COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 15.05.2024 Ne 9431

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHGFOTIPERAPATA 1001

1. HAUMEHOBAHHUE JJEKAPCTBEHHOI'O IIPEITAPATA
Kapauonur, 5 Mr, TaGNeTKH, TOKPHITHIE TUICHOYHOW 000JIOUKOM
Kapanomnum, 10 mr, TabieTKH, MOKPHITHIE TNIEHOYHOU 000JI0UKOM

Kapaunonumn, 20 Mr, Ta0eTKu, MOKPHITHIC TUICHOYHONH 000JI0UKON

2. KAMECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB
JelicTBytol1lee BEUIECTBO: pO3YBAaCTATHH.

Kapanonun, 5 Mr, TabJIETKH, ITOKPBITHIE ILIEHOYHON 000J04YKOU

Kaxnas Tabnerka cogep uT 5 Mr po3yBacTaTrHa (B BUAE KaJIbIIHA).

Kapanomnnn, 10 mMr, TaOJIETKH, IIOKPLITHIE INIEHOYHOU 000JI0YKOH

Kaxxnas tabnerka conepxut 10 Mr pozyBactatuHa (B BUIe KAJIBIIHS).

Kapanonun, 20 Mr, TablIeTKU, HOKPHITHIE ILIEHOYHON 000J10YKON

Kaxxnas Tabnerka cogepxut 20 Mr pozyBacTaTrHa (B BUAC KAJIBIINS).

[TonHbIi mepeyeHb BCIIOMOTATENbHBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyeTKu, MOKPHITHIEC TNIEHOYHONW 000JIOUKOM.
Kpyrubie, 1BOSIKOBBITYKJIIbIE TAOJIETKH, IOKPHITHIE TNIEHOYHON 000JI0YKO# OT CBETIIO-PO30BOTO J10

po3oBoro 1Bera. Ha monepeuyHoM pa3pe3e — BHyTPEHHUH CIIOH 0eJI0ro UiIH MOYTH OENIoTo IBETA.

4. KIMHUYECKUE JAHHBIE

4.1. IToka3aHusl K NPUMEHEHHUIO

[Ipenapat Kapanonun nokasas AJi IpUMEHEHHUS y B3pOCIbIX B Bo3pacTe oT 18 er.

e [IepBUYHAs TUIepxojiecTepuHeMus no kiaccuukanun Ppeapukcona (tun lla, Brirouas
CEeMEHHYIO TeTepPO3UTOTHYIO TUIIEPXOJIECTEPUHEMHIO) WIIM CMEIIaHHAs TUTIEPX0JIECTEPUHEMUS
(tun IIb) B kauecTBe MONOJHEHUs K JMeTe, KOTJa AMETa U Jpyrue HeMeIUKaMEHTO3HbIE
METO/bI JIedeHUs (Hanpumep, Gu3ndeckue ynpaxxHeHU s, CHUKEHHE MacChl T€JIa) OKa3bIBAIOTCSA
HE/I0CTaTOYHBIMHU;

e ceMeifHasi TOMO3UTOTHAs THIEPXOJIECTEPUHEMHUSI B Ka4eCTBE JONOJIHEHUS K TUEeTe U JAPYron
munuAacHWKaromen tepanuu (Hanpumep, JIITHII-adepes), unu B ciydasx, Korga nogo0Hast
Tepanus HeJOCTaTOYHO 3((HEKTUBHA;

e runeprpurmuepuaeMus (tun IV no knaccudukanun OpeapukcoHa) B KaUeCTBE TOMOTHEHUS

K JIHETE;
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MalMeHTOB, KOTOPHIM TTOKa3aHa Tepamus I CHKeHUs KoHieHTparuu oomero XC u XC-
JITTHIT;

e [epBUYHAS MPO(UIAKTHKA OCHOBHBIX CEPACYHO-COCYIHMCTHIX OCJIOKHEHHH (MHCYJIbTa,
uH(papKTa, apTepUAIBHONW PEBACKYISIPU3ALMKN) y B3pOCIBIX MAIMEHTOB 0€3 KIMHHYECKUX
npusHakoB MBC, HO ¢ MOBBILIEHHBIM PUCKOM €€ pa3BUTHs (Bo3pacT crapmie 50 ser ais
MY>K4YMH U ctapiue 60 JeT /Ui )KeHIUH ), MOBbIIIeHHas: KoHLeHTpauus C-peakTuBHOro Oeska
(> 2 mr/11) IpY HATUYMH, KaAK MUHUMYM OJTHOTO W3 JOTIOJHUTEIBHBIX (DAKTOPOB PUCKA, TAKUX
KaK apTepuaibHas TUNepTeH3us, Huskas koHueHTpauus XC-JIIIBII, xypeHue, cemelHbII

anamHe3 panHero Hauana UBC.

4.2. Pexxum 103UPOBAHUSA M CTIOCO0 MPUMEHEHUs

PexxuM 103upoBaHus

Jlo Havana Tepanuu npenaparoM Kapanonun nanueHT J0KeH HauyaTh COOJII0IaTh CTAaHIAPTHYIO
TUTIOXOJIECTEPUHEMUYECKYIO JIUETy M TMPOJOJIKATh COON0JAaTh €e BO Bpems jeueHus. Jlo3a
mpenapaTta JI0JDKHA MOAOMpAThCS HWHAMBHAYAIbHO B 3aBUCHMOCTH OT IleJiell Tepanud u
TEpaneBTUYECKOTO OTBETAa Ha JeUeHHUe, MPUHMMAas BO BHHMaHUE TEKyIIME PEKOMEHIAIUU IO
1EJIEBbIM KOHIEHTPALUSIM JTUITUIOB.

Pexomenayemast HauanbHas JA03a [ MALMEHTOB, HAYMHAIOIIMX MPUHUMATDH MIpenapar, Win Jjist
MaIlMEeHTOB, TMEPEBEICHHBIX C mpueMa Apyrux HHruouTopoB I'MI-KoA-pemykrTassl, mOKHA
coctaByaTh S Mr uiu 10 mr npenapara Kapaunonun 1 pas B cytku. [Ipu BeiOOpe HauaabHOM J03BI
clenyeT PYyKOBOJACTBOBATHCS MHAMBUAYAJIbHBIM COJCPXKAHUEM XOJIECTEpUHA M MPUHUMATh BO
BHUMaHUE BO3MOXHBIH PHUCK CEPACYHO-COCYAUCTBIX OCJOKHEHUH, a Takke HEOoO0XO0IUMO
OLICHUBATh MOTEHLUATIBHBIN PUCK PA3BUTHS HEXKeENAaTeIbHBIX peakiuil. B cimydae HeoOxoaumocTu
71032 MOKET OBITh YBEJIMUCHA 10 Oobie yepes 4 nepenu (cm. pazmen 5.1.).

B cBsi3u ¢ BO3MOXHBIM pa3BUTHUEM HEXKENATENbHBIX peakiuil mpu mpueme 103bl 40 mr, 1o
CpPaBHEHHIO ¢ OoJiee HU3KMMH J103aMU Tpenapata (cm. pasznen 4.8.), yenuuenue 10361 10 40 mr,
MOCJI€ JOMOJHUTEIBHOTO MpHUeMa JI03bl BhIIIE PEKOMEHyeMOW HayalbHOUM J103bl B T€UEHHE 4-X
HeleNb Tepanmud, MOXET TMPOBOJUTHCS TOJBKO Yy TAIMEHTOB C TSXKENIOM CTENneHbIo
TUIEPXOJECTEPUHEMUH U C BHICOKUM PUCKOM CEPACYHO-COCYIUCTBIX OCI0XKHEHUN (0OCOOEHHO y
NAaIMEeHTOB C CEMEHHOI TUIepXojecTepuHEMHeii), Y KOTOPBIX HE ObUI JOCTUTHYT >KeTaeMbIi
pe3yNbTaT Tepanuu npu npueme 0361 20 MT, 1 KOTOpbIe OyAyT HaXOIUTHCS MO HAOII0IEHUEM
cnenuanucta (cMm. pasgen 4.4.). PekomeHmyercs OCOOEHHO TIIATEIbHOE HAOIOACHHUE 32
MaleHTaMHu, MOJyYaroluMu rpenapar B 103e 40 mr.

He pexomenayercst Ha3HadeHue 10361 40 Mr manueHTam, paHee He 0OpaIaBIIuMCS K Bpady.
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KOHTPOJIb MTOKa3aTesei TMIUAHOro oOMeHa (Mpu HEOOXOAMMOCTH TPeOYeTCsl KOPPEKIUS J036I).

Oco0ble rpyInel NALKUEHTOB

Tayuenmul nodxcunoco 6o3pacma

He Tpebyercst KoppeKuu 1035l.

Tayuenmoi ¢ HapyweHuem yHKyuu novex

Y NauMeHToB € MOYEYHOM HEIOCTATOYHOCTBIO JIETKOM WM YMEPEHHOW CTENEHHM TSKECTH
KOPPEKIUs NT03bI HE TpeOyeTcs. Y MalMeHTOB C TsKeNod mouedHoi HemoctaTouHOCThI0 (KK
menee 30 mu/mMuH.) mpuMeHeHue npenaparta Kapauonun npotuBonokaszano. [IpoTuBonokazaHo
npUMEHeHHe TpenapaTa B 103¢ 40 Mr nareHTaM ¢ yMEpeHHbIMU HapYUICHUSAMHU (QYHKLUHU ITOYEK
(KK 30 — 60 mn/muH.) (cM. pazgensl 4.4. u 5.1.). [lamentam ¢ yMepeHHBIMH HapyLICHUSAMU
GyHKIIUYM TOYEK peKOMEHyeTCsl HauajbHas /103a IpernapaTa 5 Mr.

Ilayuenmul ¢ nHapywenuem ynKyuu neveHu

Po3yBacTtaTHH NpOTHBOIIOKAa3aH MalMEHTaM C 3a00JIE€BaHUSMHU TIEYCHH B aKTUBHOH (aze (cMm.
paszaen 4.3.).

Ocobvie nonynayuu. Imuudeckue 2pynnol

[Ipu wu3yuyeHuM  (QpapMaKOKMHETHYECKHUX TMapaMeTpoB poO3yBacTaTUHA Yy  MAIMEHTOB,
IPUHAUIEKAIIMX K pa3HbIM OSTHUYECKMM TIpyIIaM, OTMEYEHO YBEIWYEHHE CUCTEMHOMU
KOHLICHTPALMK PO3yBacTaTHHA CPE/IM NAIMEHTOB MOHTOJIOUIHOM packl (cM. paznen 4.4.). Cnenyer
YUUTHIBATh JaHHBINA (DaKT MpU Ha3HaUEHUU Npernapara Kapauoaun 1aHHBIM IpymaM MaiydeHTOoB.
IIpn naznHayenuun n03 10 Mr m 20 Mr pekoMeHIyeMmas HaudajibHas J03a [JIs MNalueHTOB
MOHI'0JIOMTHOH pacskl cocTaBisieT 5 Mr. [IpoTuBonokasaHo Ha3HaueHue npenapara B go3e 40 mr
HanyMeHTaM MOHTOJIOHTHOM packl (cM. pa3uen 4.3.).

T'enemuyeckutl nonumopghusm

Y wocureneir renorunoB SLCO1B1 (OATP1B1) c¢.521CC u ABCG2 (BCRP) c.421AA
oTMeyanochk yBenudeHue skcrnosuiu (AUC) k po3yBacTaTHHy HO CPAaBHEHHMIO C HOCHUTEISIMU
regorunioB SLCO1B1 ¢.521TT u ABCG2 ¢.421CC. g manueHTOB-HOCHTENEH TEeHOTHIIOB
¢.521CC unu c.421AA pekoMeHayeMas MaKCUMaJIbHas f03a npenapara Kapauonum cocraBiser
20 Mr onuH pa3 B cyTKH (cM. pa3aensl 4.4.,4.5.u 5.2.).

Tlayuenmui, npedpacnoniodcennvle K MUonamuu

[IpoTuBoOMOKa3aHO Ha3HAUEHUE MpenapaTa B 03¢ 40 Mr manueHTam ¢ (pakropaMu, KOTOPhIE MOTYT
YKa3bIBaTh Ha MPEAPACIIONOKEHHOCTD K pa3BUTHIO MuonaTuu (cM. pazzaen 4.3.). [Ipu HazHaueHUn
103 10 mr u 20 Mr pekoMeHayeMasi HadalibHas 103a JJIsl JaHHOW TPYyMIibl NAllUEHTOB COCTABIISIET

5 mr (cm. paznen 4.3.).
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ConyTCcTBYIONIAA TeEpanus

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

Po3yBacTaTHH CBSA3BIBAETCS C Pa3IMYHBIMH TPAHCIOPTHRIMU Oenkamu (B yactHoctd, ¢ OATP1BI
u BCRP). Ilpm coBmecTHOM mnpuMeHeHMH Ipenapara Kapauwomun ¢ JeKapCTBEHHBIMU
npenapataMu (TaKMMHU Kak LUKIOCIIOPHH, HEKOTOpble MHTHOMTOPHI mpoTea3sl BUY, Bkitouas
KOMOWHAIIMIO PHUTOHAaBHpAa C  aTa3aHAaBUPOM, JIOMIMHABUPOM W/ MW  TUIIPAHABHPOM),
NOBBINAIONIMMY KOHIIGHTPALMIO pO3yBacTaTWHAa B IUIa3ME€ 3a CUET B3aUMOJCHCTBUA C
TPAHCHOPTHBIMH O€JIKaMU, MOXET MOBBIIIATHCA PUCK MHONATUHU (BKJIIOYast pabaoMHOIN3) (CM.
pasmensl 4.4, m 4.5.). B Takux ciaydasx claeayeT OIEHHTh BO3MOXKHOCTh Ha3HAUYCHHS
aNbTepHATUBHOW Tepanuy Ui BPEMEHHOTO MpekpaiieHus npuemMa npenapata Kapauonumn. Ecnu
K€ TMPUMEHEHHME YKa3aHHBIX BBIIIE MPENapaToB HEOOXOAUMO, CIEAYET OLIEHUTh COOTHOILICHHUE
NIOJIB3bI M PUCKA COMYTCTBYIOMIEH Tepanuu rnpenaparom Kapauonumn u paccMOTpeTh BO3MOKHOCTD
CHIDKEHHS €ro 10361 (M. pasnen 4.5.).
eTu

BezonacHocTh M 3 GEKTUBHOCTh IPUMEHEHUSI pO3yBacTaTHHA y JieTell B Bo3pacTe 10 18 ner He
ycTaHOBIEHBI. J[ocTaTOYHOE KOJIMYECTBO IaHHBIX OTCYTCTBYET.

Croco0 IIpuMeHeHus

BHyTpb, HEe pa3keBbIBaTh U HE U3MeNIbUaTh TaOJIETKY, MPOTIaThIBATh IIEIMKOM, 3aiBasi BOJOM.

[Ipenapar MoxeT Ha3HAYATHCS B JTH0O0E BpeMs CyTOK HE3aBUCHUMO OT BPEMEHH MpHeMa IHIIH.

4.3. IIpoTuBONOKA3aHUS

® TUIEPUYYBCTBUTEIBHOCTh K PO3YyBaCTaTHHY WM JIIOOOMY K3 BCIIOMOTaTENbHBIX BEIIECTB,
IIEPEUNCIICHHBIX B pazzene 6.1.;

e 3a00JIcBaHUSl TICUCHW B AaKTUBHOW (paze, BKIIOYAs CTOMKOE TOBBIIMICHHE CHIBOPOTOYHOMN
aKTUBHOCTH TPaHCAMUHA3 U JII000€ MOBBIILIEHUE aKTUBHOCTU TPAaHCAMHUHA3 B CHIBOPOTKE KPOBU
(6omnee ueM B 3 pa3a 1o CpaBHEHHIO C BEpXHEH TpaHUIIe HOPMBI);

e HapyuieHus QyHKuuu nouek Tsokenoi crenenu (KK menee 30 mu/mun);

® MHOMATHS;

® [alMeHTaM, NPEPaCcOIOKEHHBIM K Pa3BUTHIO MUOTOKCUYECKHUX OCIIOKHEHUH;

® O/IHOBPEMEHHBIH NMPHEM IIUKIOCIIOPHUHA;

® y JKEHIIMH: OEepeMEeHHOCTh, MEPHOJ] TPYAHOTO BCKApMIIMBAHUS, OTCYTCTBHE aJEKBATHBIX

METOJI0B KOHTPALECIILINH.

IIpueM mpemapatra B CYTOYHOM J03€ 40 mr IOPOTHUBOIIOKAa3aH INaluCHTaM C d)aKTODaMI/I pucCKa

pa3BUTHI MUOIIATUN/Pa0IOMHUOIIN3A

e Hapymenue QyHKIuu mouek cpenneit crenenu Tsokectd (KK menee 60 mi/Mun);

® TUIIOTHUPECO3;
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e JINYHBLINA WJIN CEMEMHBIA aHAMHE3 MBIIIICYHEI

® MHOTOKCHYHOCTh Ha (DOHE MpUeMa IPyruX HHrHOUTOPOB THIPOKCH-METHIITITY TAPUII-KOIH3UM
A penaykrassl (MI'-KoA-penykrassl) uin puOpaToB B aHAMHE3E;

e ype3aMepHOE YIOTPEOICHUE alIKOTOJIs;

® COCTOSIHUS, KOTOpbIE MOTYT MPUBOIUTH K TOBBIIMICHHIO TUIA3MEHHONH KOHIICHTPAILIUH
po3yBacTaTuHa,

® OJHOBPEMEHHBIN MpueM (HUOpaToB;

® TalMEHTaM MOHTOJIOUIHOM PaCHI.

4.4. OcoOble yka3aHus 1 MepbI PeJ0CTOPOKHOCTH NPH NPHUMEHEeHHH

C 0CTOPOKHOCTBIO

Hanuuue pucka pa3Butus MuonaTuu/padioMuon3a — HoYeuHas HeZJ0OCTaTOYHOCTb, TUTIOTUPEO3,
JUYHBIA WIM  CEMEWHBI aHaMHe3  HACJCICTBEHHBIX  MBIINICYHBIX  3a00lIeBaHUN U
MPEIIIeCTBYIONUN aHAMHE3 MBIIIEYHONH TOKCHYHOCTH TPY HCIIOIH30BAaHUH JPYTHX HHTUOUTOPOB
I'MI'-KoA-penykTa3bl (CTaTUHOB) Wi (UOPATOB; Upe3MEpPHOE YIOTPEOIECHUE AIKOTOJISI; BO3PACT
cTapuie 65 JIeT; COCTOSHHUS, TPU KOTOPHIX OTMEUYEHO MOBBIIICHHUE TJIa3MEHHON KOHILEHTPALUU
po3yBacTaTHHA; pacoBas MPUHAICKHOCTh (MOHTOJIOMIHAS paca); OTHOBPEMEHHOE Ha3HAUCHUE C
¢ubpatamu (cMm. pazgen 5.2.); 3abojeBaHHs TEYCHH B aHAMHE3€; CEIICUC; apTepuaIbHas
TUIMOTEH3UsI; OOIIMPHBIE XUPYPTUYECKUE BMEIIATEIbCTBA, TPABMBI, TSXKEIble METa0O0INUECKHE,
SHIOKPUHHBIE WM BOJHO-3JIEKTPOJIUTHBIE HAPYIICHUS WM HEKOHTPOIUPYEMBIE CYAOPOXKHBIE
MIPUITAIKH.

s npenapama ¢ cymounoii 0oze 40 me:

[Toueunas HemocTaTOUHOCTH JIETKOM cTenenn Tsokectr (KK 6onee 60 min/mun).

ITanmeHTHl ¢ HapyIIeHHEM d)VHKIII/II/I INECYCHHU

JlaHHBIe WK OMBIT IPUMEHEHHUS TpenapaTa y NalueHToB ¢ Oosee yeM 9-10 GayiaMu 1O IIKaje
Yaing-ITeto oTcyreTByeT (cM. paszaen 5.2.).

[Nouyeunsie ddEKTH

VY manueHToB, MOJIy4aBIIUX BBICOKHE J103bI po3yBacTaThHa (B ocHOBHOM 40 mr), Habmoqanach
KaHaJIbLIEBasi MPOTEHHYpPHUs, KOTOpas B OOJBIIMHCTBE ClyyaeB Obuta TpaH3UTOpHOH. Takas
IPOTEUHYPHUSI HE CBHUJIETEIHCTBOBANIA 00 OCTPOM 3a00JEBAHMU TMOYEK WM HPOTPECCUPOBAHHU
3a0o0eBaHus MOYEK. Y MaIMEeHTOB, MPUHUMAIOIINX Tpenapar B no3e 40 Mr, peKoMeHIyeTcs
KOHTPOJIMPOBATh MOKa3aTeau (GYHKIMH TOYEK BO BPEMS JICUCHHUS.

Hapyienus co CTOpOHBI CKEISTHOM MYCKYJIaTyPhI

[Ipu npumMeHeHuN po3yBacTaTHHA BO BCEX J103aX U, B OCOOCHHOCTH IIPH MpHUEME J103 Ipernapara,

npeBbimamux 20 Mr, cooOmanoch O CIEIYIOMUX BO3JACHCTBUSAX Ha OMOPHO-IBUTATEIHHBINA

5
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Onpenenenue aktuBHOCTU KpeatnHdochokraaszsl (KOK)

Omnpenenenne aktuBHOocTH K®PK He criemyer mpoBOAWTH TOCIE WHTEHCHBHBIX (DU3MYECKHX
HArpy30K WM MpHU HAIUYUHU JPYTHX BO3MOXHBIX MPUUYMH yBeiauueHus akTuBHocTH KOK, uto
MOJKET TMPUBECTU K HEBEPHOM HHTEpIIPETallud IOJYyYEHHBIX pe3ynbTaroB. B ciywae, ecnu
ucxonHas aktTuBHOCTh KOK cyriecTBeHHO moBbIicHa (B 5 pa3 BBIIIE, YeM BEPXHSS T'PaHHIIA
HOPMBI), 4Yepe3 5 — 7 AHel clieyeT MPOBECTH MOBTOpHOE u3MepeHue. He ciemyer HaumMHATh
TEPAITUIO, €CJTM MOBTOPHBIM TECT MOATBEPXKAACT HCXOAHYI0 akTHBHOCTH KDK (6osee uem B 5 pas
10 CPaBHEHHIO C BEPXHEH rpaHUIIeH HOPMBEI).

Jlo Hayvajia Tepamuu

[Ipu npuMeHeHMHM pO3yBacTaTWHA, TAKXKE, KaK M TNPU NPUMEHEHUU JPYTHMX HHTHOUTOPOB
I'MI'-KoA-penykraspl, CIeayeT MpPOSABIATH OCTOPOXKHOCTh TMAIIMEHTaM C HMEIOIMIMMUCS
dakTopamu pucka Muonatuu/padmomuonu3a. HeoOXoauMo OIEHWUTh COOTHOIICHHWE pUCKA W
BO3MOKHOH MOJIB3EI TCpaliiyu U B CJIydac HGOGXOI[I/IMOCTI/I TCpalru MpPpOBOJUTH KIIMHHUYCCKOC
HaOII0/IEHUE 32 TAIIEHTOM BO BpEMS JICUCHHUSI.

Bo Bpems Tepanuu

Cnenyer nponHpOpMUpPOBaTH NAIlEHTa O HEOOXOIMMOCTH HEMEIJIEHHOTO COOOIIeHHS Bpayy B
Cllydasix HEOXXHMJAHHOTO IOSIBICHUS MBIIICUYHBIX OOJel, MBIIIEYHON CIadOCTH WM Clia3Max,
0COOEHHO B COYETAaHUH C HEJOMOTAHUEM H JINXOPATKOH. Y TaKuX MallUEHTOB CIIEIYET ONPEIEIATh
aktTuBHOCTh KO®OK. Tepanus nomkHa ObITH TpekpalieHa, eciu akTuBHOCT, KK 3HaunTenbHO
noBbIlIeHa (6ojee yeM B 5 pa3 1o CpaBHEHUIO C BEpXHEH TpaHHIIe HOPMBbI) UM €CIIH CUMITTOMBI
CO CTOPOHBI MBIIII] PE3KO BBIPAKEHBI M BBI3BIBAIOT E€KEAHEBHBIM aucKoMdopT (naxe ecnu
aktuBHOCTh K@K yBennuena He Gojiee yem B 5 pa3 1o CpaBHEHHIO C BEPXHEH rpaHUIICH HOPMBI).
Ecnu cumnTomsel ncue3aroT, 1 akTuBHOCTh KDK Bo3Bpaiaercst kK HOpMe, CIeAyeT pacCMOTPETh
BOIPOC O TOBTOPHOM  Ha3HAYeHWM  po3yBacTaTWHA MWJIM  JAPYTUX  HHTUOUTOPOB
I'MI'-KoA-penykTa3pl B MEHBUIMX J03aX IMpPU THIATEIHHOM HAONIOJCHUM 32 IalUEHTOM.
PyTtunnbIii KOHTpOJIb akTHBHOCTH KOK 1mpHu OTCYTCTBUM CUMIITOMOB HeElleJIeco00pa3eH.
OTMeueHbl OYEHb PEJIKME CIIydyal MMMYHO-OIOCPEAOBAHHOW HEKPOTH3UPYIOIIEH MUONATUU C
KJIIMHUYECKUMHU MPOSIBIICHUSMHU B BUJIE CTOMKOI c1a00CTH MPOKCUMAJIbHBIX MBIIII] U MTOBBIIICHUS
akTuBHOCTH K@K B CBIBOPOTKE KpOBM BO BpeMs JIEUEHHUS WIM IIPU INPEKpallleHuu IpHueMa
CTaTUHOB, B TOM YHMCII€ po3yBacTaTuHa. MOKeT MOTpeOOBaThCs MPOBEICHHUE TOTOIHUTEIbHBIX
MCCIICIOBAHUN MBIIIEYHON W HEPBHOM CHCTEMBI, CEPOJOTMYECKHX HCCIEIOBAaHUU, a TaKxke
Tepanus UMMYHOAEPECCUBHBIMU CPEICTBAMH.

He orMedeHO npu3HAKOB yBEJIWYEHHS BO3JEHUCTBUS Ha CKEJIETHYIO MYCKYJaTypy IpHU IpUEMeE

po3yBacTaThiHa W COMyTCTBYMomeH Tepanuu. OnHaKoO, COOOMANOCh 00 YBEIWYCHHH YHCITa
6
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I'MI'-KoA-penykTa3pl B COYETaHMU C MPOU3BOAHBIMU (HUOPUHOBOI KHUCIOTHI, BKIOYAs
reMpuOpo3MII, MUKIOCTIOPUH, HUKOTHHOBYIO KHCIIOTY B JIMIMJICHIDKAIOMIMX 1o03ax (= 1 r/cyt.),
a30JIbHbIE TIPOTHBOIPHOKOBBIE CPEACTBA, HHrUOMTOpHl mpoTeassl BUY u  makponuaHble
anTuOnoTuKku. ['eMpuOpo3nn yBenuunBaeT PUCK BO3SHUKHOBEHHS] MUOINATUHM NPH COBMECTHOM
OpUMEHeHUH ¢ HeKoTopbiMu uHruouropamu ['MI-KoA-penykraspl. Takum obOpa3zom, He
pEKOMEHAyeTCsS OJHOBPEMEHHOE TPUMEHEHHE po3yBacTaTHHA U reMpudposmna. J{oimKHO OBITH
TIIATEJIBHO B3BEIIEHO COOTHOILIEHHE PUCKA U BO3ZMOKHOM MOJIb3bl IPU COBMECTHOM ITPUMEHEHHUH
po3yBacTatuHa M (UOpPATOB WJIM  JIMOUACHIDKAIOUIMX /103 HHUKOTMHOBOW  KHCIIOTBI.
[IpoTuBoMOKa3aH mpueM po3yBacTatuna B 703€ 40 Mr coBMecTHO ¢ pubparamu (cM. pasnensi 4.3.
u4.b.).

Yepes 2 — 4 Hemenw mociie Havyaia JICYCHUS W/WIW TIPU TOBBINICHWW J03bI PO3yBacTaTWHA
HEOOXOAMM KOHTPOJIb IIOKa3aTee JIMMHUIHOTO OOMeHa (Mpu HEOOXOJUMOCTH Tpeldyercs
KOPPEKLHS JO3BI).

DvyHKIMS TeYeHn

PexoMenayercss mpoBOIUTH OIpeaeTeHe Mmoka3areiae pyHKIUKU neYeHr A0 Hadajga Tepanuu u
yepes 3 Mecsla nocie Havana tepanuu. [Ipuem npenapara Kapauonun cineayer npekpaTuTh Uiu
YMCHBIINUTD A03Y Hpcriapara, €CJIM aKTUBHOCTb «KIICYCHOYHBIX>» TPAHCAMHUHA3 B CbIBOPOTKE KPOBU
B 3 pa3a IpeBbIIIAECT BEPXHIOIO I'PAHUILY HOPMBI.

VY mnanumeHToB C TUIEPXOJIECTEPUHEMUEH BCIEACTBHE TUIOTHPEO3a WIHM HEPPOTHUYECKOTrO
CHUHApOMa Tepanusi OCHOBHBIX 3a00JIeBaHUU JOJDKHA TPOBOAUTHCA JO Hayaia JedyeHus
pO3yBacTaTUHOM.

Oco0ble HOnyaAUy. DTHUYECKUE TPYIIILI

B xome gapMakOKHHETHYECKUX UCCIICIOBAHHWN Yy MAMEHTOB MOHOTOJOUIHOW Packl OTMEUEHO
YBEIIMYCHUE CHCTEMHOW KOHIEHTpAIlMM pO3yBacTaTWHA II0 CPAaBHEHUIO C IIOKAa3aTelsMHU,
MOJIYYCHHBIMH CPE/IH MAI[HCeHTOB-EBPOICOUI0B (CM. pasnensl 4.2. u 5.2.).

Muaruburopsl nporeassl BUY

He pexoMeHnayeTcss COBMECTHOE TIPUMEHEHHE Mperapara ¢ MHruouTopamu mporeassl BUY (cwm.
paszaen 4.5.).

WuTepcTunmansaas 00JIE3HD JIETKUX

[Ipy mnpUMEHEHHH HEKOTOPhIX CTAaTHHOB, OCOOEHHO B TEUYCHHE JIUTEIBHOTO BPEMEHH,
COO0IaAIOCh 00 WCKIIOYUTEIBHO PEIKHX CIAydasx HWHTEPCTUIHATBHOM OO0JIE3HU JIETKHUX.
[TposiBiieHUs MU 3200JI€BaHUS MOTYT SIBIISITHCS OZBIIIKA, HETIPOTYKTHBHBIHN KaIllellb U YXYIIICHHE
o0rmiero caMmo4yyBCTBUS (C1abOCTh, CHMKEHUE Macchl Tela M Jinxopaaka). [Ipu mogo3pennu Ha

UHTEPCTULMAIBHYIO 00JIE3Hb JIETKUX CIIeIyeT IPEKPaTUTh TEPaIui0 CTaTUHAMH.
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(NOCNEOOBATENEHOCTE 0001)

CaxapHbIi [radeT 2-ro THIa

VY manMeHToB ¢ KOHIEHTpalMed IIIIOKO3bI OT 5,6 10 6,9 MMOJIb/I Tepamust po3yBacTaTHHOM
aCCOIIMMPOBAJIACH C MOBBIIIEHHBIM PUCKOM Pa3BUTHUS CaxapHOro quadeTa 2-ro THIIA.

3peHue

Coo0manoch, 4To B HECKOJBKUX ciydasx uHruoutopel ['MI-KoA-penykraspl (CTaTHHBI)
BBI3BIBAJIM pa3BuUTHE € NOVO WM YCYryOJsulM paHee CYIIECTBOBABIIYIO I€HEPaIH30BAHHYIO
MHACTEHHUIO TPABUC WJIH TJIA3HYI0 MUACTEeHUIO (cM. pa3znen 4.8.). B ciydyae BOSHUKHOBEHUS WM
YTSDKETICHUSI CHUMIITOMOB MHUAcCTeHHHM IMpueM Impenapata Kapauonun cieayeT NpeKpaTHUTb.
CooOuranoch Takke 0 peluauBax MHACTEHUU MPU MOBTOPHOM IPHEME TOTO K€ CTaTWHA U MpHU

npuMeHeHuu apyroro uaruouropa I'MI-KoA-pexykrassi.

4.5. B3ammopaeiicTBHe ¢ JPYrMMHM JI€eKAPCTBEHHBIMH TMpenapaTtaMd M JApyrue BH/bI
B3alMOJeliCTBUSA

BansHME 0JJHOBpEMEHHO IPUMEHSIEMBIX IIPEapaToB Ha PO3YBACTATHH

Huzubumopuvl mpancnopmuuix 6e1xKo8

PozyBacraTun sBisieTcst cyOCTpaTOM Ui ONpPEAETICHHBIX OEIKOB-TPAHCHOPTEPOB, BKIIOYAS
Tpancnoprep mneueHoyHoro 3axBara OATPIB1 wu addmokcubii  nepeHocunk BCRP.
ConytcTBylolliee TNpPUMEHEHHE IMpEenapaToB, KOTOpPbIE SBIAIOTCS HUHTHOUTOpaMU  ATHX
TPAHCHOPTHBIX OEJIKOB, MOXKET COIPOBOXKAATHCS YBEIMYEHUEM KOHIIEHTPAIMN PO3yBacTaTHHA B
IUIa3ME U TIOBBIIICHHBIM PUCKOM Pa3BUTHUS MUONIATUH (CM. Tabnuiy 1 u paznenst 4.2. u 4.4.).
Luxnocnopun

[Tpu omHOBpEMEHHOM IPUMEHEHUH po3yBacTatuHa U 1ukiiocrnopuaa AUC po3yBacTaTiHa ObUTH,
B CpeIHEM, B 7 pa3 BBILIE 3HAYCHM, KOTOPbIE OTMEYAIUCh Y 3J0POBBIX J0OPOBOJBLEB (CM.
tabmuiy 1). Po3yBacTaTWH mNpOTHMBOMOKA3aH MAllMEHTaM, OJHOBPEMEHHO IPHUMEHSIOLIIM
HUKIIOCTIOpUH (cM. pasnen 4.3.). OnHoBpeMeHHOEe PUMEHEHHUE ITHX JIEKapCTBEHHBIX CPEJICTB HE
BIIMSIET Ha KOHLIEHTPALMIO LIMKJIOCIIOPUHA B IIa3Me€ KPOBHU.

Huzubumopul npomeasvl

XOTs TOYHBIA MEXaHU3M B3aUMOJICHCTBUSI HEU3BECTCH, OJTHOBPEMEHHBIN MTPHEM C HHTHOUTOPOM
pOTEea3bl MOKET MPHUBOJIUTH K 3HAYUTEILHOMY YBEIMYEHHUIO SKCIO3UIMHM PO3yBacTaTHHA (CM.
tabnuny 1). Hanpumep, B papMakOKMHETHUYECKOM HCCIIEJOBAaHUH OJHOBPEMEHHOE MIPUMEHEHHE
10 mMr po3yBacTatuHa 1 KOMOMHHPOBAHHOTO MpeTapara, CoAepIKaIlero 1Ba UHrMOUTOPa MPOTeas3bl
(300 mr atazanaBupa/100 Mr puTOoHaBUPA) Y 3A0POBBIX JOOPOBOJIBIEB MPUBOAUIIO PUMEPHO K
TPEXKpaTHOMY W ceMuKpatHoMmy yBenuueHuio AUC u makcumanbHOH KoOHIEHTpamund (Cmax)
pO3yBacTaTWHA, COOTBETCTBEHHO. OJHOBPEMEHHOE NMPUMEHEHUE PO3YBACTATHMHA M HEKOTOPBIX
KOMOWHAIM MHTHOUTOPOB MpPOTEa3bl BO3MOXKHO IIOCHIE TIIATEIBHOW OIEHKH BO3MOXHOCTH

KOppCKOUHN O3Bl pO3yBaCTaTUHA HAa OCHOBAHUH OXHNIACMOI'0 YBCIMYCHUA YPOBHSA 3KCIIO3UIIUA
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po3yBacratuna (cM. pazaensl 4.2., 4.4. u Tabnuiy 1).

T'emghubposun u opyeue eunonunudemuyecKkue cpeocmaa

CoBmecTHOE MPUMEHEHHE PO3yBacTaTuHa M reMpuOpo3nia MPUBOJUT K YBEJIWYCHUIO B 2 pasa
MaKCUMaJbHOW KOHIIGHTpalluu polyBacTaTuHa B 1iazme kpoBu U AUC posyBacTaTuHa (CM.
pasaen 4.4.). OcCHOBBIBasCh Ha JaHHBIX CIHCHHU(PHUCCKUX HCCICAOBAHUN [0 H3yUYCHHIO
B3aUMOJICHCTBUNA, HE OXKHUAACTCS 3HAYMMOIOo (PapMaKOKHMHETUYECKOTO B3aMMOJCHCTBHS C
dbenodubpaTroM, BO3MOXKHO (hapMakoaWHAMUYEecKoe  B3aumojeicTBue. [ 'empudposm,
dbenopudpar, npyrue GudpaTsl ¥ HUAIMH (HUKOTHHOBAS KHCJIOTA) B JTUMUACHIKAIONIUX 103X
(> 1 r/cyTku) yBeIMUMBaIN PUCK BOSHUKHOBEHUS MHOIATUHU MPU OJHOBPEMEHHOM MPUMEHEHUU
¢ uaruouropamu ['MI'-KoA-penykraspl, BEpOsSTHO, B CBSI3U C TE€M, YTO OHU MOTYT BBI3BIBATH
MUOMATHIO TIpU TPUMEHEHHMH B MoHOTepanuu. I[lpwmem posyBacrarnHa B no3e 40 wr
MIPOTHBOIIOKA3aH MPU COBMECTHOM Ha3zHaueHuUu ¢ ¢pudpatamu (cMm. paznensl 4.3. u 4.4.). Takue
NAIUEHTHI JOKHBI HAYMHATD TEPAINHIO C TO3bI 5 MT.

Dzemumud

OpHOBpeMEHHOE TPHMEHEHHE po3yBacTaTMHa B 1o3¢ 10 mr u 33etumuba B goze 10 mr
conpoBoxaanoch yBenuueHuem AUC posyBactatuHa B 1,2 pasa y mMalUEeHTOB C
runepxosiectepuaemMueii  (cMm. Tabmumy 1). Henmb3s wuckmounth  (hapMakoIMHAMHYECKOE
B3aMMOJICHCTBHE MEXTy PO3YBACTATHHOM M 93€TUMUOOM B OTHOIICHUH HEKEIATEIbHBIX PEaKIuii
(cMm. paznmen 4.4.).

Anmayuosi

OpHoBpeMeHHOE MPUMEHEHHE PO3yBacTaTMHA M aHTaluAa B (opme CyCcHeH3uu, coiepialieit
MarHvsT W alIOMUHUS THAPOKCHJ, MPHUBOIWIO K CHIDKEHUIO TUTA3MEHHOW KOHIIEHTPALUU
po3yBactatuHa npumepHo Ha 50 %. [lanHbli >¢QdexT ObuT BhIpakeH clabee, €clid aHTaIU]]
NpUMEHsIICS yepe3 2 Yaca mocje Mmpuema posyBacTaTuHa. KimHHYeckoe 3HaueHue MmogoOHOoro
B3aMMOJICHCTBHS HE N3Y4allOCh.

Spumpomuyun

OnHOBpeMEHHOE MPUMEHEHHE PO3yBACTATHHA M SPUTPOMUIIHA TPUBOIIIIO K yMeHbIeHn0 AUC
po3yBactratuHa Ha 20 % u Cmax po3yBactratuna Ha 30 %. [lonobHoe B3aumoneHCTBUE MOXKET
BO3HUKATh B pe3yibTaTe YCWICHHS MOTOPHKM KHUIIEYHUKA, BBI3BIBAEMOTO MPHEMOM
SPUTPOMHUIIUHA.

Hszopepmenmor yumoxpoma P450

PesynbraTel ucciempoBanuii in ViVo u in Vitr0 mokaszaid, 4TO pO3yBacTaTHH HE SIBIACTCS HH
WHTUOMTOPOM, HH HHAYKTOPOM H30hepMeHTOB 1uToxpoma P450. Kpome Toro, po3dyBacraTtuH
SBISETCS Cila0biM  cybcTpatoM janst 3tux  u3odepmeHToB. [loaToMy He oXugaercs

BSaHMOﬂeﬁCTBHH po3yBaCTaTuHa C JpYIrdMH JICKAPCTBCHHBIMU CpCACTBAMHU Ha YPOBHC
9
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MeTabosM3Ma C ydyacTueM H30(EpPMEHTOB IHUTHPXpOMa PA50 Trbirto briteacto khtH écku

3HaYMMOTO B3aHMMOJACUCTBHUS PO3yBacTaThHa € (PIyKOHA30JIOM (MHTHOUTOPOM H30()EepPMEHTOB
CYP2C9 u CYP3A4) u xerokoHazonoM (uarudutopom uzopepmentoB CYP2A6 u CYP3A4).

BzaumMoneiicTBe ¢ JIE€KApCTBEHHBLIMH _CPEACTBAMM, KOTOPOE TpeOyeT KOPPEKIMU JIO3BI

po3yBacraTvHa (cMm. Tadauny 1)

Jlody po3yBacTaTuHa CleAyeT KOPPEKTHpPOBAaTh IPH HEOOXOAMMOCTH €ro COBMECTHOTO
INPUMEHEHHS C JIEKAPCTBEHHBIMU CPEACTBAMH, YBEIMYMBAIONIMMH SKCIO3HUIIMIO PO3YBaCTaTHHA.
Ecnu oxunaercs yBenuueHHe SKCHO3MIMM B 2 paza U Oojiee, HauajgbHas /1032 pO3yBacTaTHHA
COCTaBJISIeT 5 MI' OJIMH Pa3 B CYTKU. Takxke clielyeT KOPPeKTUPOBATh MAKCUMAIIbHYIO CYyTOYHYIO
7103y PO3yBacTaTHHA TaK, YTOOBI 0XKHUJaeMasi SKCIIO3UIIHSI pO3yBacTaTHHA HE MTPEBHIIIANA TAKOBYIO
s no3el 40 Mr, mpuHMMaeMol 0e3 OJHOBPEMEHHOTO MpHeMa JIEKAPCTBEHHBIX CPEICTB,
B3aMMOJICHCTBYIOIIUX C po3yBacTaTuHOM. Hampumep, MakcumanbHas CyTO4yHas J103a
po3yBacTaTWHa TPH OJHOBPEMEHHOM MpUMeHEeHWH C¢ remdubposunom — 20 Mr (yBeaudeHHE
sKcno3unuu B 1,9 pasa), c putoHaBupom/arazanaBupom — 10 mr (yBenuueHue skcrno3unuu B 3,1
pasa).

Koppekuusi HayanbHOM J03bI pO3yBacTaTHHA HE TpeOyeTcs, €Clu OKUIACTCS YBEIUYEHUE
9KCIIO3MLIMU MEHEee YeM B 2 pasa, OJHAKO, IPU YBEIMUYEHUHU J03bl po3yBacTaTHHa Bbilie 20 mMr

CJICcaycCT CO6JIIOI[aTI: OCTOPOIKHOCTD.

Tadoauna 1. BaiusiHue conmyTcTBYIOIIeld Tepanmuu Ha J3KCHo3uiuio posyBacratuHa (AUC,
JaHHBbIe TNpPHUBEAEHbI B TMOPsiAKe YObIBAHHS BEJIUYMHBI JKCHO3UIUH) — Pe3yJbTAThI

OlIyﬁ.]II/IKOBaHHLIX KJIHHUYECKHUX HCCIeA0BAHUM

VYBeauuenne AUC posyBactatuHa B 2 u 00J1ee pa3a

Pexum Tepanuu npenaparamu, Pexum npuema N3menenne AUC
B3aMMO/IelCTBYIOIIIMMH € po3yBacTaTHHA posyBacraTuHa’
PO3yBaCTATHHOM
CodocOyBup/BennaTacBUp/BOKCHIAIPEBHUP 10 Mr oTHOKpaTHO YBenuuenue B 7,4 paza

(400 mr — 100 mr — 100 mr) +

Bokcuianpesup 100 mr 1 pas B cyT.,

15 guen
Huxnocnopun 75 — 200 mr 10 mr 1 pa3 B cyT., VBenuuenue B 7,1 paza
2 pa3a B CyT., 6 Mec. 10 nueit
Haponyramua 600 mr 2 pasa B cyT., 5 qHel S MI' OHOKPATHO VBenuuenue B 5,2 paza
Peropadenu6 160 mr 1 pas B cyrt., 14 gaei 5 MI OJTHOKpaTHO VYBenuuenue B 3,8 pa3a

10
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Atazanasup 300 mr/puronasup 100 mr 10 mr dEﬁ'_CI)'I;'plgi—;B" SO enhe & 3',:1115a3a
1 pa3 B cyT., 8 nHel
Bennartacup 100 mr 1 pa3 cyT. 10 Mr ogHOKpAaTHO VYBenuuenue B 2,7 pa3a
Omb6uTacBup 25 mr/maputanpeBup 150 mr/ 5 MI OJTHOKpaTHO VYBenuuenue B 2,6 pa3a
putonasup 100 mr/nacabysup 400 mr
2 pa3a B CyT.
Tepudaynomun Her nannbix VBenuuenue B 2,5 pa3za
I'pazonpeBup 200 mr/3nb6acBup 50 mMr 10 Mr onHOKpaTHO VYBenuueHue B 2,3 pasa
1 pa3 B cyt., 11 nHeit
I'nexanpeBup 400 mr/muGpenTacBup 120 mr 5 MTI' OTHOKpPATHO VBenuuenue B 2,2 pa3za
1 pa3 B cyT., 7 nHe#
Jlonunasup 400 mr/puronasup 100 mr 20 mr 1 pa3 B cyT., VYBenuuenue B 2,1 pasa
2 pa3a B cyT., 17 nHeit 7 nHen
Kanmatuau6 400 mr 2 pasa B CyT. 10 Mr ogHOKpaTHO VBenuuenue B 2,1 pa3za
Knonungorpen 300 mr (Harpy3ounast 103a), 20 Mr OJIHOKpaTHO VYBenuuenue B 2 paza
3areM 75 Mr uepes 24 u
®ocramatuau6 100 Mr 2 pasa B CyT. 20 MT OJTHOKPATHO YBenuueHue B 2 pasza
®debykcoctar 120 mr 1 pa3 B CyT. 10 Mr oTHOKpaTHO VBenuuenue B 1,9 paza
I'em¢pubpo3m 600 mr 80 Mr 0IHOKpaTHO VYBenuuenue B 1,9 paza
2 pa3a B CyT., 7 n1HeH

YBeaunuenue AUC pozyBacTaTiHa MeHee 4eM B 2 pa3a

Pexum Tepanuu npenaparamu, Pexum npuema N3menenne AUC
B3aMMO/IeHCTBYIOIIIMMH C po3yBacTaTHHA posyBacraruHal
PO3yBACTATHHOM
Onrpombonar 75 mr 10 Mr ogHOKpaTHO VYBenuuenue B 1,6 paza
1 pa3 B cyT., 5 nHel
Hapynasup 600 mr/putonasup 100 mr 10 mr 1 pa3 B cyT., VBenuuenue B 1,5 paza
2 pa3a B CyT., 7 AHeH 7 nuen
Tunpanasup 500 mr/puronasup 200 mr 10 Mr ogHOKpaTHO VYBenunuenue B 1,4 paza
2 pa3za B CyT., 11 nHelt
Hponenapon 400 mr Her nannbix VBenuuenue B 1,4 paza
2 pa3a B CyT.
Urpakonazon 200 mr 10 Mr oTHOKpaTHO Veenuuenue B 1,4 paza?

1 pa3 B cyT., 5 nHEM

11
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D3etumu6d 10 mMr 10 mr 1 @éé'{k@%}' E""'T@Héiﬁﬁ‘}éhle_'ﬁjl‘:{ldmaz

1 pa3 B cyT., 14 nneit 14 nuen

Cum:xkenue AUC posyBacTtaTuHa

Pexxum Tepanuu npenaparamu, Pexum npuema HN3menenne AUC
B3aHMO/IEHCTBYIOIIMMH C po3yBacTaTuHa posyBacTaTuHa’
PO3yBacTaTHHOM
OputpomuiuH S00 mr 80 MI oTHOKpATHO Camxenne Ha 20 %

4 pa3a B cyT., 7 1Hel

Batikanuna 50 mr 20 Mr OJIHOKpaTHO Cumxenue Ha 47 %

3 pa3a B cyT., 14 nHei

! lauuwle, IpeacTaBieHHble B BUE KpaTHOro nsMeHeHuss AUC, SABISIOTCS OTHOLIEHHEM 3HAYEHHS 3TOIO OKA3aTeNs
Ha (OHE COMyTCTBYIOIEH Tepamuyu K 3HAYCHHIO IOKa3aTessi MPU MOHOTEpanuu po3yBacTaTuHOM. JlaHHbIe,
npe/ICTaBICHHbIE B BUujie %, sSBJIAIOTCS pasHuieil B % mexay nokasareiem AUC Ha ore comyTcTBYIOIIEH Tepaniu

1 3HAYCHUEM TTI0KA3aTeCIId IPU MOHOTEpAITUN PO3YyBACTaTUHOM.

2 BbLII0 IPOBEIEHO HECKOILKO HCCIEN0BAHMUIA JIEKAPCTBEHHOTO B3aMMOIEHCTBHS C PO3yBACTATMHOM B Pa3HBIX 033X,

a B TaOnuIie NoKa3aHbl HaN0OJIEe 3HAYMMBIC COOTHOIICHUSI.
Crnenyromue JeKapCTBEHHbIE MpenapaTthl M HMX KOMOMHAIIMM HE OKa3bIBAIM KIMHUYECKU
3HayuMoro s¢p@dexTa Ha HKCMO3UIUIO PO3yBacTaTMHA MPU HX COBMECTHOM MPHUMEHEHUHU:
anernutazap 0,3 mr, 7 queii; penodubpar 67 mr 3 pasza B cyT., 7 aHel; ¢uykonaszon 200 mr 1 pa3
B CyT., 11 nueit; pocamnpeneBup 700 mr/puronasup 100 mr 2 pasza B CyT., 8 qHEH; KETOKOHA30I
200 mr 2 paza B cyT., 7 aueit; pudamnunun 450 mr 1 pa3 B cyt., 7 aneit; cunmumapun 140 mr 3
pasa B CyT., 5 IHEl.

BimsgHue npuMeHEHMS pO3yBacTaTHHA HA OJHOBPEMEHHO MPUMEHISMEIC ITPENapaThl

Anmaeonucmor gumamuna K

Kaxk u B cimyuae npyrux uaru6utopoB I MI'-KoA-penykTassl, Ha4aao JeYCHUS W YBEIMUCHUE
7036l PO3yBacTaTHHA y MAllMEHTOB, OJHOBPEMEHHO IOJYyYarolIMX AaHTAaroHUCThl BuUTamuHa K
(Hammpumep, BappapuH WIH JPYTHe MPOTUBOCBEPTHIBAIOIIUE CPEACTBA KyMApUHOBOTO Psfa),
MOJKET TPUBECTH K YBEIUYCHHIO MEXIYHApOJHOrO0 HopManu3oBaHHoOro otHomienus (MHO).
OTMeHa Wiy CHUKEHHUE J103bl pO3yBacTaTUHA MOXKET MPUBOANTH K yMeHbleHnt0 MHO. B Takux
cIydasix pekomeHayercs kKontposib MHO.

IlepopanvHvle KOHMpPayenmuvl/20pMOHO3AMECMUMENbHASL MEPAnUs

OnHoOBpeMEHHOE MPUMEHEHUE PO3yBacTaTHHA M MEPOPAIbHBIX KOHTPAICNTUBOB YBEIUYHBAIIO
AUC »stuammerpaanona u AUC Hoprectpena Ha 26 % u 34 % coorBeTcTBeHHO. Takoe
yBEJIMYEHHUE MIa3MEHHOM KOHIIEHTPAIMH JOHKHO YUUTHIBATHCS TP O00PE A03bI IEPOPATBHBIX

KOHTpalClITUBOB. q)apMaKOKI/IHeTI/I‘IeCKI/IG JaHHbIC 110 OAHOBPCMCHHOMY IIPUMCHCHHUIO
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po3yBacTaTiHa W TOPMOHO3aMECTUTENIbHOM Tepanuu 'G%%ﬁl@%@ﬁﬁ&%ﬁé%é&ﬁé{ hbheas

UCKJTIOUUTH aHATOTUYHOTO 3(ekTa u npu npuMeHeHNH JaHHOTo coueTanus. OiHaKo, HoJo0Has
KOMOMHAIMSI IIMPOKO MPUMEHSIACh BO BpEMsl MPOBEACHUS KIMHUYECKUX HCCICIOBAaHUNA H
XOPpOIIO MEPEHOCUIIACH MTALIMEHTAMMU.

[Ipoune TekapCcTBEHHBIC IPEHapaThl

Jueokcun

Ha ocHoBanuu pe3ynpTaToB crienr()UYECKUX HCCIEIOBAHMN JIEKAPCTBEHHOTO B3aUMOJICHCTBHS
HE 0’KMJIaeTCs KIMHUYECKU 3HAYMMOI'0 B3aUMOJECHCTBUS PO3yBAaCTaTUHA C TUTOKCHHOM.
@y3udosas kucioma

HccnenoBanus JeKapCTBEHHOTO B3aMMOJEHCTBHS PO3yBacTaTHHA C (y3HIOBOH KHCIOTOW He
MPOBOAWINCE. [Ipy 0THOBpEMEHHOM MPOBEICHUU CUCTEMHON Tepanuu (y3ua0BON KUCIOTOW U
CTaTMHAMM MOXKET MOBBILIATHCSI PUCK PA3BUTHUSI MUOIATUH, BKJIOYas pabaomMuonu3. MexaHusm
JTAHHOTO B3aUMOJICUCTBUS (sBisIeTCS o OHO (bapMakoIMHAMUYECKIM WU
(hapMaKOKMHETHYECKUM, WM W TeM, U JAPYyruM) Moka He u3zydeH. CooOmianoch O pa3BUTHUH
pabmomuonusa (B TOM 4HCIE, C JETATBHBIM HCXOJOM) Yy MAalMEHTOB, MPUMEHSBIINX TAaHHYIO
KOMOWHAIIHIO.

Ecnu cucremnas tepanust py3u0BOM KUCIOTOM SIBISETCS HEOOXOIMMOM, JICUCHHE TIpenapaToM

Kapauonun cnenyer npekpaTuth Ha epuo npuema (Gpy3uaoBoil KUCIOTHI.

4.6. ®epTUIBLHOCTD, 0EPEMEHHOCTD U JAKTALUSA

bepemeHHOCTD

Po3yBacTaTuH mpoTHBOMNOKa3aH Npu OEPEMEHHOCTH.

)KGHH_II/IHI:I PECIIPOAYKTUBHOT'O BO3pacTa JOJI?KHBI MMPUMCHATH AACKBATHBIC METOAbI
KOHTpaluCIIuu.

[TockonpKy XoJecTepyH U Apyrue MPOAYKThl OMOCHMHTE3a XOJIECTEPUHA Ba)KHBI Ui Pa3BUTHUS
10718, TMOTCHIMAIBHBIA pUCK WHruOMpoBanus ['MI-KoA-pemykrTa3sl NMpeBBIMIAE€T IMOIB3Y OT
npUMEHEeHHs Ipernaparta y OepeMeHHbIX.

B cnyuae nuarHoctupoBaHus OCpEeMEHHOCTH B MPOIECCE TEparuy MPUEM IMpernapara JOKEeH
OBITH IPEKpALIECH HEMEJICHHO.

JlakTanus

POSYBaCTaTI/IH MMPOTUBOIIOKA3aH B ICPUO/ JIAKTAI[UU.

I[aHHbIe B OTHOIICHHHU BBIACICHUSA PO3yBaCTaTUHA C TPYAHBIM MOJIOKOM OTCYTCTBYIOT, IIOOTOMY

B IICPUO/] TPYAHOIO KOPMIICHHS IIPHEM TIperapata HeoOX0AMMO MPEKpaTuTh (cM. pasaen 4.3.).
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4.7. BausiHue Ha CMOCOOHOCTH YNPABJIATH TpchnHB';ﬂismg %‘%IE?%H&:%T&%;QQ%L c

MeXaHNU3MaMu

He mpoBommiocs uccinenoBaHWii MO M3YYEHUIO BIUSHHUS pPO3yBacTaTHHA Ha CIIOCOOHOCTD
YOPaBIsATh TPAHCHOPTHBIM CPEJCTBOM W HCHOJIb30BaTh MexaHu3Mbl. Clreqyer coOnoaaTh
OCTOPOKHOCTh TPHU YIPABIEHUU AaBTOTPAHCIOPTOM WU padore, TpeOyromied MOBBIICHHON
KOHIICHTPALMU BHUMAHUS U OBICTPOTHI NMCHUXOMOTOPHBIX PeakUui (BO BpeMs TE€pamuyd MOXKET

BO3HHUKATh FOJIOBOKPYKEHHUE, CI1a00CTh).

4.8. HexkennaTeibHbIe peakuuu

Pesrome mpoduiist 6e300acHOCTH

HexxenarenbHble peakluu, O KOTOPBIX COOOIIANOCH, OOBIYHO BBIPAKEHBI HE3HAUUTEIBHO H
IPOXOJAT CaMOCTOSITENIBHO. B KOHTpOIMpPYEMBIX KIMHUYECKUX HCCIeAoBaHUAX MeHee 4 %
NalMEHTOB, I0JIy4YaBIIXX PO3YBACTATHH, JOCPOYHO 3aBEPILINIIN YYACTUE B UCCIIEIOBAHUH B CBSA3U
C HEXKeJIaTEeIbHBIMU PEAKLIUAMMU.

TabauyHoe PEe3IOME HEXKENATEIbHBIX DEAKIIUN

B Tabnune 2 mpencraBiieH NMepeyeHb HEXEIAaTeIbHBIX PEaKUUi MpU MpUeMe po3yBacTaTHHA IO
JAHHBIM KJIMHAYECKUX WCCIICIOBAHUM M IIMPOKOTO TMOCTPETUCTPAIMOHHOTO TPUMEHEHUS,
HEeXeNaTeJIbHbIC PEaKIMK CIPYIITUPOBAHBI IO KaTETOPUSM YacTOTHI M KJIaccaM CHUCTEM OPTaHOB.
YacToTa BOZHUKHOBEHHS HEKEIATEIbHBIX peaKI_II/Iﬁ npeacTraBjiCHa CICAYIOIIHUM 06pa30M: qacCcTo
(> 1/100, < 1/10); mewacro (> 1/1000, < 1/100); peaxo (= 1/10000, < 1/1000); oueHb pemko
(< 1/10000), yactoTa HEM3BeCTHA (HA OCHOBAaHWY UMEIOIIMXCS JAHHBIX OIEHUTh HEBO3MOKHO).

Tabauna 2. HekenareilbHble peaklUUd M0 JAHHBIM KJIMHHYECKHX HCCICIOBAHUN M

MOCTPEruCTPAMOHHOT0 MPUMECHCHU S

Kaacc cucrem Yacrto Heuacro Peako Ouennb Yacrora
OpPraHoB penko HEH3BECTHA
Hapywenus co TpoMOOITH-
CMOpPOHbL KPOBU U TOIICHUS
auMpamuyecxou
cucmemwl
Hapywenus co peakiuu
CMOPOHbL UMMYHHOU MOBBIIIIEH-
cucmembwl HOM
YyBCTBUTEIb
HOCTH,
BKJTIOYas
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Kaacc cucrem Yacro Heuacto | Péiko— =2 Okens © - FYaétota
OpraHoB peaxo HEH3BeCTHA
aQHTUOHEBPO-
THYECKUI
OTEK
OHOOKpuHHbLE caxapHbIN
HapyueHus nuaber?
Icuxuueckue Jenpeccust
Hapyuienus
Hapywenus co roJIOBHAs MOJIMHEWpo | iepudepu-
CMOPOHBL HEPBHOLL 00J1b, naTwus, qeckast
cucmembl TOJIOBOKPY- norepst He#ponaTus,
KCHUE namsITu HapyIICHHE
CHa
(BKITFOUAS
OEeCCOHHUITY
U HOYHBIC
KOIIIMaphl),
MHUACTECHUS
IpaBUC
Hapywenus co ri1a3Has
CMOPOHbL Opeana MHUACTEHUS
3peHus
Hapywenus co Kalleb,
CMOPOHDL OJIBIIITKA
OblXamenvHoll
cucmemvl, Opeanos
2PYOHOU KIemKu U
cpedocmeniist
JKenyoouno- 3arop, MaHKPEaTUT napest
KuleyHvle HapyuieHus | TOITHOTA,
0071 B
KHUBOTE
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Knacc cucrem Yacro Heuacko | Péiko-" =~ Ouéms =7 Factotra’
OpraHos peaxo HEH3BECTHA
Hapywenus co MOBBIIICHHUE | XKENITyXa,
CMOPOHbL NeYeHU U AKTHBHOCTH | T€NATHUT
JHCenUesblB00AUIUX «IIEYEHOY-
nymeii HBIX»
TpaHCaMUHAa3
Hapywenus co KOKHBIN CHUHJIPOM
CMOPOHbL KONHCU U 3y, CtuBeHca-
NOOKOJNCHBIX MKAHel KOJKHast JI)KOHCOHA,
CHIIb, JIEKapCTBEH
KparuB- Has
HHUIIA peakuus ¢
303UHOU-
JHeH n
CHCTEMHEI-
MH CHUMIITO-
MaMH
(DRESS-
CHHJIPOM)
Hapywenus co MHAJITHS MHOIIATHS apTpairusi | TeHAWHOMA-
CMOPOHbL MbILUEYUHOL, (BKITFOUAS THM, WHOTIA
cKenemHou u MHO3HT), OCJIOKHEH-
COCOUHUMENbHOU pabaommo- HEBIE
MKAHU T3, pa3pbsiBOM
BOJTYAHOYHO CYXOXKHUITHS,
MOIOOHBIA HMMYHO-
CHHJIPOM, OTIoCpeIoBaH
pa3pbiB Hasl
MBIIIIIBI HEKPOTU3HPY
ronias
MMOTIATHS

16




COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 15.05.2024 N= 3431

Knacce cucrem Yacro Heuacto Pé)_i[qﬂ;')':"_i EOPEAdE BT A3

OpraHoB peaKo HEHU3BECTHA

Hapywenus co remMarypus
CMOPOHbL NOYEK U
MOUeBbIBOOAUIUX

nymetu

Hapywenus co THHEKOMAC-
CMOopOoHbl THSI
PenpoOyKmugHoU
cucmemvl U MONOYHBIX

anceies

Obwue napywenus u | aCTeHUs OTEK
peaxkyuu 8 mecme

86eoeHUs

! Yacrora Gyzer 3aBuCeTh OT HANMYHS UM OTCYTCTBHA (PAKTOPOB PUCKA (KOHIIEHTPALHS TTIOKO35I
B KpOBM Haromak > 5,6 MMoub/n, uHAEKC Macchl Tena (MMT) > 30 KI/M?, TOBBIIICHHAS
KOHILIEHTpalus TPUTIIMLEPUIOB, apTepHalibHas TUIIEPTEH3USI B aHAMHE3E).

Kak m B cnydae apyrux wunruoutopoB ['MI-KoA-penykraspl, dacToTa HEXeIaTeIbHBIX
JIEKapCTBEHHBIX PEaKIui, KaK MPaBHUIIO, 3aBUCHUT OT JIO3bI.

Onucanue OTJICILHBIX HEXKEIATCIbHBIX PEeaKIIUi

Hapywenus co cmoponul nouex

VY nanueHToB, MOJYyYaBIIUX PO3yBacTaTHH, aHAJIM3 MOYU C IOMOIIBIO TECT-NMOJOCKH BBISBIISI
HaJIN4YMe MPOTENHYPHH IIPEUMYIIECTBEHHO KaHAJIbLIEBOr0 Tuna. Mi3MeHeHus kosimdecTBa Oenka B
Mo4€ (OT OTCYTCTBHS WJIH CJIEIOBBIX KOJMYECTB J0 ++ WUiu OoJiee) HaOIIoAaICh KOT1a-1100 BO
BpeMs jedeHuss MeHee yeM y 1 % mnanumenTtoB, nomyuyaBmmx 10 — 20 mr posyBacraTtuHa, U
npubIM3nTENBHO Y 3 % nanueHToB, nonyyasimux 40 Mr pozyBactatiuHa. Hebobioe yBennuenue
YacTOThl U3MEHEHUs KOJIMUYEeCcTBa Oenka B Moue (OT OTCYTCTBHS MJIM CII€AOBBIX KOJIMYECTB JI0 +)
O0TMeYasoch Npu npueme 103bl 20 Mr. B OosbIIMHCTBE CllydaeB IPOTEUHYPUS YMEHbIIACTCS WIH
MCUe3aeT CIOHTAaHHO Ha (oHE MpojospKaromiencs Tepanuu. O630p pe3yabTaTOB KIMHHUYECKUX
MCCJIEOBAHUM Y IOCTPETUCTPALIMOHHOTO OIIBITA IPUMEHEHMSI K HACTOSIILIEMY MOMEHTY HE BBISIBUII
IPUYMHHO-CJIECTBEHHON CBA3M MEXIy HPOTEMHYpUEHl M OCTPhIM WM IPOrPECCUPYIOLINM
3a00JI€BaHNEM TTOYEK.

Y npauueHTOB, TOJYYaBIIMX pO3yBacTaTHH, HAOMIOZaNach TreMaTrypusi, H pe3yJIbTaThl

KIIMHHUYCCKHUX I/ICC.HGI[OBaHI/II\/'I IMMOKAa3bIBAKOT, YTO JAHHOC ABJICHUC BO3HUKACT PCAKO.
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Hapywenus co cmoponul ckenemuoui myckyiamypbi

[Ipu mpumMeHeHHMH po3yBacTaTMHAa BO BCEX J03aX M, B OCOOCHHOCTH, INpHU IpHEME [03,

npesbimatomux 20 mr, coobmanock o crueayommx 3¢@exkrax B OTHOIIEHHWH CKEJIETHOU

MYCKYJIaTypbl: MUAITHs, MUONATHs (BKJIOYas MHO3MT), B PEIKHUX CIydasX — pabaoMHOIM3 C

OCTpOH TTOYEYHOM HEJTOCTATOYHOCTHIO W 0e3 Hee.

Jlozo3aBucumoe moBblimieHre akTuBHOCTH K®K Habmonanoch y ManuMeHTOB, MPUHUMABIIUX

po3yBacTatuH. B OONBIIMHCTBE ciIy4aeB OHO ObUIO HE3HAYUTEIbHBIM, OCCCUMITOMHBIM H

BpeMeHHbIM. B cimydae mosbimieHuss akTuBHOCTH K®K (6osee wem B 5 pa3 mo CpaBHEHHIO C

BEpPXHEH TpaHUIIel HOPMBI) TEpaIus J0DKHA OBITh TpeKpalieHa (cM. pazaen 4.4.).

Hapywenus co cmoponuvl neuenu

Kak u B ciydae apyrux unruouropoB 'MI'-KoA penykrassl, y HEOOJIBIIOr0 YUcia MAMEHTOB,

IOPUMEHSBIINX PO3yBACTaTHH, HAOJIIOAAIOCh JJ0303aBUCUMOE IOBBIIIEHUE aKTHUBHOCTH

TpaHCaMMHA3, IIPU ITOM OOJIBIIMHCTBO CIIy4aeB ObUIM HE3HAUUTEIbHBIMHU, OECCUMITOMHBIMU U

KpPaTKOBPEMEHHBIMH.

[Tpu npuMeHEeHNH HEKOTOPBIX CTATHHOB COOOIIATIOCH O CICAYIOUINX HEXKEIATSNbHBIX SBICHHUIX

e CekcyanbHas JUCHYHKIHS.

e VICKIIOYUTENBHO pEOKUE CIydyal HHTEPCTUIUAIBHOW OOJEe3HH JIeTKHX, OCOOCHHO NpHU
JUINTEILHOM IPUMEHEHUH IIpenapata (cM. pasaen 4.4.).

Yacrora coobmieHuit o ciiydasx pabIoMuONH3a, CEpbe3HBIX HAPYIIEHUH CO CTOPOHBI MOYEK H

CEpbEe3HBbIX HAapyLIEHUH CO CTOPOHBI NMEYeHU (MPEUMYIIECTBEHHO CBSA3aHHBIX C IOBBIIIEHUEM

AKTUBHOCTH «IE€UYCHOYHBIX» TPaHCAMHHA3) ObUIa BhIlIE HA (oHE npuema 103561 40 Mr.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HEXCIIATCIbHBIX PCAKIINAX

Baxxno coo0mare 0 MOJ03peBaeMbIX HEXKENATENbHBIX pEeakIUsiX I[OoClie PETUCTpaluu
JIEKapCTBEHHOI'0 Tperapara ¢ 1efbio 00ecredeHns] HePepbIBHOTO MOHUTOPUHTA COOTHOIICHUS
«TOJbh3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM pa0OTHUKAM PEKOMEHIYeTCs
co00IaTh O JIFOOBIX TOI03PEBACMBIX HEXKENATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO Ipernapara
yepe3 HalMOHAJIbHBIE CHCTEMBI COOOIICHHS O HEXKENIaTeNbHBIX PEaKIUsIX TOCyIapCTB-UICHOB
EBpa3zuiickoro 5KOHOMUYECKOTO COK03a.

Poccuiickas ®@enepanus

®denepanbHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)

Anpec: 109012, r. MockBa, CnaBssHCKast TuIomanb, a. 4, crp. 1.

Tenedon: +7 800 550 99 03

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHUKALIMOHHOM ceTn «HTepHET»:

https://roszdravnadzor.gov.ru/
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4.9. [lepeno3supoBka

[Ipu 0THOBpEMEHHOM MpHUEME HECKOJIBKHUX CYTOUHBIX J103 (PapMaKOKMHETHUECKUE MapaMeTphl
po3yBacTaTuHa HE U3MEHSIOTCH.

CumMnromsl

XapaKTepHbIX MMEHHO AJI pO3yBacTaTHMHAa CHUMITOMOB He HaOmofaroT. OHM NpeAcTaBISIOT
co0oit 3P eKTsl, yCHIICHHbIE U TOJOOHBIE TeM, KOTOpBIE OITUCAaHbI B pa3zaene 4.8.

Jleuenue

Crierudrueckoro ie4eHus Ipu NepeJo3uPOBKE pO3yBACTATUHOM WM CHEIU(PUUECKOr0 aHTUI0TA
HE cyulecTByeT. PekoMeHayeTcs cBOEBPEMEHHOE NMPOMBIBAHUE XKEMyJIKa U CUMITOMAaTHYECKOE
JeyeHne, HeoOX0IUM KOHTpONIb (pyHKIMM neyeHu U aktuBHOcTH KODK, a Takxke mMeponpusTus,
HalpaBlIeHHbIE Ha MOAJAepXkaHWE (QYHKIMHA SKU3HEHHO BaXXHBIX OpPraHOB M CHUCTEM.

ManoBeposiTHO, 4TO TeMoauann3 Oynet 3hPpeKTuBeH.

5. PAPMAKOJIOTUYECKHUE CBOMCTBA

5.1. ®apmakoamHaAMHYeCKHe CBOMCTBA

dapmakoTepaneBTHUECKasi TpyIa: THIOIUIUAeMUuYeckue cpeactBa; HHruouropsl ['MI-KoA-
pEeAyKTa3bl.

Koxg ATX: C10AA07

Mexannsm neiicTBus

Po3yBactaTuH sBISETCS CENEKTUBHBIM, KOHKYPEHTHBIM HHruOutopoM I'MI-KoA-penykrassl,
dbepMeHTa, NpeBpalIAIOMIET0 3-TUIPOKCH-3-METUITIYTapiwil KOdH3MM A B  MeBajoOHaT,
NPEAIIECTBEHHUK XosiecTeprHa. OCHOBHOM MUIIEHBIO JEUCTBUS pO3yBacTaTUHA SIBISETCS
IIeUeHb, TJIe OCYyIIECTBIseTCS cuHTe3 Xoaectepuna (XC) u katabonu3M JTUMONPOTEUHOB HU3KOM
mwiotHoctu (JITTHIT).

PosyBactatvH yBenMYMBAET YUCIIO «Me4eHOUHbIX» peuentopoB JIITHIT Ha moBEpXHOCTH KIIETOK,
noBeImIas 3axBar ¥ karabonusm JIITHII, 9yTo B cBOIO odepenp MPUBOIUT K HWHTHOWPOBAHUIO
CUHTE3a JIMIMONPOTEHHOB O4YeHb HU3KOW TuioTHocTH (JITIOHII), ymeHbmas Tem cambiM oOIiee
konuyectso JIITHIT n JITTOHIIL.

dapmakoauHamuyeckue d3PPeKTol

Kapnuonun cHmkaer nosbiieHHble KoHIeHTpanuu xonecrepuna JITTHIT (XC-JITTHIT), o6miero
xonectepuHa, TpuriunepuaoB (TI'), moBblIaeT KOHIEHTPALUIO XOJECTepUHA JIUMONPOTEHHOB
Bbicokoi mioTHOCcTH (XC-JITIBII), a Takke CHMKAeT KOHIICHTpAIMHM AaroJUIonpoTrenHa B
(AnmoB), XC-meJIIIBII, XC-JIIIOHII, TI-JIIIOHII wu yBeau4WBaeT KOHIEHTPAIUIO
anonunonporenHa A-l (AnoA-I) (cm. tabnuust 3 u 4), cHmkaeTr cootHomenne XC-JIIMTHIT/XC-

JIIBII, obmmii XC/XC-JITIBIT u XC-ueJIIIBII/XC-JITIBII u cootHomenne AnoB/AmoA-I.
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TepaneBTuueckuii 3pQexT pa3BUBaeTCs B TEHEHUE d%ﬁ@é&“ﬁ%&ﬁ%&%&fa";éﬂdnm

npenaparom Kapaunonur, uepes 2 nenenu geuenus gocruraet 90 % oT MakcMMaabHO BO3MOKHOTO
s dexra. MakcuMabHBIN TepaneBTHIECKU YPHEKT 00BIYHO JOCTUTACTCA K 4-i Heene Teparnuu
U TIOJI/IEP’KUBACTCA IIPH PETYJISIPHOM TpUeMe Ipernapara.

Tao6auna 3. Jlo303aBucuMbIii 3¢ (PeKT y NanmeHTOB ¢ NePBUYHON runepxojecTepuHeMuei
(tum lla u 11b mo ®peapukcony) (cpeaHee CKOPPEKTHPOBAHHOE MPOLIEHTHOE H3MEHEHHE 10

CPAaBHEHHIO C UCXOAHBIM 3Haqe}meM)

Ho3a Koa-Bo XC- | Oommii | XC- T XC- AnoB Amno A-I|
nanuentos | JIITHII XC JITIIBII HeJIIIBII
ITnaue6o 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

Ta6auna 4. Jlozo3aBucumplii 3G (eKT y NanueHToB ¢ runeprpurianuepuaemueii (tum 11b u

IV no ®peapukxcony) (cpeaHee NMPOLEHTHOE W3MEHEHHE IO CPABHEHHIO € HCXOJHBIM

3HAYEeHHEM)
Jlo3za Koa-Bo T XC- |Oomuii, XC- XC- XC- TTI -
NAlHEeHTOB JIIHII | XC JHIBII | weJIIIBII | JIITIOHII | JITOHII
[Tnane60 26 1 5 1 -3 2 2 6
10 mr 23 -37 -45 -40 8 -49 -48 -39
20 mr 27 -37 -31 -34 22 -43 -49 -40
40 mr 25 -43 -43 -40 17 -51 -56 -48

Kinanueckas 3 hEeKTUBHOCTD

PosyBactatrun 3¢ dekTuBeH y B3pOCIBIX MAIMEHTOB C THUIEPXOJECTEPUHEMHUEH ¢ Wiu 0e3
TUIEPTPUTIMLICPUACMHH, BHE 3aBUCUMOCTH OT PaCOBOM IPHHAUIEKHOCTH, IT0JIa WJIK BO3PACTa, B
TOM YHCJIe, y TAllMEHTOB C CaXapHbIM 11a0ETOM U CEMEHHOI IrHIepxoiecTepuHEMuUeii.

VY 80 % manuenToB ¢ runepxonecrepunemucii lla u 11b tuma mo dpeapukcony (cpenHss HCXOaHAS
koHueHntpauuss XC-JIITHIT oxono 4,8 mMmonw/m) Ha QoHe mpuema npemnapata B go3e 10 mr
koHneHTpanus XC-JITTHIT nocturaer 3HaueHuit MeHee 3 MMOJIB/JI.

Y nanueHToB ¢ reTepO3UroTHOM CEMENHOMN TUIIEPXO0IECTEPUHEMHUEH, ITOIYYaIOIIHUX PO3yBACTaTUH
B f03e 20 — 80 Mr, oTMeuaeTcs MOJIOKUTENIbHAS JUHAMUKA [TOoKa3aTele JIMMUIHOTO Mpopuis
(uccnenoBanue ¢ yuactuem 435 manuenToB). [locne TurpoBanust 1o cyTodHor q03sl 40 mr (12

HeJeNb Tepanum), otMedaeTcst cHkeHue konnentpauu XC-JIIMHIT na 53 %. V 33 % naunenTtos
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b vovons ] OCTTEOOBATENEHOCTE 0001)

nocturaercs konueHtparusa XC-JIITHIT menee

YV nanueHToB ¢ TOMO3UTOTHOM CEMEHOM TUIepX0JIeCTEPUHEMUEH, TPUHUMAIOIIUX PO3YyBAaCTaTUH
B 03¢ 20 mr u 40 mr, cpennee cHmxenne konuentpauuu X C-JITTHIT cocrasmnsier 22 %.

VY nmanueHToB C TUIIEPTPUTIULIEpUIeMuUueH ¢ HadaabHOM KoHIeHTparueit TT ot 273 mo 817 mr/nmn,
MOJY4YaBIINX PO3yBACTaTHUH B 03¢ OT 5 Mr A0 40 Mr OJilvH pa3 B CyTKH B T€UECHHE 6-TU HEOEIb,
3HAYUTEIBHO CHIKANIACh KOHIeHTpanus TT B mia3me KpoBH (cM. TabuIly 4).

AnnutuBHBIN 3¢ ekt oTMevaeTcss B KoMOuHauu ¢ peHopudpaTomM B OTHOIIEHUH KOHIICHTPALIUT
TPUTJIULIEPUOB U C HHUKOTHHOBOM KHUCJIOTOM B JIMIMACHWKAIOMIMX J03aX B OTHOIICHUH
koHueHntpanuu XC-JIIIBIT (cm. Takxke paznen 4.4.).

B uccnenosanuu METEOR c yuactuem 984 nanuentoB B Bo3pacte 45 — 70 1eT ¢ HU3KUM PUCKOM
pasButusa umemuueckoir 6onesnu cepamna (MbC) (10-netHuit puck mo OpaMHUHTEMCKOMN IIKaje
menee 10 %), cpemneit konuentpauueit XC-JIIIHIT 4,0 mmonws/n (154,5 wmr/mn) u
CyOKIIMHUYECKHUM  aTepOCKJIepO30M  (KOTOPBIA  OICHWBAJICA 1O TOJIIMHE KOMILUIEKCa
«MHTUMa-Menua» coHHbIX aprepuil — TKHMM) nsyganocs BinsHHE pO3yBacTaTUHA HA TOJIIUHY
KOMIUIEKCA «MHTUMa-MeIuay.

[TaneHTHI MOTy4au po3yBacTaTuH B 03¢ 40 mMr/cyTku au60 1utanedo B TeueHue 2 jet. Tepamus
pO3yBacTaTUHOM 3HAYUTENIBHO 3aMeJIslIa CKOPOCTh IporpeccupoBanus MakcumainbHoi TKUM
Ui 12 cerMeHTOB COHHOW apTepuH MO CpaBHEHHIO ¢ muaredo ¢ paznmuuneM Ha -0,0145 mm/rox
[95 % moBeputenbHbIit nHTEpBai oT -0,0196 10 -0,0093; p<0,001]. [To cpaBHEHHIO C KCXOTHBIMHU
3HAYEHUSIMHU B T'PYIIE po3yBacTaThHA ObUIO OTMEUYEHO YMEHbUICHHE MaKCUMAaJbHOTO 3HAUYEHUs
TKUM na 0,0014 mm/rog (0,12 %/roxg (HemocTOoBepHOE pasziuyue)) IO CPaBHEHHUIO C
yBenuueHueM storo nokazaresns Ha 0,0131 mm/ron (1,12 %/ron (p<0,001)) B rpymme miane6o. o
HACTOSALIET0 BPEMEHH NPSIMOM 3aBUCUMOCTU Mexay ymeHblieHneM TKVIM u cHuxeHneM pucka
CEpJICYHO-COCYIUCTHIX COOBITUN TpojeMoHcTpupoBaHo He Obwto. HccnemoBanme METEOR
MPOBOJUJIOCH Yy MAIMEHTOB ¢ HU3KUM puckoM MBC, nns koTopsix n03a po3dyBacratuHa 40 mMr He
ABJSIETCS peKoMeH0BaHHOM. Jlo3a 40 MI HOKHA MPUMEHSTHCS Yy MAlMEHTOB C BBIPAXKEHHOU
TUIEPXO0JIECTEpUHEMUEH U BHICOKUM PUCKOM CEpJIeUHO-COCYTUCTHIX 3a00IeBaHUM.

Pesynbratsl npoenennoro uccienoanus JUPITER (OGocHoBaHMEe MPUMEHEHHS CTATHHOB ISt
NEPBUYHON TPOPUIAKTHKU: WHTEPBEHIIMOHHOE HCCIEIOBAaHUE IO OIEHKE pO3yBacTaTHHA) Y
17802 nmanueHTOB MOKa3aau, 4YTO PO3YBAaCTaTHH CYLIECTBEHHO CHUKAJI PUCK Pa3BUTHUS CEPICUHO-
COCYJIMCTBIX OCIIOKHEHUH (252 B rpyme mianedo mo cpaBHEHUIO ¢ 142 B rpyIie po3yBacTaTHHA)
(p<0,001) co cHu¥keHHMEM OTHOCUTENIbHOTrO pucka Ha 44 %. DddekTUBHOCTh Tepanuu ObuLia
OTMEUeHa uepe3 6 TMepBbIX MecCsleB MNpPUMEHEHHs mpenapara. OTMEUEHO CTaTUCTUYECKU

3HaUMMOE CHIDKEHUE Ha 48 % KOMOMHUPOBAHHOTO KPUTEPHSI, BKIFOYABIIIETO CMEPTH OT CEPACUHO-
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COCYAMCTBIX TPUYUH, UHCYJIBT U HH(APKT NHOKapnén(gé;b;lgo—{Eéﬁfﬁg % B -6,:52, s %,

noBeputenbHbld uHTEepBan 0,40 — 0,68, p<0,001), ymenbmienne Ha 54 % BO3HUKHOBEHHS
¢daranpHOrOo MM HedataabHOro MH(papkTa MHOKapaa (cooTHomeHue puckos: 0,46, 95 %,
noseputenbHbli nHTEpBa 0,30 — 0,70) 1 Ha 48 % — daTanbHOrO WM HeaTaaIbHOrO0 UHCYJIbTA.
O6mmas cmepTHOCTh cHU3MIach Ha 20 % B rpymnme po3dyBacTaThHa (cooTHoIIeHue puckos: 0,80,
95 %, mosepurenbHblit HHTEpBaN 0,67 — 0,97, p=0,02). [Ipodunp Ge30macHOCTH y MAIUEHTOB,
NPUHUMABIIUX PO3yBacTaTuH B 103€ 20 Mr, ObLI, B LIEJIOM, CXO0X C MpoduiaeM 6e30MacHOCTH B

rpymre mianeoo.

5.2. ®apMaKoOKHHeTHYECKHE CBOHCTBA

Abcopbrs

MakcumanpHass KOHIIGHTpaius posyBactariHa B 1ia3Me KpoBU (Cmax) JdocTHraercs
npuOJIM3UTENIBHO 4Yepe3 S5 YacoB IOCie TNpuemMa BHYTpb. AOCOIIOTHAas OHWOIOCTYIHOCTD
cocrtasisieT mpumepHo 20 %.

Pacnopenenenue

Po3yBactaTuH MeTabOIM3UpyeTCs NPEUMYLIECTBEHHO IEUEHbIO, KOTOpas SIBISETCSI OCHOBHBIM
MECTOM CHHTe3a xojiectepuHa u Merabonmsma XC-JIIIHII. O6vem pacnpeneneHus
po3yBactaruHa coctapisieT npumepHo 134 1. [Mpubnusurtensro 90 % po3yBacTaThHA CBSI3bIBACTCS
¢ OenkaMu TUIa3Mbl KPOBH, B OCHOBHOM C aTbOyMHHOM.

Buorpancdopmarius

[MoxBepraercs orpanndeHHOMy MeTabomm3my (okomo 10 %). PosyBacratuH sBisieTcs
HenmpopUIbHBIM CcyOcTpaToM isi MeTaboim3ma (epmMeHTaMu cucTeMmbl nuroxpoma P450.
OcCHOBHBIM  H30()EpPMEHTOM, YYACTBYIOLUIMM B METa0OJMM3ME pO3yBacTaTHHA, SIBJISETCS
nzodepment CYP2C9. Uzopepmentsr CYP2C19, CYP3A4 u CYP2D6 BoBneueHbI B META00TM3M
B MEHBIIIEH CTENEHH.

OCHOBHBIMU BBISIBICHHBIMU META00TUTAMH PO3yBaCTATUHA SIBIISIOTCS N-IECMETHII U TAKTOHOBBIE
MeTabomuTel. N-necMmerun npuMmepHo Ha 50 % MeHee akTHBEH, YeM PO3yBacTaTHH, JJAKTOHOBBIC
MeTabonuThl (hapmakosiornuecku HeakTuBHBL. bosee 90 % dapmakonornyeckoil akTHBHOCTH TIO
uHruoupoBannio nupkynupytomed ['MI-KoA-penykraspel obecrnieunBaeTcsi po3yBacTaTHHOM,
OCTaJIbHOE — €T0 META0O0JIUTaAMH.

DJIMMUHAIMS

Oxkono 90 % 1036l po3yBacTaTHUHA BHIBOJUTCS B HEU3MEHEHHOM BUJIE Yepe3 KUIICUHUK (BKIIOYast
aOCcopOMpOBaHHBIM W HeaOCOPOMPOBaHHBIM po3yBacTaThH). OcCTaBIIAsICSd YacTh BBIBOJIUTCS
noukamu. [Tnazmennsiii mepuoa nomyseiBeaeHus (T1/2) cocTaBnser npumepHo 19 vacos. [lepuon

MOJTyBBIBEJICHUSI HE M3MEHSETCS MPH YBEIUYEHUHU J03bl npenaparta. CpelHuil reoMeTpudecKuit
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MJIa3MEHHBIA KIIMPEHC COCTABIISICT MPUOIM3UTENHHO SO %‘Qéa@%ﬁﬁgﬁtﬂgﬂmﬁﬁﬁrlﬂ'ﬁ' %).

Kak u B cniyuyae npyrux uaru6uropos ' MI'-KoA-peaykTasbl, B IpOIECC «II€YEHOYHOTI0» 3axXxBaTa
po3yBacTaTHHa BOBJIEYEH MEMOpPAaHHBIN MEPEHOCUUK XOJIECTEPHHA, BBHITOIHSAIONINI BaXKHYIO POJIb
B [IEUCHOYHOH 2JIMMHMHALMK PO3YBacCTaTHHA.

JInHEMHOCTD

CucreMHass  DKCHO3UIMS  pO3yBacTaTMHA  YBEJIWYMBAECTCS  MPONOPLMOHAIBHO  JI03€.
®apMaKOKMHETUYECKUE MTApAMETPhI HE U3MEHSIIOTCS IIPU €KETHEBHOM IIPUEME.

Oco0bIe TIONYJIANMH ITAIIMCHTOB

Bospacm u non

[Ton m BoO3pacT He OKa3bIBAIOT KIMHUYECKH 3HAUYMMOTO BIMSHHUS Ha (DapMaKOKHHETUKY
po3yBacTaTuHa.

Omuuueckue pynnoi

dapMaKOKMHETUYECKUE KCCIEAOBAHUSI TIOKAa3alu MPUOIU3UTEIBHO JABYKPATHOE YBEIMUYCHUE
meauanbl AUC (mmomraay 1moj KpuBOM «KOHIEHTparuss — Bpemsi») U Cmax (MakCHMaJIbHOU
KOHIIGHTpAallMK B IJIa3M€ KPOBHM) pO3yBacTaTHHa y MAllMEHTOB MOHTOJIOWHOM pachl (SMOHLEB,
KUTaWlEeB, (WINIMIMHIEB, BHETHAMIIEB M KOpEHIEB) IO CPAaBHEHUIO C EBpPOMEOUIAMH; Yy
WHAWMCKUX MAlMeHToB nmokazano yBenuuenue meaunanbl AUC u Cmax B 1,3 pa3sa.
DapMaKOKMHETUYECKUN  aHalM3 HE BBISIBWJI  KIMHUYECKHM 3HAUMMBIX  pa3iuuuil B
(apMaKOKMHETHKE CpEAN €BPOIIEOUIOB U MIPEICTaBUTENIEH HETPOUTHOM pachl.

Hapywenue ¢pynxyuu novex

VY manueHToB ¢ HapyIIeHHeM (QYHKIIMH TOYEK JIETKOW M CPEJHEH CTEeNEeHH TSHKeCTH BETUYHHA
MJIa3MEHHOW KOHIIEHTPAllUM pO3yBacTaTWHA WUIU N-JIeCMETHIIa CYIIECTBEHHO HE MEHseTcs. Y
MAaIMEeHTOB ¢ HapylieHneM QyHKIMH MMOYeK TspKenon crenenu (knupeHc kpearnauHa (KK) menee
30 MuI/MHH) KOHIIEHTpAIMsl pO3yBacTaTHHA B IJIa3Me KPOBHU B 3 pa3a BBIIIE, a KOHIIEHTpaIus N-
necMeTuiia B 9 pa3 BhIIE, YeM Y 3I0POBBIX J0OpOBOIbIEB. KOHIIEHTpaIusi po3yBacTaTHHA B
I1a3Me KpOBHM Yy TMAIMEHTOB Ha TeMoananu3e Obuta mpuMepHo Ha 50 % BbIlIe, YeM y 310pOBBIX
TOOPOBOJIBIIEB.

Hapywenue ¢pynkyuu nevenu

VY nauueHToB ¢ HapylmieHHeM (GYHKIUHU TMEYeHH Pa3IMYHOM CTENeHH TSKECTU HE BBISBICHO
yBEJIMUYEHUE MTEPHO/Ia TOTYBBIBEICHUS PO3yBACTATHHA Y MALIMEHTOB C 0AJIJIOM 7 M HUXKE IO IIKaJIe
Yaiina-IIero. YV aByx nanueHToB ¢ Oamnamu 8 u 9 no mkane Yaina-ITeto oTMedeHO yBennueHUE
nepuoia MojayBBIBEICHUS, O KpailHeW mepe, B 2 pa3a. ONbIT NpUMEHEHUs! po3yBacTaTHHA Y

MaIKUeHTOB ¢ OayutoM BhIIe 9 mo mkane Yainna-I1sto oTcyTCTBYET.
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(NOCNEQCBATENEHOCTE 0001)

T'enemuyeckuti nonumopghusm

Wuruburopsl 'MI'-KoA-penykra3sbl, B ToM uncie, Kapauomnum, CBA3bIBAIOTCS ¢ TPAHCTIOPTHBIMU
o6enkamu OATP1B1 (monmumnentu TpaHCcmopTa OPraHMYeCKMX aHHOHOB, YYaCTBYIONTUI B 3aXBaTe
craruHoB renaroruramMu) U1 BCRP (3ddmiokcHblii Tpancmoprep). Y HOCHTENEH T'€HOTUIIOB
SLCO1B1 (OATP1IB1) ¢.521CC u ABCG2 (BCRP) c.421AA oTMmeyanoch yBeJIWYEHUE
skcnio3uiuu (AUC) k po3yBactatuny B 1,6 m 2,4 pasza, COOTBETCTBEHHO, 1O CPaBHEHHUIO C

gocureiramu reaoturioB SLCO1IB1 ¢.521TT u ABCG2 ¢c.421CC.

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. [lepeyeHb BCIOMOraTe/LHBIX BelleCTB
[enmron03a MUKPOKpUCTAILITNYECKAS
Kpaxmain npexxenaTnHU3MpOBaHHbBIN
Kpemnust auokcua KOJTOUAHBIN (a3pOC)
Marnus creapat

O6omouka tabaerku: Onaapaii |1 (cepust 85F240181 Po30BbIit), ComeprKaImii:
Tonueununoswiii cnupm

Tumana ouoxcuo

Maxpoeon (norusmuneHenuxkov)

Tanvk

Kpacumenv kapmun kpacnwiti (E120)

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTu (CpOK XpaHeHHs)

3 roxa.

6.4. OcoObie Mepbl MPEI0CTOPOKHOCTH MPU XPAHEHUH

[Ipu remneparype He Bbliie 25°C B OpUrMHAIBHON yIIaKOBKE.

6.5. XapakTep u cofep:kaHHe NEPBUYHOI YIIAKOBKH

ITo 10 TabGieTOK B KOHTYPHYIO STYUEHKOBYIO YIIAKOBKY W3 IJICHKH MOJMBUHUIXJIOPUTHON U (hOJTBTH
ATIOMUHUEBOU NI€YaTHOM JTaKUPOBAHHOM.

[lo 3, 6 umu 9 KOHTYPHBIX SYEWKOBBIX YIAKOBOK BMECTE€ C HMHCTPYKLIMEHW IO IPUMEHEHUIO

MOMEIIAIOT B IAUYKy U3 KapTOHA.
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6.6. OcoOble Mepbl MPeIOCTOPOKHOCT npn':n'}EJEA;@%JEHtikkﬁgﬂ_b%f;ﬁi;ﬂﬁoro

JICKAapCTBEHHOI0 MNpenapara WJIHM OTX0A0B, TMOJYYEHHBIX IOcjde TNPHMEHEeHHus:
JIEKApCTBEHHOI0 Npenapara, ¥ Ipyrue MaHUIMyJISIHH C MPenapaTomM

Het 0co0bIx TpeOOBaHMI K yTHIIM3AIUH.

7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA

Poccniickas @enepanvs

AO «AJICHU Dapmarn

Anpec: 125009, r. MockBa, BH. Tep. T. MyHUIIUIIATLHBIN OKpYT ApOart, yi. Bo3nemwkenka, 1. 4/7,
cTp. 2, momet. 1/1.

Tenedon: +7 495 787 70 55

Anpec a1, moutsl: info@alsi.ru

8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUSA

9. IATA NMEPBUYHOM PETMCTPAIIMHA (IIOATBEPXJIEHHSI PETMCTPAIINU,
IHNEPEPETUCTPAIIN)

JlaTa nepBoii perucrpanumu:
10. IATA IEPECMOTPA TEKCTA
OO01mas xapakTepuCcTHKa JIEKapCTBEHHOTO MpenapaTta Kapauonun noctynHa Ha HGOPMAIMOHHOM

noptaie EBpazuiickoro 3KOHOMHYECKOTO COI03a B MH(OPMAITMOHHO-KOMMYHHUKAIIHOHHON CETH

«Hurepuer» (https://eec.eaeunion.org/).
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