THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

EBOMI®

(AVOID)

Cknao:
0ilo4a pevuoBuHda: Po3yBaCcTATHH;

1 TabneTka MiCTUThL PO3yBacTaTUHY Kainblito 5,2 mr, 10,4 mr, 20,8 Mr abo 41,6 Mr, 1110 €KBiBaJIEHTHO
po3yBactatuny 5 mr, 10 mr, 20 mMr a6o 40 mr;

0ONOMIJCHI peUOBUHU: KaNblIil0 ITUTPAT, MIKPOKPHUCTAJliYHa I1e/TI0/103a, TiIPOKCHUIIPOIIiIIEeN0n03a,
maHiT (E 421), 1aKT03a, KPOCIOBiOOH, MarHilo cTeapar;

nsaiekosa 06010HkKa (mabsemxku no 5 me2): MoMiBiHiMOBUY criupT, TUTaHy miokcum (E 171), makporon
3350, tanek, TapTtpas3ul (E 102), xosTtuii 3axig FCF (E 110), ingurokapMis (E 132);

naiekoea 06010HKa (mabaemku no 10 me, 20 me, 40 m2): IIONIBIHIJIOBUY CIIUPT, TUTAHY AIOKCUL

(E 171), makporon 3350, Tanek, TapTpa3uH (E 102), cneriansuui yuepBouuit AC (E 129), KoBTHi
3axig FCF (E 110), inpurokapwmin (E 132).

JIikapcbka ¢opma. TabmeTKH, BKPUTI IIiBKOBOIO 000JI0HKOIO.
OcCHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

mabsemku no 5 me: TabneTKu KpPyrioi GopMu 3 IBOOIYKIIO ITOBEPXHEIO, BKPUTI IJIiBKOBOIO
000JI0HKOI0, JKOBTOTO KOJILOPY;

mabsaemku no 10 me: TabneTku Kpyrioi GopMu 3 IBOOIYKIIOK IIOBEPXHEI0, BKPHUTI IJTiBKOBOIO
000JIOHKOI0, POKEBOT0 KOJIbOPY;

mabaemxku no 20 me: TabneTKH 0BaIbHOI (OPMHU 3 IBOOIYKJIOK IIOBEPXHEIO, 3 PUCKOIO 3 OMHi€l
CTOPOHH, BKPUTI IIIiBKOBOIO 000JIOHKOIO, POKEBOTO KOILOPY;

mabaemxku no 40 me: TabneTKH MPOIOBryBaTOi (OPMHU 3 IBOOIYKJIO IIOBEPXHEIO, 3 PUCKOIO 3 OMHi€l
CTOPOHH, BKPUTI IIiBKOBOIO 000JIOHKOIO, POKEBOT0 KOJILODY.

dapmakoTepaneBTHYHA rpyna. [inoninigemiuni 3acobu. [Hribitopu I'MI'-KoA-penykrasu.

Kom ATX C10A A07.



®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.
Mexanism 0ii

Po3yBacTaTuH — Ile CelIeKTUBHUN Ta KOHKYpeHTHuM inribitop I'MI'-KoA-penykrasu, pepMeHTy, 1110
BM3HayYae IIBUAKICTh peakilil Ta IepeTBOPIOE 3-TifPOKCHU-3-MeTUNTIIyTapuil KohepMeHT A Ha
MeBaJIOHAT, IoNePeJHUK XojiecTeprHy. OCHOBHUM MiClleM Ail po3yBacTaTUHY € IediHKa, OpraH-
MillIeHb [J1s1 3MEHIIIeHHS PiBHIB X0JIECTEPUHY.

PosyBacTtatus 30inbmye KinbKicTh petienTopiB JITTHII] Ha moBepxHi KIiTUH MEYiHKY, IIOCUTIOIYN
3axomyeHHs Ta Katabomiam JIITHIII, Ta npurniuye nmevinkosuit curTe3 JITIIHII, TakuM 4uHOM,
3MEHILYIOUM 3arajibHy KibKicTh yacTuHOoK JITT[THII Tta JITTHILI.

®apmakoOuHamiuHa 0is

Po3yBacTaTuH 3HUXKYE HifBUllleHUN piBeHb xonectepuny JIITHII, 3aranpHOro X0mecTepuny Ta
TPUTJIilepuniB i nigsuiye pisHi xonectepuny JIIIBII. Bin TakoX 3MeHIIye piBHI anoB, XC-
HeJITIBIL, XC-JITIOHII, TT-JITIOHII Ta migsuimye pisess anoA-I (tabmung 1). EBoiin”® Takox
3MmeH1ye crniBBigHomenHs XC-JIITHII/XC-JIIIBIL, 3aransroro XC/XC-JITIBIL, XC-reJITIBIII/ XC-
JITIBIII Ta anoB/amoA-I.

Tab6muig 1
BinmoBifb Ha 03y y Malli€HTiB i3 MePBUHHOIO TinepxoiecTepuHeMieto Tumy Ila Ta IIb

(BimKOpuUroBaHa CepenHs BiICOTKOBA 3MiHa IMOPiBHSIHO 3 II0YATKOBKUM PiBHEM)

TTo3a N X C-JITTHI|3aranb-uup|XC-JITIBII|TT XC-ueJllIBIllfanoB  |amoA-I
XC

[Tname6o [13 -7 -5 3 -3 -7 -3 0

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

10 17 -52 -36 14 -10 -48 -4.2 4

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

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

TepaneBTuuyHuM e(PeKT OCATAETHCS MPOTATOM 1 THXKHS IiCIIS MOYaTKYy 3aCTOCYBaHHS JIiKapChKOT0
3acoby, 90 % MakcuManbHOTO eeKTy - yepe3 2 TUXKHi. MakcuManbHu# eheKT 3a3BuYai
OOoCSATAEThCS Yepes 4 TUXKHI Ta TPUBAE Hajali.

KniHiuHa epekmusHicmb ma 6e3neka

PosyBacTtaTul epeKTHBHUY y TiKyBaHHI JOPOCIHUX i3 TimepxojieCTepUHEMIEIO - i3
rineprpurminepuneMieio abo 6e3 Hel - He3a/exkHO Bifl pacH, CTaTi Y4 BiKy, a TaKOX Ialli€HTiB
0COONIMBUX I'PYII, TAKKX K XBOPi Ha fiabeT abo mallieHTH i3 ciMeiHOoIo TinepxonecTepuHeEMI€E0.

3a 00’emHaHMMU JAHUMU [OCTiAXKEeHb PO3yBacTaTuH eHeKTUBHO 3HUXKYE PiBHI X0IECTEPUHY Y
OinbInocTi malfieHTiB i3 rinepxonecrepuneMieio tumy Ila ta IIb (cepenHili moyaTKOBUIL piBeHb XC-



JITTHII mpu6nu3Ho 4,8 MMOJIB/TT) [0 IiTbOBUX 3HAUYE€Hb, BCTAHOBIIEHUX BU3HAHUM KEPiBHUIITBOM
€BpOoIencLKOro ToOBapuCTBa aTepocknepo3y (EAS; 1998); mpubnusno y 80 % malrieHTis, ski
IIPUMMAIOTh PO3yBacTaTHH y H03i 10 Mr, BHaeThCsA AOCATTA HOPMaTHUBHUX IIILOBUX PiBHIB XC-
JITIHII 3a EAS (<3 MMOIB/TI).

CrpusATIUBUY BIUIUB PO3YBACTATUHY y HAL€HTIB i3 FeTePO3UTOTHOK CIMENHOI0
TinepxoJeCcTepPUHEMIEI0 Ha MOKA3HUKY JIiIiIiB Ta JOCATHEHHS IITbOBUX PiBHIB Bil3HAYA€ETHCS MIPHU
no3ax Bifm 20 mo 80 mr. Ilicimg TutpyBaHHS [0 mo6oBoi mo3u 40 mr (12 tuxHiB nikyBanus) XC-JITTHII]
3HUXKY€eThCA Ha 53 %. Y 33 % marienTis Oyno gocarayro HopMaTuBHUX piBHIB XC-JITTHII 3a EAS (<3
MMOJIB/T).

Y 3arasnbHil MONyJAIil Halli€HTiB i3 TOMO3UTOTHOIO CiMENHOIO0 TillepX0JieCTEPUHEMIEI0 IPYU ITPUHOMI
po3yBactaTuHy y mo3ax 20-40 mr piBeHs XC-JIITHII 3HUXKYy€eThCS B cependHbOMY Ha 22 %.

CrocTepiraeTbcs agUTUBHUM ehEKT PO3yBaCTATUHY IO0 3HUKEHHS PiBHS TPUTTILEPUIB TPU
3acTocyBaHHi y KoMm0OiHallii 3 penodibpaTtom Ta mopo migsuinenHs piHiB XC-JITIBII mpu
3aCTOoCyBaHHi y KoMOiHallil 3 HiaruHOM (quB. po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

Y GaraTolleHTPOBOMY ITOABIMHOMY CIIiIIOMY I11alie00-KOHTPOILOBAHOMY KITiHIYHOMY
nocnimxenHi (METEOR) 984 narienTu BikoM 45-70 pOKiB i3 HU3bKUM PU3UKOM iIlleMigHO1
XBOpoOu cepls (BU3HAUEHUM SIK PU3UK 3a PpaMiHreMchKo0 1Kajow <10 % mporsrom 10
POKiB), cepenHim 3HaueHHsIM XC-JITTHII 4,0 mmons/n (154,5 Mr/gn), ane i3 cyOKITiHIYHUM
aTepOCKIJIEPO30M (BU3HAUYEHUM 3a 30iNbIIeHHSIM TOBIIMHY KOMILIEKCY iIHTUMa-Me[Iisi COHHOI
aprepii (TKIMCA)) 6ynu paHaoMi30BaHi 10 ABOX I'PYII Ta IpHUUMaly OOUH pa3 Ha moby abo 40
MT PO3yBacTaTHHY, abo miaiebo mpoTsAroM 2 pokiB. ITopiBHSHO i3 mmane6o po3yBacTaTUH
3HAYHO CIIOBiNIbHIOBAB MporpecyBanHHs MakcuManbHol TKIMCA y 12 ToyKax COHHOI apTepil
Ha -0,0145 mm/pik [95 % moBipumit imtepBan -0,0196, -0,0093; p<0,0001]. 3mina
IIOPIBHSIHO 3 BUXIAHUM piBHEM cTaHoBua -0,0014 Mm/pik (-0,12 %/pik (cTaTUCTUYHO
He3Hayuyllla)) y TPyIi po3yBacTaTHUHY MOpPiBHAHO i3 mporpecyBarHaM 0,0131 mm/pik (1,12
%/pik (p<0,0001)) y rpymi mname6o. ITpsamoi Kopensiii Mixk 3meHInenHssM TKIMCA ta
3HMXKEHHSAM PU3UKY IOPYIIEHDb 3 00Ky CepLeBO-CyIUHHOI CUCTEMH MTPOAEMOHCTPOBAHO He
oymno. [Io mocmigxenus METEOR Oynu 3any4eHi maiieHTd 3 HU3bKUM PU3UKOM illIeMigHOI
XBOPOOU ceplid, SIKi He € MpeiCTaBHUKaMHU IIiJIbOBOI MOMYIAIil 3aCTOCYBaHHS PO3yBaCTaTUHY
y 1o3i 40 mr. [Jo3y 40 Mr ciif npr3HadaTy JUlle NalieHTaM i3 TIXKKO0
rinepxoJieCTEePUHEMIEI0 Ta BUCOKUM PU3UKOM CEPLIEBO-CYOUHHUX PO3/IaAiB (IUB. PO3Tin
«Croci0 3aCTOCYBaHHS Ta [MO3U»).

B iHTepBeHLINHOMY OOCIigXKeHHi po3yBaCTaTUHY 3 MEeTOI0 OOIPYHTYBaHHS 3aCTOCYBaHHS
CTaTUHIB 5K 3aco0y mepBunHHOI mpodinakTuku (JUPITER) BuB po3yBacTaTUHY Ha 4aCTOTY
3HaYHUX aTePOCKIEPOTUYHUX CEPLEBO-CyIUHHUX 3aXBOPIOBaHb OLiHooBanu y 17 802
40710BiKiB (=50 pokiB) Ta XKiHOK (=60 poKiB).

YyacHUKY OOCHiXKeHHs Oy BUITaAKOBUM YMHOM pPO3MOfineHi mo rpymn mnauebo (n=8901)
abo po3yBacTaTuHy B 103i 20 Mr oguH pa3 Ha mo0y (n=8901) i 3a HUMU criocTepiranu B
CepelHbOMY IPOTATOM 2 POKiB.

KonneHntpariil xonectepuny-JIITHII 3mermunucsa Ha 45 % (p<0,001) y rpymi po3yBacTaTuny
IIOPiBHSIHO 3 TPYIIOI0 Iyanebo.

Y post-hoc ananisi gaHuX MiATPyNHY MalliEHTIB BUCOKOT0 PU3UKY 3 TOYAaTKOBUM 3HAUEHHSIM



>20 % 3a ®paminreMcrkom mkKanow (1558 yuacHuKIB) ciocTepiranocs 3HauHe 3HUXKEHHS
YacTOTH KOMOiHOBAHOI KiHIIEBOI TOUKH, ITI0 OXOIIJTIOBaJIa JIeTaJIbHUM HACJIiIOK BiJ CeplieBo-
CyIWHHUX INOAiN, iHCYNbT Ta iHpapKT Miokappa (p=0,028), y rpymi po3yBacTaTuHy NOPiBHSIHO
3 myane6o. 3MeHIIeHHS abCOMIOTHOTO PU3UKY cTaHOBUIO 8,8 Bumaaky Ha 1000 marieHTO-
pokiB. [ToKa3HUK 3aranabHOl I€TaJIbHOCTI IUIIABCSA HE3MIHEHUM Y Lid TPyIi BUCOKOTO PU3UKY
(p=0,193). V post-hoc ananisi gaHux migrpynu BUCOKOTro pu3uky (9302 y4aCHUKYU 3arajioM)
i3 moyaTKOBUM 3HaYeHHSIM =5 % 3a mKkanoiw SCORE (ekCcTpamonb0BaHO 3 METOIO
BKJTIOUEHHS JaHWX YYaCHUKIB BIKOM IMOHA[ 65 POKiB) CIIOCTepiranocs 3Hauylle 3HUKEHHS
YacTOTH KOMOiHOBaHOI KiHIIEBOI TOUKH, I1I0 OXOII/TIOBaJIa JIeTaIbHUM HACIiOOK Bifl cepIieBo-
CYOMHHUX IOLIY, iHCYNIbT Ta iHPapKT Miokapaa (p=0,0003), y rpyni po3yBacTaTuHY
TIOPiBHAHO 3 1ale6o. 3HUKEHHS a0CONIIOTHOTO PU3UKY, BUPAXKEHOTO 3@ YaCTOTOIO IOIiiA,
ctaHoBuio 5,1 Bumagky Ha 1000 namieHTo-pokiB. [ToKa3HUK 3arabHOIL IETAIbHOCTI y 1l
MigrpyIi BUCOKOTO PU3UKY NulllaBcs He3MiHeHuM (p=0,076).

Y nocnipxenHi JUPITER 6,6 % y4acHUKIB Ipynu IpUuioMy po3yBacTaTuHy Ta 6,2 %
y4aCHUKIB I'pynu mianebo IPUINHUIN 3aCTOCYBaHHS OOCIiAKYBaHOTO JIiKapChKOro 3aco0y
yepe3 HebaxkaHi sBuila. HaliyacTimumy He0axXKaHUMU SBUITIAMH, II0 ITPU3BOIKIIHN [0
IPUNUHEeHHS NiKyBauHs, 6ynu mianris (0,3 % y rpymi po3yBacTtatuny, 0,2 % — nmane6o),
abpmominanbau 6inb (0,03 % y rpymi podyBactatuny, 0,02 % — mnare6o) ta Bucun (0,02 % y
rpymi po3yBactatuny, 0,03 % — nnaue6o). Haliyacrimumy HeOaXKaHUMU SBUILIAMHU, 1110
CIIOCTepiranaucs y Tpyli po3yBacTaTHHY i3 4acTOTOM0, OinbIoi0 abo PiBHOIO Big3Ha4yeHil y
rpymi nnane6o, Oynu iHdekuil ceqoBux msaxis (8,7 % y rpyni po3yBactaTuny, 8,6 % —
nane6o), HazodapuHrit (7,6 % y rpymi po3yBacTtaTtuny, 7,2 % — mnaiebo), 6inb y ciuHi (7,6
% y rpy1i po3yBacTaTuny, 6,9 % — mnaie6o) Ta Mianris (7,6 % y rpymi po3yBacTatuny, 6,6
% — nnaue6o).

Himu

Y nopBitHOMY CIIiMOMy paHAOMi30BaHOMY OaraTolleHTPOBOMY Iiaiebo-
KOHTPOJILOBAHOMY 12-tuxHeBOMY HocnimxkerHi (n=176, 97 y4aCHUKIB 40JI0Bi401 Ta 79
— XKiHOYO0l cTaTi) i3 moganeinuM 40-THXKHEBUM IepiomoM (n=173, 96 y4aCHUKIB 40JIOBiUOl Ta
77 — XiHOYOI CTaTi) BIAKPUTOTO TUTPYBaHHS NO3U PO3yBaCTaTUHY MallieHTH BikoMm 10-17
pokiB (II-1V crapii po3BuTKy 3a TaHHEpOM, fiBUaTa, y IKUX MEHCTpPYyallil I0o4aaucs
moHauMeHI1e 1 pik ToMy) i3 reTepO3UTr0THO CiIMEWHOI0 IillepX0IeCTePUHEMIEI0 IIPOTATOM
12 TuXKHIB OTpUMyBau po3yBacTaTuH y 703i 5, 10 abo 20 mr/mo0y abo mmna1ebo, micis 4oro
BCi yYaCHUKU ILIONHSA IpUiManiu po3yBacTaTul npoTaroM 40 TuxHiB. Ha moyaTky
nocrnigxeHHs npubnu3ao 30 % namierTiB Oynu BikoM 10-13 pokiB Ta npudnusuo 17 %, 18 %,
40 % Ta 25 % i3 Hux 3naxomgunuch Ha II, III, IV Ta V cTapmii po3BuTKy 3a TaHHEPOM
BiJIIOBITHO.

PiBenp XC-JIITHIII 3menmuBcsa Ha 38,3 %, 44,6 % Ta 50,0 % BiAmoBigHO y rpynax IpumuoMy
po3yBacTaTuHY B 003i 5, 10 Ta 20 Mr nopiBHsHO i3 0,7 % y rpymni nnamebo.

Hanpuxkinni 40-TUXHEBOT0 NePioay BiIKPUTOr0 TUTPYBAHHS OO3U [JI AOCATHEHHS LIJIbOBOTO
piBHS (MakcuMasibHa 03a cTaHoBMIIa 20 Mr omuH pa3 Ha mo0y) y 70 3 173 narmienTis (40,5
%) Boanocs mocAarTtu HinboBoro piBHg XC-JITTHII meHie 2,8 MMOb/I.

[Ticnst 52 TUXKHIB JOCTiAXKYBAHOTO JIiKyBaHHS He OyI0 BUSBIEHO KOMHOT'O BIIJIMBY Ha PICT,



Macy, IMT abo cTaTeBe mo3piBaHHs (AuB. po3min «OcoO6MMBOCTI 3aCTOCYBaHHS»). [10CBiA
KJTIHIYHOTO OOCHTiIXKeHHS [iTel Ta MiMIiTKiB 00MeXeHuH, i JOBroTpuBai eheKkTu
po3yBacTaTuHYy (>1 poKy) Ha cTaTeBe Ho3piBaHHS HeBimoMi. Lle gocmigxkenHs (n=176) He
NPUUAHSATHE [JIg IOPiBHAHHS PigKuX HeOaXKaHUX SBUILI.

Po3syBacTaTvH Tak0X BUBYAIU y IBOPIYHOMY BifKPUTOMY HOCIiAXKEHHI i3 LiTbOBOIO TUTPALIE0 NO3U Y
198 miTeii i3 reTepO3UTOTHOIO CIMEHHOIO TillepxoecTepruHeMi€r0 y Bili Big 6 mo 17 POKiB

(88 yuacHukiB 4osnogBidol ctaTi Ta 110 - XiHOYO1 CcTaTi, CTafis po3BUTKY 3a TaHHepoM <II-V).
[TouaTKOBa {03a I BCiX MalliEHTiB CTaHOBUJIA 5 MI' pO3yBaCTaTUHY OfUH pa3 Ha Ho0y.
[Tamientam BiKOM Biff 6 70 9 pokiB (n = 64) mo3y TUTPyBaiu g0 MakcuMasbHOl 10 MI ofuH pas3
Ha 00y, a maiieHTaM BikoM Bim 10 mo 17 pokis (n = 134) - o MakcuMasbHOi 103 20 MT OfUH pa3
Ha 700y.

[Ticrist 24 MicALiB JTiKyBaHHA PO3yBaCTaTUHOM CepefHe 3HUXKEHHS Bill I04aTKOBOI'0
3HauyeHHs XC-JIITHII, Bu3HaueHe 3a METOAOM HalMeHIINX KBaapaTiB, CTaHOBUIIO -43 %
(mouaTkoBuil piBeHb: 236 Mr/mi, micaib 24: 133 mr/pn). 1715 KOXKHOI BiKOBOI TPyIIU CepegHe
3HM2KEHHS Bifl mo4aTKoBOro 3HaueHHs XC-JIITHII, Bu3Ha4deHe 3a METOOM HalMEHIIINX
KBaapaTiB, CTaHOBUIIO -43 % (rmo4yaTKOBUM piBeHb: 234 Mr/mi, Micsaub 24: 124 mr/aon), -45 %
(mouyaTkoBuY piBeHb: 234 mr/mom, Micaiw 24: 124 mr/on) Ta -35 % (modyaTKOBUM piBeHb: 241 Mr/omn,
Micsip 24: 153 mr/on) y BikoBux rpymnax Big 6 go <10, Big 10 go <14 i Big 14 mo <18 pokiB
BiITIOBIHO.

Pe3ynbpTaToM 3aCTOCYyBaHHS pPO3yBacTaTUHY ¥ mo3ax 5 Mr, 10 mMr i 20 Mr Takox Oy/Iu CTAaTUCTUYHO
3HAYYII CepeHi 3MiHU MOPIBHSHO 3 TOYATKOBUMHM ITOKa3HUKAMU TaKWX BTOPUHHUX 3MIHHUX
BeIMUMH JimifiB i minonpoTeiniB: XC-JITIBIII, 3aransaui XC, XC-ueJITIBII, XC-JITTHII/XC-
JITIBI, 3aransaui XC/XC-JITIBII, TT/XC-JITIBII, XC-ueJITIBII/XC-JITIBIII, amoB,
anoB/amoA-1. KoxHa 3 ux 3MiH JeMOHCTpyBaJia IOJTIIINeHH JTiMiTHUX peakiil i 30epiramacs
IIPOTSITOM 2 POKIB.

[Ticns 24 micsiuis NiKyBaHHS KOFHOT0 BIJIUBY Ha picT, Macy Tina, IMT abo cTaTeBe
Io3piBaHHS BUSIBIEHO He Oy0 (muB. po3min «Oco0IuBOCTI 3aCTOCYBAaHHS»).

Y paHmoMi3oBaHOMY, MOABIHOMY CiIiloMy, I1aie60-KOHTPOJIbOBAHOMY, OaraTolleHTPOBOMY,
TIepexpecHOMy HOCIiKeHHI BUBYAId po3yBacTaThH y [03i 20 MT oivH pa3 Ha H0o0y MOPiBHSIHO 3
nane6o 3 yyacTio 14 miTei Ta migmiTKiB (BikoM Bim 6 m0 17 poKiB) i3 TOMO3UTOTHOIO
CiMenHO10 rinepxojiecTepuHeMi€lo. [JOCIiAKeHHs BKIII0Yalo aKTUBHY 4-TUXKHEBY MiIT0TOBYY
da3y 3 JOTpUMaHHAM Hi€TH, Iifl Yac IKOI MMallieHTiB JiKyBalau po3yBacTaTUHOM y f03i 10 mr,
nmepexpecHy ¢asy, 10 CKlafanacs 3 6-THXKHEBOI0 Iepioay MiKyBaHHS PO3yBaCTaTUHOM Y
no3i 20 Mr i3 monmepenHiM abo mofanbIINM 6-THKHEBUM JIiKyBaHHSM Inanebo, Ta 12-
TUKHEBY IIATPUMYI0YY ¢a3y, IPOTIroM SIKOi BCi manieHTr oTpuMyBanu 20 Mr po3yBacTaTHHY.
[MauienTu, siki nepebyBanu Ha Teparii e3eTuMiOoM abo adhepe3oM, IPOAOBKYBAIX OTPUMYBATH 1ie
JIIKyBaHHS IPOTATOM YChOT'O JOCITiAKEHHS.

Cratuctuuno 3Hauyie (p = 0,005) 3auxenus pisag XC-JIITHII (22,3 %; 85,4 mr/omn, abo
2,2 MMOJIB/N) CIOCTepiraau 4yepe3 6 TUXKHIB JIIKyBaHHSA PO3YBaCTaTUHOM Yy [03i 20 MT IIOPIBHSHO 3
nnane6o. Croctepiranocs CTaTUCTAYHO 3HAUYIIe 3HUKeHHs 3aranbHoro XC (20,1 %, p=0,003),
XC-meJITIBII (22,9 %, p=0,003) i anoB (17,1 %, p=0,024). TakoX crIocTepiranocs 3HUKEHHS
pisuiB TT', XC-JIITHII/XC-JITIBII, 3aransroro XC/XC-JITIBII, XC-meJITIBII/XC-JITIBII Ta
anoB/anoA-I micns 6 TUXKHIB TiKyBaHHS PO3yBaCTaTHHOM Y 1o3i 20 MTr MopiBHSHO 3 mia1eoo.



3uuxeHHA piBHA XC-JIITHII yepe3 6 TUXKHIB IiKyBaHHS pO3yBaCTaTUHOM Y 0031 20 MI 3 HACTYTHUMU
6 TUXKHSIMU TiKyBaHHA 1Tane6o 36epiranocs npotsrom 12 TuxHIB 6e3nepepBHOi Teparii. B ogHOTO
mallieHTa CIocTepiranocs nomanbiine 3uukKeHHs piBHsA XC-JITTHIIT (8,0 %), 3aransroro XC (6,7 %) i
XC-ueJIT1BII (7,4 %) micns 6 TUXKHIB TiKyBaHHS 3 TUTPYBaHHAM A03u 10 40 mr.

ITig yac mpogoBXKEeHHS BiHKPUTOTO JIIKYBaHHS PO3yBaCTaTUHOM Y 1031 20 Mr y 9 3 nux
naIrieHTiB 1o 90 TuxHiB 3HUKeHHS piBHS XC-JITTHIII 36epiranocs B Mexkax Bif -12,1 % mo
-21,3 %.

Y BiZKpUTOMY HOCTIIXKEHHI IOCUIEHOT0 TUTPYBAHHS 003 Y 7 OLIHIOBaHUX [AiTeH 1 MifIiTKiB
(BikoM Bifm 8 mo 17 POKiB) i3 TOMO3UTOTHOIO CIMEWHOIO TiIepPX0IeCTEPUHEMIEIO (OUB. BUIIE)
BimcoToK 3HMKeHHS piBHSA XC-JITTHII (21,0 %), 3aransHoro XC (19,2 %) ta XC-ueJIIIBII]
(21,0 %) Big BUXigHOTO PiBHA MiCJg 6 TUXKHIB JIIKyBaHHS pPO3yBacTaTUHOM B 0031 20 Mr
BI[IMOBigaB TOMY, 1110 CIIOCTEPIrasocsd y BUllle3rafaHOMYy OOCHIAXKEHH] V OiTel Ta MigJIiTKIB i3
FOMO3UTOTHOK CIMENHOIO TillepX0JieCTePUHEMIEO.

€BpoIerchbKe areHTCTBO 3 JIiIKapChKUX 3ac0o0iB BiMMOBHUIIOCS Bifl 3000B’s13aHHS HajlaBaTH
pe3ynbTaT¥l JOCIiAXKeHb PO3yBaCTAaTUHY Y BCIiX MATPyIax AiTel i3 TOMO3UTOTHOI0 CIMENHO0
rirmepxojiecTepuHEMI€EIO, TIEPBUHHOI0 KOMOIHOBAHOIO (3MilllaHOI0) AUCTIIITiIEeMi€I0 Ta OIS
npodinakTUKK MOPYIIeHb 3 00Ky CeplieBO-CyIUHHOI CUCTeMH (IUB. Po3[in «Cmocio
3aCTOCYBaHHS Ta [03u» AJISI OTPHMAaHHS iHpopMallil IIog0 3aCTOCYBaHHS AiTIM).

dapmMaxkoKiHemuxka.
BcmoxkmyeaHHA

MaxkcuMasnbHa KOHIIEHTPAIlisl pO3yBaCTATUHY Y IJ1a3Mi KPOBi IOCATAETHCS MPUONIU3HO Yepe3 5 TONuH
TTiCIIs TIepopanbHOTO 3aCTOCYBaHHS. AOCOMIOTHA 6i0OCTYMHICTh CTAaHOBUTH mPubIu3Ho 20 %.

Po3nodin

Po3yBacTaTvH 3HQYHUM YMHOM 3aXOIJIIOETHCS MTEYIHKOIO, IKa € OCHOBHUM MiCIIEM CUHTE3Y
xonectepuny Ta Kiipercy XC-JIITHIII. O6’em po3nofiny po3yBacTaTUHY CTAHOBUTH Mpubau3Ho 134 J1.
Bnu3bko 90 % po3yBacTaTUHY 3B’A3YEThCS 3 OiTKaMu IJIa3MU KPOBi, IepeBazkHO 3
anbOyMiHOM.

Memab6oaism

Po3yBacTaTWH 3a3HA€ He3HAYHOro Metabomismy (mpubnusuo 10 %). JocmimxeHHs MeTabomizmy
in Vitro i3 BUKOPUCTAHHSM TeMaTOIUTIB TIOOUHY CBiTYaTh, II0 PO3YBACTATUH € CIIaOKUM CyOCTPaTOM
niist MeTabo1i3My Ha 0CHOBI epMeHTiB uToxpomy P450. OCHOBHUM 3afiTHUM i30pepMeHTOM €
CYP2C9, memio meH1y ponb Bigirpatots 2C19, 3A4 ta 2D6. OCHOBHUMM BU3HAUeHUMHU MeTabosiTaMu
€ N-mecMeTuI0BUY Ta TAKTOHOBUM MeTabomiti. N-gecMeTun-meTabommitT mpudnu3so Ha 50 % MeHIn
aKTUBHUM, HiXK pO3yBaCTaTHH; JJAKTOHOBUM MeTa0OJIT BBAaXKaETHCS KITiHIYHO HEaKTUBHUM. Ha
po3yBacTtatuH mpunagae 6inbire 90 % akKTUBHOCTI HMpKyiow04oro inriditopa 'MI-KoA-pengykTasmu.

BusedenHs

[Tpu6mu3no 90 % 003U PO3yBacTaTUHY BUBOAUTHLCS y HE3MIHEHOMY CTaHi 3 KaJoM (pa3oMm
BCMOKTaHa Ta HEBCMOKTaHa [Iif0Ya PeYOoBHMHA), PEIITa BUBOOUTLCS i3 ceuero. [Tpubnusno 5 %
BHBOOUTHCS i3 cevelo y He3MiHeHid popmi. [Tepiof HamiBBUBeeHHS 3 IIJla3MU KPOBIi



CTaHOBUTD NMpubIKM3HO 19 rofguH i He 30iNbIIYETHCS NIPU MiABUINEHH] f03u. CepengHe
reoMeTpUYHe 3HaYeHHS KIIipeHCy IpernaparTy i3 M1a3Mu KPOBi CTaHOBUTH MPUOIU3HO 50
n/rop (koedimienT Bapiatil - 21,7 %). 4k i B inmmux inriditopis 'MI-KoA-penykTa3sy,
IIe4iHKOBE 3aXOIJIEHHS pO3yBaCTaTUHY Bif0OYBA€ETHCS 3 y4acTI0O MeMOPaHHOT'0 TPaHCIOPTEpPa
OATP-C, sskui1 Bifirpa€ BazK/JIMBY POJIb B IEUiHKOBIU eliMiHallil pO3yBaCTaTUHY.

JIiHiliHicmb

CucremMHa eKCIIO3HIlig PO3yBacTaTUHY 30ilbIIYETHCS IIPOIOPIiMHO 0o fo3u. [Ipu 6araTopazoBoOMy
IIOIEHHOMY 3aCTOCYBaHHi mapamMeTpu (hapMaKOKiHEeTUKY He 3MiHIOIOThCS.

Ocobaugi 2pynu nauieHmis
Bix ma cmamo

He crocTepiraeThcs KITiHIYHOTO 3HAYYIIOTO BIUIMBY BiKy ab0 cTaTi Ha ¢papMaKOKiHETUKY
po3yBacTaTUHY y mopocnux. PapMakoKiHETHKaA pO3yBaCTaTUHY y AiTeX Ta MiIJIiTKIiB i3
reTepo3Ur0THOIO CiMEeNHOI0 TilepxojiecTepruHeMi€lo TofioHa 10 hapMaKOKiHETUKY Y TOPOCIIUX
noOPOBOIBIIB (OUB. po3min «IIiTu»).

Paca

HocnimxeHHS (papMaKOKiHETUKY BUSBUIIY, 1110 V MAlliEHTiB MOHTOJIOIAHOL pacH (SIMOHIIB, KUTAMUIIIB,
¢ininminiis, B’eTHaMINB Ta KopeiiiB) MenianHi 3HaueHHs AUC Ta C,,,, TpuONIM3HO BOBiYi BUII, HiX ¥
€BPOTIEOiNiB; y iHAiNiB MemianHi 3Hauenus AUC Ta C,,,, migBuieHi mpu6nu3Ho B 1,3 pa3a. AHami3
MONYIALiHOI papMaKOKiHETUKY HEe BUSIBUB KJIiHIYHO 3HAYYINO] Pi3HUI MiX IMallieHTaMu
€BPOIIEOIHOI Ta HETPOINHOI pac.

IMopyweHHA pYHKUII HUPOK

Y mocnifKeHHIi 3a y4acTIO MaLi€HTIB i3 Pi3HUM CTyIeHeM MOPYIIeHHS QYHKIIil HUPOK 3MiH IIJTa3MOBUX
KOHIIEHTPaIliil po3yBacTaTuHy a0o N-gecMmeTun-metabosiTy B 0cib 3i c;1abK00 YU TOMIPHOI0
HEJOCTATHICTIO Bil3Ha4YeHOo He 0ys10. Y malieHTiB i3 TAXKKUMU IOPYIIeHHSIMH GYHKII HUPOK (KITipeHc
KpeaTuHiny <30 MJI/XB) IIJTa3MOBi KOHIIEHTpallii po3yBacTaTuHy Oynu B 3 pasu, a piBHi N-mecmeTun-
MeTaboiTy B 9 pasiB BUIIMMHU, HiK Y 3MOPOBUX NOOPOBOJIBLIiB. PiBHOBaXkKHi I171a3MOBi KOHIIEHTpallii
po3yBacTaTHHY Y Malli€eHTiB, sIKi mepebyBaloTh Ha reMofianisi, Oymu npubnusHo Ha 50 % BUIUMY,
HiX y 3[0POBUX JOOPOBOJIBIIIB.

ITopyweHHA pYyHKYII neviHKu

Y mocnigkeHHi 3 y4acTio MallieHTiB i3 Pi3HUMU CTYIEeHAMU NOPYIIeHHS IeYiHKOBUX (PYHKIIIA 03HAK
IiABHUINEHOI eKCII03KIlii po3yBacTaTHHY He Oyj10 BUSIBIIEHO Yy MAIli€HTIB, CTaH SKUX OIliHIOBanu y 7 abo
MeHIIIe 0asiB 3a mKasnow Yaunma-I1't0. OmHaK y OBOX IMAIli€HTIB, ki Habpanu 8 Ta 9 3a IMKaow
Yaiinpa-I1'1o, cucTeMHa eKcno3utlist Oyna IoHaliMeHIlle BABiYi BUIA, HiXK Y MALliEHTIB i3 MEHIINMHU
6anamu. [TocBif 3aCTOCyBaHHS pPO3yBacTaTUHY NalliEeHTaM, CTaH SKUX OL[HIOETLCS Y Oifblile HiXK

9 6amniB 3a mkanot Yaunga-I1'to, BifCyTHi.

T'enemuyuHull noaimopgiam

Po3snogin inribiTopis 'MI'-KoA-penykTa3u, B TOMY YKCJIi pO3yBacTaTHHY, BifOYBa€THCS 3 yUaCTIO
tTpaHcnopTHUX 0inkiB OATP1B1 ta BCRP. Y nanieuTis i3 renetuunum nosnimopdizmom SLCO1B1
(OATP1B1) Ta/a6o ABCG2 (BCRP) icHye pu3uK MmigBUILEHOI €KCIIO3UIlii po3yBacTaTuHy. IIpu oKpeMux



dopmax nmomimopdizamy SLCO1B1 ¢.521CC ta ABCG2 c.421AA ekcno3sunis po3yBactatury (AUC)
migBHUINeHa mopiBHSHO i3 reHotunamu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CneuianbHe
TeHOTHUITYBaHHS B KIiHIYHIN mpakTulli He ependadyeHe, aje MallieHTaM i3 TaKuM nojiMopdizMmom
PEKOMEHIYEThCST 3aCTOCOBYBATU MEHIIY NOOOBY 103y PO3yBaCTaTHHY.

Himu

IBa mocnmimxeHHs (HapMaKOKiHEeTUKH pPO3yBacTaTHHY (Y ¢hopMi TabneTok) y AiTen i3
reTepPO3UTOTHOIO CiMEWHOI0 TinmepxonecTepuHeMieto BikoM Bifm 10 mo 17 pokiB abo Bim 6 mo 17
POKiB (3arasioM 214 maii€HTiB) MOKa3aiy, [0 eKCIO3MIlis TiKapChKOro 3aco0y V AiTed HUXK4a
abo mopmiOHa M0 eKCITo3ullii y TOPOCIuX MallieHTiB. Ekcrno3uiist po3yBacTaTuHY Oyia
nepen6avyBaHOIO BifITTOBIOHO 10 O3U Ta TPUBAJIOCTi IPUMOMY IIPOTATOM OiJIbII HiXK 2 POKH
CIIOCTEPEXKEHD.

KrinigHi xapaKTepUCTHKH.
Iloka3anHus.
JIixyeaHHA 2inepxosecmepuHemii

HopocnuM, mianmiTKaM Ta OiTSM BIKOM Bifi 6 POKIB i3 IEepBUHHOMW rinepxosectepuneMietro (tTumy Ila, B
TOMY YMCJIi i3 TeTePO3UTOTHO0 CiIMEHHOIO TilepxoyiecTepUHEMiEI0) ab0 3MillTaHO0 AUCTITiAeMie0
(Tumy IIb) SIK HOMOBHEHHSA A0 AIETH, KOJU OOTPUMaHHS JIETU Ta 3aCTOCYBaHHS 1HIINUX
HeMeIuKaMeHTO3HUX 3aco0iB (Hampukian GisuyHUX BIIPaB, 3HUKEHHS MacH Tinla) €
HeIOOoCTaTHIM.

HopocnuM, migaiTkaM Ta giTSM BiKOM Bif 6 POKiB IIp¥ TOMO3UTOTHIY CiMeNHil rinepxonecTepuHeMil
SIK TOTIOBHEHHS [0 Hi€TH Ta iHIIUX JiMimo3HUKYBaIbHUX 3ac00iB NTiKyBaHHS (Hampukian adhepesy
JITTHIIT) a6o y pasi, Konu Take JIiKyBaHHS € HEOOPEYHUM.

ITpoghinakmuka cepuego-cyOuHHUX NOPYWEHb

3anobiraHHs 3HAYHUM CepIeBO-CYOTUHHUM MTOPYIIEHHSIM Y MAIliEHTIB, SKUM, 3a OLIIHKaMH, 3aTPOXKYE
BHCOKHW PU3UK IIE€PIIOTr0 BUIAMKY CEPLIEBO-CYIUHHOTO MOPYIIeHHS (IUB. PO3MiNn
«PapmakoauHaMika»), K JOIOBHEHHS A0 KOPEKIIil iHIIuX (paKTOPiB PU3UKY.

IIpomunoka3aHHs.
EBoii® IPOTUIIOKA3aHMIA:

- MallieHTaM i3 MigBUINEHOI0 YyTIMBICTIO MO PO3yBacCTAaTHHY ab0 MO Oyab-sIKOI 3 JOMOMIXKHUX PEYOBUH
Ipemnapary;

- TIaljieHTaM 3 aKTUBHUM 3aXBOPIOBAHHSM IIE€YiHKH, B TOMY YUCJIl CTIMKAMU MiABUIIEHHSIMUI
CHPOBATKOBUX TPaHCaMiHa3 HEBigoMoil eTionoril Ta Oyab-IKMMHU MiJBUIIEHHSIMU TPaHCaMiHa3 y
CHPOBATIIi KPOBI, 1110 BTPXYi IEPEBUIIYIOTh BepXHIO0 MexXy HopMU (BMH);

- TallieHTaM i3 TSIKKUM IOPYIIEeHHAM (YHKII1 HUPOK (KIipeHcoM KpeaTuHiHy <30 MII/XB);



- IallieHTaM 13 MioIaTi€lw;

- TalfieHTaM, SiKi OMHOYaCHO OTpuMyBaiu KombiHalliio codpocOyBip/BenmnaTacBip/BoKcunanpesip (IuB.
po3min «B3aeMopis 3 iHIMKUMY JTiKapChKUMU 3ac00aMU Ta iHIII BUOU B3a€EMOMIIN»);

- IarieHTaM, gKi ODHO4YaCHO OTPUMYIOTH LIUKJIOCIIOPUH;

- y mepiofi BariTHocTi abo TomyBaHHS TPYAAI0, @ TAKOXK XKiHKaM PepONyKTUBHOTO BiKy, SIKi He
3aCTOCOBYIOTh HaJlekHi 3ac00M KOHTPAIEILIii.

Ilo3a 40 Mr mpoTHIIOKa3aHa MallieHTaM 3i CXUIBHICTIO OO0 MiomaTii/pabmoMionisy.

o dakTopiB TAKOI'0 PU3UKY HaJeXaTh:

- TIOMipHe MopylIeHHS (PyHKIIil HUPOK (KJlipeHC KpeaTUHiHy <60 MII/XB);

- TIIOTUPEO3;

- HasABHICTb B 0cO0MCTOMY a00 POAMHHOMY aHaMHe3i CllagKOBUX M’ SI30BUX 3aXBOPIOBaHb;

- HasIBHICTh B aHaMHe3i MiOTOKCUYHOCTI Ha Ti 3acTocyBaHHs iHIUX iHTi6iTOpiB 'MI-KO0A-
penykTasu abo (ibparTis;

- 37I0BXKMBAHHS aJIKOTOJIEM;

- CHTYallii, I110 MOXKYTh IIPU3BECTH [0 MiIBUIIEHHS KOHIIEHTPALii TiKapChbKOro 3aco0y y maa3Mi KpoBi;
- HaJIeKHICTh 10 MOHTOJIOITHOI PacH;

- CYIIyTHE 3aCTOCyBaHHS ¢iOpaTiB.

(dusB. po3ginu «OcoOMMBOCTI 3aCTOCYBaHHS», «B3aeMopis 3 iHIIMMU JTiKapCchKUMU 3acob6aMu Ta iHIIi
BU[IM B3aeMOfiii» i «OapMaKOKiHETHKA»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.
Bnaue cynymHix npenapamis Ha po3y8acmamuH
IH2i6imopu mpaHcnopmHux biakie

Po3yBacTaTuH € cyOCTpPaTOM [IesIKUX TPAHCIOPTHUX OiNIKiB, B TOMY YHKCJIi TeYiHKOBOTO TPAHCIIOPTEpa
3axomnenHs OATP1B1 ta edmokcHoro Tpancnoprepa BCRP. OmHoYacHe 3acTocyBaHHS
nikapceKoro 3aco0y Esoin” i3 NMiKapChKUMHU 3ac00aMH, LI0 IPUTHIYYIOTH 1i TPAHCIOPTHI GiJIKH, MOXKe
IIPU3BONMTH 0 MifBUIEHHsT KOHIIEHTPallii poO3yBacTaTUHY B IIJIa3Mi KPOBi Ta 30i/bIIeHHS
puU3uKy MionaTii (muB. po3ninu «Cnocib 3acTocyBaHHS Ta fo3u», «OCOBIUBOCTI 3aCTOCYBaHHS»,
«B3aemois 3 iHIIEMHY JTiKapCLKMMHM 3aC00aMH Ta iHIII BUAM B3a€MOMiH», TAOIHIO 2).

HukaocnopuH

Y nepiof 0MHOYACHOT'0 3aCTOCYBaHHS JIiIKAPCHKOTO 3aC00y EBoiin® Ta LUKJIOCTIOPUHY 3HaueHHs AUC
po3yBacTaTUHY Oy B CEPeOHbOMY MPUOIKU3HO V 7 pa3iB BUIIUMH, HiXK Ti, SIKi criocTepiranucs y



3[00POBUX TOOPOBOJIBIIIB (OUB. TAOIUITIO 2). EBoiig” IIPOTUIIOKA3aHUY MalliEHTaM, SKi OMHOYaCHO
OTPUMYIOTh ITMKJIOCTIOPHH (IUB. PO3Iin «IIpOTUIIOKA3AHHS»).

OpHoyacHe 3aCTOCYBaHHS He BIIMBAJIO Ha KOHIEHTpPALil0 UKJIOCIIOPHHY B IIJTa3Mi KPOBI.
IHeibimopu npomeasu

Xo4a TOUHHMH MexXaHi3M B3a€MO/Iil HEBiTOMUM, OQHOYACHE 3aCTOCYBaHHS iHTi6iTOPiB MpoTea3u Moxe
3HAYHO 30i/bILIyBaTH €KCIIO3UIII0 PO3YBAaCTaTUHY (OuB. TaObnuino 2). Hampuknag, y DocTigkeHHi
dbapMaKOKiHETHKM OMHOYAaCHEe 3acToCcyBaHHsA 10 MI po3yBacTaTHHY Ta KOMOIHOBAHOTO JIiKapChKOTO
3aco0y, 1m0 micTuB ABa iHribiTopu mpoteasu (300 Mr aTazaHaBipy/100 Mr puToHaBipy), Y 3MOPOBUX
mo6poBoIbIIiB cympoBomxkyBanocs migsunieHHssM AUC ta C,,, po3yBacTaTuHY NpubIU3HO B 3 Ta

7 pasiB BigmoBigHO. OMHOYACHE 3aCTOCYBAHHS JIIKAPCHKOTO 3aC00y EBoiin® Ta meskux KoMOiHaIIi
iHTi6iTOPIB MPOTEea3yu MOXKJIKBE IIiCII PETEILHOT0 aHali3y HeoOXigHOCTI KOPEKIIil 031
npenapaty EBoif"”, 3 Oy Ha O4YiKyBaHe 3pOCTaHHsS €KCIO3HUIlil po3yBacTaTUHY (IHUB.
po3ninu «Crocib 3acTocyBaHHS Ta fo3u», «OcoOMMBOCTI 3aCTOCyBaHHS», «B3aemomisa 3
iHITMMY JTiKapChKUMH 3ac00aMu Ta iHII BUOU B3a€EMOMiM», TaOMUINO 2).

I'em@ibpo3us ma iHwi ainido3HUNHCYBANbHI 3aC0OU

OpHOYaCHe 3aCTOCyBaHHSA IpenapaTy Esoiin” Ta reMdi6posumny npussoamio no spoctanas AUC Ta
C,..x PO3YBacCTaTHHY B 2 pa3u (OuB. po3min «OcoOIMBOCTI 3aCTOCYBAHHS»).

Ha migcTaBi faHuX cliellianbHUX OOCTiAXKeHb He 04iKyeThCA (hapMaKOKIiHETUYHO 3HAUYII0l B3aEMOTil
3 penodibpaToM, ogHAK MOKIIMBa PpapMaKoauHaMiyHa B3aemopis. ['emdibposun, denodidpar, iHmri
¢bibpartu Ta nminimo3HMKYyBanbHi 103U (= 1 r/no06y) HiauuHy (HIKOTMHOBOI KUCIOTH) 30iMbLUIYIOTE PUKUK
MioTaTii Ipy OJHOYAaCHOMY 3aCTOCYyBaHHi 3 iHri6iTopamu 'MI'-KoA-penyKTa3u, IMOBIpPHO, 3@ paxyHOK
TOTO, 1110 BOHU MOXKYTh CIPUYHHSTH MioIlaTio, SKIIO iX 3aCTOCOBYBaTH OKpeMo. [1o3a 40 Mr
IIPOTUIIOKA3aHa MPU CYIYTHHOMY 3aCTOCyBaHHi ¢ibpaTiB (quB. po3minu «IIpoTUIOKa3aHHI» Ta
«0co6IUBOCTI 3aCTOCYBaHH»). TaKMM MalliEHTaM TaKOXK CJIiff PO3MOYHMHATH Tepalriio 3 403U 5
MT.

E3emumib

OpHOYacHe 3aCTOCYBaHHA JIKapChKoro 3aco0y EBoin” y mo3i 10 Mr Ta esetumiby 10 Mr mamieHTaM i3
rimepxosiecTepuHeMi€I0 MPU3BOAKIO [0 3pocTanus AUC posyBactatuny B 1,2 pasa (tabmurs 2). He
MOXKHa BUK/IIOY9aTH papMaKOOMHAMIUHOI B3a€MOil Mixk mikapchkuM 3aco6om EBoiin” Ta
e3eTuMiboM, 1110 MOXKe MPU3BECTHU N0 HeOaxKaHUX SBUIL (AUB. po3min «Oco6IUBOCTI
3aCTOCYBaHHS»).

AHMauuoHi aikapcuvki 3acobu

. v ® - . . .
OmHOYacHe 3aCTOCYBaHHS JIikapchKoro 3aco0y EBOML 13 CYCIIEH3IsIMU aHTAUUAIB, 0 MiCTATh
rimpokcupn anioMiHiio abo MarHiio, 3HUXKYBal0 KOHIIEHTPAllil0 pO3yBacCTaTUHY Y IIJla3Mi KPOBi
npu6nu3Ho Ha 50 %. el epekT OyB MeHII BUpakKeHUM Y pPa3i 3aCTOCyBaHHS aHTalMOHUX 3ac00iB

yepes 2 TOMWHY HiC/Is TiKapchkoro 3acoby EBoip” . KiiHiuHy 3HAUyIIiCTS 1€l B3a€MOfil He
BUBYAJIU.

EpumpomiuyuH

OpHOYacHe 3aCTOCYBaHHA JIKapChKoro 3aco0y Esoiin” Ta eputpominuay 3auxysano AUC



posyBacrtaTuy Ha 20 %, a C,,, — Ha 30 %. L]g B3aeMopisi Moxke OyTH CIIpAUYMHEHa ITOCHJIEHOI0
[IePUCTAIbTUKOIO KUIIIeYHWKA BHACIOK il ePUTPOMILINHY.

PepmerHmu yumoxpomy P450

Pe3ynbpTaTit JOCHIgKEHB IN VItro Ta in vivo CBiI4aTh, 0 PO3yBACTaTUH He iHTIOYE i HEe CTUMYITIOE
izopepmenTu muToxpomy P450. OKpiM I1OT'0, PO3YBACTATHH € CITAOKUM CyOCTPATOM ITHX
i3odepmenTiB. TakuM YMHOM, B3a€MOfii 3 TiKapCbKUMU 3aco0aMu B Pe3ysIbTaTi MeTaboi3my,
oniocepenkoBaHoro P450, He ouikyeThcd. He cnocTepiranocs KIiHIYHO 3HAYyIIUX B3aEMOAIN MixK
po3yBacTaTUHOM Ta ¢ykoHa3o1oM (inriditopom CYP2C9 ta CYP3A4) a60 KeTOKOHA307I0M
(imriditopom CYP2A6 Ta CYP3A4).

B3aemodii, w,o sumazaroms Kopekuyii 0o3u podysacmamuny (0us. makoxc mabauyo 2)

TIpy HeoGXigHOCTI 3aCTOCYBaHHS JIIKapChKOro 3acoby EBof" 3 iHIIMMY JTiKapChbKUMH 3aco0aMu,
3[aTHYMY IIi[BUINYBaTH €KCIO3MIII0 PO3yBacCTaTUHY, 03y Jikapchkoro 3acoby EBoi”
OTPiOHO CKOPUTYBaTHU. AKIIIO OUiKYETHCS, 10 €KCITO3UIIis JTiKapchkoro 3aco6y (AUC) 3pocTe

npubnau3Ho B 2 abo Oinblle pa3iB, 3aCTOCYBaHHS EBofmy® CJIif PO3MOYMHATH 3 JO3U D5 MTI' OIUH pa3
Ha mo0y. MakcuManbHy 5o00BY 03y JiKapChKoro 3acoby EBoin” Ciif CKOPUIyBaTH TAKMM YHHOM,
06 ovikyBaHa €KCIIO3UIlisg PO3yBaCTaTUHY He IepeBulllyBajla eKCII03MUIIil0, 0 Bif3HAYAETLCS IIPU
npuiiomi fo3u 40 Mr/mo0y 6e3 3acToCyBaHHS JTiKapChKUX 3ac00iB, 110 B3AEMOIIIOTE i3 ITpemapaToM;
HaIpUKJIaf, IpX 3aCTOCYyBaHHi 3 reMdpibpo3unoM gosa EBoﬁny® ctanoButuMe 20 Mr (30inbIIeHHS
ekcro3util B 1,9 pasa), npu 3acTocyBaHHi i3 KoMbiHaIli€l0 puTOHaBip/aTa3anasip - 10 Mr
(30inpmenns B 3,1 pasa).

Axuro nmikapcbkuit 3acib 36inpmye AUC po3yBacTaTUHY MEHII HiXK y 2 pa3u, IOYaTKOBY H03Y
3MEHITyBaTH He MOTPiOHO, ajie CIIil HOTPUMYBaTUCS 00€PEKHOCTI ITpu 30iNbIIIeHH] 103U JTIKapChKOTO
3aco0y EBoiin°mo monan 20 Mr.

Tabmursa 2

BruB cynyTHiX nikapCchKuX 3ac00iB Ha €KCITO3UIIiI0 PO3yBaCTAaTHHY

(AUC; B mopsAIKy 3MEeHIIIEHHS BeIUYMHM) 3a ONMy0IiKOBaHUMY HaHUMU KITiHIYHUX

IOOCIIXeHb
PexuM no3yBaHHS JIiKapChKOTo 3aco0y, 0 PexKuM [m03yBaHHS 3miuu AUC
B3a€EMOJIi€ po3yBacTaTUHY po3yBacTaTuny*

CodocOysip/Benmnaracsip/Bokcunanpesip (400 10 mr, omHOopa3oBa no3a 1 7,4 pasa
Mmr-100 mr-100 mr) Bokcumnamnpesip (100 mr)

OJMH pa3 Ha mo0y npoTtsroMm 15 OHiB

LluknocropuH Bif 75 Mr aBidi Ha goOy mo 10 mr oguH pa3 Ha moby, T 7,1 pa3a
200 mr pgBiui Ha moOy, 6 MicsiB 10 gHiB

Hapomytamin 600 Mr aBidi Ha moOy, 5 [HIB 5 mr, omHOpa3oBa mo3a T 5,2 paza
Peropacdeni6 160 mr onun pa3 Ha go0y, 14 5 mr, ogHOpa3oBa mo3a 1 3,8 pasa
OHIB

Atazanasip 300 mr/putonasip 100 Mr ogux 10 mr, omHOpa3oBa go3a T 3,1 pasa
pas Ha o6y, 8 mHiB

Benmaracgip 100 Mr onuH pa3 Ha go0y 10 mr, omHOpa3oBa go3a T 2,7 pasa
Owmbitacsip 25 mr/mapuTtanpesip 150 mr/ 5 mr, omHOpa3oBa mo3a T 2,6 paza
putoHasip 100 mMr oguH pa3 Ha H00y/

nacabysip 400 mr {Biui Ha o6y, 14 gHIiB



I'pazomnpesip 200 mr/enbacsip 50 Mr ogus pa3 10 mr, omHOpa3oBa go3a T 2,3 pasa
Ha go0y, 11 mHiB

I'nexanpesip 400 mr/mi6perTacsip 120 Mr 5 Mr opuH pa3 Ha go0y, 71 2,2 pa3sa
OJ¥H pa3 Ha o0y, 7 OHiB IIHiB

Jlominagip 400 mr/puTtonasip 100 mr gBiui Ha 20 Mr opuH pa3 Ha goOy, T 2,1 pasa
no0y, 17 guiB 7 OHiB

Kmnonigorpens 300 mr, motim 75 Mr 4epe3 24 20 mr, oguHOpa3oBa T 2 pa3u
rofm nosa

Femdibpo3un 600 mr ABidi Ha K00y, 7 OHIB 80 Mr, ogHopa3oBa mo3a T 1,9 pasa
30inbmenHs AUC po3yBacTaTHHY MeHIIe HiX y 2 pa3u

PexxuM J03yBaHHS JTiIKapChKOT0 3aco0y, Mo  PexxuM no3yBaHHSA 3minu AUC
B3a€EMOJi€ po3yBacTaTUHY po3yBacTaTUHY*
Entpomb6omak 75 Mr oguH pas Ha fo6y, 5 guiB 10 Mr, ogHopa3oBa go3a 1 1,6 pasa
Hapyuasip 600 mr/putonasip 100 mr gBiui Ha 10 Mr omuH pa3 Ha #oOy, T 1,5 pasza
no0y, 7 OHiB 7 OHiB

Tunpanasip 500 mr/putonasip 200 mr gBidi Hal0 Mr, ogHOpa3oBa fo3a T 1,4 pasa
no0y, 11 guiB

Iponenapon 400 Mr aBigi Ha KOOy Hesigomo T 1,4 paza
ITpakona3zon 200 Mr onuH pa3 Ha goOy, 5 gHiB 10 Mr, ogHOpa3oBa fo3a 1 1,4 pasa **
E3etumi6 10 Mr opuH pa3 Ha 0oOy, 14 nHiB 10 mr oguH pa3 Ha moby, T 1,2 pa3a **

14 nHiB
3uuxenHsa AUC po3yBacTaTUHY
PexxuM J03yBaHHS JTiIKapChKOT0 3aco0y, Mo  PexxuM no3yBaHHSA 3minu AUC
B3a€EMOJi€ po3yBacTaTUHY po3yBacTaTUHY*

Eputpowmitua 500 mMr yotupu pasu Ha goby, 80 mr, omHOpa3oBa go3a | 20 %
7 mHiB
Batikanin 50 mr Tpudi Ha 1o0y, 14 gHiB 20 Mr, ogHopa3soBa mo3a | 47 %

* IlaHi, mpefcTaBieHi SIK 3MiHa B X pa3iB, ABISAIOTH COO0I0 CIIiBBiTHOIIEHHS MiX 3aCTOCYBaHHSIM
po3yBacTaTHy y KoMOiHa1il Ta okpeMo. [laHi, pefcTaBnieHi y BUrsmi % 3MiHU, SABISII0TH C06010 %
Pi3HULIIO0 BiTHOCHO MMOKA3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

30i/IbIIeHHS ITI03HAYEHO 3HaUYKOM 1, 3MEHIIeHHd - | .

** ByJo mpoBefieHO KinbKa [OCTiIKeHb B3aEMO/Iii ITpX Pi3HUX J03aX PO3yBaCTaTHHY, B TaONUIIi
I0JlaHO HalbiNbII 3HAYYIlle CIIiBBiIHOIIEHHS.

Jlikapceki 3acobu / KoMmOiHalii, SKi He Manu KIiHiYHO 3HAYYIIOTO BIIMBY Ha criBBigHOmEeHHS AUC
poO3yBacTaTHHY IIPH OOJHOYACHOMY 3aCTOCYyBaHHi: ajneryita3ap 0,3 Mr 7 pHiB; ¢peHodibpaT 67 Mr

7 ouiB 3 pa3u Ha H00y; ¢praykoHason 200 mr 11 guiB 1 pa3 Ha no0y; dozamnpenasip 700 mr/
putoHaBip 100 mr 8 gHiB 2 pa3u Ha go0y; KeTokoHa3on 200 Mr 7 fHIB 2 pa3u Ha [o0y; pudamiin
450 mr 7 guiB 1 pa3 Ha go0y; cunimapus 140 mr 5 gHiB 3 pa3u Ha go0y

Bnaue po3ysacmamuHy Ha cynymHi aikapceki 3acobu
AHmazoHicmu simamiHy K

4k i mopo inmux iHriditopis I'MI'-KoA-penykTa3u, Ha I0YaTKy 3aCTOCYyBaHHS JIiIKapChKOT0 3aC00y
EBoiif” abo Ipu HigBUINEHH] K0T0 f03H y MaLi€HTIB, sIKi OMHOYACHO 3aCTOCOBYIOTh
aHTaroHictu BiTaMiny K (Hanpukinap BapdapuH abo iHIINYA KyMapUHOBUM aHTUKOATYJISHT),
MOKJIMBE IiABUIIeHHS Mi2KHAaPOIHOTO HOPMaJli3oBaHOTO criBBigHOmeHHs (MHC).
[IpunuHEHHS 3aCTOCYyBaHHA IpenapaTy EBoii” a60 3MeHIIeHHs HOT0 J03M MOXe IIPU3BECTH 10



3unxkeHHs MHC. ¥V Takux Bunapgkax OakaHuM HanexHUW MOHiTOpuHT MHC.

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

OpHOuYACHe 3aCTOCYBaHHS JiKapchKoro 3acoby EBOI/" Ta mepopalbHUX KOHTPAIENTHUBIB
npu3soauno no nigsuieHHsa AUC etuninectpamiony Ta Hoprectpeny Ha 26 % Ta 34 %
BigmoBimHO. TaKe MifBUINEHHS CJIiT BpaXOBYBaTH IIPU Mifn0OO0Pi [03U MepopaabHUX
KOHTPALIENTUBIB. [laHUX M0A0 (GapMaKOKiHETUKHY ITPerapaTiB y Malli€HTiB, sSKi OQHOYACHO
3acTocoByIOTh EBoiin” Ta I'3T, HeMae, TOMy He MOXHA BUKJII0YaTH IORiGHOro epexry. OmHAK
KOMOiHallif0 IMMPOKO 3aCTOCOBYBa/IM XKiHKaM y paMKaXxX K/IiHIYHUX AOCTiAKeHb i BOHa
nmepeHocusacs moope.

THwi nikapcwvki 3acobu

HuzokcuH

3a DaHUMU CHeliaTbHUX OOCiIXKeHb, KJIIHIYHO 3HAuyIlol B3a€MOZIl i3 JUTOKCUHOM He OYiKy€eThCH.
®y3udosa Kucaoma

IocmimkeHHsT B3aEMO{Iii po3yBacTaTUHY 3 (Py3UI0BOIO KMCIIOTOI HEe MPOBOAUIN. PU3UK Mionarii, y
T.4. 3 pabmomionizom, Moxke OyTy 306ibIIeHNI BHACTIOOK CYIyTHHOTO CUCTEMHOTO 3aCTOCYyBaHHS
Gby3umoBoi KUCTIOTH 3i cTaTMHAMU. MexaHi3M 1iel B3aeMofii (hapMakoguHaMiuHui abo
dhapMakoKineTHYHMH, a0 i Te, ¥ iHIIe) MOKK He 3'scoBaHui. [ToBimoMIsIOCsS Mpo pabmomiosi3
(30KpeMa OesiKi neTasibHi BUTIaAKK) Y MAI[iE€HTIB, SKi OTPUMYBaIH 1110 KoMOiHaIliio.

[TamieHTaM, y SKMX CUCTEMHE 3aCTOCYBaHHS (y3UO0BOI KMCIOTH BBaXKAEThCS HEOOXIIHUM, JTiIKyBaHHS
EBoitmom” cin IPUIIUHUTY Ha BECh TEPMiH TiKyBaHHS (y3uI0BOI0 KUCIIOTOI. TaKOX OUB. PO3MIiN
«OCco6IUBOCTi 3aCTOCYBaHHSI».

Himu

IocmigXeHHsT B3a€MO{Iii TPOBOMYIIN JIUIIE 3 y4acTio fopocnux. CTyImiHb B3aEMOMIl y miTen
HEeBiTOMU.

Oco06.1ueocmi 3acmocye8aHHs1.
Bnaue Ha HUpku

[TpoTeinypis, SIKy BUSIBIIEHO V Pe3yJbTaTi aHali3y 3a TeCT-CMyXKKaMH Ta sIKa OyJia IepeBaxkHO
KaHaJIbI[eBOT'0 IIOXOXKEHH, CIIOCTepirajacs y NalieHTiB, sKi JIIKyBaIuCsA BUCOKUMU [103aMU
po3yBactaTuHy, 30kpeMa 40 Mr, i y 6iybiIocTi BUMafKiB Masia TUM4YacoBUi ab0 IepepruBYacTui
xapakTtep. [IpoTeinypist He Oyna nepeaBiCHUKOM IocTpoi abo mporpecydoi XBopoOu HUPOK
(ouB. po3min «Ilo6ivni peakii»). YacTOTa IOBiIOMIIEHD IIPO CEPHO3HI siBUINA 3 60Ky HUPOK y
IIOCTMApPKETUHTOBUX JOCIIIIXKEeHHIX BUIIA IIPX 3aCTOCYBaHHI 1o3u 40 Mr. Y mauieHTis, AKi
IPUUMAalOTh JTiKapchKuu 3acib y mo3i 40 Mr, B X0Ofi CIIOCTEPEXEHHS CIIiT PETYISPHO
[epeBipATA QYHKIIiI0 HUPOK.

Bnaue Ha CKe/semHy myckKyaamypy



[MTopymenHs 3 00Ky CKelIeTHOI MyCKyJIaTypH, HallpUKJIaj Mianris, MionaTis Ta 3pifgka pabmomiornis,
CIoCTepiranucs y NalieHTiB, sSIKi puitManu po3yBacTaTUH y OyOb-IKUX K03axX, 0co6IuBO Ginble

20 mr. [lyxe pigko Bumagku pabmoMionisy Big3Hayanucs Ipu 3acTOCyBaHHI e3eTuMiby y KombiHarii 3
inribitopamu 'MI'-KoA-penykTa3u. He MoXXKHa BUK/IIOYaTH MOXKJIIUBICTh papMaKOmUHAMiUYHOI
B3aeMoMil (quB. po3min «B3aeMopmis 3 iHIMMMY JTiKapChbKUMK 3aco0aM¥ Ta iHII BUOYM B3a€EMOii»), a
TOMY TaKy KOMOiHaIli0 Cllif 3aCTOCOBYBaTH 3 00€PEXKHICTIO.

4K i npu 3acTocyBaHHi iHmux iHribitopie 'MI'-KoA-penykTasu, 4acToTa IOBiIOMIIEHD NP0 BUIAOKU
pabmoMiosti3y, IOB’s1I3aHOT0 i3 3aCTOCYBaHHSAM PO3yBaCTaTHHY, Y IOCTMapKETHHTOBOMY Iepiofi Oyia
BUIIIO0 IpHU 703i 40 Mmr.

PigeHb KpeamuHKiHA3u

PiBenb kpeatunkinasu (KK) He cnig BuMipioBaTH micnsg 3HaYHUX Gi3MUHUX HaBaHTaXeHb a00 mpH
HasgBHOCTI IHIIKX iIMOBipHUX Npu4uH nigsuineHHs KK, 1110 MOXYTh yCKIafHIOBaTU IHTEpIIpeTaLio
pe3ynbraTiB. fAKimo moyaTtkosi piBHi KK 3HauyHO migBuieHi (>5 pasis Buiie BMH), npoTsarom

5-7 oHiB HEOOXiTHO 3p0OUTH IOBTOPHMI aHaIi3, 00 MigTBEPAUTH PE3yNIbTaTh. AKIIO
pe3yIbTaTy TOBTOPHOTO aHalli3y MiATBePAXKYIOTh, 1110 T0YaTKoBe 3HaueHHsT KK 6inblire HiXK y
O pasiB nepesuilye BMH, 3acTocyBaHHS po3yBacTaTUHY PO3NOYUHATHU HE CIIIA.

ITeped nouamkoM AiKyBaHHA

Esoiin®, sk i inmi inriGitopu T'MT-KoA-penyKTasu, CIlif 3 060epexXHiCTIO IpU3HaYaTy HallicHTaM 3i
CXUTIbHICTIO I0 Miomartii/pabmomionisy. [Io GaKTOPiB TAKOTO PU3UKY HAJIeKaATh:

- IOpPYyIIeHHS (QYHKIIil HUPOK;
- TIMOTHUPEO03;
- HasIBHICTb B 0coOKMCTOMY ab0 POOMHHOMY aHaMHE3i ClIagKOBUX 3aXBOPIOBaHb M A3iB;

-HasBHICTh B aHaMHe3i MiOTOKCUYHOCTI Ha TIi 3aCcTOCyBaHHS iHIIuX iHTi6iTOpiB MI-KO0A-
penykTa3u abo (ibpaTis;

- 3JIOBXHUBAHHS aJIKOT0JIEM;
- BiK >70 poOKiB;

- CUTYyallil, III0 MOXKYTb ITPU3BECTH [0 IMiBUILIEHHS PiBHIB JIiIKapChKOT0 3ac00y y I1a3Mi KpoBi
(ouB. po3minu «Crocib 3acToCyBaHHS Ta NO3u», «B3aemMofisa 3 iHIMUMHU JTiKapChbKUMU
3aco0aMu Ta iHII BUOM B3aeMofin» i «dapMaKoKiHeTUKA»);

- CYIIyTHE 3aCTOCyBaHHA (ibpartis.

Y Takux malli€eHTiB I0B’sI3aHUY i3 TiKyBaHHSIM PHU3UK MOTPIOHO OIiHIOBATH, IIOPiBHIOIOYHU 3
OYiKyBaHOI0 KOPUCTIO; TaKOXK PEKOMEHAYETHCS KITIHIYHUY MOHITOPUHT. fAKIo moyaTkosi piBHi KK
3HAYHO MiABHUILEHi (>5 padiB Bullle BMH), nikyBaHHS PO3MOYUHATH HE CIif.

Y nepiod nikysaHHA

[TamieHTiB CTig MOMPOCKUTH HEraHO MOBIIOMIISTH IIPO M’ s130Bu# 6inb, c1abKicTh a0 CymoMu
HeBiloMoi eTiosorii, 0cOOMMBO SKIIO BOHU CYIPOBOAXKYIOTHCSI HE3MYKAHHIM a00 rapsiyko. Y Takux



namieHTiB moTpi6Ho BuMiptoBaTu piBHi KK. 3acTocyBaHHS TiKapChKoro 3acoly CIIifl IPUIIUHUTH,
skio piBHi KK 3HauHo migBuiieHi (>5 pasiB Buiile BMH) a6o sKI110 cuMntTomMu 3 00Ky M’s3iB
TSKKi Ta CIPUYUHSAIOTH OogeHHUY qucKoMdopT (HaBiTh akmo piBHI KK <5 BMH). ¥ pasi
3HUKHEHHS CUMIITOMIB Ta IM0BepHEeHH piBHA KK 10 HOpMU MOXKHa IIOHOBUTH TEpPAIlio
nikapcskuM 3aco6oM EBoiin” abo anpTepHaTHBHEM iHTiGiTopoM IMI-KoA-penyKTasu y
HalMEHIIY [03i Ta i peTeIbHUM HariaiaaoM. Perynsapro nepeBipsatu piBHi KK y
ACUMIITOMHHUX ITAIliEHTIB HeEMa€ MoTpebu. [lyKe pigKo MOBiqOMIISIMN PO BUIAAKU
iMyHOOIIOCepenKoBaHOI HeKpoTu3yioyoi mionarii (IOHM) mip yac abo micns Teparii
CTaTMHAMH, B TOMY YHCJIi po3dyBacTaTuHOM. Kniniunumu nposiBamu IOHM € cnabkicTh
IIPOKCUMaJIbHUX M’S3iB Ta IigBUIeHHS PiBHA KpeaTHHKIHA3U y CUPOBATII KPOBI, 1110
30epiraeThCs HABITH IiCIIS MPUITMHEHHS 3aCTOCYBAaHHS CTATHHIB.

Y k7iHIYHUX JOCTIXKEHHSIX He 0yJI0 OTPHMaHO J0Ka3iB IiIBUIIEHOT0 BIIMBY Ha CKEJIETHY
MYCKYJaTypy V HEBEIUKOI KiIbKOCTI TallieHTiB, sIKi IpuiiMany po3yBacTaTUH Ta CYNYTHi JTiKapChKi
3acobu. OmHaK MigBUILIeHHS YacTOTH MiO3UTY Ta MiolaTil Big3Hayasocs y MallieHTiB, AKi
npuiMany inmi inriditopu I'MI'-KoA-penykTa3u pa3oM i3 nmoximHumu GidbpoeBoi KUCIOTH, B
TOMY 4nci reM}pibpo3unom, ITUKIOCIOPUHOM, HIKOTUHOBOIO KHUCIIOTOI0, a30IbHUMHU
IIPOTUTPUOKOBUMH IIpernapaTaMH, iHribiTopamMu 1poTeas3y Ta MaKpPOIifHUMYU aHTUOIOTUKAMH.
['eM}iOpo3un migBuUIye PU3UK MiomaTil IpU CYyIyTHROMY 3aCTOCYBaHHI 3 IeKUMU
inri6iropamu I'MTI'-KoA-penykrasu. ToMmy 3acTocoByBaTy EBoif" y KoMOiHAaLil i3
remMdpibpo3uioM He peKOMeHAyeTbCS. KOpHUCTh moanbiinol 3MiHK PiBHA HimimiB mpu
3aCTOCyBaHHi mikapcskoro 3acoby Epoiin” y KoMmGiHawii i3 ¢pi6paTamMu a6o HiaMHOM MOTPIGHO
PETENIbHO 3BaXKyBaTHU IOPIBHAHO 3 IOTEHLIMHUMU PU3UKaMHU, [I0B A3aHUMU 13
3aCTOCYyBaHHSM Takux KomOiHali#. [1o3a 40 Mr mpoTUnoKa3aHa IIpyU CYyIyTHOMY
3acTocyBaHHi (iOpaTiB (muB. po3minu «B3aemopisa 3 iHIMMMY JTiKapChbKUMHU 3acobaMu Ta iHII
BUIM B3aEMOMin» Ta «[100iuHi peakirii»).

EBoiin® He ciin 3aCTOCOBYBaTH OJHOYACHO 3 CHCTEMHUMH JIiKapChKUMHU 3aco0aMu Qpy3ungoBoi
KUCIJIOTH ab0 IPOTATroM 7 OHIB Micyid NPUNKHEHHS JiKyBaHHSA (y3UI0BOI0 KUCIOTO. [lamienTay, y
SIKMX CUCTeMHE 3aCTOCYBaHHS (Qy3uUO0BOI KMCIOTH BBAXKAETHCS HEOOXiMHUM, NTiKyBaHHS CTaTUHAMU
CJIiff IPUNIMHUTH Ha BECh TEPMiH NiKyBaHHS (Hy3Ua0BOIO KUCTIOTOI0. [ToBimoMisiiu po pabmomiornis (y
TOMY YHCJIi IeKibKa JIeTaTbHUX BUIIAOKIB) y MAIliEHTIiB, IKi oTpuMyBaau KoMOiHalio Gy3umoBoi
KHCJIOTH Ta CTATHHIB (OuB. po3mdin «B3aeMopmis 3 iHMMMH JTiKapChbKUMK 3ac00aMu Ta iHIII BUAK
B3aeMofin»). [TarieHTaM CIif mopafguTy HeTalHO 3BEPHYTUCS 110 MeAUYHY [OIIOMOTY, SKIII0 BOHU
BiguyBalOTh OyIb-IKi CUMIITOMM M’30B01 citabKocTi, 601110 a00 XBOPOO/IMBOI YyTNUBOCTI. Tepartio
CTaTHHAMU MOXKHa IIOBTOPHO IIOHOBUTH YePe3 CiM [IHIB IiC/IsT OCTaHHBOI A03U PY3UI0BOI KUCTIOTH. Y
BHMHSITKOBUX BUITIQ[KaX, KO HEOOXigHe MPOJIOHTOBaHe CUCTEMHE 3aCTOCYBAaHHS (Py3uUI0BOI KUCIIOTH,
HAIMPUKJIIaM, IJIs JIIKYyBaHHS TSXKKUX iHGEKIIiN, HeoOXiMHICTh OMHOYACHOTO 3aCTOCYBaHHS
po3yBacTaTHHY Ta Qy3U0BOI KUCIIOTH TOBUHHA PO3TJISIOATUCS TiTbKU B KOXKHOMY KOHKPETHOMY
BUMAMKY i i peTeIbHUM MeIUYHUM HarjsafgoM.

EBoitn® He cin 3aCTOCOBYBATH IMalliEHTaM i3 TOCTPUMH, CEPHO3HMMHU CTaHaMH, 110 CBif4aTh IIPO
MioraTito ab0 MOXKJIMBICTh PO3BUTKY HUPKOBOI HEIOCTATHOCTi BHACIIMOK pabmoMioni3y (Takux sK
CeTICHC, TIMOTeH3is, 3HayHe XipypriyHe BTPy4YaHHS, TPaBMa, TSAXKKi MeTa0oJliuHi, eHIOKPUHHI Ta
eJIeKTPOJIITHI po3iagu abo HEKOHTPOJILOBAHI CYyIOMH).

Bnaue Ha neviHky

4k i inmi inribitopu 'MTI-KoA-pengykTasy, EBoiin® crin 3 00epexkHiCTI0 3aCTOCOBYBATH IallieHTaM,



sIKi 3JI0BXKMBAIOTh aJIKOT0JIeM Ta/abo MaloTh B aHaMHe3i 3aXBOPIOBAHHA MMeYiHKU.

PexomeH0BaHO epeBipsATH 0ioxiMiuHi MOKa3HUKY (DYHKIIII MeYiHKY mepeq] 0YaTKOM JIiKyBaHHS Ta
yepe3 3 MicAIi MOTOMy. 3aCTOCYBaHHS JTiKapchkoro 3acoby EBoin” cilif NpunuHuTY ab0 3MEeHIIUTH
mo3y, SIKIIO piBeHb TPaHCaMiHa3 y CHPOBATII KPOBi GibIlle HiXK BTPUYi IEPEBUIIYE BEPXHIO MEXKY
HOopMU. HacToTa MOBiLOMJIEHb ITPO CEPHO3HI gBUIA 3 00Ky NeUiHKM (epeBaXXHO MPO MigBUIIEeHHS
PiBHS TpaHCaMiHa3 MEYiHKH) Y IIOCTPeecTpaLiiuui nepion 0ysa 6ibIIo0 Ipy 3aCTOCYBaHHi
no3u 40 mr.

V manieHTiB i3 BTOPUHHOIO TillepX0JlIeCTepUHEMIEI0, 3YMOBIIEHOIO TiTOTUPE030M abo
He(POTUYHUM CUHIPOMOM, CJIif] CIIOYATKY BUJIIKYBaTH OCHOBHY XBOpOOYy, TIEPII HiX
PO3MOYMHATH TEPAIlilo JTiKapChKuM 3acoboM EBoiif”.

Pacosa HanedcHicmMb

HocnimxeHHs (papMaKOKiHEeTUKY CBif4aTh IIPO 3POCTAHHS €KCIIO3MUllii y MallieHTiB MOHTOJIOIIHOI pacu
npuOIKU3HO BABiYi IOPiBHSIHO 3 €BporeoigamMu (OuB. po3ninu «Crocib 3acTocyBaHHS Ta LO3U»,
«IIpotunoka3zanusa» Ta «dapMaKOKiHETHUKA ).

IHeibimopu npomeasu

[TinBuieHa cUCTEeMHa eKCIIO3UIIisl po3yBacTaTUHY CIOCcTepiranacs B oci0, sIKi 3aCTOCOByBaIu
pO3yBacTaTHH CYIYTHHO i3 pi3HUMHU iHTiGiTOpaMu MpoTea3u y MOEAHAHHI 3 puToHaBipoM. Crif
0OMipKyBaTH K KOPHUCTH Bifl 3HMKEHHS PiBHA JiMifiB 3a JOIOMOIOK0 TiKapchkoro 3acoby Esoin” y
nauiesTiB i3 BIJI, siKi oTpuMyIoTh iHTiOiTOPY MIpOTEa3u, Tak i MOKJIUBICTE MiABUIIEHHS KOHIIEHTPAIlii
pO3yBacCTaTHHY y IIJa3Mi KPOBi Ha II0YaTKy Teparlii Ta Ipy MifiBUINeHH] no3u EBoiny® y maieHTis, AKi
OTPUMYIOTH iHTibiTOpH mpoTea3u. OmMHOYACHE 3aCTOCYBaHHS IIpenapary 3 iHribitopaMu mpoTeasu He
PEKOMEHAYETHCS, AKILO A03a EBoﬁny® He CKopuroBaHa (muB. po3ain «Crocib 3acToCyBaHHS Ta [03U»
i «B3aemopmis 3 iHIMUMH JTiKapCbKUMM 3aco0aM¥ Ta iHIIN BUIY B3aEMOIii»).

HenepeHocumicmb 1akmo3su

[MTamieHTaM i3 pigKiCHUMM CTagKOBUMHU ITPo0ieMaMy HEIIePEHOCUMOCTI TalaKTO3U, TIXKKUM
nedinuToM nakTasu abo I0K030-TalakTO3HOI0 MajbabCoPOIliero He CITif 3aCTOCOBYBATH 1l
npemnapar.

AKI10 y malfieHTa BCTaHOBJIEHA HETIePEeHOCUMICTh HesKHUX IIyKpPiB, He0OXiqHO ITPOKOHCYIbTYBATUCS 3
JikapeM, MepI HiXK mpuiiMaTH Ied TiKapChKuit 3acib.

IHmepcmuuiaabHa xeopoba sezeHb

[Tig yac 3acToCyBaHHS OeSKUX CTAaTUHIB, 0COOIMBO IIPX TPHUBAIIOMY JIiKyBaHHi, ITOBiIOMIISIOCS IIPO
BUHSITKOBI BUIIQ[IKX IHTEPCTHIlAIBHOI XBOpOoOU nereHs (AuB. po3min «ITobiuni peakmii»). 1o mposiBiB
11iel XxBOpoOU MOXKHa BifHECTH 3aAUIIKYy, HEIIPOOYKTHBHUM Kallle/lb Ta 3arajibHe MOTipIIeHHS CTaHy
(CTOMIIIOBaHICTh, 3HUKEHHS MacCH Tijla Ta rapgd4ka). Y pasi mifo3pu Ha iHTepCTullianbHy
XBOpOOY JIereHb 3aCTOCYBaHHS CTATHHIB CIIifl IPUIUHUTH.

Llykposuti diabem

Ieski ¢pakTu CBigYaTh, 10 CTAaTUHY MigBULIYIOTH PiBEHD I'/IIOKO3U B KPOBi Ta y JeAKHUX Malli€HTiB,
SIKUM 3aT'POXKY€ BUCOKUY PU3UK PO3BUTKY HiabeTy B MalOyTHbOMY, MOXKYTh CIIPUUUHSITH
rinepriikeMiio Takoro piBHS, 3a SKOro HeoOXimHe HaJlexkKHe JTiKyBaHHS IIyKpoBoro miabety. Lo



3arpo3y, OgHakK, [ePeBUIlyEe 3HNKEHHS PU3UKY CyIUHHUX MMOPYIIEeHb IIPU 3aCTOCYBaHHI CTaTUHIB, i
TOMY BOHA He Ma€ OyTH IigCTaBOIO IS MPUIIMHEHHS Tepallil cTaTUHaMU. 3a MallieHTaMy TPYIIH
pu3uKYy (piBeHb IMI0K03H HaTie 5,6-6,0 mMonn/n, IMT >30 kr/M’, mifBUILEHNUI PiBeHb
TPUTJTIIIePUiB, apTepiaibHa TilepTeH3is) CIi BCTAHOBUTH K KITIHIYHNH, TakK i OioxiMiuHMiM
KOHTPOJIb 3TiAHO i3 HalliOHAIbHUMH KEePiBHUIITBAMHU.

V mocnimxenni JUPITER 3apeecTpoBaHa 3arajibHa 4acTOTa IyKPOBOro fmiabeTy cTaHoBuIa 2,8
% y rpymi npuiioMy po3yBacTaTuHy Ta 2,3 % — y rpymi mnaie6o, mepeBaxHO y MaIliEHTIB i3
PiBHEM TJIFOKO3M HAaTIIE Bif 5,6 10 6,9 MMOIIB/II.

MiacmeHis 2pasic / 04Ha miacmeHia

Y moomuHOKUX BUIIaAKaX MOBIIOMIISANIOCS, 1110 CTAaTUHU iHAYKYIOTH «de novo» abo 3aroCTPIOI0Th BXKe
icHytouy miacTeniro rpasic abo ouHy mMiacTeHito (quB. po3min «ITo6iuHi peakirii»). Y pasi 3arocTpeHHs
CYMIITOMIB CJIiT MPUIMHUTH IPUKOM JIIKAPChKOT'0 3aC00y Egoitn®. I[ToBimoMnsanocs IIpO penuguBU
IIPpH ITOBTOPHOMY 3aCTOCYBaHHi TOT0 camoro a0o iHIIIoro CTaTUHY.

Himu

Ouinka JiHIMHOTO POCTYy (3picT), Macu Tina, IMT (iHgekCy Macu Tifla) Ta BTOpDUHHUX XapaKTEPUCTUK
CTaTeBOro N03piBaHHA 3a TaHHepOM y AiTel BikoM Bif 6 o 17 pokiB, sKi mpuiiManu po3yBacTaTuH,
oOMexkeHa IepiofloM TpUBaicTio 2 poku. [Ticig 2 pokiB HOCHIXKYBaHOTO JTIKyBaHHS JKOTHOT'O BILIUBY
Ha picT, Macy Tina, IMT abo craTteBe q03piBaHHS BUSBIEHO He OyJ10 (OUB. PO3Min
«®apMaKoOouHaMiKa»).

Y K/iHIYHOMY [OCTiAKEHHI y [iTed Ta MifgJIiTKiB, Ki IpUiMald po3yBaCTaTUH IIPOTATOM 52 TUXKHIB,
nigsuienHs piBHsA KK > 10 pagis Buie BMH Ta cumntomu 3 60Ky M’s3iB micis pisudHoro
HaBaHTaXXKeHHs a00 HigBuUINEeHoi (i3MYHOl aKTUBHOCTI CITOCTEPIranucs 4acTillle MOPiBHSIHO 3 TaKUMHU
y nopocnux (nuB. po3ain «ITob6iuni peakiii»).

e nikapchbKuit 3acib MiCTUTh JOTOMiXKHI peuyoBuHM TapTpa3uH (E 102) Ta xkoBTuit 3axig FCF
(E 110), mo MoxkKe CIPpUUYMHSATH alepriuHi peakiil.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHsA 2pydoto.
EBoiing” IIPOTHUIIOKA3aHK Y TIepiof] BariTHOCTI abo TomyBaHHS TPYALIO.
2KiHKY penpoayKTUBHOTO BiKy ITOBMHHI BUKOPUCTOBYBATH HajleXKHi 3ac00U KOHTpPALIEIIil.

OCKinbKH XOJIECTEPHH Ta iHIII MPOAYKTH 6i0CHHTE3Y X0JIeCTEPUHY BiflirpaloTh iCTOTHY POIb Y
PO3BHUTKY IIJI0fla, IOTEHIIMHNY PU3UK Bif npurHidveHHsa ['MI'-KoA-penyKTa3u mepeBullye KOPUCTD Bif
3aCTOCyBaHHS JIiKapChKOro 3aco0y y mepiof BariTHOCTI. [laHi gocigKeHb Ha TBapuHaXx 100
TOKCUYHOTO BIJINBY Ha PeNPOOYKTHBHY QYHKIIiI0 00MexkeHi. fKIIo mallieHTKa 3aBariTHi€e y nepiof
3aCTOCYBAHHS IIhOT0 JTIKapChKOT0 3aco0y, JIiKyBaHHS CJIifl HETaHO ITPUITUHUTH.

Po3yBacTaTuH IPOHUKAE Y MOJIOKO IIyPiB. [JaHUX 1100 TPOHUKHEHHS JTiKapChKOTo 3aco0y y TpynHe
MOJIOKO TIONUHYU HeMae (OuB. po3fin «[IpoTunokasaHHS»).

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



MexaHiamamu.

TocmifKeHH BIIMBY JIIKAPCHKOT0 3aco0y EBoiin” Ha 3maTHICTL KepyBaTH aBTOMOGiIEM Ta
TIPaLOBaTH 3 IHIIUMK MeXaHi3MaMu He mpoBopunu. OOHAK, 3 OTNIAAY Ha (hapMaKOoOUHaMidHi
BJIaCTUBOCTI NiKapChKOro 3aco0y, MamoiMOBipHO, 110 EBoitn® BIIMBaTHME Ha TaKy 3maTHICTh. [Ipu
KepyBaHHi aBToTpaHcnopToM ab0 POoOOTi 3 iHIMKMME MexaHi3MaMH CIIifi BpaXOBYBATH MOXKJIMBICTh
3aI1aMOPOY€eHH y IIepiof JIiKyBaHHS.

Cnoci6o 3acmocyeanHs ma 0o3u.

[lepen no4yaTKOM JIiKyBaHHS IALI€HTY CIIiI NIPU3HAYUTH CTAHOAPTHY Til0X0JIeCTePUHEMIUHY [i€Ty,
SIKOl BiH ITOBMHEH JOTPUMYBATHUCS i TPOTSIroM JiKyBaHHS. 103y ciif migOupaTy iHOUBiAyanbHO,
3aJ1eXKHO Bifl MeTH Teparlil Ta BiAoBifi nalieHTa Ha JTiKyBaHHS, 3TiIHO 3 peKOMeH/allis M1 II0TOYHUX
3arajibHOIPUUHSITUX KEPiBHUIITB.

Jlikapcekuit 3aci6 EBoiin” MoxkHa mpuiiMati Y OyOb-IKUH Yac OHS, He3aJIeXKHO Bif MpUioMy ixi.
JIixyeaHHA 2inepxosecmepuHemii

PekoMeHIOBaHa MOYATKOBA [103a CTAHOBUTL 5 a60 10 Mr mepopasibHO OfMH pa3 Ha J00y K AJs
TIAIi€HTIB, SKi paHillle He 3aCTOCOBYBAJIM CTATUHMU, TaK i [/Is IepeBeNeHUX Ha IIpenapaT 3 IpUuioMy
inmmoro inri6iropa 'MI'-KoA-penykTa3u. [Tpu BuO0pi mo4aTKOBOI 103U CIIifl BpaXOBYBaTH PiBHi
X0JIECTEPUHY B KOXKHOI'0 OKPEeMOI'0 [allieHTa Ta PU3UK CePleBO-CyIUHHUX [IOPYIIEHD Y
ManOyTHbOMY, @ TAKOXK iMOBIpHICTh PO3BUTKY HebGaxkaHMX peakiii. Y pasi HeoOximHOCTi
MigBUIIYBATU JO3Y A0 HACTYIIHOTO PiBHS MOXKHa yepe3 4 TUXKHI (OUB. PO3MiN
«dapMaKoguHaMiKa»). 3 OTJISAy Ha Te, 10 Ha TJIi 3aCTOCYBaHHS IIpenapary B f03i 40 mr
HeOakaHi peakilii BAHMKAIOTh YaCTillle, HiXK IPH MeHIINX go3ax (auB. po3min «Ilobiuni
peaxirii»), 0CTaTOYHO TUTPYBATH H03Y OO MaKCHMaJbHOI 7o3u 40 MT BapTO JIMIIE TalliEHTaM i3
TSI3KKOIO TillepXosecTepuHeMi€l0 Ta BUCOKUM PU3UKOM CepLieBO-CYAUHHUX IIOPYIIEeH: (30KpeMa
XBOPUM i3 CiMEHHOI0 TillepX0IeCTEPHHEMIEI0),  SIKUX He BOAIOCS JOCSATTH METH JIiKyBaHHS [IPU
3acTocyBaHHi fo3u 20 Mr i gKi mepeOyBaTUMYTh Iif PETYIIPHUM HarjsgmoM (IUB. PO3Mi
«OcobnuBOCTi 3acToCyBaHHS»). Ha moyaTky npuiioMy npemnaparty y [o3i 40 Mr peKoMeHOoBaHU!
Harjsy cIeliaicTiB.

3anobizaHHs nopyweHHAM 3 BOKY cepueso-cyOuHHOI cucmemu

V mocrmimkeHHI 3HUAKEHHS PU3UKY MOPYIIeHb 3 GOKY CepLeBO-CYIUHHOI CHCTeMH JTiIKapChKUY 3aci0
3acTocoByBanu y mo3i 20 Mr Ha moby (ouB. po3min «dapMaKoguHaMiKa»).

ITayieHmu AiMHbO20 BiKYy

PekomeHoBaHa mMo4YaTKOBA [103a IJIs IAlli€HTiB BikoM >7(0 pOKiB CTAaHOBUTL 5 MT (IUB. PO3MiN
«Oco6IMBOCTI 3aCTOCYBaHHA»). [HIIa KOPEKITis 103U 3 OT/ISINY Ha BiK He MOTpiOHa.

ITauienmu i3 HUPKOBOI HedocmamHicmio
[TamieHTaM i3 nerkumMu abo MOMipHUMH MOPYIIEHHIMH QYHKIII HUPOK KOPEKIIis 03U He MOTpi0Ha.

PekomMeH0BaHa II0YaTKOBA [I03a OJIS MAI[iEHTIB i3 MOMipHUMU NOpPYyIIeHHAMH GYHKIII HUPOK



(kipeHC KpeaTuHiHY <60 MJj1/xB) CTAaHOBUTH 5 Mr. [Jo3a 40 Mr mpoTunoka3aHa nalieHTaM i3
IIOMipHHMH HOPYIIeHHAMH QYHKII HUPOK. 3aCTOCYBaHHS JIiKapChKoro 3aco0y Esoiin” mamieHTaMm i3
TSKKUMHU MTOPYIIEHHSIMHU QYHKIII HUPOK IIPOTUIIOKAa3aHO y Oyab-KUX f03ax (IUB. PO3Ainu
«[IpoTunoka3aHHA» Ta «PapMakKOKiHETHKa»).

ITauienmu i3 nopyweHHAMU QYHKUII neyiHKu

V nartieHTiB i3 mopyieHHsaMy (DYHKIIii Te4iHKH, 110 OIiHIOBaNUCSA y 7 abo MeHIie 0alliB 3a LIKaJI0I0
Yatinma-I1'10, mMigBUIIEHHS CUCTEMHOI €KCITO3HIIil PO3yBaCTaTUHY He crocTepiranocsa. OmHak
B 0Cib i3 mopymeHnHsaMu y 8 Ta 9 OaniB 3a mkasnoio Yaunma-I1'10 cucTeMHa eKCIIO3uULlis
3pocTana (guB. po3nin «®apMaKoKiHETHKa»). Y TaKuX Malli€HTIB AOLIIBHOIO € OI[iHKa (QYHKIIil
HUPOK (IuB. po3ain «OcobIUBOCTI 3aCTOCYBaHHS»). [[OCBiM 3aCTOCYBAHHS JTIKApCHKOT0 3aC06Y
HalieHTaM, ki Habpanu Oinbiie 9 6anis 3a mkanowo Yaitnga-I1'1o, BicyTHii. Esoin”
IIPOTUIIOKA3aHUH MalliEHTaM 3 aKTUBHMMM 3aXBOPIOBAHHSIMMU MEYiHKY (OUB. PO3MIiN
«ITpoTunokazaHHsg»).

Pacosa HanescHicmMb

Y malieHTiB MOHTOJIOIHOI Pacu CIocTepiranacs miABUIeHa CUCTEMHA eKCII03UIlis TpenapaTy (IuB.
po3minu «IIpotunoka3anusa», «Oco0IMBOCTI 3aCTOCYBaHHS» Ta «PapMaKOKiHETHKAY).
PekoMeHOoBaHa IMOYaTKOBa 403a OJ1s MalliEHTIB MOHTOJIOITHOI Pacy CTaHOBUTH 5 MT; mo3a 40 mMr
TaKHM IallieHTaM IPOTHUIIOKa3aHa.

I'enemuyuHul nosaimopQpiam

[TeBHi TUITH TEHETUYHOTO MOTIMOPGhi3My MOKYTh IPU3BOAUTH [0 IMiIBUIEHHS €KCIIO3UIIil
po3yBacTaTUHY (OuB. po3min «®PapmMakoKiHeTHKa»). [lamieHTaM i3 BigoM0OI0 HasgBHICTIO TAaKKUX
TUIIB MOJTIMOPGi3aMy PeKOMEHIYETHCS 3aCTOCOBYBATU MEHITY H0O0BY J03Y NiKapChKOro 3aco0y
EBoitn®.

ITayieHmu 3I cxuabHicmio 0o po3gumky mionamii

PexomeHp0oBaHa OYaTKOBa [103a OJIs MAIiEHTIB i3 (haKTOpaMu pU3uKy PO3BUTKY Miomnaril
CTAHOBUTH 5 MT (OuB. Po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

ITo3a 40 Mr mpoTUIIOKa3aHa OesKUM i3 TaKUX Malli€HTiB (AUB. po3min «[IpoTUIoKa3aHHI»).
CynymHe 3acmocyB8aHH:A

Po3yBacTaTuH € cyOCTpaTOM Pi3HUX TpaHCHOPTHUX O0inkiB (Hampuknamg OATP1B1 ta BCRP). Pusuk

miomartii (B ToMy uucyi pabmoMionidy) 3pocTae Ipu OAHOYACHOMY 3aCTOCYBaHHI EBoﬂuy®13 [IeBHUMU
JiKapChbKUMU 3aco0aMu, 110 MOXKYTh IiIBUIIyBaTHA KOHIIEHTPAIIil0 pO3yBaCTaTUHY Y IJIa3Mi KpOBi
BHACJIIJIOK B3a€EMO[Iii 3 UMK TPAHCIOPTHUMHU OiTkaMu (HalpUKJIa[ HAKIOCIIOPUHOM Ta TeBHUMHU
inribiTopaMu mpoTeasu, B TOMYy 4HCIi KOMOiHAI[iIMU PUTOHABIPY 3 aTa3aHaBipoM, JIomiHaBipoM Ta/abo
TUIPaHaBipoM; OuB. po3minu «OcoOMUBOCTI 3aCTOCyBaHHA» 1 «B3aeMofist 3 iHITMMY TTiIKapChKUMU
3aco6aMu Ta iHIIi BUOM B3aEMOMii»). [10 MOKIIMBOCTI, CHIif PO3TNISHYTH 3aCTOCYBaHHS
abTePHATUBHUX JIKaPChKUX 3aC00iB Ta y pasi He0OXimHOCTI THMYACOBO MEPEPBATH TEPAIIilo
TmiKapchKUM 3aco0om EBoiin®. SIKINO CymyTHROrO 3aCTOCYBaHHS IUX JIIKAPCHKKX 3acO0iB i3
EBoiiioM” YHUKHYTH HEMOXKIIBO, CIIifl PeTeNIbHO 3BaXKUTH KOPUCTh Ta PU3MK BHACIIAOK CYIYTHLOTO
3aCTOCYBaHHS Ta Bi[IIOBIIHMM YMHOM BiJKOpETryBaTHU [03Y IIpernapaTy EBoiin® (muB. po3min



«B3aeMoyis 3 iHIMMHK JTiIKAaPCHKEMHK 3ac00aMy Ta iHIII BHIKX B3a€MOIN»).

Himu.

3acTocyBaHHS JTiKapChKOT0 3aco0y HiTAM Ma€ MPOBOAUTHU JIMIIE CIIeIlialIiCT.

ity Ta migmiTKy BikoM Bim 6 0o 17 poxkiB (ctamist Tanuepa “II-V).

['eTepo3uUroTHa CiMelHa rinepxonecTepuHeMis

3BUYaliHa Io4YaTKoBa M000Ba Ho3a OIS [iTel Ta MiIIiTKiB i3 reTepO3UTr0THOIO CiMENHOI0
rimepxosyiecTepUuHEMi€I0 CTaHOBUTD 5 MT Ha Ho0y.

. 3BMYaiiHa [03a OJIg OiTed BIKOM Bif 6 0 9 POKiB i3 reTepo3uroTHOI CiMEHHO0
rimepxonecTepuHeMi€l0 CTaHOBUTE Bifg 5 Mr go 10 Mr mepopanbHO OfMH pa3 Ha Ho0y. besmeky Ta
e(eKTHUBHICTh 3aCTOCYBaHHS JTiKapChKOro 3acoby y mo3ax Ginbire 10 Mr y il momynsiii He
OOCIIiAKYBaJIH.

. 3BUYarHa fo3a O giteu BikoM Bim 10 o 17 pokiB i3 reTepPO3UTOTHOIO CIMEMHOIO
rinepxonecTepuHeMiel0 CTaHOBUTE Bif 5 Mr go 20 Mr mepopanbHO OfNUH pa3 Ha go0y. besneky Ta
e(ekTUBHICTb 3aCTOCYBaHHS JTiIKApChKOTO 3ac00y B mo3ax Oinbine 20 Mr y LiX MONyJAIlil He
OOCIIiAKYBaJIH.

[TipBumIyBaTH HO3Y CIIif BigMOBIMHO [0 iHAMBIAyanbHOI BiAMNOBiAl AUTUHY Ha JIIKyBaHHS Ta
TIEPEHOCUMOCTI ITpemnapary, JOTPUMYI0YKUCh PEKOMEH/allif oMo JTiKyBaHHS HiTel (OUB. pO3Min
«0co6uBOCTI 3acToCyBaHHs»). [lepe moYyaTKOM Tepalil po3yBaCTaTUHOM HiTAM Ta MifliTKaM
CJIil IPU3HAYUTHU CTaHOAPTHY TillOX0JIeCTePUHEMIYHY Hi€TY, KOl MAIliEHTH MalOTh HOTPUMYBATHUCS
1 IPOTATOM JTiKyBaHHS.

['oMO3UT0THa CiMelHa rinepxonecTepuHeMis

PekomeHngoBaHa MakcHMallbHa [03a OJId OiTed BIKOM Bif 6 70 17 POKiB i3 TOMO3UTOTHOIO CiMENHOIO
rinepxonecTepuHeMiei0 cTaHOBUTDL 20 MT OfuH pa3 Ha J00y.

PekoMeHgOBaHa IIOYATKOBA [103a CTAHOBUTH Bif 5 Mr mo 10 Mr oguH pa3 Ha {00y 3a7eKHO Bif BiKY,
MacH Tifla Ta IMOMePeIHbOr0 3aCTOCYBaHHS CTaTUHIB. [ligBUIlyBaTH 1O MaKCHMabHOI f03u 20 MT
OJIMH pa3 Ha mo0y CIIif BimmoBimHO [0 iHAMBiAyanbHOI BifMOBIAl IUTUHY Ha JIIKYBaHHS Ta
IIePEeHOCUMOCTI IIpenapaTy, JOTPUMYIYUCh PEKOMEH Al 100 JIiKyBaHHS OiTel (IUB. PO3Tin
«OcobnuBOCTi 3acTOCyBaHHS»). [lepeq MoYaTKOM Teparlil po3yBaCTaTHHOM JiTSIM Ta MifjIiTKaM CJIif
IPU3HAYUTYU CTAHOAPTHY Till0X0NIEeCTEPUHEMIUHY Ti€TY, KOl MAIliEHTH MalOTh JOTPUMYBATHUCS i
IIPOTSATOM JTiKyBaHHS.

Iocsim mikyBaHHS ITi€l momysmii y mo3ax Oinbire 20 Mr oOMeKeHUiH.
Ta6netku mo 40 Mr He 3aCTOCOBYBaTHU AiTSIM.

[liTy BiIKOM 0O 6 POKiB

Be3neky Ta eeKTUBHICTb 3aCTOCYBaHHS JIiIKapChKOTO 3aco0y HiTSIM BiKOM [10 6 POKiB He BUBYAJIH.
TakuM unHOM, EBoiin® He PEKOMEHOYETHCSA 3aCTOCOBYBATH IiTSIM BIKOM 1o 6 POKIB.



Ilepedo3yeaHHsi.

Crneuudiunoro nikyBaHHS Ilepefo3yBaHHSI HeMa€. Y pa3i nepeno3yBaHHS Malli€eHTa CIIif JTiKyBaTH
CUMIITOMaTUYHO Ta y pa3i He0OXigHOCTI BXKUTHU MiATpUMY0UnX 3axofiB. [ToTpiGHO KOHTPOIIOBATH
¢bynkiil nevinku Ta piBHi KK. EQekTruBHICTS remMofiani3dy MaJoiMOBipHa.

ITo6iuni peakuii.

HebazxaHi gBuIIa, 110 Bif3HAYalOThCS IIPYU 3aCTOCYBaHHI PO3yBaCcTaTHUHY, 3a3BHUYall Ierki Ta

TUMYacCOBi.

Y Tabnuni 3 mpeacraBneHuit npodins HebaxkaHUX peakiliii Ha po3yBacTaTUH 3a MAaHUMHU KITiHIYHUX
IOCTiAKeHb Ta BEJIMKOTO [NOCBiAY ITOCTPEECTPAIliiHOT0 3acToCcyBaHHS. HebaxaHi peakiii
Kjacu(pikoBaHi 3a 4aCTOTOI Ta CUCTEMHO-OPTaHHUMU KlaCaMH.

3a yacToToro HebaxKaHi peakiril po3mnomineni Takum yrHOM: 4acTi (=1/100 ta <1/10), HewacTi
(=1/1000 Ta <1/100), pigki (=1/10000 Ta <1/1000), myxe pigki (<1/10 000), yacToTa HEBiTOMa

(HEeMOKJIMBO OLIIHUTY 3a HaSIBHUMU JaHUMHU).

Tabnuusa 3

HeOaxaHni peaxiiil 3a JaHUMH KJTiHIYHUX AOCIIIXKEHb Ta OOCBiAY

IIOCTPEECTPALIIMHOTO 3aCTOCYBaHH

CHCTEMHO-OpTaHHUN
KJlac

YacTi

HeuacTi

Pigxi

[lyxe pigki

YacToTa HeBigoMa

3 60Ky Kpoei ma
1imppamuyHol

TpoMOOIIUTO-TIEHST

cucmemu
3 60Ky iMyHHOT Peaxkirii
cucmemu TimepuyTan-BOCTI,

B TOMY YHCIIi
QHT10HEBPO-TUYHUU
HAOPSK

FHOOKPUHHI po3adu

LTykpoBui
mia6et’

ITcuxiuHi po3aadu

[lenpecia

3 60Ky Hepsosoi
cucmemu

['010BHUY Oiflb,
3aImaMopPO-YeHHS

[TomiHeBpO-TIaTid,
BTpaTa Iam’aTi

[Tepudepuyna
HeBpoOMarTis,
pO3Nafu CHY (B TOMY
uKciai 6e3COHHS Ta
Hi4YHI KOIIMapu),
|MiacTenia rpasic

3 60Ky opeaHie 30py

OuHa MiacTeHis

3 60Ky opeaHis
OuxaHHA, epyOHOT
KAimKu ma
cepedocmiHHA

Karrenb, 3amuIKa




3 60Ky WAYHKOBO- 3amnop, Hy#oTa, [TanKpeaTUT [iapes
Kuwkoso20 mpakmy |abmomiHamb-HuH
6inb

3 6oky [TigBuiieHHS PiBHA [2KOBTAHUI,

2enamobisiapHoi MTeYiHKOBUX remaTuT

cucmemu TpaHCaMiHa3

3 60Ky wKipu ma CBep0ix, CunppoM CTiBeHCa-

niowkipHoi BICHII, TI>KOHCOHA

KAIMKOBUHU KPOIIMB'THKa

3 60Ky ckesnemHoi  [Mianris MiomaTis (B ToMy |ApTpanris [lopyiIeHHs 3 60Ky

MycKy1amypu ma GUCITi MiO3UT), CYXOXKWJIb, IHKOJIH

CNoy4YHOI MKAHUHU padbmomionis, yCKITagHEeHi
BOBUAKO-ITOTiOHMH [PO3pUBAMY,
CUHIPOM, PO3PUB iMyHOOTIOCE-peIKOBaHa
M's131B HEeKpPOTU3YI0-4a

[mMiomaTia

3 60Ky HUPOK Mma emaTypis

ceuosulinbHOl

cucmemu

3 6oky CiHeKoMacTis

[penpodykmusHoi

cucmemu ma

MOIOYHUX 30103

3azanvHi po3aadu ma |Acteris Habpsik

cmaH micua

BBeOeHHA

1

YacToTa 3ay1eXKuUTh Biff HASIBHOCTI ()aKTOPiB PU3UKY (piBeHB I'/TI0OKO3M HaTIe =5,6 MMOJb/1, IMT
>30 Kr/M’, DigBHUINEH] PiBHI TPUIIIiLePU/iB, apTepialbHa rinepTeHsis B aHaMHesi).

4K i npu 3acTtocyBaHHi iHmux iHribiropie 'MI'-KoA-penykrasu, 4yacToTa HeOaxkaHUX pPeakiliii Mae
TEeHEeHIIiI0 3aJIe3KaTHU Bill JO3U.

Bnaue Ha HUpku

[TIpoTeiHypisi, Ky BUSIBJIEHO y Pe3y/bTaTi aHaIi3y 3a TeCT-CMyKKaMU Ta sKa Oyja mepeBaxHO
KaHa/blIeBOT 0 MMOXOAKEHHS, CIIOCTepiranacs y nailieHTiB, IKi 3aCTOCOBYBaJId PO3yBacTaTHH.
3minu BMicTy 6ifika y cedi Big Hyns abo ciifiB no 3HaYeHHS « » abo Oinbllie criocTepiranucs B
<1 % malieHTiB IIePIOOUYHO B XOA1 3aCTOCYBaHHS IIpenaparty B fo3ax 10 ta 20 Mriy
npubnu3Ho 3 % - mpu [03i 40 Mr. HeBenuke 36iblIeHHsT YaCTOTH 3MiHU BMICTy Ginka Bim HyIst
abo crigiB [0 3HAUEHHS « » CIocTepiranucs mpu go3i 20 Mr. Y 6inbInocTi BUnagkiB npoTeinypis
3MeHIyBanacs abo 3HMKasa CIIOHTaHHO IIPY NIPOJOBXKEHHI Tepamil. 3a JaHUMHU KITiHIYHUX
JIOCJ'IiJI}KeHB Td IIOCTMAPKETHHT OBUX CIIOCTEPEXKEHb Ha JIaHI/IfI YaC HE BUSBIEHO IIPUYMUHHO-
HACJIiTKOBOI0 3B’SI3KY MiXK IPOTeiHypi€eio Ta rocTpuM abo MPOrpecyoyrM 3aXBOPIOBAaHHSIM HUPOK.

Ha Tmi 3acTocyBaHHS po3yBaCTaTUHY Bil3aHaYe€HO BUIIQAKU TeMaTypil; 3a JaHUMHU KITiHIYHUX
OOCIIMXeHb YacToTa 11 Maja.

Bnaus Ha CKe/emHy MyckKyiaamypy

YpaxeHHd CKeJIeTHOL MyCKy/IaTypH, Taki K Miajris, Mionaris (B TOMy 4uCJIi MiO3UT) Ta 3pigkKa
pabromiosnis i3 rocTpoo HUPKOBOIO HeJocTaTHICTI0 abo 6e3 Hel, Oynu Bin3HadeHi Tpu 3acTOCyBaHHI
Oymb-IKUX 003 PO3yBacTaTUHY, 0COOIUBO NpU Ko3ax >20 Mr.



Y nanieHTiB, sKi IpuiiMany pPo3yBacTaTUH, CIIOCTEPIranocs go303anexHe 3pocTaHHs piBHIB KK; y
OinmbInocTi BUMaAKiB sipuiie 0y10 c1abKUM, aCUMIITOMHUAM Ta TUMYacoBuM. ko piBxi KK migBuiesi
(>5 pagiB Buie BMH), nikyBaHHS Cy1if npunuHUTH (IUB. po3min «OCco6IMBOCTI 3aCTOCYBAHHS»).

Bnaue Ha neyviHKy

4k i nmpu 3actocyBaHHi iHmmx iHribiTopiB 'MI'-KoA-penykrasu, y HEBeIMKOI KiIbKOCTi MaIli€HTiB, IKi
IpUiMany po3yBacTaTHH, Bil3HAYAIOCS [0303aexkHe 30i/blIeHHS PiBHS TpaHCcaMiHa3; y Oi/bInocTi
BUNAOKIB sBUIle 0YJI0 CTa0KUM, aCUMIITOMHUM Ta TUMYaCOBUM.

Ha i 3acTocyBaHHS JesKUX CTAaTUHIB Bii3Havanucs Taki HeOaXaHi sBuUIla:
- po3mnap cTaTeBoi QyHKIIII;

- OKpeMi BUIIAagK¥ iHTEePCTHUIiaIbHOI XBOPOOU JIereHb, 0COOIMBO MPU TPUBAJIOMY 3aCTOCYBaHHi
(muB. po3min «OcoO6MMBOCTI 3aCTOCYBaHHS»).

YacToTa noBifomMieHb ITpo pabaomiosi3, ceplio3Hi mopymeHHs 3 00Ky HUPOK Ta MeYiHKM (IIepeBaxkHO
TiABHUINEHHS aKTUBHOCTI IeYiHKOBUX TPaHCcaMiHa3) OijibIlla Mpy 3aCTOCYBaHHi Ipemnapary B [03i
40 mr.

Himu

[TinBuiieHHs piBHSA KpeaTuHKiHa3u >10 pagis Buie BMH Ta cumntomu 3 60Ky M’'s3iB micis
¢bi3znyHOro HaBaHTaxXeHHs abo MigBUIEeHO] (i3UUHOI aKTUBHOCTI CIIOCTEPiraaucs Jacrilie y

52-TUXKHEBOMY KIIiHIYHOMY [OCTiOKEHHI y AiTell Ta MifJIiTKiB MOPiBHSAHO i3 JOPOCIUMH (OUB.
po3min «OcobauBOCTi 3acToCyBaHHS»). [IpoTe mpodinb Ge3meku po3yBacTaTUHY Yy HiTel Ta MiAMiTKiB
OyB OMiOHUM 10 TAKOTO Y OOPOCIIHX.

[ToBigoMIIeHHS PO Mimo3pioBaHi m0o6ivHi peakirii

[ToBimomneHHs mpo mobiuHi peakiril micis peecTpatiii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
LTe nae 3MOry IpOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0oX IallieHTaMm abo ix
3aKOHHMM IIpeICTaBHUKAM CJIifl ITOBiIOMIISITH IIPO yCi BUMTAOKM IMig03pI0BaHUX MOOIYHUX peakiliit Ta
BifICyTHOCTi e(heKTHBHOCTI JTiKapchKOTO 3aco0y Yyepe3 ABTOMaTH30BaHy iHpopMalliiiHy cucteMy 3
(dhapMakoHarnsAmy 3a nmocunaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamuocmi. 2 POKHU.

He 3acTocoByBaTu npemnapart Iic/isl 3aKiHYeHHS TePMiHY IIPUAATHOCTI, BKA3aHOI'0 Ha yIIaKOBIIi.

YMmoBH 30epiraHHsi.
30epiraTu B OPUTiHANBHIN YIIAKOBI IpU TeMepaTypi He Buiie 25 °C.

30epiratu y HegOCTYIIHOMY OJIS1 OiTeU MiCIi.



VYnaxoBka.

TabmeTKu, BKPUTI IIiBKOBOIO 000710HKOIO, 110 5 Mr, 10 Mr, 20 mMr a6o 40 mr Ne 30 (10x3) a6o Ne60
(10x6) y 6micTepax (BupobHUNITBO 3 maKyBaHHS in bulk ¢pipmu-supobuuka TOB Biodapm, [Tomnbima).

KaTeropis Bigmycky. 3a penenTom.

Bupoonuk. AT «®apMak».

Miciie3HaxoIKeHHsI BUPOOHHKA Ta afipeca MicIisi IPOBaXKeHHS HOTr0 Tis/IbHOCTI.

Yxpaina, 04080, m. Kuis, Byn. Kupunisceka, 74.



