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3MIHU BHECEHO
Haka3 MinicTepcTBa 0XOpoOHU
310poB’st YKpaiHu
30.10.2023 Ne 1866

IHCTPYKIIA
JJIS1 MEIUYHOT0 32CTOCYBAHHA JTiIKapPCHKOIo 3aco0y

EBOMJI®
(AVOID)

Cknao:

Oiloua peuosuHa . PO3yBacTaTHH;

1 TabneTrka MiCTUTH po3yBacTaTUHY Kanibllito 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, TiIPOKCHUITPOITIIIEIT0N03a,
MmaHit (E 421), nakro3a, KpOCIIOBIIOH, MarHito CTeapar;

niiekosa 00010HKa (mabaemku 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 (madbnemxu no 10 me, 20 me, 40 me): NOMBIHIIOBUNA CHOUPT, THUTAHY TIOKCHU]
(E 171), makporon 3350, tanbk, Taptpasus (E 102), cnemiansuuii yepBonuit AC (E 129), xoBTuii
3axin FCF (E 110), inaurokapmin (E 132).

Jlikapcbka ¢gopma. TabneTku, BKpUTI TTIBKOBOIO 000JIOHKOIO.

OcHo8HI i3uK0O-XIMIUHI 61ACMUBOCTII:

mabnemku no 5 me: TaONETKU Kpyriaoi (OpMH 3 JBOOIYKIIOI IOBEPXHEI0, BKPHUTI IUIIBKOBOIO
000JI0HKOI0, )KOBTOT'O KOJIBOPY;

mabnemku no 10 me: TabneTKu Kpyriaoi (GOpMHU 3 ABOOIYKJIOK MOBEPXHEIO, BKPHUTI IUIIBKOBOIO
000JIOHKOI0, PO’KEBOT0 KOJIbOPY;

mabnemku no 20 me: TabIETKH OBaJbHOI (JOPMHU 3 TBOOMYKIIOI MOBEPXHEI0, 3 PUCKOIO 3 OJHi€i
CTOPOHH, BKPHUTI TIJIIBKOBOIO 0OOJIOHKOIO, POKEBOTO KOJIHOPY;

mabnemku no 40 me: TabIETKN MPOIOBIyBaToi (OPMH 3 TBOOMYKIIOIO MOBEPXHEIO, 3 PUCKOIO 3 OJIHI€T
CTOPOHH, BKPHUTI TIJIIBKOBOIO 0OOJIOHKOIO, POKEBOTO KOIBOPY.

dapmakoTepaneBTHYHA rpyna. ['inoninineMiyni 3acodu. [uridiropu 'MI'-KoA-peaykrasu.
Koxg ATX C10A A07.

Dapmakonoziuni eracmusocmi.

Dapmarxoounamixa.

Mexanizm 0ii

PosyBactatun — 1e cenexkTuBHUM Ta KOHKypeHTHHH iHTiO1TOp I'MI'-KOoA-penykrasu, ¢pepmenty, 1o
BHU3Ha4Ya€ MIBUJKICTh peakllii Ta MepeTBOpIo€ 3-TiApOKCH-3-METHATIyTapuil KodepmMeHT A Ha
MEBaJIOHAT, MOMEpeIHUK XoyiecTepuHy. OCHOBHUM MicCIeM Jii pO3yBacTaTUHY € II€YiHKa, OpraH-
MIIIEHB JJIS 3MEHILICHHS PIBHIB XOJECTEPUHY.

PozyBactatun 30unbmIye KiabKicTh peuentopis JIITHII] Ha moBepxHi KIIITUH MEYiHKH, MOCHIIIOIOYN



3axoruieHHs1 Ta karabomizm JIITHII, Tta mpuraiuye medinkoBuid cuute3 JIIIJIHIL, Takum ywmHOM,
3MEHIIYIOYH 3arayibHy KijabKicTh yactunok JITTJIHI Ta JITTHILI.
Dapmarxoounamiuna 0is
Po3yBactatun 3HMXKye minBuiIeHud piBeHb xonectepuny JIITHIL, 3arampHOrO XONEecTepHHy Ta
TpurmnepuaiB 1 migsumrye piBHi xojectepuny JIIIBII[. Bin Takox 3MmeHmrye piBHI amoB,
XC-meJIMNBIL, XC-JIIIIHIL, TT-JIJHIL] Ta nigumye piers anoA-I (tabmuns 1). Epoitn® Takox
3menmrye criBBigHomenHs XC-JIITHIY/XC-JITIBIL, 3aramenoro XC/XC-JIIIBIL, XC-neJIIIBII/
XC-JITBIII Ta armoB/anoA-I.

Tabmuns 1

Bianosiaes Ha 103y y MalieHTiB i3 MEPBUHHOIO Tinepxojecrepunemicro tumy la Ta 11b
(BiIKOpHUIOBaHa CepeIHs BiICOTKOBA 3MiHA MOPIBHAHO 3 MIOYaTKOBUM PiBHEM)

Joza N XC- 3araib- XC- T XC- aroB arnoA-|
JITHIL | mwii XC | JITIBH] neJITBII]
ITnanedo 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

TepaneBTuyHUN ePeKT NOCATaeThCS MPOTATOM | THXKHA MICHA MOYAaTKy 3aCTOCYBAaHHS JIIKAPCHKOTO
3aco0y, 90 % MakcuMaabHOTO eeKTy — uepe3 2 THkKHI. MakcuMaabHUN €PEeKT 3a3BUYAM TOCITAETHCS
yepe3 4 THXKHI Ta TPUBA€E HaAAII.

Kniniuna epexmusnicmos ma 6e3nexa

PozyBactatun  edekTuBHHMI y  JIIKyBaHHI  JOpPOCIMX 13  TINEPXOJIECTEPUHEMIEID — 13
rineprpuriinepuaeMiero abo 0e3 Hei — He3aleXHO BiJ pacH, cTaTli YW BiKy, a TaKo)XX MAIli€HTIB
0COOJIMBHX TPYI, TAKUX K XBOP1 HA Aia0eT a00 Mali€HTH 13 CIMEHHOIO TiepX0JIeCTEPHUHEMIETO.

3a 00’€qHAHMMHU JaHUMM JOCIIJUKEHb PO3yBacTaTUH €(EKTUBHO 3HMXKYE PIBHI XOJIECTEPUHY Y
OimpmIocTi mamieHTiB 13 rinepxonecrepuHemiero tumy lla ta IIb (cepemniii mouaTkoBHiA piBEHB
XC-JITHU npu6nu3no 4,8 MMOJIB/JT) 0 IiIbOBUX 3HAUYCHb, BCTAHOBJICHHX BU3HAHUM KEPIBHUIITBOM
€Bpornelickkoro ToBapuctBa arepockiiepody (EAS; 1998); npubmuzno y 80 % marieHTiB, sKi
OpUMalOTh po3yBacTaTMH y A031 10 Mr, BIAeTbcs JOCATTH HOPMATHBHUX IJIbOBHX pIBHIB
XC-JIITHI] 3a EAS (<3 MMOJB/7).

CopusatnuBuii  BIUIMB ~ pO3yBacTaTUHY y  MAIli€HTIB 13  TETEPO3UIOTHOIO  CIMEHHOI0
riIepXoJeCTEPUHEMIEI0 HA TOKa3HUKU JIMIAIB Ta JOCSITHEHHS LUIbOBUX PIBHIB BIJI3HAYAETHCS NPHU
no3ax Bix 20 go 80 mr. Ilicas turpyBanns 10 1060Boi no3u 40 mr (12 tuxkniB nikyBanus) X C-JITTHII]
3HIKYEeThCA Ha 53 %. Y 33 % mnarrienTiB Oyno nocsrayro HopmatuBHUX piBHIB XC-JITTHI 3a EAS
(<3 MMoub/m).

VY 3aranpHii monyssii Nali€eHTIB 13 TOMO3UTOTHOK CIMEMHOIO T1NEPX0JIECTEPUHEMIEIO MTPH MPUIloMI
posyBactatuny y go03ax 2040 mr pisens XC-JIITHIL] 3HMmKyeThCsl B cepebomy Ha 22 %.
Crnocrepiraerbcs agIuTHUBHUN €(QEKT po3yBacTaTHHY WIOJA0 3HM)KEHHS pPIBHA TPUIIILEPUIIB IpU
3acTocyBaHHI y KoMmOiHauii 3 ¢denodiOparom Ta moxpo minBuiieHHs piBHiB XC-JIIIBI npu
3aCTOCYBaHHI Yy KOMOiHaIlii 3 HIalluHOM (JIUB. po3/ii «OcoOIMBOCTI 3aCTOCYBAHHS»).

VY GaraToleHTpOBOMY MOJBIHOMY CIIIOMY I1J1a11€00-KOHTPOJIHOBAHOMY KJIIHIYHOMY JOCIIJKEHHI
(METEOR) 984 mnamientu BikoM 45-70 pokiB 13 HU3bKHM PHU3HKOM IIIEMIYHOI XBOpPOOHM cepls
(Bu3HaueHMM sIK pu3uK 3a Dpaminremcbkoro mkanor <10 % mporsrom 10 pokiB), cepeaHiM
3HaueHHsM XC-JIITHIL 4,0 mMome/m (154,5 wr/mn), ame 13 CYOKJIHIYHHM aTE€pPOCKIEPO30M
(BU3HAUEHUM 32 30UIBLICHHSM TOBIIMHU KOMIUIEKCY iHTUMa-Menis coHHoi aprepii (TKIMCA)) 6ymu
paHI0MI30BaHi 10 ABOX TPy Ta MpUMaIH OJ1H pa3 Ha 100y abo 40 mMr po3yBacTaTtuHy, abo mianedo
npotsirom 2 pokiB. IlopiBHsHO 13 Tuianebo po3yBacTaTMH 3HAYHO CIIOBUIBHIOBAB INPOIPECYBaHHS
makcuMaiabHOoi TKIMCA y 12 Toukax conHnoi aptepii Ha -0,0145 mm/pik [95 % noBipuuii iHTEpBan
-0,0196, -0,0093; p<0,0001]. 3mina moOpiBHAHO 3 BUXigHHM piBHeM ctaHoBmiIa -0,0014 Mmwm/pik
(-0,12 %/pik (cTaTHCTUYHO HE3HAYyIla)) y TPYMi PO3yBacTATHHY TMOPIBHSHO i3 MPOrPECYBaHHSIM
+0,0131 mm/pik (1,12 %/pik (p<0,0001)) y rpymi miane6o. ITpsamoi kopemsmii MK 3MEHIIECHHAM
TKIMCA Ta 3HMKEHHAM PU3UKY MOPYILIEHb 3 OOKY CeplLeBO-CYJUHHOI CUCTEMH MPOJIEMOHCTPOBAHO
He Oyno. [lo mocmimxenns METEOR Oynu 3amydeHi mami€eHTH 3 HU3bKUM PHU3MKOM IHIEMIYHOI



XBOPOOH cepIls, SKi HE € MPEeJCTaBHUKAMU IIJTLOBOT MOMYJIAIIT 3aCTOCYBaHHSI pO3yBAaCTaTUHY y 11031
40 mr. o3y 40 mr ciix npu3HayaTH JUIIE NallieHTaM 13 TSDKKOIO TIepXO0JleCTEPUHEMIEI0 Ta BUCOKUM
PH3HKOM CEPIIEBO-CYAMHHUX po3adiB (AuB. po3ait «Crocid 3aCTOCYBaHHS Ta JI03H»).

B inTepBeHIiiTHOMY AOCHTIKEHHI PO3YBAaCTaTHHY 3 METOI OOTPYHTYBAHHS 3aCTOCYBAaHHS CTaTHHIB SIK
3aco0y mnepBuHHOI mnpodinaktuku (JUPITER) BmiuB po3yBacTaTMHy Ha 4YacTOTy 3HAYHHUX
aTePOCKJICPOTHYHUX CEPIICBO-CYIMHHUX 3aXBOPIOBaHb OIliHIOBaIM Yy 17 802 womnogikiB (>50 pokiB) Ta
XKIHOK (>60 poKiB).

YYacHUKHM JTOCHIHPKCHHST OYyJM BWITAJIKOBUM YHHOM pO3MOAUICHI A0 Tpymn Iutanebo (n=8901) abo
po3yBactatuHy B 1031 20 mr onuH pa3 Ha n00y (n=8901) i 3a HUMH cHocTepiraaum B CEpeIHbOMY
MPOTSTOM 2 POKIB.

Konnenrpauii xonecrepuny-JIITHIL 3menmmnucs na 45 % (p<0,001) y rpymi po3yBacTaTUHY
MOPIBHSHO 3 TPYIOIO TU1aneoo.

VY post-hoc anami3i 1aHUX MATPYNU MAIIEHTIB BUCOKOTO PU3MKY 3 MOYATKOBUM 3HaYeHHSIM >20 % 3a
®paminremMchkoro mKanow (1558 yyacHWKIB) cmocTepirajgocss 3HAYHE 3HUXKEHHS YacTOTH
KOMOIHOBaHOI KIHIIEBOi TOYKH, 1[0 OXOILUIIOBAJIA JIETATBHUN HACIIIOK BiJl CEpLEBO-CYAUHHUX MOIii,
iHCYNbT Ta iH(papkT miokapaa (p=0,028), y rpymi po3yBacTaTHHY MOPIBHAHO 3 IJIane00. 3MEHIICHHS
abcomoTHOrO pH3WKy cTaHoBwio 8,8 Bumanky Ha 1000 mamieHTO-pokiB. [loka3HWK 3arambHOL
JIETAIHOCT] JIMIIABCSd HE3MIHEHUM Y il rpymi BHcokoro pusuky (p=0,193). ¥V post-hoc anamisi
JaHWUX MIArPYNu BHCOKOro pm3uKy (9302 yyaCHHMKH 3arajiomM) i3 MOYaTKOBHUM 3HAYEHHSIM >5 % 3a
mkanoro SCORE (excTpamnonboBaHO 3 METOH BKIIIOYEHHS JaHUX YYaCHHKIB BIKOM MOHaZ 65 pOKiB)
CIIOCTEpIrajocss 3Hauylle 3HWKCHHS YacTOTH KOMOIHOBaHOI KiHIIEBOI TOYKH, IO OXOILTIOBAJA
JeTalbHUN HACIIJIOK BiJl CEpLIEBO-CYAMHHUX MOiN, 1IHCYIT Ta iH(apkT Miokapaa (p=0,0003), y rpymi
pO3yBacTaTUHY MOPIBHSIHO 3 TUTane00. 3HMKEHHS a0COJIOTHOTO PU3HKY, BHPAXKEHOTO 33 YaCTOTOIO
noniid, cranoBwio 5,1 Bumaaky Ha 1000 marieHTO-pokiB. IlokazHuk 3aranpHOI JI€TaJbHOCTI y IiH
HiATPYIi BECOKOTO PU3UKY JHIIaBcs HeaMineHUM (p=0,076).

VY nocnimkenHi JUPITER 6,6 % yuacHukiB rpynu npuiiomy po3yBacTaTHHY Ta 6,2 % y4acHUKIB
rpynu mianedo MPUIMHWIA 3aCTOCYBAaHHS JOCIIDKYBAHOTO JIIKAPCHKOTO 3aco0y depe3 HebakaHi
spuina. HaliyactimuMu HeOaXxaHUMH SBHUILAMU, 110 MPU3BOIWIM J0 MPUIUHEHHS JIKyBaHHS, OyiIu
mianris (0,3 % y rpyni posyBactartuny, 0,2 % — muane6o), abgominaneuuii 6i1e (0,03 % y rpymi
posyBactatuny, 0,02 % — mnane6o) ta Bucun (0,02 % y rpymi posyBacratuny, 0,03 % — nmnaune6o).
Haiiuactimumu HeOa)xaHUMH SIBUIIIAMH, IO CIOCTEPITAIMCS y TPYIl PO3YBACTaTUHY 13 YacTOTOIO,
0111010 200 PIBHOIO BiJI3HAYEHIN y rpymi mianebo, Oynu iH¢ekuii ceyoBux nuisxis (8,7 % y rpymi
po3yBactatuny, 8,6 % — 1miamne6o), Hazodapunrirt (7,6 % y rpymi posyBacratuny, 7,2 % — 1uiamne6o),
O6ime y cnuni (7,6 % y rpymi po3yBactaTuHy, 6,9 % — miane6o) Ta mianriga (7,6 % y rpymi
po3yBacTatuny, 6,6 % — miauebo).

Himu

Y nonBiiHOMY  CJHINOMY  paHIOMI30BaHOMY  OaraToleHTpPOBOMY  IU1ane00-KOHTPOJIbLOBAHOMY
12-twxxueBOoMy nocnimxeHHi (n=176, 97 y4acHUKIB 400Biuoi Ta 79 — KIHOYOI CTaTi) 13 MOJATBIIUM
40-tmwxHeBuM TnepionoMm (n=173, 96 yyacHHMKIB 40JiOBi4Oi Ta 77 — 3KIHOYOI CTaTi) BIAKPUTOTO
TUTPYBaHHA J1034 po3yBacTaTUHY namieHTu BikoM 10—17 pokis (II-IV ctaaii po3BuTky 3a TanHepowm,
JiBYaTa, y SKMX MEHCTpyalii moyanucs IloHaiiMeHme 1 pik TOMY) 13 Fe€TepO3UTOTHOIO CIMEIHOIO
rinepxoyieCTepUHEMI€I0 TPOTAroM 12 THXKHIB OTPUMYBAJIHM pO3yBacTaTHH y 11031 5, 10 a6o 20 mr/noly
abo mare0o, micisi 4YOro BCl YUYaCHUKM IIOAHS MpuiiManu po3yBacTtaTuH mpotsaroMm 40 TuwxHiB. Ha
noyatky nociimkeHHs npubnusno 30 % mnamientiB 6ynu Bikom 10-13 pokiB Ta mpubnuzno 17 %,
18 %, 40 % Ta 25 % i3 nux 3Haxoamuck Ha I, 111, IV Tta V crazii po3Butky 3a TaHHEpOM BiIIOBITHO.
Pisenp XC-JITTHIL] 3menmmBcs Ha 38,3 %, 44,6 % Tta 50,0 % BiamoBiHO y Tpymnax MpHiiomy
po3yBactatuny B 031 5, 10 ta 20 Mr nopiBHsHO 13 0,7 % y rpymi miaime6o.

Hanpukinmi 40-THXHEBOTO Mepioay BIAKPUTOTO TUTPYBAHHS JO3U JUIS JOCATHEHHS IIIbOBOTO PiBHS
(MakcumanbHa fo03a cranoBmwia 20 mr oauH pa3 Ha 10o0y) y 70 3 173 mamientiB (40,5 %) Boamocs
nocsrtu 1insosoro pisHg XC-JIITHII menmre 2,8 MMoItb/i.

[Ticas 52 TrKHIB JOCTIAXKYBAHOTO JIKyBaHHS He OyJI0 BUSIBJICHO >KOAHOIO BILIUBY Ha picT, Macy, IMT
abo crateBe mo3piBaHHA (OUB. po3ain  «OcoOmMBOCTI 3acTocyBaHHS»). JOCBim KIIHIYHOTO
JOCTIKEHHS JIITel Ta MiAJIITKIB 0OMeXeHHi, 1 JoBroTpuBaii epekTu po3yBactatuny (>1 poky) Ha
crareBe Jo3piBaHHs HeBigoMi. Lle mocmimkenHs (n=176) He NpUIHATHE JUIS MOPIBHSHHS PIAKUX
HeOaKaHNX SBUILIL.



Po3yBacTtatnH Tako BUBYQJIHM y JBOPIYHOMY BIAKPUTOMY MOCIIIKEHHI 13 MIJIHOBOIO THUTPAIIEIO 103U
y 198 niteil i3 TeTepo3UroTHOIO CIMEWHOIO rinmepxosiecTepuHemiero y Bimi Bix 6 no 17 pokis
(88 yuacHukiB uomoiuoi crati Ta 110 — >KiHOYOi cTari, cTamis po3BuTKy 3a Tamunepom <lI-V).
[TouaTkoBa f03a A7s BCIX MAIlIEHTIB CTAHOBUJIA 5 MI' pO3yBacTaTHHY OJMH pa3 Ha A00y. [lamientam
BiKOM Big 6 10 9 pokiB (n = 64) mo3y TUTpyBaau 10 MakcuMmaiabHOi 10 Mr ommH pa3 Ha 100y, a
narfieatam BikoM Big 10 10 17 pokis (n = 134) — 10 MakcuMasbHOI 1034 20 MI OZIMH pa3 Ha J100Y.
[Ticna 24 micAuiB JTiKyBaHHS pO3yBACTaTMHOM CEPEJHE 3HMKEHHS BiJ MOYAaTKOBOro 3HauyeHHs XC-
JIITHIII, Bu3HaueHe 3a METOAOM HAWMEHIIMX KBaJIpaTiB, CTAaHOBWIO -43 % (IOYaTKOBHH pIBEHb:
236 mr/m, Micsus 24: 133 mr/mn). J{nst Ko’kHOT BIKOBOI TpyINU CEpeHE 3HIKEHHS Bl TOYaTKOBOTO
3HaueHHs XC-JIITHII, Bu3HaueHe 3a METOAOM HaWMEHIIMX KBajapaTiB, craHoBuWiIo -43 %
(mouaTkoBuii piBeHb: 234 mr/mia, micsub 24: 124 mr/mn), -45 % (nmowarkoBuii piBeHb: 234 Mmr/mi,
Micsip 24: 124 mr/mn) ta -35 % (mowarkoBuii piBeHb: 241 mr/mi, micsaus 24 153 Mr/m1) y BiKOBHX
rpynax Big 6 g0 <10, Big 10 mo <14 i Big 14 mo <18 pokiB BiIMIOBIAHO.

Pesynbrarom 3acTocyBaHHS po3yBacTaTHHY y mo3ax S mr, 10 mr i 20 Mr Takox Oyl CTaTUCTHYHO
3HAUYIII CEPeIHI 3MIHU MOPIBHSIHO 3 MTOYATKOBUMH MOKa3HUKAMH TAaKUX BTOPUHHUX 3MIHHHX BEJIMYUH
mimigie 1 ginonporeiniB: XC-JIIIBII, 3arampuuii XC, XC-neJITIBIL, XC-JIITHIL/XC-JITIBIII,
saranpamic XC/XC-JINBIL, TI'/XC-JITIBII, XC-ueJIIIBII/XC-JITIBIL, anoB, anoB/anmoA-1. Koxna
3 IIUX 3MiH JEMOHCTpYBaJIa MOJIMIIEHHS JIMiTHUX peakiii 1 30epiranacs IpoTsAroM 2 pokis.

[Ticns 24 micsiB JiKyBaHHS YKOJHOTO BIUIMBY Ha pict, mMacy Tinma, IMT abo crateBe mo3piBaHHs
BUSBIJICHO He Oyi10 (uB. po3in «OCoOIMBOCTI 3aCTOCYBAHH).

Y paHaomizoBaHOMY, MOJBIHHOMY CIINOMYy, IUI1ane00-KOHTPOJIHOBAHOMY, OaraTolEHTPOBOMY,
IepEeXPecHOMY JOCIHIPKEHHI BUBYAIM PO3yBacTaTWH y 1031 20 M ouH pa3 Ha 100y MOPIBHSAHO 3
wrane6o 3 ydactio 14 miteit ta mimmiTkiB (BikoMm Big 6 g0 17 pokiB) i3 TOMO3HTOTHOIO CiMEWHOIO
rinepxoJiecTepuHeMiero. JOCHiKeHHsT BKJIIOYAIO aKTUBHY 4-THXKHEBY MiAroToBuy (azy 3
JOTPUMAHHAM JI€TH, MiJ 9ac SKOI MAI[iEHTIB JIIKYBAJIM pO3yBacTaTHHOM Yy 1031 10 mr, mepexpecHy
¢dazy, mo ckmagamacs 3 O-THKHEBOTO IMepioly JiKyBaHHS pO3yBacTaTUHOM Yy 4031 20 mr i3
nornepeaHiM abo MoJaIbIIUM O-THKHEBHUM JIIKYBaHHSM I1Iane0o, Ta 12-TmwkHeBy miaTpumyoody ¢asy,
MPOTATOM sIKO1 BCl maiieHTH oTpumyBanu 20 Mr posyBactaTudy. [lamienTtu, siki mepeOyBaiu Ha
Teparii eseTuMiOoM abo adepe3om, MPOAOBKYBAIH OTPHUMYBATH 1€ JIKYBaHHS HPOTATOM YCHOTO
JOCITIKEHHS.

Cratuctuuno 3Hauyme (p =0,005) s3umxenns pisas XC-JIITHIL (22,3 %; 85,4 mr/mi, a6o
2,2 MMOJIB/TT) criocTepirany depe3 6 THXKHIB JIIKYBaHHS PO3yBacTaTHHOM Yy 11031 20 MI' OPIBHSHO 3
mnane6o. Croctepiraigocss CTaTUCTUYHO 3Hadyle 3HMKeHHs 3araapHoro XC (20,1 %, p=0,003),
XC-neJIIIBI] (22,9 %, p=0,003) i anoB (17,1 %, p=0,024). Takox cnocrepiraiaocs 3HWKEHHS PIBHIB
T, XC-JIIMTHU/XC-JINIBI, 3arampHoro XC/XC-JIIIBLI, XC-meJIIIBUY/XC-JIIIBIL Ta
anoB/anoA-I micng 6 THXKHIB JIKyBaHHS pO3yBacTaTMHOM Yy 7031 20 MI' HOpIiBHSAHO 3 Iu1anedo.
3umkenHs piBHsA XC-JIITHIL] uepe3 6 TukHIB JiKyBaHHS pO3yBacTaTUHOM Y 71031 20 MI 3 HACTYITHUMH
6 THOKHSAMU JIIKyBaHHS Iutane6o 30epiranocst mpotaroM 12 TuxHIB Oe3nepepBHOi Tepamii. B ogHOro
TMalrienTa croctepirainocs nojanbiine 3umxkeHHs pisHa XC-JITTHI] (8,0 %), 3aransroro XC (6,7 %) 1
XC-neJITIBL (7,4 %) micns 6 TUXKHIB JIIKYBaHHS 3 TATPYBAaHHAM J103H 110 40 MT.

[1ix yac npoOBXKEHHS BIAKPUTOTO JIIKYBaHHS pO3yBacTaTMHOM Y /1031 20 Mr y 9 3 1iuxX Haui€eHTiB J10
90 TmxHiB 3HMKeHHA piBHSA XC-JIITHIL] 36epiranocs B mexax Bix -12,1 % mo -21,3 %.

VY BIIKPUTOMY JOCHIJKEHHI TOCUJIEHOTO TUTPYBAHHS 7103 Y 7 OLIHIOBaHMUX JITeH 1 MiAJITKIB (BIKOM
Bil 8 1m0 17 pokiB) i3 TOMO3UTOTHOIO CIMEHHOI TINEPXOJECTEPUHEMIEI0 (IMB. BUINE) BIJICOTOK
sumwkeHHs piBHA XC-JIITHIL (21,0 %), 3aransaoro XC (19,2 %) ta XC-neJIIIBI] (21,0 %) Big
BUXIJHOTO PIBHSI TICNIs 6 THXKHIB JIIKyBaHHS pO3yBacTaTWUHOM B 71031 20 MI BiAMOBiJaB TOMY, IO
CriocTepirajocs y BHILE3raaHOMy JTOCHIIKEHHI y JITel Ta MiJUNTKIB 13 TOMO3UTOTHOIO CIMEIHOIO
rinepxoyiecCTepuHEMIELO.

€Bporeiicbke areHTCTBO 3 JIKapChKUX 3ac00iB BIIMOBMIIOCS BiJ] 3000B’sI3aHHS HAJlaBaTH Pe3yNbTaTh
JOCHIUKeHb ~ pO3yBacTaTMHY y  BCIX  MIArpymax  JiTell 13  TOMO3UTOTHOIO  CiMEHHOIO
rinepxoJieCTepUHEMIEI0, TIEPBUHHOI0 KOMOIHOBAHOK  (3MIIIAHOIO) JAUCHIMIAEMI€0 Ta  JUIs
po(iTaKTUKH TOPYIIEHB 3 OOKY CepleBO-CYAMHHOI cucTeMHu (IuB. po3aii «Crnocid 3acToCyBaHHS Ta
J03W» JUTISE OTPUMAaHHs iHGOpMaIIii 100 3aCTOCYBAHHS TITAM).

Dapmaxoxinemuka.

Bcmoxmyeanns



MakcumanbHa KOHIIEHTpAIIS pO3YBAaCTaTHHY Y TIa3Mi KPOB1 OCSATAETHCS MPUOIM3HO Yepe3 S5 roauH
TICJIA IEPOPANBHOTO 3acTOCYBaHHA. AOCOMIOTHA 610J0CTYIHICTh CTAHOBUTH MpUOIN3HO 20 %.
Posnoodin

Po3yBactaTuH 3HAaYHUM YHWHOM 3aXOIUTIOETHCA IEYIHKOIO, SIKA € OCHOBHMM MICLEM CHHTE3Y
xonecrepuny Ta kiipency XC-JIITHIL. O6’em po3moniy po3yBacTaTHHY CTaHOBHTH HMPHOIHM3HO
134 n. bomzeko 90 % posyBacTaTMHY 3B’A3Y€TbC 3 OUTKaMU IUIa3MH KpOBI, IEPEBAXKHO 3
AMbOYMIHOM.

Memabonizm

PosyBactatun 3a3Hae He3HauHOTO MeTabomizmy (mpubnmsuHo 10 %). JlocmimkeHHs MeTabomizMy
in Vitro i3 BUKOPHUCTAHHSAM T'€HATOLUTIB JFOJUHUA CBiUaTh, 0 PO3YBACTATHH € CJIa0KUM CyOCTpaTOM
s MetabonizMy Ha OcHOBI (pepmenTiB nutoxpomy P450. OcHOBHMM 3adistHUM 130(hepMEHTOM €
CYP2C9, nemo wmenmry poisib Bimirpatote 2C19, 3A4 Tta 2D6. OCHOBHUMH BH3HAYCHUMH
MeTabomiTamu € N-IeCMETHIOBHH Ta JIAKTOHOBUI MeTaboutiTu. N-JIecMeTHII-MeTa0oIiT MpUOIN3HO HA
50 % MeHII akTUBHMIA, HI)K PO3yBacTaTHH; JAKTOHOBUN METa0O0JIIT BBAXKAETHCS KIIHIYHO HEAKTUBHHUM.
Ha posyBacratun mnpumnagae Outbme 90 % akTtuBHOCTI Iupkymoroudoro inriditopa ['MI-KoA-
peayKTa3H.

Buseoenns

[Tpubnuzno 90 % m03u po3yBacTaTHHy BUBOAUTHCS Y HE3MIHEHOMY CTaHi 3 KajioM (pa3oM BCMOKTaHA
Ta HEBCMOKTAaHA JIiF04Ya PEYOBHHA), PEIITa BUBOIUTHCA 13 ceuero. [Ipubnuzno 5 % BUBOAMTHCA i3
ceuero y He3MiHeH1d (opmi. [lepios HamiBBUBEEHHS 3 TUIa3MH KPOB1 CTAaHOBUTH MpUOIK3HO 19 roaun
1 He 30UThIIYETHCS TIPH TiABUINCHHI 103u. CepelHe reoMeTprYHEe 3HAUCHHS KIIIPEHCY IMpernapary i3
I1a3MU KpoBi CTaHOBUTH Mpubmm3Ho 50 n/ron (xoedimieHT Bapiamii — 21,7 %). Sk 1 B iHIIKX
iariditopie 'MI'-KoA-penykrasu, Ne4iHKOBE 3aXOIUICHHS PO3yBAaCTaTHHY BiIOYBA€THCS 3 YUYACTIO
MeMmOpanHoro Ttpancroprepa OATP-C, skuii Bimirpae BaXJIMBY poOJib B TEYIHKOBIM emiMiHamii
pO3yBacTaTUHY.

Jinitinicmo

CucreMHa €KCIO3UIlis PO3YBACTaTHHY 301LIBIIYETHCS MPOMOPIiHHO 10 mo3u. [Ipu GararopazoBomy
II0JICHHOMY 3aCTOCYBaHHI napameTpu (hapMaKOKIHETHKU HE 3MIHIOIOTHCS.

Ocobnusi epynu nayienmis

Bix ma cmamb

He cnocrepiraerbcst KIIHIYHOTO 3HAa4YylIOro BIUIMBY BIKy a0o craTi Ha (apMaKOKIHETHKY
po3yBacTatuHy y jgopociaux. @dapMakokiHETHMKa poO3yBacTaTMHY Yy JiTell Ta MiUITKIB 13
TETEPO3UTOTHOI CIMEHHOIO TIMEepXOoJecTEPUHEMIEID TOAI0Ha 10 (PapMaKOKIHETHKH Y TOPOCITUX
JTOOPOBOJBIIIB (IUB. pO3aLT «J{iTH»).

Paca

HocnimkenHs hapMaKOKIHETUKUA BUSIBIIIM, IO Y TAIIEHTIB MOHTOJOITHOI pacu (SIMOHIIIB, KUTAMIIIB,
¢bininmiHimiB, B’ eTHaMIIIB Ta Kopeiii) meniandi 3HadeHHI AUC 1a Cmax TpUOIM3HO BABIYI BHIII, HIXK
y eBporeoifiB; y inaiiniB MeaianHi 3HadyeHHs AUC Ta Cmax miaBuieHi npubausxo B 1,3 pasza. Anani3
MOMYJSIIHOT  (papMakOKIHETUKM HE BHSBHB KJIIHIYHO 3HAa4yylmloi pI3HHUII MDK [all€eHTaMU
€BPOIIEOITHOI Ta HETPOIAHOI pac.

Topywenus ¢hynxyii Hupox

VY nochiJKeHHI 3a y4yacTIO MAIll€eHTIB 13 PI3HUM CTYIEHeM MOopyleHHS (YHKIil HUPOK 3MiH
IJ1a3MOBUX KOHLIEHTpalii po3yBactatuHy abo N-gecMmeTuia-merabosiTy B oci0 31 ciabKoo 4u
MOMIPHOIO HEJOCTATHICTIO BiJA3HAU€HO He Oyno. Y MAIli€HTIB i3 TSHXKKUMH MOPYIIEHHSAMH (QYHKIi
HUPOK (KJipeHc KpeaTuHiHY <30 MII/XB) IUIa3MOBI KOHIIEHTpaIlli po3yBacTaTuHy Oynu B 3 pasu, a
piBHi N-necmerni-merabonity B 9 pas3iB BHIIMMH, HDX Yy 3J0pOBHX JOOpOBOJBIIB. PiBHOBaXHI
IJ1a3MOB1  KOHIIEHTpAllii po3yBacTaTHHY Yy Talli€HTIB, fKi IepedyBaloThb Ha Tremojianisi, Oynu
npubnn3Ho Ha 50 % BUIIMMH, HIXK Y 3/J0POBUX JTOOPOBOJIBIIIB.

Topywenus ¢hynryii nevinku

VY nochijKeHHi 3 y4acTiO Malli€HTIB 13 PI3HUMHU CTYNEHSAMU MOPYIIEHHS MEeYiHKOBUX (PYHKIIH O3HaAK
M1JBUIIEHOT €KCIIO3UIIlT pO3yBacTaTHHY He OyJIO BUSBIEHO Y MAIlI€HTIB, CTaH SIKUX OL[IHIOBAJIN y 7 ab0
MeHIe 6aniB 3a mkanoro Yainna—II'to. OpgHak y 1BOX mali€eHTiB, siKi HaOpanu 8 Ta 9 3a MIKalIoko
Yaitnna—I1’t0, cucteMHa ekcrio3uilis OyJsia IIOHAMMEHIIIE BABIYI BUIA, HIXK Y TAIIEHTIB 13 MEHIIUMHA
6amamu. JlocBia 3acToCyBaHHsS pO3yBacTaTHHY MallieHTaM, CTAH SKHX OI[HIOETbCA Yy OuIble HiX
9 GauniB 3a mkanoro Yaitmna—I1’ro, BiacyTHii.



I'enemuynuii nonimopgizm

Posnonin inri6itopis 'MI'-KoA-penykTasu, B TOMy 4YuCIi pPO3yBacTaTHHY, BiJOYBA€TbCSA 3 Y4aCTIO
tpancroptaux OikiB OATP1B1 ta BCRP. V mamientiB 13 renernunum noaimopdizmom SLCO1BI1
(OATPIB1) Ta/abo ABCG2 (BCRP) icHye pu3MK MmiIBUIIEHOI €KCIO3uIii po3yBacTtaTHHy. llpm
okpemux (Qopmax mnomimopdismy SLCOIBI ¢.521CC Tta ABCG2 c.421AA ekcno3uiis
posyBacratuny (AUC) migBumieHa mopiBHsHO 13 TeHoTumamu SLCOI1B1 ¢.521TT a6o ABCG2
c.421CC. CreniasbHe TE€HOTHITYBaHHS B KIIIHIUHIA MpaKTHI[l HE mepeadadeHe, ajie MalieHTaMm i3
TaKUM MOJIIMOP(]iI3MOM PEKOMEHIYETHCS 3aCTOCOBYBATH MEHIITY I000BY 103y PO3YBaCTaTHHY.

Jimu

JIBa mocnipkeHHs (papMaKoOKIHETUKH po3yBacTaTUHY (y hopmi TabJIEeTOK) y JiTel 13 TeTepO3UrOTHOIO
cimMeiiHO TinepxoiiecTepuHeMiero BikoMm Bim 10 mo 17 pokiB abo Big 6 mo 17 pokiB (3araimom 214
TMaIi€HTIB) TTOKA3aJIH, 10 €KCIO3UIlIS JIIKaPChKOTo 3aco0y y MiTel HMk4Ya a0do moji0Ha 10 eKCTO3UITi
y nopocnux marieHTiB. Excrmoswuinisi po3yBacTaTuHy Oyna nependadyBaHOIO BIAMOBITHO JO JO3H Ta
TPUBAJIOCTI IPUHOMY MPOTATOM OUIBII HIXK 2 POKH CITOCTEPEIKEHb.

KuiniuHi XapakTepucTHKH.

Ilokazannusa.

Jlikyeannsa cinepxonecmepunemii

Jlopocium, TiAiTKaM Ta JITSM BIKOM Bijl 6 pOKiB i3 IEpBUHHOIO rinepxonectepuHemiero (tumy lla, B
TOMY YHCII 13 T€TEePO3UTOTHOIO CIMEHHOIO TIMEpPXO0JIECTEPUHEMIEI0) a00 3MIIIAHOK AUCIINIIEMIE0
(tuny  1ID) sik  [1OMOBHEHHS O JI€TH, KOJM JOTPUMAHHSA [IETH Ta 3aCTOCYBaHHS IHIIHMX
HEMEIMKaMEHTO3HHUX 3ac001B (Hanpukiaaa Gpi3MUYHUX BIPaB, 3HWKEHHS MACH TiJIa) € HEIOCTATHIM.
Jlopocium, miTiTKaM Ta JiTsM BIKOM BiJl 6 POKIB P TOMO3UTOTHIN CIMEHHIH rimepxoyiecTepruHeMii
SK JIOMOBHEHHSI JI0 JII€TH Ta IHIIUX JIMiAO3HIKYBaJIbHHUX 3ac00iB JiKyBaHHs (Hampukiaza adepesy
JITTHIIL) abo y pa3i, Koiu Take JiKyBaHHS € HSJOPCUHUM.

IIpogpinakmuka cepyeso-cyOunHux nopyuieHsb

3anobiraHHs 3HAYHUM CEepIEBO-CYJUHHUM MOPYIICHHSM Yy MAII€HTIB, SKUM, 32 OIL[IHKAMH, 3arPOXKy€
BUCOKMWA  pU3HMK  TMEPIIOTO  BHUMAIKY  CEpLEBO-CYAMHHOIO  TOpYUIEHHS  (AMB.  PO3ILT
«DapmakorHaMIKay), K JIOMOBHEHHS JIO KOPEKIIii 1HIHMX (aKTOPiB PU3UKY.

Ilpomunokazanns.

Eoitn® MIPOTUIIOKA3aHUM:

— Mall€HTaM 13 MIJABHUILEHOK YYTJIMBICTIO /10 PO3yBacTaTUHY a00 10 OyIb-sKOI 3 JOMOMIKHHUX
PEUOBHH IIpemnapary;

— TAaIi€HTaM 3 aKTHUBHUM 3aXBOPIOBAHHSIM TIEYIHKHA, B TOMY YHCII CTIHKUMHU TIiIBUIIEHHSIMU
CHUpPOBATKOBUX TpaHCaMiHa3 HEBiAOMOi eTionorii Ta OyAb-SKMMM MiABUIIEHHSIMU TpaHCaMiHa3 Y
CHpOBATIIl KPOBI, LII0 BTPUYI IEPEBUILYIOTh BEpXHIO Mexy Hopmu (BMH);

— MalieHTaM 13 TSHKKUM HOPYIIEHHAM (QYHKIIT HUPOK (KIIipeHcoM KpeaTuHiHny <30 MJI/XB);

— MaIfieHTaM 13 MIOIAaTi€lo;

— Tali€HTaM, Ki OJHOYAaCHO OTPUMYBAIM KOMOiHalil0 copocOyBip/BennaTacBip/BoKCUIaNpeBip (AUB.
po3ain «B3aemois 3 IHIIUMU JIIKAPCHKUMHU 3ac00aMHM Ta 1HII BUW B3a€MOJI»);

— Mali€eHTaM, siKi OJHOYaCHO OTPUMYIOTh LIUKIJIOCIIOPHH;

— y mepioJy BariTHOCTI abo TroJyBaHHS TPYAJI0, a TaKOX KIHKAM PENpoAYKTHBHOIO BIKY, SIKI HE
3aCTOCOBYIOTH HAJIEKHI 3aCO0M KOHTpPALIEIIII].

Jlo3a 40 Mr npoTHnokasaHa rnamieHTam 31 CXUIBHICTIO 10 Miomnartii/pabaomionizy.

J1o GaKkTOpiB TAKOTO PU3UKY HAJIEKATh:

— MOMipHe NopyieHHs QyHKIIi HUPOK (KJIIpeHC KpeaTuHIHY <60 MJI/XB);

— TIOTUPEO3;

— HasIBHICTh B 0coOKcTOMY 200 pOAMHHOMY aHaMHEe31 CIIaJKOBUX M S30BUX 3aXBOPIOBAHb;

— HasIBHICTh B aHaMHe31 MIOTOKCUYHOCTI Ha TJIi 3acToCyBaHHS iHIIMX 1HTi01TOpiB [MI'-KOA-
penykraszu abo ¢idparis;

— 3JIOB)KMBAHHS aJIKOTOJIEM;

— CHUTYaIlll, 1[0 MOXYTh IPU3BECTH JI0 MiJIBUILIEHHS KOHIIEHTpAIIi] JIIKapChKOI0 3ac00y y Mia3Mi KpoBi;
— HaJISKHICTh /0 MOHTOJIOIAHOT pacH;

— CYNyTHE 3acTocyBaHHs (10patiB.



(IuB. po3aimu «OcoOaMBOCTI 3aCTOCYBaHH», «B3aeMoIis 3 IHITUMU JIIKQPCHKUMHU 3ac00aMu Ta 1HIIT
BUJIU B3aeMOJIIi» 1 «DapMaKOKIHETHKAY).

B3aemooia 3 inwumu nikapcokumu 3acodamu ma iHuii 6UOU 63A€EMOOIL.

Bnnue cynymuix npenapamis na posysacmamun

Ineibimopu mpancnopmuux 0inKie

PosyBacratun € cybcTpaToM JesSKMX TPAHCIIOPTHUX O1JIKiB, B TOMY YHCJIl TIEYIHKOBOTO TPaHCIOpTEpa
3axoruienHss OATP1BI ta edmokcHoro Tpancnoprepa BCRP. OgHovacHe 3acTOCYBaHHS JTIKapChKOTO
3aco0y Esoiin® i3 mikapchbkuMH 3aco6aMy, IO TIPUTHIYYIOTH Ili TPAHCIOPTHI OLIKM, MOXe
MPU3BOJUTH JO IMABUIICHHS KOHIEHTpAIlli po3yBacTaTHHY B IUIa3Mi KPOBI Ta 30UIBIICHHS PU3HKY
Mmionarii (quB. po3aimu «Crocid 3acTocyBaHHS Ta J03W», «OCOOIUBOCTI 3aCTOCYBaHHS», «B3aeMois
3 IHIIMMH JIIKQpChKUMHM 3aC00aMH Ta 1HII BUIA B3aEMO/II», TAOIHUIIIO 2).

Luxnocnopun

Y mepio]] 0JJHOYACHOTO 3aCTOCYBaHHs JiKapchkoro 3acoby Epoiin® Ta muknocnopuny 3Hauenas AUC
po3yBacTaTuHy Oyiu B CEpeIHHOMY MPUONHM3HO y 7 pa3iB BUIIMMH, HIXK Ti, SKI CIIOCTEpIraiucsi y
3I0pOBUX JOOPOBOJIBIIB (IUB. TaOIUIIO 2). Egoiin® MPOTHUIIOKA3aHUM TAIli€EHTaM, SKi OJIHOYaCHO
OTPUMYIOTh IIUKJIOCTIOPUH (IUB. po3ii «IIpoTUnoka3zaHHs»).

OpHoYacHe 3aCTOCYBaHHS HE BIUITMBAJIO Ha KOHLIEHTPALIIO [IUKIOCIOPUHY B IJI1a3Mi KPOBI.

Ineibimopu npomeasu

Xoua TOYHHM MeXaHi3M B3a€MOJIii HEBIIOMHIA, OJTHOYACHE 3aCTOCYBaHHS 1HT10ITOPIB MPOTEa3u MOXKeE
3HaYHO 30UTBIIYBAaTH EKCIIO3MINI0 po3yBacTaTHHy (AuB. Tabmuiro 2). Hanpuknaza, y mocimimpkeHHi
(dhapMaKoKiHETUKU OJHOYacHe 3actocyBaHHs 10 Mr po3yBacTaThHy Ta KOMOIHOBAHOTO JIiIKapPCHKOTO
3aco0y, mo mictuB nBa iHTiIOITOpH mpoteasu (300 mr arazanaBipy/100 mMr puToHaBipy), y 3A0pPOBUX
no0poBobiiB cynpoBomkyBanocs miaBuineHHIM AUC Ta Cmax po3yBacTaTuHy HpuOIM3HO B 3 Ta
7 pasiB BigmoBimHo. OJHOYACHE 3aCTOCYBAHHS JiKapchkoro 3aco0y Epoin® Ta mesxux komOiHamiit
1HT10ITOPIB MPOTEa3u MOXKIMBE MICIsI PETENbHOTO aHalli3y HEOOXiJIHOCTI KOpeKIii J03u mpemnapary
EBoiin®, 3 ormsmy Ha OuiKyBaHe 3pOCTaHHS EKCIO3MINi po3yBacTaTHHY (mmB. posminu «Croci6
3aCTOCYBaHHA Ta JA03W», «OcCOOIMBOCTI 3acTOCYBaHHA», «B3aemonis 3 I1HIIMMHU J1KapCHKUMU
3aco0aMH Ta 1HII BUIN B3a€EMOI», TAOIHIIO 2).

I'emghioposun ma inwi 1ini003HUINHCYBANbHI 3ACOOU

OnHouacHe 3acTocyBaHHs npernapary Epoiin® Ta rem¢i6posuny npussomuno jgo 3poctanas AUC Ta
Cmax po3yBacTaTtuHy B 2 pa3u (AuB. po3/il «OcoOIMBOCTI 3aCTOCYBaHHS).

Ha mizcraBi naHux cnemialbHUX JTOCIIKEHb HE OYIKY€EThCS (papMaKOKIHETUYHO 3HAYYIIOi B3a€MOJIL
3 enodibpaTom, ogHak MOXJIHMBa (papmakoguHaMiyHa B3aemonis. ['empidposun, penodiOpar, iHmI
¢16patn Ta JTOIAO3HWXKYBaJIbHI 703U (= 1 1/m00y) HiauuHy (HIKOTMHOBOI KHCJIOTH) 30UIBIIYIOTH
PHU3UK MionaTii Ipu OJHOYACHOMY 3acTocyBaHHI 3 iHrioitopamu I'MI'-KoA-peaykrasu, IMOBipHO, 3a
paxyHOK TOTO, III0 BOHU MOXKYTh CIPUYUHATH MIOMATIIO, SIKIIO iX 3acTOcOBYyBaTH okpemo. Jlo3za 40 mr
NPOTHUIIOKA3aHa TNpPH CYHNYTHbOMY 3acTocyBaHHiI (iOpariB (auB. posaumm «lIpoTrurnoxasaHHs» Ta
«Ocob6auBOCTI 3aCTOCYBaHH»). TakuM Maii€eHTaM TaKoK CJIiJl PO3MOYMHATH TEPAIIiIo 3 03U 5 MT.
Ezemumi6

OpHOYACHE 3aCTOCYBaHHs JiKapchkoro 3aco0y Esoiin® y no3i 10 Mr Ta esetumiOy 10 Mr marieHTam i3
rinepxoJyiecTepuHeMi€ro Mpu3BoaAnio 10 3poctaHHs AUC posyBactatuny B 1,2 pasa (tabmnuns 2). He
MOHa BUKJTIOYATH (hapMaKOIUHAMIYHOT B3aEMOIIi MIXK JIIKQpPCHKUM 3aCO00M Eoiin® Ta ezeTumibom,
110 MOX€ MTPU3BECTH JI0 HeOaKaHUX SBUII (IUB. po3aiia «OCOOIUBOCTI 3aCTOCYBAHHSY).

Anmayuoui nikapcwvKi 3acodou

OpHoYacHe 3aCTOCYBaHHS JKapChKOTo 3aco0y Epoiin® i3 CYCIEH31SIMH aHTAIUIiB, IO MICTSTh
TIIPOKCU allIOMiHII0 a00 MarHiloo, 3HW)KYBajlO KOHIIEHTpAIlil0 pO3yBacCTaTHHY Yy IUIa3Mi KpOBI
npubnusno Ha 50 %. Llei edext OyB MEHII BUPaXEHHUM Yy pasi 3aCTOCYBaHHS aHTALUAHUX 3ac00iB
yepe3 2 TOAMHH TIcs Jikapchkoro 3aco6y Epoitn®. KniniuHy 3HAUYIIiCTh Ii€l B3aeMOIii He BUBUAML.
Epumpomiyun

OpHOYacHe 3aCTOCYBaHHS JKapchkoro 3aco0y Epoin® Ta epuTpomimuny s3mmkysano AUC
po3yBactatuny Ha 20 %, a Cmax — Ha 30 %. L{g B3aeMomist Moxke OyTH CHpHUYMHEHA MOCHICHOIO
MEePUCTATIBTUKOIO KUIIIEYHUKA BHACTIIOK J11 epUTPOMILIUHY.

Depmenmu yumoxpomy P450

PesynpraT mociimkens iN Vitro Ta in VIVO cBiguaTh, 110 PO3yBAaCTATUH HE iHTIOYE i HE CTHMYIIIOE



130pepmentn  1uToxpomy P450. OxpiM 1p0TO, pO3yBacCTaTHH € CJIHAOKUM CyOCTpaToM ITUX
i30¢epMenTiB. TakuM 4YMHOM, B3aeMOJii 3 JIKapChbKMMU 3aco0aMH B pe3ysbTaTi MeTadonizmy,
omnocepearoBanoro P450, He ouikyeTbes. He cmocrepiraiocss KIiHIYHO 3HAYYIIMX B3a€EMOJINA MK
po3yBactatuHOM Ta ¢urykoHazosnoMm (iaribitopom CYP2C9 ta CYP3A4) abo KeTOKOHA30JI0M
(iari6itopom CYP2A6 ta CYP3A4).
Bzaemooii, wo sumazaromo xopexyii 0o3u poysacmamury (Ous. maxoic maoiuyio 2)
IIpu HeoOXimHOCTI 3acTocyBaHHS JiKapchkoro 3aco0y EBoiia® 3 iHmMMM mikapchKnMH 3acobami,
3ATHUMM ITBMIIYBATH €KCIO3HIIIO PO3yBAaCTaTUHY, 103y Jikapchkoro 3acoby Epoiin® morpi6no
CKOpPUTYBATU. SIKIIO OYIKYETHCS, IO €KCIOo3MLis Jikapcbkoro 3acody (AUC) 3pocte npuOIM3HO B 2
abo Ginpime pasiB, 3actocyBaHHS EBoiimy® ciifi po3mouMHATH 3 703U 5 MI OJMH pa3 Ha 100y.
MakcuManbHy J0060BY 703y JiKapchkoro 3aco0y EBoiin® ciifi ckOpMTYBaTH TaKMM YMHOM, 100
OUiKyBaHa eKCIIO3HUIliSi PO3YBACTATHHY HE IEPEBUINYyBaJla EKCIO3MINI0, IO BiJ3HAYAETHCS MPHU
npuiioMi 103U 40 Mr/moby 6e3 3acToCyBaHHS JIIKAPCHKUX 3ac00iB, M0 B3a€MOJIIOTH 13 MpemapaToM;
HAIIPUKJIAJ, TIPU 3aCTOCYBaHHI 3 remdibposunom mo3a Esoiiny® cramoButume 20 Mr (36imbIIeHHS
exco3uuii B 1,9 pasza), mpu 3actocyBaHHI i3 KoMOiHali€l0 puTOHaBip/aTazanaBip — 10 wmr
(3611pIIeHHS B 3,1 paza).
SAxmo nikapcekui 3acid 30umemrye AUC po3yBacTaTWHy MEHII HDK Yy 2 pas3w, MOYAaTKOBY 03y
3MEHIIyBaTH He MOTPIOHO, aje CIiJl JOTPUMYBATHUCS 00E€PEKHOCTI MPH 30UIbIIEHH] TO3U JIKaPCHKOTO
3aco6y EBoitn®no monan 20 mr.

Tabmuns 2

BrmB cymyTHIX JTiKapchKuX 3ac00iB Ha €KCIIO3UIIII0 pO3yBACTATUHY
(AUC; B nopsiKy 3MEHIIIEHHS BEJIMYMHH) 32 ONyOJiKOBAaHUMU JAHUMU KIHIYHHUX JOCIIJKEHb

Pexxum no3yBaHHsS JiKapchKoro 3acoOy, mio |Pexum J03yBaHHS | 3MIHH AUC
B3aEMOJIE pO3yBacTaTHHy po3yBacTaTuHy™*

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

[uknocnopur Bix 75 mr aBiwi Ha 100y nmo|10 mr ogmH pa3 Ha 100y, |1 7,1 pasa
200 mr aBidi Ha 100y, 6 MicsIIiB 10 guiBs

Haponyramia 600 mr aBiui Ha 100y, 5 THIB 5 mr, ogHOpasosa 03a |1 5,2 paza

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

OwmobirtacBip 25 mr/mapuranpesip 150 mr/ 5 M1, ogHOpasoBa n1o3a |1 2,6 pasa
putonaBip 100 mr oxumH pa3 Ha g00y/
nacaOysip 400 mr aBiui Ha 700y, 14 nHIB

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

I'mexanpeBip 400 wmr/mi6pentacBip 120 wr|5 mr onuH pa3 Ha 106y, 7 |1 2,2 pa3za
OJIUH pa3 Ha 100y, 7 IHIB TTHIB

Jlominagip 400 mr/putonasip 100 mr asiui Ha|20 Mr omuH pa3 Ha 100y, |T 2,1 pa3a
no0y, 17 nHiB 7 nHIB

Kiomigorpens 300 wmr, motim 75 Mr yepe3 24|20 wmr, onnHOpa3oBa j03a |1 2 pasu
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, wio |Pexum J03yBaHHS | SMIHU AUC




B3a€EMOJIIE pO3yBacTaTHHY po3yBacTaTHHy*

Entpom6omnak 75 Mr oguH pa3 Ha 100y, 5 n1aiB | 10 M1, omHOpa3oBa g03a |1 1,6 pasza

Hapynagip 600 mr/puronasip 100 mr asiui Ha|10 Mr ogun pa3 Ha 100y, |1 1,5 paza
100y, 7 mHIB 7 nHIB

Tumnpanasip 500 mr/putonasip 200 mr nBiui Ha|10 Mr, ogHOpa3zoBa no3a |1 1,4 pasza
1006y, 11 nHiB

Hponenapon 400 mr aBivi Ha 100y Hesigomo 1 1,4 paza

ITpakonazon 200 mr onuH pa3 Ha 100y, S 1HiB | 10 M1, omHOpa3oBa go3a |1 1,4 paza **

Ezerumi6 10 mr ogue pa3 Ha 100y, 14 nHiB 10 mr oguH pa3 Ha 100y, |1 1,2 paza **
14 nHiB

3umwxkeHHss AUC po3yBacTaTuHy

Pexxum no3yBaHHsI JiKapchKoro 3acoOy, 1o |Pexum J03yBaHHS | 3MiHU AUC
B3a€EMOJIi€ pO3yBacTaTUHY po3yBacTaTuHy*

Eputpominua 500 mr gotupu pasu Ha a00y, |80 mr, onHopaszoa go3a || 20 %
7 nHIB

baiikanin 50 mr Tpuui Ha 100y, 14 AHIB 20 mr, omHOpasoBa go03a || 47 %

* JlaHi, TpencTaBieHI SK 3MiHA B X pa3iB, SBIAIOTH COOOK CITIBBIIHOMIEHHS MIXK 3aCTOCYBaHHSIM
po3yBacTaTHUHY y KOMOiHallii Ta okpemo. [laHi, mpeacTaBicHi y BUIIsIAL Y% 3MiHHU, SABJSIOTH CO0010 % pi3HHMIIO
BiJIHOCHO TIOKa3HHKIB P 3aCTOCYBAaHHI PO3YBACTATHHY OKPEMO.

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

** ByJo HpoOBEACHO KibKa JOCTIMKEHb B3a€MOJIl MPH PI3HUX J03aX PO3yBacTaTUHY, B TaOJIMIl TOJAHO
HaOLIbII 3HAYYIIE CITiBB1IHOLICHHSI.

Jlixapceki 3acobu / koMOiHaii, SKi He MaJId KJIIHIYHO 3HAYYyIIOrO BIUIMBY Ha criBBigHomenHs AUC
po3yBacTaTUHy MpH OJHOYACHOMY 3acTocyBaHHi: anernitazap 0,3 mr 7 nHiB; denodidpar 67 Mmr
7 muiB 3 pasu Ha n00y; daykonazon 200 mr 11 nmuiB 1 pa3 Ha no0y; doszammnpenasip 700 wmr/
putoHaBip 100 mr 8 nHiB 2 pa3u Ha 100y; keTokoHa3oa 200 Mr 7 aHiB 2 pa3u Ha 100y; pudamiiH
450 mr 7 mHiB 1 pa3 Ha 100y; cumiMapus 140 Mr 5 nHIB 3 pa3u Ha 100y

Bnnue pozysacmamuny na cynymmui nikapcwKi 3acoou

Anmaeonicmu simaminy K

Sx 1 mono iHmwmx iHrid6iropis 'MI'-KoA-penykTasu, Ha mo4aTky 3aCTOCYBaHHS JIIKAPCHKOTO 3ac00y
EBoiin® a6o npu migBuimieHHi #Oro g03M y MAIl€HTIB, AKi OJHOYACHO 3aCTOCOBYIOTH AHTATOHICTH
BitaMiHy K (Hanpuknaza BapdapuH abo 1HIINN KyMapuHOBUN aHTHKOATYJISHT), MOXKJIMBE IiIBULIICHHS
MDKHapoaHoro HopmaiizoBaHoro cmiBBigHoueHHs (MHC). IlpunuHenHs 3acTocyBaHHS Npenapary
Epoiin® a60 3MeHIIEHHs HOro 03U MOKe Hpu3BecTH 10 3HMkeHHs MHC. V Takux Bumamkax
OaxkaHui HanexHui MmoHiTopuHr MHC.

Ilepopanvni konmpayenmuegu/2opmonozamicna mepanis (I 3T)

OpHOYaCHE 3aCTOCYBaHHS JliKapchKoro 3aco0y EBoiia® Ta mepopanbHUX KOHTPALENTUBIB IPU3BOIMIO
no mnigsumeHHss AUC eruninectpaniony Ta Hoprectpeny Ha 26 % Ta 34 % BigmosigHo. Take
MIJBUIIEHHS CJ1JI BPaxOBYBAaTH MpHU Mi0Opl 103U MEpPOpaJbHUX KOHTpalenTusiB. JlaHux 1mono
(apMakoKiHETUKH MpenapariB y MaIi€HTiB, SKi 0JHOYACHO 3acTocoByIoTh Epoiin® Ta I'3T, Hemae,
TOMY HE MOKHa BUKJIIOYAaTH NOJ1I0HOTO edekTy. OqHak KoOMOIHAIlII0 MIMPOKO 3aCTOCOBYBAIH KIHKAM
y paMKax KJIIHIYHHUX JOCIIIKEHb 1 BOHA IepeHocuiacs 100pe.

Tnwi nixapcoxi 3acobu

Jueoxcun

3a MaHUMH CTeIliaTbHUX TOCHIKEeHb, KIIIHIYHO 3HAYYIIOT B3aEMO/IIT 13 TUTOKCUHOM HE OYIKYETHCS.
Dys3udosa xucnroma

JlocmimkeHHsT B3aEMO/I1T po3yBacTaTUHY 3 (y3UI0BOIO KUCIOTOK HE MPOBOJWIN. Pru3uk miomarii, y
T.4. 3 pabaoMioJi3oM, MOXe OyTH 30UTBIICHUH BHACHIJOK CYMYTHBOTO CHCTEMHOI'O 3aCTOCYBaHHS
¢by3unoBoi  KHCIOTH 31 cTaTMHaMHM. MexaHisM 1i€i  B3aemonil (papMakoguHamiuHUN — abo
dapmakokiHeTHUHUH, ab0 1 Te, ¥ iHIIE) MOKU He 3’sicoBaHuid. [loBimomusmocst mpo pabmomionis



(30KpeMa AesiKi JIeTaabHl BUTIAJIKH) Y TIAIIIEHTIB, K1 OTPUMYBAJIH IF0 KOMOIHAIIIFO.

[Namientam, y IKHX CUCTEMHE 3aCTOCYBAaHHS ()y3MI0BOI KUCIOTH BBKAETHCS HEOOX1IHUM, JIIKYBaHHS
Esoiinom® ciiji NpUNIMHUTH HA Bech TEPMiH JiKyBaHHs (y3MI0BOIO KHCIOTOI. Takoxk AMB. PO3iN
«Oco0IMBOCTI 3aCTOCYBAHHSY.

Jimu

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

Ocobnueocmi 3acmocyeanns.

Bnaue na nupku

[IpoTeinypis, SKy BHSABICHO Y pe3yibTaTi aHami3y 3a TECT-CMYKKaMH Ta sika Oyia MepeBakHO
KaHAJbIEBOTO MOXO/KEHHS, CIocTepirajacsi y TMali€eHTIB, fAKi JIKyBalIUCS BUCOKUMHU J103aMU
po3yBactatuHy, 30kpema 40 Mr, i y OUIBIIOCTI BUMAAKIB Maja TUMYAcOBUW ab0 mepepuBYACTUI
xapakrep. [IpoTeinypis He Oyia mepeaBiCHUKOM TOCTpOi a00 MPOrpecyrdoi XBOPOOHW HUPOK (IIUB.
po3nin «IlobGiuni peakmii»). YacToTa MNOBIIOMIEHb MpPO CEpHO3HI SBHIIA 3 OOKY HHUPOK Y
MMOCTMApPKETUHIOBUX JOCTI/DKEHHSAX BHINA NpU 3acTtocyBaHHi no3u 40 Mr. Y maIieHTiB, sKi
NpUAMAIOTh JTIKapChKU 3aci0 y mo3i 40 Mr, B XOJi CIOCTEPEXKEHHS CIiJ PETYISpPHO MEPeBIipATH
(GYHKIIIIO HUPOK.

Bnaue na ckenemmy myckynamypy

[Topymienns 3 00Ky CKeJIETHOI MYCKyJaTypu, HalpUKJIaa Miairis, MiomaTis Ta 3pigka padaomionis,
CTIOCTEpITarcs y MAI€HTIB, SKi MPUAMaIN PO3yBaCTaTHH Yy OYyAb-IKHX J03aX, OCOOIHMBO OijbIie
20 mr. yxe piIko BUMAIKK pabaoMiofi3y BiA3HAYATIUCS IIPU 3aCTOCYBaHHI €3eTUMIOy y KOMOiHAIIi 3
iridiTopamu  I'MI'-KoA-penykrasu. He MokHa BHKIIOYATH MOKIMBICTh (hapMaKoIWHAMIYHOI
B3aeMOii (IuB. po3aiin «B3aeMomis 3 iHIIMMU JTIKAPCHKUMU 3ac00aMU Ta IHIII BUIM B3a€EMOJIN»), a
TOMY TaKy KOMOIHAIIIIO CIIi/T 3aCTOCOBYBATH 3 00EPEKHICTIO.

Sk 1 mpu 3acTocyBanHi iHIKX 1Hr16iTOpiB ['MI'-KOA-peaykrasu, 4yactoTa MOBiIOMJIEHb PO BUTIAIAKU
pabromiodizy, OB’ sI3aHOTO 13 3aCTOCYBAHHSM PO3yBAacTaTHHY, Y TOCTMAapKETHHTOBOMY Tiepiol Oyia
BHIIIOKO TTPpH 1031 40 MT.

Pisenv kpeamunkinazu

PiBenp kpeatunkinasu (KK) He cnig BuMmiproBaTu micis 3HaYHMX (PI3MUHUX HaBaHTaXKeHb a0o0 IMpH
HAasIBHOCT1 1HIIMX IMOBIpHUX npuyuH migsuiieHHs KK, 1mo MoXyTe yCKiIagHIOBAaTH 1HTEpIIPETaLio
pesynbratiB. ko mouatkoBi piBHI KK 3Hayno minBumeHi (>5 paziB Bume BMH), mpotsrom
55—/ IHIB HEOOX1IHO 3pOOWTH MOBTOPHUM aHaNi3, 00 MIATBEPAUTH PE3yNbTAaTU. SIKIIO pe3yabTaTH
MOBTOPHOTO aHaji3y MiATBEPKYIOTh, 110 MovaTkoBe 3HaueHHs KK Oinbine HiXk y 5 pa3iB nepeBuiye
BMH, 3actocyBaHHS pO3yBacTaTHHY pO3IIOYMHATU HE CIIi.

Ilepeo nouamkom nikysanms

Esoiin®, sk i inmi inri6itopu TMI-KoA-peaykTasu, ciliji 3 06epexkHICTIO MPU3HAYATH TaLicHTaM 3i
CXWJIBHICTIO 10 Mionatii/pabaomionizy. /1o ¢pakTopiB TaKOro pU3MKy HaJIeKaTh:

— MOPYLIEHHS (PYHKIIIT HUPOK;

— TIOTUPEO3;

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

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

— 3JIOB)KMBAHHS aJIKOTOJIEM;

— BiKk >70 poKiB;

— cUTYallil, 1110 MOXKYTh IIPU3BECTHU JI0 MiJABMILEHHS PiBHIB JIKapChKOT0 3aco0y y I1a3Mi KpoBi (IUB.
po3ainu «Crnocid 3acTocyBaHHSI Ta J03uW», «B3aeMofis 3 1HIIMMHU JTIKapCHKUMHU 3aco0amMu Ta 1HIII
BUJIU B3aeMOJIiiN» 1 «DapMaKOKIHETHKAY);

— CYNyTHE 3acTOoCcyBaHHs (10patiB.

VY Takux Mali€eHTIB MOB’SI3aHUN 13 JIKYBaHHSM pHU3UK MNOTPIOHO OIHIOBATH, MOPIBHIOIOYU 3
OYIKYBAaHOIO KOPHUCTIO; TaKOXX PEKOMEHIYEThCS KIIHIYHUN MOHITOpUHT. Skmo moyaTtkoBi piBHI KK
3Ha4YHO MiJBuUIIEHI (>5 pasis Buie BMH), nikyBaHHs po3rnounHaTy HE CIiJl.

Y nepioo nixyeanns

[TamieHTiB CHiJl TONPOCUTH HETaHO MOBIJOMISTH MPO M SA30BUK OiNb, clabKicTh abo CcyqoMu
HEBIJIOMOI €T10JIOT1i, 0COOIMBO SKIIO BOHU CYIPOBOKYIOTHCS HE3Ty>KaHHSAM a00 rapsiukoro. Y Takux



namieHTiB motpioHo BuMiproBatu piBHI KK. 3actocyBaHHs JiKapChKOTO 3ac00y Ciifl MPUITMHHTH,
skmio piBHi KK 3Hauno migsumieni (>5 pasiB Bume BMH) a6o sikmo cumntomu 3 00Ky M’s31B TSDKKI
Ta CHOPUYUHSIOTH IOAeHHUN muckomdopt (HaBiTh skmo piBHi KK <5 BMH). V pa3i 3HuKHEHHSA
cuMnToMiB Ta moBepHeHHsS piBHA KK 10 HOpMH MOXHa MOHOBUTH TEpaIlil0 JIKapChKUM 3ac000M
EBoiin® a6o anprepHaTMBHMM iHTiGiTOpoM I'MI-KOA-penykTasm y HaiiMeHIIii 1031 Ta mix
perenbHUM HarisaoM. PeryssipHo mepeBipsaTH piBHI KK y acHMOTOMHHX Malli€eHTiB HeMae moTpedu.
Jly’xe piako MOBIZOMIBSUIM MPO BHUIAIKH IMYHOOTIOCEPEIKOBAaHOI HekpoTuiyrouoi miomnatii (IOHM)
mig yac abo Mmicist Teparii CTaTHHAMH, B TOMY 4ucii po3yBactatuHoM. Kiiniyanmu nposisamu IOHM
€ cnal0KicTh MPOKCHUMAJIbHUX M’SA31B Ta MiJBUILEHHS PiBHSA KPEaTUHKIHA3M Y CHPOBATLI KpPOBi, IO
30epiraeThCsl HAaBITh IMICJISA MPUITMHEHHS 3aCTOCYBAHHS CTAaTHHIB.

VY KIIHIYHHX JOCTI/DKEHHAX He Oyll0 OTPUMAaHO [I0Ka3iB MiJBUIICHOTO BIUIMBY Ha CKEJIETHY
MYCKYJIaTypy y HEBEJIHMKOi KUIBKOCTI IMAI€HTIB, sSKi MPUAMaId PO3yBacTaTHH Ta CYIYTHI JIIKapChKi
3aco0u. OHaK MiJABUIICHHS YaCTOTH MIO3MUTY Ta MiOHaTii BiI3HAYaNoCs y MAI€HTIB, SKI NpUAMaIN
iHmi iHTi6iTopn 'MI'-KoA-penykrasu pazoMm 13 moxigHUMU (GiOpPO€BOi KHUCIOTH, B TOMY YHCIHI
reM$iOpo3uiIoM, IUKIOCIOPUHOM, HIKOTHHOBOK KHCJIOTOI, Aa30JbHUMH IPOTUTPUOKOBUMH
npenaparamu, iHTiOITOpaMHu TPOTea3w Ta MAaKpOJIIAHUMHU aHTUOIOTHKaMH. ['eMdiOpo3u miaBuIye
PHU3UK MIOMATIi P CYIyTHHOMY 3aCTOCYBaHHi 3 nesskuMu iHriditopamu I'MI'-KoA-penykrazu. Tomy
3aCTOCOBYBaTHU EBoiin® y koMOiHarii 13 rem¢piopo3usaoM He peKoMeHAyeThcs. KopucTh momanpiioi
3MiHM PiBHS JiMiiB PK 3aCTOCYBaHHI Jikapchkoro 3acody Epoiin® y xomGinarii i3 ¢pibparamu abo
HIAlIMHOM TMOTPIOHO pPEeTEeNbHO 3BaKyBAaTH MOPIBHAHO 3 MOTCHIIMHUMU PU3UKAMHU, IMOB’SI3aHUMH 13
3aCTOCYBaHHSAM Takux KomOiHamii. /loza 40 Mr mpoTHmoOKa3aHa MpH CYIYTHHOMY 3aCTOCYBaHHI
¢ibpatiB (quB. po3aim «B3aemomis 3 IHIIMMHU JIIKAPCHbKUMHU 3ac00aMM Ta 1HINI BUAM B3a€EMOJIIN» Ta
«[1o0iyni peakmii»).

EBoiin® He cJifi 3aCTOCOBYBATH OJHOYACHO 3 CHCTEMHMMH JIKapChKUMHU 3acobamu  (y3uaoBoi
KHUCJIOTH a00 MpOTAroM 7 THIB MICIs MPUITMHEHHS JiKyBaHHS (y3MI0BOIO KHCIOTOO. [lamienTam, y
SKHX CHCTEMHE 3acTOCYBaHHsS (Dy3UJ10BOI KUCIOTH BBAXKA€THCSI HEOOXITHHUM, JIIKYBaHHS CTaTHHAMU
CIIiJ] MPUIIMHUATH HA BECh TEPMiH JIiKyBaHHA (Dy3um0BOr0 KHciIoTor0. [loBimomisiiu mpo padaomiornis
(y ToMy umcIi JeKijbKa JeTalbHUX BHIIQJKIB) Yy MAIliEHTIB, IKi OTPUMYBAIU KOMOiHAII0 (y3u10BOT
KHCIIOTH Ta CTaTHHIB (IUB. po3ain «B3aemomis 3 1HIIMMH JTIKAPCHKUMHU 3aco0aMH Ta 1HIN BUIA
B3aeMoJIiit»). [lamienTam ciifg MOpajuTH HEraHO 3BEPHYTHCS MO MEAMYHY JOMOMOTY, SIKIIO BOHHU
BIIUYBaIOTh OY/b-5IKI CUMIITOMH M’ S130BOi C1abKoCTi, 60110 a00 XBOpOOIMBOI 4yTAMBOCTI. Teparrito
CTaTHHAMM MO>KHA ITOBTOPHO TIOHOBUTH 4epe3 CiM JHIB MICJIs OCTaHHBOI 103U (y3UI0BOI KUCIOTH. Y
BUHSTKOBHX BHITQ/IKaX, KO HEOOXiTHE MPOJIOHTOBaHE CUCTEMHE 3aCTOCYBaHHS (Py3U0BOT KHCIOTH,
HampuKIan, JUIsl JIKyBaHHS TKKUX 1HQEKIid, HeoOXiAHICTh OJHOYACHOTO 3aCTOCYBAaHHS
po3yBacTatuHy Ta ()y3uJ0BOi KHCJIOTH TMOBHHHA PO3TIIAAATHACS TUTBKA B KOXXHOMY KOHKPETHOMY
BUMNAJIKY 1 MiJ peTebHUM MEAUYHUM HarJIsi10M.

EBoiin® He cIi 3aCTOCOBYBaTH MAIlicHTaM i3 TOCTPMMH, CepHO3HMMH CTaHAMH, LIO CBig4aTh IIPO
MiomnarTio ab0 MOXKJIUBICTb PO3BUTKY HHMPKOBOI HEIOCTATHOCTI BHACTINOK pabnomioni3y (TakuX SK
Cerncuc, TIMOTEH31s, 3HayHe XIpypriuHe BTpPYy4YaHHsS, TpaBMa, TSDKKI MeTaOOoNiuHI, €HJOKPHUHHI Ta
€JIEKTPOIIITHI PO3Nagu a00 HEKOHTPOIbOBAHI CYJIOMH).

Bnaue na neuinky

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

PexomeH10BaHO mepeBipATH 010XiMi4HI MOKa3HUKH (PYHKIIT MEYIHKU Mepe]l MOYaTKOM JIIKYBaHHS Ta
yepe3 3 micsli MOTOMy. 3acTOoCyBaHHs JiKapchkoro 3aco0y Esoiin® ciin mpunueuTti a60 3MEHIIHTH
7103y, SIKIIO piBEHb TpaHCaMiHa3 y CHUpPOBATLi KPOBI OUIbIIE HIXK BTPHUI MEPEBUIIYE BEPXHIO MEXKY
HopMu. YacToTa MOBIJOMJIEHb MPO CepHO3HI SIBUIIA 3 OOKY MEYIHKU (MEepEeBaKHO MPO MiJABUIIECHHS
piBHS TpaHCaMiHa3 MEYIHKH) y MOCTpeecTpaliifHuii nepion Oyna OUIBIIOI HpU 3aCTOCYBAaHHI /103U
40 wmr.

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

Pacosa nanescnicmo

JocnipkeHHs: apMaKkOKIHETUKH CB1T4aTh MPO 3pOCTAHHS €KCIO3MIIT y Malli€HTIB MOHT0JIOIIHOT pacu
npuOIM3HO BJBIYl MOPIBHSHO 3 €BporeoigamMu (IuB. po3auin «Crocid 3acTocyBaHHS Ta J103U»,



«IIpotunokazanus» Ta «PapMaKOKIHETHKA).

Ineibimopu npomeasu

[linBuiiena cucTeMHa EKCIO3UIlisA PpPO3yBaCTaTUHY CIOCTepirajacs B 0Ci0O, SKI 3aCTOCOBYBAJIH
pPO3YyBacCTaTWH CYMYTHBO 13 PI3HUMH I1HTIOITOpaMH MpOTeasd y MOe€JHaHHI 3 puToHaBipoM. Crin
0OMipKyBaTH SIK KOPHMCTh BiJl 3HIKEHHs PiBHSA JIIIi/iB 32 JOIOMOTO0 JiKapchkoro 3acoby Esoitn® y
narienTiB 13 BUI, siki oTpuMyroTh 1HTI0ITOpU MPOTEas3H, Tak i MOXKIUBICTh MIABUIIICHHS KOHIICHTpawii
pO3yBaCTaTHHY y IIa3Mi KpOBi HA MOYATKy Tepamii Ta NP MiJABHIIEHHI 1031 EBoiiny® y maimieHTiB,
SIKi OTPUMYIOTH 1HTi0iTOpHU MpoTteazu. OTHOYACHE 3aCTOCYBaHHS Mpemnapary 3 1HTi0iTopaMu MmpoTeasu
He PEKOMEHJYEThCs, AKIIO 103a EBoiiny® He cxopuroBana (amB. posiin «Croci6 3acTocyBaHHS Ta
n03u» 1 «B3aeMois 3 IHITMMU JIIKApCHKUMU 3ac00aMu Ta 1HII BUIAM B3aEMOIIN).

Henepenocumicmuv naxmosu

[TamieHTamM 13 PIAKICHUMH CHAJAKOBUMH IpoOJeMaMy HEMEPEHOCUMOCTI TajJaKTO3H, TSHKKUM
nedinuToM JakTazd abo TITFOKO30-TaTaKTO3HOW ManbhaOCOpOIier0 HE CIiJ 3acTOCOBYBAaTH IIei
npemnapar.

SIKmio y marfieHTa BCTaHOBJICHA HETIEPEHOCHMICTh JISSKUX I[yKPiB, HEOOX1IHO MPOKOHCYIbTYBATHUCS 3
JiKapeM, MepIl HiK MpURMaTH el JTikapCchKui 3acio.

Inmepcmuyianvha xeopoba nezens

[Tin gac 3acTocyBaHHS JESKUX CTaTHHIB, OCOOIMBO IpU TPUBAIOMY JIIKYBaHHI, MOBIJOMIISAIIOCS MPO
BUHSTKOBI BUIIAJIKH IHTEPCTUIIAIbHOT XBOpoOU JiereHsb (nuB. po3ain «IloGiuni peakiii»). 1o mpossis
i€l XBOpOOU MOXHA BITHECTH 3aJMILIKY, HEMPOAYKTUBHUI Kalllelb Ta 3arajbHE MOTIPIICHHS CTaHy
(CTOMITFOBAHICTh, 3HW)KCHHSI MAacH Tijla Ta Trapsdka). Y pasi MiJo3pH Ha IHTEPCTUIIATBHY XBOPOOY
JIETeHb 3aCTOCYBAHHS CTATHHIB CIIiJ MPUITUHUTH.

L{yxposuii oiabem

Jesiki ¢dakTu cBimyaTh, M0 CTATUHU MiJBUIIYIOTH PIBEHb TJIIOKO3M B KPOBI Ta y JAESIKUX MAIlI€HTIB,
SKHUM 3arpoXXy€ BHCOKHH pHU3WK PpO3BUTKY JiabeTy B MalHOyTHbOMY, MOXYTh CIPHYUHITH
TINEepriIiKeMII0 TaKoro pPiBHS, 3a SKOTO HEOOXiJHE HaJeKHE JIKyBaHHS IykpoBoro mgiabery. Lo
3arpo3y, OJHaK, MMEPEBUIIYE 3HWKECHHS PU3UKY CYAMHHUX TOPYIIEHb NPU 3aCTOCYBaHHI CTAaTHHIB, 1
TOMY BOHAa He Mae OyTH MiACTAaBOIO AJisl MPUNMHEHHs Teparlii CTaTMHAMHU. 3a MallieHTaMHU TPYIH
pm3uKy (piBeHb TIIOKO3M Hatme 5,6-6,0 Mmomws/m, IMT >30 kr/m?, migBuuIeHWi piBeHb
TPUIITILEPUIIB, apTepiajibHa TiNEpTeH3is) CliJl BCTAHOBUTU SK KIIHIYHMM, Tak 1 Ol0XiMiuHHMA
KOHTPOJIb 3T1/IHO 13 HallIOHAJTbHUMHU KEPIBHUIITBAMH.

VY nocnimpkenni JUPITER 3apeectpoBana 3araigbHa yacToTa IIyKpoBOro niabery craHosuia 2,8 % y
rpyni npuiioMy po3yBacTaTHHY Ta 2,3 % — y rpymni Iuianebo, MepeBakHO Yy MNAI[iEHTIB 13 PIBHEM
IJIFOKO3M HATIIE BiJ 5,6 10 6,9 MMOJIIB/II.

Miacmenis epagic / ouna miacmenis

VY NOOAMHOKHUX BHIAAKaX MOBIIOMIISIOCS, IO CTATUHH 1HAYKYIOTh «de novo» abo 3arocTproloTh BiKe
ICHYIOUYy MiacTeHiI0 rpasic abo ouHy MiacTeHito (quB. po3aul «I1o61uHi peakuii»). ¥ pasi 3arocTpeHHs
CHMITOMIB CJIijl TIPHIMHUTH HpUHOM Jikapchkoro 3aco6y Epoiin®. IToizomisiocs Ipo peluauBy
IIpY IOBTOPHOMY 3aCTOCYBaHH1 TOTO CaMOro ado 1HIIOTO CTATHHY.

Himu

Ouinka JiHIHHOTO pocTy (3picT), Macu Tina, IMT (iHaekcy Macu Tijla) Ta BTOPMHHUX XapaKTEPUCTHK
CTaTeBOro J03piBaHHs 3a TaHHepoM y aiTelt BikoM BiJ 6 1o 17 pokiB, siki mpuiMain po3yBacTaTHH,
oOMexkeHa TepioloM TpHUBAIICTIO 2 poku. [licis 2 pokiB JOCTIIKYBAaHOTO JIKYBaHHS KOIHOTO
BIUIMBY Ha picT, Macy Tima, IMT abo crareBe mo3piBaHHS BHUSBIEHO He Oyno (IUB. PO3IiN
«DapmMaKoIMHAMIKAY).

VY KIHIYHOMY JOCHIJPKEHHI Y JiTeH Ta MiUIITKIB, sIKl MPUIMaIu po3yBacTaTUH MPOTATOM 52 THXKHIB,
migBumenas piBHa KK > 10 paszie Bume BMH Tta cumnromu 3 O6oky M’s3iB micist (i3MUHOTO
HaBaHTaXEHHs a00 MiJABUIIEHOT (PI3UYHOT aKTUBHOCTI CIIOCTEPITraJIMCs YacTillle MOPIBHSAHO 3 TAKUMU Y
nopociux (auB. po3ain «I1o0iuHi peakiiin).

Le#t mikapcekuid 3aci®0 MIiCTUTH JonoMikHi pedoBuHHM TapTpasuH (E 102) Ta »xostuii 3axig FCF
(E 110), m10 Moke CIPUYMHSATH AJNEPrivHi peaKiii.

3acmocyeanns y nepioo eazimuocmi abo 200y8anHs 2pyoor.
EBoiin® npoTumnokasanuii y nepioji BariTHOCTi a60 rolyBaHHs IPYTIO.
XKiHKH penpoAyKTUBHOIO BIKY IOBHHHI BUKOPHUCTOBYBATH HAJIEXKH1 3aCO0M KOHTpaLIEMIi.



OCKUIBKM XOJIECTEpHUH Ta IHIII MTPOAYKTH OIOCHHTE3Y XOJIECTEPHUHY BIAIrpalOTh ICTOTHY pOJb Y
PO3BHUTKY IUI0Ja, MOTEHIIMHUN pu3uk Bif npurHiueHHs ['MI-KoA-penykrasu nepeBullye KOPUCTb
BiJI 3aCTOCYBaHHS JIIKAPCHKOTO 3aco0y y mepion BariTHOCTI. JlaHi JOCHIIKeHh Ha TBapUHAX IIOI0
TOKCHUYHOTO BIUTMBY Ha PENMPOIYKTUBHY (YHKII0 OOMexeHi. SIKIo maiieHTKa 3aBariTHie y Mepion
3aCTOCYBaHHS IbOTO JIIKapChKOTO 3ac00y, JIIKYBaHHS CJIi/l HETAHHO MPUITHHUTH.

Po3yBacTaTuH nmpoHHKae y MOJOKO HIypiB. J[aHUX 1110/10 TPOHUKHEHHS JIIKapChKOTO 3ac00y y TpyaHe
MOJIOKO JIOIMHH HeMae (auB. po3ain «lIpoTunokazaHus»).

30amuicmy  énausamu Ha WBUOKICMb peaxyii npu KepyeanHi A8MOMPAHCNOPMOM abO0 THUUMU
Mexarnizmamu.

JlocmimkeHHs BIUIMBY Jlikapchkoro 3aco0y EBoifn® Ha 37aTHICTH KepyBaTH aBTOMOOiTeM Ta
MpaioBaTH 3 IHIIUMH MeXaHi3MaMu He mpoBoauiau. OnHak, 3 orjsay Ha (apMakoJWHaMIivHI
BIACTUBOCTI JiKapchKOro 3acoby, ManoiMoBipHO, 1o Epoiin® BrimBaTtuMe Ha Taky 37aTHicTh. Ilpu
KEpyBaHHI aBTOTpPaHCIOPTOM ab0 poOOTI 3 IHIIUMH MeXaHI3MaMH CJIiJ BpaxOBYBaTH MOJKJIUBICTH
3araMOPOYEHHS y TIEPio/1 JTIKyBaHHS.

Cnoci6 3acmocysannsa ma 0o3u.

[lepen moyaTkoMm JiKyBaHHS MALIEHTY CIiJl MPU3HAYUTU CTAHIAPTHY TiMOXOJIECTEPUHEMIYHY MI€TY,
SKOi BiH MOBHHEH JOTPUMYBATHCS 1 MPOTATOM JIiKyBaHHs. Jl03y ciijg minOupaTtH iHAWBITYyalbHO,
3aJIe)KHO B METH Teparlii Ta BiJMOBiAl NAIlieHTa Ha JIKYBaHHS, 3T1THO 3 PEKOMEHAALISIMH TOTOYHUX
3arajibHONPUUHATHX KEPIBHULITB.

Jlikapchkuii 3aci0 Eoiin® moxHa npuiiMatu y Oyab-sKHii yac JTHs, He3aJIeKHO B1J MPUHoOMY TxKi.
Jlikyeanns cinepxonecmepunemii

PexomeHngoBana mouyaTkoBa Jj03a cTaHOBUTH 5 abo 10 Mr mepopajiibHO OAMH pa3 Ha A00y sK s
MAII€HTIB, SKi paHilIe HEe 3aCTOCOBYBAJIM CTATHWHH, TaK 1 JUIS MIEPEBEICHUX Ha Iperapar 3 MpHioMy
inmoro iuriditopa 'MI-KoA-penykrazu. [Ipu BuOOpi mouaTKoBOI 103U CIiJl BpaXxOBYBaTH pPiBHI
XOJECTEpUHY B KOXXHOTO OKPEMOro TaIli€eHTa Ta PU3HK CEPIEBO-CYJMHHHUX TOPYIIEHb Y
MaiOyTHROMY, a TaKOXX IMOBIPHICTb PO3BUTKY HeOakaHUX peakiiii. Y pa3l HeoOXigHOCTI
i ABHUIYBATH 103y IO HACTYITHOTO PiBHSA MOKHA uepe3 4 TkHI (auB. po3nin «DapmakoguHaMikay). 3
OMJIALy Ha Te, 110 Ha Tl 3acTocyBaHHA npenapaTy B 1031 40 mr HebakaHl peakiii BUHUKAIOTh
yacTille, HiK IpU MEHIIUX Ao3ax (auB. po3ain «[loGiuHi peakiii»), 0CTaTOYHO TUTPYBATH J03Y 10
MaKCUMaJibHOI 1031 40 Mr BapTO JMIIE MAIiEHTaM 13 TSDKKOIO TIEpXO0JECTEPUHEMIEI0 Ta BUCOKUM
PU3HUKOM CEpLEBO-CYAMHHMX MOPYIIEHb (30KpeMa XBOPHUM 13 CIMEHHOIO TiNEPXO0JIECTEPUHEMIEIO), ¥
SKHX HE BIAJOCS JOCSITTH METH JIKYBaHHS IPHU 3aCTOCYBaHHI J103M 20 MT 1 siKi epeOyBaTUMYThb Mij
perynspHuM HarisgoM (auB. po3ail  «OcoOimBOCTI 3acTocyBaHHsA»). Ha mowarky mnpuiiomy
npemnapary y 1031 40 Mr peKoMeH/1I0BaHUH HarJIsi{ CleLiatiCTiB.

3anobicannsa nopyweHnuam 3 60Ky cepyeso-cyOuHHoI cucmemu

VY AocnipKeHH1 3HWKEHHS PU3UKY MOpPYIIEeHb 3 00Ky CeplieBO-CYAMHHOI CUCTEMHM JIIKApChbKUI 3acid
3acTOCOBYBaH y 1031 20 Mr Ha 7100y (auB. po3ain «PapmMakoaruHAMIKAY).

Iayienmu nimnvo2o 6iKy

PexomenpoBana mouaTkoBa J03a ISl TAli€HTIB BiIKOM >70 pOKIB CTaHOBHTH 5 Mr (AMB. PO3ALT
«Oco01MBOCTI 3acToCyBaHHs»). [HIIA KOPEKIis 103U 3 OIJIsAY Ha BiK HE MOTpiOHA.

Tlayienmu i3 HUPKOBOIO HEOOCMAMHICMIO

[Tamientam i3 1erkuMu ab0 MOMIPHUMH MOPYLIEHHAMHU (YHKIIIT HUPOK KOPEKI[is 1031 HE OTpiOHAa.
PekomennoBana mowarkoBa J03a A MAlLI€HTIB 13 MOMIPHUMH MOPYIIEHHSMHU (YHKIII HUPOK
(knmipeHc kpeatuHiHy <60 Mi/xB) craHoBuTh 5 Mr. Jloza 40 Mr mpoTumoka3zaHa MalieHTaMm i3
MOMipHUMH HOPYIIEHHAMU (QYHKIIIi HUPOK. 3aCTOCYBaHHs JiKapchkoro 3aco0y Epoiin® mamientam i3
TSOKKUMHM  TIOPYIIEHHSAMHM (YHKLIi HHUPOK NPOTHUIIOKA3aHO Yy OyAb-AKUX J03ax (AMB. PpO3ALIH
«IIpoTunokazanus» Ta «PapMaKOKIHETHKAY).

THayieumu i3 nopywennamu hyHxyii nevinku

VY naiieHTiB 13 NMOpymeHHAMU (QYHKIIT MEYiHKH, IO OLiHIOBaNIKCS y 7 a00 MeHuIe OaliB 3a IIKaJIOo0
Yaiinna—I1’10, miABUIIEHHS CUCTEMHOT €KCIIO3UIIiT po3yBacTaTUHY He criocTepiranocs. OaHak B ocib i3
nopyueHHsaMu y 8 Ta 9 OaniB 3a mkanor Yainaa—I1'to cuctemHa ekcrno3uiist 3poctaia (AUB. poO3/ia
«DapMaKkoKiHEeTHKa»). Y TakKuX TMAI[i€HTIB JOIMIIBHOI € OLiHKa (YHKIII HUPOK (IUB. PO3ALI
«Ocob6arBOCTI 3acTocyBaHHsS»). JIOCBiA 3acTOCYBaHHS JTIKAPCHKOTO 3ac00y MalieHTam, siki Habpanu



outpmre 9 GamiBe 3a mkanoro Yainma—II'to, BiACYTHIM. Eoiin® MPOTHUIIOKA3aHUA TaIlieHTaM 3
AKTUBHUMH 3aXBOPIOBAHHIMU NEUiHKHU (IUB. po3aii «IIpoTumnokazanHs»).

Pacosa nanesxcnicmo

VY marfieHTiB MOHTOJIOITHOT pacu CriocTepiranacs ITiIBHIEHA CHCTEMHA EKCIIO3HUIlis Mpemnapary (IuB.
posminu  «[Iporunokasanus»,  «OcOOMMBOCTI  3acTocyBaHHSA» Ta  «DapMaKOKIHETHKA).
PekoMenjoBaHa MmovaTtkoBa /103a JUIS MAIIEHTIB MOHTOJIOIMHOT pacH CTaHOBUTH 5 Mmr; mo3a 40 mr
TaKHUM Ialli€eHTaM MPOTUIIOKA3aHa.

T'enemuunuii nonimopghizm

[leBHI THUOM TEHETHMYHOTO MOJIMOP(}I3MY MOXYTh TNPU3BOAUTH O MIJBUIICHHS EKCIIO3MIi
po3yBactatuHy (auB. po3ain «DapmakokineTukay). [lamieHTam i3 BiZIOMOIO HASBHICTIO TaKMX THIIIB
noniMopdizMy peKOMEHIYEThCS 3aCTOCOBYBATH MEHIIY 1060BY 703y Jlikapchkoro 3acody Epoitn®.
Tayienmu 3i cxunvHicmio 00 po36umKy mionamii

PexomeHnmoBaHa movyaTkoBa J103a JUIs MAI€HTIB 13 (paKToOpaMH PU3UKY PO3BHTKY MiomNaTii CTAHOBUTH
5 mr (auB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHSY).

Jlo3a 40 Mr mpoTuIoKa3aHa JACSIKHM i3 TaKUX MaIlieHTiB (IuB. po3aia «[IpoTrmokazaHHs»).

Cynymue 3acmocysanHs.

PosyBactatun € cyocTpaTtoMm pisHHX TpaHcnopTHuX OuUlkiB (Hampukiag OATP1B1 ta BCRP). Pusuk
Mionarii (B ToMy 4ucIti pabioMionizy) 3pocTae npu OJHOYACHOMY 3acTocyBaHHI EBoiiny®™i3 meBHuMU
JKapChbKUMHU 3aco0amMH, 10 MOXKYTh MiJBHINYBATH KOHIIEHTPALIIO PO3YBacTaTHHY y IUIa3Mi KpOBi
BHACJIIOK B3a€MOJii 3 IIUMH TPAHCIOPTHUMHU OUTKaMu (HApPUKIA] UUKIOCIOPUHOM Ta MEBHUMH
1HT10iTOpaMu IpOTEas3u, B TOMY YMCIII KOMOIHAIIIMU PUTOHABIPY 3 aTa3aHaBipoM, JIOMIIHABIPOM Ta/abo
TUIIPaHaBipoM; IUB. po3auin «OcoOaMBOCTI 3acTocyBaHHI» 1 «B3aemofis 3 1HIIMMHU JIKapCHKUMU
3acobamMu Ta IHIN BUAM B3aemMofiiy). Ilo MOXIMBOCTI, CHig PpO3MISHYTH 3aCTOCYBaHHS
aIbTEPHATUBHUX JIIKAPCHKUX 3acO0iB Ta y pa3i HEOoOXIHOCTI TUMYAcOBO IE€pepBaTH Teparmiio
nikapceknM 3aco6om EBoiin®. SIKII0 CymyTHBOTO 3aCTOCYBAaHHS IIUX JKapChKHX 3acobiB i3 Eoitmom®
YHUKHYTH HEMOXIJIUBO, CIiJ] PETeIbHO 3BAXUTH KOPUCTh Ta PHU3MK BHACIIIOK CYMYTHHOTO
3aCTOCYBaHHS Ta BiANOBIIHMM UMHOM BiKOperyBaTH m03y mpemapary Esoitn® (amB. posmin
«B3aeMois 3 IHIIMMH JIIKAPCHKUMH 3ac00aMHK Ta iHII BUAN B3a€MOIII»).

Himu.

3acToCyBaHHS JIIKAPCHKOTO 3aCO0Y MITSIM Ma€ MPOBOAUTH JIUIIE CIEIIATICT.

JliTi Ta miuTiTKU BikoM Bia 6 10 17 pokiB (cramis Tanuepa <II-V).

eTepo3uroTHa ciMeliHa TiIepX0IecTepUHEMIs

3BuuaiiHa ModaTkoBa [000Ba J03a AN JiTe Ta MIANITKIB 13 TEeTEPO3UTOTHOI CIMEHHOIO
rinepXxoJeCTEpUHEMIEI0 CTAHOBUTD 5 MI Ha J100y.

. 3BuuaiiHa g03a AN JAiTed BIKOM Big 6 10 9 pOKIB i3 TETEPO3UTOTHOI CIMEHHOIO
TINepXOJECTEPUHEMIEID CTAaHOBUTH BiJ 5 mr g0 10 Mr mepopanbHO ouH pa3 Ha n00y. besneky ta
e(EeKTHBHICTh 3aCTOCYBAaHHS JIIKAPCHKOro 3acoly y Ao3ax Outpme 10 mMr y mili momynsmii He
JTOCITI K YBAJTH.

. 3BuuaiiHa go3a Ansa giteid Bikom Big 10 mo 17 pokiB 13 TeTEPO3UTOTHOI CIMEHHOIO
TINEePXOJIECTEPUHEMIEID CTAHOBUTH BiJl 5 Mr g0 20 Mr mepopaibHO OJuH pa3 Ha n00y. besneky ta
e(EeKTHBHICTh 3aCTOCYBAaHHS JIIKAPCHKOro 3aco0y B jgo3ax Oumbmie 20 Mr y wid momymsmii He
JTOCITI K YBAJTH.

[TigBuiyBat A03y CIHiJg BIAMOBIAHO IO 1HIWBIAyanbHOI BIAMOBIAI JWTHHU Ha JIKyBaHHS Ta
MIEPEeHOCUMOCTI Tpernapary, JOTPUMYIOUHMCh PEKOMEHJAIlN ILI0M0 JiKyBaHHS MAiTeld (IUB. pO3.il
«Oco0nuBocTi 3actocyBaHHs»). [lepen moyaTkoM Tepamii po3yBacTaTHHOM JAITAM Ta IMiJUTITKaM CIiJ
MPU3HAYUTH CTAHJAPTHY TIMOXOJIECTEPUHEMIYHY MI€TY, AKOi MAIll€EHTH MAaloTh JOTPUMYBATHCS 1
MPOTATOM JIKYBaHHS.

l'omo3uroTHA CiMeliHa TinepXoaecTepUHEMIS

PexoMenoBana MakcuMaibHa J103a 7S AiTed BIKOM Bif 6 10 17 poKiB i3 TOMO3UTOTHOIO CIMEHHOIO
rinepxojiecTepuHeMi€r0 cTaHOBUTH 20 MI OIUH pa3 Ha 100y.

PexoMenj0BaHa moyaTKOBa /1032 CTAHOBUTH Bif 5 Mr 10 10 Mr oguH pa3 Ha 100y 3aJe€KHO BiJ BIKY,
Macy Tijla Ta TIOTIEPEIHBOTO 3aCTOCYBaHHS CTaTWUHIB. [ligBuIyBaTH 10 MakcuMaibHOI mo3u 20 mr
OIMH pa3 Ha 100y cCiig BIAMOBIAHO [0 IHAWBIAyadbHOI BIAMOBIAI AWUTHHM Ha JIKyBaHHS Ta
MIEPEeHOCUMOCTI Tpernapary, JOTPUMYIOUHMCh PEKOMEHJAIIN ILI0I0 JiKyBaHHS MAiTeld (IMB. pO3.il




«OcobamBOCTI 3acTocyBaHHs»). [lepen mouaTkoM Teparii po3yBacTaTUHOM JITSAM Ta MiJTITKaM CIiJ1
NPU3HAYUTH CTAHAAPTHY TiOXOJIECTEPUHEMIUHY [I€TY, AKOi Mali€HTH MaloTh JOTPUMYBATHCS 1
MPOTSITOM JIIKYBaHHS.

JlocBi iKyBaHHS i€l MOMYISIil y 03ax Oinbiie 20 Mr 0OMEKEeHUH.

Tabnerku o 40 Mr He 3aCTOCOBYBATH JITSAM.

Jliti BikoM 110 6 pOKIB

besneky Ta epekTHBHICTH 3aCTOCYBaHHS JIIKAPCHKOTO 3acCO0Y MITSAM BIKOM J0 6 POKIB HE BUBYAJIH.
Takum unnom, EBoiin® He pekoMeHIyeThCs 3aCTOCOBYBATH JIiTAM BiKOM JI0 6 POKiB.

Ilepeoo3ysanns.

Crnenudiunoro niKyBaHHS Iepeno3yBaHHS Hemae. Y pasi mepeno3yBaHHs MAIlieHTa CIijA JIKyBaTH
CUMIITOMATHYHO Ta y pa3i HEOOXIMHOCTI BXKUTH MIATPpUMYIOUUX 3axomiB. [IoTpiOHO KOHTpOJIOBATH
¢ynkuii nevinku ta piBHi KK. EdexktuBHicTs remopianizy ManoiiMoBipHa.

I06iuni peakuii.

Hebaxani siBuma, MO BiJ3HAYAIOTHCSA MPU 3aCTOCYBaHHI pPO3YBAacTaTHHY, 3a3BHYail JIETKI Ta
TUMYaCOBI.

VY tabnuui 3 npeacraBieHuidl npodiip HeOaX)aHUX peakilid Ha PO3yBaCTaTHH 3a JaHUMHU KIIIHIYHUX
JOCTI/DKEHbh Ta BEIUKOTO JIOCBIAYy IOCTPEECTpalliiHOTO 3acTocyBaHHsA. HeOaxkani peakiii
kJacu(iKoBaHi 3a YaCTOTOO Ta CUCTEMHO-OPTaHHUMH KJIaCaMH.

3a yacToTor0 HebakaHi peakIlii po3noaiieHi TakuM YrnHOM: dacTi (>1/100 ta <1/10), newacri (>1/1000
ta <1/100), pinki (=1/10000 ta <1/1000), nyxe pinki (<1/10 000), yacroTa HeBigOMa (HEMOKIUBO
OIIIHUTH 32 HASBHUMU JAHUMH).

Tabmuus 3
Hebaxxani peakiiii 3a JaHUMHU KITHIYHUX JOCTIIKEHb Ta TOCBIAY
MOCTPEECTPAIIITHOTO 3aCTOCYBAaHHS
CucremHo- Yacri Heuacri Pinxi Hyxe pinki  |Yacrora
OpTraHHMI KJ1ac HEeBiJIOMa
3 6oky Kkposi ma Tpombornuto-
nimgpamuunoi HeHis
cucmemu
3  6oky imyHHOT Peaxirii
cucmemu rinepuyTiu-
BOCTI, B TOMY
YHCIi
aHT10HEBPO-
TUYHUI
HaOpsAK
Enookpunni Hykposuit
posnaou niaGer!
Tcuxiuni poznaou Hemnpecist
3 6oky Hepsosoi|l'onoBHUI [lonmineBpo-  |Ilepudepruuna
cucmemu O111b, martisi, BTpaTa|HeBpoOIaTis,
3aramMmopo- nam’siTi po3naau  CHY
YEHHS (B ToMy umci
0e3CoHHS Ta
HIYHI
KOIIIMapH),
MiacTeHist
rpasic
3 oboxy opeanis Ouna




30py MiacTeHis

3 oboxy opeanie Kamens,

OUxXaHHs, 2pyoHOI 3a/IMIlIKa

KAImKU ma

cepe0oCcminis

3 6oky wnynkoso-|3amop, [Tankpearur Hiapes

KUUUKOBO20 HYJIOTA,

mpaxkmy abIoMiHaJIb-

HUH OUTh

3 00Ky IligBumenns |2KoBraHung,

eenamobdiniapHoi piBHS rernaTuT

cucmemu MEYiHKOBUX
TpaHcaMiHa3

3 6oky wkipu ma CaepOixk, Cunnpom

RIOWKIPHOT BHUCHII, CriBeHCca—

KIIMKOBUHU KpOTHB’ sTHKA JIxoHCcOHa

3 6oky ckenemnoi | Mianris Miomnarist  (B| ApTpainris [Topymmenns 3

MycKyramypu — ma TOMY  YHCII 00Ky

CHONYYHOT M103UT), CYXOXUJIb,

MKAHUHU pabnomionis, 1HKOIH
BOBYAKO- YCKJIaIHEeH1
noxiOHuit pO3pUBaMH,
CUH/IPOM, iMyHOOTOCe-
PO3pHUB M’s31B penkoBaHa

HEKPOTHU3YIO-
9a Miomaris

3 6oky Hupok ma I'emarypis

Ceyo8UOLTLHOT

cucmemu

3 00Ky INuexomactist

PeNnpoOyKmMuHoi

cucmemu ma

MONIOYHUX 347103

3acanvni  posnadu|ActeHis Habpsx

ma cman Micys

66e0eHHts

! Yacrora 3anexuts Big HasBHOCTI (hakTOpiB pU3HKY (PiBEHb TIIFOKO3U HATIIE >5,6 MMoub/1, IMT >30 kr/m?,
MiBHINEHI PiBHI TPUTIIIIEPHIIB, apTepiaibHa TilepTeH3ist B aHaMHe3i).

Sk 1 mpu 3actocyBaHHI iHmUX iHri6iTopiB I'MI'-KoA-penykraszu, yacrora HeOakaHUX peakliidl Mae
TEH/ICHITIIO 3aJIeKATH BiJ] TO3H.

Bnaue na nupku

[Iporeinypis, sIKy BUSABIEHO y pe3yibTaTl aHali3y 3a TECT-CMY)KKaMHM Ta ska Oyia NepeBakHO
KaHaJIbLIEBOTO MOXO/HKEHHS, CIoCTepirajacs y MaIli€HTiB, sIKI 3aCTOCOBYBAJIM pPO3yBAaCTaTHUH. 3MiHU
BMICTy OU1Ka y cedi BiJl HyJis a0o CHiAiB 10 3HauY€HHs «++» abo Ouiblie crnoctepiranucs B <1 %
MAIi€HTIB NEPIOIMYHO B X011 3aCTOCYBaHHs npenapaty B go03ax 10 ta 20 mr 1 y npubnuzno 3 % — npu
1031 40 mr. HeBenuke 30UTbIIEHHS YaCTOTH 3MIHM BMICTY OUTKa Bi HYJIsl @00 CITIJIIB 10 3HAYCHHS «+)
crioctepiranucs npu 7031 20 mr. YV OuIbIIOCTI BUNAJKIB MPOTEIHYpis 3MEHIIyBanacs abo 3HHKala
CHIOHTAHHO TPHU MPOJOBKEHHI Tepamii. 3a JaHUMM KIIHIYHUX JOCHIJKEHb Ta IMOCTMapKETHMHIOBHX
CIIOCTEpPE)KEHb Ha JIaHUI Yac HE BUSABJICHO NMPUYMHHO-HACIIAKOBOTO 3B’A3KYy MK HpPOTEiHypi€lo Ta
TOCTPUM a00 MPOTPECYIOYNM 3aXBOPIOBAHHIM HUPOK.



Ha tmi 3acrocyBaHHs po3yBacTaTHHY BIJ3HAYCHO BUMAIKA TeMarTypii; 3a JaHUMHU KITIHIYHHX
JOCTIKEeHb YacToTa ii Mana.
Bnnue na cxenemmuy mycxkynamypy
VYpaxeHHs CKEeNeTHOI MYCKyJaTypH, Taki sK Mianris, miomaris (B TOMY YHCIi MIO3UT) Ta 3pilKa
paba0Mi0JIi3 13 TOCTPOO HUPKOBOKO HEAOCTATHICTIO a00 Oe3 Hei, Oynau BiJ3HAYCHI IpH 3aCTOCYBaHHI
OyIb-SIKUX J103 PO3YBaCTaTHHY, OCOOIMBO MpH 103ax >20 Mr.
VY mamieHTiB, sIKi MpUHAMaI PO3yBacTaTHH, CIIOCTEpirayiocs ao3o3aiexHe 3poctanHs piBHIB KK; y
OlmpIIOCTI BUMNANKIB siBUIIE Oyno claOKUM, acUMITOMHHM Ta TuM4acoBuM. Skmo piBHi KK
migsumieHi (>5 pasie Bume BMH), nikyBanus ciig npunuHATA (AuB. po3ail  «OcoOIMBOCTI
3aCTOCYBAHHS»).
Bnaue na neuinky
Sk 1 npu 3actocyBaHHi iHmUX 1HTIOITOpIB ' MI'-KOA-penykra3u, y HeBEJIMKOI KUIBKOCTI Talli€HTIB,
Kl TpuUiManu po3yBacTaTHH, BiJ3HAYANOCA [0303aJeKHE 3OUIBIICHHS pPIiBHS TpaHCaMmiHa3; Y
OUTBIIOCTI BUITAJIKIB SBUINE OYJIO CIIAOKMM, aCHMITOMHUM Ta THMYaCOBHM.
Ha 171 3acTocyBaHHS JesIKMX CTAaTHHIB BiJ3HAYAINCS TaKi HeOaKaHi sIBHIIA:

- posnaxa crateBoi PyHKIIT;

- OKpeMi BHIIAJKH IHTEPCTHUIIAIILHOI XBOPOOH JIeTeHb, OCOOIMBO MPH TPUBAJIOMY 3aCTOCYBaHHI

(muB. po3aia «OcoOIMBOCTI 3aCTOCYBAHHS).

YacroTa moBiIOMIICHb PO pabIoMioIi3, Cepiio3Hi MOPYIIEHHS 3 OOKY HUPOK Ta MEeUiHKU (TIepEeBaKHO
MiJBUIICHHS aKTUBHOCTI MEYIHKOBUX TpaHCaMmiHa3) Oiibllla MPH 3aCTOCYBaHHI MIpemapary B 1031
40 mr.
Himu
[TigBumennst piBHs KpearwHkiHazu >10 pasiB Bume BMH Tta cumnTomu 3 OGokKy M’si3iB Ticis
G13MYHOTO HaBaHTaXeHHS abo WiABUIIEHOT (I3WYHOI AKTUBHOCTI CHOCTEpIrajgucs yacTtime Yy
52-THKHEBOMY KIIIHIYHOMY JTOCII/KEHHI y IITEH Ta MiUTITKIB MOPIBHSAHO 13 TOPOCIUMH (IUB. PO3ALIT
«OcobmuBocTi 3actocyBaHHs»). [Ipote mpodiny Ge3nexku po3yBacTaTHHY y MiTel Ta MiIIITKIB OYyB
MOAI0HUM JIO TAKOTO Y TIOPOCITHX.
[ToBigOMJICHHS MPO MiI03PIOBaHi NOOIYHI peakitii
[ToBimomieHHs PO MOOIUHI peakii micis peecTparii JikapchbKoro 3aco0y Mae BaJInBe 3HaueHHs. Lle
Jla€ 3MOTY MPOBOJUTH MOHITOPUHI CITiBBIJTHOLIEHHS KOPUCTH/PU3UK IPHU 3aCTOCYBaHHI ILIbOTO
JKapCchKOTO 3aco0y. MennunuM Ta (dapMaleBTUUHUM TMpalliBHUKAM, a TaKOX TMallieHTaM abo iX
3aKOHHUM TPEICTAaBHUKAM CIIiJl TTOBLAOMIISTH MPO yCi BUMAIKU MiJO3PIOBAaHUX MOOIYHUX peakiiiii Ta
BIJICYTHOCT1 €()€KTUBHOCTI JIKAapChKOTO 3aco0y uepe3 ABTOMAaTH30BaHy IH(QOpPMALiNiHY CHCTEMY 3
¢dapmakoHaryaay 3a nocuinanHaM: https://aisf.dec.gov.ua.

Tepmin npuoamnocmi. 2 poxu.
He 3acTocoByBaTH npenapar micist 3aKiH4eHHsI TEPMIHY IPUJIATHOCTI, BKa3aHOT'O Ha YMAKOBLII.

YMoBu 30epiranus.

30epiraTy B OpUTiHANBHIN YIAKOBIIl P Temreparypi He Buie 25 °C.

306epiraTy y HEIOCTYITHOMY JJISL IITeH MiCIIi.

YnakoBka.

TabneTku, BKPUTI TIIBKOBOI 000JOHKOIO, 10 5 Mr, 10 mr, 20 Mr a6o 40 mr Ne 30 (10%3) a6o Ne60
(10x6) y 6micrepax (BupoOHuUITBO 3 makyBauHs in bulk ¢ipmu-supoornka TOB Biodapwm, [Tosbmia).
Kareropis Bignycky. 3a perentom.

Bupoonuk. AT «Dapmax».

Micue3HaxoaKeHHs1 BAPOOHHUKA Ta ajpeca Micusi NPOBAJIKEHHS HOro AisiIbHOCTI.
VYkpaina, 04080, M. Kuis, Byn. Kupumisceka, 74.

JlaTa octannboro neperasay. 30.10.2023.



