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Cknao:

Oiloua peuosuHa . PO3yBacTaTHH;

1 Tabnerka MICTUTH po3yBacTaTUHY Kanbliito 5,2 mr, 10,4 mr, 20,8 mr a6o 41,6 mr, 110 €KBiBaJIEHTHO
po3yBacratuny 5 mr, 10 mr, 20 mr a6o 40 mr;

OONOMIJICHT pevosuHy. KaJbIII0 IUTPAT, MIKPOKPHUCTAIIYHA IEIF0JI03a, TiIPOKCHUITPOITIILEI0I03a,
manit (E 421), nakto3a 6e3B0Ha, KPOCIIOBIIOH, MarHilO cTeapar;

niiekosa 00010HKa (mabiemku no 5 me): MONIBIHUIOBUHN ciiupT, TUTaHy maiokcun (E 171), makporon
3350, tanbk, Taptpasus (E 102), sxoptuii 3axin FCF (E 110), inaurokapmin (E 132);

nuigkosa obonouka (madnemxu no 10 me, 20 me, 40 me): NOMBIHIIOBUNA CHOUPT, THUTAHY TIOKCHU
(E 171), makporon 3350, tanek, Taptpasun (E 102), cneniansuuii yepBonnii AC (E 129), xoBTii
3axig FCF (E 110), inguroxapmin (E 132).

Jlikapcbka ¢opma. TabineTKy, BKPUTI IJIIBKOBOK 000JIOHKOIO.

OcHo8HI Pi3uK0O-XIMIUHI 61ACMUBOCTI:

mabnemku no 5 me: TaONETKU KpYriaoi (OpMH 3 JBOOIYKIIOI MOBEPXHEI, BKPUTI IJIIBKOBOIO
000JI0HKO10, )KOBTOT'0 KOJILOPY;

mabnemku no 10 me: TabneTKu Kpyriaoi (GOpMHU 3 JBOOMYKJIOK IMOBEPXHEI, BKPUTI IJIIBKOBOIO
000JIOHKOI0, PO’KEBOT0 KOJIbOPY;

mabnemku no 20 me: TaObIETKH OBaJbHOI (JOPMHU 3 TBOOMYKIIOI TMOBEPXHEI0, 3 PUCKOIO 3 OJHi€i
CTOPOHU, BKPHUTI TIJIIBKOBOIO 000JIOHKOIO, POKEBOTO KOJIHOPY;

mabnemku no 40 me: TabIETKH MPOJIOBTyBaTOi (POPMH 3 JBOOMYKIIOIO MOBEPXHEIO, 3 PUCKOIO 3 OJIHI€T
CTOPOHU, BKPUTI IIJIIBKOBOIO OOOJIOHKOIO, POKEBOTO KOJIHOPY.

dapmakoTepaneBTHYHA rpyna. ['inonininemiyni 3acodu. Iuridiropu ['MI'-KoA-penykrasu.
Koxg ATX C10A A07.

Dapmakonoziuni eracmusocmi.

Dapmarxoounamixa.

Mexanizm 0ii

PosyBactatun — 1e cenexTuBHUM Ta KOHKypeHTHHH 1HTriO6iTOp I'MI'-KOoA-penykrasu, ¢pepmenty, 1o
BH3HAa4Ya€ MIBUJKICTh peakiii Ta MepeTBOpIo€ 3-TiApOKCHU-3-METUIATIyTapuil KodepMeHT A Ha
MEBaJIOHAT, MOMEpeIHUK XoyiecTepuHy. OCHOBHUM MicCIeM Jii po3yBacTaTUHY € T€YiHKa, OpraH-
MIIIEHB JJIS 3MEHILICHHS PIBHIB XOJECTEPUHY.

PozyBactatun 30unbmIye KiabKicTh peuentopis JIITHII] Ha moBepxXHi KIITUH MEYiHKH, MOCHIIIOIOYN
3axomeHHs: Ta karabomism JIITHIL, Ta mpurnidye mneuinkoBuii cuuTe3 JIITJIHIL, Takum duHOM,
3MEHIIYIOUHU 3araabHy KimbKicTh yacTuaoK JITTIHILL Ta JITTHILI.

Dapmaxoounamiyna Ois

PosyBactatun 3HWKye miaBuiieHuil piBeHb xosiectepuny JIITHIL, 3arampHOro xonectepuny Ta
TpuriinepuaiB 1 migBumlye piBHi xonectepuny JIIIBII[. Bin Takox 3MmeHmrye piBHI amnoB,



XC-meJIMNBIL, XC-JMOHIL, TT-JIJHIL Ta nigsumye pisers anoA-1 (tabauns 1). Epoiin® Takox
3menmrye criBBigHomeHHs XC-JIITHI/XC-JITIBI, 3aramenoro XC/XC-JIIBIL, XC-neJIIIBII/
XC-JITIBIII Ta artoB/anoA-I.

Tabmns 1

Biamogine Ha 103y y Nali€eHTIB i3 IEPBUHHOO TinepxonectepuHemieto tuy I1a ta 11b

(BiZKOpHUTOBaHA CepeaHs BIICOTKOBA 3MiHA MOPIBHSIHO 3 TIOYaTKOBUM PIBHEM)

Joza N XC- 3araib- XC- T XC- aroB arnoA-|
JITMHIL | wwii XC | JITIBH] neJITBII]
Inarebo 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -42 4
20 17 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

TepaneBTuuHul ePeKT NOCATaeThCS MPOTATOM | THXKHA HICHA MOYAaTKy 3aCTOCYBAHHS JIIKAPCHKOTO
3aco0y, 90 % makcuManbHOTO eekTy — uepe3 2 TrkHI. MakcuManbHU ePeKT 3a3BUYail JOCATAEThCS
yepe3 4 THKHI Ta TPUBA€E HaAAII.

Kniniuna epexmusnicmos ma 6eznexa

PosyBactatun  edexkTuBHMI y  JIIKyBaHHI  JOpOCIMX 13  TINEPXOJIECTEPUHEMIEID — 13
rinepTpuriinepuaeMiero abo 0e3 Hei — He3aleXHO BiJ pacH, CcTaTli YM BiKy, a TaKo)XX MAIli€HTIB
0COOJIMBUX TPYII, TAKUX K XBOP1 Ha AiabeT ab0 Mali€HTH 13 CIMEHHOIO TIEePXO0JIECTEPUHEMIEIO.

3a 00’emHAHMMHU JaHUMH JOCTIDKEHb PO3YBacCTaTUH €(PEKTHBHO 3HIKYE PIBHI XOJECTEPUHY Y
OinplIOCTI MAalieHTiB 13 rimepxonecrepunemiero tumy Ila ta IIb (cepenHili mouyaTKOBUI piBEHb
XC-JITHI] mpubmuzno 4,8 MMOJIB/J) 10 MITLOBUX 3HAYCHb, BCTAHOBJIICHUX BU3HAHUM KEPiBHUIITBOM
€Bporneiicbkoro ToBapucTtBa atepockiepo3dy (EAS; 1998); mpubmuszno y 80 % mnamieHTiB, sKi
NpUAMalOTh po3yBacTaTHH y a031 10 Mr, BIA€TbCS MOCATTH HOPMATHBHUX IJIbOBHX DIiBHIB
XC-JIITHI 3a EAS (<3 mMoub/m).

CopustnuBuii  BIUIMB ~ PO3yBacTaTUHY y  MAll€HTIB 13 TETEPO3UIOTHOI  CIMEHHOIO
TINepXOoJIECTCPUHEMIEI0 HA TIOKa3HUKH JIMIAIB Ta JOCSATHEHHS I[ITbOBHX PIBHIB BiJI3HAYAETHCS TPHU
no3ax Bix 20 go 80 mr. Ilicas turpyBanns 10 1060Boi 1o3u 40 mr (12 tuxniB nikyBanus) X C-JITTHIL]
3HIKYEeThCA Ha 53 %. Y 33 % mnarrienTiB Oyno nocsrayro HopmatuBHUX piBHIB XC-JITTHI] 3a EAS
(<3 MMoub/m).

V 3aranpHii monyssLii Nali€eHTIB 13 TOMO3UTOTHOK CIMEMHOIO T1NEPX0JIECTEPUHEMIEIO MTPH MPUITOMI
posyBactatuny y go03ax 20—40 mr pisens XC-JIITHII] 3HMmKyeThCsl B cepeanbomy Ha 22 %.
Crnocrepiraerbcs aguTUBHUN €(QEKT po3yBacTaTHHY WIOJ0 3HM)KEHHS pPIBHA TPUIIILEPUIIB TpU
3acTocyBaHHI y KoMmOiHauii 3 ¢denodiOparom Ta moxpo minBumieHHs piBHiB XC-JIIIBI mnpu
3aCTOCYBaHHI y KOMOiHaIlii 3 HIalWHOM (ZIUB. po3ai1 «OcoOIMBOCTI 3aCTOCYBAHHS).

VY GaraToleHTpOBOMY MOJBIHOMY CIINOMY IJ1a1e00-KOHTPOJIbOBAHOMY KIIIHIYHOMY JOCIIKEHHI
(METEOR) 984 mnamientu BikoM 45—70 pokiB 13 HU3bKHM PHU3HKOM 1IIEMIYHOI XBOpPOOHM cepls
(Bu3HaueHMM sK pu3uK 3a @Dpaminremcbkoro mkanor <10 % mnporsrom 10 pokiB), cepeaHiM
3HaueHHsMm  XC-JIITHIL 4,0 mmonw/nm (154,5 wmr/mn), ane 13 CYOKJIHIYHUM aTE€pPOCKIEPO30M
(BU3HauUEHUM 32 30UIBLICHHSM TOBIIMHU KOMIUIEKCY iHTUMa-Menis coHHoi aprepii (TKIMCA)) 6ymu
paH0MI30BaHi 10 ABOX TPyI Ta MpUMaIH OuH pa3 Ha 700y abo 40 mMr po3yBacTaTuHy, a0o0 1uiamnedo
npotsirom 2 pokiB. IlopiBHSHO i3 muiane6o po3yBacTaTMH 3HAYHO CIOBUIBHIOBAB MPOTPECYBaHHS
makcuMaiabHOoi TKIMCA y 12 Toukax conHnoi aptepii Ha -0,0145 mm/pik [95 % noBipuuii iHTEpBan
-0,0196, -0,0093; p<0,0001]. 3mina moOpiBHSAHO 3 BUXigHMM piBHeM craHoBmiIa -0,0014 Mwm/pik
(-0,12 %/pix (cTaTHCTUYHO HE3HAYyIlA)) y TPYIi PO3yBacTaTWHY TMOPIBHSHO i3 MPOrPECYBaHHAM
+0,0131 mm/pik (1,12 %/pik (p<0,0001)) y rpymi miane6o. IIpsamoi kopemsmii MK 3MEHIIECHHAM
TKIMCA Ta 3HMXKEHHSM PU3UKY MOPYLIEHb 3 OOKY CeplLEeBO-CYJUHHOI CUCTEMH MPOJIEMOHCTPOBAHO
He Oyno. [lo mocmimxenns METEOR Oynu 3amydeHi HaiieHTH 3 HU3BKUM PH3UKOM 1LIEMIYHOI
XBOPOOH cepIls, SIKi HE € MPeACTaBHUKAMU IIITHOBOT MOMYJIAIIT 3aCTOCYBaHHSI pO3yBAaCTaTHHY y 1031
40 mr. o3y 40 mr ciij mpu3HayaTH JUIIE Nali€eHTaM 13 TSDKKOIO TIepXO0JeCTEPHHEMIEI0 Ta BUCOKUM
PHU3HUKOM CEpLIEBO-CYAMHHUX PO3aiB (IuB. po3ii «Crocid 3acToCyBaHHS Ta J03H»).

B inTepBeH1iitHOMY AOCTIJKEHHI PO3YBaCTaTHHY 3 METOI OOTPYHTYBAHHS 3aCTOCYBAaHHS CTaTHHIB SIK
3aco0y mnepBuHHOi mnpoduraktuku (JUPITER) BrumB po3yBacTaTiHy Ha 4acTOTy 3HAYHHUX



aTePOCKJICPOTHYHUX CEPIIEBO-CyITMHHUX 3aXBOPIOBAHb OIliHIOBamu Yy 17 802 yomnosikiB (>50 pokiB) Ta
XKIHOK (>60 poKiB).

YYacHUKM TOCTIPKEHHST Oy BWITAJKOBUM YHHOM PO3MOAiIEHI g0 rpyn manebo (n=8901) ado
po3yBactatuHy B 1031 20 Mr oauH pa3 Ha 00y (n=8901) i 3a HUMHU CIIOCTEpirajau B CEPEIHHOMY
MPOTSITOM 2 POKIB.

Konuentpauii xonectepuny-JIITHI 3menmmnucs Ha 45 % (p<0,001) y rpymi po3yBacTaTuHy
MOPIBHSIHO 3 TPYIOLO Iane6o.

VY post-hoc anani3i JaHUX MIATPYHH MAIEHTIB BUCOKOTO PU3UKY 3 MOYATKOBUM 3HaYeHHSIM >20 % 3a
@paminremcpkor0 mkanor (1558 ywacHMKIB) crmocTrepiraqocs 3HA4YHE 3HIKCHHS YacTOTH
KOMOIHOBaHOI KIHIIEBOi TOYKH, 1[0 OXOILUIIOBAJIA JIETAIBHUN HACIIIOK BiJl CEpLEBO-CYAUHHUX MOIii,
iHCYNbT Ta iH(papkT miokapaa (p=0,028), y rpymni po3yBacTaTHHY MOPIBHAHO 3 IIane00. 3MEHIICHHS
abcomoTHOrO pH3HMKYy cTaHoBwio 8,8 Bumanky Ha 1000 mamieHTO-pokiB. I[loka3sHUK 3arambHOL
JIETATBHOCT] JIMIIABCA HE3MIHEHUM y Iid Tpymi BUcOKoro pusuky (p=0,193). ¥V post-hoc anamisi
JaHUX MIArPYNU BHCOKOro pu3uKy (9302 yyacHMKH 3arajioMm) i3 NMOYaTKOBHUM 3HAYEHHSIM >5 % 3a
mkanoro SCORE (ekcTpamnoiboBaHO 3 METOIO BKJIFOYEHHS JaHUX YYAaCHUKIB BIKOM IOHaA 65 pOKiB)
CIIOCTEpIrajocss 3Hauylle 3HWKEHHS YacTOTH KOMOIHOBaHOI KiHIIEBOI TOYKM, IO OXOILTIOBAJa
JeTalbHUN HACIIJIOK BiJl CEpLIEBO-CYAMHHUX MOiN, IHCYIT Ta iH(apkT Miokapaa (p=0,0003), y rpymi
pO3yBacTaTUHy MOPIBHSIHO 3 TuTane0o0. 3HWKEHHS a0COIOTHOTO PU3HKY, BUPAKEHOTO 332 YaCTOTOIO
noniid, cranoBwio 5,1 Bumaaky Ha 1000 mamieHTO-pokiB. IlokazHuK 3aranpHOI JI€TaJbHOCTI y i
HiATPYIi BUCOKOTO PU3UKY JHIIaBcst He3MineHUM (p=0,076).

VY nocnimxkenHi JUPITER 6,6 % yuacHukiB rpynu npuiiomy posyBacTaTUHY Ta 6,2 % y4acHUKIB
rpynu Imianedo MPUIIMHWIA 3aCTOCYBAaHHS JOCIIDKYBAHOTO JIIKAPCHKOTO 3aco0y depe3 HebakaHi
apuia. Halyactimymy HeGa)kaHUMM SIBUIAMU, 110 NPU3BOIWIN 10 MPUIMHEHHS JIKyBaHHS, Oyiu
mianris (0,3 % y rpyni posyBactartuny, 0,2 % — mutane6o), abgominaneuuii 6ime (0,03 % y rpymi
posyBactatuny, 0,02 % — mnane6o) ta Bucun (0,02 % y rpymi posyBacratuny, 0,03 % — nnaue6o).
Hafigactimumy HeOa)kKaHUMU SBUIIAMH, IO CIIOCTEPITAIUCA y TPYI PO3yBaCTaTHHY 13 YacTOTOIO,
O1IbIIOI0 200 PIBHOKO BiJ3Ha4YeHIN y rpyni mianebo, Oynu iHdekuii ceyoBux nuixis (8,7 % y rpymi
po3yBactatuny, 8,6 % — 1iamne6o), Hazodapunrirt (7,6 % y rpyni posyBacratuny, 7,2 % — 1iamne6o),
O6utp y cnuni (7,6 % y rpymi po3yBacraTuHy, 6,9 % — miaune6o) Ta mianria (7,6 % y rpymi
po3yBacTatuny, 6,6 % — miauebo).

Himu

Y nonBiiHOMY  CJHIIOMY paHJOMI30BaHOMY  OaraToleHTpPOBOMY  IU1ane00-KOHTPOJIbOBAHOMY
12-twxxHeBOMYy nocnimxeHH] (n=176, 97 y4acHUKIB 40y0Bi4Oi Ta 79 — KIHOYOI CTaTi) i3 MOJATBIINM
40-tmwxHeBuM TepionoMm (n=173, 96 yuyacHHMKIB 40jOBi4oi Ta 77 — XKIHOYOI cTaTi) BIIKPUTOTO
TUTPYBaHHA J1034 po3yBacTaTUHY namieHTu BikoM 10—17 pokis (II-IV ctaaii po3BuTky 3a TanHepowm,
JiBYaTa, y SKMX MEHCTpyalii moyanucs LoHalMeHIe | pik TOMy) 13 T'€TepO3UTOTHOIO CIMEMHOIO
rinepxoyieCTepUHEMIEI0 TPOTAroM 12 THXKHIB OTPUMYBAIHM pO3yBacTaTHH y 11031 5, 10 a6o 20 mr/noby
abo mare0o, micisi 4YOro BCl YYaCHUKM IMOAHS NpuiiManu po3yBactaTuH mnpotsaroMm 40 TwxHiB. Ha
noyatky jaociimkeHHs npubnnszHo 30 % mnamientiB Oynu Bikom 10-13 pokiB Ta mpubnuzno 17 %,
18 %, 40 % Ta 25 % i3 uux 3Haxoauuck Ha IL, 111, IV Tta V cramii po3Butky 3a TaHHEpOM BiAOBITHO.
Pienp XC-JIITHII] 3menmmuBcs Ha 38,3 %, 44,6 % Tta 50,0 % BiAmoBiHO y Ipymax Mpuiomy
po3yBactatuny B 1031 5, 10 ta 20 Mr nopisHsHO 13 0,7 % y rpymi miaiebo.

Hanpukinti 40-THXHEBOTO Mepioay BIIKPUTOTO TUTPYBAHHS JO3H JUISl TOCSTHEHHS I[LTbOBOTO PiBHS
(MakcumanbHa fo03a cranoBmwia 20 Mr oauH pa3 Ha 100y) y 70 3 173 mamientiB (40,5 %) Boamocs
nocsrtu 1mineosoro pisHg XC-JIITHII menmre 2,8 MMoib/.

[Ticas 52 THXKHIB JOCTIIKYBAHOTO JIKYBaHHS He OyJI0 BUSIBJIEHO KOAHOIO BIUIMBY Ha picT, Macy, IMT
abo crareBe mo3piBaHHA (OUB. po3ain  «OcoOmMBOCTI 3acTocyBaHHS»). JOCBim KIHIYHOTO
JOCTIPKEHHS JIITeH Ta MiUIITKIB 0OMeXeHui, 1 JoBroTpuBaii epekTu po3yBacTatuHy (>1 poky) Ha
crareBe J03piBaHHs HeBinomi. Lle nocmimkenHs (n=176) He NpUAHATHE AN TOPIBHAHHS PIIKUX
HeOaKaHNX SIBUILI.

Po3yBacTaTuH TakoX BUBYAIM Y JIBOPIYHOMY BIAKPUTOMY JOCIIPKEHHI 13 IUTOBOIO TUTPALIIEIO JIO03U
y 198 niTelt 13 reTepo3WroTHON CIMEHHOI0 TilepXoyieCTepuHeMiel0 Yy Bili Big 6 a0 17 pokiB
(88 yuacuukiB yonoBiuoi crari ta 110 — sxiHowoi craTi, ctamis po3Butky 3a Tannepom <II-V).
[TouaTkoBa f03a 175 BCIX MAIIEHTIB CTAHOBUJIA 5 MI' pO3yBacTaTHHY OJIMH pa3 Ha A00y. [lamientam



BIKOM Bil 6 70 9 pokiB (n = 64) 103y TUTpYBaIXM 10 MakcMMaibHOI 10 Mr omuH pa3 Ha 100y, a
narfieatam BikoM Big 10 10 17 pokis (n = 134) — 10 MakcuMaiabHOI 1031 20 MT OZIMH pa3 Ha J100Y.
[Ticna 24 micAwuiB JiKyBaHHS pO3yBACTAaTMHOM CEPEIHE 3HMKEHHS BiJ MOYaTKOBOro 3HaueHHs XC-
JITTHILI, Bu3HaueHe 3a METOAOM HAMMEHIIMX KBaapariB, CTaHOBWIO -43 % (IMOYaTKOBHIA PiBCHB:
236 mr/m, Micsus 24: 133 mr/mn). J{nst K0o’KHOT BIKOBOI TpyINU CEpeHE 3HIKEHHS BijJl OYaTKOBOTO
3HaueHHs XC-JIITHII, Bu3HaueHe 3a METOAOM HaWMEHIIMX KBajapaTiB, craHoBuiIo -43 %
(mouaTkoBuii piBeHb: 234 mr/mia, micsub 24: 124 mr/mn), -45 % (mowatkoBuii piBeHb: 234 Mmr/mi,
Micsip 24: 124 mr/mn) ta -35 % (nmowarkoBuii piBeHb: 241 mr/mi, micsus 24 153 Mr/mi) y BiKOBHX
rpynax Big 6 go <10, Bixg 10 mo <14 i Big 14 mo <18 pokiB BiAMIOBIAHO.

Pesynbpratom 3acTocyBaHHS po3yBacTaTuHy y no3ax 5 mr, 10 mr i 20 mMr takox Oyiau CTaTHCTUYIHO
3HAUYII1 CepeIH1 3MIHU MOPIBHSHO 3 MOYATKOBUMHU MOKa3HUKAMU TaKUX BTOPUHHUX 3MIHHHUX BEIMYUH
mimigie 1 minonporeiniB: XC-JIIBIL, 3arampauit XC, XC-meJI[IBIL, XC-JIITHI/XC-JIIIBILI,
saranpHuil XC/XC-JINIBIL, TI/XC-JIIIBIL, XC-ueJITIBI/XC-JIIBILI, amoB, anoB/anoA-1. Koxna
3 IUX 3MiH JEMOHCTpYBaJIa MOJIMIIEHHS JiMiIHUX peakuii 1 30epiranacst mpoTAroM 2 pokKiB.

[Ticnsa 24 micamiB JiKyBaHHS >KOAHOTO BIUIMBY Ha picT, Macy Tina, IMT abo crateBe mo3piBaHHS
BUSBJICHO HE O0YJ10 (uB. po3/in «OCOOIMBOCTI 3aCTOCYBAHHS).

Y panmomizoBaHOMY, MOJABIHOMY CIINOMY, IUIANe00-KOHTPOJIbOBAHOMY, 0araToleHTPOBOMY,
MEPEXPECHOMY JTOCIIPKCHHI BHUBYAIU PO3yBacTaTHH y 1031 20 Mr oguH pa3 Ha 100y MOPIBHSHO 3
wiane6o 3 ydactio 14 mitedt Ta miamiTkiB (BikoMm Big 6 10 17 pokiB) i3 TOMO3UTOTHOIO CIMEHHOIO
rinepxoJyiecTepuHeMiero. JIOCHIUKCHHSI BKJIIOYAIO aKTHBHY 4-THXKHEBY MiArotropuy ¢asy 3
JOTPUMAHHIM JIETH, MiJ Yac SKOi MaIie€HTIB JIKyBaJll po3yBacTaTUHOM Yy 1031 10 Mmr, mepexpecHy
¢da3y, mo cxiaganacs 3 O-THXKHEBOTO TIEepiofy JIKyBaHHS po3yBacTaTHHOM y m031 20 mr i3
nonepeaHimM abo moaaIbIIUM O-THXKHEBUM JIIKYBaHHSM I1ane6o, Ta 12-TikHeBy miaTpumyouy ¢asy,
OpoTsroM sikoi Bci mamieHTH oTpumyBanmu 20 Mr posyBactatuny. [lamieHtu, siki mepeOyBainu Ha
Tepamii e3etumiOoM abo adepe3om, MPOJOBXKYBAJIM OTPUMYBATH 1€ JIIKYBaHHS MPOTSITOM YCHOTO
JIOCIIJDKEHHS.

Cratuctnuno 3Hauyme (p =0,005) 3umxkenns pisas XC-JIITHIL (22,3 %; 85,4 mr/an, a6o
2,2 MMOJIB/IT) criocTepirany 4epe3 6 THXKHIB JIIKYBaHHS PO3yBacTaTHHOM y 1031 20 Mr MOpPiBHSHO 3
wiane6o. Crocrepirajgocs CTaTUCTHYHO 3Hauymle 3HWKeHHs 3arampHoro XC (20,1 %, p=0,003),
XC-neJIIBI (22,9 %, p=0,003) 1 anoB (17,1 %, p=0,024). Takox crocrepirajiocs 3HHKEHHs PIBHIB
T, XC-JIIIHII/XC-JIIBII, 3arampHoro XC/XC-JIIIBIL, XC-meJIIIBII/XC-JITIBIL] Ta
anoB/anoA-I micns 6 THXKHIB JIKYBaHHS pO3yBacTaTUHOM Yy 11031 20 Mr mopiBHSHO 3 Manedo.
3umwxkenHs piBHs XC-JIITHIL] yepe3 6 THkHIB JIIKyBaHHS pPO3yBacTaTHHOM Y 1031 20 MTI' 3 HACTYTHUMHU
6 TIOKHSAMU JTIKyBaHHS TUTane0o 30epiranocst mpotaroM 12 TkHIB Oe3mepepBHOi Teparii. B ogHOTO
narieHTa crnocrepiranocs noaansine 3HmwkeHHs piBHs XC-JIITHIIL (8,0 %), 3aransnoro XC (6,7 %) i
XC-neJIIIBI (7,4 %) micas 6 THXKHIB JIIKYBaHHS 3 TUTPYBAaHHAM 1034 110 40 Mr.

ITig yac mpoIOBXXEHHS BIIKPUTOIO JIIKYBaHHS PO3yBacTaTHHOM y 71031 20 Mr y 9 3 1uX MHauieHTIiB 10
90 TmwxHiB 3HWKeHHS piBHsA XC-JITTHIL] 36epiramocs B mexax Bix -12,1 % mo -21,3 %.

VY BIAKPUTOMY JTOCTIIKEHHI MOCUJICHOTO TUTPYBAaHHS /103 y 7 OLIHIOBAaHUX AiTed 1 MATITKIB (BIKOM
Bim 8 1mo 17 pokiB) 13 TOMO3MIOTHOIO CIMEHHOIO TINEpXO0JIECTEPUHEMIEI0 (IUB. BUIIE) BIJACOTOK
samwkeHHs piBHA XC-JITHIL (21,0 %), 3aranproro XC (19,2 %) ta XC-ueJIIBI (21,0 %) Big
BUXIJHOTO PIBHS MicCisl 6 TUXKHIB JIIKYBaHHS pO3yBacTaTWHOM B 71031 20 MI' BiANOBiJIaB TOMY, IO
CIOCTEpIrajocsl y BUILE3raJlaHOMy JOCITIJDKeHHI y AiTed Ta MiAIITKIB i3 TOMO3UIOTHOIO CIMEHHOIO
riIepXoJIeCTEPUHEMIEIO.

€Bporeiicbke areHTCTBO 3 JIIKAPCHKUX 3aC001B BIIMOBHIIOCS Bijl 3000B’sI3aHHS HA/1aBaTH PE3yIbTaTH
JOCII/DKEHb ~ pO3yBacTaTMHY y  BCIX  MIATpynmax  JdiTeéd 13  TOMO3HUTOTHOK  CIMEHHOIO
rinepxoJieCTepUHEMI€I0, TIEPBHUHHOIO KOMOIHOBAaHOK  (3MINIAHOIO) JUCTIMIAEMI€l0 Ta IS
podiTaKTUKH MOPYIIEHB 3 OOKY CepIeBO-CYAMHHOT cucteMu (AuB. po3aut «CrociO 3aCTOCYBaHHS Ta
J03W» ISl OTPUMaHHS iH(POpMAIIiT 00 3aCTOCYBAaHHS JIITSIM).

Dapmaxokinemuxa.

Bcemokmyeanns

MakcumanbHa KOHIIEHTpAIISl pO3YBAaCTaTHHY Y TIa3Mi KPOB1 IOCSATAETHCS MPUOIM3HO Yepe3 S5 ToIUH
MiCJI NEPOPANBHOTO 3acTOCYBaHHs. AOCOMOTHA 610J0CTYIHICTh CTAHOBUTH MpUOIM3HO 20 %.
Posnooin

Po3yBacTaTMH 3HaYHUM YHWHOM 3aXOIUTIOETHCS IEYIHKOIO, SIKA € OCHOBHMM MICLEM CHHTE3Y



xonecrepuny Ta kiipeHcy XC-JIITHII. O6’em po3mnoziny po3yBacTaTHHY CTaHOBHUTH MPHOIM3HO
134 n. bauzeko 90 % posyBacTaTuHy 3B’S3Y€TbCS 3 OUIKAMM IUIa3MH KpOBl, MEpPEBaXHO 3
ATbOYMIHOM.

Memabonizm

PosyBactarun 3a3Hae He3HauHOTO MeTabomizmy (mpubnmsuHo 10 %). JlocmimxkeHHs MeTabomizMy
in Vitro i3 BUKOPUCTAHHSM TeMaTOLMTIB JIFOJIMHH CBiJUaTh, [0 PO3YBACTATHH € CIA0KUM CyOCTpaToM
i MetabounizMy Ha OcHOBI (pepmeHTiB nutoxpomy P450. OCHOBHUM 3aAisHUM i30()epMEHTOM €
CYP2C9, nemo wmenmry poisib Bimirpaiote 2C19, 3A4 Tta 2D6. OCHOBHUMH BH3HAaYCHUMH
MeTabomiTamu € N-IeCMeTHIOBHH Ta JIAKTOHOBUI MeTaboutiTu. N-JIecMeTHII-MeTadoIiT MpHOIN3HO Ha
50 % MeHII akTUBHMIA, HI)K pO3yBaCcTaTHH; JAKTOHOBUN META0OIT BBAKAETHCS KITHIYHO HEAKTUBHUM.
Ha posyBacratun mnpunanae Ouibimie 90 % akTUBHOCTI LupKyirowouoro ixridiropa I'MI-KoA-
penyKTasm.

Buseoenns

[Tpu6mumzno 90 % no3u po3yBacTaTUHY BUBOJUTHCSA Y HE3MIHEHOMY CTaHi 3 KaJloM (pa3oM BCMOKTaHA
Ta HEBCMOKTaHa Jil04a pE4yOBHHA), pelITa BUBOIUTHCA 13 ceueto. [Ipubnuszno 5 % BuBOAUTHCA 13
ceuero y He3MiHeHiH (opwmi. [lepion HamiBBUBEASCHHS 3 MJIa3MH KPOBI CTAaHOBUTH NpUOIM3HO 19 roaun
1 He 30UIBIIYEThCS TIPpU MiABHILEHHI M03u. CepelHe reoMeTpHyUHEe 3HAUCHHS KIIIPEHCY Mpernapary i3
IUTa3MH KpOBi1 cTaHOBUTH TpuOmu3Ho 50 n/ron (xoedimient Bapiamii — 21,7 %). Sk 1 B iHmHUX
iuridiropis 'MI'-KoA-peaykrasu, mediHKOBE 3aXOIUICHHS pO3yBAaCTaTHHY BiIOYBAa€TbCA 3 YUYaCTIO
MemOpanHoro Ttpancroprepa OATP-C, sxuii Bimirpae BaXJIMBY pOJIb B TEYIHKOBIM emiMiHAII{
PO3yBacTaTUHY.

Jinitinicmo

CucteMHa €KCHO3MLIA PO3yBacTaTHUHY 30UIbLIYETbCS MponopuiiHo a0 no3u. [Ipu GaratopasoBomy
[IOZICHHOMY 3aCTOCYBaHHI mapaMeTpu (apMaKOKIHETHKH HE 3MIHIOIOTHCS.

Ocobnuei epynu nayicnmie

Bix ma cmamo

He cnocrepiraerbcst KIIIHIYHOTO 3HAYyIIOro BIUIMBY BiKy a0o craTi Ha (apMaKOKIHETUKY
po3yBactatuHy y Jnopociux. DapMakoKiHETHMKAa pO3yBaCTaTHMHY Yy JMITed Ta MAIITKIB 13
TeTepO3UTOTHOIO CIMEIHOI0 TinepxoiecTepruHeMielo MoAidHa 10 (apMaKOKIHETUKH Yy JTOPOCIHUX
TOOPOBOJIBIIB (AUB. po3/ii «JiTH»).

Paca

HocnigxenHs: (papMaKkOKIHETUKH BUSIBIIIM, 10 Y TAIlEHTIB MOHIOJIOIIHOI pacy (SIMOHLIB, KUTAMIIIB,
¢iminmiHmiB, B’eTHaMIiB Ta Kopeiii) MeaianHi 3HaueHHSI AUC Ta Cmax TpUOIHM3HO BIBIUI BHILI, HIkK
y eBponeoiis; y iHaiiuiB MenianHi 3HaueHHs AUC Ta Cmax migBuiieHi npudausxo B 1,3 paza. Anani3
NOMyNALINHOT  (papMaKOKIHETMKM HE BHUSBUB KIIHIYHO 3HAYyIIOi PI3HUII MDK THali€eHTaMu
€BPOIICOITHOI Ta HETPOIAHOI pac.

THopywenus ¢ynkyii HUpoK

VY nocnmipKeHHI 3a y4yacTIO MAlll€HTIB 13 PI3HUM CTYNEHEM MOpYyLIeHHS (YHKLII HUPOK 3MiH
IUTa3MOBUX KOHIEHTpalid posyBacTaTuHy abo N-necmerni-meraloniTy B oci® 31 crmabkoro 4u
MIOMIPHOIO HEJOCTAaTHICTIO BIJ3HaY€HO HE Oyno. Y MAalll€HTIB 13 TSHKKUMHU MOPYIIEHHAMHU (DyHKIIIT
HUPOK (KJipeHc KpeaTuHiHy <30 MII/XB) Mmiia3MoOBi KOHIIEHTpalii po3yBacTaTHHY Oyiau B 3 pasu, a
piBHI N-necmerun-meraboinity B 9 pa3iB BUIIMMH, HDK Yy 340pPOBHX J0OpOBOJBIIB. PiBHOBaxHI
IUIa3MOBI KOHIIEHTpAlii po3yBacTaTUHy Yy TMALi€HTIB, sKi MepeOyBaloTh Ha Tremopiamisi, Oymu
npuOm3HO Ha 50 % BUIUMU, HIXK Y 3I0POBHX JTOOPOBOJIBIIIB.

Topywenus gynkyii nevinku

VY nocnikeHH] 3 y4acTiO MAIliEHTIB 13 PI3HUMU CTYIEHSIMHU MOPYUICHHS MEYIHKOBUX (YHKIIM O3HaK
MiABHUILEHOI eKCIO3UILIIT pO3yBacTaTUHY HE OYJI0 BUSIBJICHO Y MALlI€HTIB, CTaH SKHUX OLiHIOBAJIHN y 7 ab0
MeHme OaniB 3a mkanoro Yanmma—I1't0. OgHak y 1BOX TalieHTiB, sk Habpaau § Ta 9 3a mikanoro
Yaiinga—I1’10, cucreMHa ekcro3uilis Oyia MoHaiMeHIle BABIYI BUINA, HIXK Y MAII€HTIB 13 MEHIIUMHU
Oamamu. JloCBif 3acTOCYBaHHS PO3YBACTAaTHHY TMAIliEHTaM, CTaH SKUX OIIHIOETHCA y OLIbIE HIXK
9 GaniB 3a mkanor Yaitnga—I1’to, BiACyTHIN.

I'enemuynuii nonimopgizm

Poznonin inri6itopise 'MI'-KoA-penykTasu, B TOMy 4YMCII PO3yBacTaTUHY, BIIOYBAETHCA 3 Y4acTIO
tpancnopTHux Ou1kiB OATP1BI1 ta BCRP. V namienriB 13 renetnunuM nonimopdizmom SLCO1BI
(OATPIB1) Ta/abo ABCG2 (BCRP) icHye pu3MK MiJBHUIIEHOI €KCIO3ULii po3yBacTaTHHY. llpum



okpemux ¢opmax mnomimopdizmy SLCOIB1 ¢.521CC T1a ABCG2 c421AA ekcno3ulis
posyBactatuny (AUC) miaBumiena mnopiBHsHO 13 reHotunamu SLCOI1BI1 c¢.521TT a6o ABCG2
c.421CC. CnenianpHe T€HOTHIYBaHHA B KJIIHIUHIN MpakTHLl HE rnependadeHe, aje MalieHTaM i3
TaKUM TOIIMOP(]I3MOM pEKOMEHYEThCSI 3aCTOCOBYBATH MEHIITY 1I000BY J03y pO3yBacTaTHHY.

Jimu

JIBa mocnipkeHHs (papMaKoOKIHETUKH po3yBacTaTuHY (y Gopmi TabJIETOK) y JiTel 13 TeTepO3UrOTHOIO
cimMeiiHO TinepxoliecTepuHeMiero BikoMm Bim 10 mo 17 pokiB abo Big 6 1o 17 pokiB (3aranom 214
TMaIi€HTIB) TTOKA3aJIH, 10 €KCIIO3UIlIS JIIKaPChKOTo 3aco0y y MiTel HMk4Ya a0 moji0Ha 10 eKCTO3UITi
y nopocnux marieHTiB. Excrmoswmilisi po3yBacTaTuHy Oyna mependadyBaHOIO BIAMOBITHO 1O JO3H Ta
TPUBAJIOCTI MPUIOMY MPOTATOM OUTBII HiXK 2 POKH CIIOCTEPEKEHb.

Kuiniuni xapakrepucTuku.

Ilokazanns.

Jlikyeanns cinepxonecmepunemii

Jlopocium, TijuTiTKaM Ta JIiTSM BIKOM Bij 6 pOKiB 13 IEpBUHHOIO Tinepxojectepunemiero (tumy Ila, B
TOMY YHCIi i3 T€TEPO3UTOTHOIO CIMEHHOIO TiMepXoJecTepUHEMi€r0) ab0 3MIIIaHO TUCIIMIAEMIE0
(tumy 1Ib) sIK JOMOBHEHHS [0 [Ii€TH, KOJM JOTPUMAHHSA J€ETH Ta 3aCTOCYBAaHHS 1HIIHX
HEMEIMKaMEHTO3HUX 3ac00iB (Hampukiiaa Gi3sMuHUX BIpaB, 3HIKEHHS MacH Tijla) € HEAOCTATHIM.
Jlopocium, TiUTITKaM Ta JITSM BiKOM Bifl 6 pOKiB ITPU TOMO3HUTOTHIN CIMEHHIHN rirnepxojiecTepruHeMii
SK JIOMOBHCHHSI JIO JIIETH Ta IHIIUX JIIiIO3HIKYBAIBHUX 3ac00iB JIIKyBaHHS (Hanmpukiag adepesy
JITTHIIL) a6o y pasi, Koiu Take JiKyBaHHS € HEJOPEUHUM.

IIpoghinakmuxa cepyeso-cyouHHux nopyuieHs

3anobiranHs 3HAYHUM CEpLEBO-CYANHHHUM MOPYIICHHSM Y TAIlI€HTIB, SKUM, 32 OLIIHKaMH, 3arpOkKy€
BHCOKMW  pU3MK  TMEPIIOTO  BWITAJKYy  CEPIEBO-CYAMHHOTO  TMOPYIICHHS  (AMB.  PO3JLT
«DapmakoMHaMiKa»), K JTOMOBHEHHS IO KOPEKIii 1HIHX (aKTOPiB PU3UKY.

Ilpomunokazanns.

EBoitn® mpoTHIIOKA3aHMIA:

— Malie€HTaM 13 MiABUILEHOK YYTJIMBICTIO 10 PO3yBacTaTHHY a00 10 OyIb-sKOI 3 JOMOMIKHHUX
PEUOBHH TpETapary;

— TMali€HTaM 3 AaKTHBHUM 3aXBOPIOBAHHSM TIE€UiHKH, B TOMY 4YHCII CTIHKMMH MiABUIIEHHSIMU
CHUpPOBAaTKOBUX TpaHCaMiHa3 HEB1IOMOi eTioyiorii Ta OyAb-SIKUMHU MiABUILEHHSMHU TpaHCaMiHa3 Yy
CHpOBATLII KPOBI, 1110 BTPHU1 NEPEBUILYIOTh BEpXHIO MexXy Hopmu (BMH);

— Mali€eHTaM 13 TSKKUM NOpYIIEHHSAM (YHKIIT HUPOK (KIipeHcoM KpeaTtuHiny <30 mi/XB);

— MaIi€eHTaM 13 MiOIIaTi€lo;

— Malli€eHTaM, sIKi OJJTHOYaCHO OTpUMYBaJIM KOMOiHaIlit0 coocOyBip/BennaTacBip/BOKCHIIANPEBIp (IUB.
po3ain «B3aemois 3 IHITUMU JTIKApCHKUMH 3aC00aMHM Ta 1HII BHIW B3a€MOIiN»);

— MalieHTaM, sIKi 0IHOYaCHO OTPUMYIOTh IUKIIOCTIOPHH;

— y mepioJ BariTHOCTI ab0 TOAYBaHHS TPYIJII0, a TaKOX KIHKaM pPENpOAYKTHMBHOIO BIKY, fKi He
3aCTOCOBYIOTh HAJIEXKH1 3aCO0M KOHTpALIETIIIi.

Jlo3a 40 Mr nmpoTHmokas3aHa naiieHTam 31 CXUIBHICTIO 0 Miomarii/pabaomionizy.

Jlo (hakTopiB TAKOTO PU3UKY HAJIEKATh:

— MoMipHe nopymeHHs QyHKIIT HUpOK (KITipeHe KpeaTuHiHy <60 Mi1/XB);

— TIIOTHPEO3;

— HasBHICTh B 0COOMCTOMY 200 POAMHHOMY aHaMHEe31 CIIaJKOBUX M’ sI30BHX 3aXBOPIOBAHb,

— HasIBHICTh B aHAMHE31 MIOTOKCUYHOCTI Ha T 3acTOoCcyBaHHS 1HIIKX 1HT161TOpiB [MI'-K0A-
penykTasu abo ¢idpaTis;

— 3JIOBKMBAHHS aJIKOTOJIEM;

— CUTYaIlii, [0 MOKYTh PU3BECTH JI0 MiJBUILEHHS KOHIEHTpalii JIKapchKOro 3aco0y y Iia3Mi KpoBi;
— HAJIGKHICTH JI0 MOHTOJIOITHO1 pacH;

— CYIIYTHE 3acTOCyBaHHs (i0OpaTiB.

([duB. po3aimu «OcoOIMBOCTI 3aCTOCYBaHH», «B3aeMois 3 HITUMU JIIKAPCHKUMH 3aco0aMu Ta 1HII
BUJIU B3aeMOJIIi» 1 «DapMaKOKIHETHKAY).



B3aemooia 3 inwumu aikapcekumu 3acodamu ma inuwii 6u0u 63acMo0il.

Bnnue cynymuix npenapamis na po3yeacmamun

Ineibimopu mpancnopmuux 6inKie

PosyBacratun € cybcTpaToM JesSKMX TPAHCIIOPTHUX OUIKIB, B TOMY YHCIII TIEYiHKOBOT'O TPAaHCIIOPTEpa
3axoruienHss OATP1BI ta edmokcHoro Tpancnoprepa BCRP. OgHovacHe 3acTOCYyBaHHS JTIKapChKOTO
3aco6y Epoiin® i3 mikapchkuMM 3aco0aMy, IO NPUTHIYYIOTH IIi TPAHCIOPTHI OiNKM, MOXKe
MPU3BOJUTU O IiJBUIICHHS KOHLEHTpAIl po3yBacTaTWHY B IUIa3Mi KPOBI Ta 301JIbIIEHHS PU3UKY
mionartii (auB. po3aiau «Crocid 3acTocyBaHHS Ta 103u», «OCOOIMBOCTI 3aCTOCYBaHHM Y, «B3aemois
3 IHIIMMHU JIIKAPCHKUMH 3ac00aMH Ta 1HII BUAW B3a€EMOZii», TAOIUITIO 2).

Luxnocnopun

Y mepiof] 0JJHOYACHOTO 3aCTOCYBaHHs Jikapchkoro 3acoby Epoiin® Ta muknocnopuny 3Hauenus AUC
po3yBacTaTuHy Oyiu B CEpeIHHOMY MPUONHM3HO y 7 pa3iB BUIIMMH, HIXK Ti, SKI CIIOCTEpIraiuCsi y
3I0pOBUX JOOPOBOJIBIIB (AUB. TaOIUIIO 2). Egoiin® MPOTHUIIOKA3aHUN TAIli€eHTaM, SKi OJIHOYaCHO
OTPUMYIOTh IIUKJIOCTIOPUH (IUB. po3ain «IpoTunoka3zanHs»).

OpHovacHe 3aCTOCYBAaHHS HE BIUITMBAJIO Ha KOHLEHTPALIIO [IUKIOCIOPUHY B IJ1a3Mi KPOBI.

Ineibimopu npomeasu

Xoua TOYHHI MeXaHi3M B3aeMOJiii HEBIJOMUIA, OJJHOYACHE 3aCTOCYBAHHSI 1HT1OITOPIB MPOTEA3H MOXKE
3HAYHO 30UTBIIYBATH EKCIIO3WIIII0 PO3yBaCTaTHUHY (IuB. TaOymimo 2). Hampukian, y IOCHIHKCHHI
(dhapMaKoKiHETHKH OJHOYacHe 3actocyBaHHs 10 Mr po3yBacTaThHy Ta KOMOIHOBAHOTO JIiIKapPCHKOTO
3aco0y, mo mictuB nBa iHridiTopu mporeasu (300 mr arazanaBipy/100 Mr puToHaBipy), y 3A0pPOBUX
no0poBobLiB cynpoBomkyBanocs miaBuiieHHIM AUC Ta Cmax po3yBacTaTuHy HpuOIM3HO B 3 Ta
7 pasiB BigmoBimHo. OJHOYACHE 3aCTOCYBaHHS JiKapchkoro 3aco0y Emoin® Ta mesxux komOiHamiit
1HT10ITOpPIB MPOTEa3u MOXKIMBE MICIsI PETENbHOTO aHalli3y HEOOXiIHOCTI KOpeKlii J03u mpemnapary
EBoiin®, 3 ormsmy Ha OuiKyBaHe 3pOCTaHHS EKCIO3MINi po3yBacTaTHHY (muB. posminu «Croci6
3aCTOCYBaHHA Ta Ja03W», «OcCOOIMBOCTI 3acTOCYBaHHA», «B3aemonis 3 I1HIIMMHU JiKapPCHKUMU
3aco0aMH Ta 1HII BHIW B3a€EMOI», TAOIHIIO 2).

I'emghibposun ma inwi 1ini003HUINICYBANbHI 3ACOOU

OpHouYacHe 3acTocyBaHHs npemnapaTy Epoitn® Ta remdibposuny mpussomuno 1o 3poctanas AUC Ta
Cmax po3yBacTaTuHy B 2 pa3u (IuB. po3ia «Oco0IMBOCTI 3aCTOCYBAHHS).

Ha mizcraBi naHux cnemialbHUX JTOCIIKEHb HE OYIKY€EThCS (papMaKOKIHETUYHO 3HAYYIIOi B3a€MOJIL
3 penodibpaTom, ogHak MOXIMBa (QapmakoguHaMmiuHa B3aemonis. ['emdiOposnn, penodiOpar, iHm
¢16patn Ta JTOIAO3HWXKYBaJIbHI 703U (= 1 1/100y) HiauuHy (HIKOTMHOBOI KHCJIOTH) 30UIBIIYIOTH
PHU3UK MionaTii Ipu OJHOYACHOMY 3acTocyBaHHI 3 iHriditopamu I'MI'-KoA-peaykrasu, IMOBipHO, 3a
paxyHOK TOTO, 110 BOHU MOXKYTh CHPUYUHATH MIOMATIIO, SIKIIO iX 3acTOCOBYBaTH okpemo. Jlo3za 40 mr
NPOTHUIIOKA3aHa TNpPH CYINYTHbOMY 3acTocyBaHHiI (iOpatiB (auB. posaumm «lIpoTrunoxazaHHs» Ta
«Ocob6auBOCTI 3aCTOCYBaHH»). TakuM Maii€eHTaM TaKoK CJIiJl PO3MOYNHATH TEPAIiIo 3 03U 5 MT.
Ezemumi6o

OpHOYACHE 3aCTOCYBaHHs JiKapchkoro 3aco0y Esoiin® y no3i 10 Mr Ta esetumiOy 10 Mr marieHTam i3
rinepxoJyiecTepuHeMi€ro Mpu3BoaAnso 10 3poctanHs AUC posyBactaTuHy B 1,2 pa3a (tabnuns 2). He
MOKHA BHKJIFOYaTH (papMaKoIMHAMIYHOI B3aeMOIii Mixk JikapchkuM 3acobom Epoiin® Ta ezeTumiGom,
110 MOJKE MTPU3BECTH 10 HeOAKaHUX ABHI (AHUB. po31ii «OCOOIUBOCTI 3aCTOCYBAHHS).

Anmayuoui nikapcwvKi 3acodou

OpHoYacHe 3aCTOCYBaHHS JIKapChKOTO 3aco0y Epoiin® i3 CYCHEH31SIMH aHTAIU/iB, IO MICTSTh
TIIPOKCUJ alIIOMiHII0 a00 MarHiioo, 3HW)KYBaJO KOHIIEHTpAIil0 pO3yBacTaTHHY Yy IUIa3Mi KpOBI
npubmusHo Ha 50 %. Llei edexkt OyB MEHII BUPaXEHHUM Yy pasi 3aCTOCYBaHHS aHTALMAHUX 3ac00iB
yepe3s 2 TOAMHH TIcs Jikapehkoro 3aco6y Epoitn®. KniniuHy 3HAUYIIICTh Ii€l B3aeMOIii He BUBUAM.
Epumpomiyun

OpHOYacHe 3aCTOCYBaHHS JKapchkoro 3aco0y Epoin® Ta epuTpomimuny s3umkysano AUC
po3yBactatuny Ha 20 %, a Cmax — Ha 30 %. L{g B3aeMomist Moxke OyTH CIpUYMHEHA MOCHICHOIO
MEePUCTATBTUKOIO KUIIIEYHNKA BHACTIIOK J11 epUTPOMILIUHY.

Depmenmu yumoxpomy P450

PesynpraT mociimkens iN Vitro Ta in VIVO cBiguaTh, 10 PO3yBAaCTATHUH HE iHTIOYE i HE CTHMYJIIIOE
i3oepmertu 1mroxpomy P450. OxpiM 1p0r0, poO3yBacCTaTHUH € CIIA0KUM CyOCTpaTOM IIHX
130¢epmentiB. Takum 4YMHOM, B3aeMoAii 3 JIKapCHKUMHU 3acobamMHu B pe3yabTaTi MeTaldoii3Mmy,
ornocepenkoBaHoro P450, He ouikyerbcs. He cmoctepiranocst KIiHIYHO 3HAUYLIMX B3aEMOAINA MiX



po3yBactatuHoM Ta Quykonazonom (inrioitopom CYP2C9 ta CYP3A4) abo KeTOKOHa30JI0M
(iaribitopom CYP2A6 ta CYP3A4).
Bzaemooii, wo sumazaromo xopexyii 0o3u poysacmamury (Ous. maxoic maobiuyro 2)
IIpu HeoOXimHOCTI 3acTOCyBaHHS JiKapchkoro 3aco0y Eoiia® 3 iHmMMHM mikapchKMMH 3aco0ami,
3ATHUMM ITIBHMINYBAaTH €KCHO3HIII0 PO3yBAaCTaTUHY, 103y Jikapchkoro 3acoby Epoiin® morpi6no
CKOpPHUTYBaTH. SIKIIIO OYIKYETHCA, IO €KCIO3ullisl Jlikapchkoro 3aco0y (AUC) 3pocte mpubanu3Ho B 2
abo Gimpmie pasiB, 3actocyBanHs EBoifay® cmif posmouMHaTH 3 03 5 Mr OAMH pa3 Ha J00y.
MakcumanbHy 1060BYy 103y JiKapchkoro 3aco0y EBoia® crmifi cKOpUryBaTH TakuM YHHOM, 100
OUiKyBaHa CKCIIO3MIliSl PO3yBacTaTUHY HE IMEPEBUINYBaja EKCIO3UIII0, IO BiA3HAYAETHCA TIPU
npuiioMi 103U 40 Mr/mo0y 6e3 3acToCyBaHHS JIIKAPCHKUX 3aC00iB, M0 B3a€MOJIIIOTH 13 MpemapaToM;
HAIIPUKJIAJ, TIPU 3aCTOCYBaHHI 3 remdibposunom mo3a Esoiiny® cranoButume 20 Mr (36iIbIIeHHS
exkco3uuii B 1,9 pasza), mpu 3actocyBaHHI i3 KOMOiHali€l0 puTOHaBip/aTazanaBip — 10 wmr
(361pIIeHHS B 3,1 paza).
SAxmo nikapcekuii 3acid 36umemrye AUC po3yBacTaTWuHy MEHII HiK Yy 2 pasu, MOYAaTKOBY 03y
3MEHIITYBAaTH HE MOTPIOHO, ajie CIIiJl TOTPUMYBATHCS 0OEPEKHOCTI MpH 301UIBIICHH] J03HU JIIKApChKOTO
3aco6y EBoitn®no monan 20 Mr.
Tabmuns 2
BrmB cymyTHIX JTiKapchKuX 3ac00iB Ha €KCIIO3UIII0 pO3yBAaCTaTUHY
(AUC; B nopsiIKy 3MEHIIIEHHS BEJIMYMHH) 3 ONyOJIIKOBaHUMU JAHUMU KIHIYHHUX JOCITIKEHb

Pexxum no3yBaHHsS JiKapchbKoro 3acoOy, mio | Pexxum J03yBaHHS | 3MIHH AUC
B3a€EMOJIE pO3yBacTaTHUHy po3yBacTaTuHy™

Codocoysip/senmnaracBip/Bokcunanpesip (400|10 mr, omHopasosa no3a |1 7,4 pasa
mr-100 mr-100 mr) + Bokcumanpesip (100 mr)
OJIUH pa3 Ha A00y mpotarom 15 nHiB

[uknocnopur Bix 75 mr aBiwi Ha 100y mo|10 mr oguH pas Ha 100y, |1 7,1 pa3za
200 mr aBidi Ha 100y, 6 MicsIIiB 10 nHiB

Hapoinryramia 600 mr aBidi Ha 100y, 5 THIB 5 mr, omHOpasoBa mo3a |1 5,2 pa3a

Peropadeni6 160 mr ogun pa3 Ha 100y, 14 nHiB |5 MT, ogHOpa3oBa 103a |1 3,8 paza

Artazanasip 300 mr/putonasip 100 mr ogus pa3| 10 mr, onHopazoBa g03a |1 3,1 pasza
Ha 7100y, 8 THIB

Benmaracsip 100 Mr ogus pa3 Ha 100y 10 mr, omHOpazoBa go3a |1 2,7 pasa

OwmbirtacBip 25 mr/mapuranpesip 150 mr/ 5 M1, ogHOpasoBa 1o3a |1 2,6 pasza
putonaBip 100 mr oxumH pa3 Ha A00y/
nacaOysip 400 mr aBiui Ha 700y, 14 nHIB

I'pazonpesip 200 mr/endacBip 50 Mr omun pas|10 mr, omHOpa3oBa g03a |1 2,3 pasza
Ha 7100y, 11 nHiB

I'mexanpesip 400 wmr/mi6pentacBip 120 wmr|5 mr onuH pa3 Ha 100y, 7 |1 2,2 pa3a
OJIUH pa3 Ha 00y, 7 IHIB TTHIB

Jlominagip 400 mr/putonasip 100 mr asiui Ha|20 Mr omuH pa3 Ha 100y, |T 2,1 pa3a
o0y, 17 nHiB 7 nHIB

Kiomigorpens 300 mr, motim 75 Mr yepe3 24|20 wmr, onnHOpa3oBa j03a |1 2 pazu
rof

I'emdi6po3un 600 mr aBidi Ha 100y, 7 AHIB 80 mr, omHOpa3oBa mo3a |1 1,9 paza

36utbmenast AUC po3yBacTaTHHY MEHIIIE HIXK y 2 pa3u

Pexxum no3yBaHHS JiKapchbKoro 3acoOy, mio |Pexum J03yBaHHS | SMIHU AUC
B3a€EMOJIIE pO3yBacTaTUHY po3yBacTaTHHY*

Entpomb6omnak 75 Mr ogun pa3 Ha 100y, 5 aaiB | 10 mr, omHOpa3oBa go3a |1 1,6 pasza




Hapynasip 600 mr/puronasip 100 mr nBiui Ha|10 Mr ogmH pa3 Ha 100y, |T 1,5 pasa
o0y, 7 nHiB 7 nHIB

Tunpanasip 500 mr/putonasip 200 mr aBiui Ha| 10 mr, omHOpa3oBa g03a |1 1,4 pasza
o0y, 11 nuiB

Hponenapon 400 Mr aBivi Ha 100y Hesinomo 11,4 paza

Itpakonazon 200 mr onuH pa3 Ha 100y, 5 auiB | 10 mr, omHOpas3oBa go3a |1 1,4 paza **

Ezerumi6 10 mr onun pa3 Ha 100y, 14 aHiB 10 Mr onuH pa3 Ha 100y, |T 1,2 pa3za **
14 nHiB

3umkennss AUC po3yBacTaruny

Pexxum 103yBaHHS JIKapchKOTo 3acoly, 1o |Pexxum JI03yBaHHs | 3MiHU AUC
B3a€EMOJII€ pO3yBacTaTHHY po3yBacTaTuHy*

Epurpominua 500 mr gotupu pa3u Ha a00y, |80 mr, omHOpazosa no3a || 20 %
7 nHIB

baiikamnin 50 mr Tpudi Ha 100y, 14 aHIB 20 wmr, omHOpa3osa go3a || 47 %

* JlaHi, TpencTaBieHI SK 3MiHA B X pa3iB, SBIIOTH COOOK CIIBBITHOIICHHS MiX 3aCTOCYBaHHSIM
po3yBacTaTHUHY y KOMOiHalii Ta okpemo. [laHi, mpeacTaBieHi y BUIIsIAL Y% 3MiHHU, SBJSIOTH CO0010 % pi3HHMIIO
BiJTHOCHO TIOKa3HUKIB P 3aCTOCYBaHHI PO3YBACTATHHY OKPEMO.

30ibIICHHS TTO3HAYEHO 3HAYKOM T, 3MEHITICHHS — | .

** ByJo NpOBEACHO KiIbKAa JOCTIMKEHb B3a€EMOJIl NMPH PI3HUX 033X PO3yBacTaTUHY, B TaOJIMIll TOJaHO
HaOLIbII 3HAYYIIE CITiBBITHOLICHHSI.

Jlikapcbki 3aco0u / koMmOiHalii, SKi HE Majy KJIIHIYHO 3HAUYyIIOTO BIUIMBY Ha criBBinHOImeHHs AUC
po3yBacTaTUHy TpPH OJHOYACHOMY 3acTocyBaHHi: anermitazap 0,3 mr 7 muiB; deHodioOpat 67 Mmr
7 muiB 3 pasu Ha 100y; daykonazon 200 mr 11 guiB 1 pa3 Ha no0y; ¢oszammnpenaip 700 mr/
putonaBip 100 mr 8 mHiB 2 pa3u Ha 100y; keTokoHa3on 200 mMr 7 auiB 2 pa3u Ha n00y; pudamIiH
450 mr 7 guiB 1 pa3 Ha 100y; cunimMapul 140 mr 5 nHiB 3 pas3u Ha 100y

Bnnue pozysacmamuny na cynymmui aikapcoki 3acobu

Anmaconicmu eéimaminy K

Ax 1 mogo iHmux iHri6iTOpiB 'MI'-K0A-penykrasu, Ha moyaTKy 3aCTOCYBaHHS JIIKAPCHKOTO 3ac00y
Epoiin® ab0 mpu TMiJBUINEHHI HOTO J03M y MAIli€HTiB, SKi OJHOYACHO 3aCTOCOBYIOTH AHTATOHICTH
Bitaminy K (Hampukian Bapdapus abo 1HIINI KyMapUHOBUN aHTUKOATYJISHT), MOKJIMBE M1BUILICHHS
MDKHapoJHOro HopmaiizoBaHoro cmiBBigHomeHHs (MHC). IlpunuHeHHs 3aCTOCYBaHHS Ipenapary
EBoiin® ab0 3MeHIEHHS HOrO 03U MOXKE npu3Bectr A0 3HwkeHHa MHC. V Takux Bumaakax
OaxaHuii HanexxHuit MmoHiTopuar MHC.

Ilepopanvri konmpayenmueu/eopmonozamicna mepanis (I'37)

OjiHOYACHE 3aCTOCYBaHHS JiKapchKoro 3aco0y Epoiin® Ta mepopanbHUX KOHTPAlENTHBIB HPU3BOIUIO
no migumenHs AUC ertmritectpamiony Ta Hoprectpeny Ha 26 % ta 34 % BignosimHo. Take
MiABUILEHHS CIIiJ] BPaxoBYyBaTH MpW MiA0Opi 103M MepopaibHUX KOHTpauenTusiB. JlaHuX 1110710
(apMaKoOKiHETUKHU TIpenapaTiB y MallieHTiB, sKi OJHOYACHO 3acTOCOBYIOTH Epoiin® Ta I'3T, Hemae,
TOMY HE MOYKHa BUKJIIOYATH MoJAI0HOr0 edexry. OnHak KOMOiHAIIIO0 MIUPOKO 3aCTOCOBYBAIH KiHKaM
y paMKax KJIIHIYHMX JOCJIJDKEHb 1 BOHA IEpeHOCHIIacs 100pe.

Tnwi nikapcoki 3acoou

Jueoxcun

3a JaHUMU CTeiabHUX JOCTIKEeHb, KIIHIYHO 3HAYYIIO! B3a€EMOIIT 13 IUTOKCHHOM HE OYIKYEThCS.
Dys3udosa Kucioma

JlocnipkeHHsT B3aeMOJIT po3yBacTaTHHY 3 (Py3U70BOIO KHCIOTOIO HE MpoBOAWIM. Pu3uk mionarii, y
T.4. 3 pabaomioinizomM, Moxke OyTu 30UIbLICHUI BHACHIJOK CYMYTHBOTO CHCTEMHOTO 3aCTOCYBaHHS
¢by3umoBoi kucmotu 31 cTaTmHamH. MexaHi3m 1i€i  B3aemomii  (papMakoguHaMiuHUNA  abo
¢dapmakokiHeTHUHUN, ab0 1 Te, ¥ iHIIE) MOKKU He 3’sicoBaHui. IloBimomuisnocst mpo pabaomioni3
(30Kpema JesiKi JeTanbHi BUMIAAKHN) Y MAII€HTIB, SKi OTPUMYBAIH 10 KOMOIHAITIIO.



[Mamientam, y SIKHX CHCTEMHE 3aCTOCYBAaHHS (y3UI0BOT KUCIOTH BBAKAETHCS HEOOX1THUM, JIIKYBaHHS
Esoiinom® ciiji NPUNIMHUTH HA Bech TEPMiH JiKyBaHHS (y3MI0BOI0 KHCIOTOIO0. Takox AMB. PO3iN
«Oco0IMBOCTI 3aCTOCYBAHHS.

Jimu

JlocimipkeHHsT B3a€EMOAIl MPOBOAWIM JIMINE 3 ydacTio jgopociux. CTymiHb B3aemonii y IiTei
HEBITOMUH.

Ocoobnusocmi 3acmocy8annsi.

Bnaue na nupku

[IpoTeinypis, SKy BHABICHO Y pe3yibTaTi aHaNi3y 3a TECT-CMYKKaMH Ta sika Oyia MepeBakHO
KaHaJIbLIEBOTO TOXOJKEHHs, cIlocTepiranacs y HAalll€HTiB, $KlI JIKYBJINUCS BUCOKMMH J103aMH
po3yBactatuHy, 30kpema 40 Mr, i y OUIBIIOCTI BUMAAKIB Maja TUMYAcOBUW ab0 mepepuBYACTUI
xapakrep. [IpoTeinypis He Oysa mepeaBiCHUKOM TrocTpoi abo Mporpecyrodoi XBOpoOU HUPOK (IUB.
po3nin «IlobGiuni peakmii»). YacToTa mNOBiIOMIEHb MpPO CEpHO3HI SBHIIA 3 OOKY HHUPOK Y
MMOCTMApPKETUHTOBUX JOCTIUKEHHSAX BHINA NpHU 3acTtocyBaHHI no3u 40 mr. Y maIieHTiB, sKi
NpUEMAIOTh JTIKapChKUi 3aci0 y 1031 40 Mr, B XOIi CHOCTEPEXEHHS CIiJl PEeryJspHO MHepeBipsITH
(GYHKIIIO HUPOK.

Bnaue na ckenemmy myckynamypy

[Topymienns 3 OOKy CKEJIETHOI MYCKYyJIaTypH, HApUKIaA Miairis, MionaTis Ta 3pilka padaoMionis,
CTIOCTEpITarca y MAIi€HTIB, SKi MPUAMAaIN PO3yBaCTaTHH Yy OYyAb-KHX I03aX, OCOOJMBO OiibIie
20 mr. lyxe piko BUMAIKK pabaoMiofi3y BiA3HAYATIUCS IIPU 3aCTOCYBaHHI €3eTUMIOy y KOMOiHAaIIii 3
iridiTopamu  I'MI'-KoA-penykrasu. He MokHa BHKIIOYATH MOJKIMBICTH (hapMaKoIWHAMIYHOT
B3aeMOii (IuB. po3aiin «B3aeMomis 3 iHIIMMU JTIKAPCHKUMU 3aco0aMU Ta 1HII BHJIA B3a€MOJIN»), a
TOMY TaKy KOMOIHAIIIIO CIIi/T 3aCTOCOBYBATH 3 00EPEKHICTIO.

Sk 1 npu 3actocyBanHi iHIMX iHr16iTOpiB ['MI'-K0OA-peaykrasu, yacToTa moBiIOMIIEHb PO BUMAJAKH
pabtomiodizy, OB’ sI3aHOTO 13 3aCTOCYBAHHSM PO3yBAacTaTHHY, Y TOCTMAapKETHHTOBOMY Tiepiofl Oyia
BHIIIOKO TTPpH 1031 40 MT.

Pisenv kpeamunkinazu

PiBenp kpearunkinazu (KK) He ciijg BUMIpOBaTH IMicis 3HAYHMX (DI3MYHMX HABAHTAKEHb a00 IIPH
HAasIBHOCT1 1HIIMX IMOBIpHUX IpuyuH migsuiieHHs KK, 1mo MoXyTe yCKiIagHIOBAaTH 1HTEpIIPETaLio
pesynbratiB. ko mouatkoBi piBHI KK 3Hayno minBuimeni (>5 paziB Bume BMH), mpotsrom
55—/ IHIB HEOOX1IHO 3pOOWTH MOBTOPHUM aHaNi3, 00 MIATBEPAUTH PE3yNbTaTH. SIKIIO pe3yabTaTH
MOBTOPHOTO aHaJi3y MiATBEPKYIOTh, 110 MovaTkoBe 3HaueHHs KK Oinbie HiXk y 5 pa3iB nepeBulye
BMH, 3actocyBaHHs pO3yBacTaTHHY pO3IIOYMHATU HE CIIi.

Ilepeo nouamkom nikysanms

Esoiin®, sk i inmi inri6itopu TMI-KoA-peaykTasu, ciliji 3 06epexkHiCTI0 MPU3HAYaTH TNallicHTaM 3i
CXWJIBHICTIO 10 Mionatii/padaomionizy. /1o ¢pakTopiB TaKOro pU3MKY HaJIEeKaTh:

— MOpYLIEHHS (PYHKIIIT HUPOK;

— TIOTUPEO3;

— HasIBHICTh B 0cOOKMCTOMY a00 pOAMHHOMY aHaMHe31 CIIaJKOBUX 3aXBOPIOBaHb M A31B;

—HasBHICTb B aHaMHe31 MIOTOKCHMYHOCTI Ha TJi 3acTocyBaHHs iHIMX iHTiOiTOpiB ['MI-KoA-
peaykrasu abo ¢idparis;

— 3JIOB)KMBAHHS aJIKOTOJIEM;

— Bik >70 poKiB;

— cUTYaIlil, 1110 MOXKYTb IIPU3BECTH JI0 MiJBUIIEHHS PIBHIB JIKapChKOTO 3aco0y y Iu1a3Mi KpoBi (IUB.
po3ainn «Crmocid 3acTocyBaHHSI Ta 03uU», «B3aeMomis 3 1HIIUMHU JIIKQPCBKUMU 3aco0aMu Ta 1HII
BUJIU B3aeMOIii» 1 «DapMaKOKIHETHKAY);

— CYNyTHE 3acTOoCcyBaHHs (10patiB.

VY Takux Mali€eHTIB TMOB’A3aHUN 13 JIKYBaHHSAM pPH3UK MNOTPIOHO OIIHIOBATH, TOPIBHIOIOYU 3
OYIKYBAaHOI KOPHUCTIO; TaKOXX PEKOMEHIYEThCS KIIHIYHUN MOHITOpUHT. Skmo moyaTtkoBi piBHI KK
3HAa4YHO MiJBuUIIeHI (>5 pasis Bunie BMH), nikyBaHHs po3nounHaTy HE CIiJl.

YV nepioo nixyeanns

[NamieHTiB CHiJl TOMPOCUTH HETAWHO MOBIAOMISATH MPO M S30BUH Oib, crnabKicTe abo cyaoMu
HEBIJIOMOI €T10JIOT1i, 0COOIMBO SKIIIO BOHU CYIPOBOKYIOTHCS HE3Ty>KaHHSAM a00 rapsiukoro. Y Takux
naiieHTiB notpiobHo BuMipioBaTH piBHI KK. 3actocyBanHs nikapchkoro 3acoOy cCiliJi NPUIHHUTH,



skmio piBHi KK 3HauHo minBuiieHi (>5 pasiB Bume BMH) abo sxmo cuMnromu 3 00Ky M’s31B TSIKKI
Ta CHPHYUHSIOTH IMOAeHHUN nuckomdopt (HaBiTh skmo piBHI KK <5 BMH). V pa3i 3HUKHEHHS
cuMNTOMiB Ta moBepHeHHs piBHA KK 10 HOpMH MOXHa MOHOBUTH TEpalilo JIKapChKUM 3ac000M
EBoiin® a6o anbTepHaTMBHMM iHTiGiTOpoM I'MI-KOA-penykTasum y HaiiMeHIIii 1031 Ta i
perenbHUM HarisaoM. PeryssipHo mepeBipsaTH piBHI KK y acHMOTOMHHMX MallieHTIB HeMae moTpedu.
Jlyxe piako MOBIZOMIBUIM MPO BUIAIKH IMYHOOTIOCEPEIKOBAaHOI HekpoTuiyrouoi miomnatii (IOHM)
mig yac abo Mmicis Teparii CTaTHHAMH, B TOMY 4ucii po3yBactatuHoM. Kiiniyaumu nposisamu IOHM
€ CaOKICTh NMPOKCHMAIBLHUX M’S31B Ta IIJIBUIIECHHS PIiBHSA KPEaTHMHKIHA3W y CHPOBATII KPOBI, IO
30epiraeThCcsi HABITH MICIIS MPUITMHEHHS 3aCTOCYBAaHHS CTaTHHIB.

VY KIIHIYHHX JOCT/DKEHHAX He Oylo OTPHUMAaHO [0Ka3iB MiJIBUIICHOTO BIUIMBY Ha CKEJIETHY
MYCKYJIaTypy y HEBEJIHMKOi KUIBKOCTI IMAI€HTIB, SKi MPUAMaId PO3yBacTaTHH Ta CYITYTHI JIIKApChKi
3aco0u. OHaK MiABUIICHHS YaCTOTH MIO3MUTY Ta MiONaTii Bil3HAYaNoCs y MAI€HTIB, SKI MpUAMaIIN
iHmi iHTi6iTopn 'MI'-KoA-penykrasu pazoMm 13 moxigHUMU (GiOpO€BOi KHUCIOTH, B TOMY YHCIHI
reM$iOpo3nIOM, IUKIOCIIOPUHOM, HIKOTHHOBOIO KHCJIOTOIO, a30JIbHUMH MPOTUTPUOKOBUMHU
npenaparamu, iHTiOITOpaMHu TPOTea3w Ta MAaKpOJIIAHUMHU aHTHOIOTHKaMH. ['eMdiOpo3ui miaBuIIye
PHU3UK MiONaTii P CYMMyTHHOMY 3aCTOCYBaHHI 3 nesskumu iHTi0iTopamu ['MI'-KoA-penykrazu. Tomy
3aCTOCOBYBaTH Epoiin® y KoMOiHarii 13 remdpiopo3usaoM He pekoMeHAyeThcs. KopucTs momganbiioi
3MiHM PiBHS JiMiiB PM 3aCTOCYBaHHI Jikapchkoro 3acody Epoiin® y xom6inarii i3 ¢pibparamu abo
HIAlIMHOM TMOTPiOHO pPEeTEeNbHO 3BaKyBaTH MOPIBHAHO 3 MOTCHLIMHUMU PU3UKAMHU, MOB’SI3aHUMH 13
3aCTOCYBaHHAM Takux KomOiHamii. /loza 40 mMr mpoTumnokasaHa Npu CYMyTHBOMY 3aCTOCYBaHHI
¢ibOpatiB (quB. po3aim «B3aemomis 3 IHIIMMHU JIIKAPCHbKUMHU 3ac00aMM Ta 1HINI BUAM B3a€EMOJIIN» Ta
«[1oOiyni peakii»).

Epoiin® He cJifi 3aCTOCOBYBATH OJHOYACHO 3 CHCTEMHMMH JIKapChKUMH 3aco0amu  (y3uaoBoi
KHCJIOTH a00 MpoTAroM 7 MHIB MICIs MPUITMHEHHS JiKyBaHHS (hy3MI0BOIO KHcIoTO0. [lamientam, y
SKHX CHCTEMHE 3aCTOCYBaHHS (Dy3uJ0BOi KHUCIOTH BBa)KA€ThCsl HEOOX1HHUM, JIIKYBaHHsS CTaTHHAMM
CIIiJ] TPUIIMHUATH HA BECh TEPMiH JIiKyBaHHA (Py3um0BOr0 KHciIoTor0. [ToBimomisiiu mpo padaomionis
(y ToMy umcIi JeKijbKa JeTalbHUX BHIAJKIB) Yy MAIliEHTIB, IKi OTPUMYBAIN KOMOiHaII0 (y3u10BOT
KHCIIOTH Ta CTaTHHIB (IuB. po3ain «B3aemopis 3 1HIIMMHU JIIKQPCHKUMH 3ac00aMH Ta IHII BUIA
B3aeMoJIiii»). [lamienTam ciiag MOpajuTH HEralHO 3BEPHYTHCS MO MEAMYHY JONOMOTY, SIKIIO BOHHU
BIIUYyBaIOTh OY/b-5IKI CUMIITOMH M S130BOi C1abKoCTi, 60110 a00 XBOpOOIMBOI UyTIMBOCTI. Teparrito
CTaTHHAMM MO>KHA [TOBTOPHO TIOHOBUTH 4epe3 CiM JHIB MicCs OCTaHHbOI 03U (Py3U70BOI KUCIOTH. Y
BUHSTKOBHX BHIIQ/IKaX, KO HEOOXiTHE MPOJIOHTOBaHE CUCTEMHE 3aCTOCYBaHHS (Py3UI0BOT KHCIOTH,
HampuKIan, JUIsl JIKyBaHHS TKKUX 1HQEKIid, HeoOXiAHICTh OJHOYACHOTO 3aCTOCYBAaHHS
po3yBacTaTuHy Ta (y3uJ0BOi KHCIOTH IMOBHHHA PO3TISAATUCS TITBKH B KOXXHOMY KOHKPETHOMY
BUMAJIKY 1 MiJ peTeIbHUM MEAUYHUM HarJIsi10M.

EBoiin® He i 3aCTOCOBYBAaTH MAIi€HTaM i3 TOCTPUMH, CEpHO3HMMH CTaHAMH, LIO CBig4aTh IIPO
Miomnatio abo MOXKJIUBICTh PO3BUTKY HMPKOBOI HEIOCTATHOCTI BHACTIOK padaoMioni3y (Takux sK
Cerncuc, TIMOTEH31s, 3HayHe XIpypriuHe BTpPYy4YaHHsS, TpaBMa, TSDKKI MeTaOoNiuHI, €HJOKPHUHHI Ta
€JIEKTPOJIITHI PO371aJ1 a00 HEKOHTPOJIbOBAHI CYJIOMH).

Bnaue na neuinky

Sk i inmi inri6itopu TMI'-KoA-penykrasu, EBoiin® ciii 3 06epexkHiCcTIO 3aCTOCOBYBAaTH TaI[i€HTaM,
SIK1 3JIOB)KMBAIOTh AJIKOTOJIEM Ta/ab0 MalOTh B aHAMHE31 3aXBOPIOBAHHS MTEYiHKH.

PexomeH10BaHO mepeBipATH 010XiMiUHI MOKa3HUKH (PYHKIIT MEUYIHKU Mepes MOoYaTKOM JIIKYBaHHS Ta
yepe3 3 micsli MOTOMy. 3acTOoCyBaHHs JiKapchkoro 3aco0y Esoin® ciin npunueuti a60 3MEHIIHTH
7103y, SIKIIO piBEHb TpaHCaMiHa3 y CHUpPOBATL KPOBI OUIbIIE HIXXK BTPHUI MEPEBUIIYE BEPXHIO MEXKY
HopMHU. YacToTa MOBIJOMJIEHb MPO CEpHO3HI SBUIIA 3 OOKY ME4YiHKH (MepeBa)KHO MPO IiJBULICHHS
piBHS TpaHCaMiHa3 MEYIHKH) y MOCTpeecTpaliifHuii nepioq Oyia OUIBIIOI HpU 3aCTOCYBAaHHI 103U
40 wmr.

VY maiieHTiB i3 BTOPUHHOIO TiMEPX0JIECTEPUHEMIEI0, 3yMOBIIEHOIO TIIOTUPEO30M ab0 HEePOTHUYHUM
CHUH/IPOMOM, CJiJi CIOYaTKy BHJIIKYBaTH OCHOBHY XBOpoOy, Mepul HDK PO3MOYMHATH TEPAIiio
TKapChKUM 3aC000M EBoiig®.

Pacosa nanexcnicmo

JlocnipkeHHs: apMaKOKIHETHKH CB1T4aTh PO 3pOCTAHHS €KCIO3ULIT y MaIl€HTIB MOHT'OJIOITHOT pacu
NpUOIM3HO BJBIYl MOPIBHSHO 3 €BporeoigamMu (IuB. po3aumd «Crocid 3acTocyBaHHSA Ta J03MY,
«IIpotunokazanus» Ta «@apMaKOKiHETHKAY).



Ineibimopu npomeasu

[linBumiena cucTeMHa EKCIO3UIliA PpPO3yBaCTaTUHY CIOCTepirajgacs B OCi0, SKI 3aCTOCOBYBAJH
pPO3YBacCTaTWH CYMYTHBO 13 PI3HUMH 1HTIOITOpaMH MpOTeasd y MOe€IHaHHI 3 puToHaBipoM. Crin
0OMipKyBaTH SIK KOPHCTh BiJl 3HIKEHHs PiBHSA JIIiiB 32 JJOIIOMOTOI0 JiKapchkoro 3acoby Esoiin® y
narienTiB 13 BUI, siki oTpuMytoTh 1HTi0ITOpH MPOTEa3H, TaK 1 MOKIUBICTD ITiIBUIICHHS KOHIICHTPALli{
pO3yBaCTaTHHY y IIa3Mi KpOBi HA MOYATKy Tepamii Ta NP MiJABHIIEHHI 1031 EBoiiny® y mauieHTiB,
SIKi OTPUMYIOTH 1HTi0iTOpHU MpoTteazu. OTHOYACHE 3aCTOCYBaHHS Mpemnapary 3 iHTi0iTopaMu MmpoTeasu
He PEKOMEHJYEThCs, SKIO 103a EBoiiny® He ckopurosana (aus. posiin «Croci6 3acTocyBaHHsS Ta
no3m» 1 «B3aemo/tis 3 IHITUMU JIIKAPCHKUMH 3aC00aMHU Ta 1HII BHIU B3aEMOIII).

Henepenocumicmuv naxmosu

[TamieHTamM 13 PIAKICHUMH CHAJAKOBUMH TpoOJeMaMy HEMEPEHOCUMOCTI TajJaKTO3H, TSHKKUM
nedinuToM JakTazd abo TIIFOKO30-TaTaKTO3HOW ManbhaOCOpOIier0 HE CIiJ 3aCTOCOBYBaTH IIei
npemnapar.

SIKmio y marfieHTa BCTaHOBJICHA HETIEPEHOCHMICTh JISSKUX IIyKpiB, HEOOX1HO MPOKOHCYIbTYBATHUCS 3
JiKapeM, MepIl HiK MpURMaTH el JTiKapCchKui 3acio.

Inmepcmuyianvha xeopoba nezens

[Tin gac 3acTocyBaHHS JESKUX CTaTHHIB, OCOOIMBO IpU TPUBAIOMY JIIKYBaHHI, MOBIJOMIISAIIOCS MPO
BUHSTKOBI BUIIAJIKA IHTEPCTUIIAIbHOT XBOpoOU nereHs (auB. po3nin «I[lobiuni peakuii»). 1o mposisis
i€l XBOpOOU MOXHA BITHECTH 3aJMILIKY, HEMPOAYKTUBHUI Kalllelb Ta 3arajbHE MOTIPLICHHS CTaHy
(CTOMITFOBAHICTh, 3HW)KCHHSI MAacH Tijla Ta Trapsdka). Y pasi MiJo3pH Ha IHTEPCTUIIATBHY XBOPOOY
JIETeHb 3aCTOCYBAHHS CTATHHIB CJiJl IPUITUHUTH.

L{yxposuiti oiabem

Jlesiki ¢dakTu cBimyaTh, 110 CTATUHU MIJBUIIYIOTH PIBEHb TJIIOKO3M B KPOBI Ta y JAESIKUX MAIl€HTIB,
SKHUM 3arpoXXy€ BHCOKHH PHU3WK PpO3BUTKY JHiabeTy B MalOyTHbOMY, MOXYTh CIPHYUHITH
TIIEeprIIiKeMII0 TaKoro pPiBHS, 3a SKOTO HEOOXigHE HaJeKHE JIIKyBaHHS IykpoBoro paiabery. Lo
3arpo3y, OJHaK, MEPEBUIIYE 3HWKCHHS PU3UKY CYAMHHUX MOPYIIEHb IPU 3aCTOCYBaHHI CTAaTHHIB, 1
TOMY BOHAa He Mae OyTH MiACTAaBOIO AJsl MPUIMHEHHS Teparii CTaTMHAMHU. 3a Malli€eHTaMH TPYIH
pm3uKy (piBeHb TIIOKO3M Hatme 5,6-6,0 Mmons/m, IMT >30 xr/m?, migBuuieHWi piBeHb
TPUTINIICPUIIB, apTepiaibHa TIMEPTEH3is) CJIiJI BCTAHOBUTH SK KIHIYHHHK, TaKk 1 Ol0XIMIYHUHA
KOHTPOJIb 3T1/IHO 13 HallIOHAJTbHUMHU KEPIBHUIITBAMH.

VY nocnimpxenni JUPITER 3apeectpoBana 3araigbHa yacToTa IIyKpoOBOro niabery craHouia 2,8 % y
rpyni npuiioMy po3yBacTaTMHY Ta 2,3 % — y rpymni Iuianebo, mepeBakHO Yy HAI[iEHTIB 13 PIBHEM
IJIFOKO3M HATIIE BiJ 5,6 10 6,9 MMOJIIB/II.

Jlimu

Ouinka niHiiHOTO pocty (3pict), Macu Tina, IMT (iHaekcy MacH Tija) Ta BTOPUHHHMX XapaKTEpUCTHK
CTaTeBOro J03piBaHHs 3a TaHHepoM y aiTel BikoM Bin 6 g0 17 pokiB, siki mpuiiMaiy po3yBacTaTHH,
oOMexkeHa mepioloM TpHuBalicTi0 2 poku. Ilicis 2 pokiB AOCHIIKYBAaHOTO JIKYBAaHHS OJHOIO
BIUIUBY Ha picT, macy Tina, IMT abGo crareBe mo3piBaHHA BHUSABJICHO HE OyJo (IWB. PO3ALT
«DapmMaKoIMHAMIKAY).

VY KIIIHIYHOMY JOCII/DKEHH1 y AITel Ta MIITKIB, SIK1 IpUiMaIl po3yBacTaTHH MPOTArOM 52 THXKHIB,
nigsumeHHs piBHs KK > 10 pazis Bume BMH Ta cumnTomu 3 60ky M’s3iB micis (hi3MYHOTO
HaBaHTa)XeHHs a00 MiABUILEHOT (P13UYHOI aKTUBHOCTI CIIOCTEPIraIkcs YacTille MOPIBHAHO 3 TAKUMHU Y
nopociux (auB. po3ain «I1o0iuHI peakiiin).

Le#t mikapcekuid 3aci® MicTUTh MomomixkHi pedoBuHH TaptpasuH (E 102) Ta »xoetmii 3axing FCF
(E 110), o10 Moxe CIpUYMHSATH AJNEPTivHi peaKilii.

3acmocysanns y nepiod sacimuocmi abo 200y8anHs 2pyooro.

Esoiin® npotunokasanuil y nepio BariTHoCTi ab0 ToyBaHHS IPYJLIIO.

JXiHKM penpoayKTHBHOTO BiKY MOBMHHI BUKOPUCTOBYBATH HAJIEXKHI 3acO0M KOHTpALEIIii.

OCKUIBKM XOJIECTEpUH Ta 1HII TPOAYKTH OIOCHHTE3Y XOJIECTEPHUHY BIAITPalOTh ICTOTHY pOJb Y
PO3BHUTKY IJI0Ja, MOTEHIIMHUN pusuk Bij npurHiueHHs ['MI-KoA-penykrasu nepeBuIlye KOPUCTb
BiJl 3aCTOCYBaHHS JIIKapChbKOTO 3acoOy y mepioj BariTHOCTi. JlaHl AociikKeHb Ha TBapuUHAX LIOJ0
TOKCUYHOT'O BIUIMBY Ha PENpOIYKTUBHY (YHKII0 OOMekeHi. SIKIo MalieHTKa 3aBariTHie€ y Mepioj
3aCTOCYBAHHS L[bOTO JIIKAPCHKOI0 3aC00Y, JIIKYBAHHS CJ1/1 HEralfHO MPUMTUHUTH.

Po3yBacTaTuH NMpoOHUKA€E y MOJOKO HIypiB. J[aHUX I1110J10 TIPOHUKHEHHS JIIKapChKOTO 3ac00y y Tpy/aHe



MOJIOKO JIFOIMHU HeMae (AuB. po3aul «IIpoTumokazanus»).

30amuicms enausamu Ha WEUOKICMb pearkyii npu KepysauHi A8MOMPAHCNOPMOM ab0 IHWUMU
MexanizMamu.

JlocmijpkeHHs BIUIMBY JiKapchkoro 3aco0y Epoiin® Ha 31aTHiCTH KepyBaTH aBTOMOOineM Ta
NpaLoBaTH 3 IHOIMMHA MeXaHi3MaMu He mnpoBoawiau. OnHak, 3 orsiny Ha (apMakoAMHAMIYHI
BIACTHBOCTI JiKapChKOro 3aco0y, ManoiiMoBipHo, mo Epoiin® BrmmuBaTuMe Ha Taky 37aTHicTb. Ilpu
KepyBaHHI aBTOTPaHCIOPTOM abo poOOTI 3 IHIMIMMH MEXaHi3MaMH CJiJ BPaXOBYBAaTH MOKJIHUBICTh
3alaMoOpOYEHHs Y Mepioj JIKyBaHHS.

Cnocio 3aCmMOoCy6anns ma oo3u.

Ilepen mouaTkoM JIiKyBaHHs HAL€HTY CIIiJ OPU3HAYUTU CTAHAAPTHY TiNOXOJECTEPUHEMIUHY MI€TY,
SKOi BiH TMOBMHEH JOTPUMYBATHCS 1 MPOTATOM JiKyBaHHsA. J03y ciij migOupaTtd iHAWBITYaJIbHO,
3aJIeKHO Bl METH Teparlii Ta BIANOBIAI MALI€HTA HA JIIKYBaHHS, 3r1IHO 3 PEKOMEHIALIAMU TOTOYHUX
3arajibHONPUUHATUX KEPIBHULITB.

Jlikapchkuit 3aci6 Eoiin® MoxkHa mpuitMaTy y Oyab-aK1ii yac AHs, He3aIeKHO Bifl IPUHOMY Ki.
Jlikyeanns cinepxonecmepunemii

PexomeHngoBana mouyaTkoBa Jj03a cTaHOBUTH 5 abo 10 Mr mepopaibHO OAMH pa3 Ha A00y sK s
MAIIEHTIB, SKi paHilIe HEe 3aCTOCOBYBAJIM CTATHHH, TaK 1 JUIS TIEPEBEICHUX Ha Iperapar 3 MpHioMy
inmoro iuridiropa 'MI-KoA-penykrazu. [Ipu BuOOpi mouaTKoBOI 103U CIiJl BpaXxOBYBaTH pPiBHI
XOJECTEpUHY B KOXXHOTO OKPEMOro TaIli€eHTa Ta PU3HK CEPIEBO-CYJUHHUX TOPYIIEHb Y
MaiOyTHROMY, a TaKOXX IMOBIPHICTh PO3BUTKY HeOakaHUX peakmiii. Y pa3l HeoOXigHOCTI
iABHUIYBATH 103y IO HACTYITHOTO PiBHS MOKHA uepe3 4 TxkHi (quB. po3ain «DapmakoguHaMikay). 3
OMJIALy Ha Te, 10 Ha Tl 3acTocyBaHHA npenapaTy B 1031 40 mr HebakaHl peakiii BUHUKAIOTh
YacTimie, HiK MpU MEHIIUX 103ax (auB. po3ain «IlobiuHi peakuii»), OCTaATOYHO TUTPYBATH 03y 1O
MaKkCUMaibHOI 1031 40 MI BapTO JMILIE HAIiEHTaM 13 TSHKKOIO TIEpXOJIECTEPUHEMIEI0 Ta BUCOKUM
PHU3UKOM CEpIEBO-CYJAHMHHUX MOPYIICHb (30KpeMa XBOPHM i3 CIMEHHOIO TiMepXOJIeCTEPUHEMIEI0), Y
SKUX HE BAAJIOCS TOCSITTH METH JIKYBaHHS MpHU 3acTocyBaHHI 103U 20 MT 1 AKi nepedyBaTUMYTh IiJ
peryisipHuM  HarisgoMm (muB. po3ain  «OcoOMBOCTI 3acTocyBaHHs»). Ha mowarky mpuiiomy
npenapaty y 1031 40 Mr peKkOMEeHI0BaHUI1 HATJISIT CIIEIIaliCTiB.

3anobicannsa nopyweHnuam 3 60Ky cepyeso-cyOuHHoI cucmemu

VY AocnipKeHH1 3HWKEHHS PU3UKY MOpPYIIEHb 3 OOKY CeplieBO-CYAMHHOI CHUCTEMHM JIIKApChbKUI 3acid
3acTOCOBYBaH y 71031 20 Mr Ha 7100y (auB. po3ain «PapmMakoarMHAMIKAY).

Iayienmu nimnvo2o 6iKy

PexomenpoBana mouaTkoBa J103a Il TAali€HTIB BIKOM >70 pOKIB CTaHOBHTH 5 Mr (AMB. PO3ALT
«OcobmMBOCTI 3aCTOCYBaHH»). [HIIIAa KOPEKIIis 103U 3 OISy HA BiK HE MOTpiOHA.

Tayienmu i3 Hupxo8oio HedocmamHicmio

[Tamientam i3 1erkuMu ab0 MOMIPHUMHU MOPYLIEHHAMHU (YHKIIT HUPOK KOPEKI[is 1031 HE OTpiOHAa.
PekoMennoBaHa moyaTkoBa J03a A MAlLl€HTIB 13 MOMIPHUMH MOPYIIEHHSMHU (QYHKIII HUPOK
(knmipeHc kpeaTtuHiHy <60 Mi/xB) craHoBuTh 5 Mr. Jlo3za 40 Mr mpoTumoka3zaHa MalieHTaM i3
IIOMipHUMH HOPYIIEHHAMHU (yHKIIIi HUPOK. 3aCTOCYBaHHS JiKapchkoro 3aco0y Epoiin® mamientam i3
TSOKKUMH  TIOPYIIEHHSAMHM (QYHKLIT HMPOK MPOTHIIOKA3aHO Yy OyIb-IKUX J03ax (AMB. PO3ALIH
«[Iporunokazanss» Ta «PapMaKOKIHETUKAY).

Tayieumu i3 nopywennamu yHxyii nevinxku

VY naiieHTiB 13 MOpymeHHAMH (QYHKIIT MEYiHKY, IO OLiHIOBaNIMCS y 7 ab0 MeHuIe OaliB 3a IIKaJIOo0
Yaiinna—I1’10, miABUIIEHHS CUCTEMHOT €KCIIO3UIIiT po3yBacTaTUHY He criocTepiraiocs. OaHak B ocib i3
nopyueHHsMu y 8 Ta 9 6aniB 3a mkanow Yainga—I1'to cuctemHa ekcro3uiist 3poctaia (AUB. poO3/ia
«DapMaKkoKiHEeTHKa»). Y TakuX TMAIli€HTIB JOIMIUIBHOI € OliHKa (YHKIII HUPOK (IUB. PO3ALT
«OcobarBOCTI 3acTocyBaHHs»). JIOCBiA 3acTOCYBaHHS JTIKapChKOTrO 3aco0y MalieHTam, siki Habpanu
6inbme 9 GanmiB 3a mkanoro Yaitnga-I1'to, Bigcyrwiit. Eoiin® mnporumokaszanuii mamieHTam 3
AKTHBHUMH 3aXBOPIOBAHHSIMHU MMEYiHKHU (IHB. po31aii «[IpoTumoka3anHsm»).

Pacosa nanesxcnicmo

VY marieHTiB MOHTOJIOITHOT pacH CriocTepiranacs MiBUIIEHA CUCTEMHA €KCIO3UIlisS MmpernapaTy (1IuB.
posmimu  «[Iporunokazanss»,  «OCOOMMBOCTI  3acTOoCyBaHHSA» Ta  «DapMaKOKIHETHKA).
PexomenaoBana modaTtkoBa j03a JUIsl TAIIEHTIB MOHTOJOIAHOI pacu CTaHOBHUTH 5 MT; jo3a 40 mr
TaKUM Mali€HTaM IpOTUIIOKa3aHa.



I'enemuynuii nonimopgizm

[leBHI THUNM TEHETHMYHOTO MOJIMOP(}I3MY MOXYTh TPHU3BOAUTH [0 MiJBUIIEHHS EKCIO3MIIii
po3yBactatuHy (auB. po3ain «DapmakokineTukay). [lamieHTam i3 BiZIOMOIO HASBHICTIO TaKMX THIIIB
noniMopdizMy peKOMEHIYEThCS 3aCTOCOBYBATH MEHIIY 1060BY 703y JliKapchkoro 3acody Epoitn®.
Tayienmu 3i cxunvHicmio 00 po36uUmKy mionamii

PexomenoBana movyaTkoBa J103a JUId MAIi€HTIB 13 (akTopaMHu PU3UKY PO3BHTKY MiomNaTii CTAHOBUTH
5 mr (auB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHSY).

Jlo3a 40 Mr mpoTuIoKka3aHa JACSIKHM i3 TaKUX MaIlieHTiB (IuB. po3aia «[IpoTHmokazaHHs»).

Cynymue 3acmocysamnmsi

PosyBacratun € cyoctparom pizHux TpancnoptHux OunkiB (Hanpukiaag OATP1BI1 ta BCRP). Pusux
MiomnaTii (B TOMy 4HCli pabmoMioNizy) 3pocTae HpU OJHOYACHOMY 3acTocyBaHHi EBoiiny®i3 neBHUMU
JIKapChbKUMHU 3ac00aMHM, 110 MOXYTh MiABUIIYBaTH KOHIIEHTPAIlI0 PO3YBACTaTUHY Y IIa3Mi KpOBi
BHACJIIOK B3a€MOJI 3 IIMMH TPAHCIOPTHUMHU OUTKaMU (HANPUKIIA] HUKIOCIIOPHHOM Ta TEBHUMH
1HT101TOpaMH MPOTEa3r, B TOMY YUCII KOMOIHAIIIMH PUTOHABIPY 3 aTa3aHaBipOM, JIOMHABIPOM Ta/abo
TUINPAHABIpOM; IUB. po3ainu «OcoOnMBOCTI 3acToCyBaHHs» 1 «B3aemoxiss 3 1HIIUMH JIIKAPCHKUMHU
3acobamMM Ta 1HINI BUOU B3aemMoJii»). Ilo MOXIMBOCTI, CHiJl PO3MJISIHYTH 3aCTOCYBaHHS
AIbTEPHATHBHUX JIKApChKUX 3aco0iB Ta y pa3i HEOOXIHOCTI THMYAacOBO IE€pEpBATH Tepariro
JIKapChbKUM 3aC000M Egoiin®. ko CYIYTHBOT'O 3aCTOCYBAHHS LIUX JIIKAPCHKUX 3aC001B 13 Egoiitom®
VHUKHYTH HEMOXXIIUBO, CIIiJ] PETEIbHO 3BAXHTH KOPUCTh Ta PHU3HK BHACIIJIOK CYIYTHBOTO
3aCTOCYBAaHHS Ta BIiJAMOBIZHMM YMHOM BiJIKOpEryBaTH 03y mnpenapaty Esoitn® (muB. po3min
«B3aemois 3 IHIIMMH JIIKAPCHKUMH 3ac00aMK Ta 1HII BN B3aEMOJIII).

Jimu.

3acTocyBaHHSA JIKapChKOro 3acO0y MITSAM Ma€ MPOBOJUTH JIUIIIE CIEI[IATICT.

JliTv Ta miuTiTKY BikOM Bia 6 10 17 pokiB (ctamis Tanuepa <II-V).

I'eTepo3uroTHa ciMeliHa rinepxojaecTepuHeMis

3BuvaifHa ModYaTkoBa J000Ba J03a M JITEH Ta MIIITKIB 13 TETEPO3UTOTHOK CIMEHHOIO
rinepxoJeCTepUHEMIEI0 CTAHOBUTH 5 MI Ha J100Y.

. 3BuyaitHa g03a Ui AiTed BIKOM Bim 6 10 9 pOKIB 13 TeTEpPO3UTOTHOIO CIMEMHOIO
rinepxoyieCTepUHEMI€I0 CTAaHOBUTH Bifl 5 Mr 1o 10 Mr mepopaibHO OJUH pa3 Ha 100y. besmeky Ta
e(eKTUBHICTh 3aCTOCYBAHHS JIKapChbKOTO 3acoly y npo3ax Outpmie 10 mr y wmid nomymsmii He
JOCTIIKYBAIH.

. 3BuyaitHa go3a s gitedl Bikom Big 10 mo 17 pokiB i3 TreTEepO3UTOTHOK CiIMEHWHOIO
rinepxoyieCTepUHEMIEI0 CTAHOBUTH Bifl 5 Mr 1o 20 Mr mepopajibHO OJUH pa3 Ha 100y. be3meky Ta
e(eKTUBHICTh 3aCTOCYBAHHS JIKAapChbKOTO 3aco0y B Jo3ax Outpmie 20 Mr y umid nomynsmii He
JOCTIIKYBAIH.

[linBumyBat 103y CIHiJ BIAMOBIAHO 70 IHAMBIAYaJdbHOI BIAMOBIAI JAUTHHU Ha JIIKyBaHHS Ta
MEPEHOCUMOCT] Tpenapary, AOTPUMYIOUUCh PEKOMEHJAIlN LI0J0 JIKyBaHHS JiTed (IUB. PO3ZILT
«OcobmuBOCTI 3acTocyBaHHA»). [lepen moyatkoM Tepamii po3yBacTaTUHOM JAITSIM Ta MiJUTITKaM CIiJl
MPU3HAYUTH CTAHJAPTHY TiMOXOJIECTEPUHEMIUHY MI€Ty, AKOi MAIli€eHTH MAaloTh JOTPUMYBATHCS 1
MPOTATOM JIIKYBaHHS.

I'oMo3uroTHA ciMeiHa TinepXoecTepuHeMis

PexomenoBana MakcuMalnbHa 7032 IS JiTeH BIKOM Big 6 10 17 pOKiB 13 TOMO3UTOTHOIO CIMEHHOIO
rinepxoyieCTepuHEMi€l0 CTaHOBUTH 20 MI' OJTUH pa3 Ha /100y.

PexoMenoBaHa mouyaTkoBa /1032 CTAaHOBUTH BiA 5 Mr 1o 10 Mr oguH pa3 Ha 100y 3aJ€KHO BiJ BIKY,
MacH Tijlla Ta MONEPeIHbOr0 3aCTOCYBaHHs cTaTUHIB. [ligBUIyBaTH 10 MakcuMaibHOI 103U 20 MT
ONMWH pa3 Ha J00y CiiJ BIAMOBIAHO 10 IHAWBIAYyaJbHOI BIATOBIAI TWTHHUA Ha JIKyBaHHSI Ta
MIEPEHOCUMOCT] Tpenapary, AOTPUMYIOUUCh PEKOMEHJAIN MI0J0 JIKyBaHHS MiTed (IUB. PO3ILT
«OcobmuBOCTI 3acTOoCcyBaHHA»). [lepen mouaTkoM Teparii po3yBacTaTUHOM JAITSAM Ta MiAJITKaM CIij
MPU3HAYUTH CTAHJAPTHY TIMOXOJIECTEPUHEMIYHY MI€Ty, SKOi TMAI[iEHTH MAaloTh JOTPUMYBATHCS i
MPOTATOM JIKYBaHHS.

JlocBiza JikyBaHHs 1€l momynsuii y o3ax Outbiie 20 Mr oOMexeHuil.

Tabnetku no 40 Mr He 3aCTOCOBYBATH JIITSM.

JliTu BikoMm J10 6 pokiB




besneky Ta e(eKTUBHICTh 3aCTOCYBaHHS JIKAapChKOTrO 3aco0y AIiTSM BIKOM 10 6 POKiB HE BHBYAIIH.
Taxum unnom, EBoiin® He PEKOMEHTYEThCS 3aCTOCOBYBATH JITSAM BIKOM JI0 6 POKIiB.

Ilepeoo3ysanns.

Crnenudiunoro NiKyBaHHS Iepeno3yBaHHS Hemae. Y pasi mepeno3yBaHHs MaIlieHTa CIiA JIKyBaTH
CUMIITOMATUYHO Ta y pa3i HEOOXIMHOCTI BXKUTH MIATPpUMYIOUUX 3axomiB. [IoTpiOHO KOHTpOJIIOBATH
¢ynkuii nevinku Ta piBHi KK. EdexkTuBHicTh remopianizy ManoiiMoBipHa.

I06iuni peakuii.

Hebaxani sBuIa, 10 BiJ3HAYAIOTHCA IPH 3aCTOCYBAaHHI pPO3yBacTaTHHY, 3a3BUYail JIETKI Ta
THMYacOBI.

VY Ttabauni 3 npencraBieHui npodine HeOaKaHUX Peakiliii Ha po3yBacCTaTHH 3a JaHUMH KIIHIYHHX
JOCIIIJDKEHb Ta BEJIUKOrOo JOCBiAy TOCTpeecTpaliiHoro 3acrocyBaHHs. HeOaxkani peakirii
KJacu(ikoBaHi 3a YaCTOTOIO Ta CUCTEMHO-OPTaHHUMH KJIacaMH.

3a yacTtoToro HebakaHi peakilii po3noaiieHi TakuM YuHoM: vacTti (>1/100 ta <1/10), neuacti (>1/1000
ta <1/100), pigki (=1/10000 Ta <1/1000), nyxe pigki (<1/10 000), yacrora HeBimOMa (HEMOXKIUBO
OIIIHUTH 32 HassBHUMHU JaHUMHU ).

Tabnuns 3
Hebaxani peakii 3a JTaHUMHU KIIHIYHUX JOCHTIHKEHb Ta JOCBITY
MOCTPEECTPAIIITHOTO 3aCTOCYBAHHS
CucreMHo- Yacri Heuacrti Pinxi Hyxe piaxi Yacrora
OpraHHUH KJ1ac HEBigOMA
3 boky Kkposi ma Tpombornuto-
Aimgpamuunoi TeHis
cucmemu
3  6oky imynHOI Peakmii
cucmemu rinepuyTiu-
BOCTI, B TOMY
YUCI1
aHT10HEBPO-
TUIHUN
HaOpsIK
Enooxpunni Hykposuit
po3naou niadet!
Icuxiuni posnaou Henpecis
3 6oky muepsosoi|lonoBHMIA [TonineBpo-  |Ilepudepuuna
cucmemu O1J1b, maTtisi, BTpaTa|HeBpoIaTis,
3arnamMopo- nam’sTi po3namu  CHyY
YEHHS (B ToMy umcii
0e3CoHHS Ta
HIYHI
KOILLIMapH)
3 oboxy opeanis Kamens,
OUXamHs,  2pyoHoi 3aTUTIIKA
KAImKU ma
cepe0oCmiHHsL
3 6oky wyHkoso-|3amnop, [Tankpearur Hiapes
KUUKOBO20 HYJOTA,
mpaxkmy abaomiHaIb-
HUM O1Th




3 00Ky ITigsumenus |JKoBrsaHuUIA,
eenamooiniapHoi piBHS TeIaTuT
cucmemu MEe41HKOBUX
TpaHcaMiHa3
3 6oky wkipu ma CaepOixk, Cunnpom
RIOWKIPHOT BHUCHII, CriBeHca—
KJLIMKOBUHU KpOIMB’ THKA JxoHcoHa
3 6oky ckenemnoi | Mianris Miomnaris  (B| ApTpainris [Topymmenns 3
MycKyiamypu — ma TOMY  YHCII OOKy
CNONYYHOT MiO3UT), CYXOKHJIb,
MKAHUHU pabmomionis, 1HKOJIN
BOBYAKO- YCKJIQAHEH1
noiOHMHA pO3pUBaMHU,
CUHJIPOM, iMyHOOTIOCE-
pO3pUB M’ 5I31B penkoBaHa
HEKPOTHU3YIO-
Ya Mionaris
3 6oky Hupox ma I'emarypis
Ceyo8UOINLHOT
cucmemu
3 00Ky I'iHekomacris
PeNnpoOyKmMuHoi
cucmemu ma

MOJIOYHUX 34103

3acanvui  posnaou | ActeHis Habpsix
ma cmaH Micys
66€0€HHS

! Yacrora 3anexuts Big HasBHOCTI (hakTOpiB pU3MKY (piBeHb IIIFOKO3U HATIIE >5,6 MMonb/1, IMT >30 kr/m?,
IiIBUIIICH] PiBHI TPUTITIIEPU/IiB, apTepialibHa TiepTEeH3id B aHaMHe31).

Sk 1 mpu 3acTocyBaHHI iHIUX iHri6iTopiB I'MI'-KoA-penykrasu, yacrora HeOakaHUX peaklid Mae
TEH/ICHITIIO 3aJIeKATH BiJ] TO3H.

Bnaue na nupku

[Iporeinypis, sIKy BUSABIEHO y pe3yJbTaTl aHali3y 3a TECT-CMY)KKaMHM Ta sKa Oyja NepeBakHO
KaHaJIbLIEBOTO MOXOJUKEHHS, CIOCTepiragacs y Malli€HTiB, sIKi 3aCTOCOBYBAJM PO3yBACTaTHH. 3MiHU
BMICTy OUIKa y cedi BiJ Hyjis a0o CHiAiB 10 3HauY€HHs «++» abo Ouiblie crnoctepiranucs B <1 %
MAI€HTIB NEPIOIMYHO B X011 3aCTOCYBaHHs npemnapaty B 103ax 10 ta 20 mr 1 y npubnuzso 3 % — npu
1031 40 mr. Heenuke 30UTbIIEHHS YaCTOTH 3MIHM BMICTY OUIKa BiJ HYJSl @00 CIIIJIIB 10 3HAYCHHS «+)
crioctepiranucs npu 7031 20 mr. ¥V OuIbIIOCTI BUNAJKIB NMPOTEIHYpis 3MEHUIyBanacs abo 3HHKala
CIIOHTAHHO TNPHU MPOJOBKEHHI Tepamii. 3a JaHUMM KIIHIYHUX JOCHIJKEHb Ta IMOCTMapKETHMHIOBHX
CIIOCTEpPE)KEHb Ha JIaHUI 4yac HE BUSABICHO NMPUUYMHHO-HACIIAKOBOTO 3B’S3KYy MK HpPOTEIHypi€lo Ta
TOCTPUM a0 MPOTPECYIOYNM 3aXBOPIOBAHHIM HUPOK.

Ha Tni 3actocyBaHHs pO3yBacTaTHHY BIJ3HAUYEHO BWIIQJKU TeMaTypii; 3a JaHUMM KIIHIYHUX
IOCJIHKEHb yacToTa 11 MaJa.

Bnnue na ckenemmny myckynamypy

VYpakeHHSI CKeJeTHOI MYCKyJaTypH, Takl SK Miajiris, mionarigd (B TOMY YHCII MIO3UT) Ta 3pilKa
pab0MioIi3 13 TOCTPOIO HUPKOBOK HEJOCTATHICTIO abo Oe3 Hel, Oynu BiJ3HAu€Hi NMpH 3aCTOCYBaHHI
OyIb-sKHX J103 PO3yBacTaTHHY, OCOOIUBO TIpH 103ax >2() Mmr.

VY mnauieHTiB, fKi NpUiMalli po3yBacTaTHH, CIIOCTepiraiocs ao3o3anexHe 3poctaHHs piBHIB KK y
OUTHIIIOCTI BUIAJKIB sBUIIE OYyJI0 CIaOKWM, aCMMITOMHMM Ta TuMyacoBuM. Skmo piBHl KK
nigsuiieHi (>5 pasiB Bume BMH), nikyBanHs ciig npunuHATA (AuB. po3ail  «OcoOIMBOCTI
3aCTOCYBAHHS»).



Bnaue na neuinky
Ak 1 nmpu 3actocyBaHHi iHmUX 1HTIO0ITOpiB [ MI'-KOA-penykra3u, y HeBEJIMKOI KUIBKOCTI TAIli€HTIB,
Kl TpuUiManu po3yBacTaTHH, BiJ3HAYANOCA [0303aJCKHE 3OUIBLICHHS pIiBHSA TpaHCaMmiHa3; Y
OUTBIIOCTI BUITAJIKIB SBUINE OYJIO CIIAOKKM, aCHMITOMHUM Ta THMYaCOBHM.
Ha 171 3acTocyBaHHs JeSIKMX CTAaTHHIB BiJJ3HAYAINCS Taki HeOaKaHi sIBUILA:

- posnaxa crateBoi PyHKIIIT;

- OKpeMi BHIAJKH IHTEPCTHUIIAIbHOI XBOPOOHU JIeTeHb, OCOOIMBO MPH TPUBAJIOMY 3aCTOCYBaHHI

(muB. po3aia «OCcoOIUBOCTI 3aCTOCYBAHHSY).

YacroTa moBiIOMIICHb PO pabaoMioii3, cepiio3Hi MOPYyIIeHHS 3 O0OKY HUPOK Ta MEeYiHKU (IepeBaKHO
MIJBUIIICHHS aKTHUBHOCTI MEYIHKOBUX TpaHCaMmiHa3) OLbIa MPH 3aCTOCYBaHHI Mpemapary B 1031
40 mr.
Jlimu
[linBumenns piBHsA KpeaTuHkiHazu >10 pasiB Bume BMH Ta cumnromu 3 OoKy M’s3iB micis
¢i3MyHOrO HaBaHTAXKEHHS a00 MiABHIIEHOI (i3UYHOI AKTUBHOCTI CIIOCTEPIrajiucs dYacTile Y
52-THKHEBOMY KIIIHIYHOMY JOCIIIJDKEHHI y JITEH Ta MiUTITKIB MOPIBHSAHO 13 TOPOCIUMU (IUB. PO3ILIT
«OcobmumBocTi 3actocyBaHHs»). [Ipote mpodine 6e3neku po3yBacTaTuHy y AiTed Ta MiAITKIB OyB
MOAI0HUM JI0 TAKOTO Y TIOPOCIIHX.
[ToBiZOMIICHHS PO MMiI03POBaHI MOOIYHI peaKitii
[ToBigoMyIeHHS PO MiI03pIOBaH1 MOOIYHI peakilii mcisi peecTpalii JiKapcbkoro 3aco0y € BaXKITHBHM.
Ile mae 3MoOry mMpONOBXKYBAaTH KOHTPOJH 3a CIIBBIJIHOIICHHSM KOPHCTH/PU3HK 3aCTOCYBAaHHS
Jikapchkoro 3aco0y. [IpoxaHHs 10 MeIUYHUX MPALiBHUKIB MOBIAOMIISTH MPO OYyIb-sAKi MiT03pOBaHi
MOOIYHI peaKIlii 3riTHO 3 HAIIOHAITBHOK CUCTEMOIO ITOBIJOMJICHb.

Tepmin npuoammuocmi. 2 poxu.
He 3actocoByBatu npenapar micis 3aKiH4eHHS TEPMiHY MPUIATHOCTI, BKA3aHOTO Ha YIAKOBIII.

YmoBH 30epiranus.

30epiraTu B OpUTiHANBHIN YIAKOBIII IPH Temreparypi He Buiie 25 °C.

30epiraTtu y HEAOCTYITHOMY JUISI IITEH MicCIIi.

Ynakoska.

Tabnerku, BKPUTI TUTIBKOBOIO 000JI0HKOO, 110 5 Mr, 10 Mr, 20 mr a6o 40 mr Ne 30 (10x3) a6o Ne60
(10x6) y 6micrepax (BupoOHHUITBO 3 nakyBauHs iN bulk ¢pipmu-Bupodurka TOB biodapwm, [Tonkiua).
Kareropis Binmycky. 3a penenrom.

Bupoonnk. AT «Papmak».

Micue3Haxoa:KeHHs1 BUPOOHMKA Ta aJipeca Micls NPOBA/’KEHHS HOro JifiJIbHOCTI.
VYkpaina, 04080, m. Kuis, Byn. Kupuniscbka, 74.

JlaTa ocrannboro neperasay. 22.04.2022.



