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COOTBETCTBYET 2KCNEPTHOMY OTYETY

OBLIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITIAPATA
Artopuc, 30 Mr, TabJIETKH, TOKPHITHIE IIIICHOYHON 000IOUKOMA
Artopuc, 60 Mr, TaOJIETKH, TOKPHITHIE MIIICHOYHON 000I0UKOMA

Artopuc, 80 Mr, TabJIETKH, TOKPHITHIC MIIICHOYHON 000JIOUKOMA

2. KAYECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
[elicTByrol1ee BEIIECTBO: aTOPBACTATHH.

Atopuc, 30 Mr, TaOJIETKH, MOKPLITHIE INIEHOYHON 000JI0UKOH

Kaxnas Ttabnerka coxepxkut 31,08 Mr aropBactaTuHa Kaiblusi (dKBHUBaJeHTHO 30 mr
aTOpBacTaTHHA).

BcnomorarenbHble BelllecTBa, HAJIUMYKWE KOTOPBIX HAZO YUWUTHIBATH B COCTaBE JIEKAPCTBEHHOIO
mperapara: JakTo3bl MOHOTUApaT — 175,24 Mr, KpockapMeIsio3a HaTpus, HATPUS TUAPOKCHU (CM.
pasnen 4.4.).

Atopuc, 60 Mr, TaOJIETKH, MOKPHITHIE INIEHOYHOU 000JI0UKOM

Kaxmas Ttabnerka comepxkut 62,16 Mr aropBacTaTMHa Kaiblus (d9KBUBaJEHTHO 60 mr
aTOpBacTaTHHA).

BcnomoratensHbie BeliecTBa, HaIMYUE KOTOPBIX HAIO YYUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npenapara; J1akTo3bl MoHoTHApaT — 350,49 M, KpocKapMe1o3a HaTpus, HATPHs TUIAPOKCHT (CM.
paznen 4.4.).

ATtopuc, 80 Mr, TaOJIETKH, MOKPHITHIE INIEHOYHON 000JI0UKOM

Kaxnas Ttabnerka comepxkut 82,88 Mr aropBactaTmHa Kaiblus (dKBHBaJeHTHO 80 mr
aTOpBacTaTHHA).

BcnomoratensHbie BelecTBa, HATMYUE KOTOPBIX HAIO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
mperapara: JakTo3bl MOHOTHApAT — 467,32 Mr, KpocKapMeIio3a HaTpus, HATPUS TUAPOKCHUT (CM.
paznen 4.4.).

[Tonublit nEpeveHb BCIOMOTaTEIbHBIX BEIIECTB MpUBEIEH B paszene 6.1.

3. JJEKAPCTBEHHASA ®OPMA
TaGneTku, MOKPHITHIE TNICHOYHOH 000I0YKOH.

ATtopuc, 30 Mr, TaOJIETKH, MOKPHITHIE INIEHOYHON 000JI0UKOM

Kpyrable, cierka IBOSKOBBITYKIIbIE TAOJIETKH, MOKPHITHIE TICHOYHOW 000JI0UKOM Oenoro mimm
mouTH 0eoro 1BeTa, ¢ PacKou.

ATtopuc, 60 Mr, TaOJETKH, MOKPBITHIE INIEHOYHON 000JI0UKOM
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OBalbHBIE, ABOSIKOBBIMYKIIbIC TaOIETKU, MOKPBITHIE TUICHOYHOW 000J0YKOW O€J0ro Wiv MOYTH
0eJIoro LBeTa.

ATtopuc, 80 Mr, TaOJIETKH, MOKPLITHIE INIEHOYHON 000JI0YKOi

KchyJ'IOBI/II[Hble, JABOSKOBBIITYKJIBIC Ta6JI€TKI/I, MOKPBITHIC TJICHOYHOH 000J0YKON Oeroro Wiu

mouTH 0eoro OBCTA.

4. KIIMHUYECKUE JAHHBIE
4.1. Iloka3anusi K NPpUMEHEHUIO
e [unepxonecrepuHemus:

- B KauecTBE JIOMOJHEHUs K JHeTe /sl CHUKEHHUS OBBIIIEHHOTO O0IIEero X0JIecTepruHa
(XC), xonecrepuHa  JUMNONPOTEMHOB  HU3KoM  miuoTHoctu  (XC-JITHIT),
anonunonpotenHa B (amo-B) u tpurnuuepunos (TI) y B3pocibix, TOJIPOCTKOB U JACTEH
B Bo3pacte 10 yeT win crapiie ¢ NEpBUYHON TMIIEPXOJIECTEPUHEMHEH, BKIIOYast
ceMeiHyro TUIEPX0JIECTEPUHEMUIO (reTepo3uroTHHIN BapHaHT) WIH
KOMOWHHPOBaHHYIO (CMEIIaHHBIM BapUaHT) TUMIEPIIUINUAEMUIO (COOTBETCTBEHHO THI
[la u IIb mo xmaccudukammm DpenpukcoHa), Korja OTBET Ha JWETY W JAPYTUe
HEMEINKAMCHTO3HBIC METOABI JICUCHUS HEAOCTATOYHEI,

- s cHwkeHus nobieHHoro odmero XC, XC-JITTHIT y B3pocibIx ¢ TOMO3UTOTHOM
CEMEMHON THIEpPXOJECTEPUHEMUEH B  KadyecTBE  JOMOJHEHUS K  JAPYTUM
TUIOJMITAJIEMIYECKAM MeTonaM JiedeHus (Hampumep, JIITHII-adepes), wmm eciu
TaKHU€ MCTO/Ibl JICHCHU S HEJOCTYITHBI.

e [IpodunakTrka cepaeyHO-COCYANCTHIX 3a00ICBAHMIA:

- mpoduIaKTUKA CEePIEYHO-COCYTUCTBIX COOBITHI Y B3POCIBIX MAalMEHTOB, UMEIOIINX
BBICOKHI PUCK Pa3BUTHS TEPBUYHBIX CEPICUYHO-COCYAMCTHIX COOBITHUMN, B KayeCTBE
JIOTIOJTHEHUS K KOPPEKINH IpYyruX (pakTopoB pHCKa;

- BTOpHYHAs TPOQPWIAKTHKA CEPJCUYHO-COCYIUCTHIX OCJIOKHEHHWHA Yy TMAIUEHTOB C
nmemuyeckoii 6omne3nsio cepamna (MbC) ¢ nenpio CHIKEHUsI CMEPTHOCTH, HH()APKTOB
muokapaa (MM), HHCYIbTOB, MOBTOPHBIX TOCIUTAIM3AIHIA TTO TTOBOY CTCHOKAPIUHU H
HEOOXOIMMOCTH B PEBACKYJISIPU3AIINH.

4.2. Pe:kxuM 103MPOBaHUs U CIOCO0 MPUMEHEHUs
[lepen wawanmoM JiedeHHs mpenapaToM ATOpUC CIEAyeT TMONBITaThCs JOOUTHCS KOHTPOJS
TUINICPXOJCCTCPUHEMUN U CHUXKCHUA MACChI TCJIa Y MMAIIUCHTOB C OX)KUPEHUEM C ITIOMOIIBIO TUCTHI,

bu3NYEeCKNX yIpaKHEHUH 1 aIeKBaTHON Tepaniy OCHOBHOTO 3a00JI€BaHusI.
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HpI/I Ha3sHA4YC€HUMU  IIpelapara HCO6XO,Z[I/IMO PEKOMCHAOBATL MAIMCHTY  CTAaHAAPTHYIO
TUIIOXOJICCTCPUHEMHUYCCKYIO JHCTY, KOTOpOﬁ OH OOJDKCH MNPUACPIKUBATHCA B TCUCHHUEC BCCIO
nepuoaa Tcparmu.

Pexxum po3upoBanus

Jo3a npenapara Atopuc Bapsupyetcst oT 10 Mr g0 80 Mr oauH pa3 B CyTKA W TIOJIOUPAETCS C
yueroMm KoHueHTpauun XC-JIITHII B mna3me kpoBu, Lesiu Tepanuu U UHIUBUIYaJIbHOTO OTBETa
Ha MPOBOJUMYIO TEPAIUIO.

MaxkcumanbHas cyrouHas 103a npenapara Atopuc coctapiseT 80 Mmr.

B Hauane neueHus u/mim BO BpeMs MOBBILICHUS J03bl Ipenapara ATOpUc HEOOXOIUMO KasK/ble
2—4 Henenu KOHTPOJIUPOBATh KOHLEHTPALMIO JIMIUIOB B IJIa3M€ KPOBU M COOTBETCTBYIOLIUM
00pa3oM KOppeKTUPOBaTh /103y Ipenapara.

Ilepsuunas eunepxonecmepunemust U KOMOUHUPOBAHHAS (CMEUWLAHHAS) 2UNEPAUNUOeMUs

Jlnst GONBLIMHCTBA MALMEHTOB peKOMEHayeMas 103a npenapata ATopuc cocrasiser 10 Mr ogux
pa3 B CYTKH, T€paleBTHUECKOE ICHCTBUE MPOSIBISIETCS B T€UEHHE 2 HEJledb U OOBIYHO IOCTUTaeT
MakcuMmyMma uepes 4 Henenu. [Ipu niaurensHOM stedeHuH P PEeKT CoOXpaHsIeTcs.

T'omo3ucomuas cemetinas eunepxonecmepuremus

B GonpmmHcTBE ciiydaeB Ha3HadaroT mo 80 MT OJIMH pa3 B CyTKH (CHUXeHUe KoHIeHTpannn XC-
JIITHII B nmna3me kpoBu Ha 18—45 %).

I'emeposucomnas cemeliinas 2unepxonecmepunemus

Havanenas nosa cocraBiaster 10 Mr B cytku. Jlo3y cienyer moaOupaTh WHIAMBHUIYAlIbHO U
OLICHHBATh AKTYaJIbHOCTb J03bI KaK/ble 4 HEIEIH ¢ BO3MOXHBIM MOBBIIEHHEM 10 40 MI' B CYTKH.
3arem 100 /1032 MOXKET OBITH YBEIHUCHA 10 MAKCUMaJIbHOH — 80 MI' B CyTKH, THOO BO3MOKHO
COUYeTaHME IIPUEMa CEKBECTPAHTOB KEIYHBIX KHCIIOT U aTopBacTaTuHa B 103€ 40 MI B CyTKH.
IIpogpunaxmuxa cepoeuno-cocyoucmolx 3a001e6anull

B uccrnenoBanusax nepBUYHON NMPO(UIAKTUKY 7032 aTOpBacTaTUHA cocTaBisia 10 M B CyTKH.
MoskeT NOHAZOOHWTHECS MOBBIIIEHHE J03LI C IEIbI0 OOCTHKeHHs 3HadeHund XC-JITTHIT,
COOTBETCTBYIOLINX COBPEMEHHBIM PEKOMEHIALIUAM.

OcobrIe I'pynnbl NAaTMCHTOB

Tlayuenmul ¢ neyenouHol HEAOCMAMOYHOCHBIO

[Mpn HapymeHnu OGYHKIMU TIEYCHU 03y Hpernapata ATOpPHC HEOOXOAWMO CHHXKATh IIPH
PETYISIPHOM  KOHTpOJIE  CHIBOPOTOYHOW  aKTHBHOCTH  «IECYCHOYHBIX»  TPaHCAMHHA3:
acnapratamuaoTpancdepasbl (ACT) u anannnamuHoTpanchepassl (AJIT).

Hauueﬁmbl C NOYeyHOl HedOCMAmMOYHOCHbIO
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Hapymenne ¢yHKIMM TOYEK HE BIMSET Ha KOHLEHTPALMIO aTOpPBACTaTWHA WM CTENCHb
cHwkeHus koHueHtpauu XC-JIITHII B mna3me KpoBH, O3TOMY KOPPEKIMH JJ03bI Ipenapara He
TpebyeTcsl.

Tayuenmol nostcunoeo 6o3pacma

Paznmumii B TepaneBTHuecKOi 3()(hEeKTUBHOCTH M O€30MIaCHOCTH Mpenapara ATOpUC y MAlMEHTOB
MOXHJIOTO BO3pacTa, 10 CPABHEHHIO € OOIEH Moy sield, He 00HapYKEHO, KOPPEKIHH J03bI HE
Tpebyercs (cm. paznmen 5.1.).

IIpuMeHeHre B KOMOUMHAIIMHY C IPYTHUMU JIEKAPCTBEHHBIMU MIpenapaTaMu

[Ipy HEOOXOOMMOCTH OJHOBPEMEHHOTO IPHUMEHEHUS C IUKIOCIIOPUHOM, TEJIAIPEBUPOM,
KOMOMHAIIMEH THUIIPaHaBUP/PUTOHABUD WIIH TJIEKapeBUP/MUOPEHTACBHP A03a MpenapaTa ATOpuc
He JI0/hkHa npeBbimarh 10 mMr B cyTku (cM. pazaenst 4.4.,4.5. u 5.1.).
He pexkomeHnayercs TpUMEHSTh aTOpPBACTATMH NalMEHTaM, IOJYYaloIlUM  Teparuio
JIETEPMOBHUPOM OJTHOBPEMEHHO C IIUKJIOCIIOPUHOM (cM. pazfensl 4.4. u 4.5.).
dapMaKOKHHETHYECKUE JIEKAPCTBEHHbBIE B3aMMOJICHCTBHUS, KOTOPBIE MPUBOJAT K IOBBIIICHHUIO
CHCTEMHOH KOHIIGHTpAI[MH aTOpBAaCTaTHHA B IIa3Me KPOBH, TAK)Ke OBLIM OTMEUYEHBI C APYTUMHU
MHTUOUTOpaMHU MPOTeasbl BHUpyca MMMYyHoedunuTa yenoseka (BUY) (ronmmuaBup/putoHaBup,
CaKBUHABHP/PUTOHABHD, AapyHaBUP/pUTOHABHD, (hocammnpeHaBup, hocaMIpeHaBUp/PUTOHABUD U
HenpuHABHp),  MHTHOMTOpaMH  mpoTeasbl  BuUpycHoro  rematuta C  (Gouemnpeswup,
9110acBUP/TPa30NPEBUP, CUMENIPEBUD), KIAPUTPOMHUIIMHOM, HUTPAKOHA30JIOM U JIETEPMOBHUPOM.
Crnenyer coOm0AaTh OCTOPOXKHOCTh NMPH OAHOBPEMEHHOM INPHUMEHEHHH C aTOPBACTATHHOM.
PexomeHyeTcss TPOBECTH COOTBETCTBYIOUIYIO KIMHHUYECKYIO OLEHKY M IPHMEHSITH CaMylo
HU3KYIO 23 GEKTUBHYIO 103y aTopBacTaTuHa (cM. pasnensl 4.4. n 4.5.).
VY manMeHToB, OJHOBPEMEHHO IPHMEHSIOINX POTHBOBHPYCHBIE MpenapaThl IS JIEYCHUs
BupycHoro renatuta C (3m6acBUp/Tpa3onpeBrp) C aTOPBACTATHMHOM, /1032 aTOpBAacTaTWHA HE
JIoJKHA TipeBbimaTh 20 Mr B cyTKH (cM. pasnenst 4.4. u 4.5.).

eTu
IIpumenenue mnpenapara Atopuc y JeTeil B Bo3pacte 10 18 €T NpOTHBOMOKAa3aHO, 3a
UCKIIIOYCHHEM TeTepO3UTOTHOW CeMEWHOW rumepxojecTepuHeMud (M0 JaHHOMY ITOKa3aHHIO
NpUMEHEHHUE MPOTHBOIOKA3aHO y aeTeid B Bospacte no 10 nmer). HemocTaToyHO KIMHHYECKHX
JAHHBIX 110 3((GEKTUBHOCTU M OE30MaCHOCTH TIperapara B JaHHOW BO3PACTHOM IpymIie.
Jemu c 10 0o 18 nem npu cemepo3ucomuoil cemelnou sunepxoiecmepunemun
Pexomenayemas HauanbHas no3a — 10 mr pa3 B cyTku. Jlo3a MokeT OBbITh yBenmudeHa 10 80 Mr B

CYTKH C Y9ETOM KIMHUYECKOTO AP PeKTa 1 MePeHOCUMOCTH.
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Jlo3y npenapata ATOpuc HEOOXOAMMO MMOJAOUPAThH B 3aBUCUMOCTH OT II€JTU TUTIOJIMITAICMUYCSCKON
tepanuu. Koppekius 103bl J0DKHA MPOBOJUTHCS C MHTEPBAIAMU OJUH pa3 B 4 HENCIU WIN
OOJIBLIIE.

Chocob npuMeHeHus

Buyrpes. Tabnerku crnenyer mporiateiBaTh LENMKOM, 3anuBas Bojaoil. [IpuHumate TabieTku
Kbl JIeHb NPUOIU3UTENBHO B OHO U TO K€ BpeMs CyTOK HE3aBUCHMO OT IpueMa MHIIH.
4.3. IlpoTuBONOKA3aHUSA

e [ 'Unep4yBCTBUTEIFHOCTh K aTOPBACTAaTHHY W/WIM K JIOOOMY H3 BCIIOMOTaTENIbHBIX
BEIIECTB, IEPEUUCIICHHBIX B paznene 6.1.

e AKTHBHOE 3a00JicBaHWE TICUCHH WJIM TIOBBIICHHUE aKTUBHOCTH «IICUYCHOYHBIX)»
TpaHCaMMHA3 B IUIa3Me KPOBM HEACHOTO reHe3a Oosiee 4eM B 3 pas3a MO CPaBHEHHIO C
BEpXHEU I'PAHUIIEY HOPMBL.

e OaHOBpEMEHHOE MPUMEHEHHE C (PY3UTOBON KHUCIOTOM.

e OnHOBpeMeHHOE MpUMEHEHUE MPOTHUBOBUPYCHBIX MpernapaToB
TJIeKanpeBUp/MUOpEeHTaCBUP IS JIeueHHs BUpycHoro renarura C.

e bepeMeHHOCTH U EPUOA IPYIHOrO BCKapMiIMBaHus (cM. pa3zaen 4.6.).

e JKeHmuHBI JETOPOJHOrO BO3pacTa, HE UCHONb3YIOLIUE aJCKBAaTHBIE METOIbI
KOHTPALEILIH.

4.4. Ocobble ykazaHus U MepbI MPEJOCTOPOKHOCTH PU MPUMEHEHU

C 0CTOPOKHOCTEHIO

VY nanueHTOB ¢ HamuuueM (aKkTOpPOB PHUCKA Pa3BUTUS padpomuonn3a (HapymeHue (QyHKIUU
MOYeK, TUIIOTUPEO03, HACIECACTBEHHBIC MBIIICYHbIC HAPYIICHUs Yy TMAaIeHTa B aHAMHE3e WM B
CeMEeHHOM aHaMHe3e, Y)K€ TEePeHEeCEHHOe TOKCHYECKOE BIIMSHHE WHTUOUTOPOB 3-THAPOKCH-3-
metmirmorapui-KoA-penykrasel  (IMI'-KoA-peaykraspl) (ctaTuHbl) wiad  ¢GuOpaToB Ha
MBIIIEYHYIO TKaHb, 3a00J€BaHUS IEYEHH B aHaMHe3€ W/WIM IPUMEHEHHE Yy NAalHeHTOB,
YIOTPEOIAIOMNX ATKOT0JIb B 3HAYUTENIBHBIX KOJIMYECTBAX, Bo3pacT crapuie 70 jeT, CUuTyaluu, B
KOTOPBIX OKM/IAETCsI MOBBIIICHWE KOHIIEHTPAI[MM aTOpBAaCTaTHHA B IUIa3Me KPOBH (Hampumep,
B3aUMO/ICHCTBHUE C APYTUMH JIEKapCTBEHHBIMHU CPEJCTBAMH)).

Buaunsiane Ha 11eyeHb

Kak u npu npuMeHeHNH APYTUX THIOJIUIHIEMHYECKIX CPEICTB 3TOTO Kiacca, MpH MPUMEHEHUN
aTopBacTaTWHA OTMEYAIM YMEPEHHOE TIOBbIIIeHHEe (0oJiee ueM B 3 pasa 1o CpaBHEHUIO C BEpXHEH
TpaHuIleil HOPMBI) aKTUBHOCTH «redeHOYHbIx» TpancamuHa3 (ACT u AJIT) B miazMme KpoBH.
Croiikoe NOBBIIIEHNE CHIBOPOTOYHOM aKTUBHOCTU «II€YEHOUHBIX» TpaHCaMHHa3 (Oosiee 4yeM B
3 paza IO CpaBHEHUIO C BEpXHEW rpaHuLed HOpMbl) HaOmomanock y 0,7 % mnanueHTos,

MOJIy4aBIIMX aTopBacTaTuH. YacToTa mogo0HBIX M3MEHEHUH NPH MPUMEHEHUH aTOpPBAcTaTHHA B

5
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nmo3zax 10 mr, 20 mr, 40 mr u 80 Mr coctasnsna 0,2 %, 0,2 %, 0,6 % u 2,3 % COOTBETCTBEHHO.
[ToBblllIeHHE AaKTMBHOCTH «II€YEHOYHBIX» TpaHCAMMHA3 B IUIa3Me€ KpPOBH OOBIYHO HeE
COIPOBOXK/IAJIOCH KENTYXOW WM JPYTUMHU KIMHUYECKUMHU MposiBIeHUsAMHU. [Ipyu cHUKeHNUN 10361
aTOpBacTaTWHA, BPEMEHHOW WM TNOJHOW OTMEHE IpenapaTa aKTUBHOCTh «IIE€UEHOUYHBIX)
TpaHCaMUHa3 B IUIa3Me KPOBM BO3Bpalllajach K HCXOAHOMY YPOBHIO. BOJBIIMHCTBO ManMeHTOB
NPOAOJDKAIM TPHEM aTOpBacTaTMHA B CHW)KEHHOM 03¢ 0e3 Kakux-1M00 KIMHUYECKHUX
MOCJICICTBUH.

Jlo Hauana Tepanuu, yepe3 6 Hezenab U 12 Hepenb mociie Havaia MpUMEHEHus npenapara ATopuc
WIH TIOCJI€ YBEJIMYEHUS €ro J103bl HE0OX0AUMO KOHTPOJIMPOBAThH MOKA3aTeNu (PYHKIMH MEYEHU.
OYHKUUIO NEYEHU CleAyeT KOHTPOJUPOBATh TAKKE MPHU MOSBICHUM KIMHUYECKHX MPU3HAKOB
NOpaXeHUs NeueHu. B ciyuae MoBbILIEHHUS] aKTUBHOCTH «II€YEHOYHBIX)» TPaHCAMHUHA3 B IJIa3Me
KpOBH cienyeT KoHTpoaupoBaTh akTUBHOCTh AJIT u ACT B riasme KpoBu 10 Te€X MOP, IOKa OHA
He Hopmanuzyercd. Ecnu noBeimenue aktuBHOCTH ACT wim AJIT B mitazme kpoBH Ooliee 4yeM B
3 pa3a, IO CpPaBHEHHUIO C BEPXHEH I'paHUIEH HOPMBI, COXpPAHSETCS, PEKOMEHAYETCS CHUKEHUE
JIO3bI MJTM OTMEHA npenapara Atopuc (cM. pazzaen 4.8.).

[Ipenapat Atopuc cieayeT NpUMEHITh C OCTOPOKHOCTBIO Y NAILIMEHTOB, KOTOPBIE YIOTPEOISAIOT
3HAYUTENIBHOE KOJIMYECTBO AIKOT OIS /WM UMEIOT B aHaMHe3e 3a00ieBaHNe NeueHH. AKTUBHOE
3a00JIeBaHUE TEUYEHH WM TOCTOSHHO IOBBIIICHHAs aKTHMBHOCTb «II€YEHOYHBIX» TPaHCAMHUHAa3
IUIa3Mbl KPOBHU HESICHOIO T€HEe3a SIBISIOTCS NMPOTHBOIOKA3aHMEM K IMPHMEHEHUIO Ipenapara
Artopuc (cMm. pazaen 4.3.).

JleficTBME Ha CKEJIETHBIE MBIIIIIbI

VY nanueHToB, MOJIy4aBIIMX aTOPBACTaTHH, OTMeYalach MuUairus (cM. paszen 4.8.). Jluarnos
MHONATHUHU CJIEAyeT MPEAIoaraTh y MauueHToB ¢ quddy3Hoil Muanruei, 601e3HEHHOCTHIO WITH
cabOCThI0O MBI  W/WIM  BBIPAKEHHBIM  IOBBIIIEHHEM  CHIBOPOTOYHOM  AKTHBHOCTHU
kpeatuHpochoknnaszsl (KOK) (6onee yem B 10 pa3 1mo cpaBHEHHIO ¢ BEPXHEH IPaHUIICH HOPMBI).
Tepanuto mpenapatroM ATOpHC CieIyeT NPEKpaTUTh B CIIydae BBIPA)KEHHOTO IOBBIIICHUS
cbIBOpoTOYHOU akTHBHOCTH K@K mpn HaM4ny MOATBEPKICHHON MAOIIATUN WU TIOJI03PEHNHN Ha
ee pa3BuTHE. PuCK pa3BUTHS MHMONATHM MOBBIIIAJICA HPU OJHOBPEMEHHOM IPUMEHEHUU
JIEKapCTBEHHBIX CPEJCTB, TMOBBIMIAIONIMX CHUCTEMHYI KOHLIEHTpAIMIO aTOpBacTaThHa (CM.
pazzensl 4.5., 5.1.). MHOrHe U3 3THX MpenapaToB WHTHOUPYIOT METa0OJIM3M, OTIOCPEIOBAHHBIN
nzopepmentom CYP3A4, w/mnm TpaHCHOPT JICKApCTBEHHBIX BemiecTB. M3BecTHO, dTO
nzopepmeHT CYP3A4 — ocHOBHOM M30(hepMEHT TeUeHH, Y4acTBYIOMMNA B OnoTpanchopMalun
atopBactaruHa. I[lpumenss mpemapat ATopuc B codeTaHuu ¢ (uOpatamu, 3pUTPOMHIHHOM,
UMMYHO/ICTIPDECCAHTAMH,  a30JIbHBIMH  NPOTUBOIPUOKOBBIMH  CPEACTBAMH, HHTHOUTOpaMHU

npoteassl BWY/Bupyca renatura C, JIETEpPMOBHUPOM WM HUKOTHHOBOW KHCJIOTOW B
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JUMUJICHIDKAIOMX 103ax (Oosnee 1 T B CyTKH), Bpay JTOJKEH TIIATEIbHO B3BECUTh OKUIAEMYIO
MOJIb3Y JICUEHUS M BO3MOXHBIA puck. Creayer peryispHO HaOdr0AaTh MAlMEHTOB C LIEJbIO
BBISIBJIICHUS 00JIeil Ui c1ab0CTH B MBIIIIAX, OCOOEHHO B TEYEHHE NEPBBIX MECALIEB TEPANUU U B
NEepUoJ YBEIMYEHHUsS J03bl JHOOOro M3 YyKa3aHHbIX cpeacTB. B ciydae HeoOxoaumocTu
KOMOMHHPOBAHHOM Tepanuu ciexyeT paccMaTpuBaTh BO3MOKHOCTh IPUMEHEHHs 00Jiee HU3KUX
HayaJbHBIX M TOAJIEPKUBAIOIIMX 03 BBIIICTIEPEUUCIECHHBIX CcpeAcTB (cM. paszen 4.2.). He
PEKOMEHIyeTCsl OJTHOBPEMEHHOE PUMEHEHHE aTOpBacTaTUHA U (Yy3UI0BON KUCIOTHI, OITOMY
BO BpeMs IpUMeHEeHUsI (Py3U10BOM KMCIOTHl PEKOMEH/IOBaHA BPEMEHHAsi OTMEHa aTOpBacTaTHHA.
B nonoGHBIX cUTyalMsxX MOXXHO PEKOMEHJOBAaTh MEPUOAMYECKHH KOHTPOJIb CHIBOPOTOUHOU
aktuBHOcTH K@K, X0Td Takoe MOHUTOPHUpPOBaHHE HE IO3BOJISIET MPEAOTBPATUTH Pa3BUTHE
TSDKEI0M MuonaTuu (cM. pasaen 4.5.).

3aperucTpupoBaHbl COOOIIEHHS O Pa3BUTUM HMMYHO-ONOCPEJOBAHHOM HEKPOTHU3HUPYIOLIEH
muonatun (MOHM) Bo Bpemst wim mocie JieueHUs] HeKOTOPhIMHU cTaTuHaMmu (cM. paznen 4.8.).
MOHM knvHMYECKH XapakTepHU3yeTCs CTOMKONW MPOKCUMAIbHOW MBIIMIEYHOW CIa0OCThIO U
MOBBIIIEHHBIM ypPOBHEM KpPEaTMHWHKHMHA3bl B CBIBOPOTKE KpPOBH, KOTOPBIE COXPaHSIOTCS
HECMOTpsI Ha IpeKpallleHue JIeYeHusl cTaTuHamu, HannuueMm antuten kK ' MI'-KoA-penykraze u
yIy4lI€HUEM IIPU IPUMEHEHUN UMMYHOETIPECCaHTOB.

Jlo Hayasna JeueHus

ATOpBacTaTMH cJeIyeT C OCTOPOXKHOCTBIO Ha3HayaTh HaluMeHTaM ¢  (akTopamu,
IPEIpacloyiaralolluMy K pa3BUTHIO pabaoMuonu3a. Jlo Havana TepanmuM AaTopBacTaTHHOM
ClIeyeT NPOBOIUTH KOHTPOJIb akTUBHOCTH K®K B masme KpoBU B CIEAYIOMIUX CIydasX:

e HapymieHue (pyHKINHU TOYEK;

® THUIIOTHPEO3;

® HACJICJICTBCHHbIC MBIIICYHbIC HApPYIICHHWsS Y MalMeHTa B aHAMHE3e WIM B CEMEHHOM
aHaMHe3e;

® YK€ IepeHeceHHoe ToKcuueckoe BausHrue nHruoutopos 'MI'-KoA-peaykrasbl (CTaTUHBI)
win (puOpPaTOB HAa MBILICYHYIO TKAHb;

e 3a00yieBaHMs TEYCHH B aHaMHE3€ W/WIM TAIUEHTHI, YINOTPEOJISIONe aIKOTOJb B
3HAYUTEILHOM KOJIMYECTBE;

e y MALKMEHTOB B Bo3pacte crapuie 70 JeT ciaeayeT OUEHUTh HEOOXOIMMOCTb KOHTPOJIS
nokazatens KOK B minazme KpoBH, yUUTBIBasl TO, YTO y 3THX HAIL[MEHTOB, KaK IPAaBUIIO,
y’Ke UMEIOTCsI (DaKTOpPBI, MPeIpacioIararonie K pa3BUTHIO pabIOMUOIIH3a;

® CHUTyalluH, B KOTOPBHIX OKHIAETCS MOBBIIICHNE KOHIICHTPAIMK aTOPBACTaTHHA B TIa3Me
KPOBH, TAaKH€ KaK B3aUMOJCHCTBUS C APYTMMH JIEKAPCTBEHHBIMU CPEICTBAMH (CM. pasjien

4.5.).
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B Takux cuTyanusx cieayeT OLEHUTb COOTHOIIEHHE «II0JIb3a — PHUCK» M OCYLIECTBIATH
MEAMLMHCKOE HAa0JII0/IEHUE 3a COCTOSTHUEM IMallUeHTA.

B ciydae 3HaunTeNPHOTO MOBBITIIEHNS ChIBOpOTOUHON akTUBHOCTH KDK (OoIiee ueM B 5 pa3 Boillie
BEpXHEH rpaHullbl HOPMBI) HE CJIelyeT HAUMHATh TePaio AaTOPBACTATHHOM.

IIpu npumenennn mpemnapata ATopuc, kak u apyrux uHruoutopoB [I'MI-KoA-penykrassi,
ONMMCaHbl peaKkue ciydaun pabAOMHUONM3a C OCTPOM IMOYEYHOW HEJO0CTaTOYHOCTHIO,
00yCloOBJIEHHOW MHOTI0o0uHypuel. PakTopoM pHCKa pa3BUTUS pabJOMUOJIM3a MOXKET ObITh
IpeIIecTBYIONEe HapylleHne GyHKIMM oyek. TakuM narueHTam ciieayer o0ecneuuTs Ooiee
TIIATEIbHBIA KOHTPOJb COCTOSTHUSI CKEJIETHO-MBIILIEYHOI cucTeMbl. [Ipy nosiBIeHNH CUMIITOMOB
MHUOINATUU WIM HaTU4uU (PAKTOPOB pHUCKA Pa3BUTHS IMOYEHYHOM HENOCTATOYHOCTH Ha (PoHE
pabromuonusa (HampuMmep, TSDKEIoe TeYeHHE OCTpoid MH(EKIMH, apTepuajbHas TMIIOTEH3HS,
OOIIMPHOE XUPYPrHYECKOEe BMEIIATEIbCTBO, TPABMBI, METa0OIMUYECKHE, SHIOKPUHHBIE U BOTHO-
AJIEKTPOJIUTHBIE HApPYLIEHUsI, HEKOHTPOJUPYEMbIE CYIOpPOTH) TEpanuio mpenapatoM ATtopuc
CJIelyeT BPEMEHHO MPEKPATUTh WU MOJTHOCTHIO OTMEHUTD.

Bunmanme! IlanneHTOB HEOOXOIMMO MNPEAYNPEIUTb O TOM, YTO UM CIEIyeT HEMEIJICHHO
00paTUThCS K Bpady IpH MOSABICHUN HEOOBICHUMBIX 00JI€H MM MBIILIEYHOM €1a00CTH, OCOOEHHO
€CJIM OHU COTIPOBOXK/IAIOTCS HEOMOTaHUEM WIIH JIMXOPAJAKOM.

Muactenus FDaBI/IC/ TJ1a3Hasd MUACTCHUA

Coo0mranock, 4T0 B HEKOTOpBIX ciydasx uHruoutopel ['MK-KoA-pemykrasbl (cTaTuHBI)
BBI3BIBANIN pa3BUTHE de NOVo WM yCyryOJIsulM paHee CYIIECTBOBABIIYIO T'€HEPAIN30BAHHYIO
MHUACTEHHUIO TPaBUC WJIM IJIa3HYI0 MUACTEHMIO (CM. pa3zaen 4.8.). B ciiyuae BOSHUKHOBEHUS WU
YTSDKEJIEHUS CHMIITOMOB MHUAacTEHHHM @IpUEM IIpernapata ATOpUC CIIEAyeT NpPEeKpaTHTh.
Coo0manoch Taxke 0 peruBax MUACTEHUH MPU IMTOBTOPHOM IIPUEME TOTO K€ CTaTHHA U IPH
npuMeneHun npyroro uaruouropa ' MK-KoA-pemykrassbi.

I'emopparndeckuii MHCYIET

[locne cneumanpHOrO aHamM3a peE3YJIbTAaTOB KIMHUYECKOTO HCCIIEAOBAHHUSA C Y4acTHEM
4731 nmarenta 6e3 MbC, nepeHecnx MHCYIJIBT WM TPAaH3UTOPHYIO HieMudeckyro ataky (THA)
B TEUCHHE TPEABIIYIINX 6 MeCAIEeB, KOTOPBIM ObUT Ha3HaueH aropBacTaTtuH 80 Mr B CyTKH, Oblia
BBISIBJICHA 00Jiee BBICOKAsl 4aCTOTa T€MOPPAarnYecKUX MHCYJIBTOB B TPYIIE aTOPBAcTaTHHA TI0
CPaBHEHHIO C TPYIIO miamnebo (55 — B rpynme aropBacTaTHHA MPOTUB 33 — B rpymiie miane6o).
[TanmeHTsl ¢ reMOpparnyeckuM MHCYJIHTOM Ha MOMEHT BKIIIOUEHHS B MCCIICIOBAHNE UMENH Ooee
BBICOKHI PHUCK JJIsI TIOBTOPHOTO TeMOpparmdeckoro wHcynbra (7 — B TpyIme aTopBacTaTHHA
npoTHB 2 — B Tpymiie mwiane6o). OaHaKo y MarMeHToB, MOJYYaBIIuX aTopBacTaTuH 80 MI B CyTKH,
OBUIO MEHbBINIE MHCYJIBTOB JItoO0ro Thma (265 mpotuB 311) W MeHbIIE CepACYHO-COCYAUCTBIX

cobbrtuit (123 mpotus 204).
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CaxapHblii guader

Hexotopeie nannple moaTBepknarT, uro WHruOuTopbl ['MI-KoA-penykTasbl (CTaTHHBI) Kak
KJIacCC MOTYT HPUBOAMTH K TOBBIIIEHUIO KOHILIEHTPALMU TJIIOKO3bl B KPOBH, & Y OTAEIBHBIX
NAIMEeHTOB C BBICOKMM PHCKOM pPa3BUTHs CaxapHOro auabera MOXET pa3BUThCS COCTOSHUE
TUIEpIIMKeMUH, Tpedyrolee KOPPeKIUHU, Kak MpHu caxapHoM auabdere. TeM He MeHee, 3TOT pUCK
HE TPEBBINMIAET MONB3Yy OT Tepanuu uHruouTopamu ['MI-KoA-penykrasbl (CTaTHHBI) C TOYKH
3pEHUs COCYAUCTBIX PUCKOB, IO3TOMY 3TO HE MOXKET SIBJSATHCS NPUYMHOMN 111 OTMEHBI TEPAIUH.
[TanmeHTsl, OTHOCSIIMECS K TPYIIE pUcKa (KOHIIEHTpALMs III0KO3bl B KPOBU HaToLIak ot 5,6 10
6,9 MMoIb/11, uHAeKe Macchl Tena (MMT) > 30 kr/m?, mosblenHas konuenTpamus TT B miasme
KpPOBH, apTepHalibHas TUIEPTEH3Us), JOJDKHBI HAXOIUTHCS MOA MEIUIMHCKHUM KOHTPOJIEM,
BKJIIOYasi KOHTPOJIb OMOXMMHUYECKUX IMapaMeTpOB KPOBH, B COOTBETCTBUHM ¢ HanmoHanbHBIMU
PEKOMEHTALUSIMH.

HuaTepcrunmanbHoe 3a00JIeBaHNE TETKUX

Ha ¢one repanun HexoTophiMu narubutropamu [ MI'-KoA-peaykrassl (cTaTuHbI), 0COOCHHO Ha
¢doHe UINTENHHON Tepanuu, OTMEYAINUCh SMHUYHBIC CIy4al WHTEPCTUIIMAIBHOTO 3a00IeBaHHs
aerkux. Moryr HaOMIOJaThCsl OJNBIINIKA, HEMPOAYKTHBHBIA Kamledb W yXyAIIeHHe OOIIero
COCTOSIHUSI 370pOBbsI (YyTOMIIIEMOCTh, CHIDKCHHE MAacChl Tella M JMXopanka). B cioydae, ecnm y
MalyeHTa MoJ03pEBaCTCsl HHTEPCTUIIMATBHOE 3a00JI€BaHUE JIETKHUX, CIEAYeT OTMEHHUTD TEPAITHIO
aTOPBACTAaTHHOM.

OHIOKpUHHAs KLU

[Tpu npumenennn narn6utopoB ' MI'-KoA-peaykra3sl (CTaTUHBI), B TOM YUCIIE U aTOPBACTATHUHA,
OTMEYAJINCh CJIy4ad MOBBILEHHUS KOHUIEHTpanmuu HbAl u KOHIEHTpaluu TIIOKO3Bl B KPOBH
HaToIak. TeM He MeHee, PUCK THUIEPIIIMKEMHUN HIXKE, YeM CTETICHb CHIKEHUS PHCKa COCYANUCTBIX
OCIIOKHEHMH Ha (oHe mprueMa HHruouTopoB ' MI'-KoA-penykrasbl (CTaTHHBI).

BcnomorarenbHbie BellieCcTBa

Jlakmo3zvl monocuopam

[lamentaM ¢ peako BCTpEUArOIIEHCs HACIEACTBEHHOW HENEPEeHOCUMOCTBIO TallaKTO3bl,
JNeGHUINTOM JIAKTa3bl WIK TIIIOKO30-TATAKTO3HONW ManbaOcopOIel He ciaenyeT IpUHIMATh 3TOT
npemnapar.

Hampuii

JlaHHBIN Tipenapat conepkuT MeHee 1 Mmoutb (23 mr) Hatpus B 1 TabieTke, TO €CTh, IO CYTH, HE
COJICPKUT HATPHSL.

4.5. B3aumopneiicTBHe ¢ JPYIrHMH JIEKAPCTBEHHBbIMM IpenapaTamMM H Jpyrue BH/bI

B3aHMOIeHCTBHSA
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ATtopBactaTuH MeTabosnu3upyetcs cuctemoit uroxpoma P450 3A4 (uzodpepmentom CYP3A4) u
ABIIIETCS CyOCTPATOM TPAaHCHOPTHOIO MoJunenTuaa opranndyeckux anuonos 1B1 (OATP1BI1) u
1B3 (OATP1B3). MetabGonuTs! atopBactatuHa siBisitores cyocrparamu OATP1B1. Taxke 66110
YCTaHOBJIEHO, YTO aTOPBACTATHH SIBJSIETCS cyOCTpaToM Oellka MHO>KECTBEHHOW JIeKapCTBEHHOU
pesuctentHocTH 1 (MDR1) u 6enka pesuctenTHocTH paka Mono4Ho xene3sl (BCRP), kotopsie
MOTYT OFPaHUYMBATh BCACHIBAHUE B KMILIEYHUKE U KIMPEHC aTOPBACTaTHHA B MIEYCHH (CM. pa3zien
5.2.). OnHOBpeMEHHOE TMPUMEHEHUE C JIEKApCTBEHHBIMU IpernapaTamH, SBISIOLIUMUCS
unruoutopamu  u3zopepmenta CYP3A4 wimm GenkoB-TIEPEHOCYMKOB, MOXKET MPUBECTH K
MOBBIIICHUIO KOHIIEHTpALMi aTOPBAaCTaTUHA B IJIa3M€ KPOBU M K MOBBIIICHUIO PUCKA Pa3BUTHS
MuonaTuu. PUCK MOKeT ObITh TaK)KE YBEJIIMYEH IPU OJTHOBPEMEHHOM IPUMEHEHNHU aTOPBAaCTaTHHA
U IPYT'UX JIEKAPCTBEHHBIX NIPENapaToOB, CHOCOOHBIX BBI3bIBATH MUOIATHUIO, TAKUX KaK (GUOpaThl U
a3eTuMuO (cM. paznen 4.3. u 4.4.).

Bo Bpems nedenuss unrubutopamu I'MI-KoA-pemykTaspl nmpu OJIHOBPEMEHHOM NPUMEHEHHUH
LUKJIOCIOPUHA, HUKOTMHOBOW KMCJIOTHI B JIMIMUACHMWXKAIOMKX J03ax (Oosee 1T B CyTKu) Wiau
uHrHONTOpOoB  M3odepmenta CYP3A4  (mampumep, DPUTPOMHIIMH,  KJIApUTPOMHMIIMH,
IPOTUBOTPUOKOBBIE CPEACTBA — IPOU3BOAHBIE A30J1a) MOBBIIIAETCS PUCK PA3BUTHS MHUOIIATHUH (CM.
paznen 4.4.).

HMurudurops! nzodepmenta CYP3A4

IMockonbky atopBactatuH MeTtabonusupyercsi uzopepmentom CYP3A4, onHoBpemeHHOE
npUMeHeHue aTtopBacTtaTuHa ¢ uHruomropamu uzodepmenta CYP3A4 moxxer mpuBOAWTH K
YBEITMUCHUIO KOHIIEHTPALMU aTOpBacTaTWHa B Iuia3Me KpoBH. CTeNeHb B3aMMOJCHCTBUS U
s deKTa TOTCHUUPOBAHUS ONPEACIICTCS BapHaOEIbHOCTHIO BO3JCHCTBUS Ha H30(EpPMEHT
CYP3A4 (cm. paznen 5.2.).

Bbeimo  ycraHoBieHo, uTo MomiHble uHrHOMTOpHl uM30depmenta CYP3A4 mnpuBomaT K
3HAYUTEILHOMY TIOBBIIICHUIO KOHIIEHTpPAIMM aTopBacTaTMHA B IUIa3Me KpoBu. Cremyer 1o
BO3MOXXKHOCTH H30€raTh OJHOBPEMEHHOTO HPUMEHEHHs MOIIHBIX MHTHOUTOPOB HM30(epMeHTa
CYP3A4 (takmx Kak IMKJIOCIIOPUH, TEIUTPOMHUIMH, KIAPUTPOMUIIMH, JIENaBUPIMH,
CTHPHUIIEHTOJ, KETOKOHA30JI, BOPHUKOHA30Jl, HTPAKOHA30Jl, II03aKOHA30Jl, HEKOTOPHIE
NPOTHBOBHPYCHBIE MpenapaTsl, IpUMEHsEMbIE IS JIeueHHus: BUpYycHOro remnatura C (Hampumep,
anbacBUp/Tpa3onpeBup), ¥ MHIHOUTOpHI mpoTtea3sl BUY, BkIrodas pUTOHABUP, JONHHABUD,
aTa3aHaBUp, MHIMHABHUD, TapyHaBUpP U Ap.). Eciam onHOBpeMEHHBIN NMpHEM 3THX MpenaparoB
HEOOXOaMM, CIIEyeT PaCCMOTPETh BO3MOKHOCTh Hayala TePAalliy ¢ MUHUMAJILHOH JI03bI, a TaKKe
CJIEZyeT OLIEHUTH BO3MOKHOCTh CHWKEHHUSI MAKCUMAJIbHOH J103bl aTOPBACTATHHA.

Ymepennsie uHrHOUTOpHI M30(epMeHTa CYP3A4 (Hampumep, SpPUTPOMHUIIMH, JUITHA3EM,

BEparamMui 1 (bHYKOHaSOJ'I) MOIr'yT NPpUBOAWUTL K YBCJIMYCHHUIO KOHLICHTpAIUM aTOpBacTaTUHA B

10
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miazMe kpoBu. Ha ¢one ogHOoBpeMeHnHoro mnpumenenus WHruoutopos I'MI-KoA-peaykrassi
(cTaTUHBI) U SPUTPOMULIMHA OTMEYaAIH MOBBIIIEHHBIA PUCK pa3BUTHS Muonatuu. MccnenoBanus
B3aMMOJICUCTBUS aMUOJIapOHa WM BepalaMiiia U aTopBacTaTMHA HE MPOBOAMINCH. M3BecTHO,
YTO W AaMHMOJApPOH, M BepanmamMuJ HHTUOUpYIOT akTuBHOCTH u3zopepmenta CYP3A4, u
OJIHOBPEMEHHOE TPUMEHEHHE JTHX MpenapaToB € aToOpBACTaTUHOM MOXET IPUBECTH K
MOBBIIICHUIO 3KCIO3UIUM aTOpBacTaTMHa. B CBA3M C 3TUM PEKOMEHJIyeTCsl CHHU3UTh
MaKCUMAaJIbHYIO 703y aTopBacTaTUHAa U MPOBOJUTH COOTBETCTBYIOIIUNA MOHUTOPUHI COCTOSHUS
NalyeHTa MpU OJHOBPEMEHHOM INPUMEHEHMH C YMEPEHHbIMM HHTUOMTOpaMu H30(epMeHTa
CYP3A4. KoHTponb ciieyeT OCyIIeCTBISATh MOCHE Hayana Tepanuu U Ha (OHEe U3MEHEHUS JJ03bI
unruouropa nzodepmenta CYP3A4.

T'emdubpos3ni/pudbparsl

Ha ¢one npumenenuss ¢puOpaToB B MOHOTEpANHMU MEPHOANYECKH OTMEYaIH HEXelaTelbHbIe
peaKIyy, Kacaroluecs CKeJIETHO-MBIIIEYHOH CUCTEMBI, B TOM Yuciie padzomuonu3. Puck takux
peaknuii BO3pacTaeT NpU OJHOBPEMEHHOM INpHMeHeHHH (udpaTtoB M aropBacTtaThHa. Ecnm
HEBO3MOKHO U30€XKaTh OJHOBPEMEHHOTO ITPUMEHEHUS 3TUX MPEMapaToB, TO CIEAYeT MIPHUMEHSTH
MUHAMAIIBHYIO 3()()EKTUBHYIO 703y aTOpBacTaTWHA, a TAaKXKe CIEAYyeT MPOBOJUTH PETyJISPHBIN
KOHTPOJIb COCTOSTHUSI MTAIIHEHTOB.

O3eTumnd

[Tpumenenue 33eTuMUOa CBA3aHO C Pa3BUTHEM HEXKEJIATENIbHBIX PEAKIUK CO CTOPOHBI CKEJIETHO-
MBIIIEYHOH CHCTEMBI, B TOM YHCJIE pa3BUTHE pabaoMuonn3a. PUCK TakuX peakiuil MOBBIIIAETCS
Opyd OJHOBPEMEHHOM IPUMEHEHHWH 33eTUMHOAa W aropBacTaTUHA. J{Isi TakuMX TMalUEeHTOB
PEKOMEHTyeTCsl TIIATeIbHOE HAOIII0/ICHHUE.

OpUTPOMULINH/KIAPUTPOMHUIINH

[Ipu ogHOBpEeMEHHOM NPUMEHEHHH aTopBacTaTHHA U 3puTpomunyHa (mo 500 Mr ueTsIpe pasa B
cyTkH) win kiaputpomunmaa (mo 500 Mr ngBa paza B CyTKH), MHTHOUTOpPOB H30(epMeHTa
CYP3A4, nabmonanoch MOBBIIICHHE KOHIICHTPAIMM aTOpBacTaTHHA B IUIa3Me KpPOBU (CM.
paznenst 4.4. 1 5.2.).

HNurnburopsl mpoTeas

OnHOBpEeMEHHOE TPUMEHEHHE AaTOpBacTaTHHA C WHTUOMTOpaMHM MpOTea3, HM3BECTHBIMH Kak
uHrHONTOpPEl  M3odepmenta CYP3A4, compoBoXImaeTcs  YBEIMYCHHEM  KOHIICHTpAITUU
aTOpBacTaTHHA B IUIa3ME KPOBH.

Jnntrazem

OnHoBpeMEeHHOE MpUMEHEeHHe artopBacTaTMHa B Ao3e 40 mr ¢ gmintuazemoM B jo3e 240 mr

MPUBOJUT K YBEIMUCHHUIO KOHIICHTPAIIMU aTOPBAacTaTHHA B T1a3Me KPOBH (CM. pazfen 5.2.).

! !I/IMCTI/IZ!I/IH
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KnuHuueckn 3HauuMoOro B3auMoJEHCTBHS aTOpBAacTaTUHA C HUMETHIMHOM HE OOHApPYX EHO (CM.
pasnen 5.2.).

UrpakoHazon

OpnHOBpeMeHHOE IPUMEHEHNE aTopBacTaTuHa B J1o3ax oT 20 mr 10 40 Mr u UTpakoHas3oja B 103€
200 Mr mpUBOAWJIO K YBEIMYEHHUIO 3HAYEHUS IUIOUIATU TOJ KPUBOW «KOHIIEHTpALMs-BpeMsD
(AUC) aTopBacTatuHa (cM. pazznen 5.2.).

I'pelindpyToBEIA COK

[TockonbKy Trpedn@pyTOBBI COK CONSPNKHUT OIWH WM HECKOIBKO KOMIIOHEHTOB, KOTOpBIC
unruoupyoT uzodepment CYP3 A4, ero upesmepHoe nmotpedieHue (6osee 1,2 1 B 1eHb) MOXKET
BBI3BIBATh YBEIMYCHUE KOHIICHTPALMH aTOPBAcTaTHHA B IJIa3Me KPOBH (CM. paszen 5.2.).

HMHrnouTOpEl TPAaHCIIOPTHOrO OeaKa

ATOpBacTaTHH SBJISETCS CyOCTPaTOM TPAaHCTIOPTEPOB (hepMEHTOB TeYeHu (cM. paszzaen 5.2.).
OnHOBpeMEHHOE MPUMEHEHNE aTopBacTaTHHA B 103e 10 MI ¥ IUKIJIOCTIOPHHA B J103€ 5,2 MI/KI/CyT
NPUBOJWIO K TOBBIIIEHUIO YPOBHS CHUCTEMHOIO BO3/AEHCTBUSl aTopBacTaTHHA (yBEIHMYEHUE
nokazatenss AUC B 8,7 paza) (cMm. pasmen 5.2.). LWKiIociopuH SBJISIETCS WHTHOMTOPOM
TPaHCHIOPTHOTO mojunenTtuaa opranmdeckux anuonoB 1B1 (OATP1B1), 1B3 (OATP1B3),
npotenHa, accouuupoBanHoro ¢ MDR1 u BCRP, a Ttaxke wu3odepmenta CYP3A4,
CJIEI0BATEIBHO, OH MOBBIILIAET YPOBEHb CUCTEMHOI'0 BO3/ieiicTBUA aTropBacTaTiHa. CyTO4Has 1032
aTopBacTaTUHA HE JOJbKHA mpeBbimarh 10 mr (cM. pasaen 4.2.).

OnHOBpEeMEHHOE MPUMEHEHHUE C MpenapaTaMy, COACPKAIINMU TIIEKaIPEBUpP WM MHOPEHTACBHD,
MPOTUBOIIOKa3aHo (cM. pasznen 4.3.).

OnHOBpEMEHHOE MPUMEHEHUE aTopBacTaThHa B 03¢ 20 Mr u ietepMoBupa B 103¢ 480 MT B CYyTKH
MPUBOJIMIIO K TIOBBIIIEHUIO YPOBHS BO3/elicTBHsI aropBacTaTuHa (cooTHomeHnue AUC: 3,29) (cm.
pasaen 5.2.). JletepMoBHp SIBJISETCS HWHTHOUTOPOM TpaHCHOPTEpoB mpocrariananHa, BCRP,
MRP2, OAT2 u nedenounoro tpancroptepa OATP1B1/1B3, takum o0pa3oM, OH yCHIHBAeT
ypoBeHb BO3aeicTBUs aTopBacTatuHa. CyTouHas 103a aToOpBacTaTHHA HE JOJKHA IPEBBIIIATH
20 mr (cMm. pazaen 4.2.).

BennunHa omocpenoBaHHBIX JICKApCTBEHHBIX B3ammopeiicTBuii m3odepmenra CYP3A wu
tpancroptepoB OATP1B1/1B3 Ha cOBMECTHOE MPUMEHEHHUE MPETAPaTOB MOXKET OTIIMIATHCS TIPU
OJIHOBPEMEHHOM Ha3HA4YE€HUU JIETEPMOBHUPA € LUKIOCIOpUHOM. He pexomMeHayeTcss IpuMeHsITh
aTOpBacCTaTUH MAIMEHTaM, I[OJYYalOIlUM TEpaluI JIETEPMOBHPOM OIHOBPEMEHHO C
LUKJIOCIOPUHOM.

OnbacBup u rpazonpeBup sBisirores naruoutopamu OATPIB1, OATP1B3, MDRI1 u BCRP,
CJIEIOBATEIbHO, OHHM IOBBIIAIOT YPOBEHb CHUCTEMHOIO BO3JEHCTBHS aropBacTaTHHa. llpum

OJIHOBPEMEHHOM MPUMEHEHHH CYTOYHAs 71032 aTOpBacTaTHHA HE JOJKHA NpeBbimaTh 20 Mr (cMm.
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 07.02.2025 N= 2858

(MOCNEOCBATENBHOCTL 0007)

paznen 4.2.).

Nunykropsl uzodhepmenra CYP3A4

OpnHOBpeMEHHOEe MpPHMEHEHUE aropBacTaTMHa ¢ uUHAYKTOopamu uzopepmenta CYP3A4
(Harmpumep, 3¢daBUpeH3, pupaMIMLIMH WK NpenapaTsl 3Bepo00si MPOIBIPSIBICHHOI0) MOXKET
OPUBOJAUTh K CHUKEHHMIO KOHIEHTpAallMM aTopBacTaTWHa B IUIa3Me KpoBH. BcnenctBue
JIBOMCTBEHHOT0 MEXaHW3Ma B3aUMOJAEUCTBUS ¢ pUDaMIUIUMHOM (MHAYKTOPOM H30(epMeHTa
CYP3A4 u wunrubutopom TpancnopTHoro Oenka remaronutoB OATP1B1) pekomenmyercs
OJIHOBPEMEHHOE IPUMEHEHUE aTopBacTaTUHA U pU(PaMIMILIMHA, [TOCKOJIBKY OTCPOUYEHHBIH IpuemM
aTopBacTaTWHA IOCie MpueMa pupaMIMLIMHA TPUBOJUT K CYIIECTBEHHOMY CHHYKEHUIO
KOHIIEHTpAalluM aTOpBacTaTHHA B IJIa3Me KpoBH (CM. paszen 5.2.). OnHako BIMsHUE pUpaMIULiHA
Ha KOHIIEHTPAIMIO aTOpBAcTaTHHA B FeNaTOLMTaX HEU3BECTHO, U B CIIy4ae, €CIM OJHOBPEMEHHOTO
NPUMEHEHUS] HEBO3MOXKHO H30€XaTh, CIEAyeT THIATENbHO KOHTPOJIUPOBATH 3PPEKTHBHOCTH
TaKoil KOMOMHAIIMK BO BpeMs TepaluH.

AHTaIM/1b!

O/HOBpEMEHHBIN MTPUEM BHYTPb CYCICH3HH, COJACpIKaIeld MarHus TUAPOKCU M/UIIH alFOMHHUS
TUAPOKCH]I, CHIKAT KOHIIEHTpAIMIO aTopBacTaTuHa B Tuiazme kpoBu (m3menenne AUC: 0,60),
OJIHaKo cTeneHb cHkeHus konueHtpauu XC-JIITHII B mna3me kpoBu npu 3TOM HE U3MEHSIACK.
DeHazoH

ATOpBacTaTUH HE BIUSAET Ha (hapMaKOKMHETHKY ()eHa30Ha, TOITOMY B3aUMOACHUCTBHE C JPYyTUMHU
npenaparaMmy, MeTaOOJIM3UPYIOUIMMUCS TEMU K€ H30(epPMEHTAaMH CHUCTEMBI IIUTOXpPOMA, HE
OKUJAETCA.

Koaectumnon

[Ipu ogHOBpEMEHHOM NTPUMEHEHUH KOJIECTUITI0JIa KOHIIEHTPALKs aTOPBACTATHHA B IJIa3Me KPOBU
camwkanack (n3menenue AUC: 0,74), ogHako TrUNOIMMHAEMUYECKUN S(PEPEKT KOMOWHAIIUU
aTOPBACTATHHA U KOJECTUIIOJA MPEBOCXOIMII TAKOBOW Ka)10T0 Mpenapara B OTAEIbHOCTH.
Juroxcun

[Ipu MoBTOPHOM NpUEMe TUTOKCHMHA U aTOpBacTaTuHa B 103€¢ 10 MIr paBHOBECHBIE KOHIIEHTPALUN
JUTOKCUHA B IUIa3Me KPOBH HE MEHSTUCh. OJHAKO PU NPUMEHEHUH AUTOKCHHA B KOMOUHAINH C
aTOpBacTaTUHOM B 03¢ 80 MI' B CyTKM KOHIIEHTpalMs JUTOKCHHA YBEIMYMBaNIach (M3MEHEHUE
AUC: 1,15). [TartuerTam, OTyYarOIIAM JUTOKCHH OJTHOBPEMEHHO C aTOPBACTaTHHOM, TpeOyeTcs
COOTBETCTBYIOIIEE HAOIIO/IEHUE.

A3UTpOMULIH

IIpy OIHOBpEMEHHOM IIPUMEHEHMM aropBacTaTMHa B 03¢ l0Mr oguH pa3 B CYTKH U
asutpomunHa B 103 500 Mr ouH pa3 B CyTKH KOHLEHTpAIMsl aTOPBAaCTaTHHA B IIa3Me KPOBU

HC U3MCHAIACh.
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 07.02.2025 N= 2858

(MOCNEOCBATENBHOCTL 0007)

IlepopanbHble KOHTPALIENTUBHbBIC IIPEeHapPaThl

[Ipy OAHOBPEMEHHOM TPUMEHEHMM AaTOpBACTaTMHA U MEPOPATbHBIX KOHTPALIETITUBHBIX
IpernaparoB, COJEPKAIIMX HOPATUCTEPOH W STHHWIACTPAANOJ, HAOIIOJAIOCh 3HAYMTEIbHOE
nosbiiieHne AUC Hopatuctepona (u3menenue AUC: 1,28) u aTuHMIACTpaanona (U3MEHEHUE
AUC: 1,19). Orot 3¢ ekt cienyeT yUUThIBaTh MPH BHIOOPE NMEPOPATBLHOIO KOHTPALENTUBHOIO
npernapara A )KeHIIHH, IPUHUMAIOIINX aTOPBACTAaTHH.

Tepdenaaun

[Ipy onHOBpEMEHHOM MNPUMEHEHUM aTOpPBAacCTaTWHA W Tep(eHaguHAa KIMHUYECKH 3HAYMMBIX
U3MEHEHUH (papMaKOKMHETUKH Tep(eHaTuHA HE BBISIBIICHO.

Bapdapun

B knIMHHMYeCKOM MCCIIEIOBaHUHU Yy MAIMEHTOB, PETYISPHO MOJIYYaloIUX Tepanuo BapdapuHoM,
OJTHOBPEMEHHOE NMPHMEHEHHE aTopBacTaTHHA B 03¢ 80 MI' B CyTKH IMPUBOJIMIO K HEOOIBIIOMY
YBEJIMYEHHUIO MPOTPOMOMHOBOI'O BPEMEHH, PUOIU3UTENBHO Ha 1,7 CEKyH/bl, B TEUEHHUE MEPBBIX
4 nueit Ttepanuu. [lokasaTenp BO3Bpamajics K HOpME B TedeHHE 15 mHel Tepanuu
aTopBacTaTuHOM. HecMOTps Ha TO, 4TO TOJIBKO B PEAKHMX CIy4asX OTMEYalId 3HAYUTEIbHOE
B3aMMOJICHCTBUE, 3aTPardBaloOllee AaHTUKOATyJASHTHYIO (YHKLHUIO, CJIEIyeT ONpeAeuTh
NpOTPOMOMHOBOE BpeMsi 1O Hadana TEpamud aTOPBACTaTHHOM Y MAIMEHTOB, MOJYYaOIIMX
TEpanui0 KyMapUHOBBIMH AaHTUKOATYJISIHTAMH, M PETYISIPHO — B TEPHOA TEPanmuH, YTOOBI
NpPeAOTBPATHTh €ro 3HAYMTEeNbHOE H3MeHeHue. Kak ToNbKO mokaszarenb MpOTPOMOMHOBOTO
BPEMEHM CTAOMIIM3UPYETCS, €ro KOHTPOJIb MOXHO IMPOBOJIUTH TAK )K€, KAK PEKOMEHIYETCS JUIs
NAlMEHTOB, MOTYYalOIUX KyMapUHOBbIE aHTUKOATYJIAHTHL. [Ipy n3MeHeHun 10361 aTopBacTaTHHA
WIN TIPEKPAIIeHUH Teparnuu KOHTPOJIb MPOTPOMOMHOBOTO BPEMEHH CJEIYeT MPOBOJHUTH IO TEM
K€ TMPUHIMIAM, 4YTO OBLIM ONHMCAHbI BhINIE. Tepamus aTOpPBACTATHHOM HE Obula CBs3aHA C
pa3BUTHEM KPOBOTEUEHHS MJIM U3MEHEHUSIMHU IPOTPOMOMHOBOIO BPEMEHH Y MALIMEHTOB, KOTOPBIE
HE MOJIy4YaIu JEeYEHUE aHTUKOATyJISHTaMU.

Koaxunmn

Hecmortpst Ha TO, 4TO HCCIEA0BaHUS OAHOBPEMEHHOIO IPUMEHEHHSI KOJIXUIMHA U aTOpBacTaTHHA
HE MPOBOJIMINCH, MUMEIOTCS COOOLICHHS O Pa3BUTHHM MHONATUU MPU NPUMEHEHHH JaHHON
koMOuHanuu. Ilpm OZHOBpEeMEHHOM TNPUMEHEHMH aTOpBacTaTMHA W KOJXWIMHA CIeIyeT
co0JIr01aTh OCTOPOKHOCTb.

AMJI0IMNNH

B nccnenoBanny 1eKapcTBEHHOTO B3aUMOACHUCTBHS Y 37I0POBBIX T00POBOJIBIIEB OJTHOBPEMEHHOE
MpUMEHEeHue aTtopBactaTuHa B Jo3¢ 80 Mr u ammoaunuHa 10 Mr mpuBeIO K KIMHHYECKH
HE3HAYMMOMY YBEJIMYEHHUIO KOHIIEHTpaluu aropBactaTuHa (n3menenne AUC: 1,18) B mmazme

KPOBH.
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 07.02.2025 N= 2858

(MOCNEOCBATENBHOCTL 0007)

Dy3usoBas KucioTa

Bo Bpems mocTperucTpaoHHbIX UCCIEIOBAHUI OTMEYaIH CIydau pa3BUTHA padaoMHOIIU3A Y
NalMeHTOB, NPUHUMAIOMINX OJHOBPEMEHHO CTATHHBI, BKIIIOYAs aTOPBACTAaTHH, U (y3HIIOBYIO
KHUCIOTYy. MexaHM3M JaHHOTO B3aMMOJEWUCTBUS HEU3BECTEH. Y MAIMEeHTOB, IS KOTOPBIX
npuMeHeHue (Gy3uI0BOM KUCIOTHI CUUTAIOT HEOOXOIMMBIM, JICYEHUE CTATHHAMHU JOJDKHO OBITh
NPEKpalIeHo B TEYEHUE BCETO MepHuoia MpuMeHeHus Gy3uIoBoil KUCIOThL. Tepanusi cTaTHHAMU
MOXeT OBbITh BO30OHOBJIEHA Yepe3 7 AHEH Mocje MOCIeNHEero npuemMa (Qy3uaoBol KHCIOTHL. B
UCKIIIOYHMTENBHBIX ~ CIydasiX, KOTJa HEoOXOJuMa IPOJOJDKUTEIbHAS CHCTEMHAs Teparus
Gy3ua0BOM KHUCTOTOW (HampuMep, IS JICYCHHsI TSOKENbIX WHQEKIHiA), HEoOXOAUMOCTh
OJTHOBPEMEHHOTO IpPHUMEHEHHUS aropBacTaTMHA W (Y3UIOBOW KHUCIOTHI JIOJDKHA OBITh
paccMOTpeHa B KaKIOM KOHKPETHOM CIy4ae M OCYIIECTBISTHCS MO CTPOTUM HAOIIOJEHHEM
Bpaya. [lammeHT nOMWKEH OBITH TPEenyNnpeXaeH O HEOOXOAMMOCTH He3aMeUIUTEIBLHOTO
oOpaleHus: 3a MEIUIMHCKOW TOMOIIBIO TPU MOSBICHUM TAaKUX CHMIITOMOB KakK MbIIICYHAsS
c1a00CTh, YYBCTBUTEIBHOCTD MIIN OOJIb.

Jpyrasi conyTcTBYIONIas Tepanus

B ximHu4eckux ucciaenoBaHUsAX aTOPBACTAaTHH MPUMEHSIN OAHOBPEMEHHO C TMIOTEH3UBHBIMU
CpPEICTBAaMM M ACTPOr€HaMU B paMKax 3aMECTHTEIbHONM TOpMOHaNbHON Tepanuu. IIpu3zHakoB
KJIMHUYECKH 3HAYMMOIO HEKENAaTEIbHOIO B3aUMOJEHCTBUSL HE OTMEUYEHO, HCCIEA0BaHUS
B3aUMOJICHCTBHS CO cenn(pUIECKUMHE MIpernapaTaMyu He IPOBOAMIIHCE.

Kpome TOro, ormeyanoch NOBBILIEHUWE KOHIEHTpAlMM AaTOPBACTATHMHA INPU OJHOBPEMEHHOM
NpPUMEHEHUH ¢ HWHrHOuTOpamu mnpotea3sl BUY (koMOMHAnMM JONMMHABHpAa W PHUTOHABUPA,
CaKkBHMHABHpPA U PUTOHABHpA, JapyHaBHpa U pPUTOHABHUPA, (hocaMIipeHaBup, a TaK)ke KOMOMHALIUU
¢docamnpeHaBupa C pPHUTOHABUPOM U HeN(UHABHUPOM), HHTHOUTOpPAMHU TIpOTea3bl BHpYca
remmatuta C  (GomenpeBup, 310acBUP/TPa3oNpPEBUP, CHUMENPEBHP), KIAPUTPOMHULIMHOM U
uTpakonaszosioM. Cremyer coOaronaTh OCTOPOKHOCTH MPH OJHOBPEMEHHOM NMPUMEHEHHUU STHX
IpenapaTos, a TakKe MPUMEHSATh CaMylo HU3KYIO 3 (peKTHBHYIO 7103y aTOpBacTaTHHA.
B3aumooeiicmeue c opyzumu n1ekapcmeeHHbiMu cpeocmeamu

Brusanue opyeux npenapamoe Ha hapmakoKuHemuxKy amopeacmamuna

ATOpBaCTATHH
HN3meHeHnune
IIpenapar, 103UpOBKa MaKCHUMAJbHOM
petiapat, P Jlo3a (Mr) H3smenenne AUCY
KOHIEHTPalu1
(Cmax®)
Tvnpanasnp 500 Mr s8a | 10 mr, ogHokpatHO | 1 B 9,4 pasa 1 B 8,6 paza
pa3a B CYTKH/pUTOHaBHP
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200 Mr nBa pasa B CyTKHU B
TeueHue 7 qHer
uxmocnopuH 10 Mr omuH pa3 B
5,2 mr/kr/cyr, cyTku B TeueHue 28 | 1 B 8,7 paza 18 10,7 pasza
IIOCTOSIHHAS 1032 JTHEN
I'mexanpesup 400 mMr
OJIUH pas B | 10 Mr oguH pa3 B
CYTKH/TIMOPEHTACBUP CyTKM B TedeHue | T B 8,3 pasza 1B 22,0 paza
120 Mr onuH pa3 B CyTKU B | 7 IHEH
TeueHue 7 qHer
TenamnpeBup 750 Mr
Kaxaele 8 yacoB B | 20 mr, ogHOkpatHO | T B 7,9 pa3za 18 10,6 pasza
teueHue 10 gHeit
JlonunaBup 400 Mr ngBa
4 B c JoHTOMA 20 Mr onuMH pa3 B
P B CYTKWPHTOHABHD CyTKM B TeudeHue | T B 5,9 paza 1 B4,7 paza
100 mr n1Ba pa3a B CyTKH B .
. 4 nueit
Teuenne 14 nuei
Kiaputpomuuua 500 mr | 80 Mmr oauH pa3 B
IBa pa3a B CyYTKH B |cyrku B TeueHue | T B 4,5 paza 1B 5,4 pa3a
TeueHue 9 nHen 8 nHen
CaksunaBup 400 mMr nBa
a3a B CYTKH/PUTOHABH 40 wr ok pas B
Z 00 Mr z[Bsza:«;EB CYTKI/IE ZyTEZIﬁ B TeueHue | T B 3,9 paza 1 B84,3 paza
TeueHue 15 muei™*** A
P YTEIP P cyTku B TeueHue | T B 3,4 paza 1B 2,2 pa3a
100 mr nBa pa3a B CyTKH B .
N 4 nueit
TeueHne 9 nuen
Utpakonazon 200 mr
onuH pa3 B cyrkud B | 40 mr, ogHokpatHO | T B 3,3 pasa 1B 1,2 pa3a
TeueHue 4 1Her
JlerepmoBup 480 mr onuH
pa3 B cyTku B TeueHue | 20 mr, onHokpaTHo | T B 3,29 pa3za 182,17 paza
10 nueit
bonermpeBup 800 mr Tpum
paza B cytku B Teuenue | 40 mr, onHOKpaTHO | T B 2,3 paza 1B 2,7 paza
7 qHen
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY

ot 07.02.2025 Ne 2888
(MOCNEQOBATENBHOCTE 0007)
®ocamnpenasup 700 mr
JiBa pasa B | 10 Mr oguH pa3 B
cyrku/putonaBup 100 mMr | cyrku B Teuenue | T B 2,5 pasza 1B 2,8 paza
IBa pa3a B CyTKH B |4 aHeit
TeueHue 14 et
®ocamnpenasup 1400 mr | 10 Mr onuH pas B
JIBa pa3a B CyTKH B cyTku B Tedenue | T B 2,3 paza 1 84,0 paza
Teuenne 14 nuei 4 nueit
CumenpeBup B J103€
150 mr oguH pa3 B cyrku | 40 mr, ogHokpatHo | T B 2,12 pasa 1B 1,7 paza
B TeueHue 10 nHei
Onbacsup 50 MT o7UH pa3
B CYTKWIPAsONPEBHD | |\ evarho | 1B 1,95 pas 1843 pasa
200 Mr oiMH pa3 B CYTKH B
tTeueHue 13 nueit
Hendunasup 1250 mr aa | 10 Mr onus pa3 B
pasa B CyTKU B T€UEHUE cyrku B TeueHue | T B 1,74 paza 1B 2,2 pa3a
14 nnen 28 nuei
Junrnazem 240 mr oguH
pa3 B CyTKH B T€UEHHUE 40 mr, ogHokpatao | T B 1,51 paza 18 1,0 pa3
28 nuei
I'pelindpyToBEIil cOK
240 M7 ouH pa3 B 40 mr, ogHokpatHo | T B 1,37 paza 181,16 paza
CyTKu*
I'em¢pubposzmn 600 mr 1B
pasa B CYTKH B TEUEHHUE 40 mr, ogHokpatHo | T B 1,35 paza 1 B 1,0 pa3
7 nHen
Oputpomunua 500 Mr
YEThIPE Pa3a B CyTKH B 10 mr, ogHokpaTHO | 1 B 1,33 pasa 181,38 pasza
TeueHue 7 THEU
A 10
MITOZHITHI 0 MT 80 mr, ogHokpatHo | T B 1,18 pasa 180,91 paza
OJITHOKPATHO
Pudammuun 600 mr
OJIMH pa3 B CYTKH B
TeueHue 7 THer 40 mr, ogHokpatHo | T B 1,12 paza 1B 2,9 pasza
(oTHOBpEeMEHHOE
npUMeHeHue )™ **
®enopudpat 160 mMr
OJIVH pa3 B CYTKH B 40 mr, ogHokparsao | T B 1,03 paza 181,02 paza
TeUeHHe 7 THEU
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(MOCNEOCBATENBHOCTL 0007)

Humernaun 300 mr
YeThIPE pa3a B CYTKU B
TE€UCHHE 2 HENeIb

10 Mr omuH pa3 B
CYTKA B TEUYEHHUE
2 Henenb

1 B 1,0 pa3

1 B 0,89 paza

Komnectunon 10 mr 1Ba
pa3a B CyTKH B TCUCHHUE
28 Henenb

40 Mr onuH pas B
CYTKH B TEYCHHE
28 Heneab

He ycranosneno

1 B 0,74** paza

Maanokc TC® 30 mi 10 Mr omuH pas B
OJIVH Pa3 B CYTKH B cyrku B Teuenue | | B 0,66 pasza 1 80,67 paza
TeueHue 17 gHeit 15 nueit
Odasupens 600 Mr oauH
10 Mr B TedeHHE
pa3 B CYTKH B TEUCHHE . 1 B 0,59 paza 1 B 1,01 paza
o 3 nueit
14 nuen
Pupammumun 600 mr
ORIH pas B CyTHH B 40 mr, ogHokpatHo | | B 0,2 pa3a 1 B 0,6 paza

TE€YEHHUE 5 THEU
(pa3nenbHbIi puem )™ **

o

“ [IpencTaBieHO OTHOLIEHUE TUIOB TEpaNuu (OAHOBPEMEHHOE TPUMEHEHHUE MpenapaTa BMECTE C
aTOpPBacCTaTUHOM B CPAaBHEHUU C IPUMEHEHUEM TOJILKO aTOPBACTATHHA).

* [Ipu 3HaUUTENILHOM YNOTpeOiIeHun rpeingpyroBoro coka (= 750 mi—1,2 11 B CyTKH) OTMEYaIu
oonbiee yBenuuenue AUC (10 2,5 pa3) u/mnn Cax (10 1,71 paza).

** Ha ocHoBaHMM 00paslia, B3ATOr0 OJHOKPATHO yepe3 8—16 yacoB mocie npuema mnpenapara.
k% Tak xak pudamnuouH o6agaeT JABOMCTBEHHBIM MEXaHU3MOM  B3aMMOJACHCTBUS,
PEKOMEHIyeTCsl BBOAUTH aTOPBACTaTUH U pU(aMIIUIIMH OJAHOBpeMeHHO. bonee no3nuuiit npuem
aTopBacTaTWHa IMOCie pHU(paMIHIMHA CBA3aH CO 3HAYUTENbHBIM CHIDKEHHEM KOHIIEHTPALUU
aTopBacTaTWHA B IJIa3Me KPOBH.

**%% Jlo3pl cCaKBUHABHPA/PUTOHABHPA, IPUMCHSBIIMECS B JAHHOM HCCJICJIOBAHUU, OTINYAIOTCS
OT JIO3UPOBOK, KOTOpBIE MPUMEHSIIOTCS B KJIMHUYECKOW mpakTuke. ClemayeT yduThIBaTh, UYTO
MOBBIIICHUE IKCTIO3UIINU aTOPBACTATHHA MPU KIIMHUYECKOM MPUMEHEHUH, CKOpee BCETO, BBHIIIIE,
yeM Ha0JIolaeMoe B JaHHOM HCCJIENOBaHWM. B CBSI3M € 3TUM CleqyeT MPUMEHSTh Hamboiee
HU3KYIO 103y aTOpBacTaTHHA.

Bruanue amopeacmamuna na gpapmaxokunemuxy opyaux npenapamos

IIpenapat, npuMeHsieMblii 0/ITHOBPEMEHHO C

aToOpBaCcTaTUHOM, T103MPOBKaA

ATopBacTaTuH
HN3menenue

Cmax&

N3menenue

Mpenapat/do3a (Mr
perap ) AUC*
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY

ot 07.02.2025 N= 2858
(MOCNEQOBATENBHOCTE 0007)
80 Mr oAMH pa3 B CYTKHU B Antunupusn 600 mr, 181,03 180,89
TeueHue 15 quen OIHOKPATHO pasa pasa
80 Mr oAuH pa3 B CYTKHU B Hurokcusn 0,25 mr ogus pa3 | 1B 1,15 181,23
teuenue 10 quen B CyTkH B TeueHue 20 qHeit | pasza paza
[TepopanbHbie
KOHTpaleNTHBHBIE
rpenapartsl OJIMH pa3 B
40 Mr oJlvH pa3 B CyTKH B 181,28 181,23
CYTKHU B TE€UCHHUE
TeueHne 22 qHen pasa pasa
2 MecsIeB:

- HOPATUHAPOH 1 MT,

- STUHWIACTPAINOIN 35 MKT

Tunpanasup 500 Mr nBa
pasa B CyTKH/pUTOHABUP 181,08 180,96
10 Mr, OTHOKpaTHO
200 mr n1Ba pa3a B CyTKM B | pasa pasa

TeueHue 7 THeU

®ocamnpenasup 1400 mr
10 Mr onuH pa3 B CyTKH B 180,73 180,82
JIBa pa3a B CyTKU B TCUECHUE
TeueHue 4 nHen pasa pasa
14 nnen

®ocamnpenasup 700 mr

7IBa pa3a B
10 mMr onuH pa3 B CyTKH B 180,99 180,94
cyrku/putonasup 100 mr
TeueHue 4 nHen pa3a pasa
7IBa pa3a B CyTKH B T€UEHHE

14 nnen

&TIpencraBieHo OTHOLIEHHE TUIIOB TepanuH (OHOBPEMEHHOE NPUMEHEHHUE IIPperapaTa BMecTe ¢
aTOpBACTATUHOM B CPAaBHCHUU C IPUMEHCHHUEM TOJILKO aTOpBaCTaTI/IHa).
4.6. ®epTUIBHOCTD, 0€PEMEHHOCTD M JAKTANMS

JKeHImHsI IETOPOIHOTO BO3pacTa

KeHiuHbl 1€TOPOAHOTO BO3pacTa BO BpeMs JICUCHUS JIOJDKHBI MOJIB30BATHCS aJ€KBATHBIMHU
METOJaMH KOHTpaneniuu (cm. pasnen 4.3.).

bepemeHHOCTD

[Ipenapar Atopuc npoOTHBONOKA3aH Mpu OepeMeHHOCTH (cM. pazfen 4.3).

Cpenu 6epeMeHHBIX JKEHIIUH KOHTPOJIUPYEMbIE KIMHUYECKUE UCCIIEIOBAHUS C aTOPBACTATHHOM
He poBoAMIHChH. OTMEUaTUCh PEIKUE CIydar BPOXKACHHBIX aHOMAIIMH TTOC]Ie BHYTPUYTPOOHOTO
BozzelicTBus Ha Tuio mHTHOUTOpOB ['MI-KoA-peaykraswel (ctatunsl). B uccnemoBanusx Ha

JKHBOTHBIX OBLIO MOKA3aHO TOKCUYECKOE BIIMSHHE Ha PEIIPOAYKTHBHYIO q)YHKL[I/IIO
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[Ipu npueme artopBacTaTuHa OEpPEMEHHOM >KEHIIMHOW BO3MOXHO CHIDKEHUE Yy IUIOZA YPOBHS
MEBAJIOHATA, KOTOPBIH SIBISETCS MPEAIIECTBEHHUKOM OMOCHHTE3a XOJeCTepUHA. ATEpPOCKIEepO3
ABJISIETCSI XPOHMYECKUM TPOIECCOM, U, KaK MpaBWIO, OTMEHAa THUIOJIUIMUIEMUIECKUX
JIEKapCTBEHHBIX CPEJICTB BO BpeMs OEpEeMEHHOCTH OKa3bIBACT JIMIIb HE3HAUUTEIHHOE BIMSHUE HA
JIOJICOCPOYHBII PUCK, CBSI3aHHBIHN C IEPBUYHON THIIEPX0JIECTEPUHEMUEH.

B cBsi3u ¢ aTHM, Ipeniapat ATopHC He clieqyeT Ha3HauaTh OepEMEHHBIM JKEHIIMHAM, JKEHIIUHAM,
TUTAHUPYIOIUM O€pEeMEHHOCTb, W TIPH TIOJI03PEHUHU Ha OepeMeHHOCTh. Heo6X01mMo OTMEHHUTH
mpueM TpemnapaTa ATOpUC BO BpeMsi OEPEeMEHHOCTH WM IO YCTAHOBJIEHUS OTCYTCTBUS
O0epeMeHHOCTH (cM. pasaen 4.3.).

JlakTanusg

[Ipenapar ATopuc NIpOTHUBOINIOKA3aH B EPUOA KOpMIIEHHs Tpy/ibto. HensBecTHO, BEIBOOUTCS U
aTOpBACTAaTUH U €ro METa0OJIMUTHI C TPYTHBIM MOJIOKOM Y 4esioBeKa. B uccienoBanusx Ha Kpbicax
KOHIIEHTpAIlMM aTOpPBAacCTaTHHA M €ro aKTUBHBIX META0OJUTOB B IJIa3ME€ KPOBU aHAJIOTMYHBI
TaKOBBIM B MoJjioke. [Ipn Heo6XoAMMOCTH Ha3HAuYEHUS Mpenaparta B MEpPHUOJ JaKTalluU TPyJHOE
BCKapMIIMBaHHWE HEOOXOAMMO TMPEKPATUTh BO H30€KaHUE PUCKA PA3BUTHUS HEXKeIaTeNbHBIX
SIBJICHUM Y TPYIHBIX AETEH.

DepmunvHocmy

B uccnenoBanusx Ha )KHBOTHBIX aTOPBACTATHH HE OKa3bIBaJl BIMSHUSA Ha (DEPTUIHHOCTD Y CAMIIOB
1100 CaMoK.

4.7. Bansinue HA CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeICTBAMH M padoTaTrhb ¢
MeXaHu3MaMH

JlaHHBIX O BIUSHUM aTOpBAcTaTHHA HAa CHOCOOHOCTH YNPABJIATh TPAHCHOPTHBIMHU CPEICTBAMH,
MEXaHU3MaMH U 3aHUMATbCs MOTEHIUAIBHO OMACHBIMHM BHJAMH JIEATEIHOCTH, TPEOYIOIIMMU
MOBBIIICHHON KOHIIEHTPALlMM BHUMAHUS U OBICTPOTHI NICUXOMOTOPHBIX peakuuid, HeT. OaHaKo,
YUUTBIBasE BO3MOXKHOCTb Pa3BUTHS TOJIOBOKPYXKEHHs, CIEeIyeT COOJII0JIaTh OCTOPOKHOCTh IpHU
BBITIOJTHEHUU TIEPEYUCIICHHBIX BUJIOB JEATEIHOCTH.

4.8. HexkenaTenbHbIe peakiuu

Pesrome mpodniisa 6e30macHOCTH

[Ipenapar ATopuc OOBIYHO XOpOIIO IMEPEHOCHTCS, HEXKEIATCNIbHBIE PEaKIuu, KaK IPaBUIIo,
JIETKUE U MPEXO/ISATITHE.

PesroMe HexxenaTelnbpHbIX PEAKIINNI

YacTtoTra BCTpeYaeMOCTH OTMpeJeicHa cieayonmuM obpa3oM: odeHb dacto (> 1/10), dacro

(or>1/100 mo < 1/10), meuacto (ot > 1/1000 no < 1/100), peaxo (ot > 1/10000 mo < 1/1000),
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oueHb peako (< 1/10000), yactora HeusBecTHa (MCXOJi U3 HMMEIOIIUXCA JAHHBIX YacTOTYy
BO3HUKHOBEHHMSI OIPEIETIUTh HEBO3ZMOXKHO).

HexenaTenbHble peakiiuy CrpynupOBaHbl B COOTBETCTBUU € MOPSAAKOM Ha OCHOBAaHUU CUCTEMHO-
opransbix kiaaccoB (COK).

Hugpexyuu u unsasuu:

4acTo — Ha30(hapuHIUT.

Hapywenus co cmoponul kpou u iumgamuieckoul cucmemoi:

PEIKO — TPOMOOLIUTOICHUSI.

Hapywenus co cmopoHsl uMMYHHOU cucmembi:

4acTo — AJUIEPIUYECKUE PEaKLIUY;

OYCHb PEJKO — aHA(DUIIAKCHSL.

Hapywenus memabonuzma u numanus:

4acTO — TUIIEPTIINKEMUST;

HEYaCTO — THIOTIIUKEMUS, YBEIIMYCHHE MACCHI TeJla, aHOPEKCHS;

4acTOTa HEM3BECTHA — CaxapHBIN AuadeT (YacToTa pa3BUTHS 3aBUCHUT OT HAJTMYUS UM OTCYTCTBUS
(axTopoB prcka (KOHIIEHTpAIMs TIIOKO3bI B KPOBM HATOIIAK > 5,6 MMons/n1, UMT > 30 kr/m?,
MOBBIIICHHAs! KOHIeHTpanus T1' B Tu1a3Me KpoBH, apTepHaibHasi TUIIEPTEH3USI B aHAMHE3E)).
Tlcuxuueckue napywienus:

HEYaCTO — «KOIIMAapHbIe» CHOBUACHHUSA, OECCOHHUIIA;

4acTOTa HEU3BECTHA — JICTPECCHS.

Hapywenus co cmopoHul HepeHotl cucmembl:

4acTo — rojIoBHAas 0OJIb;

HEYacTO — TOJIOBOKPYXKEHHE, IMapecTe3usi, TMIECTe3Usl, HapylleHHEe BKYCOBOTO BOCIPHSTHUSA,
aMHe3us;

penko — nepudepudeckas HeWpomnarTus;

4acTOTa HEU3BECTHA — MOTEPS WIN CHIKEHUE NTaMsATH, MUACTEHHsI TPaBHUC.

Hapywenus co cmoponsl opeana 3penusi:

HEYacTO — BOZHUKHOBEHHE «IIEJIEHBD» NEepel I1a3aMu;

pENKO — HapyIICHUE 3PEHUST;

4acTOTa HEM3BECTHA — TIa3HAs MUACTCHUSI.

Hapywenus co cmopoHul opeana ciyxa u 1a0upunma:

HEYacTo — IIyM B YIIIax;

OYEHB PEJIKO — MOTEPS CIyXa.

Hapywenus co cmopoHul ObixamenbHoU Cucmembl, 0p2aHo8 2pyOHOU KIemKu U Cpe0oCmeHUs:

4acTo — 00JIb B ropJ€, HOCOBOC KPOBOTCUYCHUC,
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4acTOTa HEM3BECTHA — €IMHUYHBIE CIIy4yal WHTEPCTUIMAIBHOrO 3a00sieBaHUs JIETKUX (OOBIYHO
MIPU JUTUTEIBHOM NPUMEHEHUN ).

Kenyoouno-kuweunvie napyueHus:

4acTo — 3a10p, METEOPU3M, AUCIIETICHS], TOIIHOTA, TUApes];

HEYacTo — pBOTa, 00JIb B )KUBOTE, OTPBIKKA, HAHKPEATUT, TUCKOM(OPT B KHUBOTE.

Hapywenus co cmoponuvl neuenu u scenuesvlgo0auux nymeii:

HEYacTo — rernarur;

peaKo — X0JecTas.

Hapywenus co cmopoHuvl Kodtcu u NOOKOHCHBIX MKAHELL:

HEYacTO — KPAaMBHUIIA, KOXKHBIH 3y[], KOXKHasl ChIlb, aJTONEIIHS;

PEAKO — AaHTMOHEBPOTUYECKHI OTEK, Oyiie3Has Chlllb, NOJIUMOpPQHAas 3KCCyAaTUBHAs dpUTeMa (B
ToM uncie cuaapoM CtuBeHca-/[)KOHCOHA), TOKCUYECKHUU dMTUACPMAaNIbHBIN HEKpOJIU3 (CHHAPOM
Jlatienna).

Hapywenus co cmoponvl mbiweunou, ckenemuou u coeOUuHUMeNbHOU MKAHU:

4acTO — MUAITHUS, apTpairus, 00Jb B KOHEYHOCTSAX, CYJOPOTH MBIIIL], MPUIYXJIOCTh CYCTaBOB,
00J1b B CITUHE, CKEJICTHO-MBIIICYHbIE O0JIH;

He4JacTo — OO0JIb B IlIee, MbIIICYHAs CJIa00CTh;

pEeAKO — MHOMATHs, MUO3MUT, pabJOMHUONIN3, TEHAONATHS (B HEKOTOPHIX CIy4asX C Pa3pbIBOM
CYXOXKUIINS ), pa3pbIB MBILIIIBI;

OYEHb PEIKO — BOIIYAaHOYHOIOIOOHBIH CHHAPOM;

yacToTa HeuzBecTHa — MOHM.

Hapywenus co cmopoHuvl nouex u moueul8o0sauux nymeu.

OUYEHb PEAKO — BTOPUUHAS I0YEUHAsl HEAOCTATOYHOCTb.

Hapywenus co cmoponvl penpodykmugnoti cucmemsl U MOJIOYHBIX Jceles.

HEYacTO — UMITOTEHLUS;

OUYEHb PEAKO — TMHEKOMACTHSI.

Obwue HapywieHus u peakyuu 6 mecme 66€0eHUs.:

HEYacTO — HeIOMOraHHue, aCTeHWYECKUH CHUHApPOM, 00Jb B Ipyau, HepupepuyecKue OTEKH,
MOBBILICHHAS YTOMJIIEMOCTbD, JINXOPAJIKa.

Jlabopamopnuvie u uncmpymenmanvhvie OaHHblE:

4acTO — OTKJIOHEHHE OT HOPMBI Pe3ylbTaToB «rmeueHouHbIX» TecToB (ACT u AJIT) B miazme
KpOBH, IIOBBILIEHUE aKTUBHOCTHU ChIBOpOTOUHOU KDK;

HEYaCTO — JIEHKOLUTYpPHUS;

4acTOTa HEM3BECTHA — MOBBIIIEHNE KOHIIEHTPALIUHU TIMKO3WINPOBaHHOTO remoryiodbuna (HbAl).

CTHU
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HexxenarenpHple peakiyu, CBs3aHHBIE C NMPHEMOM aTOPBAaCTaTHUHA, MO0 YAacTOTE Pa3BUTHS HE
OTIMYANNCh OT peakuuii Ha ¢oHe mpuema mianebo. Hambomee yacTIMU peakUusMH, BHE
3aBUCHUMOCTHU OT YaCTOThI KOHTPOJIA, ABJIAIUCH I/IH(i)eKHI/H/I.

V nereii B Bo3pacte ot 10 10 17 ner, momy4aBmux Jie4eHHE aTOPBACTATHHOM, OTMEYaJICs IPpOopHIb
HEXCJIAaTCIBbHBIX peaKHI/If/’I, aHAJIOTUYHBIN TAaKOBOMY Yy NAlMCHTOB, MOJy4aBIINX HJIaIIC60, npu
9TOM Hamboyiee YacTo BCTPCUYABIINMHCA B o0enx rpynmnax HEXCJIAaTCIbHbBIMU SBJICHUSAMMU,
HE3aBUCUMO OT OIICHKHM TPUYUHHO-CJICJCTBCHHON CBsI3M, ObuUM HHGpeknuH. B 3-j1eTHem
HCCIIeIOBAaHUU HE HAOII0AaI0Ch KIIMHUYECKH 3HAaUMMOTI'0 BIMSHUS Ha POCT U IIOJIOBOE CO3PEBAHME
(cormacHO OIleHKe OOILIEro CO3pEeBaHMS U Pa3BUTHSA, OLIEHKE CTaJUil MOJIOBOIO CO3PEBAHMS IO
Tannepy W m3MepeHHIO0 pocta W Macchl Tema). I[lpodwmis Ge30macHOCTH W TEPEHOCHMOCTH
aTOpBacTaTHHA y JeTel OblT aHAaJOrMYeH N3BECTHOMY MPOo(uiIio 6e30MMacHOCTH aTOpPBACTaTHHA Y
B3pOCIBIX.

baza ximHWYeCKMX NaHHBIX MO O€30MacHOCTH BKIIOYaeT naHHble 520 meTei, MoydaBIINX
aTOpBacTaTHH, CPEIIM KOTOPHIX 7 MAIIMEHTOB OBLTH B Bo3pacTte < 6 yieT, 121 manueHT — B Bo3pacre
ot 6 1o 9 ner u 392 manmenTta ObUIH B Bo3pacte oT 10 mo 17 ner. Ha ocHOBaHMM MMEIOTIMXCS
JaHHBIX YaCTOTa pPa3sBUTUA, BUIA W CTCICHb TAKCECTH HCEKCIATCIIbHBIX peaKHI/Iﬁ y )IeTeﬁ
AHAJIOTMYHbI TAKOBBIM Y B3POCJIbIX.

[Ipu mprMeHEeHUH OTACTBHBIX CTATUHOB HAOIIOJAIIMCH CIICAYIONTNE HeXKeaTeIbHBIC PEaKIIHN:

e HapylleHHE NOJ0BON (QYHKLINU;

e Jienpeccus;

® B HCKJIIOYUTENIBHBIX CIy4asX, OCOOCHHO MpH AJUTEIHHON Tepanuu, WHTEPCTHIHATIbHAS
Oone3Hb Nerkux (cM. pazzien 4.4.);

e caxapHbli auabeT: YacToTa 3aBUCHT OT HAJIM4YUS WM OTCYTCTBUS (DAKTOPOB pHCKa
(KOHIIGHTpalUs TITIOKO3bl B KPOBH HATOIMAK > 5,6 MMons/n, UMT > 30 kr/m?,
MOBBIIIIEHHAS! KOHIICHTPAIUS TPUTIMIIEPHUIOB B TUIa3Me KPOBHU, UMEIOIAsCS apTepraibHas
TUIIEPTEH3US).

C006H.ICHI/IC 0 TOAO03PEBACMBIX HCKECIATCIbHBIX PCAKIINAX

Baxxno coo0mare O TOJ03peBaeMbIX HEXKENATENbHBIX PEaKUUsIX I[OCIe pPEerucTpanuu
JIEKapCTBEHHOTO Tperapara C Leblo 00ecredeHrs HeMpepbIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«T0JIb3a — PHCK» JIEKapCTBEHHOro mpemnapara. MeauIMHCKAM paOOTHUKAM PEKOMEHIYeTCs
coo0maTh 0 JOOBIX MOJ03PEBAEMBIX HEKEJIATENbHBIX pPEaKLUAX JIEKapCTBEHHOrO Mperapara
YCpe3 HALIMOHAJIBHBIC CUCTEMBI COO6IIICHI/IH 0 HEXKCJIATCIbHBIX PCAKIUAX IOCYAApCTB — YJICHOB
EBpa3uiickoro 3kOHOMHUYECKOTO COI03a.

Poccutickas ®edepayus
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109012, r. Mockga, CnaBsiHckas mi., 1. 4, ctp. 1

®denepanpHas ciiyx0a 1o Haa30py B cepe 31paBoOXpaHEHUS

Temn.: +7 (800) 550 99 03

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

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

Kuipevizckas Pecnybnuxa

720044, Yyiickas obnacts, T. bumkex, yi. 3-sa Jluaus, 1. 25

JlemapTaMeHT JIeKapCTBEHHBIX CPEJICTB M METULIMHCKUX U3AETUI

Ten.: + 996 (312) 21 92 86

Anpec a11. moutsl: dlsmi@pharm.kg

Be6-caiiT: www.pharm.kg

4.9. Ilepeno3upoBka

Jleyenue

Crenu¢puyeckoro aHTUA0TA AJS JIeUEHHUs] NepeO3UPOBKHU IpenaparoM ATopuc Her. B ciyuae
nepe103uPOBKH, TP HEOOXOAMMOCTH, CIEIYET MPOBOIUTH CUMIITOMAaTHUECKOE JICUCHHE.
Crnenyer mpoBecTH (YHKIMOHAIBHBIE TECTHl IEYEHH M KOHTPOJIHMPOBATH CHIBOPOTOUHYIO
aktuBHOCTh KDK. [lockonbKy aropBacTaTHH aKTHBHO CBS3BIBACTCS C OEJIKaMH IUIa3Mbl KPOBH,

remMouanu3 HedPeKTHBCH.

5. ®APMAKOJOI'MYECKUE CBOMCTBA
5.1. ®apmakoauHaAMHUYecKHe CBOIiCTBA
dapmakoTeparneBTHIecKasi TpyIIa: TUIOIHIUAEMIUecKie cpeactBa; naruouropslr 'MI-KoA-
PEIyKTa3bl
Kon ATX: C10AA05

MexanusMm neicTBus u d)aDMaKOI[I/IHaMI/I‘-IecKI/Ie Sd)(beKTBI

ATopBacTaTUH — CEJEKTUBHBIA KOHKYypeHTHbIH MHruoutop ['MI-KoA-penykTasbl, KIHOYeBOTO
depMeHTa,  TpPEBpaIIAIOUIETO  3-THAPOKCH-3-MeTHirmoTapuia-KoA B MeBalmoHar  —
IPEIIECTBEHHUK CTeponI0B, BKItoyas XC. CHUHTETHYECKOE TMIOIUIHIEMUYECKOE CPEICTBO.

Y m[DanuMeHTOB C TOMO3UTOTHOM M TETEPO3UTOTHOM CEMEMHON THUIepXOJIeCTEPUHEMHUEH,
HeceMeHHbIMH (hopMaMM TUNIEPXOJIECTEPUHEMHUH U CMELIAaHHOW AMCIMITUAEMHUEH aTopBacTaTuH
CHUXAeT KOHIIEHTpaIuio B 1uiazme kpoBu oomero XC, XC-JIITHII u ano-B, a Takxe xonecrepuna
JTUNONPOTEeMHOB o4eHb HU3KoW tmoTHocth (XC-JITIOHIT) wm TI, BbI3bIBaE€T MOBBIIICHHUE

CHIBOPOTOYHOM KOHIIEHTPAI[MU X0JIECTEPHHA JIMIIOMIPOTEUHOB BbIcokoi moTHocTH (XC-JITIBIT).
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AtopBactatu cHuxkaeT KoHueHTpauuu XC n XC-JIITHIT B nna3me kpoBu, uHrubupys I'MI'-
KoA-penykra3y u cunre3 XC B €UE€HHU U yBEJINYHUBAS YUCIIO «IIe€YeHOYHbIX» perientopon JITTHIT
Ha MOBEPXHOCTH KJIETOK, YTO MPUBOIUT K yCUJIEHHIO 3axBarta U katabonu3zma XC-JIITHIL.
AtopBactatuH yMmeHbliaer oOpasoBanue XC-JIITHII u uymcno wactun JIITHII, BbI3bIBaeT
BBIDAKEHHOE M CTOWKoe TmoBbleHue akTtuBHOcTH JIIIHII-penentopoB B couyeTaHuM cC
OnaronpuATHBIMM ~ KadecTBeHHbIMU u3MeHeHusmMu JIIIHII-yactui, a Takke CHIDKaeT
koHneHntparnuio XC-JIITHII B mmasme kpoBW y MaIlMEHTOB C TOMO3MTOTHOW HACIEJCTBEHHOM
CEeMEIHOM runepxojecTepuHeMuel, YCTOMUMBON K Tepanuu APYTUMH THIIOIHUINAEMHUYECKUMU
CPEICTBAMH.

ArtopBactatuH B f03ax oT 10 mr 10 80 mr cHrmkaet konueHntpaiuio XC Ha 3046 %, XC-JITHII
— Ha 41-61 %, ano-B — Ha 34-50% u TI' — Ha 14-33 %. Pe3ynbrarhl Tepanuu CXOAHBI y
NAlMEHTOB C TETEPO3UIOTHON CeMeWHOW TrumepxojiecTepuHeMHel, HeceMeHHbIMH (HopMaMu
TUIIEPXOJIECTEPUHEMUN M CMEIIAHHOW TMIIEPIUIINIEMHUEH, B TOM YHCIIE y NAIIUEHTOB C CaXapHbIM
nuadbeToM 2 TuIa.

Y  nanumeHToB € W30JIMPOBAHHOM  THNEPTPUINIMLEPHAEMHUEH  aTOpBACTaTHMH  CHMXKAeT
koHnentparuto oomero XC, XC-JIITHII, XC-JITIOHII, amo-B, TI" 1 noBsImaeT KOHIIEHTPAITUIO
XC-JITIBII. Y nanuenToB ¢ AMcOSTATUIONPOTEUHEMHUEH aTOPBACTATHH CHIYKAET KOHIICHTPAIIHIO
XOJIeCTepHHA TUTOTPOTENHOB MpoMexXyTouHO# tioTHocTH (X C-JITIIIIT).

VY mnamuentoB ¢ runepiaunonporernHeMuei tuna Ila u IIb mo kmaccudukammm dpenpukrcona
cpenHee 3HaueHue moBbimieHUss KoHUeHTpamuu XC-JIIIBII B mmasme KpoBH MpH JICUCHHUH
atopBactatuHoM (10—80 Mr), O CpaBHEHUIO C UCXOHBIM MOKa3aTesneM, coctaniseT 5,1-8,7 % u
HE 3aBHCHT OT J03bl. lMmeercd 3HaAuMTENbHOE J0303aBUCUMOE CHMKEHHE BEJIWYMHBI
cootHomenuii: obmmit XC/XC-JIIIBIT n XC-JIIMHI/XC-JINIBIT na 2944 % u 37-55%
COOTBETCTBEHHO.

AropBactaTuH B 103€¢ 80 MI' JOCTOBEPHO CHUXAET PUCK PAa3BUTHSI HIIEMHUYECKHUX OCIOXKHEHUH U
CMepTHOCTb Ha 16 % nociie 16-HenenbHOro Kypca, a pucK NOBTOPHOM rOCIIUTAIM3ALMHU 110 TIOBOAY
CTEHOKApAMH, COIPOBOXKAAIOMIEICS TPU3HAKAMH HIIEMHH MHOKapAa, — Ha 26 % (ucciegoBanue
YMEHBIIECHUS BEIPR)KEHHOCTH MIIEMHUU MUOKap/a Ha (poHe MHTEHCHBHOM THIOIMITHAEMUYECKON
tepanuu (MIRACL)). ¥V nanueHToB ¢ pa3nuyHbIMUA HCXOAHBIMU KoHIleHTparusimMu XC-JITTHIIT B
IUTa3Me€ KPOBU aTOPBACTATUH BBI3BIBAET CHIKEHHE pPHCKAa HIIEMHYECKHUX OCIOXKHEHHH U
cmeptHOCTH (y mamueHToB ¢ UM 0e3 3yona Q u HecTaOMIbHOW CTCHOKapAWeH y MYKYUH U
KEHILUH, a TAKXKe y MAIMEHTOB B BO3PACTE MOJIOXKE U cTapuie 65 jer).

Camwxkenne KoHieHTpaiuu B 1iazmMe KpoBu XC-JIITHII nywme koppenupyer ¢ J030i
aTOpBacTaTWHA, YEM C €ro KOHLEHTpauuell B ImiazMe KpoBH. Jlo3y HoaOMparoT ¢ y4eTom

TepaneBTHIecKoro A dekra (cM. paznen 4.2.).
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TepaneBTuueckuil 3PPeKT NposBIAETCS depe3 2 HelelM IOocie Havyala TepanmuH, JOCTUTaeT
MaKkCHMyMa 4epe3 4 Helelu U COXPaHsIeTCsl B TeUEHUE BCEro Nepro/ia Tepanum.

Ilpoghunaxmuxa cepoeuno-cocyoucmuix 0CI0HCHEHULL

ATropBacTtaTuH B 7103€¢ 10 MI' CHU)KaeT OTHOCUTENBHBIN PUCK pPa3BUTHS KOPOHAPHBIX OCIOKHEHUN
(UBC ¢ neranbHpIM HcxonoM U HedatanbHblii UM — Ha 36 %, obmue cepaeyHo-COCYANUCThIE
ocnoxkHeHUs: — Ha 29 %, ¢atanpHBi U HedaTaNbHBIM MHCYABT — Ha 26 % (uccriemoBaHue
NPUMEHEHUs! aTOpBacTaTUHA Y MAllMEHTOB C apTepUalbHOM rUnepTeH3uel U GakTopamMu pucKa
(ASCOT LLA)).

Caxapuwiti ouabem

VY nanmMeHToB ¢ caXapHbIM JHAa0ETOM Tepanusi aTOpPBACTATHHOM CHIDKACT OTHOCHTEIHHBINA PUCK
pa3BUTHS OCHOBHBIX CEpPACYHO-COCYAUCTBHIX OCIOXHEeHWH ((aranpublii n HedarampHbl M,
0e300s1eBast MILIEMUSI MUOKap/Ia, JIeTallbHBINA UCX0/ B pe3ynbTare oboctpenust UbC, necrabunbHas
CTEHOKapAMs, UIYHTHUPOBAHME KOPOHApHOM apTepuu, UPECKOXKHAas TPAHCIIOMHUHAJIbHAs
KODOHApHAasl aHTUOIUIACTHKA, MPOLEAYpPhl peBacKylspuianuu, WHCYAbT) Ha 37 %, UM
(paranpublii 1 HedaTanbHbI) Ha 42 %, uHCYAbTA (paTanpHbId U HedaTanbHBIN) Ha 48 % BHE
3aBUCMMOCTH OT II0JIa, BO3pacTa IalMeHTa Win HucxoaHoi koHueHtpauun XC-JIITHII
(uccienoBaHMe NPUMEHEHMsI aTOpBacTaTMHA y NAIMEHTOB € CaxapHbIM JauaberoMm 2 Tuna
(CARDY)).

Amepocknepos

VY mammentoB ¢ MBC aropBacratia B 103¢ 80 MI B CYTKM NMPHUBOJUT K YMEHBIIECHUIO OOIIEro
oovema arepombl Ha 0,4 % 3a 1,8 Mecana Ttepamuu (uccieqOBaHHME OOPATHOTO pa3BUTHS
KOPOHApHOTO aTepoCKiepo3a Ha (POHE WHTESHCUBHON THITOIMIIMICMHYSCKON Teparuu
(REVERSAL)).

Tlosmopnuiii uncynom

AtopBactatuH B J03¢ S80Mr B CyTKH yMEHBIIA€T PUCK TOBTOPHOTO (haTaJbHOTO WIN
HedaTaTbHOTO MHCYNIbTA Yy MAIMEeHTOB, nepeHecmux MHCYyAbT uian THUA 6e3 UBC B anamHese
(uccnenoBanue 1o NMPO(UIAKTHKE WHCYNbTA IPU HHTEHCUBHOM CHIDKEHUH KOHIEHTpauuu XC B
miazmMe kpoBu (SPARCL)), Ha 16 % mo cpaBHenmio ¢ mane6o. [lpm 3ToM 3HAUMTEIHHO
CHIDKAETCSI PUCK OCHOBHBIX CEPJICYHO-COCYTUCTHIX OCIOKHEHUHN U MPOLETypP PEBACKYIISIPH3AIIHH.
CokpalieHue puCKa CepIeYHO-COCYIUCTBIX HApYIIEHWH TpH Tepanuu aToOpBACTAaTHHOM
OTMEYAeTCsl y BCEX TPYII MAIMEHTOB, KPOME TOM, KyJa BOILIM MAIMEHTHI C MEPBUYHBIM MU
MOBTOPHBIM T€MOPPAruHieCKUM UHCYIIBTOM.

Bmopuunas npogunakmuka cepoeuno-cocyoucmulx 0Ca0HCHEeHU

VYV nauuentos ¢ UBC aropBacratuH B 103e 80 Mr, o cpaBHEHHIO ¢ 10 MI, JOCTOBEPHO CHUXKAET
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OTHOCHUTEJIbHBIA PUCK Pa3BUTHS OOJBIIMX CEPIEYHO-COCYAUCTBIX coObITUH Ha 22 %,
HedartanbHoro M (He cBSI3aHHOTO ¢ TpoLeAypaMH peBacKyisipu3anun) Ha 22 %, ¢paTaabHOTO U
He(aTambHOTO MHCYIIbTA Ha 25 % (CpaBHEHHE BHICOKOMHTEHCHUBHON TEpaIllii aTOPBACTATHHOM U
Tepanuy yMEpeHHOW WHTeHcuBHOCTH y marueHToB ¢ MBC (nmo ganneiM uccienoBanust TNT -
JIeYeHUEe 10 JOCTUKEHUS HOBBIX LIE€JEBBIX KOHLIEHTPALMI JUMHUIOB B IJIa3Me KPOBH)).

5.2. @apmakoKuHeTHYECKHUE CBOMCTBA

Abcopbuus

ATopBacTaTMH OBICTPO BCAachIBa€TCsl IOCJIE MPUEMa BHYTPb: BpPEMs JOCTHKEHHS €ro
MakcuManbHOU KOHIEHTpauH (TCrax) B TUTa3Me KpoBH cocTaBisieT 1-2 daca. Y skeHMHH Cmax
aTopBacTatuHa B Iuia3mMe KpoBu Ha 20 % Beime, a AUC — Ha 10 % MeHblIe, 4eM y MYXKUHH.
CreneHb BcachbIBaHMsI U KOHLIEHTPALUs B IJIa3M€ KPOBU IOBBIIIAIOTCS MPONOPLUOHAIBHO J03€.
BuonoctynHocTh artopBactaTMHa B (opme TabieTok coctaBuser 95-99 % mo cpaBHEHHIO ¢
aTOpPBacCTaTUHOM B BHJE pacTBopa. AOcostoTHas OMOAOCTYHHOCTh — oKoJio 14 %, a cucremHas
OMOJIOCTYITHOCTh MHTHOUpYIomiell akTUBHOCTH B oTHomeHnu [I'MI-KoA-peaykTa3bl — OKOJO
30 %. Huzkas cuctemHass OMOIOCTYNMHOCTh OOYCJIOBJIEHA MPECUCTEMHBIM METa0OIM3MOM B
CIIM3UCTON 000JI0UKE KEyJOUYHO-KHIIEYHOTO TPAKTa W/WIKM NpPU «IIEPBUYHOM IPOXOXKJIECHHUID)
yepes neveHb. [Ipuem nuim HeCKOIbKO CHUKAET CKOPOCTh U CTeNeHb adcopOimu mpenapara (Ha
25 % 1 9 % COOTBETCTBEHHO, O YEM CBHUJICTEILCTBYIOT Pe3yNlbTatThl onpeaeneHuss Cmax 1 AUC),
onHako cHmxeHue koHueHtpauun XC-JIITHIT B mna3sme KpoBH CXOJHO C TaKOBBIM IPU IpUeMe
aTopBacTaThHa Hatouak. HecMoTps Ha To, 4TO mocie npuema aropBacTaTuHa B BEUEpPHEE BpeMst
€ro KOHLeHTpauus B m1a3Me KpoBU HIKE (Cmax 1 AUC — npumepHo Ha 30 %), uem nocie npuema
B yTpeHHee BpeMsl, CHukeHne KoHueHTpauuu X C-JIITHII B ruta3me KpoBU HE 3aBUCUT OT BPEMEHH
CYTOK, B KOTOpO€ MPUHUMAIOT Ipernapar.

Pacnopenenenue

Cpennuii 00beM pacnpesieliecHuss aTopBacTaTuHa cocTaBisieT okoyio 381 1. Csizb ¢ Oenkamu
miasmMbl KpoBu — He MeHee 98 %. OTHoleHHe coaep)kKaHus B SPUTPOLUTAX/TIa3Me KpPOBU
cocrasisieT okoio 0,25, T. €. aTOpBacCTaTHH IUI0XO IPOHUKAET B 3PUTPOLIUTHI.

Buorpancdhopmaris

ATOpBacTaTMH B 3HAYUTEIHHOW CTENEHH METa0OJIM3UpYyeTCs ¢ 0Opa3oBaHUEM OpPTO- U Mapa-
THJIPOKCUIIMPOBAHHBIX TPOU3BOIHBIX U PA3TUYHBIX MPOIYKTOB B-oKucieHus. B yciaoBusx in vitro
OpTO- M MaparuIpOKCUINPOBAHHBIE METAOOIUTHI OKa3bIBAIOT HHTHOUpYIoIiee aevictBue Ha ['MI -
KoA-penykrasy, comocraBuMOe ¢ TakoBbIM Yy artopBactatuHa. [IpumepHo 70 % cCHMXEHHS
aktuBHocTH I'MI'-KoA-penyKkTaszbl MpOUCXOIUT 3a CUET AEUCTBHS aKTUBHBIX LHUPKYJIUPYIOLIUX
MeTabonmuToB. Pe3ynbraThl HMCClEIOBaHUN in Vitro JarOT OCHOBAaHWE MPEAINOJIOKUTH, YTO

nzopepmenT CYP3A4 neueHnun urpaer BaKHYIO pOjb B METa0OIM3ME aropBacTaThHa. B monb3y
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ATOrO (paKTa CBUAETEILCTBYET MOBBIIIEHNE KOHLIEHTPALMU aTOpBACTaTUHA B IUIa3Me KPOBU NPHU
OJIHOBPEMEHHOM IpHUEME SPUTPOMUIIMHA, KOTOPBIH SBIISETCS HHTUOUTOPOM 3TOr0 N30(EepPMEHTA.
UccnenoBanus in vitro Takke MOKa3ald, YTO aTOPBACTaTHH SIBJISETCS CIa0bIM HHIHOUTOPOM
nzopepmenta CYP3A4. AtopBacTaTvH HE OKa3blBaeT KJIMHUYECKM 3HAUYMMOTO BIIMSHUS Ha
KOHIIEHTPAILMIO B IIa3Me KPOBH Tep(eHarHa, KOTOPbI MeTaboIu3upyeTcs IIIaBHBIM 00pazomM
nzopepmenToM CYP3A4, nosTOMy €ro CymecTBEHHOE BIMSHUE Ha (PapMaKOKUHETHKY JPYTHUX
cybcrpartos m3odpepmenta CYP3 A4 manoBeposiTHO (cM. pazzaen 4.5.).

DIUMUHALNS

ATOpBacCTaTHH M €ro METa0OJIUTHI BBIBOJSATCS TJIaBHBIM 00Pa30M C JKETUbIO I1OCIIE MEYEHOYHOTO
W/WIIA BHENIEUEHOYHOro MeTabo0sin3Ma (aTopBacTaTHH HE MOABEPraeTcsl BhIPa)KEHHON KUIIIEYHO-
ne4yeHouHoi peuupkyssiuun). Ilepuon nomyseiBenenus (T2) cocraBiser okosio 14 yacos, npu
3TOM WHTHOMpYROIUK 3PdekT npenapata B orHomeHHH [ MI-KoA-pemykTa3sl MpUMEpHO Ha
70 % omnpenensercs aKTUBHOCTBIO LUPKYIUPYIOIIUX METAO0O0IMTOB M cOoXpaHsercs okojio 20—
30 yacos Onarogaps ux Hanuuuto. [locne npuema BHyTpb B Moue OOHapy KuBaeTcst MeHee 2 % oT
INPUHATOM J103bI Mpenapara.

ATOpBacTaTHH SBISETCS CyOCTPaTOM TpaHCIOPTEPOB (EPMEHTOB MEUEHH, TPAHCIOPTEPOB
OATPIB1 u OATPI1B3. Merabonutel aropBactathHa sBisioTcs cyoctparamu OATP1BI.
ATOpBacTaTHH TaKkKe WACHTHPHUIUPYETCS Kak cyocTpat 3¢ ¢urokcHbIX TpancnoprepoB MDR1 u
BCRP, koropele MOryT OrpaHHYMBaTh KHIIEYHYIO a0OCOpPOLMI0O M IEUYEHOYHBIH KIMPEHC
aToOpBacTaTHHA.

Ocobvie epynnvl nayuenmos

ITanmyenTHI DOXKUIIOTO BO3pacTa

KoHuenTpanuu aropBactaTWHa B IUIa3Me KpPOBH y manueHToB crapuie 65 seT Bbime (Cmax —
npumepHo Ha 40 %, AUC — npumepHo Ha 30 %), yeM y B3pOCIBIX NAL[MEHTOB MOJIOJOr0 BO3pacTa.
Pazmnumii B s>¢ddextuBHOCTH M Oe30macHOCTH mpemapara, a TaKKe B JOCTHIKECHUH Lienei
TUIMOJIUIMEMUYECKONl Tepanuy y MAlMEeHTOB MOXWJIOrO BO3pacTa, MO CPaBHEHHUIO ¢ OOmien
HOMYJISIUEH, HE BBISBICHO.

JleT’ ¥ moaApOCTKHA

B 8-HenmenmbHOM OTKpPBITOM HCCIEAOBAaHUHM JeTH (B Bo3pacte 6—17 meT) ¢ reTepo3uroTHOM
CEeMEHON THmepxoyiecTepuHemMueid u ucxomgHod kKoHmentpamuend XC-JIITHIT >4 mmons/n
MOJTy4YaJI TEPAITHIO aTOPBACTATHHOM B JIEKAPCTBEHHOU (POpPME — KeBaTeIbHbIC TAOJIETKH 5 MT HITH
10 mr unu TabNIeTKH, MOKPHITHIE MIICHOYHOM 00071049K0M, B 103€ 10 Mr mtu 20 Mr oiWH pa3 B CyTKH
COOTBETCTBEHHO. ETMHCTBEHHOW 3HAYMTENBHON KOBapuaTod B (papMaKOKWHETHYECKOW MOIETH
HOMYJISAIMHY, OTy4arollei aTopBacTaThH, Obli1a Macca Tena. Kaxkymuiics KinupeHe aTopBacTaTHHA

y IICTCI‘/'I HE OTJIMYAJICA OT TAKOBOT'O Y B3POCJIbIX NMAIIMCHTOB IIPU AJNIOMETPUICCKOM U3MEPCHUUA 11O
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Macce Tena. B auama3zoHe NeMcTBUS aTOpBacTaTHHA W O-THIPOKCHATOPBACTaTHHA OTMEYAIOCh
nocienosarenbproe cumkenue XC-JIITHIT u XC.

Ilon

KoHueHTpamnuu aropBacTaTMHA B IUIa3ME KPOBH y JKCHIIUH OTIMYAIOTCS OT aHATOTHYHBIX
nokaszateneit y myxunt (mpuMepHo Ha 20 % Boiie 11 Cmax 1 Ha 10 % Hioke ans AUC). Onnako
KaKMX-JIM0O KIMHUYCCKH 3HAYMMBIX PA3JIMYMi B JECHCTBUM Ha JIMIHILI MEKIY MYKUYHHAMHU U
JKEHILMHAMU He Ha0JII01a10Ch.

IloyeyHas HETOCTATOYHOCTD

Hapymenne ¢pyHKIMM MOYEeK He BIUSET Ha KOHIIGHTPAIMIO aTOPBACTaTHHA B IUIa3Me KPOBU WU
Ha [T0Ka3aTeNH JIMIHIHOTO OOMEHa, B CBS3M C TUM M3MEHEHHE 1035l y MAIMEeHTOB C HapyIICHHEM
¢byHKIMM TOYeK He TpedyeTcs (cM. pasznen 4.2.).

Hccnenoannii IPUMEHEHUS aTOPBACTATHHA Y IALUEHTOB C TEPMUHAIBHOW CTAIHEH ITOYEYHOU
HEJOCTATOYHOCTH HE MPOBOAWIOCH. ATOpBACTaTMH HE BBIBOAUTCS B XOJ€ TIeMOAMAIN3A
BCJIEZICTBUE HHTEHCUBHOTO CBSI3BIBAHMS C O€JIKAMU IIa3Mbl KPOBH.

IleyeHoYHAas HEIOCTATOYHOCTD

Konnentpanusa mnpenapata 3Ha4uTeNbHO NOBBIIAETCS (Cmax — mpuMepHo B 16 pa3, AUC —
npuMepHO B 11 pa3) y manmeHTOB C aJIKOTOJIBHBIM IIUPPO30M IedeHu (kiace B mo knaccndukanmm
Yaiina-ITsto0) (cMm. pazmen 4.3.).
Honumopguszm SLCOIBI
[leyenounsrii 3axBar Bcex uHrHOUTOpoB I['MI-KoA-penykrassl, BKJIIO4as aTOpPBAaCTaTHH,
MpoUCXoAUT ¢ ywactueM tpaHcroprepa OATPIB1. VYV npanueHTOB ¢ T'€HETHYECKUM
nonumopduzmom SLCO1B1 umeercst puck MOBBIIICHHUS SKCIIO3UIIMH aTOPBACTATHHA, YTO MOKET
MPUBECTU K MOBBIIICHUIO PUCKA Pa3BUTHs padaomuonusa. [lonmumophusm reHa, Kogupyoomero
OATP1B1 (SLCOI1BI ¢.521CC), cBs3an ¢ nossimenueM skcnosunmu (AUC) aTopBacTaTuHa B
2,4 paza 1o CpaBHEHHIO C MalUMEHTaMH 0€3 TaKoro reHotunuieckoro uameHenus (¢.521TT). ¥V
TaKuX MalMEHTOB TAaK)KE€ MOKET HaOJI0AaThCs HapyLICHHE 3axBaTa aTOpPBAaCTaTHHA MEYEHBIO,
CBSI3aHHOE C TIEHETUYECKUMHU HapylleHUsIMU. BO3MOXHBIE MOCHEACTBHS B OTHOLICHHUU
3 (HEKTUBHOCTH HEU3BECTHBI.

6. ®PAPMAIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOTaTeIbLHBIX BEIIECTB
JlakTO3BI MOHOTHPAT
Hennronosa mukpokpucramunyeckas, PH 102
T'unponosa
Kpockapmennosza Hatpust

KpocnoBugon, Tun A
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[Tommucopbar 80
Hatpus runpoxcun
Marsnus cteapat

0O00J104Ka IIEHOYHAS:

TlonuBUHUIOBKIN CIUPT

Turana nuokcun (E171)

Makporon - 3000

Tanbk

6.2. HecoBMecTHMOCTH

Henpumenumo.

6.3. Cpok ronHocTu (CPOK XpaHeHHs )

2 rona.

6.4. OcoObie MepbI MPEIOCTOPOKHOCTH MPH XPAHEHUH

XpaHuTh Ipu TemriepaTtype He Bbiiie 25 °C, B OpUruHaILHOM OIucTepe.

6.5. XapakTep M cojepkaHue NEPBUYHON YIAKOBKH

I[To 10 Tabmerok B Oimcrepe W3 KOMOMHMPOBAHHOTO Marepuana (OpUEHTUPOBAHHBIN
nosuamu 1/ amroMuHuA/ mosmBUHWIXIIOpU (OITA/An/TIBX)) 1 Goabry alFOMHUHUEBOM.

[To 3, 6 mu 9 6iucTepoB BMECTE C JIMCTKOM-BKJIAJIBIIIEM ITOMEIIAIOT B MAYKY KapTOHHYIO.

He Bce pa3Meps! ynakoBOK MOTYT ObITh JOCTYIIHBI JUIs peau3aluy.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH NPH  YHUYTOKEHHH  HUCNOJH30BAHHOIO
JIeKAapCTBEHHOI'0  Ipenaparta WJIM  OTX0A0B, TMOJY4YEeHHbIX IOcCJe TNPHMEHEeHHus
JIEKAapCTBEHHOI'0 Npenapara, u Apyrue MaHUNyJIsiMH ¢ penapaToM

Bech ocraBmmiics 1ekapCTBEHHBIN NpenapaT U OTXO/bI CIEAYET YHUUTOKHUTh B yCTAaHOBIEHHOM

MopsaKe.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YOCTOBEPEHUS
CrnoBenus
AO «KPKA, n.1., HoBo mectoy», llImapremka necra 6, 8501 HoBo mecto
Ten.: +386 7331 21 11
dakc: +386 7 332 15 37
Anpec 311. moutsr: info@krka.biz
7.1. llpencraBuTe/Ib JepsKaTe/isi perHCTPALMOHHOI0 YA0CTOBEPEHHA

[IpereH3un noTpeOUTEIEN HAIPABIITE 10 aAPECY:

Poccuiickas @edepayus

000 «KPKA-PYC»
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143500, MockoBckas 001., r. Mctpa, yn. Mockosckas, 1. 50

Ten.: +7 (495) 994-70-70

®axc: +7 (495) 994-70-78

Anpec a1. moutsr: krka-rus@krka.biz

Be6-caiit: www.krka.biz

Kuipevizckas Pecnybnuxa

IIpenctraButensctBo AO «KPKA, ToBapHa 3apaswin, a.4., HoBo Mmecto» B Keipreizcrane
720040, Yyiickas obnacts, T. buiikek, 6ynbBap DpkuHAUK, 1. 71, 610K A

Ten.: +996 (312) 66 22 50

Anpec an. moutsl: info.kg@krka.biz

Be0-caiit: www.krka.biz

8. HOMEP PETMCTPALIMOHHOI'O YJOCTOBEPEHHUS
JITI-Ne(000700)-(PT-RU)

9. JIATA HEPBUYHOM PETUCTPAIIAU (TOATBEPXKIEHWUSA PETUCTPALINN,

INEPEPEI'MCTPAIIUN)

[ata nepBoii peructparuu: 15 anpens 2022 r.

10. JATA TIEPECMOTPA TEKCTA

OOmmas XxapakTeprCTHKA JICKAPCTBEHHOTO HpernapaTa ATOPHUC JOCTYIHA Ha HMH(OPMAIHOHHOM
nopraiie EBpa3uiickoro 3KOHOMHYECKOr0 COK03a B MH()OPMAMOHHO-KOMMYHHKAIMOHHOW CETH
«MHuTeprer» https://eec.eacunion.org.
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