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1. HAMMEHOBAHHUE JIEKAPCTBEHHOI'O IPEITAPATA
PosyBacrarun, 10 mr, TabieTKH, MOKPHITHIEC INIEHOYHONW 000JI0YKOM
PosyBacratun, 20 mr, TabJIeTKH, MOKPHITHIEC INICHOYHONW 000JI0YKOM

PozyBacratus, 40 Mr, TabIETKH, MOKPHITHIE IUICHOYHOW 000JI0YKOM

2.  KAYECTBEHHBIA U KOJTMYECTBEHHBIA COCTAB
JeiicTBytollee BEIIEeCTBO: PO3yBaCTaTHH

PosyBacrarun, 10 mMr, TabJIETKHU, OKPBITHIE IUICHOYHOM 000J10YKOU

Kaxnas Tabnerka, moKpbITast IICHOYHOU 000510uK0i, cogepxut 10 Mr po3zyBacraTuna (B BUIE
po3yBacTaTHHa KaJbIIUs).

BcnomoraTenbHble BeleCTBa, HAIMYUE KOTOPBIX HAJI0 YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenapara: Jlaktosa (cM. pasnensi 4.3, 4.4).

PosyBacrarun, 20 mMr, TabJIETKH, OKPHITHIE IUICHOYHOM 000J10YKONU

Kaxnas Tabierka, MOKpbITast IIICHOYHOM 0005109K0i, conepxut 20 Mr po3yBactaTiHa (B BHIIE
pO3yBacTaTHHA KaJbIU).

BcnomorarenbHnie BCIICCTBA, HAJINYNEC KOTOPLIX HAJO YYUTBIBATH B COCTABC JICKAPCTBCHHOI'O
npenapara: Jlaktosa (cM. pasnensi 4.3, 4.4).

Po3yBacraTus, 40 MTI, Ta6J'I€TKI/I, MMOKPBITHIC TNIEHOYHOM 000JI0YKOH

Kaxnas Tabnerka, mokpbITast I€HOYHOU 000510uK0i, cogepxut 40 Mr po3yBactaTuHa (B BUJE
pO3yBacTaTHHA KaJIbIIU).

BcnomorarenbHble BelecTBa, HAINYNE KOTOPHIX HAJZI0 YUUTHIBATh B COCTaBE JIEKAPCTBEHHOTO
npenapara: Jakto3a (cM. pasznenst 4.3, 4.4).

ITomHpIit MEPCUCHb BCIIOMOT'aTCJIbHBIX BCIICCTB IIPUBEACH B pa3Ciic 6.1.

3.  JEKAPCTBEHHAS ®OPMA
Ta0neTku, NOKPBITHIE MIICHOYHOH 000I0YKOM.

PosyBacratud, 10 mr, Ta0JIETKH, IIOKPBITHIE INIEHOYHON 000JIOYKOM

TabneTku Kpyriioi, ABOSKOBBINYKJIONH (POPMBI, MOKPHITHIE TJIEHOYHONH O00JOYKON Oenoro uiu
II0YTH O€JIoro IIBETA.

PosyBacrarun, 20 Mr, TabJIETKH, OKPLITHIE IUICHOYHON 000JI0YKONU

TaOneTku KpyrioH, ABOSKOBBITYKION (DOPMBI, MOKPHITHIE TJIEHOYHOW 000JIOUKON Oenoro mim

mouTH 0eJIoro IMBETa, C PUCKOM Ha OJHOU CTOPOHE.
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PosyBacratus, 40 MT, TaGIETKH, MOKPHITHIE IUIGHOYHOM Jébodkes- BATENEHOCTE 0002)

TabneTku OBaJIbHOM, TBOSKOBBITYKIONH (POPMBI, MOKPBITHIE TUICHOUYHONW 000JO0YKON OEIoro Mim

moyTu OeJIoro oBE€Ta, C pI/ICKOf/’I Ha OI[HOI71 CTOPOHC M TUCHCHHUCM B BHJC CHMBOJIA «» — ma

ApYroii.

4.  KIIMHUYECKUE JAHHBIE

4.1. Tloxka3aHusi K NPUMEHEHHIO

PozyBacTaTuH 11oka3aH K IPUMEHEHHUIO Y B3POCIIBIX.

e JlepBuuHas runepxojiectepuHemMus no kinaccuduxanuu Ppeapukcona (tun Ila, BrirOUas
CEMEHMHYIO reTepO3UTOTHYIO TUIIEPXO0JIECTEPHUHEMHUIO) U CMEIlIaHHAs
runepxoiniecrepureMus (tun IIb) B kadecTBe MOMONHEHUS K OUeTe, KOT/Aa JUeTa U JIpyrue
HEMEMKAaMEHTO3HbIE METOMABI JICYeHHUsl (Hampumep, (pu3mueckue ynpaKHEHUs, CHUIKCHHE
Macchl Tea) OKa3bIBAIOTCS HEJOCTATOUHBIMU.

e (CemMeliHas TOMO3UTOTHAsI TUIIEPXOJIECTEPUHEMUS B KAUECTBE JIONOJIHEHUS K JUETE U PYTroi
aunuiacHwkaromen tepanuu (Hanpumep, JIITHII-agepe3) unn B ciaydasx, xoraa nogoOHas
Tepanus HeJOCTaTO4YHO 3((HEeKTUBHA.

e [uneprpurmuuepuaemus (tun IV no knaccudukauum @DpeapukcoHa) B KadyecTBe
JIOTIOJIHEHHUS K TUETE.

e Jlna 3aMeIUIeHMs] IPOTPECCHUPOBAHMS aTEPOCKIEpO3a B KadyeCTBE JONOJHEHHS K IHUETE y
HalMEHTOB, KOTOPBIM IOKa3aHa Tepanus Uil CHU)KEHUS! KOHLIEHTPALUK OOIIEro XonecTepuHa
(XC) u xonecrepuna-JIITHIT (XC-JIITHIT).

e JlepBuuHas NpPOPMIAKTUKA OCHOBHBIX CEPJIEYHO-COCYAMCTBIX OCJIOXKHEHUH (MHCYJIbTA,
uH(papKkTa MHOKap/a, apTepuanbHONW peBacKyIspU3allM) Yy B3pOCIBIX MalMEHTOB Oe3
KJIMHUYECKHX MPU3HAKOB uieMuueckoil 6onesnu cepauna (MbC), HO ¢ MOBBIIEHHBIM PUCKOM
ee pa3BuTus (Bo3pacT crapme 50 jer qig MyX4MH U crapme 60 Jer Juis KeHIIHH,
MOBBILIEHHAs] KOHLeHTpauusa C-peakTUBHOrO Oenka (= 2 MI/i) mpu HaJIu4uuu, KaKk MUHUMYM,
OJIHOTO U3 JONOJHUTENBHBIX (DAKTOPOB PUCKA, TAKUX KaK apTepuaibHasi TMIEPTEH3UsI, HU3Kas
KOHIEHTpalUsl XOJIECTEpUHA JIMMONPOTEHHOB BbICOKOW muoTHoctu (XC-JIIIBII), kypenue,
ceMelHbli aHaMHe3 paHHero Havyana MBC).

4.2. PeuM 103MPOBAHMSA U CIIOCOO MPUMEHEHUSs

PexuMm mo3upoBaHus

Jlo Havana Tepanuu mnpenapatoM Po3yBacTaTMH MaLMEHT JOJDKEH HayaTh COOJOAATh
CTaHJAPTHYIO TUIIOXOJIECTEPUHEMHUYECKYIO JMETYy M MpOAOJDKaTh COONI0JaTh €€ BO BpeMs

JICUCHUA. Z[o3a npemnapara HOJI>KHA HO,[[6I/IpaTBC$I HWHAUBUAYAJIbBHO B 3aBUCUMOCTU OT Henaeu
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PEKOMEH/IAIMH TI0 1[EJIEBOM KOHIICHTPAIUH JIUTTHIOB.

Pexomennyemas HauanbHas 103a JUIsl NAMEHTOB, HAYMHAIOUIUX IPUHUMATh NIpenapar, Wil JJis
MalMCHTOB, TEPEBEICHHBIX C MpueMa Apyrux HHruouTopoB I'MI-KoA-pemykrasbl, I0DKHA
coctaBiaTh 5 mr wiam 10 Mr posyBacratuHa 1 pa3 B cytku. IIpu BbrIOOpe HavalbHOW 03B
CIIElyeT PYKOBOJICTBOBATHCS MHIMBUAYAIbHON KOHLIEHTPALMEH XOJIECTEpUHA U NPUHUMATh BO
BHUMaHHE BO3MOXHBIH PHCK CEPIEYHO-COCYAMCTHIX OCJIOXHEHUH, a TakkKe HeoOX0IuMO
OLICHUBATh MOTEHIMAIBHBIM PUCK pa3BUTUs MOO0OYHBIX 3(hdexToB. B cnyuae Heobxommmoctu
J103a MOKET OBITh YBEIMUYCHA 70 Ooubliei yepes3 4 Hemenu (cm. pasaen 5.1).

B cBs3u ¢ BO3MOXXHBIM pa3BUTHEM NOOO0YHBIX 3(pdekroB mpu mnpueme B goze 40 wmr, mo
CpaBHEHHIO ¢ O0Jiee HU3KMMH J03aMH npenapara (cM. pasznen 4.8), yenmuenue 103b1 10 40 mr
nociie JTIOMOJHUTENLHOTO MpUeMa JT03bl BhIIIe PEKOMEHyeMOil HayallbHOM J103bI B Te4eHHue 4-x
HEleNb Tepaluu MOXET TMPOBOJUTHCS TOJBKO Y TMAllMEHTOB C TSKEIONW CTENEHbIO
TUIEPXOJECTEPUHEMUN U C BBICOKUM PUCKOM Pa3BUTHS CEPAEUHO-COCYIUCTBIX OCJIOXKHEHHM
(0COOCHHO y MAIMEHTOB C CEMEHHON THIIEPXOJIECTEPUHEMHUEH), Y KOTOPBIX HE OBLI JOCTUTHYT
JKEJIaeMblil pe3ynbTaT Tepamuu mpu npueme 1036l 20 Mr U KOTopble OyIyT HaXOIUTHCS MOJ
HaOmoeHueM crneuuanucra (cMm. pasnen 4.4). Pexkomenayercss OCOOEHHO TIIATEIbHOE
HaOJII0/IeHUE 32 MallMeHTaMu, OIyYarolluMH Ipenapat B 103¢ 40 mr.

He pexomenayercs HazHaueHue 103kl 40 MI manuMeHTaM, paHee He OOpallaBIIMMCS K Bpady.
[Tocne 2—4-x Hemenb Tepaluyd W/WIUM TPH TOBBIIICHUH J03bl PO3yBacTaTHHA HEOOXO0IUM
KOHTPOJIb MOKa3aTeNeil TUnuIHoro ooMeHa (Ipu HeoOX0IMMOCTH TpeOyeTCst KOPPEKLUs 103bl).

Oco0ble TPVIIILI TAIMEHTOB

Toocunvie nayuenmuol

He tpeOyercst koppeKuus A03bl.

Tayuenmoi ¢ HapyweHuem QyHKyuy novex

VY nmnanveHToB ¢ HapymieHHeM (YHKIMU TIOYeK JIETKOW WM CpeAHEH CTENeHU TKECTH
KOppEeKLIHUs 103l He TpeOyeTcs. Y MalueHTOB ¢ HapylIeHHeM (PYHKIIMM MOYEK TsHKEJIOW CTEeNeHU
(knupenc kpearunnHa (KK) menee 30 Mi1/MUH) MpUMEHEHHE PO3YBaCTaTHHA MIPOTUBOIIOKA3AHO.
[TpoTuBONOKa3aHO MpUMEHEHHUE Mpenapara B qo3e 40 Mr manueHTaMm ¢ HapylleHueM (QyHKLIUU
nouek cpeanei crerenu Tsokectn (KK 30—60 mu/muH) (cM. pasnpenst 5.2 u 4.4). Tlanuertam ¢
HapylleHHneM (QYHKIUU TOYEK CpeIHEeH CTeNneHU THKECTH PEKOMEHJIyeTcs HaudajbHas J03a
npenapara 5 Mr.

Iayuenmoi ¢ Hapywenuem hyHKyuu nevyeHu

Po3yBacTatuH mnpoTHBONOKa3aH NalMeHTaM ¢ 3a00JIeBaHUAMU I€YeHH B aKTUBHON (Qa3ze

(cMm. pazaen 4.3).
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Omuuueckue epynnsi

[lpuy w3yyennu (¢HapMaKOKMHETHYECKHX IapaMeTpoOB  pO3yBacTaTHHA y  MAlMEHTOB,
IPUHAUIEKAIIMX K pasHbIM JSTHUYECKUM TIpyllnaM, OTMEUEHO YBEIMYEHUE CHCTEMHOMN
KOHIIEHTpAllUU pO3yBacTaTUHA y SIMOHIEB U KuTaileB (cMm. pasaen 4.4). CrnemgyeT y4uTbIBaTh
JMaHHBIA (akT MpU HA3HAYEHUU PO3yBacTaTHHA JaHHBIM TpyIaM HanueHtoB. [Ipu HazHaueHuu
n0o3 10 mr u 20 Mr pexomeHjyemas HaudajdbHas J03a I MAIMEHTOB MOHTOJIOMAHOW pachl
cocrainsier 5 Mr. IlporuBonokazaHo Ha3zHaueHue mpemnapata B o3¢ 40 Mr mnanueHram
MOHTOJIOUIHOM packl (cM. pazaen 4.3).
T'enemuueckuti nonumopghusm
VY Hocurenerr renorunoB SLCO1B1 (OATP1B1) ¢.521CC u ABCG2 (BCRP) c.421AA
ormeuaniock yBenudenune dkcrnozunuu (AUC) posyBacTtaTHa MO CPaBHEHHIO C HOCUTEIISIMU
remotunoB SLCO1B1 ¢.521TT u ABCG2 c.421CC. Jlns manpeHTOB-HOCUTEICH T€HOTHIIOB
¢.521CC unm c.421AA pekomeHayeMas MakCUMallbHas J103a po3yBacTaTuHa cocTaBiseT 20 Mr
OJIUH pa3 B CYTKH (cM. pa3zensi 4.4, 4.5 u 5.2).
Tlayuenmsi, npedpacnonodcentvle K Muonamuu
[IpoTuBOomnOKa3aHO Ha3HaueHue mpemnapaTta B Ao3e 40 Mr manueHtaM ¢ (pakTopamu, KOTOpbIE
MOTYT YyKa3bIBaTh Ha MPEIPACIONOKEHHOCTh K pa3BuTui0 mMuonatuu (cm. pazaen 4.3). Ilpu
HazHaueHun 103 10 mr m 20 Mr pekoMmeHJayemas HauyaibHas J03a JUIsl JAHHOW TIpYIIIIbI
NAIKMEeHTOB cocTanisger 5 mr (cMm. pasaen 4.3).
Conymcmsyrowas mepanus
Po3yBacTaTuH CBSI3bIBA€TCS C PA3JIMYHBIMM TPAHCHOPTHBIMM OenkamMu (B YaCTHOCTH, C
OATP1B1 u BCRP). Ilpm coBMecTHOM MpHMEHEHHH pO3yBacTaTHHA C JIEKapCTBEHHBIMHU
npenapataMu (TaKUMHU Kak LUKJIOCIIOPUH, HEKOTOpble MHTMOMTOpPHI IpoTea3sl BUY, Bkitouas
KOMOMHAIIMIO pUTOHABUpa C aTa3aHAaBUPOM, JIONWHABUPOM W/WIK  TUIPAHABUPOM),
MOBBIIIAIOIIMMY KOHILIEHTPALMIO pO3yBacTaTMHA B IJIa3M€ KPOBHM 3a CUET B3aMMOJEHCTBHS C
TPaHCIIOPTHBIMU O€JIKaMU, MOXKET IMOBBIIIATHCS PUCK MUOMATUHU (BKJItoUas pabJoMHOIN3) (CM.
pazzensl 4.4 u 4.5). CneayeT 03HaKOMUTBCS ¢ MHCTPYKIMEH 110 MPUMEHEHHIO 3TUX IpernapaTroB
nepe] MX Ha3HAYeHHEM COBMECTHO C PO3YyBaCTaTMHOM. B Takux cilydasx cieayeT OLEHHUTb
BO3MOKHOCTh HA3HAUY€HHUsI aJIbTEPHATUBHOW TEpamuu WM BPEMEHHOTO MpPEKpalleHus Impuema
po3yBactaTtuHa. Eciu ke mpruMeHeHue yKa3aHHBIX BBIIE MpEnapaToB HEOOXOIUMO, CIIETyeT
OLICHUTh COOTHOILIIEHUE TOJb3bl M PHCKA COIMYTCTBYIOLIEH Tepanuu pPO3yBaCTaTUHOM U
pPaccMOTPETh BO3MOXKHOCTh CHIDKEHHUS €ro 03Bl (CcM. paznen 4.5).

eTH
bezonacHocTh U 3(pPexkTUBHOCT, MPUMEHEHMs Mpemnapara y JeTed B Bo3pacte 10 18 yer He

YCTaHOBJIEHBI. J[aHHBIE OTCYTCTBYIOT.
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Croco0 IIpuMeHeHus

BHyTpb, HE pa3KeBbIBaTh U HE U3MEJIbUATh TAOJIETKY, MPOTIATHIBATh LEINKOM, 3alIUBasi BOAOM.
[Tpenapat MOXHO Ha3HAYaTh B J1I000E BpeMs CYyTOK HE3aBUCUMO OT ITPHEMa ITHIIH.
4.3. TIporuBomoka3zaHusi

Jlsa Tabuerok 10 mr m 20 mr:

— I'unep4yBCTBUTENBHOCTh K PO3YBACTaTHHY WJIM K JIIOOOMY W3 BCIIOMOTATENbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pazzene 6.1;

— peakas HacJeICTBEHHas HEMEPEHOCHMOCTh TallakTO3bl, AE(QUIMT JaKTa3bl M TIIFOKO30-
rajaKTo3Has MajibabcopOIus (Ipenapar CoOAEPIKUT JTAKTO3Y);

— 3a0oJeBaHMs TIEYEHU B AaKTUBHOM (pase, BKIIOYAs CTOWKOE IOBBIIICHWE CHIBOPOTOYHOU
AKTUBHOCTH TpaHCAMMHA3 U JI000€ MOBBILIICHNE aKTUBHOCTU TPAaHCAMHHA3 B CHIBOPOTKE KPOBU
(6onee yeM B 3 pasza 1o CpaBHEHHMIO C BepXHel rpanuiieit Hopmel (BI'H));

— Hapyuenue Gpynkuuu nouek tspxenoi crenenu (KK menee 30 mi/Mun);

— MHOTATHS;

— OJIHOBPEMEHHBIH MTPHUEM IMKJIOCTIOPUHA;

— y JKCHUIMH: OEpeMEHHOCTh, MEPHOJA TPYAHOTO BCKAPMIIMBAHUS, OTCYTCTBHE aJCKBAaTHBIX
METO/I0B KOHTPALICTIIIHH;

— TAIHMeHTaM, MPEIPACIOI0KEHHBIM K Pa3BUTHIO MUOTOKCHYECKUX OCIIOKHEHUH.

Jlnsa tabnerok 40 mr:

— I'unep4yyBCTBHTEIHHOCTh K PO3YBACTATUHY WJIH K JIIOOOMY M3 BCIIOMOTATEIBHBIX BEIIECTB,
MEepPEUMCIICHHBIX B pazzaene 6.1;
— penakas HacleACTBEHHAs HENEePeHOCUMOCTb TallaKTO3bl, JAe(PUINT JaKTa3bl U TIIFOKO30-
rajakTo3Has MaababcopOIus (TpenapaT COASPIKUT JaKTO3Y);
— OJHOBPEMEHHBIN MPUEM IIUKJIOCTIOPUHA;
— Yy KEHIIMH: OEpEeMEHHOCTh, TEPHOJI TPYAHOTO BCKAPMIIMBAHUsS, OTCYTCTBHUE aJ€KBaTHBIX
METO/I0B KOHTPALIETILINH;
— 3a0oseBaHMsI TEYEHU B AKTUBHON (pa3ze, BKIIOYAs CTOWKOE MOBBIIIEHHE CHIBOPOTOYHOU
AKTUBHOCTH TpaHCAMHMHA3 M JI000€ MOBBIIIEHNE aKTUBHOCTH TPAHCAMUHA3 B CHIBOPOTKE KPOBU
(6onee uem B 3 paza no cpaBHeHHIo ¢ BI'H);
— TManueHTaMm ¢ (pakTopamMu puCKa pa3BUTHUS MUOIATUH/PabJOMHUOIN3a, 8 UMEHHO:

e HapymeHue GyHKIUM Movek cpennei crenenn Tsokect (KK menee 60 mMin/Mun),

® TUIOTUPEO3,

e JIMYHLIN U CEMEHHEIN aHAMHE3 MBIIICYHEIX 3a00JIeBaHUH,
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® MHOTOKCHMYHOCTb Ha (pOHE IpUEMa JIPYTHX Hkﬂ%;rpgpgg Nﬁ-%@%egﬂc&'aﬁf ot

¢bubpaToB B aHaAMHE3E,
® Ype3MEepHOE YIMOTPEOICHUE ATKOTOJIs,
® COCTOSAHHUA, KOTOPBIC MOT'YT IIPUBOJAWTHL K MOBBIIMICHUIO IJIa3MEHHOMI KOHOCHTpAaluH
po3yBacTaTuHa,
® OJIHOBPEMEHHBIH mpueM Guodparos,
® JIallUCHTaM MOHFOHOHI[HOﬁ pachl.
4.4,  Oco0Oble yKa3aHusi 1 MepbI PEI0CTOPOKHOCTH MPH MPUMEHEeHHH

C 0CTOPOKHOCTBIO

s mabnemok 10 u 20 me: Hamu4Yue PUCKa Pa3BUTHSA MUONATHH/PabIoOMHUOIIM3a — HAPYIICHHUE
(yHKLIMU TOYEK, TUIIOTHUPEO3, JIUYHBII WM CEMEHHBIH aHaMHe3 HACJIEJCTBEHHBIX MBIIICYHBIX
3a007€BaHUN W TPEAIICCTBYIOMINKA aHaMHE3 MBIIIEYHON TOKCHYHOCTH TPU HCIIOJIb30BAaHUU
npyrux uHruOutopoB I'MI-KoA-penykrassl wim (¢uOpaToB; dYpe3MepHOE YIOTpeOsieHHe
QJIKOTOJIsl; BO3pAacT cTapuie 65 JeT; COCTOAHMS, MNPU KOTOPHIX OTMEYEHO IOBBIIICHUE
MJIa3MEHHOW KOHIIGHTPAIlMKM PO3YBAaCTaTHHA; PacoBasi MPUHAICKHOCTh (MOHIOJIOMAHAS paca);
OJTHOBpEMEHHOE Ha3zHaueHHue ¢ gubOparamu (cM. pasznen 5.2); 3a0ojeBaHus TICYCHH B aHAMHE3E;
CeITCUC; apTepualibHAsi TUIOTEH3Us; OOIIMPHBIE XHPYPTrUYECKHWE BMEIIATEIbCTBA, TPABMBI;
TsDKENble  MeTabonuuyeckue, HSHIAOKPUHHBIE WM OJCKTPOJMWTHBIE  HApYIICHUS WU
HEKOHTPOJIUPYEMBIE CY0POKHBIC TPUIIAIKH.

s mabnemox 40 me: Hapyumienne (GyHkmmm modek yerkoi cremenm TsokectH (KK Gosee
60 Mi/MUH); BO3pacT ctapiie 65 jeT; 3a00JieBaHus TIEYCHH B aHAMHE3€; CETICHUC; apTepHaTbHas
TUIOTEH3MsI; OOIIMpPHBIE XUPYPrUYeCcKre BMENIaTeIbCTBA, TPABMBI; TsKEJble MeTaboIndYecKue,
SHJIOKPUHHBIE WJIM 3JIEKTPOJIMTHBIE HApYIIEHUS WJIM HEKOHTPOJIMPYEMBbIE CYyIOPOXKHbIE
TIPUTIAIKH.

Ilayuenmul ¢ neuenounol HeOOCMAMOYHOCMbIO

JlaHHBIe WIN ONBIT IPUMEHEHUs Mpenapara y NalueHToB ¢ Oonee yeM 9-1o OaiaMu Mo IIKaje
Yaiinna-IIeto oTcyTCcTBYIOT (CM. paszaen 5.2).

Oco0ble yKa3aHus

Tloueunvie a¢hghexmoi

Y  namueHToB,  MOJIYYaBIIMX  BBICOKME  JO3bl  po3yBacTaTMHa (B OCHOBHOM
40 wmr), HaOmromanach KaHajblieBas NPOTEUHYPHs, KOTOpas B OOJIBLIIMHCTBE CIIydaeB OblIa
TpaH3uTOpHOU. Takas NpoTeHHypUs HE CBUAETEILCTBOBAIA 00 OCTPOM 3a00JI€BaHUU MMOYEK WU
IPOrpecCUpOBaHUU 3a00sIeBaHMsI TOYEK. Y MaIlMeHTOB, MPUHUMAIOIINX IpenapaT B g03e 40 mr,

PCKOMCEHAYCTCA KOHTPOJIUPOBATH MOKA3aTCIIN (byHKHHH IMMOYCK BO BpCMs JICUCHU .
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Hapywenus co cmoponvl ckenemmoti mycKynamypoi

[Tpu nmpuMeHeHNH po3yBacTaTHHA BO BCEX J03MPOBKAX U 0COOEHHO MpH MpHEME 103 Mperapara,
npesbimarommx 20 Mr, coolbmanock o cienyommx 3¢pQeKkrax B OTHONICHHH CKEICTHON
MYCKYJIaTypbl: MUAITHs, MUOIIATHS, B PEAKHUX ClIydasX — paOJOMHUOIM3.

Coo0manoch, 4To B HECKOJBKUX ciydasx wuHruoutopsl ['MI-KoA-penykraspl (CTaTHHBI)
BBI3BIBAJIM pa3BuUTHE (€ NOVO wiM yCyryOusii paHee CYIIECTBOBABIIYIO T€HEPaIM30BaHHYIO
MHACTEHHUIO TPaBHC WM TJa3HYI0 MUAacTeHUIO (cM. pasnen 4.8). B ciyyae BOSHUKHOBEHHS WIIH
YTSDKEJIEHUs] CUMIITOMOB MMACTEHMM IIpHeM hpemnapara Po3yBacTaTuH cieayeT NpeKpaTHTb.
Coo01manoch Takxke 0 peluIuBaX MHUACTEHUM IPU IOBTOPHOM IpUEME TOIO )K€ CTaTUHA U IpHU
npuMeHeHuu apyroro uaruoutopa I'MI'-KoA-penykrassi.

Onpeoenenue akmusnocmu kpeamurgocgoxunazvl (KOK)

Onpenenenue aktuBHoctu KOK He ciepyer mpoBOAMTH IMOCIE WHTEHCUBHBIX (DU3MYECKHX
Harpy30K WiIM MpPU HAIMYUU JIPYTUX BO3MOXHBIX NPUYMH yBenuueHus aktuBHoctd KPK, uto
MOKET NPUBECTU K HEBEPHOW HUHTEpIIPETAllMU TMOJYYEHHBIX pe3yiabTaroB. B ciydae, eciu
ucxoaHas aktuBHocTh KK cymectBenHo nosbiiieHa (Oonee ueM B 5 pa3 npesbiaer BI'H),
yepe3 5—7 IHEH cieayeT NMpoBECTH MOBTOpHOE M3MepeHue. He cienyer HauMHaTh Teparnwio,
€ClIM TIOBTOPHBIA TeCT MOATBEPKIAeT HCXOAHYI0 akTHBHOCTH K®K (6omee uem B 5 pa3
npesbiiaer BI'H).

Ho nauana mepanuu

[Tpn Ha3HaueHMM pO3yBacTaTHHA, TAKXKE KaK M IpPU Ha3HAYCHUM APYrux HMHruoutopos I'MI -
KoA-penykraspl, manpeHTaM ¢ HMMEIOIIMMHUCA (DaKTOpaMH pUCKAa MHOINATHH/pabaoMuoIu3a
CIIelyeT MpOSBIATH OCTOPOXKHOCTh, HEOOXOAMMO pPACCMOTPETh COOTHOILIEHUE pUCKA U
BO3MO>KHOM TOJIb3bI TEPAMK U IPOBOAUTH KIIMHUYECKOE HAOIIOIEHUE.

Bo epema mepanuu

Crnenyer npouHopMupoBaTh NalleHTa 0 HEOOXOAMMOCTH HEMEJIEHHOTO COOOIIEHUS Bpady O
CIIy4asiX HEOXHJIaHHOTO MOSBJICHMSI MBIIIEYHBIX OO0Jel, MBIIIEYHON €1aboCTH WM CHa3MOB,
OCOOEHHO B COYETaHMM C HEJIOMOTaHHMEM M JIMXOPaAKOH. Y TakuxX MalHueHTOB CIEAYeT
onpenenatb aktuBHOCcTh KOK. Tepanus nomkHa ObITh NMpekpaiieHa, eciu akTuBHOcTh KOK
3HAYUTEIbHO MOBbIIIEHA (Oosiee yeM B 5 pa3 mo cpaBHeHuto ¢ BI'H) nnm ecnu cumnromsl co
CTOPOHBI MBIIII] PE3KO BBIPAKEHBI W BBI3BIBAIOT €XEIHEBHBIM IuckoMpopT (naxe eciau
aktuBHOCTh K®K mnoBbiiena He Oosiee yem B 5 pa3 no cpaBHenuto ¢ BI'H). Ecnu cumntombl
ucuesaroT U aktuBHOocTh K@K BozBpamiaercs Kk HOpMe, CIEIyeT pacCMOTPETh BOIPOC O
NOBTOPHOM HAa3HAYeHUU pO3yBacTaTHHA MM JApyrux uHruouropoB I'MI-KoA-penykrassl B
MEHBIIMX J03aX MU TIIATEIbHOM HAOIIOEHUH 3a MallUEHTOM.

Pytunnsbiit koutpons aktuBHOCTH KOK npu oTcyTcTBUM CHMITOMOB HELEIecO00paseH.
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OTMeudeHbl OYeHb pelKHe Ciaydau HMMYHOOI cpenoﬂ%%—@%ﬁgmﬁigﬁ Mudnarn ¢

KJIMHUYECKMMH TPOSBICHUSIMH B BHJE CTOWKOH cnaboCTH NPOKCHUMAJIBHBIX MBI U
noBbimeHust akTuBHOCTH KDK B CHIBOPOTKE KPOBH BO BpeMs JICUCHHs MJIHM MPH MPEKPALICHUN
premMa CTaTUHOB, B T.4. po3yBacTaTMHAa. MoXeT noTpeOoBaThCs NPOBEIEHUE JTOIOIHUTEIBHBIX
UCCIICIOBAaHUM MBIIIEYHOH M HEPBHOM CHUCTEMBI, CEPOJIOTMYECKUX HCCIIEAOBAaHHUM, a TaKxke
Tepanusi IMMYHO/ICTIPECCUBHBIMU CPEICTBAMH.

He ormMedeHO npu3HAKOB yBEJIMYEHHS BO3JEHCTBUS Ha CKEJIETHYIO MYCKYJIaTypy NHpU IpHUeMe
po3yBacTaTMHa M CONYTCTBYrowied Ttepamuu. OnHako cooOianoch 00 yBEIUYEHUHM YHCIIa
CIy4yaeB MHO3MTAa W MHUOINATHH Y MAIlMEHTOB, MPUHUMABIIHUX JApyrue uHruoutopsl [ MI'-KoA-
penyKTa3sl B COYETAHWU C MPOU3BOIHBIMU (HUOPHHOBOWM KHCIOTHI, BKJIIOYas rempudposwm,
UKJIOCTIOPUH, HUKOTWHOBYIO KHCJOTY B JIMIMUACHWKAIOUMX 103ax (= 1 r/cyTku), a3ojbHBIE
IPOTHBOIPUOKOBBIE CpeJICTBA, MHIMOUTOPHI mporeazbl BUY u makposnaHble aHTUOMOTHUKH.
['eM¢pubpo3ms1 yBenIu4rMBaeT pUCK BO3HUKHOBEHHSI MMOIATUU IPU COBMECTHOM IPUMEHEHUU C
HekoTopeiMU uHTUOUTOpamu ['MI'-KoA-penykrassl. Takum o0pa3om, HE peKOMEHAYETCS
OJTHOBPEMEHHOE NMPUMEHEHHUE po3yBacTaTHHa U remduoOposmia. Creayer TIaTeTbHO B3BECHTH
COOTHOILIEHUE PUCKA M BO3MOXKHOM I0JIB3bI IPU COBMECTHOM IPUMEHEHUHM pPO3yBacTaTHMHA U
¢ubpaToB WM HUKOTHHOBOM KHUCJIOTHI B JIMIIMACHMKAIOMMUX J03ax. [IpoTMBOmOKazaH mpuem
po3yBacratuHa B 03¢ 40 Mr coBMecTHO ¢ ¢pubdparamu (cMm. pazneinst 4.3 u 4.5).

UYepes 24 Henmenu mocjie Havajga JICUYEHUS W/WIM TPH TOBBIIICHWH JI03BI PO3yBacTaTHHA
HEOO0XO/UM KOHTpPOJIb IIOKa3aTeled JUIUAHOrO oOMeHa (Ipu HEoOXOIUMOCTH Tpelyercs
KOPPEKLH 103b1).

Dyukyus nevenu

PexoMenyercss mpoBONUTh ONpesesieHUe MoKa3areneil pyHKIMY NeYeHy A0 Hadajda Tepanuu U
yepe3 3 Mecdla mocie Havana Tepanuu. llpuem po3yBacTaTHHa cielyeT NpeKpaTHTb WU
YMEHBIINTh 103y Mpernapara, €ClId aKTHUBHOCTb <«II€YEHOYHBIX» TPAHCAMHHA3 B CHIBOPOTKE
KpoBH B 3 pasa npessimaeT BI'H.

VY mnanueHToB C TUINEPXOJIECTEPUHEMHEN BCIEACTBHE THUIIOTHpPEO3a WIM HEPPOTHYECKOTO
CHHJpOMa Tepamusi OCHOBHBIX 3a00JeBaHMU [OJDKHA TPOBOAMTHCS [JO Hayajla JICUEeHUs
pPO3yBAaCTaTUHOM.

Ocobvie nonynayuu. ImHuyecKue epynnol

B xone ¢apMakOKHMHETHYECKHUX HCCIIEOBAaHUN CpelId KHTAHCKUX W STOHCKHUX ITallMEHTOB
OTMEYEHO YyBEJIMYEHHE CHCTEMHOW KOHIEHTpallud po3yBacTaTWHA [0 CpPaBHEHHIO C
MoKa3aTessIMH, TIOJYYeHHBIMU CPEIA MAIIMEHTOB-EBPOIICOUI0B (cM. paseinst 4.2 u 5.2).
Hneubumopol npomeasvr BUY

He pexkomenayercsi coBMecTHOE MpUMEHEHHE TpenapaTa ¢ HHruouropamu nporeassl BUY (cm.
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Humepcmuyuanvnasn 601e3Hb 1€2KUX
[Ipy npuMEHEHUM HEKOTOPHIX CTAaTUHOB, OCOOEHHO B TEYCHHE [UIMTEIHLHOTO BpPEMEHH,
coOo0IaIOCh 00 WCKIIOYUTENBHO PEAKUX CydasX HWHTEPCTUIMAIBHONW OOJIe3HH JIETKHX.
[TposiBneHus MU 3a007€BaHUSI MOTYT SIBJISITHCS OJBIIIKA, HEIIPOAYKTUBHBIM KaIlleNIb M YXy/IIIICHUE
o0miero caMmouyBCTBHS (CJ1a00CTh, CHMKEHHE MAacChl Tela W Jmxopazaka). [Ipu momgo3penuun Ha
WHTEPCTUIIUAIBHYIO O0JIE3HB JICTKUX CIEAYET MPEKPATUTh TEPAITHIO CTATHHAMM.
Caxapmuwiii ouabem 2-20 muna
Y MmanMeHTOB ¢ KOHIIEHTPAlUeH TIIOKO3bI OT 5,6 10 6,9 MMOJB/I Tepamus po3yBacTaTHHOM
ACCOLIMMPOBAJIACH C MOBBIIIEHHBIM PUCKOM PA3BUTHSI CaXapHOTO AuadeTa 2-ro THIIA.

eTH
OddexTuBHOCTF U 0€30MaCHOCTh TMPUMEHEHHs] po3yBacTaTMHa y JAeTe a0 18 ner He
ycraHoBieHa. ONBIT TPUMEHEHHUs Tpernapara B NEAMATPUYECKONW MPAKTUKE OTrpaHUYEH
HEOOJIBIIMM KOJIMYECTBOM JeTel (oT 8§ Jier u crapuie) ¢ CEMEMHOM TOMO3UTOTHOM
rurnepxosiecTepuneMueii. B Hacrosiiee BpeMsi HE PEKOMEHAYETCS MPUMEHATh PO3yBacTaTHH Y
nereut 1o 18 ner.

BcnomorarenbHbIe BEIIECTBA

[Ipenapar Po3yBactaTuH cOOepKUT JaKTO3bl MOHOTHAPAT. [[anieHTaM ¢ peIko BCTPEUYAIOIIMMUCS
HaCJICACTBCHHBIMHU 3a6OH€BaHI/I$[MI/I, TaKUMHU KakK HCII ep CHOCHUMOCTBb TaJIaKTO3HkI,
HEMEePEHOCUMOCTh  JIAKTO3bl  BCJICACTBHE Je(UIMTA JIAKTa3bl WM CHHIPOM  TJIFOKO30-
raJlakTO3HOM MallbabcopOLnu, HE cleAyeT MPUHUMATh JaHHbIN JIeKapCTBEHHBIN TIpernapar.

4.5. B3aumojeiicTBHEe ¢ JPYrMMH JIeKAPCTBEHHBLIMHU TMpenaparaMd W JApPyrue BHJbI
B3auMoOAeHCcTBUSA

BausHue 0JHOBpEMEHHO NPHUMEHSIEMBIX MMPENnapaToB Ha pO3YBACTATUH

Hneubumopvr mpancnopmusix 6eikog: po3yBacTaTHH SIBISIETCS CyOCTPATOM ISl OMPEIeICHHbBIX
OCITKOB-TPAHCIIOPTEPOB, BKJIOYas TpaHcmoprep TnedeHounoro 3axBata OATP1B1 wu
apdmokcubii  mepenocunk BCRP. ComyTcTByromee mNpuMEHEHHE IPEnapaTroB, KOTOPHIE
SBJISIIOTCSI MHTUOUTOpPAMM 3TUX TPAHCHOPTHBIX OENIKOB, MOXET COMPOBOXKIATHCS YBEIMUYCHUEM
KOHIIGHTpAllUM pPO3yBACTaTHMHA B IIJJa3ME€ W TMOBBIILIEHHBIM PHCKOM pa3BUTUS MMOIATUH
(cm. Tabmuny 1, pasnenst 4.2 u 4.4).

[uxnocnopun: Tipu OJHOBPEMEHHOM NPUMEHEHWU po3yBacTathHa W 1ukinocnopuHa AUC
po3yBacTaTuHa OBUIM B CpeJHEM B 7 pa3 BbIllle 3HAUEHHH, KOTOPhIE OTMEYAIUCh Y 3/I0POBBIX
no6poBosbleB (cM. Tabmuiy 1). Po3yBacTaThH NpOTHUBONOKA3aH MAlMEHTaM, OJHOBPEMEHHO
NPUMEHSIOIMM  OUKJIOCTIOprH  (cM.  pasaen  4.3). OmHOBpEeMEHHOE NPHMEHEHHWE JTHX

JICKAPCTBCHHEBIX CPEACTB HEC BIIUACT HAa KOHOCHTPAIWIO MUKIOCIIOPHUHA B IIJIa3M€ KPOBH.
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OJTHOBPEMEHHBI TPUEM C WHTHOMTOPOM MPOTEa3bl MOXET HPUBOAUTH K 3HAYUTEIBHOMY
YBEJIUYCHUIO  JKCIO3UIIMM  po3yBacTtaTuHa  (cMm.  Tabmumy — 1).  Hampumep, B
(bapMaKOKMHETHYECKOM HCCIEOBAaHUU OJHOBpPEMEHHOE mpuMeHeHue 10 mr po3yBacTraTHHA U
KOMOMHHMpPOBAaHHOTO IIpermapaTa, cojepxkamiero jsa uHruoOutopa mnpoteassl (300 wr
atazanaBupa/100 Mr puToHaBUpa) Yy 370POBBIX TOOPOBOJBICB MPUBOIMIO TPUMEPHO K
TpEeXKpaTHOMY M ceMukpatHomy yBenuueHuto AUC u makcumaibHOW KOHUEHTparuu (Cmax)
po3yBacTaTuHa, COOTBETCTBEHHO. OHOBPEMEHHOE MPUMEHEHHE PO3yBaCTaTHHA U HEKOTOPBIX
KOMOHMHAIMM HHTUOUTOPOB IMPOTEa3bl BO3MOXHO IOCJIE TIIATEIbHON OIICHKHM BO3MOXHOCTHU
KOPPEKLIMU J103bl PO3yBAacTaTUHA HA OCHOBAaHUM OXKHJAAEMOT'0 YBEJIWYEHMsI YPOBHS SKCIIO3HULIUU
posyBactatuHa (cM. pazaensl 4.2, 4.4 u Tabnuiy 1).

T'emghubposun u Opyeue eunorunudemuyeckue cpeocmeda: COBMECTHOE TMPUMEHEHHUE
po3yBactaTuHa H rempuOpo3uiIa NPUBOAMIO K YBEIMYEHHIO B 2 pa3a MaKCUMalbHOU
KOHIICHTPALMK po3yBacTaTuHa B miazme kpoeu u AUC po3yBactatuna (cM. pasuen 4.4).
OCHOBBIBasICh Ha JAHHBIX CIEHU(PUUECKUX HCCICIOBAHUN 1O M3YYECHHUIO B3aUMOJICHCTBUH, HE
OKHJAeTCsl 3HAUUMOTO (hapMaKOKHMHETUYECKOTO B3aUMOJEUCTBUA ¢ (heHOPpuOpaTOM, BOZMOKHO
dapmakoguHamuueckoe B3aumopeiicteue. ['empudposun, ¢enodubpar, npyrue ¢udparsr u
HUAIMH (HUKOTHHOBAS KUCJIOTA) B JIMIMUAICHIKAIOMNX J103aX (> 1 T/CYTKH) yBEITUYHBAIIA PUCK
BO3HMKHOBEHHUS MHUONATUU MpPHU OJHOBPEMEHHOM IpuMeHeHMH ¢ umHrubutopamu ['MI'-KoA-
pPEIyKTa3bl, BEPOSITHO, B CBA3HM C TEM, YTO OHM MOTYT BBI3bIBATh MUONATHIO MPU MPUMEHEHUH B
MoHoTepanuu. IIpuem posyBacratmHa B g03¢ 40 Mr IpPOTHBONOKAa3aH IPU COBMECTHOM
HazHadeHWW c (uoparamu (cMm. pazgensl 4.3 uw 4.4). Takue MaNMEHTHI JOJDKHBI HAYWHATH
TEpaIUIo C I03bI 5 MT.

O3emumud: OTHOBPEMEHHOE NpPHUMEHEHHE po3yBacTaTuHa B o3¢ 10 mr u 33etumMuba B 103€
10 Mr compoBoxnanoce ysenunueHueM AUC posyBacratmHa B 1,2 pa3za y MNanMeHTOB C
runepxonecrepuHemueii (cm. Tabmuny 1). Henp3s wuckmounts (apmakoIuHAMUYECKOE
B3aMMOJICHCTBHE MEXIy pO3yBaCTaTUHOM M 33€TUMHOOM B OTHOUIEHMM HEKEIaTeIbHbIX
peakiuii (cM. pasaen 4.4).

Aumayuovi: OJHOBPEMEHHOE NPHUMEHEHHE pOo3yBacTaTHHA W aHTanuaa B (opme CyCleH3HH,
colepkalleil MarHus W alIOMUHUS THUJIPOKCHUJl, TPUBOJWIO K CHHKEHHMIO IUIa3MEHHON
KOHIEHTpaluu po3yBacTaTuHa npuMepHo Ha 50 %. Jlanublil a¢¢ekt Obul BeIpaxkeH ciabee,
€CJIM aHTaluJ IPUMEHSIICA uepe3 2 yaca 1ocie npuema pozyBactatuHa. KiimHnueckoe 3HaueHue
10J00OHOT0 B3aUMOJICHCTBUS HE U3Y4aloCh.

Opumpomuyun: OJHOBPEMEHHOE MPUMEHEHHE pPO3yBAacTaTHHA U IPUTPOMHUIIMHA MPUBOIUIO K

ymenbuieHnto AUC posyBacratuHa Ha 20 % u Cmax po3yBactatuHa Ha 30 %. IlomoOHoe
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BBI3IBAEMOT'O IPHEMOM IPUTPOMHUITHA.
Hzoghepmenmor yumoxpoma P450: pe3yabTaThl HCCIICAOBaHM IN VIVO u in VItro mokasanu, 4to
PO3YBaCTaTUH HE SIBJISICTCS HU MHTUOUTOPOM, HU MHIYKTOPOM U30(epMEeHTOB IuToxpoma P450.
Kpome Toro, posyBactaTuH SIBJISIETCSl ClIa0bIM cyOcTpaToM st 3Tux u3odepmentoB. [loaTromy
HE OXKHJACTCSI B3aMMOJICHCTBUS pPO3yBacTaTWHA C JAPYTMMHU JIEKAPCTBCHHBIMHU CPEICTBAMHU Ha
ypoBHE MeTaboim3Ma ¢ ydactuem u3odepmentoB nuroxpoma P450. He oTMedeHO KIMHHYECKU
3HAYMMOTO B3aMMOJICHCTBHS PO3yBacTaTHHA C (DIYKOHA30J0M (MHTHOMTOPOM H30(PEPMEHTOB
CYP2C9 u CYP3A4) u xerokoHazojoM (uHruoutopom nzopepmentoB CYP2A6 u CYP3A4).

B3aHMOZ[eI>'ICTBI/Ie C JICKApCTBCHHBIMH CPCACTBAMH, KOTOPOC TDG6V€T KOPPCKIHH  T03bI

po3syBacraTtuHa (cM. Tabauiy 1)

Jlo3y posyBacTaTHHa ClEIyeT KOPpPEKTUPOBATh MpPU HEOOXOJUMOCTH €ro COBMECTHOIO
MPUMEHEHHUS C JIEKapCTBEHHBIMH CPEACTBAMHU, YBEIMYMBAIOUIMMH SKCIO3UIIMIO PO3yBacTaTHHA.
Ecnu oxunaercs yBeaudeHHE 3KCHO3MLMU B 2 pa3za v Oojee, HauajdbHas [03a pO3yBacTaTUHA
COCTaBJISIET 5 MTI' OJJMH Pa3 B CYTKHU. Takxke clieyeT KOpPEKTUPOBAaTh MAKCUMAaJIbHYIO CYTOUHYIO
03y PpO3yBacTaTMHA TaK, 4YTOOBI OXKUIaemas HKCIO3UIUS pOo3yBacTaTWHA HE IIPEBbIIIANa
TakoBYIO Juis 10361 40 Mr, mpuHMMaeMoil 0e3 OJHOBPEMEHHOIO IpHeMa JIeKapCTBEHHBIX
CPEJCTB, B3aUMOJICHCTBYIOIIUX C po3yBacTaTUHOM. Hampumep, MakcuMasbHas CyTO4YHasl 103a
po3yBacTaTWHA MPU OJHOBPEMCHHOM MpPUMEHEHHH ¢ reMpuoposuaom — 20 mr (yBeIWYCHHE
skcno3unuu B 1,9 paza), ¢ puroHaBupom/aTazaHaBupoM — 10 Mr (yBeluyeHHE SKCIIO3UILIUU B
3,1 pasza).

Koppekuusi HauanbHOM J03bI pO3yBacTaTMHA HE TpeOyeTcsi, €Cclu OKHUIACTCS YBEIUYEHUE
HKCIIO3UIIMU MEHEe YeM B 2 pa3a, OJHAKO MPHU yBEJIWYEHHUH J03bl po3yBacTaTHHa Bhlmie 20 Mr

CIIeayeT CO6J'IIOI[aTB OCTOPOIKHOCTD.

Ta6onauna 1. BausiHue cOmMyTCTBYIOIIEH Tepanmuu HA 3KCMo3uiuio posdyBacratuna (AUC,
JaHHbIEe TPUBEIEHbI B MOPsAKe YObIBAHMS BeJHMYMHBI JKCIO3UIUM) — Pe3yJabTaThl
Ony0JTMKOBAHHBIX KJIMHUYECKHUX UCCIIeI0BAHMI.

Yeeauuenne AUC posyBactaTuHa B 2 U 0oJiee pa3za
Pe:xxuMm Tepanuu npenaparamu, Pe:xum npuema N3menenne AUC

B3aMMO/IeHCTBYIOIIMMH € PO3yBaCTATHHOM po3yBacTaTuHa posyBacraTunal
CodocOyBup/BennaTacBUp/BOKCHIIAIPEBHUP 10 Mr omHOKpaTHO | YBenuuenue B 7,4 paza
(400 mr — 100 mr — 100 mr) + BOKCHIIAIIPEBUP

100 mr

1 pa3 B cyrt., 15 nHen
[Muknocnopun 75-200 mr 10 mr 1 pa3 B cyT., | YBenuuenue B 7,1 pasza
2 pa3za B CyT., 6 Mec. 10 nuei
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Haponyramun 600 mr
2 pa3a B CyT., 5 nHeM

5 ir oHlHoKpATHY =

Py b At B g',?':ij—%fsa

Peropadenu6 160 mr
1 pa3 B cyT., 14 nuei

5 MI' OTHOKPATHO

VBenuuenue B 3,8 paza

ArazanaBup 300 mr/puronaBup 100 mr
1 pa3 B cyT., 8 nHEM

10 Mr ogHOKpATHO

VYBenuuenue B 3,1 pasza

Pokcanycrat 200 mr
4 paza B CyT.

10 Mr oJTHOKpaTHO

VBenuuenue B 2,9 paza

Bennartacsup 100 mr
1 pa3 B cyT.

10 Mr oJTHOKpaTHO

VBenuuenue B 2,7 pa3a

OMOutacBup 25 wr/maputanpeBup 150 wmr/
putonasup 100 mr/macadysup 400 mr
2 pasa B CyT.

5 MTI' OJTHOKPATHO

YBenuuenue B 2,6 paza

Tepudmynomun

Her nanunix

VYBenuuenue B 2,5 paza

Ouacugenn6 100 mr
1 pa3 B cyT., 28 nHei

10 Mr otHOKpaTHO

VYBenuuenue B 2,4 pa3a

I'pazonpeBup 200 mr/amb6acBup 50 mMr
1 pa3 B cyt., 11 nHeit

10 Mr oJHOKpaTHO

VYBenuuenue B 2,3 paza

I'nmekanpeup 400 mr/mudperTacsup 120 mr
1 pa3 B cyT., 7 aHe#

5 MT OJHOKpPATHO

VYBenuuenue B 2,2 paza

Jlonmunasup 400 mr/puronaBup 100 mr
2 pa3a B cyT., 17 nHeu

20 mr 1 pa3 B cyT.,
7 nHen

VBenuuenue B 2,1 paza

Kanmaruau6 400 mr
2 pa3a B CyT.

10 Mr ogHOKpaTHO

VYBenuuenue B 2,1 paza

Knomunorpen 300 mr (Harpy3odHas [03a),
3areM 75 Mmr uepes 24 u

20 MT OJTHOKpPATHO

VYBenuuenue B 2 paza

docramaruan6 100 mr
2 pa3a B CyT.

20 Mr OJIHOKpaTHO

VYBenuuenue B 2 paza

Tadamuauc 61 mMr
2 pa3a B CyT. B T€UEHHE NEPBBIX JBYX IHEM,
3ateM | pa3 B CyT. C TPETHEro MO JAEBATHIA JTHU

10 Mr otHOKpaTHO

VBenuuenue B 1,97 pasza

®ebdykcocrar 120 mr
1 pa3 B cyT.

10 Mr oTHOKpaTHO

Venuuenue B 1,9 paza

I'emdpu6po3mn 600 mr
2 pa3a B CyT., 7 nHe#

80 Mr OJTHOKpaTHO

Venuuenue B 1,9 paza

Yeeaunuenne AUC po3yBacTaTnHa MeHee YeM

B 2 pa3a

Pexum Tepanuu npenaparamu,
B3aMMO/AEHCTBYIOIIUMH C PO3yBaCTATHHOM

Pexum npuema
po3yBacTaTHHa

N3menenne AUC
po3yBacTaTunal

Dntpombomnar 75 mr
1 pa3 B cyT., 5 gHEH

10 Mr ogHOKpPATHO

VYBenuuenue B 1,6 paza

Hapynasup 600 mr/putonasup 100 Mr
2 pa3a B CyT., 7 A1HEH

10 mr 1 pa3 B cyT.,
7 nuei

VBenuuenue B 1,5 paza

Tunpanasup 500 mr/puronasup 200 mr
2 paza B cyT., 11 nHel

10 Mr otTHOKpaTHO

VBenuuenue B 1,4 paza
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Hpounenapon 400 mr Her ;[elgﬁ;i;('_i EOCE “&Eé}'ﬁﬁ%ﬁhg B f',ﬁ':b-la'sa
2 pa3a B CyT.
Wtpakonazon 200 mr 10 mr omHOKpaTHO | YBemuuenue B 1,4 paza?
1 pa3 B cyT., 5 nHeM
O3etumu6d 10 mr 10 mr 1 pa3 B cyT., | YBemuuenwue B 1,2 paza?
1 pa3 B cyT., 14 nuei 14 nuen
Cuuxenue AUC posyBacTaTuHa
Pe:xxuM Tepanuu npenapaTamu, Pe:xum npuema N3menenne AUC

B3aMMO/1eHCTBYIOIIUMH C PO3yBACTATHHOM po3yBacTaTHuHA po3yBactaTunal
Oputpomuiud S00 mr 80 mr ogHokpatHO | CHmxenue Ha 20 %

4 pa3a B CyT., 7 qHeH

Baitkanun 50 mr 20 mr onHokpatHo | CHuxkeHue Ha 47 %

3 pa3a B cyT., 14 nHeit

! launwie, mpencrapnennble B Buae kpaTHoro usMeHenuss AUC, SBIAIOTCS OTHOLIGHHEM
3HAYeHHs PTOTO TMOKa3arens Ha (JOHE CONMYTCTBYIOLIEH Tepamuy K 3HAYCHHIO MOKa3aTesst Mpu
MOHOTEpPANUU PO3yBacCTaTUHOM. [laHHbIE, NTpeAcTaBICHHbIE B BUJIE %o, SBIAIOTCA pasHULIEH B %o
mexnay mnokazateneM AUC Ha ¢doHe comyTCTBYIOIIEH Tepanuu W 3HAYCHHEM IOKaszaTess Mpu

MOHOTCPAIINU PO3yBACTATUHOM.

2 br1o IIpOBCACHO HCCKOJIbKO I/ICCJ'IeI[OBaHI/Iﬁ JICKapCTBCHHOI'O BSaHMOHeﬁCTBHH C

PO3YyBaCTaTUHOM B pPa3HbIX 103aX, a B Ta6J'II/II_Ie MOKa3aHbl HanboIee 3HAYNMBbIE COOTHOILIEHUS.

Crnenyromue JeKapcTBEHHbIE IMpenapaTbl M HMX KOMOMHALMU HE OKa3blBaIM KIMHUYECKU
3HaYMMOro 3¢¢eKTa Ha 3KCIO3ULMUI0 pO3YBAaCTaTHHA IPH HX COBMECTHOM INPUMEHEHUU:
anerymmrtasap 0,3 mr, 7 gueit; perodudpar 67 mr 3 pasa B cyt., 7 aueit; gurykonazon 200 mr 1 pa3
B CyT., 11 nueit; pocamnpenasup 700 mr/puronaBup 100 Mr 2 pasa B CyT., 8§ AHEH; KETOKOHA30II
200 mr 2 pa3a B cyT., 7 aneit; pudamnunun 450 mr 1 pa3 B cyt., 7 nHeil; cunumapus 140 mr
3 pasa B CyT., 5 IHEN.

Bausane OPHUMCHCHUA PO3YBACTATHHA HA OJHOBPEMEHHO IMMPUMCHACMBIC ITPETIapaThl

Aumazonucmol sumamuna K

Kak u B cinywyae apyrux unrudutopoB ['MI'-KoA-peaykrassl, Hayasio jJedyeHus Wi yBEIHMUEHUE
J103bl PO3YyBacTaTHHA Yy IMALIMEHTOB, OJHOBPEMEHHO IOJIyYalOIIMX AaHTaroHUCTHl BUTaMuHa K
(HanmpuMmep, BaphapuH WIM JApYyrHe HNPOTHBOCBEPTHIBAIOLINE CPEJICTBA KYMapMHOBOIO psla),
MOJKET MPUBECTU K YBEIUYECHHUIO MEXAYHApOAHOro HopManu3oBaHHoro otHomenus (MHO).
OTMmeHa Win CHUKEHHE JT03bl pO3yBacTaTUHA MOXKET NpUBOAUTH K yMeHbleHnto MHO. B Ttakux
ciIydasix pekoMeHayercs KoHTpoias MHO.

Ilepopanvhuvle Konmpayenmugsl/20pMOH3AMECMUMENbHAS Mepanus

OpnHoBpeMeHHOE MPUMEHEHHE PO3yBacTaTHMHA U MEPOPaJIbHBIX KOHTPALENITUBOB YBEIUYHMBAJIO
AUC »stunumyctpanuona 1 AUC Hoprectpena Ha 26 % u 34 %, cooTBeTcTBeHHO. Takoe
YBEJIMYEHUE IUIA3MEHHOW KOHLEHTpAlMKM JIOJDKHO YYUTHIBATbCS TPU  MOJOOpE  J103BI

MNEpOopaJbHBIX KOHTPAILCIITUBOB. (DapMaKOKI/IHeTI/ILICCKI/Ie JaHHBIC TII0 OJHOBPCMCHHOMY
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PUMEHEHHIO PO3yBaCTATHHA U TOPMOH3aMECTHTEbHOI %éﬁ%ﬁ@%g%ﬁ%ﬁigﬁﬁhﬁéﬁtﬁo,

HEJb3s MCKIIIOYUTh aHATOTHYHBIA 3(P(QEeKT mpu NPUMEHEHHWH MAaHHBIX mpenaparoB. OgHAKO
1o100Hast KOMOMHAIIHSI ITUPOKO MPUMEHSIIACH KEHIIIMHAMH BO BPEMsI IPOBEICHUST KITMHUYIECKIX
MCCJIE0BAHMI M XOPOUIO EPEHOCUIIACH MTALIUEHTaMH.

Ilpouue nexapcmeennvle npenapamoi

Jueokcun: Ha OCHOBAaHHU pE3YJIBTATOB CHEIU(PUYCCKUX WCCICAOBAHUN JIEKAPCTBEHHOTO
B3aWMOJICHCTBUSI HE OXHUIACTCA KIMHUYECKH 3HAYMMOIO B3aMMOJCHCTBUSA PO3YBACTaTUHA C
JUTOKCUHOM.

@y3udosas Kucioma: WCCIEIOBAHUS JIEKAPCTBEHHOI'O B3aMMOJCIHCTBHS pO3yBacTaTHHA C
Gy3uI0BOI KUCIOTON HE IPOBOAWINCH. [Ipr OHOBPEMEHHOM MPOBEICHUN CUCTEMHOW TEepariu
Gy3UI0BOI KUCIOTOW M CTaTHHAMHU MOXET IMOBBIMIATHCS PUCK PA3BUTHS MHUOIATHUH, BKIIOYAs
pabaomuonu3. MexaHu3m JaHHOTO B3aUMOJICHCTBUS (SBISETCS U OHO (papMaKOAMHAMUYECKUM
Wi (HapMaKOKMHETHYECKUM, WIA U TeM, U IpyruM) Moka He u3ydeH. CooO1anocs o pa3BUTHU
pabaomuonusa (B TOM 4HCIE, C JETAIbHBIM HCXOJ0M) Yy MallMEHTOB, MPUMEHSIBIIUX JaHHYIO
KOMOHWHAIIUIO.

Eciu cucremHas Tepanus (Qy3uI0BOM  KHCIOTOW SBISETCS HEOOXOIUMOM, JeueHue
PO3yBacTaTUHOM CJIeyeT MPEKPaTUTh Ha EPUOA IpreMa (py3u0BON KUCIOTHI.

4.6. @DepTUILHOCTH, 0€PEMEHHOCTD U JAKTALHSA

bepemeHHOCTD

Po3yBacTtatuH mpoTUBOMNOKa3aH Mpu OEPEMEHHOCTH.

JKeHIMHBl  penpoJyKTUBHOIO  BO3pacTa JOJDKHBI  IPUMEHATH  a/IeKBAaTHBIE  METOJbI
KOHTPALIENIUH.

[TockonbKy XOJECTEpUH W JIPyrue MPOIYKThl OMOCHHTE3a XOJECTEPUHA BAKHBI JJISI Pa3BUTHUS
1072, MOTeHIUaIbHBIA puck uHruOupoBanus ['MI-KoA-peaykrassl mpeBbBIIIA€T MOIB3Y OT
NPUMEHEHUs Tpernapata y OepeMeHHbIX. B HccleqoBaHUAX Ha >KMBOTHBIX OBLIM MOJTYYECHBI
OTPaHUYEHHBIE JOKA3aTEIbCTBA PENPOTYKTUBHON TOKCUYHOCTH.

B cnydae BO3HMKHOBEHUS OEPEMEHHOCTH B IPOIIECCE TEPANUU MPUEM Ipernapara J0JDKEH ObITh
MPEKpAILeH HEMEJIEHHO.

Jlakranus

PosyBacTatvH nmpoTHBONOKA3aH B EPUOJI TPYIHOTO BCKaPMIITMBAHMSI.

PosyBacTaTtuH BbIJIETSAETCS C MOJIOKOM KpBIC. /[aHHBIE B OTHOIIEHUH BBIICICHHS pO3yBaCTaTUHA
C TPY/IHBIM MOJIOKOM OTCYTCTBYIOT (cM. pasnen 4.3).

DepTUabHOCTD

JlaHHbI€ O BIUSHUM pPO3yBacTaTHHA HA PENPOAYKTHUBHYIO (DYHKIIMIO OTCYTCTBYIOT.
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4.7. BausHMe HA CNOCOOHOCTH YNPABJATH Tpchﬂw%ﬁB]ﬁél'éﬁéiégﬁ%:hTﬁﬁléO”ll“lal’fb c

MeXaHU3MaMH

He mpoBommioch uccrnenoBaHWid MO H3YYEHHUIO BIHUSHHUS pPO3yBacTaTHMHA Ha CIOCOOHOCTH
YIIPaBJIATh TPAHCHIOPTHBIM CPEJICTBOM M HCIIOJIb30BaTh MexaHU3Mbl. OIHAKO, OCHOBBIBAsICh Ha
(apMakoIMHAMHYECKUX CBOWCTBAaX, pO3yBaCTaTHH HE JIOJDKEH OKa3bIBaTh TAKOTO BO3ICHCTBUSI.
Crnenyer coOmoaTh OCTOPOXHOCTH TIPU  YIPaBICHHH aBTOTPAHCIIOPTOM WM pabore,
TpeOyroI1el MOBBIIIEHHON KOHIIEHTPAllM BHUMAaHUS U ObICTPOTHI IICUXOMOTOPHBIX peakiuil (BO
BpEMs TEPAITF MOKET BOSHUKAThH TOJIOBOKPYIKCHHE).

4.8. HexenarejibHble peaKIul

Pesrome npoduiist 6e3onacHocT

HexenarennHbie peakunn, O KOTOPBIX C006H_[EUIOCB, 00BIYHO BBIPAKCHBI HC3HAYUTCIIBHO U
IpoxoadAT CaMOCTOATCIBbHO. B KOHTPOJIUPYCMBIX KIIMHUYCCKHUX HCCICIOBAHUAX MCHCC 4 %
MNaluCHTOB, IIOJy4aBIIMX PO3YBACTATHH, AOCPOYHO 3aBCPIINIIM YYACTUC B HCCICIOBAHUU B
CBs3U C HCKCIIATCIIbHBIMU PCAKIIUAMMU.

Tabauunoe PE3I0OME HEXKENATCIHLHBIX PEaKINI

B Tabnuue 2 mpencraBieH nepeueHb HEXeNaTeNbHBIX PeakIUil Mpu MpueMe po3yBacTaTHHA IO
JAHHBIM KJIIMHAYECKUX MCCICIOBAHUM M IIMPOKOTO0 IOCTPETUCTPAIIMOHHOTO TPHUMEHEHUS;
HEXeJaTeJIbHbIC PEAKIIMU CTPYIITUPOBAHBI 110 KATETOPUSIM YaCTOTHI U KJIaCCaM CHCTEM OPTraHoB.
YacToTa BOBHUKHOBEHHUS HEXENATEIbHBIX PEAKIUil MPEeCTaBIeHA CIEIYIONUM 00pa3oM: 4acTo
(= 1/100, 1O < 1/10); HewacTo (> 1/1000, HO < 1/100); peaxo (= 1/10000, Ho < 1/1000); oueHb
peanko (< 1/10000), dacTtora Heu3BecTHa (Ha OCHOBAHMHM HMEIOIIUXCS JaHHBIX OIICHUTH
HEBO3MOKHO).

Tadauna 2. HexenaTeJbHble peakUMd MO [JAHHBIM KJIHMHUYECKMX HCCJIeI0BAHUNA H

MOCTPEruCTPpAlMOHHOTO MPUMECHECHUSA

Kuace cucrem Yacro Heuacro Peaxo Ouenb Yacrora
OpraHos peaxo HEeM3BeCTHA
Hapymenus co TpomboruuTo-
CTOPOHBI KPOBH U TICHUSI
nuMdaTruaecKon
CHUCTEMBI
Hapymenus co Peaxnuu
CTOPOHBI TUIIEPUYBCT-
UMMYHHOH BHUTEIILHOCTH,
CHUCTEMBI BKJTFOYAsI
aAHTHOHEBPO-
THYECKUI
OTEK
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OHJIOKpUHHbIE CaxapHblit (MOCEROBATENEHOLTE 0002

HapyIICHUS nuabet!

IIcuxnueckue Henpeccus

HapyLICHUs

Hapymenus co ['onoBHas [Tonmuneiipo- | [lepudepu-

CTOPOHBI 6011b, naTus, YyecKast

HEPBHOMI TOJIOBOKDPY- noTepst HelponarTus,

CUCTEMBI KEHUE aMsATH HapylIeHHe
cHa (BKJIIOYast
OEeCCOHHUITY
Y HOYHbBIE
KOIIIMaphl),
MUACTCHUS
I'PaBHC

Hapymenus co I'maznas

CTOpPOHBI OpraHa MUACTEHUS

3peHus

Hapymenus co Kamens,

CTOPOHBI OJIbIIIIKA

NBIXaTEIbHON

CUCTEMBI,

OpraHoB

TPYAHOM KIIETKH

U CPEJOCTEHUs

Kemnynouno- 3anop, [Tankpeatur Huapes

KUILEYHbIE TOILIHOTA,

HapyILICHUs 601 B

KUBOTE

Hapymenus co IToBeimenune | XKenryxa,

CTOPOHBI MIEYEHU aKTUBHOCTH | T€NaTUT

1 JKEITYEBBIBOISI- «1eYeHOY-

LIUX ITyTeN HBIX»

TpaHCAMHHA3

Hapymenus co KoxnbIit Cungpom

CTOPOHBI KOXKH U 3yA, KOXKHast CruseHca-

MOJIKOXKHBIX CBIIIb, JI>xoHCOHa,

TKaHeH KpanuBHULA JIEKapCTBEH-
Has peakius
¢ 203UHOGU-
JIuen u
CUCTEMHBIMU
CUMITOMaMHU
(DRESS-
CHUHJIPOM),
JMXEHOMIHAS
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(MOCHEROBATENEHOL IR I8 L,
Has ChIIlb

Hapymenus co Muanrus Muonatus Aptpanrus Tenaunona-

CTOPOHBI (BKITIOYAS THU, UHOT 1A

MBIIIEYHOH, MHO3HUT), OCJIOKHEH-

CKEJIETHON U pabomuo- HbIE

COEIMHUTEIIbHON 3, pa3pbIBOM

TKaHU BOJIYAHOYHO- CYXOXKUIIHS,
MO00HBIN MMMYHOOIIO-
CUHJIPOM, CpeOBaHHas
pa3pbiB HEKPOTHU3H-
MBIIIILIBI pyromas

MUONIATHUSA

Hapymenus co I'emarypus

CTOPOHBI IOYEK U

MOUEBbIBOIAIINX

nyTen

Hapymenus co I'mnexoma-

CTOPOHBI CTHS

PENpPOIYKTUBHOM

CHUCTEMBI 1

MOJIOYHBIX XKeJe3

O6mue Acrenus Ortek

HapyLICHUs U

peakuuu B MecTe

BBEJICHUS

! Yacrora Gyner 3aBHCETh OT HANMuMs MM OTCYTCTBHS (DAKTOPOB PHCKA (KOHIIEHTpAIHS
TIIIOKO3BI B KPOBU HATOIIAK > 5,6 MMOJIB/JI, MHeKe Macchl Tena (MMT) > 30 kr/m2, moBbleHHas
KOHIEHTpalus TPUTIIULIEPUIOB, apTepHUaIbHas TUIIEPTEH3US B aHAMHE3E).

Kak u B ciywae apyrux wuHruouropos I'MI-KoA-penykrasbl, 4YacToTa HeXeIaTeIbHbIX

JICKApCTBCHHBIX peaKL{I/II\/’I, KaK IIpaBUJIO, 3aBUCUT OT JO3BbI.

Onucanue OTACIBHBIX HCXKCITATCIbHBIX DeaKIII/Iﬁ

Hapywenus co cmoponwl nouex

VYV nanueHToB, MOJy4YaBIIMX PO3YBACTATUH, aHAJIU3 MOYM C MOMOILIBIO TECT-TIOJOCKHU BBISBIISI
HAIMYUE TMPOTEHHYPUH MPEUMYIIECTBEHHO KaHalbIeBOro Tuma. M3MeHeHus konuyecTBa Oenka
B Moue (OT OTCYTCTBHS WM CJICIOBBIX KOJMYECTB 70 ++ U OoJiee) HaOII0IaIiCh KOTa-1100 BO
Bpems jieueHuss MeHee yeM y | % mnanumenTtos, monywaBmmx 10-20 mr posyBacTraTtuHa, U
npubnu3uTenbHo y 3 % manuentoB, momydaBmux 40 mr npenaparta. HeGombinoe yBenuueHue
YacTOTHl U3MEHEHHsI KOJIMYECTBa Oellka B MO4e (OT OTCYTCTBHS WJIH CIIEOBBIX KOJIHYECTB J0 +)
OTMEYaJIOCh TIpH mpreme 10361 20 Mr. B OonbIIMHCTBE CiTydaeB MPOTEMHYPUS YMEHBIIIACTCS UITH

UCUe3aeT CIOHTAaHHO Ha (poHe mpopospKaromeincs tepanuu. O030p pe3ynbTaToOB KIMHUYECKHX
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VICCIICIOBAHUN W TOCTPETMCTPAMOHHOTO OIIHITA nppf%ﬁéﬁlﬁﬂk: '%—'1‘5&%5'&1'6‘1{4-}} I/IBMCII-IITI}) He

BBISIBUI ~ NPUYMHHO-CIEACTBEHHON  CBSI3M  MEXIY HNPOTEMHYPHUEM U OCTpPBIM WU

IPOTPECCUPYIOIINM 3200I€BAHUEM TTOYEK.

VYV  nmauueHToB, MOJNy4YaBUIMX pPO3yBACTaTHH, HaOdIoJanack TIeMaTypus, W pPe3yJbTaTbl

KIIMHUYECKHUX MCCIICJOBAHUN ITOKA3bIBAIOT, YTO JAHHOE SIBJICHUE BO3HUKAET PEAKO.

Hapywenus co cmoponul ckenemuou MycKyiamypbi

[Ipy npumeHeHMM po3yBacTaTMHA BO BCEX J03aX M, B OCOOEHHOCTH, IpPU IpUEME J103

po3yBacTaTtuHa, npesblmaronmx 20 Mr, coodwanock o cleayromux 3pQekTax B OTHOLICHUH

CKEJIETHOM MYCKYJaTypbl: MHUAIIHs, MUONATUs (BKJIHOYas MHO3HUT), B PEAKUX CIydasx —

pabIOMHOIH3 C OCTPOH MOYCUHON HETOCTATOYHOCTHIO M O€3 Hee.

Jlozo3aBucumoe moBbimieHre akTuBHOcTH K®K Habmoganoch y manueHTOB, MPUHUMABIINX

po3yBacTaTuH. B OOJBIIMHCTBE CilydaeB OHO OBUIO HE3HAYUTENIbHBIM, OECCUMIITOMHBIM U

BpeMeHHbIM. B ciyuyae noBsimenus aktuBHocTH KK (6onee yem B 5 pa3 mo cpaBHEHHIO €

BI'H) tepanust nomkHa ObITh npekpaiieHa (cM. paszaen 4.4).

Hapywenus co cmoponsl neuenu

Kak u B ciyuae apyrux uaruoutopos I'MI'-KoA penykrasbl, y HEOOIBIIOTO YKciaa NAlMEHTOB,

IOPUMEHSBIINX pPO3yBAaCTaTWH, HAOIIOAAIOCh J0303aBUCHMMOE  IIOBBIIICHHE AaKTUBHOCTH

TpaHCAMHHA3, IPU 3TOM OOJBIIMHCTBO CIIydaeB ObLUTH HE3HAYUTEIHHBIMH, OECCUMIITOMHBIMH U

KpaTKOBPEMEHHBIMH.

[Tpy npuMeHEeHNN HEKOTOPBIX CTATMHOB COOOILANIOCH O CIEAYIOIUX HeXKeIaTeIbHbIX SABJICHUAX:

e (CekcyanbHas TUCHYHKIIHS.

e lckmouuTenbHO peaKue ciaydaul HWHTEPCTUIHAIBbHON OO0Je3HU JIETKUX, OCOOEHHO IIpH
JUINTEJIbHOM IPUMEHEHHUHU po3yBacTaTHHA (cM. pazfaen 4.4).

YacTtoTa cooOuieHnii 0 ciaydasx paOJOMHOIN3a, CEPhE3HBIX HApYIIEHHH CO CTOPOHBI MOYEK U

CEpbE3HBIX HAPYIIEHUH CO CTOPOHBI MEYEHM (MPEUMYILIECTBEHHO CBSI3aHHBIX C IOBBIIIEHUEM

AKTUBHOCTH «TI€YEHOYHBIX» TpaHCaMHHa3) ObliIa BhIlE Ha (poHe npuema 10361 40 Mr.

Coo011eHne 0 moI03pEBAEMBIX HEXKEIATEIBHBIX PEAKIIMIX

BaxxHo coobmiaTe 0 mojo3peBaeMbIX HeKeIaTeNbHbIX PEeaKIUIX MMOCie PerucTpaluu npenapara
C 1menplo oOecredyeHHus HENMPEepPhIBHOTO MOHHUTOPUHITA COOTHOIIGHHUS <II0NIb3a — PHCK»
JIEKApCTBEHHOTO TIpenapara. MeauIiMHCKUM paOOTHUKAM PEKOMEHIYETCs co0o0marh O JT0OBIX
nonozpeBaeMHx HCXKCIJIATCIbHBIX peaKHI/ISIX J'IeKapCTBeHHOFO npenapaTa qepez HAIITMOHAJIBHBIC
CHUCTEMBI COOOIIEHUS O HEXeNaTeNbHbIX pPEaKIHUsIX TOoCyIapcTB — WieHOB EBpasuiickoro
SKOHOMMYECKOTO CO03a.

Poccuiickas ®@enepanus.

®denepanbHas cyx0a 1Mo Haa30py B chepe 31paBOOXpaHCHUS.
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Anpec: 109012, r. Mocksa, CnapsHckas riomas, . 4, 'Hi;!:-l-._]E-']-'h: BATENEHOCTE 0002)

Tenedon: +7 800 550 99 03

DnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIIMOHHO-TEJICKOMMYHUKAIIMOHHOM ceTn «MHTepHeT»:
https://roszdravnadzor.gov.ru

4.9. Ilepeno3dupoBka

Crieruduueckoro Jie4eHUS TpPU TEPEJO3UPOBKE PO3yBACTAaTMHOM HE cymecTByeT. llpu
NEePEI03UPOBKE PEKOMEHAYETCS MPOBOAUTh CHUMIITOMAaTHYECKOE JIEUEHHE M MEPOIPUATHUS,
HaIpaBJIEHHbIE Ha MoJAepkKaHue (PYHKUIUN KU3HEHHO BaKHBIX OPraHoB M cucteM. HeoOxoaum
KOHTpodb (yHknuu nedeHn W aktuBHocTh KOK. ManoBepoaTrHo, 4To reMoauanus Oyaer

3P PEeKTUBEH.

5.  ®APMAKOJOI'MYECKHUE CBOVMCTBA

5.1. ®dapmakoaMHamMHYecKHe CBOIiCcTBA

®dapmakoTepaneBTUUYECKas TpyIa: THNoIUIuAeMUudeckue cpencra; uaruoutropsl 'MI-KoA-
peAyKTa3bl.

Kon ATX: C10AA07

Mexanusm ageiicTBus

Po3yBacTaTuH sBIs€TCS CEIEKTHUBHBIM, KOHKYPEHTHbIM nHruouropom I'MI'-KoA-penykrassl —
dbepMeHTa, TPEBpANIAIONIETO 3-THIPOKCH-3-METHITIYTapWI KOSH3MM A B  MEBaJOHAT,
NpeIIIeCTBeHHUK XosecTepruHa. OCHOBHOM MMUILIEHBIO JIEHCTBUS pO3yBacTaTUHA SIBISETCS
neyeHb, rae ocymectsisercs cuHTe3 XC U kaTa®olu3M JHUIMONPOTENHOB HU3KOW IUIOTHOCTH
(JITTHIT).

Po3yBacratus yBenMuMBaeT 4nCIO «I1e4eHOUYHBIX» penentopos JIITHII Ha moBepXHOCTH KIIETOK,
noBellas 3axBar W karabomusm JIIIHII, 9ro npuBOOAUT K MHTMOMPOBAHUIO CHHTE3a
JUMONPOTENHOB oOveHb HHU3KOM miotHoctu (JITIOHII), ymeHbimas Tem cambIM oOliee
xomuuectso JIITHIT u JITTOHIT.

dapmakoagnaammudeckue YO P EeKTol

PosyBactatun cHmkaer mnoBbimieHHble KoHueHTpauuu XC-JIITHII, oOmero xonecrepuHa u
tpurnuuepunoB (TI), moBeimaer konunentpauio XC-JITIBII, a Takke cCHUXAeT KOHIIEHTPAILIUH
anonunonporenHa B (AnoB), XC-ueJIIIBII, XC-JIIIOHII, TI-JIIIOHII wu yBenuuuBaer
KOHIIeHTpanuio armoumnonporenHa A-I (AmoA-I) (cm. tabmunst 3 u 4), CHUKAET COOTHOIIICHHE
XC-JIITHIT/XC-JIIBII, obumuit XC/XC-JIIBII u XC-ueJIIIBII/XC-JITIBIT u cooTHOUIEHHE
AnoB/AnoA-I.
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TepaneBtuueckuii 3pQPexT pa3BUBACTCS B TEHEHUE d%ﬁ@gﬁ“ﬁgﬂéwﬁh&fa'r%nnn

pO3yBacTaTUHOM, uepe3 2 Henenu JjedeHus gocturaer 90 % oT MakCMMalbHO BO3MOKHOIO
apdexra. MakcUManbHbIA TepaneBTHYECKH A(PQPEeKT 0ObIMHO AOCTHraercs K 4-oi Hemene

Tepanuu 1 NOJJePKUBACTCS MPHU PETYISIPHOM MpUEeMe Ipernapara.

Tabmuna 3. Jlo3o3aBucuMbIil 23PPEKT y MANUEHTOB C MEPBUYHON THIEPXOICCTCPUHEMHCH (TUTT
lla u llb mo ®penpukcony) (cpeaHee CKOPPEKTHPOBAHHOE IIPOLIEHTHOE HW3MEHEHHE I10
CPaBHEHHIO C UCXO/IHBIM 3HAYCHUEM )

Ho3a Koa-Bo XC- O0mmi XC- T XC- AnoB | AnmoA-I|
nanuenton | JIITHII XC JITIIBIT neJIIIBII
[Tnane6o | 13 -7 -5 3 -3 -7 -3 0
10 mr 17 -52 -36 14 -10 -48 -42 4
20 mr 17 -55 -40 8 -23 -51 -46 5
40 mr 18 -63 -46 10 -28 -60 -54 0

Ta6muna 4. Jlozo3aBrcumblii 3¢ GekxT y nanueHto ¢ runeprpuriaunepuaemucii (tum b u 1V no
®peapukcony) (cpeaHee NPOIEHTHOE U3MEHEHHE 110 CPABHEHUIO C MCXO/IHBIM 3HAUE€HUEM )

Ho3a Koa-Bo T XC- | O6mmii | XC- XC- XC- TI-
NnanueHToB JIITHIT XC JIIBII | neJINBII | JIITOHIT | JITTIOHII
[Tnanebo | 26 1 5 1 -3 2 2 6
10 mr 23 -37 | -45 -40 8 -49 -48 -39
20 mMr 27 -37 | -31 -34 22 -43 -49 -40
40 mr 25 -43 | -43 -40 17 -51 -56 -48

Kinuanueckas 3¢ dekTUBHOCTE M O€30IIaCHOCTE

Po3yBactatuH »(@eKTHBEH y B3pOCIBIX MALMEHTOB C THUIEepXolecTepuHeMuer ¢ wim 0e3
TUIEPTPUTIUIIEPUAEMHUH BHE 3aBUCHMOCTH OT PacoBOM MPUHAJUIEKHOCTH, 1I0J1a WM BO3pacTa, B
TOM YHCJIE Y MAIIUEHTOB C CaXapHbIM TUAa0ETOM M CEMENHON runepxoecTepuHeMuei.

VY 80 % manuentoB ¢ runepxonecrepunemueii lla u 11b mo ®penpukcony (cpenuss ucxomHast
koHueHnTpauuss XC-JIITHIT okono 4,8 mMMonw/i) Ha ¢oHe mpuema mpenapata B jno3e 10 mr
koHueHTpauus XC-JIITHII nocturaet 3HaueHuit MeHee 3 MMOJIB/II.

Y namueHToB € TETEPO3UIOTHOM  CEMEMHOM THMIEPXOJIECTEPUHEMHEH, IOJYyYaroIIHUX
po3yBactatTuH B no3e 30-80 Mr, oTMeuaeTcsl IOJIOKWTENbHAas JAWHAMUKA IIOKa3aTesen
aunuaHoro mnpoguis (uccieoBaHue ¢ yyactueM 435 mamuentoB). Ilocnme TuTpoBaHus 10
cyrouHol no3bl 40 mr (12 Henenb Tepanuu) oTMeyaeTcsi cHUKeHue koHueHTpauu XC-JIITHIT
Ha 53 %. Y 33 % manmenToB nocturaercs koHneHnTpamnus X C-JIITHIT menee 3 MMoub/i.

Y nanuMeHToB € TOMO3MIOTHOM CEMEHHOW TUIEPXOJECTEPUHEMHUEH, NPUHUMAIOLINX
po3yBactaTuH B f03e 20 mr u 40 mr, cpennee cHmkenue konuentpauuu XC-JIITHII cocraBnsier

22 %.
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817 Mr/mn, momy4aBIIMX PO3YyBacTaTHH B J03€ OT 5 Mr 10 40 Mr ouH pa3 B CyTKHA B TCUCHHE
6-Tu Heaenb, 3HAYNTEIBHO CHIDKANIACh KoHIeHTpanus T B ma3me kpoBu (cM. Tadmuity 4).
AnmutuBHbIE  d(pdekr oTmeuaeTcs B KoMOumHanuu ¢ ¢deHopuOpaToM B OTHOIICHHH
KOHIEHTPAllUU TPUIJIMLEPUIOB U C HUKOTMHOBOW KHCIOTOM B JUIUACHIKAIOUIMX /033X B
otHoureHun konueHrpauuu XC-JIIBII (cm. Takxe paznen 4.4.).

B uccnenoBannn METEOR c yyactuem 984 nmanueHToB B Bo3pacte 45—70 €T ¢ HU3KUM PUCKOM
paseutusi MBC (10-nmetHmit puck mno PpamuHremckoil mikaae wmenee 10 %), cpeanei
koHnentpanuu XC-JIITHIT 4,0 mmonw/n (154,5 mr/mn) u CyOKIMHHUYECKHM aTEPOCKIEPO30M
(KOTOpBIN OLEHUBAJICA IO TOJIIHMHE KOMIUIEKCA «MHTHUMa-Menua» COHHbIX aprepuil — TKMIM)
U3y4aJIOCh BIMSHHUE PO3yBacTaTHHA Ha TOJIIIMHY KOMIUIEKCA «MHTHMAa-MEINa.

[TaruenTsl monyyanu po3yBacTaTuH B o3¢ 40 mr/cytku nubo mianedo B TedeHue 2 JieT.
Tepamus  po3yBacTaTHHOM  3HAYUTENIBHO  3aMEAJsla  CKOPOCTh  IPOrPECCHUpPOBAHUS
MakcumanbHo TKHUM st 12 cerMeHTOB COHHOM apTepud IO CPAaBHEHHUIO € ILIanedo ¢
pazmuunem Ha -0,0145 mm/rom [95 % nmoBeputensHbld uHTepBan oT -0,0196 mo -0,0093;
p < 0,0001]. TMo cpaBHEHHIO C HMCXOAHBIMH 3HAYEHHSIMH B TPYIIE pPO3yBaCTaTHHA OBLIO
OTMEUYEHO yMeHblIeHHe MakcumanbHoro 3HaueHus TKHUM wna 0,0014 mm/rox (0,12 %/ron
(HETOCTOBEPHOE PA3JIMYKE)) IO CPABHEHUIO C YBEITMYCHUEM dToro rmokasarens Ha 0,0131 mm/rox
(1,12 %/ron (p < 0,0001)) B rpynme miane6o. Jlo HACTOAIIET0 BPEMEHU NPSIMOH 3aBHCUMOCTH
Mexny ymenbiieHneM TKUM u  CcHIDKEHHEM pHCKa CEpAEYHO-COCYIUCTBIX COOBITUH
npoaeMoHcTpupoBaHo He Obu10. MccnenoBanue METEOR mpoBoannoch y maiueHTOB ¢ HU3KUM
puckom UBC, nns kotopbix no3a po3yBactaTuHa 40 Mr He sBIseTCS peKOMeHJoBaHHOU. Jlo3a
40 Mr IOJDKHA IPUMEHSATHCS Y MAlMEHTOB C BBIPAKEHHOUW THIIEPXOJIECTCPUHEMHUEH M BBICOKUM
PHCKOM CEep/I€YHO-COCYIAMCTBIX 3a00JI€BaHUII.

Pesynbratel npoBeaennoit uccnenoanust JUPITER (O6ocHoBaHMe nmpuMeHEHHs] CTATUHOB AJIS
NEPBUYHON TPOQPHUIAKTHKN: WHTEPBEHIIMOHHOE HCCIIEZIOBAaHUE IO OIEHKE pPO3yBacTaTHHA) Y
17802 mnanueHTOB mOKa3alM, YTO pPO3YBACTAaTUH CYIIECTBEHHO CHW)KAll PHUCK pPa3BUTHS
CepAEYHO-COCYTUCTBIX OCIOXHEeHUH (252 B rpynme ruianebo mo cpaBHeHHIo ¢ 142 B rpymme
posyBactatuHa) (p < 0,001) co cHmkeHneMm oTHocUTeabHOrO pucka Ha 44 %. DddexTuBHOCTD
Tepanmuu ObUTa OTMEYeHa dYepe3 O TEpBBIX MeCSIeB INpHMEHeHHs mpenapara. OTMedeHo
CTaTHUCTUYECKU 3HAuYMMOe CHIDKeHHe Ha 48 % KOMOMHHMPOBAHHOTO KPUTEPHsI, BKIIOYABIIETO
CMEPTh OT CEepPACUYHO-COCYTUCTBIX MPUYUH, MHCYIbT W WH(PApPKT MHUOKapJa (COOTHOIICHHE
puckoB: 0,52, 95 % noseputenbHbiii uHTEpBan 0,40-0,68, p < 0,001), ymensmenue nHa 54 %
BO3HUKHOBEHHUsI (paTayibHOTO WM HedaTtasbHOro MH(papKkTa MHUOKapaa (COOTHOIIEHUE PHCKOB:

0,46, 95 % noseputenbHbl uaTEpBan 0,30—0,70) 1 Ha 48 % — daranpHOTO WM HEe()ATATLHOTO
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puckos: 0,80, 95 % nosepurensHbiil uHTEpBan 0,67-0,97, p = 0,02). [Ipoduns Ge3omacHOCTH Y
MAIMEHTOB, MPUHUMABIIUX pO3yBacTaTuH B 1o03¢ 20 mr, ObUT B IEJIOM CXOX C mpoduiieM
0e301acHOCTH B TpyIIe miamnedo.

5.2. dapMakoKHHeTHYEeCKHE CBOWMCTBA

AOGcopouus

MakcumManbHasi KOHIEHTPALUS PO3YBACTATHHA B IUIA3ME KPOBH JOCTHTACTCS MPUOIU3UTEIHHO
yepe3 5 YacoB TOCiE TNepopalibHOro mpuema. AOCOMOTHas OHOJAOCTYIHOCTh COCTAaBIISIET
npumepHo 20 %.

Pacnopenenenne

O0beM pacripeneneHust pozyBacTaTMHa cocTasisieT npuMepHo 134 n. [Ipubnuzurensro 90 %
pO3yBacTaTHHA CBS3BIBACTCS C OEIKAMHU IJIa3Mbl KPOBH, B OCHOBHOM C aJIbOyMHUHOM.

BI/IOTDaHCd)ODMaHI/IH

PosyBactatnH MeTabOMM3MpPyeTCss MPEUMYIIECTBEHHO MEYEHBIO, KOTOpas SBISETCS OCHOBHBIM
MECTOM CHHTE3a xoJiectepuHa u metabonuzma XC-JITTHIL.

PosyBactatuH mojaBepraeTcss orpaHuueHHOMY Mmetabonusmy (okono 10 %). PosyBacraTtun
ABIIIETCS. HEIPOPHUIBHBIM CyOCTpaToM uid MeTabonu3ma n3ohepMeHTaMHu CUCTEMbI LIUTOXPOMa
P450. OcHoBHBIM H30()E€PMEHTOM, YYaCTBYIOIIMM B METa0OJIM3ME PO3yBacTaTHHA, SIBJISCTCS
uzopepmertr CYP2CY9. Uzodepmentsr CYP2C19, CYP3A4 u CYP2D6 BoBieYCHBI B
MeTaboIM3M B MEHbILIECH CTETICHH.

OCHOBHBIMU BBISIBIICHHBIMU MeTa0oIUTaMU po3yBacTaTUHA SIBJISIFOTCS
N-mecMeTHIpOo3yBacTaTHH U JAKTOHOBBIE META00IUTHI. N-1eCMEeTUIIPO3yBaCcTaTHH MTPUMEPHO Ha
50 % MeHee aKTHBEH, YEM pPO3YBaCTaTHH, JAKTOHOBbIE METaOONMUTHI (PapMaKOIOrMUEcKd He
akTuBHBL. bornee 90 % dapmakonornueckoil akTHBHOCTH 110 MHTMOMPOBAHUIO LIUPKYIUPYIOIEH
I'MI'-KoA-penykra3bl 00ecrieqnBaeTcsi po3yBacTaTUHOM, OCTAIILHOE — €r0 METa0O0IUTaMHU.
DJIMMUHAIIHS

Okonmo 90 % mo3bl po3yBacTaTWMHA BBIBOAUTCS B HEU3MEHEHHOM BHJE 4Yepe3 KHUIICUHHK
(Burouyasi abcopOMpoBaHHBI M HeabcopOMpOBaHHBIA po3yBacTaTuH). OcTaBlIasCs 4YacTh
BeIBOAMTCS noukamu. Ilepuon nmomysbiBenenus (Ty) cocraBnser mpumepHo 19 uacos. Ilepuon
TIOJTYBBIBEJICHUS] HE M3MEHSETCS MPH YBEIMYCHUH /036l npenapara. CpeqHuid reoMeTpHIecKuit
MJIa3MEHHBINA KIIMPEHC COCTaBisieT mpubausutenbHo S0 i/gac (koadduruent Bapuaruu 21,7 %).
Kak um B cmywae apyrux wunrubutopoB I'MI-KoA-penykTassl, B NpOLECC «IEUYEHOYHOTO»
3axBaTa pO3yBacTaTHHA BOBJEYEH MEMOpaHHBIN INEPEHOCUMK XOJIECTEpUHA, BBIMOIHSIOUIMN

BAXXHYIO POJIb B MICYCHOTHOU OJIMMHUHAaOWKW pO3yBaCTaTHHA.
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JIMHEHHOCTh (NOCNEQCBATENEHOCTE 0002)

CucreMHOe  BO3JEHCTBHE  pO3yBacTaTMHA  YBEJIMYMBAETCS  IIPONOPLHMOHAIBHO  J103€.
PapMaKOKMHETUYECKUE IIaPAMETPBI HE U3MEHSIOTCS IIPU €XKEAHEBHOM IIPUEME IIperapara.

Oco0nlie I'pYHOIIbI TAMEHTOB

Bospacm u non

[Ton u BO3pacT HE OKA3bIBAIOT KIMHMYECKH 3HAYMMOIO BIMSHUS Ha (HaPMAKOKUHETHKY
po3yBacTaTUHa.

Omuuueckue epynnsi

DapMaKOKMHETUYECKUE HCCIEAO0BAaHUS TOKa3alu MPUOIU3UTENbHO ABYKPATHOE YBEIUYCHHE
Meauanbl AUC u Cmax po3yBacTaTUHA y NAIMEHTOB MOHTOJIOUIHON pachl (SIMOHIIEB, KUTANIIEB,
(GWIMNNUHIEB, BHETHAMIIEB M KOPEWIIEB) 1O CPAaBHEHHIO C E€BPOINCOMIAMHU; Y HHIHMHCKHX
nanueHToB nokasaHo ysenndeHue Meauanbl AUC u Cmax B 1,3 pa3a. @apMaKkOKMHETUYECKUN
aHAJIU3 HE BBISBUII KIIMHUYECKH 3HAUUMBIX Pa3iuyuil B (papMakOKMHETUKE CPEIu eBPOIEOUIOB
U IIPEJCTaBUTENIEH HETPOUTHON pachl.

Hapywenue ¢ynxyuu novex

VY nmanueHToB ¢ HapylleHHeM (YHKIHMH MOYeK JIETKOW U CPEHEW CTENeHU TSHKECTH BeIMYMHA
MJIa3MEHHOW KOHIEHTPAIlMU PO3yBacTaTHHA WM N-IeCMETHIPO3yBacTaTHHA CYIIECTBEHHO HE
MeHsieTcsl. Y TAalMeHTOB ¢ HapylieHueM ¢GyHKkmuu mnoudek Tspkenoi creneHn (KK menee
30 muI/MHH) KOHIIGHTpalUsi pO3yBacTaTHHA B IJJa3Me KPOBH B 3 pa3a BBINIE, a KOHIICHTPALUSI
N-gecmeTunposyBacTaTiHa B 9 pa3 Bblllie, YeM Y 370POBBIX T00poBObIeB. KoHieHTpamus
po3yBacTaTMHa B IUIa3M€ KPOBU Yy TMALMEHTOB, HAXOJMIIMXCS Ha TeMojauanuse, ObLIa
npubm3uTenbHO Ha 50 % BbIIIE, UeM Y 3TOPOBBIX 10OPOBOJIBIIEB.

Hapywenue ¢pynkyuu neuenu

B uccienoBanuu ¢ yqyactueM ManMeHTOB ¢ HapylIeHHeM (QYHKIMM NeUeHH Pa3InyHOM CTerneHu
TSOKECTH HE BBISBICHO YBEJIMYEHUS NEPHOJA MOITYBBIBEACHHs pO3yBacTaTHHA y MAlMEHTOB C
7-10 Oaymutamu U MeHee o mkane Yanna-Ilsro. ¥V nByx manueHToB ¢ 8-10 M 9-10 Oanmnamu 1o
mkane Yana-IIlpro OTMEYEHO yBenMYEHUE IEPUOAA TNOJYBBIBEACHHUS, IO KpalHEW Mmepe, B
2 pa3a 1O CPaBHEHMIO C MAIlMEHTaMHM C MEHBIIMM KOJIMYeCTBOM OamioB. ONBIT MPUMEHEHUS
pO3yBacTaTHUHa y MAMEHTOB ¢ Oosee yeM 9-to 6amnamu no mkane Yaina-I1bto oTcyTCTBYET.
T'enemuueckuti nonumopghusm

Wurubutoper I'MI'-KoA-peaykra3sl, B TOM 4YHCJIE€ pPO3YBACTaTUH, CBS3BIBAIOTCA C
TpancnopTHeiMH Oenkamu OATP1B1 (monumenTun TpaHCIopTa OpPraHUYECKUX aHUOHOB,
y4acTBYIOIIMH B 3axBare ctaTuHOB rematouutamu) u BCRP (addmrokcubiit Tpancnoptep). Y

Hocutened renorunoB SLCO1B1 (OATP1Bl1l) c¢.521CC u ABCG2 (BCRP) c.421AA
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oTMevasiochk yBenuueHue skcnosuiuu (AUC) p 3yBaCTa{H/};'1§-1-3] El‘,%%?‘,z‘: %H%%Iﬁéi‘b‘l%hHo,

1o cpaBHeHHIo ¢ Hocutensimu reHotunoB SLCO1B1 ¢.521TT u ABCG ¢.421CC.

6. ®APMAIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTeJbHBIX BelIECTB

Cocmas si0pa mabaemxu:

JlakTo3a 6e3BoiHAs

Kanbius kapbonat

Kpocnosunon

Kpaxman kapTodenbHbIi

Maruus creapat

Kpemuus 1MoKCuI KOJITIOUAHBIN

Cocmag 0b6o10uku mabremku.

Komnosuyus ons obonouku benozo yeema.

[TonmMBUHUIIOBBIN CIUPT

Turtana auokcun (E171)

Maxporou (ToMMA THIICHTITHKOIB) 3350

Tanbk

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rognocTu (CpoK XpaHeHHs)

3 roxa.

6.4. OcoOble Mepbl MPeI0CTOPOKHOCTH NIPH XPAHEHUH

XpaHHTh B 3aIIUIIEHHOM OT CBETa MeCTe MpH TeMIieparype He Boiie 25 °C.

6.5. XapakTep u coaep:kaHHe MEPBUYHOI YIAKOBKH

I[To 10, 14 wmm 15 TabneTok B KOHTYPHYIO SYEHKOBYIO VYIAKOBKY U3 IIJIEHKU

noauBuHUIXI0pUIHOHK (IIBX) 1 honbru anroMuHneBoi neyaTHON JIaKHPOBAaHHOM.

Ilo 1, 2, 3,4, 5, 6, 8 unn 9 KOHTYPHBIX SUEHKOBBIX YIAKOBOK BMECTE C MHCTPYKIMEH IO

MPUMEHEHHUIO TIOMEIIAIOT B MAYKy U3 KapTOHA KOPOOOYHOTO.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TP  YHUYTOKEHHUH  WCNOJIH30BAHHOIO
JIEKAPCTBEHHOI0 TMpenapara WM OTX0J0B, MOJYYEHHbIX IMOcCJde TNPUMEHEeHHUSs
npenapara, u Apyrue MAaHUMyJISIIUN C MPenapaTom

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.
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7. JEP)KATEJb PETUCTPAIIMOHHOIO YIOCTOBEPEHMSE 'EHUCTE 0002]

Poccniickas @enepanvs

000 «M3Bapuno ®apmay, Poccust

108817, r. MockBa, kM BHykoBckoe mocce 5-i (. BuykoBckoe), agma. 1, ctp. 1.
Tenedon: +7 (495) 232-56-55;

dakc: +7 (495) 232-56-54.

OnekrponHas moura: info@izvarino-pharma.ru

7.1. IlpencraBuTe/ib Aep:KaTesisi perucTPallMOHHOIO Y/10CTOBEPEeHH s

[Iperen3zun HOTDC6HTCHCﬁ HaIIpaBJIATH I10 aApPECY.

Poccniickas @enepanys

000 «M3Bapuno ®apmay, Poccust

108817, r. MockBa, km BaykoBckoe mocce 5-i (. Buykosckoe), nsia. 1, ctp. 1.
Tenedon: +7 (495) 232-56-55;

dakc: +7 (495) 232-56-54.

Onekrponnas nmoura: info@izvarino-pharma.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA

9. JATA NMEPBUYHOM PETUCTPAIIMU (ITOJATBEPXJIEHUSI PETUCTPAILIMH,
HEPEPEI'UCTPALINN)

JlaTa niepBo perucTpanuu.

10. JATA NEPECMOTPA TEKCTA

OOmas  XxapakTepuCTHKa JIEKAPCTBEHHOro mpenapata Po3yBactaTMH  JOCTynmHa  Ha
nH(pOpMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHMYECKOTO COr03a B HH(OPMALMOHHO-

KOMMYHHKaIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org
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