IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

KAHIIECAP
(CANDESAR)
Cknao:
ditoua pevosuHa: candesartan;
1 TabneTka MiCTUThL KaHAecapTaHy IuiekceTuny 4 mr, abo 8 mr, abo 16 mr;
0ONOMIICHI PeYOBUHU:

JIAKTO3a, MOHOTIAPAT; KPOXMaslb KYKYPYO3SHUM, KaIbIlif0 KapOOKCUMETHIIIIEIT003a,
rimpokcumpomninientono3a, Makporon 6000, maruito cTeapar, 3aji3a okcupn 4yepBoHuii (E 172).

Jlikapcbka ¢popMa. TabneTku.
OCHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

mabaemxku no 4 me: Kpam4acTi TablIeTKr POXKEBOTO KOJIbOPY, KAlCyIOBUAHOI GOPMHU 3 THCHEHHSIM
«C9» 3 ogHOTr0 60Ky Ta r’mMO0KOI0 PO3IMOMAINHU0I0 PUCKOIO 3 iHIIOT0 OOKY;

mabsemku no 8 me: KpamyacTi TablIeTK! POKEBOT0 KOJIbOPY, KAICyIOBUAHOI popMU 3 TUCHEHHSM
«C» Ta «10» mo obupmBa 60KM Bifi pO3MOIinbY0l pUCKHU 3 OMHOTO OOKY Ta PO3MOIiTbY0i0 PUCKOIO 3
inIoro 60Ky;

mabaemxku no 16 me: Kpam4acTi TaGIeTKH POKEBOT0 KOJTbOPY, KAIMICYTOBUAHOI GOpMU 3 THCHEHHSIM
«C» Tta «11» mo obupBa 60KM Bifi pO3MOKiNbY0l PUCKHU 3 OMHOTO OOKY Ta PO3MOMiTbY0I0 PUCKOIO 3
iHmoro 60OKy;

dapmakoTepaneBTHYHA rpyna. AHTaroHictu peuenrtopis anriores3uny II. Kog ATX C09C A06.

dPapmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.

Mexanism 0ii

AnriotensuH II - To10BHUYM Ba30aKTUBHUM TOPMOH PeHiH-aHTi0TeH3UH-aJIbJ0CTEPOHOBOI CUCTEMHU
(PAAC), o Bimirpae pomnsb y nmatogisionorivHoMy MexaHi3aMi pO3BUTKY apTepianbHOI TinepTeHaii,

CeplLeBol HeIOCTATHOCTI Ta iHIIKUX CepIeBO-CyIVHHNUX 3aXBOPIOBaHb. BiH TakK0OX Bifgirpa€e poinb y
nmaToreHesi rineprpodii Ta ypaxeHHs opraHiB-MinieHeu. OCHOBHI (¢izionoriuHi ehekTn



aHrioteH3uny I, Taki 1K Ba30KOHCTPUKIIiS, CTUMYJIALISA aJbIOCTEPOHY, PETYILlisd COIbOBOIO Ta
BOJHOT'O0 TOMEOCTa3y i CTUMYJISIIS POCTY KJIiTUH, BifOyBalOThCA 3 y4acTio penenTopiB Tumy 1 (AT,).

dapmakoOuHamiyHi epexmu

KaHpecapTaHy LIUJIEKCETHUII € IIperapaTOM-IONEePEeHUKOM, IPUAATHUM [JIs IePOPaIbHOr0
3aCTOCYBaHHS. BiH IIBUIKO II€PETBOPIOETHCSA B aKTUBHY PEUYOBUHY KaHAeCapTaH HNUIIXOM e(dipHOTo
rigposmi3dy mif 4ac BCMOKTYBaHHS 3 TpaBHOro TpakTy. KanpmecapraH € APAII, celeKTUBHUM 111010
peuentopis AT,, 3 MillHUM 3B’A3yBaHHAM 1 IIOBIJILHUM Bifi' €qHAHHAM Bif peLenropa. BiH He Mae
ArOHICTMYHOI aKTUBHOCTI.

KanpecapraH He iHTiOye aHTiOTeH3UHIIepeTBOPIOBanbHUM GepMeHT (AIID), 110 TEpeTBOPIOE
anriorensuH I o anriorensuny Il i pyitnye Opapukinin. He Big3HaueHno BrnuBy Ha AIIO i
IIOTeHIlil0BaHHS OpaguKiHiny abo cyOcTaHtii P. ¥ KOHTPOIbOBaHUX KITIHIYHUX [OCHTIXKEHHSX, Y IKUX
IIOpPiBHIOBaJIM KaHAecapTaH 3 iHribiTopamu AII®, yacToTa BUHUKHEHHS Kallmio Oyia HUXKYOIO ¥
TallieHTiB, SIKi OTPUMYyBaii KaHecapTaHy LumeKceTun. KaHnecapTaH He 3B's13y€ Ta He OJI0KyE
PELIENTOPH iHITMX TOPMOHIB ab0 i0HHI KaHamy, BaX/IWBiy pPerynsiii cepleBo-CyquHHOI CHCTEMH.
AHTaroniaMm fo peuentopiB aHriotreHsuny II (AT,) npu3BOAUTH [0 00303a/I€KHOTO MigBUIIIEHHS
IIa3MOBUX DiBHIB peHiHy, aHTioTeH3UHY | i aHrioTeH3uHYy I, a TaK0XK [0 3MEHIIEeHHS 171a3MO0BO1
KOHIIEHTpAIlil albI0CTEPOHY.

KniHiuHa epekmugHicmb ma 6e3neka

ApmepidabHa 2inepmeH3is

[Tpu apTepianbHil rinepTeH3il KaHOecapTaH CIPUYKHSE N0303aJIeKHe NOBrOTpHBalle 3HNKEHHS
apTepianbHOTO TUCKY. AHTUTIEpTeH3UBHa [Iis BinOyBa€eThCs 3a paXyHOK 3MEHIIIEHHSI CUCTEMHOTO
nepudepuyHOTro onopy 6e3 pedIeKTOPHOTO MiABUIIEHHS YaCTOTH CeplieBUX CKOpOoYeHb. Bka3iBKu Ha
cepito3ny abo IOCHIIeHY apTepianbHy TiMOTeH3i0 MicIsa MpUioMy mepioi Jo3u a00 CHHIPOM BimMiHK
iCJIs IPUNIUHEeHH JIIKyBaHHSA BiICYTHI.

[Ticrs 3acToCyBaHHSI pa30BOl 103U KaHAeCapTaHy IUIEKCETUITy II0YaTOK aHTUTIIePTEH3UBHOTO
e(ekTy 3a3BU4al CIOCTePIiraeTsca IpoTaroM 2 roguH. [Ipu TpuBanoMy NTiKyBaHHI OCHOBHE
3MEHIIIeHHST apTepialbHOT0 TUCKY IIPYU 3aCTOCYBaHHi OyIb-5SKOI 03U 3a3BUYal HOCITAEThCS
IPOTSATOM 4 TUXKHIB i 36epiraeTbcs BIIPOIOBK JOBTOCTPOKOBOTO JTiKyBaHHS. 3TiMHO 3 JTaHUMHU MeTa-
aHasi3y, cepenHiil momaTKOBUY edeKT mpu 30inbiieHHI o3u Big 16 mr mo 32 Mr 1 pa3 Ha fo0y OyB
He3HayHUU. BpaxoByoun iHAUBiTyanbHi 0COOIMBOCTI, y OesIKUX MallieHTiB MOXKHa 04iKyBaTH OifbII
BUpaxeHU# eeKT, MOPIiBHSHO i3 cepegHiM. KaHmecapTaHy IIUIEKCETUII IPU 3aCTOCYBaHHI 1 pa3 Ha
no0Oy 3abe3neuye eheKTHBHE i TOCTYIIOBE 3HUKEHHS apTepialbHOTO TUCKY MIPOTATOM 24 TOOUH i3
HEe3Ha4YHOI0 BiAMIHHICTIO MiK MaKCUMa/lbHUM i MiHIiManbHUM epeKTaMH IIiff 9ac iHTepBay
N03yBaHHS. AHTUTIEPTEeH3UBHUY e(eKT i IepeHOCHMICTh KaHfiecapTaHy Ta Jio3apTaHy OPiBHIOBAIN
y XOfi JBOX PaHAOMi30BaHUX, OABIMHUX CIIINUX OOCIIAXKEHb 3 y4acTio 3arajoM 1268 maiieHTiB i3
7erkKo0 abo IOMipHOIO apTepianbHOW TimepTeH3ico. MiHiManbHe 3HUXKEHHS apTepiaTbHOTO TUCKY
(cucTomiyHOTrO/miacToniyroro) cranosuno 13,1/10,5 MM PT. CT. IPH 3aCTOCYBaHHI 32 MT
KaHOecapTaHy munekcetuny 1 pa3 Ha mo0Oy i 10,0/8,7 MM pT. CT. - mpu 3acTtocyBanHi 100 mMr
J03apTaHy Kaniio 1 pa3 Ha no0y (pisHuLS y 3HUKEHHI apTepianbHOro Tucky 3,1/1,8 MM pT. CT.,
p<0,0001/p<0,0001).

[Ipu 3acToCcyBaHHI KaHecapTaHy LUAJIEKCETUIY pa30oM i3 IigpoxI0poTia3uioM CIIOCTEPIraeThCsa
IoOaTKOBe 3HUIKEHHS apTepialbHOTO TUCKY. [IocuneHn aHTUTINepTeH3UBHUN e(eKT TaK0XK
Big3HAYaA€ETHLCS, IKINO KaHIecapTaHy IKUIeKCEeTUI KOMOIHyBaTH 3 aMIOTUIIIHOM a00 QemoguniHoM.



Jlikapceki 3aco0u, gki 610kyoTh PAAC, MatoTh MEHII BUpPaXKEHUM aHTUTINEePTEeH3UBHUN eDeKT y
NallieHTiB HETPOIOHOI pacy (3a3BMYall NallieHTH 3 HU3bKUM PiBHEM PEHiHY), HiXK y Malli€eHTiB iHIINUX
pac. Ile TakoX XapaKTepHO [JIsd KaHAecapTaHy.

KaHpmecapTaH IMOCHUITIOE HUPKOBUHM KPOBOTIK i He BIIMBA€E ab0 IMiABUINYE IIBUAKICTh KITYOOYKOBOI
GbinbTpallil 3a paxyHOK 3MeHIIIEHHS HUPKOBOTO CYAUHHOI0 OIOpPY i ppakiil dinbrpartil. ¥
TPUMICAYHOMY KIIIHIYHOMY [OCIIiIXKEHH] 3 y4aCTIO [TalliEHTiB 3 apTepialbHOIO TilepTeHsi€lo,
yKpoBuM fiabetoM II Tumy i MikpoanbOyMiHypi€i0 aHTHTiIepTEeH3UBHE TiKyBaHHS KaHeCcapTaHOM
IIMIeKCEeTUIIOM 3MEeHIIIyBaJlo BUMiIeHHS anbOyMiHy i3 cedeto. Ha gaHuii 4ac gaHUX LIOJ0 BILJIUBY
KaHIecapTaHy Ha IIPOrpecyBaHHs AiabeTHuyHOI HedpomaTii HeMae.

BrnnuB kaHAecapTaHy IUJIEKCETUITY y fo3ax 8-16 mr (cepenHs mo3a - 12 mr) 1 pa3 Ha no0Oy Ha
CepleBO-CYAMHHY 3aXBOPIOBAHICTh i IeTaJIbHICTh OLIHIOBAJIX Y XOOi paHOOMi30BaHOTO KIIiHIYHOTO
DOCTiAXKeHHS 3 y4acTio 4937 mallieHTiB JiTHLOTO BiKy (BikoM 70-89 pokis; 21 % - BikoM Big 80 pokiB)
3 JIETKOI0 Ta IIOMipPHOI0 apTepianbHOIO TilepTeH3i€l0 i3 CepeHbOI0 TPUBAICTIO 3,7 POKy (Study on
COgnition and Prognosis in the Elderly - [TocnigxKeHHs KOTHITUBHOI 3@THOCTi Ta IIPOTHO3Y Y
NallieHTIB JITHHOTO BiKYy). [1allieHTH OTpUMyBaJK KaHecapTaHy unekceTu abo mnanebdo pa3oM 3
IHIMM aHTHUTINIePTEH3WBHUM JIiKyBaHHSM, ITI0 AO04aBalu Ipu HeoOXigHOCTI. ApTepiaabHUN TUCK
3HuXKyBaBcA 3i 166/90 mo 145/80 MM pT. CT. y rpyIi JIiKyBaHHS KaHAecapTaHoM i 31 167/90 mo
149/82 MM pT. CT. - y KOHTPONbHIY rpymni. CTaTUCTUYHO 3HAYYIIO] Pi3HUII KiTbKOCTi BETUKUX
CepIIeBO-CYAMHHUX SBUII Y IEPBUHHIN KiHIIEBiM TOYIli He BUSIBIIEHO. 3apEeECTPOBaHO 26,7 IBUL] Ha
1000 narieHTO-pOKiB ¥ rpymi niKyBaHHS KaHpecapTanoMm npotu 30 ssumi Ha 1000 maiieHTo-poKiB y
KOHTPOJIbHIN TPYIII.

Cepuesa HedocmamHicmb

JIikyBaHHS KaHeCapTaHOM I[MJIEKCETUIIOM 3HUXKYE JIeTaNbHICTh, 3HUXKYE KiTbKiCTh IOCIiTami3alin 3
IIPUBOJY CEPIIEBOI HEJOCTATHOCTI i IIOJIETIIye CUMIITOMU Y MAIliEHTIB i3 CUCTONMIYHOI0 AUCHYHKIIIEIO
JIiBOTO LITYHOYKa, 1110 0yJ10 Bif3HA4YeHO y X0fli mporpamMu «KaHpecapTaH IIpu CepIieBiit HEJOCTAaTHOCTI
- OLIiHKa 3HMKEHHS JIeTaJIbHOCTI Ta 3axBopioBaHOCTi» (CHARM).

s nmarne0o0-KOHTPOIbOBaHA MOABIMHA Clilla MOCHTiTHUIIbKA ITporpaMa 3 y4acTIo Malli€EHTIB i3
XPOHIYHOI0 cep1ieBoio HepocTaTHicTI0 (XCH) dyukionansrux Knacis II-1V 3a knacudikamnieo Hoio-
HMopkceKoi Kapaionorignoi acomiarnii (NYHA) cknapanacs 3 TphOX OKpeMHX Hociimxkerb: CHARM-
AnbrepHaTuBa (n=2028) 3 yyacTio nauieHTiB i3 ppakii€to Bukuay niBoro umyHodka (O®BJIII) < 40 %,
SIKUX He JIiKyBanu iHribitopamu AII® dyepe3 HelepeHOCHMICTh (IlepeBakHO BHACIIIOK Kallio, 72 %),
CHARM-[lomaBanHs (n=2548) 3a y4dacTio nauieHTis i3 ®BJIIII < 40 %, sKi oTpuMyBanu iHribitopu
ATI®, i CHARM-36epexents (n=3023) 3a yyacTio marfiesTi i3 ®BJIII = 40 %.

Y nocnigxxenni CHARM-AnbTepHaTHBa KOMIIO3UTHA KiHIleBa TOYKa CEPLIEBO-CYIUHHOI I€TaIbHOCTI
abo mepioi rocmitasmisariii 3 mpuBogy XCH 6yria 3HaYHO MEHIIIO0 IIPH JTiKyBaHHI KaHOeCAapTaHOM
TIOPiBHSHO 3 T1ane6o (BigHOCHUM PU3UK 3MeHIyBaBcs Ha 23 %). KoMmo3uTHa KiHIleBa TOYKa
JIeTalbHOCTI 3 OyOb-gK0l TpuuyuHU abo mepIoi rocmitanizaiiii 3 mpuBogy XCH Takox Oyia 3HaYHO
3HUKEHa y TPYyIi KaHAecapTaHy 3 abCOMIOTHOO pisHUIeio ¥ 6 %. O6uaBi CKIagoBi XX KOMIO3UTHUX
KIHI[eBUX TOYOK - JIETAJIbHICTh i 3aXBOPIOBaHICTH (rocmitanizauis 3 npusofy XCH) - cBiguaTh Ha
KODPUCTD CIIPUSATIUBOTO eheKTy KaHmecapTaHy. JIikyBaHHSI KaHOeCapTaHOM IIUJIEKCETUIIOM
IPU3BOIUIIO 0 OKpalleHHS (PyHKIIOHanbHOro Knacy 3a NYHA (p=0,008).

Y nmocnigxxenni CHARM-[lomaBaHHS KOMIIO3UTHA KiHIleBa TOYKa CEPLIEBO-CYIUHHOI IeTaIbHOCTI abo
nepInoi rocuitanisanii 3 npuBogy XCH 6yna 3Ha4HO 3HUKEHOIO Y TPYIIi KaHAecapTaHy MOPiBHSHO 3
nnane6o (BiTHOCHUYM PU3UK 3MeHITyBaBcs Ha 15 %). Kommo3uTHa KiHIleBa TOYKa JIeTaJIbHOCTI 3 Oy/Ib-
Kol mpuurHU abo nepinoi rocmitamnizanii 3 mpuBony XCH Takox Oyja 3HaYHO 3HUKEHA y TPyIIi



KaHJecapTaHy, 3 abComoTHOO pisHuIeo v 3,9 %. O0uaBi CKIamoBi IMX KOMIIO3UTHUX KiHIIEBUX TOUYOK
- JIETa/IbHICTh i 3aXBOPIOBAHICTh - CBif4aTh Ha KOPUCTh CIPUATINBOrO e(DeKTy KaHoecapTaHy.
JIikyBaHHSI KaH€CapTaHOM I[MIEKCETUIIOM IIPU3BOAUIIO OO MOKpalleHHs (PYHKIIIOHAIBHOTO KJIacy 3a
NYHA (p=0,020).

Y mocnipxenHi CHARM-36epexeHHs CTaTUCTUYHO 3HAUYIIOTO 3MEHIIEHHSI KOMIIO3UTHUX TOUOK
CeplieBO-CYAMHHOI JTeTambHOCTI abo mepioi rocmiTtanisanii 3 mpuBony XCH gocsirHyTo He GyIio.

JletanmpHIiCTh 3 OyOb-IKUX IPUYUH He Oyjla CTaTUCTUYHO 3HAYYIIIOI0 IIPU aHali3i 0KpeMo B KOXKHOMY 3
Tphox gocnimxkenb CHARM. OgHak neTanbHICTh 3 Oyab-IKUX IPUYKH OyJla TaKOXK OIliHEeHa Y CYKYIHil
nonynanii gocnigkess CHARM-AnbsTepHaTtuBa i CHARM-IonaBanus, BP 0,88 (95 % [I: 0,79-0,98;
p=0,018), Ta ycix Tprox gocmigxkens, BP 0,91 (95 % [I: 0,83-1,00; p=0,055).

[TosuTuBHI edheKkTy KaHAecapTaHy Oyiu IOCTIMHUMY, He3aJieXKHO Biff BiKy, CTaTi i CyIyTHbOI
MeJUKaMeHTO3Hol Teparil. KaHgecapTan Takox OyB eheKTUBHUY Y MAIiEHTIB, IKi OMHOYACHO
otpuMyBanu 6eTa-610kaTopu Ta iuribiTopu AII®, mpu LbOMY MO3UTUBHUYN eheKT OYB OTPUMaHUN
He3aJIeKHO Biff TOT0, UM MpuiMaB MallieHT iuribitopu AII® y minboBil 103i, peKOMeHIOBaHiH
IHCTPYKLI€I0 OJ1s1 MEOUYHOI'0 3aCTOCYBaHHS.

Y nanienTis i3 XCH i 3HMKEHOI0 CUCTONIYHOI (PyHKIi€0 niBoro nuryHouka (OBJIII <40)
KaHJecapTaH 3HUXKY€E CUCTEeMHUU CYOUHHUY OIIp i TUCK 3aKIMHIOBaHHS JIeT€HEBUX KalliNisapiB,
IiIBUINYE aKTUBHICTh PEHiHY B IIJIa3Mi KPOBI 1 KOHIIEHTPALil0 aHTi0TeH3uHY 1I, a TaK0X 3HUXKYE PiBHI
aJIbIIOCTEPOHY.

dapmMaxoKiHemuxka.
BcmoxkmyeaHHA | po3nodin

[Ticrsa mepopanbHOTO 3aCTOCYBaHHA KaHAecapTaHy IUIEKCETUII IEPETBOPIOETLCS Ha aKTUBHY
PeUoBHHY KaHAecapTaH. AGcomoTHa 0i0gOCTYIHICTh KaHlecapTaHy CTaHOBUTH Mpubau3Ho 40 %
IIiCJI OpasIbHOTO 3aCTOCYBAHHS PO34YMHY KaHfecapTaHy IuneKceTuny. BigHocHa 6i0goCTymHICTh
JikapchKoi (hopMu TabNEeTOK MOPIBHAHO 3 TAKUM K€ PO3YMHOM [IJI OpaIbHOT0 3aCTOCYBaHHS
CTaHOBUTH NpuOnu3Ho 34 % 3 myxKe HeBeIMKOI0 MiHUBICTIO. Po3paxyHKoBa abCOMIOTHA
6iomocTymHicTh TaONIETKH, TAKUM YMHOM, CTaHOBUTH 14 %. CepemHs MaKCUMabHa CUPOBATKOBA
KoHIeHTpalis (C,,,) DocsAraeThcs yepes3 3-4 roguHu micns npuiiomMy tabnetku. CHpoBaTKOBI
KOHIIEHTpallil KaHJecapTaHy 3i 30iIbIIEHHSIM 103 Y MeXKaX TePalneBTUYHOTO [iala30Hy J03yBaHHS
3pOCTaloTh MiHiNHO. BigMiEHOCTEN y (papMaKOKiHEeTHUIl KaHAecapTaHy, OB’ I3aHUX 3i CTATTIO, He
criocTepiranu. BxkuBaHHS 1Ki He BIJIMBA€E Ha IIJIOIIY IIiff KPUBOIO «CHPOBATKOBa KOHIIEHTpAIlig-4ac»
(AUC) kaHgecapTaHy.

KaHpecapTaH 3HAYHOIO Mipoio 3B’93y€eThcs 3 Oinkamu nna3Mu KpoBi (moHam 99 %). YsaBuuit 06’'em
pPO3MOfiny KaHgecapTaHy cTaHOBUTH 0,1 JI/KT.

[TpuiioM ixi He BIJIMBa€E Ha 6iOMOCTYIIHICTh KaHIecapTaHy.
Memaboism ma susedeHHs

Kanpnecapran BUBOOUTHCS IepeBaXKHO Y HE3MiHEHOMY BUTJIAAL i3 cedero Ta KOBYIO 1 TUIbKHU
HE3HAYHOIO MipoIo - 3a PaXyHOK meuinkoBoro Mmetabomnizmy (CYP2C9). 3rigHo 3 maHuMu in vitro
IOCTiAXKeHb, He OYiKY€EThCS in Vivo B3aEMOJil 3 TpemapaTaMu, MeTaboili3M SIKUX 3aJIeXKUTh Bif
isodepmentis CYP1A2, CYP2A6, CYP2CY9, CYP2C19, CYP2D6, CYP2E1 a6o CYP3A4 nutoxpomy P450.
Kinmesuii nepioq HamiBBUBeIeHHS KaHAecapTaHy CTaHOBUTEL NIPUOIU3HO 9 TOAMH. AKyMyJIAIil micns
6araTopa3oBuX 103 HEMAE.



3arayibHUY JIa3MOBHUI KITipeHC KaHAecapTaHy CTaHOBUTL MpuOau3Ho 0,37 MII/XB/KT 3 HUPKOBUM
KitipercoM 6u3bK0 0,19 Mi1/xB/KT. BuBeieHHSI KaHAecapTaHy HUPKaMH BifOyBa€ThCS SIK IIISTXOM
KJIy004YKOBO1 QinbTpallii, Tak i 3a HOIIOMOT0I0 aKTUBHOI KaHaJbIIeBoi cekperii. [Ticisg opanbHOTO
3aCTOCYBaHHS 103U MiY€HOr'0 Pafioi3oTonom "c KaHJecapTaHy IuIeKceTuny mpubausHo 26 % mo3u
BHUBOMIUTHCS i3 Ccevelo y BUTIISAAI KaHAecapTany i 7 % — y BUIJISIAI HEaKTUBHOTO MeTaboMiTy, Tofi K
npubnu3Ho 56 % H03u BiTHOBIIOETLCSA Y KaJjli ¥ BUTTIAML KaHmecapTany i 10 % — y Burnsami
HEaKTUBHOTO MeTabomiTy.

dapmakokiHemuka 8 ocobausux 2pynax navieHmia

Y natuieHTiB NiTHBOTO BiKY (Bif 65 pokiB) C,,,, i AUC KaHfecapTaHy migBuieHi npubnusno Ha 50 % i
80 % BiONMOBIOHO MOPIBHAHO 3 MallileHTaMU MOJIOAOTO0 BiKy. OfHaK peakllis apTepiaJbHOTO TUCKY 1
YacToTa MOOIYHUX SBUII ITiC/Is pUioMy H03u npemnapaTy Kanpecap mopmibHi y marieHTiB Monomoro i
TTHBOTO BiKYy (muB. po3Min «Crocib 3acTOCyBaHHS Ta JO3U»).

Y nami€eHTiB 3 mopyIeHHSAM (QYHKII1 HUPOK JIETKOro i cepemuboro crynens C,., i AUC KaHpecapTaHy
3pocCTany Ipu NOBTOPHOMY 3acTocyBaHHI mpubnu3no Ha 50 % i 70 % BignosigHo, ane t,, 3a1uuIascs
HEe3MIiHHUM IIOPiBHSHO 3 MalliEHTaM{ 3 HOpMaJbHOI (QYHKIIE€I0 HUPOK. BiATIOBiAHI 3MiHY y IAIli€HTIB
3 IOpPYIIeHHAM (QYHKIIl HUPOK TSKKOTO CTyIeHs cTaHOBUU mpubnu3uo 50 % i 110 % BignosigHoO.
Kinnesuii t,, Kaunecaptany OyB IpuOIKU3HO TONBOEHUY Y NAI[IEHTIB 3 MOPYIIEHHAM (QYHKIII HUPOK
TssKKOro cTyneHs. AUC KaHOecapTaHy y IallieHTiB, siKi mepebyBaloTh Ha reMofianisi, Oyna 6113pK010
10 IIbOTO TTOKA3HMKA Y MallieHTiB i3 MOpylIeHHSAM QYHKIII HUPOK TSKKOTO CTYIIEeHS.

Y [BOX [OCTigXKEHHSX, 1110 BKII0YalIy Nalli€HTiB 3 MOPYIIeHHAM (YHKIIII IeYiHKKU CEPeIHbOT0
CTYIIeHs, criocTepiranau 3pocTanHs cepenHboi AUC KaHfecapTany npubnusHo Ha 20 % B ogHOMY
nocmimxkenHi i Ha 80 % — B iHmOMY (muB. po3xin «Cnocib 3acTocyBaHHS Ta [03u»). [lOCBig
3aCTOCyBaHHS{ IIpenapary HallieHTaM i3 IOopymeHHAM (QYHKIIl IeYiHKU TIKKOTO CTyIeHs BiICyTHIN.

KrinigHi xapaKTepHCTHKH.
Iloka3aHnHus.
JIikyBaHHS eCeHIlialIbHOI TillepTeH3il y JOPOCIuX.

JlikyBaHHSI JOPOCIUX IMAIli€HTIB i3 CEPIIeBOI0 HEJOCTATHICTIO Ta MOPYIIEHHIM CHUCTOIIYHOL QyHKIIl
JiBOTO IITyHOYKA ((hpakilis BUKUAY TiBoro uyHouka < 40 %) K momaTKOBa Teparis g0 iHribiTopis
ATI® abo y Bumagkax HelepeHoCHMOCTi iHribiTopis AITQ.

IIpomunoka3aHHs.
linepuyTnuBICTh N0 KaHOeCApPTaHy IUIeKCeTUNy abo no Oyab-KOol 3 IOTIOMIXKHUX PEUOBHH.
[MTopyueHHsT QYHKIII MeYiHKU TSIKKOTO CTyIeHs Ta/abo xoecTas.

INaniedTaMm i3 1ykpoBuM miabeToM a6o mopymerHEaM ¢yHKil Hupok (ITK®<60 mm/xs/1,73M°)
OIHOYAaCHe 3aCTOCyBaHHA Npemnapaty Kanpaecap i nmpenaparis, 1[0 MICTATh aliCKipeH,
IIPOTUIIOKA3aHe.



B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

[IpenapaTy, sIKi BUBYAIHU Y XOMi KITiHIYHUX papMaKOKIHETUYHUX JOCIiAkKeHb, BKITI0YalOTh
rigpoxnopoTia3un, BapdpaprH, IUTOKCHH, OPabHi KOHTPALENTUBH (TOOTO
eTHUHiJIeCcTpafios/TIeBOHOPTeCTpe), TIi0eHKIaMif], Hibeaumin Ta eHananpui. KniHigyHo 3Hauyoi
(dhapMakKOKiHeTUYHOI B3aEMOI1 3 ITUMHU JTiKapChbKUMHU 3aco0aMu He Bil3Ha4YaIu.

OpHoYacHe 3aCTOCYyBaHHS Kajlili30epiraouyux OiypeTHKiB, pernapaTiB Kaiio, 3aMiHHUKIB COJi, 10
MICTATh KaJil, abo iHImMX nikapchKux 3aco6iB (Halpukiaf, remapruHy) Moxe MigBUIIYBaTH PiBEHb
KaJlito. MOHITOPUHT PiBHS KaJlilo CIif 3[iliCHIOBAaTH HaleXKHUM YUHOM (OUB. po3min «OcobIuBOCTI
3aCTOCYBaHHS»).

[ToBigomsinu 1po 00OPOTHE MiABUINEHHS CHPOBATKOBUX KOHIIEHTPAIIM JIiTil0 i TOKCUYHOCTI IpH
OOHOYACHOMY 3aCTOCYBaHHi JiiTito 3 inribiropamu AII®. TToni6HMI epeKT MOXKe CIIOCTEPIraTUCS TPU
3aCTOCyBaHHI aHTaroHicTiB penenTopiB anrioten3uny Il (APAII). 3acTocyBaHHS KaHIecapTaHy 3
JiTiEM He peKoOMeHioBaHe. fAKIo ImiaTBepAXKeHo HeoOXiIHICTh 3acTOCyBaHHS KoMOiHaIlil,
PEeKOMeHO0BaHU PEeTENIbHUY MOHITOPUHT CUPOBATKOBUX PiBHIB MiTiiO.

[Tpu ogHO4YacHOMY 3acTocyBaHHi APAII 3 HecTepoigHUMY MTPOTU3ananbHUMU MpenapataMu (HIT3IT)
(TobTo cenekTuBHUMHU iHTibiTopamu 1IOI'-2, alleTuncamIiIoBoO0 KUCIOTOW (>3 r/moly) i
HecenekTuBHUMHU HII3TI) Moxe crocTepiraTucs mocaabieHHs aHTUTIIePTeH3UBHOT0 e(PEKTY.

4k i npu 3actocyBaHHi iHribiTOpiB ATI®, omHOuYacHe 3acTocyBanHs APAII i HII3I1 moxke npu3BOOUTH
[0 MiABUILEHHS PU3UKY IOTipIIeHHs (QYHKIIiI HUPOK, BKII0Yal04l MOXKIIUBY TOCTPY HUPKOBY
HEOOCTaTHICTh i mifiBUIIIEHHS PiBHS Kaslito, 0COOIMBO y MAalli€eHTiB 3 yKe HasgBHO 0CJiabIeH00
dbyukuieo HupoK. KomOiHaIlrito cim 3acTocoByBaTi 3 06epekHICTIO, 0C06IMBO MHalliEHTaM JTiTHLOTO
Biky. [TanieHTy HeoOximHO 3a0e3MeYnTy HaJIeXKHY TigpaTtalliio, a Tak0XkK IPUOIIUTH yBary
MOHITOPUHTY (PYHKIII HUPOK IIiC/IS MOYaTKy CYIMyTHHLOI Tepalii Ta nepioguyHo B IOHAJbIIOMY.

Iani kmiHivEOr0 OOCTiMXKeHHS cBiTuaTh, 110 noaBiiHa 010kama PAAC 3a momoMoron KoMOiHOBaHOTO
3acTocyBaHHS iHTi6iTOpiB ATI®, 610KaTOPiB pelenTopiB aHrioTeH3uny II abo amickipeHy moB’s3aHa 3
Oi7TBIII0I0 YaCTOTOI0 TOOIYHUX SIBUII, TAaKUX SIK apTepiajibHa TilmoTeH3is, riepKaiiemis i moripuieHHs
GYHKIIII HUPOK (BK/II0UAIOYU FOCTPY HUPKOBY HEOCTATHICTh), IOPIBHAHO i3 3aCTOCYBaHHAM TiIbKU
niKapchKoro 3acoby, 1o BiinBae Ha PAAC.

Oco06.1ueocmi 3acmocy8aHHs1.
ITodsitliHa 6.10Kada peHiH-aHziomeH3uH-a1b0ocmepoHosoi cucmemu (PAAC)

[cHYIOTb mOKa3H, 110 OMHOYacHe 3acToCyBaHHs iHTiOiTOpiB AII®, 6110KaTOPiB pelenTopiB
anrioTeH3uny Il abo amickipeHy migBuUIIye PU3UK PO3BUTKY apTepiasibHOI TinoTeHsii, rimepkamiemii i
noripineHHs (QYHKIII HUPOK (BK/II0YAal0YX FOCTPY HUPKOBY HENOCTATHICTh). ToMy mofBiliHa 610Kafa
PAAC 3a gomomoroto KoMOiHOBAHOTO 3acToCcyBaHHs iHriOiTopiB AII®, GokaTOpiB pelenTopiB
anriorensuny II abo amickipeHy He peKOMeHIOBaHa. K10 Teparis noaBifiHo 6710Kamo0
BBaXKa€eTLCA abCOIIOTHO HEeoOXiqHOo0, 11 CIIif 3mificCHIOBATU TUILKY IIif HATIAOOM CIeliasicTa i 3a
YMOBHU YaCTOTO PETENIbHOT'0 MOHITOPUHTY (QYHKIIil HUPOK, EJIEKTPOJIITIB Ta apTepiaIbHOTO TUCKY.

IuribiTopu AII® i 6;10KaTOpPH pelenTopiB aHTioTeH3uHY Il He CiIifl 3aCTOCOBYBaTH OMHOYACHO
malfieHTaM i3 giabeTUYHOI HedpomaTiero.

ITopyweHHA PYHKUIT HUPOK



4K i mpu 3acTOCyBaHHI iHINX JTiKapChKUX 3aco06iB, 110 iHri0yioTh PAAC, MoXHa 04iKyBaTH 3MiHU
GYHKILII HUPOK y YyTIUBUX MAIli€HTIB, fKi OTpUMY0Th KaHpmecap.

[Ipu 3acTocyBanHi npenapaTy KaHgecap nauieHTaMm i3 apTepiajbHO TrinepTeH3ielo i IopyIIeHHIM
GYHKIIII HUPOK PeKOMEHIY€EThCS IEPIOgUYHNY MOHITOPUHT PiBHS KaJlilo i KpeaTUHIHY B CHPOBATI
KpOBi. [10CBig 3aCTOCYBaHHS IpelapaTy MallieHTaM i3 MOpPYyIIeHHSIM (QYHKIIil HUPOK AyXKe TSKKOTO
cTyneHs abo Ha TepMiHanbHii cTafil (K eammey <15 M11/xB) oOMexeHuil. TakuM narieHTaM go3y
npenapaty Kanpecap cnig mig6upaT 06epexkHo, 3MifiCHIOI0YY MOHITOPUHT apTepialbHOTO TUCKY.

OOcTexkeHHS MAIli€EHTIB i3 ceplieBOI0 HEJIOCTAaTHICTIO IIOBUHHO BKJIIOYaTH MEPIOJUYHY OLIHKY QYHKIII
HUPOK, 0COOJIMBO Y NALiEHTIB IITHHOTO BiKY (Bif 75 pOKiB), @ TAKOXK Yy Malli€HTIB i3 IOPYIIEHHAM
¢byukuii Hupok. ITig yac migbopy no3u npenapaty Kanpmecap peKOMeHOOBaHUM MOHITOPUHT PiBHS
KpeaTHHIHY i KaJliio B CHpOBaTIli KpoBi. KmiHi4HiI fOCTiXKeHHS ceplieBOl HeJOCTaTHOCTI He BKIII0YaIl
IIAITEHTIB i3 piBHEM KpeaTHHIHY B CUPOBATLi KPOBi > 265 MKMOIb/1 (> 3 Mr/gm).

CynymHs mepanis i3 3acmocysaHHAM iH2ibimopie AII® npu cepuesili HeAocmamHocmi

Pu3uk mobGivyHUX peakiriii, 0cob6IMBO apTepianbHOI rimoTeH3sii, rimepkanmieMii i moripienHs GyHKIii
HUPOK (BKJII0YalO4M TOCTPY HUPKOBY HEIOCTATHICTh), MOXKE 3POCTATHU IIPU 3aCTOCYBaHHI IIpenapary
Kanpecap y kombGiHariii 3 inribiTopamu AII®. [ToTpiitHa kKoM0OiHaisg inribitopa AII®, anTaroHicra
pellenTopiB MiHEPaJOKOPTUKOIMIB i KaHecapTaHy TaKOXK He PeKOMeHI0BaHa. 3aCTOCYBaHHS 1IUX
KoMOiHalli# TOBUHHO 3[iMCHIOBATHUCS TiJIbKY IIif HATJISIOM CIIellialicTa i 3a yMOBM 4aCTOTO
PEeTeIbHOT0 MOHITOPUHTY (QYHKIIl HUPOK, IEeKTPOJIITIB i apTepianbHOr0 TUCKY.

He cnip 3acTocoByBaTH iHri6iTopu AII® omHOYacHO 3 6I0KaTOpaMu PELENTOPiB aHTioTeH3UHY 11
nalieHTaM i3 miabetTuuHOI0 Hedpomnarieo.

TI'emooliani3

[Tig yac miamisy apTepianbHUN THCK MOXKe OyTH 0COOIHMBO YyTIUBUM [0 O0KyBaHHS AT, pelienTopis
y pe3ymnbTaTti 3MeHIIeHHs 00’ eMy Iy1a3Mu KpoBi Ta akTuBanii PAAC. Tomy marieHTaMm, ki
nepebyBaloTh Ha TeMofiianisi, fo3y npemnapaty Kanpecap cinig nigbupat 06epexkHo, 30ilCHIOIYH
MOHITOPHUHT apTepiajbHOI'O TUCKY.

CmeHo3 Hupkosoi apmepii

Jlikapceki 3aco6wu, m1o BimuBaioTh Ha PAAC, Bkmiogatoun APAIIL, MOXyTh IifiBUIyBaTH PiBHI C€40BO1
KHCJIOTH Ta KpeaTHHiIHY B CHPOBATIIi KPOBi y MAIli€HTIB i3 ABOOIYHMM CTEHO30M HUPKOBUX apTepii abo
CTEHO30M apTepil equHOI HUPKHU.

TpaHcnaaHmMauisa HUpKU

IlocBig 3acTocyBaHHS IIpernapaTy Kanaecap naimieHTaMm i3 HelogaBHO [IepeHeCeH00
TPAHCIIJTAaHTAIlEI0 HUPKYU 00MEXKEeHUH.

ApmepiaavHa 2inomeH3is

Y mauieHTiB i3 cepleBO0 HEOOCTATHICTIO Mif Yac JIiKyBaHHSA npenapatoM KaHgecap MOXe BUHUKATU
apTepiasibHa rinoTeH3isd. BoHa Tak0oXK M0XKe BUHMKATHU Y [TALI€HTIB 3 apTepiajibHOIO TillepTEH3i€0 3
BHYTPIIIHbOCYAMHHUM 3MeHIIeHHAM 00’ €My LHPKYJII0I0Y01 KPOBi, HAlIpUKIaL ¥ TUX, XTO OTPUMYE
BUCOKI 1031 fiypeTukiB. Crig 3 00epexKHICTIO pO3MOYMHATH TEPAIIilo IPernapaToM Ta BXKUTH 3aXO0fiB
00 KOPEKIIil TimoBoIeMil.



AHecme3sia ma xipypeiuHi empy4aHHA

Y maiieHTiB, SIKUX JiKyIOTh aHTaroHiCTaMHU aHTioTeH3uHY I, mig yac aHecTe3il Ta XipypriyHux
BTPy4YaHb MOXKe BUHMKATHU apTepiajbHa rinoTeH3is BHACTIIOK 0/10Kad peHiH-aHTi0TEeH3WHOBOI
cuctemu. [lyxke pigKo apTepianbHa TimoTeH3is Moxke OyTH TSIXKKOIO i BUMaraTu BHYTPIiITHEOBEHHOTO
BBeJEHHS PiguHuU Ta/ab0 3aCTOCYBaHHS CyOUHO3BYXKYBaJIbHUX 3aC00iB.

CmeHo03 aopmasvHOo20 ma MimpasavbHO20 KaanaHie (obcmpykmusHa 2inepmpodgiuHa kapdiomionamis)

4K i Ipu 3acTOCyBaHHI iHIMNX Ba30AMIaTaTOPiB, 0coOMMBa 00epeXHICTh TOKa3aHa MallieHTaM i3
reMOMHaMiYHO 3HAYYIIUM CTEHO30M aOPTaIbHOI'0 YU MIiTPabHOTO KilalaHiB abo 00CTPYKTUBHOIO
rinepTpodivHOI0 KapaioMiomnaTi€elo.

ITepsuHHul 2inepaab0ocmepoHi3m

[MarieHTH 3 IEPBUHHUM TillepasibOCTEPOHI3MOM Y GinbIIOCTi BUMlafiKiB He 6yIyTh pearyBaTu Ha
AHTUTINEePTEeH3UBHI JTiKapchKi 3aco0wu, 110 [i0Th 3aBAsSKY mpurHiveHHio PAAC. TakuM 4uHOM,
3aCTOCYyBaHHS IpernapaTy Kanaecap Lii rpymi nalieHTiB He PEKOMEHI0OBaHe.

I'inepkaaiemia

OnHouacHe 3aCTOCyBaHHA Ipenapaty Kanpecap i kanifidbepiraiouux AiypeTHKiB, mpemnapaTiB KaJlito,
3aMiHHUKIB COJIi, 110 MiCTATH Kasi#, abo iHMmMX TiKapchKuUxX 3ac06iB, 3HaTHUX MiIBUIYBATH PiBEHb
KaJlifo (HanpuKiaj remapul), Moxe MPU3BOAUTH OO MiABUINEHHS PiBHS CHPOBATKOBOIO KaJlilo y
Talli€eHTIiB 3 apTepianbHOIO TrimepTeH3ielo. Cri HaleXXHUM YUHOM 3IiMCHIOBATH MOHITOPUHT PiBHS
KaJiio.

Y manieHTiB i3 ceplieBO0 HEAOCTATHICTIO, IKUX JIIKYIOTh IIpernapaToM KaHgecap, MOXe BUHUKATH
rinepkasieMisi. PeKoMeHIOBaHUY EePIOAUYHUY MOHITOPUHT PiBHA KaJslil0 B CUPOBATII KPOBI.
Komb6inariis inribiTopa AII®, kanitizbepiraoyoro giypeTuky (Hampukiaz, CIipoOHONIaKTOHY) i
npenapaTy KaHpgecap He peKOMeHO0BaHa; 1l MpU3Ha4YeHHs CIIifl pO3TAfaTy TibKH IIiCIIS PETEIbHOL
OILIIHKY IIOTEHIIIHOI KOPUCTi Ta PU3UKY.

3azanvHi

Y malieHTiB, y IKUX CYOIUHHUYU TOHYC i QYHKIiS HUPOK 3ajieXaTh IepeBaXkHo Bif akTUBHOCTI PAAC
(HampMKJIaM, MALliEHTH 3 TSIXKKOI 3aCTiMHOI0 CEepPIeBOI0 HeIOCTAaTHICTIO a00 OCHOBHUM
3aXBOPIOBAHHSM HUPOK, BKJIIOYalOYX CTEHO3 HUPKOBOI apTepil), TiKyBaHHS iHIIUMHU TiKapCbKAUMHI
3acob6aMu, 110 BIIJIMBAIOTH Ha 10 CHCTeMY, OyJI0 1OB’g3aHe 3 TOCTPOI0 apTepialbHOIO TiMOTeH3IEl,
a30TeMi€l0, OMIirypi€lo, PigKo - 3 TOCTPOI0 HUPKOBOIO HEOCTATHICTIO. MOXKIUBICTh MOAIOHUX e(eKTiB
He Moxe OyTu BUKJIIOYeHa Ipu 3acTtocyBaHHi APAIL fk i mpu 3acTocyBaHHi 6yIb-IKOTO
AQHTUTINEPTEH3UBHOTO 3ac00y, HagMipHe 3HUXKEHHS apTepialbHOr0 TUCKY Y MALEHTIB 3 imeMiyHO0
KappioMionarieto abo imemiuHuM 11€peOPOBaCKYISIPHUM 3aXBOPIOBAHHSM MOXKe IIPHU3BOAUTH [I0
indapkTy mMiokapga abo iHCYTIBTY.

AHTHTiIEepTEeH3UBHUM e)eKT KaHecapTaHy MOXKe ITOCUITIOBAaTUCS iHIIUMMY JTiIKapChKUMM 3ac0o6amu,
III0 MalOTh BJIACTHBICTh 3HUXKYBATH apTepiaqbHUAN TUCK, He3aJIeXKHO Biff TOTO, 3aCTOCOBYIOTD iX SIK
aQHTUTINEePTEeH3UBHI 3ac00M UM 3a iHIIKMMU TOKa3aHHSIMHU.

Kanpecap mictuth nakto3y. [lanientam i3 pigKicHuUMU ciafKOBUMU (HOpMaMy HellepeHOCHMOCTI
rajlakTo3H, JTaKTa3HOol HefocTaTHOCTI Jlanma abo ManmbabcopOiril ITI0KO3K-TajlakKTO3U He CITifT
IpUUMaTH Ie JIiKapChKuu 3acio.



BazimHicmb

3actocyBanHsg APAII He cnif po3nmo4YMHATH y Iepiof BariTHOCTI. 3a BUHATKOM BUIIaAKiB, KOJIU
npomoBxkeHHs Tepatii APAII BBaxka€eThCsl BKpail HEOOXimHUM, MalliEHTKaM, SKi IJIaHyI0Th BariTHICTB,
CJIi TPHU3HAYUTH allbTEPHATHBHE aHTUTINIEPTEH3UBHE JIIKYBaHHS, 1110 MA€ BCTAHOBJIEHUY MTPOQisnb
0e3mneKky OJIs1 3aCTOCYBAHHS V IIePiofl BariTHOCTI. FKIIO BaTriTHICTH miarHOCTOBAHO, mikyBaHHS APAII
CJIil HeraHO IPUIIMHUTH i, IKIII0 He0OXigHO, pO3II0YaTH albTePHATUBHY Teparliio.

Y mauieHToK y NoCTMeHapxiaJlbHOMY I1ePiofi MOXKJIUBICTh 3aBariTHITY CIIif OLIHIOBAaTH Ha 3arajbHiu
ocHoBi. [ToTpiOHO HagaTH BigmOBifHY iHGOpMaIriio Ta/abo BXKUTH 3aXO0fIiB IJIs1 3an100iraHHS PU3UKY
BIIJIUBY IIpelapary y nepiof BariTHOCTI (OuB. po3ainu «IIpoTunoka3anHsa» i «3aCTOCYBaHHS y IIepiof
BariTHOCTI ab0 TomyBaHHS I'PYANIO»).

3acmocysaHHA y nepiod sazimHocmi abo 200yB8aHHs 2py00H0.

3acToCcyBaHHS IIpenapaTy y Iepiof BariTHOCTI MpoTulioka3aHe. Kangecap He pEKOMEHAYETHCS O
3aCTOCYBaHHS y IIepiof rofyBaHHS I'PYLAIO0.

BazimHicmb

Emipemiosnoriuni mokasu 100 pU3UKY TepaTOTeHHOCTI mics ekcmnoautliil inribitopis AII® y mepiog

[ TpuMecCTpy BariTHOCTI He MAlOTh 3MOTU 3pOOUTH OCTAaTOYHUM BUCHOBOK, IIPOTEe HE3HAYHE
MigBUIIEHHS PU3UKYy He MOXKHa BUKIIOYATH. OCKiIbKYA KOHTPOIbOBAHI eMigeMioJIoriyHi faHi mopmo
pu3uky npu 3actocyBarti APAII BincyTHi, mofi0OHI pu3uKU MOXKYTh iCHYBaTH i IS [BOTO KJacCy
nmiKapchKux 3aco6iB. 3a BUHSTKOM BUIIQ[KiB, KOJIX MPOHoBxKeHHs Teparii APAII BBaxKa€eThCs BKpai
HeoOXimHUM, MallieHTKaM, Ki IJIaHyl0Th BariTHICTh, CIIif MPU3HAYUTH albTePHAaTUBHE
aQHTUTINEePTEeH3UBHE JIIKYBAaHHS, 1[0 MA€ BCTAHOBIIEHUY MPodinb Oe3meKku [jIsg 3aCTOCYBaHHS Y Iepion
BariTHOCTI. SKII[0 BariTHICTh AiarHOCTOBAHO, NiKyBaHHS NpenapaTtaMu APAII crig HeraHO
IPUIIMHUTY Ta Y pa3i HeoOXigHOCTI po3noyYaTy albTepHATUBHY Tepariio.

HoBonapopxeHi, uni MaTepi oTpuMyBanu APAII, noTpe6yioTh PEeTENIbHOTO CIIOCTEPEeXKEeHHS Ha
IpegMeT apTepianbHol rinoTeHsil (quB. po3ginu «IIpoTunoka3aHHI» i «OCOOIMBOCTI 3aCTOCYBaHHSI»).

ITepiod 200ys8aHHA 2pyd010

Ockinpku iHGOpPMalil OA0 3aCTOCYBaHHSA IpenapaTy KaHgecap y nmepiog rogyBaHHS I'PYAAI0 HEMaE,
Kanpecap He peKOMEHIOBaHUY [JI9 3aCTOCYBaHHS B 1ed nepiop. Clif BiggaTu mepeBary
arbTepHAaTHBHUM METOMaM JIiKyBaHHS 3 Kpallle BUBUEeHUMHU Npodinsamu 6e3neKku y mepiof ToayBaHHS
T'PYOA0, 0COOIUBO V Iepiof romyBaHHS HOBOHAPOOKEeHUX ab0 HEeNOHOIIeHUX HiTeH.

30amuicmb 8niusamu Ha weudKicme peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

HocninxKeHb BINUBY KaHAecapTaHy Ha 3[aTHICTh KepyBaTH TPAHCIOPTHUMU 3aco0aMu i mparoBaTi 3
MexaHi3MaMu He nposofuiu. [IpoTte ciif BpaxoByBaTH, 1O Mif Yac NiKyBaHHA IpenapatoM Kanpecap
iHOZi MOXKYTh PO3BUBATUCS 3allaMOpPOUYeHHS abo MigBullleHa BTOMIIOBaHICTE.



Cnoci6 3acmocyeaHHss ma do3u.

[l03yBaHHS NIPU apTepianbHil TinepTeHsii

PekxoMeHIoBaHa IMOYaTKOBa 403a i 3BUYaiiHa MiATpUMYy04a J03a Npenapaty Kangecap CTaHOBUTH
8 mr 1 pas Ha g00y. V GifbIIOCTi BUNAAKiB aHTUTINEPTEH3UBHUN ePEKT JOCATaEThCA MPOTATOM 4
TUXKHIB. Y fesSKUX Mali€HTIB 13 HeA0CTaTHIM KOHTPOJIEM apTepiaJbHOr0 TUCKY 403y MOXKHA
36inmpimuTy 1o 16 Mr 1 pas Ha mo6y i MmakcuMyM o 32 Mr 1 pa3 Ha fo6y. Teparmist BuUMarae Kopekiiii
BiAITIOBigHO [I0 peakilil apTepianbHOro TUCKY. KaHOecap TaKoXK MOXKHa 3aCTOCOBYBaTH Pa3oM 3
IHIMMMY aHTUTIIePTEH3UBHUMU 3acobaMu (OuB. po3pinu «IIpoTunoka3anusa», «OcobIUBOCTI
3aCTOCyBaHHS», «B3aemopmis 3 iHIIUMHU JTiKapCHKUMHU 3aco0aMu Ta iHIM BUOM B3aEMOMiN» i
«PapMaKoJIOTiyHi BIacTUBOCTI»). Bim3HaueHo, 1110 JolaBaHHS TigpoXIopoTia3uny 3abe3mneuye
NOOAaTKOBUM aHTUTINePTEH3UBHUM e(PeKT i3 pisHUMU go3aMu npenapaTy KaHgecap.

ITauieHmu nimHb020 BIKY
Kopexk1ist m09aTKOBOiI H03H MAaIliEeHTaM JIiTHBOTO BiKy He IOTpiOHa.
ITayieHmu 3i 3ME@HWEeHHAM BHYMPIWHbOCYOUHHO20 06’ €MY UUPKYAH0HUO0I KPOBi

Y malieHTiB 3 pU3UKOM PO3BUTKY apTepiasibHOI TiMOTeH3i], TaKuX K MaI[iEeHTH 3 MOXKJINBOIO
merimpaTallieo, Moxe pO3TJISIHAaTHCS 3aCTOCYBAHHS IIOYATKOBOI 103U 4 MT (muB. po3min «Oco0nmuBoCTi
3aCTOCYBaHHS»).

ITauieHmu 3 nopyweHHAM PYHKUil HUPOK

[TouaTKOBa [03a [ MAI[iEHTIB 3 MOPYIIeHHIM (YHKIIii HUPOK, BKJII0Yal0uy MAI[i€HTiB Ha TeMofiatisi,
-4 mr. JJo3y cnig nigbupaTu BignoBigHO KO peakiiii Ha NikyBaHHS. [JOCBif 3aCTOCYBaHHS IIpenapary
malieHTaM i3 mopyieHHSIM QYHKIIII HUPOK OyXKe TSIKKOTO CTyreHs a0o Ha TepMiHalbHi#i cTamdil

(KT pearmminy <15 MII/XB) 0OMexkenui (quB. po3pin «OCcoOIHBOCTI 3aCTOCYBaHHS»).

ITauienmu 3 nopyweHHAM pYyHKUil neviHKu

[TamieHTaM i3 mopymeHHAM GYHKIIIl IeUiHKY JIETKOTO i CEpeHbOT0 CTYIEeHsS PeKOMEeHI0BaHa
II04YaTKOBA [03a CTaHOBUTE 4 MT 1 pa3 Ha mo0y. [Jo3y MOKHa KOPUT'YBaTH BifTIOBIOHO [0 peakilil Ha
nikyBaHHS. [lallieHTaM i3 mopyIeHHsIM QYHKIIII IeYiHKK TSKKOTO CTYIIeHs Ta/abo XojlecTa3om
Kanpecap npoTtumnokasanuii (qus. po3ninu «IIpotunoka3anHs» i «®apMaKoIOriyHi BIaCTUBOCTI»).

ITauieHmu He2poiOHoi pacu

Y nmalieHTiB HETPOiAHOI pacu aHTUTINIepPTEeH3UBHUM e(eKT KaHecapTaHy MeHIII BUpaXXeHuH, HiXK y
nauieHTiB iHmux pac. OTxkKe, He0OXimHICTH y 30iNbIIeHHI 03U NpenapaTy Kangecap i cynyTHiu
Teparil A9 KOHTPOJII0 apTepialbHOT0 TUCKY MOXKe YacTillle BUHUKATH y MAI[i€HTiB HETPOIAHOL pacy,
HiXK y IaIlieHTIB iHImMMX pac (AuB. po3min «dapMaKoJIOTigHi BIaCTUBOCTI»).

[103yBaHHA IIPU CEPLIEBiii HEOOCTATHOCTI

3BMYaliHa PEKOMeHIOBaHa [T0YaTKOBa Ho3a mpemapaTty Kaumecap ctaHoBuTh 4 Mr 1 pa3 Ha mo0y.
306inpIIeHHs M0 inboBoi o3u 32 Mr 1 pa3 Ha go0y (MakcHMabHa q03a) a00 HAWBUINOI IEPEHOCUMO]l
mo3u BinOyBa€eThCS 3a PaXyHOK ITOJIBOEHHS MO3H 3 MIPOMiXKKaMU He MeHIIe 2 TUXKHIB (IUB. PO3Min
«0Oco6uBOCTi 3acToCyBaHHS»). OOCTeKEHHS MAIiEHTIB i3 CeplieBOI0 HEIOCTATHICTIO 3aBXKAN Mae
BKJIIOYATHU OLIHKY (QYHKIII HUPOK, Y TOMY YHCJIi MOHITOPUHT KpPeaTHHIHY i KaJilo CUpOBaTKU KPOBI.
Kanpecap MoXXHa 3aCTOCOBYBAaTH Pa30M 3 iHIIMMM IIperapaTaMu OJIs JIIKyBaHHSIM CEepIeBOi



HEeJOCTAaTHOCTI, BK/Io4atouu iHribitopu AIl®, 6eta-6110kaTOpH, OiypeTUKU Ta AUTiTasic abo
KoMOiHalIifo 1uX JTikapchbKuX 3aco0iB. ITarieHTam i3 cuMITOMaMu CeprieBoOl HEAOCTAaTHOCTI,
He3BaXKalo4yd Ha ONTHMAaJIbHY CTaHAAPTHY Tepallilo CepleBOl HeJOCTAaTHOCTI, IPU HETTIEPEHOCUMOCTI
aHTaroHICTiB PeLleNTOPiB MiHEPaIOKOPTUKOIAiB KaHgecap MOXkKHa 3aCTOCOBYBaTH OMHOYACHO 3
inribitopamu AII®. Kombinauis inribitopa AI1®, kaniit30epiraioduoro OiypeTuky i mpemnapary
Kanpecap He peKOMEH[I0BaHa; 11 IPHU3HAYEHHS CJIif PO3TJISIAAaTH TiJIbKYU ITiC/IsT PETENbHOI OIliHKU
MIOTEHININHOI KOPUCTi Ta pu3uKy (OuB. po3ninu «OcobnuBoCTi 3acTocyBaHHA», «[100iuHi peakmii» i
«®apMaKoI0riyHi BJIaCTUBOCTI»).

Ocobuei epynu nayieHmia

Kopexkuist mo9aTKOBOI [03H IallieHTaM JIiTHBOTO BiKy ab0 mallieHTaM 3i 3MeHIIeHHSIM
BHYTPIIIHEOCYOUHHOTO 00’ €My LHUPKYJIIIOI0Y0i KPOBi, a00 3 mOpyIIeHHSIM QYHKII HUPOK, abo 3
NIOPYILIEeHHAM QYHKIII IeYiHKY JIETKOT0 Y4 CepeJHbOr0 CTyIeHs He MOoTpibHa.

Himu

Beamneka Ta e(eKTHUBHICTh 3aCTOCYBaHHS NpemnapaTy Kanpecap miTaM Bif HapomkeHHS [0 18 pokis
[JIs TiKyBaHHS CePIieBOl HEJOCTATHOCTI He BCTaHOBJEHaA. [laHi BiiCcyTHi.

Cnocib 3acTocyBaHHS
[l51s1 mepopabHOr0 3aCTOCYBaHHS.
Kanpecap cmip npuiimatu 1 pa3 Ha o0y, He3aleXHO Bifi BXHUBaHHS 1XKi.

BxkuBaHHS 1Xi He BIJIMBa€ Ha 6i0IOCTYMHICTh KaHeCcapTaHy.

Ilepedo3yeanHsi.
Cumnmomu

BpaxoByrouu papMaKoIOTiyHi BIaCTUBOCTI IIperniapaTy, OCHOBHUMHU IIPOsiBaMU Iepefo3yBaHHs,
iMOBipHO, OyyTh CUMIITOMaTUYHa TiOTEH3id Ta 3amaMOpPoYeHHs. Y OeSKUX BUMafKax
Iepeno3yBaHHS (MIPU 3aCTOCYBaHHI 00 672 Mr KaHecapTaHy LUIEKCETUITY) ITOBITOMIISNINA IIPO
OOyXKaHHS MallieHTiB 6e3 yCKIafHEeHb.

JlixysaHHA

Y pa3i po3BUTKY CUMITOMATUYHOI TiOTEeH3il C/Iifl MPU3HaYUTH CUMIITOMaTHU4YHe JIiKyBaHHS i
IIPOBOOUTH MOHITOPHHT JKUTTEBO BAXKJIMBUX IOKA3HUKIB. [TaIlieHTy HeOOXimHO HaaTH IOJI0KEHHS
JeXKayy Ha CIMHI 3 TigHATAMY HOTaMH. SKIIO IIOT0 HeHOCTAaTHRO, HEOOXimHO 30inbmmTy 00’eM
IIJIa3MHU KPOBI 3a IOIIOMOTOI0 iH(Y3il, HallpHUKJIaf, i30TOHIYHOT'0 COJIEOBOT'0 PO3UYMHY. AKIIO
BHUIIle3a3HaYeHUX 3aX0MiB HEJOCTAaTHbO, MOXKHA 3aCTOCOBYBaTH CUMIIaTOMIMETHYHI JTiIKapChKi 3aco0H.
KaHupecapraH He BUBOOUTHCA 3a AOIIOMOTI0I0 IreMofiai3y.

ITobiuni peakuii.



JIiKyeaHHA apmepiaibHOol einepmensii

[ToOiyHi peaxkiiii, AKi ciocTepiranu y Xofi KOHTPOIbOBaHUX KITIHIYHUX AOCTiAKEHb, OyIH JIETKUMHU i
TPAH3UTOPHUMHU. 3B’I3KY 3arajibHOI YaCTOTHU MOOIYHUX SIBUII 3 103010 a00 BiKOM Bifl3HaueHO He OyII0.
KinpkicTh BUIIAOKIB BiIMiHM JTiKyBaHHS Yepe3 BUHUKHEHHS MOOIYHUX SBUIL OyiIa MOmi6HOI0 IPH
NiKyBaHHI KaH#ecapTaHoM munekcetunoM (3,1 %) i mname6o (3,2 %).

[Ipu poBeneHH] y3araabHEHOT0 aHali3y aHUX KIIHIYHUX OOCIIIXKEeHb 3 Y4YacTIO MallieHTiB i3
apTepianbHOIO TimepTeH3ielo mobGiyHi peakii Mpy 3aCcTOCYBaHHI KaHecapTaHy LUTEKCETUITY
BM3HAYaJld Ha OCHOBi IOOIYHUX SBHUII, TIOB’SI3aHUX i3 3aCTOCYBaHHSIM KaHJeCapTaHy IUIEKCEeTHUIy,
YacToTa SIKUX NIpHHaiMHi Ha 1 % mepeBuIllyBajia 4acTOTy MOOIYHUX SBUIN IIPX 3aCTOCYBaHHI
nyane6o. 3rigHo 3 UM BU3HAYEHHSM, HAaW4acTimMMU MOOIYHUMY pPeakIlisiMu, PO SIKi MOBiTOMIISIIH,
Oy/u 3alIaMOpPOYEHHS/BEPTUTO, TOJIOBHUY Oi/ib Ta iHGEKIIl IuXamIbHUX MIISXIB.

Y HaBefeHil HUXKYe TaOJIUIII TpeACcTaBiIeHi Mo0iYHi peakiiii, JaHi Ipo sIKi OTPUMAHO IIif Yac
KJIIHIYHUX OOCHIAXKEHb i TOCTMapKEeTUHTOBOTO CIIOCTEPEXKEHHS.

Y Tabnunsax po3piny «[1o6iuHi peakiil» BUKOPUCTaHi HACTYIIHI BU3HAYEHHS YaCTOTH: AyKe 9acTo
(= 1/10); gacro (= 1/100 mo <1/10); HeuacTo (= 1/1000 mo <1/100); pigko (= 1/10000 mo <1/1000);
nyxe pigko (< 1/10000).

Kiac cucrem opranis YacToTa HeOaxkaHuu edexr

[HdeKIril Ta iHBa3il JacTo [HbeKITl quXanbHUX MIISIXIiB

3 60Ky KpoBi Ta niMmpaTryHOl [lyxe pigko JlelikoIleHiss, HeUTPOIeHiq Ta

cCrCTEMU arpaHyJIOLUTO3

3 00Ky 00MiHYy PEYOBHH i [lyke pigko [inepkanieMis, rinoHaTpieMis

Xap4yyBaHHS

3 00Ky HEPBOBOI CHCTEMU YacTto 3arraMOPOYEHHS/BEPTUT0, TOJIOBHUY OiNh

PecnipaTopHi, TOpakasbHi Ta [lyxe pigko Ka1emnb

MefiacTUHAJIbHI OPYIIEeHHS

3 60Ky TpaBHOI CUCTEMHU [yxe pigko HynoTta

3 Ooky remartobinmiapHol cuctemu |[yxe pigko [lifBullleHHS PiBHS NTE€YiHKOBUX (PEPMEHTIB,
MOpYIIeHHS Me4YiHKOBOiI QyHKIil abo
renaTuT

3 00Ky LIKipu Ta MmifImKipHOi [yxKe pigko AHTIOHEBPOTUYHUYM HAOPSK, BUCUIIAHHS,

KJTITKOBUHU KPOTINB STHKA, CBEPOiK

3 60Ky KiCTKOBO-M’s130BOi cucTeMHu |[Iyxe pigko binb y CcriuHi, apTpairisg, Mianris

Ta CIIOJIYYHOl TKaHUHU

3 60Ky HUPOK i CEHOBUAINTBHOI [lyxe pigko [lopyueHHS (PYHKINI HUPOK, BKJII0OUA4YU

CUCTEMU COCTPY HUPKOBY HEOCTATHICTh Y Uy TJIUBUX
malieHTiB (quB. po3min «Oco6auBOCTI
3aCTOCYBAHHS»)

Pe3yivmamu nabopamopHux aHanisie

Y GinpImocTi BUMTaKiB KIiHIYHO BaXKJIMBOTO BINIMBY IpenapaTy KaHgecap Ha 3BuyaliHi nabopaTopHi
oKa3HUKM He Oyno. 7K i mpu 3acTocyBaHHi iHmuX iHribitopiB PAAC, Bii3HaueHO He3HaYHe
3HUKEHHS PiBHA reMoriobiny. 3a3Buy4ail Oy MallieHTiB, IKi OTpUMYI0Th KaHnecap, HeMae
HeoOXiIHOCTi Yy MOHITOPUHTY Tab0paTOpPHUX MTOKa3HUKIB. [IpoTe y malieHTiB 3 MOPYIIEHHAM (QYHKIIi1



HUPOK PEKOMEHAYETHCS MEePIOAUYHUY MOHITOPUHT PiBHS KaJjlilo Ta KpeaTUHIHY CUPOBATKU KPOBI.

JIikysaHHA cepuesoi HedocmamHocmi

[Tpodins mobiuHUX peakiliii mpenapaTty KaHgecap y HOPOCIUX MAalli€HTiB i3 cepiieBO0 HEJOCTATHICTIO
y3romxKyBaBcs 3 (apMaKOJIOTiYHUMU BIAaCTUBOCTSIMH IIperapaTy Ta CTaHOM 3[I0POB’S MallieHTiB. ¥
KniniuHii mporpami CHARM, y sxki#t nopiBuioBanu Kaugecap y mo3ax mo 32 mr (n=3803) i3 mma1ebo
(n=3796), 21 % mauieHTiB i3 rpynu NiKyBaHHA KaHAecapTaHOM IunekceTusnioM i 16,1 % mamieHTiB i3
rpymnu miare6o TPUIMHUIY JTIKYBaHHS Yepe3 PO3BUTOK MobiyHux siBuil. HaldacTtimmmuy mo6ivyHuMu
peaxIisiMu, Tpo SIKi moBimoMsnu, Oyu rinepkasieMis, apTepianabHa TiloTeH3isd i mopymeHHs
¢byukuii HupoK. Li aBullla YacTille crocTepiranucs y nauienTiB crapine 70 pokiB, XBOpUX Ha
IIyKpoBuii fiabeT abo malieHTiB, SKi OTpUMyBat iHIII TiKapchKi 3aco0u, 110 BIuBaioTh Ha PAAC,
30kpeMa inribitopu AIT® Ta/ab0 CIipOHOIAKTOH.

Y HaBepeHil HUXK4Ye TaONIUIl TpeAcTaBieHi Mo0iYHi peakiiil, JaHi IPo SKi OTpHMaHi ¥ XO[i KIiHIYHUX
OOCIIIXKEeHb 1 IOCTMapKETUHTOBOT'0 CIIOCTEPEXKEHHS.

Kiac cucteM oprasis YacToTa HebaxaHu# edexkT

3 60Ky KpoBi Ta niMpaTryHOl [lyxe pinko  |JleiiKoneHiss, HEUTPOIIEHiA Ta
cuCTEMU arpaHyJIOLUTO3

[TopyuieHHSI 0OMiHY PEYOBUH i HacTto ['inepkaniemisa

Xap4yBaHHs [lyxe pigko |l'imoHaTpieMis

3 00Ky HEPBOBOI CHCTEMU [lyxke pigko [|3amaMopodeHHSsI, TOJIOBHUH Oinb
3 60Ky CyOMHHOI CUCTEMHU acTto ApTepiasibHa rinoTeH3is
PecniipaTopHi, TOpakasbHi Ta [lyxe pigko |Karens

Me[iaCTUHAJIbHI IOPYIIEeHHS

3 00Ky TpaBHOI CUCTEMHU [Iyxe pigko |HymoTta

3 60Ky remarobinmiapHoi cucteMu [lyxe pinko |[ligBuUllleHHS PiBHIB IEYiHKOBUX
(hepMeHTiB, OpylIeHHsS QYHKII IeYiHKI
a0o renatur

3 6OKy IIKipu Ta migmKipHOl [yxe pinko |AHrioHeBpoTHYHUYN HAOPSK, BUCUIIAHHS,
KJIITKOBUHU KPOTIWB'STHKA, CBEPOiK

3 00Ky KiCTKOBO-M's130BO1 cucTeMu |[yXke pigko |Binb y cnuHi, apTpanris, Mianris

Ta CIIOIYYHOI TKAaHUHU

3 00Ky HUPOK i CEY0BUAINBHOI JacTto [TopymieHHST QYHKIII HUPOK, BKIIIOUAl0Yn

CHCTEMU HUPKOBY HEJOCTATHICTh y Uy TIUBUX
ralieHTis (ouB. «OcoOIUBOCTI
3aCTOCYBaHHS»).

Pe3yibmamu nabopamopHux aHanisie

Y narnieHTiB, 9Ki oTpuMyBanu KaHpecap 3a moka3aHHSM CeplieBOl HeIOCTATHOCTi, YacTo
CIIOCTepIranucs rinepkasieMis Ta MOpyLUIeHHS QYHKIII HUPOK. PEKOMEHAYEThCS epiofuIHIN
MOHITOPUHT PiBHSI KpeaTHHIHY Ta KaJiilo B CUpOBATLi KpoBi (IuB. po3nin «Oco6auBOCTi
3aCTOCYBaHHS»).

ITogidomaeHHs npo nido3prosaHi nobiuHi peakuyii

[ToBimoMneHHs PO Mifo3pioBaHi mobiyHi peakuii micis peectpatii mTiKapcbKoro 3acoby € BaxKIHUBUM.



Lle 0o3BOMsi€E TPOOOBXKYBATH KOHTPOJIb 3a CIIiBBiJHOIIEHHSIM KOPUCTh/PU3UK JTiKapChKOT0 3aco0y.
MenguyHuX TpaliBHUKIB MPOCSTE OBIOMIATH PO Oyab-sIKi Mimo3pioBaHi mobiyHi peakiii.

Tepmin npudamHuocmi. 2 POKH.

YmMmoBu 30epirannsi. 36epiraTu npu TeMnepartypi He Buire 25 °C B CyXoMy, HEOOCTYITHOMY IS
OiTey Micrii.

YnaxkoBka. [To 10 tabnetoxk y 6mictepi. ITo 1 GmicTepy B KapTOHHIi KOPOO1Ii.

Kareropisi Bignmycky. 3a pelemnToM.

BupoOHHK.

Can ®apmacseiotukan [Hmactpi3 Jlimiten/Sun Pharmaceutical Industries Limited.

Micue3HaxoIKeHHsI BUPOOHHKA Ta MOr0 ajJpeca MicCIsi IPOBaIKeHHsI Tis/IbHOCTI.
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