IHCTPYKIIIA
IJIS MEeIUYHOI'0 3aCTOCYBaHHA JIiKapChbKOro 3aco0y
KAHIIECAP
(CANDESAR)
ditoua pevosuHa: candesartan;
1 TabneTka MiCTUThL KaHAecapTaHy HuiekceTuny 4 mr, abo 8 mr, abo 16 wmr;
0ONOMIJCHI PEUOBUHU:

JIaKT03a, MOHOTIAPaT; KPOXMasb KYKYPYO3sSHUM, Kaabllifo KapOOKCUMETHUIIIEITI0II03a,
rimpokcumpomninientoao3a, Makporon 6000, Mmaruito cTeapar, 3aini3a okcup 4yepBonuii (E 172).

Jlikapcbka ¢popma. TabneTku.
OcHosHI (i3uko-xiMiuHi 81aCMUBOCMI:

mabemku no 4 me: TabIeTKH POKEBOTO KOJIHOPY KAMCYTOBUOHOI GOpMHU 3 THCHEHHSIM «C9» 3
omHOTO 6OKY Ta TJTUO0KO0 PO3MOMIIbU0I0 PUCKOIO 3 iHIIIOTO GOKY;

mabaemku no 8 me: TabIeTKU POKEBOT0 KOIbOPY KAICYI0BUAHOI (OpMHU 3 TUCHEHHSM «C» Ta «10»
10 o6uBa OOKM Bifl pO3MPIinbY0l PUCKH 3 OMHOT0 OOKY Ta PO3MOIiIbY0I0 PUCKOIO 3 iHIIIOTO OOKY;

mabaemxku no 16 me: TabneTKU pOKEBOTO KOJIbOPY KaIlCyIOBUAHOI popMu 3 TUCHEHHAM «C» Ta «11»
1o o6uaBa OOKM Bifl pO3MPIinb4Y0l pUCKH 3 OIMHOT0 OOKY Ta PO3MOiTbY0I0 PUCKOIO 3 iHIIIOTO OOKY;

dapmakoTepaneBTUYHA rpyna. AHTaroHictu perentopis anriorer3uny II. Kog ATX C09C A06.

Papmakono2iuHi e1acmusocmi.
dapmakoOuHamika.

OcHosHi (pi3uko-xiMiyHi 8 1acmugocmi:

Mexanism 0ii

AnrioTeH3uH Il - TOIOBHUY Ba30aKTUBHUM TOPMOH PEHIH-aHTiOTEH3WH-aIbI0CTEPOHOBOI CUCTEMH
(PAAC), mo Bimirpae pons y natogizionorignoMy MexaHi3Mi pO3BUTKY apTepianbHOI rinmepTeHaii,
cepleBol HeIOCTATHOCTI Ta iHIIKUX CepIeBO-CyANHHNX 3aXBOPIOBaHb. BiH TaK0X Bifgirpa€e poinb y
nmaToreHesi rineprpodii Ta ypaxkeHHs opraHiB-MinieHei. OCHOBHI ¢i3sionoriuHi eeKTH aHTIOTEH3UHY
II, Taki IK Ba30KOHCTPHUKLiS, CTUMYJIALIS albIOCTEPOHY, PETYIALISA COIbOBOI0 Ta BOGHOTO
TOMeOoCTa3y i CTUMYJISAIS POCTY KIiTHH, BinOyBalOThCS 3 y4acTio pelentopiB tumy 1 (AT)).



®apmakoOuHamiyHi epekmu

KaHpecapraHy IIUJIEKCETHUII € IIperapaToOM-IIONePENHUKOM, IIPUTATHUM [JIs [IepOPaIbHOr0
3aCTOCyBaHHS. BiH MIBUKO EPeTBOPIOETLCA B aKTHBHY PEYOBUHY KaHecapTaH IIIIXoM edipHOTO
rigponi3y mif yac BCMOKTYBaHHS 3 TpaBHOTO TpakTy. Kaugecapran € APAII, ceeKTUBHUM LIONO
peuentopiB AT,, 3 MiIHUM 3B’A3yBaHHSM 1 IIOBIJIbHUM Bifi'€qHAHHSAM Bif peLentopa. BiH He Mae
aroHiCTUYHOI aKTUBHOCTI.

KanpecapraHs He iHribye aHTiOTeH3WHIIEPETBOPIOBaIbHUM (pepMeHT (AIID), 110 TepeTBOPIOE
aHrioteH3uH I no anrioren3uny Il i pyiinye Opapukidid. He Big3HaueHo BmuBy Ha AIIO i
TIOTEHIIif0BaHHs OpaguKiHiHy abo cyOcTaHmii P. ¥ KOHTPOIbOBAHUX KITIHIYHUX JOCTIIXKEHHSX,  TKUX
TIOPiBHIOBAJIM KaHAecapTaH 3 iHribiTopamu AIT®, yacToTa BUHMKHEHHS KAl Oyla HUXKYOI0 Y
TallieHTiB, SIKi OTPUMYyBaiu KaHfecapTaHy LuIekceTun. KaHnecapTaH He 3B’sI3y€ Ta He OII0KyeE
pellenTopHu iHIINX TOPMOHIB a00 10HHI KaHa/IM, BaXKJIUBi y PETYIISIil cepIieBO-CyIUHHOI CHCTEMH.
AHTarosiaMm 1o peuenTtopis auriores3uny Il (AT,) mIpu3BOAUTE KO 40303a/1€2KHOTO MiBUILIEHHS
IIJTa3MOBUX PiBHIB PeHiHY, aHTiOTeH3UHY | i aHrioTeH3uHY II, a TaKOXK 00 3MEHILIEeHHS I7Ta3MOBO1
KOHIIEeHTPaIlil aJIbHOCTEPOHY.

KniHiuHa epekmusHicmb ma 6e3neka

ApmepiaabHa 2inepmeHsia

[Ipu apTepianbHiii rinepTeH3il KaHJecapTaH CIPUYUHSE 00303a/eKHe JOBrOTPUBae 3HUKEHHS
apTepianbHOTO TUCKY. AHTUTIEpTeH3UBHA [Iis BifOyBa€eThCs 3a PaXyHOK 3MEHIIEHHSI CUCTEMHOT'O
nepudepuyHoro omnopy 6e3 pedieKTOPHOTOo MiiBUIEHHS YaCTOTH CEPLIeBUX CKOPOYeHb. Bka3iBKu Ha
cepiio3ny abo mocuieHy apTepianbHy TiOTEH3i0 Micsa IpUioMy Iepioi J03u abo CHHAPOM BifMiHU
IIiCJIs IPUNIMHEHHS JIiKyBaHHSA BiICYTHI.

[Ticns 3acTocyBaHHS Pa30BOi 403U KaHecapTaHy IUIEKCETUIY II0YaTOK aHTUTINepTEeH3UBHOTO
eekTy 3a3BUYail CIIOCTePIiraeEThCA MPOTIroM 2 roguH. [Ipu TpuBanoMy JTiKyBaHHI OCHOBHE
3MEHILIeHHST apTePialbHOT0 TUCKY IIPH 3aCTOCYBaHHiI OyIb-SKOI 03K 3a3BUYAl HOCITAEThCS
IIPOTATOM 4 THUXKHIB i 36epiraeThCst BIIPOOOBXK JOBTOCTPOKOBOTO JIiKyBaHHS. 3TiHO 3 JAaHUMU MeTa-
aHaui3y, cepenHiit momaTKoOBUM edeKT mpu 30inbiieHHi qo3u Big 16 mr mo 32 Mr 1 pa3 Ha mo6y OyB
He3HayHWU. BpaxoByioun iHAKWBiTyanbHi 0COOIMBOCTI, Y AesIKUX MallieHTiB MOXKHa 04iKyBaTH OisbII
BUpaXXeHu! eekT, MOPIBHAHO i3 cepegHiM. KaHecapTaHy I[UIeKCETUI IPU 3aCTOCYBaHHI 1 pa3 Ha
no0y 3abe3neuye eQpeKTUBHE i MOCTYIIOBE 3HUXKEHHS apTEePialbHOTO TUCKY IPOTATOM 24 romuH i3
HEe3HAYHOI0 BiAMIHHICTIO MiK MaKCUMalbHUM i MiHiManbHUM edeKTaMH IIiff 4ac iHTepBay
NO3yBaHHS. AHTUTIEPTEeH3UBHUY e(deKT i IepeHOCHMICTh KaHflecapTaHy Ta JI03apTaHy MOPiBHIOBAIN
y XOfli IBOX PaHAOMi30BaHHUX, OABIMHUX CIINUX OOCHIAXKEHb 3 y4acTio 3arajoM 1268 maiieHTiB i3
7erkoio abo IOMipHOIO apTepianbHOIO TinepTeH3i€lo. MiHiManbHe 3HUXKEHHS apTepiaTbHOTO TUCKY
(cucromiyHoro/mgiactoniysoro) ctanosuso 13,1/10,5 MM pT. CT. IpU 3aCTOCYBaHHI 32 Mr
KaHOecapTaHy muiekcetuny 1 pa3 Ha moOy i 10,0/8,7 MM pT. CT. - mpu 3acTtocyBanHi 100 mr
J03apTaHy Kaiio 1 pa3 Ha noOy (pisHuLS y 3HUKEHH] apTepiasbHOro TUCKY 3,1/1,8 MM pT. CT.,
p<0,0001/p<0,0001).

[Ipu 3acToCyBaHHI KaHeCcapTaHy LUAJIEKCETUIY Pa30M i3 TiApOXJI0pOTia3uAoM CIIOCTEPIraeThCs
NOOaTKOBe 3HUXKEHHS apTepialbHOTO TUCKY. [ToCUIeHN aHTUTINEPTeH3UBHUYU e(EeKT TaKOXK
Bil3aHaYa€THCA, SKINO KaHeCapTaHy IUIeKCceTusl KoMOiHyBaTH 3 aMIOAuIiHOM ab6o GheloguIiHoM.

Jlikapceki 3aco6u, ski 610kyioTh PAAC, MaloTh MEHII BUPaXKEHUM aHTUTINEePTeH3UBHUM eheKT y
TallieHTiB HETPOigHOI pacy (3a3BKYal NallieHTH 3 HU3bKUM PiBHEM PEHiHY), HiXK y MallieHTiB iHIINUX
pac. Lle Tak0oXK XxapakKTepHO AJI KaHAecapTaHy.



KaHpecapTaH mocusoe HUPKOBUYM KPOBOTIK i He BIIMBa€ abo MmiABUINY€E MBUAKICTh KIIyOOYKOBOI
¢binpTpalil 3a paXyHOK 3MeHIIIeHHS HUPKOBOT0 CYIMHHOTO OIOpY i ppakmil pinbrpamii. ¥
TPUMIiCAYHOMY KIIIHIYHOMY OOCIIIXKEHH] 3 y4acCTIO NallieHTiB 3 apTepiabHO0 rillepTeHsi€lo,
1ykpoBuM fiabetoM II Tumy i MikpoanbOyMiHypi€i0 aHTUTIIepTEeH3UBHE TiKyBaHHS KaHIeCcapTaHOM
IIUIeKCETUIIOM 3MEHIIIyBaJIlo BUiIeHHS anbOyMiHy i3 ceueto. Ha maHuit 4ac gaHUX 1IOMI0 BILJIUBY
KaHIecapTaHy Ha IIporpecyBaHHA fiabeTuyHOI HedpomaTili HeMae.

BrnnuB KaHAecapTaHy IMJIEKCETUITY V fo3ax 8-16 Mmr (cepenHs mo3a - 12 Mr) 1 pa3 Ha no0y Ha
CepLIeBO-CYAVHHY 3aXBOPIOBAHICTS 1 JIETAJIbHICTH OLIHIOBAJIX Y X041 PaHLOMI30BAHOT'0 KIIIHIYHOTO
gochigkeHHS 3 y4acTio 4937 mallieHTiB MTHBOrO BiKy (Bikom 70-89 pokis; 21 % - Bikom Big 80 pokiB)
3 JIETKOIO Ta IIOMipHOI0 apTepialbHOI0 TilepTeH3i€lo i3 cepeqHboI0 TPUBANiCTIO 3,7 poKy (Study on
COgnition and Prognosis in the Elderly - [Jocnig:keHHS KOTHITUBHOI 3HAaTHOCTI Ta IIPOTHO3Y Y
NallieHTIB MiTHBHOTO BiKY). [1allieHTH OTPUMYBaJK KaHAecapTaHy IuneKkceTun abo mnaiebdo pa3oM 3
iHIIMM aHTUTINIePTEH3WBHUM JIiKyBaHHSM, III0 AogaBaayu Ipu HeoOXimHOCTI. ApTepianbHUN TUCK
3HUXKYyBaBcA 31 166/90 mo 145/80 MM pT. CT. y rpymi iKyBaHHS KaHOecapTaHoM i 31 167/90 go 149/82
MM PT. CT. - Y KOHTPOJIbHIN rpymni. CTaTUCTUYHO 3HAYYLIO1 Pi3HULI KiJTbKOCTi BEIMKUX CEPIIEBO-
CYAVHHUX SIBULI y II€PBUHHIN KiHI[eBIM TOYI] He BUSIBJIEHO. 3apeecTpoBaHo 26,7 ssuig Ha 1000
IallleHTO-POKIB y Ipymi JiKyBaHHS KaHgecapTaHoM npotu 30 sBuig Ha 1000 mauieHTo-poKiB y
KOHTPOJIbHIN I'PYIIi.

Cepuesa HedocmamHicmb

JIiKkyBaHHS KaHecapTaHOM LIUJIEKCETUIIOM 3HUXKYE JIeTalbHICTh, 3HUXKYE KiIbKICTh TOCIiTaIi3amiy 3
IIPUBOJY CEPIIEBOI HEJOCTATHOCTI i IIOJIETIIIye CUMIITOMHY Y IAIliEHTIB i3 CUCTONMIYHOI0 AUCHYHKIIIEIO
JIIBOTO IIJTYHOYKaA, 110 Oy710 Big3HaueHO y X0fi mporpamMu «KaHaecapTaH IIpX CeplieBili HeOCTATHOCTI
- OLIiHKa 3HMKEHHS JIeTaJIbHOCTI Ta 3axBopioBaHOCTi» (CHARM).

L1 nnarebo0-KOHTPOIbOBaHa IMOABiMHA Cllilla AOCTigHUIIbKA ITporpaMa 3 y4acTIO IallieHTiB i3
XpOHiYHOM0 cepiieBoi HegocTaTHicTIO (XCH) dynkuionanbuux Kiacis II-1V 3a knacudikarieo Hrio-
I;IopKCLKo'l' KappionoriuHoi acomiatnii (NYHA) cknaganacs 3 TpbOX OKpeMux pociigxenb: CHARM-
AnbrepHaTuBa (n=2028) 3 yyacTio nauieHTiB i3 (ppakiri€ero BUKUAy niBoro umyHodka (®BJIII) < 40
%, sIKuX He JNiKyBanu iHribitopamu AII® yepe3 HenepeHOCUMICTh (ITepeBaXKHO BHACIITOK KalllTio, 72
%), CHARM-IlomaBauHs (n=2548) 3a y4dacrio namnienTis i3 ®BJIII < 40 %, siki oTpuMyBanu iHridiTopu
ATI®, i CHARM-36epexenHs (n=3023) 3a y4acTio maiiedTis i3 ®BJIII = 40 %.

Y mocnipxkenni CHARM-AnbTepHaTHBa KOMIIO3UTHA KiHI[eBa TOUKa CEPIIEBO-CYIUHHOI JIeTaIbHOCTi
abo mepmoi rocmitanisarii 3 npusoay XCH Oyra 3HaYHO MEHIIIO0 IIPHU JIiKyBaHHI KaHOeCapTaHOM
TIOPiBHSAHO 3 TTale6o (BimHOCHUY PU3UK 3MeHITyBaBcs Ha 23 %). Kommo3uTHa KiHIleBa ToYKa
NeTanbHOCTI 3 6yIb-gK01 MpuunHU abo mepiroi rocmitanizaril 3 npuony XCH Takox 6Gyria 3HaYHO
3HUKEHA y TPYIi KaHAecapTaHy 3 aOCOIOTHOO pi3HuIeio y 6 %. O6uaBi CKIagoBi WX KOMIO3UTHUX
KiHI[eBUX TOYOK - JIETAJIbHICTh i 3aXBOPIOBaHICTH (rocmitanizauis 3 npuBony XCH) - cBiguaTh Ha
KODPUCTH CIIPUATINBOTO eheKTy KaHaecapTaHy. JIiKkyBaHHS KaHAeCapTaHOM I[UJIEKCETUIOM
IPU3BOJUIIO 10 TTOKpalleHHS PyHKIioHanbHOro Knacy 3a NYHA (p=0,008).

Y mocnipgxenHi CHARM-[logaBaHHS KOMIIO3UTHA KiHIleBa TOYKa CEPLIeBO-CYAUHHOI JIeTalnbHOCTi abo
mepiioi rocmitanisatii 3 mpuBogy XCH Oyna 3HaYHO 3HUKEHOI0 V T'PYIIi KaHOecapTaHy MOPiBHSHO 3
nane6o (BiTHOCHUYM PU3UK 3MeHIITyBaBCcs Ha 15 %). Kommo3uTHa KiHIleBa TOYKa JIETaJIbHOCTI 3 6y/Ib-
K01 IpUu4YrHYU abo mepiroi rocoitanizaril 3 mpusony XCH Takox 6Gynia 3Ha4HO 3HUKEHA Y TPy
KaHIecapTaHy, 3 abcomoTHOO pisHutelo y 3,9 %. O6uOBi CKIamoBi X KOMIIO3UTHUX KiHIIEBUX TOYOK
- JIeTa/IbHICTh i 3aXBOPIOBAHICTh - CBiA4aTh HA KOPUCTh CIPUATINBOrO e(peKTy KaHAecapTaHy.
JlikyBaHHSI KaHIecapTaHOM LIMJIEKCETHUJIOM IIPU3BOAUIIO OO MOKpPAIlleHHs (QYHKIIOHATLHOTO KJIacy 3a
NYHA (p=0,020).



Y nocnigxxenni CHARM-30epeXeHHSI CTaTUCTUYHO 3HAYYIIOr0 3MEHIIIEHHST KOMIIO3UTHUX TOYOK
CepleBo-CYAMHHOI TeTambHOCTI abo mepioi rocmitanmisanii 3 mpuBony XCH gocsirHyTo He 6GyIio.

JleTanbHICTh 3 OyAb-IKNX IPUYUH He OyJila CTATUCTUYHO 3HAYYIIOIO IIPU aHaJli3i 0KpeMo B KOXKHOMY 3
TphOX pocaimkenb CHARM. OpHak neTanbHiCTh 3 OyOb-IKUX IPUYMH OyJla TaKOXK OIliHEHAa Y CYKYIHil
nonynsauil gocnipxkens CHARM-AnsrepaatuBa i CHARM-[ogaBauus, BP 0,88 (95 % [I: 0,79-0,98;
p=0,018), Ta ycix Tprox gocnigxkens, BP 0,91 (95 % [I: 0,83-1,00; p=0,055).

[TosuTuBHI edheKTH KaHAecapTaHy OyIu IOCTINHUMY, He3aJIeXKHO Bif BiKy, CTaTi i CymyTHBOI
MerKaMeHTO3Hoi Teparmii. KaHgecapTan Takoxk OyB eheKTUBHUY Y MAIiEHTIB, SKi OMHOYACHO
oTpuMyBanu OeTa-6710KaTOpu Ta iHribiTopu AII®, mpH I[bOMY IIO3UTUBHUN ePeKT OYB OTpUMaHUN
He3aJIekKHO Bif TOT0, UM puiiMasB nalfieHT inribitopu AII® y uinboBil [03i, peKOMeHI0BaHiH
IHCTPYKI€IO 1 MEIUYHOT 0 3aCTOCYBaHHS.

Y nanienTis i3 XCH i 3HMKEHOI0 CUCTOIIYHOI0 (PyHKIIi€0 NiBoro nutyHouka (PBJIII <40)
KaHecapTaH 3HUXKY€E CUCTEMHHUU CyIUHHUY OIIip i TUCK 3aKJIMHIOBAHHS JIET€HEBUX Kalli/IspiB,
MiJBUINY€E aKTUBHICTh PEHiHY B IIJIa3Mi KPOBI 1 KOHILIEHTPALil0 aHTi0TeH3uHY 1I, a TaK0XK 3HUXKYE PiBHI
aJIbIOCTEPOHY.

®apmakoKiHemuxka.
BcmoxkmysaHHA 1 po3nodin

[licnig mepopalbHOTO 3aCTOCYBaHHS KaHOecapTaHy LUIEKCETUII IEPETBOPIOETLCSA Ha aKTUBHY
PEYOBUHY KaHfecapTaH. AGcomoTHA 6i0M0CTYIHICTh KaHAecapTaHy CTaHOBUTDH mpubausHo 40 %
IIiC/Is1 OpasIbHOTO 3aCTOCYBaHHS PO3UYMHY KaHecapTaHy LuneKceTuny. BigHocHa 6iogoCcTynHiCTh
nikapchkoi popMu TabnIeTOK IOPIBHAHO 3 TAKUM XKe PO3YMHOM [JI51 OPaJIbHOTO 3aCTOCYBaHHS
CTAHOBUTH pubIN3HO 34 % 3 myKe HEeBEJIMKOIO MiHNIuBiCTI0. Po3paxyHKoBa abCcomioTHA
OiomocTynHicTh TaONETKH, TAKMM YMHOM, CTaHOBUTH 14 %. CepeqHsa MakCUMalbHa CUPOBaTKOBa
KoHIleHTpalisd (C,,,) D0CATaETHCSA Yepes

3-4 ropunu micns npuitoMy TabneTku. CUPOBATKOBI KOHIIEHTPAIlil KaHAecapTaHy 3i 30iIbIIeHHSAM 03
y MeXax TepaleBTUYHOrO Aiala30Hy J03yBaHHS 3POCTAIOTH JIiHIMHO. BigMiHHOCTEN ¥
(dapMaKOKiHeTHIII KaHflecapTaHy, ITOB I3aHUX 3i CTATTIO, HE CIIOCTepiranu. BxkuBaHHS iKi He BIIJIUBAE
Ha IJIOLIY IIifi KPUBOK «CUPOBATKOBa KOHLeHTpalis-4ac» (AUC) KaHfecapTaHy.

KaHpecapTaH 3HaYHOIO Mipoio 3B’93y€eThCs 3 Oinkamu nna3Mu Kposi (moHam 99 %). YaBuuii 06’em
po3Mominy KaHaecapTaHny ctaHoBuTh 0,1 ji/Kr.

[Tpuiiom ki He BIJIMBa€ Ha 0iOJOCTYIHICTh KaHecapTaHy.
Memaboaizm ma gugedeHHA

KaHpecapTaH BUBOOUTHCA IIePeBaKHO Y HE3MIHEHOMY BUTJISAMI i3 ceyero Ta JKOBYIO 1 TUIbKU
HEe3HaYHOIO0 MipoIo - 3a pPaXyHOK IeudinKoBoro Metabonizmy (CYP2C9). 3rigHo 3 gaHuMu in vitro
[OCTiAKeHb, He 0YiKy€EThCS in Vivo B3aEMOJil 3 IpenapaTaMu, MeTab0li3M SIKUX 3aJIe’KUTh Bif
isopepmentie CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1 a6o CYP3A4 nuTtoxpomy
P450. Kinnesui nepion HaniBBUBENeHHS KaHecapTaHy CTAHOBUTL MPUOIU3HO 9 roguH. AKyMy sl
nicyist 6araTopa3oBUX 103 HEMaE.

3aranbHUY MJ1a3MOBUH KJTipeHC KaHecapTaHy CTaHOBUTE Ipubau3Ho 0,37 MII/XB/KT 3 HIPKOBUM
KiipercoM 6u3bKo 0,19 mit/xB/Kr. BuBefieHHSI KaHAecapTaHy HUPKaMU BiOyBa€ThCS SK IIISTXOM
KJIy604YKOBOI QinbTpalril, Tak i 3a JOIIOMOTr0I0 aKTUBHOI KaHaslblleBoi cekpetii. [Ticis opanbHOTO



3aCTOCYBaHHs 03K Mi4eHOro pajioizoTonoM ‘C KaHmecapTaHy [MIEKCETUIy HpUOIU3HO 26 % mo3u
BUBOIUTHCS i3 Ccedelo y BUTIISAAL KaHAecapTaHy i 7 % — y BUTJISAI HEaKTUBHOTO MeTab0iTy, TOOi K
npubnu3Ho 56 % mo3u BiTHOBIIOETHCS YV KaJjli ¥ BUTTISAAI KaHmecapTany i 10 % — y Burnsmi
HEAKTUBHOTO MeTabomiTy.

dapmakokiHemuka 8 ocob.ausux 2pynax nauieHmia

Y nauieHTiB nmiTHBOTO BiKY (Bim 65 pokiB) C,,,, i AUC KaHpmecapTaHy migBuireHi mpuOnu3no Ha 50% i
80% BiAMOBiIHO MOPIBHSHO 3 MallieHTaMU MOJIOAOTO BiKy. OfHAK peakllis apTepialbHOTO TUCKY i
YacToTa MO0iYHUX SBUII MMiC/Is IpHUiioMy J03u npenapaTy Kanpecap nopiOHi y malfieHTiB MOIO#oro i
JITHBOTO BiKy (muB. po3min «Crnocib 3acToCyBaHHS Ta JO3U»).

Y natieHTiB 3 mopyieHHIM QYHKIIl HUPOK JIeTKOTo i cepenuboro crynens C,,, i AUC kaHfecapTaHy
3poCTasy Ipy MOBTOPHOMY 3acTocyBaHHiI nmpubnau3no Ha 50 % i 70 % BignosigHo, ane t,, 3a1uiIaBcs
He3MiHHUM IIOPiBHSIHO 3 NallieHTaMHU 3 HOPMaJIbHOI (PYHKIT€I0 HUPOK. BiANOBiAHI 3MiHU y malieHTiB
3 IOPYIIeHHSM (QYHKIIl HUPOK TSIKKOTO CTyIeHs cTaHoBuu mpuOnmu3no 50 % i 110 % BigmoBigHoO.
Kinnesuii t,, kKaunecaptany 0yB MpuOIKU3HO TOABOEHUN Y TAIIIEHTIB 3 MOPYIIEHHSAM QYHKIII HUPOK
TsaKKoro ctyneHsa. AUC kaHfecapTaHy y NallieHTiB, 5Ki mepeOyBaloTh Ha TeMofianisi, O6yna 6113bK010
[0 IIbOTO TTIOKA3HMKA Y Malli€eHTiB i3 MOpyIIeHHSAM (PYHKII1 HUPOK TSKKOTO CTYIEHS.

Y IBOX HOCTiAXKEHHSX, 1110 BKJIIOYa/IN MAIli€HTIB 3 MOPYIIEeHHIM (QyHKIII TeYiHKY CePeTHbOTO
CTyIeHs1, criocTepirany 3pocTanHs cepenHbol AUC KaHnecapTany npu6nu3so Ha 20 % B ogHOMY
nociimxenHi i Ha 80 % — B iHmoMy (nuB. po3ain «Crocib 3acTocyBaHHS Ta fo3u»). [Jocsin
3aCTOCYBaHHS IpelapaTy MallieHTaM i3 MOpyIIeHHSIM (QYHKIIil TeYiHKX TSKKOT0 CTYIIeHs BiACYTHIM.

Kniniuni xapakKTepuCTHKH.
IToka3aHHs.
JIikyBaHHS eceHIlia/lIbHOI TinepTeH3il y JOpOCIux.

JIikyBaHHST JOPOC/IUX MAIli€HTIB i3 cepIleBOI0 HEJOCTATHICTIO Ta MOPYIIEHHSIM CHUCTOIIYHOI QyHKIIi]
JIiBOTO IITyHOYKa ((ppakilis BUKUAY liBoro uiyHodka < 40 %) 9K momaTKOBa Teparis go iHribiTopiB
ATI® abo y Bunagkax HellepeHOCHMOCTi iHribiTopiB ATIO.

IIpomunoka3aHHA.

linep4yyTnuBiCTh A0 KaHOecapTaHy IUIeKceTuny abo 1o 6yab-SKol 3 JOTIOMiXKHIX PEYOBHH.
[TopyuieHHs QYHKIII MeYiHKU TSIKKOTO CTyIeHs Ta/abo xonecTas.

[TamienTaMm i3 1iykpoBuM fiabeToM a6o nopyueHHsAM QyHKII HUPOK (IIIK®<60 M/xB/1,73M?)

OIHOYAaCHe 3aCTOCYBaHHS IIpemnapaTy Kanpaecap i nmpenaparis, 1[0 MICTATh aJliCKipeH,
IIPOTUIIOKA3aHe.

B3aemodia 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.



[TpenapaTH, sIKi BUBYAIX V XOMi KITiHIYHUX papMaKOKiHETUUHUX JOCIiAKeHb, BKITIOYAlOTh
rimpoxnopoTia3up, BapdapuH, IUTOKCUH, OpaIbHi KOHTPALENTUBH (TOOTO
eTUHiJIeCcTpaios/TIeBOHOPTeCcTpen), TnideHKnaMin, Hibenumin Ta eHananpuia. KniHigyHO 3HaUyII0i
(dhapMakKOKiHeTUYHOI B3aEMOI1 3 ITMMH JIiIKapChKUMHM 3aco0aMy He Bil3Ha4YaIu.

OpHOYacHe 3aCTOCYBaHHS Kajiia0epiranyux OiypeTHKiB, MperapaTiB Kaiiio, 3aMiHHUKIB COJTi, 110
MiCTSTB KaJil, abo iHImMX nikapchKux 3aco6iB (HapuKiaf, remapruHy) Moxe MigBUIIYBaTH PiBEHb
KaJlito. MOHITOPUHT PiBHS KaJlilo CIIif 3[i¥CHIOBATH HaJMEeXKHUM YUHOM (OUB. po3misn «OcobIuBOCTI
3aCTOCYBaHHS»).

[ToBimomsinu mpo 000POTHE MiABUINIEHHS CUPOBATKOBUX KOHIEHTPAIIH JIiTii0 i TOKCUYHOCTI IIpu
OJHOYACHOMY 3aCTOCYyBaHHi MiTii0 3 iHribiTopamu AII®. [Tomgi6HMM eeKT MOXKe CIIOCTEpIraTUCs Npu
3aCTOCYBaHHI aHTAroHICTiB perenTopis aHrioten3uny II (APAII). 3acTocyBaHHS KaHecapTaHy 3
JiTiEM He peKOMeH[IoBaHe. fKIIo miaTBepaKeHo HeoOXimHICTh 3aCcTOCyBaHHS KoMOiHaIlil,
PEKOMEHO0BaHUY PETEIbHUN MOHITOPHHT CHPOBATKOBUX PiBHIB JITilO.

[Tpu ogHO4YacHOMY 3acTocyBaHHiI APAII 3 HECTEPOIIHUMY NPOTHU3analbHUMU IpenapaTtamu (HIT3IT)
(TobTo cenexTuBHUMHU iHTibiTOopamMu 11OI'-2, alleTUICaTIIIMIOBOIO KUCIOTOW (>3 r/mo0y) i
HecenektuBHUME HIT3TI) Moxke criocTepiraTucs nociabieHHsI aHTUTIIEPTEeH3UBHOTO e(PEKTY.

4k i mpu 3actocyBaHHi iHribiTopiB ATI®, omHouyacHe 3acTocyBanHs APAII i HII3I1 Moxe nMpu3BOOUTH
IO TiBUINIEHHS PU3UKY NOTipIIeHHS GYHKINI HUPOK, BKIII0YAIOYU MOXKJIUBY TOCTPY HUPKOBY
HEeJOCTaTHICTh i MigBUIIEHHS PiBHS KaJliio, 0COOIMBO Y MalliEHTIiB 3 y2Ke HasiBHOIO 0cllabieHo0
dyHkiieo Hupok. KombiHalrito ¢y 3acTocoByBaTé 3 00€peKHiCTIO, 0COGIMBO MallieHTaM JIiTHHOT'0
Biky. [TanieHTy HeoOximHO 3a0e3MeynTy HAJIeXKHY TigpaTalliio, a TaK0XK MPUOIIUTH yBary
MOHITOPHUHTY (DYHKIi1 HUPOK IiC/IS MOYaTKy CYNyTHBOI Tepallil Ta MepioguYHO B IOAAIbIIOMY.

Iani KIiHIYHOTO JOCTiIXKEHHS CBig4YaTh, 110 moaBiiHa 6110kama PAAC 3a momoMoromo KoMOiHOBaHOTO
3acTocyBaHHs iHTi6iTOpiB ATI®, 610KaTOPiB perenTopiB aHrioTeH3uny II abo amickipeHy moB’s3aHa 3
Oi/TBIII0I0 YACTOTOO MOOIYHUX SBUII, TAKUX SK apTepianbHa rimoTeH3is, rinepkaniemis i moripmueHHs
GYHKIIII HUPOK (BK/II0UAI0YU FOCTPY HUPKOBY HEOCTATHICTD), TIOPIBHSHO i3 3aCTOCYBaHHAM TiTbKU
JiKapchKOro 3aco0y, 1o BuiauBa€e Ha PAAC.

Oco06.1ueocmi 3acmocyeaHHs1.
IToodsitliHa 6.10Kada peHiH-aH2iomeH3uH-aab0ocmepoHosoi cucmemu (PAAC)

[cHYIOTH JOKa3H, 110 OMHOYACHe 3acToCyBaHHs iHTribiTopiB AII®, 6;10KaTOpPiB penenTopiB
anrioTeH3uny Il abo amickipeHy migBuIye pU3UK PO3BUTKY apTepiasibHOI TinmoTeHsii, rimepkamiemii i
noripineHHs QYHKIIII HUPOK (BK/II04Yal0YX FOCTPY HUPKOBY HENOCTATHICTh). ToMy mofBifiHa 610Kafa
PAAC 3a gomnoMoroo KoMOiHOBaHOTO 3acToCyBaHHS iHTi6iTOpiB ATI®, 6110KaTOPiB pPelenTopiB
aHrioteH3uny Il abo amickipeHy He peKOMeHOBaHa. AKIIO Tepalmis MogBikHOIO 6JI0Ka0I0
BBaXKa€EThCS aOCOMIOTHO HEOoOXigHOW, ii CyTif 3mifCHIOBATH TiNIBKY IIi[l HATJISIOOM CIielliasicTa i 3a
YMOBH YaCTOTO PETENIbHOTO MOHITOPUHTY (PYHKIIil HUPOK, €IEKTPOJIITiB Ta apTepialbHOTO TUCKY.

[uribitopu AII® i 6;moKaTOPH pelenTopiB aHTioTeH3uny Il He cifg 3aCTOCOBYBaTH OMHOYACHO
maIfieHTaM i3 giabeTHYHO HedpomaTiero.

IMopyweHHA pYyHKUII HUPOK

4K i mpu 3acTOCyBaHHI iHINX TiKapChKUX 3aco06iB, 110 iHri0yoTh PAAC, MOoXHa 04iKyBaTH 3MiHU



GbYHKIII HUPOK Y YYTJIMBUX MALiE€HTIB, SKi oTpuMyloTh Kaupgecap.

[Ipu 3acTocyBaHHi npenapaTy Kanpecap namieHTaM i3 apTepiajibHOIO TillepTeH3i€10 1 MOpYIIeHHIM
GYyHKIIII HUPOK PeKOMEHIY€EThCS MEPiOgUYHNY MOHITOPUHT PiBHS KaJlilo i KpeaTUHIHY B CHPOBATIi
KpoBi. [I0CBif 3aCTOCYBaHHA IIpenapaTy NallieHTaM i3 MOpyLIeHHSAM (QYHKII1 HUPOK AyXKe TAXKKOIr0
cTyneHs a6o Ha TepMiHanbHil CTamil (KM enmny <15 M1I/XB) 0OMexeHut. TakuM narieHTaM f03y
npemnapaty Kaugecap ciif migbupaTti 00epexkHo, 30iMCHIOI0UYY MOHITOPUHT apTepialbHOTO TUCKY.

OOcTexkeHHS TAIliEHTIB i3 ceplieBOI0 HEOCTATHICTIO IIOBUHHO BKJIIOYATH MEPIOJUYHY OLIHKY QYHKIIII
HUPOK, 0COOIMBO y MAIi€HTIB JIITHHOTO BiKY (Bif 75 POKiB), @ TAKOXK y MAIiEHTIB i3 MOPYIIEHHAM
dyukuii Hupok. I1ig yac migbopy no3u npemnapaty Kaunmecap peKoMeHI0BaHUM MOHITOPUHT PiBHS
KpeaTHHIiHY i KaJlilo B CHpOBaTIli KpoBi. KiiHi4Hi fOCTifXKeHHS ceplieBOl HEJOCTAaTHOCTI He BKITIOYaIn
IAIliEHTIB i3 piBHEM KpeaTHHIHY B CUPOBATLi KPOBi > 265 MKMOIb/1 (> 3 Mr/Om).

Cynymus mepanis i3 3acmocyeaHHaM iH2ibimopie AII® npu cepuesiii HedocmamHocmi

Pusuk nobiynux peakiiiii, o0co011Bo apTepianbHOi rinoTeHsii, rimepkaniemil i moripmenHs GyHkuil
HUPOK (BKJII0YalO4¥ TOCTPY HUPKOBY HEIOCTATHICTh), MOXKe 3POCTATH IIPU 3aCTOCYBaHHI Ipemnapary
Kanpecap y kom6iHariii 3 inribiTopamu AII®. [ToTpiitHa koM0OiHatis inribitopa AII®, anTaronicra
pellenTopiB MiHEpPaJOKOPTUKOIMIB i KaHecapTaHy TaKOXK He PeKOMeHIoBaHa. 3aCTOCYBaHHS IIUX
KOMOiHaIli¥l TOBUHHO 3[iMCHIOBATUCS TilbKY IIifl HATJISIOOM CIIellialicTa i 3a YyMOBM 4aCTOTO
PEeTenbHOT0 MOHITOPUHTY (QYHKIIil HUPOK, €IeKTPOJIITIB i apTepianbHOT0 TUCKY.

He cnig 3actocoByBaTH iHribiTopu AII® ogHOYacHO 3 6/I0KaTOpaMU PeLenTOpiB aHTioTeH3uHy 11
malieHTaM i3 miabeTuyHOI0 Hedpomariew.

I'emooliani3

[Tig gyac miami3y apTepianbHUN TUCK MOXKe OyTH 0COGIMBO YyTAUBUM [0 O710KyBaHHS AT,-perentopis
y pe3ynbTaTti 3MeHIIeHHs 00’eMy y1a3Mu KpoBi Ta akTuBanii PAAC. Tomy marieHTaMm, ki
nepebyBaloTh Ha TeMofiianisi, §o3y npemnapaty Kanpecap cinig nigbupat 00epexkHo, 30ilCHIOIYH
MOHITOPUHT apTepiajbHOI'O TUCKY.

CmeHo3 Hupkosoi apmepii

Jlikapceki 3aco6wu, 110 BiuBaioTh Ha PAAC, Bkmiovatouu APAIIL, MOXyTh IifBUIyBaTH PiBHI C€Y0BOI
KMCJIOTH Ta KpeaTHHiIHY B CHPOBATIIi KPOBi y MAaIli€HTiB i3 ABOOIYHMM CTEHO30M HUPKOBUX apTepii abo
CTEHO30M apTepii equHOI HUPKHU.

TpaHcnaaHmMauisa HUPKU

Ilocsig 3acTocyBaHHSA IIpernapaTy Kanaecap naiieHTaMm i3 HelogaBHO IepeHeCeH00
TPAHCIIJTAHTAIEI0 HUPKKU 00MEXKEeHUH.,

ApmepiaavHa 2inomeH3is

Y mauieHTiB i3 cepleBO0 HEOOCTATHICTIO Mif Yac JIiKyBaHHS npenapaTtoM KaHgecap MOXe BUHUKATH
apTepiasibHa rinoTeH3isd. BoHa TakoXK M0XKe BUHMKATHU Y MALli€HTIB 3 apTepiaJbHOI0 TillepTEeH3i€l0 3
BHYTPIIIHbOCYOUHHUM 3MeHIIeHHAM 00’ €My LHPKYJII0I0Y0] KPOBi, HallpUKIaL ¥ TUX, XTO OTPUMYE
BUCOKi 1031 [iypeTukKiB. Cnif 3 00epeXkHiCTI0O pO3MOYNHATH TePallilo IpernapaToM Ta BXKUTHU 3aX0LiB
100 KOPEKIIii TimoBonIeMii.

AHecme3sia ma xipypeiuHi empy4aHHA



Y malieHTiB, IKUX JiKyIOTh aHTaroHiCTaMU aHTioTeH3uHy I, mmig yac aHecTe3il Ta XipypriyHux
BTPy4YaHb MOXKe BUHUKATH apTepiajbHa TimoTeH3is BHACTIOK 6710Kafyu peHiH-aHTi0TeH3WHOBOI
cuctemu. [lyxke pigKo apTepianbHa rimoTeH3is Moxe OyTH TSIKKOIO i BUMaraTy BHYTPIITHEOBEHHOTO
BBe[IeHHS PiquHU Ta/ab0 3aCTOCYBaHHS CYOMHO3BYKYBabHUX 3aCO0iB.

CmeHo03 aopmasvHo20 ma MimpasavbHO20 KaanaHie (obcmpykmueHa 2inepmpodgiuHa kapdiomionamis)

4K i mpu 3acTOCyBaHHi iHIKMX Ba30AuMIaTaTOPiB, 0CO6IMBA 00€PEXKHICTh TOKa3aHa MallieHTaM i3
reMoAMHaMiYHO 3HAUYIIUM CTEHO30M a0pPTaIbHOT0 YK MIiTPaIbHOTO KilalaHiB abo 00CTPYKTHBHOIO
rinepTpodivyHOI0 KapaioMiomaTi€elo.

ITepguHHull 2inepaab0ocmepoHiam

[TarieHTH 3 IEPBUHHUM TillepasibAOCTEPOHI3MOM Y GinbIIOCTi BUMlafiKiB He OyIyTh pearyBaTu Ha
AHTUTIEePTEeH3UBHI JTiKapCchKi 3aco0H, IT0 Oif0Th 3aBAsIKU MpurHiueHHI0 PAAC. TakuM 4nHOM,
3acTocyBaHHS npemnapaty KaHgecap iy rpymi Daii€eHTiB He peKOMeHOOBaHe.

TI'inepkaaiemin

OpHoYacHe 3aCTOCyBaHHS mpemnapaty KaHgecap i Kanmiii36epirarounx miypeTHKiB, IpemnaparTiB KaJliio,
3aMiHHUKIB COJIi, 110 MiCTATH Kasi#, abo iHMMX MiKapchKUX 3ac006iB, 3aTHUX IMiIBUIITYBATH PiBEHb
KaJlito (HanpuKiaj remapul), Moxe MPU3BOAUTH [0 MiABUINEHHS PiBHS CUPOBATKOBOIO KaJlilo y
Talli€eHTiB 3 apTepiabHOIO TrimepTeH3ieto. Crig HaleXXHUM YUHOM 3IiMCHIOBATY MOHITOPUHT PiBHS
KaJiio.

Y malieHTiB i3 cepieBO0 HEOCTATHICTIO, SKUX JIIKYIOTh IpenapaToM KaHaecap, MOXe BUHAKATH
rinepkasieMisi. PeKoMeHIOBaHUY EePIONUYHUY MOHITOPUHT PiBHA KaJlil0o B CUPOBATII KPOBL.
Kowmb6inaris inri6itopa AII®, kanitizbepiraioyoro giypeTuky (Hampukiaz, ClipoHONIaKTOHY) i
npenapaTy KaHpecap He peKOMeHO0BaHa; 11 MpU3Ha4YeHHs CIIifl pO3TAfaTy TiTbKH IIiCIIS PETEIbHOL
OLIiIHKY MTOTEHIINHOl KOPUCTIi Ta PU3UKY.

3aezanvHi

Y nari€HTiB, y SKMX CyAUHHUM TOHYC i PYHKIIiS HUPOK 3ajiekaTh epeBaxHo Bifg akTuBHOCTI PAAC
(HampuKIIaM, MAli€HTH 3 TSIXKKOI 3aCTilHOI0 CEepIeBOI0 HeIOCTAaTHICTIO a00 OCHOBHUM
3aXBOPIOBAHHSAM HUPOK, BK/IIOUAIOYX CTEHO3 HUPKOBOI apTepil), TiKyBaHHS iHIIUMH JIiIKapChbKUMHU
3acob6aMu, IO BIIJIUBAIOTH Ha 10 CHCTeMY, OyJI0 IOB’g3aHe 3 TOCTPOI0 apTepiarbHOIO TiMOTEeH3IET,
a30TeMi€l0, OJIrypi€lo, Piiko - 3 TOCTPOI0 HUPKOBOIO HEIOCTATHICTIO. MOXNIUBICTh MOOiOHUX eheKTiB
He Moxe OyTu BUKJTIOYeHa Ipu 3acTtocyBaHHi APAIL fk i mpu 3acTocyBaHHi 6yIb-IKOTO
AHTUTINEePTEeH3UBHOTO 3ac00y, HaAMipHe 3HUKEHHS apTepiaabHOTO TUCKY Y MAIli€HTIB 3 iMmeMigyHO00
KappioMiomnarieto abo imemiuHuM 11€peOPOBaCKyISIPHIM 3aXBOPIOBAHHSAM MOXKe IIPHU3BOAUTH [I0
inpapkTy mMiokapna abo iHCYTIbTY.

AuTHTiIEpTEeH3UBHUM e(eKT KaHecapTaHy MOXKe ITOCHUITIOBAaTUCS iHIIMMHU JTiIKapChKUMU 3ac0o6ami,
110 MalOTh BJIACTHBICTh 3HUXKYBATH apTepiaTbHUAN TUCK, He3aleXKHO Biff TOTO, 3aCTOCOBYIOTH iX SIK
AQHTUTINIePTEH3UBHI 3ac00M YU 3a iHIIMMU MMOKa3aHHSIMHU.

Kanpecap mictuth 1akto3y. [lanierTam i3 pigKicHUMU ciafKOBUMU (HOpMaMy HelepeHOCHUMOCTI
rajakTo3H, JaKTa3Hoi HegocTaTHOCTI Jlanma abo ManbabcopOiil IMK03u-ralakTo3u He CIIif
IpuUiMaTH 11eM TiKapchbKui 3acib.

BazimHicmb



3actocyBanHs APAII He crif po3moYynHaTH y IIepiofd BariTHOCTI. 3a BUHSATKOM BUTMA[IKiB, KON
nponoBxkeHHs Teparnii APAII BBaxKa€eThCs BKpail HeoOXigHUM, MallieHTKaM, SKi IJTaHyI0Th BaTiTHICTB,
CJIif IPU3HAYUTH allbTePHATHBHE aHTHUTINIEePTeH3UBHE JIIKYBaHHS, 1110 Ma€ BCTAHOBJIEHUY NPOoQisnb
0e3mneKky OJIs 3aCTOCYBAHHS y IIepiofl BariTHOCTI. FKIIO BaTriTHICTh MiarHOCTOBaHO, MikyBaHHS APAII
CJIil HeraHO IPUIIMHUTH i, IKIII0 He0OXigHO, pO3II0YaTH albTePHATUBHY Teparliio.

Y nami€eHToOK y oCTMeHapXiaJbHOMY IEPiOfi MOXK/IMBICTh 3aBaTiTHITH CJIifi OLIHIOBATH Ha 3arajlbHil
ocHoBi. [ToTpiOHO HagaTH BigmOBifHY iHGOpPMaIriio Ta/abo BXKUTH 3aXOfiB IJ1s1 3an00iraHHS PU3UKY
BIIJIUBY IIpernapary y nepiof BariTHOCTI (OuB. po3ainu «IIpoTunoka3anHsa» i «3aCTOCYBaHHS y Iepiof
BariTHOCTi a00 TOmyBaHHS I'PYOIIO»).

3acmocysaHHA y nepiod sazimHocmi abo 200yB8aHHA 2py00H0.

3acToCcyBaHHS IIpenaparTy y Iepiof BariTHOCTI IpoTulioKa3aHe. Kangecap He pEKOMEHYETHCS O
3aCTOCYBaHHS y IIepiof rofyBaHHS I'PYLAIO0.

BazimHicmb

Emipemiosnoriuni moKa3u 100 pU3UKY TepaTOTeHHOCTI micns ekcno3utlil inribitopis AII® y nepiog

[ TpuMecCTpy BariTHOCTI He [al0Th 3MOTH 3pOOKUTU OCTAaTOYHUM BUCHOBOK, IIPOTEe HE3HAYHE
MigBUIIEHHS PU3UKY HE MOXKHa BUKIOYUATH. OCKIIbKA KOHTPOJIbOBaHI eMigeMioJioriyHi faHi momo
pu3uKy npu 3actocyBauHi APAII BigcyTHi, mofgi0HI pU3UKU MOXKYTh iCHYBaTH i AJIS ILOTO KJIacCy
nmikapchKkux 3aco6iB. 3a BUHSITKOM BUIIQ[KiB, KOJIX MPonoBxkeHHs Teparii APAII BBaxKa€eThCs BKpai
HeoOXiIHUM, MallieHTKaM, SKi IJIaHyI0Th BaTiTHICTD, CJIil MPU3HAYUTH allbTePHATUBHE
aHTUTiNEePTEeH3UBHE JIIKyBaHHS, 1[0 MA€ BCTAaHOBIIEHUY MPodinb Oe3meKku g 3aCTOCYBaHHS Y Iepion
BariTHOCTI. SKII[0 BariTHICTh AiarHOCTOBAHO, JiKyBaHHS NpenapaTtaMu APAII crig HeraHO
IPUNIMHUTH Ta Y Pa3i He0OXiMHOCTI po3MoYaTy albTePHATUBHY TEpPAIilo.

HoBonapopxeHi, uni MaTepi oTpuMyBanu APAII, noTpe6yioTh PeTENIbHOTO CIIOCTEPEeXKEeHHS Ha
mIpeMeT apTepianbHOI rinoTeHsii (quB. po3minu «IIpoTunoka3anHs» i «OCOOIUBOCTI 3aCTOCYBAHHSI»).

ITepiod 200ys8aHHA 2py0010

Ockinbky iHGOpMallil 1010 3aCTOCyBaHHS Ipenaparty KaHgecap y mepion romyBaHHS TPYAAI0 HEMaAE,
Kanpecap He peKOMEHI0BaHUY [J19 3aCTOCYBaHHA B 1ied nepion. Crif BiggaTu mepeBary
arbTEPHATHBHUM METOMAM JIiKyBaHHS 3 Kpallle BUBYUEHUMHU Ppodinsamu Oe3MeKu y nepion rogyBaHHS
T'PYOI0, 0COOIUBO V Iepiof rogyBaHHS HOBOHAPOIKEeHUX ab0 HEeNOHOIIeHUX HiTeH.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepysaHHi aamompaHcnopmom abo iHwumu
MexaHi3mamu.

HocnifKeHb BIJIMBY KaHOecapTaHy Ha 30aTHICTh KepyBaTU TPAHCIOPTHUMH 3aco0aMu i IpalfoBaTH 3
MeXxaHi3MaMu He npoBofuiu. IIpoTe ciif BpaxoByBaTH, L0 Mif Yac JIiKyBaHHA IpenapaToM Kanpecap
iHOZi MOXYTh PO3BUBATUCS 3allaMOpPOUYeHHs ab0 MmigBuIlleHa BTOMJTIOBAHICTb.

Cnoci6 3acmocyeaHHsi ma do3u.



[To3yBaHHS IPU apTepianbHil TinepTeHaii

PexoMeHgoBaHa MoYaTKOBa [403a i 3BUYaiiHa MiATpUMYyl04a fo3a npenapaty Kangecap cTaHOBUTH 8
MT 1 pa3 Ha mo6y. Y OinbLIOCT] BUNIAOKIB @aHTUTIIEPTEH3UBHUM e(DEeKT JOCATAETLCI IPOTIATOM 4
TUXKHIB. Y JesKUX Malli€HTiB i3 HeOCTaTHIM KOHTPOJIEM apTepiaJbHOr0 TUCKY O03y MOXKHAa
36inpmuTH fo 16 Mr 1 pa3 Ha goOy i MakcumyM fo 32 Mr 1 pa3 Ha moby. Teparmisi BuMarae
KOPEKIIil BiATIOBIAHO 0 peaxiiil apTepiaibHOr0 TUCKY. KaHecap TakK0XK MOXKHa 3aCTOCOBYBaTH Pa30M
3 iHIIMMM aHTUTINEPTEH3UBHUMHU 3aco0aMu (IuB. po3minu «IIpoTumokasanHssI», «OCo0IUBOCTI
3acToCcyBaHHS», «B3aemogis 3 iHIIMMY JTiKapCbKMMU 3aco0aMu Ta iHII BUAX B3a€EMOMIN» i
«®apMaKoJIOTiyHi BIacTUBOCTI»). Bim3HaueHo, 1110 JOaBaHHS TigpPoOXI0poTia3umy 3abe3meuye
INOOATKOBUM aHTUTINIEePTEH3UBHUM e(eKT i3 pisHUMHU J03aMu npenapaTy Kangecap.

ITayieHmu AiMHb0O20 BiKY
Kopekilis moyaTKOBOI [034 MalliEeHTaM JiTHbOTO BiKy He MOTpiOHA.
ITayieHmu 3i 3ME@HWEeHHAM BHYMPIWHbOCYOUHHO20 00’ €MY UUPKYAHOHUO0I KPOBi

Y nmaiieHTiB 3 pU3UKOM PO3BUTKY apTepiasibHOI TiMOTeH3i], TaKuX K MaI[iEHTH 3 MOXKJIUBOIO
merifpaTalli€lo, MoXke pO3TJIsIHaTUCS 3aCTOCYBaHHS II0YaTKOBOI 103U 4 MT (AuB. po3min «OcobnuBocTi
3aCTOCYBaHHS»).

ITauieHmu 3 nopyweHHAM pYHKUil HUPOK

[TouaTKOBa [03a [J1s MAI[iEHTIB 3 MOPYIIeHHIM (YHKIIii HUPOK, BKJII0YaloUH MAI[iEHTIB Ha TeMofiatisi,

4 mr. [To3y cuip migbupaTy BiAIOBIOHO [0 peakiiil Ha NTiKyBaHHS. [JOCBi 3aCTOCYyBaHHS IIpenaparTy
nalieHTaM i3 mopymeHHAIM QYHKIIil HUPOK AyXKe TIKKOTO CTyleHs a0o Ha TepMiHalbHil cTafil
(KT pearmny <15 MII/XB) 0OMexeHu# (0uB. po3aisl «OCOOIMBOCTI 3aCTOCYBAHHSI»).

ITauieHmu 3 nopyweHHAM (PYHKUil neyiHKu

[NTauieHTaM i3 nopymeHHAM (QYHKIIIl IeUiHKY JIETKOTO i CEpeIHbOT0 CTyIeHd PeKOMEeH0BaHa
TI0YaTKOBa [03a CTAaHOBUTHL 4 Mr 1 pa3 Ha go0y. 03y MOKHa KOPUT'YBaTH BiIIOBigHO 0O peakiiil Ha
nikyBaHHs. [TarieHTam i3 nmopyieHHSIM QYHKIII MeYiHKK TSXKKOTO CTYIeHs Ta/abo Xx0mecTa3oM
Kanpgecap mpotunokasanui (OuB. po3minu «IIpoTunoka3aHHs» i «®apMaKOIOTi4Hi BIaCTABOCTI»).

ITauieHmu He2poidHOI pacu

Y nari€eHTiB HETPOINHOL pacy aHTUTINEPTeH3UBHUY e(deKT KaHAecapTaHy MEeHII BUPaXXeHU!, HiX Y
nauieHTiB iHmux pac. OTxkKe, HeoOXimHICTH y 36inbIneHHI 03U npenapaty Kanmecap i cymyTHik
Teparil 719 KOHTPOJII0 apTepialbHOTO THCKY MOXKe YacTillle BUHMKATH Y MAI[iEeHTiB HETPOIAHOI pacH,
HiX y [al[ieHTiB iHIMX pac (ZuB. po3nin «®apMaKoJIOTriyHi BIaCTUBOCTI»).

[To3yBaHHA IPYU CEPILIeBi HENOCTATHOCTI

3BU4aliHa peKOMeH/I0BaHa [T04YaTKoBa o03a IpemnapaTty Kaunmecap ctaHoBUTh 4 Mr 1 pa3 Ha #o0y.
30inpieHHs m0 HiiboBoi go3u 32 Mr 1 pa3 Ha go0y (MakcuMainbHa go3a) abo HalBUINOI IEPEHOCHMO]l
I0o34 BimOyBa€ETHCS 3a PaXyHOK IOJIBOEHHS 1031 3 MIPOMiXKKaMH He MeHIIIe 2 TUXKHIB (IUB. PO3Min
«0Oco61uBOCTi 3acTOCyBaHHS»). OOCTeKEHHS MAIiEHTIB i3 CepleBO0 HEMOCTATHICTIO 3aBXKAN Ma€
BKJTIOYATH OI[IHKY (PYHKIIil HUPOK, Y TOMY YKCJIi MOHITOPUHT KpPeaTUHIHY i KaJlilo CHPOBaTKH KPOBI.
Kanpecap MoXHa 3aCTOCOBYBaTH Pa3oM 3 iHIIMMHU IIpernapaTaMy AJisl JIIKyBaHHIM CepleBol



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 NIpHHalMHi Ha 1 % mepeBuIllyBajia YacTOTy MOOIYHUX SBUIL 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).

Knac cucrem opranis YacToTa HeOaxkaHuu edexr

[HdeKIril Ta iHBa3il JacTo [HOeKIil TuXaTbHUX IUISXiB

3 60Ky KpOBi Ta mimMpaTHyHOl [lyxe pigKo JIlenKomeHiss, HEUTPOIEHid Ta

CUCTEMU arpaHyI0LNUTO3

3 60Ky 00MiHY pe4oBUH i [lyxe pigko ['inepkaieMis, rinoHaTpieMisa

Xap4yBaHHS

3 00Ky HEPBOBOI CHCTEMU HacTo 3anaMopOYeHHS/BEPTUTO, TOJIOBHUM Bilb

PecnipaTopHi, TOpakasbHi Ta [lyxe pigko Katemnb

MefilacTUHAJIbHI IOPYIIEHHS

3 60Ky TpaBHOI CUCTEMHU [yxe pigko HynoTta

3 60Ky renartobimiapHoi cuctemu |[Iyxe pigko [TinBullleHHS PiBHS NIEYiHKOBUX (PEPMEHTIB,
MOPYLIEHHS TeYiHKOBOi QYHKIII abo
rernaTur

3 00Ky LIKipu Ta MmiAmKipHOl [lyxe pigko AHTiOHEBPOTUYHUY HaOpSAK, BUCUTIAHHS,

KJIITKOBUHU KPOIKB'sTHKA, CBePOiK

3 00Ky KiCTKOBO-M’s130BOi cucTeMH |[Iyxe pigko bBine y crivHi, apTpairig, Mianrisa

Ta CIOJIYYHOl TKaHUHU

3 00Ky HUPOK i CEY0BUMINBHOI [lyxe pigKo [TopymeHHST QYHKIil HUPOK, BKITIOYal04Yu

CUCTEMU TOCTPY HUPKOBY HELOCTATHICTh y UyTIUBUX
MaIlieHTiB (quB. po3min «OcoOmuBOCTI
3aCTOCYBaHHS»)

Pe3zyavmamu nabopamopHux aHanisise

Y GinpImocTi BUMTaAKiB KIiHIYHO BaXKJIMBOTO BIJIMBY IpenapaTy KaHgecap Ha 3BuualiHi nabopaTopHi
IoKa3HUKM He 0yno. 7K i mpu 3acTocyBaHHi iHmuX iHri6iTopiB PAAC, Bifi3HaueHO He3HaYHe
3HUKEHHS PiBHA reMorio0iny. 3a3Bu4ail s MaIliEHTIiB, IKi OTpUMYI0Th KaHaecap, HeMae
HeoOXimHOCTI Y MOHITOPUHTY J1Ta00paTOPHUX MTOKa3HUKIB. [IpoTe y MalieHTiB 3 mopyIeHHaM QyHKIIil
HUPOK PEKOMEHMIYETHCS IePIOAUYHNUY MOHITOPUHT PiBHS Kaslilo Ta KpeaTUHIHYy CUPDOBATKU KPOBI.



JIikysaHHA cepuesoi HedocmamHocmi

[Tpodins mobiuHUX peakiiiii mpenapaTty KaHgecap y 4OPOCINX MAali€HTIB i3 cepiieBo0 HEJOCTATHICTIO
y3romxKyBaBcs 3 (apMaKOJIOTiYHUMU BIAaCTUBOCTSIMU IIpernapaTy Ta CTAHOM 3[0POB’S MallieHTiB. ¥
kJtiniyHik nporpami CHARM, y siki#t nopiBHioBanu Kanpecap y mo3ax mo 32 mr (n=3803) i3 mane6o
(n=3796), 21 % mauieHTiB i3 rPynu JiKyBaHHA KaHAecapTaHOM IuieKceTusnoM i 16,1% mnauieHTiB i3
rpymnu nare6o IPUIMHUNY JTiIKyBaHHS 4epe3 PO3BUTOK MobiuHuX siBuil. HaliyacTimmmuy mo6iyHuMu
peaxIisiMu, TIpo SIKi moBimoMsanu, Oyu rinepkasieMis, apTepiajabHa TiloTeH3id i mopymeHHs
¢byukuii Hupok. Li aBulla yacTille cnocTepiranucs y namieHTiB ctapine 70 pokiB, XBOpUX Ha
IIyKpoBui miabeT a0o malieHTiB, SKi OTpUMYyBaH iHIIi TiKapchKi 3acobu, 110 BIauBai0Th Ha PAAC,
30kpeMa inribitopu AIT® Ta/abo CIipOHOIAKTOH.

YV HaBeneHil HUXKYe TabnuI MpeacTaBieHi mobOiyHi peakuii, maHi mpo sKi oTpuMaHi y Xofi KTiHiYHMX
OOCIIIIXKEeHb 1 IOCTMapKETUHT0BOI'0 CIIOCTEPEXEHHS.

Knac cucrem opranis YacToTa HeOaxkaHuu eexr

3 60Ky KpOBi Ta nmimMbpaTruyHoi [lyxe pinko |JleliKomeHisi, HEUTPOIEHisA Ta
CHCTEMU arpaHyJIoUXuTO3

[TopyueHHsT 00OMiHY PEYOBHUH i YacTto [inepkaiemisa

Xap4yBaHHS [lyxe pigko [linoHartpiemis

3 00Ky HEPBOBOI CHCTEMU [lyxke pigko [|3amaMopo4eHHS, TOJIOBHUH OiNb
3 60Ky CYAMHHOI CUCTEMHU YacTto ApTepiasibHa rinoTeH3sis
PecniipaTopHi, TOpakasbHi Ta [lyxe pinko |[Kawens

MeJiaCTHHAbHI IOPYIIEHHS

3 00Ky TpaBHOI CUCTEMHU [yxe pigko |HypgoTta

3 00Ky remarobiniapHoi cucteMu [lyxe pigko |[ligBUllleHHA PIBHIB IEYiHKOBUX
(hepMeHTiB, mOpyIIeHH QYHKIIIl IediHKN
a00 remaTur

3 00Ky LIKip# Ta MmifImKipHOi [Iyxe pigko |AHTiOHEBPOTHMYHUY HAOPSK, BUCUIIAHHS,
KJTITKOBUHU KPOIINB STHKA, CBEePOiK

3 60Ky KiCTKOBO-M'5130BOi cucteMu |[dyxe pinko  |Binb y cniusi, apTpanris, mianris

Ta CIIOJIYYHOI TKaHUHU

3 00Ky HUPOK i CEY0BUAINBHOL JacTto [TopymieHHST PYHKII1 HUPOK, BKIII0OUAI0YU

CHCTEeMU HUPKOBY HELOCTATHICTh y Uy TIUBUX
marfieHTiB (muB. «OCcoOIUBOCTI
3aCTOCYBAHHS»).

Pe3yibmamu nabopamopHux aHanisie

Y nmauieHTiB, 9Ki oTpuMyBanu Kaupecap 3a moka3aHHSM CepLeBOl HeIOCTATHOCTI, YacTo
CIIOCTepiranucs rinepkaiieMis Ta MOPYIIeHHS QYHKIIl HUPOK. PEKOMEHOy€EThCS NTepioguYHun
MOHITOPHUHT PiBHSA KpeaTHHiHYy Ta KaJlilo B CHPOBATIi KPoBi (AuB. po3min «OcobnuBocTi
3aCTOCYBAHHS»).

ITogidomaeHHs npo nNi003pro8aHi nobiuHi peakuii

[ToBimoMeHHS PO Mimo3pioBaHi MOGiYHI peakii micis peecTpaliil 1ikapchbKoro 3aco0y € BaXKIUBUM.
Lle no3Bosi€E TPOOOBXKYBATH KOHTPOJIb 3a CITiBBiTHOIIEHHSIM KOPUCTh/PU3HUK JTiKapChKOro 3aco0y.
MepuyHUX ITPaLiBHUKIB IPOCATH MOBIJOMIISTH PO Oyab-sKi Iifmo3pioBaHi mobiuHi peakiril.



Tepmin npudamHocmi. 2 POKH.

YMmoBH 30epirannsi. 36epiraTu npu TeMepartypi He Buire 25 °C B CyXoMy, HEOOCTYITHOMY IJIS
OiTed Micrii.

YnaxkoBka. [To 10 tabnetox y 6mictepi. [To 1 GmicTepy B KapTOHHI KOPOOIIi.

Kareropis Bigmycky. 3a perenTom.

BupoOHUK.

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

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.

c. l'anrysana, ITaonta Caxi6, Hictpikt Cipmoyp, Ximauan [Tpagem 173025, Iugis/V. Ganguwala,
Paonta Sahib, District Sirmour, Himachal Pradesh 173025, India



