Ckian

diroua pe4osuHa: po3yBaCTaTHH;

1 TabreTka BKpHUTa MJIiIBKOBOIO O00JIOHKOIO, MiCTUTh po3yBacTaTuHy 10 MT y BUTIIAOL
10,42 Mr po3yBacTaTUHY KaJlblIlilo;

O0ONOMIJICHI pe4yoBUHU: LEJII0JI03a MIKpPOKPHCTallidYHa, KPOCIOBiIOH, KalbIlil0
rimpodocdat gurigpat, TaKTO3M MOHOTIApaT, MarHilo cTeapar;

000JI0OHKA:

tabneTku 1mo 10 Mr: rimpomeno3a, Tutany giokcup (E 171), makTo3u MOHOTigpar,
Mmakporon 3350, TpuaneTus, KapMmila (E 120).

JIikapcbKa ¢popMma

TabneTkKu, BKPUTI IJIIBKOBOIO 000IOHKOIO.
OCHOBHI (pi3uKo-XiMIiuHI 821aCMUBOCMI:

TabreTku 1mo 10 Mr: poxkeBi, KpyTJi, AiaMeTpoM 7 MM, ABOOMYKJIi TabIeTKU, BKPUTI
TIJIIBKOBOIO 000JIOHKOIO, 3 TUCHEHHSIM «ST 2» 3 0mHOTO OOKY.

@apMaKOTepaneBanHa rpyiia

lnomimimemiuni 3acobu. Iuriditopu 'MI" KoA-penykTasmu.

Kog ATX C10A AO07.
dapMaKoguHaMiKa

MexaHism 0ii

PosyBacTaTuH — 1ie CeJIEKTUBHUM Ta KOHKypeHTHU# iuriditop 'MI-KoA-penyKkTasy,
bepMeHTy, 1110 BU3HAYAE IMIBUOKICTh Peakliil Ta IepeTBOPIoE 3-TigpoKcu-3-
METUITIyTapuiI KopepMeHT A Ha MeBaJlIOHAT, II0NepegHUK XomecTepuHy. OCHOBHUM
MicLieM [il po3yBaCTaTUHY € IIe4YiHKa, OpraH-MillleHb [Ji 3MeHIIeHHS PiBHIB
XOJIECTEPUHY.

PosyBacTaTuH 306inbimye KinbKicTh penentopis JITTHII] Ha moBepxXHi KIiTUH NEYiHKH,
TTOCUJTIOIOYM 3aXOoMmieHHs Ta KaTabonidm JITTHII, Ta nmpurxidyye rnme4iHKOBUM CUHTE3
JITIOHIII, TakuM YMHOM 3MEHIIYIOYU 3arajibHy KUIBKICTE YacTuHOK JITIITHII Ta
JITTHIII.



®apmakoOuHamiuHa 0is

PozapT 3HMXKYy€ nigBullileEuM piBeHb xonectepuny JIITHII, 3araibHOro X0jIeCTEPUHY
Ta TPUTJIilepuaiB i ninsuinye piBHi xonectepuny JITIBII. Bin TakoX 3MeHIIye pPiBHI
anoB, XC-ueJITIBII, XC-JITIOHIL, TT-JITIIHII Ta migBuiiye piBeHb amoA-I (Tabmuiisg
1). Po3apT Takoxk 3MeHIye cruiBBigHomenHsa XC-JITTHII/XC-JITIBIL, 3araipHOTr0
XC/XC-JITIBIII, XC-ueJITIBIII/XC-JITIBII] Ta anmoB/amoA-I.

Tabmuisa 1
Bigmosinps Ha mo3y y MallieHTIB i3 HepBUHHOIO rinepxojiectepuHeMiero tuly Ila ta IlIb

(BimKopuroBaHa CepenHs BilCOTKOBA 3MiHa IIOPIBHSIHO 3 II0OYATKOBUM PiBHEM)

XC- 3aranpHui | XC- XC-

HHo3a N T anoB| amoA-
JITTHIII| XC JITIBIII HeJITIBIII [

[Tnamebo|13 |-7 -5 3 -3 -7 -3 0

5 17 |-45 -33 13 -35/-44 -38 |4

10 17 |-52 -36 14 -10/-48 -42 |4

20 17| -55 -40 8 -23|-51 -46 |5

40 18 -63 -46 10 -28/-60 -54 |0

TepaneBTuuHUMN €PEeKT HOCIATAETHCS IMIPOTATOM 1 THUIKHSA HiCIA IOYaTKy 3aCTOCYyBaHHS
npenaparty, 90 % MakcuManabHOTO e(PeKTy - yepe3 2 TUXKHi. MakcuManbHUN e(PeKT
3a3BUYal OOCATAETHCS Yepe3 4 TUXKHI Ta TpUBa€E Hagalli.

dapMaKOKiHeTHKa

BcmoxkmysaHH A

MaxkcuMaJsibHa KOHIIeHTpallisi po3yBacTaTUHY V IIJIa3Mi KPOBi OCATAETHCS IPUOIIU3HO
yepe3 5 TOOUWH ITiC/Is TepopalbHOr0 3aCTOCYBaHHS. AGCOMIOTHA 0i0OOOCTYITHICTh
CTaHOBUTH Npubnu3xo 20 %.

Po3noodina



Po3yBacTaTuH 3HaYHUM YHMHOM 3aXOIJIIOETHCS IIEYiHKOIO, IKa € OCHOBHUM MiCIIEM
CUHTEe3y xoJjiecTepuHy Ta Kiipency XC-JITTHIII. O6’em po3nofiny po3yBacTaTUHY
cTaHOBUTH MpubMu3Ho 134 1. bnu3bko 90 % po3yBacTaTUHY 3B’SI3YETHCS 3 OiKaMu
IJIa3MM KPOBi, TepeBaxHO 3 aIbOyMiHOM.

Memaboaizm

Po3yBacTaTuH 3a3Ha€ He3HAYHOT0 MeTabomiamy (mpubnusso 10 %). [MochimxeHHs
MeTaboIi3My in vitro i3 BUKOpHUCTaHHSAM TellaTOLUTIB JIIOAUHU CBi4YaTh, IO
pO3yBacTaTUH € cjlabKuM cyOcTpaToM st MeTaboIi3My Ha OCHOBi (hbepMEHTIB
nuToxpoMmy P450. OcHoBHUM 3afigsHuM izopepmeHTOM € CYP2C9, memio MeHIILy pPOJib
BimirparoTs 2C19, 3A4 ta 2D6. OCHOBHUMHU BU3HaYeHUMHU MeTabomiTamMu € N-
OeCcMEeTHUJIOBUH Ta TaKTOHOBUM MeTabositTu. N-mecMmeTun-metabosmiT mpubaru3rao Ha 50
% MeHIII aKTUBHUM, Hi’K PO3yBaCTaTHH, TAaKTOHOBUYM MeTabO0JIiT BBAXKAEThHCS KITIHIYHO
HeaKTUBHUM. Ha po3yBactaTut npunagae 6inbire 90 % aKTUBHOCTI IUPKYJIIOI0YOTO
inridiTopa I'MI'-KoA-penykTasu.

BugedeHHA

[MTpubnusuo 90 % mo3u po3yBacTaTUHY BUBOOUTHCS Y HE3MiHEHOMY CTaHi 3 KaJioM
(pa3oM BCMOKTaHa Ta HEBCMOKTaHa [Iif04Ya pPe4YoBHHA), pelliTa BUBOOUTHLCA i3 ceUelo.
[MTpubnusxo 5 % BUBOOUTHLCS i3 cedyero y He3MiHeHi# ¢opmi. ITepion HaniBBUBEeOEeHHS i3
IJIa3MM CTAHOBUTD NIPUOIU3HO 19 roguH i He 30ibINIYETHCS NIPU ITiABUIIEHHI TO3H.
CepenHe reoMeTpUYHE 3HAUYEHHSA KJIIPEHCY IIpenapary i3 mja3Mu KpPOBi CTAHOBUTh
npubnusuo 50 n/ron (KoeditieHT Bapiaiiil - 21,7 %). 4k i momo iHmux iHriéiTopis
I'MTI'-KoA-penykTa3Hu, IIe4iHKOBE 3aXOIIJIEHHS PO3yBaCTaTHUHY BiOyBa€ThCS 3 y4aCTIO
MeMOpaHHOro Tpancnoprepa OATP-C, sikuii Bigirpa€ BazKJIUBY POJIb ¥ IT€YiHKOBil
eJliMiHaIil po3yBacTaTUHY.

JIiHITIHICMDb

CucTteMHa eKCII03UIlisi pO3yBaCTaTUHY 30ilbIIYETHCSA MPOIIOPIIIAHO OO0 A03U. [Ipu
6araTopa3oBOMY IIIOAEeHHOMY 3aCTOCyBaHHI mapaMeTpu (papMaKOKiHETUKHY He
3MIHIOIOTBCH.

Oco6uBi rpynu MalieHTiB

Bik ma cmamb

He cniocTtepiranocs KiiHiYHOTO 3HAYYIIIOTO BIJIUBY BiKy ab0 cTaTi Ha
(bapmakoKiHETHMKY PO3yBacTaTUHY y gopocnux. PapMaKoOKiHEeTHKa pO3yBaCTaTUHY y
OiTeM Ta MigJIiTKiB i3 reTepO3UroTHOIO CiMEeNMHOIO TillepXonecTepuHeMieio Oya
nonibHOo [0 (hapMaKOKIHETUKHU Y JOPOCIUX HOOPOBOJIBIIB (AUB. po3minn «iTu»).



Paca

[ocnigxkeHHS ¢papMaKOKiHETUKM BUSBUIIHU, IIO V IIAILliEHTIB MOHTOJIOITHOL pacu
(amoHIIIB, KUTAMIIIB, (PLIINIIiHINB, B'€THAMIIIB Ta KOpeuiliB) MmeniaHHi 3HaueHHsa AUC Ta
Cmax nmpuOIM3HO BOBiYUi BUIII, HiXK y €BPOIENIIiB; V iHAiNIIB MefianHi 3HaueHHsI AUC
Ta Cmax migBunieHi npubnu3Ho B 1,3 pa3a. AHali3 DonynsaiiiiHol ¢papMaKOKiHETUKHU
He BUSBUB KJIIHIiYHO 3HAQUYIIOl Pi3HUII MiXK NalliEeHTaMX €BPOIEO0IOHO] Ta HETPOIAHOL
pac.

ITopyweHHAa pYyHKUIT HUPOK

Y mocnimkeHHi y NMallieHTiB i3 pi3HUM CTyIeHeM IOPYIIeHHS QYHKIII HUPOK 3MiH
IJIa3MOBUX KOHIIEHTpAlliil po3yBacTaTuHy abo N-mecmeTus-metaboIiTy B 0Ci0 3i
c1abKO10 Y¥M IOMIpPHOI0 HEJOCTATHICTIO Bif3Ha4YyeHOo He OyJi0. Y MallieHTiB i3 TAXKKUMU
MOPYIIEeHHAMHU QYHKII1 HUPOK (KiTipeHC KpeaTuHiHy <30 MJI/XB) I1J1a3MOBI
KOHIIeHTpallil po3yBacTaTuHy Oynu B 3 pa3u, a piBHiI N-gecMmetun-mertabosnity B 9 pasis
BUIIIMMHU, HiXK y 30OpPOBUX ITOOPOBOJIBIIIB. PiBHOBaXKHi I171a3MOBi KOHIIeHTPAIlil
po3yBacTaTUHY y MAlliEHTIB, AKi mepeOyBaloTh Ha reMopianisi, 6ynu npubnui3no Ha 50
% BUIIIUMHU, HiK y 30O0POBUX HOOPOBOJIBIIIB.

ITopyweHHA pyHKUII neyiHKU

Y mocnipzkKeHHI IallieHTIB i3 PI3HUMHU CTYIIEHSIMU IIOPYIIEHHS IIeYiHKOBUX (QYHKIIN
O3HaK ITiABUIIIEHOI eKCII03Ullil pO3yBaCTaTUHY He OyJI0 BUSIBIIEHO y MAlli€HTiB, CTaH
SIKUX OIliHIOBaBCcA y 7 abo MmeHIle 6asiB 3a mKasoio Yannga-I1'r0. OgHak y OBOX
MallieHTiB, sKi HaOpanu 8 Ta 9 3a mikasnoio Yainga-I1'10, cucTeMHa eKcIio3uilis Oyna
IIoOHaMMEHIIIe BABiUi BUIla, HiXK y IMAlli€HTiB i3 MeHIIUMU Oanamu. [1oCBif
3aCTOCYBaHHS PO3yBacCTaTUHY MalliEHTaM, CTaH SKUX OIIiHIOETHCS y OinbIlle HixXK 9
OasiB 3a mkanor Yarnga-I1'to, BimcyTHil.

I'enemuy4Hutl noaimopgiam

Poznogin iuriditopis 'MI'-KoA-pegyKTasu, B TOMY YHMCJIi po3yBaCTaTUHY, BifOyBa€eThCSA
3 yuacTio TpaHcnopTHUX 0inkiB OATP1B1 Ta BCRP. ¥ nailieHTiB i3 reHeTUYHUM
nonimopgdizmom SLCO1B1 (OATP1B1) ta/abo ABCG2 (BCRP) icHy€e pu3UK IMiOBUIIEHO1
eKCno3ullil po3yBacTtaTtuny. [Ipu okpemux ¢popmax noaimopdizmy SLCO1B1 ¢.521CC
Ta ABCG2 c.421AA ekcno3unis po3yBactatuy (AUC) migBuIlleHa IIOPiBHSAHO i3
regotunamMu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CneniajibHe TeHOTUIYBaHHS Y
KJIiHiYHIiN IIpaKTUIli He mepenbdadeHe, ajie mallieHTaM i3 TaKuM I1ojIiMopdizmMoM
PEKOMEHAYETHCS 3aCTOCOBYBAaTU MeHIIy JOOOBY JO3y mpelapary.

Himu



dapMakKOKiHETUYHI TapaMeTpu y OiTeu i3 reTepo3UroTHOK CiMEeUHO0
rinepxosectepuHeMielo BikoM Big 10 mo 17 pokiB NOBHICTIO He BU3HaueHi. HeBenuke
OocCiiaXKeHHs ¢hapMaKOKiHETUKHM po3yBacTaTuHy (y ¢dopmi TabneTok) 3 ydyacTio 18
MallieHTiB AUTSYOT0 BiKy IMOKa3aJso, 10 eKCIIO3UIlis mpelapaTy y OiTel mnomidHa oo
€KCIIO3UIlil ¥ JOPOCJMX IMallieHTiB. TaKOX pe3ynbTaTH CBig4aTh, 110 3HAUHUX
BiIXWJIEHD IIPOIIOPLIIMHO [0 O03 HEe OYiKYETHCH.

IToka3aHHA

JIikysaHHA 2inepxosiecmepuHemii

Hopocnum, migmiTkaMm Ta giTaMm BikoM Big 10 pokiB i3 epBUHHOIO
rinepxosnectepuHeMieto (tTuny Ila, B TOMy 4HCIIi i3 TeTEPO3UTOTHOK CiIMENHOI0
rimepxonecrepuHemieio) abo 3mimranoio gucrinigemieio (tTumny IIb) ik mormoBHeHHS [0
OiETHU, KOJIM DOTPUMAHHS Oi€THU Ta 3aCTOCYBAHHS IHIIUX HEMeIUKaMeHTO3HUX 3aco0iB
(mammpuknazn Gi3mYHUX BIIPaB, 3HUKEHHS MaCH Tijla) € HeJOCTaTHIM.

[Tpu roMO3UTOTHIM CiMelHil rinmepxoiecTepuHeMil IK DOIIOBHEHHS [0 Oi€THU Ta iHIIUX
JIMimOo3HUKYBaIbHUX 3ac00iB NiKyBaHHSA (Hanmpuknazn adpepesy JITTHII) abo y
BUIIaJKaX, KOJIU TaKe JIIKyBaHHS € HEJOPEYHUM.

ITpoginakmuka cepueso-CyOUHHUX NOPYWeHb

3anobiraHHs 3HaYHUM CEPIeBO-CYIUHHUM IIOPYIIIEHHSM y MalliEHTIB, IKUM, 3a
OLTIHKaMM, 3arpOKYy€ BUCOKNM PU3UK IIEPIIOT0 BUIIAOKY CEPLEBO-CYTUHHOTO
nopyiieHHs (auB. po3min «®PapMakoguHaMiKa»), SK OOIIOBHEHHS [0 KOPEKIIil iHIIMX
(akTOpiB PU3UKY.

HpOTHHOKa3aHHH

Po3zapt npoTtunoka3laHuii:

e TIAIliEHTAM i3 TinepuYyTIUBICTIO IO PO3yBacTaTUHY ab0 Oyab-IKOl 3 MOMOMizKHUX
PEedYOBUH IIpernapary;

e TIAIliEHTAM 3 aKTUBHUM 3aXBOPIOBAHHSIM IIE€YiHKM, Y TOMY YHCIIi CTINKUMU
ITiIBUIIIEHHSIMM CUPOBATKOBUX TPaHCaMiHa3 HeBimoMol eTiosorii Ta 6yab-IKUMHA
HigBUIIIEHHSIMU TpaHCaMiHa3 y CUPOBaTIIi KPOBI, 1110 BTPUYi IEPEBUIIYIOTH
BepxHIO Mexxy Hopmu (BMH);

e TIAIliEHTAM i3 TSAXKKHUM MMOPYIIEHHSAM (YHKII1 HUPOK (KiIipeHCcoM KpeaTuHiny <30
MJI/XB);

e TIAIliEHTAM i3 MioIIaTi€lo;

e TIAlliEHTaM, SIKi OODHOYaCHO OTPUMYIOThH IITUKJIOCIIOPUH;



e y mepion BariTHOCTi ab0 rogyBaHHS I'PYAOI0, @ TaKOXK XKiHKaM PEeIPOOYKTUBHOTO
BiKy, SKi He 3aCTOCOBYIOTh HajleXkHi 3aco0M KOHTpAaIlen1ii.

ITo3a 40 Mr mmpoTUINIOKa3aHa IallieHTaM 3i CXUJIBbHICTIO Mo MiomaTii/pabmomioni3y.
1o ¢pakTOpiB TAKOT0 PU3UKY HaAJleXKaTh:

e IOMipHE IOPYIIEeHHS PyHKIIiI HUPOK (KJIipeHC KpeaTuHiHy <60 MJI/XB);

e TIIIOTUPEOS;

e HasSIBHICTH B 0cOOUCTOMY ab0 pOOUHHOMY aHaMHe3i CllagKOBUX M’ sI30BUX
3aXBOPIOBaHE;

e HaSIBHICTh B aHaMHe31 MiOTOKCUYHOCTI Ha TJIi 3aCTOCYBaHHS iHIIKUX iHTiOiTOPIB
'MT’-KoA- penykTa3u abo ¢idparTis;

e 3JI0BXKHWBaHHSA aJIKOT0JIEM;

e CUTYyallil, III0 MOXKYTh IIPU3BECTHU [0 IMiABUIIEHHS KOHIIEHTpPAIlil TpenaparTy y
y1a3Mi KpoBi;

e HAJIEKHICTH O MOHTOJIOITHOI pacy;

e CyHIyTHE 3acTOCyBaHHS (iOpaTiB (muB. po3mginu «OcobIMBOCTi 3aCTOCYBaHHS»,
«B3aeMomis 3 iHmIMMM JTiKapChbKUMH 3acoO0aMu Ta iHIII BUOW B3aEMOi» Ta
«@apMaKOKiHETHKa»).

B3aemofisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIII BHOH B3a€EMOIin

BroauB CynyTHIX mpemnapaTiB Ha po3yBacTaTHH

IH2ibimopu mpaHcnopmHux bisiKie

PosyBacTaTuH € cyOCTpaTOM AJiS AesKUX TPAHCIOPTHUX OiNKiB, y TOMY YHCIIi
MMeYiHKOBOTO TpaHcIopTepa 3axomneHHss OATP1B1 Tta edmioKCHOTro TpaHCIOpPTEPa
BCRP. OgHOoYacHe 3aCTOCYBaHHS IIpemnapaTty Po3apT i3 mikapcbkuMu 3acobaMu, 110
MIPUTHIYYIOTH 11i TPAHCIOPTHI OiIKM, MOKe IPU3BOOUTH OO0 MiABUINEHHS KOHIIEHTPAIlil
pO3yBacTaTUHY Y IIJ1a3Mi KPOBi Ta 30ilbIlIeHHST pU3UKY MiomnarTil (ouB. po3minu «Crocib
3acToCyBaHHS Ta mo3u», «OcobIMBOCTI 3acTOCyBaHHsI», «B3aeMopisa 3 iHIIUMHU
JIIKapChbKUMHU 3aco0aMu Ta iHIIM BUOM B3a€EMOil», TaOIUITO 2).

IHukaocnopuH

Y nepion cynnyTHBOT'O 3aCTOCYBaHHS PO3yBaCTaTUHY Ta LIMKJIOCIIOpPUHY 3HaueHHa AUC
nepiroro 0yau B cepeaHboMy IMTPUOMU3HO y 7 pasiB BUIMMMU, HiXK Ti, IKi
CIIOCTepiranucs y 3mopoBUx H0OPOBOJIBLIIB (AUB. Tabmuito 2). Po3apT npoTunoka3aHuu
namieHTaM, IKi OQHOYaCHO OTPUMYIOTH LIMKJIOCIIOPUH (OUB. PO3ain
«[TpoTUIIOKa3aHHI»).

CymyTHE 3aCTOCYBaHHS He BIIJIMBAJIO Ha KOHIIEHTPALIil IIMKJIOCHOPUHY Y IJIa3Mi KPOBI.



IH2i6imopu npomea3su

Xoya TOYHUM MeXaHi3M B3a€EMOil HeBimoMui, omHOYaCHEe 3aCTOCyBaHHS iHTiOiTOPIB
IIpOoTea3n MOXKe 3HaYHO 30ibIIlyBaTH €KCII03HUIlil0 PO3yBaCTaTUHY (OUB. TaOIUITO 2).
Hanpuknapg, y gociigeHHi (papMaKOKiHETUKM OgHOYaCHe 3aCcTOoCyBaHHA 10 Mr
po3yBacTaTUHY Ta KOMOIHOBaHOTO JIiKapChKOTro 3acoly, III0 MiCTHUB ABa iHTiOiTOPU
nmpoTtea3u (300 Mr atazaHaBipy/100 Mr pUTOHABIPY), ¥ 3MOPOBUX JOOPOBOJIBIIIB
cynpoBoaxkyBasnocs migBuilieHHsIM AUC ta Cmax po3yBacTaTuHy npubmau3so B 3 Ta 7
paziB BinmoBimHO. OmHOYaCHEe 3aCTOCyBaHHS PO3yBacTaTHUHY Ta OesaKuX KoMOiHallin
iHri6iTOPiB MpOTEea3u MOXKJIUBE MiC/IsI PETENbHOT0 OOMipKyBaHHS KOPEKIIii 03U
npemnapaTty Po3apT, BUXOAS4U 3 OYiKyBaHOTO 3POCTaHHS €KCIO3Ullil po3yBaCTaTUHY
(muB. po3ginu «Crocib 3acTocyBaHHS Ta Ao3u», «Ocob.1us8ocmi 3acmocy8aHHs»,
«B3aemoois 3 iHwumu aikapcvKumMu 3acobamu ma iHwi sudu 83aemoditi», mabauuro
2).

I'em@ibpo3us ma iHwi ninido3HUNMNCYBANbHI 3acobu

OmHOYacHe 3aCTOCYBaHHS PO3yBacCTaTUHY Ta reM@piOpo3uny Ipu3BOOUIIO OO
3poctanHsa AUC ta Cmax po3yBacTaTUHY B 2 pa3u (OuB. po3ain «OcobmmBOCTI
3aCTOCYBaHHS»).

Buxomsiuu i3 gaHUX CIiellialbHUX OOCIiAXKeHb, PapMaKOKiHETUYHO 3HAYYHIOL
B3aemoqil 3 peHodiOpaToM He OUIKYETHCS OOHAK, MOXKJIMBa (papMaKOOMHaMiuHa
B3aemopisi. Fem@pibpos3un, denodidbpar, iHiri ¢pidpaTu Ta Minigo3HUKYBaIbHi 103U (>
a6o piBHi 1 r/go0y) HiaMHy (HIKOTUHOBOI KUCJIOTH) 30iMbIIYIOTh PU3UK MioIlaTil Ipu
CYIIyTHBOMY 3aCTOCyBaHHi 3 iHribiTopamu ['MI-KoA, iMOBipHO, 3a paxyHOK TOTO, 110
BOHM MOXKYTb CIIPUYHHSITU MiOmaTiio, KOJIM 1X 3aCTOCOBYBaTH OKpeMo. [1o3a 40 mr
MIPOTUIIOKa3aHa IIPU CyIIyTHbOMY 3aCTOCYBaHHi ¢ibpaTiB (QUB. po3minu
«ITpoTunokasanusa» Ta «OcobIMBOCTI 3aCTOCyBaHHS»). TaKUM IalliEHTaM TaKOXK CIIifI
[IOYMHAaTU Teparriloo 3 J03U 5 MT.

Ezemumib

OnmHOYacHe 3aCTOCyBaHHA Ipenaparty B m03i 10 Mr Ta e3etumiby 10 Mr maiieHTam i3
rimepxosyiectepuHeMieo npu3BoauiIo o 3poctaHHsa AUC po3yBacTtaTuHy B 1,2 pasa
(Tabnuis 2). He MokHa BUKIo4YaTH apMaKogrHaMidyHOI B3aeMoil MixK mmperapaToM
PO3yBacTaTUHOM Ta €3eTUMiOOM, 1110 MOXKe ITPU3BECTH [0 HeOaxKaHUX SBUII (OUB.
po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

AHmauuodHi npenapamu

OnmHOYAaCHe 3aCTOCYBaHHJ IIpernapary i3 CyCleH3isIMU aHTaluiB, 1110 MICTATH
rigpokcup anmoMiHito abo MarHiio, 3HUKYBaJio KOHIIEHTpallil po3yBacTaTUHY Y IIa3Mi
KpoBi mpubnu3Ho Ha 50 %. Lle#t edpekT OYB MEeHIII BUPa*XeHUM Y pa3i 3aCTOCyBaHHS



aHTalUOHUX 3aco0iB yepe3 2 roauHU micisa npenapaty Po3apT. KniHigyHy 3HAaUyILIiCTh
ITi€l B3aeEMO[il He BUBYAJIH.

EpumpomiuuH

OpgHOYacHe 3aCTOCYBaHHSA PO3yBaCTaTUHY Ta epUTPOMILUMHY 3HUXKYyBaio AUC
po3yBacTtaTuHy Ha 20 %, a Cmax - Ha 30 %. LIg B3aeMopis Moxke OyTHU CIIpu4YUHEHa
IIOCHUJIEHOIO ITIEPUCTAIbTUKOIO KMIIIeYHUKY BHACIIIOK [il epUTPOMIIIUHY.

dy3udosa Kucsioma

Pu3uk miomarii, BKIoyaoun pabaoMiosni3, Moxke ITiIBUITyBaTHUCS IPU OOHOYACHOMY
CHUCTEMHOMY 3aCTOCyBaHHi ()y3UI0BOI KUCIIOTH 3i CTaTUHAMU. MexaHi3M IIi€l
B3aeMmofil (papmMakoguHaMiuHUM a00 GapMaKOKiHETUYHMM) JOTEIlep HEBIJOMUM.
3adikcoBaHOo BUnagkKu paboomiosnnidy (y TOMy 4HKCIIi 3 JIeTaJIbHUM HaACJ/IiIKOM) y
Malli€eHTiB, IKi OTPUMYIOTH 1110 KOMOiHaIlifo. SIKI0 cucTeMHe IiKyBaHHS (Qy3UI0BOIO
KHMCJIOTOI0 HeOoOXilHO, JTiIKyBaHHS PO3yBaCTaTUHOM CJIiZl IPUIIMHUTYU Ha BECh TEPMiH
JIiKyBaHHSA (Py3UO0BOIO KUCIOTOIO (OUB. po3ain «OCco6IMBOCTI 3aCTOCYBaHHSI»).

depmeHmu yumoxpomy P450

Pe3ynpTaTil HOCTYIHUX OOCIIIAXKEHD 1n Vitro Ta in vivo CBifg4aTh, 110 PO3yBacTaTUH He
inrioye i He cTumyIioe i3opepMmenTu nuTOoXpomMy P450. OKpiM 11bOT0, PO3yBaCTaTUH €
crnabKuM cyOcTpaToM IuX isopepMeHnTiB. TaKUM YMHOM, B3a€EMO/IIl 3 TiKAPChKUMHU
3acobamu B pe3yibTaTi MeTaboidamy, onocepenkoBaHoro P450, He ouikyeThcsa. He
CIIOCTepirasaocs KJIIHIYHO 3HaYyIIUX B3a€EMOLINU MiXK PO3yBaCTaTUHOM Ta
¢dnykonazonoMm (iuriditopom CYP2C9 ta CYP3A4) a6o KeTOKOHa30si10M (iHTiGiTOpOoM
CYP2A6 ta CYP3A4).

Bszaemo0ii, w,o sumazaroms Kopekuii 0o3u po3ysacmamuHy

[Tpu HeoOXimHOCTI 3acTOCyBaHHS IIpenapaTy Po3apT 3 iHIIUMU TiKapChbKUMU
3acobamMu, 3MaTHUMM IIiABUIIYBaTU €KCIO3UIlil po3yBacTaTUHY, O03Y IIpenaparTy
PozapT moTpiObHO cKOpUTyBaTU. AKII0 OUiKYETHCS, 110 eKCcIto3ullid npemnapaty (AUC)
3pocTe npubnu3Ho B 2 abo Oinblile pa3iB, 3acTocyBaHHSA P0o3apTy CiIif po3mMoYnHATH 3
mo3u 5 Mr oOuH pa3 Ha go0y. MakcumanbHy 0000BY Ho3y npenapaty Po3apT cifn
CKOPUTYBaTHU TaKUM UYMHOM, 11100 OYiKyBaHa €KCIIO3UIlisl po3yBacTaTUHY HeE
IepeBUIITyBajia eKCII03UIIi10, I110 Bim3HAYa€ThCs IIpu npuriomi go3u 40 mr/moby 6e3
3aCTOCyBaHHS JIiKapChKUX 3aCc00iB, 110 B3aEMOMIIOTh i3 MpenapaToM; HallpuKiaf, Ipu
3acTocyBaHHi 3 remdibpo3usnoMm mo3a PosapTty ctanHoButuMe 20 Mr (30iIbIIEHHS
ekcno3wuilil B 1,9 pasa), mpu 3acTocyBaHHi 3 KoMOiHalli€lo puTOHaBip/aTa3saHasip - 10
Mr (30inmpiieHHs B 3,1 pasa), IpU OHHOYACHOMY 3aCTOCYBaHHI 3 IUKJIOCIIOPUHOM - 5
Mmr (30inbienHs B 7,1 pasa).



Tabnuiis 2
Bronus cymnyTHIX miKapCchKuX 3aco0iB Ha €KCIT03UIlil0 PO3yBaCTaTUHY

(AUC; B mopsigKy 3MeHIIIeHHS BEJIMYUHU) 3a ONyOTIiKOBaHUMU JaHUMU KITiHIYHUX
OOCIHII>KEeHb

Pexum
OO3yBaHHSA Pexum .

) 3minu AUC
JIIKapChKOT'O OO3yBaHHS

po3yBacTaTuHYy*

3aco0y, 110 pO3yBacTaTUHY
B3aEMOJi€
LInkimocnopuH

Big 75 mr gBiui |10 Mr oguH
Ha po0y mo 200 |pa3 Ha goOy, |T 7,1 pasa
MT [Biui Ha goOy,|10 mHiB
0 Mics1iB

PeropadeHni6 5 MmT,
160 Mr oguH pa3 |0gHOPa30Ba T 3,8 pasa
Ha goOy, 14 gHiB |[mo3a

ATtazanasip 300

. 10 mr,
MI/PUTOHAaBIP
OOHOpa30Ba T 3,1 pasa
100 Mr oguH pas
no3a

Ha mo0y, 8 gHiB

BenmnaTtacsip 100(10 wmr,

MI OJWH pa3 Ha |(0gHOpa30Ba T 2,7 pasa
o0y nosa
OwmbiTacBip 25
MT/TIapuTanpeBip
150 mr/
) 5 MT,
putoHaBip 100
OOHOpa30Ba T 2,6 pasa
MT OJWH pa3 Ha
mo3a

noOy/ macaOyBip
400 Mmr gBidi Ha
noOy, 14 gHiB




['pazonpesip 200

. 10 mr,
mr/enbacsip 50
OOHOpPa30Ba T 2,3 pasa
MT OJWH pa3 Ha
, mo3a
no6y, 11 gHiB
I'mekanpesip 400
. . |5 Mr oguH pa3s
MT/11iOpeHTacBip
Ha [00y, T 2,2 pasa
120 Mr oguH pas )
] 7 OHIB
Ha mo0y, 7 OHiB
Cuwmernpesip 150 (10 wmr,
MI OOWH pa3 Ha |0gHOpPa30Ba T 2,8 pasa
noOy, 7 OoHiB mo3a
Jlominasip 400
. 20 Mr oguH
MTI'/pUTOHaBIp
. pa3 Ha moby, 7 |T 2,1 pa3a
100 Mr moBigi Ha .
, OHiB
noby, 17 oHiB
'em@pibpo3un 80 wmr,
600 Mr gBiui Ha |ogHOpa30Ba T 1,9 pasza
noOy, 7 mHiB mo3a
Entpom6ormar 75 |10 mr,
MI OOWH pa3 Ha |(0gHOpPa30Ba T 1,6 pasa
noOy, 5 mHiB mo3a
Hapynasip 600
. 10 Mr oguH
MI'/pPUTOHAaBIP
. pa3 Ha moby, 7 | T 1,5 paza
100 Mr goBidi Ha .
, OHiB
noOy, 7 OHiB
Tunpanasip 500
. 10 mr,
MTI'/pUTOHaBIp
. OOHOpPa30Ba T 1,4 pasa
200 mr gBidi Ha
, mo3a
noby, 11 oHiB
oHemapoH 400
Aip . JI. P Hesigomo T 1,4 paza
MT OBiudi Ha o0y
ITpakoraszon 200(10 wmr,
MI OOWH pa3 Ha |0gHOpPa30Ba T 1,4 pasza **
no0y, 5 mHiB mo3a
Ezetumi6 10 mr |10 mMr omgux
OOWH pa3 Ha pa3 Ha moby, |T 1,2 pa3za **
no0y, 14 oHiB 14 pgHiB




do3aMnpeHasBip
700 10 mr,
MI'/pUTOHAaBIp OJHOpa30Ba o
100 mr pgBiyi Ha |go3a
noOy, 8 mHiB
AnermTe.Bap 0,3 40 wr, 7 mmis o
MTI, 7 OHIB
Cunimapus 140 |10 mr,
MI TPUYi Ha OOHOpa30Ba i
noOy, 5 mHiB mo3a
denodibpar 67
MI TPUYi Ha 10 mr, 7 oHIB |«
noOy, 7 OHiB
Pudamnin 450 (20 wmr,
MI' OIMH pa3 Ha |0ogHOpa30Ba o
noOy, 7 mHiB mo3a
KeTokoOHa3011 80 wmr,
200 Mr OBivi Ha |ogHOpa30Ba o
no0y, 7 mHiB mo3a
®dnykonazon 200 |80 wmr,
MT OIMH pa3 Ha |0gHOpa30Ba ©
no6y, 11 oHiB mo3a
Epurpowminuu
80 wmr,

500 wr oTHpH OOHOpa30Ba 120 %
pa3u Ha moby, 7

. Io3a
OHiB
baukamia 50 mr |20 mr,
Tpuui Ha HoOy, |0ogHOpa30Ba 1 47 %
14 guiB mo3a

* IlaHi, mIpeOcTaBiieHi K 3MiHa B X pa3iB, SIBJISIOTh COO0IO CITiBBIIHOIIIEHHS MixK
3aCTOCYBaHHSM PO3yBacTaTUHY y KOMOiHaIllil Ta okpemo. [laHi, mpeacTaBieHi y
BUTIAAi % 3MiHHU, IBNISAIOTH CO0010 % Pi3HUII0 BiTHOCHO IMOKa3HUKIB ITPU 3aCTOCyBaHHI
poO3yBacTaTUHY OKPEMO.

30inbIlIeHHS TO3HAYEeHO 3HAa4YKOoM T, BiICYTHICTh 3MiH <, 3MEHIIIeHHST - | .

** Byo mpoBeleHo KiflbKa OOCIHi>KeHb B3aEMOZII ITPY Pi3HUX [03axX IIpemnapary
po3yBacTaTUHY, B TaOMUIIl MOgaHO HaMOiNbII 3HAaYYIe CIIiBBiTHOIIIEHHS.



BroiuB po3yBacTaTHHY Ha CYNYTHI JIiKapchKi 3acobu

AHmazoHicmu eimamiHy K

Ak i mopgo iHmwux iuridiTopis 'MI'-KoA-pegykTa3u, Ha MO4YaTKy 3aCTOCYBaHHS
npemnapaty Po3apTt abo npu ImigBUIlleHHi M0T0 M03M y Malli€EHTiB, SKi OOHOYACHO
3aCTOCOBYIOTh aHTaroHictu Bitaminy K (Hanpuknan BapdapuH abo iHIIUN
KyMapHUHOBUM aHTUKOATYJISIHT), MOXKJ/INBE HigBUILIEHHSI MiKHaApPOOHOTO
HopMaJidoBaHoro criBBigHomeHHs (MHC). [IpunuHeHHsS 3aCTOCyBaHHS IIpenapary
PozapT ab60 3MeHIIIeHHS MOT0 M031 MOXKe IMPu3BecTu Ao 3HuKkeHHsa MHC. ¥V takux
BUIIaJKaxX OaKaHUM HaleXXHUM MoHiTopuHr MHC.

IlepopasavHi KOHMpauenmusu/20pmoHo3amicHa mepanisa (I'3T)

OpHOo4YacHe 3aCTOCyBaHHA npenapaty Po3apT Ta nepopajlbHUX KOHTPALEIITUBIB
npusBoguio oo migsuilieHHS AUC eTuHinecTpaaiony Ta Hoprectpeny Ha 26 % Ta 34 %
BinmoBigHO. Take mimBuUIlleHHS MJIa3MOBUX PiBHIB KPOBI CIIil BpaXoByBaTH IpHu mimdbopi
003U IIepopaibHUX KOHTpPalenTuBiB. [laHUX 1040 (papMaKOKiHETUKHY IIpemaparTiB y
Ialli€HTIiB, AKi OOHOYAaCHO 3aCTOCOBYIOTh po3yBacTaTuH Ta ['3T, HeMae, ToMy He
MO2KHa BUKJIIOYaTH MMogioHoro edekty. OgHak KoMOiHallil0 IIMPOKO 3aCTOCOBYBaJIn
XKiHKaM y paMKax KIiHiYHUX JOCHiI>XXeHb i BOHA IepeHocunacs godpe.

THwi nikapcvki 3acobu

3a JaHWMU CIieliaJIbHUX OOCIIAXKEeHb B3a€MO/il, KITIHIYHO 3HA4yI0l B3a€EMOil i3
OUTOKCUHOM HE OYiKy€ETHCH.

JloniHasip/pumoHasip

Y dbapmakonoriuHOMy OOCIIAKEHHI CyIIyTHE 3aCTOCYBaHHS PO3yBacTaTUHY Ta
KoMOiHOBaHOTO ITpenapary, 1o MicTuB ABa iHri6iTopu npoTea3u (jomiHaBip 400
Mmr/puToHaBip 100 MT), ¥ 3MOpOBUX AOOPOBOIBIIIB acOILlifoBaIoCs 3 TPUOIU3HO
OBOPA30BUM Ta I’ SITUPA30BUM 30i/IbIIIEHHSIM ITOKa3HUKIB piBHOBaxkHOT0o AUC(0-24) Ta
Cmax s po3yBacTaTUHY BiAnoBigHO. B3aemopiro Mixk Po3apToM Ta iHIIMMU
iHTibiTOpaMu MpoTea3u He BUBYAJIH.

Himu

IocmigKeHHs B3aEMOil IPOBOOUNM IUllle y nopocnux. CTymiHb B3a€EMOIIl y giTeu
HEBIOOMUMU.

Oc006/1MBOCTi 3aCTOCYBaHHS

Bnaus Ha HuUpku



[TpoTelnypis, BUsABJIEHaA y pe3ybTaTi aHali3y 3a TeCT-CMy2KKaMU Ta IIepeBaKHO
KaHAaJIbIIeBOI'0 IIOXOOXKEHHsI, CIIOCTepirajacsa y Mali€HTiB, sKi JIIKyBaJIUCs BUIIUMU
o0o3aMM po3yBacTaTuHY, 30KpeMa 40 Mr, i y OinbIIOCTi BUIaaKiB Oyjia TUM4YacoBOO abo
rmepepuBYacToio. [IpoTeinypis He Oyia repeaBiCHUKOM IocTpol abo Mporpecyndoi
XBOpOoOU HUPOK (OuB. po3minu «I1ob6iuHi peakirii»). HacToTa MOBigOMJIEHD ITPO CEPMO3Hi
siBUIIA 3 O0OKY HUPOK Yy TOCTMAapPKETUHTOBUX [OCIiIXKEHHAX BUIlla ITPU 3aCTOCYyBaHHi
no3u 40 mr. [I1a nalieHTis, AKi OIpUuiMaroTs nIpenapart y go3i 40 Mr, B xoni
CIIOCTEPEKEHHS CJIi PETYISPHO NepeBipsATH QYHKITII0O HUPOK.

Bnaue Ha ckesiemHy MycKy/aamypy

[Mopy1ieHHs 3 00Ky CKeJeTHOI MyCKy/aTypH, HalTpuKJIad Mianris, MiomaTis Ta 3pigka
pabaomioni3, criocTepiranucs y nalieHTiB, sKi OpuiMany po3yBacTaTuH Y OyOb-IKUX
no3ax, 0co6yuBo Ginbirre 20 Mr. IToomguHOKI BUunagku pabmoMionily Bim3Hadamucs mpu
3acToCcyBaHHIi e3eTuMiby y KoMm0OiHairii 3 inribitopamu 'MI'-KoA-pegykTa3u. He MmoxkHa
BHUKJ/IIOYATH MOXKJIMBICTh (papMaKOOWHaAMIUHOl B3aeMomil (AuB. po3ain «B3aemomis 3
IHIMMMU JTiKapChbKUMHU 3acobaMu Ta iHIII BUAU B3a€EMOMili»), TOMY TaKy KoMOiHallit0
CIIii 3aCTOCOBYBATHU 3 00E€pPEKHICTIO.

4K i npu 3acTtocyBaHHi iHmMUX iHri6iTOopiB MI-KOA-pegykTas3u, 4acToTa IIOBiHOMIIEHb
PO BUIIAAKK PabmoMioJTi3y, mOB’I3aHOI0 i3 3aCTOCYBAaHHSIM PO3yBaCTaTUHY, Y
IMIOCTMAaPKETUHTOBOMY Ilepiomi Oyia BuIo npu go3i 40 Mr. € moBigoMIIeHHS IIPO
PiOKiCHI BUagKM iMyHOOIIOCEPEOKOBaHOI HEKPOTU3YIOYO0l MionarTil, 10 KJIiHi9YHO
MIPOSIBJISIETLCS CTIMKOIO ITPOKCUMAJILHOIO M’sI30BOI0 CJIA0OKICTIO i MiABUIIEHHSIM PiBHS
CHUPOBATKOBOl KpeaTHHKIHA3H, Mif Yac JIiKyBaHHS a00 Mic/ig IPUMUHEHHS TiKyBaHHSI
CTaTWHaAMHM, BKII0UAIO4YM PO3yBacTaTUH. B TakoMy pa3i MOXKyTb OyTU HEOOXigHUMU
OOOaTKOBL HEUPOM A30Bi 1 CepOJIOriuHi OOCIIiAXKEeHHs, JIIKyBaHHSA IMyHOCYIIPECUBHUMU
IperapaTtaMu.

PigeHb KpeamuHKIHA3U

PiBenb kpeaTtuHkina3u (KK) He ciig BUMipioBaTH MiCJIsg 3HAYHUX Pi3SUYHUX
HaBaHTaXXeHb ab0 ITPU HasIBHOCTI MOXKJIMBUX aJIbTEPHATUBHUX ITPUYMNH ITiIBUIIIEHHS
KK, 1110 MOXKYTh YCKJIaOHIOBATHU iHTepIpeTallito pe3yJbTaTiB. AKII0 104YaTKOBI PiBHI
KK 3HauHo migBumieHi (>5 pasiB Buiie BMH), mpoTsirom 5-7 gHiB He0OXimHO 3po0OuTu
ITOBTOPHUM aHasli3, 1100 NifTBepOuTU pe3yabTaTH. AKINO pe3yabTaTh MOBTOPHOTO
aHaJIi3y IMiaATBEePAXKYIOTh, 110 MouyaTKoBe 3HadeHHsT KK OinbIi HiXK y 5 pasis
nepesulnlye BMH, 3acTocyBaHH4A mpernapaTry IO4YXWHaTH He CIIif.

ITeped nouamkom AiKy8aHHA

Pozapr, sk i pemty inri6itopis 'MI'-KoA-penykTasu, ciif 3 06epexkHiCcTIO Tpu3HadaTu
MalieHTaM 3i CXUIbHICTIO Mo MiomaTii/pabmomioni3y. 1o akTOpPiB TAaKOT0 PU3UKY



HaJleZKaTh:

e IIOPYILIEHHS (PYHKIIl HUPOK;

e TIIIOTUPEOS;

e HaSIBHICTh B ocobucTOMY ab0 POOUHHOMY aHaMHe3i CITafKOBHUX 3aXBOPIOBaHb
M’131B;

e HASIBHICTh B aHaMHe3i MiOTOKCUYHOCTI Ha TJIi 3aCTOCYBaHHS iHINUX iHTi6iTOPIB
'MI'-KoA- penykTa3u abo ¢ibparTis;

e 3JIOBXKMBAHHS aJIKOTOJIEM;

e BiK > 70 pOKiB;

e CUTYyallil, III0 MOXYTh IIPU3BECTHU [0 ITiABUIIEHHS PiBHIB IIpenapary y Ijaa3Mi
KpoBi (gquB. po3minu «Crocib 3acTocyBaHHS Ta A03u», «B3aemopisa 3 iHITUMU
JIIKapChbKUMHU 3aco0aMu Ta iHIIM BUOM B3aeEMOiti» Ta «®apMaKOKiHETUKa»);

e CYIIyTHE 3aCTOCyBaHHs (ibpaTis.

Y Takux mallieHTiB MOB’sI3aHUM i3 JIIKYyBaHHSM PU3UK IIOTPIOHO OITiHIOBATH,
MIOPiBHIOIOYH 3 OYiKyBaHOIO KOPUCTIO; TAKOXK PEKOMEHOYETHCS KITIHIYHUIN MOHITOPHUHT.
Axuro nmoyaTkoBi piBHiI KK 3HauHO migBuileHi (>5 pasis Buile BMH), nikyBaHHSA
PO3IIOYMHATHU He CIIif.

Y nepioo aikysanHsa

[NamienTaM HeralHoO ITOBIMOMIISITH IIPO M’si30BUM Oinb, cnabKicTh abo cymoMu
HEeBiZIoMOi eTioJiorii, 0cOO/IMBO SKIIIO BOHU CYIIPOBOOXKYIOThCS HE3MYKaHHSIM abo
rapsiykoro. Y TakKux IallieHTiB moTpioHo BumMiproBaTu piBHiI KK. 3acTocyBaHHsa
npemnapary ciig npunuHuTH, Ko piBHi KK 3HauHO nigsuiieHi (>5 pasiB Buile BMH)
a60 SKIIO0 CUMIOTOMH 3 OOKY M’sI3iB TSIXKKi Ta CIPUYUHSIIOTD IIIOJEeHHUN OUCKOMGOpT
(#aBiTh gku1o piBHI KK =< 5 X BMH). V¥ pa3si 3HUKHEHHsI CUMIITOMIB Ta IIOBEPHEHHS
piBHs KK mo HOpMHM MOXKHa IMOHOBUTH Tepamiio npemnapatoM Po3apTt abo
arbTepHaTUBHUM iHTiOiTOpoM ['MI-KoA-penykTa3u y HaWMeHIIIN O03i Ta ITif
peTenpHUM HarnsanoM. PerynsapHo nepesipsaTtu piBHi KK B acuMnTtomaTUyHUX
MalieHTiB HeMa€ noTpebu. [lyKe pigKo MOBiIOMJIAIOCS PO BUIAaAKU
iMyHOoOIIOCEpPEenKOBaHOl HeKpoTu3lyiouoi mionartii (IOHM) nig wac ab6o micns Teparrii
CTaTWHaAMHM, B TOMY YUCIIi po3yBactaTuHoM. Kniniunumu nposBamu IOHM € cnabKicTh
IIPOKCUMAJIbHUX M’S31B Ta MiABUILIEHHS PiBHS KpeaTUHKIHA3W y CUPOBAaTILI KPOBI, 110
30epiraeTbCsl HaBITH ITiCJISA NPUIIMHEHHS 3aCTOCYBAaHHS CTATUHIB.

Y KniHiYHUX OOCHiAXKeHHSAX He OyJI0 OTpUMaHO AOKa3iB ITigBUIIIEHOTO BIIJIMBY Ha
CKeJIeTHY MYCKYyJIaTypy Y HEBEJIUKOI KiJIbKOCTI Ialli€HTIiB, IKi IpUAMaln
po3yBacCTaTUH Ta CyInyTHIi npemnapaTtu. OgHakK MigBUILEHHS YaCTOTU MIO3UTY Ta
MiomarTii Bim3Ha4asocs y MalieHTiB, sKi nmpuiiManu innii iuriditopu 'MI-KoA-
penyKTa3u pa3oM i3 moxigHumu ¢pidpoeBOl KUCIOTH, B TOMY YHCIIi reMdpidpo3unomM,
IIUKJIOCIIOPUHOM, HiKOTMHOBOIO KMCJIOTOIO, a30JIbHUMHU ITPOTUTPUOKOBUMHU



ImperapaTaMu, iHribiTopaMu mpoTea3u Ta MaKPOIigHUMU aHTHOIOTUKAMHU.
I'eM®i6po3un nigBUIllye PU3UK MioIaTil IpU CYyIyTHEOMY 3aCTOCyBaHHi 3 IeIKUMU
inridiTopamu I'MI'-KoA. Tomy 3acTocoByBaTu Po3apT y KombiHaliii i3 rem¢pidposunom
He peKOMeHAYEThCS. KopucTh moganbirol 3MiHY PiBHSA IiNifiB IpHU 3aCTOCYBaHHI
npemnapaty Po3apTt y Kom0OiHaliil i3 ¢pibpaTtamu abo HiallmHOM IIOTPiIOHO peTebHO
3BaXyBaTH MOPIBHSAHO 3 NOTEHLIIMHUMU PU3UKaAMHU, IOB I3aHUMH i3 3aCTOCYBaHHSAM
Takux KoMmOiHawin. [Jo3a 40 Mr mpoTUIlOKa3aHa IIPU CyIIyTHbOMY 3aCTOCYBaHHI
dibpaTiB (muB. po3minu «BlaemMomis 3 iHIIMMU JTiKapChbKUMHK 3acoO0aMu Ta iHIIII BUOH
B3aeMofii» Ta «I[1obiuHi peakirii»).

Po3zapTt He ciifg 3acTOCOBYBaTHU HalliEHTaM i3 TOCTPUMHU, CEPHO3HUMU CTaHaMHU, II10
CBig4aTh PO MiomaTito ab0 MOXKIUBICTh PO3BUTKY HUPKOBOI HEIOCTATHOCTI BHACIIIHOK
pabaomioni3y (TakKuX K CENCHUC, TiMOTeH3isA, 3HaYHe XipypriuHe BTpy4YaHHs, TPaBMa,
TSKKi MeTabo0TiuHi, eHOOKPHUHHI Ta eIeKTPOIiTUYHI po3jiagyu ab0 HEKOHTPOIbOBaHi
CyoOMH).

Bnaue Ha neviHKy

Ak i inmmi iariditopu I'MI'-KoA-penykTa3u, Po3apT ciif 3 00epekHiCTI0O 3aCTOCOBYBAaTHU
MmalieHTaM, SIKi 37I0BKHBAIOTh aJIKOT0JIeM Ta/a00 MaloTh B aHaMHe3i 3aXBOPIOBaHHS
TIeYiHKU.

PekoMeHOoBaHO mepeBipsaTu 6ioxiMiuHi mokasHUKU PYHKIII TediHKY ITepen I0OYaTKOM
JIIKyBaHHS Ta 4yepe3 3 MicdAlli moToMy. 3aCTOCyBaHHs npernapaTty Po3apT crifg
MPUNIUHUTH a00 3MEHIIIUTH O03Y, SKIIO PiBeHb TpaHCaMiHa3 y CUPOBATIIi KPOBi OilbIIl
HiXX BTPHUIi IIepEeBUILyE BEPXHIO MeXKYy HOpMU. HacToTa MOBiJOMJIEHD IIPO CEPUO3Hi
siBUIIA 3 OOKY MeUYiHKU (TepeBaxKHOo IIPO HiIBUIIEHHS PiBHS TpaHCaMiHa3 MeYiHKU) Y
micnsipeecTpalifiHomMy nepiomni 6ysa 6ibllIoo IpKU 3acTOCyBaHHi f03u 40 MT.

Y narnieHTiB i3 BTOPUHHOIO TimepxoJjieCTepUHEMi€l0, 3yMOBIEHOIO TimOoTUPe030M abo
HepPOTUYHUM CUHIPOMOM, CJI[l CIIOYATKy BUJIIKyBaTU OCHOBHY XBOPOOY, MepII Hixk
IO4YMHATU Tepallito rpernapaTtoM Posapr.

Y micnsgipeecTpaluiiHOMY mepiofi 3pifKa MOBiAOMIISIIOCS IIPO JieTaabHi abo HeJlieTalbHi
BUIIaAKM II€YiHKOBOI HEJJOCTATHOCTI Y MAlli€HTiB, sIKi IpUManyd CTaTUHU, B TOMY YUCIIi
po3yBacTaTUH. AKIO Ha TIIi JIIKyBaHHA IIpenapaToM Po3apT po3BUBaEThHCS CEPUO3HE
ypaxkKeHHS MeYiHKU 3 KJIiHIYHOI0 CUMIITOMAaTHKOIO Ta/abo rinepbinipybineMieio uu
KOBTSIHUIIEI0, HETAWHO CJIif IPUIIVHUTYA IPUKOM IIpenapary. fAKIno iHIWX IPUYUH He
BUSBJIEHO, HE CJIi[ IIOHOBJIIOBATH JIIKyBaHHS ITperapaToM.

Paca

HocnigkeHHs papMaKOKiHETUKM CBig4aTh IIPO 3POCTaHHS €KCIIO3UIIil y MalliEHTIB
MOHTOJIOITHOI pacu MpuOIM3HO BABiUi MOPIBHSIHO 3 €BpomenIsaMu. [IIsT TaKux



MmalieHTiB HeoOXigHa KOpPeKIisi mo3yBaHHs IIpemnapaTy Po3apT (ouB. po3minu «Crocid
3aCTOCyBaHHA Ta go3u», «[IpoTurnokasaHHsa» Ta «PapMaKoKiHeTHKa»). [IJ1s IallieHTiB
asifichKol pacu nmodaTkoBa Ao3a PosapTty noBuHHa Oytu 5 mr. IlimBuineHa
KOHIIEHTpallid po3yBacTaTUHY Y IJla3Mi KpPOBi OyJia moMiyeHa B a3iChbKUX IAIli€EHTIB
(muB. po3minu «OcobmmMBOCTI 3acTocyBaHHS» Ta «PapMaKoKiHeTuKa»). Ciif B3ITH TO
yBaru 30i/blIeHy CUCTEMHY €KCIIO3UIlil0 IIPHU JIiIKyBaHHi ITalliEHTiB MOHTOJIOIMHOI pacH,
y SKUX rinepxojieCTepUuHeMiss He KOHTPOJIIETLCA afleKBaTHO fo3aMu no 20 mr.

IH2ibimopu npomea3su

[TinBuileHa cUCTEMHAa €KCIIO3Ullisl PO3yBaCTaTHUHY CIIOCTepirasnacs B ocib, sKi
3aCTOCOBYBAJId PO3yBaCTaTUH CYIIyTHBLO 3 Pi3HUMHU iHTiIOiTOpaMu IIpoTea3u y
MMoegHaHHI 3 puToHaBipom. Crig oOMipKyBaTU SIK KOPHUCTh BiJl 3HMKEHHS PiBHA JIiITiiB
3a goroMoroio npemnapaty Posapt y nauienTiB i3 BIJI, aki oTpuMytoTs iHTi6iTOPU
IpoTea3y, TaK 1 MOXKJIMBICTH IIIABUIIIEHHS KOHIIEHTPALill pO3yBaCTaTUHY Y IIJIa3Mi
KPOBi Ha MOYaTKy Tepallil Ta Ipu OigBUIIeHHi 7o3u Po3apTy y malli€eHTiB, SKi
OTPUMYIOTH iHTiOiTOpU mpoTea3u. OgHOYaCHE 3aCTOCYBaHHS Mpelapary 3
iHribiTOpaMu NpoTea3u He peKOMEHAYETHLCS, K0 m03a Po3apTy He CKoOpUroBaHa
(muB. po3ginu «Croci6 3acTocyBaHHS Ta A03u» Ta «B3aeMopmist 3 iHITUMUY JTiKapChKUMU
3acob0aMu Ta iHIIII BUOW B3a€EMOMIN»).

dy3udosa Kucsioma

Po3yBacTaTuH He CJIif 3aCTOCOBYBATH Pa30M i3 CHCTEMHUMH IIpernapaTaMu Qy3ug0BOl1
KMCJIOTH ab0 IMpoTATroM 7 OHIB Mic/Isi IPUNUHEHHS JTiKyBaHHS Qy3UI0BOI0 KUCIOTO0. Y
Malli€HTiB, sIKi 3aCTOCOBYIOTh (Py3UA0BY KHCIIOTY, JTiKyBaHHS CTaTUHAMU CJIif
MPUIIMHUTH Ha BeChb TEPMiH IiKyBaHHS Qy3HUA0BOIO KUCJIOTOH. 3adikCcoBaHO BUNAOKHU
pabmomioni3y (y ToMy 4HCIIi 3 TeTaJTbHUM HACJIIIKOM) Yy MAIli€HTiB, IKi OTPUMYBaIU
(by3umoBy KHUCIIOTY i CTaTUHHU y IIOEOHAHHI (OUB. po3ain «BlaemMopisa 3 iHIIUMHu
JIiKapChbKUMHU 3aco0aMu Ta iHIII BUOM B3a€MOili»). [1alieHTy HeoOXimHO
peKoMeHOyBaTH HerallHO 3BEPHYTHUCS [0 JIiKaps, SAKII0 BiH Bim4yye OyOb-siKi CUMIITOMU
M’s130B0O1 cj1abKOoCTi, 0010 a00 YyTIuBOCTI. Tepamnito cTaTuHaMU MOXKHa 3HOBY
po3moydaTy yepe3 7 OHIB MiC/Is OCTaHHBOI H03U (y3UO0BOI KUCIOTH. B oKkpemMux
BUIIaAgKaX, KOJIM IOTPiOHa TpuBajla CUCTEMHA Tepalliss Gy3uaoBO0 KUCIOTOIO,
HaIMPUKJIIaMO OIS JIIKYBaHHS TSIXKKUX iHPEeKITif, HeoOXimHICTh CIiTbHOTO BBEIEHHS
po3yBacTaTUHY Ta (Gy3UIOOBOI KUCIIOTHU CJIif PO3TIsifaTHy TiJIbKY iHOMBimyasibHO i mig
peTeIbHUM MEOUYHUM HarJisgoM.

HenepeHocumicmb nakmo3u

[TamieHTaM i3 pigKiCHUMM CIaJKOBUMHM NpoOieMaMu HEIIePEeHOCUMOCTI TrajlaKTO3H,
nedinuToMm nakTal3u Jlanna abo riIoK030-TajlaKTO3HOI ManbabcopOlliero He Ctif
3aCTOCOBYBaTH liei mipenapar.



IHmepcmuujianvHa xeopoba sez2eHb

[Tim yac 3acTOCyBaHHS OEesIKUX CTATHUHIB, 0COOJIMBO IIPU TPUBAJIOMY JIiKyBaHHI,
MIOBiHOMJISIJIOCS ITPO BUHSITKOBI BUIIAQOKU iHTEPCTHUIIaIbHOI XBOPOOU JIereHb (OuB.
po3min «ITobiuHi peakiiii»). [Io MposBiB 1Ii€l XBOPOOU MOKHa BiTHECTH 3aAUIIKY,
HEeNpOAyKTUBHUM KallleJIb Ta 3arajibHe IOTipIIeHHs CTaHy (IigBUIleHa
CTOMIJIIOBaHICTh, 3HUZKEHHS MacCH Tijla Ta rapsg4ka). Y pasi nigo3pu Ha
iHTepcTUulianbHy XBOpPOOY J1ereHb 3aCTOCYBaHHS CTATUHIB CJIi] MPUIIUHUTH.

Llykposuli diabem

[eski pakTH CcBigYaTh, 110 CTaTUHMU, MiABUILIYIOTh PiBE€Hb I'TTIOKO3MW B KPOBi Ta y AeSIKHUX
Malli€EHTiB, IKUM 3arpPOoKy€ BUCOKMU PU3UK PO3BUTKY HiabeTy B MaliOyTHOMY, MOXKYTb
CIIPUYHUHSTH TillepTriIiKeMilo TaKOT0 PiBHSA, IPU SKOMY HeoOXifHe HaJjieKHe JTiKyBaHHS
miabety. 1110 3arposy,

OIJHAK, IepeBUIIlyE 3HUKEHHA PU3UKY CyYOUHHUX IIOPYILIEHb IPU 3aCTOCYBaHHI
CTaTHHIB, i TOMy BOHa He Ma€ OyTH IIiACTaBOIO I IPUNIMHEHHS TepaIllil CTaTUHaMHU.
3a naljieHTaMu I'pynu pu3uKy (piBeHb I'JIIOKO3U HaTmie 5,6-6,0 mmons/n, IMT >30
Kr/M2, MigBUIIEHUM PiBeHb TPUTIIILIEPUiB, apTepiajlbHa rinepTeH3isa) ClIig BCTaHOBUTHU
SIK KJTIHIYHUH, TaK i 6i0XiMiYHU#M KOHTPOJIb 3TifHO i3 HalliOHAaTbHUMHU iIHCTPYKIIiSIMU.

3rigHo 3 JOCTYIHUMM JaHUMM 3apeECTpPOBaHa 3arajibHa 4acTOTa IIyKpPOBOTO fiabeTy
ctaHoBuna 2,8 % y rpymi nputiomy po3yBacTaTuHy Ta 2,3 % — y rpyimi nnane6o,
IepeBaxHO y IalLll€eHTIB 3 PiBHEM IJIIOKO3U HAaTIIE Big 5,6 7o 6,9 MMOIIb/JI.

Ak i mopo iHmwux iuridbiTopis 'MI'-KoA-pegykTa3u, IIpu 3aCTOCYyBaHHiI pO3yBacTaTUHY
crocTepiramnocs 3poctanHsa HbAlc Ta piBHIB I'/lIOKO3M Yy CUPOBATIIi KPOBi. ¥ mesaKux
BUIIaJKax Il MTOKa3HUKU MOXKYTh IIePEeBUILlyBaTU I'PaHUYHE 3HaAYEHHS OJ1d
OiarHOCTHUKHU LIYKPOBOTO HOiabeTy, HacaMmepeq y NalliEHTiB 3 BUCOKUM PU3UKOM
PO3BUTKY OiabeTy.

Po3yBacTaTuH SIK MOHOTEpPAIlisd He CIIPUYUHSIE 3HUXKEHHS 0a30B01 KOHIIEHTpPaIlil
KOPTU30JTy IIJIa3MU KPOBi i He BIIJIMBaA€ Ha pe3epB HagHUPKOBUX 3asi03. HeobOxigHa
00epexXKHICTh Y pa3i OMHOYAaCHOTO 3aCTOCyBaHHS npenaparty Po3apT Ta iHIIuX
JIiKapCchKUX 3ac00iB, 3MaTHUX 3HUXKYBATH PiBHiI a00 aKTUBHICTh €HIOT€HHUX
CTEpPOIOHUX TOPMOHIB, HaIpUKJIag K€TOKOHA30J1y, CIIiPOHOJIAaKTOHY Ta IUMETUOUHY.

Iimu

Owinka HiHiMHOTO POCTy (3picT), Macu Tina, IMT (iHgekCy Macu Tina) Ta BTOPUHHUX
XapaKTEepPHUCTUK CTaTEeBOT0 NO3piBaHHS 3a TaHHepoM y miTeu BikoM Big 10 mo 17 pokis,
SIKi IpUU¥Maly po3yBacTaTUH, oOMexkeHa mepiogoM TpuBaiicTio 1 pik. [Ticmsa 52
THUKHIB OCIiAXKYBaHOTO JIiKyBaHHS XOIHOI'O BIZIUBY Ha picT, Macy Tina, IMT abo



cTaTeBe [03piBaHHS BUSBIEHO He Oyio (muB. po3min «®apMmakoguHaMika»). ITocBig
KJTIHIYHUX [OCIIiIXKeHb 3aCTOCYyBaHHS ITpenapary AiTIM Ta OifjIiTkaM oOMeXXeHUH,
OOBTOTpPHUBAJi epeKTH 3aCTOCyBaHHS po3yBacTaTuHYy (>1 pikK) Ha cTaTeBe HO3piBaHHA
HeBimoMi.

3rigHo 3 JOCTYIHUMMU JaHUMU y OiTeu Ta HifJIiTKiB, AKi IpuiMaau po3yBaCTaTHUH
OpoTsAroM 52 TUXKHIB, migBuilleHHS piBHSI KK >10 pa3is Bumie BMH Ta cumMmiitomu 3
00Ky M’s13iB Imicysa ¢pi3smyHOro HaBaHTaXKeHHA abo mimBuIeHoi Gpi3uvHOl aKTUBHOCTI
CIIOCTepiranucs 4acTillle ITOPiBHAHO 3 TAKUMHU Y HOPOCHIUX (OAuB. po3min «ITobiuHi
peaxiii»).

3maTHiCTh BIUDITMBATH HA IMIBHIKICTH peakilili mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3MaMHu

IocriazKeHb 3 BU3SHAYEHHS BIIJIUBY PO3yBaCTaTUHY Ha 30aTHICTh KepyBaTU
aBTOTPAHCIIOPTOM Ta IpalloBaTU 3 IHIMUMU MeXaHi3zMaMu He nnpoBogunu. OgHak 3
ornsaay Ha apMaKogrHaMidHiI BIaCTMBOCTI MaJIOMMOBIPHO, 110 Po3apT BriuBaTuMe
Ha TaKy 30aTHicTh. [Ipu KepyBaHHiI aBTOTPAHCIIOPTOM ab0 pobOOTi 3 iHIIUMU
MexXaHi3MaMU CJIi] BpaXOByBaTU MOXKJIUBICTh BUHUKHEHHS 3allaMOPOY€eHH y Iiepion
JIIKyBaHHS.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHs IPpyaaio

[IpenapaT npoTuUNOKal3aHUM y Iepiof BariTHOCTiI abo rogyBaHHS IPyALio.

2KiHKY penpooyKTUBHOTO BiKy ITOBUHHI BUKOPHCTOBYBaTU HaJIeXKHi 3acobu
KOHTpAIIEeIIIIil.

OCKinbKM XOJIEeCTEPUH Ta iHIII TPOAYKTU Oi0OCMHTE3y X0JIECTEPUHY BilirpaloTh iCTOTHY
POJIb Y PO3BUTKY IIJIOHA, TOTEHLIIMHUYU PU3UK Big npurHidyeHHs ' MI'-KoA-penykTa3u
IIepeBUIIly€ KOPUCTH BiJl 3aCTOCYyBaHHA IIpenapary y nepion BaritHocTi. [HaHi
OOCIIiIKEeHb Ha TBapMHAaX III0J0 TOKCUYHOTO BIJIMBY Ha PENIPOOYKTUBHY (QPYHKIIIIO
obMexkeHi. AKI0 nallieHTKa 3aBariTHi€ y mepiof 3aCcToCyBaHHS IIbOTO IIpelapary,
JIIKyBaHHS CJIi HETaHO IIPUINHUTH.

OCKinbKHM iHIINY ITiKapChKUM 3acib IIbOTO0 KJIaCcy IIPOHUKAE y TPYOHE MOJIOKO JIIOOUHU
Ta BpaxoByiouH, 1110 iHribitopu 'MI'-KoA-penyKTa3u MOXYTh COPUYMHATH CEPUO3HI
HeOaxkaHi peakiiii y HEeMOBJIAT, XKiHKaM, SIKi MOTPeOyTh TiKyBaHHS IIpenapaToM
PozapT, ciig peKkoMeHAyBaTU YTPUMaTUCS Bif rogyBaHHS Ipyano. [aHUX 11000
NIPOHUKHEHHS NIpenapaTy y rpyqHe MOJIOKO Yy JIIOOWHYU HeMa€e (OuB. PO3MAin
«[TpoTUIIOKa3aHHI»).

Cmocid 3acTocyBaHHs Ta I03H



[lepen moyaTKOM JIiKyBaHHS MALlIEHTY CIif IPU3HAYUTU CTaHOAPTHY
rirnoxoJieCTEPpUHEMIYHY Oi€TYy, IKO1 BiH IOBUHEH OOTPUMYBATUCS 1 IPOTATOM
smikyBaHHS. 103y ciig nigbupaTy iHOUBimyabHO 3aJIe2KHO Bil MeTHu Teparil Ta
BIAIIOBil IallieHTa Ha JIIKYBaHHSA, KEPYIOYUCh PEKOMEHOALIAMU IIOTOYHUX
3araJbHONIPUUHATUX IHCTPYKIIiH.

[TpemapaT Po3apT MOoxKHa NpU¥MaTH y OyOb-sIKUIM Yac OHS, He3aJIeKHO Bill Ipuiiomy
1Ki.

JIikyeaHHA 2inepxosiecmepuHemil

PekomeHpOoBaHa Mo4YyaTKOBA J03a CTAaHOBUTE 5 a6o 10 Mr mepopasibHO OOMH pa3 Ha
noOy sIK M1 MalliEHTiB, SIKi paHillle He 3aCTOCOBYBa/IU CTAaTHUHU, TaK i mepeBedeHuX Ha
nmpemnapar 3 npuroMmy iHmoro iHriditopa 'MI'-KoA-penykra3u. [Ipu Bu60pi mo9aTKOBO1
IO3U CJIi BpaXOByBaTHU PiBHI X0JIECTEPUHY B KOXKHOT'O OKPEMOTI'0 IallieHTa Ta PU3UK
CepLEBO-CYIUHHUX MTOPYIIEHDb ¥ MaliOyTHBOMY, a TaK0XK iMOBIpHICTb PO3BUTKY
HebOaXkaHUX peakiliii. ¥ pa3i HeoOXigHOCTI migBUIYBaTH A03Yy A0 HACTYIIHOTO PiBHA
MOXKHa 4depe3 4 TuXkHi (guB. po3ain «PapmMakoguHaMika»). 3 OrJIAgy Ha Te, III0 Ha TIIi
3acToCyBaHHS IpemnapaTty B 003i 40 Mr HeOaXkKaHi peakilil BAHMKAIOTh YacTillle, HixkK
ITPYU MEeHIIUX mo3ax (OuB. po3min «[1o6iuyHi peakiiii»), 0CTaTOYHO TUTPYBaTU HO3y mo 40
MT BapTO JIUIIE MalliEHTaM i3 TAXKKOIO0 IrinepxXxojeCTEPUHEMIEI0 Ta 3 BUCOKUM PU3UKOM
CeplieBO-CYOUHHUX IMOPYILIEeHb (30KpeMa Y XBOPHUX i3 CiMEenHOI0
rinepxojecTepuHEMI€), y IKUX He BOAJIOCS OOCATTU METH JIIKyBaHHS IIPU
3acTocyBaHHi go3u 20 Mr i gKi mepeOyBaTUMYTh ITill PETYJIAPHUM HarIa0M (OUB.
po3min «OcobmuBOCTi 3acToCyBaHHsS»). Ha mmodaTky npuiioMy npemnapary y mo3i 40 Mr
PEKOMEeHO0BaHUW HarIsA[d CIellialicTiB.

3anobizaHHa nopyweHHAM 3 6OKY cepueso-cyOuHHOI cucmemu

Y pmocrnipKeHHi 3HMKEHHS PU3UKY MOPYIIEHDb 3 O0KY CepleBO-CyOUHHOI CUCTEMU
ImperapaT 3aCTOCOByBasu y mo3i 20 Mr Ha o0y (guB. po3min «@apMakKognHaMiKa»).

ITauieHmu AiMHBLO20 BIKY

PekomeHpoBaHa moyaTKOBa HO3a OJIS MAlli€eHTIiB BiIKOM > 70 POKiB CTAHOBUTH 5 MTI
(muB. po3gin «OcoOIUBOCTI 3aCTOCYBaHHS»). [HIIIa KOPEKIIisi 403U 3 OTJIAAY Ha BiK He
nmoTpidHa.

ITauienmu i3 HUPKOBOIO HeAoCmamHicmio

[NamieHTaM i3 jerkuMu abo ITOMipHUMU ITOPYIIEHHAMHU (YHKIII HUPOK KOPEKIlis I03u
He TOoTpPiOHa.



PekoMmeHpoBaHa moyaTKOBa [03a OJIs MAI€HTIB i3 MOMIpHUMHU NOPYLIEHHAMU QYHKIIi1
HUPOK (KJIipeHC KpeaTuHiHy <60 MII/XB) CTaHOBUTH 5 MT. [lo3a 40 Mr mpoTuoKa3aHa
nalmieHTaM i3 IOMipHUMM IIOPYILIEHHSIMHU (QYHKIIIl HUPOK. 3aCTOCYBaHHS IIpelapaTry
PozapT mailieHTaM i3 TAXKKHUMU MMOPYIIEHHAMU HUPKOBOD (PYHKIIII TPOTUITIOKA3aHO y
Oynop-aKuX go3ax (ouB. po3minu «[IpoTunoka3laHHs» Ta «PapMaKOKiHETHKA»).

ITauieHnmu i3 nopyweHHAMU PYHKUII neyiHKu

Y nailieHTiB i3 mopyleHHSIMU IeYiHKH, IO OlliHIoBanucs y 7 abo MeHIie OaiB 3a
mKasow Yaunga-I1'10, migBUIIEHHS CUCTEMHOL €KCIIO3UIlil pO3yBacTaTUHY HE
croctepiranocsi. OgHak y ocib i3 mopymieHHsaMu y 8 Ta 9 6asniB 3a 1mikaso Yainga-
IT'to cucTeMHa eKCIo3ullist 3pocTana (ouB. po3ain «®apMakKoOKiHEeTHKa»). Y TaKux
Malli€HTiB AOIIIBHOIO € OILliHKa (PYyHKII1 HUPOK (OuB. po3ain «OcoOIuBOCTI
3acTocyBaHHs»). [10CBi 3aCTOCYBaHHS IpelaparTy IallieHTaM, siki HaOpanu 6inbiire 9
OasiB 3a mkanor Yaunga-I1't0, BimcyTHiN. Po3apT nmpoTUnoka3aHuM IMallieHTaM 3
aKTMBHUMH 3aXBOPIOBAaHHSAMMU I€UiHKHU (OUB. po3min «IIpoTHUIIOKa3aHHS»).

Paca

Y mailieHTiB MOHTOJIOIMHOI pacH CIIoCTepiraaacs IIigBUIlleHa CUCTEeMHAa eKCIIO3UIlis
npenapaty (ouB. po3minu «IIpoTunoka3zaHHsg», «OCOOGIUBOCTI 3aCTOCYyBaHHSI» Ta
«dapmakoKiHeTHKa»). PeKoMeHOOBaHa Imo4YaTKOBa A03a M1 NalliEHTIiB a3iiiChbKOT0
IIOXOOXKEHHsI CTAHOBUTH 5 MT; no3a 40 MI' TaKUM IallieHTaM IPOTUIIOKa3aHa.

I'enemuy4Hut noaimopgism

IleBHI TUIIM TEHETUYHOTO MOJIIMOP(}i3My MOXKYTh IPU3BOOUTHU OO HiABUIIIEHHS
€KCIIO3Ullil po3yBacTaTuHy (OuB. po3ain «PapmakokiHeTuKa»). [lallieHTaM i3 BimoMoi0
HasIBHICTIO TaKUX THUIIIB ITOJIIMOP(Di3My peKOMEHOYETLCS 3aCTOCOBYBATU MEHIITy OOOBY
no3y npemnapaty Posapr.

ITauienmu 3i cxuavbHicmio 00 po3sumky mionamii

PekomeHpoBaHa moyaTKOBa OO3a OJIA HAIli€HTIB i3 (paKTOpaMu PU3UKY OO PO3BUTKY
MiomnarTii CTaHOBUTh 5 MT (OUB. po3min «OCcoOIUBOCTI 3aCTOCYBaHHS»).

IHo3a 40 Mr mpoTuUIlOKa3aHa JesAKHUM i3 TaKuX Malli€HTiB (OUB. PO3Oi
«IIpoTUioKa3aHHSI»).

CynymHe 3acmocy8aHH A

PosyBacTaTuH € cyOCcTpaTOM pPi3HUX TpaHCIOPTHUX OinkiB (Hanpukinag OATP1B1 Ta
BCRP). Pu3uk mionarii (B ToMy 4ucCJli paboMionily) 3pocTa€e Ipu CynyTHbOMY
3acTocyBaHHi Po3apTy i3 meBHUMH IiKapChKMMM 3aco0aMu, 1110 MOXKYTh MiTBUIITyBaTU



KOHIIEHTPAIlil0 pO3yBaCTaTHUHY Yy IIJIa3Mi BHACIIIIOK B3a€MOil i3 IMMU TPAHCIIOPTHUMU
OinkaMu (HampukiIamd IUKIIOCIIOPUHOM Ta IeBHUMU iHTibiTopaMu mpoTeasu, B TOMY
yucai KoMmOiHallisTMM PUTOHABIpPY 3 aTa3aHaBipoM, JIoIliHaBipoM Ta/ab0 TUIpaHaBipoOM;
ouB. po3minu «OcoOIUBOCTI 3aCTOCYBaHHSA» Ta «B3aeMofis 3 iHIIMMU JTiKapChbKUMU
3acobaMu Ta iHIIII BUOU B3a€EMOAil»). [T0o MOXKIUBOCTI, CHifl PO3TISAHYTH 3aCTOCYyBaHHS
aTbTEPHATUBHUX ITiKapChKUX 3ac00iB Ta, Y pa3i HeoOXimHOCTI, TUMYAacOBO IIepepBaTu
Teparito npenapatoM Po3apT. AKIo CymyTHHOIO 3aCTOCYBaHHS IIUX JTiIKapPChKUX
3aco06iB i3 Po3apToM YHUKHYTH HEMOKJIUBO, CJIiJl pETEIbHO 3BaKUTHU KOPUCTD Ta
PU3UK Biff CYIIyTHLOI'O 3aCTOCYBaHHSA Ta BIAIIOBIIHMM YHUHOM BIOKOpPEryBaTU HO3Y
npemnapaty Po3apt (ouB. po3min «B3aeMopis 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta iHIIi
BUOU B3aEMOMOIN»).

itk
3acTocyBaHH IIpelapaTy OITsIM Ma€ IIPOBOOUTH JIMILE CIIeLialicCT.

3acToCcoByBaTH OiTSM Ta HigjmiTkaM BikoM Bif 10 go 17 pokiB (XJIOMYMKY Ha CTamil
po3BuTKy Il Ta Buille 3a TaHHEpPOM Ta [iBUaTa, B IKMX MEHCTpPYyallil ToYaaucs
IIIOHAUMEHIIIe PiK TOMY).

3BHUYaliHa ImoYaTKoBa JoOOBa 03a AJIsS OiTeM Ta MifJIiTKiB i3 reTepo3uroTHO
CiMeMHOI0 TinepxojiecTePpUHEMI€I0 CTAHOBUTEL 5 MT Ha mo0y. [IpemapaT 3a3Buyan
IIpUIMaTH IIepopasibHO B fo3ax Big 5 Mr go 20 Mr oguH pa3 Ha Ao0y. [ligBuIryBaTu
O03y CIIiI BiAMOBIAHO [0 iHOWBiAyalIbHOI BiAIIOBili AMTUHU Ha JTiKyBaHHS Ta
IIepPEeHOCUMOCTI IIpernapary, JOTPUMYIYNCh pEKOMeHJallil 1000 JIIKyBaHHSA OiTel
(muB. po3min «Ocob6MMBOCTI 3acTOCyBaHHsI»). [Tlepen moyaTkoM Teparii
pO3yBacCTaTUHOM HiTAM Ta OigJIiTKaM CJIif IPU3HAYUTU CTaHOAPTHY
rirnoxonecTepuHEMIUHY OI€TY, SIKO1 HalliEHTH MalOTh JOTPUMYBATHUCS i IIPOTATOM
JIiKkyBaHHS. be3neky Ta epeKTUBHICTD TiKapChKOro 3aco0y y mo3ax Oinbiie 20 Mr y ik
MMOMyJIALil He OOCHIimXKyBallu.

TabneTku mo 40 MT He 3aCTOCOBYBATH HiTSM.
Iimu sikom 0o 10 pokis

IocBin mikyBaHHS miTel BikoM mo 10 pokiB oOMexXeHUM 3aCTOCYBaHHSAM IIpenapary y
HEeBeJIMKOI KiTbKOCTi mallieHTiB (BikoM Bifg 8 mo 10 poKiB) i3 TOMO3UTOTHOIO CiMEMHOI0
rinepxojiectepuHeMielo. TakKUM 4YWHOM, IIpenapaT Po3apT He peKOMEHOYEThHCA
3aCTOCOByBaTH OiTAM BikoM 10 10 pokKiB.

Ilepemo3yBaHHA



CrnenudiuHoro JIiKyBaHHS Iepeao3yBaHHSA HeMae€. Y pa3li nmepemo3yBaHHSA HallieHTa
CHIif JTiIKyBaTH CUMIOTOMATUYHO Ta, Y pa3i HeoOXigHOCTI, BXKUTH ITiATPUMYIOUYUX
3axomiB. [ToTpi6bHO KOHTpOMOBaTH PyHKIII meuinku Ta piBHiI KK. EdekTuBHICTD
reMofiani3dy MaJOuMOBipHa.

IToOiuni peakmii

HebaxaHi sBHUIlA, 1110 Bif3HAYalOThCS MIPU 3aCTOCYBaHHI po3yBacTaTUHY, 3a3BUYal
JIETKi Ta TUMYacCoOBi.

Y KOHTpPO/IbOBaHUX KITIHIYHUX OOCIIOXKEHHAX MeHIe 4 % MallieHTiB, gKi
3acTocoByBanu Po3apT, BUMIIIIH i3 HOCHiAXKEeHHA Yyepe3 HebaxKaHi peakiiil.

Y HuK4eHaBeeHil TabnuIli mpengcraBieHud npodinbk HebaxKaHUX pPeakIlii Ha
pO3yBaCTaTUH 3a JaHUMU KJIIHIYHUX OOCIIiIXKEeHb Ta BEJIMKOI'0 HOCBIiny
ImicisipeecTpalifHoro 3acTocyBaHHs. HebaxkaHi peakiiii knacudikoBaHi 3a 4aCTOTOO
Ta CUCTEMHO-OpraHHumMu Kinacamu (COK).

3a JyacToToo HebaxkaHi peakiiil po3mnoaineHi Takum 4yuHOM: 4acTo (=1/100 Tta <1/10),
HedacTo (=1/1000 ta <1/100), pigko (=1/10000 Ta <1/1000), oy=xe pigko (<1/10000),
HeBimoMol 4acTOTHU (HEMOZKJIMBO OIIHUTH 3a HAaIBHUMHU OAHUMH).

Tabmuis 3
CucreMHO- . .

. YacTto HeuacTto Pigko Hy>Xxe pigko YacToT:
OpTraHHUM KJac
3 OOKY KpOBi Ta
miMpaTHYHOI TpomOoLUTONIEHIS
CHUCTEMU

Peaxkiiil

. . rinep4yyTianBOCTI, B
3 60Ky iMyHHOI .
TOMY YHUCIIi

CUCTEMU , .
AHTiIOHEBPOTUYHUM
HaOpsK

EHpgokpuHHI LlykpoBuu

po3nagu mia6er!

[McuxiuHi

Henpec
po3nanu




3 OOKy HEPBOBOI
CUCTEMU

I'onmoBHUM OiNb,
3aIIaMOpPOYEHHST

[TonmineBpo1aris,
BTpaTa namM’sTi

[Tepud:
HeBpoI
qucii 6
KOIIIMa]

3 OOKy OopraHiB
OUXaHHS,
TPYOHOI KIIiTKHU
Ta
CepenoCTiHHA

Karmies:

3 OOKYy
IIIJTYHKOBO-
KUIIIKOBOT O
TPaKTy

3arop, HyOoTa,
abmoMiHaIbHUM
Oinb

[Taukpeatut

Hiapes

3 OOKy
renarto0iniapHoil
CUCTEMU

[TigBuLIeHHS PiBHSA

IIeYiHKOBUX
TpaHCaMiHa3

2KoBTaHUIIA,
rernaTurT

3 OOKy IIKipu Ta
MiAIIKipHOL
KJIITKOBUHHU

CBep0Oix,
BUCHII,
KPOIIUB THKa

CuHapc

3 OOKYy
CKeJIeTHO1
MYCKYyJaTypHu Ta
CIIOJTY49HO1
TKaHUHU

Mianrig

MiomnaTtisa (y Tomy
YHUCJIi MiO3UT),
pabmomiorris,

BOBYAKOBOIIOOiOHUM
CUHIIPOM, PO3PUBU

M’ g3iB

ApTpasria

[Topyur
IHKOIHN
PO3pUB
HEKpPOT

3 60Ky HUPOK
Ta
CEeYOBUOITBHOL
CUCTEMHU

['ematypisa

3 OoKy
pPEenpoOyKTHUBHOIL
CUCTEMHU Ta
MOJIOUHUX

3aJio3

lNiuekomacTis




3aranpHi
po3nagu Ta
CTaH MicIsa
BBEIEHHS

AcTtenia

HaOpsix

1 YacToTa 3a7eKuTh Bif HaABHOCTi (paKTOPiB PU3HUKY (pPiBEeHB I'TIOKO3HU HaTIIE =5,6

mmoue/, IMT >30 kKr/M2, nigBullleHi piBHI TpUTJIillepUniB, apTepiajbHa rinepTeH3isa B

aHaMHe31).



4K i npu 3acTocyBaHHi iHmMX iHri6iTopiB 'MI-K0A, yacToTa HeGaxXaHUX peakllii Mae€
TEeHIEHIIiI0 3aJieXXaTHu Bif OO3U.

Bnaue Ha Hupku

[IpoTeinypisi, BUsABJIeHa y pe3ybTaTi aHali3y 3a TECT-CMy2XKKaMM Ta IIepeBaxKHO
KaHaJIbL[eBOI'0 ITIOXOOXKEHHS, CIIOCTepirajacs y Iall€HTiB, IKi 3aCTOCOBYBaJIA
po3yBacTaTuH. 3MiHM BMicTy Oifika y cedi Bim Hysst abo citifgiB go 3HaYeHHs ++ abo
Oinbie croctepiranucsa y <1 % mallieHTiB y OesIKUX YaCOBUX TOYKaX y XOmi
3acToCyBaHHs mmpemnapaty B mo3ax 10 Tta 20 mr i y mpubnusuo 3 % - npu mo3i 40 mr.
HeBenuke 30inblIeHHS 4YaCTOTH 3MiHU BMICTY Bif HyJis1 abo CifiB 00 3HaYEeHHS +
criocTtepiranucs mpu go3i 20 Mr. Y GinbIIOCTi BUNA[KiB IPOTEIHYPis 3MeHIIIyBalacs
a00 3HMKAaJIa CIIOHTAaHHO IPU NPOOOBXKEHHi Teparril. 3a JaHUMU KIIiHIYHUX OOCITigXKeHb
Ta IOCTMapPKETUHTOBUX CIIOCTEPEXKEHb Ha HaHWU YaC He BUSBJIEHO IPUYUHHO-
HaCIiTKOBOTO 3B’sI3KYy MiXK NPOTEIHYypi€lo Ta ToCcTpUM ab0 IIpPOrpecyoyumM
3aXBOPIOBaHHSIM HUPOK.

Ha Tm1i 3acToCcyBaHHS po3yBacTaTUHY Bil3HAYEHO BUIIQAKMU IeMaTypil; 3a HassBHUMU
OAHMMHU 4acToTa i1 MaJa.

Bnaue Ha ckesemHy myckyaamypy

YpaxkeHHs CKeJIeTHOI MyCKyJIaTypH, TakKi K Miasrisi, MionarTis (B TOMy YHCJIi MiO3UT),
Ta 3pigkKa pabmoMiosti3 i3 rocTpoo HUPKOBOIO HEOOCTAaTHICTIO abo 6e3 Hel Oyu
BiI3Ha4YeHi IIpu 3aCTOCyBaHHi OyOb-IKUX 03 PO3yBaCTaTHUHY, 0COOIUBO IPHU mo3ax >
20 mr.

Y nailieHTiB, fKi npuiiMaau po3yBaCTaTUH, CIIOCTEPIrajgocs 0o303ajiekHe 3PpOCTaHHSA
piBHiB KK; B GinbiiocTi BunagkiB sBuile 0yno cj1abKUM, aCUMITOMaTUYHUM Ta
tuM4yacoBuM. Ao piBHI KK migBumieHi (>5 pa3is Buiie BMH), nikyBaHHS CiIif
OIPUNUHUTHU (OUB. Po31in «Ocob6IMBOCTI 3aCTOCYBaHHS»).

Bnaue Ha neviHKy

Ak i mpu 3acTtocyBaHHi iHmux iHridiTopiB 'MI-KoA-pegykTa3u, y HEBEJIMKOI KilTbKOCTi
Malli€eHTiB, SIKi IpUiiMany po3yBacTaTHUH, Bil3Ha4YaloCcs fo303ajiexkHe 30iblIeHHS
piBHS TpaHcaMiHa3; y OibIIIOCTI BUMAAKIiB siBUIlle Oy/I0 CIa0KUM, aCUMITOMAaTUYHUM
Ta TUM4YacoBUM. [Ipu 3acTOCyBaHHI po3yBacTaTUHY TaKOX Bil3Ha4YasloCs IIiABUIIIEHHS
piBHiB HbAlC.

Ha T51i 3acTOoCcyBaHHS OeIKWUX CTaTUHIB MOBIOOMIISIN ITPO PO3/Iaj CTaTEBOI PYHKIII],
OKpEeMi BUIIaAKM iHTEePCTHUIliaJIbHOI XBOPOOU JiereHb (0COOIUBO IIPU TPUBAIIOMY
3aCcTOCyBaHHIi, OUB. Po3ain «OcoOIMBOCTI 3aCTOCYyBaHHI»).



YacToTa moBimoMyIeHb IIPO pabmoMiosni3, cepiio3Hi mopyIileHHs 3 00Ky HUPOK Ta
MMeviHKY (IepeBaKHO MigBUINEHHS aKTUBHOCTI IMeYiHKOBUX TpaHcaMiHa3) OinbIlla Ipu
3aCTOCyBaHHI npemnapaty B 0o3i 40 mr.

Y nponeci micnspeecTpalinHOro 3aCTOCYyBaHHA PO3yBaCTaTUHY iIeHTU(IKOBaHO TaKy
HeOaxkaHy peaklliio sK JleTajibHa abo HeleTasibHa Me4YiHKOBa HeJoCTaTHICTh. OCKiITbKHN
IIPO ITI0 Peakilifo MOBiMOMIISIIIOCS CIIOHTAHHO i3 IIOMyJIsilil HeBU3HAYEHOl KiJIbKOCTi,
HEMOZKJIMBO [JOCTOBIPHO OLIIHUTHU il 4acTOTy a00 BCTAHOBUTH HASIBHICTb IPUYMHHO-
HaCJIiAKOBOI'O 3B’S3KYy 13 3aCTOCYBaHHSM IIpenapary.

3pigka y miciasipeecTpaliiHOMY Mepiofi IMOBIHOMIISAIOCS IIPO HOPYIIEeHHSI KOTHITUBHUX
¢yHKIIIM (HanmpuKiIap MOripiIieHHs maM’sTi, 3a0yabKyBaTiCTh, aMHe3isI, CILTyTaHIiCTh
CBIZOMOCTI), 110 aCOLiFOI0THCA 13 3aCTOCYBaHHAM CTaTHHIB. [Ipo Taki KOTHITUBHI
mpo6JieMu ITOBiIOMIISITIOCS Y 3B’SI3KY 3 YCciMa cTaTHHaAMU. fBUINA, TIPO SKi MOeThCs y
IIOBIJOMJIEHHAX, 3a3BUYal MalOTh JIETKUY XapakKTep 1 MUHAIOTh IiC/Isa BiOMIiHU
CTATHUHIB, a TAKOXK MalOTh Pi3HUHN YacC [0 IIOSIBU CUMITOMIB (Big 1 OHS OO POKiB) Ta mo
3HUKHEHHSI CUMIOTOMIB (MeniaHa - 3 THXKHI).

Iimu

[TigBuIieHHs piBHSA KpeaTuHKiHa3u >10 pasziB Buille BMH Ta cuMmnitoMu 3 60Ky M’si3iB
micss ¢pi3smYHOro HaBaHTaXKeHHs abo mimBuIeHol GpizuyHOl aKTUBHOCTI
CIIOCTepirajaucs 4yacrTille y 52-TUXKHEBOMY KJIIHIYHOMY OOCJIII?KEeHH] 3 y4acTio OiTeu
Ta ITiJIITKiB MOPiBHSIHO 3 JopocauMu (OuB. po3ain «OcoOIUBOCTI 3aCTOCYBAHHS»).
[TpoTe npodink 6e3meKu po3yBacTaTUHY YV OiTel Ta MigJiTKiB OyB MOAiOHUM 10 TAKOTO
Y DOPOCIIUX.

TepMin npuIaTHOCTI

2 POKH.

VYMmoBHu 30epiranHs

36epiratu mmpu Temmnepartypi He Buiie 25 °C y HeOOCTYIIHOMY IS OiTel MicIii.
YnakoBka

ITo 10 TabneTok y 6micTepi; mo 3 6micTepa y KOpoOI1Ii.

Karteropis Bignycky

3a peLenTom.



BupoOHUK
AxTaBic JIT.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaKeHHsI
OistIbHOCTI

BLBO015, BLB 016 Byne6en Iamactpian 6younok, M. 3eiityn ZTN 3000, ManbTa.
[Ixepesno iHCTPYyKIil

[HCTpPYKIIito TiKapChKOTro 3aco0y B3sTO 3 o(illiiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapCchbKHX 3aco0iB YKpailHu.
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