OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI' O IIPEITAPATA

Aropsactatun - TAJI, 10 mr, TabneTku, MOKPHITHIC IIJICHOYHON 0007I0UKON
Aropsactatun - TAJI, 20 mr, TabeTKH, MOKPHITHIC IIJICHOYHON 000I0UKON
AropsacratuH - TAJl, 30 Mr, TabieTKH, TOKPHITHIE TUIEHOYHOH 000JI0UKOMH
ATtopBactatut - TAJl, 40 mr, TaGieTKu, MOKPHITHIE MIJICHOYHOW 000JI0UKOi
AropBactatun - TAJI, 60 Mr, TabIeTKH, MOKPHITHIC IIJICHOYHON 0007I0YKON

AropBactatus - TAJI, 80 Mr, TabneTKH, MOKPHITHIC TJICHOYHON 000I0YKOM

2. KAUECTBEHHBIN U KOJIUYECTBEHHBI COCTAB
JleiicTByO1IIEE BEIIECTBO: aTOPBACTATHH.

Aropsacratud - TAJl, 10 mr, Ta0aeTKH, IOKPBITHIE JIEHOYHOU 000JI0YKOHI

Kaxnas Tabnetka comepxkut 10,845 Mr aTopBacTaTHHa Kaiblius TpUruapara (3KBHBaJICHTHO
10 mr aropBacraTHHa).

BcnomorarenbHble BelECTBa, HAJMYUE KOTOPBIX HAJ0 YUHUTHIBATh B COCTaBE JICKAPCTBEHHOI'O
npernapara: JaKTo3bl MOHOTHApPAT (cM. paszen 4.4.).

Atopsacratud - TAJI, 20 mr, TaOJIETKH, TOKPHITHIE IIIEHOYHOW 000JI0YKOMI

Kaxnas Tabnerka cogepkut 21,69 Mr atopBacTatuHa Kanblus Tpuruapara (3kBuBaneHTHO 20 Mr
aToOpBACTATHHA).

BcnomoratenbHble BelecTBa, HAJMYME KOTOPBIX HA/J0 YYHUTHIBATh B COCTaBE JICKAPCTBEHHOI'O
npernapara: JJakTo3bl MOHOTHIpaT (cM. pasaen 4.4.).

AtopBacratud - TAJ], 30 mr, TaOJIEeTKHA, DOKPHITHIE INICHOYHOM 000JIOUYKON

Kaxnas Tabmetka comepxkut 32,535 Mr aTopBacTaTHHa KalblMs TpUrHaparta (3KBHBAaJICHTHO
30 Mr aTopBacTaTtuHa).

BcnoMorarensHbie BemecTBa, HAJMYHWE KOTOPBIX HA/JIO0 YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
mpenapara: JJaKTo3bl MOHOTHIpaT (cM. pasnen 4.4.).

Atopsacratut - TAJl, 40 mr, TabGaeTKH, IOKPBITHIE IJIEHOYHOU 000JI0YKOMI

Kaxnas Tabnerka copepkut 43,38 Mr aTopBacTaTUHA KallbIUs TpUruapata (3kBuBaneHTHO 40 Mr
aTOpBACTATHHA).

BcnomoratenbHble BellecTBa, HaJIMYKWE KOTOPBIX HAJO YUUTHIBATh B COCTaBE JIEKAPCTBEHHOTO
npenapara: JaKTo3bl MOHOTHIpAT (cM. pa3zaen 4.4.).

Atopsacratut - TAJl, 60 mr, TabGaeTKH, MOKPBITHIE JIEHOYHOU 000JI0YKOMI

Kaxnas Tabnetka comepkut 65,07 Mr atopBacTaTuHa Kajblius TpuruapaTa (3kBuBaaeHTHO 60 Mr

aTopBacTaTHHA).



BcnomorarensHble BelecTBa, HAIMYME KOTOPHIX HA/J0 YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npernapara: JJakTo3bl MOHOruApar (cM. paszaen 4.4.).

AropBacratud - TAJI, 80 mr, TaOJIETKH, TOKPHITHIE ILIEHOYHOW 000JI0YKOI

Kaxnas Tabnerka comepkut 86,76 Mr aTropBactaTuHa Kajblius Tpuruapara (3kBuBaieHTHO 80 Mr
aTopBacTaTHHA).

BcmoMoratenbHbIe BEIIeCcTBa, HATMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JIEKAPCTBEHHOIO
npernapara: JJakTo3bl MOHOruApar (cM. pazzaen 4.4.).

[ToHBIN TTepevYeHbh BCIIOMOTATEIBHBIX BEIIECTB MPUBEICH B paseie 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000I0YKOH.

Aropsacratud - TAJL, 10 mr, Ta0aeTKH, IOKPBITHIE IJIEHOYHOU 000JI0YKOH

Kpyriibie, TBOSKOBBIYKIIbIC TaOJETKH, MOKPBIThIC TUICHOYHOW O0OJOYKOW OEJIoro WM TMOYTH
6emoro 1BeTa, ¢ hackoii.
Bunx Ha uziiome: Oenast wim modty Oerasi ImepoxoBaras Macca ¢ TUICHOYHON 000J109Koi 6ernoro
WX TIOYTH OEJIoro IBETA.

Atopsacratud - TAJL, 20 mr, Ta0IeTKH, IOKPBITHIE JIEHOYHOU 000JI0YKOMI

Kpyrible, 1BOSKOBBINYKIIbIE Ta0IETKH, MOKPBIThIE MJICHOYHOW 000JI0YKOW Oenoro miM mnodtu
Oenoro 1BeTa, ¢ packoi.
Bun Ha uznome: 6enast mwnu nmodtu Oenas mepoxoBaTas Macca C IUIEHOYHOW 000J04YKoi 6er1oro
WM TIOYTH Oeoro 1BeTa.

Aropsacratut - TAJL, 30 mMr, Ta0IeTKN, IOKPBITEIE IJIEHOYHON 000JI0YKOH

Kpyrible, 1BOSKOBBINYKIIbIE Ta0IETKH, MOKPBIThIE MJICHOYHOW 000JI0YKOW Oenoro miM mnodtu
6emoro 1BeTa, ¢ Hhackoii.
Bu Ha u3nome: Oenast wim modutH Oeras IIepoxXoBaTas Macca ¢ IUIEHOYHOH 000JI0YKOi 0eroro
WJIY IOYTH O€Ioro mBera.

Atopsacratud - TAJI, 40 mr, TaOJETKH, TOKPHITHIE IIEHOYHOW 000J0YKOM

Kpyrible, 1BOSKOBBIMYKIIbIE TaONETKH, MOKPBITHIE MICHOYHONW 000JIOUKOW OENoro WM MOYTH
6emoro 1BeTa, ¢ Hhackoil.
Bunx Ha uznome: 6enas wiam mouTu Oenas mepoxoBaras Macca ¢ MJICHOYHOW 000J0YKON Oeoro
WJIY IOYTH O€Ioro IBera.

Atopsacratut - TAJl, 60 mr, TabaeTKU, OKPBITHIE IJIEHOYHOU 000JI0YKOMI

OBaJibHBIC, ABOSKOBBITYKIIbIE Ta0JIETKH, TOKPBITHIE TUIEHOUYHOW 000JI0UKOM 0eloro wim mo4Tu

OeJoro mBera.



Buna Ha uznome: Genast wim moyTH Oemas Imepoxoparasi Macca ¢ TUICHOYHOM 000JI0UKO# 6e1oro

WY D0YTH Oenoro nsera.

AropBacratud - TAJI, 80 mr, TaOJIETKH, TOKPHITHIE ILIEHOYHOW 000JI0YKOI

OBaJ'IBHBIC, JABOSKOBBIITYKJIBIC Ta6J'ICTKI/I, IIOKPLITHIC IJIEHOYHOH 000JI0YKOM 0€eI0ro My MOYTH

OeJoro mBeTa.

Bun Ha u3nome: Oenast wiim modty Oemnas mepoxoBaras Macca ¢ IIIEHOYHOW 000109K0M 6ernoro

WY D0YTH Oenoro nsera.

4. KNIMHUYECKUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

e ['unepxonecrepuHeMus:

B KaueCTBE JOMOJIHEHHS K AUETE JJIsi CHIDKEHHSI TIOBBIICHHOTO OOIIEro X0JIecTepruHa
(XC), xonmecrepuHa  JUNOONPOTEMHOB  HHU3KOM  miuotHoctH  (XC-JIITHII),
anonunomnporerHa B (ano-B) u tpurnunepunos (T1') y B3pocibix, HOJPOCTKOB U AeTeH
B Bo3pacte 10 jmer unm crapuie ¢ NMEpBUYHOM TUIIEPXOJECTEPUHEMHUEH, BKIKOYas
CEMENHYIO TUIIEPXOJIECTEPUHEMHUIO (reTepo3uroTHHIN BapHUAHT) W
KOMOMHHPOBAaHHYIO (CMEIIAHHBIN BapUaHT) TUIEPIUINAEMUIO (COOTBETCTBEHHO THUI
ITa u IIb mo xmaccupuxanuu PpeapukcoHa), KOrIa OTBET Ha AUETYy U JpyrHe
HEMEJIMKaMEHTO3HbIE METO/IbI JICUEHUSI HETOCTATOYHBI;

utst cHbkeHust oBbiteHHoro oomero XC, XC-JIITHIT y B3pociabix ¢ TOMO3UTOTHOM
CEeMEHHON  TUMEepXoJIeCTepUHEMUE B  KAdyeCcTBE JIOMOJHEHHS K  JAPYTHM
TUMNOJUMNHIEMUYecKUM MeTojnam JedeHus (Hampumep, JIITHII-adepes), wunu ecnu

TAKHUEC MCTOABI JICUCHUS HEAOCTYIIHBI.

e [IpodunakTuka cepaedHO-COCYAUCTHIX 3a00JI€BaHUMI:

MpOPUITAKTHKA CEPICUHO-COCYAUCTHIX COOBITUN Y B3POCIBIX MAIMEHTOB, WMEIOIINX
BBICOKHW PUCK Pa3BUTUS TEPBUYHBIX CEPJICUYHO-COCYAUCTBIX COOBITHN, B Ka4eCTBE
JIOTIOJTHEHHUS K KOPPEKIUH IPYTUx (aKTOPOB PUCKA;

BTOpUYHAS TPOPUIAKTHKA CEPIACUHO-COCYIUCTBIX OCIOKHEHUN Yy MAIUEHTOB C
utemuueckoit 6onesnnio cepama (MbC) ¢ nenpio CHIKEHUS CMEPTHOCTH, HH(PAPKTOB
muokapaa (MM), HHCYJIBTOB, TOBTOPHBIX TOCTIMTAIM3AIMHN 10 TTOBOIY CTEHOKAPIUH U

HEO0OXOJJUMMOCTH B PEBACKYJIIPU3ALUH.

4.2. PexxuMm 103MpOBaHNs U C1IOCO0 MPUMEHEeHUs!

[lepen navanom nedeHus: mpemnapatoM AtopBacTaTtuH - TAJ] criemyer mombITaThesi TOOUTHCS

KOHTPOJIA THUIICPXOJCCTCPUHEMHUN MW CHHXKCHHUA MACChl TCjIa Yy HAOUCHTOB C OXHUPCHUEM C

MOMOIUIBIO AUETHI, PU3NUECKUX YIIPAKHEHUHN U aJIeKBaTHOM Tepanuy OCHOBHOI'O 3a00JIeBaHUSI.



[Ipy Ha3HaueHWH Tmpemapara HEOOXOAWMO PEKOMEHJOBAaTh MAlMEHTYy CTaHJAPTHYIO
TUTIOXOJIECTEPUHEMHUYECKYIO JHETY, KOTOPOH OH JOJIKEH MNPUIIEPKUBATHCS B TEUECHUE BCETO
nepuoja Tepamnum.

PexxuM 1o3upoBaHus

Ho3a npenapata AtopBactatul - TAJl Bapsupyerca ot 10 Mr 1o 80 Mr oauH pa3 B CyTKH U
nonbupaercs ¢ yderomM konmeHtpammu XC-JIITHIT B mnma3me KpoBW, LEIH Teparnvdd U
WHJUBU]IyaJIbHOTO OTBETA HA MTPOBOJIUMYIO TEPAIHIO.

MakcumanibHas cyTo4Has 103a npenapara Atopsactatut - TAJL cocraBnsier 80 mr.

B nauane nedeHus w/unM BO BpeMs TMOBBIINICHHUS J03bl mpernapata AtopBactaTuH - TAJ]
HE0OXOAMMO KaxkJible 2—4 Heen KOHTPOJIMPOBATh KOHIIEHTPAIIMIO JIMITHIOB B IJIa3Me KPOBH U
COOTBETCTBYIOIINM 00pa30M KOPPEKTUPOBATh 03y Ipenapara.

Ilepsuunas cunepxonecmepuremus u KOMOUHUPOBAHHAS (CMEUWLAHHAS) SUNEPAUNUOeMUs

Jns OonplIMHCTBA MAllMEHTOB peKOMEHAyeMas Jo3a mnpemnapata AtopBactaTuH - TA/]
coctaBisier 10 Mr oguH pa3 B CYTKH, TE€pPANeBTUYECKOE JCUCTBUE MPOSBISETCS B TEUCHUE
2 HeleNTb ¥ OOBIYHO JOCTUTAET MakcUMyMa uepe3 4 Heaenu. [Ipu qmrenbHOM NeueHun 3P PexT
COXpaHsETCA.

T'omosucomnas cemeiinas sunepxonecmepuremus

B GonpmmHCTBE cimyyaeB HazHAvaroT 1o 80 MT OJIMH pa3 B CYTKU (CHUKEHUE KOHIIeHTparuu XC-
JITTHIT B rua3me kpoBu Ha 18-45 %).

T'emeposucomnas cemeiinas sunepxoiecmepunemus

Hauanpnas nmo3a coctaBiser 10 mr B cyTku. Jlo3y ciemyeT moAOupaTh WHAMBUAYAIbHO U
OIICHUBATDH aKTYaJIbHOCTH JI03bI KaX bl 4 HEJIeTU C BO3MOXKHBIM MOBBIIIEHHEM 70 40 MT' B CYyTKH.
3areM 00 7032 MOKET OBITh YBEIMUYEHA JI0 MaKCHMaIbHOW — 80 MI B CyTKH, 00 BO3MOXHO
COUYeTaHME NMPUEMa CEKBECTPAHTOB JKEMYHBIX KUCIOT U aTOpBacTaTuHa B /103€ 40 MI B CYTKH.
Ipogpunaxmuxa cepdeuro-cocyoucmoix 3a0071€8aHUl

B uccnenoBanusix mepBuUHON NMPOGUIAKTAKH 7032 aTOpBAcTaTHHA COCTaBisuia 10 Mr B CyTKH.
MoskeT TOHAZOOMTHECS IOBBINICHHE 03Bl C IIeJIbI0 HOCTWKeHus 3Hadenmii XC-JIITHII,
COOTBETCTBYIOIINX COBPEMEHHBIM PEKOMEHAAITUSM.

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmsl ¢ neyeHouHoOU HEOOCMAMOYHOCHbIO

[Tpu HapymeHNN QyHKIMU NTeYeHH 03y npenapaTta AtopBactatuH - TAJl HE0OX0AMMO CHIXKATh
IPU PETYJISIPHOM KOHTPOJIE CHIBOPOTOYHOM AKTUBHOCTH «II€YEHOYHBIX» TpaHCaAaMHHA3:
acriapraramuHoTpancdepasbl (ACT) u anannHamuHoTpancepassl (AJIT).

HauueHmbl C NOYeqHol HedoCMamoyHoOCmbIO



Hapymienne QyHKIMM TOYeK HE BIMAET Ha KOHIIEHTPALMIO aTOpBacTaTHMHA WIIM CTENEHb
cumxenus koHneHTpauuu XC-JIIHII B muiazme kpoBH, MO3TOMY KOPPEKIIHS 03kl IIpernapara He
TpeOyercsl.

Ilayuenmur nodcunoco eospacma

Paznuunii B TepaneBTrueckoit 3 (HEKTUBHOCTH B O€30NMaCHOCTH ITpenapara AtopBactaTtuH - TAJ]
y TAIMEeHTOB MOXHJIOTO BO3pacTa MO CPaBHEHUIO C OOIIeH momynauueil He oOHapyKeHO,
KOPpEeKIHUs 03kl He Tpedyercs (cM. pazaen 5.1.).

[IpuMmeHeHnE B KOMOMHAIIAU C APYIUMH JICKAPCTBCHHBIMU IIperiaparaMu

[Ipy HEOOXOAMMOCTH OJHOBPEMEHHOTO TPUMEHEHHsS] C [HMKJIOCHOPUHOM, TEIAlPEBUPOM,
KOMOWHAIMe TUIpaHABUP/PUTOHABHp J03a mpemapara ArtopBactatuH - TAJl HE nomkHA
npesbimath 10 Mr B cytku (cM. pasaenst 4.4.,4.5. u 5.1.).
He pexomenayercss MpUMEHSTh AaTOPBACTATHH NAallMEHTaM, [OJIYYalollUM  Teparuio
JIETEPMOBUPOM OJTHOBPEMEHHO C IIUKIOCTIOPUHOM (CM. paznensl 4.4. u 4.5.).
®apMaKOKMHETUYECKUE JIEKAPCTBEHHbIE B3aUMOJIEHCTBUS, KOTOpPbIE NMPUBOAAT K MOBBILICHUIO
CHCTEMHOW KOHIIEHTpAIH aTOpPBACTAaTHHA B IJIa3Me KPOBH, TaK)Ke OBLIM OTMEYEHBI C IPYTUMHU
MHTHOUTOpaMU MpoTeasbl Bupyca uMMyHoaedunuTa yenoseka (BUY) (monunaBup/putoHaBup,
CaKBHUHaBHP/PUTOHABUP, AapyHABUP/PUTOHABHP, (hocaMIIpeHaBup, pocaMnpeHaBUp/pUTOHABUD U
HenuHaBUp),  WMHrHUOMTOpamMu  mporea3bl  BupycHoro  remaruta C  (Oouenpesup,
70acBUP/TPa3oONpPEBUP, CUMENPEBUP), KIAPUTPOMHUIIMHOM, UTPAKOHA30JIOM U JIETEPMOBHUPOM.
Crnenyer co0ar0aTh OCTOPOKHOCTD NPH OJJTHOBPEMEHHOM NMPUMEHEHUH YKa3aHHBIX MpenapaToB
C aropBacTaTUHOM. PeKOMEeHIyeTcs NpPOBECTH COOTBETCTBYIOUIYIO KIMHUYECKYIO OLIEHKY U
IPUMEHSTh CaMylo HU3KYI0 3 (EeKTUBHYIO 03y aTopBacTaThHa (cM. pasaensl 4.4. u 4.5.).
VY nanueHToB, OJHOBPEMEHHO NPUMEHSIOUIMX MPOTUBOBUPYCHBIE Mpenaparbl AJis JeUeHUs
BupycHoro remaruta C (3:mb6acBUp/Tpa3onpeBup) ¢ aTOpBACTATHHOM, /032 aTOpBacTaTWHA HE
JIOJDKHA TpeBbIath 20 Mr B CyTKH (cM. pazaeisl 4.4. u 4.5.).

eTH
IIpumenenne npenapata Atopactatul - TA/[ y aereit B Bo3pacre 10 18 neT npOTHBOINIOKA3aHO,
3a UCKJIFOYEHUEM T'e€TEPO3UTOTHOM CEMEWHOMN T'MIIEPXOJIECTEPUHEMHH (110 JaHHOMY IOKa3aHUIO
IIPUMEHEHNE NPOTHBOIOKA3aHo y AeTed B Bo3zpacte 10 10 ner). HemocTtaToyHO KIMHUYECKHX
JaHHBIX 110 3((HEKTUBHOCTH U O€30MaCHOCTH Mpenapara B JaHHOW BO3PACTHOM TpyTIIIE.
Jemu c 10 0o 18 nem npu cemepo3ucomuou cemeunou cunepxoiecmepuremMu
Pexomennyemast HadanbHas 1o3a — 10 Mr pa3 B cyTku. J{o3a MoxeT ObITh yBenuueHa 10 80 Mr B

CYTKHU C YYETOM KIMHHYECKOTO AP PeKTa U IePEHOCUMOCTH.



Ho3y mnpemapata AtopBactatud - TAJl HeoOxomumo moaOupaTh B 3aBUCUMOCTH OT IIEJH
TUIOIUIUAEMUYecKo Tepanuu. Koppekius 1036l JOHKHA MPOBOJIUTHCS C MHTEpBAaMU OJIMH
pa3 B 4 Heaenu uiu OoJIbIIe.

Cnoco0 IIpuMeHeHust

Buytps. TaOnerku ciemyeT mporiarbiBaTh LEIUKOM, 3anuBas BoaoH. [IpuHuMaTh TabneTku
KaX/IbIii JIeHb TPUOJIM3UTENILHO B OJTHO U TO K€ BPEMS CyTOK HE3aBUCHUMO OT IpHeMa MUIIIH.
4.3. lIlpoTuBOoNOKa3aHUs

e [unep4yyBCTBUTEIBHOCTh K aTOPBACTATHHY W/WIM K JIIOOOMY M3 BCIIOMOTaTElIbHBIX
BELIECTB, [IEPEUNCIICHHBIX B pa3zeie 6.1.

e AKTHBHOE 3a00J€BaHHME I[€YEHU WIM T[OBBILIEHHE AaKTUBHOCTU «IIEYCHOYHBIX)
TpaHCaMMHAa3 B IUIa3Me KPOBU HESICHOIO IeHe3za Oosiee yeM B 3 pa3a 10 CPaBHEHUIO C
BEPXHEW T'PAHUIIEN HOPMBI.

e OnxHOBpEMEHHOE MTPUMEHEHHE C PY3UI0BON KUCIOTOM.

e  (OIHOBpPEMEHHOE IIPUMEHEHHE IIPOTUBOBUPYCHBIX IIpenaparoB
rJIeKanpeBUp/mMOpeHTacBUp /J1s JieueHus BupycHoro remnatuta C.

e bepeMeHHOCTb U Mepuo/] IPYAHOT0 BCKapMIIMBaHUs (cM. paszen 4.6.).

e OKeHmMHBI JE€TOPOJHOTO BO3pacTa, HE UCHOJIb3YIOUIME AaJEKBATHBIE METOABI
KOHTpALEILIH.

4.4. OcoOble yka3aHusl M MepbI NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

VY mnanueHToB ¢ HanuuueM (PakTOpPOB pHcKa pa3BUTHS pabaomuoiu3a (HapylleHue (QpyHKIHUU
IIOYEK, TUIIOTUPEO3, HACIEACTBEHHbBIE MBIIICYHbIE HAPYIICHUs y NMAIUMEHTa B aHAMHE3€ WIN B
CeMEHHOM aHaMHe3e, y)K€ MEePEeHECEHHOE TOKCHUYECKOe BIMSIHME MHTHOMTOPOB 3-THJIPOKCHU-3-
metmirmoTapui-KoA-penykrazsr  (I'MI-KoA-penykrasel) (ctatunbl) win  ¢uOpatoB Ha
MBIILIEYHYIO TKaHb, 3a0O0JI€BaHUS TI€UEHW B AaHAMHE3€ W/WIM TNpPUMEHEHUE Y TAallleHTOB,
YHOTPEOIIAIOUINX AIKOT0JIb B 3HAUUTENILHBIX KOJIMUYECTBaxX, Bo3pacTt crapiie 70 JeT, cuTyauu, B
KOTOPBIX OXHJAETCS MOBBIIICHNE KOHIEHTpAlMM aTOpBacTaTHHA B IUIa3Me€ KPOBU (HampHUMep,
B3aMMOJICICTBHE C APYTUMHU JIEKAPCTBEHHBIMH CPEICTBAMU)).

Bausgaue Ha neyeHp

Kak u npu npumMeHeHun Apyrux TUMoIMIUIEeMUUYECKUX CPEJICTB 3TOTO Kilacca, MPU MPUMEHEHUN
aTOpBacCTaTHHA OTMEUAIH YMEPEHHOE MOBBIIIeHHUE (00see yeM B 3 pasza 1o CpaBHEHHIO C BEpXHEH
TpaHUIEH HOPMBI) aKTHBHOCTH «redeHouHbIX» TpancamuHasz (ACT u AJIT) B mimasme KpoBH.
Croiikoe MOBBIILIEHHE CHIBOPOTOYHON AKTUBHOCTH «IIEYEHOYHBIX)» TpaHcamuHa3 (Oosiee ueM B
3pa3za Mo CpaBHEHUIO C BepXHEH rpaHuield HOpMbI) HaOmomanock y 0,7 % mMmanueHToB,

MOoJIy4yaBIINX aTOPBACTATHH. YacroTa HOI[O6HBIX N3MEHCHUH npu NpUMCHCHHUHU aTOpBAaCTaTUHA B
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nmo3zax 10 mr, 20 mr, 40 mr u 80 mr cocrasisiaa 0,2 %, 0,2 %, 0,6 % u 2,3 % COOTBETCTBEHHO.
[ToBblIeHNE AaKTHMBHOCTH «IEUYECHOYHBIX» TpaHCAMHWHA3 B IUIa3Me KpPOBU OOBIYHO HE
COIIPOBOKIANIOCH KEATYXOH MM IPYTUMHU KIMHUYECKUMU NposiBiIeHussMU. [Ipyu cHIDKEHUH 103b1
aTopBacTaTMHA, BPEMEHHOW WM IIOJIHOW OTMEHE IpenapaTa AaKTMBHOCTb «IEUYEHOYHBIX»
TpaHCaMMHA3 B IUIa3Me KPOBU BO3BpALIAJach K UCXOAHOMY YPOBHIO. BOJIBIIMHCTBO NallMEHTOB
IpOJOIDKAIM TPHEM aTOpBacTaTMHA B CHUIKEHHOW J03e¢ 0e3 Kakux-TMOO KIMHHUYECKUX
IIOCJIEICTBHM.

Jlo Havana Ttepanuu, yepe3 6 Helenb W 12 Henmenb Iocie Hayala MPUMEHEHHs Ipenapara
AtopBactatud - TAJl wiu mocie yBEIMYEHHUs €ro J03bl HEOOXOJMMO KOHTPOJUPOBATh
nokazarenn (QyHKUuM TedeHH. DYHKIHMIO TEYEHH CJeIyeT KOHTPOJIMPOBATH TaKKe IpU
NOSIBIICHUH KJIMHWYECKUX NPU3HAKOB MOPAXEHUS MEYCHU. B ciydyae MOBBIMICHHUS] aKTUBHOCTH
«TI€YEHOYHBIX» TPAaHCAMUHA3 B IUIa3Me KPOBU cieyeT KOHTpoaupoBaTh akTUBHOCTh AJIT u ACT
B IIJJa3M€ KPOBHU JI0 TeX I0p, N0Ka OHa He HopMmaiu3yercs. Ecinu nosbienne aktuBHocTH ACT
wi AJIT B mna3me kpoBu Oosiee yeM B 3 pasa, 10 CPAaBHEHHMIO C BEPXHEH TIpaHHIIE HOPMBI,
COXpaHsIeTCs, PEKOMEHyEeTCs CHUKEHHE JJ03bl UJIM OTMEHA aropBacTaTuHa (cM. paszzaen 4.8.).
ATOpBacTaTUH ClIeAyeT MPUMEHSTHh C OCTOPOXKHOCTBIO Yy IMALMEHTOB, KOTOpPbIE YHOTPEOISIOT
3HAYUTEIBHOE KOJUYECTBO AJIKOTOJIS M/MIIM UMEIOT B aHaMHe3€e 3a00JieBaHue TIeueHH. AKTUBHOE
3a00JIeBaHNEe TIEUYEHU WIIM TOCTOSHHO TIOBBINIEHHAS aKTUBHOCTH «IIEYEHOYHBIX» TpaHCAMUHA3
TUTa3Mbl KPOBHM HESICHOTO TEHe3a SIBIISIIOTCS TPOTHBOIOKA3aHHWEM K TNPHUMEHEHHIO Iperapara
AtopBactatut - TA/] (cm. pa3aen 4.3.).

JlelcTBHE Ha CKEJIETHBIE MBIIIIITHI

VYV manueHToB, MOMy4YaBIIMX aTOpPBAaCTaTHH, OTMedajnach Muairus (cM. pasnen 4.8.). Jlmarnos
MUOIATHHU CIIEAYET MpeArnosaraTs y MaueHToB ¢ 1udy3Hoil Muanrueil, 601e3HEHHOCThIO WIN
Ca0OCThI0 MBI W/WIM  BBIPQKEHHBIM  IIOBBIIIEHHEM  CHIBOPOTOYHON  aKTHBHOCTHU
kpeatuHpochokunassl (KDOK) (Gonee uem B 10 pa3 1o cpaBHEHHUIO ¢ BEpXHEH TpaHUIICH HOPMBI).
Tepanuto mnpernapatom AtopactatuH - TAJl ciemyeT NpekpaTUTh B Cilydae BBIPAKEHHOIO
MOBBIIICHNS CBIBOPOTOYHOM akTUBHOCTH K@K npm Hamuumum noATBEp>KI€HHONW MHMOIIATHHA WA
MOJIO3PEHNM Ha €€ pa3BUTHE. PUCK pa3BUTHUS MHMONATUU MOBBILAICA NPU OAHOBPEMEHHOM
NPUMEHEHUN  JIEKAPCTBEHHBIX  CPEJCTB,  IOBBIMLIAIOIIMX  CHUCTEMHYIO  KOHIICHTPAIUIO
aTopBacTaThHa (cM. pa3aensl 4.5., 5.1.). MHorue u3 3Tux npenapaToB MHTHOUPYIOT META0OIU3M,
onocpenoBanHbli  n3opepmentom CYP3A4, u/wnmu TpaHCHOPT JI€KapCTBEHHBIX BEIIECTB.
N3BectHo, uyto m3oepmeHT CYP3A4 — ocHOBHON HM30()epPMEHT IEYEHHU, YYaCTBYIOLIMH B
ouotpancopmanuu atopBacratuHa. [lpumensst npenapatr AtopBactatuH - TAJ] B couetanuu ¢
¢ubparamu, >SpPUTPOMUIIMHOM, HMMMYHOJAENPECCAHTAMH, Aa30JbHBIMH INPOTUBOTPUOKOBBIMU

cpeactBamu, wuHruOMTOpamm Tiporeassl BUY/Bupyca rematuta C, JIETEPMOBHPOM  HIIH
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HUKOTUHOBOM KHUCJIOTOH B JIMIUACHWXKAOLMMX fAo03ax (6ojgee 1T B CyTKHM), Bpaud JOJIKEH
THIATEJIBbHO B3BECUTh OKUIAEMYIO IOJIb3Y JICUEHHS U BO3MOXKHBIN puck. Cieayer peryispHo
HaOJII01aTh MAIIMEHTOB C LIEJIbIO BBISIBIICHUS 00JIei MK ¢1a00CTH B MBIIIIaX, 0COOEHHO B TCUCHHE
IEPBbIX MECALEB TEpalMM U B MEPHUOJ YBEIUYEHHUS J103bl JIIOOOr0 M3 yKa3aHHBIX cpeacTB. B
cilydyae HEeoOXOIUMOCTH KOMOMHHMPOBAHHOW Tepaluy CIEAyeT paccMaTpUBaTh BO3MOYKHOCTh
npUMeHeHHs 00siee HU3KUX HAavyalbHbBIX U MOAIEPKUBAIOIINX JI03 BHIICIICPEUHCICHHBIX CPENICTB
(cM. paznen 4.2.). He pexomeHayeTCsl OTHOBPEMEHHOE MIPUMEHEHHUE aTopBacTaTUHA U (y3UI0BOI
KHCJIOTBI, [TO3TOMY BO BpEMsl NPUMEHEHUs (y3UJI0BON KHCIOTHl PEKOMEHJOBAHA BpPEMEHHas
OTMEHa aropBacTaTMHAa. B MOJOOHBIX CHUTyalMsIX MOKHO PEKOMEHJ0BaTh MEPUOIUYECKUIN
KOHTpOJIb ChIBOpOTOYHOM akTthBHOCTH K@K, XO0TS Takoe MOHHUTOPUPOBAHHME HE IIO3BOJISAET
IPEOTBPATUTh PA3BUTHE TAXKEION MUONIATUH (CM. paszzen 4.5.).

3aperucTpupoBaHbl COOOIIEHUS O Pa3BUTUM HMMMYHO-OIIOCPEIOBAaHHON HEKpPOTU3HPYIOLIeH
muonatuu (MOHM) Bo Bpemst uiu mociie JIe4yeHUs: HEKOTOPbIMU cTaTHHaMu (cM. pasnen 4.8.).
NOHM KiIMHMYECKH XapaKTEpU3yeTCsl CTOMKOM NPOKCUMAaJIbHOM MBbIIIEYHOW cIaboCThi0 U
NOBBILICHHBIM YPOBHEM KpPEAaTMHUHKMHA3bl B CBIBOPOTKE KpPOBHU, KOTOpBIE COXPaHSIOTCS
HECMOTps Ha NpEKpallleHue JICYEHHUs] cTaTuHamu, HanuuueM antuten k I’ MI'-KoA-penykrase n
YJIy4IIEHUEM NPU IPUMEHEHUN UMMYHOETIPECCAHTOB.

Jlo Hayaja Je4eHus

ATopBacTaTUH cleAyeT C OCTOPOXKHOCTbIO Ha3HayaThb MalMeHTaM ¢  (aKTopamu,
npeapacnoiaralolluMid K pa3BUTHIO pabaomuonu3a. Jlo Hawanma Tepanmuu aToOpBAacTaTUHOM
ClIelyeT NPOBOAUTHh KOHTPOJb akTuBHOCTH KDK B 1azMe KpoBH B CIEAYIOIIUX CIydasX:
e HapylleHue QyHKIUHU TOYEK;
® TUIIOTHPEO3;
® HACJICJICTBEHHBIE MBIIICYHbIE HApPYyIICHUs y NAalMEHTa B aHAMHE3€ WM B CEMEMHOM
aHaMHE3E;
® yXe IepeHeceHHOe TOKCHUecKoe BiusiHue HHruoutopos ' MI'-KoA-penykrassl (CTaTHHBI)
win (puOpaToB HA MBILIEYHYIO TKaHb;
e 3a0o0yieBaHUS [I€YEHM B aHAMHE3€ H/WIM TAlMEHThI, YNOTPEOIAIONIME aJKOrojb B
3HAYUTEIBHOM KOJINYECTBE;
® y MalMeHToB B Bo3pacte crapuie 70 JeT ciexyeT OLEHHUTh HEeOOXOIUMOCTh KOHTPOJI
nokazarenst KOK B masme KpoBH, yUUTBIBasl TO, YTO Yy 3TUX MAlMEHTOB, KaK MPaBUIIO,
YK€ UMeIoTCsl (haKTOpbl, MPepacioararolie K pa3sBUTHIO pabJOMUOIIN3a;
® CUTyalluHu, B KOTOPBIX OXMJAETCS MOBBIIIEHUE KOHLEHTPAIMM aTOpBAcTaTHHA B ILIa3Me

KpPOBH, TaKH€ KaK B3aUMOJICHCTBUS C IPYTUMHU JIEKAPCTBEHHBIMU CPEICTBAMU (CM. pa3ien

4.5.).



B Takux curyanusax ciueayer OLEHUTh COOTHOLIEHHE «IIOJIb3a — PHUCK» M OCYIIECTBIATH
MEIUIUHCKOE HAOII0IeHHE 32 COCTOSIHUEM ITallMeHTA.

B cnyyae 3HauNTENTFHOTO MOBBIIIEHUS CHIBOPOTOUHOM akTBHOCTH KDK (Goee yem B 5 pas Bbiie
BEpXHEH I'paHUIbl HOPMBI) HE ClIeAyeT HAUMHATh TEPANTUIO aTOPBACTATHHOM.

[Ipu npuMeHeHnH aTopBacTaTHHA, KaK U Apyrux HHruoutopoB I'MI'-KoA-penykTa3bl, omucaHbI
penkue ciiydan pabJoOMHOIN3a C OCTPOM TOYEYHOH HEIOCTATOYHOCTHIO, OOYCIOBICHHON
MuoroOuHyprei. MakTopoM pUCKa pa3BUTHA PabIOMMOJIM3a MOXKET OBITh MPEANIeCTBYIOIIEE
HapyuieHne (yHKUUU MOoYeK. TakuM MNanueHTaM cieayeT obecrneduTh Ooliee TIIATEeNIbHbIN
KOHTPOJIb COCTOSIHUSI CKEJIETHO-MBIIIEYHOU cucTembl. [Ipyu mosiBIEHMHM CHMITOMOB MHOINATUU
WIA HATMYAKA (DaKTOPOB PUCKA PA3BUTHUS MOYEUYHOW HEAOCTATOUYHOCTH Ha (PoHE pabroMuoin3a
(HampuMep, TSDKEIOe TEYeHHWE OCTpOH HH(GEKUWHu, apTephajbHas THIIOTCH3Hs, OOIIMPHOE
XUPYpPru4eckoe BMeENIaTeNbCTBO, TPaBMbl, MeTaOONIMYECKHe, DJHIOKPHUHHBIE M  BOJHO-
JNIEKTPOJIUTHBIE  HApYIICHWs, HEKOHTPOJMPYEMbIE CyIOpOTH) TEpamuio  IpenapaToM
AropBactatut - TAJ] cieayer BpeMEHHO IPEKPATUTh WIH MMOJTHOCTHIO OTMEHUTD.

Buumanue! IlanmeHTOB HEOOXOAMMO MPEAYHNPEIUTH O TOM, YTO MM CJEAYET HEMEAJIEHHO
00paTUThCs K Bpauy MpH MOSBICHUN HEOOBICHUMBIX 00JIeH HIIM MBIIIEUHOM ¢1a00CTH, 0COOEHHO
€CJIM OHM COIIPOBOKJIAIOTCS HEAOMOTaHUEM WIIN JIMXOPATKOM.

Muacrtenus FDaBI/IC/ TJ1a3Hasd MUaCTCHUA

CooOmanoch, 4ro B HEKOTOpbIX ciydasix uHruoutopel I'MK-KoA-penykrasbl (cTaTuHbl)
BBI3BIBAIM pa3BUTHE de NOVOo WM YCYTyONsiaM paHee CYLIEeCTBOBABIIYI T€HEpalU30BaHHYIO
MHACTEHHUIO IPAaBUC WJIM TJIA3HYI0 MHAcTEeHUIO (cM. pasnen 4.8.). B ciiyuae BOZHUKHOBEHHUS MU
YTSDKEJIEHUS CHMIITOMOB MHAcTEeHHMHM TpueM npenapara AtopBactaTud - TAJl cnenyer
npekpatuth. Coolmanoch Takke O peruaAuBaX MUACTEHMM INPU MOBTOPHOM IpHUEME TOTO Ke
CTaTWHA U NIpU npuMeHeHuu apyroro uaruoutopa [ MK-KoA-penykrasbl.

I'eMopparnueckuii HHCYJbT

[Tocne cmenuanbHOTO aHamM3a pe3yJbTATOB KIMHHYECKOTO WCCICNOBAHUS C ydacTHEM
4731 manmenta 6e3 UBC, mepeHecinX MHCYJIBT WM TPAH3UTOPHYIO HileMudeckyto araky (THA)
B TEUEHHE MPEIbIYIINX 6 Mecs1eB, KOTOPbIM OB Ha3HaYeH aTopBacTaTUH 80 MI' B CyTKH, Oblia
BbIsSIBJIEHa 0o0Jiee BBICOKAsl 4acTOTa reMOpPparMyeckuX MHCYJIBTOB B TPYIINE aTOpBacTaTHHA IO
CpaBHEHUIO C Tpymmoi mianedo (55 — B rpymre aTopBacTaTuHa MPOTUB 33 — B rpymre mianedo).
[TareHTHI ¢ reMOpparndecKiuM HHCYJIBTOM Ha MOMEHT BKJTFOUEHHSI B HCCIIEZIOBaHUE UMEITH Ooee
BBICOKMH PUCK U TIOBTOPHOTO T'€MOpPPAarHuecKkoro MHcynbTa (7 — B Tpymie aTopBacTaTHHA
IpoTHB 2 — B TpyIIe iane6o). OQHako y ManueHToB, MOIyYaBIINX aTopBacTaTHH B 03¢ 80 mr
B CyTKH, OBUIO MEHBIIIE HHCYJbTOB J0OOr0 THHa (265 mpotuB 311) m MeHbIIE CcepaedHO-

cocyaucThix coobiTuii (123 mpotus 204).



CaxapHblii fuadeT

Hexotopeie mannbpie moarBepkaaroT, uyto HMHruOuTOpsl I'MI-KoA-pemykrasbl (CTaTHHBI) Kak
KJIAaCC MOTYT NPUBOAMTH K IOBBILIEHUIO KOHLIEHTPALMU TJIIOKO3bl B KPOBU, a y OTAEIBHBIX
NAlMEHTOB C BBICOKMM PHCKOM Ppa3BUTHUSl CAXapHOro AMAa0ETa MOXKET Pa3BUThCS COCTOSIHUE
TUIIEPIIMKEMUH, TpeOyloliee KOPPEeKIMH, KaK IIpU caxapHoM nuadere. TeM He MeHee, 3TOT PUCK
HE MPEBBIIIAET MOJIb3y OT Tepanuu uHruoutopamu I'MI-KoA-penykTassl (CTaTHHBI) C TOYKH
3pEHUsl COCYJUCTBIX PUCKOB, I03TOMY 3TO HE MOJKET SIBJIATHCS IPUUMHOM I OTMEHBI TEPANIUH.
[TaumeHTsl, OTHOCALIMECS K IPYyIIE prcKa (KOHIIEHTpALUs ITII0KO3bl B KPOBU HATOIIAK OT 5,6 10
6,9 mmoute/in, naAeKe Maccel Tena (MMT) > 30 KI/M?, TIOBBILICHHAS koHueHtpamnusa TI' B muiazme
KpOBH, apTepuaibHas TUIEPTEH3Ms), IODKHBI HAXOAWUTHCA IOJ MEIUIIMHCKUM KOHTPOJIEM,
BKJIOUasi KOHTPOJIb OMOXMMHUYECKHX IapaMeTPOB KPOBU, B COOTBETCTBUHM ¢ HanmoHanbHbIMU
PEKOMEHalUSIMHU.

HMHTepcTunnaibHOe 3a00/1e€BaHUE JIETKUX

Ha ¢one Tepanuu nexoropeiMu uarnOuTopamu I'MI'-KoA-penykrassl (CTaTUHBI), 0COOCHHO Ha
(doHe AIUTENBHON Tepanuy, OTMEYAIUCh €AUHUYHBIE CIydal UHTEPCTULUAIBHOIO 3a001eBaHMsI
Jgerkux. Moryt HaOmoaaTbes OBIINIKA, HENPOAYKTUBHBIM Kallellb MU yXyAUIeHHe OOLIero
COCTOSIHUS 3/10pOBbsI (YTOMIIIEMOCTh, CHUKEHHE MacChl Tejla U Juxopaaka). B ciydae, ecinu y
NalMeHTa MOA03PEBAECTCS HHTEPCTULIUANIBHOE 3a00I€BAHNE JIETKUX, CIEyeT OTMEHHUTH TEPAIUI0
aTOPBACTaTHHOM.

OHIOKPUHHAS d)VHKI_II/IH

[Tpu npumenennn naruOuTopoB 'MI'-KoA-peaykra3sl (cTaTHHBI), B TOM YUCIIE U aTOPBACTaTHHA,
OTMEUAJIUCh CIIy4au MOBBIIIEHHUS KoHLEeHTpauuu HbA1 M KOHUEHTpaluu TIIHOKO3bl B KPOBU
HaTOIAK. TeM He MEeHee, pUCK TMIIEPIIIMKEMUN HIXKE, YEM CTEIIEHb CHHYKEHHSI PUCKA COCYAUCTBIX
ocioxHeHui Ha poHe npuema nHruOuTOpoB I MI'-KOA-penykrassl (CTaTUHBI).

BcnomoraTensHbI€ BelllecTBa

Jlakmo3wl moHo2uopam

[TaimeHTaM C peAaKo BCTPEYAOUIEHCS HACIEICTBEHHOM HENEPEHOCUMOCThIO TalaKTO3bl,
IeUIUTOM JIaKTa3bl WIH TIIOKO30-TalaKTO3HOW ManbabcopOIueil He cieayeT MpuHUMAaTh STOT
npenapar.

4.5. B3anMmojeilicTBMe C JAPYrHMH JIeKAPCTBEHHBIMH TMpenapaTramMu W JApyrue BH/bI
B3auMMo/1eiicTBUS

ATopBactaTiuH Metabonusupyercs cucremon muroxpoma P450 3A4 (m3odepmentom CYP3A4) u
SBIISIETCSL CyOCTPAaTOM TPAaHCIIOPTHOTO MOJUNenTHaa opranndeckux annoHoB 1B1 (OATPIBI) u
1B3 (OATP1B3). Merabonutsl aTopBactaTiHa ABjsioTcs cyoctpatamu OATP1B1. Taxke Obu10

YCTaHOBJICHO, YTO aTOPBACTATUH fABISETCS CyOCTpaToM OejKa MHO>KECTBEHHOU JIeKapCTBEHHOM

10



pesucterTHoctd 1 (MDR1) u G6enka pe3ucteHTHOCTH paka MosiouHoi kene3bl (BCRP), kotopsie
MOTYT OTpaHMYMBATh BCAChIBAHME B KHILIEYHUKE M KIMUPEHC aTropBacTaTUHA B I€YEHU
(cM. pa3men 5.2.).  OpnHOBpeMEHHOE IPUMEHEHHE C  JIEKAPCTBEHHBIMU  IIpenaparamy,
spistironuMucs uHruontopamu u3zopepmenta CYP3A4 wim OGenKoB-TIEPEHOCUYUKOB, MOMKET
MIPUBECTHU K MOBBIIICHUIO KOHIICHTPAIIMI aTOpBacTaTHHA B IJIa3Me KPOBU U K MOBBIIICHHUIO PUCKA
pa3BUTUs MUOTNATHH. PUCK MOXeT ObITh TAaK)Ke YBEIMYEH NPH OJHOBPEMEHHOM IMPUMEHCHHUU
aTOpBACTaTHHA M JIPYTUX JIEKAPCTBEHHBIX MPEMAPaTOB, CIIOCOOHBIX BHI3BIBATH MUOIIATHIO, TAKHX
Kak ¢pudpatel 1 33eTUMHO (cM. pazaen 4.3. u 4.4.).

Bo Bpems neuenuss unruburopamu ['MI-KoA-peaykrassl npu OJIHOBPEMEHHOM MPUMEHEHUU
UKJIOCIIOPUHA, HUKOTUHOBOW KHMCIIOTHI B JIUMUIACHUXKAIOMUX 103ax (Oonee 1 r B CyTKH) win
uHruouropoB  m3opepmenta CYP3A4  (mampumep, OPUTPOMHIMH,  KIAPUTPOMHUIIHH,
MPOTUBOTPUOKOBBIE CPENICTBA — IPOU3BOIHBIE 230J1a) MOBBILIACTCSI PUCK PA3BUTHUSI MUOTIATHH (CM.
pasznen 4.4.).

Wuruburtopsr m3odepmenta CYP3IA4

[Tockonbky aropBacTatuH Merabommsupyercs uzopepmentom CYP3A4, omHOBpeMeHHOE
IpUMEHEeHHe aTopBacTaTMHa ¢ uHruouropamu uzopepmenta CYP3A4 moxeT HNpUBOAUTH K
YBEJIMUEHUIO KOHIIEHTpAallMM aTOpBacTaTHMHA B IUIa3Me KpoBH. CTeneHb B3aMMOJCHCTBUS U
3p¢deKkTa NOTEHUUPOBAHUS ONpEAENseTcs BapUaOeNbHOCThIO BO3JEHCTBHS Ha H30(EPMEHT
CYP3A4 (cm. pazgen 5.2.).

beuto  ycraHoBneHo, uTo MouHble uHruouropel uzopepmenta CYP3A4 mnpuBomar k
3HAUUTEIBHOMY IOBBIIICHUIO KOHIEHTPAllUM aropBacTaTMHa B IUIa3Me Kposu. Crexyer 1o
BO3MOXXHOCTH H30€erarb OJJHOBPEMEHHOTO MPUMEHEHMsI MOIIHBIX MHTMOMTOPOB H30(pepMEeHTa
CYP3A4 (takux Kak UMKJIOCHOPUH, TEJIUTPOMHULIMH, KIAPUTPOMUIIMH, JEJaBUPIUH,
CTHUPUIIEHTOJI, KETOKOHA30J, BOPUKOHA30JI, HWTPAaKOHA30J, II03aKOHA30JI, HEKOTOphIE
IIPOTUBOBUPYCHBIE MpENapaThl, IPUMEHsIEMbIE 1JIs JIeYeHHsI BUpycHoro renarura C (Hampumep,
anbacBup/rpa3onpeBup), U UHrHOUTOpHl mpoTeassl BUY, Bkimrodas puTOHABUD, JIOMHHABHP,
aTa3zaHaBUp, MHJWHABUD, JapyHaBUp U Ap.). Ecaum oIHOBpeMEHHBIN NMpHUEM 3TUX MpenapaTroB
HE00X0/IUM, CIIeyEeT PACCMOTPETh BOZMOKHOCTh Hayajia Tepaniy C MUHUMAJIbHOM 10361, a TaK)Ke
CJIEIyeT OLIECHUTh BO3MOXXKHOCTh CHM)KEHUSI MAaKCUMAaJIbHON J103bl aTOPBACTATHHA.

Ymepennble uHruOutopsl usodpepmenta CYP3A4 (Hampumep, SpUTPOMUILIMH, IJHITHA3EM,
BepanaMui U (IyKOHa30J) MOTYT MPUBOANUTH K YBEJIIMYEHHIO KOHIEHTPAIlMU aTOpBAacTaTHHA B
wiazmMe kpoBu. Ha ¢one omHoBpemeHHoro mpumenenusi nuHru6uropoB I'MI'-KoA-pexykra3zbl
(cTaTuHBI) ¥ SPUTPOMUIIIHA OTMEYAJIU MTOBBIILIEHHBIM PUCK pa3BUTHUs MuonaTuu. MccienoBanus
B3aMMOJCHCTBYS aMUOapOHa WJIM BepallaMuiia U aTopBacTaTHHA HE NMPOBOAWINCH. M3BECTHO,

YTO W AaMHUOJApOH, W BepamamMuwi HHTHOUPYIOT akTuBHOCTh wu3odepmenta CYP3A4, wu
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OJIHOBPEMEHHOE IpPUMEHEHHE OSTUX I[pernapaToB € aTOPBACTATUHOM MOXET IPUBECTH K
MOBBIIICHUIO 3KCIO3UIMU aTopBacTaTMHa. B CBA3M € 3TUM PEKOMEHIYEeTCS CHU3UTh
MaKCUMaJIbHYIO JI03y aTOpPBACTaTUHA M MPOBOJIUTH COOTBETCTBYIOUIUN MOHUTOPUHI COCTOSIHUS
nanueHTa Opu OJHOBPEMEHHOM NPHMEHEHHWU C YMEPEHHBIMH HMHTHOMTOpaMU H30(pEepMEeHTa
CYP3A4. KoHTponb clieyeT OCyIIeCTBISITh IIOCIe Havana Teparnuy 1 Ha GOHE U3MEHEHUS J03bI
unruouropa mopepmenta CYP3A4.

'embubpo3mi/hudpaTs

Ha ¢one nmpumenenuss GpuOpatoB B MOHOTEpAIMH IEPUOJIMYSCKHA OTMEYAIH HEXKeJIaTeIbHBIC
PCaKIH, KacaloIUecs: CKEJIETHO-MBIIIICYHOW CHCTEMBI, B TOM YHCIIe pabaoMuoIIn3. PUCK Takux
peakuuii BO3pacTacT MPU OJHOBPEMEHHOM IMpUMEHEHHH (UOpaTOB W aTtopBacTatuHa. Ecim
HEBO3MOXKHO M30€KaTh OJJHOBPEMEHHOTO MPUMEHEHHS 3TUX MPENapaToB, TO CISAYET MPUMCHSTh
MUHHMaJIbHYIO 3((EKTUBHYIO JI03y aTOpBACTaTHHA, a TAKXKE CICAYET MPOBOJIUTH PErYJISIPHBINA
KOHTPOJIb COCTOSHHUS HAI[UCHTOB.

D3eTuMHO

[TpumeneHne 33eTUMUOa CBSI3aHO C PA3BUTHEM HEKEIATEIBHBIX PEAKIIMA CO CTOPOHBI CKEJICTHO-
MBIIIEYHON CHCTEMBI, B TOM YHCJIC Pa3BUTHE PadIOMHONIM3a. PUCK TaKMX peakinii MOBBIIACTCS
Ipy OJHOBPEMEHHOM IMPUMEHEHHHM »33eTHUMUOa M aropBactatuHa. [l Takux MalHeHTOB
PEKOMEH/TyeTCs TIIATEIbHOE HAOIOICHHE.

DPUTPOMHUIINH/KIAPUTPOMHUIINH

[Tpu ogHOBpEeMEHHOM NMPUMEHEHUH aTopBacTaTHMHA U 3puTpoMuliuHa (o 500 mMr yeTsipe pas3a B
CYTKM) WM kiaputpomuiHa (mo 500 mr nBa pasa B CyTKH), MHTHMOMTOPOB H30(epMEeHTa
CYP3A4, nHabmonanoch MOBBILIEHUE KOHIIEHTPAIMM AaTOpBAacTaTMHA B IUIa3ME KpPOBU (CM.
paznensi 4.4. 1 5.2.).

I/IHFI/I6I/ITODBI apoTeas

OnHOBpeMEHHOE TPUMEHEHHE aTOpBacTaTUHA C HMHTUOUTOpaMH TpOTea3, M3BECTHBIMU Kak
uHruoutopel  u3opepmenta CYP3A4, compoBoxaaercs yBEIMUYEHHEM  KOHLEHTpaluu
aTopBacTaTHHA B TUIa3Me KPOBH.

JlnnTnazem

OnHoBpeMEHHOE MpHUMEHEHUEe aTopBacTatThHa B Ao03e 40 Mr ¢ auithazemom B go3e 240 mr
NPUBOINT K YBEJIHMUCHHUIO KOHIICHTPAIIUK aTOpBacTaTHHA B IJIa3Me KpoBH (cM. paszen 5.2.).
[{luMmeTnang

KnuHauveckn 3Ha4MMOT0 B3aWMOICUCTBUS aTOPBACTATHHA C IIUMETHIMHOM HE OOHAPYKEHO (CM.

paznen 5.2.).
Utpakonazon
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OnHOBpEeMEHHOE NMPUMEHEHHE aTopBacTaTuHa B 103ax oT 20 Mr 10 40 Mr 1 UTpakoHa30J1a B J103€
200 Mr mpuBOIWIIO K YBEJIWYECHUIO 3HAUEHHS IUIOMIAM TOJ KPHUBOW «KOHIIEHTPAIUSI-BPEMS»
(AUC) aropBacratuHa (cM. pa3zaen 5.2.).

['pelindpyTOBBII COK

[TockosbKy TpeiinpyTOBBI COK COAEPKUT OJHMH WIIM HECKOJIbKO KOMIIOHEHTOB, KOTOpBIC
uHrnoupyot nzopepment CYP3A4, ero upesmepHoe norpedaenue (6omnee 1,2 1 B 1€Hb) MOXKET
BBI3BIBATH YBEJIIMYCHHE KOHLICHTPALIMK aTOPBACTATUHA B IIa3Me KPOBH (CM. pa3zaen 5.2.).

I/IHFI/I6I/ITODBI TPaHCIIOPTHOI'O Oejka

ATOpPBaCTaTHH SABJISIETCSI CYyOCTPATOM TPAHCIOPTEPOB (hepMEHTOB eueHu (cM. paszjen 5.2.).
OnHOBpeMEHHOE MPUMEHEHHUE aTOPBACTAaTHHA B 103¢ 10 MI 1 IUKJIOCTIOPUHA B J103€ 5,2 MI/KT/CYT
IPUBOJMIO K IOBBILICHUIO YPOBHS CHCTEMHOIO BO3JEWUCTBHS aTopBacTaTUHA (yBEIMUYEHUE
nokazarenss AUC B 8,7paza) (cMm. pasgen 5.2.). LuxiocnmopuH SBiIsieTcs HHTHOUTOPOM
TPAHCIIOPTHOTO Mojiunentuaa opranudeckux annoHos 1B1 (OATP1B1), 1B3 (OATPIB3),
nportenHa, accouumupoBanHoro ¢ MDR1 u BCRP, a Ttakke wusodepmenta CYP3A4,
CJIEIOBATENbHO, OH MTOBBIILIAET YPOBEHb CUCTEMHOTI'O BO3/IeHICTBUS aTopBacTaTHa. CyTo4YHas 1032
aTopBacTaTHHA HE JIOJDKHA MpeBbimath 10 mr (cM. pa3nen 4.2.).

OnHOBpeMEHHOE IPUMEHEHUE C IpenapaTaMy, COAePKALMMHU IJIeKalpeBUp WK MUOPEHTACBUD,
MIPOTUBOIIOKA3aHo (cM. paznen 4.3.).

OnHoBpeMeHHOE IPUMEHEHHE aTOpBacTaThHa B 03€ 20 Mr U ierepMoBHpa B 103€ 480 Mr B CyTKH
MIPUBOJIMIIO K MOBBIIIEHUIO YPOBHS BO37eicTBHs aTropBacTatuHa (cootHomenue AUC: 3,29) (cm.
pasznen 5.2.). JlerepMoBUp SBISETCS MHTMOMTOPOM TpaHCIOPTEpoB mpoctarianauHa, BCRP,
MRP2, OAT2 u neuenouynoro tpancnoprepa OATP1B1/1B3, takum oOpa3om, OH yCUJIMBAeT
ypOBeHb BO3/elcTBUs aropBacTathHa. CyTOYHas /032 aTOpBacTaTHHA HE JOJDKHA MPEBbINIATH
20 mr (cm. pazzaen 4.2.).

BenuunHa omocpenoBaHHBIX JIEKAPCTBEHHBIX B3aumoneicTBuii u3odepmenta CYP3A wu
tparcnoprepoB OATP1B1/1B3 Ha coBMecTHOE IPUMEHEHHE TPENapaToB MOXKET OTINYATHCS ITPU
OJIHOBPEMEHHOM Ha3HAUYE€HUHU JIETEPMOBHpA C IUKJIOCIOpUHOM. He pexomeHayeTcs: mpuMeHsITh
aTOpBAaCTaTHH MAalMEeHTaM, I[OJIyYalolUM TEpanuio JETEPMOBHUPOM  OJHOBPEMEHHO C
LUKJIOCTIOPHHOM.

Onbaceup U rpasonpeBup sBisiroTcs warnounropamu OATPIB1, OATP1B3, MDR1 u BCRP,
CJIEIOBATEeNIbHO, OHHM IMOBBIIAIOT YPOBEHb CHUCTEMHOTO BO3JEHCTBUS aropBacTtatuHa. l[lpu
OJIHOBPEMEHHOM IIPUMEHEHUH CYyTOYHAs /103a aTOPBACTaTHHA HE JOJDKHA MpeBbIaTh 20 Mr (CM.
paznen 4.2.).

Nunykropse! nsodepmenra CYP3A4
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OnHOBpeMEHHOE TMPUMEHEHHE aTopBacTaTMHAa ¢ HWHAyKTopamu wu3odepmenta CYP3A4
(mampumep, 3QaBupenH3, pupaMIUIUH WIK Tpenaparbl 3BepoOosi MPOIBIPSIBICHHOIO) MOXKET
IPUBOJIUTh K CHIDKEHHIO KOHLIEHTPAallUM aTopBacTaTMHAa B IUIa3Me KpoBU. Bceuencrtsue
JBOMCTBEHHOTO MEXaHM3Ma B3aUMOJEHCTBUS ¢ pUbaMIUIMHOM (MHIYKTOpP H30(hepMeHTa
CYP3A4 wu wunruburop TtpancnoptHoro Oenka renatonutoB OATPIB1) pexkomenmyercs
OJTHOBPEMEHHOE NMPHUMEHEHHE aTOpBAaCTaTHHA U PU(aMITUIITHA, TOCKOIBKY OTCPOUYECHHBINA MTPUEM
aTopBacTaTHMHa IOcie TNpuemMa pudaMOUIMHA TPUBOAUT K CYIIECTBEHHOMY CHH)KEHUIO
KOHIIEHTPAILlMU aTOpBAaCTaTHHA B IIa3Me KPOBH (M. pazzen 5.2.). OqHako BiausHUe pudaMnuinuHa
Ha KOHIIEHTPAIIMIO aTOpPBacTaTHHA B IeNaTOLUTAaX HEM3BECTHO, U B CITyYae, €CIIU OJTHOBPEMEHHOTO
NPUMEHEHHS HEBO3MOXKHO H30€XaTh, CIEAYET TIIATEIbHO KOHTPOIMPOBAaTh 3()(HEKTUBHOCTH
TaKOM KOMOMHALIMU BO BpeMs TepaIuu.

AHTamMabl

OnHoBpeMEeHHBIN MPUEM BHYTPb CYCIEH3UH, COJEpIKAIIed MarHusl TUAPOKCHUL W/UITK aTFOMUHUS
TUAPOKCHUJ, CHUYKAJI KOHILIEHTpALMIO aTopBacTaThHa B Iu1a3me Kposu (u3menenue AUC: 0,66),
OJIHaKo cTerneHb cHKeHus konuenTpauun XC-JIITHII B nna3me KpoBU Ipy 3TOM HE U3MEHSIACh.
PeHazon

ATOpBacTaTHH He BIUSET Ha (PapMaKOKWHETUKY ()eHa30Ha, HOITOMY B3aUMOJIEHCTBHE C APYTUMHU
npenapaTamM, METa0OJM3UPYIOIIUMUCA TEMHU K€ H30(epMEHTaMM CHCTEMbI IIUTOXpOMa, He
OKUJIAeTCH.

Konectunon

ITpu oAHOBpEMEHHOM IPUMEHEHNN KOJIECTUIT0IA KOHIIEHTPALUs aTOPBACTATHHA B IUIa3ME KPOBU
caumkanace (u3menenue AUC: 0,74), omHako TUMOAUNUAEMUYECKUNA 3PheKT KoMOWHAIUU
aTOpBacTaTHHA U KOJIECTUII0JIA IPEBOCXOMII TAKOBOM Ka)KJI0ro Mpemnapara B OTAEIbHOCTH.
JluroxcuH

[Tpu noBTOPHOM IIpHiEME JUTOKCHHA U aTOpBacTaTuHA B 103¢ 10 MI paBHOBECHBIE KOHLIEHTPALIUU
JUTOKCHHA B IJIa3Me KPOBU HE MEHSUTHCh. OHAKO MPH MPUMEHEHUH JUTOKCHHA B KOMOMHAIUY C
aTopBacTaTMHOM B J103¢ 80 MI' B CyTKM KOHIEHTpAIUsl JUTOKCHHA yBEJIWYMBaNach (M3MEHEHUE
AUC: 1,15). [TanneHTaM, MOTyYaOUIIM JUTOKCHH OJTHOBPEMEHHO C aTOPBACTAaTHHOM, TPEOyeTCs
COOTBETCTBYIOIIEE HAOIIOICHHE.

A3UTpOMHITH

IIpy OIHOBpEMEHHOM IIPUMEHEHHH aropBacTaTuHa B Jo03¢ 10 Mr oauH pa3 B CyTKH U
a3uTpoMuLrHa B 103€¢ 500 Mr oiMH pa3 B CyTKU KOHIIEHTpALMs aTOPBAaCTaTHHA B IIJIa3Me KpPOBU
HE U3MEHSIach.

IIepopanpHble KOHTPAICITUBHEIC ITPEHAPaThI
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[Ipy oOaHOBpEeMEHHOM TPUMEHEHUU AaTOpBacTaTHHA M TMEPOPaJbHBIX KOHTPALETITUBHBIX
IpenapaToB, COJAEPKAIIUX HOPITUCTEPOH W STHHHIICTPAINOI, HAOIIOJAIOCH 3HAUYUTEIHLHOE
noBbiienre AUC nopatucrepona (u3menenue AUC: 1,28) u sTuHUIACTpanunona (M3MEHEHUE
AUC: 1,19). OtoT 3dekT crneayer yuIuThIBaTh MPU BEIOOPE MEPOPATLHOTO KOHTPAIEITUBHOTO
npernapara Jyisl >KeHIIMH, TPUHUMAIOIIUX aTOPBACTATHH.

Tepdenanun

[Ipy onHOBpEeMEHHOM NPUMEHEHHWU aTOpPBACTATHHA M Tep(eHaaMHA KIMHHUYECKH 3HAYUMBIX
U3MEHEeHUH hapMaKOKMHETUKH TepdeHaMHA HE BBISABIICHO.

Bapdapun

B knmuHMYECKOM HCCIEIOBAHNHN Y TMTALMEHTOB, PETYJISIPHO MOJTyYaAIOMIUX TEPANUio BaphapuHOM,
OJIHOBPEMEHHOE NPUMEHEHHE aTopBacTaTUHa B J103€ 80 MI' B CyTKU IMPUBOJIUIO K HEOOIBILIOMY
YBEJIMUYEHUIO MPOTPOMOMHOBOTO BpEMEHH, MPUOIU3UTENHHO Ha 1,7 CeKyH/IbI, B T€UCHHE MEPBHIX
4 mueit tepanuu. Ilokazarenp BO3Bpamaiics K HOpMe B TedeHue 15 aHell Tepamnuu
aTopBacTaTUHOM. HecMOTps Ha TO, YTO TOJBKO B PEAKUX CiIydasX OTMEYalu 3HAuUTEIbHOE
B3aMMOJICHCTBHE, 3aTParvBalIIee AaHTUKOATYJSTHTHYIO (YHKIHIO, CJEIyeT OINpeNeiIUTh
IPOTPOMOMHOBOE BpeMsi 10 Hayaja TEpanud aTopBaCTaTUHOM Yy MAIMEHTOB, MOIYYarolIuX
TEpanui0 KyMapUHOBBIMU AHTHUKOATYJISIHTAMH, U PETYISPHO — B TEPUOJA TEpamuH, YTOOBI
NPEIOTBPAaTUTh €ro 3HauuTelbHOEe H3MeHeHue. Kak ToiabKko mMokaszarenb HpOTPOMOMHOBOTO
BPEMEHM CTA0WIN3UPYETCSI, €r0 KOHTPOJIb MOXHO MPOBOAUTH TaK K€, KAaK PEKOMEHAYETCS s
NAMEHTOB, TOJIyYalOIINX KyMapUHOBbIE aHTUKOAryJIsHTHL. [Ipy n3MeHeHun 1036l aTopBacTaTUHA
WIN TPEKpalieHUH Tepanuy KOHTPOJIb IPOTPOMOMHOBOIO BPEMEHH CJIelyeT MPOBOAMTH IO TEM
K€ TPUHLUIIAM, 4yTO ObUIM oOmMcaHbl Bbllle. Tepamus aTopBacTaTMHOM He OblUla CBA3aHa C
pa3BUTHEM KPOBOTEUEHHUS UJIM U3MEHEHUSMH IPOTPOMOMHOBOTO BPEMEHH Y MAlIUEHTOB, KOTOPHIE
HE MOJIyYaJIl JEUYEHUE aHTUKOATYJITHTaMHU.

Konxuima

Hecmotps Ha TO, 4TO Hccae10BaHUS OJHOBPEMEHHOTO TPUMEHEHHUS KOJIXUIMHA U aTOpBacTaTHHA
HE TMPOBOJUIINCH, UMEIOTCA COOOIEHUS O Pa3BUTUM MHUOINATUU TpPU NPUMEHEHHWU JaHHON
koMOuHaimu. [Ipy OJHOBpEeMEHHOM IPHUMEHEHHH aTopBaCTaTHHA W KOJXHUIMHA CJeIyeT
COO0JII0JIaTh OCTOPOXKHOCTb.

AmnognnuH

B nccnenoBanuu gexkapcTBEHHOTO B3aUMOJIEHCTBHS y 3J0POBBIX JOOPOBOJIBLIEB OJHOBPEMEHHOE
IIpUMEHEHHE aTopBacTaTMHa B o3¢ 80 Mr m amnogunuHa 10 Mr npuBeno K KIMHMYECKU
HE3HAYMMOMY YBEJIMYEHUIO KOHIEHTpalmu aropsactatuHa (u3meHenue AUC: 1,18) B miazme
KpPOBH.

dy3unosag Kuciora
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Bo Bpemsi mocTperucTpalmoHHbIX UCCIIEI0OBAaHUI OTMEYally Ciy4ad pa3BUTUs padJoMuoIN3a Y
MAIUEHTOB, MPUHUMAIONIMX OJHOBPEMEHHO CTAaTHUHBI, BKJIIOYAs aTOPBACTATHH, U (PY3UIOBYIO
KUCJIOTY. MexXaHu3M JaHHOIO B3aWMOJCWCTBUS HEU3BECTEH. Y MAUMEHTOB, I KOTOPBIX
npuMeHeHue (y3u0BON KUCIOThl CYUTAIOT HEOOXOAUMBIM, JIEUCHHE CTaTUHAMH JIOJKHO OBITh
MPEKPAIIECHO B TEYEHHUE BCETo Meproja mpuMeHeHus ¢y3uaoBoi KUcIoThl. Tepanusi craTHHAMU
MOJKET OBITH BO300HOBJICHA uepe3 7 JAHEW mocie MocieaHero npueMa (Gpy3umaoBoil KucioTel. B
UCKITIOYUTENBHBIX CIIy4asX, KOTJa HeoOXOoAWMa MPOJOJDKUTENbHAS CHUCTEMHAs Tepamnus
Gy3uI0BOM  KHUCIOTOM (Hampumep, JIA JICUCHUS TSDKENBIX HH(EKIN), HEOO0XOIUMOCTh
OJIHOBPEMEHHOTO TPUMEHEHUs aTropBacTaThHa U (Yy3UJAOBOM KHUCIOTHl JOJKHA OBITh
paccMoTpeHa B KaXKJIOM KOHKPETHOM CIIydae M OCYIISCTBIISITHCS IOJ CTPOTUM HaOIIOIeHUEM
Bpada. [lammMeHT gODKeH OBITh MPEAYNPEekKACH O HEOOXOTUMOCTH HE3aMETUTEIIBHOTO
oOpailieHusi 3a MEAUIMHCKON MOMOINBIO MPH TMOSBICHUM TaKUX CHMIITOMOB KaK MbIIIEYHAs
c1ab0CTh, YyBCTBUTEIHHOCTD WIIH OOJIb.

I[pyraa CONYTCTBYIONIAA TCPAIIHA

B xnMHMYeCKHX HMCCIeI0BaHUSAX aTOPBACTATUH MPUMEHSUIM OJHOBPEMEHHO C TMIIOTEH3UBHBIMU
CpPEeICTBAMHU U SCTPOr€HaMU B paMKaxX 3aMECTUTEIbHOM TropMOHalbHOHN Tepanuu. [Ipu3HakoB
KIIMHUYECKH 3HAYMMOIO HEXKEIATEJIbHOTO B3aWMOACHUCTBHS HE OTMEUYEHO, WCCIEI0BaHUS
B3aMMOJIEHCTBUS CO CIEM(PUUECKUMH MTpernapaTaMyi HE TPOBOMIINCE.

Kpome TOro, ormeudanoch NOBBIINIEHHE KOHIIEHTpALlMM aTOPBAacTaTHHA INPU OJAHOBPEMEHHOM
NpPUMEHEHUH ¢ MHrubOuTopamu mpotea3sl BUU (koMOuHaIMK JOMMHABHpAa M PUTOHABHPA,
CaKBMHABHpa ¥ PUTOHABHPA, JapyHABHpaA U PUTOHABHPA, (OCaMIIPEHABUD, a TaKkKe KOMOWHAIIUU
¢docaMmripeHaBUpa C PUTOHABUPOM M HEN(UHABUPOM), HMHTHOMTOpPAMHU IIpPOTEa3bl BHUpyca
renatuta C  (OomenpeBup, 210acBUP/TPa3ONpPEBUP, CHUMENPEBUP), KIAPUTPOMUIIMHOM U
uTpakoHaszojoM. Crenyer coOmoaTh OCTOPONKHOCTh MPHU OJHOBPEMEHHOM NMPUMEHEHUH STHX
IpenapaToB, a TAKXKE MPUMEHATh CaMyl0 HU3KYIO 3(()eKTUBHYIO JI03y aTOpBacTaTHHA.
Bzaumooeiicmeue c Opyzumu n1exapcmeeHHbIMU CPeOCmeamu

Bausinue opyaux npenapamos na papmaxkokunemuxy amopsacmamunda

ATOpBacTATHH
HN3menenue
IIpenapar, 103upoBKa MAaKCHMAJILHOI
petapat, P Jo3a (Mr) Hsmenenne AUC
KOHIIEHTPauuu
(Cmax®)

Tunpanasup 500 mr nBa

aza B CYTKH/pUTOHABH
P YTEHP P10 MT, OJTHOKpaTHO | T B 9,4 paza 1 B 8,6 pa3a
200 mr 1Ba pa3a B CyTKH B
TeueHue 7 THen
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[Muknocnopux 10 Mr omuH pa3 B
5,2 Mr/Kr/CyT, cyTKu B TeueHue 28 | 1 B 8,7 pa3za 18 10,7 paza
MOCTOSIHHAS 1032 THER
I'mexanpeBup 400 mr
OJIH pa3 B | 10 Mr oguH pa3 B
CYTKU/TTUOPEHTACBUD CyTKM B TedeHue | 1 B 8,3 paza 1 B 22,0 paza
120 mr onvH pa3 B CyTKU B | 7 THEH
TeueHue 7 THeu
TemnanpeBup 750 mr
kaxnaple 8 wacoB B | 20 mr, omHOKpatHO | T B 7,9 paza 1 B 10,6 paza
teuenue 10 quei
JlonunaBup 400 mr pgBa
paza B CYTKU/pUTOHABUP 20r omun pas B
CyTKu B TeueHue | 1 B 5,9 paza 1 B 4,7 paza
100 mr nBa pasza B CyTKHU B N
. 4 nuew
TeyeHue 14 nuei
Knapurpomumma 500 mr | 80 mr onguH pa3 B
JBa pa3a B CYTKM B |CyTKH B TeueHue | T B 4,5 paza 1 B 5,4 paza
TeueHue 9 nHeu 8 nueit
CaxBunasup 400 mr nBa
paza B CYyTKU/pUTOHABUP 40 wr- ozt pa B
CyTKHu B TeueHue | 1 B 3,9 paza 1 B 4,3 pa3a
400 mr Ba pa3a B CyTKH B 4 mei
TeueHue 15 guen™***
g | 101 ot s
CyTku B TedeHue | 1 B 3,4 paza 1B 2,2 paza
100 mr nBa pasza B CyTKHU B .
. 4 nuen
TeueHue 9 nHei
HrpakoHason 200 mr
omuH pa3 B cytku B | 40 mr, ogHokpatHO | T B 3,3 pa3a 1B 1,2 paza
TeyeHue 4 nHeu
JlerepmoBup 480 Mr oguH
pa3 B cytku B Teuenue | 20 mr, omHOKpaTHO | T B 3,29 paza 182,17 paza
10 nueit
®ocamnpenasup 700 mr
1B paza B | 10 Mr omuH pa3 B
cytku/puronaBup 100 mr | cyrku B TedeHue | T B 2,5 pasza 1B 2,8 paza
IBa pa3a B CyTKH B |4 gHei
TeyeHue 14 nuei
bouenpesup 800 mr Tpu
paza B cytku B TeueHue | 40 mr, omHOKpatHO | T B 2,3 pasa 1 B 2,7 pa3a

7 nHen
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®ocamnpenasup 1400 mr
JIBa pa3a B CyTKHU B
TeyeHue 14 nuei

10 Mr omuH pa3 B
CyTKH B TCUYCHHE
4 nuei

1B 2,3 paza

1 B 4,0 pa3a

CumernpeBup B 103€
150 mr oauH pa3 B CyTKH
B Teuenue 10 queit

40 Mr, OJTHOKpPATHO

1B 2,12 paza

1B 1,7 paza

DOnb6acBup 50 Mr oMH pa3
B CYTKH/TPa3oNpeBUp
200 mr o1MH pa3 B CyTKHU B
teueHue 13 gueit

10 mr, ogHOKpaTHO

1B 1,95 pa3

1 B 4,3 paza

Hendunasup 1250 mr nBa
pas3a B CyTKH B T€UEHHE
14 nueint

10 Mr omuH pa3 B
CYTKH B TEYCHHUE
28 nHent

1 B 1,74 paza

1 B 2,2 paza

Huntuazem 240 Mr oguH
pa3 B CyTKH B TEUCHHE
28 nuei

40 Mr, OJTHOKPaTHO

1B 1,51 paza

1 B 1,0 pa3

I'peiindpyToBsIii cOK
240 M ouH pas B
CYTKH*

40 MT, OTHOKPATHO

1B 1,37 paza

181,16 paza

I'em@uoposun 600 mr nBa
pasza B CyTKH B T€UCHHE
7 mHei

40 MT, OJTHOKPATHO

1B 1,35 paza

1 B 1,0 pa3

OputpomutrH 500 mr
YETBIPE pa3a B CYTKHU B
TedeHue 7 JHeu

10 mr, 0OTHOKpATHO

1B 1,33 pasza

1 B 1,38 pasza

Amitomurua 10 wr,
OJIHOKPATHO

80 mr, OJTHOKpaTHO

181,18 paza

1 80,91 paza

Pudammunun 600 mr
OJIMH Pa3 B CYTKHU B
TeueHUe 7 mHeH
(oHOBpEMEHHOE
pUMEHEeHHe)* **

40 Mr, OTHOKPATHO

181,12 paza

1B 2,9 paza

®enodubpar 160 mr
OJIVH Pa3 B CYTKH B
TedeHue 7 nHel

40 Mr, OTHOKPAaTHO

1 B 1,03 paza

1B 1,02 paza

Humerunauna 300 mr
YeThIpE pa3a B CyTKHU B
TeYeHHUe 2 Helelb

10 Mr omuH pa3 B
CyTKH B TEUYCHHE
2 Helenb

1 B 1,0 pa3

1 80,89 paza
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Konecrunon 10 Mr nBa 40 mr oguH pa3 B | He ycraHoBIeHO

pasa B CyTKHM B T€UEHUE CYyTKM B TEUYCHHE | B 0,74** pa3za
28 "Henenb 28 Henenb

Maaokc TC® 30 mu 10 Mmr omun pa3 B

OJIVH pa3 B CYTKH B cyTku B Teuenue | | B 0,66 paza 1 B 0,67 paza
teueHue 17 guei 15 nueit

Odasupens 600 mr ogux 10 Mr B TeucHHE

pa3 B C}U/TKH B TEUCHUE 3 e 1 80,59 paza 1 B 1,01 paza
14 nueii

Pudammunua 600 mMr

OAMH pa3 B CYTHH B 40 mr, omHokpatHo | | B 0,2 pa3a | B 0,6 pa3a

TeYeHHUE 5 nHeu
(pa3aenbHBIN TIpHeM )** *

& [IpencTaBneHo OTHOMIEHHE TUIIOB Teparuy (OHOBPEMEHHOE NPUMEHEHHE MPENapaTa BMECTE C
aTOPBAaCTaTMHOM B CPAaBHEHUHU C IPUMEHEHUEM TOJIBKO aTOPBACTATUHA).

* IIpu 3HaUUTENBHOM yTOTpeOieHuH rpeidndpyToBoro coka (> 750 mi—1,2 1 B cyTkn) oT™Mevanu
6onpiiee ysenuuenue AUC (1o 2,5 pa3) u/unu Cmax (10 1,71 paza).

** Ha ocHOBaHuM 00pas3ia, B3sTOro OAHOKpaTHO yepe3 8—16 yacoB mocie mpuema npenapara.
k% Tak xak pudaMnuuuH o0namaeT JBOWCTBEHHBIM MEXaHM3MOM B3aUMOJICHUCTBHS,
pEKOMEHAyeTCsl BBOJUTh aTOPBACcCTaTUH U pudaMIIMLIMH OJHOBpeMeHHo. bosiee mo3aHuii mpuem
aTopBacTaTHHA Tocjie pU(aMIHUIMHA CBS3aH CO 3HAYUTEIbHBIM CHIDKEHHEM KOHIIEHTpAIlUU
aTOpBACTaTHHA B JIa3Me KPOBH.

*#*%k Jlo3bl CAaKBUHABUPA/PUTOHABUPA, IPUMEHSBIIHECS B JAHHOM HCCJIEIOBAHUH, OTIMYAIOTCS
OT JTO3UPOBOK, KOTOpBIC NMPHUMEHSIOTCS B KIMHUYECKOH mpakTuke. Crenyer y4uThIBaTh, YTO
MOBBILICHHE HKCIO3UIMN aTOPBACTATHHA PHU KIMHUYECKOM NPUMEHEHHH, CKOPEEe BCETO, BBIIIE,
yeM HaOro/1aeMoe B JIaHHOM HCCIIEIOBaHMU. B CBSI3M ¢ 3TUM cliefyeT NMpUMEHATh Haubojee
HU3KYIO /103y aTOpBacTaTHHA.

Bausnue amopsacmamuna na gpapmaxkoxkunemuxy opyaux npenapamos

IIpenapar, npuMeHsieMbIi OITHOBPEMEHHO C
aTOPBACTATHHOM, 103MPOBKA
ATOpBacTaTHH
HN3menenue | U3menenue
Ipenapat/{o3a (mr) AUCE Con
80 Mr oaMH pa3 B CyTKH B AnTtunupus 600 mr, 181,03 1 80,89
teueHue 15 nuen OZJHOKPATHO pasa pasa
80 Mr oH pa3 B CYyTKH B Jurokcun 0,25 mr oque pa3 | T8 1,15 181,23
teuenue 10 quen B CyTKH B TeueHue 20 nHeil | paza paza
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IIepopanbHbie

KOHTPAIICTITUBHBIE
npernaparsl OJIMH pa3 B

40 Mr oJIMH pa3 B CYTKH B 181,28 181,23
CYTKHU B TCUCHHE

TeueHue 22 qHen pasa pasa
2 MECSIIIEB:

- HOP3TUHAPOH 1 Mr,

- TUHUJIACTPAIUONI 35 MKT

Tunpanasup 500 mMr nBa
pa3a B CyTKH/PUTOHABUP 181,08 180,96
10 mr, OTHOKPATHO
200 mr 1Ba pa3a B CyTKM B | pa3a pasza

TedyeHue 7 nqHeH

®ocammnpenasup 1400 mr
10 Mr omuH pa3 B CyTKH B 180,73 1 80,82
JIBa pa3a B CyTKU B TEUEHUE
TeueHue 4 nHen pasa pasa
14 nuen

®ocammnpenasup 700 mMr

7B pasa B
10 Mr ouH pa3 B CYyTKH B 180,99 180,94
cytku/purorasup 100 mr
TeueHue 4 nHen pasa pasa
JIBa pa3a B CyTKU B TEUEHUE

14 nuei

&TIpencTaBieHO OTHONIEHHE THIIOB TEPANHH (OXHOBPEMEHHOE TIPHMEHEHHE MpenapaTa BMecTe C
aTOPBACTATHHOM B CPABHCHUU C IPUMECHCHUEM TOJIBKO aTOpBaCTaTI/IHa).
4.6. ®epTHIBHOCTD, 0€PEMEHHOCTh U JIAKTALUSA

JKeHIMHEL JeTOPOAHOI0 BO3pacTa

JKeHIMHBI penpoyKTUBHOTO BO3pAcTa BO BPEMs JIEUEHHUS JOJKHBI II0JIb30BAaTHCS aeKBaTHBIMU
METOaMH KOHTparenuu (cM. pasaen 4.3.).

bepeMeHHOCTB

[Mpenapat AtopBactatus - TAJ] npoTrBonoka3an nmpu 6epeMeHHOCTH (cM. pazzen 4.3.).

Cpenu 6epeMEeHHBIX KEHIIIMH KOHTPOJIUPYEeMble KIMHUYECKHUE UCCIEI0BAaHHS C aTOPBACTaTHHOM
HE MPOBOANUINCH. OTMEYAIUCh PEKHE CIIydal BPOXKJIEHHBIX aHOMAJIHMH 10ciie BHYTPUYTPOOHOTO
Bo3aeiicTBus Ha mion uMHruobutopoB ['MI-KoA-penykrassl (ctatunsl). B uccrnegoBanusax Ha
KUBOTHBIX OBIJIO IOKAa3aHO TOKCHYECKOE BIMSHUE HAa PETIPOSYKTUBHYIO (PYHKIIHIO.

[Ipu mpueme artopBacTaTMHa OCPEMEHHOM >KEHIIUHONW BO3MOXHO CHIDKEHHE y TUIOJA YPOBHS
MEBaJIOHATa, KOTOPBIN SBISETCA MPEIIIECTBEHHUKOM OMOCHHTE3a XOJIeCTEpUHA. ATEPOCKIEPO3

ABIICTCA XPOHHUYECKHMM IIPOHOECCOM, MW, KaK IpaBUIO, OTMEHA THUIOJUIIUACMHUYCCKUX
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JIEKapCTBEHHBIX CPEJICTB BO BpeMsi OEpEMEHHOCTH OKa3bIBACT JIUIIb HE3HAYUTENIbHOE BIUSHUE HA
JIOJITCOCPOYHBIA PUCK, CBSI3aHHBIN C IIEPBUYHON TMIIEPXOJIECTEPUHEMHUEH.

B cBsi3u ¢ aTuMm, ipenapar AtopBactatus - TAJ] He creayeT Ha3HaYaTh OEpEMEHHBIM KCHIITUHAM,
JKEHIIMHAM, T[UJIAaHUPYIOMIMM OepeMEHHOCTh, WU TMpPH MOJO03PEHHH Ha OEpeMEeHHOCTb.
Heobxoammo oTMeHUTH npueM npenapara Atopactatud - TA /] Bo BpeMst 606peMEHHOCTH WIIH 10
YCTaHOBJIEHUS OTCYTCTBUS O€peMeHHOCTH (cM. pazaein 4.3.).

JlakTanus

[Ipenapar AtopBactratun - TAJ] npoTuBonokasan B nepuoj KopmiieHUs: rpyasto. HemsBecTHo,
BBIBOJIUTCSL JIM ATOPBACTaTHH U €ro MeTaboJNUThl C TPYAHBIM MOJOKOM Yy 4YeloBeka. B
UCCIICIOBAaHUAX Ha KPBICAX KOHIIEHTPAIMM aTOPBACTATHHA M €r0 aKTHBHBIX META0OJIHTOB B
IUTa3Me KPOBU aHAJIOTUYHBI TAKOBEIM B MoJIoKe. [Ipr HE0OX0MuMOCTH Ha3HAueHHs Ipernapara B
Nepuoj JIaKTallud TPyAHOE BCKAPMIIMBAaHHE HEOOXOJMMO NPEKpaTUTh BO H30EKaHUE pHCKa
Pa3BUTHS HEXKEJATEIbHBIX SIBICHUHN Y TPYIHBIX JETEHl.

DdepTUabHOCTD

B uccienoBanusix Ha )KMBOTHBIX aTOPBACTATHH HE OKA3bIBaJ BIMSIHUS HA GEPTUIILHOCTD Y CAMIIOB
1160 CaMoK.

4.7. Bausinne HAa CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPEACTBAMH H padoTaTh ¢
MeXaHUu3MaMHu

JlaHHBIX O BIMSIHMM aTOpBacTaTHHA Ha CIIOCOOHOCTH YIPABISTh TPAHCHOPTHBIMU CPEACTBAMHU,
MeXaHU3MaMM U 3aHMMAaThCsl MOTEHLUAIBHO OMACHBIMU BHJIAMH JESTEIBHOCTH, TPEOYIOIIUMU
MOBBIIIEHHON KOHIIEHTPALMM BHUMAaHUS U OBICTPOTHI IICUXOMOTOPHBIX peakiuii, HeT. OgHaKo,
YUUTBHIBAs BO3MOXKHOCTb Pa3BUTHS T'OJOBOKPYKEHUS, CIEAYeT COOIIOAATh OCTOPOKHOCTh MpHU
BBITNIOJTHEHUH [1€PEUNCIICHHBIX BUJIOB JI€ATEIbHOCTH.

4.8. HexxesnaTesibHbIE peaKIUU

Pesrome npoduiist OesonacHoCTH

[Tpenapat AtopBactatut - TAJ] 00bIYHO XOPOIIO MEPEHOCUTCS, HEXKENaTeIbHbIe PEaKuH, KaK
IIPaBUJIO, JIETKUE U TIPEXOSIIHNE.

PesromMe HexenaTeabHbIX PeaKIIil

YacToTa BCTpEUaeMOCTH OIpeaesieHa CleayromuM olOpa3oM: oueHb uacTto (= 1/10), wacrto
(ot > 1/100 mo < 1/10), meuacto (ot > 1/1000 mo < 1/100), peako (ot > 1/10000 mo < 1/1000),
oueHb peako (< 1/10000), gactoTa Heus3BeCTHa (MCXOIs M3 MMEIOIIMXCS JAHHBIX, YacCTOTY
BO3HUKHOBCHUS OIIPCACIINTD HeBO3MO)KHO).

HexxenarenbHble peaKkuu CTpynInrupoBaHbl B COOTBETCTBUU C MOPAAKOM HAa OCHOBAaHUU CUCTCMHO-
opranubix kimaccoB (COK).

Hugpexyuu u unsazuu:
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4acTo — Ha30(papUHTHT.

Hapywenus co cmoponul Kposu u tumgpamuueckou cucmembl:

PENKO — TPOMOOIIUTOTICHHS.

Hapywenus co cmopoHbl UMMYHHOU CUCTEMbL:

YacTo — AJICPIrHYECKUE PEAKIIHH;

OYEHb PENIKO — aHA(PUIIAKCHSI.

Hapywenusa memabonuzma u numanus:

4acTO — THIIEPTIIMKEMUS;

HEYaCTO — TUIOTIIMKEMUS, YBEIIMUCHUE MACChI TEJla, aHOPEKCHS;

4acTOTa HEM3BECTHA — CaxapHBIN TuabeT (4acToTa pa3sBUTHS 3aBUCHT OT HAJTMYUS WA OTCYTCTBHS
daxTopoB prcka (KOHIIEHTpALHs TIIOKO3Bl B KPOBM HATOMIAK > 5,6 Mmmons/n, UMT > 30 kr/m?,
NOBBIIIEHHAs KOHIIeHTpanus TI' B m1a3me KpoBH, apTepualibHas TUTIEPTEH3US B aHAMHE3E)).
Tcuxuueckue napyuwenusi:

HEYacTO — «KOIIMApHBIe» CHOBHUICHUS, OECCOHHHUIIA;

4acTOTa HEM3BECTHA — JICTIPECCHSL.

Hapywenus co cmoponul HepeHOU cucmembl:

4acTo — rojioBHas 00Jb;

HEYacTo — TOJIOBOKPYXKEHHE, MapecTe3us, TUIECTe3Ws, HapyIIeHHE BKYCOBOTO BOCIIPHSTHSA,
aMHE3HS;

penko — nepudepudeckas HelponaTus;

YaCcTOTa HEU3BECTHA — IMOTEPS MM CHU)KCHUE ITaMSITH, MUACTCHUS TPABHC.

Hapywenus co cmoponwl opeana 3penus:

HEYacTO — BOSHUKHOBEHHE «IIEJICHBD» TIepe]l TIa3aMH;

pEelIKO — HapyIlIEHUE 3pEHHUS,

4acTOTa HEU3BECTHA — I1a3HAasi MUACTCHHUS.

Hapywenus co cmopoHbl opeana ciyxa u iabupunma:

HEYacTO — IyM B YIIIaX;

OYEHb PEJIKO — IOTePs CIyXa.

Hapywenusa co cmoponul Ovixamenvhotl cucmemsl, 0p2ano8 2pyOHOU KNemKu U Cpe0oCmeHUsL:
9acTo — 00JIb B TOPIIE, HOCOBOE KPOBOTCUCHHE;

4acTOTa HEU3BECTHA — €IMHUYHBIC CIy4Yal WHTEPCTHIIMAIBHOTO 3a00JE€BaHUs JIETKUX (OOBIYHO
NPU JJTUTETLHOM TIPUMCHEHUH ).

Kenyoouno-kuweynvle napyulenus:

4acTo — 3a1op, METEOPH3M, JHUCIICTICHS, TOITHOTA, THapes;

HEYacTo — pBOTa, O0JIb B )KUBOTE, OTPBIKKA, MTAHKPEATUT, TUCKOMGOPT B )KUBOTE.
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Hapywenus co cmoponvl neuenu u xenueauleo0auux nymeti:

HEYacTo — rernaTur;

pENKO — X0JecTas.

Hapywenus co cmopoHbl Kodtcu 1 n0OOKONCHBIX MKAHEIL:

HEYaCcTO — KpalMBHUILIA, KOXKHBIH 3y /]I, KO>KHAs ChIIb, aJONEIHS;

PEIIKO — AaHTHOHEBPOTHYECKHI OTEK, OyJUIe3Has ChIb, MOJMMOpGHAst SKCCyIaTUBHAS dpuTemMa (B

TOM 4uciie cuHapoM CtuBeHca-/[)KOHCOHA), TOKCUYECKUI SIUAEpMaNIbHBIN HEKPOJIU3 (CUHIPOM

Jlatiemna).

Hapywenus co cmoponvl mvluleyHoul, ckeiemHoll U cCOeOUHUMENbHOU MKAHU:

4acTO — MMAJTHsl, apTpairusi, 00ib B KOHEYHOCTSIX, CyJIOPOI'H MBILIL, MPUITYXJIOCTh CyCTaBOB,

00JIb B CIIMHE, CKEJIETHO-MBILIEYHbIE 00JIN;

HEYacTo — 00JIb B IIee, MbIIIEYHAs C1a00CTh;

pPEIKO — MHOMATHS, MHO3HUT, pabIOMHOIN3, TeHAONATHs (B HEKOTOPHIX CIy4asX C pa3pbIBOM

CYXOJKUJIHS), pa3pblB MBIIIIIBI;

OUYEHb PEJIKO — BOJTYAHOYHOIIOI00HBIN CUHIPOM;

4acTOTa HEU3BECTHA — HIMMYHOOIIOCPEI0BaHHAS! HEKPOTU3UPYIOIIAs MUOTIATHSL.

Hapywenus co cmoponsl novexk u mMouesvbi800auux nymeii.

OUYEHb PEJIKO — BTOPUYHAS [TOUEYHAsI HEJOCTaTOUYHOCTb.

Hapywenus co cmoponsl penpo0ykmugHou cucmemvl U MOTOYHbIX HCEe3:

HEYacTO — UMITOTCHIINS,

OUYEHb PEJIKO — THHEKOMACTHSI.

Obwue HapyweHus u peakyuu 8 Mmecme 66e0eHUsL:

HEYacTO — HEJOMOIaHWE, AaCTeHWUYECKUH CHHIpOM, 00Jb B TpyAu, mnepupepuyeckue OTeKH,

MOBBILIEHHAS] yTOMJIIEMOCTD, JINXOPAIKA.

Jlabopamopnvlie u uncmpymenmanbHvle OAHHbIE:

4acTO — OTKJIOHEHHE OT HOPMBI pe3yibTaToB «rmedeHouHbIx» TecToB (ACT u AJIT) B mia3zme

KpOBH, ITOBBIIIEHNE AKTUBHOCTH ChIBOPOTOUHON KDK;

HEYacTo — JIEHKOLUTYPHS;

4aCcTOTa HEU3BECTHA — MOBBIIIEHNE KOHIIEHTPALIUHU TIIMKO3UIMPOBaHHOTO remoriaoouna (HbALl).
eTH

HexxenaTtenbHble peakluu, CBsI3aHHbIE C MPUEMOM aTOpBacTaTHMHA, MO YAacTOTE Pa3BUTHUS HE

OTJIMYAINCh OT peakuuil Ha ¢oHe mpueMa Manebo. Hambonee yacThiMM peakIUsIMH, BHE

3aBHCUMOCTH OT YaCTOTBI KOHTPOJISL, SABJSUIMCH MH(EKLINH.

VY nereti B Bozpacte oT 10 10 17 5iet, monyyaBmIvx J€YSHUE aTOPBACTATUHOM, OTMEJaICs TPO(HIIb

HE)KeNaTeJIbHbIX PEaKIMii, aHAJIOTMYHBI TaKOBOMY Y MHAI[MEHTOB, MOJYYaBIIUX IUIAnedo, Mpu
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9TOM HamOOoJIee€ YacTO BCTPEUABIIMMHCSI B OOEUX TPYIIAaX HEXKEIATCIbHBIMHU SBJICHUSIMH,
HE3aBHCUMO OT OIICHKH NPHYUHHO-CICICTBEHHOW CBsi3M, Obutn wuHpeknuu. B 3-nmetHem
WCCJICIOBAaHUH HE HAOII0JAJIOCH KITMHUYECKH 3HAYMMOT0 BIIUSIHUS Ha POCT M TIOJIOBOE CO3PEBAHUE
(corymacHO OILIEHKE OOIEro CO3PEBaHUS M Pa3BHTHS, OIEHKE CTaJWil MOJOBOTO CO3PEBAHMS II0
Tannepy u u3MepeHHIO pocTa W Macchl Tena). [Ipoduns 6e30MacHOCTH W TEPEHOCHUMOCTH
aTOpBaCTaTHHA y JIeTel ObLI aHAJIOTUYCH U3BECTHOMY MPOGUITIO 0€30MIaCHOCTH aTOPBACTATHHA Y
B3POCIIBIX.

baza kiMHHYECKMX IaHHBIX IO O€30MacHOCTH BKJIIOYaeT AaHHbIe 520 meredd, MOTydaBIIHX
aTOpPBACTATHH, CPEIM KOTOPBIX 7 MAIIMEHTOB OBbLIN B Bo3pacTe < 6 jieT, 121 manueHTt — B Bo3pacrte
ot 6 10 9 et u 392 nmanuenTa ObuTH B Bo3pacte oT 10 mo 17 ner. Ha ocHOBaHWW MMEIOIIMXCS
JAHHBIX YacTOTa Pa3BHTHS, BUJ W CTCICHb TSHKECTH HEKEIATCNbHBIX pEaknuid y AeTel
AQHAJIOTMYHBI TAKOBBIM Y B3POCIIBIX.

[Tpu npuMeHEeHUH OTAETBHBIX CTATUHOB HAOIIOAUCH CIIEAYIONINE HeXKenaTelIbHbIe PEaKIuu:

e HapyUICHHE MOJIOBOH (DYHKIIUH;

® JICIIPECCHS;

® B HCKJIIOUUTENBHBIX CIIy4asX, OCOOCHHO MPHU UIUTEIHHOU Tepamuu, MHTEPCTHIHATbHAS
0one3Hb Jerkux (cM. paznen 4.4.);

e caxapHbld OuabeT: 4yacToTa 3aBUCUT OT HAIMYUS WM OTCYTCTBUA (DAaKTOPOB pHCKA
(KOHILIGHTpalusi TJIIOKO3bI B KPOBM  Haromak > 5,6 mmons/n, WMT > 30 KT/M?,
MOBBIIIIEHHAS] KOHIIEHTPAIUS TPUTIUIEPUIOB B IJIa3Me KPOBHU, UMEIOIIASCS apTepuaibHast
TUIIEPTEH3US).

Coo01reHne 0 moJ03pEBAEMBIX HEXKETATEIbHBIX PEAKIIHIX

Baxxno coo0mare 0 MOJ03peBaeMbIX HEXKENaTeNbHBIX pPEaKIUsIX I[OCle pPerucTpanuu
JICKapCTBEHHOTO TIperapara ¢ 1ebio 00ecredeHrs HEMPEePhIBHOIO MOHUTOPHUHTA COOTHOIIICHUS
«T0JIb3a — PHUCK» JIEKapCTBEHHOTO TMpermapara. MeIuIMHCKIM paOOTHHKAM DPEKOMEHIyeTCs
coo0maTe O JIOOBIX MO03PEBAEMBIX HEKEINATEIBHBIX PEAKIMIX JIEKAPCTBEHHOTO Iperapara
Yyepe3 HallMOHAJBHBIE CUCTEMBI COOOIICHUS O HEKEIATeNbHBIX PEAKIIMIX TOCYyIapCTB — YICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr0 COI03a.

Poccuiickas ®enepanns

109012, r. MockBa, CraBsiuckast Tt., A. 4, cTp. 1

®denepanbHas cityx0a 1o Haa30py B cdepe 3ApaBOOXpaHEeHHUs

Ten.: +7 (800) 550 99 03

Anpec 311, mouthl: pharm@roszdravnadzor.gov.ru

Be6-caiit: https://roszdravnadzor.gov.ru

Pecnybnruxa Kasaxcman
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010000, r. Acrana, paiion baiikonsip, yi. A. UmanoBa, a. 13, BIl «Hypcayzer 2»

PI'TI na [IXB «HaunoHanbHbI LEHTP SKCIEPTU3BI JICKAPCTBEHHBIX CPEICTB U MEIUIIMHCKUX
w3nenuity Komwurera MeauuumHCKOro u  (apMaleBTUYECKOro KOHTpoist MuHHCTEpCTBa
3npaBooxpaneHus Pecyonuku Kazaxcran

Ten.: +7 7172 235 135

Anpec 31. moutsl: farm@dari.kz

Beo6-caiiT: www.ndda.kz

4.9. [lepeno3upoBka

Jleuenune

Crienuduueckoro aHTHI0TA [T JICUESHUS TIepEI03UPOBKY MpernapatoM AtopBactatuH - TAJ] HeT.
B cnyuae nepeno3upoBKH, NpU HEOOXOAMMOCTH, CJIEAYET INPOBOAUTH CHUMIOTOMATHUYECKOE
JICYEHUE.

Crnenyer mpoBecTH (YHKIMOHAJIBHBIE TECTHl IMEYEHW W KOHTPOJHPOBATH CHIBOPOTOUYHYIO
aktuBHOCTh K®K. [TockoapKy aTOpBacTaTUH aKTUBHO CBS3bIBAETCS C O€IKaMu IIa3Mbl KPOBH,

remoauanu3 Hea(HEeKTUBEH.

5. ®APMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHaAMHYeCKHE CBOMCTBA

®dapMakoTepaneBTUYECKasl TPyMIa: TUIOIUIUAeMUYEcKrue cpeacTBa; HHruouTopsl [ MI'-KoA-
peayKTasbl

Kon ATX: C10AA05

Mexauunsm nerictBus U dpapMakogruHaMudecKne YD PexTol

ATOpBacTaTUH — CEJNEKTHBHBIN KOHKYypeHTHbIH uHruoutop ['MI'-KoA-pemykrasbl, KIr04eBOro
depmenTa,  mpeBpamaromero  3-rHIpoKcu-3-MeTwirmorapuia-KoA B MeBaloHar  —
IIPEAIECTBEHHUK CTepOn10B, BKIO4ast XC. CHHTETHYECKOE TUITOJIMITNIEMUYECKOE CPEACTBO.

Y nanveHToB C TOMO3WIOTHOM M TE€TEPO3UTOTHOM CEMEWHOW THIEPXOJIECTEPUHEMHUEN,
HECeMEeHHBIMU (pOPMAMU THIIEPXOJIECTEPUHEMUN U CMEIIAHHON AMCIMIUIEMUEH aTopBacTaTUH
CHIDKAeT KOHLIEHTpaIHio B rmia3me KpoBu odmiero XC, XC-JIITHIT u ano-B, a Takxke xonecreprHa
JUNONpOoTenHOB ouyeHb HU3KOM I1uioTHocTH (XC-JIIIOHIT) m TI, BbI3bIBaeT MOBBIIICHHE
CBIBOPOTOYHOI KOHIIEHTPAIMH XOJIECTEpUHA JIMTTONPOTEMHOB BbicoKo tuioTHOCTH (XC-JITIBIT).
ATtopBactatu cHikaeT KoHueHTpaun XC n XC-JIITHII B mna3me kpoBu, uHrubupys I'MI -
KoA-penykra3y u cunre3 XC B I€YEHU U YBEINYMBAs YUCIIO «II€4EHOYHBIX» perentopos JITTHIT

Ha MTOBEPXHOCTH KJIETOK, YTO IPUBOJINT K YCUJICHHUIO 3axBaTa U karabomm3ma X C-JITTHII.
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AtopBactatun ymeHsbinaer ooOpazoBanue XC-JIIIHIT w umcnmo wactum JIITHII, BeI3BIBaeT
BBIDQXKEHHOE€ U CTOMKOe mnoBbilieHue aktuBHocth JIIIHII-penentopoB B coyeTaHuu C
OnaronpusATHBIMM ~ KaduecTBeHHbIMM u3MeHeHusmu JI[IHII-uactun, a Takke CHMKaeT
koHneHTpauuo XC-JIITHII B miasMe KpoBH y MAIMEHTOB C FOMO3UIOTHOM HAcCI€ACTBEHHOM
CEMEMHON TUNEepPXO0JEeCTEpUHEMHUEH, YCTOMYMBOM K TEpanmuy JPYTUMHU THIOJIUIUIEMAYECKUMU
CpencTBamu.

ATtopBactatut B 103ax ot 10 mr 10 80 mr cHmkaet konneHTpanuto XC na 30-46 %, XC-JIITHII
— Ha 41-61 %, ano-B — na 34-50% u TI' — Ha 14-33 %. Pe3ynbpTaThl Tepanmuu CXOAHBI y
MAIMEHTOB C TeTEPO3UTOTHON CeMEeHHOU TrumepxojecTepuHeMHel, HeceMeHHbIMU (GopMaMu
TUTIEPXOJIECTEPUHEMHUH U CMEIIAHHOM TUTIEPIIUITNIEMHEH, B TOM YKCIIE Y TTAIMEHTOB C CaxapHbIM
nuadeToM 2 THIIa.

Y  nanueHToB € M30JIMPOBAHHOW THIEPTPUINIMLEPUIAEMUEH  aTOPBACTATUH  CHMIKAET
koHueHTpanuto obdmero XC, XC-JIITHII, XC-JITTOHII, ano-B, TT" u moBkIIaeT KOHIEHTPAIUIO
XC-JITIBII. ¥ nanueHnToB ¢ AMcOETaTunoONpOTENHEMHUEH aTOPBACTATUH CHUKAET KOHIIEHTPAITUIO
X0JIECTEPUHA JIMTIONPOTEMHOB MPOMEXKyTOouHOM mioTHOCTH (XC-JITIIIIT).

Y mammenToB ¢ runepnunonporenHemueid tuma Ila u IIb nmo kmaccudukanum Ppenpukcona
cpenHee 3HaueHWe MoBbllieHUs1 KoHueHTpauuu XC-JIIIBII B mia3me KpoBH MpHU JIEUYEHUU
atopBactatHOM (10-80 Mr), Mo cpaBHEHUIO ¢ UCXOAHBIM TTOKa3aTeneM, cocrtapisieT 5,1-8,7 % u
HE 3aBHCHUT OT J03bl. VIMeeTcss 3HaYMTeNbHOE J0303aBUCHUMOE CHUXEHUE BEITMYHHBI
cootHomeHuit: obmuit XC/XC-JIIIBIT u XC-JIHIHIT/XC-JITIBIT na 29-44% wu 37-55%
COOTBETCTBEHHO.

ATtopBacTtaTuH B 03¢ 80 MI' JOCTOBEPHO CHUXKAET PUCK PA3BUTHUS UIIEMUYECKUX OCIOKHEHUN U
CMepTHOCTh Ha 16 % mociie 16-HenenpHOro Kypcea, a pucK OBTOPHON TOCTTUTAIU3AIIUH 110 TIOBOY
CTEHOKapJIMH, COMPOBOXKIAOIIEHCS MPU3HAKAMU HIIIEMUU MUOKapaa, — Ha 26 % (uccinenoBaHue
YMEHBIIICHUS BBIPAKCHHOCTH UIIEMUH MUOKap/a Ha (JOHE MHTEHCUBHOW THITOIUITHIEMUIECKON
tepanuu (MIRACL)). V nanueHToB ¢ pa3nuuHbIMU UCXOAHBIMU KOHIIeHTpanusivmu XC-JITTHII B
Mja3Me KPOBH aTOPBACTATHH BBHI3BIBAET CHIDKEHHWE pHCKA HIIEMHUYECKHUX OCJIOKHEHUH U
cmeptHOcTH (y manueHToB ¢ UM 6e3 3yOna Q u HecTaOWIBHON CTEHOKapAueW y MYyXUWH U
JKEHIIMH, a TAKXKE Yy MallUeHTOB B BO3PACTE MOJIOKE U cTapiie 65 ner).

CHmwxkenne koHueHTpauuu B 1iazme KpoBu XC-JIIIHIT nydme koppenupyer ¢ 1030
aTopBacTaTHHa, Ye€M C €ro KOHIIGHTpaluel B ITuta3Me KpoBHU. J[03y mMOaOMparoT ¢ ydeToMm
TepaneBTHUECKOro 3 dexra (cM. pazaen 4.2.).

TepaneBrudeckuii 3(hdekT mposBiIseTcs yepe3 2 HeOeNnHu TOocie Havajla Teparuu, JOCTUTaeT
MakCUMyMa uepes3 4 HeIeNIM U COXPaHsETCs B TEUEHHE BCEr0 NEPHO/Ia TEPATUH.

IIpoghunaxmuxa cepoeurno-cocyoucmulx 0CILOHCHEeHUl
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ArtopBacTtaTuH B 103€ 10 MI CHM>KaeT OTHOCUTEIBHBIA PUCK PAa3BUTHSI KOPOHAPHBIX OCIIOAKHEHHI
(UBC c neranpubiM ucxogoMm u HedaranpHbelii UM — Ha 36 %, obuue cepaeuyHO-cOCYTUCThIC
ocnoxkHeHuss — Ha 29 %, ¢artanpHBIl W HedaTalbHBIN WHCYIBT — Ha 26 % (WccinemoBaHue
MPUMEHEHHUs aTOpBAacTaTHHA Yy MallMEHTOB C apTepUaibHON THIepTeH3uel U GakTopaMu pUCcKa
(ASCOT LLA))).

Caxapmuwiii ouabem

VY manueHToB C caxapHbIM 1Ua0eTOM Tepamnusi aTOPBACTATUHOM CHHKAe€T OTHOCHUTENBHBIN PUCK
PasBUTHSI OCHOBHBIX CEpACYHO-COCYIUCTHIX OCIOXKHEHUH ((daTampHblii U HedatanbHbii VM,
0e300eBas uleMusi MUOKap/a, JIeTaIbHbIA UCX0 B pe3ynbrare oboctpenus MBbC, nectabunbHas
CTEHOKapAMs, IIYHTUPOBAHWE KOPOHAPHOM apTEepuH, YPECKOKHAsI TPAHCIIOMUHAIbHAsS
KOpPOHApHasi AaHTHOIIACTHKA, TMPOLEAYphl peBacKyisipu3anuu, WHCYnbT) Ha 37 %, UM
(paranbubiii 1 HedaranbHelii) Ha 42 %, uHCYNBTa ((paTanbHBI U HedaTanbHbI) Ha 48 % BHE
3aBUCUMOCTH OT [I0jla, BO3pacTa MalueHTa WiM HcXoaHo KoHmeHTpauuu XC-JIITHIT

(ucciemoBaHMe TPUMEHEHHUsT aTOpPBACTATHUHA Yy TMAIMEHTOB C CaxXapHbIM JuadeToM 2 Tura
(CARDS)).

Amepocknepos

VY manuentoB ¢ UBC aropBactatun B 03¢ 80 MI' B CyTKH MPHUBOJUT K YMEHBIIEHUIO OOIIETO
obvema artepomel Ha 0,4 % 3a 1,8 Mecsiia Tepamuu (MccrieoBaHHE OOpPAaTHOTO pPa3BUTHUS
KOPOHApHOTO aTepockiepo3a Ha ¢GOHE WHTECHCUBHOW THUIOJUIHMIEMUUYECKOW Tepanuu
(REVERSAL)).

TlosmopHhuwiti uncynom

AtopBactaTiH B J03¢ 80 MI B CYTKM YMEHBIIAET PHCK MOBTOPHOTO (haTaibHOrO WU
He(aTaIbHOTO MHCYJIbTA Y MalMeHTOB, NepeHecnx uHCynbT unu THUA 6e3 UBC B anamuese
(uccnemoBanue 1Mo MpoUIAKTUKE WHCYIIbTa TP WHTEHCUBHOM CHM)KEHHH KoHIeHTpaiun XC B
mwiazme kpoBu (SPARCL)), Ha 16 % mo cpaBHeHutro c¢ mane6o. [lpu 3TOoM 3HAUMTETHHO
CHUYKAETCSl PUCK OCHOBHBIX CEPJICYHO-COCYAUCTBIX OCIOKHEHUN U MPOLIEAYP PEBACKYIISPU3ALINH.
CokpaiieHue pHucKa CepACYHO-COCYIUCTHIX HApYIIEHUW TMpU Teparuh aTOPBACTATUHOM
OTMEYAETCsl y BCEX TPYyNN MAIMEHTOB, KpOME TOH, KyJ/ia BOILIM MAIIUEHTHI C MEPBUYHBIM WU
MOBTOPHBIM F'€MOPParuue€CKUM UHCYJIbTOM.

Bmopuunas npogunakmuxa cepoeuno-cocyoucmulx 0C10HCHeHU

VYV nauunentoB ¢ UBC aropBactatun B 103e 80 Mr, 1o cpaBHEHHIO C 10 MT, TOCTOBEPHO CHUXKAET
OTHOCHUTEIIbHBI PHUCK pPa3BUTHS OOJBIINX CEPIACYHO-COCYAMCTHIX coObiTuii Ha 22 %,
HedaranbHoro UM (He cBSI3aHHOTO C MpOLEAypaMH peBacKysipuzanuun) Ha 22 %, GpataibHOro u

HedaTaabHOro UHCYNbTa Ha 25 % (CpaBHEHHE BHICOKOMHTEHCUBHOW TEPAaNUH aTOPBACTATUHOM U
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Tepanuu yMepeHHOW MHTeHCHUBHOCTH y marueHToB ¢ MBC (mo mannepiM uccnemoBanust TNT -
JICYCHHE 0 JIOCTHIKCHHS HOBBIX IICJICBBIX KOHIICHTPAIIHMIA JIUITHI0B B IIa3Me KPOBH)).

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AGcopbuus

ATopBacTaTUH OBICTPO BCachIBae€TCA IIOC/IE€ IMpUEMa BHYTPh: BpeMsl JOCTHXKEHUS €ro
mMakcuManbHON KoHUEHTpau (TCmax) B masme kpoBu coctaBiseT 1-2 daca. Y sxeHIIUH Cmax
aTopBacTaThHa B miasMe kpoBu Ha 20 % Beime, a AUC — Ha 10 % MeHblIe, 4eM y MYyXKUHH.
Crenenp BcachlBaHUSI M KOHUEHTpPALM B IUIa3M€ KPOBU MOBBIIIAIOTCS MPONOPLHUOHAIBHO J103€.
buopoctynnocts aropBacratuHa B (opme Tabinerok cocraBisieT 95-99 % mo cpaBHeHHIO ¢
aTOPBACTATHHOM B BHJIE PacTBOpa. AOCOIIOTHAS OMOIOCTYITHOCTh — OKOJIO 14 %, a cucreMHas
OMOJOCTYTHOCTh MHTUOMpYIOed akTUBHOCTH B oTHomeHuu I'MI-KoA-penykrasbsl — OKOJO
30 %. Huskas cucremHas OHOJOCTYHMHOCTh OOYCIOBIIEHA MPECHUCTEMHBIM METa0OIM3MOM B
CIIM3UCTON O0OJIOUKE KENyIOYHO-KUIIIEUHOTO TPAKTa W/UIU MPU «IEPBHYHOM MPOXOKICHHUI)
yepe3 nedeHsb. [Iprem nuim HeCKoJIbKO CHMXKAeT CKOPOCTh U CTETeHb adcopOuuu npemnapara (Ha
25 % 1 9 % COOTBETCTBEHHO, O YeM CBUACTEILCTBYIOT Pe3yibTaThl onpeneiacHust Cmax 1 AUC),
oaHako cHrkeHue koHueHTpanuu XC-JIITHIT B mna3me KpoBH CXOJHO C TaKOBBIM MPU MPUEME
aTopBacTaThHa HaTomak. HecmMoTps Ha TO, 4TO mocje nmpremMa aTopBacTaTUHA B BEUEPHEE BpeMs
€ro KoHIeHTpauus B ia3me KpoBu HUXKe (Cmax 1 AUC — npumepHo Ha 30 %), yem nocie npuema
B yTpeHHee BpeMs, cHikeHne konieHTpauuu XC-JIITHIT B miia3me kpoBH HE 3aBUCHUT OT BPEMEHU
CYTOK, B KOTOpOE MPUHUMAIOT IIpenapar.

Pacnpenenenue

Cpennuii o0beM pacrpesielieHusi aTopBacTaThHa cocTaBisieT okojo 381 1. Csa3p ¢ Oenkamu
m1asMbel KpoBU — He MeHee 98 %. OTHolIeHHe cojAep:KaHMsI B APUTPOLUTAX/TIIa3ME KpPOBU
cocrasisieT okouo 0,25, T. €. aTOpBaCTaTHH IIOXO MPOHUKAET B SPUTPOLIUTHI.

BI/IOTDaHCd)ODMaL[I/Iﬂ

ATOpBacTaTUH B 3HAYMTENBHON CTENEHH METa0oIM3HpyeTcss ¢ oOpa3oBaHUEM OPTO- U Hapa-
THPOKCHIMPOBAHHBIX IPOU3BOIHBIX M PA3IMYHBIX TIPOIYKTOB [3-oKucieHus. B ycmoBusx in vitro
OpTO- U MaparuApOoKCUINPOBAHHbIE META0OIUThI OKa3bIBAIOT HHrHOUpYtoliee aercTBre Ha [ MI -
KoA-penykra3y, comoctaBUMOE C TakoBbIM y aropsacraTtuHa. [IpumepHo 70 % cHmKeHus
akTuBHOCTH ['MI'-KOA-penykTa3sl MPOMCXOIUT 32 CYET ACUCTBUS AKTUBHBIX LHMPKYJIUPYIOIMINX
MeTaboIUTOB. Pe3ynbTaThl MccinemoBaHuil IN VIr0 gar0T OCHOBaHHWE MPEIINOJIOKUTh, YTO
uzopepmenT CYP3A4 neyenu urpaer BaKHYIO pojib B MeTa0OJIM3Me aTOpBacTaTHHA. B monb3y
3TOro (hakTa CBUICTEIHCTBYET MOBBIIICHHE KOHLEHTPAIIMH aTOpBaCcTaTHHA B IJIa3Me KPOBU MPHU
OJIHOBPEMEHHOM IIPHEME IPUTPOMULIMHA, KOTOPBIH SIBJISETCSI HHTHOUTOPOM 3TOr0 N30(EpMEHTA.

Hccnenosanus in Vitro Takke Mokasajid, YTO aTOPBACTATHUH SIBJISACTCS CJA0BIM HHTHOUTOPOM
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n3oepmentra CYP3A4. ArtopBacTaTHH HE OKa3bIBa€T KIMHUYECKH 3HAYMMOTO BIMSHHS Ha
KOHIICHTPALMIO B IJIa3Me KPOBU Tep(deHanHa, KOTOPbIi MeTaboIu3upyeTcs TIaBHBIM 00pa3oM
uzopepmenTrom CYP3A4, mosToMy ero CymiecTBEHHOE BIHMSHHE Ha (PapMaKOKHHETUKY APYTHX
cyocrpatoB uzopepmenta CYP3 A4 manoseposTHO (cM. pa3aen 4.5.).

OJIMMHUHALNS

ATOpBacTaTUH M €ro META0OIHUTHI BBIBOAATCS TJIABHBIM 00pa30M C KEIYbI0 MOCIE MEYCHOYHOTO
W/WIIM BHETIEYCHOYHOTO MeTador3Ma (aTopBacTaTHH HE MOJBEPraeTcsi BHIPAKEHHON KHILIEYHO-
neyeHouHol peuupkyssinun). [lepuon nomyssiBenenus (TV2) coctaBmisier okosno 14 yacos, npu
sToM uHruoupyromuid 3¢dekr npenapara B otHomenun ['MI-KoA-pegykrassl nmpumMepHo Ha
70 % ompenensieTcss aKTUBHOCTBIO IHUPKYIHPYIOIMIUX METa0OIMTOB M COXpaHSIeTCs OKojio 20—
30 wacoB Omaroaapst ux Hanmuuuio. [locie mpuema BHyTpb B MOYe 0OHapyskuBaeTcs MmeHee 2 % ot
MPUHSTON 10361 Ipenapara.

ATopBacTaTUH sBisIeTcs CyOCTpaToM TpaHCHOPTEPOB (EPMEHTOB IICUYEHHU, TPAHCIOPTEPOB
OATPIB1 u OATPIB3. Merabonutel aTtopBactatuHa sBistorcs cyOcrtpatamu OATP1BI.
ATOpBacTaTHH TaKKe UACHTHPHIUPYETCS Kak cyocTpat 3¢ dmokcHbix TpancnoprepoB MDR1 u
BCRP, xotopble MOryT OrpaHUYMBaTh KHILIEYHYIO aOCOpOIMI0 U TEYECHOYHBIH KIMPEHC
aTopBacTaTHHA.

Ocobbie epynnsl nayuenmos

Hayuenmul noowcunozo sospacma

KoHmeHTpanum aropBacTaTHa B IJla3Me KpPOBU y manueHTOB crtapiie 65 ner BbIme (Cmax —
npumepHo Ha 40 %, AUC — nmpumepno Ha 30 %), yem y B3pOCIbIX NAallMEHTOB MOJIOIOTO BO3pacTa.
Paznuuuit B s¢dexTuBHOCTH M 0O€30macHOCTU Mpemnapara, a Takke B JOCTHKEHHM ILesei
THITOJIUTTHIEMUYECKON Tepaniy y MAaIMEeHTOB TOXHIIOTO BO3pPAacTa, MO CPaBHEHUIO C OOIIen
TIOITYJISIITAEH, HE BBISBIICHO.

JleTH ¥ MOAPOCTKHU

B 8-HenmenpbHOM OTKPHITOM HCCIENOBaHUHM JeTH (B Bo3pacTe 6—17 meT) ¢ reTepo3uUroTHOM
CeMEeHHON rumepxojecTepuHeMueii u wucxogHou koHueHTparuein XC-JIITHIT >4 mmons/n
MOJTyYaJIA TEPAITUIO ATOPBACTATHHOM B JIEKAPCTBEHHOU (POpMeE — KeBaTeIbHBIE TAOJIETKH 5 MT WIIH
10 mr uu TabNeTKH, HOKPHITHIE TUIEHOYHON 000104K0M, B 103€ 10 Mr niu 20 Mr ofuH pa3 B CyTKH
COOTBETCTBEHHO. EAMHCTBEHHON 3HAYUTENBHON KOBapHUaToil B (hapMaKOKWHETHYECKOW MOAETU
MOMYJIALAH, TIOyYaroIIe aTopBacTaTHH, Oblia Macca Tena. Kaxymuiicss KinupeHc aTopBacTaTuHA
y JleTel He OTJINYAJICS OT TAKOBOT'O y B3POCIBIX NALMEHTOB IPU AITIOMETPUYECKOM U3MEPEHUU 110
Macce Tena. B auama3zoHe AEHCTBUS aTOPBACTaTMHA UM O-TUAPOKCHMATOPBACTATHHA OTMEYAIOCh
nocienoBareiabHoe cHkenne XC-JITTHIT u XC.

Llon
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Konnentpanuu aropBactatuHa B IUIa3M€ KPOBU Y JKEHUIMH OTJIWYAIOTCS OT aHAJIOTMYHBIX
nokasareneil y My»uuH (mpumepHo Ha 20 % Beiie 17151 Cmax 1 Ha 10 % Hmxe qist AUC). Oanako
KaKUX-T100 KIMHUYECKH 3HAYUMBIX Pa3iuuuil B JEHCTBUM Ha JUMUABI MEXKIY MYKXYMHAMHU U
JKEHIIIMHAMU He HaOJII01anoch.

Houeunas nedocmamounocms

Hapymenne ¢yHKIIUU MOYeK HE BIUSET HA KOHIEHTPAIIMIO aTOPBACTATHHA B TUIa3Me KPOBH WIIH
HAa [MOKA3aTeIH JTUIHIHOTO OOMEHA, B CBSI3U C 3TUM U3MEHEHUE JI03bI Y MAIIMEHTOB ¢ HAPYIICHUEM
byHKIMH MOYeK He TpedyeTcs (cM. pazaen 4.2.).

HccnenoBanuii MpUMEHEHHsI aTOPBACTaTUHA Y MALMEHTOB C TEPMHUHAIBHOM CTaJMeH TTOYSYHON
HEJOCTAaTOYHOCTH HE TMPOBOIWIOCh. ATOpPBACTATHH HE BBIBOJUTCS B XOJIE TI'eMOJUAIH3a
BCJIC/ICTBUE UHTCHCHBHOTO CBS3BIBAHUS C OCITKAMHU TIa3MbI KPOBH.

Tleuenounas nedocmamouynocms

Konnentpanus mpemnapata 3HauuTenbHO MOBbImaeTCs (Cmax — mpumepHo B 16 pa3, AUC —
npuMepHO B 11 pa3) y manueHToB ¢ aJKOroJIbHBIM IIUPPO30M NeueHH (Kiace B mo kiaccudukanmm
Yaitnn-I1e0) (cM. pa3nen 4.3.).

Honumopgusm SLCOIBI

[Teuenounsiit 3axBaT Bcex HHruoutopoB I[I'MI-KoA-penykraspl, BKIOYas aTOpBacTaTHH,
npoucxoguT ¢ ywactueM TpaHcnoptepa OATPIBI. V  mammeHToB ¢ T'eHETHYECKUM
nonumopdusmom SLCO1B1 umeercst puck noBbIIEHUS 3KCIO3UIMH aTOPBACTATHHA, YTO MOKET
NIPUBECTH K TIOBBIIICHUIO PUCKa pa3BUTHs padmomuonu3za. [lomuMopdusM reHa, Koaupyromero
OATPIBI (SLCOI1BI1 ¢.521CC), cBsa3an ¢ noBsimeHuem skcrnozunuu (AUC) aropBactaTuHa B
2,4 pa3a 10 CpaBHEHMIO C MalMeHTaMH 0e3 Takoro reHotunuyeckoro mamenenus (c.521TT). ¥V
TaKUX TAIMEHTOB TAaK)Ke MOXET HAOII0AaThCs HapyIIeHHE 3axBaTa aTOpBAcTaTHHA IEYEHBIO,
CBSI3aHHOE C TEHETUYECKHMMH HApYUICHUsSAMH. BO3MOXXHBIE TIOCHENCTBHS B OTHOIICHHU

3¢ (HEeKTUBHOCTH HEM3BECTHBI.

6. ®PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
Kanbius kapbonat

I'unpono3sa

[emtrono3a mukpokpuctanyeckas (tum 101)
JlakT03bI MOHOTHApPAT

Kpockapmemnnosa narpus

[Tonmucop6at 80

Marnus creapat
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O0o0J104Ka IUIEHOYHAS:

['unpomernnosza 6 cp

Turana quokcun (E171)

Makporoa 8000

Tanbk

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )

Tabnerku 30 mr, 60 mr, 80 Mr — 2 rona.

Ta6aerku 10 mr, 20 mr, 40 mr — 3 roa.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTh 1pu Temieparype He Boiie 25 °C, B OpUriHaIbHOM OIIUCTEpE.

6.5. Xapakrep u coepkaHue NEPBUYHON YIIAKOBKHU

[To 10 tabmetok B Omucrtepe u3 komOunHupoBanHoro marepuana OIIA/An/TIBX u donbru
AJFOMUHHEBOM.

ITo 3, 6 wiu 9 GaKCTEpOB BMECTE C JINCTKOM-BKIIAABIIIEM ITOMEIIAIOT B MTAYKy KaPTOHHYIO.

He Bce pa3mepsl ymakoBOK MOTYT OBITh JOCTYIIHBI JIJIsl peau3alliH.

6.6. OcoOble Mepbl MPEAOCTOPOKHOCTH NPHM  YHHUYTOKEHMH  HCHOJIb30BAHHOIO
JIeKAPpCTBEHHOr0  MpenapaTra WJIH  OTX0JA0B, MOJYYeHHBIX TOCJe MNPUMEHEeHHUs
JIEKApPCTBEHHOT0 Mpenapara, u pyrue MaHUNyJsiMU ¢ penapaTomM

Bechb ocraBmmiics iekapCTBEHHBIN Mpenapar U OTXObI CIeAYeT YHUYTOXKUTh B YCTAHOBICHHOM

TOPSIZIKE.

7. JEPKATEJIb PETUCTPALIMOHHOI'O YIOCTOBEPEHUS
I'epmanus

TAJLl ®apma I'm6X, Xaitai-Jlomans-IlITpacce 5, 27472 Kykcxaden
Ten.: +49 (4721) 606-0

dakc: +49 (4721) 606-333

Anpec 31, moutsr: info@tad.de

7.1. IlpeacraBure/ib AepKaTessi peruCTPALMOHHOIO YA0CTOBEPEHUA

[Mperen3un norpedUTENed HAOPABIATH 110 aIPECY:

Poccuiickasa ®eoepayus
000 «KPKA-PYC»
143500, MockoBckas 00u1., T. Mctpa, yia. MockoBckas, 1. 50

Ten.: +7 (495) 994-70-70
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mailto:info@tad.de

®axc: +7 (495) 994-70-78

Anpec 351. moutsl: krka-rus@krka.biz

Pecnybnuxa Kazaxcman

TOO «KPKA Ka3zaxcrtan»

050040, r. Anmatelr, Mukpopaiton KOKTEM-1, nom 15A, oduc 601
Ten.: +7(727)311 08 09

Anpec 31. moutsl: info.kz@krka.biz

8. HOMEP PETUCTPAIIMOHHOTI'O YJOCTOBEPEHUSI
JITI-Ne(002704)-(PT-RU)

9. JATA NEPBUYHOI PETUCTPALMM (MMOATBEPKIEHHMSI PETMCTPALIUM,
MEPEPETUCTPALIAN)

Hata nepBoii peructpauuu: 6 uros 2023 r.

10. JATA IEPECMOTPA TEKCTA
23 mag 2024 r.

OOmiass xapakTepUCTHKa JIEKapCTBEHHOTro npenapara ArtopsacTtatuH - TAJ] noctynHa Ha
uH(pOpMallMOHHOM TmopTaje EBpa3suiickoro SKOHOMHMYECKOTO COr03a B HH(OPMALMOHHO-
KOMMYHUKaImoHHo cetu «uTepHeT» https://eec.eaeunion.org.
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