OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

Jlunipumap, 10 mMr TaGiIeTKH, TOKPHITHIE TNICHOYHOM 000JI0YKOM
Jlunpumap, 20 mr TabieTKH, TOKPHITHIE TNIEHOYHOH 000I0UKOM
Jlunpumap, 40 mr Tab1eTKH, TOKPHITHIE TNIEHOYHON 0007I04YKON

Jlunipumap, 80 mMr TaGiIeTKH, TOKPHITHIE TNICHOYHOM 000JI0YKOM

2. KAMECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JlelicTByroliee BEIECTBO: aTOPBACTATHH.

Jluopumap, 10 mr, Ta0JIETKH, ITOKPBITHIE INIEHOYHON 000JI0YKON

Kaxxnass TabneTka, MOKphITas IUICHOYHON oOoioukoi, coxepxkut 10,85 mr aropBacrathHa
Kanblus (3kBuBajeHTHO 10 Mr aropBacTaTHHa).

Jlunpumap, 20 mr, Ta0JIETKU, ITOKPBITHIE INIEHOYHOU 000JIOUKOU

Kaxxnass TabneTka, MOKphITas IUICHOYHON 000i0ukoM, coxepkut 21,69 mr aropBacrathHa
Kajblus (3KkBUBaeHTHO 20 MI' aTOpBACTaTHHA).

Jlunpumap, 40 mr, TabJIETKU, ITOKPBITHIE IUNIEHOYHOU 000JIOUKOU

Kaxxnast Tabnerka, MOKpBITas IUICHOYHOW 000yI0uKoi, comepxur 43,48 Mr aropBacTathHa
Kajblus (3kBUBaIeHTHO 40 MI aTOpBacTaTHHA).

Jluopumap, 80 mr, Ta0IETKH, ITOKPHITHIE INIEHOYHON 000JI0YKON

Kaxmas Tabnerka, MOKpBITAas IJICHOYHOW 000JIOUKOM, coaepxutr 86,76 Mr aropBacTaThHa

KaybIUs (3KBUBaJICHTHO 80 Mr aTopBacTaTHHA).

Bcnomoeamenvuvie geujecmeaa, Hanuyue KOMoOpPuIX HA0O YYUMbBIEAMb 8 COCMABE JIeKAPCMBEHHO20
npenapama: 1aKTO3bl MOHOTUAPAT (cM. pasnen 4.3, 4.4) u kpockapmesuio3a HaTpus (CM. pazjeln
4.4).

[TonHbIN TIEpevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBENICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Ta0neTku, NOKPBITHIE TNIEHOYHOH 000I0UKOM

Jlunpumap, 10 mr, TabJIETKU, ITOKDBITHIE IUNIEHOYHOU 000JIOUKOU

benbie smmunTrdeckue TabaeTKU, TOKPBITHIE 000JI0UKOM, ¢ TpaBUpPOBKOM «10» Ha 07HOM cTOpOHE
u «PD 155» na npyroii cropose.

JIunpumap, 20 MT, Ta6J'ICTKI/I, MOKPBITHIE INICHOYHOMN 000J109KOM




benbie smmunTrudeckue TabaeTKU, TOKPBITHIE 000JIOYKOM, ¢ TpaBUPOBKOM «20» Ha OHOM CTOpOHE
u «PD 156» Ha nipyroii cropose.

Jlunpumap, 40 mr, Ta0JIETKU, ITOKPBITHIE INIEHOYHOU 000JIOUKOMU

benbie ammunTrudeckue TabaeTKU, TOKPBITHIE 000JI0YKOM, C rpaBUPOBKOH «40» Ha OHOM CTOpOHE
u «PD 157» na napyroii cropone.

Jlunpumap, 80 mr, TabJIETKU, ITOKPBITHIE INIEHOYHOU 000JIOUKOU

benbie smmunTuyeckre TabieTKH, TOKPBIThIE 000JI0YKOH, ¢ rpaBUPOBKOM «80» Ha OJHON CTOpPOHE

u «PD 158» na apyroii cropone.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3aHus1 K IPUMEHEHHUIO
JlunpuMap npumMeHsieTcs Mo CIEAYIOIINUM TOKa3aHUAM:

o [ HIepxoJIeCTEpUHEMMUS:

- B KauecTBE [OMOJHEHHUS K JWeTe IS CHWKEHHUS MOBBIIICEHHOTO OOIIET0 XOJIECTEpUHA,
XC-JIIIHII, ano-B u TpurnuuepuioB y B3pociblX, HOJPOCTKOB U AeTel B Bo3pacte 10 jeT unu
cTaplle ¢ MepBUYHON TMIEPXOJIECTEPUHEMHEH, BKIIIOUas CEMEMHYIO TMIEPX0JIECTEPUHEMHUIO
(reTepo3UroTHeI BapuaHT) WM KOMOMHHPOBAHHYIO (CMEIIAHHBIA) THIIEPIUIHIEMHUIO
(cootBerctBeHHO Tl lla u Ilb no xnaccudukanuu dpeapukcona), Koraa OTBET Ha AUETY U
JIpyryue HEMEJUKAMEHTO3HbIE METObI JICUEHUS] HEJOCTATOUHBI.

- JUTsl CHUYKEHUS MOBBIIIEHHOTO o01iero xonectepuna, XC-JIITHIT y B3pocibix ¢ TOMO3UTOTHOM
CEMEMHOM TUIEPXO0JIECTEPUHEMUEHN B KAUECTBE JIOMOJHEHHS K IPYTUM TUIIOTUITAIEMUYECKUM
Metoaam jeuenus (Hanpumep, JITTHII-adepes) nnu eciiu Takue METOIbI JICUSHHS HETOCTYIIHBI.

L4 HDOd)I/IJ'IaKTI/IKa CEPACYHO-COCYANCTHIX 3a00JICBAaHU:

- IpOpUITAKTHKA CEPJICYHO-COCYAUCTHIX COOBITHH Y B3pOCIBIX NAllMEHTOB, MMEIOIINX BHICOKHM
PHCK DPa3BUTHS TEPBUYHBIX CEPAEYHO-COCYTUCTHIX COOBITUH, B KauecTBE JOMOJIHEHUS K
KOPPEKLHH JApyrux (akTOpOB PHCKa;

- BTOpUYHas MPoQUIIaKTHKA CEPAECUHO-COCYTUCTBIX ocaoxkHeHul y nanueHTos ¢ UBC ¢ nensio
CHU)KEHUSI CMEPTHOCTH, MH(PAPKTOB MUOKap/a, HHCYJIbTOB, MOBTOPHBIX FOCHUTAIN3ALMN 110

MmoBOAYy CTCHOKapAUU U HCO6XO,Z[I/IMOCTI/I B pCBACKYJIApHU3alliN.

4.2. Pe:kum 103UPOBaHNS M CIIOCO0 MPUMEHEHHUs!

HCpCI[ Ha4YaJiOM JICUCHUA NpCrapaTomM HI/IHpI/IMap CJICAYCT IIONBbITATHCA ,Z[O6I/ITBC$I KOHTPOJIA
THUIIEPXOJCCTCPUHEMHUHN C TIOMOIIBIO AUCTHI, (1)I/ISI/I‘-IGCKI/IX ynpa>1<HeH1/H71 N CHMXKCHUS MACCHI TC€J1a

y MalMEeHTOB C OXKHPEHUEM, a TAKXKe Tepanueil OCHOBHOIO 3a00JIeBaHNUS.



[Ipy Ha3HaueHWW TMpemapaTa MAlHUEHTy HEOOXOAMMO pPEKOMEHIO0BaTh CTaHAAPTHYIO
TUTIOXOJIECTEPUHEMUYECKYIO JHETY, KOTOPOH OH JOJKEH MNPUIIEPKUBATHCSI B TEUEHUE BCErO
nepuoja Tepamnum.

PexxuM 1o3upoBaHus

Hoza npenapara Bapbupyercss oT 10 mMr o 80 mr 1 pa3 B CyTKM U TUTPYETCS C y4ETOM
koHuentpauuu XC-JIITHII, uenu Tepanuu M MHAMBUIYAIBHOIO OTBETAa HA IPOBOJUMYIO
Teparnuio.

MakcumanbHasi CyToYHas 03a npernapara coctaBisieT 80 mr.

B nauane neyenus u/mim Bo BpeMsi MOBBILIECHUS 036l ITpenapaTa Jlunpumap Heo6X0IMMO Kaxable
2—4 Henenu KOHTPOJIUPOBATH KOHIICHTPAIMIO JIUIKJOB IJIA3Mbl KPOBU M COOTBETCTBYIOIIUM

00pa3oM KOPPEKTHUPOBATH 103y Mperapara.

Ilepsuunas cunepxonecmepuremus u KOMOUHUPOBAHHAS (CMEUWLAHHAS) SUNEPAUNUOeMUs
s GonpIIMHCTBA MAIIMEHTOB peKOMeHyeMas Ao3a npemapata Jlunpumap coctasiser 10 mr 1
pa3 B CyTKHU; TEPANEBTHUECKOE JICUCTBUE MPOSIBIISIETCS B TEUCHUE 2 HEJEIb U OOBIYHO JTOCTUTACT

Makcumyma uepes 4 nepenu. [Ipu qmurensHOM sedeHnu 3¢pdext coxpansercs.

T'omo3ueomnas cemetinas cunepxonecmepunemust
B OonbumHcTBEe citydaeB HazHavaroT 1o 80 mr 1 pa3 B cyTku (CHMKeHHE KOHIeHTparuu XC-

JITTHIT na 18 — 45 %).

T'emepo3ucomnas cemelinas cunepxoyiecmepuremusl

Hauanphas no3a cocraBisier 10 mr B cytku. [lo3y cieayeT moadupaTh WHAMBUAYAIbHO U
OIICHUBATh aKTYaJIbHOCTH JJO3bI KaX/Ible 4 HEJIENH C BO3MOXHBIM MOBBITIIEHHEM 10 40 MT' B CYTKHU.
3atem nu00 7032 MOXET OBITh YBEJIWYEHa 10 MaKCUMaJIbHOU — 80 MT' B CyTKH, JIMOO BO3MOKHO

COUYCTATh CCKBCCTPAHTHI KCJIYHBIX KHCJIOT C IPUEMOM aTOpBAaCTaTUHA B 10O3€ 40 Mr B CYTKH.

Ipogpunaxmuxa cepdeuro-cocyoucmoix 3a0071€8aHUll
B uccrnenoBanusax nepBUYHON NpoUIaKTHKK J103a aTOpBAacTaTHHA cocTapisuia 10 MI B CyTKH.
MoskeT MNOHamoOMTHCA TIIOBBIIIEHHE JO3bI C ILENbI0 JocTikeHus 3Hadenumr XC-JITTHII,

COOTBETCTBYIOIINX COBPECMCHHBIM PCKOMCHAAIIUAM.

Tlayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCBIO
[Tpu HerocTaTOYHOCTH (PYHKIIMM NIEUEHH /103y IpenapaTa Jlunpumap HE0OX0IMMO CHUXKATh, IPU
PEryJIIpHOM KOHTPOJIE€ aKTUBHOCTU «II€YEHOYHBIX» TPaHCaMHHA3: aclapTaTaMHUHOTpaHCc(epasbl

(ACT) n anannaamuHoTpanchepassl (AJIT).

Hauuenmbl C NOYEYHOU HedOCMAMOYHOCMbIO



Hapymenue ¢pyHKIuy noyek He BIMsIET HAa KOHIEHTPALMIO aTOPBAaCTaTUHA B IIa3Me KPOBU MM
cTeneHb CHWXKEeHHUd KoHueHTpauuu XC-JIITHII, nmosromy koppekuuu A03bl Ipenapara He

TpeOyercsl.

Jluya nosicunozo ospacma
Paznuunii B TepaneBTHUeckoi 3(QexkTuBHOCTH M Oe30macHOCTH mpenaparta Jlumpumap y
MOKUJIBIX MMAIMEHTOB 110 CPABHEHUIO C 00IIIeH MOMyIISIIHe He 00HAPYKEHO, KOPPEKITUH 1035 HE

Tpebyercs (cM. pazaen 5.2).

Ilpumenenue 6 komounayuu c Opy2umu 1eKapCcmeeHHbIMU CPeoCcmeamu
[Ipy HEoOXOAMMOCTHM COBMECTHOTO INPUMEHEHHUS C LUKIOCIIOPUHOM, TEJIalpeBUPOM,
KOMOWHAIMEW TUIPAHABHP/PUTOHABUD WM TJIEKANPEBUP/MUOPEHTACBUp J03a IMpernapara
Jlumpumap He HoJDKHA mpeBbImaTh 10 Mr/cyT.
He pexkomenayercs mOpUMEHSTh AaTOpBACTaTUH  MAIMEHTaM, [OJYYAIOUIMM  TEPaIHIo
JIETEPMOBUPOM COBMECTHO C IIUKJIOCTIOPUHOM.
®apMaKOKMHETUYECKUE JIEKAPCTBEHHbIE B3aUMOJIEHCTBUS, KOTOpPbIE NMPUBOAAT K MOBBILICHUIO
CUCTEMHOM KOHIIEHTpAlMM aTOpBAaCTaTHUHA B IlJIa3Me KPOBHU, TAK)KE ObLIIM OTMEUEHBI C IPYTUMU
MHTHOUTOpaMU TpoTea3bl Bupyca uMMyHoaeduimra dyenoBeka (BUY) (monuHaBupom/
PUTOHABUPOM, CAKBUHABUPOM/PUTOHABUPOM, JapyHABHUPOM/PUTOHABUPOM, (OCAMIPEHABUPOM,
(dbocaMIpeHaBUPOM/PUTOHABUPOM U HEIh()OHABHUPOM), MHTHOUTOpaMH mporea3bl rumatuta C
(bomenpeBup, 3M0ACBUP/TPA3ONPEBUP, CUMEIIPEBUP), KIAPUTPOMHUIIMHOM, HTPAKOHA30JIOM U
aerepmoBupoM. Crenyer coOmolaTh OCTOPOKHOCTb IPU OJHOBPEMEHHOM HA3HAuYE€HUHM C
aTOpPBAaCTaTMHOM. PeKkOoMeHIyeTcs NpPOBECTH COOTBETCTBYIOLIYIO KIMHHUYECKYIO OLEHKY U
HNPUMEHSATh CaMyI0 HU3KYIO0 3G (GEKTHBHYIO 7103y aTopBacTatiuHa (cM. pasneinst 4.4 u 4.5).

eTH
Ilpumenenue y oemeti ¢ 10 0o 18 nem npu cemepo3ucommoui cemelnoll cunepxoiecmepuremuu
Pexomenyemas HauanbHast 1o3a — 10 mr 1 pa3 B cytku. Jlo3a Moxer ObITh yBenauueHa 10 80 Mr B
CYTKHU B 3aBUCHMOCTH OT KJIMHHYECKOTO 3P (heKTa 1 MepeHOCUMOCTH.
Jlo3y mnpemnapara HEOOXOAMMO THUTPOBAaTh B 3aBUCHUMOCTH OT LEIM TUIOJIUIHIEMUYECKON

TCpaIrunu. KOppCKHI/IH A03bI JOJI’KHA IPOBOAUTHCA C UHTCPBAJIaMU 1 pa3 B 4 HCOCIN UIIN OoJIbIIIE.

Crooco0 nmpuMeHeHus

s mprema BHYTpb.

[TpuauMaTh B 11000€ BpeMs CyTOK HE3aBUCHUMO OT MpHeMa MUIIH.



4.3. IlpoTUBONOKA3aAHHS

[Ipumenenue npenapara Jlunpumap npoTUBOIIOKA3aHO B CIECAYIOLUIUX CIydasiX:

— THUIEpPYYBCTBUTEIHHOCTb K aTOPBACTATUHY WJIH K JJF0OOMY M3 BCIIOMOTaTeNbHBIX BEILIECTB,
MepEUYUCIICHHBIX B pazjaene 6.1;

— QaKTUBHOE 3a00JieBaHUE TICUCHW WJIH T[OBBIIICHUE AaKTUBHOCTU  «IEYCHOYHBIX)»
TpaHCAaMHHA3 B IUIa3Me KPOBU HESICHOTO reHe3a Oosee 4eMm B 3 pasza MO CPaBHEHHIO C
BEpXHEU rpaHUIICii HOPMBI;

— OepeMeHHOCTb,

— TepUoJ IPyAHOTO BCKaPMIIMBAHUS;

— OKEHIIWHBI  JIETOPOJHOTO BO3pacTa, HE HCHOJb3YIOIIUE aJCKBATHBIE  METObI
KOHTpaLEILUu;

— Bo3pacT 10 18 ner (HEZOCTATOYHO KIMHUYECKMX JaHHBIX MO 3((HEKTUBHOCTH U
0e30macHOCTH Ipenapara B JaHHOW BO3PAaCTHOM TIpymme), 3a HCKIIOYEHUEM
FeTEPO3UTOTHON CEMEHHOMN TUIepXojieCTepuHEMUN (TPUMEHEHUE MPOTUBOINOKA3aHO Y
netei B Bo3pacre 10 10 ner);

— OJHOBpPEMEHHOE MpUMeHeHUe ¢ Py3U10BOM KHCIOTOMH;

— BPOXICHHBIA Me(UIUT JaKTa3bl, HEMEPEHOCHMOCTh JIAKTO3bI, TIFOKO30-TaJaKTO3HAs

MababcopOoIus;

4.4. OcoOble yKka3aHus U MepPbl NPeIOCTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTEIO

VY nauuMeHToB, 3JI0YNOTPEONAIOMIMX aJKOTOJIeM; Yy MAalUEeHTOB, HMEIOIIUX B aHaMHe3e
3a00JIeBaHMs [IEUYEHHU.

VY nanueHToB ¢ HaaMuueM (aKkTOpPOB pHCKa pa3BUTUs pabaoMuonu3a (HapylleHue (yHKIUU
MOYEK, TUIOTHPEO3, HACIEACTBEHHbIE MBIIICYHbIC HAPYIIEHUs y MAlMEHTa B aHAMHeE3€ WU B
CeMEHHOM aHaMHe3e, yXKe MepeHeCEHHOe ToKcuyeckoe BiusHue uHTHOUTOpoB [I'MI-KoOA-
penykTassl (CTaTUHOB) MM (pUOPAaTOB HAa MBILIEYHYIO TKaHb, 3a00JIeBaHUS M€YEHNU B aHAMHE3€
W/WIIM TalMeHTBl, yHOTPeOIISIONNe aJKOorob B 3HAUNTENIbHBIX KOJIMUECTBAX, Bo3pacT ctapiue 70
JIeT, CUTYyallil, B KOTOPBIX OKUAAETCS IOBBIINIEHWE KOHLEHTPALlUM aTopBacTaTHHA B ILIa3Me
KpOBH (HaIlpuMep, B3aUMOJIEUCTBHUS C IPYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMU)).

Oco0ble yKazaHus

Bnusnue na neuenw
Kak n Ipru TPpUMECHCHUU JPYTUX THITOJUIIUACMUYCCKHUX CPCIACTB 3TOTO Kj1acCa, IMpu MPUMCEHCHUHA

npenapata Jlunpumap oTMedanan yMepeHHOe MOBbIleHHe (0osee yeM B 3 pa3a 10 CPaBHEHUIO C
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BEpXHEH rpaHUIlE HOPMbI) aKTUBHOCTH «reueHO4YHbIX» TpaHcamuHa3z ACT u AJIT. Croiikoe
MOBBIIIIEHUE CHIBOPOTOYHON aKTHBHOCTH «II€YCHOUHBIX» TpaHcamMHHa3 (Oosee yeM B 3 pasza 1o
CPaBHCHHMIO C BEpXHEW TpaHulleil HOpMbI) Habmomanoch y 0,7 % MalMEeHTOB, MOTYYaBIIMX
npenapar Jlunpumap. Yactora mogoOHBIX M3MEHEHUN TTPU MPUMEHEHUU Tpernapara B qo3ax 10
mr, 20 mr, 40 mr u 80 mr cocrasisuia 0,2 %, 0,2 %, 0,6 % u 2,3 %, cooTBeTcTBeHHO. I10BBIIICHNE
AKTUBHOCTH «I1€YEHOYHBIX» TPAHCAMUHA3 O0BIYHO HE CONPOBOKIAAIOCH JKEATYXON UM IPYTUMU
KJIMHUYECKUMU MposBieHUsAMU. [Ipu cHukeHuun no3sl npenapara Jlunpumap, BpeMEHHON WU
MOJIHOM OTMEHE Ipernapara AakKTUBHOCTb «IICUEHOUYHBIX» TpaHCAMHUHA3 BO3Bpallalach K
UCXOAHOMY YPOBHIO. BOJNBIIMHCTBO MAallMEHTOB MPOAOJDKAIU mpueM mnpenaparta Jlunpumap B
CHIDKEHHOH J103¢ 0e3 KaKux-TM00 KIMHUYECKUX MOCIEICTBHM.

Jlo Hayana Tepanuu, 4yepe3 6 Henenb M 12 Henenb mocie Havala MPUMEHEHMs Ipernapara
JlunpuMap uinu nocie yBeITu4eHUs ero J03bl He00X0IMMO KOHTPOJIMPOBATh MOKa3aTenu (pyHKIUN
neyeHd. DyHKIUIO MEYEHH CIIeAyeT KOHTPOJIMPOBATh TAaKkKe IpPU TMOSBICHUU KIMHHUYECKHX
IIPU3HAKOB [TOPAKEHUS [IEYEHU. B ciyyae NoBbIIIEHNS] aKTUBHOCTH «I1€YEHOYHBIX)» TPaHCAMHHA3,
AJIT nu ACT cnenyer KOHTpPOJMpPOBaTh /10 T€X IOp, MOKa OHAa He Hopmanusyercs. Ecnu
noBbiieHre akTuBHOCTH ACT unu AJIT Gonee yem B 3 paza o cpaBHEHHIO C BEpXHEH rpaHuLien
HOPMBI COXpaHSIETCs, PeKOMEHyeTCsl CHUKEHHE JT03bl MM OTMEHa MpenapaTa Jlumpumap (cM.
paszaen 4.8).

Jlunpumap cienyer NPUMEHSATh C OCTOPOKHOCTBIO Yy MAIMEHTOB, KOTOpbIE MOTPEOISIOT
3HAYUTENIbHbIE KOJIMYECTBA aJIKOT0JIA U/UITU UMEIOT B aHaMHe3e 3a00ieBaHue TIeYeHU. AKTUBHOE
3a00JIeBaHNE MEUYEHH WJIM MOCTOSHHO TOBBIIIEHHAs aKTUBHOCTh «II€YEHOYHBIX» TpaHCAMUHA3
IU1a3Mbl KPOBU HESICHOTO TEHEe3a SBIIAIOTCS IMPOTHUBOIIOKA3aHWEM K MPUMEHEHHIO Tperapara
Jlunpumap (cm. pazaen 4.3).

eticmsue nHa cxenemuvie Muludybl

VY mnauueHToB, nomy4aBmmx Jlumpumap, ormedanack muanrus (cMm. pazzpen 4.8). Jluarnos
MUOIATHHU CIEAYET MpeAarnonaraTb y nauueHToB ¢ nud@y3Hoit Muanruen, 00JI€3HEHHOCTHIO MU
€1a00CThIO MBILII] W/WIJINA BBIPAYKEHHBIM NOBbIIeHneM akTuBHOCTH KPK (60mee uem B 10 pa3 o
CpaBHEHMIO C BepXHei rpanuiieit Hopmsl). Tepanuto npenaparom JIunpumap ciieyeT IpeKpaTuTh
B Cllyyae BBbIp@XEHHOro TmoBbImeHUs akTuBHOCTH K@K, mnpu Hamuuuu mnoaTBep:KIeHHON
MUOIATHUN WK MOJO03PEHUH Ha €€ pa3BUTHE. PUCK MHOMATUU MOBBIMIAICS IPU OJTHOBPEMEHHOM
NPUMEHEHUN  JIEKAPCTBEHHBIX  CPEJCTB,  IOBBIIAIONIMX  CUCTEMHYIO  KOHIEHTPAIUIO
aTopBacTaTHHa (cM. pasaensl 4.5 u 5.2). MHorue U3 3THX npenapaToB MHTMOUPYIOT META00IN3M,
onocpenoBanHblii  n3oepmentoMm CYP3A4, w/unu TpaHCHOpT JIEKapCTBEHHBIX BELIECTB.

UzsectHo, uto u3zopepmeHT CYP3A4 — ocHOBHOUM H30(epMEHT IMEYeHH, y4YacTBYIOIIMHA B
6



ouotrpancopmarnuu aropBactatuHa. I[lpumensss Jlumpumap B couetanun ¢ Qubparamu,
OPUTPOMHUILIMHOM, HMMYHOJETIPECCAaHTAMH, a30JIbHBIMU TPOTHUBOTPUOKOBBIMU CPEICTBAMH,
uHrHOuTOpamMu npoteazsl BUY/BI'C, wuHrnOuTOpamMu HECTPYKTYpHOTO OelKa BHPYCHOTO
renatuta C (NS5A/NS5B), nerepMOBUpOM WM HUKOTHHOBOW KHCJIOTOW B JIMIHUACHMKAFOIITIX
no3ax (bomnee 1 r/cyT), Bpad JOJKEH THIATEILHO B3BECUTH OXKUAAEMYIO IOJB3Y JIEUCHHS U
BO3MOXHBIN pHUCcK. CrenyeTr peryyisipHO HaO0aTh NAMEHTOB C LENbIO0 BBIABICHHUS OOJeH MU
CJ1a0OCTH B MBIIIIAX, OCOOCHHO B TEYCHHE NEPBBIX MECALEB TEPAUU U B MEPHOJ YBEINUCHUS
JI03b1 JIIOOOTO M3 yKa3aHHBIX cpelcTB. B ciiydae HeoOXoauMMocTH KOMOWHUPOBAHHOM Tepanuu
CleyeT paccMaTpuBaTh BO3MOXHOCTb IpPUMEHEHHs] Oojiee HHU3KUX HAdajdbHBIX U
NOJJICP’KUBAIOIINX 103 BBILICTIEPEUNCICHHBIX CcpeacTB (cM. pasznen 4.2). He pexomenmyercs
OJTHOBPEMEHHOE HCIIOJIb30BaHUE aTOpBacTaTUHA U (PY3MIOBOH KHCIOTHI, MMO3TOMY BO BpeMs
nedeHus Gy3ua0BON KUCIOTONW peKOMEHI0BaHAa BpEMEHHAsi OTMEHA aTopBacTaThHA. B moaqo0HbIX
CUTYallUAX MOXKHO PEKOMEH/IOBaTh MEPUOAMUYECKUN KOHTpOdb akTuBHOCTH KDK, X0Ts Takoe
MOHHUTOPUPOBAHUE HE MO3BOJISCT MPEAOTBPATUTH PA3BUTHE TSHKEION Muonatuu (cM. paszaen 4.5).

Jlo Hayaja JieyeHus

ATopBacTaTUH CcIEAyeT C OCTOPOXHOCTHIO Ha3HayaTh MalnuMeHTamM ¢  (aKkTopamu,
npepacroiaraloummMi K pa3Butuio pabaomuonu3a. Kontpons aktuBHoctu KK crnemyer
MIPOBOJIUTH B CIAEAYIOMIMX CIydasx J0 Hayaia Teparuu aTopBaCTaTHHOM:

- HapylIieHue (PyHKIUH TOYEK,

- TUTIOTUPEO3,

- HACJIEJICTBEHHBIE MBIIICYHbIE HAPYIICHUS Y MMAIIMEHTa B AHAMHE3€ UJIM B CEMEHHOM aHaMHE3e,

- yXKe TIEpeHECEeHHOe TOKcuueckoe BiusHrue UHruoutopos I'MI'-KoA-penykrassl (CTaTHHOB) WK
(¢uOpaToB HA MBIIIICYHYIO TKAHb,

- 3a00JIeBaHUs IEYEHU B aHAMHE3€ U/UITU MallMeHThI, YIOTPEOISIONINE aJTKOT0JIb B 3HAUUTEIBHBIX
KOJIMYECTBAX,

- y TIAlIUEHTOB B Bo3pacte ctapiie 70 JeT cieayeT OleHUTh HeoO0XoaumMocTh KoHTpossi KK,
YYHUTBIBAsI TO, YTO Y ITUX MAIMEHTOB YK€ UMEIOTCS (PaKTOPHI, MPEAPACIIOIATraloIfe K Pa3BUTHIO
pabaomuonm3a,

- CUTyalluM, B KOTOPBIX OKUJAETCS MOBBIIIEHNE KOHIEHTPAMU aTOpBacTaTHHa B IJIa3Me KPOBH,
TaKue KaK B3aUMOJICHCTBHUS C IPYTUMH JIEKAPCTBEHHBIMH cpeacTBamMu (cM. pasen 4.5).

B Takux cuTyarusx cieayer oleHUTh COOTHOIICHHE PUCK/TIONB3a U OCYIIECTBIISATh MEAUITTHCKOE
HAOII0/IEHUE 32 COCTOSTHUEM TaIlUeHTa.

B cnyuae 3HauuTenpHOrO moBbiieHusT akTUBHOCTH K®DK (Gomee uem B 5 pa3 Bbllie BepXHEl

TPAHUITBI HOPMBI), HE CJIETyeT HAUUHATH TEPAIUI0 aTOPBACTATHHOM.



[Ipu mpumenenun mpenapara Jlunpumap, kak u npyrux uHruoutopoB I'MI'-KoA-pemykrassi,
ONMHUCaHBl pelKue ciay4daun pabJOMHONIM3a C OCTPOM TOYEYHOW HEJOCTaTOYHOCTHIO,
00yCIIOBICHHON MUOTIOOMHYpHei. DakTopoM pHCKa pa3BUTHS PabJOMHONIH3a MOMKET OBITh
npeauiecTByrolee HapyleHue GpyHkuuu nouek. Takum manueHTam ciaeayeT odecrneduts Oosee
TIIATEIbHBIM KOHTPOJb 32 COCTOSIHUEM CKEJETHO-MBIIIEYHOW cucteMbl. [lpu mnosBieHun
CHUMIITOMOB BO3MOXHOW MHONATUM WJIM HAIMYUKA (DAKTOpPOB pHUCKA pPa3BUTHS TOYECYHOH
HEI0CTaTOYHOCTH Ha oHE pabaoMHOIN3a (HanpuMep, Tshkemas ocTpas MH(eKuus, aprepuainbHas
TUINOTEH3UsI, OOMIMPHOE XHPYprUUYecKOoe BMEIIATEIbCTBO, TPAaBMbI, MeTabOIHuYECKUe,
SHIOKPUHHBIE U BOJHO-3JIEKTPOJIUTHBIE HAPYLICHHs, HEKOHTPOJIUPYEMBIE CYIOPOTH) TEeparuio
npenapatoM Jlunpumap cienyeT BpeMEHHO IPEKPATUTD MM ITOJIHOCTbEO OTMEHUTb.

Buumanue! IlanmeHTOB HEOOXOAMMO MPEAYNPEIUTh O TOM, YTO MM CIEAyeT HEMEJIEHHO
0o0paTUThCs K Bpauy MpH MOSBICHUN HEOOBICHUMBIX 00JIeH HIIM MBIIIEUHOM ¢1a00CTH, 0COOEHHO
€CJIM OHU COIPOBOKIAIOTCA HEJOMOTaHUEM UJIU JIMXOPAIKOM.

TI'emoppacuueckuii uncynom

[Tocne cenuansHOTO aHATW3a KIMHUYIECKOTO HMCCiIeoBaHus ¢ ydactueM 4 731 manueHToB 0e3
WBC, nepeHecminx HWHCYJIBT WM TPaH3UTOpHYIO umemudeckyto araky (THA) B TeueHue
OpenpIIymux 6 MecsleB, KOTOpbIM ObUl Ha3HayeH aropBacTaThH 80 MI/CyT, BBIBWIM Oolee
BBICOKYIO YaCTOTY T€MOpparuuecKrux UHCYJIbTOB B IpyIiie aropBacTaTiHa 80 Mr 110 CpaBHEHUIO C
rpymmoii mwrane6o (55 B rpymme aropBactathHa npoTuB 33 B rpymnme ruiane6o). [lanueHTs ¢
reMOpparu4eckiuM HMHCYJIHTOM HAa MOMEHT BKJIIOUEHHUS B HCCJIEIOBAaHUE MMeNn 0oJiee BBICOKUMN
PHUCK Ul TIOBTOPHOTO T'€MOPParuyecKoro MHCyJbTa (7 B TpyMNIlE aTropBacTaTUHA IMPOTUB 2-X B
rpynne miane6o). OnHako y MalMeHToB, MOIy4YaBIIMX aTopBacTaTUH 80 Mr/cyT ObLIO MEHbILE
MHCYJBTOB Jit00oro tuma (265 mpotuB 311) u MeHbIIEe cepleyHO-COCYIUCTBIX coObITUH (123
npotus 204) (cMm. pazmen 5.1).

Caxapnuui ouabem

Hexotopsie manHble moaTBepkaar0T, 4ro MHTUOUTOpHl ['MI-KoA-penykraspl (CTaTHHBI), Kak
KJIaCC, MOTYT NPUBOJIUTH K MOBBIIIEHUIO KOHIIEHTPAIMH [IFOKO3BI B IJIa3Me KPOBH, a Y OTAEIbHBIX
NAlMEHTOB C BBICOKMM PHCKOM Pa3BUTHUSl CaxapHOro AMa0eTa MOXET Pa3BUTbCA COCTOSHUE
TUIEPIIMKeMUH, TpeOyrolee KOPPeKLMU Kak MpH caxapHoM auadete. Tem He MeHee, ITOT PUCK
HE TMpEBBIIIAET NMoib3y OT Tepanuu uHruoutopamu I'MI'-KoA-penykrassl (cTaTuHaMu) ¢ TOYKU
3peHUs COCYAUCTBIX PUCKOB, TO3TOMY 3TO HE MOKET SIBISATHCS MPUUMHOM IJI1 OTMEHBI TEPAIUU.
[TarenThl, OTHOCAILIMECS K TPYIIE prcka (KOHIIEHTpAlKs TJII0KO3bl B KPOBU HATOILAK OT 5,6 10

6,9 Mmounb/1, UMT > 30 kr/m2, MOBBIIICHHAS KOHIIEHTpAIMsl TPUTIIMIEPHUIOB B TIJ1a3Me KPOBH,



apTepualibHas TUIEPTEH3Us), JODKHBI HAXOIUTHCS TMOJA MEIUIIMHCKUM KOHTpPOJEM, BKIIIOYas
KOHTPOJIb OMOXMMHUYECKHX MTapaMeTPOB KPOBHU, B COOTBETCTBUU C MECTHBIMU PEKOMEHALIUSAMHU.
Humepcmuyuanvroe 3a601e8aHue ne2kux

Ha ¢one Tepanuu HekoropsiMu nHrHOUTOpamMu ['MI'-KoA-peaykrasbl (cTaTuHaMu), 0COOCHHO Ha
¢dboHe AMUTENBHON Tepanuy, OTMEYAIUCh €AUHUYHbIE CIIy4al UHTEPCTUIIUAIIBHOTO 3a00/1eBaHUs
Jerkux. Moryt HaOmoIaTbCs OBIINIKA, HENPOAYKTUBHBIA Kallelb W yXyIIIEHHE OOIIero
COCTOSIHUS 3JI0POBbs (YTOMIISIEMOCTh, CHUKEHHE MacChl Teja U JUXopajaka). B ciydae, ecnm y
MaIUeHTa MoJ03pEeBaeTCsl MHTEPCTUIIMANBHOE 3a00JIeBaHUE JIETKUX, CIIEyeT OTMEHUTh TEPAIUIO
aTOPBACTaTHHOM.

DHOOKpUHHAS PYHKYUSL

[Ipu npumenenun wunHruOuTOopoB I'MI-KOA-penykra3sl (CTaTMHOB), B TOM 4YHCIE U
aTopBaCTaTHHA, OTMEYAIUCH CITy4au MOBBIIICHHUS TIMKO3WIMpoBaHHOro remornoouna (HbA1) u
KOHIIEHTPAIMU TJIIOKO3BI B MJIa3Me KPOBU HATOIAK. TeM He MeHee, PUCK THIEepPrIIMKeMUN HUXKE,
YeM CTETeHb CHWIKCHHUS PUCKA COCYIMCTHIX OCIIOKHEHHH Ha (oHe mpuema uHruOuTopoB I'MI -

KoA-penykrassl (CTaTUHBI).

BcnomorarensHbIe BEIECTBA

JlexapcTBenHnsblit npenapat Jlunpumap cogepkut nakTo3y. [lanuentam ¢ peaKoil HacieICTBEHHOM
HETNIEPEHOCHUMOCTBIO TAJIAKTO3bI, OOIUM JIe(DUIIUTOM JIaKTa3bl WM CHHIPOMOM MalhbabcopOuu

[JII0KO30-TAJIaKTO3bl HE CIIEAyEeT IPUHUMATh JIEKAPCTBEHHBIN Ipenapat Jlunpumap.

JlexapcTBeHHbIM npenapat Jlunpumap conepxkut Hatpuil. B Tabnerkax nosupokamu 10 mr u
20 Mr conepxurca MeHee 1 Mmonb (23 Mr) HaTpus, TO €cTh Mpenapar Mo CyTH HE COJEPKHT
HaTpuil. B Tabnetkax nozupokamu 40 mr u 80 mr conepxkutcs 6oaee 1 mmons (23 Mr) HaTpus,
MO03TOMY JIaHHYIO MH(GOPMAIMIO0 HEOOXOIMMO YUUTHIBATh MAallMEHTaM, HaXOAIIUMCS Ha IUeTe C

OTpaHUYCHUEM ITOCTYIIJICHUSA HATPUA.

4.5. B3auMmopeiicTBHe ¢ APYrMMH JIeKAPCTBEHHbIMH IpenapaTaMM W [pyrue BH/bI
B3aMMO/EHCTBUA

Bo Bpemst neduenus nnrudutopamu I'MI'-KoA-pemykTasbl mpu 0 JHOBpEeMEHHOM MPUMEHEHUH
LUKJIOCTIOpHUHA, (UOPaTOB, HUKOTUHOBOM KUCJIOTHI B JTUMHICHUKAIOIMIMX J03ax (6onee 1 r/cyT)
niu nHrHouTopoB n3odpepmenta CYP3A4/rpancriopTHoro Genka (HampuMmep, SPUTPOMUIINHA,
KJIApUTPOMMUILIMHA, TPOTUBOIPUOKOBBIX CPEICTB — IMIPOM3BOIHBIX a30j1a) MOBBIIIAETCS PUCK
muonaTuu (cM. pasnenst 4.2, 4.4).

Uneubumopuot uzogpepmenma CYP3A4



[Tockonpky atopBactatuH Metabommsupyercs uzopepmentom CYP3A4, coBmecTHOE
NpUMEHEeHHe aTopBacTaTMHa ¢ uHruouropamu uzopepmenta CYP3A4 moxer NpUBOAUTH K
YBEJIMUEHUIO KOHILIEHTpAallMM aTopBacTaTHMHAa B IUIa3Me KpoBHU. CTeneHb B3aMMOJICHCTBUS U
s dexTa MOTEHIMPOBAHUS OMPENCNIAIOTCS BapHUaOEeNbHOCTHIO BO3JIEHCTBUS Ha H30(EpPMEHT
CYP3A4.

bouto  ycranoBneno, uto MomHble uHTHOMTOpH m30epmenta CYP3A4 mnpuBomar k
3HAUUTEIBHOMY IIOBBIIIEHHIO KOHLEHTpAllMM aropBacTaTMHa B Iuia3Me Kposu. Crexyer 1o
BO3MOXXHOCTH H30eratb OJHOBPEMEHHOTO MPUMEHEHHSI MOIIHBIX MHTHOUTOPOB H30(epMEeHTa
CYP3A4 (Hanmpumep, IMKIOCIOPHUH, TEIUTPOMHIIMH, KIAPUTPOMHIIMH, JCIIaBUPJIVH,
CTUPHUIIEHTOJI, KETOKOHA30J]1, BOPMKOHA30J1, UTPAKOHA30JI, 103aKOHA30J1 U UHTHOUTOPBI TPOTEA3bI
BUY, Bxirowas puTOHaBUp, JIONMMHABUP, aTa3aHaBUp, WHAWHABUDP, JapyHaBup, u Ap.). Eciu
OJIHOBPEMEHHBII TpHUeM 3TUX MpenapaToB HEOOXOIMM, CIEAyeT PAacCMOTPETh BO3MOKHOCTh
Hayajla Tepanuu ¢ MUHUMAJIbHOW J103bl, @ TAKXKE CJIEAYyeT OLUEHUTh BO3MOKHOCTb CHUKEHUS
MaKCHMaJlbHOU J103bl aTOPBACTATHHA.

VYwmepennbie unHruoutopsl uszodpepmenta CYP3A4 (Hanmpumep, SpUTPOMHUIIMH, IUITHA3ZEM,
BepamaMuil U (PIyKOHA30J7) MOTYT MPUBOJAUTH K YBEIUYCHHUIO KOHIICHTpPAI[MU aTOPBACTaTHHA B
wiasme KpoBu. Ha ¢done onnoBpemenHoro npumenenuss uHruoutopos I'MI'-KoA-pemykrassl
(cTaTMHOB) U HPUTPOMHULIMHA OTMEYAJIM OBBILIEHHBIN PUCK pa3BUTHUs MuonaTtuu. VMccnenoBaHus
B3aMMOJICHCTBYS aMUOIapOHa WJIM BepalaMuiia U aropBacTaTMHA HE MPOBOIMINCH. M3BECTHO,
YTO W aMHUOJapOH, W BepamamMul HHTHOMPYIOT akTuBHOCTh wu3opepmenta CYP3A4 u
OJIHOBPEMEHHOE IIPUMEHEHHE OTUX IMPENapaToB C AaTOPBACTATHHOM MOXKET IPHUBECTH K
MOBBIIICHUIO JKCIIO3UIMU aTopBacTaTMHa. B CBsI3W ¢ O3TUM pEKOMEHAYEeTCS CHHU3UTh
MaKCHMaJbHYIO /103y aTOPBAacCTaTUHA U NMPOBOJUTH COOTBETCTBYIOIIUNA MOHUTOPHHI COCTOSTHUS
nalnyveHTa Npu OJHOBPEMEHHOM MPHUMEHEHMH C YMEPEHHBIMH WHTHOMTOpaMH H30(epMeHTa
CYP3A4. KoHTposb ciefyeT OCyLIecTBIATh MOCe Havyalla Tepanuy U Ha (hOHe U3MEHEHUS J103bl
WHTUOUTOpA.

Tempubposun / pubpamoi

Ha ¢one npumenenus ¢puOpaToB B MOHOTEpaNUU MEPUOAWYECKH OTMEUAINd HeXelaTelbHble
peaKIMy, B TOM 4Hcie pabJOMHONIN3, KAacAIOLUecs CKeJIETHO-MBIIIEYHON CUCTEMBI. PHCK Takux
peaxiuii Bo3pacTaeT Mpu OJHOBPEMEHHOM NpUMeHeHUH (GuOpaToB U atopBacTathHa. B ciydae
€CJIM OJJHOBPEMEHHOr0 MPUMEHEHUs 3THUX IpenapaToB HEBO3MOXKHO H30exaTb, TO CIeAyeT
OPUMEHATh MUHUMAIbHYIO 3((EKTUBHYIO 03y aTOpBAacTaTHHA, a TAKXKe CIEAyeT MPOBOAUTH
PETYJISPHBIM KOHTPOJIb COCTOSHUS MAlMEHTOB.

Dzemumud
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[TpumeHenne 53eTMMHOA CBSA3aHO C Pa3BUTHEM HEXENATENbHBIX pPEAKIMHA, B TOM 4YHCIE
pabIOMHOIH3a, CO CTOPOHBI CKEIETHO-MBIIIIEYHOW CUCTEMBI. PHCK TakuX peakiuii MOBBIIIAETCS
Opyd OJHOBPEMEHHOM IPHMEHEHHM »33eTHMHOa M aTopBacTaTHHA. /[ TakMX MalMEeHTOB
pEKOMeH1yeTcs TIATeNbHOE HaOII0IeHHE.

Spumpomuyun/Knapumpomuyun

ITpu ogHOBpEMEHHOM ITPUMEHEHNUH aTOpBacTaTHHA U dpuTpoMuLivHa (1o 500 mr 4 paza B CyTKH)
win kiaapurpomuimHa (mo 500 mr 2 pasza B cyTku), uHruouropo uzodpepmenta CYP3A4,
Ha0JII01aJI0Ch TOBBIILIEHHE KOHIEHTPALUU aTOpBacTaTHHA B IUIa3Me KpOBH (cM. paszaens! 4.4 u
5.2).

Hneubumopwl npomeas

OnHOBpeMEHHOE NPUMEHEHHE aTOpBACTaTHHA C HMHTHOMTOpPAMH MPOTEas, MU3BECTHBIMH Kak
unruoburopel  uzopepmenta CYP3A4, compoBoxiaercss yBEIMYEHHEM  KOHLEHTpaluu
aTopBacTaTHHA B IJIa3Me KPOBH.

Junmuazem

CoBMmecTHOE ITPUMEHEHHE aTopBacTaThHa B 03¢ 40 Mr ¢ griTnazeMom B fo03e 240 Mr, IpuBOIUT
K YBEJIMUYCHHUIO KOHLICHTPALIUY aTOPBAcTaTUHA B IU1a3Me KpoBH (cM. paszen 5.2).

L{umemuoun

Knunnuecku 3Ha4MMOro B3auMoOJIEHCTBUS aTOpBacTaTUHA C IMMETUIMHOM HE OOHApYKEHO (CM.
paszaen 5.2).

HUmpaxonason

OnHOBpeMEHHOE MPUMEHEHNE aTOPBAacTaTUHA B 03ax oT 20 Mr 1o 40 Mr U UTpakoHa3oJja B 103€
200 mr npuBoamIiIo K yBenuuenuto 3HaueHuss AUC aropBactaTuHa (cM. pasnen 5.2).
I'pevungpymosuviii cox

[Tockonbky rpednGpyTOBBI COK CONEPKUT OOUH WM Oojiee KOMIIOHEHTOB, KOTOpHIE
uHrn6upyrot nzopepmeHT CYP3 A4, ero upesmepHoe norpedienue (6osee 1,2 11 B 1€Hb) MOXKET
BBI3BATh YBEIIMUCHHE KOHIICHTPALIMKM aTOPBACTATHHA B IJIa3Me KPOBH (CM. pasaen 5.2).
Hneubumopvr mpancnopmuoeo benxa

ATopBacTaTHH NPECTaBIsET COOOW CyOCTpaT TpaHCIOPTEpOB pepMeHTOB (cM. paszen 5.2).
CoBMmecTHOE MpUMEHEHHE aTopBacTaTHHA B Jo3€e 10 M M LUKJIOCHOpPHHA B 703€ 5,2 MI/KI/CYT
MIPUBOAMIIO K TIOBBIIIEHUIO YPOBHS BO3AeCTBUs aTopBacTtatnHa (cootHomenne AUC: 8,7) (cm.
pazzen 5.2). LIuKItocropuH sIBISIETCSI ”HTHOMTOPOM TPaHCTIOPTHOTO MOJTUTIETITHIa OPTaHUIECKUX
annonoB 1Bl (OATPIBI1), OATP1B3, nporewHa, acCOUMHUPOBAHHOTO C MHOXECTBEHHOUN

JeKapcTBeHHOU ycToitunBocThio 1 (MJIY1) u Genka pe3suCTeHTHOCTH paka MOJIOYHOM KeNe3bl, a

11



takxe CYP3A4, cienoBaTenbHO, OH MTOBBIIIAET YPOBEHb BO3AEHCTBUS aTopBacTaThuHa. CyTOUHAs
71032 aTOpBacTaTHHA HE TOJDKHA NpeBbimath 10 mr (cM. pasaen 4.2).

['nexanpeBup u nmudpenTacup sBisitorest uaruouropamu OATP1B1, OATP1B3, MJIYV1 u Genka
PE3UCTEHTHOCTH paKa MOJIOYHOMH KeJe3bl, CJIeI0BAaTEIbHO, OHU MOBBIIIAIOT YPOBEHb BO31EHCTBUS
aropBactatiHa. CyTo4Has 1032 aTOpBacTaTHHA HE JOJDKHA MpeBbimarh 10 Mr (cM. paszaen 4.2).
CoBMecTHOE IpUMEHEHNE aTopBacTaThHa B 103e 20 Mr u serepmoBupa B 103€ 480 Mr B CyTKHU
IIPUBOJMIIO K ITOBBILIEHUIO YPOBHS BO3AeicTBUs aropBacTaTuHa (cootHomenne AUC: 3,29) (cm.
pazzen 5.2). JlerepmoBup sBiIsieTcst HHTHOMTOpOoM Tpancmoprepos P-gp, BCRP, MRP2, OAT2 u
neyeHouHoro tpancrnoprepa OATPIB1/1B3, Takum o00pa3oM, OH YCHJIMBAaEeT YpPOBEHb
BO3JIelicTBUS aropBacTaTuHa. CyTo4yHas 103a aTOpBacTaTHHA HE JIOJDKHA MpeBbImath 20 mMr (cM.
paznen 4.2).

Benmnunna omocpenoBaHHBIX JiekapcTBeHHBIX B3aumojaeictBuii CYP3A u OATP1B1/1B3 Ha
COBMECTHOE MPUMEHEHHE IPEenapaToB MOXKET OTIUYAThCA MPHU OJHOBPEMEHHOM Ha3HAuYEHUU
JeTepMoBHpa ¢ LuKiIocnopuHoM. He pexomeHnyeTrcs NPUMEHSTh aTOpBACTATUH MAl[MEHTaM,
MOJTyYaIOLUM TEPAIUIO JIETEPMOBUPOM COBMECTHO C IIUKIOCIIOPHUHOM.

Onbacup u rpazonpeBup spistorcs uHruoutopamu OATP1B1, OATP1B3, MJIV1 u Genka
PE3UCTEHTHOCTH PaKa MOJIOYHOH >KeJe3bl, CJIE0BATEIbHO, OHHU MOBBILIAIOT YPOBEHb BO3IEHCTBUS
atopBacraTuHa. CleayeT MPUMEHATh C OCTOPOKHOCTBIO U B CaMOW HU3KOM HEOOXOAMMOM 103€
(cMm. pasnen 4.2).

Hnoyxmopwt usopepmenma CYP3A4

CoBMecTHOE NMPUMEHEHHUE aTopBacTaTHMHa ¢ MHAYKTopamu u3zodepmenta CYP3A4 (nanpumep,
sdaBuUpeH30M, pUPAMIUIMHOM WM [penaparaMud 3Bepo0O0si MPOJABIPSBIEHHOT0) MOMKET
NPUBOJIUTh K CHIDKEHHIO KOHLIEHTPAallUM aTopBacTaTMHA B IUIa3Me KpoBHU. Bcenenctsue
JIBOWCTBEHHOT'O MeXaHH3Ma B3aUMOACWUCTBUS C puUpaMIMIMHOM (MHAYKTOPOM H30(pepMeHTa
CYP3A4 u unrubutopom TpaHcnoptHoro Oenka remarountoB OATPIBI1), pekomennmyercs
OJIHOBPEMEHHOE NIPUMEHEHUE aTOPBAaCTaTUHA U pupaMIUIIHA, IOCKOJIBKY OTCPOUYEHHBIN npuemM
aTopBacTaTHMHa TIOcie MpHeMa pudaMmnuirHa MPUBOAUT K CYIIECTBEHHOMY CHUXEHHIO
KOHIICHTPAILIMK aTOPBACTATHHA B TIa3Me KpoBH (CM. paszaen 5.2). OxaHako BausHHE prudaMITUInHA
Ha KOHLIEHTPALIMIO aTOpBAaCTaTHHA B I€NATOLIUTAaX HEU3BECTHO U B CIIy4ae, €CIIM OJTHOBPEMEHHOTO
MPUMEHEHHS HEBO3MOXKHO H30€aTh, CIIEIyeT TIIATENIbHO KOHTPOIUPOBaTh 3(P(HEKTUBHOCTH
TaKol KOMOWHAIIMU BO BpEMS Tepanuu.

Anmayuoot
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OnHOBpEMEHHBIN NpPHEM BHYTPb CYCIIEH3UH, COJACpXAlleil MarHus THAPOKCUA U ATFOMUHMS
TUAPOKCHU, CHUYKAJI KOHILIEHTPALMIO aTopBacTaTHHa B Iu1asme Kposu (u3meHenue AUC: 0,66),
OJIHaKO cTeneHb cHkeHUs koHueHTpaunu X C-JIITHII npu 3ToM He u3meHsuiach.

Denazon

ATOpBacTaTHH He BIUsET Ha (PapMaKOKUHETUKY (peHa30Ha, IOATOMY B3aUMOJIEHCTBUE C IPYTUMU
npernapaTamMmu, MeTabOIH3UPYIOIIMMUCS TEMH K€ U30(hepMEHTaMH IUTOXPOMA, HE OYKUIACTCS.
Konecmunon

ITpy 0ofTHOBpEMEHHOM IPUMEHEHUH KOJIECTUII0JIa KOHLIEHTpALHsI aTOpBacTaTHHA B IU1a3Me KPOBU
camwkanack (m3menenne AUC: 0,74); omHAaKO THMOJUNUAEMUYECKHH 3PGEeKT KoMOWHAIUU
aTOpBAcCTaTHHA U KOJIECTUII0JIA IPEBOCXOMII TAKOBOM Ka)KJI0ro Mpernapara B OTAEIbHOCTH.
JHueokcun

[Tpu moBTOpHOM NpUEMe JUTOKCHHA M aTOpBacTaTUHA B 03¢ 10 M paBHOBECHbBIE KOHIIEHTpALUU
JUTOKCHHA B IJIa3Me KPOBHU HE MeHsUIUCh. OJJHAKO IpU NPUMEHEHUH JUTOKCHHA B KOMOMHALIUY C
aTOpBAacTaTHHOM B J103¢ 80 MI/CyT KOHIIEHTpAIHs TUTOKCUHA yBennunBaiack (m3menenne AUC:
1,15). IlamueHThl, MONYyYAOIIAE JWTOKCHH B COYETAaHUU C aTOPBACTATUHOM, TpPEOYIOT
COOTBETCTBYIOILETO HAOJIIOICHUSL.

Azumpomuyun

[Tpu ogHOBpEeMEHHOM NPUMEHEHUH aTopBacTaTuHa B Jjo3e 10 Mr 1 pa3 B CyTKU U a3UTPOMUIIMHA
B 03¢ 500 mr 1 pa3 B CyTKM KOHILIEHTpAIMsI aTOpPBACTaTUHA B IJIa3ME KPOBU HE U3MEHSIACK.
IlepopanvHuvle konmpayenmugol

[Ipy onHOBpEMEHHOM MPHUMEHEHHHM aTopBacTaTUHA M MEPOPAIbHBIX KOHTPAILENITUBOB,
COJIEpKallMX HOPITUCTEPOH U ATHUHWIACTPAANOJ, HAOIIOJAlOCh MOBBIIMIEHHE KOHLIEHTPALUU
HopaTucTepoHa (n3menenne AUC 1,28) u stunmisctpaguona (usmenenne AUC 1,19). Oror
3pdeKT cieayeT yYuThIBaTh IMPH BHIOOpE MEPOPATbHOIO KOHTpALENTUBA [UIS SKEHIIHHBI,
NPUHUMAIOILEH aTOpPBACTATHH.

Tepgpenaoun

[Ipy ogHOBpEeMEHHOM NIPUMEHEHUH aTopBacTaTHHA U TeppeHalnHa KIMHUYECKH 3HAYUMBIX
U3MEHEeHUH (hapMaKOKMHETUKU Tep(deHaHa He BBISBICHO.

Bapgapun

B knmMHHYECKOM HCCNe0BaHUN Y MAIMEHTOB, PETYJSPHO MOJIYYAIOIIUX Tepanuio BaphapruHOM
Ipy OAHOBPEMEHHOM IPUMEHEHHWU aTopBacTaTMHa B J03¢ 80 MIr B CyTKH, IPHUBOJWIO K
HEOOJIBIIIOMY YBEJTMUEHHUIO MPOTPOMOMHOBOIO BpPEMEHH MPHOIM3UTENbHO Ha 1,7 ¢ B TeyeHue
nepBbix 4 nHeil Tepanuu. Ilokasarens Bo3Bpamiajcsi K HOpMe B TeueHue 15 nHel Tepanuu

aATOPBACTATHHOM. HGCMOTPSI Ha TO, YTO TOJIBKO B PCAKUX CIy4dYasaAX OTMCYHAIIN 3HAYUTCIBHOC
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B3aMMOJICKCTBUE, 3aTpardBaloIlee aHTUKOATYJSIHTHYIO (YHKIHIO, CIEIyeT ONpeaeinuTh
MPOTPOMOMHOBOE BpeMsi 10 Havajga TEpalud aTopBAaCTATUHOM Yy TAIMEHTOB, IMOIYYArOIINX
TEepanuio KyMapuHOBBIMH aHTUKOATYJSIHTAMU, U JIOCTATOYHO YacTO B MEPUOJ TEPANHH, YTOOBI
MPEAOTBPATUTh 3HAUUTEILHOE U3MEHEHHUE TPOTPOMOMHOBOTO BpeMeHH. Kak TOJIbKO 0TMEYaroTCs
cTabmiIbHBIC TU(PPBI MPOTPOMOMHOBOTO BPEMEHH, €r0 KOHTPOJb MOKHO MPOBOJIUTH TaKKeE, KaK
PEKOMEHIYIOT I MalMEHTOB, MOJIYYalolUX KyMapUHOBbIE aHTUKOArYJISHTHL. [Ipu u3mMeHnenuu
JI03BI aTOPBACTATHHA WJIM MPEKPAIICHUN TEPATTUU KOHTPOJIb IPOTPOMOUHOBOTO BPEMEHH CIIEAYET
MIPOBECTH TI0 TE€M K€ MPUHITUIIAM, YTO ObUIM ONMCAHBI BhIIIE. Teparnus aTopBacTaTUHOM He Oblia
CBsS3aHA C pAa3BUTUEM KPOBOTCUEHUS WM HM3MCHEHHSIMHU NPOTPOMOMHOBOTO BpPEMEHH Y
MalUEeHTOB, KOTOPHIE HE MOJy4alyd JICYCHUE aHTHUKOATYJITHTAMHU.

Konxuyun

HecMoTpst Ha TO, 4TO MCCIEAOBAHUS OJJHOBPEMEHHOTO MPUMEHEHHS KOJIXHUIIMHA U aTOPBACTaTHHA
HE IPOBOJUIIUCH, UMEIOTCS COOOIICHHS O Pa3BUTHU MHUOMNATHU TPH NPUMCHEHHH JTaHHOW
koMOuHanuu. IIpu OJHOBpEMEHHOM TMPUMEHEHHWU AaTOpPBACTATHUHA W KOJXHIIMHA CIEAYyeT
co0Ir0aaTh OCTOPOKHOCTb.

Amnoounun

B wuccnenoBaHuM JEKapCTBEHHOT'O B3aUMOJICHCTBUS Y 3/I0POBBIX HCIBITYEMBIX, COBMECTHOE
npuUMEeHeHHue aropBactathiHa B fo3¢ 80 Mr u amuoaunuHa 10 Mr mpuBeno K KIMHUYECKU
HE3HaYMMOMY YBEJIMYEHHUIO KOHLEHTpauuu atopBactatuia (u3menenue AUC: 1.18)

@y3udosas Kucioma

Bo Bpemsi MOCTMAapKETHHTOBBIX HCCIEAOBAHUN OTMEUalIH CIIy4ad Pa3BUTHUS PaOAOMHUONIM3A Y
MAalMEeHTOB, MPUHUMAIOIIUX OJHOBPEMEHHO CTATHHBI, BKIIIOYAsl aTOpBAaCTaTUH U (y3UIOBYIO
KUCJIOTY. MexXaHu3M JaHHOTO B3aWMOJICUCTBHS HEHM3BECTEH. Y MAlUEHTOB, I KOTOPBIX
UCIONIb30BaHue (Py3U0BOM KUCIOTHI CYHUTAIOT HEOOXOANUMBIM, JICUEHUE CTATHHAMH JIOJKHO OBITh
MPEKpPaIIEHO B TEYCHHUE BCETO Meproja mpuMeHeHus Gy3uaoBoi KUcIoThl. Tepanusi craTHHAMU
MOXET OBITb BO30OHOBJICHA Uepe3 7 JHEW mocie mocieaHero npuema ¢y3u10Boi KUCIOTh. B
WCKIIFOUUTENIBHBIX CITydasiX, TJIe He0OX0aruMa POI0JDKUTEIbHAS CUCTEMHas Tepanus Qy3ua0Bon
KHUCTIOTOM, HampuMmep I JeYeHUs TSKeNbIX HH(QEKIii, HeoOXOAUMOCTh COBMECTHOTO
NPUMEHEHUs aTopBacTaTHHA U (Py3UIOBOW KHCIOTHI JOJDKHA OBITH PAcCCMOTpPEHA B KaXKIOM
KOHKPETHOM CJIy4ae M TIOJ CTPOTUM HaOOJeHWEM Bpada. [lamueHT M0DKeH HeMeICHHO
00paTUThCS 3a MEAUIIMHCKOW TOMOINBIO TPH TOSBICHUH CUMIITOMOB MBIIIIEYHON C€1abOCTH,
YyBCTBUTEIHLHOCTH WA OOJIH.

Jpyras conyTCTBYIOIIAs TE€paus
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B kiImHWMYECKHX HCCIeOBaHUAX aTOPBACTATHH MPUMEHSJIM B COYETAaHWHM C TMIOTEH3UBHBIMU
CpPEeACTBAMU M 3CTPOr€HAMM B PaMKax 3aMECTUTEIIBHOW NOPMOHAIBHOM Tepanuu. [IpusHakos
KJIIMHAYECKU 3HAaYMMOI'O HEXKEJIATEeIIbHOIO B3aMMOJCHCTBHS HE OTMEYEHO; HCCIENOBaHUs
B3aMMOJICHCTBHS CO CIeM(PUUECKUMH MTpernapaTaMy He TPOBOAMIIUCE.

Kpome Toro, ormeuanoch MOBBIIIEHHE KOHLIEHTPAlUKM aTOPBACTaTHHA NPHU OJHOBPEMEHHOM
NPUMEHEHUH ¢ WHTuOuTOpamu mporea3sl BUU (koMOWHAIMu JIOMMHABHpA W PUTOHABHPA,
CaKkBMHAaBHpa M PUTOHABHpPA, AApYHABUpPAa M PUTOHaBHpaA, (pocamrpeHaBup, hocaMipeHaBup c
PUTOHABUPOM W HenpuHABHp), HHruOuTOpamMm Tmporeassl rematuta C  (OomenpeBup,
310acBUP/TPA30NPEBUP, CHUMEIPEBUP), KIAPUTPOMUIIMHOM U HTpakoHazoynoMm. Cremyer
coOiroaarh OCTOPOKHOCTb IPU OJHOBPEMEHHOM IIPUMEHEHUHU JTHX IIPErnapaTroB, a TaKkKe

OPUMEHSTH CaMyI0 HU3KYIO 3()(peKTUBHYIO 103y aTOpBacTaTHHA.

BiausHue Ipyrux npenapaTtoB Ha d)aDMaKOKI/IHeTI/IKV aTopBacTaTuHa

IIpenapar, 1o3upoBKa AToOpBacCTATHH
HN3menenue | U3meHeHnue
Jo3a (mr)
AUC& Cmax®
Huknocnopun 5,2 wmr/kr/cyt, | 10 mroguapasscytku,8 | 1 B 87| T B 107
MOCTOSIHHAs 4034 TeueHue 28 qHen pasa pasa
Tunpanasup 500 mr 2 pasa B
T B 94|17 B 86
cytku/putrorasup 200 mr 2 pasa B | 10 Mr, OTHOKpaTHO
. paza pasza
CyTKH, B T€UEHUE 7 AHEU
I'mexkanpesup 400mMr 1pa3 B
10 Mr oguH pas B CyTKH, B T B 22,00
cytku/nubpentacsup 120 mr 1 pa3 T B 8,3 paza
TEeUEeHHE 7 THEU pasa
B CYTKHM, B T€UeHUE 7 THEU
Tenanpesup 750 Mr Kaxable 8 4, B T B 79|17 B 106
20 Mr, OTHOKpPaTHO
tedyeHue 10 quei pasza pasa
Onbaceup B nmo3e 50 mr 1 pas B
P P T B 1,95
cytku/rpazonpesup 200 mr 1 pa3 B | 10 Mr, oqHOKpaTHO T B4,3 pasa
aza
CYTKH, B TeueHue 13 nnei P
Bouenpesup 800 mr 3 pasa B CyTKH, T B 23
40 Mr, OTHOKpaTHO 1 B 2,7 paza
B T€UEHUE 7 THEeH pasa
Cumenpesup B go3ze 150 mr 1 pa3 B T B 2,12
40 Mr, OIHOKpPaTHO T B 1,7 pasa
CYTKH, B TeueHue 10 quen pasa
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IIpenapar, 103UpoOBKa ATopBacTaTuH
JlonunaBup 400 mMr 2 pasza B
20 Mr oJIvH pa3 B CYTKH, B
cytku/putonaBup 100 mr 2 pasza B T B59pasa | T B4,7 paza
TeueHue 4 nHeun
CYTKH, B TeueHue 14 nueit
* CaxsunaBup 400 mr 2 pasa B
40mromuapazBeyrkim,B| 1 B 39|17 B 43
cytku/putoHaBup 400 mr 2 pasza B
TeueHue 4 nHel pasa pasa
CyTKH, B TeueHue 15 nueit
Knapurpomunus 500 mr 2 pasa B | 8OmromgunpasBcytkm,B| | B 45| T B 54
CYTKH, B TeUeHHE 9 qHEN TeueHue 8 Hen pasa pasa
HMapynaBup 300 mMr 2 pa3a B
10 mMromuapazBeytki, 8| 1 B 34| 1T B 22
cytku/puronasup 100 mr 2 pasza B
TedyeHue 4 el paza pasa
CYTKH, B T€UeHHE 9 qHEN
Urpakonazon 200 mr oauH pa3 B
T B 33|17 B 120
CYTKH, B TeUeHHe 4 qHEN 40 Mr, OTHOKPATHO
paza pasza
JlerepmoBup 480 Mr omun pas B T B 329|717 B 217
20 Mr, OJTHOKpPaTHO
CYTKH, B TeueHue 10 queit paza pasa
®ocamnpenasup 700 mr 1Ba pasa B
cytku/puronasup 100 mr 2 pasa B
10 MromuapazBecytku,8 | 1 B 25|17 B 28
CYTKH, B TeueHue 14 nuei
TedyeHue 4 nHen paza pasa
docamnpenasup 1400 mr 2 paza B | 10 Mromuupasseytku,B | T B 23| T B 4,0
CYTKH, B TeueHHe 14 nHei Teuenne 4 quen pasa pasa
Hengunasup 1250 mr 2 pasa B | 0 MromuapasBcytku,B | | B 174 T B 272
CYTKH, B TeueHue 14 nuei TeueHue 28 qHen pasa pasa
['peiindpyToBbIii cok, 240 M1 oauH T B 1377 B 116
40 Mr, OTHOKpaTHO
pa3 B CyTKH* paza paza
witnazeM 240 mMr oguH pa3 B
. ’ T B 151 1 B 1,00
CyTKH, B T€UEHUE 28 NHEHN 40 Mr, OTHOKPATHO
paza pasza
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IIpenapar, 103UpoOBKa ATopBacTaTuH

Spurpomunme 500 mr 4 pasza B T B 133|717 B 1,38
10 Mr, oJTHOKpaTHO
CYTKH, B TeYCHHE 7 JHEN paza pasa
T B 118 T B 091
Amnogunus 10 Mr, 0oTHOKpaTHO 80 Mr, O IHOKpaTHO
paza pasza
Iumerumua 300 mr 4 pasa B cyTku, | 10 Mr ofuH pa3 B CyTKU, B | | B 1,00 | B 089
B T€UEHUE 2 HeNleb TeueHue 2 Helleb pasa pasa

Konecrunon 10 Mr 2 pasa B cyTKH,
40 Mr ouH pas B cyTku, B | He ycramos | | B 0,74**
B TeueHue 24 Henenb
TeueHue 8 Heaelb JIEHO pasa

Maanokc TC® 30 mn ogun pa3 B | 10 MromguapasBcytkim,B | . B 0,66 | B 0,67

CYTKH, B TeueHue 17 nuei Teuenue 15 guen pasa pasa
Ddasupens 600 Mr omuH pas B l B 059 ] B 1,01
10 Mr, B Teyenue 3 qHeH
CYTKH, B TeueHue 14 quei paza pasa
Pudammuumnn 600 Mr oguH pas B
b P T B 1,12
CYTKH, B T€UCHHE 7 JHEHN 40 Mr, OIHOKpAaTHO T B2,9 pasa
pasa

(omHOBpeMeHHOE IpUMeHeHue) '

Pudpammounmag 600 mMr oauH pas B
y b l B 0201 B 0,60

CYTKH, B TEYECHHE 5 THEN 40 Mr, 0IHOKpPaTHO
. pasa pasa

(pasmenbHEI puem) '

Tempubposun 600 mMr 2 pasa B T B 13| B 1,00
40 Mr, OTHOKPATHO

CYTKH, B TeYCHHUE 7 JHEN pasa pasa

®enopubpar 160 mMr oguH pa3 B T B 103| 7T B 1,02
40 Mr, OTHOKPATHO

CYTKH, B T€UeHUE 7 THEH pasza pasa

& IIpencTaBaeHO OTHOIIEHHE THIIOB TeparmuH (COBMECTHOE NMPMMEHEHHE Mpernapara BMECTe C
aTOPBACTATHHOM B CPABHEHWH C IPUMEHEHHEM TOJIBKO aTOpPBACTaTHHA)

* TIpu 3HAUUTETHHOM MOTpedIeHnn TpeindpyroBoro coka (> 750 mut — 1,2 1 B CyTKH) OTMEYalu
6omnpiree yBenuuenne AUC (1o 2,5) u/unu Cmax (10 1,71);

** Ha ocHOBaHuM 00pasiia, B3sTOro OAHOKpaTHO Yepe3 8 — 16 yacoB mocie nmpuema npernapara;
T Tak kak pupamMOuIMH 00JagacT IBOWHBIM MEXaHHU3MOM B3aMMOJEHCTBHUS, PEKOMEHIYETCS

BBOJUTH aTOpBAcTaTUH U pUaMIUIMH OJHOBpeMeHHO. boriee mo3nHuil mpuem aropBacTaTHHA
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I10CJIC pI/I(l)aMHI/IHI/IHa CBA3aH CO 3HAYUTCIBbHBIM CHMIXKCHHEM KOHICHTpAllMKM aTOpBaCTaTWHA B

1J1a3Me KpOBH.

1 Jlo3bl cakBHHABHpa/pPUTOHABUPA, TPUMEHSBIIUECS B JAaHHOM HCCIICOBAHUM OTIMYAIOTCS OT

JAO03HUPOBOK, KOTOPBLIC HCIIOJB3YIKOTCS B KJINHUYECKOM ITPAKTHUKE. CnenyeT Y4YUTbIBATb, YTO

IMOBBIIICHUE SKCIIO3UIIMN aTOPBACTaTHHA IMPU KIMHUYCCKOM IMPUMCEHCHHUH CKOPEC BCCI'O BBIIIC,

4qeM Ha6JIIOI[aeMO€ B JaHHOM HCCJIeIOBaHUHM. B CBA3M ¢ 3TUM CJICAyCT IMPUMCHATH HanOoJee

HM3KYIO 103y aTOPBACTAaTHHA.

BansHne aTopBacTaTHa Ha d)aDMaKOKI/IHeTI/IKV APYIrux mnperaparoB

HpenapaT, HpHMEHﬂeMLIﬁ OJHOBPEMECHHO C aTOPBAaCTAaTUHOM,

TeyeHue 4 nHeu

CyTKH, B TeueHue 14 nueit

ATOpBacTaTHH
JA03MPOBKA
HUzme
H3me
IIpenapar/do3a (mr) HeHHe
Henne Cmax®
AUC%
80 Mr ofuH pa3 B CyTKH, B T B 1,03l B 0,89
AnTtunupus, 600 Mr, oqTHOKpaTHO
TedeHue 15 quei pasza pasa
80 Mr onuH pa3 B cyTku, B | Jurokcun 0,25 mr omud pas B| 1 B L15| T B 1,20
TeyeHue 10 nuel CyTKH, B TeueHue 20 nuei pasa pasa
[lepopanbHble  KOHTpALCHTUBBI
OJIUH pa3 B CYTKH, B TE€UEHUE 2 T B 1287 B 123
40 Mr oguH pa3 B CyTKH, B
5 MeCSAIIeB pasa pasza
TeueHue 22 qHen
- HOP3TUHAPOH 1 mMr
- STUHWIACTPAANOI 35 MKT
Tunpanasup 500 mr 2 pasa B| 1 B 1,08 T B 096
10 Mr, oJTHOKpaTHO cytku/purorasup 200 mr 2 pasa B pasa pasa
CyTKH, B TeUEHUE 7 JHEU
10 Mr ouH pa3 B cyTku, B | ®ocamnpenasup 1400 mr2 pasas | | B 0,73| | B 0,82
Teuenue 4 quen CYTKH, B TeUeHHEe 14 nHei pasa pasa
®ocamnpenasup 700 mr 2 pazsas | I B 099 | T B 094
10 mMr ouH pa3 B CyTKH, B
cytku/putonasup 100 mr 2 pasa B | pasa pasa

& [IpencTaBaeHo OTHOIIEHHWE THIIOB TEparyH (COBMECTHOE NMpHMEHEHHE Npemnapara BMECTe C

aTOPBACTATHHOM B CPABHCHUU C IPUMCHCHUEM TOJIBKO aTOpBaCTaTI/IHa)
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€TH

HCCHGI{OB&HI/IH B321PIMOI[CI>1CTBH$I MMPOBOAMIIMCH TOJIBKO Y B3POCJIbIX IMALITUCHTOB.

4.6. ®epTHIBLHOCTD, 0€PEMEHHOCTD U JAKTALUSA

JKeHIITUHEI ¢ IETOPOIHBIM ITOTSHITUAIIOM

KeHmuHbl ~ 1E€TOPOJHOrO  BO3pacTa BO  BpeMsl  JICUEHUS  JIOJDKHBI  IOJIb30BaThCs
COOTBETCTBYIOIIUMH METOJaMK KOHTpareniuu (cM. paszaen 4.3).

bepemeHHOCTD

JlunpumMap npoTHUBOIIOKa3aH pu OepeMeHHOCTH (cM. paszen 4.3). be3onacHOCTh MpUMEHEHHUS BO
BpeMsi OepeMeHHOCTH He Oblia moaTBepxkaeHa. Cpenu GepeMEHHBIX JKEHIIIMH KOHTPOJIUPYEMbIe
KJIIMHUYECKHE UCCIIEI0BAaHUS C aTOPBACTATUHOM HE MPOBOJIMIMCH. OTMEUANUCh PEIKUE CIydau
BPOXKJICHHBIX aHOMAJIMH 1ociie Bo3aencTBus MHruoutopos I'MI'-KoA-penykrasbl (cTaTUHOB) Ha
IUI0/1 BHYTpUYTPOOHO. B nccnenoBaHusIX Ha JKUBOTHBIX ObLJI0 MOKA3aHO TOKCUYECKOE BIIMSHUE HA
PENpOIYKTUBHYIO (PYHKLHIO.

[Ipu mpueme aropBacTaThHa OEPEMEHHOW >KEHIIMHOW BO3MOXKHO CHIDKEHHE Y IJIOZa YPOBHEH
MEBaJOHaTa, KOTOPbIN SBISETCS MPEAIIECTBEHHUKOM OMOCHHTE3a XOJIeCTEpUHA. ATEPOCKIEpPO3
ABJIACTCS XPOHMYECKMM IIPOLIECCOM, M, Kak IpaBWJIO, OTMEHA THUIOJIMINAIEMUYECKUX
JIEKapCTBEHHBIX CPE/ICTB BO BpeMsi OEPEMEHHOCTH OKAa3bIBA€T JIMIIb HE3HAUUTEJIbHOE BIMSHUE HA
JIOJITOCPOYHBIA PUCK, CBSI3aHHBIN C IEPBUYHON FMIIEPXOJIECTEPUHEMUEH.

B cBa3u ¢ stum, Jlunpumap He ciexyeTr Ha3HauaTh OEpEMEHHBIM JKEHIIMHAM, >KEHIIMHAM,
IUTAaHUPYIOIINUM O€pEeMEHHOCTh, UM MPH MOJI03pEeHNH Ha 6epeMeHHocTh. Heo0XoauMo OTMEHUTh
npueM Jlunpumapa Ha BpeMs OEpEeMEHHOCTH WIIM 10 YCTAHOBJIEHHUSI OTCYTCTBUSI O€PEMEHHOCTH
(cMm. pazaen 4.3).

Jlakranms

HewusBecTHO, BBIAEINSAIOTCS JIM aTOPBACTATHH WM €0 METAOOJINTHI B IPYTHOE MOJIOKO y YEJIOBEKa.
B uccnenoBaHusx Ha KpblcaX KOHIEHTpAallMM aTOPBACTaTHHA U €r0 aKTHBHBIX METaOOJIUTOB B
I1a3Me KpPOBM aHAJIOTMYHBI TaKOBBIM B MoJjoke. [lo mpuumHe pa3BUTUS pPUCKA CEPbE3HBIX
110004HbIX 3()(PEKTOB, KEHINHBI, TPUHUMaroue Jiunpumap, He JOKHBI KOPMUTH CBOUX JIeTel
rpyabio (cm. pasgen 4.3). Ilpumenenue Jlumpumapa NMPOTHBOIOKA3aHO B MEPUOJ TPYTHOTO
BCKapMIIMBaHus (cM. paznen 4.3).

DdepTUIbHOCTD

B HUCCIICOOBAHUAX HA ) KUBOTHBIX aTOpBaCTaTI/IH HEC OKa3bIBaJI BIUJIHUA HA q)epTI/IJ'IBHOCTI) y caMIIOB
00 CaMoK.
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4.7. BausiHde HA CNOCOOHOCTH YINPABJSATHL TPAHCHOPTHBIMHM CPeACTBAMH H PadoTaTh €
MeXaHNu3MaMu

Januplx o BAMSHMM TMpernapaTa Jlumpumap Ha CIOCOOHOCTH YHPAaBIATh TPAHCHOPTHBIMU
CPEICTBAMU W 3aHMMATHCS TMOTEHIIMAILHO ONMACHBIMH BUJAMH JIEATEIHHOCTH, TPEOYIOIUMU
MOBBIIICHHONW KOHIICHTPALIMM BHUMAHUS U OBICTPOTHI IICUXOMOTOPHBIX peakiuii, HeT. OaHako,
YUUTBHIBasi BO3MOXKHOCTb Pa3BUTHUS TOJOBOKPYKEHUS, CIEAYeT COONI0AAaTh OCTOPOKHOCTh MpHU

BBITIOJITHCHHHU IIEPCUNCICHHBIX BUAOB JCATCIbHOCTH.

4.8. Hexenare/ibHbIE peaKINU

Pesrome mpoduist 6e3onacHOCTH

Jlunpumap OOBIYHO XOPOIIO TEPEHOCUTCS; MOOOUYHBIE pPEaKIUMH, KaK MpaBWiIO, JIETKHE U
MIPEXOIAIIHUE.

Tabauunoe PE3I0ME HEXKENATCILHBIX PCaKIINM

B tabuuie npecTaBiIeHbl HEXENaTeIbHbIC PEaKIuK 10 CHCTeMHO-opraHHbM kiaccam (COK) u
yacTtore. BHYTpH KakIoW 4YacTOTHOW TPYIIIBI HEKEJIATENbHBIC PEaKIUU pacloyiaraloTcs B
nopsijike yObIBaHUSI BBIPAXKEHHOCTH. YacToTa pa3BUTHSI OTpEAEIsIeTCsl Kak: 04eHb yacto (> 1/10),
gacto (ot > 1/100 mo < 1/10), mewacto (ot > 1/1 000 mo < 1/100), penko (ot > 1/10 000 mo <
1/1 000), ouens peako (< 1/10 000) u yacTora HemM3BeCTHA (HA OCHOBAHMH MMEIOIIMXCS JaHHBIX

OLICHUTH HeBOSMO)KHO)Z

CucremMHo- Ouenb Yacro Heuacto  [Peako Ouenb HensBecTHO
opraHHblii Kiace [gacro  (S(or> 1/100(oT > (oT > 1/10 000penxo (HEBO3MOKHO
1/10) mo <1/10) /1000 momo <1/1 000) |(<1/10 000) [ycTaHOBHUTHL MO
<1/100) MM e LIIMCS
ITAHHBIM)

Nudexunonnsie Hazohapu

Y ITapa3suTapHbIe HIUT

3a00s1eBaHus

Hapyenus co TpoMOoIMTOIEe

CTOPOHBI KPOBHU A

u

nuMpaTraecKon

CUCTEMBI
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Hapymenns co AIIIepruIecK aHa(UIaKCH
CTOPOHBI Ve peakun 51
MMMYHHOI
CUCTEMBI
Hapyumenus co CUTIEPTJIMKE [TUTIOTJIMKEM CaxapHbIi
CTOPOHBI ~ OOMeEHa IMHST s, ImnadeT: 4acToTd
BEIICCTB U MTUTAHUS] YBEIIMICHHE [pa3BUTHUS
MaccChl Tera, BaBUCUT 0Tl
AHOPEKCHUS HATHYUS Wiy
OTCYTCTBHUSI
(hakTOpOB pHCKY
(KoHLIEHTpaLus
[CJTFOKO3BI  KPOBH
HaTOI[aK > 5,6
IMMOJIB/JI, HHIEKC]
IMacCBhI Tena
(UMT) > 30
KI/M2,
[TOBBIIIICHHAS
[KOHIIEHTPAIIHS
[TPUTIIHIIEPHUIOB,
apTepuaTbHas
TUTIEPTEH3UsT B
aHAMHE3¢)
Hapymienust co <KOIITMapHBI Imerpeccus
CTOPOHBI ICUXUKH 9N
CHOBH/JICHUS,
0ECCOHHUIIA
Hapymienust co OJIOBHAsE  [POJIOBOKPYXK [mepudeprudeck MOTEPS Wiy
CTOPOHBI HEPBHOM 00J1b CHUE, as Helpornartus CHUKEHHE
CUCTEMBI rmapecTe3us, [aMsATH
HITeCTE3NS,
HapyIICHUE
BKYCOBOT'O
BOCTIPUSITHS,
AMHE3USI.
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Hapymenus co BOSHUKHOBE [HapYyILIECHUS
CTOPOHBI ~ OpraHd HHE BpEeHHUs
3peHus <IIEJICHBD)
nepen
raa3zamu
Hapymenus o [IyM B yIIax noreps
CTOPOHBI ~ OpraHa ciryxa
ciyxa 7
naOupUHTHEIE
HapyLICHUs
Hapymenus co 0016 €AMHUYHBIC
CTOPOHBI ropie, CIIydan
JIBIXaTeIbHON HOCOBOE MHTEPCTUIATIHH
CHCTEMBI, OpraHOB [KPOBOTEYEH oro 3aboJieBaHus
TPYAHON KIETKH H e merkux (0OBITHO|
CPeAOCTEHUS [P AJIUTEIHHOM
IMPUMEHEHUH )
Hapymenus co Barop, pBOoTa, OONB
CTOPOHBI METEOpU3M, B JKUBOTE,
KeyJOYHO- mUcIencus, OTPBIKKA,
KHLIEYHOTO TPAKTa TOLIHOTA,  [AHKPEaTHT,
Imuapest miuckoMdopt
B )KHBOTE
Hapymenus co rernaTuT xoxecras moyeyHast
CTOPOHBI MEYCHU H HEI0OCTATOYH
KEITIEBBIBOISALIIX 0CTh
nyTei
Hapymenus o KpanvuBHULIA,AHTHOHEBPOTH
CTOPOHBI KOXH H KO>KHBIN 3yJ,4ECKHH  OTEK,
MOJIKOKHBIX KO>KHAsT Oyie3Hast
TKaHeH CBHIIb, CBHIIIb,
aiorenust  mosmMopQHas
BKCCyIaTUBHA

1 sputema (B
oM qucie

CUHAPOM
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CrtuBeHca-
/IxoHCOHA),
[TOKCUYECKUI
PIIUIepMAalbH
bIA  HEKPOJHU3
(cuaapoM
Ulatiema).
Hapymenus co MUQITUs, [0OJIb B IICE,MUOMATHUSA, MMMYHOOTIOCPE/T
CTOPOHBI CKEJICTHO ApTpaJITHK, MBIIICYHAS [MHUO3MT, OBaHHAS
MBIIICYHON u 00T BcaaboCTh.  [pabaoMHUONH3, [HEKPOTU3HUPYIOL]
COCIUHUTEIILHON [KOHEUHOCTSI TEHAMHOOTIATH ast MUOTIATHSL.
TKaHH X, CYIOPOTH 5T (B
IMBIIIIIT, HEKOTOPBIX
[IPHUITYXJIOCT CITyJasix C
b CyCTaBOB, [pa3pbIBOM
00T B CYXOKWITHSA)
CITHHE,
MBIIIIEYHO-
CKeTIeTHBIE
0o
Hapymenns  co MMTIOTEHITUS THHEKOMACT
CTOPOHBI ITOJTIOBBIX st
OpraHoB u
MOJIOYHOM JK€eJIe3bl
OO6mue HEJOMOTaH!
paccTpoicTBa 5| €,
HapymcHus B MECTE ACTCHUYCCKHU
BBEIACHMSI i CHUHApPOM,
00J1b B
rpynu,
nepudepuyae
CKHE OTEKH,
MOBBIIICHHA
5T
[y TOMJISIEMOC
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Th,

ITIxopaaka

Bausaue Ha OTKJIOHEHHE [TEUKOLIUTYP TMOBBIIIICHHE
pe3yJIbTaThl OT  HOPMBbIUSA KOHIIEHTpaIUU
a0OpaTOpPHBIX W [PE3yNIbTATOB CTUKO3UIUPOBAH
WHCTPYMEHTAJIbHBI (IICYCHOYHBI [HOT'O

X HCCIIeIOBaHMUMI X»  TECTOB reMorao0rHa
(ACT H (HbA1)

AJIT),
ITOBBIIIICHHIE
AKTHBHOCTH
CEIBOPOTOYH
oM
KpeaTrH(pOC

(hOKHHA3BI

(KOK)

eTH

[ToOouHble peakluH, CBsI3aHHBIE C MpUEMOM Tpemnapara Jlumpumap, Mo KOJUYECTBY HeE
OTNIMYANIUCh OT peakiuil Ha QoHe mpuema ruianebo. Hawnbonee uyacTeiMU peakiusiMu, BHE
3aBUCUMOCTH OT YaCTOTHI KOHTPOJIS, ABJISUIUCH UH(PEKIIUHU.

Hetu u moapoctku B Bo3pacte oT 10 g0 17 neT, KOTophie JICUUITUCh aTOPBACTATUHOM, UMENH
npodunb MoOOYHBIX IPHEKTOB, KOTOPHIM COOTBETCTBOBANI OOBIYHO MAIUEHTY, MOJTyYaBIIEMY
iane6o. Haubonee pacnpocTpaHeHHBIMH MOOOYHBIMU 3¢ (eKTaMu, KOTOpble HaOJII0JAINCh
HE3aBHUCHUMO OT OIIEHKU MPUUMHHO-CJICICTBEHHBIX CBsI3el B 00enX rpynmax, Obuin nHpekuu. B
X0J1€ 3-TIETHEr0 MUCCIIEIOBAHMS JJIsl OIEHKH O0IIEeTo CO3PEBAaHUS U pa3BUTHSA, CTaAuH 110 TaHHEpY,
a Tak)Ke U3MEpPEHUs POcTa U Beca, He HaOI0AaoCch KIMHUYECKH 3HAUMMOT0 BIUSHUS HA POCT U
nonoBoe co3peBanue. [Ipoduns Ge30macHOCTH U MEPEHOCHUMOCTH Yy JAeTed U TMOJIPOCTKOB B
OCHOBHOM COOTBETCTBOBAJI M3BECTHOMY MPOGUII0 OE30MaCHOCTH aTOpBacTaTHHA y B3POCIBIX
MaIUEeHTOB.

ba3za gaHHBIX MO KIMHUYECKON O€30MacHOCTH TaKXKe BKIIIOUAET B ceOs JaHHBIE, TOTyYEeHHBIE OT
520 marMeHToB ETCKOTO BO3pacTa, MOJTYYaBIIMX aTOpBAacTaTWH. M3 HUX: 7 MAIMEHTOB OBLIN
miaame 6 aet, 121 nanuent — B Bo3pacte ot 6 10 9 net, u 392 nanueHTa HaXOUIUCh B BO3PACTE
ot 10 mo 17 aer. Ha ocHOBaHNH MMEIONINXCS JAHHBIX YaCTOTA, THII U CTENIEHD TSHKECTH IMTOOOUHBIX

3(1)(I)CKTOB y JIeTeH CXO0XKU C aHAJIOTMYHBIMH II0Ka3aTeIsIMU Y B3pOCIIbIX.
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[Tpu1 npuMeHEHNN OTAETBHBIX CTATHHOB HAOJIOAAIKCH CIEAYIONINE HEXKEeNaTeIbHbIC TOOOYHbIE
3P PeKTHI:

- HapyIIEHHE MOJIOBOM (PyHKIUH;

- JICTIPECCHS;

- B HCKJIIOYHTENBHBIX CIy4asix, 0COOCHHO MPH UTUTEIBHON Tepariu, HHTEPCTHIIHATbHASL 00JIE3HB
aerkux (cm. paszuen 4.4);

- caxapHbli TuabeT: 4acToTa 3aBHCHUT OT HAJIW4YUS WJIA OTCYTCTBHS (AaKTOPOB pUCKa (caxap B
KpoBU Haromak > 5,6 mmonb/n, MMT > 30 kr/M2, TOBBIINICHHBICE YPOBHU COJACPIKAHUS

TPUTIUILEPUIOB, UMEIOIIASICS TUIIEPTOHUS).

COOGH.ICHI/IC 0 ITOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo cooOmarh O TOJ03peBaeMbIX HEXKENATCIbHBIX PEaKIUAX TI0CIE€  PETHUCTPaIUH
JICKapCTBEHHOTO TIperapara ¢ Ieblo 00ECIeYeHUsT HEMPEPHIBHOTO MOHUTOPHHIA COOTHOIICHHS
«TI0JTb3a-PUCKY JICKAPCTBECHHOTO Mpernapara. MeIUIMHCKUM Pa0OTHHKAM PEKOMEHIYEeTCsl COO0IaTh
0 JIOOBIX TIOJO03PEBAEMBIX HEXKETATEIBHBIX PEAKIMIX JIGKAPCTBEHHOTO IMIperapara uepes
HAIIMOHAJIbHBIE CHUCTEMBI COOOIICHHST O HEXeNaTeNbHBIX pPEeaKUUsIX TOCYAapCTB — YIICHOB
EBpa3uiickoro s5kOHOMUYECKOTO COHO3a.

Poccuiickas ®@egepanus

OdenepasibHas Ciryx)0a 1Mo Ha3OPY B chepe 3ApaBOOXpaHCHUS

Anpec: 109074, Mocksa, CinaBsHCKas miomap, 1.4, ctp.1

Ten./ @axc: +7 (495) 624-80-90

Dn.moura; pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

Crenuduyeckoro aHTUI0TA JIJIs JICUCHUS TIEPEI03UPOBKH TipenapaToM Jlunpumap HeT.

B ciywae mnepeno3MpoBKHM cleQyeT IPOBOJMTH CHMITOMATHYECKOE JICYEHHE IO Mepe
HeoOxoqumoctu. CrenyeT mpoBecTH (YHKIMOHANBHBIE TECTHl MEYEHH W KOHTPOJIHPOBATH
aktuBHOCTh K®K. Ilockonbky mpemapar akTHBHO CBSI3bIBa€TCA C OelIKaMu TMJIa3Mbl KPOBH,

remoaunanu3 Hed(p(HeKTHUBEH.

5. PAPMAKOJIOTMYECKHE CBOMCTBA
5.1. ®apmakoauHAMHYeCKHe CBOIiCTBA
®apMakoTepaneBTHUECKasl Tpymna: runojaunuaemudeckoe cpencrso — ['MI-KoA-pemgykrasbl
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WHTHOUTOP.
Koxg ATX: C10AA05

Mexanunsm neiicTBus

ATOpBacTaTUH — CEJICKTUBHBIA KOHKYpeHTHBIM wHruoutop I'MI'-KoA-penykTassl, KIIHO4eBOTO
depmeHTa, mpeBpalapIero  3-ruApokcu-3-metuiraorapmi-KoA B MeBaioHaT  —
IPEIUIECTBEHHUK CTEPOMJIOB, BKJOUass XosecTepuH. CHUHTETHUYECKOE THIIOJIMINIAEMUYECKOE
CPENCTBO.

Y nanueHToB C€ TOMO3MIOTHOM M TE€TEPO3UTOTHOM CEMEWHON THIepX0JIECTEPUHEMUEH,
HeCceMEeHHbIMU (hOpMaMU THIEPXOJIECTEPUHEMUN U CMEUIAaHHOW TUCIIUIUIEMHEH aToOpBacTaTUH
CHW)KaeT KOHIIGHTpAMIO B IUIa3Me KpoBu oOmero xosecrepura (XC), xonecTepuHa
munonporenHoB Hu3koM tnotHoctu (XC-JIITHIT) u anmonunonporenna B (amo-B), a Ttaxxke
XOJIECTEpUHA JIUMONPOTENHOB 0ueHb HU3KOM MIOoTHOCTH (XC-JITIOHII) u tpurnuuepunos (T1),
BBI3bIBACT MOBBIIICHHE KOHIICHTPAIIUU XOJECTEpUHA JTUONPOTENHOB BHICOKOU MIOTHOCTH (XC-
JIIBII).

AropBacraTtud cHuxkaeT koHueHTpauuo XC u XC-JIITHII B nna3sme xpoBu, unrudbupys I'MI -
KoA-penykrady W CHHTE3 XOJECTEpUHA B II€YEHU U YBEIMYMBAS YHUCIO «IEYECHOUHBIX)
penentopoB JITTHII Ha MOBEpXHOCTH KJIETOK, YTO MPUBOIUT K YCUIICHUIO 3aXBaTa U KaTaboau3Ma
XC-JIITHIL

AtopBactatun ymenbinaer obOpazoBanue XC-JIIIHIT wu umcno uactun JIITHII, BeI3bIBaeT
BBIDAXKEHHOE M cToiKoe mnoBbiieHne aktuBHocTH JIIIHII-peunentopoB B coueranun c¢
OnaronpusATHbIMM ~ KadecTBeHHbIMM  u3MeHeHusimu  JIIIHII-uacTun, a Takxke CHHXKaer
koHUeHTpauuto XC-JIIIHII y mnanueHToB € TOMO3UTOTHOM HACJIEICTBEHHOW CceMeiHOn
TUIEPXO0JIeCTEpUHEMUEH, yCTOMYMBON K T€panuy APYTUMHU THIIOIUIIUIEMUYECKUMH CPEICTBAMHU.
AropsacraTuH B f03ax oT 10 mr 1o 80 mr cHmxkaet koHueHTpauuo XC Ha 30-46 %, XC-JITTHII
—Ha 4l — 61 %, ano-B —Ha 34 — 50 % u TI" — Ha 14 — 33 %. Pe3ynpTarsl TEpanuu cXoaHsl y
NAlMEHTOB C TETEePO3UTOTHON CEMEWHOH TrumepxojecTepuHeMueii, HeceMelHbIMU (opMaMu
TUIEPXO0JECTEPUHEMUH U CMEIIIAHHOM TUIEPIUNHIEMUEN, B TOM YUCIIE, Y TAIIUEHTOB C CaXapHbIM
nuadeToM 2 THIIA.

Y nanMeHTOB €  M30JIMPOBAHHOM TUNEPTPUITIMLEPUACMHEN  aTOPBACTATHMH  CHHXKAET
KOoHIIeHTpanuto obmero xojnectepura, XC-JITTHII, XC-JIIIOHII, amo-B u TI" u moBsmmaer
koHuentpanuto XC-JIIBII. ¥ manueHToB ¢ AucOETATUIIONPOTEMHEMHEH aTOPBACTATHH CHUYKAET
KOHIEHTPALUIO XOJIECTEPUHA JIMIIONPOTEUHOB IPOMEKYyTOUHOM mimoTHOCcTH (X C-JITIIIIT).

VY mnamuenTtoB ¢ runepiunonporenHemuert tuna Ila m IIb nmo xmaccuduxanumu dpenpuxkcoHa

cpennee 3HaueHue nopbieHus konnerTpanun XC-JINBII npu neuennn aropactaruaom (10-80
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MT) TI0 CPaBHEHHUIO C UCXOJHBIM ToOKazaresieM coctaBisieT 5,1 — 8,7 % u He 3aBUCUT OT JO3BI.
HmeeTcst 3HAYUTENBHOE J0303aBHUCHMOE CHIDKEHUE BEJIMYMHBI COOTHOIIGHUH: OOImuid
xonectepun/X C-JITIBIT u XC-JIITHIT/ XC-JITIBIT na 29 — 44 % u 37 — 55 %, COOTBETCTBEHHO.
ArtopBacTaTuH B 103€¢ 80 MI' JOCTOBEPHO CHUXKAET PUCK Pa3BUTHS MIIEMUYECKUX OCIOKHEHUH U
CMepTHOCTH Ha 16 % nocne 16-HenenpHoro Kypca, a puck OBTOPHOM FOCIUTAIM3ALUH 110 [IOBOY
CTEHOKapA1H, COIMPOBOXKAAIOUIEHCS MpU3HAKAMH WIIEMUU MHUOKapjaa, Ha 26 % (uccienoBaHue
YMEHBIIICHUS BBIPAKCHHOCTH UIIEMUH MUOKap/aa Ha (POHE MHTEHCUBHOW THITOIHITHIEMUICCKON
tepanuu (MIRACL)). V nmanueHToB ¢ pa3auvyHbIMA HUCXOAHBIMH KoHIeHTparusmMu XC-JITTHIT
aTOPBACTaTHH BbBI3BIBACT CHIDKEHHE pPHUCKA HIIEMHUYECKUX OCIOXKHEHUH U CMEpPTHOCTh (Y
NAaIMEeHTOB ¢ MH(pApKTOM MHOKapaa 6e3 3youa Q u HecTaOMIBbHOW CTEHOKApAMEH y MY>KUHH,
JKEHILMH U y AIMEHTOB B BO3pacTe MOJIOXKE U cTapuie 65 JeT).

CHmxenne koHueHTpauuu B 1ia3me kpou XC-JIITHII nyudme koppenupyer ¢ 1030
aTOpBacTaTHHA, Ye€M C €ro KOHIIEHTpalueil B Imia3Me KpoBu. J(03y MOAOUPAIOT C y4eTOM
TeparneBTHYeCKoro 3¢ dexra (cM. pazaern 4.2).

TepaneBrudeckuii dPPEeKT NOCTUTACTCS Yepe3 2 HEeAeNu IOCIe Havaja TepanuH, JOCTUraeT
MakcuMyMa uepes3 4 HelelIM U COXPaHsETCsl B TEUEHHE BCEro NepHo/ia TEPAUH.

Ipogpunaxmuxa cepdeurno-cocyoucmulx 0C10MHCHEeHUl

ATtopBacraTuH B 103¢ 10 MI CHUKAET OTHOCUTENIbHBIN PUCK Pa3BUTUSL KOPOHAPHBIX OCIIOKHEHUN
(nmemuyeckoit Ooneznu cepauna (MBC) ¢ neranbHBIM MCXOIOM W HedaTanbHBIA HUHapPKT
muokapna (MM) nHa 36 %, obiiue cepaedHo-coCyAuCThIe OCiIoxHeHus Ha 29 %, aTtanbHbIi U
HedaTalnbHbIN HHCYIBT Ha 26 % (MccneaoBaHre aTopBacTaTHHA y ManueHToB ¢ Al u ¢pakTopamu
pucka (ASCOT LLA)).

Caxapmubiii ouabem

VY mainueHToB ¢ caxapHbIM J1abeToM Tepamnusi aTOpBaCTaTUHOM CHIKAeT OTHOCUTENbHBIN PUCK
pPa3sBUTHSI OCHOBHBIX CEpAEYHO-COCYTUCTBIX OCHOXKHEHUH (¢paTanbHbli U HedatanbHbil VM,
0e300eBas uleMHsi MUOKap/a, JIeTalbHbINA HCX0[ B pe3ynbTare oboctpenus MBC, HectabuibHas
CTEHOKap/us, IIyHTUPOBAaHME KOPOHAPHOM apTepuu, YPECKOXKHas TPAHCIIOMHHAIbHAS
KOpOHAapHAasi aHTMOIUIACTUKA, MPOLEAYphl peBacKyispu3auuu, HHCYIbT) Ha 37 %, UM
((aranbublii 1 HedaTanbHbli) Ha 42 %, uHCYNBT ((daTanbHbIl U HedaTalbHbIA) HA 48 % BHe
3aBUCUMOCTH OT [I0Jla, BO3pacra IMalMeHTa Wik HCcXoaHouM KoHueHTpanun XC-JIITHIT
(uccrnemoBanue aTopBacTaTiHa pu caxapHom nuadete 2 tuna (CARDS)).

Amepocknepos
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YV mammmenToB ¢ UBC aropBactaTus B 103¢ 80 MI/CyTKH IPUBOJIUT K YMEHBIICHUIO 00ITIETO 00beMa
atepombl Ha 0,4 % 3a 18 mecsmeB Tepanuu (MccieaoBaHue 0OPaTHOTO Pa3BUTHS KOPOHAPHOTO
aTepockiiepo3a Ha (hoHe MHTEHCUBHOHN runonunuaemMudeckoit repanuu (REVERSAL)).
ITlosmopnuiti uncyniom

AtopBactatTiH B 03¢ 80 Mr B CyYTKM YMEHBIIAET PHUCK IOBTOPHOrO (aTaJbHOTO WU
HedaTaabHOr0 UHCYJIBTA Y AIIUEHTOB, IEPEHECIINX WHCYIIBT WIN TPAH3UTOPHYIO HIIEMUYECKYIO
ataky (THUA) Ge3 MBC B anamue3e (ucciemoBaHHe MO MNPOMUIAKTUKE HMHCYIbTa NpU
MHTCHCUBHOM CHIDKEHUHM KoHUeHTpanuu xojecrepuHa (SPARCL)), na 16 % mo cpaBHEHHIO C
wiane6o. Ilpu 5TOM 3HAYUTENBHO CHIDKAETCS PHUCK OCHOBHBIX CEpPJEUYHO-COCYAUCTHIX
OCJIO)KHEHUH U mpoueayp peBackysspuzanuu. CoOKpalleHHE pHCKa CEpAEUYHO-COCYAUCTBIX
HapyLIEHUH NpU Tepanuy aTOPBACTATMHOM OTMEYAETCsl y BCEX IPYII MAallMEHTOB, KPOME TOH,
KyJla BOIIUIM MAIIMEHTHI C IEPBUYHBIM WIIM TOBTOPHBIM IT'€MOPPArMuECKUM HHCYIBTOM.
Bmopuunas npogunaxmuxa cepdeurno-cocyoucmuix 0Ci04CHeHUl

VY nanuenTtoB ¢ UBC aTopBactatus B n103e 80 mr, 1o cpaBHeHHIO ¢ 10 Mr, TOCTOBEPHO CHHMIKAET
OTHOCUTEJIbHBIM PUCK PAa3BUTUS OONBIIUX CEPAEYHO-COCYIUCTBIX cOObITUH Ha 22 %,
HedaTtanpHoro M (He cBsi3aHHOTO ¢ MpoLeypamMu peBacKyisipusanun) Ha 22 %, ¢paTalbHOTO U
He(aTaIbHOTO MHCYIbTA Ha 25 % (CcpaBHEHHE BHICOKOMHTEHCHUBHOM Tepanuu aTOPBACTATUHOM U

Tepanuu ymepeHHoi nuteHcuBHOCTH y nanueHToB ¢ MUBC (o nanueiM nccnenoBanust TNT)).

5.2. ®apMaKkoKHHeTHYECKHE CBOHCTBA

AOcopOuus

ATopBacTaTUH OBICTPO BCAachIBa€TCsA IIOCIIE MpHEMa BHYTPb: BpeMsl JIOCTHXKEHUS €ro
MakcuMaibHOU KoHeHTpanuu (TCmax) B ma3me KpoBH cocTaBisieT 1 — 2 gaca. Y KeHIIUH
MaKcHUMaibHas KOHIIeHTpanus aropactatuHa (Cmax) Ha 20 % BbIlIe, a MIOMAAb MO KPUBOMH
«xoHnentpanusi-spems» (AUC) — nva 10 % Hmwke, yeM y MykuuH. CTeneHb BCaChIBaHUS U
KOHIEHTpalusi B IJJa3M€ KPOBHM TOBBIIIAIOTCS MPONOPLHMOHANBHO J03e. buogoctynmHocTh
aTopBacTaThHa B ¢opMe TabIeToK cocTaBisieT 95 — 99 % mo cpaBHEHHUIO C aTOPBACTATHHOM B
BUJIE pacTBopa. AOCONOTHAs OMOJOCTYMHOCTh — OkoJio 14 %, a cuctemMHass OMOOCTYIMHOCTh
uHruoupyromei aktuBHoctd B oTHomeHun I'MI-KoA-penykrazsr — okono 30 %. Huskas
CHUCTEMHass OWOJOCTYIMHOCTh OOYCJIOBJIEHA TIPECHCTEMHBIM METa00IM3MOM B CIU3UCTON
000JI0YKE KEITyAOUHO-KUIIIEUHOTO TPAKTA U/UITH MIPH «IIEPBUYHOM MPOXOKICHUN Yepe3 TIeUeHb.
[Tpriem MUK HECKOIBKO CHUXKAET CKOPOCTh U CTeNeHb abcopoumu npemnapara (Ha 25 % u 9 %,
COOTBETCTBEHHO, O Y€M CBHJICTEILCTBYIOT pe3yibTaThl onpenenenus Cmax u AUC), ogHako

camkenne XC-JIITHII cxonHo ¢ TakOBBIM IpHU MpUEMe aTopBacTaTHHA C MUILEH WJIK HAaTOILIAK.
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Hecmotps Ha TO, 4TO mocie mpuema aropBacTaTHHA B BEYEpHEE BPEMs €ro KOHLEHTpauus B
miasme kpoBu HUKE (Cmax 1 AUC npumepno Ha 30 %), yem nocie npuema B yTpeHHEE BpeMs,
cHmkeHue koHueHtpauuu XC-JIITHII He 3aBUCUT OT BpEMEHM CYTOK, B KOTOPOE NPUHUMAIOT
npernapar.

Pacopenenenue

Cpennmii 00beM pacmpeselieHus aropBacTaTiHa cocTaBisieT okoio 381 . Ceszp ¢ Oenkamu
1a3Mbel KpoBU He MeHee 98 %. OTHomIeHWE CoAepKaHUS B IPUTPOLUTAX/TUIA3ME KpPOBHU
cocraisieT okouio 0,25, T.e. aTOpBaCTaTHH TUIOXO MPOHUKAET B APUTPOIUTHI.

BI/IOTDaHC(bODMaHI/IH

ATOpBacTaTUH B 3HAYUTEIBHOH CTENEHH MeTa0oIM3HpyeTcss ¢ oOpa3oBaHHMEM OPTO- W mapa-
THJIPOKCHIIMPOBAHHBIX MPOM3BOIHBIX U PA3JIMYHBIX MPOAYKTOB B-okucieHus. In vitro opro- u
naparuJpoKCHINPOBaHHbIE META0OIUTHI OKa3bIBalOT MHruoupytouee aeiicteue Ha ['MI'-KoA-
penyKTasy, COOCTaBUMOE C TaKOBBIM aropsacTatuHa. [Ipumepno 70 % cHM)KEHUS aKTUBHOCTHU
I'MI'-KoA-peayKTa3bl MPOUCXOIUT 3a CUET ACHCTBUS aKTUBHBIX IIUPKYJIUPYIOITUX METa00IUTOB.
PesynbraThl uccnenoBanmii in Vitro Jar0T OCHOBAaHUS MPEATIONIOKUTE, yTo n3opepment CYP3A4
[IEYEHN WIpaeT BaXHYI posib B MeTa0oiu3Me aropBacTaTMHa. B monb3y 3rtoro (akra
CBUJCTEJIBCTBYET IIOBBIIICHUE KOHLEHTpAaUUM AaToOpBacTaTMHAa B IIa3M€ KPOBH  IIpU
OJTHOBPEMEHHOM IPHEME SPUTPOMHUIINHA, KOTOPBIH SIBIISIETCSI HHTHOUTOPOM 3TOTO N30(epMEHTA.
HccnenoBanust in vitro Takke MOKas3alld, YTO aTOPBACTATUH SIBISIETCS CJIA0BIM MHTHOMTOPOM
uzopepmenta CYP3A4. AtopBacTaTMH HE OKa3blBaeT KIMHMYECKH 3HAUMMOTO BIMSHHUS Ha
KOHIIEHTPALMIO B TJIa3Me KPOBU TepdeHaIuHa, KOTOPbIH MeTab0oIU3UpYEeTCs, INIaBHBIM 00pa3oM,
uzopepmentomM CYP3A4, nosToMy €ro CyuiecTBEHHOE BIIMSHHE Ha (apMaKOKMHETUKY IPYTIHX
cyocrpatoB u3ohepmerra CYP3 A4 manosepostHo (cM. pasnen 4.5).

OIUMUHAIMSA

ATOpBacTaTHH U €ro MeTabOIUTHI BBIBOJSATCS, TTTABHBIM 00pa3oM, C JKEJTYbI0 MOCIIE IIEYEHOUHOTO
W/WIM BHETIEYEHOYHOro MeTabonn3ma (aToOpBacTaTHH HE MOJBEPraeTcsl BhIPAXKEHHON KHUIIIEYHO-
Ne4YeHo4YHoH penupkyisun). [lepuon nonyseiBenenus (T12) cocranser okoso 14 4, mpu 3ToM
uHrubupyommii s3¢pdext npenapara B otHomenun ['MI'-KoA-penykrassl npumepHo Ha 70 %
OTpesieNIeTcsl aKTUBHOCTBIO IUPKYJIUPYIOMIHUX MeTaboJuTOB U coxpaHsercs okono 20 — 30
yacoB Osaronapst ux Hanuuuto. [locie nmpuema BHyTpb B MO4e OOHapyskuBaercsi MmeHee 2 % OT
MIPUHSTON 03Bl Mpenapara.

ATOpBacTaTUH SBJISETCS CyOCTPaToOM JUIsl TPAHCIIOPTEPOB (PEPMEHTOB IE€UEHH, TPAHCIIOPTEPOM
OATPIB1 u OATP1B3. MeraGonutamu aropBactatuHa sBisiorcs cyocrpatst OATPIBI.

AToOpBacTaTUH TakKe UACHTHUPHUIMPYETCs Kak cyocTpaT TpaHcnoprepoB orToka MJIV1 u Genka
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PE3UCTEHTHOCTH paka MOJIOYHOM *kelie3bl, KOTOpble MOTYT OIrpaHUYMBATh KUILIEYHYIO aOCOPOIINIO
¥ OMITMApHBIN KIUPEHC aTOpBacTaTUHA.

Oco0Bble IpVIIILI MAIUEHTOB

Ilayuenmsi ¢ noueunoii HeOOCMaMmMoOYHOCMbIO
Hapymienne ¢pyHKIMYM MOYEK HE BIMSIET HA KOHIIEHTPAIMIO aTOpBacTaTHHA B IJIa3Me KPOBU MITU
€ro BIUSHHE Ha [MOKA3aTeH JUIHUIHOTO OOMEHa, B CBSA3U C 3TUM W3MEHEHHE /1035l y AIIMEHTOB C
HapymieHrHeM QYHKIIMU TI0YeK He Tpedyerces (cM. pasnen 4.2).
HccenenoBanuii npuMEHEHUsT aTOpBacTaTUHA y MAIlMEHTOB C TEPMHHAJIBHOW CTaJuel MMOYEUHOH
HEJOCTATOYHOCTH HE€ IPOBOAWIIOCh. ATOpPBAaCTaTUH HE BBIBOAUTCS B XOJ€ TIeMOAHAIIA3a
BCJIE/ICTBUE UHTEHCUBHOI'O CBA3BIBAHUSA C OEJIKaMH I1a3Mbl KPOBH.
Tlayuenmvi ¢ neuenouHou HeOOCMAaAmMoYHOCMbIO
Konnentpanus npenapara 3HauuTenbHO MoBbImaeTcs (Cmax mpumepHo B 16 pa3, AUC npumepHo
B 11 pa3) y manueHToB ¢ aJKOTOJIbHBIM HUPPO30M TeueHu (kinacc B mo kmaccuduxanmu Yain-
[Ts10) (cm. pazmen 4.3).
Jluya nooicunoco eospacma
Konnentpanuu atopBacTaTMHa B IIa3Me€ KpOBU y manueHToB crapuie 65 ner Bbime (Cmax
npumepHo Ha 40 %, AUC npumepno Ha 30 %), 4yeM y B3pOCIbIX MAIlHEHTOB MOJIOJIOTO BO3pacTa.
Pasmuunit B a>ddexTnBHOCTH W 0O€30mAaCHOCTHM Tpenapara, WM JOCTHKEHUHM —LeJel
TUIOJIUINIEMUYECKON Tepanuy y MOKUIbIX TALMEHTOB M0 CPABHEHMIO C O0ILEH NOMyJIsIluel He
BBISIBJICHO.

€TH
B 8-HenenbHOM OTKPBITOM HCCEIOBaHUM JeTH (B Bo3pacTte 6 — 17 5eT) ¢ rerepo3suroTHou
CEeMEMHON TunepxojecTepuHeMUueil U HUCXOAHOM KOHUeHTpauued xonecrepuHa-JIIIHIT > 4
MMOJIb/JT IOTYYaal TEPaNnio0 aTOPBACTATUHOM B BUJE eBaTeIbHbIX TabaeTok 5 mr win 10 mMr
WK TabJIeTOK, MOKPHITBHIX 000104K0H B 03¢ 10 Mr nim 20 Mr oAMH pa3 B CYTKH, COOTBETCTBEHHO.
EnvHCTBEHHON 3HauMTENbHOW KOBapHaToil B (apMakOKMHETHYECKOW MOJEIH IOMYJISALuUY,
MoJTydarollel aTopBacTaTuH, Obla Macca Tena. Kaxyuuiics KIupeHe aTopBacTaTHUHA y IeTel He
OTJIMYAJICS OT TAKOBOTO y B3POCIHBIX NALMEHTOB NPU AJUIOMETPUUECKOM HM3MEPEHUH II0 Macce
Tena. B auamasoHe [eHCTBUS aTOpBacTaTMHA M O-TMAPOKCHATOPBACTaTHMHA OTMEYAJIOCh
nocienoBareibHoe camkerane XC-JITTHIT u XC.
[pyrue ocoObie rpynimbl

Honumopgpuzm SLCOIBI

[Teuenounsrii 3axBatT Bcex HHruoutopoB I['MI-KoA-penykraspl, BKJIOYas aTOpBacTaTHH,

npoucxoauT ¢ ydactuem Tpancmoptepa OATPIB1. YV manmweHToB ¢ TEHETHYECKUM
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nosmmopduzmom SLCO1B1 umeercst puck MOBBIMIEHUSI SKCITO3UIIUNA aTOPBAaCTaTHHA, YTO MOYKET
NPUBECTH K MOBBIIICHUIO PUCKa pa3BUTHs padbromuonu3za. [lomumophusm rena, Kogupyromero
OATPIBI (SLCOI1BI1 ¢.521CC) cBs3an ¢ nosbsiienreM 3xcrno3uuu (AUC) atopBactatuna B 2,4
paza MO CpaBHEHUIO C TaIlMeHTaMH O€3 TaKoro TeHOTUIHYeckoro wu3meHeHus (c.521TT).
Hapymienne 3axBara aTopBacTaTHHa IE€YEHBIO, CBA3aHHOE C T€HETUYECKHMMH HApYyLICHUSMHU,
TaKXKe MOXET HaON0JaTbCs y TaKUX IMalMEHTOB. BO3MOXHBIE TOCIEACTBHS B OTHOIICHHH
3¢ (HEeKTHBHOCTU HEW3BECTHBI.

Lon

Konnenrpanuu aropBactaTuHa B IUIa3ME KPOBU Y JKEHUIMH OTJIMYAIOTCS OT aHAJIOTMYHBIX
nokasarenei y My»uuH (rmpumepHo Ha 20 % Beime 17151 Cmax 1 Ha 10 % Huxe qist AUC). OnnHako
KaKuX-TH00 KIMHUYECKH 3HAYUMBIX Pa3IUuuid B JCHCTBUU Ha JUMUABI MEKIAY MYXYHHAMU U
JKEHIIIMHAMU He HaOII01anoch.

HccrenoBannst MEKIEKAPCTBEHHOI'O B3aUMOJICHCTBHS

ATopBacTaTUH SBJSETCS CyOCTpaTOM IE€YEHOYHBIX TpaHCHopTHBIX OenkoB OATPIB1 wu
OATP1B3. Merabonutel aropBactatuHa sBisitorcsi  cyocrparamu  OATPIB1.  Takke
YCTAHOBJICHO, YTO aTOpBAacTaTUH sBiseTcs cyoctpatoMm 3¢ddirokcHoro Tpancnoprepa BCRP,
KOTOPbIII MOMKET OrpaHMYMBaTh BCAChIBAHME B KHUIIEYHMKE U BBIBEJICGHUE C JKEIYbIO
aTopBacTaTHHA.

Jlumpumap He OKa3blBall KIMHUYECKH 3HAYMMOTO BIMSHUS Ha MPOTPOMOMHOBOE BpeMs Yy

ManueHTOB, IMOJTYYaBIIUX AJIUTCIIbHYIO TCpaIllnto Bap(bapI/IHOM.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BellleCTB

Kanpius kapbonat

Lennronosa mukpokpucramtnyeckas (PH-101)
JlakT03BI MOHOTHPAT

Kpockapmenno3a Harpus

[Tomucop6at 80

['unpono3a (ruaApOKCUIIPOIMIILIEIITION03a)

Maruus creapat

Obonouxa:
Omnanpait® Gembiit YS-1-7040 (comepKUT THIPOMENI03y (THAPOKCUIIPONHIMETHIIENIION03Y),

MakporoJt (o3 THiIeHrHKoIb 8000), THTaHA TUOKCH/I, TaJIbK)
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OMyJIbCHSI CUMETHKOHA (COAEPKUT CUMETUKOH, MOIUcopOaT 65, METUIILEIUIION03Y, TIUIEepHHA
creapar, [I9I" 8 creapaT, KCaHTaHOBYIO KaMme/b, OCH30MHYIO KHCIOTY, COPOMHOBYIO KHCIOTY,
CEPHYIO KHCJIOTY, BOJIy OUHIICHHYO)

Bock TpaBsiHO# (TONBKO Tt TabaeTok go3upoBkamu 10 mr, 20 mr u 40 mr)

6.2. HecoBmecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTu (CpOK XpaHeHus )

3 roxa.

6.4. OcoOble MepbI MPEI0CTOPOKHOCTH MPU XPAHEHU U

XpaHuTh Ipu TeMnepaType He Boitre 25 °C.

6.5. XapakTep u cofep:kaHue NEPBUYHONH YIAKOBKH

ITo 7 wnm 10 Tabnerok B OnucTepe U3 Henpo3padyHoro nojumnpornuieHa/[IBX u amromuHneBoi
¢donbru.

2,4, 5w 8 6imcTepoB 1o 7 TabIeToK;

3, 5 umn 10 Gnucrepos mo 10 TabieTok BMecTe ¢ MHCTPYKLUEH MO MPUMEHEHUIO B KapTOHHON

Ma4KC C KOHTPOJICM II€PBOI'0O BCKPLITHA.

6.6. Ocol0ble Mepbl MNPEeIOCTOPOKHOCTH NPH  YHUUYTOKEHHHM HMCHOJIH30BAHHOIO
JIEKAPCTBEHHOI0 MNpenapara WJIM OTX0A0B, TMOJYYEHHbIX TOcJde MpPUMEHEeHUs:
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUIyJSIUM C IPenapaTomM

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.
7. JEP/KATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Buarpuc Cnemmantu 91291Cu
Konnmunaz ®@eppu Poya, 3711, Mopranrays, 3anaanas Bupmxkunaus 26505, CLITA
+1 724-514-1800

Www.viatris.com

Viatris Specialty LLC
3711 Collins Ferry Road, Morgantown, WV 26505, USA
+1 724-514-1800

Www.viatris.com
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7.1. IlpeacTaBuTeNb AEPKATE/S] PETHCTPALMOHHOIO YI0CTOBEPEeHHUS

[Iperen3zun HOTDC6PITCJ'ICI>1 HapaBJISATh 110 aJIPECy.

Poccuiickas ®enepanus

00O «Buarpucy»

125315, r. MockBsa, JleHuHrpaackuii npocnekt, 1. 72, k. 4, 2-i atax, oM. 9, kom. 1
Tenedon: (+7) 495 130 05 50

®axc: (+7) 495 130 05 51

DnexkTpoHHas moyra: ru.info@viatris.com

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. IATA NEPBUYHOI PETUCTPALIMU (TOATBEPKIEHUS PETUCTPALIUM,
MEPEPETACTPAIIAN)

JlaTta mepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

OO61mas xapakTepucTUKa JIEKapCTBEHHOT0 Ipernapara Jlunpumap 1octynHa Ha HHGOPMaIlMOHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOTO COI03a B MH(POPMAIIMOHHO-KOMMYHHUKAIIMOHHOW CEeTH

«Wutepuer» https://eec.eaeunion.org/.
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