUYHI 3ac0bM NpM3HAYarOTbCA NauieHTam i3 XBOpobo [MapKiHCOHA, TO MOX/IMBE 3arOCTPeHHS (DOHOBOrO 3aXBOPKOBAHHA Ta MOripLUEHHS
nepebiry xsopobwu lMapkiHCOHa. ToMmy, Mpu3HaYalouM KapunpasvH nauieHTam i3 XBopo6oto MapkiHCOHa, Nikapi MatoTb 3BaXKyBaTW CMiBBi4HOLUEHHS KOPUCTb
/pn3uK.

CumnToMu 3 6OKY 04Yei/ KaTapakTa

Y [LOKNIHIYHUX [OCNIMXKEHHAX KapunpasvHy B cobak 6y/ni0 nomivyeHe MOMYTHIHHA KpuwTanvka/ Katapakta (4vB. po3gin «[o6iyHi peakuii»). pote
MPUYMHHO-HACNIAKOBUI 3B’ A30K MK 3MiHAMM B KPULLITA/IMKY/ KaTapakToro, Lo crnocTepiranmes nif vyac f4OCNifpkKeHb Y NtOLeN, i 3aCTOCyBaHHAM KapunpasviHy He
OyB ycTaHOBNeHWIA. MpoTe nayieHTaM, Y SKUX MOXYTb PO3BUHYTUCS CUMMTOMM, L0 MOTEHLIHO MatOTb BiJHOLLUEHHS [0 KaTapakTu, MOTPiGHO nopaguTy MPOnTu
O(PTa/IbMO/IOriYHE 0BCTEXKEHHSA, @ MOTIM NOBTOPHO OLIHUTY iX 419 NPOLOBXEHHS NiKYBaHHS.

3n0aKiCHWIA HelriponenTUYHU cuHapom (3HC)

MOTEHUIAHO NeTaflbHUA  KOMMJIEKC CUMMTOMIB, L0 Ha3MBAaETbCA 3M10SKICHUM  HeilponenTuyHuM cuHgpomom (3HC), BigsHavyaeTbcs NpWU  liKyBaHHI
aHTuncuxoTrkamu. KniHiyvumy npossammn 3HC € rinepnipekcis, mM’s30Ba purigHiCTb, NiABULLEHUIA piBeHb KpeaTWMHIH(OCHOKIHA3M B CUPOBATLi, 3MiHEHWI
MCUXIYHWIA CTaH Ta 03HaKW Po3nafy BereTaTMBHOI HEPBOBOI cUCTEMU (HeperynspHui Nynbc abo apTepiasibHUA TUCK, TaxikapAis, diadopes Ta cepuesa apuUTMis).
[l0[aTKOBI 03HaKM MOXYTb BK/1HOHATU MIOrn06iHypito (pabaomionis) Ta rocTpy HUPKOBY HEAOCTATHICTL. AKLLO Y NaLieHTa po3BMBaKOTLCA CUMMNTOMM, L0 BKa3YHOTb
Ha 3HC, abo y HbOro 3'fBNAETLCA BMCOKA TeMMepatypa 3 HeBIZOMUX MPUYMH 6e3 [0AATKOBUX KNiHIYHMX npossiB 3HC, 3acTocyBaHHSA KapunpasuHy mae 0yTu
HerariHO NPUMNUHeHe.

Cyfomu Ta KOHBY/LCIT

KapunpasuH noTpibHO 06epeXxHO Npu3HayaTh nalieHTam, y SKUX B aHaMHe3i € CyJoMI1 ab0 NaTosoriyHi CTaHu, WO NOTEHLINHO 3HWXKYHOTb CYA0MHNIA NOPIT.
MawieHTN NiTHLOrO BiKY 3 AEMEHLLIED

[is KapynpasvHy y nauieHTiB NiTHLOrO BiKy 3 AeMeHLiet0 He Byna BUBYEHa, TOMY NiKapCbKuMii 3aCi6 He PEKOMEHAYETLCA 0 3aCTOCYBaHHA TaK1M NallieHTaM yepes
NigBULLEHWIA PU3NK 3arasibHOT IETa/IbHOCTI.

P131K BUHMKHEHHS NOPYLLIEHb MO3KOBOro Kposoobiry (MMVK)

Y paHoMi30BaHMX NNaLeb0KOHTPOMbOBAHUX KMTHIYHMX LOCNIMKEHHAX Y Fpyni NayieHTiB i3 AeMeHUIEr0, SKi NiKyBaInca esKUMN aTUNoBUMM aHTUNCUXOTMKaMMU,
Oy/10 NOMIYEHO, WO PU3MK BUHWKHEHHS LepebpoBacKynspHUX YCKnaAHeHb 36iblueHnA NpMoansHo B Tpu pasun. MexaHi3m MigBULLEHHS PU3UKY HEBIJOMMWIA.
MigsuweHnin pusuk NMMK He MOXKHa BUK/IKOYATK MPY NPUIAOMI IHWNX aHTUNCUXOTKKIB abo AN iHWMX rpyn nauieHTiB. KapunpasvH noTpibHO 06epexHo
npu3HayaT NayieHTam 3 YAHHNUKaMN PU3NKY BUHUKHEHHS IHCYNbTY.

3axBOPHOBaHHSA cepLeBo-CYANHHOT CUCTEMU

3MiHM apTepiasbHOro TUCKY

KapuvnpasvH MOXe CNpUYMHATM AK OpPTOCTaTUYHY TiNOTeH3ito, Tak i rinepTeH3ito (4uB. po3gin «lMobiyHi peakuii»). KapunpasvH noTpibHO 06epexHo
3aCTOCOBYBATU NaLieHTaM, Y AKUX B aHaAMHE3I € 3aXBOPHOBaHHA CEPLIEBO-CYAMHHOT CUCTEMU | fKI CXWUAbHI 40 3MiH apTepiasibHOro TUcKy. MoTpibHO cnocTepiraty
3a apTepia/ibHUM TUCKOM.

3miHn Ha EKIT

Y naujieHTiB, AKi NPUIAMatOTb aHTUNCUXOTUKN, MOXE PO3BUBATUCS NOLOBXKEHHS iHTepBaty QT.

Y KNiHIYHOMY [OCiIPKEHHI, sIKe NPOBOAMAM ANS OLiHKW MOAOBXEHHS iHTepBany QT, npu npuitoMi kapunpasuHy He 6yn10 NOMIYEHO XKOAHOrO NOJOBXKEHHSA
iHTepBasly QT y NOPiBHAHHI 3 nnaue6o (AuB. po3gin «PapmakoguHamika»). Y KAIHIYHUX [OCNIMAKEHHAX MOBIAOMAANOCH NULIE MNP0 AeKinbka BUMaAKiB
He3Ha4yHOro MOAOBXEHHS iHTepBany QT npu npuiioMi KapunpasvHy (auB. po3ain «lMobiyHi peakuii»). Tomy kapunpasMH Tpeba 06epeXxHO 3acTOCOBYBaT
nalieHTam, y SKMX B aHaMHe3i € CepLeBo-CyAMHHE 3aXBOPHOBaHHA abo NOAOBXEHHS iHTepBasly QT B CiMeNHOMY aHamHesi, a TaKoX nauieHTam, AKi NiKyBancs
npenapaTtamu, Lo MOXYTb MOLOBXUTY iHTepBan QT (AMB. po3ain «PapmMakoLuHaMIKa»).




BeHo3sHa Tpom6oembonis (BTE)

MoBiAOMNANOCL MPO BUNAAKN BUHWKHEHHS BEHO3HOI TPOMGOemMOO/iT Npy 3acTOCYyBaHHI aHTUNCUXOTUMYHMX 3ac06iB. OCKINbKM Yy MNauieHTiB, AKi NpuiiMaroTb
aHTUMNCUXOTUKM, YaCTO BUHMKAKOTb HabYTi YNHHUKN PU3KKY PO3BUTKY BTE, BCi MOX/IMBI YNHHWKM BUHUKHEHHS BTE cnif BUaBMTY Nepeg Ta nif Yac NikyBaHHA
KapunpasnHOM, a TaKoX Tpeba NMPOBOAUTM IXHIO MPOMINaKTUKY.

Mineprnikemisa Ta LYKPOBUA AiabeT

Y nauieHTiB i3 LyKpOBUM fiabeToM ab0 y NauieHTIB i3 YAHHMKaMU PU3NKY PO3BUTKY LIyKPOBOrO fiabeTy (Hanpukiag, OXXUpiHHA, HasBHICTb fiabeTy B CiMeHOMY
aHamHesi), AKi MNoYMHatOTb NliKyBaHHSA aTUNOBUMM aHTUMCUXOTUKaMW, Cif NPOBOAMTU CMIOCTEPEXEHHSA 3a PIBHAMM T/1IIOKO3M B cMpoBaTUi. Mig Yac KNiHIYHUX
AOCNiMKEeHb KapunpasnHy NoBigoMAsAI0CA Npo No6ivHi peakLuii CTOCOBHO PiBHIB rMHOKO3M (AMB. po3ain «PapMakoanHaMiKa).

YKiHKM [iTOPOAHOrO BiKY

XKiHKK AiTOpoAHOro BiKy MatOTb BUKOPUCTOBYBATU BUCOKOEMEKTMBHI 3aC00M KOHTpaLEenyuii npy npuiiomi KapmunpasuvHy Ta WoHaiMeHLwe npoTarom 10 TWiKHIB
nicna NPUNMHeHHS NiKyBaHHA (AMB. po3ainn «B3aeMogia 3 iHWMMK NiKapCbKMMK 3ac06aMK Ta iHLLI BUAW B3aEMOJiN» Ta «3aCcTOCYBaHHA Yy Mepiof BariTHOCTI Ta
roAyBaHHA rpyAato»). XiHKK, SKi CMCTEMATUYHO 3aCTOCOBYHOTb FOPMOHa/IbHI KOHTpaL,enTUBM, MatoTh A04ATKOBO 3aCTOCYBaTH 6ap’ EpHUIA METOL.

3MiHM mMacu Tifna

Mpy NpuiioMi KapunpasuHy crocTepiranoca 3HayHe 36iMblieHHA Macu Tina. lMauieHTam cnig perynspHo KOHTPOAoBaTh Macy Tina (gue. po3gin «o6iyHi
peakwii»).

JoNOMiYKHI peYOBUHU

Pearina, kancynu teepgi no 3 mr, 4,5 Mr 1a 6 Mr, MiCTATb 6apBHUK CreLiaibHWUIn YepBOHWi AC (E129), 10 MOXe CNPUYNHATY anepriyHi peakuii.

3acTocyBaHHS y nepiof BariTHOCTI abo rogyBaHHs rpyaato.

YKiHKM AiTOpOoAHOrO0 BiKy/ XKiHKW, Ki BUKOPUCTOBYHOTb KOHTPALLEMNLLit0

)KiHKam AiTopoAHOro BiKy NOTPIOGHO YHMKATK BariTHOCTI Mig Yac NpuiioOMy NiKapCbKoro 3acoby Pearina. MawieHTK1 AiTOPOAHOro BiKy MatOTb BUKOPUCTOBYBATU
BUCOKOE(DeKTMBHI MeTOAM KOHTpaLenuii nig vac NikyBaHHsA Ta LWoHaiMeHLLe npoTarom 10 TWXHIB Micns NpuiAoMy OCTaHHbOI 03K npenapaty Pearina. Hapasi
HEBIJOMO, UM MOXE KapurnpasvH 3HWXKYBaTU e(EKTUBHICTb FOPMOHa/IbHUX KOHTPaLENnTUBIB, TOMY >XiHKMW, fIKi BUKOPUCTOBYHOTb iX CMUCTEMATMYHO, MalTb
[0aTKOBO 3aCTOCOBYBaTW 6ap’ EpHUIA MeTof, (AMB. po3ain «B3aemogis 3 iHWMMKN NiKapCbKUMKM 3acobamm Ta iHLI BUAW B3aEMOSiN»).

BariTHicTb

[aHi 040 3aCTOCYBaHHA KapunpasnHy BariTHUM XiHKam BifCyTHI a60 0OMeXeHi.

JocnipkeHHs Ha TBapuHaX Nokasanv penpoiyKTUBHY TOKCUYHICTb, BK/IFOYHO 3 Bafamu PO3BUTKY Y LLYPIB.

3acTocyBaHHA npernapaty Pearina He peKOMEHAYETbCA MPOTArOM BariTHOCTI, a TakKOX >XiHKam [AITOPOAHOro BiKy, SIKIi He BWKOPUCTOBYHKOTb e(ieKTUBHY
KOHTpauenuito. Micns NnpunuHeHHs NikyBaHHSA KapunpasnHOM Yepes NoBiflbHe BUBEAEHHS aKTUBHUX KOMMOHEHTIB METOAM KOHTpaLenyii noTpibHO 3acTocoByBaTH
LOHaMeHLLe NPOTAroM 10 TUXKHIB.

HoBOHapoKeHi, Ha AKX BNMBAIM @aHTUMNCUXOTUKM (BK/IKOYHO 3 KapunpasnHOM) Mij vac TPeTbOro TPUMECTPY BariTHOCTI, 3HAXOAATLCA B rPYNi PUSKNKY PO3BUTKY
TakMX NOGIYHMX peakLUil, K eKcTpanipamigHi cMMNTOMK Ta/abo CMMNTOMM BIAMIHW, SIKI MOXYTb OYTW Pi3HOT TSXKKOCTI Ta TpuBanocTi. osigomnsnocs npo
30YKEHHS!, TiNepTOHIt0, TiNOTOHIKO, TPEMOpP, COHAMBICTb, PECnipaTOPHWUA OUCTPEC-CUHAPOM Ta MOPYLUEHHS BXMBaHHA DKi. Lli ycknagHeHHs pisHWAucs 3a
TSKKICTIO; AIKLLO Y AeAKUX BUMagKax CUMNTOMM 3HMKaM caMi CO60t0, TO B iHLWMX BUMaAKaxX HOBOHAPOMKEHI NOTpebyBanv NikyBaHHS Yy BifdineHHi iHTEHCUBHOT
Tepanii Ta TpMBanoi rocnitanisauii. TOMy 3a HOBOHAPOKEHUMM NOTPIGHO peTesibHO crnocTepiraTu.

["olyBaHHA rpyaar

Joci HeBifOMO, UM BUAINAKOTLCA KapunpasuH Ta MOro OCHOBHI MeTaboniTh 3 MOIOKOM oANHW. KapunpasuH Ta 1oro metabonit BUAINAKTLCSA 3 MO/IOKOM LLYPiB
Mig vac nakrauii. He MoXHa BUKNHOYATY BM/IMBY Ha HOBOHAPOXKeHWX/HEMOBAAT. i vac NikyBaHHSA KapunpasnHOM NoTPIOGHO nepepsaTyi roAyBaHHA Fpya4to.




PepTUNbLHICTL
EekT KapunpasuHy Ha (PepTUNbHICTb NOAMHU He OYyB BMBYEHWA. Y [OCNIMKEHHAX Ha LypaxX CMOCTepiranca 3HMXKEHHS (DepTUIbHOCTI Ta MOKa3HUKIB

3annifHeHHsa y CaMOK.

34aTHICTb BNAMBATY Ha WWBMAKICTb peakLii Npy KepyBaHHIi aBTOTPaHCNOpPTOM abo poboTi 3 IHWMMU MexaHiaMamu.

KapunpasvH mMae cnabkuii abo NOMIpHMIA BNAMB Ha 3AaTHICTb MaUi€eHTIB KepyBaTW aBTOTPAHCMOPTOM Ta MpauytoBaTy 3 MexaHiamamu. MauieHTiB noTpibHO
3acTeperTu Big po60oTK 3 He6E3NeYHMMI MeXaHi3MaMK, BKNHOYHO 3 aBTOTPAHCNOPTOM, A0MOKM BOHM He 6yAyTb L|iIKOM BNEBHEHI, L0 NiKapCbKuMii 3aci6 Pearina He
Mag€ Ha HMUX HeraTMBHOIO BI/INBY.

Cniocib 3acTocyBaHHSA Ta [03Mu.

Jo3yBaHHA

PekoMeH/[l0BaHa no4vaTkoBa f03a KapunpasuHy cTaHoBuTb 1,5 Mr oAuH pa3 Ha fo6y. 3rogom fo3a y pasi noTpeby MoXKHa MoBifbHO MigsuLlysaty no 1,5 mr 1o
MaKCcUMasibHOT 031 6 Mr/goba. HaliHumxuya etheKTMBHA f03a Mae MigTpMMyBaTUCA 3rigHO 3 KiHIYHOK OLIHKOK flikaps. Yepe3 A0Bruid nepiof HaniBBMBEAEHHS
KapunpasuHy Ta MOoro akTMBHMUX MeTaboniTiB 3MiHU B 03yBaHHI He 6yAyTb NOBHICTIO Bif06GpaXkaTucsa B Nna3Mi NPOTArOM KilbKOX TMXKHIB. 3a nauieHTamu Tpeba
crnocTepirati CTOCOBHO NOsBM MOGIYHMX peakLil Ta BiAMNOBIAI Ha NMiKyBaHHS NPOTArOM KiflbKOX TMXKHIB MiCNS NoyaTKy NpUiAiOMY KapunpasuHy Ta Micns KOXHOT
3MiHW A03yBaHHA (AMB. PO34in «PapMaKoKiHETMKaE».).

Mepexif 3 IHWKWX aHTUNCUXOTUKIB HA KapunpasuH

Mpy nepexopi 3 iHWKX aHTUMCUXOTMKIB Ha KapunpasnH NoTpibHO BPaxoByBaTW MOCTYNOBE MePEXPECHE TUTPYBAHHA 3 MNOCTYNOBUM MPUNUHEHHAM 3aCTOCYBaHHSA
nonepeaHbOT Tepanii nif Yyac novaTky NPUnOMy KapunpasuHy.

Mepexif 3 KapunpasuHy Ha iHWWA aH TUNCUXOTUK

Mpy nepexogi 3 KapunpasuHy Ha IHLWWA aHTUMCUXOTMK NOCTYNOBOIO MEPEXPECHOr0 TUTPYBaHHA He BifOYBaTUMETLCH, TOMY MPUAOM HOBOFO aHTUMCUXOTUKA
MOXHa MOYMHATK 3 AOr0 HaHWKYOT A03M Nif Yac NPUMUHEHHS BUKOPUCTaHHA KapunpasuHy. MoTpibHO BpaxoByBaTy, WO KOHLEHTpaLis KapunpasuHy Ta 1horo
aKTUBHUX MeTaboniTiB B Nnasmi 3MeHLWNTLEA Ha 50 % npnbanM3HO NPOTArom 1 TVKHA (AMB. po3ain «PapMakoKiHETUKaE).

OcobnuBi rpynn NALIEHTIB

MopyLueHHs hyHKLIT HUPOK

MayieHTV 3 nopyLleHHAM (PYHKLIT HUPOK NEerkoro Yn cepefHboro cTyneHs TsHXXKOCTI (KnipeHc kpeaTuHiHy (CrCl) = 30 mn/xB Ta < 89 Mn/XB) He MOTPeOYHOTh
XOAHUX KOpUTyBaHb [03W. Be3neyHiCTb Ta e(eKTUBHICTb KapunpasuHy A8 NauieHTIB i3 TKKUM nopylweHHAM ¢yHKUil Hupok (CrCl < 30 mn/xB) He
ouiHtoBanucA. MauieHTam i3 TSXKKMM MOPYLUEHHAM (YHKLiT HUPOK HE PEKOMEHAYETLCS NPUIAOM KapunpasuHy (AvB. po3ain «PapMaKoKiHETUKa).

MopyLUeHHs QYHKLIT NeYiHKu

MauieHTn 3 NopyLUeHHS (YHKLIT NeYiHKK nerkoro abo cepefHLOro ctyneHs TsXKKocTi (5-9 3a wkanoto Yannga — IM1°10) He NoTpebytoThb XOLHUX KOPUTYyBaHb
A03u1. be3neyHicTb Ta eheKTUBHICTb KapunpasmHy Y NauieHTIB i3 TSHKKUM MOpyLUEHHAM PYHKLIT nediHkm (10-15 3a wkanoto Yaiinga — IM'10) He oLiHioBanmcs.
MawieHTaM i3 TSXKKUM NOPYLUEHHAM PYHKLIT MEYiHKN HE PEKOMEHAYETLCA MPUIAOM KapunpasuHy (AMB. po3ain «PapmMakoKiHETUKA).

MayieHTn NiTHLOrO BiKY

[LOCTYMHUX [aHUX CTOCOBHO JliKyBaHHSA KapunpasvHOM MNauieHTiB NiTHbOro BiKy (= 65 pokKiB) He BMCTayae ANd BUAB/EHHS BIAMIHHOCTE TXHbOI BiAnoBidi Ha
NiKyBaHHsA Bif BIAMNOBIAI NaLieHTiB MOMOALIONO BiKy (AMB. po3gin «PapmakoKiHeTUKa»). Mifbip 4o3u 418 nayieHTiB NiTHLOIO BiKy Mae ByTu 6inbLL 06epeXXHUM.
Cnocib 3acTocyBaHHS

Nikapcbkuii 3aci6 Pearina 3acTocoByBaTu nepopasibHO 1 pa3 Ha J06Y B OAMH i TOW caMUiA Yac, HE3a/IEXHO Bif, BXXUBaHHS iXi.




aiTn.
besneky Ta epeKTUBHICTb 3aCTOCYBaHHSA KapunpasuHy Ans 4itei (Bikom Ao 18 pokiB) He BCTaHOBNEHO. HeMae aaHuX.

Nepeno3yBaHHA.

CumMnTomum

MoBigomnsnocs Npo BMMaAKoBe rocTpe nepefosyBaHHs (48 Mr/goby) B 0AHOMO NauieHTa. Y LUbOro nauieHta 3'sBUMCA OpTOCTa3 Ta ceaaTuMBHUIA edekT. CTaH
nawieHTa NOBHICTHO BiJHOBMBCS B TOM Xe A€Hb.

JTiKyBaHHSi Npy nepeao3yBaHHi

NikyBaHHA Mpy nepefo3yBaHHI Mae OyTW MIATPUMYBa/lbHE, BKIKOYHO 3 MIATPUMKOK BiSIbHOT MPOXILHOCTI AWXaIbHMX LUMAXIB, HACUYEHHAM KWCHEM Ta
BEHTUNALIEID, @ TAKOX CMMNTOMaTUYHE. CNOCTEPEXKEHHS 3a CepPLEBO-CYAMHHOK CUCTEMOIO Ma€e PO3MNOYMHATICA HEraHO Ta BKIKOYATU eleKTPOoKapAiorpadivuHmi
MOHITOPUHT [N15 BUABNEHHA MOX/IMBUX apUTMIl. Y pasi BUHUKHEHHS TSXKKUX ekcTpanipamigHuX CUMNTOMIB CNij 3aCTOCYBaTV aHTUXOMIHEePriyHi npenapatu.
OCKi/fIbKM KapunpasuvH CU/bHO 3B’A3YETbCA 3 OifIkaMy nnasmu, remogiania He 6yae KOPUCHUM NS NiKyBaHHA nepefo3yBaHHA. MUNbHUIA MegUYHWIA Harnag Ta
MOHITOPWHT MatOTb TPMBATU A0TK, OKWN CTaH NaLlieHTa He BigHOBUTbLCS.

KapunpasvH He Mae cneumpiyHoro aHTuaoTy.

Mo6iuHi peakuii.

Mo6iuHMMK peakLisMun, NPo SKi HalvacTille NOBILOMAANOCS MPW 3aCTOCYBaHHI KapunpasuHy B Aiana3oHi fo3 (1,5-6 mr), 6ynu akatusia (19 %) Ta napKiHCOHI3M
(17,5 %). BinbLUicTb peakwiil 6ynn Nerkoro Y cepeHbLOro CTyneHs TAXXKKOCTI.

Mo6iyHi nikapcbKi peakuii (MJ1P) Ha 0CHOBI 06’ €fgHaHUX AaHWNX 3 [OCNIIKEHHS NiKyBaHHS LWN30(PEHIT KapunpasnHOM NpeacTaB/ieHi 3a CUCTEMaMU OpraHis.
MoGiYHI peakLil po3nogineHi 3a 4aCTOTOK BUHMKHEHHSA TaKMM YMHOM: fy>Ke yacTi (= 1/10); vacTi (Big = 1/100 go < 1/10); HeyvacTi (Big = 1/1 000 go < 1/100);
nooauHoki (Big = 1/10 000 o < 1/1 000); pigkicHi (< 1/10 000); yacToTa HeBifioma (HEMOX/IMBO BU3HAUYUTM Ha OCHOBI HasBHMX AaHUX). Y KOXHIl rpyni 3a
4aCTOTOH BUHWUKHEHHA NOGIYHI peakLii NnpeacTasneHi B NOPAAKY 3HMKEHHS TXHbOI CEPAO3HOCTI.

Mo6iYHI peakuil, WO BUHUKAKOTb Y NaLieHTIB i3 LUM30(PEHIED

Cucte-mu opraHis  [ly>ke yacTi YacTi Hevacri [MooANHOKI UacToTa
He-BiZoma
Kpos Ta nimgarnyHa AHeMIs HeiiTponeHis
cuctema Eo3uHoinis
IMyHHa cuctema MigsnweHa
UYyT/INBICTb

EHA0K-pUHHACKC-TEMY SHMKEHHS MinoTnpeos

pi-BHSA

TUPEOT-POMHOIo

rop-mMOHYB KPOBI




OOMiH peyoBUMH T4
Xap4yyBaHHA

36i/bLLUEHHA Macy Tina
BHWKEHHA aneTuTy
[MigBULLEHHS aneTuTy
Nucninigemis

AHOPMaNbHNIA
piBEHb  HATpil0 B
KpoBI

MigBuLLEeHNn piBeHY
I/IFOKO-3VB KPOBI

LlykpoBuii
ni-abet

Mcuxika

Posnaam cHy 1
TPUBOXHICTb

CyiumpanbHa
noBefiHKa
Nenipin

[lenpecis
SHKEHE

ni6i-no
MigBuLLeHe nibigo
EpekTunbHa
ANCHYHKL IS

HepBo-BacucTema

AKaTI3iN2
MapKiHCo-Hi3W

CeaTVBHWI edheKT
3anamopo-YeHHs
AucToHis4

IHWi  exkcTpa-nipamigH
Ta PyXOBi

po3na-aw

Cyno-mu/
KoHBy/bCIT
AMHe3is
Adasis

3arasibMoBa-HICTb
[n3ecTesis
CKiHe3in6
i3HsA

NMCKi-He3is

3nosaKiCHWIA
Henpo-nenTUYHNA
CUHAPOM

OpraHu 3opy

Po3muTwia 3ip

doT0h0bis
KaTapakTa

MofpasHeHHs oka
MigsunLLEHWIA
BHYTPILLUHLOO-YHNIA
TUCK

[MopyLUeHHs
akomogav,ii
BHWKEHHA TO-CTPOTH
30Py

OpraHu cnyxy Ta
piB-HOBarun

Bepturo

Cepue

Taxiaput™mis

[MopyLUeHHS
cepuesol
Mpo-BifHOCTI

BpagiapuTmis




[o0BXeHHSA
iHTepBasly QT  Ha
ENIEKTPOKa-pAaiorpami
MaTonoriyHmin
BybeLb T Ha)
ENIEKTPOKap-Aiorpami

CyanHn ApTepianibHa ApTepiasibHa
rinepTeHsis rinoTeHsis
OpraHu ANXaHHS, ["'MKaBKa
rpygHoi
KNi-TKUTa
cepe-A0CTiHHS
LLINyH-KOBO-KULLIKOBUH Hypota ["acTpoeso-thareanbHlncharis
TpaKT 3akpen petoKCHa XBopoba
bnroBaHHA
MeyiHka T4 MigsuweHnin piseHb  [TTiABULLEHWIA piBEHb TOKCUYHIA
PKOBYOBU-BIAHI neyiH-KoBMXpepMe-HTiBbINipy-6iHYB KPOBI renatut
LLUIA-XU
LLkipa Ta nigLWwkip-Hi CBepbix
TKaHVHU Bucun
OnopHO-PyX0BUIA MigBuLLEHNIA  piBeHb Pabgomionis
anapar Ta CMosy4YHa Kpea-TUHIH(OoChOo-KiHa3n
TKaHVHa B KPOBI
Hupku Ta [113ypis
CeYOBU-BiAHILLNA-XM [Mo-nakiypis
BariTHiCTb, HeoHaTanb-HuiA
nicnsnonoro-Bui AOCTUHE-HTHUI
nepiog T4 CUHA-poM  (4vB.

I'IepVIHaTafIb-HiCTaHVI

po34in
«3a-CTOCYBaHHA |
nepiog,
BariT-HOCTiabo




ro-gyBaHHA
rpy-Aato»).

Y CKNagHeHHA BToma Cnpara
3ara/lbHOro XapakTepy

1posnaau cHy: 6e3COHHS, aHOMaTbHI CHU, KOLLMApy, PO3Naay LMPKAAHOrO PUTMY CHY, AMCCOMHisi, FiNepCcOMHisi, MOPYLUEHHS 3aCUHaHHS, MOPYLUEHHS Y CEPeAMHI CHY, HiuHi
Kaxu, po3naau CHy, COMHam0yni3M, NOPYLLUEHHS NPOGY IKEHHS.

2AKaTW3is: aKaTK3is, MCUXOMOTOPHA MMNepPakTUBHICTb, 30YI>KEHHS.

3I‘Iap|<iHCOHi3|v|: aKiHesisi, bpagunKiHesis, bpagudpeHisa, cMMNTOM 3y64aToro Koneca, ekcTpanipamifHi po3naau, NopyLIeHHs X04u, FinoKiHesis, CKyTICTb B cyrnobax, Tpemop,
MackonogibHe 06114Ys, M’ 130Ba pUrigHICTb, CKENETHO-M’ 130Ba CKYTICTb, PUTiAHICTE MOTUMYHKUX M’ 43iB, NAPKiHCOHI3M

4,C|,VICT0HiﬂZ 6neapocnasm, ANCTOHIS, M'130B€ HaMPY>XEHHS, OPOMaHANOYNSPHA AUCTOHIS, KPUBOLLINS, TPU3M.

SIHLwi eKcTpanipamigHi Ta pyxoBi po3fagun: NOPYLUEHHS piBHOBarn, 6pyKCU3M, CMHOTeYa, AM3apTpis, NOPYLUEHHS XOAM, aHOMaNbHWUIA rnabenspHuin pedinekc, rinopedgnekcis,
po3nagun pyxiB, CUHAPOM HECMOKIHWX Hir, rinepcanisavis, NOPyLUEHHS PyXiB A3MKa.

6,£||I/ICKiHe3iF|Z XOpeoaTeTo3, AUCKIHE3is, rpuMacy, cnasm nornsgy, npoTpysis A3nka.

Onuc gesiknx nNobdivYHMX peakdLiii

MMOMYTHIHHSA KpULITanMKa/ KaTapakTa

P0O3BUTOK KaTapakTu CrnocTepirasca nif vyac AOKMIHIYHUX JOCNifXKeHb KapunpasnHy. Tomy 3a (POpMyBaHHAM KaTapakTu criocTepiraiv 3a 4OrnoMOror ornsgis i3
LWIZIMHHOK NaMroo, a MauieHTU, AKi BXe Many KaTapakTy, 6ynmn BUK/IKUeHI 3 JOCNiMKeHHA. Tig yac KNiHIYHOT nporpaMu LOCAIMKEHHA AT KapunpasuHy y
nawieHTIB 3 LWN30(peHie0 NOBILOMIANOCA NPO KiflbKa BUMAAKIB KaTapakTy, L0 XapakTepu3yBaiacs He3HaYHUM NOMYTHIHHAM KpULITanvka 6e3 nopyLueHHs 30py
(13/3192; 0,4 %). Oeaki 3 uMx NauieHTIB Man YNHHUKKA PU3NKY. HaliyacTille nosifoMasnocs npo Takuid NobiuHMIA edeKT 3 BOKY opraHiB 30pYy, SIK HEYITKICTb
3opy (nnayebo: 1/683, 0,1 %; kapunpasuH: 22/2048, 1,1 %).

EkcTpanipamigHi cumnTomu (EMNC)

Y KOPOTKOTPUBA/IMX AOCNIIKEHHAX YacTOTa BUHUKHEHHA ETMNC ctaHoBuna 27 %, 11,5 %, 30,7 % T1a 15,1 % navieHTiB, AKi NiKyBaMca BiANOBIAHO KapunpasuHoOM,
nnaue6o, pucnepuaoHoM Ta apuninpasonomM. Akatusisa cnoctepiranaca B 13,6 %, 5,1 %, 9,3 % Ta 9,9 % nauieHTiB, AKi NiKyBasMCcs BiAMNOBIAHO KapuUnpasvHOM,
nnaue6o, pucrnepugoHom Ta apuninpasonom. [lMapkiHcoHI3M cnocTepirasca B 13,6 %, 5,7 %, 22,1% Ta 5,3% nauieHTiB, SKi NiKyBaiuca BiAnoBiAHO
KapvnpasvHom, nnaue6o, pucnepngoHoM Ta apuninpasosniom. AuctoHito cnoctepirann B 1,8 %, 0,2 %, 3,6 % Ta 0,7 % nauieHTIB, AKi NiKyBaamcs BIAMOBIAHO
KapunpasuHom, nnauebo, pucnepugoHoM Ta apuninpasosiom.

Y nnaueboKOHTPOMbOBaHI YaCTUHI AOCMIMKEHHS AOBroTpMBanoi NIATPUMKN edekTy yactoTta EMNC ctaHoBuna 13,7 % y rpyni, Ska npuimana KapunpasuH, y
nopiBHAHHI 3 3,0 % y rpyni, Aka oTpumyBasia nnaue6o. AkaTusia crnioctepiranacs B 3,9 % nauieHTis, AKi iKyBaanca KapunpasuHom, npotu 2,0 % B rpyni, fka
npuinmana nnaue6o. MapkiHcoHi3M cnocTepirascs B 7,8 % Ta 1,0 %y rpynax, Lo BiAMOBIAHO NpUiAMani KapunpasuH Ta nnauebo.

Y pocnipkeHHi HeraTuBHUX cumnToMiB npo EMC nosigomnsnocs B 14,3% y rpyni, Wo npuiimMana KapunpasvH, Ta B 11,7% Yy rpyni, Wo nikyBanacs
pucnepugoHom. Akatusia cnoctepiranacad B 10,0 % navieHTiB, AKi NikyBamMca KapunpasuHoM, Ta B 5,2 % y rpyni, Wo npuiiMana pucnepugoH. MapKiHCOHI3M
cnocTepirascd B 5,2% Ta 7,4 % Yy rpynax, WO BiAnNoBiAHO NpuiiManu KapunpasuH Ta pucnepuaoH. binbwicts Bunagkis EMC 6ynmn nerkoro Yn cepeaHbLoro
CTYMeHs TSHKKOCTI Ta KOHTPO/IOBA/INCA 3BMYANHUMUK NiKapCbKMMK 3acobamun i nikyBaHHA EMC. PiBeHb MpUNUHEHHA NiKyBaHHA 4vepe3 Bunagku ENMC, wo
noB’ a3aHi 3 MNMJ1P, 6yB HN3bKUM.

BeHo3Ha Tpomboembonisi (BTE)




Bunagkn BeHO3HOT Tpomb60oem60nii, BK/IKOYHO 3 BUNagKamu fiereHeBoi eM6osii Ta TpoM60o3y rMOOKMX BeH, CrocTepiranmca npyu npuisoMi aHTUNCUXOTUKIB.
YacToTa HeBigoma.

[MiABULLEHWIA piBEHb NEYIHKOBMX TpaHcamiHas

Mpn  NiKyBaHHI  AHTUMCUMXOTMKAMM 4acTO  CMOCTepiraeTbCA  MiABULLEHHA  PIBHA  MNe4YiHKOBMX TpaHcamiHaz  (anaHiHamiHOTpaHctepasn  (AJIT),
acnapraramiHoTpaHcgepasn (ACT)). Y KAIHIYHUX JOCILKeHHAX KapunpasuHy nigsuileHHs pisHa AJTT, ACT BuHuMkano B 2,2 %, 1,6 % ta 0,4 % nauieHTiB, AKi
BIZNOBIAHO NiKYBa/INCA Kapunpas“HOM, pUCnepuioHoM Ta nnaue6o. XKogeH 3 nauieHTiB, AKi NIKYBaINCA KapunpasnHOM, He MaB YXOAHUX YPaXKeHb MeYiHKu.

3MiHu Baru

Y KOPOTKOTPUBA/INX AOCMIKEHHAX BigMivanocs Tpoxu GifbLue 3a cepefHe 36i/bLUEHHS Baru B rpyni, WO NiKyBanacs KapunpasnmHOM, Y MOPIBHSHHI i3 rpynoto, Lo
npuiiMana nnaye6o: 1 kr 1a 0,3 Kr BigNoBiAHO. Y A0BroTpMBaINX AOCMIMKEHHSAX NIATPMMaHHS eEKTY He CNOCTepiranocs KAiHIYHO 3Ha4yLLOT Pi3HMLi B 3MiHi
macu Tina Bif BMXIAHOro piBHSA 40 KiHUS NikyBaHHA (1,1 Kr npw 3acTocyBaHHI KapunpasumHy Ta 0,9 Kr — nnaye6o). Ha BigkpuTin cTtagii  gocnigkeHHs
npoTtarom 20 TWXHIB NliKyBaHHA KapunpasnHoM Y 9,0 % nauieHTiB pO3BMHYN0CA MOTEHUIAHO KiHIYHO 3HauvyLe (MK3) 36ibLueHHA MacK Tina (BU3HAYaeTbCs AK
36iNbLUEHHA Ha = 7 %), a Nig Yac NoABIMHOT cninoi cTagii yepes 20 TMXKHIB Micns BIAKPUTOro NiKyBaHHS KapunpasuHom MK3 36insweHHs macu Mann 9,8 %
navuieHTiB, SKi MPOAOBXYBaN NMiKyBaHHA KapunpasmHoM, NpoTn 7,1 % nauieHTis, AKi 6ynun paHAOMi30BaHi Ans nNpuinoMy nnaue6o. Y A0CNiIKEHHI HeraTUBHUX
CUMMTOMIB CepefiHa 3MiHa Macu Tifa ctaHosuna —0,3 Kr y rpyni npuioMy KapunpasuHy Ta +0,6 Kr y rpyni npuiioMmy pucrnepugoHy, a MNK3 36inbLUeHHs Baru
crnocTepiranocs y 6 % nauieHTiB 3 rpynu, Wo NpuiiMani KapunpasuH, Ta'y 7,4 % nauieHTiB, SKi NiKyBanncs pucnepuaoHoMm.

MoaoB>KeHHsA iHTepBany QT

Y KNiHIYHOMY [JOCNi[PKEHHI ANA OLiHKW MOAOBXeHHS iHTepany QT npu npuiioMi KapunpasuHy He 6yn10 NMOMIYEHO XKOAHOrO MOAOBXEHHS iHTepBany QT y
MOPiBHAHHI 3 Mnaue6o (auB. po3gin «dapmMakoAnMHamiKa»). B iHWKNX KAIHIYHUX JOCNIMKEHHAX MOBIAOMNANOCL fiMLIE MPO AeKifbKa BUMNaAKiB He3HaYHOro
NOJOBXeHHS iHTepBany QT npu npuitomi kapunpasuHy. MMig Yac AOBroTpmBaioro BigKpUTOro nepiogy nikyeBaHHs 3 nauieHTn (0,4 %) many CKOpUroBaHWin 3a
(hopmynoto basetTa iHTepBan QT > 500 Mc, a 0AMH i3 HUX MaB iHTepBan QT 3 KopuryBaHHAM @pugepuuis > 500 mc. MogosXeHHs Ha > 60 MC CKOPUroBaHoro 3a
topmynoto basetTa iHTepBany QT Big BUXIAHOrO piBHA crnocTepiranocs y 7 nauieHTis (1 %), a y 2 nauieHTiB (0,3 %) — 3 KopurysaHHsaM Ppugepuuia. Y
[OBroTpMBa/iOMy LOCNIMKEeHHI ANS NIATPUMAHHSA e(ieKTy Mif Yac BIAKPUTOI CTaAil NOAOBXEHHSA CKOPUroBaHoro 3a hopmMysioto basetta iHTepsany QT Ha > 60 mc
Bifl BMXiAHOro piBHA crocTepiranoca y 12 nauieHTiB (1,6 %), a iHTepBany QT 3 KopuryBaHHsM ®Ppugepuuis — y 4 nauieHTis (0,5 %). Mig yac noaginHoro
cninoro nepiofy NikyBaHHA NMOAOBXEHHA CKOPMUIoBaHOro 3a opmynoto basetta iHTepBany QT Ha > 60 Mc Bif BUXIAHOrO PiBHSA cnoctepiranoca y 3 nauieHTis
(3,1 %), AKi nikyBanmMca kapunpasmHoMm, Ta 'y 2 nauieHTis (2 %), ki npuiimany nnaweoo.

[MoBigOMNEHHS NPO NifO3PKOBaHI NOBIYHI peakLil

MoBifOMMIEHHA NPO Mifo3ptoBaHi MOGIYHI peakuil micna peecTpayii npenapaty € AyXxe BaXamBumu. Lle [03BONSE MOCTIMHO KOHTPOMHOBATW CMiBBiJHOLLEHHS
KOPUCTL/PU3NK MPY 3aCTOCYBaHHI /TIKapPCbKOro 3acoby. MeanyHMX npayiBHUKIB NPOCATL MOBIAOMIATY NPO OyAb-AKi Nif03proBaHi NobIYHI peakLii 3a LOMOMOro
HaLiOHa/IbHOT CUCTEMM (papMaKoHar sy .

TepMiH NpUAaTHOCTI.
5 pokis.

YMoBW 36epiraHHs.

36epirati B OpuriHa/bHii ynakoBLi 415 3aXUCTY Bif, BNANBY CBITNA.
NikapcbKuid 3aci6 He BUMarae crneljia/lbHUX TemnepaTypHUX YMOB 36epiraHHs.
36epiratv B HeAOCTYMHOMY ANs AiTel MicLi.



YnakoBkKa.
Mo 1,5 mr abo no 3 Mr: no 7 karicyny 6nictepi; no 1 a6o 4 65icTepn B KAPTOHHIN yNakoBL,.
Mo 4,5 mr abo no 6 Mr: no 7 kancyny énictepi; nNo 4 6nicTepy B KAPTOHHII YNaKoBL.

KaTeropis Bignycky.
3a peuenTom.

BupobHuK.
BAT «["efieoH PixTep», YropwuHa.

Micue3HaxomkeHHS BUPOOHMKaA Ta afpeca MicLs NPOBafXKeEHHS MOro AisiNIbHOCTI.
H-1103, byganewT, Byn. empel, 19-21, YropwmHa.



