IHCTPYKIIA
AJIS1 MEUYHOI'0 32CTOCYBAHHS JIIKAPCHKOIo 3ac00y

PEATLIA
(REAGILA®)

Cknao:

Kancymu tBepai mo 1,5 mMr

Hitoua peuosuna: KapunpasuH;

1 karcyna MicTUTh Kapunpasuny 1,5 mr (y BUIIISII Kapunpasuny rigpoxiaopuay 1,635 mr).

Honomisxcni peuosunu: KpoXMallb KyKypyI3ssHUH MpeKeTaTHHI30BaHUNA, MarHito cTeapar.

Kancynu meepoi: tutany niokcun, E 171; xenatud; 4OpHUIO YOPHOTO KOJIBOPY IS APYKY: 3ajliza
okcun yopHui, E 172; menak; eraHo; Bo/Ia; MPOMUICHTIIIKOJIb; 130MIPOTIaHOJT; OyTaHOJ; aMiaK BOIHUIA;
KaJIIo0 T1IPOKCHU]I.

Kancynu TBepai mo 3 mr

Hiroua pevosuna: xapunpasuH;

1 xancyna MICTUTh Kapunpa3uHy 3 Mr (y BUTJISI1 KapulipasuHy rigpoxnopuay 3,270 mr).

JlonomisxxcHi pewosunu: KpoxXmManb KYKYpYI3SHHN MpeKeTaTHHI30BaHU, MarHito creapar.

Kancynu meepoi: turany nioxcun, E 171; xxenatun; cnemiansauit uepBonuit AC, E 129; niamantoBumii
cunid FCF, E 133; 3amiza okcup sxoBTHiA, E 172; 4opHIIIO 9OPHOTO KOJBOPY JUTS APYKY: 3ajli3a OKCHIT
yopuwuid, E 172; menak; eTaHos; BoJa; MPOIUIEHTIIIKOJIb; 130TPOIaHo; OyTaHOJI; aMiaK BOJHU; KaJito
T1IPOKCH/I.

Kancynu TBepai no 4,5 mr

Hitoua peuosuna: Kapunpasus,
1 xamcyna MIiCTUTh Kapunpasuny 4,5 mr (y BUTIISAII KapuIipasuHy Tiapoxiaopuny 4,905 mr).

Honomisncni peuosunu: KpoXMallb KyYKypYyI3sHUI MPEKETaTUHI30BAHUN, MarHIIO CTeapar.

Kancynu meepoi: turany niokcun, E 171; xxenarun; cnemianbanii uepBonuit AC, E 129; niamantoBuii
cunii FCF, E 133; 3amiza oxcun >xoBtuif, E 172; 4opHMIO OLI0OTO KOJBOPY ISl APYKY: TIa3yph
(dapmarnieBTHYHA (IIEJIAKy PO3YMH B €TaHOJ1); TUTaHY Aiokcun, E 171; i3onpomanon; OyTaHoJI, amiak

BOJIHUI; TIPOITICHTIIIKOJIb; CAMETHUKOH.

Kancynu TBepai mo 6 mMr

Hiroua pevosuna: xapunpasus;

1 xarncyna MIiCTUTh KapunpasuHy 6 Mr (y BUTJISII KapuIpa3uHy rigpoxiopuay 6,540 mr).

Jlonomigicni peuogunu.: KpOXMallb KYKYPYI3STHHUH MPEXkKeIaTHHI30BAaHUH, MarHiro creapar.

Kancynu meepoi: Turany giokcun, E 171; xenarun; cneniansauit uepsonuii AC, E 129; niamantoBuit
cuniii FCF, E 133; yopHuio 4opHOro Koabopy Ajis APYKy: 3aii3a okcua 4opHuii, E 172; menak;
€TaHOJI; BOJIa; MPOMUIECHTIIIKOJIb; 1301ponaHoi; OyTaHO; aMiak BOJHUMN; KaIil0 TIAPOKCHUIL.

Jlikapcbka dopma. Kancynu tBepi.

OcnosHi (hi3uKo-XiMiuHi 61aCMUBOCMI.

Kancyau 1,5 me. TBepai »enaTHHOBI Karcynu, po3mip Ne 4. Kpumieuka kancynu — 6ija Henmpo3opa,
Kopryc Karcynu — Outuil Hemposopuil. Ha xopnyc kancynu HaneceHo Hamuc «GR 1.5» dopHum
KOJIbOPOM. BMICT Karcyn — nmoporok 6i10ro abo >K0BTYBaToO-0110T0 KOJIBODY.

Kancyau 3 me. TBepai xenaTHHOBI Karcyiu, po3Mip Ne 4. Kpurreuka kancyian — 3e1eHa HElpo3opa,
KopIyc Kamncyiaun — Outuii Hemposopuil. Ha kopmyc kamncynu HaneceHo Hamuc «GR 3» dopHum
KOJIbOpOM. BMICT Karcyn — moporiok 6i10ro abo >KOBTYBaTo-0110T0 KOJIBODY.

Kancynu 4,5 me. TBeppai xxenatuHoBi karcynu, po3mip Ne 4. Kpuireuka karncyian — 3eJieHa Helpo3opa,
KOpIIyC Karcyiaun — 3eleHui Hempo3opuil. Ha kopmyc kamcynu HaneceHo Hamuc «GR 4.5» Gimum
KOJIOPOM. BMICT Karcyn — mopoIiok 6i10ro abo >KOBTYBaTo-0110T0 KOJIBODY.



Kancyau 6 me. Tsepai xematunoBi Kamcynu, posmip Ne 3. Kpumeuka kancymu — ¢iojeroBa
HEMpo30opa, KOpIyc Karcynu — Oinmui Hempo3opuil. Ha xopryc karncynu HaneceHo Hamuc «GR 6»
YOPHUM KOJILOPOM. BMicT Karcyn — mopomiok 0110ro abo ®KOBTYBaTO-0LIOTO KOIBOPY.

®apmakoTepaneBTH4YHA rpyna. [Icuxonentuyni 3acobw, iHI1 AaHTUTICUXOTUYHI 3aCO0H.
Kox ATX NO5SA X15.

Dapmakonoziuni eracmueocmi

Dapmaroouramixa.

MexaHi3M Jtii

MexaHi3m [ii KapumnpasuHy e He MOBHICTIO Bigomui. [IpoTe TepaneBTHUYHMII €QEeKT KapHIIpazuHy
MOXKE OTIOCEPEIKOBYBATHCS dYepe3 KOMOIHaIilo aii JacTkoBoro arowicra Ha Ds-; D2-modaminosi
(3Hauenns Ki simnmosimHo B mexax 0,085-0,3 'M mpotu 0,49-0,71 HM) ta 5-HT1a-cepoTOHIHOBI
penieniropu (3HaueHHs Ki B Mexax 1,4—2,6 HM) 1 nii antaronicta Ha 5-HT2s-, 5-HT2a-cepoToninoBI T
Hi-ricraminoBi penentopu (3HauenHs Ki BigmosigHo B mexax 0,58-1,1 uM, 18,8 uM Ta 23,3 aM).
Kapunpasun mae HU3bKy aQiHHICTD 1070 5-HT2c-cepOTOHIHOBUX Ta 01-aApEHOPELENTOPIB (3HAUEHHS
Ki BignosinHo 134 HM Ta 155 HM). Kapumnpasun He Mae 3Ha4HOI apiHHOCTI IIOJO XOJIHEPTIYHHUX
myckapuHOBUX penentopiB (ICso > 1000 HM). /[Ba OCHOBHHMX aKTHBHHUX META0OJITH — JE3METHII-
KapuIpasuH Ta AUJe3METHI-KapulpasduH — 3B’S3YIOThCS 3 pelenTopaMd Ta MarmTbh Hpodiib
(GYHKITIOHATBHOT aKTHBHOCTI IN VItro, aHamoriyHuil BUXIIHOMY TIpenapary.

dapmakonuHaMIYH1 eeKTH

JIOKTiHIYHI TOCTIPKEHHS IN VIVO MOKa3yroTh, 110 KapUIpa3uH 3B’SA3yeThes 3 Da-perentopaMmu Takor
&K MIpoto, 0 i 13 D2-penientopamu y GpapMakosIorivHo eQpeKTUBHUX J103ax. BusBisnocs 3anexHe Bil
no3u 3B’s3yBaHHS 3 Dsz- Ta D2-modaminoBuMHu perientopamMu TOJOBHOTO MO3KY (3 IMEpeBaXXHUM
3B’SI3YBaHHSIM B JIUBSTHKAX 3 MJABUINEHUM CHHTE30M D3) y maIieHTiB 3 mu3o]peHiero, aKi mpuitMaiu
TepaneBTUYHI 031 KapuIIpa3uHy IpoTsrom 15 aHiB.

Brume xapumnpasuny Ha iHTepBanm QT OyB oOIiHeHW Yy TmamieHTiB 13 mu3odpeHielo abo
mu30apeKTUBHUM po37a70M. Pe3ynbpTaTu XontepiBcbkoro MoHitopyBanHs EKIDT Oymmu 3i0pani y
129 marieHTiB pOTATOM 12-TOAMHHOTO TMEpioay Ha BUXITHOMY PIBHI Ta y PIBHOBAXHOMY CTaHL Y
pazi BUKOPHCTaHHS CyOTepaneBTHYHHX 103 (9 mMr/moba a6o 18 mr/mobGa) He Oynao BiAMIYEHO
nojoBxeHHs iHTepBany QT. V »koaHOTO 3 Mali€HTIB, K1 JTIKYBaJIUCA KapUIIPa3uHOM, HE BiIMIYaIoCs
nonoxkeHHs iHTepBany QT > 60 mc Bim BUXIIHOTO PIBHS, 1 JKOJEH IAIIEHT HE MaB ITOJOBXEHHS
maTepBany QT > 500 Mc mig 9ac ToCTiKEHHS.

Kniniyna eeKkTUBHICTD

Egexmusnicmv npu kopomxouacHomy 3acmocysanti

EdexTuBHICT, KapumipasuHy B JIKyBaHHI TOCTpoi mu3odpeHii Oyjla BHBYEHA B TPhOX Oarato
LIEHTPOBUX MDKHApOJHHUX  pPAHJIOMI3OBaHMX  IMOJBIHHUX  CIINMHX  IUIAlEOOKOHTPOIHOBAHHUX
6-THXKHEBUX AOCTIKEHHSX, B KUX Opanu y4dacth 1 754 mauienTtu BikoMm Bin 18 mo 60 poki. Y Bcix
JOCTIIKEHHAX TOCTPOoi mu30(peHii IEpBUHHOIO KIHIIEBOIO TOYKOIO Oysa 3MiHa 3 BUXIIHOTO PIBHA 10
6 TWXKHS 3a 3araJlbHUMU TOKa3HWKAMM IIKaIH OI[IHKM MO3UTHUBHUX Ta HETaTUBHUX CHUMIITOMIB
(PANSS), a BTOpMHHOIO KIHIIEBOIO TOYKOIO — 3MiHA BiJl BUXITHOT'O PIiBHS 10 6 THOKHS 32 MOKa3HUKaAMHU
IIKAIM 3arajbHOTO KJIIHIYHOTO BpPaXXEHHS MPO THKKICTH 3axBoproBaHHS (CGI-S). YV MibkHapoaHomy
I1ale00KOHTPOJIBLOBAHOMY JOCHIKEHHI, B SKOMY Ui YYTJIMBOCTI aHalli3y BUKOPUCTOBYBAIUCS
¢ikcoBani no3u 1,5 mr, 3,0 Mr Ta 4,5 Mr kapunpazuny i 4,0 M pucnepusoHy, BCl 031 KapUIIpa3HUHy
Ta aKTHUBHUM KOHTPOJIb TOKa3alld CTATUCTHYHO JOCTOBIpPHE MOKpAIIEHHS SIK TMEPBHHHOI, TaK 1
BTOPUHHOI KIHLIEBUX TOYOK Yy MOPIBHAHHI 3 Ijane6o. Y MDKHApOJAHOMY IUIale00KOHTPOJIHOBAHOMY
JOCII/DKEHHI, B IKOMY JJIsl YyTJIMBOCTI aHalli3y BUKOPUCTOBYBanucs (ikcoBai 103u 3,0 mr ta 6,0 mr
kapunpasuHy 1 10 mMr apuminpasony, sSK 03U KapUIpa3uHy, TaKk 1 aKTUBHHM KOHTPOJIb MOKa3aJn
CTaTUCTHYHO JIOCTOBIpHE TMOKpAIleHHs MEepBUHHOI 1 BTOPMHHOI KIHIEBUX TOYOK y TMOPIBHSAHHI 3
wiane6o. Y TpeTboMy MDKHApOJHOMY IUIAlleOOKOHTPOJIBOBAHOMY MOCTILKEHHI, B SKOMY JJIs
YYTJIMBOCTI aHali3y BHUKOpPUCTOBYBaiMcsa (ikcoBani/anantoBani ao3u 3,0-6,0mr ta 6,0-9,0 mr
KapumnpasuHy, OOWIBI TPYyMH KapUIpa3WHy MOKa3adl CTAaTHCTUYHO JOCTOBIPHE TMOKPAIICHHS SK
NEPBUHHOI, TaK 1 BTOPMHHOI KIHIIEBUX TOYOK y NOPIBHSAHHI 3 MJaneoo.




PesynpraT BU3HAUYEHHS MEPBHHHOI KIHIIEBOI TOYKM €(QEKTHBHOCTI HaBeleHI B Tabmuii 1 Huxue.
Pesynbpratu Bu3HaueHHs BTOpWHHOI KiHIeBOI Touku edekruBHOCTI (CGI) Ta momaTKOBUX KIHIIEBHX
TOYOK MiATBEP/KYBAIH MIEPBUHHY KiHLIEBY TOUKY.

Tabmumg 1. 3MiHM Bil BUXIOHOTO piBHS A0 6 TIKHS 3a 3aradpHUM MokasHukoM PANSS vy
JOCII/DKEHHSIX 3arocTpeHHs mu3odpenii — rpyma ITT.
Buxionuii 3mina Pisnuys 6 nikysanui 6|P-3nauenus
\pigenb Cepeone NOpIGHAKHI 3  naayebo
Cepeone snauennsi  LS|(95 % A1)
snavenna  =|(CII)
CB

3aranbunii nokasauk PANSS (MMRM)

Jocaimxennss RGH-MD-16 (n = 711)

ITname6o 97,3+9,22 |-13,29(1,82) |— —
Kapunpasus 1,5 mr/no6a 97,1 £9,13  |-21,27 (1,77)  |-7,97 (-12,94, -3,01)  |0,0017
Kapumnpasun 3 mr/no6a 97,2+ 8,66 |-21,45(1,74) |-8,16 (-13,09,-3,22) |0,0013
Kapunpasun 4,5 mr/o6a 96,7 £9,01  |-23,77 (1,74)  |-10,48 (-15,41, -5,55) |< 0,0001
Pucnepuon 4 mr/moba 98,1+£9,50 |-29,27 (1,74) |-15,98 (-20,91,-11,04) |< 0,0001*
Hocaimxennss RGH-MD-04 (n = 604)

ITnaune6o 96,5+9,1 -14,3 (1,5) — —
Kapumnpasuu 3 mr/noba 96,1 + 8,7 -20,2 (1,5) -6,0 (-10,1,-1,9) 0,0044
Kapunpasun 6 mr/moba (95,7 £ 9,4 -23,0 (1,5) -8,8 (12,9, -4,7) <0,0001
Apwurminpason 10 mr/moba (95,6 £ 9,0 -21,2 (1,4) -7,0 (-11,0,-2,9) 0,0008*
Hocaimxenass RGH-MD-05 (n = 439)

I[Tnare60 96,6 + 9,3 -16,0 (1,6) — —
Kapunpasun 3-6 mr/mob6a (96,3 £ 9,3 -22,8 (1,6) 6,8 (-11,3,-2,4) 0,0029
Kapumnpasun 6-9 mr/nmoba [96,3 + 9,0 -25,9 (1,7) -9,9 (14,5, -5,3) <0,0001

Al = noBipumii intepBanm; [TT= anamiz 3a mpu3HadeHWM IIKyBaHHSM; cepedHe 3HadeHHS LS = cepemne
HaliMeHIX KBaapaTiB; PANSS = mkana ormiHku MO3UTHUBHUX Ta HeratwmBHUX cuHapomiB; CII = crammaptHa
noxubka; CB = crammaptHe BimxmieHHs; MMRM = wmozens 3mimanux e(ekTiB sl 0aratopa3oBHX
BUMIPIOBaHb.

*Y mopiBHSHHI 3 TIIa1e00.

Edhexmuenicmo npu doszompusanomy 3acmocy8anHi

EdextuBHicTh KapunpasuHy il IATPUMAaHHS aHTHIICUXOTHYHOTO eQeKTy IOoCiipKyBajacs Yy
JOBTOTPUBAJIOMY KJITIHIYHOMY JOCHIKEHHI 3 MOXIJIMBICTIO paHAOMI30BaHOI BiAMIHU. 3arajiom
751 mamieHT 13 TOCTPUMH CHUMIOTOMaMu IH30(peHii OTpUMyBaB KapumpasuH y 1031 3-9 mr/moba
BrpoAoBk 20 TIKHIB, 3 SKUX 337 OTpUMaIM KapuIlpa3vH B Jiana3oHi 103 Bix 3 mo 6 mr/mo6a. Hanami
cTabu1i30BaHl MalieHTH OynM pPaHIOMI30BaHI MOJBIMHMM CIIOMM METOAOM Uil OTPUMAaHHS
(bikcoBaHUX 103 KapumpasuHy Bix 3 1o 6 mr (n = 51) abo mmanebo (n = 51) mpoTsaroM 72 THXKHIB.
IlepBUHHUM pe3yabTaTOM JOCITIIPKEHHS OyB Yac 10 PO3BUTKY pEUUIMBY. Y KIHII JOCIIIPKEHHS
49,0 % mnauieHTiB, AKi oTpUMYyBanu miaanebo, npotu 21,6 % naiieHTiB, SKi OTPUMYBAJIU KapUIpPa3HH,
MaJld peluauB cUMOTOMIB mn3odpenii. OTxe, yac 10 po3BUTKY peuuauBy (92 npotu 326 nHIB Ha
OCHOBI 25-T0 MepLEeHTWII0) OyB 3HAYHO JOBIIMM Y TPYIH, sSKa NpuiiMasia KapuipasuH, HOK Y TPYNH,
o oTpumyBana riamnebo (p = 0,009).

E¢hexmuenicmo npu nepegasrcno ne2amunux cCUMRMOMAx wu3oppenii

EdexTuBHICTP KapumpasuHy B JIIKyBaHHI NEPEBAXHO HETaTUBHUX CHMIITOMIB IIH30(peHii
JOCIIDKYBasIacsi B 26-TH>KHEBOMY 0araTolieHTpOBOMY Hoz[BiITIHOMy CIIIMOMY KJIIHIYHOMY JOCIiIKEHH1
3 aKTUBHUM KoHTposieM. Kapurpasun (miana3on 103 3—4 mr, 1iisoBa 103a 4,5 Mr) JOCTIPKyBaBcs y
MOPIBHSAHHI 3 pHCIEPUIOHOM (Aiama3oH 103 3-6 Mmr, nuiboBa Jjo3a 4 Mr) y TMaIi€eHTIB 13



MEePCUCTYBAIBHUMH TIEPEBAKHO HETAaTUBHUMHU CHMIITOMamH mu3odpenii (n = 461). 86 % mnarieHris
Oynu BikoM 110 55 pokiB, 54 % 3 HUX Oy/IH YOJIOBIKAMH.

[lepcuctyBasibHI TIEpEBaYKHO HETaTWBHI CUMIITOMH OYJIM BHU3HAYCHI SIK CHMIITOMH, IO TPUBAIOTH HE
MeHIIIe 6 MICSIIB Ta XapaKTePU3yIOTHCS BUCOKHM PIBHEM HETaTUBHUX CHMIITOMIB 1 HU3BKUM pPIBHEM
MO3UTUBHUX cUMITOMIB [(Oam 3a mokasHukoM PANSS nns meratuBHuUX cumnTomiB > 24, Gan >4
monaliMentie B 2 13 3 nmoka3uukiB PANSS (N1: crutomenns emortiif, N4: BiCYTHICTh MOTHBAII Ta
N6: 6imHicTE MOBH) Ta 3Ha4eHHS mokasHuka PANSS mis mo3utuBHuX cumnToMiB < 19]. IlamienTtu i3
TAKUMU BTOPUHHUMH HEraTUBHUMH CHMITOMAMH, 5K JETIPECUBHI CHMIITOMH CEPEIHBOTO Ta TSKKOTO
CTYNEHS Ta KJIIHIYHO 3HAYYIINH MapKiHCcoH3M (ekcrpamipaminai cumntomu [EIIC]) Oynu BUKITIOUEHI.
SIK mamieHTH, MmO JIKYBaJIWCA KapUIIPasMHOM, TaK 1 MAIlieHTH, IO JnKyBaJmcs[ PUCTIEPHIOHOM,
MOKAa3aJId CTaTUCTUYHO JOCTOBIpHE IMOKPALICHHS B 3MiHAX BiJ BHXIJZHOTO pIBHSI [0 Tapamerpa
nepBUHHOT eekTHBHOCTI — Oan mokasnuka PANSS nns HeratuBuux cumnromiB (PANSS-FSNS)
(p< 0,001). TIpote, mounHarouu 3 14 TIOKHS, CTATUCTUYHO JOCTOBIpHA PI3HHMI CIIOCTEpiraisacs Ha
KOPHUCTh KapuiipazuHy mnopiBHsHO 3 pucnepugoHoM (p=0,002) (Tabmuus 2). Sk nDamieHTH, II0
JIKYBaJIMCA KapUIIPa3WHOM, TakK 1 Mall€HTH, 0 JIKYBaJIUCS PUCIEPUIOHOM, IMOKA3aJId CTaTUCTHYHO
JIOCTOBIPHE IMOKpAILlEHHS B 3MIHaX BiJ BUXIJHOTO PIBHS 1O HapaMeTpy BTOPUHHOI €(eKTUBHOCTI —
3arajJbHUN MOKAa3HUK 3a MIKAJIOK 0COOMCTICHOTO Ta comianibHOTrO (yHkiionyBanus (PSP) (p < 0,001).
[Ipore, mounHatoun 3 10 THXKHS, CTaTUCTUYHO JIOCTOBIPHA PI3HMIS CIHOCTepiransacs Ha KOPHUCTb
KapuIpa3uHy NOpIBHAHO 3 puctiepugoHoM (p = 0,001) (tabnuus 2).

Sx pi3HMII 32 MIKAIOK 3arajbHOTO KIIHIYHOTO BPa)XEHHS MPO TSHKKICTH 3axBoproBanHs (p = 0,005) Ta
3a mkanoto nokpameHHs (p < 0,001), Tak 1 yacrora Bianosiai 3a PANSS-FSNS (nokpamenns PANSS
FSNS > 30 % na 26 twxni; p = 0,003) migTBepauin BUCHOBKM CTOCOBHO IMapaMeTpiB MEPBUHHOI Ta
BTOPUHHO1 €(DEKTUBHOCTI.

Tabmuus 2. Ilincymok pesynbraTiB gocuimkenHs RGH-188-005

[Tapamerp epextuBnocTi | Kapunpasun | Pucniepunon | Po3paxynkosuii | 95 % P-3HAYCHHS
Cepenne Cepenne MOKa3HUK Al
3HAYEHHS 3HAYEHHS pI3HHII B
LS LS METOJJax
JIKYBaHHS
PANSS-ESNS - ma | o7 ¢ 27,5 : : :
BHUXIJTHOMY PiBHI
PANSS-FSNS Ha 26 185 196 i i i
THKHI
PANSS-FSNS 3minu | —8,9 ~7,4 15 -2.4; 0,002
BIJIHOCHO BUXITHUX -0,5
3HA4YEeHb JI0 26 THKHS
3araapuuii nokasHuk PSP | 48,8 48,2 - - -
Ha BUXITHOMY PiBHI
3aranpauii nokasHuk PSP | 64,0 59,7 - - -
Ha 26 THXKHI
Barampaui nokasuuk PSP | 14,3 9,7 4.6 2,7, < 0,001
BIJ 3MIHA BIITHOCHO 6,6
BUXIOHHUX 3HAYeHb 10 26
THKHS

Cepenne 3HaueHHs LS = cepenHe HallMeHIIMX KBaApAaTiB.

Ilediampuuna nonynayis

€Bporeiicbke areHTcTBO JiKkapchbkux 3aco0iB (European Medicines Agency) Bigkiaano HEOOXIAHICTH
MOJaHHA PEe3YNbTaTiB JOCHIHKEHHS 3acTOCYBaHHs Kapumpasuny aitsaMm. Illomo 3actocyBanHs
JKapChKOTO 3acO0y JITAM AUB. po3ALT «liTh .

Dapmaxoxinemuxa.



Kapumnpasun mae aBa papMakoIoTiyHO aKTUBHUX META0OJITH 3 MOJIOHOIO 10 KapUIIPa3HHY TIEI0 —
nesmetmwin-kapunpasud (DCAR) Tta munesmerwn-kapunpasud (DDCAR). 3aranbHa  eKCHO3HINS
kapunpasuny (cyma xkapumpasuny + DCAR ta DDCAR) pocsrae 50 % Big ekcroswiii B
PIBHOBOKHOMY CTaHi mpuOIM3HO 4epe3 | THKIEHb MICHs 3acCTOCyBaHHS J000BO1 o3, a 90 % Bix
PIBHOB&KHOTO CTaHy JOCSTA€ThCA uYepe3 3 TWwkHI. Y piBHOBaxkHOMY cTaHi ekcro3uiis DDCAR
npuOJIM3HO BABIYI UM BTPHUYI BHUIIA 3a EKCIO3MIlII0 KapurpasuHy, a ekcrosunis DCAR nopisHioe
ipuban3HO 30 % eKCo3uIIii KapunpasuHy.

BcMokTyBaHHs

AbcouoTHa 010JI0TIYHA TOCTYIHICTh KapuIlpa3suHy HeBinoma. Kapumpasun 1o0pe BCMOKTY€EThCS Micis
nepopaibHOro mpuiomy. Ilicnmst GaratoxpaTHUX 103 MaKCMMallbHa KOHIICHTpALis KapuIpasuHy Ta
HOr0 OCHOBHHMX aKTHBHHX METAOOJITIB y IUIa3Mi KpOBI 3a3BHYAil JIOCATAETHCS MNPHOIM3HO uepes3
3-8 roaMH micis 3aCTOCYBaHHSL.

[IpuitoM oaHiel 703U KapunpasuHy 1,5 Mr pa3oMm 3 MpoaAyKTaMH 3 BUCOKUM BMIcTOM xupy (Bix 900 no
1000 kanopiit) 3HauHO He BIJIMBAB Ha MOKa3HUK Cmax a00 AUC xkapunpasuny (3HaueHHS AUCo o
nigsuiyBaigocs Ha 12 %, 3HaueHHS Cmax 3HWKYBaJOCS Ha 5 % Tpu MpUHOMI JIIKAPCHKOTO 3ac00y
micyis ki B HOPiBHSAHI 3 mpuitoMoM HaTmieceple). [’a Takok Mala MiHIMaIbHUI BIJIMB HA METa00JIiTH
DCAR Tta DDCAR.

Kapunpasun Moxe 3acTOCOBYBAaTHCS HE3AJIEKHO Bi IPUHOMY K.

Poznoain

Ha ocHoBi monynsmiitHOTO aHami3y (apMaKoKiHETUKH YsBHHUI 00’eM posnoxairy (O/P) ckmanaB 916 i
st kapunpasuny, 475 n1 gt DCAR ta 1568 n gns DDCAR, mo Bka3dye Ha 3HAYHUA PO3IOILT
KapuIipa3uHy Ta HOTO OCHOBHMX aKTHBHHUX MeTaOoumiTiB. KapumpaswH Ta HOro OCHOBHI akTHBHI
MeTa0oJIITH aKTUBHO 3B’ 3YyI0ThCs (Kapumnpa3suH — Ha 96-97 %, DCAR — na 94-97 %, DDCAR — Ha
92-97 %) 3 OUTKaMH TUTa3MH.

bioTpancdopmaris

Mertabonizm kapunpasuny Brmodae aemerwnioBaHHs (DCAR ta DDCAR), rimpokcumtoBaHHS
(rimpoxcup xkapumnpazuny, HCAR) Ta koMOiHaIli0 JEMETHUIIOBAHHS Ta TAPOKCHIIOBAHHS (TIIPOKCH-
neametmwi-kapumnpasud, HDCAR Tta rigpokcu-munesmermin-kapunpasud, HDDCAR). Hapami
metabomitu HCAR, HDCAR ta HDDCAR 6ioTpanchopMyroThCsl Y BIAMOBIAHI KOH FOTaTH Cylb(darty
Ta TIIOKYpoHiny. JlogarkoBuid MeTaboOJIIT — KHCIOTa ACCAUXJIOPOdEHLTY-TNepa3suHy-KapuIpasuHy
(DDCPPCAR) — yTBOPIOETBCS B MPOIIEC A€3aIKITyBaHHS Ta HACTYITHOTO OKMCHCHHS KapHIIPa3uHy.
Kapunpaszun merabonizyerbess CYP3A4 ta menmorw miporo CYP2D6 no DCAR ta HCAR. Hanami
DCAR wmera6onizdyerbess CYP3A4 ta menmoro miporo CYP2D6 no DDCAR Tta HDCAR. Ilotim
DDCAR wmeta6omnizyernes 3a ronomoroto CYP3A4 no HDDCAR.

Kapumnpasud ta HOro OCHOBHI aKTHBHI MeTaboJiTH HE € cyOcTparamu uis P-rimikomporeiny (P-gp),
noJinenTuay-Tpancnoprepa opraniuaux anioniB 1B1 ta 1B3 (OATPIB1 ta OATP1B3) i1 Ginka
pe3ucTeHTHOCTI paky Mojounoi 3amo3u (BCRP). IlpumyckaeTscs, 1m0 B3aeMOJlisl KapUIpa3uHy Ta
inriditopis P-gp, OATP1BI1, OATP1B3 ta BCRP, € manoiimMoBipHOIO.

Busenenns

BuBenenHns kapumnpasuHy Ta HOro OCHOBHUX aKTHBHUX METa0OJITIB MePeBaKHO BiIOYBAETHCS ILISTXOM
MeTtabomnizmy y nedinui. [Ticas 3actocyBanns 12,5 Mr/no0a kapunpasuHy y NaieHTIB i3 HIU30(PEHIEI0
20,8 % mo3u Oyno BUBEACHO 3 CEUCI0 Y BUTJISI KapUIlpa3uHy Ta HOoro MeTaboIiTiB.

He3MmineHuii kapunpasuH BUBOAUTHCS Y KUTbKOCTI 1,2 % 103w 3 ceuero Ta 3,7 % 03H 3 KaJOM.
Cepenniii kiHueBuii nepion HamiBBUBeAeHHS (1-3 maui ms xkapumnpasuny tTa DCAR 1 13-19 guiB ans
DDCAR) He nporHo3yeTbes B 4aci Ui JOCSATaHHS PIBHOBAKHOTO CTaHYy a00 3HIMKEHHs KOHLIEHTpaIlii
B IUIA3Mi MICJsl MPUIMHEHHs JiKyBaHHsS. Jlns JIKyBaHHS MAalLli€HTIB, SIKI NMPUMMAaIOTh KapUIpas3uH,
edeKTUBHUIN TIepio/l HAMIBBUBEICHHS Ma€ OUIbIlle 3HAYCHHs, aHDK KIHIEBUN Mepio/ HaliBBUBEICHHS.
EdextuBHuii ((hyHKIIOHATBHUIM) MEpioJl HAMIBBUBEAEHHS CTAHOBUTH ~ 2 JHI JJIS KapUIIpasuHy Ta
DCAR, 8 nniB ans DDCAR 1 ~1 twxaens ais 3araibHOro KapurnpasuHy. KoHIeHTpallis 3arajibHOro
KapuIpa3uHy B IJ1a3Mi KpoBi OyJie MOCTYNOBO 3MEHIIYBaTHUCS IICJIA NMPUIMHEHHS ab0 mepepuBaHHs
3acTtocyBaHHs. KoHIleHTpallisl 3araJlbHOr0 KapumpasuHy B IUIa3Mi 3HMKYeTbesl Ha 50 % mpubin3HO
yepe3 | THXKIEHb, a 3HIDKEHHS KOHIEHTpallii 3araJbHOTO KapumpasuHy Ouibine, HiX Ha 90 %
BiZIOyBa€ThCS MPUOTU3HO Yepe3 3 THXKHI.

JIiHiiHICTh




[Ticnst MOBTOPHOTO 3aCTOCYBAaHHS KOHIEHTpAIlis KapuUIIpasMHy Ta MOTO JBOX OCHOBHUX aKTHBHHUX
Metabomiri, nesmerun-kapunpasuny (DCAR) ta mupesmerwmn-kapunpasuny (DDCAR), B mmaszmi
MIIBUIIYETHCS MPOMOPIIIHO Jiama3oHy TepaneBTHUHOI 1031 Bif 1,5 Mr 10 6 mr.

Oxpemi rpymu naiieHTis

THopywenus ¢ynxyii Hupox

[Monynsmiitae ¢gapMakOKIHETUYHE MOJICTIOBAHHS BHUKOHYBAJIOCS 3 BHUKOPUCTAHHSM JIaHUX BiJ
MaIieHTiB, sKi Oynu 3alydeHi M0 KIIHIYHOTO JOCHIKEHHS CTOCOBHO JIKYBaHHS IIU30(peHii
KapuIpa3uHoOM, 3 PI3HUMH NOKa3HUKaMU (PYHKIIIT HUPOK, BKIIOYHO 3 HOPMAIBHOIO (DYHKIII0 HHPOK
(xmipenc kpearuniny (CrCl) > 90 mn/xB) 1 mopymenusmu ¢yHkiii Hupok serkoro (CrCl 60—89 min/xB)
ta cepennboro crynens Tsokkocti (CrCl 30—59 mi/xB). Mik KIIipeHCOM KapHIpa3uHy B IUIa3Mi Ta
KIIIPEHCOM KpEeaTHHIHY He 0yJI0 3HAIICHO JKOJHHUX ICTOTHUX 3B’ SI3KIB.

Jlis kapunpaszuHy He omiHoBanacs y namieHTiB i3 TsokkuME (CrCl < 30 mur/xB) mopymeHHsAME QYHKIT
HUPOK (IuB. po3au1 «Croci0 3aCTOCYBaHHS Ta JO3U).

THopywenus ¢ynkyii nevinku

JlocnikeHHsl B IBOX YacTUHAX (OJHOKpaTHA J103a KapurnpasuHy 1 Mr [gyacTuHa A] Ta KapuIpasuH y
no0oBiit 1031 0,5 Mr mpotsirom 14 nHiB [dyacTuHa B]) mpoBoamiocs cepeln MalieHTIB 3 PI3HUMU
CTyINeHsMU nopyiieHb GyHKIiii nedinku (kiaacu A ta B 3a Yakinmgom — IT°10). Ilicas 3acTocyBanHs
OJIHOKpaTHO1 /103U KapumpasuHy 1 mr ab6o npuiiomy 0,5 Mr kapurpasuHy npoTsarom 14 nHiB narieHTu
3 MOpYIIEHHSAMHU (YHKIIi MEYIHKU JIETKOTO YU CEPEeIHbOrO CTYNEHS y MOPIBHSHHI 31 3I0pOBUMU
MaiieHTaMu Mad mpuOnu3Ho Ha 25 % Bumyy koHieHTpamiro kKapumnpasuHy (Cmax Ta AUC) Ta
npuOan3HO Ha 45 % HUXKYy KOHUEHTPALII0 OCHOBHUX aKTMBHUX META0OJITIB, AE3METHII KapUIIpa3uHy
Ta IUAE3METHI-KapUIpa3uHYy.

[Ticnst Garatopa3oBOro MpHHOMY KapHIpa3uHy KOHIICHTPAIiS 3arajlbHOTO aKTHBHOTO KOMITOHEHTY
(CAR + DCAR + DDCAR) (AUC T1a Cmax), y OPIBHSIHHI 31 3JOPOBUMH MalllEHTAMH, 3HU3UIACS Ha
21-22 % ta 13-15% BignoBiaHO y pa3i nopymeHHax QyHkuii nedinku (IIDII) nerxoro um
CEPEeHbOTO CTYMEHS TSHKKOCTI, SIKIIIO BpaXxOBYBAJIMCS HE3B si3aH1 + 3B’s3aHI KOHIIEHTpaIlli, y TOM Jac
SK [ HE3B S3aHOr0 3arajJlbHOr0 KOMIIOHEHTa Oylo po3paxoBaHe 3HWKeHHS Ha 12-13% Ta
migumenas Ha 20-25 9% BiamoBimHo nans mamieHTiB 3 [IDIT merxkoro Ta cepeaHbOro CTYIEHS
TAKKOCTI.

Jlis xapumpa3uHy HE OIliHIOBaJacs y TmamieHTiB 13 Tsokkumu (kimac C 3a Yaidnmgom — I[1'10)
MopyIIeHHAMH QYHKITIT mediHKy (AuB. po3ai1 «CrnociO 3acTOCYBaHHS Ta 1031 ).

Bix, cmams ma paca

VY nonymsiiiHoMy (papMakoKiHETHYHOMY aHaji3i He Oylo KIIHIYHO 3HAYHUX BIIMIHHOCTEH Yy
napamerpax ¢apmakokiHeTHKH (AUC T1a Cmax CyMH KapHIpa3suHy Ta MOr0 OCHOBHMX AaKTHBHHX
MeTaboTiTiB), o0 Oa3yBaivcs Ha Bili, cTaTi Ta paci. B aHamizi y4acTh ydyacTh BHUBYQIM JaHI I0JO
2 844 mariieHTiB pi3HUX pac, BKIOYHO 3 536 marieHTamu BikoM Bix 50 1o 65 pokis. 3 2 844 marfieHTiB
933 Oynu xinkamu (auB. po3naut «Cmocib 3acTocyBaHHS Ta 103u»). [laH1 1100 NAIi€HTIB JITHHOTO
BiKy (mOHaJ 65 poKiB) OOMEKEHi.

Ianinna

UYepes Te, mo kapunpasun He € cyoctpatom anss CYP1A2, He odikyeThCs BIUIMB MajiHHS Ha
(hapMaKOKIHETHKY KapUIIPa3uHy.

[oTeHiliHNUY BIIMB KapUIPAa3UHYy HA IHIIII Ipenaparu

Kapumnpasun ta oro ocHOBHI akTMBHI1 MeTabonitu He iHAaykyBanu eHzumu CYPIA2, CYP2B6 Ta
CYP3A4 i me O0ymm inrioitopamu CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP219,
CYP2D6, CYP2EI ta CYP3A4 in vitro. Kapumnpasun ta HOro OCHOBHI aKTHBHI METa0ONITH HE €
iHridiropamu TpancnoptHux OimkiB OATPIBI, OATPIB3, BCRP, opraHiyHOro KaTiOHHOTO
TpancnoptHoro Ounka 2 (OCT2) Ta opraHidyHMX aHIOHHMX TpaHcnopTHuX OuikiB 1 Ta 3 (OATI Ta
OAT3) in vitro. DCAR ta DDCAR He Oymu iHriditopamu TpancnopTHoro Oinka P-gp, xoua
KapurnpasuH OyB iHribitopom P-gp B kumedHuky (IuB. po3aiul «Bzaemonis 3 IHIIUMH JTIKApCHKUMU
3aco0aMH Ta IHIII BUIU B3aEMO/IIN).

KuiniuHi XapakTepucTHKH.
Ilokazannsa.
Jlnst nikyBaHHA MIM30(peHii y JOpoCaux Mali€eHTiB.



Ilpomunokasauna.

[TinBuIeHa YYTIUBICTH 10 AIF0Y0T pEUOBUHH 200 A0 Oy/b-5KO1 3 JOTIOMDKHUX PEYOBHH.

CymyTHe 3acTOCYBaHHA MOTY)XHOTO a60 momipHoro iHrioitopy CYP3A4 (nuB. po3nin «Bzaemonis 3
IHIIMMY JIIKQPCHKUMU 3aC00aMHM Ta 1HII1 BUJH B3aEMOIII).

CymyTHe 3acTOoCyBaHHA MOTYXHOro abo momipHoro iHaykropa CYP3A4 (nuB. po3nin «B3aemonis 3
IHIIUMU JIIKQPCHKUMU 3aC00aMH Ta 1HII1 BUJH B3aEMOIII).

B3aecmooia 3 inwiumu nikapcoKumu 3acooamu ma iHuii 6UOU 63acMo0ill.

[MoTeHiHNY BILIMB IHINTUX MIPENapaTiB Ha KapHUIIPA3UH

Mertabomi3M KapumnpasuHy Ta HOTO OCHOBHUX AaKTHBHHX MeETaOOJITIB, JE3METUIY-KapHIIPa3uHy
(DCAR) Tta munesmeruny-kapunpasuny (DDCAR), nepeBaxno omnocepeakoByetbcsi CYP3A4 3
MiHIMasibHUM BITHBOM CYP2D6.

Ineioimopu CYP3A44

Kerokonazon, cunpHuit iHrioirop CYP3A4, chnpuumHiOE TABUILIEHHS BMICTY 3arajJlbHOTO
KapurpasuHy (CyMa KapulpasuHy Ta HOTO aKTHBHUX METAa0OJITIB) B Ma3Mi B 2 pa3u MPOTITOM
HETPUBAJIOTO (4 AHI) CYyNMyTHBOTO 3aCTOCYBaHHS, SIKIIO BPaxOBYIOTHhCS HE3B’s3aHI a00 HE3B’s3aHl +
3B’s13aH1 KOMIIOHEHTH.

Uepes npoBruii mepio; HaMiBBUBEACHHS aKTUBHUX KOMITOHEHTIB KapUIIPA3UHY TOJAJBIIE MiIBUIICHHS
BMICTYy 3arajbHOro KapUIpa3uHy B IUIa3Mi MOXKE OYIKyBaTHCS IiJf dYac OUIbLI TPUBAJIOIO
KOMOiIHOBaHOrO npuiiomy. ToMmy KOMOIHOBaHUM MPHUIOM KapuUIpa3uHy 3 NOTY>KHUMHU a00 MOMIPHUMU
iriditopamu  CYP3A4 (mampuknan, OouenpeBip, KIApUTPOMILMH, KOOIIMCTAT, 1HIMHABIP,
ITpaKOHa30J, KETOKOHa30J, Heda3oJoH, Hen(diHaBip, TMO3aKOHA30J, PUTOHABIP, CAaKBIHABIp,
TeNanpeBip, TENITPOMIIMH, BOPUKOHA30JI, JWITIA3€M, EPUTPOMIIUH, (DIyKOHA307, BeparaMii)
npoTunoka3zanuii (quB. po3ain «lIpotunokazanusy). Cii yHUKATH BXKUBaHHS TPEUTIPPYTOBOTO COKY.
Inoykmopu CYP3A44

KombinoBanmii mpuifoM KapurnpasuHy 3 MOTY)KHUMH abo momipHumu iHaykropamu CYP3A4 moxe
CIOPUYUHATH 3HAYHE MiJABUILECHHS BIUIMBY 3arajbHOr0 KapHUIpa3HHY, TOMY KOMOIHOBaHHM mpuiiom
KapuIpasuHy Ta TNOTYXHUX abo mnowmipHux iHaykTOopiB CYP3A4 (Hanpuxman, kapOamaserriH,
benobapbitan, ¢eniroin, pudamminuH, 3BipoOiK 3Buuaiinuii (Hypericum perforatum), GosenraH,
edasipeHI, erpaBipuH, MoaadiHu, HaIIIIH) TpoTHIIOKa3aHui (TUB. po3ai1 «IIpoTunokasaHHs»).
Ineioimopu CYP2D6

OmnocepenkoBani CYP2D6 nuisxu BimirpatoTh HE3HaYHY POJIb Y METa00JII3M1 KapuIIpa3uHy, TOJOBHUN
musix — 4depe3 CYP3A4 (muB. po3aun «PapmakokiHeTHKa»). TOMy MaJIOWMOBIPHO, IO 1HTIOITOpH
CYP2D6 matumyTh KIIIHIYHO 3HAYYIIUHA BIUTMB Ha META0OJII3M KapHUIIpa3uHy.

[loTeHUiMHMN BIUIMB KapUIIPAa3UHY Ha 1HII IpernapaTu

Cybempamu P-zanikonpomeiny (P-gp)

Kapumnpasun — 1ie inridirop P-gp in Vitro B #ioro reopeTuHo HAMOUIBIIIM KHIIKOBIM KOHICHTPALIIl.
Kniniyai Hacnmigku 1nboro eQexTy Iie He MOBHICTIO 3pO3yMilli, MPOTE ISl BUKOPUCTAHHS TaKHX
cyOcTpaTiB P-gp 13 BY3bKMMH TEpameBTHUYHUM IHAEKCOM, SK nabiraTpaH Ta IUTOKCHH, MOXKeE
noTpeOyBaTUCS TOCUJICHUI MOHITOPUHT Ta KOPUTYBAHHS JI03U.

T'opmonanvui konmpayenmusu

Hapasi HeBitomMO, 4n MOXke KapuIpa3uH 3HIWKYBATH €(PEKTUBHICTh TOPMOHAIBHUX KOHTPALICTITUBIB,
TOMY KIHKH, 5IK1 3aCTOCOBYIOTh iX CHCTEMaTHYHO, MaIOTh JI0JIATKOBO 3aCTOCYBAaTH Oap’€pHHUM METOJI.
dapMakoIMHAMIYHI B3a€EMOJI1

bepyun no yBaru mepBuHHI eeKTH Ha IIEHTpAIbHY HEPBOBY cHCTeMy, mpenapat Pearina HeoOximHO
00epekHO 3aCTOCOBYBaTH B KOMOIHAIl 3 IHIIMMHU JIKapCbKUMH 3ac00aMM IIEHTpainbHOI 1ii Ta
AJIKOTOJIEM.

Ocobnueocmi 3acmocysanns.

CyinmaanpHi JYMKH Ta TOBEIiHKA

BunukHeHHs cyinunanbHOCTI (CyiuuMAanbHI IYMKH, CIOpPOOM CKO€HHS CaMOTyOCTBa Ta CKO€HE
caMoryocTBO) XapakTepHEe Ul INCHXIYHUX 3aXBOPIOBAHb, 1 BOHA 3arajloM CIIOCTEPIra€TbCsi 0Jpaszy




MiCNIE  MOYaTKy YW 3MIHM aHTUICUXOTWYHOI Tepamii. Tepamisi aHTUIICUXOTHKAMH  Mae
CYIPOBO/IKYBATHCS MUJIBHAM HATJIAOM 32 TMAlliEHTaMU, SIKi 3HAXOIATHCS B TPYIli BACOKOTO PU3HKY.
Axarusisi, 30y/KEeHHS

Axatu3is Ta 30y/DKeHHST — 1€ TO00IYHI e(eKTH aHTHIICUXOTHKIB, 10 BUHUKAIOTH JOCTATHBO YacTo.
AxaTu3ii — 1e po3ian pyxy, L0 XapaKTepU3YEThCS MOUYYTTSIM BHYTPIMIHBOI 30yHKEHOCTI Ta
HernepeOopHOI0 NOTPeOOIo MOCTIHHO NepedyBaTu B pyci, a TAKOK TAKUMU JISIMH, SIK IOXUTYBAHHS Iif
9yac CTOSIHHS YW CHJIHHS, MiAiMaHHS HOTH SK IPU MapUIMPYBaHHI Ha MICIli, MEpPEeXpelryBaHHs Ta
PO3NIPSMIIIHHS HIT i 9ac cuiHHA. OCKUTbKM KapUIpa3uH CHPUYMHIOE aKaTU3il0 Ta 30yIHKEHHS,
MaIiEHTaM, sKi CXWJIbHI 9HM B)KE MPOSBISIOTH CUMITOMH aKaTu3ii, TOTPIOHO 3aCTOCOBYBATH HMOTO 3
o0epexHICTIO. AKaTh3isi pO3BUBAETHCA HA paHHIX eTamax JiKyBaHHA. ToMy BaXIJIMBO TNPOBOIHMTH
peTenbHHUI MOHITOPHHT Ha MEpHIoMy eTarri JTikyBaHHs. [IpodinakTika BKIIOYAE MOBUTEHE ITiIBUIICHHS
7I03H; TEPareBTHYHI 3aX0JW BKIIOYAIOTh HE3HAYHE 3HIKCHHS JI03M KapHUIPA3uHy UM JIKAPChKHUX
3aco0IB IS JIIKYBaHHSI EKCTpamipaMiHUX CUMITOMIB. Jlo3a MOXe 3MIHIOBATHCS 3aJeXHO Bif
IHAMBITYyaJIbHOT BIAMOBII Ta TepeHOCUMOCTI (uB. po3aut «Ilo0iuH1 peakirii». ).

[Ti3Hs guckine3is

[1i3Hs nuCcKiHE31s — 1€ CUHAPOM, 110 MPOSBISAETHCS PUTMIYHUMH MUMOBUIBHUMU PYXaMH IEPEBaXKHO
s3UKa Ta/abo oOaMyYs 1 MOKE PO3BHUBATUCS y MALIEHTIB, K1 JIIKYIOTbCS AHTUICUXOTHUKaMU. SIKIIO
CUMIITOMHU TI3HBOI TUCKIHEli 3 SBISIOTHCSA Yy TAIll€HTa, SKUM JIKYEThCA KapHUIpPa3suHOM, MOTPIOHO
PO3IJIIHYTH HEOOX1IHICTh MPUIMHEHHS JTIKYBaHHS.

XBopoba [lapkiHcoHa

K0 aHTUNICUXOTUYHI 3aCO00M TPHU3HAYAIOTHCS MaIlieHTaM 13 xBopoOoto [lapkiHCOHA, TO MOXKIUBE
3arocTpeHHs ()OHOBOTO 3aXBOPIOBAaHHS Ta MOTipIIeHHA mepediry xBopobu Ilapkincona. Towmy,
MpU3HAYAIOUM KapuIpa3uH TNalieHTaM 13 XxBopobOoro IlapkiHcoHa, Iikapi MaroTh 3BaXKyBaTu
CHIBBITHOIIIEHHS KOPUCTH/PU3HK.

Cumnromu 3 60Ky 04eil/ KkaTapakTa

VY NOKIIHIYHUX JOCIIDKEHHSX KapuIpa3uHy B co0ak Oyno IMOMIYeHEe MOMYTHIHHS KpUINTaIuKa/
karapakta (auB. po3ain «Ilo6iuni peakmii»). [IpoTe mpuYMHHO-HACTIIKOBUI 3B’SI30K MDK 3MiHaMH B
KpUINTAIUKY/ KaTapaKTOo, IO CHOCTEpIralvcs TMia 4Yac MOCHIKEHb Yy JIIOACH, 1 3aCTOCYBaHHSIM
KapunpasuHy He OyB ycTaHoBieHMH. [IpoTe maiieHTaM, y KX MOXYTh PO3BHUHYTHCS CUMIITOMH, 110
MOTEHIIHHO MAlOTh BIIHOIIEHHS JO KaTapakTH, MOTPIOHO MOpPAgUTH MPOUTH OQTATBMOJIOTIUHE
00CTEKEHHsI, a TOTIM TOBTOPHO OILIHUTH X JJIS MPOJOBKCHHS JIIKYBaHHSI.

3nosikicHui Heifponentuynuii cunapom (3HC)

[ToTeHiHO JeTalbHUM KOMILJIEKC CHUMIOTOMIB, IO HA3MBAETHCS 3JIOSKICHUM HEHpOJICNTUYHUM
cuaapomoM (3HC), Big3HauaeThes MpH JiKyBaHHI aHTUNCUXoTHKamu. KniHiyaumu nposisamu 3HC €
rineprripekcis, M’sS30Ba PUTIIHICTh, IIJBUINECHUNA piBEHb KpeaTHHIHPOCPOKIHA3KM B CHPOBATIIL,
3MIHEHUH MCUXIYHUN CTaH Ta O3HAKU PO3Ja/ly BEreTaTUBHOT HEPBOBOT CUCTEMHU (HEPETYISIPHUI MyIbC
abo aprepialibHUN THUCK, Taxikapnis, aiadgope3 Ta cepueBa aputmis). JloJaTKOBI O3HAKU MOXKYTh
BKJIIOUATH MIOMIO0IHYpi0 (pabaomioni3) Ta TrocTpy HUPKOBY HEAOCTaTHICTh. SIKIIO Yy malli€eHTa
PO3BUBAIOTHCSI CUMITOMH, 110 BKa3yioTh Ha 3HC, abo y HbOTO 3’SBISE€TbCA BHUCOKA TEMIlEparypa 3
HEBIJOMHX IpUYMH 0e3 AoAaTKoBHX KiiHIUHUX MposiBiB 3HC, 3actocyBaHHs KapullpazuHy Mae OyTu
HEraiHO MpUIIUHEHE.

CyznoMu Ta KOHBYJbCIT

Kapumnpasun notpibHO 00epekHO NpU3HAYaTH NallieHTaM, y SKUX B aHaMHe3l € cyaoMu abo
MATOJIOTTYHI CTaHU, 110 MOTEHIIIHO 3HIKYIOTh CYJOMHUI TOPIT.

[NarieHTH JITHHOTO BIKY 3 JIEMEHITIEI0

Jlis kapurnpasuHy y Hali€HTIB JITHHOTO BIKY 3 JA€MEHIIi€l0 He Oyia BUBUEHA, TOMY JIIKAPChKUIl 3aci0
HE PEKOMEHJIYETbCA JO0 3aCTOCYBaHHS TaKUM TMalli€eHTaM 4epe3 MIBUILEHUN pPH3UK 3arajibHOT
JETAIbHOCTI.

Pu3uK BUHUKHEHHS NOPYIIIEHb MO3KOBOTO kpoBooOiry (ITMK)

Y paHIOMI30BaHMX IJIalle0OKOHTPOJBOBAHUX KIIHIYHUX JOCHIDKEHHSIX Yy Tpyli MalieHTiB 13
JIEMEHIIE€I0, K1 JIKyBaJduCAd NESIKAMH aTUIOBUMH AQHTUIICUXOTUKAaMH, OyJI0 MOMIYEHO, L0 PU3HK
BUHUKHEHHS LEpeOpOBacKyIIpPHUX YCKJIaJHEHb 30UIbIIECHHH NpUOJM3HO B TpU pa3u. MexaHizm
MiABUIICHHS pu3uKy HeBimomwuil. IligBumennii pusuk [IMK He Mo)kHa BUKIIOYATH TPHU TPHIAOMI




IHIIUX aHTUIICUXOTHKIB a00 JUIsl iHIIWX Tpym naiieHTiB. Kapunpasun notpidHo 00epexHO MpU3HaYaTH
MaIieHTaM 3 YAHHUKAMU PU3UKY BUHUKHEHHS IHCYIBTY.

3axBOPIOBAHHS CEPLIEBO-CYAMHHOI CUCTEMHU

3minu apmepianbHo2o mucky

Kapumnpasun Moxe CHPHUMHATH SK OPTOCTaTHYHY TilIOTEH31l0, TakK 1 TIMEepPTeH3i0 (IUB. PO3IiT
«[1o6iuni peakuii»). Kapunpaszun notpioHO 00epeXxHO 3aCTOCOBYBATH MAalli€HTaM, y SIKUX B aHaMHe31 €
3aXBOPIOBAHHS CEPILIEBO-CYIMHHOI CHCTEMH 1 SIKI CXHJIBHI JI0 3MiH apTepialibHOTO THUCKY. [loTpiOHO
CIIOCTEpIraTH 3a apTepialbHUM THCKOM.

3minu na EKT’

V marni€eHTiB, SKi NPUAMAIOTh aHTUTICUXOTHKH, MOYKE pO3BUBATHCS NO0BKEHHS iHTepBairy QT.

VY KIIHIYHOMY JOCII/DKEHH], SIKe MPOBOIMIN JJIS OIIHKU MOJOBXKEHHs iHTepBany QT, mpu mpuitomi
KapuIpasuHy He Oyi0 MOMIueHO KOAHOTo N0 oBXKeHHs iHTepBany QT y mopiBHsSHHI 3 Tnanebo (IuB.
posnut «®PapmakoguHaMikay). Y KIIHIYHUX JOCIIDKEHHSAX MOBIIOMIISUIOCH JIMIIE TIPO JEKUTbKa
BUIAJIKIB HE3HAYHOTO NOJ0BXeHH HTepBany QT npu npuiiomi kapunpasuny (auB. po3aun «I[loOiuni
peakiii»). Tomy kapumpaszuH TpeOa OOEpEeKHO 3aCTOCOBYBATH IMAIllEHTaM, y SIKMX B aHaMHE31 €
CEpIIEBO-CYJMHHE 3aXBOPIOBaHHS a00 mojaoBxkeHHs iHTepBany QT B ciMeliHOMY aHaMHeE31, a TaK0X
MalieHTaM, sKi JIKyBaJuCs IpernapaTamMH, IO MOXYTb MOJOBXHUTU 1HTepBan QT (auB. po3ain
«DapmMaKoIMHAMIKA»).

Benosna mpomboembonin (BTE)

[loBimoMisoch MpoO BUMAAKM BUHUKHEHHS BEHO3HOT TpomOoemOoumii Tpu  3acTOCyBaHHI
AHTUIICUXOTUYHUX 3ac00iB. OCKUIBKM Yy TMAIll€HTIB, $KI NPUHAMAIOTh AaHTUIICUXOTHUKH, YacTo
BUHUKAIOTh HAOyT1 YMHHUKU pu3uKy po3BUTKYy BTE, Bci moxnuBi unHHuKM BUHUKHEHHsSI BTE ciin
BHUSIBUTH TI€pe]] Ta MiJ] Yac JIKYBaHHS KapUIIPA3HHOM, a TAKOXK TpeOda MPOBOIUTH IXHIO MPO(PUIAKTHKY.
limepraikemis Ta IyKpOBHii jiadeT

VY marieHTiB 13 MyKpoBUM AiabeToM a00 y MAIli€HTIB 13 YMHHUKAMH PH3UKY PO3BHTKY ITYKPOBOTO
niabety (HampuKIan, OKHUPIHHS, HAsSBHICTH Aia0eTy B CIMEHHOMY aHaMHe3l), SKi IOYHHAIOTh
JIKyBaHHS aTUIOBUMU AHTUIICUXOTHUKAMM, CIIJ] MPOBOJUTHU CIIOCTEPEKEHHS 32 PIBHSAMHU TIIOKO3H B
cupoBatmi. Ilig vac KIHIYHUX AOCTIDKEHb KapUIIPA3WHY MOBIIOMIISUIOCS TPO MOOIUHI peakiii
CTOCOBHO PIBHIB IJTIOKO3U (AMB. po3aut «PapmMakouHaMiKay).

XKinky TITOPOAHOTO BIKY

JKiHKM IITOPOJHOTO BIKY MarOTh BHUKOPHUCTOBYBAaTH BHUCOKOS(EKTHBHI 3aCOO0M KOHTpALCMIii IpH
MpuioMi KapuIpa3uHy Ta IMoHalMeHIe mpotsroM 10 THXKHIB IMiCas MPUIIMHEHHS JIIKYBaHHS (IIUB.
po3num «B3aeMois 3 IHITUMU JIIKAPCHKUMU 3ac00aMM Ta 1HII BUIU B3a€MOJII» Ta «3aCTOCYBaHHS y
Mepio/I BariTHOCTI Ta TOMYBaHHS TPYLII0»). JKIHKH, SKI CHCTEMAaTHYHO 3aCTOCOBYIOThH TOPMOHAJIBHI
KOHTpAIIETITUBU, MAlOTh JI0AATKOBO 3aCTOCYBaTH Oap’€pHUI METOJ.

3MiHM MacH Tiia

[Ipn mnpuiiomi KapurpasuHy crocTepiragocsi 3HayHe 30uTplneHHsS Macu Tita. [lamientam crin
PETYISIpHO KOHTPOJIOBATU Macy Tina (auB. po3ain «I1o6iuHi peakiiin).

JIoTIOM>XKH1 peUOBUHU

Pearina, xancynum tBepai mo 3 mr, 45Mr Ta 6 Mr, MICTATh OapBHUK CIEHIaIbHUNA YEepPBOHHIA
AC (E129), mo Moe COpUYMHATH aJepPridHi peaKilii.

3acmocysanns y nepioo eazimuocmi abo 200y8anus epyooio.

JKiHKM TITOPOJIHOTO BIKY/ XKIHKH, SKi BAKOPHCTOBYIOTh KOHTPALEHILiIO

XKiHkam AITOPOIHOrO BIKY MOTPIOHO YHUKATH BariTHOCTI Ml 4ac MPHUHOMY JIIKapChbKOro 3acoly
Pearina. IlamieHTKM JITOPOJHOrO BIKY MalOTh BHKOPHCTOBYBAaTH BHCOKOE()EKTUBHI METOAU
KOHTpAlenuii MmiJ yac JIKyBaHHsS Ta IIOHaiiMeHiie npotaroM 10 THXKHIB Miciis NpUHOMY OCTaHHbOI
no3u mpenapatry Pearima. Hapasi HeBijoMo, 4M MOK€ KapHIIpa3uH 3HIKYBAaTH €(EeKTHBHICTh
TOPMOHAJIBHUX KOHTPAILICTITUBIB, TOMY JKIHKH, $KI BHUKOPUCTOBYIOTH iX CHCTE€MAaTH4yHO, MaloTh
J0JTATKOBO 3aCTOCOBYBaTH Oap’epHUil MeTon (muB. po3naul «BzaeMomiss 3 IHIIMMH JIKapCHKUMU
3aco0aMH Ta IHIII BUIU B3aEMOJIINY).

BarirHicTh

JlaHi 11010 3aCTOCYBaHHsI KapUIpa3uHy BariTHUM KIHKaM B1ICyTHI a00 0OMexKeHi.




JlocmipKeHHsT Ha TBapWHAX MOKA3ald PEMpPOJYKTHBHY TOKCHYHICTh, BKIIOYHO 3 BaJaMH PO3BUTKY Y
IIypiB.

3actocyBaHHs Tpemnapary Pearita He pPEKOMEHIYEThCS MPOTITOM BariTHOCTI, a TaKOX IKIHKAM
TITOPOAHOTO BIKY, SIKi HE BUKOPUCTOBYIOTh €()eKTHBHY KOHTpauenito. I1iciast npunuHeHHs JTiKyBaHHS
KapHuIpa3uHOM uepe3 MOBUIbHE BUBEACHHS aKTUBHUX KOMIIOHEHTIB METOJM KOHTpAIEMNLii MOTPiOHO
3aCTOCOBYBATH IIOHAWMEHIE MPOTAToM 10 THKHIB.

HoBoHnapokeHi, Ha SKUX BIUIMBAJIM AQHTUIICHXOTHUKU (BKIIOYHO 3 KAPHUIPA3WHOM) MiJl Yac TPETHOTO
TPUMECTPY BariTHOCTI, 3HAaXOJATHCS B TPYIi PHU3UKY PO3BUTKY TaKUX MOOIYHMX pEaKIiid, K
eKCTpamipaMiiHi CHMOTOMH Ta/ab0 CHMITOMHU BiIMIHH, $IKi MOXYTh OyTH pI3HOI TSDKKOCTI Ta
TpuBaniocti. [loBimomusimocss mpo 30y/DKEHHS, TIMEePTOHII0, TINOTOHIO, TPEMOp, COHIMUBICTD,
pecripaToOpHUN IUCTPEC-CHHAPOM Ta TMOPYIICHHS BXuBaHHS Dki. Ili yckmamHeHHS pI3HHUIUCS 3a
TSOKKICTIO; SIKIIO y JESKAX BUMAAKaX CHMITOMH 3HHMKAJIM cami CO0O0I0, TO B IHIIMX BHUIAIKax
HOBOHApOJ/DKEHI MOTpeOyBaJid JIIKYBaHHS Yy BUIJUIEHHI I1HTEHCUBHOI Tepamii Ta TpHUBAJIOi
rocmitanizaiii. ToMmy 3a HOBOHapPOKEHUMHU MOTPIOHO PETENHHO CIIOCTEPIraT.

l'onyBaHHA rpyIro

Jloci HEBIIOMO, YM BUAUISIOTHCS KapUIpa3WH Ta MOT0 OCHOBHI METAOOJITH 3 MOJIOKOM JIFOJUHHU.
Kapunpasun ta iioro merabosiTé BHUIUIAIOTBCS 3 MOJIOKOM INypiB MiJ 4vac jakraunii. He moxHa
BHUKJIIOYATH BIUIMBY HAa HOBOHAPODKEHUX/HEMOBIAT. [l vac JiKyBaHHS KapUIPa3MHOM IMOTPIOHO
repepBaTu TOyBaHHS TPYIIO.

DepTIIBHICTD

Edexr xapunpazuny Ha (epTHIBHICTH JIOJUHM He OyB BHUBUEHHH. Y HOCIHDKEHHSX Ha UIypax
criocTepirainucs 3HIKEHHs (PepTHIIbHOCTI Ta OKa3HUKIB 3aIUIJHEHHS Y CAMOK.

30amuicmv enausamu Ha WEUOKICMb pearkyii npu Kepy8awHi A8MOMPAHCNOPMOM abo pobomi 3
THUUUMU MEXAHIZMAMU.

Kapunpasun mae cnabkuii abo MOMIpHHI BIUIMB Ha 3JaTHICTh MAIIEHTIB KEPyBaTH aBTOTPAHCIIOPTOM
Ta TpamoBaTh 3 MexaHi3Mamu. IlamieHTiB MOTpiOHO 3acTepertd Big poOOTH 3 HEOE3NMEYHUMU
MEXaHI3MaMH, BKJIIOYHO 3 aBTOTPAHCIOPTOM, JOMOKH BOHM HE OyAyTh IIUTKOM BIIEBHEHI, IO
nikapchKuit 3acid Pearina He Mae Ha HUX HETaTUBHOTO BILIUBY.

Cnocio 3acmocysannusa ma 003u.

03yBaHHS
PekoMmeHnoBaHa movyaTrkoBa /103a KapulpasuHy CTaHOBHUTH 1,5 Mr oauH pa3 Ha 00y. 3roaom J103a y
pasi moTpedu MOXHa MOBUILHO MIABUITYBATH MO 1,5 Mr 10 MakcuManbHOI 1031 6 Mr/mo6a. Haltnmxk4a
edeKTHBHA J103a Ma€ MIATPUMYBATHUCS 3TAHO 3 KJIIHIYHOIO OI[IHKOIO JiiKaps. Yepe3 MOBruid mnepion
HaITIBBUBEJICHHS KapWIpa3WHy Ta WOro aKTHUBHUX METa0OJIITIB 3MIHM B JIO3yBaHHI HE OyIyTh
MOBHICTIO BiZoOpa)xkaTHcsl B IUIa3Mi MPOTATOM KUIbKOX THIKHIB. 3a MallieHTaMu Tpeba crocrepiratu
CTOCOBHO TMOSIBU TMOOIYHUX peakiid Ta BIANOBIAlI Ha JIKYBaHHS MHPOTSATOM KUIBKOX THIKHIB MICHS
MOYaTKy MpUHOMY KapUOpasuHy Ta Micas KOXHOI 3MIHM  J03yBaHHsA  (AMB.  PO3ALI
«DapMaKOKIHETHKAY. ).
Ilepexio 3 iHwux anmuncuxomukie Ha KapunpasuH
[Ipn mnepexoai 3 IHIIUX AHTUICHXOTHKIB Ha KapUIpa3MH NOTPIOHO BpaxOBYBaTH IOCTYIOBE
nepexpecHe TUTPYBAHHS 3 MOCTYNOBUM TMPUITMHEHHSIM 3aCTOCYBAaHHSI MOIEPENHbO1 Tepamii mia Jac
MOYaTKy MPUHOMY KapHUIpa3HHYy.
Ilepexio 3 kapunpa3zury Ha IHWUL AHMUNCUXOMUK
[Tpu mepexoni 3 KapUMpa3uHy Ha HIIMM AHTUIICUXOTUK MOCTYIOBOTO MEPEXPECHOTO TUTPYBAHHS HE
BiIOYBaTUMEThCS, TOMY MPHUIOM HOBOTO aHTUIICHXOTHKA MOKHA MOYMHATH 3 HOTO HAMHIDKYOI 103U
MiJ Yac TNPUNUHEHHS BHUKOPUCTAHHS KapurpasuHy. [loTpiOHO BpaxoByBaTH, IO KOHIIEHTpAIlis
KapumpasuHy Ta HOro akTUBHUX META0OJITIB B Ia3Mi 3MeHIUTbes Ha 50 % mpuOIM3HO MPOTIroM
1 tioxHs (quB. po3ain «DapMaKOKIHETHKAY).
Oco0nuBi rpynu NaIli€HTIB
THopywenus ¢ynxyii HUpox
[MamienTn 3 mopymeHHsIM (YHKIIT HUPOK JIETKOTO YU CEPEeIHBOr0 CTYMEHS TSHKKOCTI (KIIipeHC
kpeatuniny (CrCl) > 30 mu/xB Ta < 89 MiI/XB) HE TOTPEOYIOTh KOJIHUX KOPUTYBaHb 03H. be3neuHicTh
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Ta e(QEKTHBHICTh KApUMPA3WHy JUIA TALI€HTIB i3 TsHKKUM nopymeHHsMm ¢yskuii aupok (CrCl
< 30 mi/xB) He oriHtoBamucs. [larienTam 13 TSHKKUM TOPYIIEHHSIM (QYHKIIIT HUPOK HE PEKOMEHTYEThCS
NpUAOM KapHUInpasuHy (IUB. po3ain «DPapMaKkOKIHETHKA).

THopywenus @ynxyii nevinku

[MamienTy 3 mopymeHHs QYHKIT MEYiHKH JIETKOTO a00 CepeHbOT0 CTYMEHs TSHKKOCTI (5—9 3a mKanor
Yaiinna — II't0) He mnoTpeOyrOTh >KOJHUX KOPUTYBaHb J103U. be3neuHicTh Ta eQEeKTHBHICTh
KapuIpa3uHy y MAIieHTIB 13 TSHKKAM mopymieHHsM (ynknii nmedinku (10—15 3a mkanoro Yaitnga —
IT’r0) He ouniHroBanucs. IlamieHTam i3 TSOKKUM MOpYHICHHSAM (DYHKIIi MEYiHKH HE PEKOMEHIYETHCS
MPUAOM KapHIpasuHy (IUB. po3ait «DapMaKOKiHETHKAY).

THayienmu nimuvo2o 6iky

JIOCTYIHHX JaHUX CTOCOBHO JIKYBaHHS KapHIPAa3WHOM TAlI€HTIB JITHBOTO BIKYy (= 65 poKiB) HE
BHCTa4a€ JUIsl BUSBIICHHS BiIMIHHOCTEW IXHBOI BIIMOBINI Ha JIIKYBaHHS B BIAMOBIAI TAI[i€HTIB
MoJoAmoro Biky (muB. po3nut «®DapmakokiHeTuka»). [1indip 103M i MAIEHTIB JITHROTO BIKY Ma€
OyTH OLIbII 0OEPEHKHUM.

Cnocib 3acTocyBaHHs

Jlikapcekuii 3aci0 Pearima 3actocoByBatu mepopaibHO 1 pa3 Ha m00y B OJMH 1 TOM caMuii yac,
HE3JICKHO BiJ] BXKUBAHHS K.

Jimu.
besnexky Ta e(eKTHBHICTb 3acCTOCYBaHHS KapumpasuHy s jAited (Bikom a0 18 pokiB) He
BcTaHoBiIeHO. Hemae manmx.

Ilepeoo3ysanns.

CumnToMu

[ToBimomuIsIoCs: PO BUNAAKOBE TOCTpEe Tepeno3yBaHHs (48 Mr/mo0y) B OJHOTO MaiieHTa. Y I[hOTO
naifieHTa 3’ sSBIJIMCS OPTOCTa3 Ta cenatuBHUM edekt. CTaH MaIlieHTa MOBHICTIO BITHOBUBCS B TOW XKe
JIeHb.

JlikyBaHHS NpuU Nepeo3yBaHH1

JlikyBaHHsI TIpW TIEpeNO3yBaHHI Mae€ OYTH MMIIATPUMYBAIbHE, BKJIIOYHO 3 MIATPUMKOIO BUIBHOT
MPOXIIHOCT! AWXAIbHUX IIIAXIB, HACHUEHHSM KHCHEM Ta BEHTWISAIIEI0, a TaKOX CUMITOMAaTHYHE.
CriocTepexeHHsl 3a CEplEBO-CYIUHHOI CHCTEMOIO0 Ma€ pPO3MOYMHATHCS HEeralHo Ta BKJIIOYATH
eNeKTpOoKapaiorpadiuHuii MOHITOPUHT JJIsi BUSIBJICHHS MOJKJIMBHX apUTMIA. Y pa3li BUHUKHCHHS
TSOKKUX €KCTparmipaMiHUX CHMITOMIB CIiI 3aCTOCYBaTH aHTHXOJIHEpridHi mpemnapatd. OCKUIbKH
KapUIIpa3uH CHJILHO 3B’A3y€ThCSA 3 OUIKAMHU IIIa3MHM, TeMoliani3 He Oyae KOPUCHHM JUIS JIIKYBaHHS
nepeno3yBanHs. [IWiapbHUII MeOUUHUN HArjasAg Ta MOHITOPUHT MalOTh TPUBATH JOTH, JIOKH CTaH
MaIi€EHTa HE BITHOBUTHCS.

Kapunpasun He Mae cienipiyHOTO aHTUJIOTY.

Io6iuni peakuii.

[To6iyHUMEU peakuissMU, TpO [Ki HaWYacTille MOBIAOMIISIIOCS HpPU 3aCTOCYBaHHI KapUIpasuHy B
niamazoHi 103 (1,5-6 mr), 6ynu akarusis (19 %) Ta nmapkinconizm (17,5 %). binbiricts peaxiiit Oynu
JIETKOTO YU CEPEAHbOTO CTYIMEHS TSKKOCTI.

[To6iuni mikapcbki peakuii (IIJIP) Ha ocHOBI 00’€¢mHAHMX HaHUX 3 JIOCHIIKEHHS JIIKYBaHHS
mu30(QpeHii KapuIpasMHOM MpeACTaBlIeH] 32 CHCTEMaMU OpraHiB.

[To6iuHi peakirii po3noAiNeH1 3a YaCTOTOI0 BUHUKHEHHS TaKUM YMHOM: Tyxe dacTi (> 1/10); gacti (Bin
> 1/100 mo < 1/10); newacti (Bim > 1/1 000 mo < 1/100); mooxuuoxi (Bimg > 1/10 000 mo <
1/1 000); pinkicui (< 1/10 000); gyactoTa HeBimoMa (HEMOKJIMBO BH3HAYUTH HA OCHOBI HasBHUX
TaHuX). Y KOXHIA Tpymni 3a 4acTOTOIO BUHUKHEHHS NOOIYHI peakilii NpencTaBlieHI B TMOPSIKY
3HIDKEHHS IXHBO1 CepHO3HOCTI.

IToO1uHi peakilii, 110 BUHUKAIOTh y NAIIEHTIB 13 IU30(QpEHIEI0

Cucremun Hyxe dacTi Yacri Hewacri [TooauHOKI YacroTta
OprasiB HEBiOMA
Kpos Ta Anewmis Heiitponenis
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niMdarnyaa Eo3unodinis
cucTemMa
ImynHa [TinBumena
cucTema YYTIUBICTh
EnnokpunHa SHUKEHHS lNmotupeos
cucrema pIBHS THpEOT-
POTIHOTO TOP-
MOHY B KpPOBI
Oomin 30UTbIICHHS AHOpManbHUH
pEYoOBUMH  Ta MacH Tijia piBEHb HATPIIO
Xap4ayBaHHS 3HIKEHHS B KpOBI
arneTuTy [TinBueHuii
[linBumienHst | piBeHb IJIIOKO-
aneTuTy 3 B KpPOBI
Hucninigemis | LlykpoBuit
niaber
Ilcuxika Poznagu CHy1 CyiuunanpHa
TpuBOXKHICTH [IOBEIIHKA
Henipiit
Henpecis
3HUKEHE
1101710
ITinBuiene
1101110
EpektuibHa
TUChHYHKITIS
Hepsosa Axatuzis? CenaTuBHUNA 3araipMoBa- Cynomu/ 3II0AKICHUI
cucrema [Tapkinco- edext HICTh KonByncii Hepo-
Hizm® 3amamopo- Huzecresis AMHe31s JENTUYHUN
YeHHS Juckine3is® Adaszis CHHIPOM
Huctownis* ITi3us
Iami  excrpa- | AUCKiHE31s
nipamigHi  Ta
pyXOBi
posnaau®
Opranu 30py Posmutuii 3ip | [logpasuennss | @oTodobis
oKa Karapakra
ITinBuenu
BHYTPIIIHHOO-
YHUM TUCK
[Topymenus
aKoMoJarii

SHWKEHHS TO-
CTPOTH 30py

Opranu cioyxy Bepturo

Ta

piBHOBAru

Cepue TaxiapuTmis [Topymenns
cepueBoil
IPOBIAHOCTI
Bpaniaputmis
[TonoBxeHHs

iHTepBany QT
Ha EJEeKTpOKa-
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paiorpami
[MaTomoriunuit
3yoenp T Ha
eJIeKTpOKap-
Jiorpami
Cynunu AprepianbHa | ApTepiaibHa
rinepreH3is TinOTeH31s
Opranun I'mkaBka
JXaHHS,
rpyaHOI
KJIITKH Ta
CEPeIOCTIHHSA
[InyrkoBo- Hynora l'actpoeso- Hucdaris
KHUIIKOBUH 3akpen dareanbpHa
TpPaKT brtoBanHs pedmrokcHa
XBOpoOa
Ileuinka Ta IlinBuenuii IlinBumenuii Toxkcmunnii
KOBUOBUBIJIHI piBEHb piBEHb renaTuT
HNUISIXH MEYIHKOBUX Ou1ipy0OiHy B
dbepmeHTIB KpOBI
Hkipa Ta CaepbOix
MIIKIPHI Bucun
TKaHUHU
OmnopHo- [MinBuniennii Pabnomiomniz
pyXOBHIA piBeHb  Kpea-
amapar Ta tuHiHpOoCcho-
CIIOJTy9HA KiHa3u B KpOBi
TKaHHWHA
Hupku ta Huzypis
CEYOBUBIIHI [Tonaxiypis
HUISIXU
BaritHicTb, Heonarans-
MICJISIOJIOTrO- Hul abcTuHe-
BHI Tepion Ta HTHUHA CUHI-
MepuHaTaIbHI pom (muB.
CTaHU po3nit  «3a-
CTOCYBaHHS y
nepios
BariTHOCTI
abo
r'OJTyBaHHS
TPYIITION).
VYcekiagHeHHs Broma Crpara
3arajabHOTO
XapakTepy

'Posnanu cHy: Ge3coHHS, aHOMAJIbHI CHM, KOLIMAPH, PO3JIa/ii IUPKAJIHOTO PUTMY CHY, THCCOMHisl, TiepCOMHis,
MOPYIICHHS 3aCHHAHHS, TOPYLIEHHS Y CepeluHi CHY, HiUHI )Kaxu, po3iaaud CHY, COMHamOyJi3M, HOPYIIEHHS
MpoOyIHKEHHS.

2 AKaTH3is: aKaTH3is, ICHXOMOTOPHA TilepaKTUBHICTh, 30YKEHHS.

*[apkincoHi3M: akiHesis, 6pamukinesis, Gpagudpenis, cUMITOM 3y0UaTOro Kojieca, eKCTpamipaMinaHi ponaim,
MOPYIIEHHSI XOJH, TiMOKiHE3id, CKYTICTh B cyriiodax, TpeMop, MacKomoaiOHe oOnuyus, M’sS30Ba PHUTiAHICTD,
CKEJIETHO-M’s130Ba CKYTICTb, PUTIIHICTh MOTHIMYHUX M 5I3iB, TAPKIHCOHI3M

*Jlucronis: 61ehapocnasm, IUCTOHIS, M’ A30Be HANPYKEHHs, OPOMAHIUOYIAPHA AUCTOHIs, KPUBOIIHS, TPU3M.

13



lHmi  eKcTpamipaMiZHi Ta pyXOBi pO3TagM: MOPYIIEHHS piBHOBAarM, OPYKCH3M, CIMHOTEYa, AM3APTpis,
MOPYIIEHHS XO/AW, aHOMaJIbHU T1a0esipHUi peduiekc, rimopediekcis, po3naad pyXiB, CHHAPOM HECTIOKIHHUX
HIT, TinepcaniBalis, NOPYIIEHHS PYXiB sS3UKa.

®JTuckinesis: XopeoaTeros, AUCKiHE3is, TPUMACH, CHA3M TIOTTIAAY, TIPOTPY3is A3HKa.

Onwuc eskux NOOIYHUX peaKIlii

THomymuinua kpuwmanuxa/ kamapaxma

Po3BuTOK KaTapakTH crHocTepiraBcs Il 4Yac JOKIIHIYHUX JOCTIDKEHb KapuipasuHy. Tomy 3a
(dhopMyBaHHSIM KaTapakTH CIIOCTEPIrajid 3a JOIMOMOTOI0 OTJISIB i3 IIUTMHHOK JIAMIIO0, a TIAIlI€HTH,
SIK1 BXKE€ MaJId KaTapakTy, Oy/iu BUKITIOYCHI 3 gocmipkeHHs . [1i1 qac KIIHIYHOT IporpaMu TOCIiHKEHHS
Iil KapuIpasuHy y Malie€HTiB 3 MHU30()PEHIEI0 MOBIIOMIISUIOCS MPO KUTbKa BUMAJAKIB KaTapakTH, IO
XapaKTepu3yBajacsi He3HAUYHMM TOMYTHIHHSIM KpuIuTanuka 0e3 mopymenHs 3opy (13/3192; 0,4 %).
Jlesiki 3 1MX NAIlEHTIB Majld YMHHMKU pu3uKy. Hailuacrime moBimomuisiocs mpo Takuil moOIuHUMN
edekt 3 OOKy OprasiB 30py, SIK HEUITKICTh 30py (mianebo: 1/683, 0,1 %; xapumnpaszun: 22/2048,
1,1 %).

Exempanipamioni cumnmomu (EIIC)

Y KOpPOTKOTpHBAIMX NOCHTIKeHHSX dactoTa BuHukHeHHs EIIC cranosmia 27 %, 11,5 %, 30,7 % ta
15,1 % nmnarieHTiB, SKI JIKYBaIMCS BIANMOBIAHO KapUIpa3MHOM, IUIaned0, pHUCIEPUIOHOM Ta
apurrinpa3oyioM. AkaTu3is crioctepiranacs B 13,6 %, 5,1 %, 9,3 % Ta 9,9 % narieHTiB, sKi JTIKyBaTuCs
BIIMOBIIHO  KAapUIpPa3WHOM, IUIanebdo, pUCHIEPHIOHOM Ta  apwumimpaszoyioM. [lapkiHCOHIZM
cnoctepirasess B 13,6 %, 57%, 22,1% Ta 5,3% mamieHTiB, sKi JIKyBaIHCS BiIIMOBITHO
KapuIpa3suHoM, Iiarne0o, pucepruI0HOM Ta apuItinpas3oioM. JuctoHiro crioctepiramu B 1,8 %, 0,2 %,
3,6 % Ta 0,7 % marieHTiB, SKi JIKyBaJINACS BIAMOBIIHO KapUIPA3WHOM, IJIae0o, pUCIICPHIOHOM Ta
ApUIITIPA30JIOM.

VY mnane6oKOHTPOJIbOBaHIA YaCTUHI JOCTIKEHHs TOBroTpuBaiiol minrpumkn edekrty gactota EINC
cranoBuna 13,7 % y rpymi, sika mnpuiimana kapunpasuH, y mnopiBHaHHI 3 3,0 % y rpymi, ska
oTpumyBana miamnedo. Akatusiga cnocrepiranaca B 3,9 % NaIi€HTIB, SKI JIKYBaJIUCS KapUIPa3HHOM,
npotu 2,0 % B rpymi, sika npuiiMana rutane6o. Ilapkinconism cmnoctepirascs B 7,8 % T1a 1,0 % y
rpynax, mo BiAMOBIAHO MPUMMaIA KapUIIPa3HH Ta IJianedo.

VY nocnimkenHi HeratuBHUX cumnromiB npo EIIC nosimomusuiocs B 14,3 % y rpyni, mo npuiiMana
Kapunpasut, Ta B 11,7 % y rpymi, 1o JikyBanacs pucnepuaonom. Akarusis croctepiranacs B 10,0 %
MaIIEHTIB, fAK1 JIKYBaJUCs KapumpasuHoMm, Ta B 5,2 % y rpymi, mO MOpHiiMala pPHUCIEPHUIOH.
[Tapkinconidm crnocrepirases B 5,2 % ta 7,4 % y rpynax, mio BiAMOBIAHO MpHUIIMaId KapUIpa3UH Ta
pucniepunon. binmpmicte Bumnankie EIIC Oynm jerkoro 4m CepeaHbOTO CTYMEHs TSKKOCTI Ta
KOHTPOJIIOBAJIMCS 3BUYAMHUMHU JIKapchbkuMH 3acoOamu ams JikyBaHHs EIIC. PiBeHp npunuHeHHs
nikyBanHs yepe3 Bunanaku EINC, mo no’s3ani 3 [1JIP, 6yB HU3bKUM.

Benosna mpomboembonia (BTE)

Bunanku BeHO3HOT TpoMO0eMO0ITii, BKIIFOUYHO 3 BUIIAJKaMU JIET€HEBO1 eMOO0JIi1 Ta TpOMOO03Y TTTHOOKHX
BEH, CIIOCTEPIraaucs Mpy NIPUHOMI aHTUIICHXOTHUKIB. YacToTa HeBioMa.

1Tiosuwenuti pigenv neuiHKOBUX MPAHCAMIHA3

[Ipn nikyBaHHI AHTHUICHUXOTHKAMHU YacTO CIOCTEPIra€Tbcsl MIIBUINEHHS PIBHSI MEYIHKOBHX
TpaHcamina3 (ananiHaminotpancdepasu (AJIT), acmaprataminorpancdepazu (ACT)). ¥V kiIiHIYHHX
nociikeHHsax kapunpasuny minsuiieHHs piBHs AJIT, ACT Bunukano B 2,2 %, 1,6 % ta 0,4 %
NAIi€HTIB, SKI BIAMOBIIHO JIKYBAJUCS KapUIPa3WHOM, pUCHEpUIOHOM Ta Iutanebo. KoxeH 3
MAIIE€HTIB, SIK1 JIKYBAJIUCS KapUIIPa3UHOM, HE MaB )KOJJHUX YPa)K€Hb MEUiHKH.

3minu eacu

VY KOPOTKOTPUBAIMX AOCTIIPKEHHIX BIIMIUANIOCS TPOXU OUIbIIE 3a cepe/iHe 30UIbIIEHHS Bark B TPy,
10 JIKyBajacs KapUIpa3WHOM, y IMOPIBHSAHHI 13 Ipymnolo, 1o npuitmana mianedo: 1 xr ta 0,3 kr
BIJIMOBIHO. Y JOBrOTPUBAIUX JOCTIIPKEHHSIX MIATPUMAaHHS €QeKTy He CIOCTepirajiocs KIIHIYHO
3HAUyIOl pI3HMIII B 3MiHI Macu Tila Bill BHUXIIHOTO piBHA A0 KiHig JnikyBaHHs (1,1 xr mpu
3acTocyBaHH1 kapunpasuny ta 0,9 kr — mmane6o). Ha BigkpuTiii craiii JOCHIIPKEHHS MPOTITOM
20 THKHIB JIIKyBaHHA KapunpazuHoM y 9,0 % maiieHTiB po3BUHYIOCS MOTEHIIMHO KIIHIYHO 3HAYYIIE
(ITK3) 30inbIIeHHS MacH Tida (BU3HAYAETHCS K 30UTbIIEHHS Ha > 7 %), a MmiJ 4ac moABiIMHOI ciimoi
cranii yepe3 20 TWXKHIB MIC/IA BIIKPUTOTO JiKyBaHHs KapurpasuHoMm IIK3 30inbiieHHs mMacu Maiu
9,8 % mari€eHTIB, K1 NMPOJOBXKYBAIM JIIKYBaHHS KapunpasuHoMm, mnpotu 7,1 % mauieHTiB, sxi Oynu
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paHIOMI30BaHi s MpUioMy miane6o. Y JOCHIIKeHHI HETraTUBHUX CUMITOMIB CEpelHs 3MiHAa Macu
Tina craHoBuia —0,3 Kr y rpyImi npuiioMy kapumnpasuny ta +0,6 Kr y rpymi npuiioMmy pucnepuaony, a
I1K3 36unbIIeHHss Baru criocrepiranocs y 6 % MaiieHTiB 3 TPynu, U0 NpUAMani KapuIpasuH, Ta y
7,4 % mnarieHTiB, SKi JIKyBaJIUCS PUCTIEPUIOHOM.

Ilooosocenns inmepeany QT

VY KIiHIYHOMY JOCHIIPKEHHI A OI[IHKM MOJ0BXeHHs iHTepBany QT mpu npuiiomi KapumpasuHy He
OyJI0O TIOMIYeHO J>KOJHOTO TOJOBXKEHHs iHTepBary QT y mopiBHsSHHI 3 mmianedo (IuB. PO3ILT
«DapmakouHaMikay). B IHIUX KIIHIYHUX TOCTDKEHHAX MOBIIOMILUIOCH JIMIIE PO JIEKLTbKa
BUMAJKIB HE3HAYHOro TOJOBXKeHHA iHTepBamy QT mpu mnpuilomi kapumpasuny. Ilix dac
JOBTOTPHUBAJIOTO BiAKpUTOTO Tmiepiogy JikyBanHs 3 mnamieHTd (0,4 %) Manu CKOpUTOBaHHMHA 32
dopmynoro baszerra iatepan QT > 500 mc, a omuu i3 HuX MaB iHTepBan QT 3 KOpHUTyBaHHSIM
Opunepuris > 500 mc. [Tomorxkenns Ha > 60 Mc ckopuroBaHoro 3a gopmynor bazerra intepany QT
BiJl BUXiTHOTO piBHS crioctepiranocs y 7 namieHTiB (1 %), a y 2 nauienTiB (0,3 %) — 3 KOpUTryBaHHIM
Opunepuiiiss. Y TOBrOTPUBAJIOMY JOCIIDKEHH] JUIsl MIATPUMaHHA e€(eKTy Mix 4ac BIIKPUTOi cTaail
MOJIOBXKEHHSI CKOPUTroBaHOTO 3a (hopmynor bazerra iHtepBany QT na > 60 Mc Bin BUXiIHOTO PIBHS
cnocrepiranocs y 12 mnaumientiB (1,6 %), a iaTepBanty QT 3 kopuryBanHsM @puuepuuis — y
4 nauienTiB (0,5 %). Ilixn yac moABIMHOIO CIINOTO MEPIOAY JIKYBAaHHS MOJIOBXKEHHS CKOPUTOBAHOTO 32
dbopmyrnoro bazerra intepBany QT Ha > 60 MC BiJ BUXIZIHOTO PIBHS CIIOCTEpIragocsi y 3 Malli€HTIB
(3,1 %), sKi TiKyBasKCs KapuIpa3uHoOM, Ta y 2 maiieHTiB (2 %), sKki npuiimaiy miamneoo.
[ToBigoMIIEHHS NPO MiTO3PIOBaH1 MOOIUHI peaKilii

[ToBimomIeHHSs TIPO Mi03pIOBaH1 MOOIYHI peaKIlii IMICIs peecTpalii npenapary € ayxe BaxiauBuMu. Le
JI03BOJISIE€ MOCTIMHO KOHTPOJIIOBATH CHIBBITHOIIEHHS KOPUCTH/PU3UK IPU 3aCTOCYBaHHI JIIKapCHKOTO
3aco0y. MeanuHuX MpaiiBHUKIB MPOCATH MOBIAOMIISATH PO Oy/b-AK1 MiJ03pIoBaHi MOOIYHI peakiii 3a
JOTIOMOT OO0 HAIlIOHAJIBHOT CHUCTEMH (DapMaKOHATJISITy.

Tepmin npuoamnocmi.
5 poxkiB.

YMoBH 30epiraHus.

30epiraTy B OpUTiHAIBHIN YITAKOBIII JUIsl 3aXKCTY BiJ BIUIMBY CBITJIA.
Jlikapchkuii 3aci0 HE BUMarae creliaibHUX TeMIIEpaTyYpHUX YMOB 30epiraHHs.
30epiraTy B HEJOCTYITHOMY ISl AITEH MICITL.

YnakoBka.
ITo 1,5 mr a6o mo 3 mr: mo 7 xaricyin y 6micrepi; mo 1 abo 4 Girictepu B KApTOHHIN yITaKOBII.

ITo 4.5 mr abo mo 6 mr: mo 7 karcyn y Omicrepi; mo 4 OiicTepu B KapTOHHIN yIaKOBIIL.

Kareropis Bigmycky.
3a perenTom.

BupooHuk.
BAT «I'eneon Pixtep», Yropumsa.

Micue3Haxo/:KeHHs BAPOOHMKA Ta a/ipeca Miclsl NPOBA/KeHH HOro AisiIbHOCTI.
H-1103, Bynanemr, Byn. Hempei, 19-21, Yropiuna.
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