IHCTPYKIIA

IJIs1 METUIHOT O 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aCO0y

EKC®OPX H

(EXFORGE H)

Cknao:
Oitoui pevyoguHU: aMJIOUIIiHY OecumaT, BajlcapTaH, TifpOX/JI0POTia3uzm;

1 tabneTka 5 mMr/160 mr/12,5 Mr micTuTh: aMoguIminy 6ecunaty 6,94 Mr, 110 eKBiBaJIEHTHO
aMJIOOUIIIHY OCHOBU 5 MT, BajicapTaHy 160 mr i rigpoxsopotia3uny 12,5 mr;

1 tabneTka 10 mr/160 mr/12,5 mMr mMicTuTh: aMIoAuIIiHy Oecunarty 13,87 Mr, 1110 €KBiBaJIEHTHO
amnopuniny ocHoBu 10 mr, Bancaptary 160 Mmr i rigpoxsopoTia3uny 12,5 mr;

1 Ta6nerka 5 Mr/160 Mr/25 Mr MicTuTh: aMJIOAUMIHY OGecunaty 6,94 Mr, 110 eKBiBaJIEeHTHO
aMJIOOUIIHY OCHOBU 5 MT, BajicapTaHy 160 Mr i rigpoxsiopoTia3upny 25 Mr;

1 ta6nerka 10 Mr/160 Mr/25 Mr mictuth: amnopuminy 6ecumnaty 13,87 Mr, 1110 eKBiBaJIeHTHO
amnopuniny ocHoBu 10 Mr, BasicapTary 160 Mr i rigpoxsiopoTia3uny 25 Mr;

OONOMINCHI PeYOBUHU: 1IeJT0I03a MiIKPOKPHCTAJIiYHa, KPOCIIOBIIOH, KPEMHII0 MiOKCH KOIOIqHIH
0e3BOMHMI, MaTHil0 cTeaparT, rimpoMenosa, Tutany miokcup (E 171), makporon 4 000, Tanbk, 3asisa
okcup xoBTuil (E 172) - nume gng Tabnetox mo 5 mr/160 mr/25 mr, 10 mr/160 mr/12,5 wmr,

10 mr/160mr/25 mr; 3amisa okcup yepBouui (E 172) - numre amns tTabnetok mo 10 mr/160 mr/12,5 mr.

JIikapcbka ¢opma. TabmeTKy, BKPUTI IT1iIBKOBOIO 000I0HKOIO.
OcHosHi (pi3uko-xiMiyHi 8 1acmugocmi:

tabneTku 5 Mr/160 mMr/12,5 Mr - oBajIbHI OBOOIYKIIi TaOJIeTKY, BKPUTI MJIiIBKOBOX 000JI0HKOIO 01100
KOJIBOPY, 3i CKOLIeHUMH KpasiM, 3 BinoutkoM «NVR» 3 ogHOro 60Ky Ta «VCL» - 3 iHIIOTO;

tabmetku 10 mr/160 Mr/12,5 Mr - oBajbHi IBOOMYKJIi Tab/IeTKYU, BKPUTI IJTIBKOBOIO 000JI0HKO0 OJ1if0-
JKOBTOT'0 KOJILOPY, 3i CKOIIeHUMHU KpasiMH, 3 BinbutkoM «NVR» 3 ogHoro 60Ky Ta «VDL» - 3 iH1I10T0;

tabneTku 5 Mr/160 Mr/25 Mr - oBajIbHi ABOOMYKII TaOlIeTKM, BKPUTI IJTIBKOBOIO 060I0HKOI0 KOBTOT'0
KOJIbOPY, 3i CKOIIeHuMH KpasiMu, 3 BinbuTkoM «NVR» 3 omHOro 60Ky Ta «VEL» - 3 iHIIOTO;

tabnetku 10 Mr/160 Mr/25 MT - oBajIbHi ABOOMYKIIi TaOlIeTKH, BKPUTI IJTiBKOBOIO 060I0HKOIO
KOPUYHEBO-2KOBTOTO KOJIbOPY, 3i CKOIlIeHUMU KpasiMu, 3 BinouTkoM «NVR» 3 omHOro 60Ky Ta «VHL» -
3 IHIIOTO.



dapMakoTepaneBTHYHA rpyna. AHTaroHictu anriorensuny II, inmr komOinarii. Bancapras,
amrnoauiis i rimpoxmnopotiasug. Kog ATX C09D XO01.

Papmakono2iuHi e1acmusocmi.
®apmakoOuHamika.

o cknany Excdopxky H BXOOSITh TPU aHTUTITEPTEH3UBHUX 3aC00U 3 JOTIOBHIOIOUUMU OOUH OJHOTO
MeXaHi3MaMU{ KOHTPOJIIO apTepiaibHOT0 TUCKY Y IAILliEHTIB 3 €CEHLiaJIbHO0 IillepTeH3i€10: aMJIOOUIliH
HaJIeXXUTh [0 KJIaCy aHTAroHICTIB KaJbllilo, BajicapTaH - 40 KJIaCy aHTaroHiCTiB aHrioTeH3uHy lI, a
rimpoxmopoTia3uy - J0 Kiacy TiasugHuX miypeTukiB. KoMmOiHallis IMX TPHOX KOMIIOHEHTIB
XapaKTepU3yeThCI B3a€EMOAOIOBHIOIYO0I0 aHTUTIIEPTEH3UBHOIO Ti€H0.

Amao0uniH

AMofuIIiH, 110 BXOAUTE [0 cKiany Excdopxky H, iHridye TpancMeMOpaHHUM BXifl i0HIB KaJbIliio ¥
M’SI3U Ccepls Ta I'MTafKi M’'s13u CyouH. MexaHi3M aHTUTiePTEeH3UBHOI il aMIOOUIIiHY BinOyBaeThCs
IISIXOM TIPSIMOI pelaKCyIouol Ail Ha TafKi M’'sI31 Cy[AWUH, COPUUYUHAIOYN 3HUKEHHS Pe3UCTEeHTHOCTI
nepruepuyHUX CYIUH Ta apTepiaTbHOrO0 TUCKY.

AmnopguniH y TepalneBTUYHUX 403aX Y Nalll€HTIiB 3 apTepiaJbHOI0 TinepTeH3iel0 CIPUYHNHIOE
Ba30oauIaTallilo, 110 IPU3BOAUTH [0 3HUKEHHS apTepiaJbHOr0 TUCKY Y II0JI0KEHH] IeXkayu Ta
cTosiud. Take 3HUXKEHHSA apTepiajlbHOI0 TUCKY HEe CYIIPOBONXKYETHCA BUPAXKEHUMU 3MiHaMU YaCTOTH
cepleBUX CKOpo4YeHb ab0 piBHS KaTexXx0/IaMiHiB y Mjia3Mi KpPOBi IpX TPUBAJIIOMY 3aCTOCYBaHHi.

KonnenTpatii y mma3mi KpoBi CIiBBigHOCSATHCS 3 e(peKTOM SIK Y MOJIOOUX ITalli€HTiB, Tak i y malieHTiB
JIITHBOTO BIKY.

Y nanieHTiB 3 apTepianbHO0 TillepTeH3i€l i HOpMaIbHOI0 QYHKIIE HUPOK aMJIOOUIIIH Y
TepaneBTUYHHUX A03aX MIPU3BOOUTD N0 3HUXKEHHS PE3UCTEHTHOCTI HUPKOBUX CYOUH i MiIBUIIEHHS
IIBUOKOCTI KITy004uKOBOi inmbTpallii Ta eeKTUBHOTO HUPKOBOTO IJIa3MOTOKY 03 3MiHU
GbinpTpanitHol ¢ppakiii abo mpoTeiHypii.

Basacapman

BarncapTraH € akTUBHUM IIpY ITEPOPAIbHOMY 3aCTOCYBaHHI, IOTYKHUM i Crielu(piYHUM aHTarOHiCTOM
penenTtopiB aHriotreH3uny II. BancapraH fi€ ceneKTUBHO Ha migTun AT, penenTopis, 10 BiAIOBIOaOTh
3a BimoMi eeKTH aHTioTeH3uHy II.

[TpuitoM BajsicapTaHy MallieHTaMU 3 apTepiaibHOIO TiepTeH3i€0 CIPHUsie 3HUKEHHIO apTepialbHOT0
TUCKY 0€3 BIIJIUBY Ha LIBUAKICTH IIYJILCY.

Y GinbInoCTi malieHTiB mics mepopasbHOr0 3aCTOCYBaHHS OQHOPA30BOIl 103U II0YaTOK
TinOTEeH3UBHOTO e(peKTy HaCTa€ MPOTIATOM 2 FOOUH, & MaKCUMaJibHe 3HUKEHHS apTepialbHOT0 TUCKY
[OCATAETHCS NMPOTATOM 4-6 roguH. AHTUTIIEePTEeH3UBHUM e(DeKT TpPUBA€E MPOTATOM 24 TOOUH MiCNa
3aCTOCYBaHHA npemnapaty. [Ipy NOBTOPHOMY 3aCTOCYBaHHI MakCUMaJlbHe 3HUKEHHS apTepiaabHOIo
THCKY (IIPY BCiX peXuMax A03yBaHHS) HOCATAETLCS, K IIPABUIIO, IPOTATOM 2-4 THUXKHIB.

I'idpoxaopomia3ud



MicneM fii Tia3ugHUX [iypeTHKIB € TePeBaKHO OUCTaJIbHI 3BUBUCTI KaHaJblli HUPOK. [IigTBepaKeHo,
110 Y KipKOBOMY IIapi HAUPOK iCHYIOTh BUCOKOCIIOPiIZHEHI PELIeNITOPH, IKi € OCHOBHUM I[€HTPOM
3B’sI3yBaHHS [JIg Tia3UOHUX OiypeTHKiB i iHriOinii TpancnopryBanus NaCl y gucTanbHi 3BUBUCTI
KaHasblli. MexaHi3Mm [ii Tia3upmis nmonsrae y iuri6inii mepenocHukiB Na Cl', MOXKIUBO, MIIIXOM
KOHKYpeHIIii 3a nieHTpu Cl’, 1110, B CBOIO Yepry, fie Ha MexaHi3Mu peabcopOilii eTeKTpoiTiB:
6e3nocepegHbO ITOCUITIOE eKCKPEellilo HaTpilo i XJ10py Ao MpruOIu3HO eKBiBaJIEHTHOTO CTYIIEHS i
OTI0CEPEeNKOBAHO, 3aBAIKN CEUYOTIHHOMY e(heKTy, 3HUKY€E 00'€M IJIa3MU 3 NMOAAbIINM MiABUIIEHHIM
aKTHBHOCTI PeHiHy y IIJla3Mi KpOBi, CEKpellil albJ0CTEPOHY Ta BUBEIEHHIM KaJlilo 3 ceuelo, a TaKoxK
3HUXKEHHAM KaJlilo y CUpOBaTLi KPOBI.

HemenaHoMHUU pak wKipu

HasiBHi naHi enigeMiooriyHUX OOCTIAXKEHb CBif4aTh PO KyMYJISTUBHUN [0303a/I€2KHUM 3B’ 130K MiXK
€KCIIO3UII€0 rigpoxiopoTia3uny ta po3sutkoM HMPIII. Onne gocnigxkeHHs BKio4dano 71 533
BUIaAKX 0a3albHOKIITHHHOL KapuuHoMu (3 HuX 1 430 833 oci6 3 KOHTPOJIBHOI rpynH) i 8 629
BUIIQ[IKiB IIJIOCKOK/TITUHHOI KapuuHOMU (3 HUXx172 462 0cobu 3 KOHTPOJILHOI Tpynu). Bucoke
mo3yBaHHA rifpoxnopoTia3uny (=50000 Mr KymynsTUBHO) O6yJI0 ITOB'sI3aHO 3i CKOPUTOBAHUM
criBBigHOmeHHIM pu3ukiB (OR) 1,29 (95% CI: 1,23-1,35) nnst 6a3ambHOKIITUHHOI KAPIMHOMY Ta
3,98 (95% CI: 3,68-4,31) omnst MIOCKOKIIITUHHOI KapUUHOMU. KyMy ISITUBHA 3a7I€XKHICTh
I03a-BifMOBigb criocTepirangacs K mpyu 6a3albHOKITITUHHIN KapUXHOMI, Tak i IpU MJIOCKOKITI TUHHIN
KapIuHOMi. [HIle JocmigKeHHs IT0Ka3aio MOXJIMBUY 3B'130K MiK pakoM r'y0 i 3aCToCyBaHHSIM
rimpoxmnopoTiasugy: 633 Bumagku paky ry6 6ymu 3ictasineHi 3 63 067 KOHTPOJIbHUMU TPyIIaMu
HaceJIeHHS 3 BUKOPUCTaHHSIM CTpaTeril BuOopy pu3uky. KyMynsaTUBHaA 3a/IeXKHICTh «103a-BigIOBiIb»
Oyna mpomeMoHcTpoBaHa 3i ckopuroBanuM OR 2,1 (95% CI: 1,7-2,6) 3i 36insmensam go OR 3,9
(3,0-4,9) gns Bucoxkoi mo3u (~ 25000 mr) i OR 7,7 (5,7-10,5) mna ma#Bumoi go3u (~ 100000 mr).

IHwe: nodsitiHa 6.410Ka0d peHiH-aH2iomeH3UH-d1b0ocmepoHosoi cucmemu (PAAC)

Byno npoBeneHno fBa BelMKi paHAoMi30BaHi KOHTPOJboBaHi pocnigxkeHHss ONTARGET (mocmigKeHHS,
III0 TPUBAE [I0 MOCSTHEHHS KiHIIEBOTO pPe3yJ/bTaTy, 3 BUBUEHHS [Iii TeIMicapTaHy OKpPeEMO i y
koMOiHarii 3 paminpunom) Ta VA NEPHRON-D (mocnigxenHs miabeTrnuyHoi HedpormarTii, 1m0
IPOBOOUTHLCA MiHiICTEpPCTBOM y CIIpaBaxX BeTepaHiB), B SKMX BUBUAIOCS CyIyTHE 3aCTOCYBaHHS
inribiTropy AII® 3 aHTaroHicToM perenTopiB aurioreH3uny II.

Hocnipxenas ONTARGET npoBoguiocsl 3a y4acCTIO ITalli€HTiB, SKi MaJy B aHaMHe31 CepleBO-CyANHHL
abo 11epebpoBacKyIsIpHi 3axBopioBaHHS a00 IyKpoBUH fiabeT 2 TUILY 3 03HAKaMU VIIKOMXKEHHS
opraHiB-mimeHen. [JocnigxenHss VA NEPHRON-D npoBogunocs 3a y4acTio Malli€eHTiB 3 IyKPOBUM
niabetoMm 2 Tumy i miabeTHYHOIO HepomIaTi€lo.

LIi mocmimKeHHS He BUSABUIMN CYTTEBOI CIIPHASTIINBOI [Iii Ha QyHKIII HUPOK Ta/abo ceplieBo-CyAUHHOI
CHCTeMHU i piBeHb CMEPTHOCTI; y TO# XkKe dac OyB Bif3HaYeHUN HiIBUIIEHNIN PU3UK TillepKamiemil,
TOCTPOTO YIIKOIXKEHHS HUPOK Ta/a0o rinoTeH3il B MOPiBHAHHI 3 MOHOTEpAIi€l0. 3 OTIIAY Ha
aHaJIoTiuHi (hapMaKogUHAMiuHi BIACTUBOCTI L1i Pe3yJIbTaTH TAKOXK aKTyasIbHi s iHIMX iHri6iTOpiB
ATI® Ta aHTaroHiCTiB PeLENTOPiB aHrioTeH3uny II.

Y 3B'AI3KY 3 IIUM He PEKOMEHOYETLCS CYIYTHE 3acTOCyBaHHS iHribiTopiB AII® i aHTaroHicTiB
petieniTopiB aHrioTeH3uny Il marientam 3 miabeTuyHO HedpomnaTieo (AuB. po3nin «OcobIuBOCTI
3aCTOCYBaHHS»).

Kpim Toro, 6yno npoBeneHno gocnigxkenus ALTITUDE (BuBueHHS [il anmicKipeHy y IallieHTiB 3
IIyKpPOBUM [iiabeToM 2 THUITY, fe K KiHIIeBi TOUKHU NpuiiManucs 3MiHu QyHKIIii ceplieBo-CyOguHHOI
CHCTEeMHU i HUPOK), B IKOMY IIepeBipsINCs IepeBaru fofaBaHHs aliCKipeHy 00 CTaHAapPTHOI Teparii



(iuribiTopom ATI® abo aHTaroHiCTOM pelenTopiB aHrioTeH3uny II) y naiieHTiB 3 giabetoMm 2 TUIY Ta
XPOHIYHUMH 3aXBOPIOBAaHHSMU HUPOK, CEPIIEBO-CYAUHHUMM 3aXBOPIOBAHHSIMU a00 3aXBOPIOBaHHSIMU
o60x BufiB. [locmigeHHs 6yJI0 IepeIyacHO 3aBepIIeHO BHACTIIOK MigBUIIIEHOTO PU3UKY
HECIIPUAT/IUBUX Pe3yJIbTaTiB. JleTalbHUN HACIIIOOK 3 IPUYKMHY CEPLIEBO-CYOUHHUX 3aXBOPIOBaHb Ta
iHCcynbT HabaraTo JacTille Big3Hauanucs B TPYIi Teparii 3 JoflaBaHHSIM alicKipeHy, HiX y rpymi
nyanebo; KpiMm Toro, HebaXaHi sIBUIA i cepio3Hi HeOaxaHi sBuIla (rinepkKanieMis, rimoTeHsis i
NOpYyIIeHHs (PYHKIIil HUPOK) YacTillle Bif3Haydalucs B TPy ajlicKipeHy, HiX B rpymni miamebo.

dapmakoKiHemuka.
JIIHIWHICTD
AmrnoguIiH, BajicapTaH i TifpoXI0poTia3u JeMOHCTPYIOTh JIiHIMHY (hapMaKOKiHETHKY.

Amao00uniH/eaacapmax/2idpoxsi0pomia3ud

[Ticns mepopalbHOr0 3aCTOCYBaHHS mpemnapaTty Exkchopx H 3mopoBuME HOPOCTUMU H06POBOJIBIIMHI
MaKCuMaJbHi KOHIIeHTpallil aMJIOUIIiHY, BaJicCapTaHy i TigpoX/JI0pOoTia3uAay y miaa3Mi KpoBi
HOCSITAIUCS MPOTSIroM 6-8 romwH, 3 ToguH i 2 roguH BigmoBigHO. IIIBUAKiCTL Ta 00'eM abcopOiri
aMJIOUIIiHY, BajicapTaHy i rigpoxyiopoTia3uny npu 3actocyBanHi Exchopxy H ananoriyni
IMOKa3HMWKAaM, 110 CIIOCTepiraaucs mpyu 3aCTOCYBaHHI KOT0 KOMIIOHEHTIB SK OKpeMUX Ipernaparis.

AMa00uniH

Abcopbuis. TTicns mepopaabHOT0 3aCTOCYBaHHS Y TEPANIEBTUYHUX H03aX OKPEMO aMJIOTUIIIHY
MaKcHUMaJbHa KOHIIEHTpallis y Mia3Mi KpoBi focaranacs yepe3 6-12 rogus. AGconioTHa
6iomocTymHicTh cTaHOBUIIA Bifg 64 mo 80 %. [TpuiioM ixki He BIuBa€E Ha 6i0MOCTYIHICTD aMIOOUIIIHY.

Po3nodisn. O6’eM po3MOAiNy CTaHOBUTD MpruOau3Ho 21 1/Kr. [JocmigKeHHS in vitro aMIogUIiHY
noKa3ajy, mo npubnusuo 97,5 % npemnaparty, [0 3HaXOOUTHCS Y IUPKYJII00Uiil KPOBi, 3B'I3yETHCA 3
OiKaMu I1a3MH KPOBI.

BiompaHcopmauisn. Amnopumis aktuBHO (mpubnu3no 90 %) MeTabosi3yeTbes y mediHIli 10
HEaKTHUBHUX MeTaboJliTiB.

BuseOdeHHs. AMITOOUIIiH BUBOOUTHLCS 3 IIJTa3MHU KPOBi ABOMA eTarnaMu, KiHIIeBUY Iepiof
HaIliBBUBEI€HHS CTAHOBUTHL npubnu3Ho 30-50 roguH. PiBHOBaXKHUM CTaH Y IJIa3Mi OCSATAETHCS
IiCJIs TOCTiIMHOT0 3acTOCYBaHHS poTsaroM 7-8 guiB. 10 % BuximHoro amoputiny i 60 % meTabortiTiB
aMJIO[UIIIHY BUBOOATHCA 13 CEUEl0.

Basacapman

Abcopbuia. TTicns mepopasbHOTO 3aCTOCYBAHHSI OKPEMO BajICApTaHy MOr0 MaKCUMaJslbHi
KOHIIeHTPallil locaraloThcs yepe3 2-4 rogunu. CepenHs abcomoTHa 6i000CTYIHICT CTaHOBUTH

23 %. ITputioM ixi 3HMKYE eKCIO3uIlii0 (IK Bu3HaueHo 3a AUC) BancapTany npubnu3so Ha 40 %, a
MaKCHMaJIbHy KOHIIEHTpaIIifo y I1a3Mi Kposi (C,,,) - mpubnusuo Ha 50 %, xoya mpubIU3HO Yyepes

8 ropuH micns 3acTOCyBaHHS KOHIIEHTpAllis BajicapTaHy € MOAi0HOI0 y Tpynax IpuioMy IpernapaTy
HaTie i micns igu. OpHakK Take 3MeHIIeHHs moka3HukKa AUC He CYNpOBOAXKYETHCS KITiHIUHO
3HAQYYIIMM 3HUKEHHSIM TePalleBTUYHOTO e(PeKTy, TOMY BajicapTaH MOXkKHa 3aCTOCOBYBAaTH HE3aIeXKHO
Bif IpUUOMY 1XKi.

Po3nodia. O6’eM po3mopiny BajcapTaHy y PiBHOBaXXHOMY CTaHi ITiCJIsT BHYTPIlTHbOBEHHOTO BBEIE€HHS



CTAHOBUTH NMpubIN3HO 17 iTPiB, 10 BKa3yl0€ Ha BiICYTHICTh EKCTEHCUBHOT'O PO3MOMiNY BajicapTaHy.
BancapTaH akTUBHO 3B’A3y€ThCS 3 OiikaMu cupoBaTKX KPoBi (94-97 %), TOTOBHUM YUHOM 3
anbOyMiHaMu CHPOBATKHU KPOBI.

BiompaHcopmauis. BancapTad He TpaHCHOPMYETHCS 3HAYHOIO Mip0O10, OCKINBKY JIHIIe MPUOIU3HO
20 % mo3u BUBOOMTHCS YV BUTIAMAI MeTaOosmiTiB. [igpokcuMeTabosmiT 6yno inenTrdikoBaHO y maasmi
KPOBi y HU3bKUX KOHIIeHTpalisax (MeHie 10 % Big AUC BasncapTtany). Lleit meTaboriT
(hapMaKoIOTiYHO HEaKTUBHUM.

BusedeHHs. BasicapTaH BUBOIUTHCS IIepPeBaxkHO 3 KajoM (mpubnu3no 83 % mo3wu) i ceyero
(mpubmu3Ho 13 % [m031), TOJIOBHMM YMHOM Yy BUTJISAI HE3MiHeHOTro mpemnapary. [licis
BHYTPIITHEOBEHHOTO BBEIeHHS I1JIa3MOBUY KJTipeHC BaJiCapTaHy CTAHOBUTH OIM3BKO 2 JI/TONUHY, a
HUPKOBUH KitipeHc - 0,62 nm/roguny (mpubmus3no 30 % Bim 3arampHOrO KiipeHcy). [Tepion
HalliBBUBEJEeHHS BaJcapTaHy - 6 TOAMH.

lidpoxsopomia3ud

Abcopbuyis. AGcopOiris rimpoxIopoTia3umy micys mepopaIbHOr0 3aCTOCYBaHHS BiOyBaAETHCS IIIBUIKO
(Tmax mpubnusHo 2 rogunn). IligpuienHs cepenuboro AUC € miHiMHUM i mpomopHiftHuM
1031 IIpY 3aCTOCYBaHHI y TepaneBTUYHOMY fiana3oHi f03. He criocTepiraeTscs 3miH
KiHETHKU TilpOXJI0pOTia3uay Ipu MOBTOPHOMY 3aCTOCYBaHHi, a KyMymnsiis Oyia
MiHiMaJIbHOIO IIpH mpuiioMi 1 pa3 Ha mo0Oy. [Ipy ogHOYaCHOMY IIPHKOMI 3 12Kel0 BiiMidanoch
SIK TiIBUINEHHS, TaK i 3HUKEHHS CUCTEMHOI [IOCTYIITHOCTI TigApoXJIOpoTia3umy MOPiBHSHO 3
IPUOMOM HaTire. BupaxeHicTh nux epekTiB He3HaYHa i Ma€ HEBEIUKY KIIiHIYHY
3HAYyLIiCTh. AOCOMIOTHA 6iOMOCTYIIHICTh TiAPOXI0poTia3uny cTaHOBUTE 60 - 80 % micmns
IIepOPAaJIbHOr0 3aCTOCYBaHHS.

Po3nodia. Bupumuii 00’eM po3nopiny cTaHoBUTh 4-8 11/Kr. ['ifpoxiopoTia3up y MUPKyI00Yilii KpoBi
3B’s13yeThCs 3 Gimkamu mia3mu Kposi (40-70 %), TOMOBHUM YMHOM 3 anbO0yMiHaM¥U CHPOBATKU KPOBi.
ligpoxyiopoTia3up TakKoXK HAKOIUYYETHCSA B €PUTPOLIUTAX V PiBHAX, 110 ¥ 1,8 pa3a mepeBUILyOThH
PiBHI y 1my1a3Mi KPOBI.

BiompaHcgopmauia. TigpoxiopoTia3un BUBOOUTHCS Y HE3MIHEHOMY BUTJISATI.

BusedeHHs. Binbiie 95 % abcopOoBaHOi 031 BUBOOUTLCS Y HE3MIHEHOMY BUTTISML 3 CEYel0.
HupkoBuii KTipeHC CKTafaeThCsA 3 MaCUBHOL (GinbTpalil i aKkTUBHOL CEeKpellil B HUPKOBUX KaHabLIAX.
Ilepion HamiBBUBeOeHHS - 6-15 roguH.

OxpeMi rpynu nauieHTiB

Iimu (8ikom 0o 18 pokis)

Hemae manux mopmo papMaKOKiHETHUKY y OiTEH.
ITauieHmu aimHb020 BIiKYy (8iKoM 8i0 65 pokKiae)

Yac mo mocsirhenHst Cmax aMJIOOUIIIHY TOMiOHKY Y MOJIOOUX Ta JITHIX MallieHTiB. Y malieHTiB
JIITHBOT'O BiKY KJIip€HC aMJIOJUIIIHY Ma€ TEHMEHI[II0 10 3HUXKEHHS, 1[0 CIIPUYNHIOE
MiOBUINEHHS ITOKa3HUKa Mo mif kpuBoio (AUC) Ta nepiony HamiBBUBeOeHHS. CepenHin
cucteMHuy noka3Huk AUC Basncaptary Buuy Ha 70 % y Iali€eHTiB JIiTHBOTO BiKY, HiX Y
MOJIOIINX IAIiEHTIB, TOMY 3 00€PEKHICTIO MigBUIIYIOTh O3y TAKUM IallieHTaM.



CucreMHa eKCIIO3UIlig BaJiCapTaHy Aelllo BUIIlA y MallieHTiB TITHHOTO BiKy ITOPIBHAHO 3 MOJIOOIINMU
malfiEHTaMH, ajie 1le He Ma€ KJTiHiYHOI 3HAYYIIIOCTi.

OOMexeHi JaHi BKa3yloTh Ha Te, 10 CUCTEMHUY KIipeHC TiIpoXI0poTia3uay 3HUXKEHUN 5K y
3I0pOBUX NOOPOBOJIBIIIB JIITHROTO BiKy, TaK i y MallieHTiB JIITHROTO BiKy 3 apTepialbHOIO TillepTeH3ie0
TIOPiBHSHO 3 MOJIOIIMMY 300POBUMYU NOOPOBOJILIISIMH.

OcCkinbKy TPU KOMIIOHEHTH IIpenapaTy 0OQHAKOBO J00pe MePEHOCATHCS MOJIOAUMU NalliEHTaMU Ta
nalieHTaMu JIITHBOTO BiKYy, PEKOMEHOBAHO 3BUYalHUY PEXUM N03YBaHHS.

IMopyweHHA pyHKUII HUPOK

[TopymieHHs QYHKIII HUPOK CYTTEBO HE BIIMBA€E Ha (hapMaKOKiHETUKY aMJIOAUMIHY. K i
O4iKyBaJioCs, OJid IpenapaTy, HUPKOBUY KJIipeHC AKOro cTaHoBUTSH nullle 30 % 3arajabHOrO
I1JTa3MOBOTO KIIiPEHCY, He CIIOCTepiraaocs B3aEMO3B’ 13Ky MiXK (PYHKIIi€l0 HUPOK i CHCTEMHOIO
€KCIIO3ULI€I0 BaJICapTaHy.

ToMy namieHTH 3 MOpyImeHHSIMH (QYHKI1 HUPOK Bifl IETKOT0 10 IIOMIPHOTO CTYIIEHS TSIXKKOCTi MOXYTh
3aCTOCOBYBATH IIpelapaTt y 3BU4aiHii T04YaTKOBil [03i.

ITopyweHHA PYHKUII neviHKu

Y nani€eHTiB 3 mopyIeHHAM QYHKIII IeYiHKY KITipEeHC aMJIOAUIIIHY 3HUKEHUH, 110 IPU3BOAUTH [0
36inbinenHs moka3Huka AUC npu6nu3so Ha 40-60 %. Y cepeiHbOMY y TMAlli€HTIB 3 XPOHIYHUMU
3aXBOPIOBAHHSIMH JIETKOT'O Ta IIOMIPHOTO CTYIEHS TSAKKOCTI €KCIIO3UIlisl (BU3HAUYEHO 3a TOKa3HUKOM
AUC) BazcapTaHy y 2 pasu BUllla, HiXK y JOPOCINX HOOPOBOJIBIIIB (3rpymoBaHo 3a BiKOM, CTATTIO i
Macoio Tina). 3 00epeKHICTIO CIIifl MpU3HaYaTH MpemnapaT HallieHTaM i3 3aXBOPIOBAHHSIMYU MEYiHKHU.

Kowmbinamisi amnoauniz/BancapTal/TifpoxiopoTia3uf He TeCTyBaiacs 00 TeHOTOKCUYHOCTI Ta
KaHIIEPOTEHHOCTI, OCKiJIbKY He CIIOCTePiranoch 03HaK B3a€MOil MiX MMM IIperapaTaMu, II0
IIpefCTaBlIeHi Ha PUHKY IIPOTATOM TpUBajoro yacy. OfgHaK aMJIOQUIIiH, BajicapTaH i
TigpoXJI0poTia3up NPOTECTOBaH] iIHAUBIAYaIbHO CTOCOBHO T€HOTOKCUYHOCTI Ta KaHIIEPOIreHHOCTI;
Oynu oTpHMaHi HeTaTUBHI Pe3ybTaTH.

KrinigHi XxapaKTepHCTHKH.
Iloka3anus.

JlikyBaHHS eCeHIialbHOL IinepTeH3il y JOPOCNIUX MAlli€HTIB 3 apTepiaJbHUM TUCKOM, afeKBaTHO
KOHTPOJIbOBAaHUM KoMOiHalli€lo aMIOOuUIiHY, BajicapTaHy i rifipoxiopoTia3umy, sSKi 3aCTOCOBYIOTh SIK
TPU OKPEMHUX ITpenapaTy abo SK ABa IMperapaTy, OOUH 3 IKUX € KOMOIHOBaHUM.

IIpomunoka3saHnus.

e ['imepuyTnuBiCTH OO AiIOYMX PEYOBHH, IHIIMX CYIbPOHAMIAIB, MOXITHUX OUTigPOMipUAnHY abo
mo 6ymb-sIKO1 OTIOMiXKHOI peYOBUHH.

BaritaicTh ab0 IIaHyBaHHS BariTHOCTI (IUB. «3acTOCYBaHHS y mepiofd BariTHocTi abo
TONyBaHHS I'PYATIO»).



[MopymenHs QyHKII nevinky, 6iiapauil 1upo3 abo xojecTas.
TsxkKi mopyieHHs: QYHKI HUPOK (IBUAKICTh Ky6oukoBoi ¢inbrpanii (IIIK®) <30 mn/xs/ 1,73

M’), aHypisi, a TaKOXK IepeOyBaHHS Ha Aiamisi.

CymnyTHe 3acTocyBaHHS npenapaTy Excdopxk H i3 3acobamu, 1110 MiCTSATH aliCcKipeH, malieHTaM

3 IIyKpoBuUM fiabeToM a6o 3 nmopyureHHsIME QyHKI HUPOK (IIK® < 60 mn/xB/1,73 ).

o T93KKa TilloTeH3id.

[Ioxk (BK/IIOYaOYM KapAiOTeHHUN IIO0K).

PedpakTepHa rinokamieMis, rimoHaTPieMis, rimepKasblLieMis, CAMITOMaTAYHA TillepypUKeMis.

OOCTpYKIisg BUBITHOTO TPAKTY JIiBOTO LUTYHOYKA (HaIpuUKiag rimeprpodiuHa o6CTPyKTUBHA

Kapaiomionarisi Ta CTEHO3 aOPTHU TSAXKKOTO CTYIIEHS).

F'emommHaMiuHO HecTabillbHA ceplieBa HEIOCTATHICTE IiC/s TOCTPOro iHpapKTy MioKapaa.

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

HocnipxeHHs B3aeMofii Exkcopxky H 3 iHImKMMU NTiKapChKHMHU IIpenapaTaMy He IPOBOAUINCE. Y
tTabnuii 1 npencTaBieHo nuile iHGopMalliio Ipo B3aEMOLII0 3 iHIMUMHY JTiKapChKUMU NIpenapaTaMy,
ITI0 BimOMi /151 KOXKHOI OKPEeMOI [if0901 peYOBUHH.

OpHaxk BaXXJIMBO BpaxoOByBaTH, 1o mpenapaT Ekchopxk H Moxke MOCUTIOBATH TiIOTEH3UBHUU €(PEKT
IHIUX aHTUTINEPTeH3UBHUX IIpenaparis.

Tabmuns 1

OpHOYaCHe 3aCTOCYBAaHHS He PEKOMEHIOBAHE

[KomnoHeHmu
Excgopacy H

/TikapcvKi 3acobu ma
DeYoBUHU, 3 AKUMU
iCHYIOMb 83aEMO0i1

[F'¢hexm npu 83aemMo0ii

BasncapTaH i
riApOXJIOPOTia3up

UTiTin

[1po 060pOTHE MiABUILEHHS KOHIIEHTPAIIil JIiTiio ¥
CAPOBATIII KPOBi 1 TOKCUYHICTh OBITOMIIAIIOCS
[IPOTATOM OOHOYACHOTO 3aCTOCYBaHHS JIITiIO 3
inridiTopamu AII®, aHTaroHicTaMu pPelenTopiB
aHriorensuny II, y Tomy uuci BancaptaHoM abo
Tia3ugaMy, TaKUMU K TiIPOXJIOPOTia3um.
OCKiIbKY HUPKOBUY KJIIPEHC JIITiI0 3HUKYETHCS
Tia3WgaMu, PU3UK TOKCAYHOCTI JIiTit0, UMOBIpHO,
MO2Ke 36iIbIIyBaTUCS i3 3aCTOCYBAHHIM
Excdopxy H. Y 3B’43Ky 3 IUM PEKOMEHI0BaHO
[IPOBONUTY PETEIbHUI MOHITOPUHT PiBHA JIITIIO ¥
CAPOBATLIi ITif YaC CyMiCHOT'0 3aCTOCYBaHHS
penaparis.

Bancapran

Karmitiz6epiratoui
niypeTuku, 0o0aBKu
KaJIilo, 3aMiCHUKHU COJIi,
1110 MICTSTDb KaJIifi, Ta iHImi
3aco0u, 1[0 MOXKYTh
[TIIBUINYBATH PIBHI KaJIilo

K110 HeoOXiiHe 3aCTOCYyBaHHS JIiIKapCHKOTO
[perapary, 110 BIJIMBAE Ha PiBEHb KaJlilo, Y
KoMOiHallil 3 BaJicapTaHOM, PEKOMEHOBAHO YaCTO
[IepeBipSATU PiBEHH KaJlilo y I1JIa3Mi KPOBI.




AMITOOUIIIH

['peiindpyT 4u
rpeundpyToOBUH CiK

3acToCyBaHHS aMJIOUIIIHY 3 TpeundpyToM 9u
rpeunpyTOBUM COKOM He PeKOMEH0BaHe, OCKiIbKI
0i0eKBiBaJIEHTHICTh MOKe 30iNbIIyBATUCS Y HEIKUX
MallieHTiB, 110 TPU3BOOUTD [0 30iNblIeHHS ePEKTY
3HUKEHHS KPOB'THOTO THUCKY.

OpHOYacHe 3acCTOCy.

BaHHS MoTpebye 06epeKHOCTI

STK KETOKOHA30]T,
iTPAaKOHA30J1, PUTOHABID)

[KomMnoHeHmu /TikapcbKi 3acobu ma E¢hekm npu 83aemo0il
Fxccopacy H DPevYoB8UHU, 3 AKUMU
iCHyrOMb 83aEMO0i1
AMIOOUIIIH [ariditopu CYP3A4 (taki |[docmimXeHHs 3a y4acTIO MAIliEHTIB TiTHLBOTO BiKYy

IPOJEMOHCTPYBAJIH, 0 AWITia3eM iHTi0ye
MeTa00JTi3M aMJIOAUIIiHY, MOXKJIMBO, 3@ Y4acCTIO
CYP3A4 (KoHLEeHTpallis y mia3Mi KpoBi 3pocTae
mpubau3Ho Ha 50 % i edeKT amyoguIminy
[MOCUIIOETHCS). He MOKHa BUKITIOYXATH BipOTiTHOCTI
TOTO, 110 OinbIn nmoTyxkHi iHridiTopu CYP3A4 (Taki sk
KEeTOKOHA30JI, iTpaKOHa30J1, pUTOHABIP) MOXYTh
MigBULIYBAaTU KOHLIEHTPAL[il0 aMJIOJUITIHY Y IJ1a3Mi
OinbIl BUPaXKEeHO, HiXK OUITia3eM.

OpHOYacCHe 3aCTOCYBaHHS aMJIOOUIIIHY 3 CUIIBHUMU
a0o0 nmoMmipHuMu iHriGiTopamu CYP3A4 (iuribiTopu
IpoTeasu, a30JIbHi MPOTUTPUOKOBi 3aco0y,
MaKpOJIi{, TaKi IK epUTPOMILIUH abo
KJIapUTPOMIlIMH, BeparaMin abo gunTiazeM) MOXYThb
IPU3BECTH [0 3HAYHOTO 30i/IbIIeHHS €KCIIO3MUIlil
amoguniny. Kininiysi nposiBu 1ux
(bapMakKOKiHETUYHUX 3MiH MOXKe OyTH Oinbii
BUPaXEHUM Y MAllleHTiB JIITHLOTO BiKy. TaKUM YHUHOM,
MOXKYTh OyTU MOTPiOHI KITiHIYHUY MOHITOPUHT Ta
KOPUT'YBaHHS [O3H.

[apykTopu CYP3A4
(mpoTucynomHi
MpernapaTy [Taki K
KapOaMaselliH,
henobapbitan, dheHiTOIH,
bocdeniToiH, mpuMinoH],
pudamrrinuH, 3Bipo0iit)

Hemae manux npo BB iHgyKTOpiB CYP3A4 Ha
amnogunia. OgHOYacHe 3aCTOCYBaHHS iHOYKTOpIB
CYP3A4 (manpuknap pudamiinuHy, 3Bipo00i0) Moxke
[IPU3BOOUTH [0 3HUKEHHS KOHIIEHTPalild aMJIOfUIIIHY]|
y m1a3Mmi KpoBi. [Toka3aHO IPOBOAUTH KIIiHIYHUMI
MOHITOPHHT 13 MOXKJIUBUM KOPUT'YBaHHAM 103U
AMJIO[UIIIHY IPOTATOM JIIKYBaHHS IHIYKTOPOM 1 ITiCJIg
0Tr0 BimMiHH.

AMJTO[IMIIIH CJTiJ 3aCTOCOBYBaTH 3 00€peXkKHiCTIO
pa3oM 3 inpgykropamu CYP3A4.

CuMBacCTaTUH

3acTocyBaHHs 6araTopa3oBux 03 10 Mr amMyIoOuIIiHYy
3 80 MI' CUMBACTaTUHY IPU3BOOUTD 0 30iNbIIEHHS
E€KCIIO3UIIil CHMBaCTaTUHY Ha 77% IOPiBHIHO 3
3aCTOCYBaHHSIM OJHOI'0 CUMBaCTaTHHY.
PeKOMEeHI0BaHO 3HUKYBATH NOOOBY 03y
cuMBacTaTuHy A0 20 Mr IauieHTaM, SAKi

3aCTOCOBYIOTH aMJIOOUITIH.




anTposneH (iHdy3ii)

Y TBapuH criocTepiranucs geTasabHi BUMTaIKK
BHACJIIOK BEHTPUKYIAPHUX GQiOpUnsiii ta
KapoioBaCKyJIsIPHUX KOJIAICIB y 3B’43KY 3
rirepKajieMi€ro Miciag 3aCTOCYBaHHS Beparnaminy Ta
NaHTPOJIEHY BHYTPIIIHLOBEHHO. Yepe3 pU3uK
rimepkasieMii peKOMEHOY€EThCS YHUKATH CYIIyTHHOTO
3aCTOCYyBaHHS 0I0KaTOPiB Ka/bIliEBUX KaHalliB, TAaKUX
STK aMJIOIUIIiH, ITallieHTaM, YyTIMBUM [0 37109KiCHOI
rimeprepmii, Ta Py NiKyBaHHI 37TOSKiICHUX
rimepTepMii.

Bancapras i HecrepoinHi HIT3TI MoxXyTh I0C/Tabi0BaTH aHTUTIIEPTEH3UBHUMN
CigpOXI0OPOTias3und |IpoTH3amnanbHi eeKT sIK aHTaroHiCTiB aHTioTeH3uHy lI, TaK i
npemnapatu (HII3II), riApOXJIOPOTia3uay Py OGHOYACHOMY 3aCTOCYBaHHI.
BKJII04Yaloyu celleKTuBHI |Kpim TOro, omHOYacHe 3aCTOCYBaHHA IIpernapary
inridiTopu L10T-2, Excdopx H i HIT3IT Moxke Ipu3BOOUTH [I0
aLeTUIICATIILIATIOBY [OTipIIeHHST HUPKOBO1 (DYHKIIi1 Ta MiABUILIEHHS PiBHSA
K1CnoTy (>3 r/moby) i KaJliio y cupoBaTLi KpoBi. ToMy peKOMeHI0BaHO
HecenekTuBHI HIT3TI [IPOBOOUTY MOHITOPMHT HUPKOBOI (QYHKIIl Ha TOYaTKY]
JTiKyBaHHS, @ TAKOX BI[IIOBiHY rifpaTallifo Nalji€eHTa.
BasncapTaH [HTiOiTOpPU IMepeHOCHUKa |Pe3ynabTaTH JOCIiIXKeHb in vitro 3 TKAHWHOO MeYiHKH
HaKOIIMYEHHS TIOMMHY [TOKa3aJly, 110 BajicapTaH € cy0CcTpaToM
(pudamminus, [Ie4YiHKOBOr'0 ITepeHOCHNKa HakonuyeHHs OATP1B1
[TUKJIOCTIOPUH) a0 Ta MEeYiHKOBOT0 e()IIOKCHOT0 TepeHoCHuKa MRP2.
e(III0KCHOTO CynyTHe 3aCTOCYBaHHS iHTi0iTOPIB IEPEHOCHUKA
nepeHOCHUKa (PUTOHAaBIp) [HakonuyeHHS (pudaMmiuyH, UKI0CIOpuH) abo
e(IIIOKCHOTO ITepeHOCHUKA (PUTOHABIP) MOXKYTh
30i7TbIIYBaTH CUCTEMHY €KCIIO3UIIil0 BaJiCapTaHy.
[ippoxnopoTia3upn |Ankorosns, 6apbitypaty, |OmHOYacHe BBeIEHHS Tia3UTHUX OiypeTHKiB 3

200 HapKOTHUYHI
mpernapaTu

PEUYOBMHAMH, SKi TAKOXK MalOTh e(DEeKT 3HUKEHHS
ApTEepianbHOTO TUCKY (HApPUKIaL 3 TAKUMH, 110
3HUXKYIOTh CUMIIAaTUYHY aKTHBHICTD 1IeHTPaIbHOI
HEePBOBOI cucTeMHU abo MpPSIMy Ba3oguIIaTalli0), MOXKe
MMOCUJIUTY OPTOCTATUYHY TillOTEH3II0.

AMaHTaOIuH

Tia3uau, BKIII0Yal04y rifpoxJIopoTia3us, MOXYTh
MiABUIIYBATU PU3UK PO3BUTKY MOOIYHUX peakilii,
CIIPUYNHEHUX aMaHTaAuHOM.

AHTHXOJTIHEPTivHi
[IpenapaTy Ta iHImi
TiKapchKi 3aco0wu, 1110
BIIJINBAIOTh HA MOTOPUKY
[TyHKa

Bi0JOCTYIHICTE AlyPETUKIB Tia3UIHOTO TUILY MOXYTh
[MiIBUIYBATH aHTUXOJIIHEPTiyHi IpenapaTu
(HampuKIiaf aTpoImiH, OimepumeH), OYeBU[IHO,
BHACJIiJOK 3HMKEHHS LIITyHKOBO-KUIIKOBO1
PYXJIMBOCTI Ta IIBUOKOCTI BUIIOPOXKHEHHS IIUIYHKA. |
HaBIIaK¥, IependadaEeThcs, 10 TPOKiHEeTUYHI
PEYOBUHHY, TaKi K UU3ANPUL, MOXKYTh 3HU3UTH
6i0MOCTYIHICTD Tia3UIHUX iyPETHUKIB.

AnTURiabeTHUYHI
npenapaTy (Halmpukian
iHCYJIiH 1 mepopasibHi
aHTHOiabeTHYHI 3aco6u)

MeTdopMin

Tia3uay MOXKYTh 3MiHIOBAaTH TOJIEPAHTHICTD IO
r1I0K03U. MoXe BUHUKHYTU HEOOXiIHICTh TOBTOPHO
CKOPUT'YBATHU O3y IHCYJIIHY Ta epopajibHUuX
rimormikeMivHUX 3ac00iB.

MeTdopMiH crtif 3acTOCOBYBaTH 3 00€PEKHICTIO,
OCKIJIbKU iICHY€ PU3UK PO3BUTKY JIAaKTOALUI03Y,
iHOTYKOBaHOTO MOXKJINBOIO (QDYHKITIOHATIBEHOIO
HUPKOBOIO HEIOCTATHICTIO, 1110 II0B’g3aHa i3

3aCTOCYBaHHSAM TifpOXJIOPOTia3upay.




BeTa-0okaTopH i
mia30KCHUp,

OpHOYacHe 3aCTOCYBaHHS Tia3UOHUX [iyPETHKIB,
BKJTIOYAIOYHY TigpoxjaopoTia3um, 3 6eTa-610KaTopaMu
MOXK€e ITOCUJTIOBATH PU3MK Tinepriikemil. Tiazumni
NiypeTuKy, BKIII0YAl4U TiIpoXJI0poTia3us, MOXYTh
[MOCUJIIOBATHU TiNepriikeMidyHud eQeKT Aia30KCUmy.

Kapbama3erin

Y malienTiB, SKi OTPUMYIOTh TiAPOXI0POTia3ug
O0IHOYACHO 3 KapOaMa3emiHoM, MOXKe PO3BUHYTUCS
rimoHaTpieMis. ToMy MaLi€HTIB CJIif IONIEPEAUTH IIPO
MOXKJIMBICTh TiIIOHATPIEMIYHMX PeakKiliid, a TaK0xXK
CIIOCTEPiraTu 3a X CTAHOM.

LIMKIIOCIOPUH

OpHOYacHe JIiKyBaHHS 3 LIUKIIOCIIOPUHOM MOXKe
MOCHUII0OBATH PU3UK TilepypuKeMil Ta yCKIagHeHHS
[TOArPUYHOr0 TUILY.

LIUTOTOKCUYHI ITpernapaTu
(HampuKag
ruKogochamis,
MeTOTPeKCaT)

Tia3upu, BKIIIOYa04y TigPOXJIOPOTia3ua, MOXKYTh
moc1abi0BaTé HUPKOBY €KCKPELif0 IIMTOTOKCUYHUX
mpemnaparis (Hanpukiap nuknodochaminy,
MeTOTPEeKCaTy) i MOTeHIIiI0BaTH iXHil
Mi€ToCynpeCUBHUM e(EKT.

['1TiKO3UOU HAlePCTIHKYU

[HTyKOBaHa Tia3WoM TilmoKaJjieMis abo
rimoMartieMis MOXKyTb BUHUKATH K HebaKaHi
edeKkTH, 110 CIPUAIOTH PO3BUTKY CEPIIEBOI apUTMil,
iHIyKOBaHOI JUTiTAsiCcOM.

0noBMiCHI KOHTpaCTHi
3acobu

Y BUMagKy iHAYKOBaHOl AiypeTUKOM [erigpaTarliil
iCHy€ MigBUILIEHUY PU3UK PO3BUTKY r'OCTPOI HUPKOBOL
HeI0CTAaTHOCTi, 0COOIMBO IMPH BUCOKHUX [103aX
rpemnaparis nony. [lepen 3acToCyBaHHAM CJIif
[IPOBECTH PerigparTarliiio.

[0HOOOMIHHI CMOIA

[TornvHaHHSA Tia3UOHUX OlYPETUKIB, y TOMY YUCIIL
CiApPOXJIOPOTia3uny, 3HUKYETHCI X0JIeCTUPaMiHOM
a00 KonectumnosioM. e Moxke IPU3BECTH [0
cyOTepameBTUUHUX ePEeKTIB Tia3UIHUX OiyPETHUKIB.
[IpoTe Bpaxkarwya [03a TigpoXI0poTia3uay Ta CMOJIA
TaKa, 1110 TigpoXJI0pOTia3uf 3aCTOCOBYETHCS
IIoHalMeHIIe 3a 4 TONUHYU 1o, abo yepes 4-6 roguH
MiCJIsT 3aCTOCOBAHHS CMOJI, 1110 ITOTEHI[INHO MiHIMi3ye
B3a€EMOJII0.

JlikapceKi pemniapaty, 1110
BIIJINBAIOTH Ha PiBHI
KaJlifo (KaniiypeTuyHi
NiypeTuky,
KOPTHKOCTEPOITH,
nocnabiioodi 3acody,
AKTT, amboTepuius,
KapOEeHOKCOJIOH,
meHinuiin G, moxigHi
CaJTilIMIIOBOI KUCJIOTH) Ta
QHTHAPUTMIiYHI 3aCc0o0H

[inokanieMiuuui epeKT rigpoxJIopPoTia3uay MOXKYTh
[TOCUJIIOBATU KalilypeTUyHi AiypeTUKY,
KOPTHUKOCTEPOIgH, mocnabiioodi 3acody,
aIpeHOKOPTUKOTPOnHUM ropMoH (AKTT),
amMboTepulH, KapOeHOKCOJIOH, eHiluIiH G, moximHi
CaJTiIIMI0BOl KUCIIOTH Ta aHTUAPUTMIidHi 3aco0H.
K110 TaKi IpemnapaT IpU3Ha4daloTh 3 KOMOiHAIIIE0
aMJIOAUITIiH/BaiCcapTaH/ TiApPOXI0pOTia3us,
PEKOMEHI0BAaHO IIPOBOOUTY MOHITOPUHT PiBHSA KaJlito
y I1a3Mi KpOBI.

JIikapChbKi mpernapaTy, 110
BIJIMBAIOTh Ha PiBHI
HaTPito

[imoHaTpieMiyHUY ePEeKT OiypeTUKiB Ipu
OIHOYaCHOMY 3aCTOCYBaHHI MOXKYTh IIOCUIIOBATH
QHTUOENPEeCaHTH, aHTUIICUXOTUYHI [IpenaparTy,
QHTHUEINeNTUYHI pemnapaTtu Toilo. HeoOxigHa
00epexkHiCTh NIPX TPUBAJIOMY 3aCTOCYBaHHI IIUX
ITiKapChKUX 3aC00iB.




JTikapchKi 3acobu, sKi
MOXKYTh BUKJTUKATU
torsades de pointes

3Baxkaryu Ha PU3MUK TilloKasieMii, rimpoxmopoTia3un
CJIil 3aCTOCOBYBATU 3 00€PEKHICTIO 3 TiIKAPCHKUMHU
3acobaMu, SKi MOXKYTh BUKJIMKATHU torsades de
pointes, 30KpeMa 3 aHTUaPUTMIYHUMMU IIperapaTaMu
Kiacy la Ta kiacy III, a TakoX 3 megaKuMu
QHTUIICUXOTUYHUMU [IpenapaTaMu.

JIikapChbKi IpemnapaTy, 110
3aCTOCOBYIOTHCS AJIS
JTiKyBaHHS IIOfarpu

MoxKe BUHUKHYTU HEOOXigHICTh Y KOPUTYBaHHI 031
VPUKO3YPUUHUX JTIKAPCHKUX IIperapaTiB, OCKIJIbKU
riApOXJIOPOTia3uy MoXKe IMiIBUIINYBaTH PiBeHb CEY0BO1

(mpobenerum, KUCJIOTH y CUPOBaTLi KPoBi. MoXke BUHUKHYTU
cynbdinmipa3oH i HeoOXiHICTh y mifBUIleHHi 103U mpobeHeluay abo
AJIONTYPUHOIM) CynbGiHIIipa30HYy.
OpHO4YacHe IpU3HAYEHHS Tia3UAHUX A1YPETUKIB,
BKJII0YAlOYH TiipOXJIOpOTia3up, MOXKe IMiIBUILIyBaTH
YaCTOTY BUHUKHEHHS peakliil rinepyyTIuBOCTI J0
AJIONYPUHOMY.

MeTtungomna Bynu OKpeMi IOBiIOMJIEHHS IIPO PO3BUTOK
reMOJIITUYHOL aHeMil TP ONHOYAaCHOMY 3aCTOCYBaHHI
rigpoXJIOPOTia3uny i MeTUJIONH.

Hepemnomnspusyoui Tia3uau, BKIII04Yal4y TiipoXI0poTia3uf,

penakCaHTU CKeJIeTHUX
M’s13iB (HampHUKiag
TyOOKypapuH)

[MOTEHLII0I0Th [il0 IOXiOHUX Kypape.

[HIIIi aHTUTiIEePTEeH3UBHI
npenapaTru

Tia3uay IOTEHLiI0I0Th aHTUTINIEPTEH3UBHY [0 1HIIUX
AHTUTIIEePTEeH3WBHUX IIperaparTiB (TaKuX K
ryaHeTHOUH, MeTHIoNa, 6eTa-6710KaTopH,
CYyIHMHOPO3IINPIOBaJbHI 3aco0u, 6110KaTOpH
KaJbllieBUX KaHaIliB, iHribitopu AII®, inridiTopu
6710KaTOPiB pelenTopiB aHrioTeH3uHy Il Ta mpaMux
iHri6iTOpiB peHiny).

[IpecopHi amiHu
(HammpuKIapm
HOpaJpeHaiH,
AmpeHarliH)

[igpoxsiopoTia3u MOXKe 3MEHIIYyBaTU peakliito Ha
[IPECOPHI aMiHM, TaKi K HOpagpeHasiH. KiiHiguHe
3Ha4YEHHS I[bOTO e(EKTy € HeBU3HaUEHe Ta
He[OCTaTHE [JIs IPUIMHEHHS 1X 3aCTOCYBaHHIO.

Bitamiu D i comi xanbliito

3acTOCyBaHHA Tia3UAHUX OiypPEeTUKIB, BKIIOYAI4YU
rimpoxnopoTia3um, 3 BitaminoM D a6o i3 comsamu
KaJIbLIi0 MOXKe [IOTEeHII0BAaTU MMiIBUIIEHHS PiBHSA
KaJIbLIi}0 Y CUPOBaTIi KpoBi. OqHOYaCcHe
3aCTOCYBAHHS Tia3UOHUX OiypeTUKIB MOXKE
MIPU3BECTH [0 TillepKasbllieMil, CXUTbHUX [0
rinepKanbllieMl (HalpUKJIaf, rinepnapaTupeos,
371051KiCHi HOBOYTBOpeHHS abo BiTamiH-D-
OII0CEePEeNKOBaHi CTaHU) Y CXUJIBHUX [0 IHOT0
MalliEHTiB 3a PaxyHOK 30i/bIllIeHHST KaHaJIbIEBO1
peabcopOirii KambIriio.

IToodsitiHa 610kada PAAC 3 aumazoHicmamu peuenmopie aHziomeH3uHy II, inzibimopamu AII® abo
anickipeHom

Kniniuyni mani npogeMoHCcTpyBany, o moasiiiHa 61mokaga PAAC 3a qomoMOroi CymyTHbBOTO
3acTtocyBaHHS iHTi6iTOpiB ATI®, aHTaroHicTiB pelenTopiB aHrioTen3uny Il abo amickKipeHy moB’sg3aHa
i3 migBUIEHNM PU3UKOM PO3BUTKY MOOIYHUX peaklliif, TaKUX SK TiNOTeH3is, rinepkaniemis i
mopylIeHHA QYHKIN1 HUPOK (BKJIIOYAIOYX TOCTPY HUPKOBY HEJOCTATHICTD), TOPIBHSHO i3
MOHOTEPAIli€0 PeYOBHUHOIO, 0 BinuBae Ha PAAC.




Oco6.1ueocmi 3acmocyeaHHsi.
bBesneka Ta eQpeKTUBHICTb aMJIOAUITiHY IIPY TillePTOHIYHOMY KPHU3i He HOCTiAKYBaJIUCh.
[TarienTy 3 geQIiIUTOM HATPIO Ta AerigpaTalliero

HapmipHa rinoTeH3is, BKJIIOYa4Y¥ OPTOCTAaTUYHY TiIOTeH3it0, criocTepiranaca y 1,7%
IaIieHTIB, SKi OTpUMYyBalIu MakcuMasbHy 703y Exchopxy H (10 mr/320 Mr/25 Mr), v
mopiBHAHHI 3 1,8% mali€eHTiB, AKi OTPUMYyBaIu BajiCapTaH/TimpoxnopoTia3uf (320 Mr/25 mr),
0,4 % marieHTiB, Kl oTpuMyBanu amnoauiid/sancaptal (10 mr/320 mr), Ta 0,2% mali€eHTiB,
K1 OTpUMYBaJIU TigpoxJIopoTia3un/amaoauiin (25 mr/10 Mr), y KOHTPOIbOBAHOMY
MOCIIXKEeHHi 3a y4aCTIO TallieHTiB 3 TOMipHOI0 ab0 TSKKO0I0 HEYCKIaJHEHOI0 TilepTeH3i€co.

Y nauieHTiB 3 gedinuToM conelt Ta/abo merifgpaTalli€io, SKi OTPUMYIOTh JiyPeTUKH ¥ BUCOKUX [103aX,
MOXKe BUHMKATH CUMIITOMaTU4YHa apTepiajibHa TilmoTeH3is micisa mo4YaTKy 3acTocyBaHHSA Ekchopxy
H. PekoMeHIOBaHO KOPUTYBATH TaKUM CTaH Iepe[l 3acTOCYyBaHHSAM npenapaTy Excdopx H abo
yBaXkHO CIIOCTepiraTu 3a MalieHTOM Ha [104YaTKY JIiKyBaHHS.

fAxuro npu 3acTtocyBaHHi npenapaTy Ekcdopxk H BUHMKae BUpaxeHa apTepianabHa TiloTEH3is,
MallieHTy CJIif HafaTy TOPU30HTAIbHOTO MOJI0KEHHS 3 IPUMIAHATUMY HUXKHIMM KiHIIBKaMU i, SKIIO
HeoOXiTHO, BHYTPIITHbOBEHHO iHQY3iltHO BBeCTH ¢iziomoriunuit po3uuH. JIikyBaHHS MOXKHA
IIPOJOBXKYBATH IicJs cTabinmi3allii apTepialTbHOTO TUCKY.

3MiHY DiBHIB €1eKTPOIITiB CHPOBATKM KPOBI

Amaoduniu/eaacapmat/2iopox.sopomia3ud

Y koHTpONboBaHOMY mochimxkeHHi Ekchopxy H nporupgitounit epekt Bancaptany 320 Mr ta
rigpoxmopoTia3ugy 25 Mr Ha piBeHb Kaslilo B CUPOBaTIli KpOBi MpubIM3HO BPiBHOBAXKYE OOUH OIHOTO y
OaraTbox XBOpUX. B iHIINX mamieHTiB oguH a0 iHmUN epeKT MoxKe OyTU JOMIHYIOYUM.

Heo06xigHo mepioguyHO IepeBipsATH PiBHI €IeKTPOJIiTIB CHPOBATKU KPOBI, 11100 BU3HAUUTH MOXKJIUBUN
eNeKTPOTiTHUH aucbasaHc.

[IepiopuyHe BU3HAUYEHHS PIBHIB €JIEKTPOJIITIB 1 KaJIil0 y CUPOBATII KPOBI CJIi IPOBOJUTHU Yepe3
BiATIOBigHI TPOMIXKKY Yacy [Jis IOMepeqKeHHs MOXKJIMBOTO eJIeKTPOJIITHOTO aucbanaHcy, 0COOIHUBO Y
NallieHTiB 3 TAaKUMU (HaKTOpaMU PU3UKY, K MOPYIIeHHS QYHKIIII HUPOK, TiKyBaHHS IHIIUMU
IIpernapaTaMy Ta eJIeKTPOJITHUYN qucOaslaHC B aHaMHe3i.

Baacapman

OpHOYacHe 3aCTOCYyBaHHS 3 KaJliEBMiCHUMY fo06aBKaMH, Kaii30epiraiounMu AiypeTuKaMu,
3aMiHHUKaMU COJIi, 1110 MiCTSTh Kasi#t, abo iHMmuMy mpemnapaTaMy, 110 MOXKYTb IiABUIYBaTH PiBHi
KaJiiio (HampuKIIafd remapuHoM), He peKoMeHnoBaHe. [Ipyu HeoOXimHOCTI CITig KOHTPOJIIOBATH PiBHI
KaJlio.

l'iopoxsaopomia3ud

[ToBimomIsiioCcs: IPO PO3BUTOK TilOKasieMil IpHU JIiKyBaHHI Tia3UOHUMY OiypeTUKaMU, B TOMY YUCTIi



TiOPOXJIOPOTia3UIOM.

JlikyBanHs npenapaToM Exkcdopx H ciif moymHaTH TiNbKY Mic/isg KOpeKIIil rimokarniemMii Ta 6yab-sgKoi
criBicHy104o01 rimomaruiemii. Tia3upaHi OiypeTUKYU MOXKYTh IPU3BECTH [0 MOSIBU TiloOKasieMil abo
3arocTpIOBaTH HASIBHY TimokKamiemito. Tia3umgHi miypeTHKu CIIif 3aCTOCOBYBATH 3 00€PEeKHICTIO
malfieHTaM 3i CTaHaMH, 1[0 BK/II0YalOTh BTPATy Kaslilo, HaIpuKiaj, ColeBTpaTHa HedpomnaTis Ta
IIpepeHanbHe (KapaioreHHe) mopyleHHs QyHKII HUPOK. fAKIO rimoKasieMis po3BUBAETHCA i Yac
Teparil rigpoxyiopoTtia3umoM, 3acTocyBaHHs Exkcdopxky H ciipg npunuHuTH 00 cTabibHOI KOPEKIIil
KaJieBoro GanaHcy.

JIiKyBaHHA Tia3UAHUMU [iypeTUKaMU, BKIIOYAI0YM TiAPOXIIOPOTia3u, OB A3aHe 3 PO3BUTKOM
rinoHaTpieMil i rimoxyopeMigyHOTO ankano3y abo 3 3aTOCTPEeHHSAM iCHYI04Ol TinmoHaTpiemil.
CroocTepiraeTscs rinoHaTpieMis, 110 CYIPOBOAXKY€ETHCSA HEBPOJIOTIYHUMU CUMIITOMaMu (HyZOTa,
IIporpecyloda fe30pi€eHTalisd, anaTisa). JIiKkyBaHHSA TiApOXJI0pOTia3uaoM CIIif TOYUHATH JIUIIE MMiCd
KOpEeKIIil icHytouoil rimoHaTpiemil. ¥ pasi TskKo1 a60 IMIBUAKOI TimoHATpieMii mif yac nikyBaHHS
ExcdopzkoM H, 3acTocyBaHHS IIpernapary Cifl IpUIUHUTY [0 HopMasi3allil HaTtpiemii. Tia3unu, B
TOMY YHUCJIi TiAPOXJIOPOTia3uy, TOCUIIOITL BUBEIEHHS MarHil i3 ceyelo, 1[0 MOXKe IIPU3BOLUTH [0
rinomarHieMil. [Ipu 3acToCyBaHHi Tia3UIHUX AiypPETUKIB 3HUKYETHCI €KCKPeIlis Kalbllio, 1[I0 MOXKe
IPU3BONUTHU [0 TillepKalblieMil.

Bcim nanieHTaM, fKi OTPUMYIOTH Tia3UAHI OiypeTuKH, He0OXigHUY IPOBOSUTHU IIePiOAUYHUN
MOHITOPUHT PiBHS €JIEKTPOJIITiB, 0COOIMBO Kaslilo, HaTpilo Ta MarHiio.

[TopyieHHS QYHKITI HIPOK

Tia3upHi miypeTuku MOXKYTh IPUCKOPUATY a30TEMII0 ¥ MAIlEHTIB 3 XPOHIYHUM 3aXBOPIOBAHHSAM
HUPOK.

[Tpu 3acTocyBanHi npenapaTy Ekcdopx H peKkoMeHI0BaHO IepPioguyHO KOHTPOIIOBATH PiBEHDb
KaJlilo, KpeaTUHIHYy Ta CeY0BO1 KMCJIOTH Y CUPOBATILi KPOBi MAIiEHTIB 3 IOPYIIEHHAM (QYHKII1 HUPOK.
Excdopx H npoTunokasaHuii maiieHTam 3 TSXKKOI0 HIPKOBOIO HEJOCTATHICTIO, aHypi€io abo
MalieHTaM, 10 3HaXOOAThCS Ha Hiadili.

HeMmae HeoOxifmHOCTI y KopuryBaHHi fo3u npemnapaty Exkchopx H naiieHTaM 3 IopylmeHHAM QYHKIL1
HUPOK Biff IETKOTO A0 MOMipHOTo cTyneHs TAKKOCTI (IHK® =30 mi/xs/ 1,73M%).

CTeH03 HUPKOBOI apTepil

Ekcthopxk H moTpiOHO 3aCTOCOBYBaTH 3 00EPEKHICTIO A1 JIIKyBaHHS TiMepTeH3il y mallieHTiB
3 omHOOiYHUM a60 OBOGIYHMM CTEHO30M HUPKOBOI apTepii abo CTeH030M OOWHOYHOI HUPKH,
OCKiJIbKM PiBHi CEYOBMHU Ta KpeaTUHIHY B CUPOBATIIi KPOBi MOXKYTh 30iIbIITyBaTHUCE.

TpaHcHnaHTallid HUPKA

Ha crorogui Hemae indopwmaiiii mopo 6e3nexky 3acTocyBaHHs npenapaTty Exchopxk H narienTam,
SIKUM HEI0JaBHO IIPOBENEeHO TPAHCIIAHTAL0 HUPKHU.

[TopvieHHS QVHKIN] De4YiHKHA

BarncapraH rojioBHUM YMHOM BUBOOUTHLCS y HE3MIHEHOMY BUTJIAAL 3 2K0BUI0. [lepion HaniBBUBENeHHS
aMJIOJUITIIHY ITOAOBXKYETHCA Ta MOKa3HUK AUC (KOHIIEHTpallid B IJIa3Mi - Yac) BUIIUY y TALli€HTIB 3
NopylIeHHAMH GYHKIIII e4YiHKK; peKOMeH allil {010 [03yBaHb BifACyTHi. [[71g mauieHTiB 3



NOpYIIeHHAMY (YHKIIil TeYiHKH JIETKOTO Ta MIOMIPHOTO CTYIIeHS TSXKKOCTI, III0 He CYIIPOBOOKYIOThHCS
X0JIeCTa30M, MaKCUMaslbHa PeKOMeHI0BaHa 403a BajicapTaHy CTaHOBUTHL 80 MT. 3 Ifi€l TPUYUHU
npenapaT Exchopxk H He mokazaHu# Ayl TaKOl TPYIY Malli€HTIB.

AHTiOHEeBPOTHYHUYN HAOPIK.

Hab6psk Ksinke, y ToMy 4ucyi HaOpsK ropTaHi Ta roJIoCOBOI IIIIMHMY, 1[0 MOXKYTh IPU3BECTH 10
00CTPYKIil AUXanbHUX MUISAXIiB, i/a60 HaOpsK 06muyys, ry0, rIoTKY i/abo s3uKa CrocTepiranucs y
TallieHTiB, SIKi 3aCTOCOBYBa/IM BajicapTaH. [leski 3 KX MallieHTiB Manu B aHaMHe3i Habpsk KBinke
IIPY IPUHOMI iHIIKX MperapaTiB, Y TOMY YUCIi iHTi6iTOPiB aHTi0TEH3UHIIEPETBOPIOBAILHOTO
dbepmenty (AII®). 3actocyBauus Exchopxky H ciig HeraHO NPUNIMHUTY IPYU BUHUKHEHHI
HabpsKy KBiHKe; TOBTOPHE 3aCTOCYBaHHS He PEKOMEH[IOBaHE.

CeplleBa HEIOCTATHICTh Ta 3aXBOPIOBAHHS KOPOHAPHMUX apTEPil/ CTaH Iicisd mepeHeceHoro
indapKTy MioKapaa

Bracnigok npurHideHHs peHiH-aHTiOTEeH3WH-aIbI0CTEPOHOBOI CHCTEMH Y TAIiEHTIB i3 ImiABUIIEHOIO
YyTIUBICTIO MOXKYTh OUiKyBaTHUCS IOPYIIEHHS (QYHKIII HUPOK. Y MallieHTiB i3 TAXKKOI0 CepLeBOi0
HE[IOCTATHICTIO, B IKUX (PYHKIIisT HUPOK MOXKe 3aJie’kaTH Bifl aKTUBHOCTI PeHiH-aHTi0TeH3UH-
aJIbIOCTEPOHOBOI CUCTEMH, TiKyBaHHS iHTi6iTOpaMy aHTi0TEH3UWHIIEPETBOPIOBAIBHOTO (hEPMEHTY
(AII®) i aHTaroHiCTaMM aHTiIOTEH3WHOBUX PEIENITOPIB MPU3BOAUTH [0 OJIrypil Ta/abo mporpecyioydoi
a3oTeMii (pPimKo) 3 TOCTPOI0 HUPKOBOIO HEMOCTATHICTIO Ta/ab0 neTanbHUM HachigkoM. [Tpo momibHi
pe3ynbTaTH MOBiAOMIISIIOCS IIOA0 BancapTaHy. OliHKa XBOPUX 3 CepIlieBOI0 HENOCTAaTHICTIO abo micis
nmepeHeceHoro iHdapKTy MioKapma MOBUHHA 3aBXKOM BKIIOYATH OIIIHKY (PYHKIII HUPOK.

Y moBrocTpoKoBOMYy Iiarie60-KOHTPOIL0BaHOMY AociimkenHi ammonumniny (PRAISE-2) B matieHTiB i3
CepIIeBOIO0 HEMOCTATHICTIO HeilleMiuHOTro nmoxomxkeHHs Kiacy 111 i IV 3a knacudikaniero NYHA (Hsio-
HMopkceKoi Kapaionoriunoi acomiamnii) mpy 3acToCyBaHHI aMIONUIIHY YaCTOTa BUIAMKIB PO3BUTKY
HaOPsKY JereHb Oyja BUILOIO, He 3BaXKal0UM Ha He3HAYHY Pi3HUIIO Y MOSIBi YU MOTipIIeHH] cepIiieBol
HEeJIOCTAaTHOCTI y MOPiBHAHHI 3 TaKO0 IIPU aCTOCYBaHHi maiebo.

[TamieHTaM i3 3aCTiitHO0 CepleBO0 HEeNOCTATHICTIO 6II0KATOPH KalblliEBUX KaHaliB, BKITIOYAI0UH
aMJIOMMIIIH, CJTif] 32aCTOCOBYBATH 3 00€PeXkKHiCTIO, OCKIJIbKA BOHU MOXKYTb MiJBUIIYBAaTH PUIUK
CepIeBO-CYAMHHUX TI0fii Ta JIeTaIbHOT'0 HACIIIKY.

PekxoMeHmoBaHO 3 00epeXKHICTIO IPHU3HAYATH MIpelapar MalieHTaM i3 ceprieBo0 HeIOCTaTHICTIO Ta
3aXBOPIOBAHHSAMH KOPOHAPHUX apTepili, 0co6/11MBO ¥ MakcuManbHiX 0o3i Excdopxy H -
10 mr/320 mr/

25 Mr, OCKiNIbKY [aHi 00 3aCTOCYBaHHS MpemaparTy Iiil I'PyIi namieHTiB o0MexKeHi.

CTeH03 a0pTaIbHOTO i MITPAIbHOTO KIallaHiB

4K i mpu 3aCcTOCyBaHHI iHIITMX Ba30AUIATATOPIB, 3 0COONMMBOI 06€PEeKHICTIO MPU3HAYAIOTh ITpenapaT
malieHTaM 3i CTEHO30M a0PTAJIbHOTO i MiTPaIbHOTO KJTallaHiB HEBUCOKOT'O CTYIIEHSI.

BariTHiCcTb

JlixyBaHHS aHTaroHictamu perentopis anrioteH3uny 11 (APAII) He cnig no4YnHATH Mif Yac BariTHOCTI.
fdxmo nmpomoBxkeHHs Teparii APAIl € HeoOXigHUM, HallieHTaM, SKi IJIaHYIOTh BaTiTHICTh, HEOOXiTHO
IIepeyTH Ha JIiIKyBaHHS albTePHATUBHUMY aHTUTINEPTEH3UBHUMHU 3acobaMi, SIKi MaloTh
BCTAHOBJIeHUN Ipodinb Oe3neKu A7 3aCTOCYBaHHS BariTHUM. Y pa3i HaCTaHHS BariTHOCTI TiKyBaHHS



APAII noTpi6HO HeraHO MPUIKUHUTH i, IKIO HEOOXigHO, TOYaTH albTEPHATHUBHY Tepalliio.

[lepBUHHMY TiepaabI0CTEPOHI3M

[TarieHTiB 3 NEPBUHHUM TillepajbAOCTEPOHI3MOM He CJIif JIiIKyBaTH aHTArOHiCTOM aHTioTeH3uHy II
BaJICapTaHOM, OCKiJIbKY y HAX He aKTMBOBaHa CUCTEMa PeHiH-aHTi0oTeH3UH. ToMy IIpemnapaT
Excdopx H He pekoMeHOOBaHUM AJIS Li€l TPYIIY Malli€HTIB.

CHCTEeMHU YePBOHUY BOBYAK

[ToBimoMISANIOCH, 110 Tia3UOHI [iypeTHKY, BKIIOUAIOYH TiIpOXI0p0Tia3ny, 3ar0CTPIOI0Th abo
aKTHBYIOTH Iepelir CUCTEeMHOT0 YePBOHOT'0 BOBYAKa.

[HITi mOpYIIIeHHS MeTaboIi3My

Tia3upgHi OlypeTUKY, BKIIIOUAOUYU TiIPOXIOPOTia3ul, MOXKYTh 3MiHIOBATH TOJIEPAHTHICTh [0 IJIFOKO3H 1
IiABUIIYBATU PiBHI X0NE€CTEePUHY, TPUTIIEPUAIB i CEY0BOL KUCIIOTH Y CHPOBATILi KpoBi. Moxe
BUHUKHYTHU HEOOXiHICTb Y KOPUTYBaHHI 003U iHCY/IiHYy a00 nepopasibHUX TinoriikeMiyHuxX 3acobiB
nalieHTaM i3 IyKpoBUM fiiabeToM.

Ockinbru Excdopxk H MiCTUTh rigpox/iopoTia3uf, BiH IPOTUNIOKa3aHUM IIPHA CUCTEMHIN
rinepypukemil. I'ifpoxiopoTia3up Moxe MigBUINYBATH PiBHI CEYOBOI KUCJIOTH B CUPOBATII KPOBi
BHACJIIIOK 3HUKEHHS KJTIiPEHCY CeY0BOI KUCJIOTH Ta MOXKe CIPUYMHSATH 3arOCTPEHHS TinepypukeMil,
a TaKO0XK PaITOBY MOJarpy y YyTIUBUX IAI[iEHTIB.

Tia3upu MOXKyTh IT0C/IabIIiI0BaTH €KCKPELilo KaJIbIfilo 3 ceUel0 i CIPUYMHATY IepiofuiHe Ta He3HaUHe
MiOBUIIIEHHS PiBHS KaJbIlil0 ¥ CUPOBATIIi KPOBi IIPU BilCYTHOCTI BiTOMUX IOPYIIEHb MeTab01i3aMy
Kanbliito. 3acTtocyBaHHs EKcopxky H ciimg mpunmuHUTH, SKIIO i Yac JiKyBaHHS PO3BUBAETHLCS
rinepkansuiemid. [1ig yac niKyBaHHS Tia3ugaMU IIEPiOAUYHO CIil KOHTPOJIIOBATHU PiBEHb KaJblliio B
CHPOBATIIi KPOBi. BupaxeHa rimepkanblieMisa MOXKe CBITUMTH IIPO IPUXOBAHUM TilleprapaTUpPeoOs.
Crnip NpUNMHUTY 3aCTOCYBaHHS Tia3ufiB Mepeq IIPOBeleHHIM TeCTiB 1010 (QYHKIIl mapadTOBUAHO]
3aJ103M1.

®OTOYYTIUBICTEL

[Tpo Bumagxu peakiii GOTOYYTIUBOCTI TOBIAOMIISIIOCH IPX 3aCTOCYBaHHI Tia3WOHUX OiypETUKIB.
Axu10 peakuii poTOYyTINBOCTI BUHUKAIOTL IPOTATOM IpuiioMy npemnapaTy Exkcdopx H,
PEKOMEHI0BAHO IIPUNMHUTH JIiKyBaHHS. AKII0 BiTHOBIEHHS 3aCTOCYBaHHSA AlypeTUKa BBaKa€ThCS
HeoOXigHMM, PEKOMEHIOBAaHO 3aXMINaTH BiIKPHUTI TiMISHKYU Tifla Bif COHSYHUX ITPOMEHIB a00
mTy4roro YOO.

XopioimaabHUM BUIIIT, TOCTPA KOPOTKO30PIiCTh Ta BTOPHMHHA 3aKPUTOKYTOBA [IaYKOMa

3acrocyBanHs ['impoxnopoTia3uny, cynbdoHaminy OyJio acolifioBaHe 3 allepriiiHo0 peaklieio, 110
Ipu3Besia 10 X0PiolfaabHOT0 BUMITY 3 eeKTOM 30pPOBOTO IOJIsl, TOCTPOl TPAH3UTOPHOI Miomil Ta
TOCTPOL 3aKPUTOKYTOBOL I'TayKOMU. CUMITOMY BKJIIOUAIN FOCTPUY TOYATOK 3HUIKEHHS TOCTPOTU
30py abo 6isib B 04ax Ta 3a3BUYal 3'SIBISIIUCS B MePIlli roquHY ab0 MepIi TUKIEHb MiCIIs 0YaTKy
nmikyBaHHS. HenikoBaHa 3aKpHUTOKYTOBa I'TayKOMa MOKe IIPU3BOOUTH 00 He0OOPOTHOI BTpaTH 30py.

B nepmy yepry, HeoOXifHO SKOMOTa IIBUIIE MPUITUHUTY 3aCTOCYBaHHS TiipoxiaopoTia3uny. AKIIo
BHYTPIIIHbOOYHUM TUCK 3a/IMIIAETHCS He KOHTPOJIbOBAHUM, CJIifl PO3T/ISHYTH HEOOXiMHICTh
HeramHoro MeguKaMeHTO3HOro abo xipypriusoro nikyBaHHS. ®akTopamMu PU3UKY PO3BUTKY
3aKPUTOKYTOBOI INTayKOMHU MOXKYTh OyTH aliepriyHi peakilil Ha cynbpoHaMif abo MeHiIuIiH B



aHaMHe3i.
3aranpHi

3 06epexkHiCTIO MPU3HAYAIOTh IPemapar MallieHTaM, y IKUX CIIoCcTepiranacs rinepyyTiuBicTh 10
IHIIMX aHTaroOHICTiB PelenTopiB aHrioTeH3uHy II. BUHUKHEHHS peaklii rinepuyTIAuBOCTI 0
rimpoxmnopoTias3ugy Oinbil KMOBIpHE Y MAIiEHTIB 3 ajieprieio Ta aCTMOIO.

[MarmmieHTH TiTHLOTO BiKV (BiKOM BiZl 65 POKiB

PekoMeHIoBaHO 3 00epeXkKHICTIO, 30KpeMa 4aCTO KOHTPOJIIOIYY apTepiaTbHUM THUCK, TPU3HAYATH
Ipernapar IallieHTaM JIiTHbOTO BiKy, 0co0M1BO MakcuMasbHi o3u Ekchopxy H 10 mr/320 Mr/25 wmr,
OCKiJIbKY [IaHi OO0 3aCTOCYBaHHS IIpenapary NallieHTaM Ifi€l rpynu oOMexXkKeHi.

ITodsitliHa 6.10Kada peHiH-aHz2iomeH3uH-a1b0ocmepoHosoi cucmemu (PAAC)

[cHYIOTb IOKA31 TOTO, IO CYIyTHE 3acTOCyBaHHS iHTi0iTopiB AII®, aHTaroHiCTiB pelenTopiB
aHrioteH3uny Il abo amickipeHy migBUIIYyEe PU3UK TiOTEH3i], MOXKe IPU3BOAUTH HO MifBUILIEHHS
BUIIa[IKiB riNOTeH3il, rinepkaieMil Ta mopyueHb GyHKII HUPOK (BKII0Yal04U TOCTPY HUPKOBY
HEIOOCTaTHICTh).

Y 3B’s13Ky 3 uuM mopBifiHa 61okama PAAC msgxoM CynmyTHROT'O 3aCTOCYBaHHS iHTibiTOpiB AIID,
aHTaroHicTiB peuenTopiB anrioteH3uny II abo anickipeHy He peKOMEHIYEThCS.

fAkio mopBiiHa 6710Kafa noTpibHa, TO ii CITif MPOBOAUTH Tif PeTeIbHUM HATNIIAoM ¢axiBils i mpu
IIOCTiMHOMY KOHTPOJII (PYHKIIii HUPOK, PiBHS €JI€KTPOJIITIB i apTepianbHOT0 TUCKY. CynIyTHE
3acTocyBaHHS iHTi6iTOpiB ATI® i aHTAroOHIiCTIB pPelenTopiB aHTioTeH3UHY II He peKOMEHIYEThCS
maIfieHTaM 3 giabeTUYHOI0 HedpomaTiero.

HemenaHoMHUll pak wKipu

[TinBuIeHNN PU3UK HEMETaHOMHOTO0 paky mKipu (HMPIII) (6a3anbHO-KITiTHHHA KapIHOMa i
TIJIOCKOKJTITMHHA KapIMHOMa) 3i 30ibIlIeHHIM KyMYJISITHUBHOI 03U TiIpOXI0poTia3uay crocTepiraBcs
y IBOX eIifeMionoTiYHuX JOCTiIXKeHHX, 10 6a3y0ThCS Ha JaTChKOMY HalliOHaJIbHOMY PEECTPIi paky.
doroceHcubinizyoya fig rifpox/JI0poTia3uay MoxkKe BUCTYIIaTH IOTEHI[INHUM MeXaHi3MOM PO3BUTKY
HMPII.

[NTanieHTu, sIKi TpUIMalOTh TigPOXJIOPOTia3uf, MOBKUHHI OyTH moiHdopMoBaHi npo pusuk HMPIII.
TakuM mallieHTaM peKOMEeH0BaHO PETYIIPHO MEPEeBipsATH LIKIPy Ha HasBHICTh HOBUX YpaXKeHb i
HeralHo MOBiOMIISATH PO Oyab-gKi mimo3pini 3Minu mKipu. MoxknuBi npoginakTHYHI 3ax0qu 3
MeTOoI0 MiHiMi3alliil pu3UKy PO3BUTKY PaKy WIKipH, TakKi K 00MexKeHHS BIVIMBY COHSYHUX ITPOMEHIB i
ynbTpadioeToOBUX IPOMEHIB, a IIPX BIJIMBI COHSYHOTO CBiTJIa - BAKOPUCTAHHSA afleKBaTHOTO 3aXUCTy.
[Timo3pini ypazkeHHs IIKipy CJIil HEraHO BUBYUTH, BKITIOYAIOYH TiCTOJIOTiYHI HOCITigXKeHHs 6ioTmCii.
3acTocyBaHHS TigpPOXJIOPOTia3uAy TaKoXK Mae OyTH IepersHyTe A nauieHTtis, 3 HMPIII B
aHaMHe3l.

3acmocysaHHs 8 nepiod sazimHocmi abo 200y8aHHs 2py0oto.
BaritHicTb

Amao0uniH



HocmimxeHHs 1010 0e3MmeKy 3aCTOCYBaHHS aMJIOOUITIHY IIifl Yac BariTHOCTI He MTPOBOOUIIUCE. Y
OOCHIAXKEHHAX Ha TBAapUHAaX PENPOAyKTHBHA TOKCAYHICTh CIIOCTepiranacs Npu 3aCTOCYBaHHI BUCOKUX
103. 3aCTOCYBaHHS IIifl Yac BariTHOCTI PEKOMEHI0BaHO, TiMbKY SIKIIO BiICyTHii Oinbin Oe3meuynuit
abTePHATUBHUM JIiIKapPChKUH 3aci0 Ta SKIO 3aXBOPIOBAHHS Hece OiNbIIni PU3HK [JIS BariTHOI Ta
JI07a.

Basacapman

[TpemapaT MPOTUIIOKA3aHO 3aCTOCOBYBATH BariTHUM abo0 XKiHKaM, SIKi IJIaHYIOTh 3aBariTHITH. AKIIO0
i Yac JiKyBaHHS UM JIiKApChKKUM 3aCO00M IiITBEPHAXKYETHCS BaTiTHICTh, OT0 3aCTOCYBaHHS
HeoOXigHO HeTalHO MPUIIMHUTH i, K0 HEOOXiMHO, - 3aMIiHUTH iHIITNM JIiIKApPChKUM 3ac000M,
N03BOJIEHUM [I0 3aCTOCYBaHHSA BariTHUM.

T'idpoxaopomia3ud

IocBim 3acToCyBaHHS TiIpOX/I0POTia3udy B mepion BaritTHOCTi, 0co6muBO B I TpuMecTpi, 0OMeKeHUiH.
Ilanux, OTPUMAaHUX IIifl 9Yac JOCIIiAKEeHb Ha TBapUHAaX, HeJOCTAaTHbO.

ligpoxnopoTia3ua IpoHUKae yepes maneHTy. apMaKoIOriYHUM MeXaHi3M Ail TifpoXI0poTia3umgy
[la€ MOXKJIMBICTb CTBEPAKYBATH, 110 3aCTOCYBaHHS LbOTr0 IIpenaparty B nepiop II ta Il TpumecTpis
BariTHOCTi MOXe MOPYIIyBaTH ¢GeTomaneHTapHy nepdysiio i CIpuiYnHATH BUHUKHEHHS (peTanbHUX
Ta HEOHATAJIbHUX Peakllii, TaKuX SK JKOBTSHUISA, TIOPYIIEHHS eJIeKTPOJIiTHOT0 OanaHcy i
TPOMOOIUTOIIEHis, @ TAKOXK MOXKe aCOIi0BATUCS 3 iHIIUMY MOOIYHUMHU PEaKIisIMHU, 110
CIIOCTEPIrarThCS Y AOPOCIUX.

Amao0unin/eancapmat/2iopox.aopomia3ud

Hewmae mocsingy 3actocyBanHs npenapaTy Excdopxk H BaritHuM xinkam. HasBHI faHi CTOCOBHO
KOMIIOHEHTIB IIpenapaTy JaloTh MOXKJIMBICTh CTBEPAXKYBATH, 110 3acTocyBaHHS Ekchopxky H
IIPOTUIIOKA3aHOo.

[lepion rogyBaHHS TPYOIIO

AMJIOOUIIiH BUBOIUTHCS ¥ TPYIHE MOJIOKO. HYaCcTKa MaTepPUHCHKOI 03K, OTPUMAHOI HEMOBJISIM,
OLIiHIOBa/iacs 3 MeXXKBApPTUIbHUM fiana3oHoM 3-7%, MakcuManbHO 15%. Brnus amnoguminy Ha
HEeMOBJIT HeBigoMui. [HpopManis mono 3acTocyBaHHHS BajicapTaHy Iif Yac TOAyBaHHS TPYALI0
BigcyTHA. [iApoxyI0poTia3us BUABISIETHCSA Y TPYLHOMY MOJIOLI Y HEBEJIUKUX KiNTbKOCTSX. Tia3umu y
BUCOKUX 03aX, 110 BUKJIUKAIOTh CUJIbHUY [iype3, MOXKYTh MTePelIKOAXKaTH BUPOOJIEHHIO TPYOHOT0
MOJIOKA.

3actocyBanHsa Exchopxky H nmpoTunokasaHo IpOTATOM MEPiOAy rogyBaHHSA I'PYOAIO0.

QepTUIBLHICTE

KriniuHMX gocnifkeHs, OB A3aHuX i3 3acTocyBaHHAM Exchopxky H, mongo ¢pepTunbHOCTI HEMae.

BasacapmaH

BchapTaH HEe MaB ZKOIOHOT'O HIKiJZ[JII/IBOI"O BIIJINBY Ha PEIIPOOYKTUBHY (bYHKLIlIO CaMI.IiB abo caMok



IIypiB Mpu mepopanbHux go3ax mo 200 mr/kr/mo0y. LIs mo3a B 6 pa3iB mepeBuIlye MaKCUMalbHY
PEKOMEHIOBaHY [03y [JIs JIOAKMHHM, PO3PaxoBaHy B MI/M’ (PO3paxyHKH mepentadarTh IepopanbHy
mo3y 320 mr/mo0y [ms maiieHTa 3 Macoro Tina 60 kr).

AMa00uniH

V mesikvx MaIli€HTIB, SKi oTpuMyBanu 6JI0KAaTOPU KasblliEBUX KaHaliB, OyIu 3apeecTpoBaHi 000pOTHi
OioximMiuHi 3MiHM TOJIOBOK CIiepMaTo30imiB. KiiHiuHi maHi € HemocTaTHIME IIOI0 TOTEHIIHHOTO
BIIJIUBY aMJIOJHUIIIHY Ha epTUIbHICTE. B omHOMY [OCHiKeHH] Ha 1ypax Oy10 BUSIBIIEHO
HECIIPUSTIIMBI BIJINBY Ha YOJIOBiYy (PEPTUIIBHICTS.

30amuicmb enaueamu Ha weudKicmov peakuii npu KepyeaHHi asmompaxHcnopmom adoo
iHwumMu mexaHizmamu.

Y natieHTiB, 110 3acTocoByI0Th EKCcopxk H, MoXKe BUHMKATH 3allaMOPOYeHHS UM BimuyTTs clI1aOKOCTi
IIiCJIs IPUMOMY IIpernapaTy, TOMY BOHU IIOBHHHI BpaXxOBYBaTH Iie IIifl 4aC KepyBaHHSA
aBTOTPAHCIIOPTOM Ta poOOTH 3 MOTEHIIIMHO HEOE3MEeYHUMHU MeXaHi3MaMu.

AwmmopumiH Moxe cnabko abo MoMipHO BIIMBATH Ha 3[aTHICTh KEPyBaTH aBTOTPAHCIOPTOM abo
[IpaloBaTH 3 IHIIMMHU MeXaHi3MaMu. fKIo MalieHTy i Yac 3aCTOCYBaHHS aMJIOQUITIHY BifYyBalOTh
3armaMOpPOYEeHHS, TOJIOBHUM 0iTb, BTOMY a00 HYIOTY, iXHS Peakilis MOXe MOPYIITyBaTUCS.

Cnoci6 3acmocyeaHHsi ma 0o3u.

Cmocib 3dCTOCYBAHHA

Excdopxk H MoKHa 3aCTOCOBYBATH He3aleKHO Bif mpuiiomy ixi. TabmeTKH CIIif KOBTATH LiTUMH,
3amuBalOYy BOIOI0, B OJIMH i TOM ke 4ac moOu, 6axkaHO BPAHII.

Lo3yBaHHA
PexomeHpoBaHa fio3a npenapaty Excdopxk H - 1 TabrneTka Ha go0y, OakaHO BpaHII.

[Tepeqn mepexooM Ha 3acTOCyBaHHs mpemnapaTy Exkchopxk H ctaH marieHTa moBuHeH 6yTU
KOHTPOJbOBAaHUM HE3MIiHHMMH [I03aMH MOHOIIPEIapariB, SKi IpUUMaloTh OMHOYACHO. J10o3a
Excdopxy H nmoBuHHa 3ayiexkaTH Bifi 103 OKPEMUX KOMIIOHEHTIB KoMOiHallii, 1110 3aCTOCOBYIOThCS Ha
MOMEHT 3MiHHU IIpenapary.

MakcumarnbHa peKoMeHioBaHa fo3a npemnapaty Exkchopx H - 10 mr/320 Mr/25 wmr.
OxpeMi Irpyu nauieHTiB
ITopyweHHA pYHKUII HUPOK

OCKinbKY [0 CKJIafy IIpenapaTy BXOOUTH TimpoxaopoTia3uf, npemnapaT Excopxk H nporunokalanuii
nalnieHTaM 3 aHyPI€l0 Ta TSIXKKUMU NOPYUIeHHSIMY (YHKII1 HUPOK (IIBAOKICTH KJTyOOYKOBOI (PinbTpariil
(IIK®) <30 mi/x8/1,73 m?).

HeMmae HeoOXiqHOCTI y KOPUTYBaHHI J03H MalliEHTaM 3 MOPYIIEHHIMHU GYHKIII HUPOK Bif IETKOTO [0



IIOMipPHOT'O CTYIIE€HS TSIKKOCTI.
ITopyweHHA pYyHKYiI neviHKu

OckinpKY [0 CKJIafy IpenapaTy BXOOUTH BajicapTaH, npenapat Ekcdopx H npoTunokasanuii
nalieHTaM 3 TAKKUMU [OPYIIeHHAMY (QYHKIN] nevinky. [alieHTaM 3 IOpyIeHHAME QyHKIiI Ie4iHKN
Bif] JIETKOTO [0 IIOMIPHOTO CTYIIeHs TSKKOCTI, IIJ0 He CYIPOBOAXKYIOTHCSA X0JIeCTa30M, MaKCUMasbHa
pPeKOMeH0BaHa [103a BajicapTaHy cTaHoBUTH 80 Mr, i Tomy Excdopxk H He nmokasanuui oy Liei rpynu
naifieHTiB. [lalieHTaM 3 IOpPYyIIeHHSAMEU QYHKIIil IeYiHKY Bif TIETKOTO OO IIOMIpPHOTO CTYIIEHS
TSKKOCTiI peKOMeHfallil o0 J03yBaHHS aMJIONUIIIHY He BCTaHOBINEHI. [Ipu nepeBeieHHI MAIli€HTIB 3
rinepToHiYHOI0 XBOP00OI0 3 MOpyILIeHHAM QyHKIIiI neuyinku Ha Exkchopx H nmoTpidHO
BUKOPUCTOBYBATU HAaHUXKYY NOCTYIIHY AO3Y aMJIOOUIIIHY.

Cepuesa HedocmamHicmb ma 3ax80PHBAHHA KOPOHAPHUX apmepilu

Hocgin 3acTocyBanHs npemnapaTty Ekchopxk H, 0cob6m1uBo y MaKCUMaIbHUX [[03aX, MallieHTaM i3
CeplieBOI0 HeIOCTATHICTIO Ta 3aXBOPIOBaHHIMHU KOPOHAPHUX apTepiii 00MexkeHU. PeKOMEHI0BaHO 3
00epexkKHiCTI0 3aCTOCOBYBATH IIpenaparT MallieHTaM i3 ceplieBoi0 HeJOCTATHICTIO Ta 3aXBOPIOBaHHAMU
KOPOHApPHUX apTepii, 0cobauBo MakcuManbHy 703y Exkcdopxky H 10 mr/320 mr/25 mr.

ITauieHmu aimHb020 BiKY (8ikoM 8i0 65 pokiae)

PexomeH0BaHO 3 00€peXKHICTIO, 30KpeMa 4acTO KOHTPOJIIOI0UY apTepialbHUM TUCK, TPU3HAaYaTH
Ipemnapar alieHTaM JIiTHbOTO BiKy, 0c001MBO MakcuMainbHy o3y Exchopxy H 10 mr/320 mr/25 mr,
OCKIiIbKY [aHi 11070 3aCTOCYBaHHS IIpemnaparTy i rpymi namieHTiB oOMexeHi. [Ipu nepeBenesHi
nalieHTiB MiTHHOTO BiKy Ha Ekcdopxk H notpibHO BUKOPUCTOBYBaTH HaWHUKYY OOCTYIHY 03y
aMJIOAUIIIHY.

ITediampuyHa nonyaauyia

Hewmae BigmoBigHUX JaHuUX Ipo 3acTocyBaHHS Exkchopxy H marientaMm nemiaTpuyHOI NOMyIALil
(mamienTiB BikoM 110 18 poKiB) 3a IMOKa3aHHSIM apTepiajibHa rinepTeH3is.

Himu.

Beamneka Ta e(eKTHUBHICTh 3aCTOCYBaHHS [iTIM HEe BCTAHOBJIEHA, TOMY IIpenapaT He
3aCTOCOBYIOTH IAIliEHTaM IIi€l BiKOBOI I'PYIIH.

Ilepedo3yeanns.
CumnTomu

HeMmae mauux npo nepeno3yBaHHs npemnapaTty Exkchopx H. OCHOBHUY CUMIITOM IePefo3yBaHHS -
MOXKJIVBa BUpaXeHa apTepiajbHa TinoTeH3id i3 3araMopodeHHaM. [lepeno3yBaHHs aMJIOQUITIHY
MOXKe NIPU3BOAUTH [0 BUpaXkKeHOl Ba3oauiaTalil nepudpepuiyHnXx CyquH i, MOXKINBO, pe(pIeKTOPHOI
Taxikapmil. [ToBimoMIIsiniocs Mpo BUpaXKeHy i MOTEHLIWHY IPOJIOHTOBaHy CHCTEMHY TillOTEH3i10,
BKJIIOYAlOYH LIOK 3 JIETAJIbHUM HaCJIigKOM.

JIiKyBaHHSA



Amao0uniH/eancapmat/2iopoxaopomia3ud

Kniniyno BUpakeHa apTepiasibHa TiloTeH3is Npy epeno3yBaHHi npenapaTy Excdopxk H nmotpebye
aKTHBHOI IiATPUMKHU CEPIEBO-CYANHHOI CHCTEMH, BK/TI0UAI0YX YaCTUU MOHITOPUHT QYHKIIL cepid i
IUXaTbHOI CUCTEMH, YTPUMaHHS HUXKHIX KiHIIBOK Y IPUIIIHATOMY II0JI0KEHHI, KOHTPOJIb 00’ €My
IIUPKYJII0I0401 KPOBi Ta fiype3y. CyauHO3BYKYyBaJlbHi IpernapaTi MOXKYTb OyTH JOPeYHUMHU [J1s1
BiHOBIIEHHSI TOHYCY Cy[AWH 1 apTepiaTbHOT0 TUCKY 3a YMOBH, 110 HEMAa€E IPOTUIIOKA3aHb AT 1X
3aCTOCYBaHHS. BHYTDIITHbOBEHHE BBEIEHHS KaJIbIlil0 III0KOHATY MOXe OyTH e(eKTUBHUM IS
peBepcii edekTiB O710KamK KaabllieBUX KaHAJIiB.

Amao0uniH

Ao micng mpuiioMy IpenapaTy MUHYJIO HebaraTo 4acy, CJIif pO3TISHYTH MUTAaHHS PO iHTYKIIiI0
6moBaHHS a00 IPOMUBAHHS LINYHKA. [Ipy IpH3HaYeHHI aKTUBOBAHOTO BYTiJIIS 3[[0POBUM
noOpOBONBLSAM Bigpa3y abo yepe3 2 TOOUHMU IiC/IS IPAUOMY aMJIOOUIIiHy abcopOLis aMIOoUIIiHy
BUApaXKEHO 3HUXKYBAJIach.

Marnoy¥MoBIpHO, 110 aMJIOAUIIIH BUBOAUTHCS MPU reMOofiamiai.
Basacapman

MarnorMoBIipHO, 110 BaJcapTaH BUBOOUTHCS IIPU TeMofiaTi3i.
T'idpoxaopomia3ud

[Tepeno3yBaHHS TiAPOX/IOPOTia3uAOM CYIIPOBOAXKYETHCS Oe(illuTOM eIeKTPOMIITIB (TimoKamieMieo,
TimoXJI0peMi€ro) i rimoBonIeMi€l0 BHACTiAOK HagMipHOTo fiype3dy. HalluacTimumuy CUMITOMaMu
nepeno3yBaHHS € HyJOTa i COHNUBICT. ['inmokanieMiss MoXke IPU3BOOUTH [0 Clla3MiB M’g3iB Ta/abo
3aroCTPEeHHS apUTMii, TOB’sI3aH01 3 OITHOYACHUM 3aCTOCYBAHHSIM TJIiKO3UMIIB HAallePCTIHKY abo
NesdKUX aHTUAPUTMIYHUX JIIKapChKUX IIpelaparis.

PiBeHn, 00 SIKOT0 TiAPOXIOPOTia3ua BUBOAUTHCSA IIPU IIPOBEAEHH] reMofiani3y, He BCTaHOBIIEHU.

ITobiuni peakuii.

[Tpodins 6e3meru 3actocyBanHs Exkchopxky H, mpencraBneHuit Huxk4Ye, 6a3yeThCS Ha KITiHIYHUX
IOCTiMXKEHHSIX TIpenapaTy Ta BitoMmoMy mpodinio 6e3meku OKPeMUX HOro KOMIIOHEHTIB: aMJIOAUIIIHY,
BajIcapTaHy Ta IiApoXJI0poTia3upy.

Pesiome mpodinio 6e3neku

Beamneka 3actocyBanHsg Excdopxky H omiHioBanach 3a MaKCuMaibHOI0 103010 10 Mr/ 320 Mr / 25 Mr B
KOHTPOJIbOBAaHOMY KOPOTKOCTPOKOBOMY (8 TMKHIB) KITIHIYHOMY OOCTiIXKEeHHi 3a y4acTio 2271
nanieHTa, 582 3 AKUX OTPUMAaJIU BajiCapTaH y IOENHAHHI 3 aMJIOOUIIIHOM Ta TiAPOXJIOPOTia3umoM.
[To6iyHi peakiiii, Ik mpaBuo, OyIu NTETKUMU Ta MUHYIIUMHY i JuIlle PigKo BUMaraayd MpUITUHEHHS
Teparil. Y 11boMy aKTHBHOMY KOHTPOJIbOBAHOMY KJIiHIYHOMY HOCTigKeHHI HalOinbIll MOMKYpeHNMHI
IpUYMHaMU IPUNMHEeHHS Teparii i3 3acTocyBaHHsAM Exchopxky H Oynu 3amaMopodeHHs Ta
rinmotensisa (0,7%).

Y 8-TuXKHEeBOMY KOHTPO/ILOBAHOMY KITIHIYHOMY AOCTIiA?KEHHI He CIIOCTepiranu KOOHUX CYTTEBUX
HOBUX a00 HeouiKyBaHUX MOOIUHUX e(DEeKTiB IPU 3aCTOCYBaHHI MOTPifHOI Teparil y MOPiBHSAHHI 3



BimoMuMu eeKTaMu MOHOTepallii abo MOoABiMHOI Tepallii KOMIIOHeHTaMU IIpenapary.

Y 8-TuKHeBOMY KOHTPOJIbOBAHOMY KJTIHIYHOMY JOCIif?KeHHi 3MiHK 1Tab00paTOPHUX MTOKA3HUKIB, 110
crocTepiranucs mpu 3actocyBanHi Ekchopxky H, Oynu He3HaYHUMU i BignoBifanu
dbapMakoIoTiyHOMYy MeXaHi3aMy Ail MOHOTepalneBTUYHUX 3ac006iB. HasgBHICTh BajicapTaHy B MOTPiNHiN
kKoMOiHa1ii mocnabioe rimokamiemMiyHu epekT TimpoxI0poTia3umdy.

[To6iuni peakuii, momani y Tabmuil 2 3a Kitacamu cucteM opradiB (MedDRA) Ta 4acToToI0,
npepcTaBneHi ctocoBHO Ekcdopxy H (amnogumnin/BancapTaH/rigpoxiaopoTia3un) i OKpeMo CTOCOBHO
aMJIO[UIIIHY, BaJiCapTaHy i riipoxyiopoTia3upny.

Hyxe yacTto: =1/10; yacto: Big =1/100 go <1/10; HeuyacTo: Big =1/1 000 mo <1/100; pigxo: Bifg
=>1/10 000 mo <1/1 000; myxe pigko: <1/10 000; HeBigOMO (HEMOXKJIMBO BU3HAUMUTHU 3a HasIBHUMHU

OAHUMH).

03HaK fiabety

Tabuilg 2
Knacu cucteM [Tobiuni peaxiii HacToTta
opraHis (MedDRA) Exchopx H{AMnopunia [Bancaprar [[impoxmopo-
Tia3um

[0OposiKicCHI, HemenanoMHUI pak mKipu |- -- -- Hesigomo

3JI05IKICHI Ta (6a3aIbHOKJIIITUHHA

HEeyTOYHeH] KapLuHOMa i

HOBOYTBOPEHHS [JIOCKOKJIITHHHA

(BK/II0YAIOUM KiCTH  [KapIimHOMa)

Ta IIOJIIIIN)

3 6OKy cucteMu ATpaHyJIoLUTO3, -- -- -- [lyke pigko

KPOBIi Ta HEeIOCTaTHICTh KiCTKOBOTO

mimMdaTuyHOl MO3KY

CHCTeMHU SHUKEHHS PiBHIB -- -- Hesigomo |-
reMorno6iHy i reMaTOKpUTY
['eMoJTiTHYHA aHEeMis -~ -~ -~ [lyxe pigko
JlefiKoIIeHis -~ [lyxe pigko |- [lyxe pioko
HeliTpomneHis -~ -~ HeBimoMo |-
[TpoMOOITUTONEHIs, iHOOi 3 |- [lyxe pigko [Hesigomo [|Pigko
[IypIypolo
ATIJTacTUYHA aHEMid -~ -~ -~ HeBigoMo

3 00Ky iMyHHOI [inepuyTnuBicTh -- [lyxe pigko [Hesigomo |HyxKe pigko

CHCTEMH

3 00Ky MeTabomni3amy |AHOpPeKCis Hewacto |- -- --

Ta XKUBJIIEHHA [inmepKanbliliemis Heuacto |- -- Pigko
[imeprmikeMis -- [lyxe pigko |- Pigko
[nepnimigemis Heuacto |- -- --
linepypukemis Heuacto |- -- HacTo
[inepxI0peMiyHuy ankKamnos |- -- -- [lyxe pigko
[imokamiemis YacTto -- -- [lyxKe 4acTo
['imoMarHiemis -- -- -- HacTo
[inmoHaTpieMis Heuacto |- -- HacTo
[ToripmenHs MeTabomiyHUX |- -~ -- Pigko




3 00Ky IICUXiKU [lenpecis -- HeuacTo -- Pinko
be3conHs / mopyiieHHs cHy |[Hewacto  |Hewacto -- Pinko
3MiHM HaCTpPOIO -- HeuacTo --

SHiSIKOBiIICTE -- Pigko -- --

3 00Ky HEPBOBOI [Topymenns koopauHanii  |Hewacto |- -- --

CACTEMHU 3amaMopOYeHHS YacTo YacTto -~ Pinko
3amaMoOpOYeHHS Hegacto |- -- --
MMOCTypaJsbHe,
3aIIlaMOPOYEHHS IPHU
HapyXKeHHI
Ilncrepais Hewacto [|HeuacTo -- --
ExcTpanipaMigHuii CHHOPOM|-- Hegigomo |- --
[oj10BHUH OiJTb JacTo JacTo -- Pigxo
['inepToHis -- [lyxe pigko |- --
JleTapris Hewacto |- -- --
[TapecTesia Heuacto |Heuacto -- Pinko
[Tepudepuyna Heiipomnarisg, [Hewacto |dyxe pigko |- --
Helponaris
COHNIUBICTB Heugacto [HacTto -- --
CuHKOIE Heugacto |Heuacto -- --
[Tpemop -- HeuacTto -- --
[inoecresis -- HeugacTo -- --

3 60Ky oprauiB 30py |[[lopylIeHHS 30py Heuacto |Heuacto -- Pigko
Posnagu 30py -- HeuacTo -- --
['ocTpa 3aKpUTO-KyTOBa -- -- -- Hesigomo
raykoma
XopioinanbHUN BUIIT -~ -~ -- HeBizoMo

3 00Ky opraniB ciayxy|[]3BiH y Byxax -- Heuacto -- --

Ta 1a0ipuHTy Bepturo Heuacto |- Hevacto |-

3 00Ky cepist [TanboiTalris -~ YacTto -- --
Taxikapmis HeuacTo -~ -- --
ApUTMis (BKITIOYAIOUH -~ [lyxe pigko |- Pinko
OpapuKappiio, IITyHOYKOBY
Taxikapmito, GibpumnsiIriio
rmepencepnb)

[HpapKT MioKapga -- [lyxe pigko |- --

3 60Ky CyouHHOI [Ipunnusu Kposi -- acTto -- --

CACTEMHU ApTepiasibHa rinoTeH3is Hacto HeuyacTto -- --
OprocTaTuyHa rimotensias |Hewacto |- -- HacTo
drebit, TpoM60GIEdiT Heuacto |- -- --
Backymit -- [lyxe pigko [Hesigomo |-

3 6oKy Kaiuens Heuacto |Oyxe pigko |[Heuacto

[PecmipaTopHOro TucnHOe Heuacto |Hewacto - -

TPaKTy, OPFaHiB PecnipaTopHuii gucrtpec, |- -- -- [lyxke pigko

CEPENIOCTIHHA Ta HaOpsK JIeTeHb, THeBMOHIT

[DYRHOL KJIITKH PuHIT -- HegacTto -- --
[logpa3HeHHS ropia Heugacto |- -- --




3 00Ky TPaBHOTO AOmOMiHaIPHUN Heuacto [HacTo HeuacTo Pinko
TPakKTy nuckoMdopT, 6iNib y BepxHin
JaCTWHI KHUBOTA
HenpueMHUM 3anax npu Heuacto |- -- --
muxaHHi
3MiHa yactotu gedexarili |- HeugacTto -- --
3amop -- -- - Pinko
SHUKEHHS alleTUTy -- -- -- Jacto
[liapes Hewacto |Hewacto -- Pigko
CyXICTb y POTi Heuyacto |Heuacto -- --
[ucnencis YacTo HeugacTo -- --
'acTput -- [lyxe pigko |- --
[inepmnasis siceH -- [lyxe pigko |- --
Hypora Heuacto [HacTto -- Hacto
[TaHKpeaTuT -- [lyxe pigko |- [lyxe pigKo
broBaHHSA Heuwacto |Heuacto -- Hacto
3 Ooky meuinku Ta  |[ligBuUIleHHS PiBHS -- [lyxe pigko*|Hesigomo |-
PKOBYOBHUBIN-HUX (hepMeHTIB MTEYiHKY,
[1I5XiB BKJII0Yal04y MiJBUILIEHHS
piBHA Ginmipy0iHy y
CHPOBATI] KPOBI
ematut -- [lyxe pigko |- --
BHYTPIITHBONIEYiHKOBU I -- [lyxe pigko |- Pinko
X0JIeCTas, XKOBTIHULS
3 6oKy WIKipu Ta Anonenis -- Heuacto -- --
MiIIKiPHOL AHTiOHEBPOTHYHHUM HAOPSK |- Ilyxe pigko [Hesimomo |-
KITITKOBUHHU Bynb03HUM JepMaTUT -- -- Hegigomo |-
[[IkipHi peakirii, moxi6Hi -- -- -- [yxke pigko
UEepPBOHOMY BOBYaKY,
peaKTHBallig MIKipHOI
(hbopMu 4epBOHOI'0 BOBYAKA
MyneTHdopMHa eputemMa |- [lyxe pigko |- Hesigomo
Ex3aHTeMa -- HeugacTo -- --
[ineprigpo3s Heuacto |Heuacto -- --
Peakilil HOTOYyTIUBOCTI -- [lyxe pigko |- Pinko
CBepbix Heuacto |Heuacto Hesigomo |-
[Typrypa -- HeygacTo -- Pigko
Bucunazus -- Heuacto Hesigomo [JacTto
3MiHa KOJIbOPY WIKipU -- Heuacto -- --
Kponus'sHKa -- [lyxe pigko |- HacTo
HexpoTusywuunii BaCKymiT i |- Hesigomo -- [lyKe pioko
TOKCUYHUMU elliflepMabHII
HEKPOITi3
ExcdomiaTuBHUN JepMaTUT |- [lyxe pigko |- --
CuHOpOM -~ [lyxe pigko |- --
CrtiBeHca-[IKOHCOHA
Habpsk KBinke -- [lyxe pigko |- --




3 00Ky CKeJIeTHO- ApTpanrisa -- HeuacTo -- --
M’s130BO1 cucTeMu i [Binp y ciuHi Heuacto |Heuacto -- --
CIIONy4HOI TKAHUHY [OryxanHs CyrnoGis Heuyacto |- -- --
Cria3Mu M's13iB HeuacTo HeuacTo -~ HesimoMmo
M’s130Ba Cr1abKicTh Hewacto |- -- --
Mianris Heuacto |Heuyacto Hesigomo |-
binb y KiHIlIBKax Heuacto |- -- --
HaOpsK IMKOJIOTKI -- JacTo -- --
3 00Ky HUPOK i [TigBUIIEHHS PiBHSA Heuacto |- Hesigomo |-
CEYOBHUIINTBHOL KpeaTHUHIHY y CHpOBaTII
CHCTEMU KDOBI
[TopylIeHHS HeuyacTto
Ce4OBUNYCKAHHS
HikTypis -- HeugacTo -- --
[Tonakiypis Hacto HeugacTo -- --
HupkoBa gucOyHKIIis -- -- -- HesimoMo
["'ocTpa HUPKOBa Hewacto |- -- Hesigomo
HEIOCTaTHICTh
HupkoBa HEJOCTATHICTh 1 |- -- Hesigomo |Pigko
mopyiieHHs QYHKIl HUPOK
3 00Ky pemnpo- [MIoTeH1Iis Heuacto |Heuacto -- HacTto
AYKTHBHOL CHCTOMI 1 [iHeKoMacTis -- HeugacTo - --
MOJIOUHMX 3aJI03
3aranbHi nopymenHsa|A6azisg, mopyimeHnHs xoou  [Hedacto |- -- --
Ta peakuil B Micli  [Acrenis Heuacto [Heuacto - HeBimoMo
3aCTOCYyBaHH uckomdopT, He3nyKaHHg |[Heuacto |Hewacto -- --
CnabKicThb HacTto JacTto Heuacto |-
HexkappianbHuit 6inb y Hewacto |HewacTto -- --
TPYOHIM KITTI
Habpsiku HacTo JacTo -- --
[IponnacHULA -- -- -- HegBigomo
binb -- HeuacTo -- --
O6CcTeXeHHs [TigBuIleHHS PiBHA HimigiB -- [y>Ke 9acTo
[linsuienns piBHg a3ory |Hewacto |- -- --
CEeYOBUHU
[ligBuieHHs piBHA ce4oBol |Hewacto |- -- --
KHCJIOTH Y KPOBI
[JIF0KO3ypist Pigko
SHUXKEHHA piBHA Kanitoy  [Hewacto |- -- --
KPOBi
[ligBuIlleHHd PiBHA KaJlilo y |- -- Hesigomo |-
KPOBi
30iNbIIeHHST MAcH Tina Hewacto [|Hewacto - --
3MeHIIeHHS MacH Tila -- HeugacTo - --

*BinplI 0B 93aHO 3 X0JIECTA30M.

HeMenmaHOMHUM pakK IIKipKU: Ha OCHOBI HAsIBHUX JaHUX €IiIeMiONOTiYHUX JOCTiAXKEHb
CIIOCTEPIraeThCsa KyMYJIAITUBHA 3aJI€KHICTh «003a-BiATIOBIIb» MiXK 3aCTOCYBaHHAM
rigpoxsopoTia3uny i po3sutkoM HMPIII.




Tepmin npudamHocmi. 2 POKW.

YMmoBH 30epiranHs.
36epiratu nmpu Temnepartypi He Buiie 30 °C B 3aXUIIEHOMY Bifl BOJIOTH MiCIIi.

30epiraTy B HEOOCTYITHOMY OJIsI MiTeH MiCIIi.

YnakoBka.

[To 14 Tabnetok y GiicTepi; mo 1 abo 2 6icTepu B KapTOHHI# KOPOOIIi.

Kareropis Bigmycky.

3a penenToM.

BupoOHHUKH.
1. HogBapric ®apma IlIteitn Al'/Novartis Pharma Stein AG.

2. Hosgapric ®apmaceiotuka C. A., Icmaniss/Novartis Farmaceutica S.A., Spain.

Micne3HaxomKeHHsI BHPOOHHKIB Ta aJipecH Miclib MPOBaIKEeHHS IXHbOI Tisl/TbHOCTI.
1. ITaddxaycepmrpacce, 4332 Illteiin, [lIBeiapis/

Schaffhauserstrasse, 4332 Stein, Switzerland
2. Poupa me Canta Mapis 158, 08210 Bap6epa mens Bannec, Bapcenona, Icmawis/

Ronda de Santa Maria 158, 08210 Barbera del Valles, Barcelona, Spain.



