IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

PO3YJII® ILJTIOC

(ROSULIP® PLUS)

CKnao:

Oitoui peuoguHU: PO3yBACTATHH, €3eTUMIO;

1 kamcyna MicTATH OBi TaONIETKU:

1 TabneTky po3yBacratuny 10 Mr (y BUTTISAi po3yBacTaTuHy IUHKY) Ta 1 TabneTky e3etumilOy 10 mr;

abo 1 tabmeTky po3dyBacratuny 20 Mr (y BUTTISAi po3yBacTaTUHY IIMHKY) Ta 1 TabneTky e3etumioy 10
mr; abo 1 TabneTky po3yBacTaTury 40 Mr (y BUTTIAMi po3yBacTaTUHy LUUHKY) Ta 1 TabneTKy
e3etuMiOy 10 mr;

0ONOMIdCHI peYoBUHU:

015 mabemkKu po3y8acmamuHy:

11eJ110J103a KPeMHieBa MiKpPOKpHCTaliYHa, KPEMHIiI0 MiOKCHU[ KONOoigHuWM 6e3BOMHUM, MarHilo cTeapar;
0214 mabaemku esemumiby:

IIOBiOH, HATPil0 KpOCKapMeso3a, IeojI03a MiKpOKpUCTalidyHa, MaHiTOJI, HaTpilo Taypuncynbdar,
TiOPOKCUNIPOIIILIE0II03a 3 HU3bKUM CTYIIEHEM 3aMillleHHs, MarHilo cTeapar;

ckaaod kancyau 10 me2/10 me:
3aniza okcup xoBtuii (E 172), Tutany giokcup (E 171), kxenaTus;
cknao kancyau no 20 me/ 10 me ma 40 me/ 10 me:

3aniza okcup xkoBtuil (E 172), 3anisza okcup yepBoruii (E 172), Tutany giokcup (E 171), Kenatus.

Jlikapcbka ¢popmMa. Kamncynu TBepgi.
OcHosHI (i3uko-xiMiuHI 81aCMUBOCMI:
kKancyau no 10 me/ 10 me:

TBEP[i KeJaTUHOBI Karcymy, 6e3 MapKyBaHHS, CaM03aKpUBayi, 3 0CHOBOIO KOBTOTO KOJILOPY Ta
KPHUIITKOI0 JKOBTOTO KOJIbOPY. KoXkKHa Karcyna MiCTUTh ABi TabIeTKu.

TabmeTka podyBactaTuny 10 mr: 6imi abo mMatizke 6imi Kpyrii TabneTKy 3 MO3HAYKOIO = na opmiit



CTOpOHi TabmeTKu Ta 0e3 Mo3HAUKHU 3 iHIIOr0 60Ky, 0e3 abo Malizxke 0e3 3amaxy;

tabneTka e3etumiOy 10 mr: 6imi abo Matizke 6ini Kpyrii miacki TabrneTku 3 packoio, 3 rpaBipyBaHHIM
ctunizoBaHoil niTepu E Ha omHOMY Oo11i TabneTku Ta HoMepoM 612 Ha gpyromy Ooti TabneTku, 6e3
abo matixke 6e3 3amaxy;

kancyau no 20 me/ 10 me:

TBepHi KenaTuHOBI Kancynu CONI-SNAP 0, 6e3 MmapKyBaHHS, caM03aKpHBaiodi,3 0CHOBOIO KOBTOT'0
KOJIbOPY Ta KPUINIKOI0 KOIhOPYy KapaMeri. KoxHa Karcysa MiCTUTh [ABi TaOIeTKH.

TabmeTka podyBactaTuny 20 Mr: 6imi abo Matizke 6ii Kpyrii TabnmeTKy 3 MO3HAYKOIO = na opmiit
cTopoHi TabneTky Ta 6e3 Mo3HauKu 3 iHIIOro 60Ky, 63 abo Maiixke 0e3 3amaxy;

tabneTka e3etuMiby 10 mr: 6ini abo maiixke 6inmi Kpyryi mnacki TabneTku 3 Gackow, 3 rpaBipyBaHHAM
cTumnidoBaHoi nitepu E Ha ogHOMY Oo11i TabneTku Ta HoMepoM 612 Ha mpyromy 6ori TabneTku, 6e3
abo matixke 6e3 3amaxy;

kancyau no 40 me/ 10 me:

TBepmi xkenaTuHOBI Kamcynmu CONI-SNAP 0, 6e3 MapKyBaHHS, CAM0O3aKpHBaioyi, 3 0CHOBOIO KOBTOI'0
KOJIbOPY Ta KPUIIKOI0 YePBOHOI'0 KOMbopy. KoxkHa Karcysa MicTuTh ABi TaOneTKH.

Tabnetka podyBactaTuny 40 mr: 6ini abo maiixke 6ini oBanbHi TabneTku 3 packolo, 3 rpaBipyBaHHIM
ctumidoBaHoi nitepu E Ta HoMepoM 598 Ha omHOMY Ootii TabmeTku, 6e3 abo Maiizxke 6e3 3amaxy;

tabneTka e3etumiby 10 mr: 6inmi abo maiike 6Gimi Kpyrii mmacki TabmeTku 3 packoio, 3
rpaBipyBaHHSIM CTUIIi30BaHOi niTepu E Ha omHOMY Oot1i TabmeTKy Ta HoMepoM 612 Ha gpyromy 6orri
tabneTku, 6e3 abo Malixke 6e3 3amaxy.

®apMakoTepaneBTUYHA I'pyIa.
[uri6itopu I'MI'-KoA-penykTa3u B KoMOiHallil 3 inmmMu rinosninigemMiuauMu 3aco6amu.

Kom ATX C10B A06.

dapmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

PosysacmamuH.

Po3yBacTaTuH € CeJIeKTHBHUM KOHKYPEHTHUM iHribiTopoM ['MI-KoA-penykTa3u - pepMeHTy, KUt
PeTyIoe MBUIKICTh IEPETBOPEHHS 3-TiIPOKCHU-3-MEeTUI-TIIIOTapUII-KOeH3UMYy A B MeBaJIOHAT,
MIOIIePeIHUK X0JIECTEPUHY.

[o710BHOIO MillIeHHIO [Iii pO3yBaCTaTHHY € MeYiHKa, e Bif0yBa€eThCA CUHTE3 X0JIECTEPUHY.

Po3yBacTaTuH 30i1bIIy€e KiTbKICTh I€UiHKOBUX PELIEIITOPIB JIMONPOTEINiB HU3bKOI IIiTbHOCTI
(JITTHII) Ha moBepxHi KJIiTHH, 30iNbLIyI0YX 3aX01yieHHs Ta Katabomnizm JITTHII, mo nocunioe



3axomyeHHs i Katabomnizm JITTHII i, y cBOO 4epry, Ipu3BOAUTH OO MPUTHIYEHHS CUHTE3Y
JIompoTeifiB myKe HU3bKOI minbHOCTI (JITIIHIII), 3MeHIIyI04u TUM CAMUM 3aralibHy KilbKiCTb
JITTHIIT Ta JITIOHIII.

PosyBacTaTuH 3MeHIye MiABUILEHY KinbKicTh XonecTepuny JIITHIII, 3aragbHOT0 X0JIECTEPUHY Ta
TPUTTiLIePHUiB, delo 30ilbIIye KiTbKiCTh X0JIeCTEPUHY JIMONPOTeiniB BuCOKOI minbHOoCTi (JITIBII).

Bin 3MeHIye TakoX KinbKiCTh anominonporeiny B, xonectepuny HeJI[IBII, xonectepuny JITITHIII,
tpurnitepunis JITIITHII Ta memno migBuinye piBeHb anominonpoTteiny A-I. Po3yBacTaTuH 3MeHIIye
TaKO0X criBBigHOIIEHHA X0onecTepuny JIITHII/ xonectepuny JITIBIII, 3aranbHOr0 X0IeCTEpUHY/
xosiectepuny JIIIBII, xonectepuny HeJIITHII/ xonectepuny JIIIBII Ta criBBigHOIIEHHSA
anoninonpoTeiny B/ anoninonporeiny A-I.

TepaneBTUYHUYN e(PEKT IPOSIBISIETLCS IPOTATOM 1 TUXKHS IIiC/S MOYaTKy Tepallil po3yBacTaTUHOM,
yepe3 2 TUXHi TiKyBaHHSA epekT pocarae 90 % MakcuMalbHO MOXKJIMBOTO. MakCUManbHUAN ePeKT, K
IIPaBUJIO, HOCATAETHCS Yyepe3 4 TUXKHI [MiC/Is IoYaTKy JIiKyBaHHS.

Eszemumib.

E3eTuMi0 - 1ie MpefCcTaBHUK HOBOTO KJIACy JIMiN03HUXKYBaIbHUX PEYOBUH, SKi CEJIEKTUBHO
MPUTHIUYIOTh iIHTECTUHANIBHY aOCOpOIIito X0IeCTEPUHY Ta BiOIOBIMHUX POCTUHHUX CTEPOiB. E3eTuMio
€ IIepopaIbHO aKTUBHUM Ta Ma€ MeXaHi3M [ii, BITMiHHUY Bif] iHIINX KJaciB
X0JIeCTEPUHO3HUKYBaIbHUX IIPenapaTiB (Halpukiag, CTaTHHIB, CEKBECTPAHTIB 2KOBYHUX KUCIIOT
(cMomi), KUCTIOTHUX MOXigHUX (ibpaTiB Ta POCIMHHUX CTaHOJIIB). MONEKYIIPHOIO MillIeHHIO e3eTUMiOY €
nepeHocHUK creposiB Niemann-Pick Cl-Like 1 (NPC1L1), mo BignoBigae 3a BCMOKTYBaHHS X0JI€CTEPUHY
Ta QITOCTEPOIIIB Y KUIIEUYHUKY.

E3eTuMib noKasi3yeThcsl Ha IMIITKOBiM CMYXKIli TOHKOI KUIIKY ¥ IPUTHiIUye abcopOIiio X0IeCTEPUHY,
3MEHIIYIOUM JOCTABKY iHTECTHHAIBHOT'0 XOJIECTEPUHY B IIEUYiHKY; CTAaTUHU 3HUXKYIOTh CUHTE3
XOJIECTEPHUHY B TIEYiHI, I pa3oM 1 MexaHi3Mu 3a6e3MeuyloTh J0JaTKOBe 3HUXKEHHS X0JIECTEPUHY.
[Ticns 2-TMKHEBOTO KJIiHIYHOT0 3aCTOCYBaHHS y 18 mallieHTiB 3 rinepxoyecrepuHeMieio e3eTumiob Ha
54% 3HUKYBaB abCcopO11it0 X0IeCTEepPUHY MOPIBHSAHO 3 manebo.

Byna nmpoBeneHa cepis HOKTiHIYHUX HOCTiAKEHb I BU3HAUEHHS CEJIeKTUBHOCTI e3eTUMi0y 11010
npurHiueHHs abcop61ii xonectepuny. E3etumi6 npuraiuysas abcop6iiio ['“Cl-xonectepuny 6e3
BIIJIUBY Ha a0COPOIlil0 TPUTIIiLepPUIiB, JKUPHUX KUCJIOT, 3)KOBUHUX KUCIIOT, IPOTECTEPOHY,
eTHUHiNecTpagiony abo XXKUPOPO3YNHHUX BiTaMiHiB A i D.

EnigeMionoriyHi JOCiAXKeHHS BCTAHOBUIIY, 1[0 CePLeBO-CYAMHHA 3aXBOPIOBAHICTh Ta CMEPTHICTh
3MIHIOIOTHCS IPSAMOIIPONIPIIMHO 00 piBHS 3aranbHOro xojaectepuny Ta XC JIITHIII i o6epHEHO
nponopuiHo fo pisHa XC JITIBII.

BnnuB e3eTumiOy Ha cepleBO-CyqUHHY 3aXBOPIOBAHICTh Ta JIETANIbHICTh IOKU 110 He
IIPOEMOHCTPOBAHUM.

dapmaKoKiHemuka.

Ezemumib.

Abcopbuis. Tlicns mpuitoMy BHYTPIIIHBO e3eTUMI0 IITBUIKO BCMOKTYEThCS Ta aKTUBHO KOH'IOTYE 3
YTBOPEHHSIM (papMaKOJIOTiYHO aKTUBHOTO (DEHOJILHOTO TIIOKYPOHIAY (e3eTUMiO-TII0KYPOHIT).
CepenHsi MakcuMasbHa KoHUeHTpalis (C,,,) Y 71a3Mi KpoBi e3eTUMiOy-TTIIOKYPOHIAY HOCATAEThCS



yepe3 1-2 rog, i e3eTumiOy - yepe3 4 -12 rop. AGComIOTHY 0i0OCTYNIHICTh €3eTUMi0y BU3HAUUTH
HEMOKJIMBO, OCKIJIbKY ISl CIIOJTyKa HEPO3UWHHA Y BOZI.

OpgHOoYacHUM IPUMOM 1Xi (3 HU3bKUM a00 BUCOKKMM BMiCTOM KUPY) He BIIJIUBAE Ha NePOpaibHy
6iomocTynHicTh e3eTuMiOy, 30KpeMa e3eTuMiOy y mo3yBaHHi 10 mMr. E3eTumi6 MoxkHa npuiitMaTi
He3aJIeXHO Biff IPUIOMY 1XKi.

Po3nodin. E3eTuMib Ta €3eTUMi0-T/IIOKYPOHif 3B’I3yI0ThCS 3 GimkaMu mIa3Mu Toguau Ha 99,7 % i
88-92 % BigmoBigHO.

Memaboaizm. MeTtabomni3m e3eTuMiby BigOyBa€TbCS B TOHKOMY KUIIEUHUKY i IEYiHII MIISIXOM
KOH'1oTallil 3 rIoKypoHigoM (peakuis 11 ¢as3u) 3 mogansiuM BUBEOEHHSM i3 K0BUI0. MiHiManbHUN
okucHUM MeTabosiaM (peakiris I ¢pa3u) cmocTepiraBcs Ha BCiX eTanax TpaHchopMariiil. Ezetumi6 ta
€3eTUMIiO-TJIIOKYPOHi/l € OCHOBHMMH PEUOBHHAMH, II0 BU3HAYAIOTHCS B I1J1Ia3Mi KPOBi, Ta CTaHOBIISThH
npu6nu3no 10-20 % i 80-90 % Bim 3aranbHOrO BMICTy IpenaparTy B Iifla3Mi BifnosigHo. E3eTuMib Ta
€3eTUMi0-TIIIOKYPOHif TOBiTbHO BUBOASATHCS 3 IJIa3MM KPOBi B ITPOLIECi KMIIKOBO-TIEYiHKOBOI
penupkynsuii. [lepion HaniBBUBeIeHHS €3eTUMiOY Ta e3eTUMIiOY-TIIIOKYPOHINy CTaHOBUTH IPUOIN3HO
22 TOOUHHU.

Busedenns. Tlicna npuiioMy HO6GPOBOIBISAMY BHYTPIMHLO 20 Mr *C-e3eTUMi6y B I1a3Mi KpoBi 6y710
BUSIBIIEHO Tpubnu3Ho 93 % cymMapHOTo e3eTuMiOy Bifi 3arajbHOI paflicaKTUBHOCTI IIJTa3MH.
[Tpu6bnusno 78 % i 11 % mpuiHSTOI pafioaKTUBHOI fo3u 0yJI0 BUBEOEHO 3 KaJIOM i cedelo BigImoBiHO
npotsarom 10 gHiB. Yepes 48 rop y mia3Mi KpoBi He CIIOCTepiraaocs piBHIB pagioaKTUBHOCTI, 1110
BA3HAYAKTHCH.

Ocobaugi nonyasauyii.

ITauieHmu AimHbO20 BIKY

Y natieHTiB NMiTHHOTO BiKY (IIOHAA 65 POKiB) KOHIIEHTPAIlis B IJIa3Mi KPOBi 3arajbHOT0 €3eTUMiOy
npuONIKU3HO BABiYi BuUIlla, HiXK y Mojofnux nauienTis (18-45 pokis). 3uuxenns XC JITTHII i npodins
Oe3neky MpruOIM3HO ONHAKOBI y MAIliEHTIB JIITHHOTO BiKY i MOJIOAMX TALli€HTIB, SIKi IPUNMaIOTh
e3etumi6. ToMy HemMae ToTpeOu B KOPEKIIil MO3U 7 MAIliEHTIB TITHLOTO BiKY.

IauieHmu 3 neviHK08010 HedocmamHicmio

[Ticnsa ogHOpa3soBoro mpurioMy 10 Mr e3eTumiby 3HaYeHHS CEPETHbOI IIJIOMII TiJ KPUBOIO
«KOHIIeHTpalis B mna3mi - yac» (AUC) 3aranbHoro e3etumiOy 6yno B 1,7 pa3a Bullle y Halli€eHTIB i3
TIeYiHKOBOIO HEJIOCTATHICTIO JIeTKOTo cTyneHs (5-6 6aiB 3a mkasnowo Yainga - I1°10), HiXK y 300poBUX
no6poBosbliB. [TpoTarom 14-neHHOTO JOCTiAXKEHHS 3aCTOCYBaHHS e3eTuMiOy (1o 10 Mr mopHs) y
TIAIliEHTIB i3 MeYiHKOBOIO HEIOCTATHICTIO IIOMipHOTO CTyneHs (7-9 6aniB 3a mkasnoio Yainga - [1'10)
3HaueHHs AUC 3aranbpHOTro e3eTuMiby 3pocTaso npubnu3Ho B 4 pa3u B 1-i Ta 14-i eHb MOPIBHSHO 3
TaK/M ITOKa3HUKOM Y 3M0POBUX H0OPOBObLIB. [TallieHTaM i3 e4iHKoBOIO HEJOCTATHICTIO JIETKOTO
CTyTIeHS KOPEKIisf 103u He noTpibHa. OcKinbku epeKTH MigBUIIIEHOT0 BMiCTy €3eTUMiOy B Halli€HTiB
i3 IeYiHKOBOI HEIOCTATHICTIO MOMipHOT0 ab0 TSXKKOro cTymeHs (6inbine 9 6amiB 3a mKkanowo Yaitnga
- IT'10) HeBimoMmi, mpemapat Po3yin® [T10c He PeKOMEHIOBaHHUIM Il 3aCTOCYBaHHS I[iii KaTeropil
namieHTiB (quB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

ITauieHmu 3 HUPKOBOW HeAoCMAamHicmio

[Ticnst ogHOpasoBoro mpuiiomy 10 Mr e3eTuMiby B MallieHTIB 3 TAXKKOI0 HUPKOBOIO HEIOCTATHICTIO
(n = 8; knipeHc kpeaTuHiny < 30 mMn/x8/1,73 M”) cepenre 3HauenHs AUC 3araiabHOrO e3eTuMioy
3pocTano npubnu3Ho B 1,5 pas3a MopiBHSIHO 3 TAKUM ITOKa3HUKOM Y 3[I0POBUX JOOPOBOJIBIIB (n = 9).



Lleii pe3ynbTaT He BBAXKA€ETHCS KITiHIYHO 3HAUymIMM. Hemae nmoTpebu B KOpeKIIil 03U OJ1s Malli€HTiB 3
NOpPYIIeHHAM (YHKIIil HUPOK.

Y uboMy OOCTiOXKEHHI B OQHOTO IMallieHTa (IKUM MaB HUPKOBUM TPAHCIIJIaHTAT i OTPUMYyBaB
MYJIbTUTEPAIIiI0, B TOMY YUCJIi IMKJIOCIIOPYH) PiBeHb 3arajbHOT0 e3eTuMi0y 6yB Buumil y 12 pasis.

Cmamb

KoHIeHTpauig B ny1a3Mi 3arajbHOr0 e3eTuMi0y Tpoxu Builla (mpubausno 20%) y KiHOK, HiX y
yosoBikiB. 3unkeHHS piBHA XC JIITHII i npodins 6e3neku npubIU3HO OAHAKOBI B YOJIOBIKIB i KiHOK,
K IpUIMaloTh mpemnapat Posyin® [Tnioc. ToMy HeMae mOTpe6y B KOPEKIIil 1034 3aJIeXHO Bifl CTaTi.

PosysacmamuH.

BcMoKTyBaHHA.

Cax PO3YBACTaTHHY Y I1JIa3Mi KPOBi fOCATa€ThCs MPUOIN3HO Yepe3 5 TOAUH IIiCis IIepopaIbHOTro
npuiiomy. BiogocTynHicTh cTaHOBUTH puOIu3HO 20 %.

Poznmopin.

O6’eM po3mnominy po3yBacTaTUHY CTaHOBUTHL NpuOnau3Ho 134 1. Maiixke 90 % po3yBacTaTuHy
3B’I3y€ThCS 3 OiIKaMu IJIa3MU KPOBi, B OCHOBHOMY 3 aJIbOyMiHOM.

Metabori3Mm.

Po3yBacTatuH mignaeThcsi o6MexeHoMy Metabomnizmy (mpubausuo 10 %). Po3dyBacTaTul € ciabKum
cybcTpaTtoM g MeTabonisamy pepMeHTaMu CUCTEMU IIUuTOXpoMy P450.

TonoBuuM i30¢epMeHTOM, 1110 Oepe y4acTh y MeTabomni3mi po3yBactaTuny, € CYP2C9.

®epmentu CYP2C19, CYP3A4 ta CYP2D6 MeHI aKTHBHI. ['0T0BHUMY BUSIBIEHUMHU MeTabomiTaMu
po3yBacTaTUHY € N-AUCMETUII Ta TaKTOHOBI MeTabomiTi. N-gucmeTusn npubnu3so Ha 50 % MeHI

aKTHBHUH, HiXK PO3yBacTaTHH, TaKTOHOBI MeTaboniTu papmakonorivdo HeakTuBHi. Binmbme 90 %
(dbapMaKoJIOTiYHOl aKTUBHOCTI, HAllpaBIeHOl Ha NpUrHideHHs nupKymoodol 'MI-KoA-penykrasy,
3a0e3nevyyeThCcss PO3yBaCTaTUHOM.

BuBenenns.

[Tpu6nu3uo 90 % mo3u po3yBaCTAaTUHY BUBOOUTHCS Y HE3MiHEHOMY BUTTIAMI 3 PpeKamisiMu
(Bkmouaroun abcopOoBaHMit Ta HeabcopOoBaHUY PO3yBaCTaTHH). PelliTa akTUBHOI PeUOBUHU
BUBOOUTHCS 13 ceuero. Maiixe 5 % BUSBISAETHCA ¥ Cedi y He3MiHeHOMy BUrspmi. [lepion
HalliBBUBEEHHS CTAaHOBUTH MPUONMM3HO0 9 roguH. [Iepion HamiBBUBeIeHHS He 3MiHIOETLCS MTPU
30inbiienHi qo3u. CepenHili reOMETPUYHUYN KITiPEHC CTaHOBUTH Mpubnmu3Ho 50 n/rox (KoeditrieHT
Bapiamii 21,7 %).

4k i npu 3acTtocyBaHHi iHmux iHribitopis 'MI'-KoA-penykrasu, y Ipoliec MeYiHKOBOT0 3aXOIJIEHHS
po3yBacTaTHUHY 3alyuyeHud MeMOpaHHuY epeHoCHUK xonecTepuny OATP-C. [TepeHOCHUK BUKOHYE
BaXKJIMBY POJIb y II€UiHKOBIN eJliMiHalil po3yBacTaTUHY.

JliHi#iHicTh. CHCTEMHA €KCIIO3HUIIis PO3yBACTATUHY 30iIbINyETHCS ITPOMOPIIHHO 00 m03u. ITics
IpUoMy OeKinbKoX o00BUX 103 papMaKOKiHETUYHI TapaMeTpy He 3MiHIOIOThCS.

Oco00611Bi TPYIIX TAIiEHTIB.




Bix i cTaTh He MalOTh KJIiHIYHO 3HAUYIIOTO BIJIUBY Ha (papMaKOKiHETUKY PO3yBaCTaTHHY.

Emmuiyni epynu. [TopiBHANBHI HOCTiAXKEHHS (papMaKOKiHETUKN pO3yBaCTaTUHY y XBOPUX
MOHT0/10igHOI pacu noka3anu 30inbmeHHs AUC ta C,,,, Tpu0In3HO yABiUi MOPIBHAHO 3 TOKA3HUKaMU
IIpeICTaBHUKIB €BPOIIEOIIHOI pacH, 0 MPOXKUBalOTh y €Bpori Ta A3il.

BnnuBy reHeTruHuX (PakTOpiB Ta (GaKTOPiB HABKOIUIITHLEOTO CEPENOBHUIa Ha BITMIHHOCTI y
(hapMakKOKiHETUYHUX ITapaMeTpax He BusBIeHO. PapMaKOKiHETUYHUM aHali3 Pi3HUX €THIYHUX I'PYI
He BUSBUB KJIIHIYHO 3HAUYILIUX BiIMiHHOCTEH Y (papMaKOKiHETHIII allieHTiB - IPENCTaBHUKIB
€BPOITEOITHOI Ta MOHTOJIOIIHOI pac.

ITauienmu 3 HUPKOBoI HedocmamHicmto. YV TallieHTiB 3 TeTKUMU a00 MOMipHUMHU MTOPYIIEHHSIMU
GbyHKII1 HUPOK PiBEHb KOHIIEHTpPAIlil po3yBacTaTUHY Ta N-OIUCMETHUITY V IIJTa3Mi KPOBi CYyTTEBO He
3MIHIOETHCS. Y MAIiEHTIB 3 TAKKOI HIPKOBOIO HEIOCTATHICTIO (KJipeHC KpeaTuHiHy < 30 MJ1/XB)
KOHIIeHTpallis po3yBaCTaTUHY Y IJla3Mi y 3 pa3u BUllla, a KOHLeHTpalUisa N-gucmeTuny y 9 pasis
BHIIA, HiXK y 3[0pOBUX 0OPOBOJIBIIIB. PiBHOBaXKHA KOHIIEHTpAIlisl pO3yBAaCTaTHHY V IJIa3Mi MAIliEHTIB,
gKi mepeOyBaloTh Ha reMopiarisi, 6yna npubnusHo Ha 50 % BUILOI0, HiXK Y 300POBUX HOOPOBOJIBIIIB.

ITauieHmu 3 neuiHko80 Hedocmamuicmio. Cepef XBOPUX 3 Pi3HUM CTyIIeHEM I1€4iHKOBOI
HEeJIOCTAaTHOCTi He BUSIBIIEHO 30ilbIlIeHHS Iepiofy HaliBBUBENEeHHS PO3yBacTaTHHY, SKII0 O6an 3a
mkasnoio Yaiinga-I1'1o He nepeBuinyBaB 7. OgHaK y OBOX MallieHTiB 3 Oamamu 8 Ta 9 3a mKanow
Yaunpma-I1'10 criocTepiranocs MOOOBXKEHHS MePioAy HamiBBUBENEeHHS II[OHAMEHIIe yaBiyi.

ITocBif 3aCcTOCyBaHHS PO3yBacTaTUHY mallieHTaM 3 OanmoM Buiile 9 3a mkanoi Yainma-I1'10 BigCcyTHiH.

KriniyHi xapaKTepUCTHKH.
IToka3zanus.

4K momoMmiXHa Tepalis g0 Oi€eTu AJis NalieHTiB i3 IePBUHHOI0 TiepxojieCTepUHEeMI€r0, KOJIU €
IOIITPHUM 3aCTOCYBaHHS KOMOIHOBAHOTI'O JIiIKapChKOT0 3aC00Y:

* [I NIALiE€HTIB, IKi He NOCATIM HaJIe2KHOT'0 Pe3yJIbTaTy IIPU JIIKyBaHHI TIIBKU CTaTUHOM;

* 3aMiHa Teparil IS Hal[ieHTiB 3 JOCTaTHIM KOHTPOJIEM 3aXBOPIOBAHHS IIPU CYMICHOMY 3aCTOCyBaHHI
pO3yBacTaTHHY Ta e3eTHUMi0y B THX CaMUX [103aX, 1o i pikcoana Kombinamisa Posynin® ITmoc.

IIpomunoka3aHHsi.

- [TinBuIlleHa YyTNUBICTh N0 aKTUBHUX PEYOBUH ab0 00 OyIab-IKOi 3 MOMOMIKHUX PeYOBUH
npenapary;

- aKTHBHE 3aXBOPIOBAHHS IE€YiHKM, B TOMY YMCJIi CTiliKe MigBUILEHHS PiBHSA CUPOBATKOBUX
TpaHCcaMiHa3 HeBigoMol eTionoril Ta Oyab-sKe MifBUILIEHHS PiBHIB TpaHCaMiHa3 y CUPOBATII BTPHUYi i
Oinbiire Bif BepxHBOI Mexi HopMu (BMH);

- TKKe MOPYyIIeHHs QyHKIIi HUPOK (KTipeHC KpeaTuHiny < 30 MII/XB);

- Miomaris;



- OlHOYAaCHe 3aCTOCYBaHHS IIUKJIOCIIOPUHY;
- OUTSYUH BiK;
- BariTHICTH, Iepiof roAyBaHHS IPYLII0;

- IIPOTHIIOKA3aHO XiHKaM PeNpOAYKTHBHOTO BiKy, SIKi He 3aCTOCOBYIOTh €(DeKTUBHUX METOIIB
KOHTPAIIeIIIil.

Po3ynin® ITmtoc kancynu 40 mr/ 10 Mr npoTunoKa3aHi alieHTaM, siKi MalOTh MifBUILIEHUN PU3UK
PO3BUTKY MiomaTii/ pabmoMionisy. ®aKTopaMu pU3UKY €:

- HUPKOBa HEIOCTATHICTh CEPeAHBOTO CTyIleHd (KJlipeHC KpeaTuHiHy < 60 MJI/XB);
- TiIOTHUPEOD3;
- HasBHICThH CIIaJKOBUX 3aXBOPIOBAHb M'SI3iB B iHOUBiAyalbHOMY ab0 CiMeiHOMY aHaMHe3i;

- MiOTOKCHYHICTB, CIpUunHeHa iHmuMy inribitopamu I'MI-KoA-penykTasu abo pibpaTamu B
aHaMHe3l;

- 37I0B2KMBAHHS aJIKOTOJIEM;
- CTaHM, SIKi MOXKYTh MPU3BECTH [0 MiIBUIIEHHS KOHIIEHTPALlii pO3yBacTaTHHY V IIJIa3Mi KPOBi;
- HaJIeXHiCTh 10 MOHT'OJIOIOHOI pacy;

- OfHOYaCHe 3acToCyBaHHS (iOpaTiB.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
IH2i6imopu mpaHcnopmHux biakie

Po3yBacTaTuH € cyOCTpPaTOM [Jis AeSKUX TPAHCIIOPTHUX OiNIKiB, B TOMY YKCIIi TeYiHKOBOTO
TpaHcnopTepa 3axomnerHHs OATP1B1 ta edmiokcHoro Tpancrnoprepa BCRP. OpHouacHe
3aCTOCyBaHHS PO3yBacTaTUHY 3 TiIKapChKUMU 3acobaMu, 110 IPUTHIYYIOTH IIi TPAHCIIOPTHI OiNKH,
MOXKe NPU3BOAUTH [0 MiABUIEHHS KOHIEHTPAI[iM MO0T0 Y IJIa3Mi KPOBi Ta 301/IbIIIEHHST PU3UKY
miomartii (muB. po3minu «Cmocib 3acTocyBaHHS Ta go3u», «OcobIUBOCTI 3acTOCyBaHHA», «B3aemonis 3
iHIITIMM JTiIKapChbKUMM 3ac00aMu Ta iHIM BHOYM B3aEMOMiM», TaOmuIro 1).

HuxaocnopuH

Y nepiop CynyTHBOTO 3aCTOCYBaHHS PO3yBaCTAaTUHY Ta LUUKIIOCIOPUHY 3Ha4eHHs AUC po3yBacTaTuny
Oynu B cepemHbOMY NIPUONMU3HO Y 7 pasiB BUIIMMMU, HiX Ti, SKi CIOCTepiranucs y 3M0poBUX
noOpoBobLIiB (AuB. Tabnuilo 1). Po3yBacTaTHH MPOTUIIOKA3aHUM MMallieHTaM, SIKi OTHOYAaCHO
OTPUMYIOTh IIUKIJIOCIIOPHH (TuB. po3hin «IIpoTunoka3anusa»).

IH2ibimopu npomea3su

Xoua TOUHMM MexaHi3M B3aEMO/Iil HEBiTOMUM, OQHOYACHE 3aCTOCYBaHHS iHTi6iTOPiB MpoTea3u Moxe
3HA4HO 30i/bIIyBaTH €KCIIO3UIliI0 PO3yBacTaTUHY (nuB. Tabnuio 1). Hampuknag, y mocmigxkeHHi
(dhapMaKOKiHETUKM OfHOYacHe 3acTocyBaHHsA 10 MI po3yBacTaTHHY Ta KOMOiHOBAaHOTO JIiKapChKOTO



3aco0y, mo mictuB ABa iHribitopu mpoteasu (300 Mr aTaszanasipy/ 100 Mr puTOHAaBIpYy), ¥ 3TOPOBUX
moOpoBobLiB cynmpoBoaxkyBasocs migsuieHHsaM AUC ta C,,, po3yBacTaTuHy mpuOnIu3Ho B 3 Ta 7
pasiB BigmoBigHO. OmHOYACHE 3aCTOCYyBaHHS mpemnaparty Po3ymin® ITmoc Ta neskux KoMOiHaIin
iHribiTopiB MpOTea3u MOXKJIMBE IiC/Is KOpeKlil fo3u npenapaTy Po3ymin® IImtoc, BUXomsyu 3
O4YiKyBaHOTO 3POCTAHHS €KCITO3UIlil PO3yBacTaTUHY (OuB. po3minu «Crmoci6 3acTOCYBaHHS Ta MO3U»,
«Oco6IMBOCTi 3aCTOCYyBaHHS», «B3aemopmis 3 iHIIMMU TiKapCchbKUMU 3aco0aMy Ta iHIII BUTU
B3a€eMo[Lii», Tabmurio 1).

I'em@ibpo3us ma iHwi ainido3HUCYBANbHI 3aC0OU

OpHOYacHe 3aCTOCyBaHHS mpemapary Po3ynin® ITmoc Ta reMmdpidpo3uny mpu3BOguIo 40 3pOCTAHHS
AUC Tta C,,, po3yBacTaTHHY B 2 pa3u (AuB. po3min «OcoONMMBOCTI 3aCTOCYBAHHS»).

Buxopsium 3 gaHUX ClielialbHUX OOCHiAKeHb, (hapMaKOKiHETUYHO 3HAYYII0l B3aEMOMII 3
benodiOpaTOM He 0UiKYETHCS, OOHAK MOXKJIMBa hapMaKoAuHaMiuHa B3aemofisa. I'eMpidpo3us,
denodibpar, inmi pidpatu Ta niMigo3HMKYBaNIbHI 03U HiallMHy (HIKOTHHOBOI KHcnioTH) (1 r/ moby
abo Ginbire) 36iMbIIYIOT PU3UK MioMaTii MpU CYyMyTHHOMY 3acTOCyBaHHi 3 inribiTopamu 'MTI-KoA,
IMOBIDHO 3a paXyHOK TOT0, 1[I0 BOHU MOXKYTh CIPUYUHATY MiONAaTi0, KO 1X 3aCTOCOBYBaTH OKPEMO.
Io3a 40 Mr mpoTuIioKa3aHa IIpX CyIIyTHbOMY 3acTOCyBaHHi ¢ibpaTiB (quB. po3minu
«IIpoTunoka3aHHsI» Ta «OcobIUBOCTI 3acTOCyBaHHS»). [lapanenbHuii npuiiom peHodidpary abo
reMdiOpo3uy mifBUIlye KOHIIEHTpallil 3arajabHOr0 e3eTuMiby mpubnusHo y 1,5-1,7 pa3a BigmoBigHo.
XoyYa Take MiABUILEHHS He BBaXKA€ETHCS KITIHIYHO 3HAYYIIUM, CyMicHUM mpuiioM Po3ymin® [Inoc 3
reMpiépo3uIoM NPOTUIIOKa3aHui, a 3 inmuMu dibpaTaMu - He peKOMEHIOBAHUH.

Y nmatieHTiB, 9Ki npuiiManTh e3eTuMi0 Ta PpeHoPiOpaT, icCHye pU3UK PO3BUTKY XOJIeliTia3y Ta
JKOBYHOKAM’ STHOI XBOPOOH.

[Tpu migo3pi Ha XKOBYHOKaM IHY XBOpOOy y Nalli€HTa, AKul mpuiiMae e3eTuMib Ta ¢peHodibpar,
1oKa3aHi 06CcTexKeHHs XKOBYHOTO MiXypa, a TaKy Tepartiio CJIifi MIpU3yIuHUTH.

[TapanensHu# mpuitoM dperodiopaTty abo rempidpPo3uTy MOMipHO MigBUIYE KOHIIEHTPALIil 3araabHOTO
e3etuMiOy (mpubmu3uo y 1,5-1,7 pa3a BigmoBimHO).

Komb6iHoBaHa Teparmist e3eTuMiOoM Ta iHmmmMME ¢GibpaTaMu He HOCTiAXKYyBaIach.

®ibpaTy MOXKYTh 30iNIbIITyBaTH BUAIJIEHHS X0JIECTEPHHY B KOBY, 1110 IPU3BOAUTE J0 KOBYHOKAM STHOL
XxBOpoOu. Y xofi mocigkeHb Ha TBapuHax e3eTuMi0 iHopi 36inbITyBaB PiBeHb X0JIECTEPUHY B MiXypPOBiit
JKOBUI, ajie He y BCiX BUAiB. PU3UK yTBOPEHHSI KAMEHIB, II0B'93aHUM 3 TepareBTUYHUM 3aCTOCYBaHHSIM
e3eTuMiOy, HeBUSIBIIEHUH.

AHmauyudHi npenapamu

OpHoyacHe 3aCTOCyBaHHSA IIpemnapaTy Po3ymin® Ilnioc i3 CycrneH3isiMu aHTalUAiB, 0 MICTATh
rimpokcun antoMiHiio abo MarHiioo, 3HUXKYBaI0 KOHIIEHTpPAllii po3yBacTaTUHY Y IJIa3Mi KPOBi
npubnusno Ha 50 %. Llei edpekT OyB MeHIII BUpakKeHUM y Pa3i 3aCTOCYBaHHS aHTalMOHUX 3ac00iB
yepes 2 TONUHMU TIicNs npuiioMy npenapaTy Po3ymin® [Imoc. KniniyHa 3Ha4yILIicTk 11i€l B3aeMofil He
BUBYAasacs.

OpgHoYacHUM IPUIOM aHTALUIB 3HUKYE CTYIiHL aOcopOilil e3eTuMiOy, ane He BIJIMBA€ Ha HOTO
6iomocTynHicTh. Take 3HUKEHHS CTyIeHs abcopOilii He BBaXKa€ThCS KIIHIYHO 3HAYYIIUM.



EpumpomiyuH

OpHOYaCHe 3aCTOCYBaHHS pO3yBaCTaTUHY Ta ePUTPOMINMHY 3HKUXKYBaso AUC po3yBacTaTuHy Ha
20 %, a C,,, - Ha 30 %. Lig B3aeMopisi MoxKe OyTH CIIpUUYNHEHA ITOCUIEHOI0 ITEPUCTATbTUKOI0
KUIIEYHUKY BHACIIIOOK [il ePUTPOMIIIUHY .

@®epmenmu yumoxpomy P450

PesynbraTu OOCTifXKeHS in Vitro Ta in vivo CBimg4arTh, 10 PO3yBacTaTUH He iHTiIOyeE i HE CTUMYITIOE
izopepmenTu nuToxpomy P450. OKpiM 110T0, pO3yBaCTAaTUH € CITaOKUM CyOCTPaTOM ITUX
i3opepmenTiB. TakuM YHMHOM, B3a€MOZII 3 JTiKAPChKAMHU 3aco0aMu B Pe3ybTaTi MeTabomi3my,
onocepenkoBanoro P450, He ouikyeTbcs. He croctepiranocs KiaiHIYHO 3HAYYIIUX B3aEMOZIN MixK
po3yBacTaTuHOM Ta (prykoHa3omnoM (iuriditopom CYP2C9 ta CYP3A4) ab0 KETOKOHA30JI0M
(inri6iTopom CYP2A6 Ta CYP3A4).

Y DokIiHIYHUX JOCTIAXKEeHHSIX 0yJI0 BUSIBIIEHO, 10 e3eTUMi0 He iHOyKye pepMeHTH nuTOoXpomy P450,
sKi MeTab0oi3yi0Th niKapchki 3acobu. He BimMivanmucs kiiHiuHO 3Hauynl GpapMaKoKiHETUYHI
B3a€EMOil MixkK e3eTUMi0ONIM Ta JTiKapchKuUMU 3acobaMu, 110 MeTabo 1i3yeThest nuToxpomMamu P450:
1A2, 2D6, 2C8, 2C9, 3A4 - abo N-arnetunrpaHcdepasoro.

B3aemo0ii, u,o sumazaroms Kopekuii 003u po3ysacmamuHy

[Tpu HeoOXigHOCTI 3aCTOCYBaHHS PO3yBaCTATUHY 3 iHIIMMHU JIiIKapChKUMHU 3acobaMu, 3aTHUMU
IiABUINYBATU €KCIIO3UIIii pO3yBaCTaTUHY, 03y IIpernapaTy IoTPibHO CKOPUTYBATH. SKIIO OUiKy€EThCH,
mo ekcro3utlis npenapaty (AUC) 3pocTe npubnau3Ho B 2 abo 6inbIile pasiB, 3acTocyBaHHS Po3yiny ®
[Tmtoc crip moYnHATH 3 [O3U 5 MT OfMH pa3 Ha fo0y. MakcumanbHy fo60By 103y IpenapaTy
Po3ynin® ITmioc ciig CKOPUTyBaTH TaKUM YUHOM, 11100 O4iKyBaHa €KCITO3HUIIisl pO3yBaCTaTUHY HE
IepeBUlllyBala eKCI03ULi0, 1110 Bil3HAYAETHCSA IPU IPUUOMI 03U

40 mr/moby 6e3 3aCcTOCyBaHHS JTiKapChKUX 3ac00iB, 1110 B3aEMOIiIOTH i3 ImpemapaToM; HallpPUKJIIa, Ipu
3acTocyBaHHi 3 remdibpo3unom no3a Po3yniny® IImioc ctanoButuMe 20 Mr (30i/bIIIEHHS €KCIIO3HUIIil
B 1,9 pa3za), mpu 3acTocyBaHHi 3 KOMOiHalli€lo puTOHaBip/aTa3zaHasip - 10 Mr (36inbiieHHs B 3,1
pasa), Ipu OMHOYACHOMY 3aCTOCYBaHHI 3 IIUKJIOCIIOPUHOM - 5 MT (30inbuIeHHs B 7,1 pasa).

Tab6muig 1
BrnuB cymyTHiX niKapchkux 3aco6iB Ha €KCITO3UIII0 PO3yBaCTaTUHY

(AUC; y nopsioKy 3MeHIIEeHHS BeJIMYNHU) 3a ONy0IiKOBaHUMU JaHUMU KITiHIYHUX [TOCTiIXKEeHb)

PexuMm g03yBaHHS JTiIKapChKOTO 3ac00y, 1110 PexuM mo3yBaHHS 3minu AUC
B3a€EMOfi€ pO3yBacCTaTUHY po3yBacTaTUHY*
LluknocropuH Big 75 Mr aBivi Ha go0y mo 10 Mr ogun pas Ha moby, 10 T 7,1 paza

200 mr gBiui Ha moOy, 6 MicsiB IOHIB

Ataszanasip 300 mr/ putoHaBip 100 Mr oguH 10 mr, omHOpPa30Ba g03a T 3,1 pasa
pas Ha mo0y, 8 mHiB

Cumenpusip 150 mMr ogus pa3 Ha o6y, 7 nHiB 10 Mr, omHOpa30Ba f03a 1 2,8 paza
Jlominagip 400 mr/ putonaBip 100 mr aBiui Ha 20 Mr oguH pa3 Ha o6y, 7 T 2,1 pasa
moOy, 17 muiB OHiB

T'em¢i6po3un 600 Mr aBiui Ha noOy, 7 OHIB 80 mr, ogHOpa3oBa f03a ,9 pasa

T1
Entpom6omak 75 Mr oguH pa3 Ha fo6y, 5 gHiB 10 Mr, omHOpa3oBa f03a T 1,6 pa3a
Hapyuasip 600 mr/ putonasip 100 mr gBiui Ha 10 Mr omus pa3 Ha goby, 7 1 1
noOy, 7 mHiB OHiB
Tunpanasip 500 mr/ putonasip 200 Mr aBidi Ha 10 Mr, omHOpa30Ba go3a 11,4 pa3a
mo0y, 11 guiB



Iponenapon 400 Mr aBigi Ha KOOy Hesigomo T 1,4 pasa
ITpakoHa3on 200 Mr onuH pa3 Ha goOy, 5 aHiB 10 MT, omHOpa30Ba go03a T 1,4 paza **

E3erumi6 10 mMr opuH pa3 Ha 0o0y, 14 nmHiB 10 mr oguH pa3 Ha o6y, 14 T 1,2 paza **
OHIB

®o3amnpenasip 700 mr/ putorasip 100 mr 10 mMr, omHOpPa30Ba mo3a g

nBiui Ha moOy, 8 mHiB

Anernitasap 0,3 Mr, 7 gHiB 40 mr, 7 oHIB o

Cunimapus 140 mr Tpuyi Ha 0o0y, 5 AHIB 10 mMr, omHOpPa30Ba mo3a o

®enodibpat 67 Mr Tpuyi Ha go0y, 7 OHIB 10 mr, 7 oHiB o

Pucdamnin 450 Mr onun pa3 Ha go0y, 7 OHIB 20 Mr, ogHOpa30Ba f03a o

Ketokona3zon 200 mr gBiui Ha mo0y, 7 OHIB 80 Mr, ogHOpa30Ba f03a o

®nykonaszon 200 Mr onuH pa3 Ha 0o0y, 11 gHiB 80 Mr, omHOpa3oBa Jo03a o

Eputpomitua 500 Mr yoTupu pasu Ha o0y, 80 Mr, ogHOpa30Ba f03a 1 20%

7 mHiB

Batikanin 50 mr Tpudi Ha go0y, 14 gHiB 20 Mr, ogHOpa30Ba f03a 1 47%

* TlaHi, 3a3Ha4YeHi K 3MiHa B X pa3iB, SBJSIOTH CO00I0 CITiBBiIHOIIIEHHS MiX 3aCTOCYBAaHHSIM
po3yBacTaTHHY Y KoMOiHalii Ta okpeMo. [laHi, 3a3HaueHi y BifCcOTKax, SBMISIOTh COO0I0 BiICOTKOBY
PI3HULIIO BifHOCHO ITIOKA3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

30inbIIeHHS TO3HaYeHO 3HAUYKOM T, BiCYTHICTh 3MiH - <, 3MEHIIIeHHS - | .

** Byo MpoBefeHo KilbKa OOCHiIKeHb B3aEMOI1 3 Pi3HUMHU [o3aMu Ipenapaty Po3ymnin® Ilmtoc - y
Ta0IuUIl TOgaHo HaMbimbI 3HAYYIIE CIIiBBiIHOIIEHHS.

AnmaeoHicmu gimamiHy K

4K i mpu 3actocyBaHnHi inmux inribitropis ['MI-KoA-penykTasu, Ha MO4YaTKy 3aCTOCYBaHHS IIpenapary
Po3ynin® ITmtoc abo mpu migBUINEHHI HOTO NO3H Y MAIliEHTIB, SKi OMHOYACHO 3aCTOCOBYIOTh
aHTaroHictu BiTaminy K (Hanpuknaz Bapdaput abo iHIINE KyMapyHOBHAY aHTUKOATYISHT), MOXKJIIABE
IMigBUIIeHHS MiXKHapPOAHOTO HOpMasi3oBaHoro cruiBsigHomeHHs: (MHC). [IpunvHeHHS 3aCTOCYBaHHS
npemnapaty Po3ynin® Ilmioc abo 3MeHIIeHHS 10T0 003U MOXKe IPpu3BecTH A0 3HuxkeHHT MHC. ¥
TAKWX BUMIagKaX OaxkaHUY HalexXHWH MoHiTopuHr MHC.

OpHovacHe 3acTocyBaHHS e3eTuMiOy (10 Mr omuH pa3 Ha 0o0Oy) He Majio 3HAYHOTO BIIJIUBY Ha
6iomocTymnHicTh Bapdapury Ta TpoTPpoMOIHOBHY Yac Y XOfi OCITiIKEeHHS 3a y4acTo 12 3M0poBUx
IOPOCIUX 40JI0BiKiB. OmHaK OyM micisipeecTpaliiiti moBigomMmneHHs mpo 36inbsmenHs MHC y
TallieHTiB, IKUM e3eTHMi0 momaBanu 10 Baphapuny abo gnyinmiony. [Ipu gogaBaHHI e3eTUMiOY O
BapdapuHy, iHIIOr0 KyMapXHOBOTO aHTUKOATYNISIHTY abo ¢ayiHgioHy HeoOXimHO 3[iCHIOBATH
MOHITOpUHT MHC HajexXHUM YUHOM.

ITepopanvHi KOHMpayenmuau/ 20pmoHo3amicHa mepanis (I'3T)

OpHOYacCHe 3aCTOCYBaHHS pO3yBacCTaTUHY Ta IIepOpaIbHUX KOHTPALEIITUBIB IIPU3BOOUIIO 10
nigsuuierHsa AUC eTuHinecTtpagiony Ta Hoprectpeny Ha 26 % Ta 34 % BignoBigHO. Take MifABUINEHHS
I71a3MOBUX PiBHIB KPOBI CIIiJ BpaxoByBaTH NpH Mig0opi [03uU epopaabHUX KOHTPAIENTUBiB. JJaHux
mono0 apMaKOKiHETUKY IIPeTapaTiB y MallieHTiB, SKi OMIHOYACHO 3aCTOCOBYIOTh PO3yBAaCTAaTHH Ta
['3T, HEMaE, TOMY He MOXKHA BUKTIOUATH MMomi0HOTo edekTy. OgHaK KOMOIHAIS TMPOKO
3aCTOCOBYBaslacs XiHKaM y paMKax KJTiHIYHUX [OCiIKeHb i mepeHocunacs noope.



KniniuHi gocnimxeHHs ikKapchKol B3aEMOfii e3eTUMiOy He BUSIBUIU BIUIMBY Ha (hapMaKOKiHETHUKY
TIepopasibHUX KOHTPALENTUBIB, BK/IIOUAIOUX €TUHIIeCTPaIios Ta IEBOHOPTeCTPE.

Cratunu

2KopHoi KiHiuHO 3HauyIoi apMaKoKiHeTUYHOI B3aEMOIii He OyJI0 BUSBIEHO IIPU KOMOiHOBaHOMY
IpUOMi €3eTUMIOY 3 aTOPBACTATUHOM, CHMBACTATUHOM, ITPaBaCTaTUHOM, JIOBaCTaTUHOM,
bmyBacTaTHOM ab0 PO3yBaCTAaTUHOM.

THwi nikapcvki 3acobu

3a MaHUMHU CIielliaTbHUX JOCIiKeHb, KJIiHIYHO 3HAUyII0l B3aEMOil po3yBaCTaTUHY 3 UTOKCHHOM He
OYIKYy€ETHCA.

B kniniyHMX moCTigXKeHHSX JTiKapchbKol B3aeMoiii e3eTuMiO mpu KoMOiHOBaHIM Teparil He BIIJIMBaB Ha
(bapMaKOKiHETHKY [IaIlICOHY, IeKCTpoMeTop(daHy, JUTOKCHHY, TIEPOPaIbHIX KOHTPAIIENTHBIB
(eTmHiNECTpaiony Ta TeBOHOPTECTpeny), rimi3umy, Tonoytaminy a6o migasonany. [luMeTuouH Ipu
KoMOiHOBaHil Teparii 3 e3eTHMiOOM He BIIMBaB Ha 0i0MOCTYNHICTL €3eTUMiOY.

XosecmupamiH

[Tpu koMOiHOBaHOMY 3aCTOCYBaHHI 3 X0JI€CTUPaMiHOM CepefHE 3HaYeHHS IIJIOMIi ITifi KPUBOIO
«KOHIIeHTpalis B mia3mi - gac» (AUC) cymapHoro e3etumioy (e3etuMib Ta e3eTUMIO-TIIOKYPOHiT)
3MeHIIyBanocs nmpubnau3Ho Ha 55 %. [Tpu momaBaHHI e3eTuMiOy 10 X0JleCTUPaMiHy IIOCTYIIOBE
3HUKEHHS X0JIeCTEPHHY JNIONnpoTeiHiB HU3bKO1 minbHOCTI (XC JITTHII) MoXe ymoBiTbHUTHCS.

JloniHagip/ pumoHasip

Y dapMakonorigyHOMY OOCIigKEeHHi CYyIyTHE 3aCTOCYBAHHS PO3YBACTAaTUHY Ta KOMOIHOBAHOT'O
Ipernapary, 110 MiCTUB fBa iuribiTopu nporteas3u (nomiHasip 400 mr/ putoHasip 100 Mr), y 300poBUX
noOPOBOJIBIIB aCOIlif0BAIOCs 3 TPUOIN3HO MIBOPA30BUM Ta I’ ITUPA30BUM 30iTbIIEHHSIM ITOKAa3HUKIB
piBHOBaxkHOro AUC,, Ta C,,, pO3yBaCTaTUHY BifIOBigHO. B3aeMopisa MiX po3yBaCTaTUHOM Ta
iHmumu iHTi6iTOpaMu MpoTeasu He BUBYAIACh.

®y3udiesa Kucioma

Pusuk mionarii, B ToMy 4ucyi pabmoMioni3y, MOxXe 3pOCTaTHU IIPU CyIIyTHHOMY 3aCTOCYBaHHI
Gby3umieBol KMCIIOTHU 3i CTaTUHAMH.

Tukazpesop

Tukarpenop Moxe CIPUYUHATA HUPKOBY HEIOCTATHICTh 1 MOXKe BIIJIUBATU HAa HUPKOBY €KCKpPeEIio
PO3yBacTaTHUHY, 30iNbINYI0YN PU3UK HOT0 HAKOMUYEHHS. Y OesIKUX BUMAAKaX CYMiCHUHN IPUHOM
TUKarpesopy i po3yBacTaTUHy NPU3BOAUB 0 3HUXKEHHS (QYHKIIl HUPOK, MigBULIEHHS PiBHA
kpeaturdochokurasu (KOPK) Ta pabmomionisy. PeKoMeHAY€ETHCS TPOBOOUTH KOHTPOIb QYHKIII
HUPOK Ta piBHA KOK 1mpu ofHOYACHOMY 3aCTOCYBaHHI TUKarpeopy i po3yBacTaTUHY.

Oco06.1ueocmi 3acmocye8aHHs1.

Bnaue Ha HUpku



[TpoTeinypis, BUsABIEHa V¥ Pe3yJIbTaTi aHa/li3y 3a TeCT-CMyKKaMH, IepeBaKHO KaHaJIblIeBOTO
IIOXOOKEHHS, CIoCTepiranacs y Malli€HTiB, AKi JTiKyBa/IuCs BUIIUMU J03aMU PO3yBacTaTUHY, 30KpeMa
40 wr, iy GinmpiocTi BumapkiB Oyna TUM4acoBoo abo mepepuBdacTolo. IIpoTeinypist He Gyna
nepeiBiCHUKOM IocTpoi abo mporpecyodoi xBopobu HUPOK (auB. po3min «ITobiuHi peakiiii»). YacToTa
TI0BiNOMJIEHD IIPO CEPHO3Hi gBUINa 3 00Ky HUPOK Yy IIOCTMapKeTUHTOBUX JOCTIIXKEHHIX BUILA IPU
3aCTOCYBaHHI 103U po3yBacTaTuly 40 Mr. Y maiji€HTiB, SKi IpUuiMaloTh po3yBacTaTuH y 003i 40 Mr, y
XO[Ii CTIOCTePEeXEHHS CIIifl peTyIsipHO NepeBipsATH (PYHKITI0 HUPOK.

Bnaue Ha CKe/emHy mMyckKyaamypy

[TopymieHHs 3 00Ky CKelIeTHOI MyCKyJIaTypH, HallpUKJyIaj Miarisg, MionaTis Ta 3pifgka pabmomiosis,
CIIOCTEpIranucs y MallieHTiB, IKi MpuiiMasy Po3yBacTaTHH y Oyab-9KUX A03aX, 0COOIUBO GibIe

20 mr. 9k i mpu 3acTocyBaHHi iHImUX iHTi6iTOpiB 'MI-KOA-penyKTa3u, 4acToTa BUMIAMIKiB
pabmoMiosni3y, OB’sI3aHOT0 i3 3aCTOCYBAHHSIM PO3yBaCTATHHY,  IIOCTMAPKETUHTOBUH epion Oya
BHUIIOI0 IpHU 0031 40 MT. € MOBimOMIIEHHS IIPO PiAKiCHI BUMagKM iMyHOOIIOCEePEOKOBaHOI HEKPOTUYHOL
MionarTii, 1o KIiHIYHO IPOSBISETHCS CTIHKO MPOKCU3MAJIbHOI M’SI30BOI0 CITaOKiCTIO i MigBUINIEHHSIM
PiBHS CHPOBATKOBOI KpeaTUHKiIHA3Y, Iifl Yac JIiKyBaHHSA abo0 Imiciid MPUNUHEHHS JTiKyBaHHS
CcTaTMHAMHU, BKJII0Yal04y PO3yBacTaTHH. Y TaKOMY pa3i MOXKYTb OyTH HeOOXiTHUMU TOAATKOBI
HeUpOM'sI30Bi i CepOJIOTriuHi JOCTiAXKEHH, JIIKYBaHHS iIMyHOCYIIPECUBHUMU IIperiapaTaMu.

Y mocTMapKeTHHT0BOMY JOCTIiI2KEHH] MOBIAOMIISAIO0CS PO BUIAOKK MiomaTil Ta pabgoMioni3y npu
3aCTOCyBaHHi e3eTuMiOy. BinbInicTh malieHTiB, B SKUX PO3BUHYBCS pabaoMioni3, mpuiiMany CTaTUHU
OHOYAaCHO 3 e3eTuMiOoM. OgHAaK PO BUIAAKU PadmoMiosi3y moBiqoMIISIIIOCS OyKe PiiKo mpu
MOHOTepaIrii eseTuMiboM i myzKe pifKo y pa3i 3acToCyBaHHS €3eTUMiOy 3 iHIMMU 3acob6aMu, 3 AKUMU
II0B’sI3aHUY PU3UK BUHUKHEHHS pabgomioisy.

[ToomuHOKi Bulafiky pabmoMiosni3y Bii3Hayanucs Mpu 3aCcTOCyBaHHi e3eTuMiby y koMmOiHatlii 3
inribitopamu 'MI'-KoA-penykTa3u. He MoXKHa BUK/II0YaTH MOXKJIABICTh (papMaKOAUHAMIYHOI
B3aeMofil (quB. po3nin «B3aeMopmis 3 iHIMMY JTiKapChbKUMU 3aco0aMu Ta iHII BUAM B3aEMOIii»), a
TOMY TaKy KOMOiHallil0 CJlif 3aCTOCOBYBaTH 3 006€pEXKHICTIO.

PigeHb KpeamuHKiHa3U

PiBens kpeaturkinasu (KK) He crig BuMipioBaTu micis 3HayHUX (PisndHUX HaBaHTaxkeHb abo y pasi
HasBHOCTI albTepHaTUBHUX Npu4KH migsuiieHHa KK, 1110 MOXYyTh yCKIIagHIOBATH IHTEpIIpeTaliio
pe3ynbraTiB. AKino moyaTkosi piBHi KK 3HauHO migBuieHi (> 5 X BMH), npotsirom 5-7 gHiB
HeoOXiTHO 3po0UTH IOBTOPHUM aHaJi3, 100 MiaTBepaAuTH pPe3yIbTaTH. AKII0 pe3yIbTaTH IOBTOPHOTO
aHaJi3y migTBEpPOKYIOTh, 10 ToYyaTKoBe 3HaueHHs KK Ginbine HiX y 5 pasis nepesuiirye BHM,
3aCTOCYBaHH4 IIpernapaTy [IOYMHATU He CIIif.

ITeped nouamkom AiKyBaHHA

Po3ynin® ITmtoc, sk i pemty iuribitopiB 'MI'-KoA penykrasu, ciig 3 00epexkHiCTIo Mpru3HavyaTu
nalieHTaM 3i CXUIIbHICTIO J0 Miomatii/pabmomionidy. o hakKToOpiB TAKOTO PU3UKY HajleXkKaTh:

- IOPYIIEHHS (PYHKIIil HUPOK;
- TIIOTUPEO3;
- HasIBHICTb B 0cOOMCTOMY ab0 pPOOMHHOMY aHaMHe3i CIIafKOBHUX 3aXBOPIOBAaHb M’s3iB;

- HasIBHICTb B aHaMHe3i MiOTOKCUYHOCTI Ha TJIi 3aCTOCyBaHHS iHmuUX iHrib6iTOopiB 'MI-K0A penykTasu
abo dibparis;



- 3JI0BXKMBAHHS aJIKOT0JIEM;
- BiK > 70 pOKiB;

- CUTYalii, 1110 MOXKYTh IIPU3BECTHU [0 MiBUIIIEHHS PiBHIB IpemnaparTy y Ijla3Mi KpoBi (JuB. po3minu
«Crmocib 3acTocyBaHHS Ta 0O3W», «B3aemopis 3 iHIIUMHU JTiKAapCHKUMHU 3aco0aMu Ta iHIII BUAK
B3aemofiin» Ta «®apMaKOKiHETHKA»);

- CYIIyTHE 3aCTOCyBaHHS ¢ibpaTis.

Y Takux malli€eHTiB IOB’sI3aHUY i3 TiKyBaHHSIM PHU3UK MOTPIOHO OIiHIOBATH, IIOPiBHIOIOYHU 3
OYiKyBaHOI0 KOPUCTIO; TaKOXK PEKOMEHAYEThCS KITIHIYHUY MOHITOPUHT. fAKIo moyaTkosi piBHi KK
3HAYHO mifBuIleHi (> 5 X BMH), nikyBaHHS MOYMHATH HE CIIif.

Y nepiod aikysaHHA

[TamieHTiB Ccif MOTPOCHTU HEraHO IOBIIOMIISATH TIPO M’ g30BuM 6inb, cnabKicTh abo cygoMu
HeBimoMoi eTiosnorii, 0co0IMBO SKIIO BOHU CYIIPOBOAXKYIOTHLCS HE3MYyKaHHSAM a00 TMXOMaHKOM. Y
TaKuX NalieHTiB noTpibHo BuMiptoBatu piBHi KK. 3acTocyBaHHS mpemnapary Cilif IPUIUHUTH, SKIIO0
piBui KK 3HauHo migBuieHi (> 5 XxBMH) a6o Ko cuMnToMu 3 60Ky M’s13iB TSXKKi Ta CIPUYUHSIOTH
moneHHu qucKoMdopT (HaBiTh kim0 piBHI KK < 5 X BMH). V pa3i 3HUKHEeHHSI CHMIITOMIB Ta
noBepHeHHs piBHSA KK 1o HOpMU MOXkKHa IIOHOBUTH Tepallilo po3yinoM abo anbTepHaTUBHUM
inriitopom 'MI-KoA-penyKTa3u y HalilMeHIIIiM 403i Ta Mifl peTeIbHUM HarasaaoM. PerynsipHo
nepeBipsATu piBHI KK B acHMITOMaTUYHUX MAlli€HTiB HeMae OTpeOu. [lyxXe piAKo NOBiIOMIIANIOCS
IIPO BUIIAOKK iMyHOOIIOCEPeIKOBaHOI HeKpoTuuHOoi MionaTii (IOHM) mixg yac abo micns Teparii
CTaTHHaMHM, y TOMY 4ucii po3yBactaTuHoM. Kniniunumu npossamu [OHM e cnabkicTb
IIPOKCHMaIbHUX M'g3iB Ta MigBUIIEHHS PiBHS KpeaTUHKiHA3W y CUPOBATII KPOBi, 1110 30epiraeThcs
HaBITH IICJIA IPUNUHEHHS 3aCTOCYBaHHSA CTaTHHIB.

Y mocnimkeHHSIX He 6yJI0 OTPUMaHO [I0Ka3iB MiABUIIEHOTO BIIMBY Ha CKEJIETHY MYCKYNaTypy y
HEeBEJIMKOI KiTbKOCTI NallieHTiB, sSKi npuiiManu Po3ynin® Ilmioc Ta cynyTHi npemnapaTtu. OmgHak
MigBUIIIEHHS YaCTOTU MiO3UTY Ta MiomaTii Bil3HayanoCs y MalliEHTiB, SIKi mpuiiMani i inribitopu
I'MTI'-KoA-penykTa3u pa3oM i3 noxigaumu ¢ibpoeBol KUCIOTH, B TOMY 4KCITi reMbibpo3uiom,
IIUKJIOCTIOPUHOM, HiKOTMHOBOIO KMCJIOTO0, @30/IbHUMU NIPOTUTPUOKOBUMHU IIperapaTaMy,
inriiTopaMu mpoTea3u Ta MakKpOMigHUMU aHTHOioTUKamMu. ['eM}iOpo3usn migBuiye pusukK Miomarii
IIPU CYTIyTHbOMY 3aCTOCYBaHHi 3 gesikuMu inribitopamu I'MI'-KoA. ToMmy 3acTtocoByBaT Po3ymin®
[Tntoc y koMmOiHanii 3 reM}iOpo3uoM He peKOMeHAY€EThCA. KOpUCTh MofanbIlnol 3MiHN PiBHA MiMmigiB
TIpY 3aCTOCyBaHHi nmpenapaTy Posynin® ITmoc y komGinamii 3 pibpaTamu a6o HialuHOM MOTPi6HO
pPeTeNbHO 3BaXXyBaTHU MOPIBHAHO 3 MOTEHUIMHUMU PU3UKAMU, 0B I3aHUMU 3 3aCTOCYBAHHAM TaKUX
koMOiHani. [To3a 40 Mr TpoTUIIOKa3aHa MPU CYIYTHhOMY 3aCTOCYBaHHi ¢ibpaTiB (quB. po3minu
«B3aeMopmis 3 iHIMMMH JTiKapChbKUMHK 3ac00aMM Ta iHIII BUAM B3aeMofii» Ta «ITo6GiuHi peakiii»).

Posynin® IIntoc He cJ1ig 3aCTOCOBYBATH IallieHTaM i3 TOCTPUMH, CEPUO3HMMU CTaHaMH, 1110 CBig4YaTh
Ipo Miomnatiio a6o MOXKIUBICTE PO3BUTKY HUPKOBOI HENOCTATHOCTI BHACIIZOK pabmoMioni3y (Takux K
CeTICHC, TiOTeH3is, 3HayHe XipypriuHe BTPy4YaHHs, TpaBMa, TSAXKKi MeTa0oIliuHi, eHIOKPUHHI Ta
eJIeKTPOTITUYHI po3sagu abo HEKOHTPOIbOBaHI CyooMH).

Bnaue Ha neyiHky

Aki i inmi inribitopu 'MTI-KoA-pegyKTasu, po3yBacTaTUH CJIifl 3 06epekHICTIO 3aCTOCOBYBATH
malfieHTaM, sKi 3710BXKHUBaAIOTh aJIKOT0JIeM Ta/a0o MaloTh B aHaMHE31 3aXBOPIOBAHHS MEYiHKH.

PexomeH0BaHO epeBipsaTH OioxiMiuHi MOKa3HUKY QYHKIIII MeYiHKY mepeq MoYaTKOM JIiKyBaHHS Ta



yepe3 3 Micslli TOTOMY. 3aCTOCYBaHHS IIpenapaTy po3yBacTaTHH CIIif IPUIUHATA a60 3MEHIIUTH
mo3y, SIKIIO piBeHb TPaHCaMiHa3 y CHPOBaTI KPOBi GijbIlle HiXK BTPUYi IEPEBUIIYE BEPXHIO MEXKY
HOpMH. YacTOTa MOBiIOMIIEH PO CEPHO3Hi sBUINA 3 60Ky MeUiHKHU (IIepeBakHO PO MiIBUIIEHHS
piBHS TpaHCaMiHa3 MeYiHKu) y micnspeecTpauiiuui nepion 6yna OinblIoo Mpu 3acTocyBaHHi m1o3u 40
MT.

Y naiieHTiB i3 BTOPUHHOIO TillepxoJieCTepHHEMIEI0, 3yMOBJIEHOIO TiOTHPe030M a0o HepPOTUUHUM
CHHIPOMOM, CJIifi CTIOYaTKy BUIIKyBaTU OCHOBHY XBOpOOY, MePIIl HiXK pO3NMOYMHATH Tepallilo
npernapaTtoM Po3ymin® [lmtoc.

[Tig yac mocmimKeHb y NallieHTiB, SIKi 3aCTOCOBYBaIM KOMOiHaIlil0 CTAaTUH Ta €3eTUMI0,
CIIOCTEpIranocs MOCTYIOBe MiABUIIEHHS PiBHIB TpaHcaMiHa3 (= 3 x BMH). I1pu npuiioMi KoMmOiHaii
e3eTuMi0 3i CTaTMHOM CJIif] TPOBOAUTH (GYHKIIOHABHI Te4iHKOBI Mpoby Ha MOYaTKy Teparil Ta 3rigHo
3 peKOMeH[allisiMU CTOCOBHO CTaTUHY.

Paca

HocmimxeHHsT papMaKOKiHETUKM CBig4aTh IIPO 3POCTAaHHS €KCITO3UIIii y MallieHTiB MOHTOJIOITHOI pacu
npuOIU3HO BABiYi IOPIBHSIHO 3 EBPOMEHIIMU. [ TAKUX MallieHTiB HeoOXiHa KOPEKIlis J03yBaHHS
po3yBacTtaTuHy (ouB. po3ninu «Cnocib 3acTocyBaHHS Ta fo3u», «[IpoTunokasaHHsI» Ta
«PapMakoKiHeTHKa»). [l mallieHTiB a3ificbKOi pacu moyaTKoBa fl03a PO3yBacTaTHHY IIOBUHHA OyTH

5 mr. IligBuIlleHa KOHIIEHTPAllisl pO3yBaCTaTHUHY y IJIa3Mi KpoBi OyJia momideHa B a3iiChbKUX NAlliEHTIB
(ouB. po3min «Ocob6nMuBOCTi 3acTOCyBaHHS» Ta «PapMaKOKiHETHKA»).

Crnip B3siTH 00 yBaru 30i/bllIeHy CUCTEMHY €KCIIO3UIIiI0 IIPY JIiKyBaHHI MaIlieHTiB MOHTOJIOITHOI pacH,
y AKX TinepxojecTepuHeMis He KOHTPOJIIOEThCA afleKBaTHO J03aMU Po3yBacTaTUHYy 0o 20 Mr.

IH2ibimopu npomea3su

[TigBuIeHa CUCTEMHa eKCIIO3UIIisl O PO3yBaCTAaTUHY CIIOCTepiranacs B oci0, siKi 3aCTOCOBYBaIH
PO3yBacTaTHH CYIYTHHO 3 Pi3HUMHU iHTiOiTOpaMu NMpoTeasu y MOeNHAHHI 3 puTOHaBipoM. Crif
oOMipKyBaTH SIK KOPUCTH Bifl 3HMKEHHS PiBHA MiIifiB 3a IOIIOMOr 00 IIpernapaTy pPo3yBacTaTUHY y
nauienTiB i3 BIJI, gKi oTpuMyoTh iHTi0iTOpU NpOTEa3y, Tak i MOKIUBICTD MiABUIIEHHS KOHIIEHTPAIil
PO3yBaCTaTUHY Y IJa3Mi KPOBi Ha ITOYaTKY Tepallil Ta Mpu MiABUINEHH] 031 PO3yBaCTaTUHY Y
TaLiEHTIB, SIKi OTPUMYIOTH iHTiGiTOpU NMpoTea3u. OgHOYACHE 3aCTOCYBaHHS IIpernapary 3 inribitopamu
IIpoTea3u He PEKOMEHAYETHCS, SKIIO J03a PO3yBAaCTAaTHHY He CKOpUToBaHa (guB. po3min «Crocio
3aCTOCYBaHHS Ta [03U» Ta «B3aemopis 3 iHIIKMHU JTiKapChbKUMHU 3aco0aMu Ta iHII BUAM B3aEMOIIN»).

IHmepcmuuianbHa x8opoba nezeHb

[Tig yac 3acToCyBaHHS OESKUX CTaTUHIB, 0COOIMBO IIPU TPUBAJIOMY JTiKyBaHHi, TOBiIOMIISITIOCS TIPO
BMHSITKOBI BUIIQ[IKK IHT@PCTHIAIBHOI XBOpOoOU nereHs (auB. po3min «ITob6iuni peakmii»). o mposiBiB
11iel XxBopoOu MOXKHA BifHECTHU 3a0UIIKY, HEIIPOOYKTUBHUY KallleJlb Ta 3arajibHe MOTipIIeHHS CTaHy
(cToMTIOBaHiCTh, 3HMKEHHS MacCH Tijla Ta rapsg4ka). Y pasi migo3pu Ha iHTepCTUlliabHy XBOPOOy
JIeTeHb 3aCTOCYBaHHA CTaTHHIB CJIifi IPUIIUHUTH.

Llykposuti diabem

Ieski ¢pakTu CBigYaTh, 10 CTAaTUHY IMigBULIYIOTH PiBEHD I'/TIOKO3U B KPOBi Ta y JeAKUX MAli€HTIB 3
BHCOKUM PU3UKOM PO3BUTKY AiabeTy MOXKYTh CIPUYUHSITH TilepriikeMiio, sika notpedyBaTuMe
nikyBaHHA. 1110 3arpo3y, ogHak, NepeBulllye 3HUKEHHS PU3UKY CYAUHHUX IOPYIIEeHb IPU
3aCTOCYBaHHI CTaTUHIB, i TOMy BOHa He Ma€ OyTH MifiCTaBOIO AJIS IPUNMHEHHS Tepallii cTaTUHaMU. 3a



nalieHTaMU IPpynu pU3UKY (piBeHb III0K03U HaTile 5,6-6,0 MMonb/m, iHgekc macu Tina (IMT) > 30
Kr/M’, MiBUILEHU piBeHb TPUTIIIePH/IiB, apTepiabHa TilepTeH3is) CJIif BCTAHOBUTH K KITiHIYHUIA,
Tak i 6i0XiMiYHUN KOHTPO/b 3TiAHO 3 HAIllOHATBHUMU iHCTPYKLiSIMHU.

Y mocnimxensni JUPITER 3apeecTpoBaHa 3arajibHa 9aCcTOTa LKPOBOTO fAiabeTy cTaHoBuIa 2,8 % y
Ipyni npuitoMy po3yBacTaTuny Ta 2,3 % — y rpymi mname6o, IepeBaXxHo y MallieHTiB i3 piBHEM
TJII0OKO3M HAaTIIe Bim 5,6 o 6,9 MMOIIb/I.

4k i npu 3actocyBaHnHi inmux inribiropis I'MI'-KoA-penykTasu, Ipu 3aCTOCyBaHHI PO3yBacTaTUHY
crioctepiranocs 3poctanHsg HbAlc Ta piBHIB I7II0KO3W y CUPOBATII KPOBi. Y AeIKUX BUIaAKax Iii
IIOKA3HUKYU MOXYTh IIePeBUIyBaT! I'PaHNYHe 3HAYEHHS 7 [iarHOCTUKY I[yKPOBOTO fiabeTy,
HacaMIlepef y NallieHTiB 3 BUCOKMM PH3WKOM PO3BUTKY Hiabery.

Po3ynin® ITnioc SIK MOHOTepaIis He CIPUYNHSE 3HUKEHHS 6a30B0l KOHIIEHTPAIlil KOPTU30I1y I1Ia3Mu
KPOBIi i He BIIJINBa€ Ha pe3epB HaIHUPKOBUX 3asi03. HeobOxigHa 06epekHICTh ¥ pasi 0mHOYaCHOTO
3aCTOCyBaHHS npemnapaTy Po3ymin® [Imioc Ta iHIIKX TiKapCchbKUX 3ac00iB, 3aTHUX 3HUKYBATH PiBHI
a00 aKTUBHICTH €HIOTE€HHUX CTEPOIOHUX TOPMOHIB, HalIPUKJIa[ KETOKOHA30J1y, CIIipOHOJIAaKTOHY Ta
UMETULVHY.

Baoicki wkipHi nobiuHi peakuyii

[Tpu 3acTOCyBaHHi pO3yBacTaTHHY IIOBIHOMJISIIOCS PO BUMIAAKY BaXKKUX IIKIiPHUX MOOIYHUX peakIil,
BKII04Yalouu cuHapoM CTiBeHca — [[2KOHCOHA i MEJUKaMeHTO3HY peakllilo 3 e03uHOodiIi€0 Ta
cucteMHuMHU cuMntoMaMu (DRESS-cuaapoMm), siKi MOXKYTb IPU3BECTH [0 JIETAIBHOTO PE3YJIbTaTYy.
[Tpr3Havaloyy JTiKapChKuM 3aciO, CIifl MOBiIOMIISTH MallieHTaM ITPO 03HAKHW Ta CUMIITOMM TSIXKKUX
IIKIpHUX peakl(ii i yBaXKHO CIIOCTepiratu 3a HUMU. AKIIO 3 ABIAIOTHCSI CUMITOMY, 1[0 BKA3yKTh Ha
I[F0 peakKllilo, CJIif HeralHO IPUNUHUTY IPUUOM [IpelapaTy Ta PO3TJISHYTU aJbTepHATUBHE
JIIKYBaHHA. fKINO y nallieHTa pO3BUHYJIaCh TaKa CepUO3Ha peaklid, sk cuHapoM CTiBeHCa —
II>xoHCOHa a60 MeIMKaMeHTO3Ha peakKIlis 3 eo3uHodinieo i cuctemaumu cumnromamu (DRESS-
CHHOPOM), TiKyBaHHS HeoOXiHO HeralHO MPUIMHUTH i Hafasli HiKOJIX He 3aCTOCOBYBATH 1l
Ipemnapar.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
Po3ynin® ITnroc mpoTUnoka3aHuil y mepiof BariTHOCTi abo rogyBaHHS IPYALIIO.
2KiHKaM pempooyKTUBHOIO BiKY CJIifl BAKOPUCTOBYBATH HaJleKHi 3aco0u KOHTpALIeLIii.

Y pasi HeoOxigHOCTI MiKyBaHHS XKiHKH, KA TOAY€E TPYOII0, CIif BUPILIUTY TUTAaHHS IIPO IPUNUHEHHS
T'PYAHOTO BUTOIOBYBaHHS.

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

TocnifXKeHs BIIKMBY npenapaty Posynin® IInoc Ha 30aTHICTL KepyBaTH aBTOMOGIIEM Ta IpalfoBaTH
3 MexaHi3aMaMu He IpoBoguiu. [Ipy KepyBaHHI aBTOTPAHCIIOPTOM abo po0oTi 3 iHIIMMU MeXaHi3MaMu
CJIif BpaxoByBaTX MOXKJIMBICTh 3allaMOPOYEHHS Y IIepiof JIiKyBaHHA.



Cnoci6 3acmocyeaHHss ma do3u.

[Iepen mo4yaTKOM JIiKyBaHHS MaLiEHTY CJIi MPU3HAUYUTUA CTaHOAPTHY X0JIeCTEPUHO3HUXKYBaIbHY
Mi€eTy, SKOI CJil JOTPUMYBATHCh i TPOTITroM JiKyBaHHS. [103y ciim migbupaTy iHOUBiAyanbHO,
3aJ1eXKHO Bifl MeTH Teparil Ta ePeKTUBHOCTI JTiKyBaHHS, BpaXOBYI04YM PU3UK MOOIYHUX peakKIiii i
OOTPUMYIOUNCh YNHHUX PEKOMEHAIIN.

KombGiHoBaHe MiKyBaHHS CJIifi TOYMHATH TiJIbKY IIiC/IsI BU3HAUYEHHS MOTPiOHOTO T03yBaHHS
po3yBacTaTHHY a00 060X KOMIIOHEHTIB IIpenapary.

Kopexkirito ;o3u MOXKHa IIPOBOAUTH Iiciis 4 TUXKHIB Teparrii.
PexomeHgoBaHa 10o60Ba J03a - 1 Karcyna, SKy IpuiMaioTh He3aJiexkKHO Bifl mpuiioMy ixi.

Posynin® IT10c He 3aCTOCOBYIOTH SIK TiMOJiNifeMiYHy Teparmio mepuioi minii. Kamncymu Posynin® Inoc
10 mr/ 10 mr i 20 mr/ 10 MT He 3aCTOCOBYIOTH [IJI JIIKyBaHHS IMAIli€HTIB, SKi MOTPeOYIOTh HO3Y
po3yBacTtatuny 40 wmr.

Po3ynin® ITmoc cif IpuiiMaTy 3a = 2 TOOUHH [0 a00 4epes = 4 TONMHY ICIIs IPUIoMY
CeKBeCTpaHTa KOBYHHUX KHCIIOT.

IlepguHHa 2inepxosecmepuHemis.

Posynin® ITmoc npuitMaroTs 1 pa3 Ha Bo0y, yBedepi, He3anexHo Bifl IpuioMy ixi. o3y mpemapary
ninOupaloTh iIHOUBINyanbHO 3 OTJISIAY Ha modaTKoBUM piBeHs XC JITTHIL], MeTy mikyBaHHS Ta KIiHIYHY
BIfITIOBiIb XBOPOI'0O Ha Teparliio, 10 IPOBOOUTHCS.

Hiama3oH mo3 ctaHoBuTh Bim 10 mr/ 10 mMr go 40 mr/ 10 mMr Ha mo6y. 3a3BuYai MOYaTKOBA
TepaneBTUYHA [03a cTaHOBUTH 20 Mr/ 10 mMr Ha go0y a6o 40 mr / 10 Mr Ha moby. [licns modyaTky
NiKyBaHHs a00 Ha eTari mifoopy mo3u npenapaty Posymnin® ITnoc piBeHs JimifiB KpoBi Cif
KOHTPOJIIOBATH 3 iHTEPBaJIOM He MeHIIe 4 TUXKHIB Ta IPY HeoOXiTHOCTI TPOBOAUTH KOPEKITii0 TO3H.

ITayieHmu AiMHbO20 BIKY.

[Tamientam BikoM > 70 pOKiB pPEKOMEHAYETHCS MOYATKOBA 03a pPo3yBacTaTUHy O mr. Lleu
KoMOiHOBaHUY IIpemnapaT He 3aCTOCOBYIOTH SK Teparliio nepiuoi ninii. Kom6iHoBaHy Tepamito ciif
IIOYMHATHU TiNTbKY Iicys mipbopy Migxoasioi 4o3u po3yBacTaTuHy abo 060X KOMIIOHEHTIB.

Llo3ysanHA 014 nayieHmis 3 NOPYyWeHHAM (PYHKUII HUPOK

HeMmae HeoOXimHOCTI Y KOpeKIii 4o3u [Jis MallieHTiB 3 JIETKUM Ta IIOMipHUM MOPYIIEeHHIM QyHKIIii
HUPOK. PeKoMeHI0BaHa II04YaTKOBA [103a [JIs MAI[iEHTIB 3 MOPYIIEeHHIM QYHKIIiI HUPOK MTOMipHO]
TSKKOCTI (K/IipeHC KpeaTuHiHy < 60 MJI/XB) CTaHOBUTH D MTI' pO3yBaCTaTUHY.

®ixcoBaHy KoM0OiHallil0 He 3aCTOCOBYIOThH SIK Tepallito mepiiol ixii. KombGiHoBaHe MiKyBaHHS CIIif
PO3MOYKHATH TibKU IiC/IA MigOopy MigX0sInoro 4o3yBaHHS po3yBacTaTUuHy abo 060X KOMIIOHEHTIB.

Kancynu Posynin® ITmoc 40 mMr/ 10 Mr mpoTHIOKa3aHO 3aCTOCOBYBATH HAIli€HTaM 3 HOPYIIeHHAM
GyHKIIIT HUPOK mOMipHOI TSKKOCTi. [lallieHTaM 3 TSXKKUM IOPYIIeHHAM (QYHKIl HUPOK
3aCTOCyBaHHS PO3yBacCTaTHHY IPOTUIIOKA3aHO y Oyab-IKUX H03aX.



ITauienmu 3 nevyiHK08010 HedocmamHicmio.

[I7g nalieHTiB i3 MeYiHKOBOIO HEJOCTATHICTIO JIETKOTO CTyneHd (5-6 OasiB 3a mkasnoio Yatnga-I1'10)
KOpPEKIlisi 034 He moTpibHa. Po3ynin® IInoc He peKoMeHgoBaHui HallicHTaM i3 moMipHoo (7-9 6asiB
3a mkasor Yainma-I1't0) abo TsaxKoro (Oinbire 9 6anis 3a mkasoo Yanna-I1'10) meyiHkoBowo
HEIOCTATHICTIO (IuB. po3xin «Oco6aMBOCTI 3acTOCyBaHH»). Po3ymin® III0C mpoTUIOKA3aHUM
maljieHTaM 3 TOCTPUM 3aXBOPIOBAHHAM IEYiHKU.

Paca

Y malieHTiB MOHTOJIOIIHOI Pacu CIIOCTepiranach migBUIlleHa CUCTEMHA €KCIIO3UIlis pO3yBacTaTUHY.
PekomeHngoBaHa moyaTKOBa [03a pO3yBaCTaTUHY [JIS MAIlEHTIB a3iChKOTO MOXOAKEHHS CTaHOBUTH D
MT.

Posynin® [T10c He 3aCTOCOBYIOTH SK TiMOJiNifeMidHy Tepalmio mepmioi minii. KoMGiHoBaHe TiKyBaHHS
CJIifl PO3MOYMHATH Tics mifg6opy HeoOXimHOTo MO3yBaHHS PO3yBacTaTUHY ab60 060X KOMIIOHEHTIB.

Po3ynin® ITmoc 40 mMr/ 10 Mr naiieHTaM MOHTOJIOITHOI pacy IPOTUIOKA3aHuUIL.
I'enemuyHull noaimopgiam

BigoMmo, 110 gesiki TUIIM TeHHOTO MOIiMOP(Gi3My HiABUILYIOTh CUCTEMHY Ail0 PO3yBacTaTUHY. [
IAITEHTIB i3 BCTAHOBIEHO NPUCYTHICTIO JeSKUX THUIIIB IOIIMOP(}i3My peKOMEHIYETHCS
3aCTOCYBaHHs GibII HA3BKOI H060BOI 1031 Posymimy® ITnoc.

llo3yeanHs 0151 nauienmie 3i cxus1vHicmio 0o po3sumky mionamii.

PekoMeHgoBaHa IMOYaTKOBa f03a PO3yBaCTAaTUHY OJIS IMALi€HTIB 31 CXUIBHICTIO 10 PO3BUTKY Miomaril
cTaHOBUTH 5 Mr. ®iKcoBaHy KOMOiHAlli}0 He 3aCTOCOBYIOTH SIK TiMOimifeMiuyHy Teparito mepuroi iHii.
KombinoBaHe NiKyBaHHS CJIi[l pO3MOYMHATH TIics ninbopy HeoOXigHOTO NO3yBaHHS PO3yBaCTATUHY
a60 060X KOMIIOHEHTIB.

Posynin® ITmoc 40 Mr/10 Mr mamieHTaM 3i CXMIIBHICTIO 0 PO3BUTKY MiOMHATil IPOTHIIOKAa3aHMIA.
3acmocysaHHA 3 iHWUMU AiKapcbKuMu 3acobamu.

Po3yBacTaTuH € cyOCTpaTOM [Jig Pi3HUX TpaHCHOpPTHUX OinkiB (Hanpukiag OATP1B1 ta BCRP).
Pu3uk Mionarii (BKIH09a0yi pabmoMioni3) migBUINYETHCSA TP OAHOYACHOMY IpHuiioMi Po3ymimy®
[Tntoc pa3oM 3 IeBHUMM JIiKapChKUMHU 3aco0aMy, 3JaTHUMH TiABUILYBaTH KOHIIEHTPAIIi0
PO3yBaCTaTHHY y IIJIa3Mi KPOBi Uepe3 B3aEMOIi0 3 IIMMHU TPAHCIOPTHUMHU GiTKaMu (TAaKUMHU SIK
IIUKJIOCIIOPHH Ta OesKi iHribiTopu nmpoTeasu, BKI0Yaoyu KoMOiHallii puTOHaBipy 3 aTaHa3aBipoM,
JIoTiHaBipoM Ta/abo TUNpaHaBipoM). MoXkHa PO3TISHYTH albTePHATUBHE JiKYBaHHS i, SKIIIO
HeoOXiTHO, TUMYACOBO IPUINHUTH JIiKyBaHHS PO3yHiHOM® [Tmtoc. ¥V cutyaligax, Kojau OGHOYaCHOTO
BBEJICHHsI IIUX JIIKapChKMX 3aC00iB pa3oM i3 Posymimom® [T110C yHUKHYTH HEMOKIIMBO, TOTPIGHO
3BaxKyBaTH BCi IlepeBaru Ta pU3MKK CyIyTHLOTO JIIKyBaHHS Ta peTeNIbHO Mifdupatd mo3y Posyminy”
[Imoc.

Himu.

Besneka Ta epeKTUBHICTb 3acTOCyBaHHA Po3yminy” ITmoC AiTAM He BUBYANAcs. 3aCTOCOBYBATH
IIPOTUIIOKA3aHO.



Ilepedo3yeanHs.

CroenudidyHoro niKyBaHHS Ilepefo3yBaHHS HEMAE. JIiKyBaHHSI CUMIITOMaTAYHE, PEKOMEHOYETLCS
nigTpuMyBaibHa Tepamis. [ToTpibeH KoHTponb PyHKIII Meyinky Ta piBHiB KpeaTuH(MOChHOKiHA3U
(K®K). Mamo#mMoBipHO, 1110 TeMofiani3 0yne epeKTUBHUM.

ITo6iuni peakuii.

3 60Ky Kposi ma aimMpamuyHoi cucmemu: TPOMOOIUTOTIEH .

3 60Ky iMyHHOI cucmemu: peakilil TinepyyTIUBOCTI, B TOMY YHCJIi aHT1I0HEBPOTHUYHUM HAOPSK.
EHOoKpuHHi po3aadu: nyKposuil miabet'.

ITcuxivHi po3aadu: Oempecis.

3 boky Hepeogoi cucmemMu: TONOBHUY Oiflb, 3aTITaMOPOYEHHS, TIOJIiIHEBPOIIATIsA, BTPATa MaM’siTi;
nepudepruyHa HEBPOIIATis, pO3/7aau CHY (B TOMY 4ucCsi 0€3COHHS Ta Hi4UHi KOIIMapHu).

3 60Ky opaaHie OuxaHHA, 2pyOHOI KAimKu ma cepedoCMiHHA: KallleNlb, 3aAKIIKa.
3 6okxy mpasHoi cucmemu: 3amop, HyooTa, abmoMiHambHUM 6inb, TAaHKPEATHT, giapes.

3 60Ky eenamobiniapHoi cucmemu: MiABUILEHHS PiBHS MEYiHKOBUX TpaHCaMiHa3, JKOBTSHHUIIS,
TeIlaTHUT.

3 60Ky wkipu ma nidwkipHoi kaimkosuHu: cBepOixK, BUCHUII, KPOTIUB THKA, cuHAPOoM CTiBeHCa
-JI>KOHCOHa, MeuKaMeHTO3Ha peakiid 3 eo3uHo(inieto i cuctemuaumu cumnromamu (DRESS-
CUHAPOM), YaCTOTa - HeBigoMa.

3 60Ky cKesemHoOi MycKyaamypu ma cnoay4Hoi mKaHuHuU: Mianrisi, miomaTist (B TOMY YUCHIi MiO3HT),
pabmoMionti3, apTpanirisi, mopyIieHHs 3 60Ky CyX0XKWJib, iIHKOJIM YCKJIaAHEHI PO3pHUBaMH,
iMyHOOIIOCEepeJKOBaHa HEKPOTUYHA MiomarTis.

3 60Ky HUPOK ma cevyosudinbHOI cucmemu: reMaTypis.
3 60Ky penpodykmugHoi cucmemu ma MOA04YHUX 3d103: TIHEKOMAaCTis.
3azanvHi po3aadu: acTeHist, HAOPSK.

' YacToTa 3a7IeKUTh Bifl HASIBHOCTI (hakTOpiB PU3UKY (piBeHb I'JIIOKO3M HaTIe = 5,6 MMonb/a, IMT >
30 kr/™M°, migBHUIIEH] PiBHI TpUTMillePUAOIB, apTepianbHa rilepTeH3is B aHaMHe3i).

4k i mpu 3actocyBaHHi iHmux iHribitopiB 'MI'-KoA, yacTtoTa HebaxKaHUX peaklliii Ma€ TeHIEHIIi0
3aJIe2KaTH BiXl JO3H.

Bnaue Ha HUpku

[Tpoteinypis, BUSABIEHa V¥ Pe3y/IbTaTi aHa/Ii3y 3a TeCT-CMyKKaMH, IepeBakKHO KaHaJIbLIeBOT0
TIOXOIKEeHHS, CIIOCTepiranacs y MallieHTiB, SKi 3aCTOCOBYBaJid pO3yBacTaTUH. 3MiHU BMICTY Oinka y
cedi Bifg Hy7ns abo cigiB mo 3HaueHHs abo Oinbile croctepiranucs B < 1 % mallieHTiB y AeIKUX
JaCcoBHUX TOYKaX Y XOfIi 3aCTOCyBaHHS Ipenapaty B fo3ax 10 ta 20 mr i npubnusuo y 3 % - Ipu Ho3i



40 mr. HeBenuke 30inbIIeHHS YaCTOTH 3MiHU BMICTy OinKa Bif HyJisg a00 ClifiB M0 3HaYEeHHS
crocTepiranucs mpu go3i 20 mr. Y 6inbinocTi BUmagkiB mpoTeinypis 3MeHIyBanacs abo 3HUKasa
CIIOHTAHHO IIPY IPOOOBXKEHHI Tepamii. 3a JaHUMM [OCIiAXKeHb Ta IOCTMAPKETUHTOBUX
CIIOCTepeXkKeHb Ha IIed YaC He BUSBIIEHO IPUYUHHO-HACIIIKOBOTO 3B’I3KY MiXK IIPOTEIHYPI€EI0 Ta
rocTpuM abo IPOTPecyloyrM 3aXBOPIOBaHHSIM HUPOK.

Ha T71i 3acTOCYBaHH4 Ipenapary Posynin® [Troc Bim3HaYeHO BUIIaAKU reMaTypil; 3a JaHUMU
KJTiHIYHUX OOCIiMXKeHb, YacToTa il Masa.

Bnaue Ha CKe/iemHy Mycky.aamypy

YpaxeHHs CKeJIeTHOI MyCKYJIaTypH, TaKi IK Miasnris, MiomaTisa (B TOMY YKCIIi MiO3HT), Ta 3pigKa
pabmoMioni3 i3 roCcTpoI0 HUPKOBOIO HEJOCTAaTHICTIO abo 6e3 Hei Oynu Bif3HauyeHi Ipu 3aCTOCYBaHHi
Oyab-akux o3 Posyniny” ITmoc, 0co6a1uBo IpH Ko3ax > 20 MT.

Y mauieHTiB, fKi IpuiiManu po3yBaCcTaTUH, CIOCTepPIiranocs no3o3ajaexHe 3pocTaHHs piBHIB KK; y
OinbInoCTi BUMaAKiB siBuiile 0yJ10 cabKUM, aCUMITOMAaTUYHUM Ta TUMYacoBuM. dAkiro piBHi KK
nigBuieHi (> 5 x BMH), mikyBaHHS CHifl IPUIUHUTH (OUB. po37in «OcoOIMBOCTI 3aCTOCYBaHHS»).

Bnaue Ha neyiHky

4k i mpu 3acTtocyBaHHi iHImux iHribitopie 'MI'-KoA-penykTasu, y HEBEIMKOI KiIbKOCTi MallieHTiB, SKi
IpuiMany po3yBacTaTHH, Bil3Hayanocs fo303anexkHe 30i/blIeHHS PiBHA TpaHCcaMiHas; y Oi/bInocTi
BUIIQIKiB sgBuUIre Oyn0 c1abKuM, aCUMITOMaTAYHUM Ta THM4YacOBUM. [Ipu 3acTOCyBaHHi
pO3yBaCTaTUHY TAaKOX Big3Hayasocs migBuilleHHs piBHiB HbAlc.

Ha T71i 3acTocyBaHHS OesKUX CTaTUHIB Bif3Hayanucs Taki HeOaxkaHi ABUIIA: PO3Jiaf CTaTEBOI
byHKIIl;

OKpeMi BUTIagKM iHTEPCTHUIiaIbHOI XBOPOOU JiereHb, 0CO0INBO IIPX TPHBAJIOMY 3aCTOCYBaHHi (IUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

YacToTa noBifomMiIeHb IIpo pabmomiosi3, ceplio3Hi mopymeHHs 3 00Ky HUPOK Ta MeYiHKM (IIepeBaxkHO
TiABUINEHHS aKTUBHOCTI MeYiHKOBUX TPaHCcaMiHa3) OiibIlla TPy 3aCTOCYBaHHi mpemapary B mo3i 40
MT.

Y npoueci micnspeecTparifiHoro 3acTocyBaHHsl KoMOiHallii po3yBacTaTuny / e3eTuMiby
inenTudiKoBaHO Taky HebaxaHy peaxllilo, K JieTajbHa Ta HeJleTalbHa IeYiHKOBa HeJJOCTaTHICTb.
OcCKinbKH IIPO LI pPeakiiiio MOBiIOMIISAIOCS CIIOHTAaHHO, 1 PO3MIp MOMYyJdllil HeBU3HAYEHUH,
HEMOKJIMBO NOCTOBIPHO OI[IHUTH il YacTOTy a60 BCTAaHOBUTH HaSBHICTh MPUUYUHHO-HACIIIIKOBOTO
3B’s13KYy 13 3aCTOCYBaHHAM IIpernapary.

3pifKa MOoBiIOMIISAIOCS PO MOPYIIEHHS KOTHITUBHUX (PYHKIIIM (HanpuKiaf MOTipIIeHHS 1aM’ sTi,
3a0yObKyBaTiCTh, aMHe3is, OTipIIeHHS TaM'STi, CIJIyTaHiCTh CBiIOMOCTI), III0 aCOIiI0I0TLCA i3
3aCTOCYBaHHSM CTaTHHIB. [Tpo Taki KOTHiITHBHI Tpo6ieMu MOBiIOMIISIIOCS Y 3B'SI3KY 3 yciMa
CTaTMHaAMU. fIBHUINE, IPO SAKi UOEeThCA Y IOBIIOMIIEHHAX, 3a3BAYall MAIOTh JIETKUU XapakTep i
MMHAIOTh ITiCJIS BiIMiHM CTATHUHIB; Pa30M 3 TUM IIPOXOOSTh Pi3HUM Yac OO0 IMOSBU CUMIITOMIB (Bifg 1
OHS OO KiIbKOX POKiB) Ta 00 3HUKHEHHS CUMIITOMIB (MefiaHa - 3 THUXKHI).

Tepmin npudamHocmi. 3 POKY Bifl faT¥ BUPOOHUIITBA MePIIOoi TaOIeTKH, SKi MiCTATHCS B KaICYJIi.



YmMmoBH 30epiranns.

36epiratu mpu Temmepatypi He Buite 30 °C y HeIOCTYITHOMY [JIs [iTel MicCIIi.

VnaxoBka.

[To 10 xamcyn y 6mictepi; mo 3 GyicTepu y KapTOHHINW KOPOOIIi.

Kareropis Bignmycky. 3a perentom.

BupoOHHK.

3AT ®apmarneBtuunui 3ason ET'IC.

Micue3HaxoaKeHHs1 BHPOOHHKA Ta HOT0 aJgpeca MicIisi IpoBaJgKeHHs TisIbHOCTI.
9900, M. Kepmenp, Byn. Matsi Kipaut 65, YropiuHa.

1165, M. Bymanemwr, Byn. bekennsdenni, 118-120, YropuiuHa.



