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OBLIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IPEITAPATA

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITAPATA

AropBactatud - TA/JI, 10 Mr, TabJIeTKH, TOKPHITHIC TIIICHOYHOW 000I0UKON
AropBactatud - TAJI, 20 Mr, TabJIeTKH, TOKPHIThIC TIICHOYHOW 000JI0UKON
AropBactatud - TAJI, 30 Mr, TabJIeTKH, MTOKPHIThIC TIICHOYHOW 000I0UKON
AropBactatud - TA/l, 40 Mr, TabJIeTKH, TOKPHIThIC TJICHOYHOW 000I0UKON
AropBactatud - TAJI, 60 Mr, TabJIeTKH, TOKPHITHIC TIICHOYHOW 000I0YKON

AropBactatud - TAJI, 80 Mr, TabJaeTKH, MTOKPHITHIC TIICHOYHOW 000T0UKON

2. KAYECTBEHHBIA U KOJIMYECTBEHHBI COCTAB
[elicTByrolIee BEIIECTBO: aTOPBACTATHH.

Atopsacratud - TAJI, 10 mr, TaGIeTKH, HOKPHITHIE INIEHOYHON 000JI0OYKOH

Kaxnass Ttabmetka comepxut 10,845 Mr aTtopBacTaThHa Kajbllds TPUTHApaTa (SKBHBAICHTHO
10 Mr aTopBacTaTuHa).

BcnomorartenbHble BElecTBa, HAJTHMYUE KOTOPBHIX HAJ0 YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
rpenapara: JakTo3bl MOHOTHIpaT (cM. paszaein 4.4.).

Atopsacratud - TAJL, 20 mr, Ta0JIE€TKH, HOKPHITHIE INIEHOYHON 000JIOUKOi

Kaxxnast tabnetka cogepkut 21,69 Mr aTopBacTaTrHa Kaiblins TpUruapata (3KBuBajgeHTHO 20 MT
aTOpBacTaTHHA).

BcnomoratensHbie BeliecTBa, HATMYUE KOTOPBIX HA0 YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
rpenapara: JakTo3bl MOHOTHIpaT (cM. paszaei 4.4.).

Atopsacratud - TAJL, 30 mr, Ta0IeTKH, HOKPHITHIE INIEHOYHON 000JIOUKOH

Kaxnass Tabmetka comeput 32,535 Mr atropBacTaTWHA KaJbllds TPUTHApaTa (SKBHBAJICHTHO
30 Mr aTopBacTaTuHa).

BcnomoratensHbie BelecTBa, HATMYUE KOTOPBIX HAO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npemnapaTta: JaKTo3bl MOHOTHIPAT (cM. paszzen 4.4.).

Atopsacratud - TAJL, 40 mr, Ta0IE€TKH, HOKPHITHIE INIEHOYHON 000JI0YKOH

Kaxxmast tabneTka comepxut 43,38 Mr aTopBacTaTiHa KaJlblusl TpUruapata (9KkBuBajgeHTHO 40 M
aTOpPBAacTATHHA).

BcnoMoraTenbHble BeliecTBa, HAJIMYHE KOTOPBIX HAJ0 YYUTHIBATh B COCTaBE JICKAPCTBEHHOTO
npernapaTa: JaKTo3bl MOHOTHIPAT (CM. pas3zen 4.4.).

Atopsacratud - TAJL, 60 mMr, Ta0JIEeTKH, HOKPHITHIE ILIEHOYHON 000JIOUKO

Kaxxmast tabneTka cogepxut 65,07 MT aTopBacTaTiHa KaJIbIUs TpUTHIpaTa (9KBUBaJIeHTHO 60 MT

aTOpPBACTATHHA).
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BcenomoratenbHble BeliecTBa, HaIMYUE KOTOPBIX HAJO YYUTHIBaTh B COCTABE JIEKAPCTBEHHOI'O
npernapara: JJaKTo3bl MOHOTHpaT (cM. pazzaen 4.4.).

Aropsactratud - TAJI, 80 mr, Ta0I€TKH, HOKPLITHIE INIEHOYHON 000JI0YKOi

Kaxnas tabnerka cogepx uT 86,76 M aTOpBacTaTHHA KaJlblIUs TPUTHApaTa (3KBUBaIeHTHO 80 MT
aTOpBaCTaTHHA).

BcroMoraTenpHble BeliecTBa, HaJHMYHE KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JakTo3bl MOHOTHIIpaT (cM. pazzaen 4.4.).

ITonubrit MEPCUCHLb BCIIOMOTaTCJIbHBIX BCUICCTB IIPUBCACH B pa3aciic 6.1.

3. JJEKAPCTBEHHAS ®OPMA
TabneTKu, MOKPHITHIE TNICHOYHOU 000JI0YKOH.

Aropsactratud - TAJI, 10 mr, Ta0I€TKH, HOKPLITHIE INIEHOYHON 000JI0YKO

Kpyribie, TBOSIKOBBIIYKIIbIE TAOJETKH, MOKPHITHIE TIEHOYHOH 000J0YKOW 0€l0ro MM MmoYTH
Oenoro 18eTa, ¢ Gackoil.
Bun na m3nome: Oenast mm moutu Oernasi mepoxoBaTas Macca ¢ INICHOYHOW 000JI0YKoi Genoro
WJIM TI0YTH OEJIoro 1BeTa.

Aropsactratud - TAJI, 20 mr, Ta0JI€TKH, HOKPLITHIE INIEHOYHON 000JI0YKOi

Kpyrmnbie, TBOSIKOBBINTYKIIbIE TAOJNETKH, MOKPHITHIE TNIEHOYHOH 000JOYKOW 0€l0oro WM MOYTH
6emoro 1Bera, ¢ Gpackoi.
Bun na uznome: Oenast wm moutu Oernasi mepoxoBaTas Macca ¢ INICHOYHOW 000JI0YK0il Genoro
WIIM TIOYTH OEJIoro 1BeTa.

Aropsactratud - TAJL, 30 mr, Ta0I€TKH, HOKPLITHIE INIEHOYHON 000JI0YKOi

Kpyranbie, 1BOSIKOBBINTYKIIbIE TAOJIETKH, MOKPHITHIE TNIEHOYHOH 000J0YKOW 0€l0ro MM MmoYTH
6enoro 1Bera, ¢ Gpackoi.
Bun na uznome: Oenast nim moutu Oenasi mepoxoBaTas Macca C INICHOYHOM 000JI04Koil Genoro
WJIM TIOYTH OEJIoro 1BeTa.

Atopsacratud - TAJI, 40 mMr, TaGJIETKH, IOKPBITHIE INIEHOYHONH 000JI0YKOH

Kpyribie, TBOSIKOBBIMYKIIbIC TAOJETKH, MOKPHITHIC TICHOYHON 00O0JOYKOW O€I0ro WM MOYTH
Oeroro 1Bera, ¢ (hackoii.
Bua Ha uznmome: Oenast WM TOYTH Oelasi MepoXoBaTas Macca ¢ TNICHOYHOW 000JI0UKOi Gemoro
WJIU ITOYTH O€JIoro LBETa.

Atopsacratud - TAJL, 60 Mr, TaGJIETKH, IOKPBITHIE INIEHOYHONH 000JI0YKOH

OBaJibHBIC, IBOSIKOBBINTYKJIbIE TAOJIETKH, MOKPHITHIE IICHOYHOW 000J0YKON OEJ0ro WM IMOYTH

0eJIoro LBETA.
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BI/II[ Ha u3JIoMe: Oeas WK MouTH Oenast mepoxoBaTtasa Macca € IUIEHOYHOM 000JI0UKOM 0enoro
WJIA TIOYTH O€JIoro OBCTA.

Aropsactratud - TAJI, 80 mr, Ta0I€TKH, HOKPLITHIE INIEHOYHON 000JI0YKOi

OBalbHBIE, ABOSIKOBBIMYKIIbIE TaOIETKU, MOKPBITHIE TUICHOYHONW 000J0YKON O€Joro Wiv MOYTH
0eJIoro LBeTa.
Bun Ha u3nmome: Oelast Wi ouTH Oeltas IiepoxoBaras Macca ¢ INICHOYHOW 000JI0UKOH 0e10ro

WJIA TIOYTH O€JIoro OBCTA.

4. KNIMHUYECKHUE JAHHBIE
4.1. Iloka3anusi K NpUMEHEHUIO
e [mmepxosecTepuHeMUs:

- B KauecTBE JIOMOJHEHUS K JHeTe /sl CHUKEHHUS OBBIIICHHOTO OOIIEro X0JIecTepruHa
(XC), xonectepuHa  JUMOONPOTEMHOB  HU3KoM  mimoTHoctu  (XC-JITHIT),
anonumnonpotenHa B (amo-B) u tpurnuuepunos (TI) y B3pocibIx, TOJAPOCTKOB U JACTEH
B Bo3pacte 10 yeT win crapiie ¢ NEpBUYHON TMIIEPXOJIECTEPUHEMHEH, BKIIOYast
ceMeiHyro TUIEPX0JIECTEPUHEMHUIO (reTepo3uroTHHIN BapHaHT) WIH
KOMOWHHPOBaHHYIO (CMEIIaHHBIM BapyaHT) TUTIEPIIUINNAEMUIO (COOTBETCTBEHHO THI
[la u IIb mo xnaccudukammm DpenpukcoHa), KOrJa OTBET HAa AMETY W JAPYTUE
HEMEJIUKAMEHTO3HbIE METObI JICUEHHUS HEAOCTATOYHBI;

- s cHwkeHus nobieHHoro odmero XC, XC-JIITHIT y B3pocibIx ¢ TOMO3UTOTHO#M
CEMEHHON  THIEepXOJeCTEpUHEMHUEH B KadyecTBE  JIOTIOJIHEHUS K  JPyTUM
TUTIOJIMITAJIEMHYECKAM MeTonaM JedeHus (Hampumep, JIITHII-adepes), wmm ecim
TaKWe METOIbI JICUCHHUS HEJOCTYITHBI.

e [IpodunakTuka cepaeuHO-COCYIUCTHIX 3a00ICBAHMIA:

- mpoduIaKTUKA CEPIEYHO-COCYTUCTBIX COOBITHI Y B3POCIBIX MAalMEHTOB, UMEIOIINX
BBICOKHI PHUCK Pa3BUTHS TEPBUYHBIX CEPICUYHO-COCYAMCTHIX COOBITHUH, B KayeCTBE
JIOTIOJTHEHUS K KOPPEKINH IpyruX (PakTopoB pHCKa;

- BTOpHYHAs TPOQPHIAKTUKA CEPJCUYHO-COCYIHMCTHIX OCIOKHEHHHA Yy TMAaIMEeHTOB C
nmemuyeckoit 6one3nsio cepama (MbC) ¢ nenpio CHIKEHNs: CMEpTHOCTH, HH(APKTOB
muokapaa (MM), MHCYIbTOB, MOBTOPHBIX TOCHUTAIM3AIHIA TTO TTOBOY CTCHOKAPIUHU H
HEOOXOIMMOCTH B PEBACKYJISIPU3AIINH.

4.2. Pe:kuM 103MPOBaHUs U CI0CO0 MPUMEHEHHUs
Ilepen HayamoM JjedeHus mnpenapatroM AtopBactaTuH - TAJl ciieqyer mombITaThes TOOUTHCS
KOHTPOJISI TUIEPXOJECTEPUHEMHUN M CHIDKEHUS MAacChl Tella y TAIlMeHTOB C OXHpPEHUEM C

MOMOIIIBIO TUETHI, PU3NUECKUX YIPAKHEHUN U aIeKBaTHOW TEpaliii OCHOBHOTO 3a00JIE€BaHHUA.
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HpI/I Ha3sHA4YC€HUU  IIpernapara HCO6XO,Z[I/IMO PEKOMCHAOBATL MAIMCHTY  CTAaHAAPTHYIO
TUIIOXOJICCTCPUHEMHUYCCKYIO JHCTY, KOTOpOﬁ OH OOJDKCH IMPUACPIKUBATHCA B TCUCHHUEC BCCIO
nepuoaa Teparmu.

Pexxum po3upoBanus

Ho3a mpenapara AtopBactatus - TAJ] Bapeupyercs ot 10 Mr nqo 80 Mr onvH pa3 B CYTKH H
nonoupaercst ¢ yderoM konueHtpamuu XC-JIITHII B mnnazme KpoBHW, ILenu Tepanmuud U
WH/IMBUTyaJIbHOT'O OTBETA Ha MPOBOAMMYIO TEPAIHIO.

MakcumanbHas cyrouHas 103a npenapara Atopsactatul - TAJ] cocraBuset 80 mr.

B Havane nedeHus W/uaM BO BpeMsl MOBBILIEHMS J03bl Ipemnapara ATtopBacTaTtuH - TAJ]
HEOOXOAMMO KaKJble 2—4 Heslenu KOHTPOJIUPOBATh KOHIIEHTPALIMIO JIMIKOB B IJIa3Me KPOBH U
COOTBETCTBYIOLIMM 00pa30M KOPPEKTUPOBATh /103y Mpenapara.

Ilepsuunas eunepxonecmepunemust U KOMOUHUPOBAHHAS (CMEULAHHAS) 2UNEPAUNUOeMUs

Jlis  OGonbIIMHCTBA MALIMEHTOB pEKOMEHJyemas Jjo3a npenapara AtopBactatud - TAJ]
cocraBisier 10 Mr oIuMH pa3 B CYTKH, TEpaleBTHYECKOE ICHCTBUE MpPOSBISETCS B TEUYEHUE
2 Hezenb ¥ OOBIYHO JIOCTUTAET MakcuMyMa 4epe3 4 Hepenu. [Ipu anurensHoM nedeHnn 3¢ dext
COXpaHseTCsl.

T'omo3ucomnas cemetinas eunepxoniecmepuremus

B GonpmmmHCcTBE ciiydaeB Ha3HadaroT Mo 80 MT OJIMH pa3 B CyTKH (CHUXeHUe KoHIeHTpannu XC-
JIITHII B nmna3me kpoBu Ha 1845 %).

TI'emeposucomnas cemelinas 2unepxonrecmepunemus

Havanpnas nosa cocraBaser 10 Mr B cytku. Jlo3y cienyer moaOupaTh HHIAMBHUIYAlIbHO U
OILICHUBATh aKTYaJIbHOCTb J03bI Ka)K/Ible 4 HEIEIH ¢ BO3MOXHBIM MOBBIIEHHEM 10 40 MI' B CYTKH.
3arem 1100 /1032 MOXKET OBITh YBEIHUEHA 10 MAaKCUMaJIbHOH — 80 MI' B CyTKH, THOO BO3MOKHO
COUYETaHHME IPUEMA CEKBECTPAHTOB KEJIYHBIX KMCIOT U aTopBacTaTUHA B 103€ 40 MI' B CyTKH.
Ipogunakmuxa cepOeyHo-cocyoucmolx 3a001e6aHull

B uccrnenoBanusax nepBHYHON NMPO(UIAKTUKY 7032 aTOpBacTaTUHA cocTaBisia 10 M B CyTKH.
MoskeT MOHAZOOWTHCS IOBBIIMIEHHE HO3BI C MHeENbl0 AocTikeHus 3uHavenuin XC-JITTHII,
COOTBETCTBYIOLINX COBPEMEHHBIM PEKOMEHIALUSM.

OcobrIe I'pynmbl NaITMEHTOB

Iayuenmul ¢ neuenounou HeOOCMamo4HOCMbIO

[Tpu HapymeHun GyHKIMU TICUYCHU 03y Ipernapara AtopBactatuH - TAJl HE0OOXOIMMO CHIKATh
IPU PETYISIPHOM KOHTPOJIE CHIBOPOTOYHONM AKTHUBHOCTH «II€YEHOYHBIX» TpPAaHCAMHMHA3:
acniapratamuaoTpancdepasbl (ACT) u anannHamuHOTpanchepassr (AJIT).

HauueHmbz C noYeqnoll HedoCmamo4HoCmobio
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Hapymienne ¢yHKIMM TOYeK HE BIMAET HAa KOHICHTPALMIO aTOPBACTaTUHA WM CTENEHb
cHwkeHus koHueHtpauuu XC-JIITHII B nna3Me kpoBH, MO3TOMY KOPPEKIUs 1036l Ipenapara He
TpebyeTcs.

Tayuenmul noscunozo eo3pacma

Paznuunii B TepaneBTHYECKOM A3PPEKTUBHOCTH U O€30MIaCHOCTH IpemnapaTta AtopBacTaTtut - TAJ]
y TalMeHTOB IOKWJIOTO BO3pacTa IO CPAaBHEHUIO C OOLIeld MOmyisinueil He OOHapyKeHO,
KOPPEeKIs 103kl He TpeOyeTcs (cM. pazaen 5.1.).

[IpriMeHeHre B KOMOWHAIIMY C IPYTUMU JIEKAPCTBEHHBIMH IIpermapaTaMu

[lpy HEOOXOAMMOCTH OJHOBPEMEHHOTO MPUMEHEHHUS C IMKIOCIIOPHHOM, TeIalpeBHPOM,
KOMOMHANMEH THUIIpaHABUP/PUTOHABUP J103a mpemapara ATtopBactatuH - TAJl He momkHa
npeBbimath 10 Mr B cytku (cM. pazaens 4.4.,4.5. u 5.1.).
He pexomenayercss TpPUMEHAThH aTOPBACTATUH TAlMEHTaM, IOJYYaIOUIUM  TEPAITUI0
JIETEPMOBHUPOM OJTHOBPEMEHHO C IUKJIOCIIOPUHOM (cM. paznensl 4.4. u 4.5.).
dapMaKOKMHETUYECKHE JIEKAPCTBEHHbBIE B3aMMOJEHCTBHUS, KOTOPBHIE MPUBOIAT K ITOBBIIICHUIO
CHCTEMHOM KOHIICHTpPAIH aTOpBAaCTaTHHA B IIa3Me KPOBH, TAK)Ke OBLIM OTMEYEHBI C APYTUMHU
MHTUOUTOpPaMHU MpOTeasbl BHpyca MMMYyHoeunuTa dyenoseka (BUY) (ionmmuaBup/putoHaBHp,
CaKBUHABUDP/PUTOHABHD, AapyHABUP/PUTOHABUD, (hocaMIpeHaBup, pocaMIpeHaBup/pUTOHaBUD U
HenpuHABHp),  MHTCHOMTOpaMH  mpoTeasbl  BupycHoro  rematuta C  (OGouempeBwup,
9110aCBUP/TPA3ONPEBUP, CUMEINPEBUP), KIAPUTPOMHUIIMHOM, UTPAKOHA30JIOM M JICTEPMOBHPOM.
CrenyeT coOoaaTh OCTOPOKHOCTh MPU OJTHOBPEMEHHOM MPUMEHEHUH yKa3aHHBIX IPErapaToB
C aTOpBACTaTMHOM. PEKOMEHIyeTCs NPOBECTH COOTBETCTBYIOIIYIO KIMHHYECKYIO OLICHKY H
MPUMEHSAThH CaMyI0 HU3KYIO 3P (QEKTUBHYIO 103y aTopBacTaTuHa (CM. pa3aeinsl 4.4. u 4.5.).
VY manueHToB, OJHOBPEMEHHO IPHMEHSIOINX HPOTHBOBHPYCHBIE MpenapaThl s JICYCHHUS
BupycHoro renatuta C (3:m6acBUp/Tpa3onpeBup) C aTOPBACTATHMHOM, /1032 aTOpBAacTaTHHA HE
JloJKHA TipeBbimaTth 20 Mr B cyTKH (cM. pasnenst 4.4. u 4.5.).

eTu
[Tpumenenue npemnapata Atopactatus - TAJ] y neteit B Bozpacte A0 18 JeT mpoTHUBOMOKa3aHO,
3a UCKJIIOYCHHEM TeTepO3UTOTHOW CEMEWHOW TMIEepXOIeCTEPHHEMHUH (II0 TaHHOMY ITOKa3aHHIO
NpUMEHEHHE MPOTHBOIOKA3aHO y aeTeid B Bospacte no 10 mer). HemocTaToyHO KIMHHYECKHX
JAHHBIX 110 3¢ (GEKTUBHOCTU M OE30MaCHOCTH TIperapara B JaHHOW BO3PACTHOM IpymIie.
Jemu c 10 0o 18 nem npu cemepo3ucomuoil cemelnou sunepxoiecmepunemun
Pexomenmyemast HaganpHas mo3a — 10 Mr pa3 B cyTtku. Jlo3a MokeT ObITh yBenmueHa 10 80 Mr B

CYTKH C Y4ETOM KIMHUYECKOTO 3P (PeKTa 1 MePeHOCUMOCTH.
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Jo3y mpenapara AtopsactatuH - TAJ[ HeoOxomuMo moAO0MpaTh B 3aBHCHMOCTH OT IENH
runoaunuaeMuyeckoil Tepanuu. Koppekuus 103bl JODKHA MPOBOAUTHCS C MHTEpBaIaMU OJUH
pa3 B 4 HeAenu uiu OoJIbIIe.

Cnocob npuMeHeHus

Buyrpes. Tabnerku crnenyer mporiateiBaTh LENMKOM, 3anuBas Bojaoil. [IpuHumate TabieTku
Kbl JIeHb MPUOIN3UTENBHO B OHO U TO K€ BPeMs CyTOK HE3aBUCHUMO OT IIpHeMa MHIIH.
4.3. IlpoTuBONOKA3aHUSA

e [UmepuyyBCTBUTENBHOCTh K AaTOPBACTATMHY W/WIM K JIIOOOMY W3 BCIIOMOTATENbHBIX
BEIIECTB, IEPEUUCIICHHBIX B paznene 6.1.

e AkTHBHOe 3a0oJieBaHWE TI€YCHH WM TIOBBIIICHHE AaKTUBHOCTH «IICUYCHOYHBIX)»
TpaHCaMMHA3 B IUIa3M€ KPOBU HESICHOTO T'eHe3a Ooyiee 4eM B 3 pasa IO CPaBHEHHIO C
BEpPXHEU I'PaHULIEY HOPMBI.

e OnHOBpeMeHHOE MpUMEHEeHHE ¢ (Hy3UI0BOM KHCIOTOM.

e OnHOBpeMeHHOE MpUMEHEHUE MPOTHUBOBUPYCHBIX MpernapaToB
TJIeKanpeBUp/MUOpEeHTaCBUp IS JIeueHHs BUpycHoro remarura C.

e bepeMeHHOCTh U EepHO IPYAHOTO BCKapMiIuBaHus (cM. paszaen 4.6.).

e JKeHUIMHBI JETOPOJHOTO BO3pacTa, HE MCIOJB3YIOLUIME aJCKBAaTHbIE  METOJbl
KOHTpPALECIIUH.

4.4. Ocobble ykazaHus U MepbI MPEJOCTOPOKHOCTH PU MPUMEHEHU

C 0CTOPOKHOCTEHIO

VY nanueHTOB ¢ HamuuueM (aKkTOpPOB PHUCKA Pa3BUTUS padpomuonn3a (HapymeHue (QyHKIUU
MOYeK, TUIIOTUPEO03, HACIECICTBEHHBIC MBIIICYHbIC HAPYIICHUs Yy TMAIMeHTa B aHAMHE3e WM B
CeMEeHHOM aHaMHe3e, Y)K€ TEePeHEeCEHHOe TOKCHYECKOE BIIMSHHE WHTUOUTOPOB 3-THAPOKCH-3-
metmirmorapui-KoA-penykrasel  (IMI'-KoA-peaykraspl) (ctatuHbl) wuiad  ¢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 KOHIIGHTPAI[MM aTOpBAaCTaTHHA B IUIa3Me KPOBH (Hampumep,
B3aUMO/ICHCTBHUE C APYTUMH JIEKApPCTBEHHBIMHU CPEJCTBAMH)).

Buaunsiane Ha 11eyeHb

Kak u npu npuMeHeHnH APYTUX THIOJIUIHIEMHYECKIX CPEJICTB 3TOTO KiIacca, IPU NPUMEHEHUN
aTopBacTaTWHA OTMEYAIN YMEPEHHOE TOBbIIIeHHe (0oJiee ueM B 3 pasa 1o CpaBHEHUIO C BEpXHEH
TpaHuIleil HOPMBI) aKTUBHOCTH «redeHoYHbIx» TpancamuHa3 (ACT u AJIT) B miazme KpoBH.
Croiikoe NOBBIIIEHNE CHIBOPOTOYHOM AaKTUBHOCTU «II€YEHOUHBIX» TpaHCaMHHa3 (Oosiee 4yeM B
3 paza IO CpaBHEHUIO C BEpXHEW rpaHuLed HOpMbl) HaOmomanock y 0,7 % mnanueHTos,

MOJIy4aBIIMX aTopBacTaTuH. YacTora mogoOHBIX M3MEHEHUH NPH MPUMEHEHUH aTOpPBAcTaTHHA B

6
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nmo3ax 10 mr, 20 mr, 40 mr u 80 Mr coctasnsna 0,2 %, 0,2 %, 0,6 % u 2,3 % COOTBETCTBEHHO.
[ToBblllIeHHE AKTMBHOCTH «IE€YEHOYHBIX» TpaHCAMMHA3 B IUIa3Me€ KpPOBH OOBIYHO HE
COIPOBOXK/IAJIOCH XKENTYXOW WIH JPYTUMH KIMHUYECKUMHU MposiBIeHUsIMU. [Ipy cHU>KEHNHU 103b1
aTOpBacTaTWHA, BPEMEHHOW WM TOJHOW OTMEHE IpenapaTa aKTUBHOCTh «IIEUEHOYHBIX)»
TpaHCaMUHa3 B IUIa3Me KPOBM BO3Bpalllajach K HCXOAHOMY YPOBHIO. BOJBIIMHCTBO ManMeHTOB
NPOAOJDKAIM MpPHEM aTopBacTaTMHA B CHW)KEHHOM 03¢ 0e3 Kakux-1M00 KIMHUYECKHUX
MOCJICICTBUH.

Jlo nHavana Ttepamnuu, yepe3 6 Hexenb U 12 Henmenb MOcCie Hayala NMPUMEHEHUS Ipernapara
AtopBactatul - TAJl winM mociie yBEJIWYEHHsS €ro J03bl HEOOXOAMMO KOHTPOJIHMPOBATH
nokazatenu (QyHKOuM nedeHu. DYHKIUIO MEYeHH CIEAYeT KOHTPOJIUPOBaTh TaKXkKe IpU
MOSIBJIGHUN KJIMHUYECKUX MPU3HAKOB MOpaKE€HUs Me4YeHU. B ciyyae MOBBIMIEHUS aKTUBHOCTH
«TEYEHOYHBIX)» TPAaHCAMHHA3 B IIa3Me KPOBHU ClIeyeT KOHTposiupoBaTh akTuBHOCTh AJIT n ACT
B IUIa3M€ KPOBHU JIO T€X MOp, OKa OHA He HopMmanu3yercs. Eciu nosbimenne aktuBHoctn ACT
nnn AJIT B mnazme kpoBu Oosiee yem B 3 pasa, MO CPaBHEHHIO C BEPXHEH TI'paHUIEH HOPMBI,
COXpPaHAETCs, PEKOMEH/IyeTCsl CHUKEHHUE J103bl MIIM OTMEHA aTopBacTaTHHA (CM. pa3zaen 4.8.).
ATOpBacTaTHH ClEAYyeT NMPUMEHSATh C OCTOPOKHOCTBIO y IMALMEHTOB, KOTOPHIE YHNOTPEOISAIOT
3HAYUTEIBHOE KOJINYECTBO AJTKOTOJISI M/WIIM UMEIOT B aHaMHe3e 3a00JieBaHKe NeueHH. AKTUBHOE
3a00JIeBaHUE TEUYEHH WM TOCTOSHHO IOBBIIICHHAS AKTHMBHOCTb «II€YEHOYHBIX» TpaHCAMHUHAa3
IUIa3Mbl KPOBHU HESICHOIO TE€HEe3a SIBISIOTCS NMPOTHBOIOKA3aHMEM K IMPHMEHEHUIO Ipenapara
ArtopBactatud - TA/JI (cMm. pazgen 4.3.).

JIeficTBHE Ha CKEJIETHBIE MBIIIIIbI

VY nanueHToB, MOJIy4aBIIMX aTOPBACTaTHH, OTMeYaslach MUairus (cM. paszen 4.8.). Jluarnos
MHOMNATHUU CJIEAyeT MPeAroaraTh y mauueHToB ¢ quddysHoi Muanruei, 6071€3HEHHOCTHIO WITH
caboCThI0O MBI  W/WIM ~ BBIPQKEHHBIM  IOBBIIIEHHEM  CHIBOPOTOYHOM  aKTHBHOCTH
kpearuHpocoknaaszsl (KOK) (6onee yem B 10 pa3 1mo cpaBHEHHIO ¢ BEPXHEH IPaHUTICH HOPMBI).
Tepanuto npenaparom ArtopBactaTud - TAJl cieayeT npekpaTuTh B ClIydae BBIPaXXEHHOI'O
MTOBBIIIEHUS CHIBOPOTOYHOM akTHBHOCTH K®K mpu Hamnmumm noATBEpKICHHONW MUONATHUU WU
MOJIO3PEHUU Ha ee pa3BuTHE. PHCK pa3BUTHA MHMONATHM MOBBILAICA MPU OJHOBPEMEHHOM
IPUMEHEHUN  JIEKApCTBEHHBIX  CPEACTB, IOBBILIAIOMIMX  CUCTEMHYK  KOHLEHTPAIUIO
aTopBactatuHa (cM. pazaens 4.5., 5.1.). MHoOrue u3 3TUX npenapaToB HHTHOMPYIOT META00IIN3M,
omocpenoBanublii  m3opepmerrom CYP3A4, w/wmm TpaHCHOPT JIEKAPCTBEHHBIX BEIICCTB.
NzBectrno, uro m3odepment CYP3A4 — ocHOBHOW wu30(pepMEHT TMEYCHH, YYaCTBYIOIIUN B
ounotpanchopmaru aropBactaruHa. [Ipumenss npenapatr Atopactatul - TAJ] B coderanuu ¢
¢ubparamu, SPUTPOMHUIIMHOM, HMMYHOICTIPECCAHTAMH, A30JbHBIMH IPOTHBOTPHOKOBBIMH

cpeacTtBamu, uHruomropamm mporeassl BUY/Bupyca rematuta C, JI€TepMOBHpPOM WU
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HUKOTMHOBOM KHCIIOTOM B JMNUICHIKAIOMIMX jA03ax (Oosmee 1r B CyTku), Bpauy JOKEH
TIIATEIbHO B3BECUTh OKUIAEMYIO MOJb3Yy JICUEHUS U BO3MOXKHBIA puck. Cieayer peryiaspHo
HaOJI0AATh MALMEHTOB C IIEJIBI0 BBIABICHUS 00JIeH WiIH c1abOCTH B MBIIIIIaX, 0COOEHHO B TEUEHUE
NEPBBIX MECALEB TepaluM U B MEPUOJl YBEIMUEHHUS J03bI JIOOOr0 M3 yKa3zaHHBIX cpelcTB. B
ciIydyae HEO0OXOJUMOCTH KOMOMHHMPOBAHHOW Tepamuu cielyeT paccMaTpuBaTh BO3MOXHOCTh
npUMeHeHHs 0oJiee HU3KUX Ha4aJbHBIX U MOJEPKUBAIOIIMX /103 BhILLIENEPEUHCICHHBIX CPEJICTB
(cMm. paznen 4.2.). He pekoMenayeTcs 0IHOBPEMEHHOE IPUMEHEHNE aTOpBacTaTUHA U (Py3UI0BOM
KHUCJIOTBI, MOATOMY BO BpeMsl IpUMEHEHMs (Py3UI0BOM KHCIOTHl PEKOMEHJI0OBaHA BpEMEHHas
OTMEHa aropBacTaTHHa. B MOJOOHBIX CHUTyallUIX MOXKHO PEKOMEHIOBATh IEPHOAMYECKUI
KOHTPOJIb CBHIBOPOTOYHOM akTHUBHOCTH K®K, X0Td Takoe MOHUTOPHUpPOBaHHE HE IO3BOJIAET
IPEeIOTBPATUTh Pa3BUTHE TsKeNON Muonaruu (cM. paszuen 4.5.).

3aperucTpupoBaHbl COOOIIEHHS O Pa3BUTUM HMMYHO-OIOCPEJOBAHHOM HEKPOTHU3HUPYIOLIEH
muonatun (MOHM) Bo Bpemst wim mocie JieueHUs HeKOTOphIMHU cTaTuHaMmu (cM. paszzaen 4.8.).
MOHM knuHMYECKH XapaKTepHU3yeTcsl CTOWKOW MPOKCUMANIbHOW MBIIIEYHON CIa0OCThIO |
NOBBIIIEHHBIM YpPOBHEM KpPEaTMHWHKHMHA3bl B CBIBOPOTKE KpPOBH, KOTOPBIE COXPaHSIOTCS
HECMOTpsI Ha IpeKpallleHue JIeYeHusl cTaTuHamu, HannuueMm antuten kK ' MI'-KoA-penykraze u
yJIy4lIEHHEeM [IPU IPUMEHEHUU UMMYHOETIPECCAHTOB.

Jlo Hayana JeueHus

ATOpBacTaTHH CcJeIyeT C OCTOPOXKHOCTBIO Ha3HayaTh HanuMeHTaM ¢  (akropamu,
IPEIpacoaralolluMy K pa3BUTHIO padaoMuonu3a. Jlo Havana TepanmuM aToOpBacTaTHHOM
ClIeyeT IPOBOIUTH KOHTPOb akTUBHOCTH KDK B m1asme KpoBH B CIEIYIOMINX CIyYasX:

e HapyuieHue GYHKIMH MOYCK;

® TUIIOTHPEO3;

® HACJEICTBEHHBIC MBIIICUYHBIE HAPYIICHUS y TMAlMEHTa B aHaMHE3e¢ WJIM B CEMEHHOM
aHaMHe3e;

® yXe [epeHEeCeHHOE TOKcuueckoe BiusgHue HHruoutopos ' MI'-KoA-penykra3sbl (CTaTHHBI)
WM (puOpPaTOB HAa MBILICYHYIO TKAHb;

e 3a00JeBaHUS TEYEHH B aHaMHe3€ W/WIM TMAIMEHTHI, YHNOTPEOJSIONINEe ajJKorojb B
3HAYUTEJILHOM KOJIMYECTBE;

e y DAIMEHTOB B Bo3pacTe crapmie 70 JeT ciaenyeT OLEHUTh HEOOXOJUMOCTh KOHTPOJIS
nokazatens KOK B minazme KpoBH, yUUTBIBasl TO, YTO y 3THX HAIL[MEHTOB, KaK IPABUIIO,
y’Ke UMEIOTCsI (DaKTOpBI, MPeIpacoIararoie K pa3BUTHIO pabIOMUOIIH3a;

® CHTYyalud, B KOTOPBIX OXHJIAETCS MOBBIIICHNE KOHIIEHTPAIMU aTOpBacTaTHHA B IIa3Me
KPOBH, TAaKH€ KaK B3aUMOJCHCTBUS C APYTHMH JIEKAPCTBEHHBIMU CPEICTBAMU (CM. pasien

4.5)).
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B Takux cuTyanmusx cieayeT OLEHUTb COOTHOIIEHUE «I0JIb3a — PHUCK» M OCYLIECTBIATH
MEAMILIMHCKOE HAa0JII0/IEHUE 3a COCTOSHUEM TMallMEeHTA.

B ciyuae 3HaunTENBPHOTO OBBITIICHUS CHIBOpOTOUHON akTUBHOCTH KDK (OoIee ueM B 5 pa3 Boillie
BEpXHEH rpaHUllbl HOPMBI) HE CJIelyeT HAUMHATh TePaio aTOPBACTATHHOM.

[Ipu mpuMeHeHnn atopBacTaTHHa, Kak U Apyrux HHruOuTopoB I'MI'-KoA-peaykrasbl, onucaHsl
peakue ciaydam pabaoMHUOIM3a € OCTPOH IMOYEYHOH HEeIOCTaTOYHOCThIO, OOYCIOBIEHHOM
Muorinoounypuei. @akTopoM puUcCKa pa3BUTHUA PaOAOMHOIM3a MOXKET OBITh HPEIIECTBYIOLIEE
HapylleHue (QyHKUMU MOoYeK. TakuM NaluMeHTaM cienyeT oOecrneuuTb Oojiee TIIaTeabHbIN
KOHTPOJIb COCTOSIHHMSI CKEJIETHO-MBIIIEYHOW cUCTeMbl. [Ipy MosiBI€HWHM CUMITOMOB MHUOINATUU
WIM Hadu4yuu (aKTOpOB PUCKA Pa3BUTHUS MOYEUHOM HEJOCTATOYHOCTH Ha (oHE padaoMHUOIM3a
(HampuMep, TsDKENOe TeueHUe OCTpoM HH(pEKuMH, apTepuanbHas TUIOTEH3Us, OOLIMpPHOE
XUPYPrUueCKOe BMEIIATENbCTBO, TPaBMbl, MeETa0OJMYECKHE, HHIOKPUHHBIE H  BOJHO-
AJIEKTPOJIUTHBIE  HAPYILEHUS, HEKOHTPOJMPYEMbIE CYIOpPOrM) TEpamnuio  Ipernaparom
AropBactatuH - TA/J] ciexyeTr BpeMEHHO NPEKPATUTh WIIN TOJTHOCTHIO OTMEHUTb.

Bunmanme! IlanneHTOoB HEOOXOIMMO MNPEAYNPEIUTh O TOM, YTO UM CIEIyeT HEMEIJICHHO
00paTUTHCS K Bpady MpH MOSIBICHUN HEOOBICHUMBIX 00JI€H MIIM MBILIEYHON C1ab0CTH, OCOOEHHO
€CJIM OHU COINIPOBOXK/IAIOTCS HEOMOTaHUEM WIIN JIMXOPAJKOH.

Muactenus FDaBI/IC/ TJ1a3Hasd MUACTCHUA

Coo0mranock, 4T0 B HEKOTOpBIX ciydasx uHruoutopel ['MK-KoA-pemykraspl (cTaTuHBI)
BBI3BIBANIM pa3BUTHE de NOvo WM yCyryOJIsuld paHee CYIIECTBOBABIIYIO T'€HEPAIN30BAHHYIO
MHUACTEHHUIO TPaBUC WJIM IJIa3HYI0 MUACTEHMIO (CM. pa3zaen 4.8.). B ciiyuae BOSHMKHOBEHUS WU
YTSDKEJIEHUS CUMITOMOB MHAcTeHMU IpueM npenapata AropsactaTuH - TAJl crienyer
npekpatuTb. CooOLIAIOCh TAKXKE O PELUIMBAX MHACTEHUU IPU MOBTOPHOM IMPHEME TOrO XKe
CTaTWHA W TPU puMeHeHun apyroro uHruouropa 'MK-KoA-peaykrasb.

I'emopparndyeckuii MHCYIET

[locne cneumanpHOTO aHamW3a peE3YJIbTAaTOB KIMHUYECKOTO HCCIICAOBAaHHUSA C Y4acTHEM
4731 narenta 6e3 BC, nepeHecnx HHCYJIBT WM TPAH3UTOPHYIO HIlleMIuecKyro ataky (THA)
B TEUCHHE TPEABIIYIINX 6 MeCAIeB, KOTOPBIM ObUT Ha3HaueH aropBacTaTuH 80 Mr B CyTKH, Oblia
BBISBJICHA 00Jiee BBICOKAsl 4aCcTOTa TeMOPPAarndecKuX MHCYJIBTOB B TPYIIE aTOPBACTATHHA TI0
CPaBHEHHIO C TPYIIOH miamnedo (55 — B rpynme aropBacTaTHHA IPOTUB 33 — B rpyriie miane6o).
[TanmeHTsI ¢ reMOpparnyeckuM MHCYJIHTOM Ha MOMEHT BKIIIOUEHHS B MCCIICIOBAHNE UMENH Ooee
BBICOKHI PHUCK JJIsI TIOBTOPHOTO TeMOpparmdeckoro WHcynbra (7 — B TpyImme aTopBacTaTHHA
npoTHB 2 — B rpynre 1wiane6o). OmHako y MareHToB, MOMyYaBIIuX aTopBacTaTuH B 03¢ 80 Mr
B CyTKH, OBUIO MEHBIIIE HHCYJIBTOB JI0OOTO THma (265 mportmB 311) u MeHbIIE cepaeyHO-

cocyucThIx coobituii (123 mpotus 204).
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CaxapHblii guader

Hexotopeie nannple moaTBepknarT, uro WHruOuTopbl ['MI-KoA-penykTasbl (CTaTHHBI) Kak
KJIacC MOTYT NPUBOAMTH 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 MOJB3Yy OT Tepanuu uHruouTopamu ['MI-KoA-penykrassl (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.

HuaTepcruimanbHoe 3a00JIeBaHNE JTETKUX

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 30POBBs (YyTOMIIIEMOCTh, CHIDKCHHE MAcChl Tella M JIMXopanka). B cioydae, ecnm y
MalyeHTa MoJ03pEBaCTCsl HHTEPCTUIIMATBHOE 3a00JI€BaHUE JIETKHUX, CIEAYeT OTMEHHUTD TEPAITHIO
aTOPBACTAaTHHOM.

OHIOKpUHHAs KLU

[pu npumenennn narn6utopoB ' MI'-KoA-peaykra3sl (CTaTUHBI), B TOM YUCIIE U aTOPBACTATHUHA,
OTMEYAINCh CJIy4ad MOBBILEHHUS KOHUIEHTpanmuu HbA1 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,
JIe(GHUINTOM JIAKTa3bl WIN TIIIOKO30-TATAKTO3HONW ManbaOcopOIyel He ciaenyeT IpUHIMATh 3TOT
npemnapar.

4.5. BzaumoneiicTBue ¢ JAPYrUMH JIEKAPCTBEHHbIMHM INpenaparaMd M JApyrue BHJbI
B3aMMO/eCTBUSA

ATtopBactaTuH MeTabom3upyetcs cuctemoit uroxpoma P450 3A4 (m3odpepmernrom CYP3A4) n
SBIIICTCSL CyOCTPATOM TPAaHCIOPTHOTO MOJUNeNTH A opranndecknx aHnoHo 1B1 (OATP1B1) u
1B3 (OATP1B3). Metabonutsl aropactaTisa siBisitorcst cyocrparamu OATP1B1. Takke Obu10

YCTAQHOBJICHO, YTO aTOPBACTATHH SIBISIETCS CyOCTpaTOM Oelka MHOXKECTBEHHOH JIeKapCTBEHHOU

10
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pesuctentHoct 1 (MDR1) u 6enka pesuctenTHocTH paka MonouHo xene3sl (BCRP), kotopsie
MOTYT OrpaHWYMBATh BCAaChIBAHME B KHUIIEYHUKE M KIUPEHC aropBacTaTUHa B IEYEHU
(cm. paznmen 5.2.). OngHOBpEeMEHHOE TNPUMEHEHME C  JIKapCTBEHHBIMU  IIperaparamy,
apisomMucs uHruouropamu usopepmenra CYP3A4 wnm OenKOB-NEPEHOCUHUKOB, MOXKET
IIPUBECTH K MOBBIIIEHUIO KOHIIEHTPALUK aTOpBacTaTUHA B IJ1a3Me KPOBH U K MOBBILICHUIO PUCKA
pa3BUTUS MUONATUU. PHCK MOXeT OBbITh TakkKe yBEJIWYEH MPU OJHOBPEMEHHOM HPUMEHEHHH
aTOpBAcTaTHHA U JPYTUX JIEKAPCTBEHHBIX MPENapaToB, CHOCOOHBIX BbI3bIBATh MUONATHIO, TAKUX
Kak ¢pudpatel v 33eTUMHO (cM. pazaen 4.3. u 4.4.).

Bo Bpems nedenus unrubutopamu I'MI-KoA-pemykTaspl nmpu 0JHOBPEMEHHOM NPUMEHEHHUH
LUKJIOCIOPUHA, HUKOTMHOBOW KHCJIOTHI B JIMIMUACHWKAIOIIKX J03ax (Oonee 1T B CyTKu) WU
uHruouTOopoB  m3opepmenra CYP3A4  (mampumep, DPUTPOMHIIMH,  KJIAPUTPOMMIIMH,
IPOTUBOIPUOKOBBIE CPEICTBA — IPOU3BO/IHBIE a30J1a) MOBBIIIAETCS PUCK Pa3BUTHS MUOIIATHHU (CM.
paznen 4.4.).

Huarudurops! nzodpepmenra CYP3A4

IMockonbky atopBactatuH MeTtabonusupyercsi uzopepmentom CYP3A4, onmHOBpeMeHHOE
MpUMeHeHue aTtopBacTtaTuHa ¢ uHruomropamu uzodpepmenta CYP3A4 moxxeT mpuBOAWTH K
YBEITMUCHHUIO KOHILEHTPALMU aTOpBacTaTWHa B Iuia3Me KpoBH. CTeNeHb B3aMMOJCHCTBUS U
¢ deKxTa TOTCHUUPOBAHUS ONPEACTICTCS BapHaOEIbHOCTBIO BO3JCHCTBUS Ha H30(EpMEHT
CYP3A4 (cm. paznen 5.2.).

Bbeo  ycraHoBieHo, uTo MomuHble uHTHOMTOpPHl uU30depmenta CYP3A4 mnpuBomar k
3HAYUTEILHOMY IIOBBIIICHUIO KOHIIEHTpPAIMM aTopBacTaTMHA B IUIa3Me KpoBu. CremyeTr 1o
BO3MOXXHOCTH H30€raTh OJHOBPEMEHHOTO HPUMEHEHHs MOIIHBIX MHTHOUTOPOB H30(epMeHTa
CYP3A4 (takux Kak IMKJIOCTIIOPHUH, TEIUTPOMHUIMH, KIAPUTPOMHUIIMH, JIENaBUPAMH,
CTHPHMIIEHTOJI, KETOKOHA30JI, BOPUKOHA30Jl, HTPAKOHA30Jl, I103aKOHA30J, HEKOTOpHIE
NPOTHBOBHPYCHBIE MpenapaTsl, IpUMEHsIEMbIE [UIsl JIeueHHus: BUpYycHOro remnatura C (Hanpumep,
anbacBUp/Tpa3onpeBup), ¥ MHrHOUTOpHI mpoTrea3sl BUY, BkiIrodass pUTOHABUP, JONHHABUD,
aTa3aHaBUp, MHIMHABHD, TapyHaBUpP W Ap.). Eciam onHOBpeMEHHBIN NMpHEM 3THX MpenaparoB
HEO0OXOaMM, CIIeAyeT PACCMOTPETh BOZMOYKHOCTh Hayajia Teparyuy ¢ MUHUMAaJIbHOM J03bI, a TaKKe
CJIEZyeT OLIEHUTH BO3MOXKHOCTh CHHKEHHUSI MAaKCUMAJILHOH J103Bl aTOPBACTATHHA.

Ymepennsie uHrHOUTOpPHI M30(epmeHnTa CYP3A4 (mampumep, SpPUTPOMHUIINH, JUITHA3EM,
BepanamMui ¥ (UIyKOHA30J) MOTYT MPUBOJIUTH K YBEIWYCHUIO KOHIIEHTPAIMK aTOpBAcTaTHHA B
wra3Me kpou. Ha ¢one omHoBpemeHHOTo mpumeHeHuss wHruoutopoB ['MI'-KoA-pemykrasbr
(cTaTHHBI) U YPUTPOMUIITHA OTMEYANIN MOBBIIIEHHBIN PUCK Pa3BUTUS MHoNaTuu. MccnenoBaHus
B3aMMOJICHCTBHS aMHOJIapOHA WIM BepalaMuiia U aTOpBacTaTWHA HE MPOBOJIMINCH. VI3BeCTHO,

YTO M aMHOJApoH, M BepamaMuil HHIUOMPYIOT akTuBHOCTh wu3odpepmenta CYP3A4, u

11
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OJTHOBPEMEHHOE MPHUMEHEHHE OSTHX IMPErnapaToB C aTOPBACTATUHOM MOXET MPUBECTH K
NOBBIMICHUIO JKCMO3MIUM AaTOpBacTaTHHA. B CBS3W C O3TUM PEKOMEHAYETCSl CHU3UTh
MaKCHMAJIbHYIO J103y aTOpBacTaTWHA M MPOBOJUTH COOTBETCTBYIOUIMH MOHUTOPUHT COCTOSIHUS
NalyeHTa MpH OJHOBPEMEHHOM NPUMEHEHHH C YMEPEHHBIMH WHTHOMTOpaMH H30(epMeHTa
CYP3A4. KoHTpoib ciieyeT OCyIEeCTBIATh OCIe Hayala Tepanuu U Ha (POHEe U3MEHEHUS J103bl
uHruouropa nzogpepmenra CYP3A4.

T'emdbudpo3nn/dudpaTel

Ha ¢one npumenenuss ¢puOpaToB B MOHOTEpANMM MEPHOJNYECKH OTMEYaIH HEXelaTelbHbIC
peaKIyy, Kacaroluecs: CKeJICTHO-MBIIIIEYHON CUCTEMBI, B TOM 4ucie pabaomuonu3. Puck takux
peaknuii BO3pacTaeT NpU OJHOBPEMEHHOM INpHMEHeHHH (udpaTtoB M aropBacTtaTHHa. Ecnum
HEBO3MOKHO M30€XaTh OJJHOBPEMEHHOTO TPUMEHEHHS 3TUX MPENapaToB, TO CIEAYET MIPHUMEHSTh
MHUHAMAIIBHYIO 3()()EKTUBHYIO 03y aTOpBacTaTWHA, a TAaKXKe CIEAYyeT MPOBOJUTH PETyJISpHBIN
KOHTPOJIb COCTOSTHUSI MTAIIHEHTOB.

O3eTuMuod

[Tpumenenune 33eTuMuOa CBSI3aHO C Pa3BUTHEM HEXKENNATENbHBIX PEAKIUN CO CTOPOHBI CKEIETHO-
MBIIIEYHO! CHCTEMBI, B TOM YHCJIE pa3BUTHE pabaomMuonn3a. PUCK TakMX peakiuii MOBBIIIAETCS
Ipyd OJHOBPEMEHHOM IPUMEHEHHWH 33eTUMHOA W aropBacTaTUHA. J{Isl TakuMX TMalMeHTOB
PEKOMEH/TyeTCsl TIIATeIbHOE HAOII0IeHNE.

OpUTPOMULINH/KIAPUTPOMHULINH

[Ipu ogHOBpEeMEHHOM NMPUMEHEHHH aTopBacTaTHHA U 3puTpomunuHa (mo 500 Mr ueThIpe pas3a B
CyTKH) wWiau KiaputpomuiHa (mo 500 Mr gBa pasa B CYTKH), MHTHOMTOPOB H30(epMEeHTa
CYP3A4, nabmtonanoch MOBBIINICHHE KOHIICHTPAIMU aTOpBacTaTHHA B IUIa3Me KpPOBU (CM.
paznenst 4.4. 1 5.2.).

HMuruburopsl mpoTeas

OnHOBpEeMEHHOE NPUMEHEHHE AaTOpBacTaTHMHA C WHTUOMTOpaMHM MpOTea3, M3BECTHBIMH Kak
uHrHOuTOpEl  M3odepmenta CYP3A4, compoBoXIaeTcs  YBEIMYCHHEM  KOHIICHTpAITUU
aTOpBacTaTHHA B IIa3ME KPOBH.

Jnntrazem

OnHoBpeMEeHHOE TMpUMEHEeHHe aTtopBacTaTMHa B Ao3e 40 mMr ¢ guntuazemoM B jo3e 240 mr
NPUBOJUT K YBEIMYCHUIO KOHLIEHTPAIIUU aTOPBACTaTHHA B TIa3Me KpOBH (cM. paszaen 5.2.).
[Humetnann

KinHnveckn 3Ha4MMOTro B3aMMOJICHCTBHS aTOPBAcTaTHHA C IUMETHANHOM HE OOHAPYKEHO (CM.

paznen 5.2.).
Utpakonazon

12



0.05.2024 Ne 9781

-
OT U U UL

(MOCNEOCBATENBEHOCTL 0003)

COOTBETCTBYET ZKCNEPTHOMY OTUYETY

OpaHOBpeMeHHOE MPUMEHEHHE aTopBacTaTuHa B 1o3ax oT 20 mr 10 40 Mr u uTpakoHasoja B 103€
200 Mr MpUBOAMIO K YBEIMYEHHUIO 3HAYEHUS IUIOIIAAN IOJI KPUBOH «KOHIEHTPALMUSI-BPEMSD»
(AUC) aTopBacTtaruna (cM. pazznen 5.2.).

I'perindpyToBbIA COK

[TockonbKy Trpedn@pyTOBBI COK CONSPKHUT OIWH HIM HECKOIBKO KOMIOHEHTOB, KOTOpBIC
uHru6upyot nzopepmeHtT CYP3A4, ero upesmeproe notpedienue (6onee 1,2 1 B 1€Hb) MOKET
BBI3BIBATh YBEIMYCHUE KOHIICHTPALMH aTOPBAcTaTHHA B IJIa3Me KPOBH (CM. paszen 5.2.).

HMHrnouTOpsl TPAaHCIIOPTHOrO OeaKa

ATopBacTaTHH SIBISIETCS] CYOCTPATOM TPAHCIIOPTEPOB PEPMEHTOB MEYeHH (CM. pazzeln 5.2.).
OpnHOBpeMEHHOE MPUMEHEHHE aTopBacTaTuHa B 103e 10 Mr v HUKI0CHOpHHA B 103€ 5,2 MI/KI/CyT
NPUBOJMIO K TOBBIIIEHUIO YPOBHS CHUCTEMHOIO BO3AEHCTBUS aTopBacTaTHHA (yBEIHMYEHUE
nokazatenss AUC B 8,7 paza) (cm. pasmen 5.2.). LIuKiIOCHOpHH SIBJISETCS WHTHOMTOPOM
TPAaHCHIOPTHOTO mojunenTuaa oprannueckux anuonoB 1B1 (OATP1B1), 1B3 (OATP1B3),
npoteuna, accoruupoBanHoro ¢ MDR1 wu BCRP, a takke wu3odpepmenta CYP3A4,
CJIEI0BATEIIBHO, OH MOBBIIIAET YPOBEHb CUCTEMHOI'0 BO3/ieiicTBUA aropBacTaTiHa. CyTo4Has 1032
aTopBacTaTUHA HE J0JhKHA mpeBbimarh 10 mr (cM. pasaen 4.2.).

OnHOBpEeMEHHOE TPUMEHEHHUE C MpenapaTaMy, COACPKAIINMH TIIEKaIPEBUpP WIH MHOPEHTACBHD,
MPOTHUBOIIOKa3aHo (cM. pasnen 4.3.).

OnHOBpEMEHHOE MPUMEHEHUE aTopBacTaThHa B 03¢ 20 Mr u terepmoBupa B 103¢ 480 MT B CYyTKH
MPUBOJIMIIO K TIOBBIIICHUIO YPOBHS BO3/ielicTBHs aropBacTaTtuHa (cooTHomenue AUC: 3,29) (cm.
pasaen 5.2.). JlerepmoBHp SBiISE€TCS MHTHOUTOPOM TpaHCHOPTEPOB mpocrarnaHanHa, BCRP,
MRP2, OAT2 u nedenounoro tpancroptepa OATP1B1/1B3, takum 0o0pa3oM, OH yCHIHBAeT
ypOBeHb BO3aeiicTBUs aTopBacTatuHa. CyTouHas 103a aToOpBacTaTHHA HE JOJKHA IPEBBIIIATH
20 mr (cMm. pazaen 4.2.).

BenmuunHa omocpenoBaHHBIX JICKApCTBEHHBIX B3ammozeiicTBuii  m3odepmenra CYP3A wu
tpancnioptepoB OATP1B1/1B3 Ha coBMECTHOE TPUMEHEHHE MTPETapaToB MOXKET OTIINYAThCS TIPU
OJIHOBPEMEHHOM HAa3HA4YE€HUU JIETEPMOBUPA € LUKIOCIOpUHOM. He pekomMeHayeTcss IpuMeHsITh
aTOpPBaCTaTUH MAIMEHTaM, [OJy4arolllUM TEpaluilo JIETEPMOBUPOM OJHOBPEMEHHO C
LUKJIOCHOPUHOM.

DOnbacBup u rpazonpeBup sBisrores naruoutopamu OATPIB1, OATP1B3, MDR1 u BCRP,
CJIEIOBATEIbHO, OHM IOBBIIAIOT YPOBEHb CHUCTEMHOIO BO3JEHCTBHS aropBacTaThHa. llpm
OJIHOBPEMEHHOM ITPMMEHEHUH CYTOYHAsl 103a aTOpBAacTaTUHA HE JOJDKHA IpeBbimaTh 20 Mr (cM.
paznen 4.2.).

HNunykropsl n3odepmenra CYP3A4
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OpHOBpeMEHHOE MpPUMEHEHUE aropBacTaTMHa ¢ uHAYKTOopamu uzopepmenta CYP3A4
(Harmpumep, 3¢daBupeH3, pupaMIMLIMH WM mpenapaTsl 3Bepo00si MPOIBIPSIBICHHOI0) MOXKET
OPUBOJAUTh K CHUKEHHIO KOHIEHTpAallMM aTopBacTaTWHa B IUIa3Me KpoBH. BcnenctBue
JIBOMCTBEHHOTO MEXaHW3Ma B3aMMOJAEWUCTBUS C pUPAMIMIMHOM (MHIOYKTOp H30(epMeHTa
CYP3A4 wu wunruburtop tpancnoptHoro Oenka renmatouutoB OATP1B1) pexomenayercs
OJIHOBPEMEHHOE TPUMEHEHHUE aTopBacTaTUHA U pU(PaMIIUILIKMHA, IOCKOJIBKY OTCPOUYEHHBIH TpuemM
aTopBacTaTWHA IOcie MpueMa pupaMIMLIMHA T[PUBOJUT K CYIIECTBEHHOMY CHHYKEHUIO
KOHIIEHTpAalluM aTOpBacTaTHHA B IIa3Me KpoBH (CM. paszen 5.2.). OnHako BIMsHUE pupaMIuLIiHa
Ha KOHIIEHTPAIMIO aTOPBACcTaTHHA B FeNaTOLMTaX HEU3BECTHO, U B CIIyYae, €CIIU OJHOBPEMEHHOTO
IPUMEHEHUs] HEBO3MOXHO M30eXaTb, CIEAyeT TIIATeNbHO KOHTPOJIUPOBATh IPPEKTUBHOCTH
TaKkoil KOMOMHAIIMK BO BpeMs TEpaIiH.

AHTaIM/IBI

O/HOBpEMEHHBIN MTPUEM BHYTPb CYCIICH3HH, COJCpIKaIeld MarHus TUAPOKCU H/UIIH aTFOMHHUS
TUAPOKCHI, CHUXAJI KOHIICHTPAIMIO aTopBacTaThHa B masme kposu (m3menenue AUC: 0,66),
OJIHaKo cTerneHb cHkeHus konueHtpauu XC-JIITHII B mna3me kpoBH npu 3TOM HE U3MEHSIACK.
DeHazoH

ATOpBacTaTHH He BIUSAET Ha (hapMaKOKMHETHKY ()eHa30Ha, TOITOMY B3aUMOACHUCTBHE C PYyTUMHU
npenaparaMy, MeTaOOJIM3UPYIOUIMMHUCS TEMU K€ H30(epPMEHTaMH CHUCTEMBI IIUTOXpPOMA, HE
OKUJAETCA.

Koaectumnon

[Ipu ogHOBpEMEHHOM ITPUMEHEHUH KOJIECTUIT0Ia KOHIIEHTPALKs aTOPBACTATHHA B IJIa3Me KPOBU
camwkanack (u3menenue AUC: 0,74), ogHako TUNOIUMHASMUYCCKUN A(PEGEKT KOMOWHAIIUU
aTOPBACTATHHA U KOJECTUIIOJA MPEBOCXOIUII TAKOBOW Ka)10T0 Mpenapara B OTAEIbHOCTH.
Juroxcun

[Ipu moBTOPHOM NpUEMe TUTOKCHUHA U aTOpBAcTaTuHA B 103€ 10 MI paBHOBECHBIE KOHLIEHTPALIUU
JUTOKCUHA B IUIa3Me KPOBHM HE MEHSUTUCh. OHAKO PU NPUMEHEHUH AUTOKCHHA B KOMOUHAIMH C
aTOpBacTaTUHOM B 03¢ 80 MI' B CyTKM KOHIIEHTpalMs JUTOKCHHA yBEIMUYMBANIach (M3MEHEHUE
AUC: 1,15). [TanuenTam, mOTy4YaronuM JUTOKCHH OJJHOBPEMEHHO C aTOPBACTATHHOM, TpeOyeTcs
COOTBETCTBYIOLIEE HAOIIOCHHE.

A3UTpOMULIH

IIpu oOnHOBpEeMEHHOM IIPUMEHEHMM aropBacTaTMHa B 03¢ l0Mr oguH pa3 B CYTKH U
asutpomunrHa B o3¢ 500 Mr ouH pa3 B CyTKH KOHLEHTpAIMsl aTOPBAaCTaTHHA B IIa3Me KPOBU
HE U3MEHSIIACh.

IlepopalibHble KOHTPAILIENTUBHbBIC IIPEeHapaThl
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[Ipy OAHOBPEMEHHOM TNPUMEHEHMM AaTOpBACTaTMHA U MEPOPATbHBIX KOHTPALETITUBHBIX
IpenaparoB, COJEPKAIIMX HOPATUCTEPOH W STHUHWIACTPAAMOJ, HAOMIOJANOCh 3HAYMTEIbHOE
nosbiiieHne AUC Hopatuctepona (u3menenue AUC: 1,28) u aTuHMIACTpaanoia (U3MEHEHUE
AUC: 1,19). Orot 3¢ ekt cienyeT y4UThIBaTh MPH BHIOOPE MEPOPATBLHOIO KOHTPALENTUBHOIO
npernapara JJs )KeHIIUH, IPUHUMAIOIIUX aTOPBACTAaTHH.

Tepdenaaun

[Ipy onHOBpEMEHHOM MNPUMEHEHUM aTOpPBAacCTaTWHA W Tep(eHaguHAa KIMHUYECKH 3HAYMMBIX
U3MEHEHUH (papMaKOKUHETUKH TeppeHauHa HE BBISIBICHO.

Bapdapun

B kimHMYeCKOM Hccael0BaHUM Y NAIMEHTOB, PEryJIApHO MOJYYaIOIUX TEPaIruio BappapuHOM,
OJTHOBPEMEHHOE NMPUMEHEHHE aTopBacTaTHHA B 03¢ 80 MI' B CyTKH IMPUBOJIMIO K HEOOJBIIOMY
YBEJIMYEHHUIO TPOTPOMOMHOBOIO BPEMEHH, MPUOIU3UTENBHO Ha 1,7 CEKyH/IbI, B TEUEHHE MEPBBIX
4 nueit Ttepanuu. [lokasaTenp BO3Bpamajics K HOpME B TedeHHEe 15 mHel Tepanuu
aTopBacTaTuHOM. HecMoOTps Ha TO, 4TO TOJBKO B PEAKHMX CIy4asxX OTMEYalId 3HAYUTEIbHOE
B3aMMOJICHCTBUE, 3aTParuBaloOllee AaHTUKOAryJASHTHYIO (YHKLHUIO, CJIEIyeT ONpeneuTh
NpOTPOMOMHOBOE BpeMsi O Hadaia TEpanmuyd aTOPBACTaTHHOM Y MAlMEHTOB, MOJIYYaOIINX
TEpanui0 KyMapUHOBBIMH AHTUKOATYJISIHTAMH, M PETYISIPHO — B TEPHOA TEParuH, YTOOBI
NPEeJOTBPAaTUTh €ro 3HauMTelIbHOE M3MeHeHue. Kak Tonbko mokazaTenb HpOTPOMOMHOBOIO
BPEMEHM CTAOMIM3UPYETCS, €ro KOHTPOJIb MOXHO IMPOBOJIUTH TaK )K€, KAK PEKOMEHIYETCS JUIs
NAlMEHTOB, MOTYYaOIUX KyMapUHOBbIE aHTUKOATYJIAHTHL. [Ipy n3MeHeHun 10361 aTopBacTaTHHA
WIN TIPEKPAIIeHUH Teparnuyu KOHTPOJIb MPOTPOMOMHOBOTO BPEMEHH CJEIyeT MPOBOJHUTH IO TEM
)K€ TPHUHIUIAM, YTO OBUTM OMMCAHBI BBIIIE. Tepamusi aTopBacTaTHHOM He ObUIa CBsi3aHa C
pa3BUTHEM KPOBOTEUEHHSI MM U3MEHEHUSIMHU IPOTPOMOMHOBOIO BPEMEHH Y MALIMEHTOB, KOTOPBIE
HE MOJIy4YaIu JEeYEHUEe aHTUKOATyJITHTaMU.

Koaxunmn

Hecmortpst Ha TO, 4TO HCCIEA0BAaHUS OAHOBPEMEHHOIO IPUMEHEHHSI KOJIXUIMHA U aTOpBacTaTHHA
HE IPOBOJMINCH, MUMEIOTCS COOOLICHHS O Pa3BUTHHM MHONATUU NPU NPUMEHEHHH JaHHON
koMOuHanuu. Ilpm OZHOBpEeMEHHOM TNPHUMEHEHMH aTOpBAcTaTMHA W KOJXWIUHA CIeXyeT
co0JII01aTh OCTOPOKHOCTb.

AMI0IMNNH

B nccnenoBanny 1eKapcTBEHHOTO B3aUMOACHCTBHS Y 37I0POBBIX JT00POBOJIBIIEB OJTHOBPEMEHHOE
MpUMEHEeHue aTtopBacTtaTuHa B Jo3¢ 80 Mr u ammoaunuHa 10 Mr mpuBeiIO K KIMHHYECKH
HE3HAYMMOMY YBEJIMYEHHUIO KOHIIEHTpanuu aropBactaTuHa (n3menenne AUC: 1,18) B mmazme
KpPOBH.

dy3unoBasg KuciaoTa
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Bo Bpems mocTperucTpaloHHbIX UCCIEIOBAHUI OTMEYAIH CIydad pa3BUTHS padJaoMHONIU3a Y
NAlMEHTOB, NPUHUMAIOIINX OJHOBPEMEHHO CTAaTHHBI, BKIIIOYAs aTOPBACTaTHH, U (y3HIIOBYIO
KHUCIOTY. MexaHM3M JaHHOTO B3aMMOJEWUCTBUS HEU3BECTEH. Y MAIMEeHTOB, IS KOTOPBIX
npuMeHeHue (Qy3uI0BOM KUCIOTHI CUUTAIOT HEOOXOIMMBIM, JICYEHUE CTATHHAMHU JOJDKHO OBITh
NPEKPaIIeHO B TEYEHUE BCETO Mepruoia MpuMeHeHus Gy3uI0oBoil KUCIOTHL. Tepanusi cTaTHHAMU
MOXeT OBbITh BO30OHOBJIEHA 4epe3 7 AHEH Mocie MOCIeNHEero npuemMa (Qy3uaoBoi KHCIOTH. B
UCKIIIOYHUTENBHBIX  CIydasiX, KOTJAa HEeoOXOJMMa IPOJOJDKUTEIbHAS CHCTEMHAs Teparus
Gy3ug0BOM KHUCTOTOW (HampuMep, IS JICYCHHsI TSOKENbIX WHQEKIHi), HEoOXOAMMOCTh
OJTHOBPEMEHHOTO IpPHUMEHEHUS aropBacTaTMHA W (Y3UIOBOW KHUCIOTHI JIOJDKHA OBITh
paccMOTpeHa B Ka)KIOM KOHKPETHOM CIy4ae M OCYIIECTBISTHCS TOJ CTPOTUM HAOJIIOJCHHEM
Bpaya. [lammeHT nOMKEH OBITH TpexynpexIeH O HEOOXOAMMOCTH He3aMeUINTEIBLHOTO
oOpaleHus: 3a MEIUIIMHCKOW TOMOIIBIO TPU IMOSBICHUM TAaKUX CHMIITOMOB KakK MbIILICYHAsS
c1a00CTh, YYBCTBUTEIBHOCTD MIIN OOJTb.

Jpyrasi conyTcTBYIOIIas Tepanus

B ximHM4eckux McciaenoBaHUsAX aTOPBACTATHH MPUMEHSIN OAHOBPEMEHHO C TMIOTEH3UBHBIMU
CpPEeICTBAaMM M ACTPOr€HaMU B paMKax 3aMECTHTEIbHOW IOpMOHaNbHON Tepanuu. IIpu3zHakoB
KJIMHUYECKH 3HAYMMOIO HEXKENAaTeIbHOIO B3aWMOJEHCTBUSL HE OTMEUYEHO, HCCIEA0BaHUS
B3aUMOJICHCTBHS CO crenn(pUUIECKUMHE IIpernapaTaMyu He POBOAMIIHCE.

Kpome TOro, ormeyanoch NOBBIINIEHUWE KOHIEHTpAlMM AaTOPBACTATHMHA INPU OJHOBPEMEHHOM
NpUMEHEHUH ¢ HWHruOuTopamu mnpotea3sl BUY (koMOMHAIMM JIOMMHABHpAa W PHUTOHABHUPA,
CaKkBHMHABHpPA U PUTOHABHpA, JapyHaBHpa U PUTOHABHUPA, (hocaMIipeHaBup, a TaK)ke KOMOMHALIUU
¢docammpenaBupa C pPHUTOHABUPOM U Hel(UHABHPOM), HHTHOUTOpPAMHU TPOTea3bl BHpYca
rematuta C  (GomenpeBup, 310acBUP/TPa3ONpPEBUP, CHUMENPEBHP), KIAPUTPOMHULMHOM U
utpakonaszosioM. Cremyer coOiar0naTh OCTOPOKHOCTH MPH OJHOBPEMEHHOM NMPUMEHEHHUU STHX
IpenapaTos, a TaKkKe MPUMEHSITh CaMylo HU3KYIO 3 QeKTHBHYIO 7103y aTOpBacTaTHHA.
B3aumooeiicmeue c opyzumu 1ekapcmeennvimu cpeocmeamu

Brusanue opyeux npenapamoe Ha ¢hapmakoKuHemuxKy amopeacmamuna

ATOpBaCTATHH
HN3meHeHnune
IIpenapat, 103UpOBKa MAaKCUMAJIbHOMI
petiapat, P Jo3a (Mr) H3smenenne AUCY
KOHIEHTPalu1
(Cmax®)

Tunpanasup 500 Mr gBa

a3a B CYTKW/PUTOHABH
p YTEWP Pl MT, OTHOKpaTHO | T B 9,4 paza 1 B 8,6 pa3a
200 mr n1Ba pa3a B CyTKH B
TeueHue 7 mHen
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(NOCNENOBATENLHOCTE 0003)

Iuxnocropuna 10 Mr omuH pa3 B
5,2 mr/kr/cyT, CyTKH B TeueHue 28 | 1 B 8,7 paza 1B 10,7 paza
IIOCTOSIHHA 1034 JTHEN
['mexanpesup 400 mr
OJIH pas B | 10 Mr oguH pa3 B
CYTKH/TTMOPEHTACBUD cytkn B Tedenue | T B 8,3 paza 1 B822,0 paza
120 Mr ofiuH pa3 B CyTKU B | 7 IHEU
TeueHue 7 THEH
Tenanpesup 750 mr
kaxnaple 8 yacoB B | 20 mr, onHokpaTHO | T B 7,9 paza 1B 10,6 paza
teueHue 10 gueit
JlonunaBup 400 Mr nBa
a3a B CYTKH/PHUTOHABH 20 mr o pas B
P YIRWp P cyTkn B Teuenue | T B 5,9 paza 1B 4,7 paza
100 mr n1Ba pa3a B CyTKH B .
. 4 nueit
Teuenne 14 nuei
Kiaputpomuuua 500 mr | 80 Mmr oauH pa3s B
JBA pa3a B CYTKM B |Cyrku B TeueHue | T B 4,5 pasa 1B 5,4 pa3a
TeueHue 9 nHen 8 nHen
CakpunaBup 400 mMr nBa
pasa B CYTKH/pUTOHABHUD 40 wr oanw pas
3 4,3
400 wir 1pa pasa B CyTKH B ZyTII;Zﬁ B Teuenue | T B 3,9 paza 1 B4,3 paza
TedeHue 15 mueir™*** A
g | 173 o &
P yHwp P cytkn B Teuenue | 1 B 3,4 pasa 1B 2,2 pa3a
100 mr nBa pa3a B CyTKH B .
o 4 nuewt
TeueHue 9 nHen
Utpakonazon 200 mr
omnH pa3 B cytku B | 40 mr, ogHokpatHo | T B 3,3 pasa 18 1,2 paza
TeueHue 4 nHen
JlerepmoBup 480 Mr ouH
pa3 B cytku B Tedenue | 20 mr, oqHokpaTtHO | T B 3,29 pasa 182,17 paza
10 et
®ocamnpenasup 700 mr
JBa pasa B | 10 Mr oguH pa3 B
cyrku/putonaBup 100 mr | cyrku B Teuenue | T B 2,5 pasa 1B 2,8 paza
IBa pa3a B CyTKH B |4 qHel
TeueHue 14 et
bonenpesup 800 mr Tpu
paza B cytku B Tedenue | 40 mr, oqHOKpaTHO | T B 2,3 pasa 1B 2,7 paza
7 qHen
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TBETCTEYET 3KCNEPTHOMY OTUETY

®ocamnpenasup 1400 mr
JIBa pa3a B CyTKH B
TeueHue 14 nHen

10 Mr omuH pa3 B
CYTKH B TEUYEHUE
4 nueit

1B 2,3 paza

1 B 4,0 paza

CumenpeBup B J103€
150 Mr oMH pa3 B CyTKH
B TeueHue 10 auei

40 Mr, OTHOKPaTHO

182,12 paza

18 1,7 paza

OnbacBup 50 Mr oauH pa3
B CYTKH/TPa30npeBHp
200 Mr ouH pa3 B CyTKH B
Teuenne 13 guei

10 Mr, OTHOKpaTHO

181,95 pa3

1B 4,3 paza

Hendunasup 1250 mr aBa
pasa B CyTKU B T€UEHHUE
14 naen

10 Mr onMH pas B
CyTKH B TEUYCHHUE
28 nuei

181,74 paza

1B 2,2 pa3za

Junrnazem 240 mr oguH
pa3 B CYyTKH B TEUCHHUE
28 nHen

40 Mr, OTHOKPATHO

181,51 paza

1B 1,0 pa3

I'pefindpyToBEIil cOK
240 mu ofuH pa3 B
CyTKu*

40 Mr, OTHOKPaTHO

181,37 paza

181,16 paza

I'em¢pubposzun 600 mr 1Ba
pasa B CyTKU B TEUCHUE
7 nHeu

40 Mr, OTHOKpPATHO

1B 1,35 paza

1 B 1,0 pa3

Oputpomunr 500 mMr
YeThIpE pa3a B CyTKU B
TeUeHHe 7 THEU

10 Mr, OJHOKpaTHO

181,33 paza

181,38 paza

Amnonunun 10 mr,
OJTHOKPATHO

80 Mr, OMTHOKPATHO

181,18 paza

1 B 0,91 paza

Pudamnunun 600 mr
OJIUH pa3 B CyTKHU B
TeueHue 7 THen
(oTHOBpEMEHHOE
IIpUMeHeHue)* **

40 Mr, OTHOKpPATHO

181,12 paza

1B 2,9 pasza

®enopudpar 160 mMr
OJIVH Pa3 B CYTKH B
TeueHue 7 qHer

40 Mr, OTHOKpaTHO

181,03 paza

181,02 paza

Iumetuaun 300 mMr
YEThIPE pa3a B CYTKU B
TeueHue 2 Helleab

10 Mr oguH pa3 B
CYTKH B TEUYEHUE
2 Henenb

| B 1,0 pa3

1 B 0,89 paza
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Konectunon 10 Mr nBa 40 mr onun pa3 B | He ycranoBiieHO

pasa B CYTKH B TCUCHHE CYTKH B TEUYCHHE | B 0,74** paza
28 Henenb 28 Henenb

Maanoxc TC® 30 mn 10 Mr omuH pa3 B

OJIMH pa3 B CYTKH B cyrku B Teuenue | | B 0,66 paza 1 B 0,67 pasza
TeueHue 17 aHei 15 nueit

Odasupens 600 mr omn 10 Mr B TedeHue

pa3 B Cz/TKI/I B TEUECHUE 3 et 1 B 0,59 paza 1 B 1,01 paza
14 nuen

Pudammunms 600 mr

OAIH pas B CYTKH B 40 mr, ogHokpartHo | | B 0,2 pa3a 1 B 0,6 paza

TEUEHHE 5 THEH
(pa3nmenbHbI puem )™ **

oS

¢ [IpencraBieHO OTHOLIICHHUE TUIIOB Tepanyy (OAHOBPEMEHHOE MPUMEHEHHE MTperapaTa BMECTe C
aTOpBAaCTaTUHOM B CPAaBHEHHH C PUMEHEHHEM TOJIKO aTOPBACTATHHA).

* [Ipu 3HAUUTENHLHOM YHOTpeOJIeHnH rperndpyroBoro coka (> 750 ma—1,2 1 B CyTKH) OTMEYaIN
oonbiee yBenuuenre AUC (10 2,5 pa3) u/mnn Cax (10 1,71 paza).

** Ha ocHoBaHMM 00pas3lia, B3TOr0 OJHOKPATHO yepe3 8—16 yacoB mocie npuema mnpenapara.
k% Tak xak pudamnuuuH o6iagaeT JABOMCTBEHHBIM MEXaHU3MOM  B3aHMMOJACHCTBUS,
PEKOMEHIyeTCsl BBOJAUTH aTOPBACTaTUH M pU(aMIUIIMH OAHOBpeMeHHO. bonee no3nuuit npuem
aTopBacTaTMHa IMOCJEe pHU(paMIHUIMHA CBA3aH CO 3HAYUTENIbHBIM CHIDKEHHEM KOHILIEHTPAaLUU
aTopBacTaTWHA B IJIa3Me KPOBH.

**%% Jlo3pl cCakBUHABHPA/PUTOHABHPA, IPUMCHSBINMECS B JAHHOM HCCJICJIOBAHUU, OTINYAIOTCS
OT JI03UPOBOK, KOTOpBIE MPUMEHSIIOTCS B KJIMHUYECKOW mpakTuke. ClemayeT yduThIBaTh, UYTO
MOBBIIICHUE IKCTIO3UIIMU aTOPBACTAaTHHA MPU KIMHUYECKOM MPUMEHEHUH, CKOpee BCETO, BBHIIIIE,
yeM Hal0IloaeMoe B JaHHOM HCCJIENOBaHMM. B CBSI3M € 3TUM cleqyeT NMPUMEHSTh Hamboee

HH3KYIO 103y aTOPBACTATHHA.

Bausnue amopsacmamuna na papmaxokunemuxy opyeux npenapamos

IIpenapat, npuMeHsieMblii 0THOBPEMEHHO C
aTOPBACTATHMHOM, 103UPOBKA
ATopBacTaTuH
HN3menenune | U3meHeHue
IMpenapat/[do3a (mr) AUCE Co &
80 Mr oAuH pa3 B CYTKHU B Antunupusn 600 mr, 181,03 180,89
TeueHue 15 quei OOHOKPATHO pasa pasa
80 Mr oAuH pa3 B CYTKHU B Hurokcusn 0,25 mr ogun pa3 | T8 1,15 181,23
teuenue 10 quein B cyTkH B TeueHue 20 qHeit | pasza paza
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[TepopanbHbie
KOHTpaleNTUBHbIE
[penapartsl OJIMH pa3 B
40 Mr oJivH pa3 B CyTKH B 181,28 181,23
CYTKH B TEUEHHUE
TeueHne 22 qHen paza pasa
2 MecsIEeB:

- HOPITUHIPOH | Mr,

- STHHWIACTPAINON 35 MKT

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

TeueHue 7 THEN

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

®ocamnpenasup 700 mr

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

14 nuen

&TIpencraBieHo OTHOLIEHHE TUIIOB TepanuH (0HOBPEMEHHOE NpUMEHEHHUE IIpenaparTa BMecTe ¢
aTOpPBaCTaTHHOM B CPaBHEHUH C MPUMEHEHHUEM TOJIBKO aTOPBACTaTHHA).

4.6. ®epTUIBHOCTD, 0EPEMEHHOCTD U JAKTALMS

JKeHIMHbI 1ETOPOAHOI0 BO3pacTa

JKeHImuHBI penpoAyKTUBHOTO BO3pacTa BO BPEMs JIEUEHUS 1OJIKHBI II0JIb30BaThCSl aJI6KBaTHBIMU
MeTOJaMH KOHTpanenuuu (cm. pasznen 4.3.).

bepeMeHHOCTE

[Tpenapar AtopBactatud - TAJ[ npoTuBonokaszan npu 6epeMeHHOCTH (cM. paszen 4.3.).

Cpenu GepeMeHHBIX JKEHIIMH KOHTPOIUPYEMble KIMHUUECKHUE UCCIIEOBAHMS C aTOPBACTATUHOM
He NpoBOAMINCE. OTMEUaNNCh PEIKUE ClIydau BPOXKIECHHBIX aHOMAJIUi MOCJI€ BHYTPUYTPOOHOTO
BozzelicTBus Ha Tuiod mHTHOUTOpoB [I'MI-KoA-peaykraswel (ctatunsl). B uccnemoBanusx Ha
KUBOTHBIX ObUIO MOKa3aHO TOKCUYECKOE BIMSHUE HA PEIPOAYKTUBHYIO (DYHKIIHIO.

[Ipu npueme aropBacTaTMHa OEpPEeMEHHOM >KEHIIMHOM BO3MOXHO CHI)KEHUE Yy IUIOZAa YPOBHS
MeBaJOHaTa, KOTOPBIN SIBJIETCS MPEAIIECTBEHHUKOM OMOCHHTE3a XOJeCTepuHa. ATEpOCKIEpO3

ABJICTCA  XPOHUYCCKUM  HIpPOHECCOM, H, KaK IIpaBUJIO, OTMCHA THUIIOJUIIUACMHUYCCKUX
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JIEKapCTBEHHBIX CPE/ICTB BO BpeMsi OEpEMEHHOCTH OKa3bIBAET JIMIIIb HE3HAUUTEIbHOE BIMSHUE HA
JIOJITOCPOYHBIN PUCK, CBSI3aHHBIN C MEPBUYHOM MMIIEPX0IECTEPUHEMHUECH.

B cBs3u ¢ aTuM, npenapat Atopactatut - TA/] He cnenyer Ha3HauUaTh OEPEMEHHBIM KEHIUHAM,
JKCHIIMHAM, IUIAHUPYIOIIUM O€peMEeHHOCTb, WM NpU MOAO3PEHHUH Ha OEpEeMEHHOCTbD.
Heo0Oxoaumo otMeHuTs nipueM npenapara AtopBactatut - TAJ] Bo BpeMsi 6epeMEHHOCTH WM 110
YCTaHOBJICHHSI OTCYTCTBUS OepeMeHHOCTH (cM. pazfen 4.3.).

JlakTanug

[Ipenapar AtopBactatul - TAJ] npoTuBonokasan B mnepuoj KopmieHus rpyasto. HemssecTtHo,
BBIBOJUTCSl JIM aTOPBACTaTHH M €ro MeTaOOJIUThl C TPYIAHBIM MOJIOKOM Yy 4YesoBeka. B
UCCIIEZIOBAHUAX Ha KpbICaX KOHIEHTpAallMM aTOPBAaCTaTHHA M €ro aKTUBHBIX METAa0OJIMTOB B
TUIa3Me KPOBH aHAJIOTUYHBI TAKOBBIM B MOJIOKe. [Ipn HeoOX0oaMMOCTH Ha3HA4YeHUs MperapaTa B
NEepUOJ] JIAKTAllMd TPYAHOE BCKAPMIIMBAHHWE HEOOXOAMMO IPEKPAaTHTh BO H30EKaHHE PHCKA
Pa3BUTHUS HEXKEIATEIbHBIX SABJICHUHN y TPYAHBIX JETEH.

DepTUNBLHOCTD

B nccnenoBanusax Ha KUBOTHBIX aTOPBACTATHH HE OKa3bIBAJI BIMSHUSA Ha (PEPTUIBHOCTD y CaMIIOB
b0 caMoK.

4.7. BansHue Ha CHOCOOHOCTH YNPAaBJSITh TPAHCIOPTHBIMHU CPeACTBAMHU U PadoTaTh C
MeXaHu3MaMH

JlaHHBIX O BIMSHUM aTOpBAcTaTMHA Ha CHOCOOHOCTH YNPABJIATh TPAHCHOPTHBIMHU CPEICTBAMH,
MEXaHU3MaMU U 3aHMMAThCS MOTEHIMAJIBHO ONACHBIMU BUIAMM JESITEIBbHOCTH, TPEOYHOIUMU
MOBBIIIEHHON KOHLIEHTPALMU BHUMAHUS U OBICTPOTHI ICUXOMOTOPHBIX peakuui, HeT. OqHaKo,
YUUTHIBasl BO3MOYKHOCTh Pa3BHTHUS TOJOBOKPYKEHHS, CIEIyeT COONI0NATh OCTOPOKHOCTH IPU
BBINOJIHEHNY IEPEUYHCICHHBIX BUIOB JESITEIbHOCTH.

4.8. Hexkenare/jibHbIEe peakiun

Pesrome HDO(bI/IJ'IH 0e30IacHOCTH

[Ipemapar AtopBactaTs - TA/] 00BIYHO XOPOIIO MEPEHOCHUTCS, HEXKEIaTeIbHbIE PEeaKInU, KakK
MPaBUIIO, JIETKUE U MPEXOJISIIHE.

PesroMe HexkxenaTenbHbIX peakui

YacroTa BCTpeuaeMOCTH OIpeNeieHa CienyrommM o0pa3oM: odeHb dacto (> 1/10), dgacto
(ot >1/100 mo < 1/10), mewacto (ot > 1/1000 mo < 1/100), peaxo (ot > 1/10000 mo < 1/1000),
oueHb peako (< 1/10000), gacrora Hew3BeCcTHa (MCXOAS W3 HMMCIOIIUXCS JaHHBIX, YaCTOTY
BO3HUKHOBEHHSI ONIPECIIUTH HEBO3MOXKHO).

HesxenaTenbHble peakiiuu CrpynnupoBaHbl B COOTBETCTBUU C MOPSIIKOM Ha OCHOBAHWH CUCTEMHO-
opranusix kinaccos (COK).

HUngexyuu u unsazuu:
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4acTo — Ha30()apUHTHT.

Hapywenus co cmopoHul Kpou u aumgpamuieckou cucmemobl.:

PEeAKO — TPOMOOIIUTONICHHUS.

Hapywenus co cmopoHnsl umMmyHHOU cucmembi:

4acTo — aJUIEPIUYECKUE peaKLuy;

OUYEHb PEKO — aHA(PUIIAKCHS.

Hapywenus memabonuzma u numanusi:

4acTO — TUIEPIIINKEMHUS;

HEYacTO — FMIIOTJIMKEMUS], YBEIMUEHHE MACChl TeJla, aHOPEKCHS;

4acTOTa HEU3BECTHA — caxapHbIi AuadeT (YacToTa pa3BUTHS 3aBUCHUT OT HAIMYMSI UM OTCYTCTBUS
(akTOopoB prcka (KOHIEHTpAlMs TIIOKO3bl B KPOBM HATOIIaK > 5,6 MMonn/1, UMT > 30 kr/m?,
NOBBIIIEHHAs KOHIeHTpauus TI' B mi1a3Me KpoBH, apTepuaibHasi TUIEPTEH3HUS B aHAMHE3E)).
Ilcuxuueckue napywienus:

HEYacTO — «KOLIMAapHbIe» CHOBUICHHUS, OECCOHHULIA,;

4acTOTa HEU3BECTHA — JIENIPECCHsl.

Hapywenus co cmoponul nepgHoti cucmembl:

4acTo — TOJIOBHAs OOJIB;

HEYacTO — TOJIOBOKPYXKEHHE, MapecTe3usi, TMIECTe3Usl, HapylleHHEe BKYCOBOT'O BOCIPHSTHSA,
aMHe3us;

penko — nepudepudeckas HeHpomnarTus;

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

Hapywenus co cmoponvl opeana 3penusi:

HEYacTO — BOZHUKHOBEHHE «IIEJIEHBD» NEepel I1a3aMu;

PENKO — HapyLIEHUE 3PEHUs;

4yacTOTa HEU3BECTHA — IVIa3HAs MUACTEHUS.

Hapywenus co cmoponul opeana ciyxa u 1a0upunma:

HEYacTo — UIyM B yIIaX;

OUYEHb PEIKO — MOTEPS CIyXa.

Hapywenus co cmoponsl ObixamenbHou cucmembl, 0Opeano8 2pyOHOU KIemKU U cpe0OCmeHU.
4acTo — 60JIb B ropIie, HOCOBOE KPOBOTEUEHHUE;

4acTOTa HEM3BECTHA — €MHUYHBIE CIIy4yal MHTEPCTHIMAIBHOIO 3a00JIeBaHUS JETKUX (OOBIYHO
IPU JUIUTEIIEHOM IIPUMEHEHUN ).

JKenyoouno-xuweunvle napyuienus:

4acTo — 3al0p, METEOPHU3M, JUCIIENICUS, TOIHOTA, Uapes;

HEYACTO — PBOTA, 00JIb B KUBOTEC, OTPBIKKA, MTAHKPEAaTUT, JIHCKOM(i)OpT B )KMUBOTC.
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Hapywenus co cmopoHbl neuenu u sHcenuesbl8005auux nymel.

HEYacTo — I'elaTHT;

PEIKO — X0JIecTas.

Hapywenus co cmopoHul KodcU U NOOKOHCHBIX MKAHEl.

HEYacTo — KpalMBHUIIA, KOKHBIN 3y, KOKHAs ChIITb, aJIONEIIHS;

PENKO — aHTHOHEBPOTUYECKUH OTEK, OyIUIe3Has ChITlb, MOTMMOP(HAs SKCCyJaTUBHAs 3pUTEMa (B

ToM uucie cuHapoM CtuBeHca-/[>kOHCOHA), TOKCUUECKHH 3MUAePMaIbHbIH HEKPOIH3 (CHHAPOM

Jlatienna).

Hapywenus co cmopoHsl MbluieyHotl, cKelemHou U COeOUHUMeNbHOU MKAHU:

4acTO — MHAITHs, apTpairus, 00Jb B KOHEYHOCTSIX, CYJOPOTH MBIIIL], IPUITYXJIOCTh CYCTaBOB,

00JIb B CIIMHE, CKEJIETHO-MBIIIEYHBIE 00JIH;

HeyacTo — 00JIb B 11Iee, MBILIEYHAs CIa00CTBh;

pEeNKO — MHOIATHs, MUO3UT, pabJOMHUONN3, TEHIONATHS (B HEKOTOPBIX CIIy4asx C pa3pbIBOM

CYXOXKHJIHS), Pa3pbIB MBIIIIIBI;

OYEHb PEJKO — BOTYAHOYHOIIOOOHBIN CHHAPOM;

4acTOTa HEN3BECTHA — IMMYHOOIIOCPEJOBaHHAS HEKPOTU3UPYIOIAs MUOTIATHSI.

Hapywenus co cmopoHbl nouex u Mo4esbi800suuUx nymei.

OYEHb PEJKO — BTOPUYHAS TIOYE€YHAsI HEJOCTATOUHOCTD.

Hapywenus co cmopoHbl penpooyKmueHOU cUCmeMbl U MOJIOYHBIX JHcelle3:

HEYacTo — UMIIOTCHLIUS;

OYEHb PEJKO — THHEKOMACTHSI.

Obwue napywenus u peakyuu 8 mecme 66e0eHUsL:

HEYacTo — HEJOMOTaHWe, aCTCHWYECKMH CHHIPOM, O00Jb B Tpynu, mnepudepudeckue OTeKH,

MOBBIIICHHAS] YTOMIIIEMOCTb, JIUXOPAIKA.

JlabopamopHnvie u uncmpymenmanvhsie OaHHblE:

4acTO — OTKJIOHEHHE OT HOPMBI pe3yibTaToB «rnedeHouHbIx» TecToB (ACT m AJIT) B miasme

KpPOBH, MOBBIIIEHHE AKTUBHOCTH CHIBOPOTOUHOU KDK;;

HEYacTO — JEHKOLUTYPUS;

4acTOTa HEN3BECTHA — MOBBIIIEHHE KOHIIEHTPAINHU IIIHKO3MINpoBaHHOro reMorsioouna (HbAL).
eTn

HexxenarenpHble peakiyy, CBA3aHHBIC C NMPHEMOM aTOpBAaCTaTHHA, 10 YAacTOTE Pa3BUTHUS HE

OTIIMYAINCh OT peakuuii Ha (oHe mpuema mmiamne6o. Hambonee dacThiMuU peakiusiMu, BHE

3aBHCHUMOCTH OT YacTOTBI KOHTPOJIS, ABJISUTHUCH HH(PEKLINH.

V nereii B Bo3pacte ot 10 10 17 net, noay4aBuIux JiedeHUEe aTOPBACTATUHOM, OTMeuascs Ipopuiib

HCXCJIATCIBbHBIX pCaKHI/Iﬁ, aHaJIOTUYHBIN TAKOBOMY Yy NAUCHTOB, ITOJYy4YaBIOHUX nnaue60, npu
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TOM HauOoJiee YacTO BCTPEUYABIIMMHUCA B OOCHX TPYIIAX HEKEIATCIbHBIMU SIBICHUSIMH,
HE3aBUCUMO OT OIICHKM NPUYMHHO-CJICJCTBEHHOW CBsi3u, ObuM uHGpekuuu. B 3-nmetHem
UCCIICIOBAaHUY HE HAOJII0IaI0Ch KIIMHUYECKH 3HAYUMOTO BIIMSHUS Ha POCT M TI0JIOBOE CO3PEBaHUE
(coryacHO OIICHKE OOIIETro CO3PEBAaHUS M PA3BUTHS, OICHKE CTaJHi TOJIOBOTO CO3PEBAaHUS IO
TanHepy M W3MEpPEHHUIO pocTa W Macchl Tena). Ilpodwmis 0e30macHOCTH W TIEPEHOCUMOCTH
aTOpBacCTaTHHA y JieTel ObUT aHAJIOTHYEH U3BECTHOMY NIPOGMITI0 0€30IaCHOCTH aTOpBAacTaTHHA Y
B3POCIIBIX.
baza kimMHWYECKHMX IaHHBIX MO OE30MacHOCTH BKIOYAeT AaHHbIC 520 meTeil, MmoaydaBIIUX
aTOpPBACTAaTHH, CPEIIU KOTOPHIX 7 MAIIMEHTOB OBLIM B Bo3pacte < 6 JjieT, 121 mamueHT — B Bo3pacte
oT 6 10 9 net u 392 manuenta O6bTM B Bozpacte oT 10 mo 17 ner. Ha ocHOBaHMM MMerOIUXCS
JMAHHBIX YacTOTa pAa3BUTHSA, BHJ M CTCICHb TSHKECTH HEXKENATCNbHBIX pEakiuil y aeren
AQHAJIOTUYHBI TAKOBBIM Y B3POCIIBIX.
[Ipu npMEHEHNH OTACIBHBIX CTATUHOB HAOJIOJAINCH CIICAYIOIINE HEXKEIaTSIbHbBIC PEAKIIIH:
® HapylICHHUE NOJOBON (QYHKIINU;
® Jlempeccus;
® B HCKJIIOYUTEIIBHBIX CIIyYasX, OCOOCHHO INPH JUTUTESILHON Teparnuy, HHTEPCTUIINATbHAS
0oJie3Hb JIeTKUX (cM. pasnen 4.4.);
® caxapHbI Iua0eT: 4YacToTa 3aBHCHT OT HAJIWYWS WIH OTCYTCTBUS (DaKTOPOB pHCKa
(KOHLIEHTpaLs TIJIIOKO3bl B  KPOBM  HaTomak > 5,6 Mmonw/n, WIMT > 30 kr/m?,
MOBBIIIEHHAS KOHIICHTPAIUS TPUTIIHUIIEPHUIOB B TUIa3Me KPOBU, UMEIOIASICS apTepraibHas
TUIEPTEH3US).

C006H.ICHI/IC 0 TOA03PEBACMBIX HCKECIATCIbHBIX PCAKIINAX

Baxxno coo0mare O TOJ03peBaEMbIX HEXKENATENbHBIX pPEeaKUusX IMOCcie perucrpanuu
JIEKapCTBEHHOTO Tpernapara C Lejblo 00ecredeHrs HeMPepPbIBHOTO MOHUTOPUHTAa COOTHOIICHUS
«ToNb3a — PHCK» JIEKapCTBEHHOro mpenapara. MeAuIMHCKUM paOOTHUKAM PEKOMEHIYeTCs
coo01aTh 0 JIOOBIX MOJ03PEBAEMBIX HEKENATENbHBIX pPEaKLUUAX JEKapCTBEHHOrO Mpernapara
yepe3 HAI[MOHAIbHbIE CUCTEMBbl COOOIEHHS O HEKENAaTENbHBIX PEAKIHUSIX TOCYJapCTB — YICHOB
EBpa3niickoro 5KOHOMHUYECKOr0 CO03a.

Poccuiickas ®enepanus

109012, r. Mockga, CnaBsiHckas mi., 1. 4, ctp. 1

®DenepanbHas ciiyxk06a 1o Haa30py B chepe 31paBoOXpaHEHUS

Ten.: +7 (800) 550 99 03

Anpec 511. moutsl: pharm@roszdravnadzor.gov.ru

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

Pecnybnruxa Kasaxcman
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010000, r. Actana, paiton baiikonsip, yn. A. Umanoga, n. 13, BI «Hypcaynet 2»

PI'TI na IIXB «HanuoHanbHBIA LUEHTP 3KCHEPTU3bI JIEKAPCTBEHHBIX CPEACTB U MEAUIIMHCKUX
uznenuiny Komutera wmeaummHCKOTO ¥ (apMareBTUYECKOTO KOHTpossi MUHHCTEpCTBa
3apaBooxpaHeHus: Pecriyonuku Kazaxcran

Ten.. +7 7172 235 135

Anpec an. moutsl: farm@dari.kz

Beo6-calit: www.ndda.kz

4.9. Ilepeno3upoBka

Jleuenue

Creun¢puyeckoro aHTUA0TA 1715 JIEYEHUs Iepe103uPOBKH penapaTtoM AtopeactaTvt - TA/Jl HeT.
B caydae nepeno3upoBkH, MpU HEOOXOAMMOCTH, CIEAYET IPOBOAUTH CHMIITOMATHYECKOE
JIeUEHHeE.

Cnenyer mnpoBecTH (YHKLMOHAJIbHBIE TECThl IMEYEHW M KOHTPOJIMPOBATH CHIBOPOTOUHYIO
aktuBHOCTh KDK. [lockonbKy aropBacTaTHH aKTHBHO CBS3BIBACTCS C O€JIKaMH IUIa3Mbl KPOBH,

remMouanu3 HedPeKTHBEH.

5. ®APMAKOJOI'MYECKHE CBOMCTBA

5.1. ®apmakoauHaAMHUYecKHe CBOIiCTBA

dapmakoTeparneBTHUECKasi TPyIIa: TUIOIHIUAEMIYecKie cpeactBa; uaruouropsr 'MI-KoA-
PEIyKTa3bl

Kom ATX: C10AA05

MexanusM neicTBus u d)aDMaKOI[I/IHaMI/I‘-IQCKI/Ie Sd)(beKTBI

ATopBacTaTUH — CEJEeKTUBHBIA KOHKYpeHTHbIH MHruoutop ['MI-KoA-penykrasbl, KIHOYEeBOTO
depMeHTa,  IpeBpamialmEero  3-ruApokcu-3-mermwirmotapuin-KoA B MeBanoHar  —
IPEIIECTBEHHUK CTeponI0B, BKItoyas XC. CUHTETHYECKOE TMIOIUIHIEMUYECKOE CPEICTBO.

Y mnDanuMeHToB C TOMO3UTOTHOM M TETEPO3UTOTHOM CEMEMHON THUIepXOJIeCTEPUHEMHUEH,
HeceMeHHbIMH (hopMaMH TUMIEPXOJIECTEPUHEMUH U CMELIAHHOW AMCIMIUAEMHUEH aTopBacTaTuH
CHUXaeT KOHIIeHTpaIuio B 1uiazme kpoBu ootmero XC, XC-JIITHII u amo-B, a Takxe xonecrepuna
TUNONPOTeNHOB o4eHb HU3KoW tioTHoctu (XC-JITIOHIT) wm TI, BbI3bIBae€T MOBBIIICHHUE
CHIBOPOTOYHOM KOHIIEHTPAIIMHU X0JIECTEPUHA JIMIOMPOTEUHOB BbIcokoi mnoTHocTH (XC-JITIBIT).
AropBactatun cHmwkaeT koHIeHTpamuun XC n XC-JIITHIT B mma3me kpoBu, nHrnoupys [I'MI -
KoA-penykrasy u cuare3 XC B nieUeHH U yBEIMYNBAS YUCIIO «I1€YeHOUHBIX» penentopos JITTHIT

Ha MIOBEPXHOCTH KJIETOK, YTO MPUBOJIUT K YCHIICHUIO 3axBata U kaTabommsma XC-JITTHIT.
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AtopBactatuH yMmeHbliaer oOpasoBanue XC-JIITHIT u uymcno wactuy JIITHII, BbI3bIBaeT
BBIDA)KEHHOE M CToWKoe TmoBbllieHHe akTtuBHOcTH JIIIHII-peuentopoB B coueTaHuu c
OaronpuATHBIMM ~ KadecTBeHHbIMU u3MeHeHussmMu JIIIHII-yactui, a Takke CHIDKaeT
konnentparnuio XC-JIITHIT B mmasme kpoBW y MaIlMEHTOB C TOMO3MTOTHOW HACIEJCTBEHHOU
CEeMEHOM runepxojecTepuHeMuel, YCTOMUMBON K Tepamnuu APYTUMH THIIOJIHUIUAEMUYECKUMU
CPEICTBaMH.

ArtopBactatuH B fo03ax oT 10 mr 10 80 mr camkaet konueHnTpanuio XC Ha 30-46 %, XC-JITHII
— Ha 41-61 %, ano-B — Ha 34-50% u TI' — Ha 14-33 %. Pe3ynbrarhl Tepanuu CXOAHBI y
NAIEeHTOB C T'eTePO3UIOTHOW CeMEMHOI rumepxonecrepuHeMueii, HeceMelHbIMH (opMamMu
TUIEPXO0JIECTEPUHEMHUH U CMEUIAHHOM TMIepIruAeMuei, B TOM YHCIIe Y MalUeHTOB C CaXxapHbIM
nuadbeToM 2 TuIa.

Y naumeHToB € W30JMPOBAHHOM  THNEPTPUINIMLEPUAEMHUEH  aTOpBACTaTMH  CHHXKAET
koHnentpanuto oomero XC, XC-JIITHII, XC-JITIOHII, armo-B, TI" 1 noBsImaeT KOHIIEHTPAIUIO
XC-JIIBII. Y nanueHToB ¢ AMcOETAIUIONPOTCUHEMHUEH aTOPBACTATHH CHIYKAET KOHIIEHTPAIIUIO
XOJIeCTepHHA JTUTOTPOTENHOB MpoMexXyTouHOH moTHocTH (X C-JITIIIIT).

VY mnamuentoB ¢ runepiunonporenHeMuedt tuna Ila u IIb mo kmaccudukammu dpenpukcona
cpenHee 3HaueHue moBbimieHUss KoHUeHTpamnu XC-JIIIBII B mmasme kpoBW MpH JeYCHHUH
aTopBacTaTuHOM (10—80 Mr), Mo cpaBHEHMIO ¢ UCXOAHBIM IOKa3areneM, cocrasiser 5,1-8,7 % u
HE 3aBUCUT OT J03bl. lMmeercd 3HAuMTENbHOE J0303aBUCUMOE CHMIKEHHE BEJINYMHBI
cootHomrenuii: obmmit XC/XC-JIIIBII n XC-JIIIHII/XC-JIIIBIT Ha 29-44% u 37-55%
COOTBETCTBEHHO.

AtopBactaTuH B 103¢ 80 MI' JOCTOBEPHO CHUXKAET PUCK Pa3BUTHSI HIIEMHUUYECKHUX OCIOXKHEHUN U
CMepTHOCTb Ha 16 % nocine 16-HenenbHOro Kypca, a puck HOBTOPHOM rOCIIUTAIM3AIMH 110 TIOBOAY
CTEHOKapAMH, COMPOBOXKAAIOLIEICS NPU3HAKAMH UIIEMUH MHOKapAa, — Ha 26 % (uccienoBanue
YMEHBIICHUS BEIPR)KEHHOCTH MIEMHUU MUOKap/a Ha (poHe MHTEHCHBHOM TMIOIMITUAEMUYECKON
tepanuu (MIRACL)). ¥V nanueHToB ¢ pa3nuyHbIMUA UCXOAHBIMU KoHIleHTparusimu XC-JIITHII B
IUIa3Me€ KPOBU aTOPBACTATUH BBI3BIBAET CHIKEHHE pPHCKAa MIIEMHYECKHUX OCJIOXKHEHHH U
cmeptHOCcTH (y mammeHToB ¢ UM 0e3 3ydna Q ¥ HecTaOMIBbHOW CTCHOKapAWeH y MYKYUH U
KEHILUH, a TAaKXKe y MAIMEeHTOB B BO3PACTe MOJIOXKE U cTapuie 65 jer).

Camwxkenne KoHieHTpaiuu B 1iazme kKpoBu XC-JIITHII nywme koppenupyer ¢ J030i
aTopBacTaTWHA, Ye€M C €ro KOHILEHTpamuedl B Iuta3Me KpoBH. Jlo3y moalupaioT ¢ ydeTom
TepaneBTHIecKoro A dexra (cM. paznen 4.2.).

TepaneBtuueckuii 3pQeKT mposBiseTcs yepe3 2 HEAeNU I0Cie Hayaja Teparnuu, JOCTUraeT
MaKCHMyMa 4epes3 4 HeJlesu U COXPAHAETCS B TEUEHHE BCEro NIEpro/ia TEpAiH.

IIpogunakmuxa cepOeurHo-cocyoucmsix 0CI0MHCHEHUL
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ATopBacTtaTuH B 7103€¢ 10 MI' CHM)KaeT OTHOCUTENBHBIN PUCK Pa3BUTHS KOPOHAPHBIX OCIOXKHEHUN
(UBC ¢ neranpHbiM McxonoM U HedaTambHbli UM — Ha 36 %, o0mue cepaedyHO-COCyHCThIe
ocnokHeHUsT — Ha 29 %, ¢atanpHBd W HedaTaIbHBIA HHCYABT — Ha 26 % (uccieoBaHue
MPUMEHEHHUsI aTOPBACTATHHA Y MAIMEHTOB C apTepHaIbHON TMIIEPTeH3UEH U (haKTOpaMu pUCKa
(ASCOT LLA))).

Caxapmwiti ouabem

VY nauMeHToB ¢ caxapHbIM JAMA0ETOM Tepamusl aTOpPBaCTaTMHOM CHMYKAeT OTHOCUTEIbHBIA PUCK
pPa3BUTHUSI OCHOBHBIX CEpPJCYHO-COCYAMCTHIX OCIOXHEeHHU ((aranbHbli ¥ HedaTambHbli M,
6e3001eBast MIIIeMUs] MUOKApP/1a, JIETAIbHBIN HcX0] B pe3yabrare oboctpenus UBC, HectabunbHas
CTCHOKap/Aus, UIYHTHUPOBAHHE KOPOHAPHOM apTepuu, UPECKOXKHAs TPaHCIIOMHUHAIbHAs
KOpOHapHas aHTUOIUIaCTHKa, TMPOLEAYpbl peBacKylspu3aluu, HWHCYIbT) Ha 37 %, UM
(paranbuelii n HedartanbHbld) Ha 42 %, uHCynbTa (patanpHbll U HedaTanbHb) Ha 48 % BHE
3aBHCHUMOCTH OT II0Jla, BO3pacTa HalMeHTa WiIM HcXoaHoW KoHueHTpauun XC-JIITHII
(uccnenoBaHne TPUMEHEHUS aTOpPBACTaTHHA Y MAIMEHTOB C CaxapHbIM Aua0eToM 2 THra
(CARDS)).

Amepocknepos

V¥ nanuentoB ¢ UBC aropBactatud B 03¢ 80 MI B CYTKH NPUBOJUT K YMEHBIICHHIO OOIIEro
o0bema atepombl Ha 0,4 % 3a 1,8 Mecdauna Ttepanuu (uccieqOBaHHE OOPATHOIO pa3BUTHUS
KOPOHapHOTO aTepockiepo3a Ha (oHE MHTEHCHBHOM TIUIOIMIMAEMHYECKON Tepamnuu
(REVERSAL)).

Tlosmopnuiii uncynom

AtopBactatuH B J03¢ 80 Mr B CyTKM YyMEHBIIA€T PUCK IOBTOPHOrO (HaTaJbHOTO WU
He(aTaJIbHOTO MHCYNbTA Y MAlUEeHTOB, nepeHecnx uHCynbT win TUA 6e3 UBC B anamuese
(uccnenoBanue Mo NPO(UIAKTUKE UHCYNIbTA IPU MHTEHCUBHOM CHIDKEHUM KOoHIeHTpauuu XC B
miazme kpoBu (SPARCL)), Ha 16 % mno cpaBHenuto c ruiane6o. Ilpu 3ToM 3HaYUTEIHHO
CHIKAETCSI PUCK OCHOBHBIX CEPJICYHO-COCYTUCTHIX OCIONKHEHUHN U MPOLEAYP PEBACKYIIAPU3ALIUH.
CokpallleHue puCKa CepIeYHO-COCYTUCTBIX HApYIIEHWH TMpH Tepanmuu aToOpBACTaTHHOM
OTMEYaeTcsl y BCEX IPYII MAalMeHTOB, KPOME TOM, KyJa BOILIM MAUEHTHI C MEPBUYHBIM MU
MOBTOPHBIM T'€MOPPAru4eCKUM HHCYIHTOM.

Bmopuunas npogunakmuxa cepoeuno-cocyoucmuix 0cio4CHeHUl

V¥ nauuentos ¢ UBC aropBacratus B no3e 80 Mr, o cpaBHeHHIO ¢ 10 MI, JOCTOBEPHO CHUXKAET
OTHOCHUTEJIbHBIA PUCK DPa3BUTHS OOJBIIMX CEPIEYHO-COCYAUCTBIX coObITUi Ha 22 %,
HedaTtanbHoro UM (He cBsi3aHHOTO ¢ IpoleAypaMu peBacKyisapu3auuun) Ha 22 %, ¢aTtaasHoro u

He(aTalbHOTO UHCYNbTA Ha 25 % (CcpaBHEHHE BHICOKOMHTECHCHUBHON Tepariuy aTOpBaCTaTUHOM U
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Tepanuu yMmMepeHHOW MHTeHCUuBHOCTH y nanueHToB ¢ MBC (mo nanubM uccrnenosanus TNT -
JIeUEHHUE J10 JOCTUKEHUS HOBBIX LIE€JE€BBIX KOHLEHTPALMI JUMHIOB B IJIa3Me KPOBH)).

5.2. ®apmakoKUHeTHYECKHE CBOICTBA

AbGcopbuus

ATopBacTaTMH OBICTPO BCAChIBa€TCSl IOCJIE€ MpUEMa BHYTPb: BpEeMs JOCTHKEHHS €ro
MakcuManbHOM KOHLEHTpaluu (TCmax) B m1a3me KpoBu cocTaBisdeT 1-2 yaca. Y keHIUH Crax
aTopBacTatuHa B Iuia3me KpoBu Ha 20 % Beime, a AUC — Ha 10 % MeHblle, YeM y MYKUYUH.
CreneHb BcachblBaHUs U KOHLIEHTPALUs B IJIa3M€ KPOBU IOBBIIIAIOTCS MPONOPLUOHAIBHO J03€.
buonoctynHocTh aTopBacTatuHa B (opme TabieTok coctaBisieT 95-99 % mo cpaBHEHHUIO C
aTOpPBacCTaTUHOM B BHJIE pacTBopa. AOcostoTHas OMOAOCTYIHOCTh — oKoJio 14 %, a cucremHas
OMOJIOCTYITHOCTh MHTUOMpPYIOIIEH akTHBHOCTH B oTHomeHuH ['MI'-KoA-pemaykra3sl — OKOJIO
30 %. Huzkas cucremHass OMOIOCTYHMHOCTH OOYCIIOBJICHAa NPECHCTEMHBIM METa00JIM3MOM B
CIIM3UCTON 00O0JIOYKE KEMYAOYHO-KHIIEYHOTO TPAKTa W/WIN MPH «IIEPBUYHOM HPOXOKICHHH
yepes3 neveHb. [Ipuem nuim HeCKOJIbKO CHHKAeT CKOPOCTh M CTeNeHb abcopOLuu npenapara (Ha
25 % 1 9 % COOTBETCTBEHHO, O YEM CBUAETENbCTBYIOT Pe3yibTaThl onpeaeaeHust Cmax 1 AUC),
onHako cHmwkeHnue koHneHTpanun XC-JITTHIT B miiasme KpoBH CXOHO C TAKOBBIM MPH IIPHEME
aTopBacTaThHa HaTtouak. HecMoTps Ha To, yTO Iocie npuema aTopBacTaTUHa B BEUEPHEE BPEMsI
€ro KoHUeHTpalus B ia3Me KpoBU HIKE (Cmax 1 AUC — npumepHo Ha 30 %), yem nocie npuema
B yTpeHHee BpeMs, cHkeHue konueHTpauun XC-JIITHII B mnasme KpoBH HE 3aBUCUT OT BPEMEHU
CYTOK, B KOTOpO€ MPUHUMAIOT IIpernapar.

PacnpenencHue

CpenHuii 00beM pacrpesielicHHs aropBacTaTHHa cocTaBisgeT okosio 381 1. CBs3b ¢ Oenmkamu
wia3Mel KpoBu — He MeHee 98 %. OTHomeHue comepikaHHs B SPHUTPOLMTAX/TUIa3Me KPOBH
coctaisieT okojo 0,25, T. €. aTopBacTaTHH IIOXO MPOHUKAET B APUTPOLIUTHI.

Buorpanchopmanus

ATOpBacTaTMH B 3HAYUTEIBHON CTENEHM METAa0OJIM3UpPYeTCs ¢ 0Opa3oBaHUEM OpPTO- U Mapa-
THIPOKCHIMPOBAHHBIX MPOU3BOIHBIX M PA3IUUHBIX MPOIYKTOB B-OKHUCIeHHs. B ycrnoBusx in vitro
OpTO- M MaparuApOKCHINPOBAHHBIE META0OUTHI OKa3bIBAIOT MHTHOUpYIoIIee aerictBue Ha [ MI -
KoA-penykra3dy, comoctaBUMOe C TakoBbIM Yy aropsacraTuHa. IIpumepno 70 % cHuxeHus
aktuBHOCTH ['MI'-KOoA-peaykra3pl mpouCXOIUT 3a CUET NEHCTBHS aKTHBHBIX LUPKYIHPYIOIINX
MeTa0oIUTOB. Pe3ynbTaTbl HCCIEAOBaHMN in Vitro HalOT OCHOBAaHHE IIPEAIONOXKHTH, YTO
nzopepmeHT CYP3A4 medeHn urpaet BaXKHYIO poiib B MeTaboJIM3Me aTopBacTatuHa. B mons3y
9TOro (hakTa CBUAETENBCTBYET MOBBIIICHNE KOHIIEHTPAIIMM aTOPBACTATHHA B IIa3Me KPOBU IIPU
OJTHOBPEMEHHOM IIPHEME 3PUTPOMHUIIMHA, KOTOPBIH SBISETCS HHTMOUTOPOM 3TOTO H30(epMEeHTa.

HccnenoBanus in vitro Takke MOKA3aJd, YTO aTOPBACTATUH SIBISETCS cIa0bIM MHTHOUTOPOM
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nzopepmenta CYP3A4. AtopBacTaTvH HE OKa3blBaeT KJIMHUYECKM 3HAUYMMOTO BIIMSHUS Ha
KOHIICHTPALMIO B IJIa3Me KPOBH Tep(eHauHa, KOTOPbI MeTaboIM3UpyeTCs II1aBHBIM 00pazom
nzopepmenToM CYP3A4, nosTOMy €ro CyliecTBEHHOE BIMSHUE Ha (PapMaKOKUHETHKY JPYTHUX
cyOctpartos nzopepmenta CYP3 A4 manoeposTHO (cM. pazzen 4.5.).

DIUMUHALNS

ATOpBacCTaTHH M €ro METa0OJIUTHI BHIBOJSATCS TJIaBHBIM 00pPa30oM C JKETUbIO MOCIIE MEYEHOYHOTO
W/WIIA BHENIEUEHOYHOro MeTabo0sin3Ma (aTopBacTaTUH HE MO/ABEPIraeTcsl BhIPaKEHHON KUIIIEYHO-
nedyeHouHol peuupkyssiuun). Ilepuon momyseiBenenus (T2) cocraBiser okosio 14 yacos, npu
sToM MHTHOUpytomui 3¢ ekt npenapara B otHomennn [ MI'-KoA-pemykrassl mpuMepHO Ha
70 % omnpenensercss aKTUBHOCTBIO LUPKYIUPYIOIUX METAO0O0IMTOB M coXpaHsercs okojo 20—
30 yacoB Omarogaps ux Hanuuuto. [Tocne mpuema BHyTph B Mo4ye 0OHapykuBaeTcsi MeHee 2 % OT
INPUHATOM J103bI Mpenapara.

ATOpBacTaTHH SBISETCS CYOCTPaTOM TpaHCIOPTEPOB (EPMEHTOB MEUEHH, TPAHCIOPTEPOB
OATPIB1 u OATP1B3. Merabonutsl aropBactathHa sBisioTcs cyOctparamu OATP1BI.
ATOpBacTaTHH TaKXe WACHTHPHIUPYETCS Kak cyocTpat 3¢ ¢utokcHbIX TpancnoprepoB MDRI1 u
BCRP, koropele MOIryT OrpaHHYHMBaTh KHIIEUHYIO a0COpPOLMI0O M TII€UYEHOUYHBIH KIIHMPEHC
aToOpBacTaTHHA.

Ocobvle epynnvl nayueHmos

Hayuenmul nosicunozo 6o3pacma

KoHuenTpanuu aropBacTaTMHa B IUIa3Me KPOBH y manueHToB crapuie 65 seT Bbime (Cmax —
npumepHo Ha 40 %, AUC — npumepHo Ha 30 %), ueM y B3pOCIIbIX NALMEHTOB MOJIOJOr0 BO3pacTa.
Pazmuumii B s¢ddextuBHOCTH M OGe30macHOCTH Mpemapara, a TakKKe B JOCTHIKCHUH Liesei
TUIOJIUIMEMUYECKON Tepanuy y MAIMEeHTOB MOXWJIOrO BO3pacTa, MO CPaBHEHHUIO ¢ OOmIen
HOMYJISIIIUEH, He BBISBICHO.

JleT” ¥ moaAPOCTKH

B 8-HenmembHOM OTKpPBITOM HCCIEAOBAaHUHM NeTH (B Bo3pacTte 6—17 IeT) ¢ reTepo3uroTHOM
CEeMeHON THImepxoyiecTepuHemMueid u ucxomHod kKoHmeHtpammend XC-JITHIT >4 mmons/n
MOJIy4aJId TePAIHIO aTOPBACTATHHOM B JIEKApPCTBEHHOH (hopMe — KeBaTeNIbHbIC TAOIETKH 5 MT W
10 Mr unu TalJeTKH, ITOKPHITHIE ITICHOUYHON 0005104K0H, B 03¢ 10 Mr miu 20 Mr ouH pa3 B CyTKH
COOTBETCTBEHHO. ETMHCTBEHHOW 3HAYMTENBHON KOBapuaTod B (papMaKOKWHETHYECKOW MOIETH
HOMYJISIMHI, OTy4arollei aTopBacTaThH, Obli1a Macca Tena. Kaxkymuiics KinupeHe aTopBacTaTHHA
y J€Tel He OTINYAICA OT TAKOBOI'O y B3POCIBIX MAUEHTOB IPU AJTIOMETPUYECKOM U3MEPEHUH 10
Macce Tena. B puamazoHe neicTBUS aTOpBACTaTUHA U O-TMIPOKCHATOPBACTaTMHA OTMEYAIOCh
nocnenosatenbHoe cHkeHne XC-JIITHIT u XC.

llon
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KoHueHTpauu aropBacTaTHHa B IUIa3Me€ KPOBU Y JKEHIIWH OTIMYAIOTCS OT aHaJOTMYHBIX
nokasaresiel y MyxuuH (rpumepHo Ha 20 % Bbime 1 Cmax ¥ Ha 10 % Huoxe g AUC). Ognako
KaKUX-JIM0O KIMHWYECKH 3HAYUMBIX PA3IM4YMil B JCWCTBUU HA JIMIHIBI MEXIYy MYXYMHAMU H
XKEHIIMHAMH He HaOJI01aJI0Ch.

Tloueunas nedocmamounocms

Hapymienue ¢QyHKiuu nouek He BIMsAET Ha KOHLUEHTPAIMIO aTOPBACTATHHA B TUIa3Me KPOBU WM
Ha MOKa3aTeIH JUIMHUIHOTO 0OMEHa, B CBS3U C 3TUM M3MEHEHHE J03bl Y MAIUEHTOB C HapyIIeHUEM
(dhyHKIIMN TTOYeK He TpedyeTcs (cM. pasnen 4.2.).

UccnenoBanuil npruMeHeHHs aTopBacTaTHHA Y NALUMEHTOB C TEPMUHAJIBHON CTaiuel MO4YeyHOU
HEJOCTAaTOYHOCTH HE MPOBOAMIIOCh. ATOpBACTaTUH HE BBIBOAMTCA B XOJA€ TIeMOJIUANIN3a
BCJIE/ICTBUE MHTEHCUBHOTO CBSA3BIBAHUS C OEJIKAMHU IIa3Mbl KPOBH.

Ileuwenounasn nedocmamounocms

Konnenrpamnus npenapara 3HauuTenbHO NOBBIMIACTCS (Cmax — mpumepHo B 16 pa3, AUC —
npuMepHo B 11 pa3) y manueHToB ¢ alKOroJbHBIM HUPPO30M neueHH (kiacc B mo knaccuduxanmu
Yaitna-I1et0) (cM. paznen 4.3.).

Honumopgusm SLCO1B1

ITeuenounsrit 3axBat Bcex wuHTHOUTOpPOB ['MI-KOoA-pemykrasel, BKIIOYasi aToOpBacTaTHH,
npoucxoautr ¢ ywyactueM TpaHcnoprepa OATPIB1. YV mnanmeHTOB ¢ TeHETHYECKUM
nonumopuzmom SLCO1B1 umeercs puck NOBBILIEHHS SKCIIO3UIUN aTOPBACTATHHA, YTO MOYKET
MPUBECTH K MOBBILLICHUIO PUCKA pa3BUTUS pabdaomuonusa. [Tonumopdusm rena, Kogupyromero
OATP1B1 (SLCOI1BI ¢.521CC), cBs3an ¢ nossimenueM sxcno3unmu (AUC) aTopBacTaTuHa B
2,4 pa3a 10 CpaBHEHUIO C MalMeHTaMHu 0e3 TaKoro reHoTunuyeckoro usmenenus (c.521TT). V
TaKuX MalMEHTOB TAaK)K€ MOKET HaOJI0AaThCs HapyLICHHE 3axBaTa aTOpPBAacCTaTHHA IMEYEHBIO,
CBA3aHHOE C TIEHETHYECKUMHU HapylIeHUsIMU. BO3MOXHBIE MOCIEACTBHS B OTHOLICHHUH

3(PEeKTUBHOCTH HEM3BECTHEI.

6. ®PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOTaTeJIbHBIX BeIIECTB
Kanpus kapOonar

I'unponosa

Henmrono3a Mukpokpucramanaeckas (tum 101)
JlakTO3BI MOHOTHIPAT

Kpockapmeninosa Hatpus

[Tonucopbar 80

Maruus cteapat
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0O00J104Ka IJIEHOYHAS:

I'unpomeninosa 6 cp

Tutana nuokcun (E171)

Makporon 8000

Tanbk

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok roqHocTH (CPOK XpaHeHHs )

Tabmerku 30 mr, 60 mr, 80 mr — 2 rona.

Tabmerku 10 mr, 20 mr, 40 mr — 3 rona.

6.4. OcoObie MepbI NPENOCTOPOKHOCTH MPHU XPAHEHUH

XpaHuTh TIpH TemriepaType He Bbiiie 25 °C, B OpurnHaIbHOM OJUCTepe.

6.5. XapaxTep M cojepkaHue NEPBUYHON YNIAKOBKH

ITo 10 Tabnetox B Ommcrepe 3 koMmOumHMpoBaHHOTO Matepuana OIIA/An/TIBX u donbru
ATIOMUHUEBOM.

ITo 3, 6 nnu 9 GUcTEepPOB BMECTE C JIMCTKOM-BKJIAIBIIIEM ITOMEIIAIOT B MAYKy KapTOHHYIO.

He Bce pa3meps! ynakoBOK MOTYT ObITh JOCTYIIHBI JUIsl peau3aliuy.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH NPH  YHUYTOKEHHH  HUCMOJIH30BAHHOIO
JIeKApCTBEHHOI'0  Ipenapara MWJIM  OTX0A0B, TMOJYYEeHHbIX IOCJe TNPHMEHEeHHus
JIEKAapCTBEHHOI'0 Npenapara, u Apyrue MaHUNyJIsiMH ¢ NpenapaToM

Bech ocraBmmiics 1ekapCTBEHHBIN MpenapaT U OTXO/bI CIEAYET YHUUTOKHUTh B yCTAHOBIEHHOM

MopsaKe.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUS
T'epmanus

TAJl ®apma I'm6X, Xaitai-Jlomann-Iltpacce 5, 27472 Kykcxaden
Ten.: +49 (4721) 606-0

Dakc: +49 (4721) 606-333

Anpec a1, moutsl: info@tad.de

7.1. IlpeacTaBuTe/Ib JepKaTe/isi perucTPAlMOHHOIO YA0CTOBEPEeHHUS

[IpereH3un noTpeOUTEIEN HAIPABIITH 10 aAPECY:

Poccuiickas @edepayus
000 «KPKA-PYCy»
143500, MockoBckas o0u1., r. Mctpa, yin. MockoBckas, 1. 50

Ten.: +7 (495) 994-70-70
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®axc: +7 (495) 994-70-78

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

Pecnybnuxa Kasaxcman

TOO «KPKA Ka3zaxcran»

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

Anpec a11. moutsr: info.kz@krka.biz

8. HOMEP PETMCTPALIMOHHOI'O YOCTOBEPEHHSI
JITI-Ne(002704)-(PT-RU)

9. TATA TEPBUYHOM PETWCTPAIIMU (IIOJATBEPXKJIEHHSI PETHCTPAIINN,

HNEPEPEI'NCTPALINN)

Jlata nmepBoii peructpanuu: 6 urons 2023 r.

10. JATA IEPECMOTPA TEKCTA

OOmias xapakTepUCTUKAa JIEKapCTBEHHOro mpemnapara AtopBactaTuH - TAJ] nmoctymHa Ha
UH(OPMAIIMOHHOM TopTajie EBpa3uilckoro 9SKOHOMHYECKOrO COi03a B HH(OPMAIMOHHO-
KOMMYHUKaITMOHHOM cetn «IHTepHEeT» https://eec.eacunion.org.
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