COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 19.09.2023 N= 18157

(MOCNEOOBATENBHOCTE 0006)

OBLIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITIPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

ATtopuc, 40 Mr, TaOJICTKH, MOKPHITHIE TNICHOYHON 000JI0YKOI

2. KAYECTBEHHBIN 1 KOJJMYECTBEHHBII COCTAB
JleficTByIOIIEE BEIECTBO: aTOPBACTATHH.
Kaxmas Ttabmerka comepxutr 41,44 Mr artopBacTathHa Kamiblus (PKBUBaJIEHTHO 40 Mr
aTOpBacCTaTUHA).
BcnomorarenbHbIe BCIIECTBA, HAJIMYMUE KOTOPBIX HAJ0 YUYUTBHIBATH B COCTABC JICKAPCTBEHHOI'O
mpernapara: JJakTo3bl MoHOTHApaT — 199,5 Mr, KpockapMeio3a HaTpus, HATPUS JAYPHICYTbhaT
(cm. pasnen 4.4.).

ITonHbIl IEpevYeHs BCIIOMOTAaTEIBHBIX BEIIECTB MIPUBE/EH B pazzeine 6.1.

3. JJEKAPCTBEHHASA ®OPMA
Ta0neTku, NOKPHITHIE MIICHOYHON 000I0UYKOM.
Kpyrable, cnerka ABOSKOBBIMYKJIbIE TaOJETKH, MOKPBITHIE IUIEHOYHOH 000J0YKOW Oenoro wiu
noYTH OEJIO0To IBeTA.
Bun Ha u3nome: Oenas mepoxoBaTasi Macca ¢ IJICHOYHON 000JI0UKO# 0€10T0 MiIH OYTH 0e10ro

OBCTA.

4. KIIMHUYECKUE JAHHBIE
4.1. Iloka3anus K NPpUMEHEHHUIO
e ['mnepxonecrepuHEeMHUs:

- B KauecTBE JIOTOJHEHUS K JAMETE JJIsi CHUKCHHUS MOBBIIIEHHOTO O0IIEro XoJecTepruHa
(XC), xomecrepuHa  JMIONPOTEMHOB  HHU3KOM  miuotHoctn  (XC-JITHII),
anonunomnporenna B (ano-B) u tpurnunepunos (TT)) y B3pociibix, mOIpOCTKOB U AeTEH
B Bo3pacte 10 jer wiu crapiie ¢ NEpBUYHON THIEPXOJIECTEPUHEMUEH, BKIIOUas
CEMENHYI0 TUIIEPXO0JIECTEPUHEMUIO (reTepo3UroTHHII BapHaHT) WIH
KOMOMHHPOBAHHYIO (CMEIIAHHBIA BapHaHT) FHIEPIUIUAEMHUIO (COOTBETCTBEHHO THUIT
Ila u IIb mo kmaccudukanuu Dpeapukcona), Korga OTBET HA AWETy W JApPYyrue
HEME/IMKAMEHTO3HbIE METO/IbI JICUEHUsI HEIOCTATOYHBI,

- g cHuxeHus nobieHHoro odmero XC, XC-JIITHIT y B3pocibix ¢ TOMO3UTOTHON

ceMeitHoM FHHGpXOH@CTepHHCMHQﬁ B Ka4CCTBC JOINOJIHCHU A K Apyrum
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THITOJIUIUCMUYECKUM MeTozaM JsiedeHus: (Hampumep, JI[THII-adpepe3s), wnu ecnu
TaKUe METObI JICUCHHS HETOCTYITHBI.
e [IpodunakTuka cepaeIHO-COCYAUCTHIX 3a00IeBAHHIA:

- Npo¢MIAKTHKA CEPIEeYHO-COCYIUCTBIX COOBITHH y B3pOCIBIX MAIEHTOB, HMEIOIINX
BBICOKHH PHUCK Pa3BUTHS NEPBHYHBIX CEPACYHO-COCYAUCTBIX COOBITHH, B Ka4ecTBe
JIOTIOJIHEHUS K KOPPEKIUH APYrUX (pakTopoB pHUCKa;

- BTOpUYHAs MNPOQUIAKTHKA CEpIAEUYHO-COCYAUCTBIX OCIOXKHEHHH Yy TMalUeHTOB C
umemuyeckoi 6ome3nbio cepauna (MbC) ¢ nenpio CHIKEHUSI CMEPTHOCTH, HH(PAPKTOB
muokapza (MM), HHCYTbTOB, HOBTOPHBIX TOCHUTATN3ALUH MO TOBOY CTEHOKAPIAUU U
HEOOXOMMOCTH B PEBACKYIISIPH3ALINH.

4.2. Pe:kuM J103MPOBaHUSI U CIIOCOO MPUMEHEHUsI

Ilepen nHawyanmoMm JedyeHHs mpenapaToM ATOpUC CIEAYET MOMBITaThbCd JOOUTHCS KOHTPOJIS
THIIEPXO0JIECTEPUHEMUH U CHIKEHHUSI MACChI TeJla y MAIleHTOB C 0)KUPEHUEM C TIOMOIIBIO JIUETHI,
(u3nUecKuX yIpaKHEHUH U aJIeKBaTHOM Tepanuy OCHOBHOTO 3a00JI€BaHUs.

[lpy Ha3HayeHHUW IMperapaTa HEOOXOAMMO PEKOMEHJIOBATh MAIMEHTY CTaHAAPTHYIO
THIIOXO0JIECTEPUHEMUYECKYIO JHETy, KOTOPOH OH JOJDKEH NPHUIEPKHUBATHCS B TEUEHHE BCETO
HepuoJia TePaIHH.

Pexum no3uposanus

Jo3a npenapata Atopuc Bapeupyercs oT 10 mr 1o 80 Mr oJuH pa3 B CYTKU U MOAOUPAETCS C
yueroM KoHueHTpauuu XC-JIITHII B muia3me kpoBu, LETU Tepanuy U UHAWBUAYAJILHOIO OTBETA
Ha MPOBOJUMYIO TEpPAIHIO.

MaxkcumanbHas cyroyHas 103a npenapara Atopuc cocrasisier 80 mr.

B navane nedeHus w/uiaM BO BpeMs MOBBIMICHHUS JI03bI penapara ATOpHC HEOOXOIUMO KasKable
2—4 Hepnenw KOHTPOJMPOBATh KOHLUEHTPALMIO JUIHMJIOB B IUIa3Me€ KPOBU M COOTBETCTBYIOLIMM
00pazoM KOpPpPEeKTHPOBaTh 103y IIpenapara.

Ilepsuunas sunepxonecmepuremust u KOMOUHUPOBAHHAA (CMEWAHHAS) SUNEPAURUOEMUS]

Jlnst GONBIIMHCTBA MAIEHTOB peKOMEHIyeMast 103a mpenapara Atopuc coctasiser 10 Mr ogun
pa3 B CYTKH, TepaleBTUYECKOe JeiiCTBUE MPOSABISAETCSA B TEUCHHE 2 HEJleNb U OOBIYHO JJOCTHTaeT
MakcuMyMa uepes 4 Hezpenu. [Ipu ummrtensHoM neueHun 3pdext coxpansercs.

T'omosucomuas cemennas cunepxonrecmepunemus

B GonpmmmHcTBE citydaeB Ha3HavaroT 1o 80 Mr O/IMH pa3 B CYTKH (CHM)KEHHE KOHIeHTpauuu XC-
JIITHII B mna3me kpoBu Ha 18—45 %).

I'emeposucomnas cemetinas sunepxonecmepuremus

Hauanbnas noza cocraBmser 10 mMr B cytku. o3y crneayer moadupaTh HHIUBUIYAIbHO M

OLICHUBATL AKTYAJIbHOCTDH J03bI KAXK/bIC 4 HCACIN C BO3MOXXHBIM ITOBBLIIICHUCM 10 40 mr B CYTKH.
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3areM 00 /1032 MOKET ObITh yBEJIMUYEHA O MakCUMalbHON — 80 MI B CyTKH, JTMOO BO3MOKHO
COYETaHHE NPHUEMa CEKBECTPAHTOB KEIYHbIX KUCIOT U aTopBacTaThHa B 103€ 40 MI' B CYTKH.
IIpoghunaxmuxa cepoeyHo-cocyoucmolx 3a601e6anuUll

B unccrenoBanusax nepBHYHON Mpo(MIIAKTUKU 1032 aTOpBAcCTaTHHA cocTaBiisuia 10 Mr B CyTKH.
MoskeT MOHAJOOMTLCA IMOBBIIICHHUE JO3BI C ILeNbi0 JgocTikeHus 3Hauenuit XC-JITTHII,
COOTBETCTBYIOIIMX COBPEMEHHBIM PEKOMEHIAITHSIM.

Oco0ble rpyInbl HalMEHTOB

Tayuenmul ¢ neuenounol HeOOCMamo4HOCMbIO

[Ipn wapymeHun (yHKIMM TEYeHH 103y MpemnapaTa ATOpUC HEOOXOAMMO CHWXXATh TpPHU
pPeryliipHOM  KOHTPOJE  CBHIBOPOTOYHOM  aKTUBHOCTU  «IEYCHOYHBIX»  TpaHCAMHHA3:
acniapratamunotpancdepasbl (ACT) u anannnamuHoTpancepasst (AJIT).

THayuenmul ¢ noueyHoll HeOOCMAMOUYHOCIBIO

Hapymenne ¢GyHKOMM TOYEeK HE BIMAET HAa KOHIIGHTPAIMIO aTOpBAacTaTHHA WIIM CTETCHb
cHmwkenns koHueHTpanuu XC-JITTHIT B ma3zme KpoBH, HOITOMY KOPPEKLIUH 036! IIperapara He
TpeOyercsi.

Tlayuenmul nodxcunozo ospacma

Paznuunii B TepaneBTHUECKOM 3P (HEKTUBHOCTH M 0€30TIACHOCTH TIpernapara ATOpHC y TAaIlMeHTOB
MIOKHJIOTO BO3PACTa, IO CPABHEHUIO ¢ OOIIeH NOMyIIsnei, He 00HApyXEeHO, KOPPEKIIHH 036l HE
Tpedyercs (cM. pasmen 5.1.).

HDI/IMCHCHI/IC B KOMOMHAIIAH C APYI'UMU JCKAPCTBCHHBIMH ITpCriapaTaMu

[Ipy HEOOXOIUMOCTH OJHOBPEMEHHOTO TNPUMEHEHHS C IUKIOCHOPHUHOM, TEIalpeBUpoOM,
KOMOMHAIMe TUIpaHaBUpP/PUTOHABUP WK TIeKanpeBUp/MMOpeHTacBUp 032 Npenapata ATOpUC
He J0hKHA npeBbimath 10 Mr B cytku (cM. pazaenst 4.4.,4.5. u 5.1.).

He pexomennmyercss mOpUMEHATh AaTOPBACTaTUH MAlUEHTaM, I[OJIYYalOUIMM  TEpamnuio
JIETEPMOBHPOM OJTHOBPEMEHHO C IUKJIOCIIOPUHOM (cM. pazfensl 4.4. u 4.5.).
DapMaKOKMHETUYECKUE JIEKAPCTBEHHBIE B3aUMOJEHCTBUS, KOTOPbIE MPUBOJAT K IMOBBILIEHUIO
CUCTEMHOU KOHIIEHTpAIIMH aTOpPBACTaTHHA B IIa3M€ KPOBH, TAK)Ke OBUIM OTMEYEHBI C IPYTHMH
MHTUOMTOpaMH MpoTeasbl BUpyca nMMmyHoAedumnurta demoeka (BUY) (rommHaBup/puTOHABUD,
CaKBHHABUP/PUTOHABUD, JapyHABUDP/pUTOHABHUD, hocaMITpeHaBUp, (hocaMIpeHaBUp/PUTOHABHD H
HenduHaBup), UHTUOUTOpaMu  TpoTeassl  BupycHoro  rematuta C  (Gomemnpesup,
310acBUP/TPA30MPEBUP, CUMENPEBUP), KIAPUTPOMUIIMHOM, UTPAKOHA30JIOM M JIETEPMOBHUPOM.
Crnenyer co0mogaThb OCTOPOKHOCTh MPU OJHOBPEMEHHOM NPUMEHEHMHU C aTOPBACTATHHOM.
PexkoMenayeTrcs MpoBECTH COOTBETCTBYIOLIYIO KIMHUYECKYIO OLIEHKY M NPUMEHSTh CaMylo

HU3KYI0 23 QEKTUBHYIO 103y aTopBacTaTUHa (cM. pa3zaensl 4.4. u 4.5.).
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VY nauMeHToB, OJHOBPEMEHHO MPHUMEHSIOUMX HPOTHUBOBUPYCHBIE Npenaparbl Ui JeUeHUs
BupycHoro remnatuta C (310acBUp/Tpa3onpeBUp) C aTOPBACTATHHOM, 1032 aTOpBAacTaTUHA HE
JI0JDKHA TipeBbimaTh 20 MT B cyTKH (cM. pasaenst 4.4. u 4.5.).

eTu
Hemu c 10 0o 18 nem npu eemepo3ucommuoii cemetinou cunepxoiecmepuremuu
Pexomenayemas nHaganpHas no3a — 10 Mr onuH pa3 B cyTkd. Jlo3a MOKET OBITH yBeIHUYEHA JI0
80 MT B CYTKH C y4eTOM KIMHHYECKOTO 3(h(PeKTa u mepeHOCHMOCTH.
o3y npenapata AToprc HE0OX0AUMO MOAOUPATH B 3aBUCUMOCTH OT LEJIH TUTIOTUITHIEMUIECKOM
tepanuu. Koppekiusi 1036l JODKHA MPOBOAUTHCS C MHTEpBAJAMU OAMH pa3 B 4 HEACNTH WU
Oouble.

Cnocob npuMeHeHns

Buyrpe. Tabnerku cienyeT mporiaTeiBaTh LEJIHWKOM, 3anuBas Bojxoi. IlpuHumarh TabneTku
KaX/IbIil IeHb NPUOIU3UTENBHO B OIHO U TO € BpPeMs CyTOK HE3aBUCHUMO OT IpHEMa MUILIH.
4.3. IlpoTuBONOKA3AHUS

e [ 'Mnep4YyBCTBUTENBHOCTh K AaTOPBACTATHHY W/MIM K JI0O00OMY W3 BCIIOMOTaTEIbHBIX
BEILECTB, IEPEUUCIICHHBIX B paznene 6.1.

e AkTHBHOE 3a00JieBaHME TICUEHHM WIM TIOBBIIIEHHE AKTUBHOCTH «IICUYECHOUYHBIX)
TpaHCaMMHa3 B IUIa3M€ KPOBU HESCHOTO IeHe3a Oosee ueM B 3 pas3a IO CPaBHEHUIO C
BEpXHEW rpaHULIEd HOPMBI.

e OpHOBpEMEHHOE IPUMEHEHHE C (Y3UT0BON KUCIOTOM.

e OnHOBpEMEHHOE IPUMEHEHHE HMPOTUBOBHPYCHBIX MperapaToB
rJIeKanpeBUp/MMOpEHTaCBUD [UIs JIeUeHUs! BUpYcHOTo remnaruta C.

e bepeMeHHOCTh U MEpPHOA IPYAHOTO BCKapMiIMBaHus (cM. pasnen 4.6.).

e JKeHmmMHBI JE€TOPOJHOrO BO3pacTa, HE HCIOJIB3YIOLIME aJEKBAaTHbIE METO/bI
KOHTPALECILIHH.

4.4. Oco0ble yka3aHusl M MepbI IPEIOCTOPOKHOCTH IIPU NPUMEHEHNH

C 0CTOPOKHOCTBIO

VY nanueHTOB ¢ HanuuueMm (aKTOpOB pUCKa pa3BUTHs pabaoMuonM3a (HapyiieHue (QYHKIHMH
NOYeK, TUIIOTUPEO03, HACIEICTBEHHBIC MBIIICYHbIC HApyLICHUS Y IMAalMeHTa B aHaMHe3€¢ WIN B
CEMEHOM aHaMHe3e, YK€ NMEPEeHECEHHOE TOKCHYECKOe BIUSHHE MHTHOUTOPOB 3-THAPOKCH-3-
metunrmorapui-KoA-penykrassl  (IMI'-KoA-penykrasel) (cratunbsl) win  (pubpaTtoB Ha
MBIIIEYHYIO TKaHb, 3a00JIeBaHUs II€UYEHH B AaHAMHE3e M/MIM IPUMEHEHHE Yy MaIUeHTOB,
YHOTPEOISAIOIUX aIKOr0JIb B 3HAUUTENIbHBIX KOJIMYECTBAX, BO3pacT crapuie 70 JeT, CUTyaluu, B
KOTOPBIX OKU/IAETCS MOBBIIICHWE KOHIIGHTPAI[MM aTOpBAcCTaTHHA B IUIa3Me KPOBU (Hampumep,

B3aMMO/ICUCTBUE C IPYTUMHU JIEKAPCTBEHHBIMU CPEJICTBAMM)).
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BausHue Ha neyeHb

Kak 1 npu npumMeHeHnH Jpyrux rUnoIMIuIEMHUUECKUX CPEACTB ATOrO Kiacca, IpU NPUMEHEHUN
aTopBacTaTMHA OTMEYAIM YMEPEHHOE MOBBIIEHHE (O0Jiee ueM B 3 pa3a 0 CPaBHEHHIO C BEPXHEH
TpaHMIel HOPMBI) aKTUBHOCTH «medeHOuHbIX» TpaHncamuHa3 (ACT u AJIT) B mmasme KpoBH.
CToiiKo€ TIOBBIIICHNE CHIBOPOTOYHOW aKTUBHOCTH «IIEUEHOYHBIX» TpaHcamuHa3 (Ooyiee yeMm B
3 paza MO CpaBHEHWIO C BEpXHEW TpaHWIEd HOpPMBI) HaOmomanock y 0,7 % mammeHTos,
MOJTy4YaBIINX aTopBacTaTuH. YacToTa MOJOOHBIX M3MEHEHUH MPH MPUMEHEHUN aTOpBAaCTaTHHA B
nmo3zax 10 mr, 20 mr, 40 mr u 80 mr coctaBisna 0,2 %, 0,2 %, 0,6 % u 2,3 % COOTBETCTBEHHO.
[loBpilIeHNE AaKTHUBHOCTH «IEYEHOYHBIX» TpaHCAMHHA3 B IUIa3ME€ KpPOBH OOBIYHO HE
COIIPOBOXK/IAJIOCH KENTYXOU WIN APYTUMH KIMHUYECKUMHU POsiBICHUAMU. [Ipy CHIDKEHUH 103BI
aTopBacTaTMHA, BPEMEHHOW WM TOJIHOM OTMEHE Impernapara aKTUBHOCTb «IEYEHOUHBIX)»
TpaHCaMUHa3 B IUIa3Me KPOBU BO3Bpalllaiach K MCXOAHOMY YpPOBHIO. BOJNBIIMHCTBO MallMEHTOB
OPOAOJDKAIM IPUEM aTopBacTaTMHA B CHIDKEHHOW J03e 0€3 KakuxX-JIM0O KIMHHYECKUX
MOCJEACTBUH.

o Hauana Tepanuu, uepe3 6 Heneab U 12 Henenb NMocie Havana IpUMEHEHU rpenapara ATopuc
WM TIOCJIE YBEITUYCHUS €T0 JI03bI HEOOXOIMMO KOHTPOJIMPOBATh MOKa3aTe il (QyHKIIUU TICUYCHHU.
OYHKIIMIO TICYEHU CIIEAYyeT KOHTPOJIUPOBATh TAKXKE MPH TOSBICHUHM KIMHHYECKUX MPU3HAKOB
MOpakeHUs TIedeHH. B ciyuae MOBBIIICHUS aKTUBHOCTH «IIEYCHOUYHBIX» TpaHCAMHUHA3 B TUIa3Me
KpOBHU ciieiyeT KoHTposiupoBarh akTUBHOCTH AJIT u ACT B mia3Me KpoBH A0 TeX MOp, OKa OHa
He Hopmanuzyercs. Ecnu noBeimenne aktuBHocT ACT wnm AJIT B mnasme kpoBu Oojiee ueM B
3 pa3a, IO CPaBHEHHUIO C BEPXHEHl IpaHULIEN HOPMBI, COXPAHSETCS, PEKOMEHIYETCS CHUXEHUE
JI03bl WJIM OTMEHa npenapaTta Atopuc (cM. pazaen 4.8.).

[Ipenapar Atopuc cieayer NpUMEHATh C OCTOPOKHOCTBIO y MALMEHTOB, KOTOPBIE YIIOTPEOISIOT
3HAYUTENIbHOE KOJMYECTBO AJIKOTOJISl U/UIM UMEIOT B aHaMHe3e 3a00s1eBaHKe e4eHU. AKTUBHOE
3a00JIeBaHUE MEYEHH WM MOCTOSHHO IOBBILIEHHAs aKTUBHOCTb «IIEUYEHOYHBIX» TpaHCaAaMHHA3
IUIa3Mbl KPOBH HESICHOIO T€HEe3a SIBJSIIOTCS MPOTHUBOMNOKA3aHMEM K NPHUMEHEHMIO IpernapaTa
Artopuc (cM. pazzaen 4.3.).

JlelicTBUE Ha CKEJIETHELIE MBIIIIIEI

VY manueHToB, MOJTyYaBIIMX aTOPBACTATHH, OTMEYaiach Muainrus (cMm. pasmen 4.8.). JIuarnos
MUOIIATUH CJIEIyeT MPEAIoiararh y ManueHToB ¢ quddy3Hord Muanruei, 00JIe3HEHHOCTHIO WITH
CabOCThI0 MBI W/WIM  BBIPQKCHHBIM  IOBBIIICHUEM  CBIBOPOTOYHONW  aKTHBHOCTH
kpearunpocdokunnassl (KDOK) (6onee uem B 10 pa3 1o cpaBHEHHUIO ¢ BEpXHEH IpaHUIICH HOPMBI).
Tepanuto mpemnapatroM ATOpUC CieIyeT NPEKpaTUTh B CIydae BBIPAKEHHOTO TOBBILICHUS
ceiBopoToyHO akTHBHOCTH KDK npu Hanuuuu noATBep K I€HHONH MUOMATUU WM TIOJJ03PEHUN Ha

€C pa3BHUTHUC. Puck PasBUTHA MUOIIATUH TIOBBIIIAJICA IIPH OAHOBPEMCHHOM IIPUMCHCHHU
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JIEKapCTBEHHBIX CPEJCTB, IOBBIIAIOIIMX CHUCTEMHYIO KOHIIEHTPALMIO aTopBacTaTHHA (CM.
pasnenst 4.5., 5.1.). MHOrue u3 3THUX MpenapaTtoB WHTHOMPYIOT METa00JIU3M, OMOCPEIOBAHHBIN
m3opepmentom CYP3A4, w/mnm TpaHCHOPT JIEKapCTBEHHBIX BemlecTB. I3BecTHO, UTO
nzopepmeHT CYP3A4 — ocHOBHOM M30()epMEHT TEUEHH, YIaCTBYIOIINN B OMOTpaHChOpMAIIH
atopBactatuHa. [IpuMmenss mpemnapatr ATopuc B co4YeTaHWU C (huOpaTamul, SPUTPOMHIIMHOM,
UMMYHOJIEIPECCAaHTAMH, a30JbHBIMH  TPOTHBOTPUOKOBBIMH  CPEIICTBAMH, HWHTHOWTOpPaAMH
nporeassl BUU/Bupyca remarura C, JETEPMOBUPOM WM HUKOTHHOBOH KHCIOTOH B
JUMHICHIDKAIOMMX 103ax (Oosee 1 T B CyTKH), Bpay JOJKEH TIIATEIBHO B3BECHTH OXKHIAEMYIO
MOJIb3Y JICUEHUS] W BO3MOXKHBIA pucK. ClieyeT peryaspHO HaOMII0IaTh MAUEHTOB C IENBIO
BBISIBJICHUS 00JIeH UM c1abOCTH B MBIIIIAX, OCOOCHHO B TEUEHHUE MEPBBIX MECSIIEB TEPAH U B
NEepUo/ YBEIMYEHHs J03blI JIOOOro M3 YKa3aHHBIX cpeacTB. B cimyuae HeoOxoaumocTu
KOMOMHHPOBAHHOM Te€pamnuu cielyeT paccMaTpuBaTh BO3MOKHOCTh IPUMEHEHUs 0ojiee HU3KUX
HayaJbHbIX M TMOAJEPKUBAIOIIMX 03 BbIIIENEPEUUCICHHBIX cpeacTB (cMm. paszen 4.2.). He
PEKOMEH/TyeTCsl OTHOBPEMEHHOE NPUMEHEHHE aTOpBAaCTaTUHA U (Y3UIAOBON KUCIOTHI, TIOATOMY
BO BpeMsl IpUMeHEHUsI (Dy3UJ0BOI KHCIIOTHI pEKOMEH/I0OBaHA BpEMEHHAasi OTMEHA aTOpPBAaCTaTHHA.
B 1ono0HBIX CHUTyanHsx MOKHO PEKOMEH/IOBATh MEPUONWYECKHIA KOHTPOJIb CHIBOPOTOYHOM
aktuBHOCTH K@K, XO0TS Takoe MOHUTOPHpPOBAHHE HE IO3BOJIET IMPEIOTBPATUTH Pa3BUTHE
TSOKEIOW MUonaTHH (CM. pazaen 4.5.).

3aperucTpupoBaHbl COOOMICHHS O pPa3BUTUM HMMYHO-OIOCPEIOBAHHOW HEKPOTU3UPYIOUIEH
muomnatuu (MOHM) Bo Bpems wiu mocie JiedeHHuss HEKOTOPBIMU CTaTuHaMH (cM. paszen 4.8.).
NOHM xivMHUYEeCKH XapaKTepHU3yeTcsl CTOMKOM MPOKCHMAaJIbHONW MBIIMIEYHOUW CIIa0OCThIO M
MOBBIIICHHBIM ypPOBHEM KPEaTHMHWHKHWHA3bl B CHIBOPOTKE KPOBH, KOTOPBIE COXPAHSIOTCS
HECMOTpsI Ha MpeKpallleHue JIeYeHusl cTaTuHamu, HainuueM anturen k ' MI'-KoA-penykrasze u
yIy4lIeHUEeM IPU IPUMEHEHUN UMMYHO/IETIPECCAHTOB.

Jlo Hayasna JeyeHus

ATOpBacTaTMH CJeIyeT C OCTOPOXKHOCTBIO —Ha3HayaThb TMalnueHTtaM ¢ (akropamu,
IpeApacroyiaraloliuMi K Pa3BUTHIO pabaomuonm3a. Jlo Hayanma Tepanud aTopBaCTaTHHOM
CJIeyeT IPOBOIUTH KOHTPOJb akTuBHOCTH KDK B 11a3Me KpOBH B CIIEAYIONMUX CITyYasx:

e HapymieHue QyHKIHUU OYEK;

® TUIIOTUPEO3;

® HACJE/ICTBCHHBIC MBIIICYHbIE HApYIIEHHUs Y MalMeHTa B aHaMHE3e WM B CEMEWHOM

aHaMHe3e;
® yXe nmepeHeceHHoe Tokcnueckoe BrnusHue nHruoutopos [’ MI'-KoA-penykrasbl (cTaTuHb)

WM GUOPATOB HA MBITIICYHYIO TKAHb,
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e 3a0oyieBaHUSl TIEYCHH B aHAMHE3€ W/WIM TAlWEHTHI, YIOTPEOJSIONUE aaKOrojlb B
3HAUYUTEIbHOM KOJIMYECTRE;
® y MalMeHTOB B Bo3pacte crtapuie 70 JeT cieayeT OLEHUTb HEOOXOTUMOCTh KOHTPOJIS
nokazatenss KOK B minazme KpoBu, yUUThIBasi TO, YTO y 3THX MAllMEHTOB, KaK MpPaBUIIO,
YK€ UMEIOTCsl (PaKTOPBI, peipacoaratoliye K pa3sBUTHIO pabIOMHOIIN3A;
® CHUTYyallud, B KOTOPBIX OXHJIAETCS MOBBIIICHNE KOHIICHTPAIIMK aTOPBACTATHHA B IJIa3Me
KpOBH, TaKue KaK B3aUMOJICUCTBUSI C IPYTUMHU JIEKAPCTBEHHBIMU CPEJICTBAMU (CM. pa3/en
4.5.).
B Takux cuTyauMsx clegyeT OLEHUTh COOTHOUIEHHE «I0Jb3a — PUCK» U OCYILIECTBISATH
MEIUIIMHCKOE HAOIIO/ICHHUE 32 COCTOSTHIUEM TMAIlUeHTA.
B ciryyae 3HaunTEIPHOTO MOBBIIIIEHUS CHIBOPOTOUHOM akTHBHOCTH KDK (6osee uem B 5 pa3 Bbliie
BEpXHEH IpaHULIbIl HOPMBI) HE CIIeIyeT HAUMHAThH TEPaAIHI0 aTOPBACTATHHOM.
[Ipu npumenenun mnpenapara Artopuc, kak u apyrux uHruobutopoB ['MI-KoA-pemykrassl,
ONHCaHbl pEOKUEe Cciaydad pabdJoMHOIM3a C OCTPOM MMOYEYHOHM HEAOCTaTOYHOCTHIO,
00ycloBlIeHHOW MHUOTI00MHYypuel. DakTopoM pucKa pa3BUTUS PaOAOMHUOIM3Aa MOXKET ObITH
IpeaIIecTBYONee HapylleHne QyHKIMK noyeK. TakuM MalnueHTaM cieayer o0ecneuuTs Oosee
TIIATEIbHBIA KOHTPOJIb COCTOSIHUS CKEJIETHO-MBIIEYHOM cucTeMsl. [Ipyu nmosBIeHHMH CUMIITOMOB
MHONATUU WJIM HAIWYUU (AKTOPOB PHCKA PA3BUTUS IMOYEYHOM HENOCTATOYHOCTH Ha (oHE
pabnomuonusa (HampuMep, TSHKEIOoe TeYCHHE OCTPOW HMHGEKIMH, apTepualbHas THUIOTECH3HS,
O0IIMPHOE XUPYPTrUIECKOe BMEIIATEIHCTBO, TPABMBI, META0OIMUECKIE, YHIOKPHHHBIC U BOJIHO-
AJIEKTPOJIUTHBIE HAPYIICHUS, HEKOHTPOJIUPYEMBIE CYIOpPOTH) TEpaIruio TpenapaToM ATOpPHUC
cleyeT BPEMEHHO MIPEKPATUTh UM TIOJTHOCThIO OTMEHHUTb.
Buumanmue! IlaneHTOB HEOOXOIMMO MPEAYHNPEIUTH O TOM, YTO UM CIEAYeT HEMEIJICHHO
00paTUTHCS K Bpaudy MpH MOSBICHUN HEOOBICHUMBIX 0OJICH MU MBIIIIEYHOH CJIa00CTH, 0COOCHHO
€CJIM OHU COTIPOBOKIAIOTCSA HEJOMOTaHUEM WIIN JIMXOPAIKOH.

MuacreHus rpaBUC/TiIa3Hasi MUACTEHUS

Coolmanock, 4YTo B HEKOTOpbIX ciydasx wuHruoutopel ['MK-KoA-penykrassl (CTaTHHBI)
BBI3bIBAJIM pa3BuUTHE de NOVO WM yCyryOJsuld paHee CYLIECTBOBABLIYIO I'€HEPaTN30BaHHYIO
MHUACTEHUIO TPaBUC WJIM TJIA3HYI0 MUACTeHMIO (cM. pas3zien 4.8.). B ciyyae BOZHUKHOBEHMS WM
YTSDKEIEHHUS CHUMITOMOB MHMACTEHUM IpUeM Ipenapara ATOpUC CIEAyeT MpPEeKpaTUTh.
Coo0manock Takke 0 penuauBaXx MHACTEHUH IPHU IMOBTOPHOM IpHUEME TOTO XK€ CTaTWHA U NPH
npuMeHenuu apyroro uaruoutopa 'MK-KoA-penykrassbl.

I'eMopparnueckuii HHCYIILET

Ilocne cneumaabHOTO aHaIM3a PE3YJIbTATOB KIIMHUYCCKOTO HCCICAOBAHUA C Y4YaCTHCM

4731 narenTa 6e3 bC, nepeHecnx HHCYJIBT WIK TPAaH3UTOPHYIO HileMudeckyro ataky (THA)
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B TE€UEHHUE MpeAbIAYIINX 6 Mecs1eB, KOTOPbIM ObLT Ha3HaYeH aropBacTaTHH 80 MTI B CyTKH, ObL1a
BbIsIBJIEHA 0o0Jiee BBICOKAs 4acTOTa IeMOpparn4eckux MHCYJIBTOB B IpYIIIE aTopBacTaTUHA IO
CpaBHEHHMIO C TPYNIOii rutanedo (55 — B rpymre aTopBacTaThHa NPOTUB 33 — B rpyIme mianedo).
[TarmeHTHI ¢ reMOpparnuecKM HHCYIIBTOM Ha MOMEHT BKJIIOUCHHS B HCCIIEIOBaHIE UMENH Ooliee
BBICOKMH PHUCK JJIsi MIOBTOPHOTO TeMopparnyeckoro uHcynbra (7 — B TpyIIe aTopBacTaTHHA
npoTHB 2 — B Tpymre miane6o). OqHaKo y MarreHToB, MOTyYaBIIuX aTopBacTaTiHH 80 MTI' B CYTKH,
OBUIO MEHbBINIE MHCYABTOB JtoOoro tuma (265 mpotuB 311) m MeHbIIE cepAeYHO-COCYIUCTHIX
coOwITuit (123 mpotus 204).

CaxapHslii 1uader

Hekotopsie nanubie moaTBepkaaioT, 4to UHrHOMTOpHl ['MI-KOA-penykrassl (CTaTHHBI) Kak
KJIacC MOTYT NPUBOAMUTH K TOBBIIICHUIO KOHLEHTPAIMH IJIIOKO3bl B KPOBH, a Yy OTHEIbHBIX
NAlMEHTOB C BBICOKMM PHCKOM DPa3BHTHUSI CaxapHOro auabeTa MOXET pPa3BUThCS COCTOSHUE
THIIEPIIIMKEMUH, TpeOyloliee KOPPEeKLUH, Kak Mpy caxapHoM auadere. Tem He MeHee, ATOT PHCK
HE IpEeBbIMIAeT MoNb3y OT Tepanuu MHruoutopamu I'MI-KoA-pemykrasel (CTaTHHBI) C TOYKH
3pEHHS COCYUCTBIX PUCKOB, IIO3TOMY 3TO HE MOXET SBJIATHCS MPUIMHON I OTMEHBI TepaIny.
[TarmeHTHI, OTHOCSIIUECS K TPYIIE pUCKa (KOHIICHTPAIIHS TIIFOKO3bI B KPOBH HATOIMIAK OT 5,6 110
6,9 MMoIb/11, nHAeke Macehl Terna (MMT) > 30 kr/m?, noBbimenHas konnentparus TT B miasme
KpPOBH, apTepHaibHas TUNEPTEH3HUs), MOJDKHBI HAXOIWTHCA IOJl MEIWIMHCKAM KOHTPOJIEM,
BKJIIOYAsi KOHTPOJIb OMOXMMHUYECKUX IMapaMeTpOB KPOBH, B COOTBETCTBHH ¢ HalmoHanbHBIMH
PEKOMEHIAIHSIMH.

HNurepctuinmansaoe 3a001eBaHNe ISTKUX

Ha ¢one tepanuu vexoropbimu unruouropamu I'MI'-KoA-penykrassl (cTaTuHbI), 0COOEHHO Ha
(oHe UIUTENFHON TepanHy, OTMEYAINUCH SAMHUYHBIC CIy4al UHTEPCTUIHAIBLHOTO 3a00IeBaHUs
aerkux. Moryr HaOmoAaThCsl OJBINIKA, HENPOMYKTUBHBIA Kalleldb M YXYALIEHHE OOIIEero
COCTOSIHUSI 3710pOBbsI (YTOMIIIEMOCTh, CHHKEHHE MAacChl Tella M JUXopajka). B ciyuae, ecnu y
HalyeHTa MoJ03pEeBACTCsl HHTEPCTHINAIBHOE 3a00IeBaHUe JIETKUX, CIIEAYEeT OTMEHHUTh TEPAIHIO
aTOPBACTATHHOM.

DHaokpuHHasg QYHKINS

[Tpu npumenennn naruOuTopoB ' MI'-KoA-pemykTa3sl (CTaTHHBI), B TOM YHCIIE U aTOPBacTaTHHA,
OTMEYAIINCh CIy4aW TOBBIIICHUs KOHIEHTpauuu HbA1 u KOHIEHTpamuu TIIOKO3bI B KPOBH
HaTollak. TeM He MeHee, PUCK TUIIEPIIIMKEMUN HUXKE, YEM CTEIIEHb CHUKEHUSI PUCKA COCYIUCTBIX
ocnokHeHHi Ha Gone npuema uuruoutopos 'MI'-KoA-penykrassl (cTaTHHBI).

BcnomorarenbHbie BCIICCTBA

Jlakmo3zvl monoeuopam
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[NanmentamMm ¢ peako BCTpeyarolIeNCcss HACIEACTBEHHOW HENEepeHOCUMOCThIO TIajlaKTO3bl,
JePUIMTOM JIaKTa3bl WIK IITIOKO30-TaIaKTO3HON MajbabcopOIuel He cielyeT MPUHUMATh 3TOT
npemnapar.

Hampuii

Jansbrii mpenapat coaepuT Menee 1| Mmoutb (23 Mr) Hatpus B |1 TabieTke, TO €cTh, IO CyTH, HE
COJICP)KUT HATPHSL.

4.5. B3aumopgeiicTBMe ¢ JAPYrMMHM JIEKAPCTBEHHBIMH mNpenapaTaMd M JApyrue BHAbI
B3aUMO/IeiicTBUS

ATtopBactatun MeTabonusupyetcs cuctemon uroxpoma P450 3A4 (uzopepmentom CYP3A4) u
SIBJIIETCSI CyOCTpAaTOM TPAHCIOPTHOI'O MOJUNeNnTraa opranndeckux annoHos 1B1 (OATPIB1) u
1B3 (OATP1B3). Metabonutsl atopBactatuHa asisitorcs cyocrparamu OATP1B1. Takxke Obu1o
YCTaHOBJIEHO, YTO aTOPBACTATUH SBJsIETCA CyOCTpaToM Oellka MHOKECTBEHHOM JIEKapCTBEHHOM
pesuctentnoctu 1| (MDR1) u 6enka pesucteHTHOCTH paka MojouHoi xkene3sl (BCRP), koTopsie
MOTYT OIpaHUYMBATh BCACHIBAHUE B KMILIEUYHUKE U KIMPEHC aTOPBACTaTUHA B NI€YEHHU (CM. pa3ien
5.2.). OpnHOBpeMEHHOE IPUMEHEHUE C JIEKAPCTBEHHBIMHM IIperapartaMu, SBISIOLIMMHUCS
uaruontopamun m3opepmenta CYP3A4 wim GelKOB-IIEPEHOCYMKOB, MOXKET TPHBECTH K
MOBBIIIICHNIO0 KOHIICHTPAIMA aTOpBAacTaTHHA B TIa3Me KPOBH M K TIOBBINICHUIO PUCKA PAa3BUTHS
MHUOTIAaTHH. PUCK MOKET OBITh TaK)Ke YBEJIMYEH IPHU OTHOBPEMEHHOM ITPHUMEHEHUH aTOpBacTaTHHA
U IPYTHX JICKAPCTBEHHBIX MPETapaToB, CHOCOOHBIX BBI3BIBATH MUOIIATHUIO, TAKMX Kak (puOpaTel u
a3eTumu0 (cM. paznen 4.3. u 4.4.).

Bo Bpems neuenus unruburopamu ['MI-KoA-penykraszpl npu 0JHOBpPEMEHHOM NPUMEHEHUU
[UKIOCTIOPUHA, HUKOTHHOBON KHCJIOTHI B JIMMUCHIDKAIOIMUX J03ax (Oosiee 1T B CyTKH) WU
uHruburopoB  uzopepmenta CYP3A4  (manpumep, OSpPUTPOMHULMH,  KIAPUTPOMUIMH,
IPOTUBOI'PUOKOBBIE CPEICTBA — IPOM3BOJIHBIE a30J1a) MOBBIILIAETCS PUCK PA3BUTUS MUOIATUH (CM.
pasnen 4.4.).

Nuruburops! nzodpepmenta CYP3A4

ITockonbky atopBactatuH Metabommsupyercs usodepmentom CYP3A4, omHOoBpemeHHOE
NpUMEHEHHe aropBacTaTMHa ¢ uHruouropamu usopepmenta CYP3A4 moxeT NpuUBOIUTH K
YBEJIIMYEHHUIO KOHILIEHTpALlMM aToOpBacTaTHMHA B Iu1a3Me KpoBH. CTENeHb B3aUMOJCIHCTBUS U
3¢ dexTa MOTCHIUPOBAHUS ONpENeNseTcsl BapHabelIbHOCTBIO BO3ACHCTBHA Ha H30(EepPMEHT
CYP3A4 (cm. paznmen 5.2.).

bouto  ycranoBineHo, uTo MomHble uHruoOutopel u3zodpepmenra CYP3A4 npuBomar k
3HAYUTEIILHOMY IIOBBIIICHUIO KOHLIEHTPAllMU aTOpBacTaTWHa B IuIa3Me Kposu. Criexyer 1o
BO3MOXKHOCTU H30€raTb OAHOBPEMEHHOI'O NPHUMEHEHUs MOILIHBIX MHIMOMTOpPOB H30(epMeHTa

CYP3A4 (takux Kak UUKIOCHOPUH, TEIUTPOMMILMH, KIAPUTPOMULMH, JEIaBUPIUH,
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CTUPUIICHTOJ, KETOKOHA30JI, BOPUKOHA30J, WTPAKOHA30Jl, I03aKOHA30J, HEKOTOphIE
IIPOTUBOBHUPYCHBIE MpenapaThl, IPUMEHsIEMbIE I JiIeueHus: BUpycHoro renatuta C (Hampumep,
950acBUp/Tpa3onpeBup), ¥ MHrHOMTOPHI mpoTea3sl BUY, Bkirouass puTOHABHp, JIOMHMHABHP,
aTa3aHaBUp, WHAWHABUD, JapyHaBUp U 1p.). EciaM OZHOBpPEMEHHBIM NpHEM 3TUX MpenapaToB
HE00XO0INM, CIIeyeT paCCMOTPETh BOBMOKHOCTh Hadalia Tepariy ¢ MUHUMAITLHOM JT03bI, @ TAKXKE
CJIEyeT OLIEHUTHh BO3MOXKHOCTh CHM)KCHHUSI MAaKCUMAIILHOM JI03bI aTOPBACTATHHA.

Ymepennsie uHrHOuTOpHl M30pepmenta CYP3A4 (mampumep, SpUTPOMUIIMH, THITHA3EM,
BepamaMui U (IIyKOHA307) MOTYT MPUBOANUTH K YBEIHMUEHUIO KOHIICHTPAIIMH aTOpBACTaTHHA B
wia3me kpoBu. Ha ¢one omHoBpemennoro npumenenusi uaruOutopos I'MI-KoA-penykra3zsl
(cTaTuHBI) U SPUTPOMUIITHA OTMEUAIH MOBBIIICHHBIA PUCK pa3BUTHs MUonaTHH. McciaenoBanus
B3aMMO/ICHCTBUSl aMUOJIapOHa WJIM BepamaMuiia U aTopBacTaTMHA He MpoBoIwiIKCh. V3BecTHO,
4YTO M aMHUOJApOH, M BepamaMumil HHIHOUpPYIOT akTHBHOCTH u3opepmenta CYP3A4, u
OJIHOBPEMEHHOE TNPUMEHEHHE JTHUX I[pPenapaToB C aTOPBACTATMHOM MOXXET NPUBECTH K
HOBBIIICHNIO 3KCIIO3ULUKM aTopBacTaTMHA. B CBA3M C 3TUM PEKOMEHAYETCS CHH3HTH
MaKCUMAaJIBHYIO 103y aTOpBACTaTUHA M MPOBOJUTH COOTBETCTBYIOIIMI MOHUTOPHHI COCTOSTHHS
MaIyeHTa Mpu OJHOBPEMEHHOM INPUMEHEHHH C YMEPEHHBIMH HHTHOMTOpaMH H30(hepMeHTa
CYP3A4. KoHTpoItb ClieyeT OCYIIECTBIIATh NOCTIe Hayalla Tepaniy U Ha (OHE U3MEHEHUS TO3bI
uHrnomuropa nzopepmenta CYP3A4.

T'emdbubposzmin/dudbparsl

Ha ¢one nmpumenenuss ¢uOpaToB B MOHOTEpANHUM IMEPHUOJUIYCCKHA OTMEUAIN HEXeJaTeIbHBIC
peaKIuy, Kacarluecs CKEJICTHO-MBIIICYHOW CUCTEMBI, B TOM Yucie padaomuonu3. Puck Takux
peaknuii BO3pacTaeT NpH OJHOBPEMEHHOM MNpuMeHeHun (ubpaToB u atopBactaruHa. Ecnm
HEBO3MOYKHO U30€)KaTh OJJHOBPEMEHHOT'O IPUMEHEHHUS ITHX MPENapaToB, TO CICAYET MIPUMCHSITh
MUHUMAJIBHYI0 3QQEKTUBHYIO 103y aTOpBacTaTHHA, a TAKKe CIEAYeT MPOBOIUTH PErYJISPHBIMA
KOHTPOJIb COCTOSIHUS TIAI[ICHTOB.

23eTUMuo

[MpumeneHne 33eTMHIOA CBSA3aHO C PA3BUTHUEM HEKEJIATEIBHBIX PEAKINI CO CTOPOHBI CKEJIETHO-
MBIIIIEYHON CHCTEMBI, B TOM YHCJIC pa3BUTHE pabaoMuonu3a. PUCK Takux peakmuii MOBBIIIACTCS
NPy OJHOBPEMEHHOM TNPUMCHCHHUM D3eTMMHOA W aropBacTaThHa. JIJIS TaKUX IallMeHTOB
pPEKOMEHIyeTCs TIIAaTeIbHOE HAOI0ICHHUE.

BDI/ITDOMI/IHI/IH/ KIIapUTPOMHUIIMH

[Ipu omHOBpEeMEHHOM MPUMEHEHHUU aToOpBacTaTHHA U 3puTpomunuHa (mo 500 Mr yetbipe pasa B
CyTKH) WiIu KiapuTpomunuHa (mo 500 mMr nBapasa B CyTKH), MHTHOMTOPOB H30(epMeHTa
CYP3A4, naGnronanoch MNOBBIINIEHWE KOHIIEHTPALMU aTOpBacTaTHHA B IUIa3Me KpPOBH (CM.

paznensi 4.4. u 5.2.).
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HMuruburtopsl npoTeas

OnHOBpEMEHHOE NPUMEHEHHE aTOpBAaCTaTHHA C MHIHMOUTOpaMHM MpOTEa3, M3BECTHBIMU Kak
unruoutopsl  m3odepmenta CYP3A4, compoBokgaeTcsi yBENIWYEHHWEM  KOHIIGHTPAIUU
aTOpBAacTaTHUHA B IJIa3Me KPOBHU.

[lnitnazeM

OnHoBpeMeHHOE TPUMEHEHHE aropBacTaThHa B a03e 40 Mr ¢ auntuazemMoM B fo3e 240 mr
MPUBOANT K YBEITMUEHHUIO KOHIICHTPAIUY aTOpPBacTaTHHA B IJIa3Me KPOBH (CM. pasnen 5.2.).
HumeTnann

Knuanueckn 3HaUuMMOTro B3aUMOJCHCTBHS aTOPBAaCTaTUHA C IUMETHIMHOM HE 0OHApYKEHO (CM.
pasnmen 5.2.).

UrpakoHnazon

OpaHOBpeMEHHOE MPUMEHEHHUE aTopBacTaTUHA B 103ax oT 20 mMr 10 40 Mr 1 UTpaKOHAa30I1a B J103€
200 Mr mpUBOJWIIO K YBEJIMYEHHMIO 3HAYEHMs IUIOINAAM MOJ KPUBOH «KOHLEHTpaLUS-BpEMs
(AUC) atopBacratuna (cM. pasaen 5.2.).

T'peiindpyTOBEII COK

ITockonbKy rpedn@pyToBBI COK COACPKUT OJUH WIM HECKOJIbKO KOMIIOHEHTOB, KOTOpBIE
uHruoupyot n3opepment CYP3A4, ero upesmepHoe norpedienue (0onee 1,2 11 B 1€Hb) MOXKET
BBI3BIBATH YBEJIIMYEHHE KOHIIGHTPALIMK aTOpBAcTaTHHA B TIa3Me KPOBH (CM. pazzaen 5.2.).

M HErndurops! TpaHCIOPTHOTO OEJIKa

ATOpBacTaTHH SBJISICTCS CYOCTPATOM TPAHCIIOPTEPOB (PepMEHTOB TieueHH (cM. pazaen 5.2.).
OnHOBpEMEHHOE MPUMEHEHUE aTopBacTaTHHA B 103¢ 10 Mr v UKIIOCTIOpUHA B 103¢ 5,2 MI/KT/CYyT
NPUBOAMIO K TOBBIIICHUIO YPOBHS CHUCTEMHOTO BO3JIEHCTBHS aTopBacTaThHa (yBEIUYCHHE
nokazatenss AUC B 8,7 paza) (cm. pasgen 5.2.). LluknocnopuH sBiAsS€TCS HHTUOUTOPOM
TpaHCHIOPTHOTO monunentuaa opranndeckux annoHoB 1B1 (OATP1B1), 1B3 (OATPIB3),
npotenHa, accoruupoBaHHoro ¢ MDRI u BCRP, a takke wusodpepmenta CYP3A4,
CJIEI0BATEIBHO, OH MTOBBIIIAET YPOBEHb CUCTEMHOI'O BO3A€HCTBUS aTopBacTaTuHa. CyTo4Has 103a
aTOpBacTaTHHA HE JOJDKHA npeBbimatsh 10 Mr (cM. pasaen 4.2.).

OmHOBpEeMEHHOE PUMEHEHHE C TIpenapaTaMu, COACP KAIUMHU TIICKaNpeBUpP WU ITHOPEHTACBUD,
MPOTHBOIIOKAa3aHo (cM. pasfen 4.3.).

OnHOBpeMEHHOE IPUMEHEHHUE aTopBacTaTuHa B 1o3e 20 Mr u jerepmMoBupa B 03e 480 Mr B CyTKH
MPUBOJIWIIO K TIOBBIIIIEHUIO YPOBHS BO3/IelcTBUS aropBacTatrHa (cootHomenne AUC: 3,29) (cm.
pasnen 5.2.). JlerepmoBHp sIBISE€TCS MHTHOMTOPOM TpPaHCHIOPTEpOB mpocrarianHauHa, BCRP,
MRP2, OAT2 u neuenouynoro tpancnoprepa OATPIB1/1B3, takum 00pa3om, OH yCHIUBAET
ypOBeHb BO3JeiicTBUA aTopBacTaTuHa. CyTouHas [103a aTOpBAacTaTHMHA HE JOJDKHA MPEBBIIIATh

20 mr (cm. pazgen 4.2.).
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BenuunHa onocpenoBaHHBIX JIEKapCTBEHHBbIX B3aumojencTBuil u3opepmenta CYP3A wu
tpancnoptepoB OATP1B1/1B3 Ha coBMecTHOE MpUMEHEHHE MPENapaToB MOKET OTINYATHCS TPH
OJIHOBPEMEHHOM Ha3HAYEHUU JIETEPMOBUPA € LUKIOCHOPHHOM. He pexoMeHayeTcsl IpUMEHSTh
aTOpBacTaTUH MAIMEHTaM, MOJIYYalolUM TEpaluil JETEPMOBUPOM  OJHOBPEMEHHO C
IIUKIIOCTIOPUHOM.

DOnbacBup u rpasonpeBup spisitorcs uarnonropamu OATP1B1, OATPIB3, MDR1 u BCRP,
CJIEIOBATEIbHO, OHHM TOBBIIIAIOT YPOBEHb CHUCTEMHOTO BO3JCHCTBHS aTtopBacTatuHa. [lpu
OJIHOBPEMEHHOM MPUMEHEHUH CYTOYHAs /1032 aTOpBacTaTHHA HE JOJDKHA IpeBhImath 20 MT (cM.
pasnen 4.2.).

Nuanykrops! uzodpepmenta CYP3A4

OnHOBpeMEHHOE NpPUMEHEHHE aTopBacTaTMHa ¢ HHAyKTOpamu u3zopepmenta CYP3A4
(manpumep, 3¢daBupens, pubaMOULMH WIK THpenapaTsl 3Bepo00si MPOJBIPSIBICHHOI0) MOXKET
OPUBOAUTh K CHW)KEHHIO KOHIEHTpallMM aTopBacTaTMHa B IUIa3Me KpoBU. Bcenencrtsue
JIBOMCTBEHHOTO MEXaHHM3Ma B3aMMOJICHCTBUS C pHU(PAMIUIMHOM (MHIYKTOPOM H30(epMeHTa
CYP3A4 w wunruburopom tpancrnoptHoro Oenka rematonutoB OATPIBI) pekomenmyercs
OJTHOBpPEMEHHOE TPUMEHEHHUE aTOpBACTaTHHA U pU(aMITUIINHA, TOCKOJIBKY OTCPOYCHHBINH MTPHEM
aTopBacTaTWHA TOCTe TpueMa puQaMIUIiHa TPUBOJAUT K CYIIECTBEHHOMY CHIDKCHHUIO
KOHIICHTPAIIMX aTOPBACTaTHHA B TUIa3Me KpoBH (cM. paznen 5.2.). OnHako BiusHuE prudaMiimHa
Ha KOHIICHTPAIIMIO aTOpPBACTaTHHA B T€TIATOLMTaX HEU3BECTHO, U B CIIydae, €CIIU OJTHOBPEMEHHOTO
MPUMEHEHUSI HEBO3MOXXHO HU30eXaTh, CIEIyeT TIIATeIbHO KOHTPOIUPOBATh 3(PPEKTUBHOCTH
TaKOil KOMOMHALIMK BO BpEMsI TEPAIHH.

AHTarmas

OAHOBpPEMEHHBIH MpUeM BHYTPb CYCHEH3UH, COAepKAIe Maruus TMIPOKCU] W/WIHA aTFOMUHMS
TUAPOKCH]I, CHUKAJI KOHIICHTPAIMIO aTopBacTaThHa B mia3Me kpoBu (m3meHeHue AUC: 0,66),
0JIHaKo cTeneHb cHkeHus koHueHtpauun XC-JIITHIT B ma3me kpoBu Ipu 3TOM HE M3MEHSIIACh.
DeHazoH

ATOpBacTaTUH HE BIMsIECT Ha (PapMaKOKMHETUKY (peHa30Ha, TOITOMY B3aUMOJICHCTBUE C IPYTUMHU
npenaparaMu, MeTaOOJM3UPYIONIMMHACS TEMH XK€ H30(QEepMEHTAMH CHCTEMBI IIUTOXpOMa, He
OKUIAETCS.

Konecrunon

[Ipu ogHOBpEMEHHOM MPUMEHEHUH KOJIECTUIT0JIA KOHIIEHTPALMS aTOpBacTaTHHA B IJIa3Me KPOBU
camwkanach (u3menenue AUC: 0,74), ogHako rumonunuaeMudeckuii 3pQexr koMOuHaIMH

aTOpBaCTaTUHA U KOJICCTUIIOJIA ITPEBOCXOANIT TaKOBOU KaXXJ0ro npenapara B OTACJIbHOCTU.

ﬂ HUTOKCHH
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 19.09.2023 N= 18157

(MOCNEOOBATENBHOCTE 0006)

[Tpu moBTOPHOM NpUEME AUTOKCHHA U aTopBacTaTHHA B 03¢ 10 Mr paBHOBECHBIE KOHIICHTPALIUH
JMTOKCHHA B TIa3Me KPOBU HEe MeHIMCh. OJJHAKO NP MPUMEHEHUH JUTOKCUHA B KOMOMHAINH C
aTopBacTaTWHOM B 103¢ 80 MI' B CYyTKM KOHIIEHTpPAIMs IUTOKCHHA yBEIWYHMBajach (M3MEHEHHE
AUC: 1,15). [TarmerTaM, MOTy9arOIIUM JTUTOKCHH OJJHOBPEMEHHO C aTOPBACTATUHOM, TpeOyeTcs
COOTBETCTBYIOIIIEE HAOIOCHNE.

A3UTPOMUIINH

[Ipu onHOBpeMEHHOM MPUMEHEHWH aTopBacTaTMHa B J03¢ 10 Mr OAMH pa3 B CYTKH U
azutpomuiiHa B go3e 500 Mr 1 pa3 B CyTKM KOHIIEHTpalMsl aTOpBacTaTUHA B IIa3Me KPOBU HE
U3MCEHIIaCh.

HCDOD@J’IBHBIG KOHTPAaLCIITUBHBIC MIpCTIapaThl

[Ipy OJHOBpEMEHHOM NPHUMEHEHHHM aTopBacTaTMHA W MEPOPaJbHBIX KOHTPALENTUBHBIX
IpernaparoB, COJEpKaIUX HOPATUCTEPOH U ATHHUIACTPAIUOJ, HAOIIOAAIOCh 3HAUUTEIIBHOE
noBeimienne AUC Hopatuctepona (m3menenue AUC: 1,28) u satuHHIACTpaguona (M3MeHEHUE
AUC: 1,19). OtoT >pdeKT cineayeTr YIUThIBaTh MPH BHIOOPE MEPOPATHHOTO KOHTPAICTITUBHOTO
npernapara A )KeHIINH, IPUHUMAIOIINX aTOPBACTAaTHH.

Tepdbenanun

[Ipy OgHOBPEMEHHOM NIPHUMEHEHHH AaToOpBAacTaTHHA W TepdeHaanHa KIMHUYECKH 3HAYMMBIX
U3MEeHEeHNH (papMaKkoKMHETUKH Tep(eHaarHa He BBISIBICHO.

Bapdapun

B knmHMYecKoM HccIeoBaHUM y TAIMEHTOB, PETYISPHO MOJTYYaIOUINX Tepanuio BaphapruHOM,
OJIHOBpPEMEHHOE MPUMEHEHHE aTopBacTaTuHa B 03¢ 80 MI' B CyTKU NMPUBOJIMIO K HEOOJIBIIOMY
YBEJIMYEHHIO POTPOMOMHOBOTO BPEMEHHU, TPUOIM3UTENBHO Ha 1,7 CeKyH/Ibl, B TEUEHHE MEPBBIX
4 nueit Tepanuu. Iloka3zartenp Bo3Bpamjajics K HOpME B TeueHUe 15 nHell Tepanuu
aTopBacTaTuHOM. HecMOTpsi Ha TO, Y4TO TOJBKO B PENKHUX CIydasx OTMEYalld 3HAUYUTEIIbHOE
B3aMMOJICHCTBUE, 3aTparvBarolllee aHTUKOATYISIHTHYIO (YHKIMIO, CIEAYyeT OIpeaeauTh
IPOTPOMOMHOBOE BpeMsl JI0 Hayaja Tepalnuyd aToOpBACTaTMHOM Yy IAaLIMEHTOB, MOJIYYarolIUX
TEpanuilo KyMapWHOBBIMH aHTHKOATYJSIHTAMH, W PETYISIPHO — B TIEPUOJ TEparuu, YTOOBI
NPEIOTBPATHTh €ro 3HAYMTENbHOE H3MeHeHHe. Kak TOoNbKO IMoKaszarenb MPOTPOMOMHOBOTO
BPEMEHH CTaOMIIM3UPYETCs, €T0 KOHTPOJIh MOXKHO MPOBOJIUTH TaK K€, KaK PEKOMEHIYETCS IS
MAIMEeHTOB, OTYYAIONUX KyMapUHOBBIE aHTHKOATYJISIHTHL. [Ipy n3MeHeHu# 10361 aTOpBacTaTHHA
WIN TIPEKPAIICHUH Teparnuyd KOHTPOJIb MPOTPOMOMHOBOTO BPEMEHHU CIIEAYET MPOBOAMUTH MO TEM
K€ TPUHIMIAM, YTO ObUIM ONMHUCaHbl BhIIE. Tepamus aTOpBACTaTUHOM HE ObUla CBs3aHA C
pa3BUTHEM KPOBOTEUEHUS UM U3MEHEHUSIMU POTPOMOMHOBOTO BPEMEHH Y MALMEHTOB, KOTOPHIE

HC MMOJIy4daJId JICYCHHUEC aHTUKOATr'yJIsIHTaMH.

Koaxununa
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 19.09.2023 N= 18157

(MOCNEOOBATENBHOCTE 0006)

HecmoTpst Ha To, 4TO UCCIIeIOBaHUS OJJHOBPEMEHHOTO MPUMEHEHHS KOJIXUIIMHA U aTOPBaCTaTHHA
HE MPOBOJWINCH, UMEIOTCS COOOIEHUST O Pa3BUTHM MHOMATHU TPU MPUMEHEHUH JTaHHON
koMOuHaiuu. [Ipu OAHOBpEMEHHOM MPUMEHEHWH aTopBacTaTMHA W KOJIXHUIIMHA CIeAyeT
COOJTFO/IaTh OCTOPOIKHOCTb.

Amtoaunua

B nccrnenoBanny 1ekapCcTBEHHOTO B3aMMOACHCTBHUS Y 370POBBIX JOOPOBOJIBIIEB OJTHOBPEMEHHOE
MpUMEHEHUEe aropBacTtatuHa B jo3¢ 80 Mr m amuogunuaa 10 Mr TpUBENO K KIWHUYECKH
HE3HAYMMOMY YBEIMYEHHIO KOHIIEHTpauuu aropBactatuHa (u3menenue AUC: 1,18) B mma3me
KpPOBH.

dy3umoBast Kuciaora

Bo Bpemst mocTperucTpaoHHbIX UCCISIOBAHUI OTMEYAIH CIIydyan Pa3BUTHS PaOdIOMHUOIH3A Y
MAIMeHTOB, MPUHUMAIOIIUX OJHOBPEMEHHO CTAaTHHBI, BKJIOYas aTOPBACTATHH, U (Y3HIOBYIO
KHUCJIOTY. MeXaHM3M JaHHOTO B3aUMOJCHCTBHUS HEWU3BECTCH. Y TAIMEHTOB, JUISI KOTOPBIX
npuMeHeHne (Qy3u0BON KUCIOTH CUUTAIOT HEOOXOIUMBIM, JICUCHUE CTATHHAMH JIOJKHO OBITH
MPEKpaIIeHO B TCUCHHUE BCETO NeproJia MPUMEHEHUsST Py3UI0BON KHCIOTHI. Tepanus cTaTHHAMH
MOJKET OBITh BO30OHOBIIEHA Yepe3 7 JHEU Mmociie TocienHero npueMa (Gy3umaoBoil KucioTsl. B
UCKJTIOUYNTENBHBIX CIIydasX, KOT/la HeoOXOoJaWMa NpPOJOJDKUTENbHAS CHCTEMHAs Teparus
Gy3umoBOi KUCIOTOM (Hampumep, I JICUEHUS TSDKENbIX HH(EKImii), HEeoOXO0AUMOCTh
OJTHOBPEMEHHOTO TPUMEHEHHsS aTopBacTaThiHa ©  (y3uIOBOM KHCIOTHI JOJDKHA OBITH
paccMOTpeHa B KaXKIOM KOHKPETHOM CIy4ae M OCYIIECTBIATHCA IMOJ CTPOTUM HaOIIOAeHUEM
Bpaya. [lamueHT JOKEH OBITh NPEIyNpekIeH O HEOOXOAMMOCTH HE3aMeTUTEIBHOTO
oOpalieHus: 3a MEIUIMHCKOW TOMOIIBIO TP TOSBICHUM TaKUX CUMITOMOB KaK MbIIICYHAs
C1a00CTh, YyBCTBUTEIBHOCTH MK OOJIb.

Jpyrasi conyTcTBYIONIAs TepaIus

B knMHHMYeCKHX MCCIeIOBaHUSAX aTOPBACTATHH NMPUMEHSUIH OJHOBPEMEHHO C MIIOTEH3UBHBIMH
CpeACTBAaMH M 3CTPOTeHaMH B paMKaX 3aMECTHUTENIbHON TOpMOHaIbHOW Tepanuu. [Ipu3HakoB
KJIMHAYECKH 3HAYMMOTO HEKEIAaTeIbHOTO B3aWMOJICHCTBHS HE OTMEYCHO, WCCIICIOBAHHS
B3aMMOJICHCTBUS CO CIENU(UICCKIMH TTperapaTaMy He POBOIHIIUCH.

KpomMe Toro, oTmMedanoch MOBBINICHHE KOHIIEHTPAIMM aTOpPBAacTaTWHA TPU OJHOBPEMEHHOM
NpUMEHEHUH ¢ WHTuOMTOpamMu mpoteassl BUY (komOuHammm nomMHaBUpa W PUTOHABHPA,
CaKBHMHABHpa U PUTOHABHPA, TapyHABHPA U PUTOHABUPA, (hOCAMIIPEHABHP, a TAKKE KOMOWHAIHH
(ocamripeHaBUpa C pPHUTOHABUPOM U HeI(YUHABUPOM), HHTUOMTOpPAMU TpPOTEa3bl BHUpyca
renatuta C  (GouenpeBup, 310acBUP/TPa3ONpPEBUP, CUMENPEBUP), KIAPUTPOMULIMHOM U
uTpakoHazosoM. Cienyer coOoaTh OCTOPOKHOCTh MPH OJHOBPEMEHHOM NMPUMEHEHUU 3TUX

IPEnaparToB, a TAaKkKe MPUMEHATh CaMyl0 HU3KYI0 3 (QEKTUBHYIO 103y aTOpBacTaTHUHA.
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 19.09.2023 N= 18157

(MOCNEOCBATENBHOCTE 0006)

B3aumooeiicmeue ¢ opyzumu nekapcmeeHHvIMuU cCpeocmeamu

Bausnue opyeux npenapamos na ¢hapmaxoxkunemuxy amopeacmamuna

ATopBacTaTuH
HN3menenue
IIpenapar, 103UPOBKa 7
penapat, Xosup Jlo3a (Mr) Wsmenenne AUCE | MAKCHMATLHOR
KOHIIEHTPalu1
(Cmax®)
Tunpanasup 500 Mr nBa
pasa B CYTKH/PHUTOHABUD
200 Mr B8 pasa B cyTiH B 10 mr, ogHokpaTHO | T B 9,4 pasa 1 B 8,6 paza
TeueHue 7 THeH
Huxnocnopun 10 Mr ommH pa3 B
5,2 mr/kr/cyr, cyTku B TeueHue 28 | 1 B 8,7 paza 18 10,7 paza
IIOCTOSIHHASL 1032 JHEN
['mexanpeBup 400 mMr
OJIMH pas B | 10 Mr onua pa3z B
CYTKH/TTMOPEHTACBHP cyTkn B TeueHue | T B 8,3 paza 1 822,0 paza
120 mr ouH pa3 B CyTKU B | 7 qHEH
TeueHue 7 THer
TemanpeBup 750 mr
Kaxaple 8 yacoB B | 20 mr, ogHOKpaTHO | T B 7,9 pasa 18 10,6 paza
teueHue 10 auei
JlonmuaaBup 400 Mr naBa
aza B CYTKH/PUTOHABU 20 M- omin pas
P yrawp P CyTku B TedeHue | T B 5,9 pasza 1B 4,7 paza
100 mr 1Ba pa3a B CyTKH B .
. 4 nuen
TeueHue 14 nuei
Knaputpomuniua 500 mr | 80 Mr oguH pa3 B
B paza B CyTKM B |CyTku B TedeHue | T B 4,5 paza 1B 5,4 paza
TeueHue 9 nuei 8 muel
CaxBunaBup 400 Mr gaBa
pa3a B CYTKH/pUTOHaBUP 40 wr o pas
4
400 wir 71pa pasa B CyTKH B ZyTII:ZIﬁ B Teuenue | T B 3,9 paza 1B 4,3 paza
TeueHue 15 guei**** A
P YHEWp P cyTku B TeueHue | 1 B 3,4 paza 1B 2,2 pa3a
100 mr 1Ba pasza B CyTKH B .
. 4 naen
Teuenue 9 guen
Utpakonazon 200 mr
ooMH pa3 B cyTtku B |40 mr, ogHOokpaTHO | 1T B 3,3 pasa 1B 1,2 pa3a
Teuenue 4 quen
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ot 19.09.2023 N= 18157

(MOCNEOCBATENBHOCTE 0006)

JlerepmoBup 480 Mr oguH
pa3 B cytku B Tteuenue | 20 mr, omHOKpatHO | T B 3,29 paza 182,17 paza
10 nueit
bouemnpesup 800 mr Tpum
pa3a B cytku B Teuenme | 40 mr, omHOKpaTHO | T B 2,3 pasa 1B 2,7 pa3a
7 nHew
®ocamnpenasup 700 mMr
ZIBa pasa B | 10 Mr omun pa3 B
cyrku/putonaBup 100 mr | cyrku B TedeHue | 1 B 2,5 pasa 1B 2,8 paza
IBa pa3a B CyTkd B |4 nHei
TeueHue 14 nHei
®ocamnpenasup 1400 mr | 10 Mr oguH pa3 B
JIBa pasa B CyTKU B CyTkn B TeueHue | 1B 2,3 pasa 1 B 4,0 paza
Teuenue 14 nueut 4 nuent
CumenpeBup B J103€
150 mr ogus pa3 B cytku | 40 mr, ogHOKpaTHO | T B 2,12 paza 1 81,7 paza
B TeueHue 10 nHei
Onbacsup 50 Mr oauH pas
° CYTKH/TPa3OpeBHp 10 mr, omgaokpatso | T B 1,95 pa3 T8 4,3 pasa
200 Mr oJiuH pa3 B CyTKHU B
TeueHue 13 nHei
HendwunaBup 1250 Mr aBa | 10 Mr oguH pa3 B
pasa B CyTKU B TeUeHHUE cyrku B Teuenue | T B 1,74 paza 1B 2,2 paza
14 nnen 28 nueit
Junrnazem 240 mr onmH
pa3 B CYyTKU B T€UeHHE 40 wmr, ogHokparuo | T B 1,51 pa3za 18 1,0 pa3
28 nueit
I'peiindpyToBsIii cok
240 M1 oguH pa3 B 40 wmr, oqnokpatsao | T B 1,37 pasza 181,16 paza
CyTKH*
I'emdudposun 600 mr aBa
pasa B CyTKU B TeUeHHE 40 wmr, oqnokpatao | T B 1,35 pasza 1 B 1,0 pa3
7 nHen
Oputpomuniv 500 Mr
YeThIpe pa3a B CyTKH B 10 mr, ogHOokpatHo | T B 1,33 paza 181,38 paza
TeueHue 7 JHen
A 10

NUTOZIHITHH 10 M, 80 wmr, ogHokparHo | T B 1,18 pasa 1 80,91 paza
OJTHOKPATHO
Pudpammuiun 600 mr 40 wmr, omHokpatHo | T B 1,12 paza 1B 2,9 paza
OJIMH pa3 B CyTKU B
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(MOCNEOCBATENEHOCTE O

P
HnLs 1

TeueHue 7 qHen
(oHOBpEMEHHOE
MpUMeHeHue ) * **

®denodudpar 160 mr

OJIVH pa3 B CYTKH B 40 mr, ogHokpatao | T B 1,03 paza 181,02 paza
TeueHue 7 JHeH

Humernaua 300 mr 10 Mr onuH pa3 B

YeThIPE pPa3a B CyTKH B cyrku B Teuenue | | B 1,0 pa3 1 B 0,89 pa3a

TEUYEHUE 2 HEEID

2 Heneab

Konectunoxn 10 mr nBa
pa3a B CyTKH B TCUCHUE

40 Mr onuH pas B
CyTKH B TEYCHHE

He ycranosneno

| B 0,74** paza

28 Henenb 28 Henenb
Maanoxc TC® 30 mn 10 Mr onuH pas B
OJIMH Pa3 B CYTKH B cyrku B Teuenue | | B 0,66 paza 1 80,67 paza
TedyeHue 17 nueit 15 nueit
DdaBupen3 600 mr onuH
10 Mr B TeueHue
pa3 B CyTKHU B TeUeHHUE . 1 80,59 paza | B 1,01 paza
. 3 nHeit
14 nueit
Pudammurun 600 mr
OAWH pa3 B CYTRHL B 40 mr, ogHokpatHo | | B 0,2 pa3a | B 0,6 paza

TeUeHue 5 qHen
(pa3nenbHbIN npuem )™ **

“ [IpencTaBieHO OTHOLIEHHE TUIIOB Tepanuu (0JHOBPEMEHHOE IPUMEHEHHE MpernapaTa BMECTE C
aTOPBAaCTaTUHOM B CPABHEHHH C IPUMEHEHHUEM TOJIBKO aTOPBACTATHHA).

* [Ipu 3HaUUTENHHOM yOTpeOIeHnU TperndpyroBoro coka (> 750 mi—1,2 1 B CyTKH) OTMeUanu
oonbinee yBennaenue AUC (1o 2,5 pas) u/unu Cmax (10 1,71 paza).

** Ha ocHOBaHMHU 00pasia, B3ATOr0 OJHOKPAaTHO uyepe3 8—16 yacoB mocie npremMa mnpernapara.
*¥#%  Tak xak pudamMounuH o0nagaeT JBOMCTBEHHBIM MEXaHM3MOM  B3aWMOJCHCTBHS,
PEKOMEH]TyeTCsl BBOAUTH aTOpBAcTaTHH M pudaMnuuuH ogHOBpeMeHHO. bonee mo3auuii npuem
aTopBacTaTMHA TOCie pU(AMIMIMHA CBS3aH CO 3HAYUTEIBHBIM CHIKEHHEM KOHIICHTPAIUH
aTOpBacTaTHUHA B IJIa3Me KPOBH.

*#%% Jlo3pl cakBHHABHPA/pUTOHABUPA, IPUMEHSBIINECS B JTAHHOM HMCCIIEIOBAHUH, OTINYAIOTCS
OT JIO3UPOBOK, KOTOPBIE MPUMEHSIOTCS B KIMHUYECKOW mpakThke. ClemyeT y4YUTHIBaTh, YTO
MOBBIIIICHUE DKCTIO3UIIMU aTOPBACTATHHA NP KIMHUYECKOM MPUMEHEHUH, CKOpEe BCETO0, BHIIIE,
yeM HaOmogaeMoe B JaHHOM HCCIIEOBAaHMU. B CBA3M ¢ 3THM ciledyeT NMpUMEHATh Hamboiee

HH3KYIO 103y aTOPBACTATHHA.

Bausnue amopsacmamuna na papmaxokunemuxy opyeux npenapamos
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(MOCNEOCBATENBHOCTE 0006)

IIpenapat, npuMeHsieMblii 0THOBPEMEHHO C
aTOpBACTATHHOM, 103HPOBKA
ATopBacTaTuH
- /Tosa (ur) HN3menenune | U3Menenue
penapat//lo3a (Mr
AUC& Cmax&
80 MT OZMH pa3 B CYTKH B Antunupun 600 mr, 181,03 180,89
TedeHue 15 nuen OJTHOKpPATHO pasza pasza
80 MT OAMH pa3 B CYTKH B Hurokcun 0,25 mr ogun pa3 | T8 1,15 181,23
teuenue 10 gHeit B CyTKH B TedeHue 20 jaHeir | pasza pasa
IIepopanbHbie
KOHTpaIeNTHBHBIE
Tperaparsl OJMH pa3 B
40 Mr oJiuH pa3 B CyTKH B 181,28 181,23
CYTKH{ B TE€UCHHUE
TeueHue 22 gHei pasa pasa
2 MecALEeB:
- HOPATUHAPOH 1 MmT,
- OTUHUJIACTPAANON 35 MKT
Tunpanasup 500 mr 1Ba
paza B CyTKU/pUTOHABUP 181,08 180,96
10 mr, ogHOKpaTHO
200 Mr Ba paza B CyTKM B | pa3a pasa
TeueHue 7 THel
®ocamnpenasup 1400 mr
10 Mr ouH pa3 B CyTKH B 180,73 180,82
JIBa pa3a B CyTKU B TEUECHUE
TedueHue 4 qHen pasza pasza
14 nueit
®ocamnpenasup 700 mr
JIBa pasa B
10 mMr ouH pa3 B CyTKHU B 180,99 180,94
cyrku/putonasup 100 mr
TeueHue 4 nHen pasa pasa
JIBA pasza B CyTKU B TEUCHUE
14 nuen

&TIpencraBneHo OTHOLIEHHE TUIIOB Tepanuu (0JHOBPEMEHHOE TIPUMEHEHHE MpenapaTa BMECTE C
aTOpPBACTaTUHOM B CPAaBHEHUU C MIPUMEHEHUEM TOJILKO aTOPBACTATHUHA).
4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD M JAKTALMS

JKeHINMHBI IETOPOIHOIO BO3pacTa

>K6HH_II/IHI>I ACTOPOAHOI0 BO3pacTa BO BpPEMA JICUHCHHA HOJDKHBI ITOJIB30BATHCA aJACKBATHBIMU

MEeTOIaMH KOHTpareniuu (cM. pasaen 4.3.).

BbepemeHHOCTB

[Ipenapar Atopuc MpOTHBOINOKA3aH NMpu OEpeMEHHOCTH (cM. paszjen 4.3).
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Cpenu GepeMeHHBIX JKEHIIMH KOHTPOJIUPYEMble KIMHUYECKNE UCCIIE0BAaHUS C aTOPBACTATHHOM
HE MpoBOAMINCE. OTMEYaAIUCh peAKUE CIydan BPOXKAECHHBIX aHOMAINN OCe BHYTPUYTPOOHOTO
Bo37eiicTBUS Ha Twioa mHruoutopoB I'MI-KoA-pemykrasel (cratuHbl). B uccriemoBanusx Ha
KMBOTHBIX OBIIO IOKA3aHO TOKCHYECKOE BIIMSHUE HA PEIPOTYKTUBHYIO (QYHKIIHIO.

IIpu npueme atopBacTaThHa OEpPEMEHHOM KEHIIMHOW BO3MOXHO CHI)KEHHE Y IJIOAA YPOBHS
MeEBaJIOHaTa, KOTOPBIN SBISETCS MPEANIECTBEHHUKOM OMOCHHTE3a XOJECTepHHA. ATEPOCKIEPO3
ABJIIETCSI XPOHMYECKMM IPOLECCOM, M, KakK IpaBWIO, OTMEHa T'MIOIUIUAECMHYECKUX
JIEKapCTBEHHBIX CPENICTB BO BpeMsi OEpEMEHHOCTH OKa3bIBACT JIMIIb HE3HAUNTEIILHOE BIIMSIHAE Ha
JIOJITOCPOYHBII PUCK, CBSI3aHHBIN C IEPBUYHON THIIEPXOJIECTEPUHEMHUEH.

B cBs13u ¢ aTHM, penapat ATopuc He cielyeT Ha3HauyaTh OEpEeMEHHBIM JKEHIIMHAM, KEeHIIUHAM,
TUTAHUPYIOIINM O€pEMEHHOCTh, HITH TP TIOJ03pEHIH Ha OepeMeHHOCTh. Heo0X0MM0o OTMEHUTH
npueM Impemnapara ATOpHUC BO BpeMs OEpEeMEHHOCTHM WM JI0 YCTaHOBJCHHUS OTCYTCTBHUSA
O6epemeHHOCTH (cM. pazaen 4.3.).

JlakTanusa

[Ipenapar ATopuc NpoOTUBONOKAa3aH B MEPUOJ KOPMIIEHUS rpyabt0. HenzBecTHO, BBIBOJUTCS TN
aTOPBACTATHH U €r0 METaOOIHUTHI C TPYIHBIM MOJIOKOM Y YeloBeKa. B rccienoBaHmsIx Ha KppIcax
KOHIICHTpAllUd aTOpBAcTaTHHA W €ro aKTHUBHBIX METabOJIMTOB B IUIa3M€ KPOBU AHAJOTHYHBI
TaKOBBIM B MoJjioke. [Ipu HeoOXxonumocTn Ha3HaueHMs MpernapaTa B NEpUO/l JIAKTALUU TPYIHOE
BCKApMIIMBaHHWE HEOOXOAMMO MPEKPaTUTh BO H30EKaHHE pHUCKA Pa3BUTHUSA HEXKeIaTeIbHbIX
SIBJIEHUU y TPYJIHBIX JETEM.

DepmunvHocmy

B uccnenoBanusx Ha )HMBOTHBIX aTOPBACTATHH HE OKA3bIBAJ BIUSHUS Ha PEPTUIHHOCTD y CaMIIOB
1100 CaMoK.

4.7. BanssHue Ha CHOCOOHOCTHL YNPAaBJSATHL TPAHCIOPTHBIMH CpeACTBAMHM M padoTaTrh C
MeXaHM3MaMHu

JlaHHBIX O BIUSHHUM aTOpBAacTaTHHA HA CIIOCOOHOCTH YIPABIATH TPAHCIIOPTHBIMU CPEICTBAMH,
MEXaHW3MaM{ U 3aHMMAThCS TMOTCHIMAIbHO OMACHBIMU BHJIAMHU JICATEIBHOCTH, TPEOYIOUMMH
MOBBIIICHHOW KOHILIEHTPAM BHUMAHHUA M OBICTPOTHI MICUXOMOTOPHBIX peakuuid, HeT. OnHako,
YUUTBIBAasE BO3MOXKHOCTb Pa3BUTHsI TOJOBOKPYXKEHHS, CIEAyeT COOMI0aTh OCTOPOKHOCTH MPHU
BBINIOJIHEHUH NIEPEUNCIIEHHBIX BUAOB AEATENBHOCTH.

4.8. HexkenarejibHbIE peaKIUun

Pesrome npodmig 6e301acHOCTH

HpenapaT ATOpI/IC 0OBIYHO XOpoHmo IMCPCHOCHUTCs, HCKCIIATCIBHBIC PCAaKIHHU, KaK IIpaBUIIO,

JICTKUC U IIPEXOAAIIUC.
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PesroMe HekenaTenbHbIX PEaKINi

UacToTra BCTpeyaeMOCTH oONpeleieHa cieayomuM obpazoM: odeHb dvacto (> 1/10), gacto
(or>1/100 mo < 1/10), mewacro (ot > 1/1000 mo < 1/100), peaxo (ot > 1/10000 mo < 1/1000),
oueHb peako (< 1/10000), gacTtora Hew3BeCTHA (MCXOIS M3 HMMCIOIIUXCS JAHHBIX YacTOTY
BO3HUKHOBEHHSI OTIPEICITUTH HEBO3MOKHO).

HexenaTensHbIe peakiiuy CTpYNITHPOBaHBI B COOTBETCTBUH C TIOPSIKOM Ha OCHOBaHHH CHCTEMHO-
opransbix kiaccoB (COK).

Hngexyuu u uneazuu:

4acTo — Ha30(hapUHTHT.

Hapywenus co cmoponbl Kposu u ium@amuueckori cucmemsi:

penKo — TPOMOOLIUTONICHUSI.

Hapywenus co cmopoHbl UMMYHHOU CUCTEMDbL.

4acTo — aJUIEPTUIECKUE PEaKITIH;

OYEHb PEIKO — aHA(PUIIAKCHSL.

Hapywenus memabonuzma u numanus:

4acTO — TUIEPTIIMKEMUST;

HEYacTO — TMIIOTJIMKEMUS, YBEIMYCHHE MAcChl TeJla, aHOPEKCHUS;

YacTOTa HEU3BECTHA — CaXapHBIi AuadeT (4acToTa Pa3BUTHS 3aBUCHT OT HAJTMYHSI WIIA OTCYTCTBHS
(aKkTOpoB pHCcKa (KOHLEHTpAIMS TJIIOKO3bl B KPOBH HATOIIAK > 5,6 MMons/n, UMT > 30 kr/m?,
NOBBIIIeHHAs KoHIeHTpauus TI B mia3Me KpoBH, apTepHaibHas TUIIEPTCH3US B aHAMHE3E)).
Icuxuueckue HapyuieHus:

HEYaCTO — «KOIIMAapHBIC» CHOBU/ICHUS, OECCOHHUIIA,

4acTOTa HEM3BECTHA — JICTIPECCHSL.

Hapywenus co cmoponul nepgnoii cucmembi:

4acTo — rojIOBHas 00JIb;

HEYacTo — TOJIOBOKPYXKCHHUE, IMapecTe3us, TUIECTe3usl, HapyIIEHHEe BKYCOBOTO BOCIIPHSATHS,
aMHE3Hs;

penKo — nepudepuyueckas HelponaTus;

4acTOTa HEM3BECTHA — MOTEPS MIIM CHIDKEHHE TTAMSITH, MUACTCHUS TPaBHC.

Hapywenus co cmoponsl opeana 3penus:

HEYaCTO — BOBHUKHOBEHHE «IIEJICHBD) MEPE/] II1a3aMH;

pPEeAKO — HapyILlIEHUE 3PEHUs;

4acTOTa HEM3BECTHA — IJ1a3Hasi MUACTCHHS.

Hapywenus co cmoponul opeana ciyxa u 1abupunma:

HCEYACTO — IIYM B ylIax;
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OUYEHb PEJKO — MOTEPs CIyXa.

Hapywenus co cmoponul Ovixamenvhoti cucmemvl, 0peanos 2pyOHOU KNemKU U CPeOOCMEeHUsL:
4acTo — 00JIb B rOpiie, HOCOBOE KPOBOTEUCHHE;

94acTOTa HEM3BECTHA — €IUHUYHBIC CIy4al WHTEPCTUIMAIBHOTO 3a00JeBaHUs JETKUX (OOBIYHO
IIPU JUINTEIIEHOM IIPUMEHEHUN ).

Kenyoouno-kuweunvie napyuenus:

9acTo — 3a1op, METCOPHU3M, JUCIICTICHS, TOITHOTA, THAPes;

HEYacTo — pBOTA, 00JIb B )KUBOTE, OTPBIKKA, ITAHKPEATHT, TUCKOM(MOPT B KUBOTE.

Hapywenus co cmopoHul neyenu u dcenuegbl800auux nymei.

HEYacTOo — IeraTurT;

PENKO — X0JIecTas.

Hapywenus co cmopoHbl KOJCU U NOOKOICHBIX MKAHET.:

HEYacTO — KPAaIMBHUIIA, KOXKHBIH 3y, KOXKHAsI ChIlb, aONELNS;

PENKO — aHTMOHEBPOTHUECKUH OTEK, OyJIe3Hast ChIlb, MOJUMOp(dHas IKCCyJaTUBHAsI dpUTeMa (B
TOM yncie cunapoM CtueHca-/[)KOHCOHA), TOKCUYECKUI 3MUepMalbHbII HEKPOIU3 (CHHIPOM
Jlatienna).

Hapywenus co cmoponul mbiuieunoii, ckenemHou u cOeOuHUmenbHol mKaHu.

9acTO — MUAITHA, apTpairusi, 00Jb B KOHEYHOCTSX, CYJOPOTH MBIIII], IPUIYXJIOCTh CYCTaBOB,
00JIb B CIIMHE, CKEJIETHO-MBIIIEYHEIE OOIIH;

HEYacTo — 0O0JIb B IlI€€, MBIIICYHAs CJIa00CTh;

pEeNKO — MHUOTATHS, MHUO3HT, PaOIOMHUONN3, TEHIOMATHS (B HEKOTOPHIX CIIydasX C pa3pbiBOM
CYXOKWJIHSA), pa3pPbIB MBIIIIIBL;

OYE€Hb PEJKO — BOITYAHOYHOIIOIOOHBIH CHHAPOM;

yacTtota Heu3BecTHa — MIOHM.

Hapywenus co cmoponul nouex u Mo4esbl8o0Aux nymei.

OUYEHb PEJIKO — BTOPUYHAS TOYEUHAsl HETOCTATOUYHOCTb.

Hapywenus co cmoponvl penpodykmuenoti cucmemvl U MOJIOUHBIX JHCeNe3:

HEYacTO — UMIOTEHIUS;

OUYEHb PEJKO — TMHEKOMAaCTHSI.

Obwue Hapyuienus u peaKyuu 8 Mecme 66€0eHUsL:

HEYacTO — HEJOMOTaHMe, aCTeHWYECKHH CHUHIPOM, O00Jb B Tpyau, nepudepudeckue OTeKH,
MOBBILIEHHAs! YTOMJIIEMOCTb, JINXOPAIKa.

JlabopamopHuvie u uncmpymenmanvhvie OaHHbIE:

YacTO — OTKJIOHEHHE OT HOPMBI pe3ynbTaToB «rnedeHodHbIx» TecToB (ACT m AJIT) B mnaszme

KpPOBH, IOBBIIIEHNE aKTUBHOCTHU ChIBOPOTOUHON KDK;
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HEYacTo — JEUKOLUTYPHUS;
4acTOTa HEU3BECTHA — OBBIIIEHUE KOHIIEHTPALMH TIIMKO3MIMpOBaHHOTrO remMorioouHa (HbAI).
eTH
HesxenarenpHble peakuuu, CBA3aHHBIE C IMPUEMOM aTOPBACTATHHA, MO 4YacTOTE€ Pa3BUTHs HE
OTIMYAIUCh OT peakuuii Ha QoHe mpuema mianebo. Hanbomee wacTeIMM peakiusiMH, BHE
3aBUCHUMOCTHU OT YaCTOTbI KOHTPOJIS, SIBJISUTUCH MH(EKINN.
V nereii B Bozpacre ot 10 1o 17 ner, nosyuyaBIux Je4eHUE aTOPBACTATUHOM, OTMEYaJICs IPOPHIIb
HE)KEeNATeNIbHbIX PeaKlUi, aHaJTOTWYHbIM TaKOBOMY Yy NAlMEHTOB, MOIy4YaBIIUX Iulane0o, mpu
3TOM HamboJee 4YacTO BCTPEYABLIMMHUCS B O0EUX TIpyNnax HEXKENaTebHbIMU SBICHHUIMH,
HE3aBHCUMO OT OLEHKM IPUYUHHO-CIEJCTBEHHON CBs3M, ObliM uHpekuuu. B 3-netHem
UCCIIEJOBaHUM HE HAONII0AaT0Ch KIMHUYECKH 3HAUUMOTO BIIMSHHS HAa POCT U [10JIOBOE CO3PEBAHUE
(cornacHo OleHKe OOLIET0 CO3PEBAHUS U PA3BUTHUSA, OLEHKE CTaJUH MOJIOBOrO CO3PEBaHMsA I10
TanHepy M M3MepeHHIO pocTa M Macchl Tena). IIpoduiab Ge30macHOCTH M NEPEHOCUMOCTH
aTopBacTaTHHA y ieTell Obl aHAJOrM4YeH U3BECTHOMY PO U0 0€30MaCHOCTH aTOpBacTaTHHA Y
B3pOCIIBIX.
baza xiMHMYECKMX NMaHHBIX MO OE€30MacHOCTH BKIIOYaeT jaaHHble 520 neTei, MOIydaBIIMX
aTOPBACTATHH, CPEAN KOTOPHIX 7 MAllMEHTOB ObLIM B Bo3pacTe < 6 seT, 121 manueHTt — B Bo3pacre
ot 6 10 9 ner n 392 nmanmenTta OpuH B Bo3pacte oT 10 mo 17 ner. Ha ocHOBaHWM MMEIOMIHXCS
JAHHBIX YacTOTa pPa3BUTHSA, BUJA M CTENCHb TSDKECTH HEXKENATeNbHBIX pEakiuid y aerel
aHAJIOTMYHbBI TAKOBBIM Y B3POCIIBIX.

[Tpu mprMeHeHUN OTAETHHBIX CTATHHOB HAOIIOAAUCH CIEAYIOIINE He)KeTaTeIbHbIE PeaKIINu:

® HapyIllleHHe TOJIOBON (YHKITUH;

e JIeTpeccus;

® B HCKJIFOUUTEIBHBIX CIIydasx, OCOOCHHO TPW JUIMTEIBHON Tepanuy, WHTECPCTUIIUATbHAS
0o01e3Hb JeTKuX (cM. pazaen 4.4.);

e caxapHbld JauMabeT: 4YacToTa 3aBHUCHUT OT HAJWYUi WJIM OTCYTCTBHS (DaKTOpOB pHCKa
(KOHIIEHTpalUs TIJIIOKO3bl B KPOBM HaTomak > 5,6 mmons/n, WMT > 30 kr/m?,
MOBBINIEHHAS! KOHIICHTPAIUS TPUTIIUIIEPHIOB B TUIa3ME KPOBH, MMEIOIIASICS apTepraibHas
TUTIEPTEH3US).

COO6HICHI/IC O ITOA03PEBACMBIX HCKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo0marh O MOJO3pEBAaEMbIX HEXKEIATENbHbIX pPEaKIMAX I0CIE pPEerucTparuu
JIEKapCTBEHHOTO TIperapara ¢ IeJbl0 00eCTIeYeHnsI HEPEPHIBHOIO MOHUTOPHHIA COOTHOIICHHUS
«II0JIb32 — PUCK» JIEKApPCTBEHHOTO Tpernapara. MeQUIMHCKUM pPaOOTHHKAM PEKOMEHIyeTCs

COO6HIaTB 0 JIIOOBIX MMOAO3pE€BACMBIX HEXKCIATCIBHBIX PCAKIUAX JICKAPCTBECHHOI'O IIpfIiapara
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Yyepe3 HAI[MOHAIBHBIC CHUCTEMbl COOOIICHHS O HEXKEJIATSIbHBIX PEaKIUsAX roCylIapCcTB — YICHOB
EBpasuiickoro s5KOHOMHUYECKOT0 CO03a.

Poccuiickas @edepayus

109012, r. MockBa, CnaBsiHckas 1., 1. 4, cTp. 1

®denepanpHas ciryx0a 1o Haa30py B chepe 3apaBOOXpaHECHUS

Temn.: +7 (800) 550 99 03

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

Beo6-caiiT: https://roszdravnadzor.gov.ru

Pecnybnuxa bBerapyco

220037, r. Munck, ToBapuiieckuii niep., 1. 2a

PecniyOnukanckoe  yHutapHoe mnpenanpustue «LleHTp asKkcmepTM3 M HCOBITaHUH B
3JIpaBOOXPAHCHUI

Ten.: +375 (17) 242 00 29

Anpec 311. moutsl: repl@rceth.by

Be6-caiit: www.rceth.by

Pecnybnuxa Kazaxcman

010000, paiion baitkonsip, r. Actana, yin. A. Imanosa, 1. 13, BL] «Hypcaynet 2»

PI'TI ma IIXB «HanuoHaIbHBIA LEHTP DKCHEPTU3BI JICKAPCTBEHHBIX CPEACTB M MEIUIIMHCKUX
m3nenuiny Komurera MemuIMHCKOrO ¥ (apMaleBTHUYECKOTO KOHTPOIs MUHUCTEpPCTBA
3npaBooxpaHeHus Pecriyonuku Kazaxcran

Ten.: +7 7172235 135

Anpec 311. noutsl: farm@dari.kz

Be6-caiiT: www.ndda.kz

Pecnybnuxa Apmenus

0051, r. EpeBan, nip. Komuraca, 1. 49/5

«Hay4HbIif TIEHTp SKCHEPTU3bI JICKAPCTB W MEIUIIMHCKAX TEXHOJIOTUH WMEHHW aKaJeMHKa
3. 'abpuensna»

Temn.: +374 60 83 00 73

Anpec s11. moutsl: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

Beo6-caiiT: http://www.pharm.am

Kuipevizckas Pecnybnuxka

720044, Uyiickas o6snacth, T. bumikek, yi. 3-s Jluaus, 1. 25

JlemapTaMeHT JIEKapCTBEHHBIX CPEACTB U MEAMIIMHCKUX U3/1ETHHA

Ten.: +996 (312) 21 92 86

Anpec a11. moutsl: dlsmi@pharm.kg
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Be6-caiiT: www.pharm kg

4.9. Ilepeno3upoBka

Jleyenue

Crnenuduyeckoro aHTUIOTA Ui JICUCHUS MEPEAO3UPOBKH TpernapatoM ATopuc HET. B ciryuae
NePeI03UPOBKH, PH HEOOXOTUMOCTH, CIIEAYET MPOBOJAUTH CUMIITOMATHYECKOE JICUCHHE.
Cnemyer mpoBecTH (YHKIMOHAJIBHBIE TECTHI TEYEHH W KOHTPOJIMPOBATH CHIBOPOTOUYHYIO
aktuBHOCTh KDK. [TockonpKy aTopBacTaTWH aKTUBHO CBSI3BIBAETCS C O€IKaMH IUIa3Mbl KPOBH,

remouanu3 Hed(HEeKTHBEH.

5. ®APMAKOJIOT'MYECKHE CBOMCTBA
5.1. ®apmakoanHaMHYeCKHeE CBOIiCTBA
dapmakoTepaneBTHUECKas TpyIna: TUNONIUIHIEMHYecKre cpeacTBa; nHruouropsl ' MI'-KoA-
perLyKTa3bl
Kom ATX: C10AA05

MexanusMm aeiicTBus U hapMakoarnHaMuyeckue 2O GheKTHI

ATOpBacTaTHH — CENEeKTHBHBIA KOHKYypeHTHbIH MHruOutop I'MI'-KoA-penykTassl, KI04eBOTo
(depMeHTa,  TMPEBpPANIAONMIETO  3-TUAPOKCH-3-MEeTWITTIOTapmwi-KoA B MmeBajoHar  —
MpeAIIeCTBEHHUK CTepOUI0B, BKITtouasi XC. CHHTeTUYECKOe TUIIOIUINAEMUYECKOEe CPEJICTBO.

Y nmnauMeHTOB € TOMO3UTOTHOM M TETEPO3UTOTHOM CEMEMHOM TIHIepXoJjecTepuHEMUEH,
HECEeMEWHBIMH (POpPMaMU THIIEPXOJIECTEPUHEMHUH U CMEIIAHHOW TUCIUIUAEMUEH aTopBacTaTHH
CHIDKaeT KOHIEHTpaIHio B rmiazme kposu ob1ero XC, XC-JIITHII u amo-B, a Taxke xonecrepuna
aUnonpoTeMHoB o4yeHb HHU3KOM minotHocTH (XC-JIIIOHIT) m TI, BBI3bIBaE€T NOBBIIIEHUE
CBIBOPOTOYHON KOHIIEHTPALIMU XOJIECTEPUHA JIMIONPOTENHOB BbICOKOM mioTHocTH (XC-JITIBIT).
AtopBactatud cHuxaeT koHneHTpanuu XC u XC-JIITHIT B tuiazme kpoBu, uarnbupys I'MI'-
KoA-penykraszy u cuare3 XC B ieUeHH 1 YBEIUUUBAS YUCIIO «Te4eHOUHBIX» perientopo JITTHIT
Ha TIOBEPXHOCTH KIIETOK, YTO MPUBOJIUT K yCUIIEHUIO 3axBarta u karabonuzma XC-JIITHII.
AtopBactatnH ymeHblmaeT obOpazoBanue XC-JIITHIT w uucmo wactum JIITHII, BBI3BIBaeT
BBIpQXXEHHOE U CTOMKoe mnoBeimieHne aktuBHOcTH JIIIHII-penentopoB B codetanum c
OmaronpuATHRIMH ~ KadecTBeHHbIMH m3MeHeHusimu  JI[THIT-gactun, a Takke CHIDKaeT
koHueHTpauuo XC-JIITHIT B mna3me KpoBH y MalMEeHTOB € TOMO3UTIOTHOM HACieICTBEHHOM
CEMENHON rumnepxoyiecTepuHEMHUEl, YCTOMUMBON K Tepanuyd JPYTMMH THIOJUNUAEMUYECKUMU
CpeICTBAMH.

ArtopBacTaTtuH B 103ax oT 10 mMr 10 80 Mr cHmxkaet koHeHTpanuo XC Ha 30—46 %, XC-JIITHIT
— Ha 41-61 %, ano-B — Ha 34-50% u TI' — na 14-33 %. Pe3ynpTaThl Tepanuu CXOIHBI Y

NAIEHTOB C TE€TEePO3UIOTHOM CEeMEMHOH rumepxonecTepuHeMueii, HeceMeWHbIMU (opMaMH
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TUIEPXOJIECTEPUHEMHUU U CMELIAHHOM TMIIEPIIMINIEMHUEH, B TOM YHCIIE y NAIMEHTOB C CaXapHbIM
nuabeToM 2 THIa.

Y  nmanueHToB € M30JMPOBAHHOW TUNEPTPUINIMLEPUIEMHEH  aTOpBACTaTUH  CHMIKAET
koH1eHTparuio oomero XC, XC-JIITHII, XC-JITTOHII, ano-B, TT" 1 nmoBbIIaeT KOHIICHTPAIIHIO
XC-JIIIBII. Y manuenToB ¢ 1ucOeTaTunonpoTeNHEMUEH aTOPBACTATHH CHUYKAET KOHIICHTPAIHIO
XOJIECTepPHHA JIUIIOTPOTEHHOB MPOMEKyTouHOU TutoTHOCTH (X C-JITIIIIT).

VY mamuentoB ¢ runepiunonporennemueii Tama Ila u IIb mo xmaccupukanmum Ppenprukcona
cpenHee 3HayeHue mnoBbllleHUs KoHuUeHTpauuu XC-JIIIBII B miazMe KpoBU HpU JIEUSHUHU
atopBactatuHoM (10—80 Mr), Mo CpaBHEHUIO C UCXOAHBIM MTOKa3zaresieM, coctariser 5,1-8,7 % u
HE 3aBHCUT OT J03bl. lMMmeercs 3HAUMTENbHOE J0303aBUCUMOE CHUIKCHHE BEIUYHHBI
cootHomieHuit: obmuit XC/XC-JIIIBII u XC-JIIMHI/XC-JINBIT na 29-44 % u 37-55%
COOTBETCTBEHHO.

ATtopBactaTuH B 103¢ 80 MI' JOCTOBEPHO CHUXKAET PUCK PAa3BUTHUS UIIEMUUYECKUX OCIIOKHEHUN U
CMepTHOCTB Ha 16 % nocine 16-HenenbHOro Kypca, a puck OBTOPHON rOCIUTAIN3ALIUY IO IOBOLY
CTEHOKap/AMH, CONPOBOXKAAOLIEHCS IPU3HAKaMH NIIIEMUH MHOKapaa, — Ha 26 % (uccienoBaHue
YMEHBIIIEHUS BRIPAKCHHOCTH UIIEMUU MHOKap/ia Ha ()OHE MHTCHCUBHOW THUIOIUIIHIEMUICCKON
teparuu (MIRACL)). YV manueHToB ¢ pa3IuuHbIMA UCXOAHBIME KOHIEeHTpanusmu X C-JITTHII B
IUIa3Me KpOBM aTOPBACTATHUH BBI3BIBACT CHIKCHHE PHCKA HIIEMHYECKUX OCIIOKHEHUH U
cMmepTHocTH (y manueHToB ¢ UM 6e3 3yona Q u HecTaOWJIBHON CTCHOKApIUEH y MYXYUH U
JKEHIITMH, a TAKXKE y TAIMEHTOB B BO3pAcTe MOJIOKE U cTapiie 65 Jyer).

CHuxenue KoHIeHTpanuu B Tiazme KpoBu XC-JIIIHII nyumie koppenupyer ¢ 10301
aTopBacTaTMHa, YeM C €ro KOHIEHTpalued B IuiasMe KpoBH. 03y moaOupaioT ¢ yderom
TepaneBTH4Yeckoro 3 dekra (cm. paznen 4.2.).

TepaneBTuueckuil 3PQPeKT NposBIAETCS 4Yepe3 2 HeleNu Mocje Hayajla Tepamnuu, JOCTHraeT
MaKkCHMyMa 4epes3 4 HeJelu U COXPaHSETCsl B TeUEHHE BCEro Iepro/ia TepauH.

Ipoghunaxmuxa cepOeyHo-cocyoucmvlx 0CaI0HCHEHU

ATtopBacTtaTtuH B 7103€¢ 10 MI' CHI)KaeT OTHOCUTEIIBHBIA PUCK Pa3BUTHSI KOPOHAPHBIX OCIIOKHEHUI
(UBC c neranpHbIM HcxoaoM U HedaTtanbHbelii UM — Ha 36 %, o0uiue cepaedHo-coCyuCThIe
ocnoxxkHeHust — Ha 29 %, ¢aTtanpHbli W HedaTanbHbBIH HMHCYIBT — Ha 26 % (McciaenoBaHHe
NMPUMEHEHUS] aTOpPBAcTaTHHA Y MAIMEHTOB C apTepUAIILHON TUTIEPTEH3UEeH u (PakTOpaMu pricKa

(ASCOT LLA)).

Caxapnwlii ouabem

VY nanMeHToB ¢ caXapHbIM IMA0ETOM Tepanus aTOPBACTaTUHOM CHMKAET OTHOCUTEIBHBIA PUCK
pa3BUTHS OCHOBHBIX CEpACYHO-COCYIUCTHIX OCIIOKHEHUH ((hatampHbiii W HedaranpHbii UM,

0e300eBas HILIEMUs] MUOKap/a, TIeTalbHbINA UCXo B pe3ynbrate odoctpenust UbC, HectabuinbHas
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CTEHOKap/Aus, UIYHTUPOBAHHWE KOPOHAPHOW apTepuH, YPECKOXKHAs TPaHCIIOMHHAJIbHAS
KOpOHAapHAas AaHTUOIJIACTHKA, MPOLEAYpPhl peBacKylspuianuu, WHCYynsT) Ha 37 %, UM
(paranpublit 1 HedaTanbHbI) Ha 42 %, uHCYAbTa (paTanbHBId U HedaTanbHbI) Ha 48 % BHE
3aBUCUMOCTH OT TI0Jia, BO3pacTa TManueHTa Wiu WcXoaHod koumeHtparuun XC-JIITHIT
(uccnenoBaHMe TNPHMEHEHUS aTOpPBACTaTWHA Yy TMAIMEHTOB C CaXapHbIM jauabeToMm 2 THUMa
(CARDY)).

Amepocknepos

VY nanuentoB ¢ UBC aropBactatun B 03¢ 80 MI' B CYyTKM MPHUBOJUT K YMEHBIIEHHUIO OOILIETO
o0bema arepombl Ha 0,4 % 3a 1,8 mecsna tepanuu (McciegoBaHHME OOpPATHOIO pPa3BUTHS
KOPOHapHOTO arepockiepo3a Ha (OHE UHTEHCUBHOM THIOIMIUIEMUYECKOW Tepanuu
(REVERSAL)).

Toemopnviii uncynom

AtopBactatuH B J103¢ 80 MI B CYTKM YMEHbBIIAeT PHUCK MOBTOPHOTO (HaTaIbHOTO WIIH
HedaTarbHOTO MHCYNIbTA Y MAlUEeHTOB, nepeHecmnx nHCynsT win TUA 6e3 UBC B anamHese
(uccnenoBanue 1Mo NPo(UITAKTUKE UHCYIbTA IPH HHTEHCUBHOM CHIDKEHHH KoHIeHTparmu XC B
mrazme kpoBu (SPARCL)), ma 16 % mo cpaBHeHuto ¢ rurane6o. [Ipm sTOM 3HAYHMTENHHO
CHHYKAETCSI PUCK OCHOBHBIX CEPIEUYHO-COCYAUCTHIX OCIIOKHEHUN U MPOLEAYDP PEBACKYIISIPU3ALINH.
CokpamieHue pHCKa CepACYHO-COCYAUCThIX HAapyIIEHWHW TMpU Tepamuud aToOpBACTATHUHOM
OTMEUAETCsl y BCEX TPYII MAlMEHTOB, KpOME TOH, KyJa BOIUIA HNAIMEHTHl C NEPBUYHBIM WITU
MIOBTOPHBIM T€MOPPAru4eCKUM HHCYIBTOM.

Bmopuunas npogunakmuxa cepoeuno-cocyoucmulx 0ci04CHeHUl

V¥ nauuentos ¢ UBC aropBactaTus B no3e 80 mr, 1o cpaBHEHUIO ¢ 10 MI, TOCTOBEpHO CHUXKAET
OTHOCHUTEJBHBI PUCK PAa3BUTHUA OOJNBIIMX CEPIAEUYHO-COCYAUCTBIX COObITHH Ha 22 %,
HedartansHOro VIM (He cBA3aHHOTO C MpoLeaypaMy peBacKyssipusanun) Ha 22 %, ¢aranpHOro U
HedaTalbHOr0 UHCYNbTA Ha 25 % (CpaBHEHHE BHICOKOMHTEHCUBHOM Tepaniy aTOPBACTaTUHOM U
Tepanuu yMmMepeHHON nHTeHCHBHOCTH y manueHToB ¢ UBC (mo manubiM uccnemoBanusi TNT —
JICYCHHUE JT0 TOCTHKESHHS HOBBIX IIEJICBBIX KOHIICHTPAIMH JIUITH/IOB B IJIa3Me KPOBH)).

5.2. ®apMakoKNMHETHYECKHE CBOIiCTBA

Ab6copOuus

ATopBacTaTUH OBICTPO BCAaChIBAaeTCsl MOCJIE€ NpUeMa BHYTPb: BpeMs JOCTH)KEHHUS €ro
MakcuManbHOM KOHLEHTpauuu (TCmax) B T1a3me KpoBH coctapisieT 1-2 yaca. ¥ skeHIIMH Ciax
aTopBacTtatuHa B 1uiazme kpoBu Ha 20 % Beime, a AUC — Ha 10 % MmeHblie, 4yeM y MYKYHH.
CreneHb BcachblBaHMs U KOHLIEHTPALUs B IJIa3Me KPOBH MOBBILIAIOTCS MPOMOPLHOHANBHO J103€.

BruonoctynHocTh aropBactaTHa B opMme TabneTok coctaBisier 95-99 % mo cpaBHEHHIO C
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aTOpPBaCTaTUHOM B BHJE pacTBopa. AOcotoTHas OMOIOCTYHOCTh — OKoJ0 14 %, a cuctemHas
OMOJIOCTYITHOCTh MHTUOMpYIOIIed akTUBHOCTH B OTHomieHUH | MI'-KoA-pemykrassl — okoso
30 %. Hwuskast cucremHass OMOIOCTYIHOCTH OOYCIIOBJICHA NPECHCTEMHBIM METabOJM3MOM B
CIIM3UCTON 000JI0UKE KETYJTOUHO-KUIIEYHOTO TPaKTa W/HIU MPU «IEPBUYHOM IPOXOXKICHUN
Yepes neveHb. [Ipruem mumm HeCKOJIBKO CHIDKAET CKOPOCTh M CTETNeHb abcopOIuu npemnapara (Ha
25 % 1 9 % COOTBETCTBEHHO, O Y€M CBUJIETEILCTBYIOT pe3ynbTarhl onpeaeneHuss Cmax u AUC),
onHako cHxkeHue koHueHtpauuu XC-JIITHII B nna3Me KpoBU CXOAHO C TaKOBBIM IMPU MPUEME
aTopBacTaTHHA HaTollak. HecMoTps Ha TO, YTO MOCIIE IpUeMa aTOpBacTaTHHA B BEUEpHEE BpeMsi
€ro KOHLEHTpauus B riazme KpoBu HUXKE (Cmax 1 AUC — npumepHo Ha 30 %), uem nocie npuema
B yTpeHHee BpeMs, cHIkeHre kKoHueHTpauun XC-JIITHII B mna3zMe KpoBH HE 3aBUCUT OT BPEMEHHU
CYTOK, B KOTOpOE€ IPUHUMAIOT Mpernapar.

Pacnopenenenue

Cpennuii 00beM pacmpesielieHds aTopBacTaThHa cocTaBisgeT okoio 381 m. Ceszp ¢ Oenkamu
ia3Mel KpoBu — He MeHee 98 %. OtTHomieHue copepkaHus B SPUTPOLUTAX/IUIA3ME KPOBH
coctainsieT okoio 0,25, T. €. aTOPBACTATHH IIJIOXO MPOHUKAET B SPUTPOLUTEHI.

Bbuorpanchopmanms

ATOpBacTaTHH B 3HAYHWTEIHHON CTETICHW METa0OIM3MpyeTcss ¢ oOpa3oBaHMEM OPTO- U Tapa-
THIPOKCHUIMPOBAHHBIX TIPOU3BOHBIX U PA3IMYHBIX IPOAYKTOB B-OKHCIeHH. B ycoBusx in vitro
OpTO- ¥ MaparuIpOKCUINPOBAHHBIE META0OINTHI OKa3bIBAIOT MHTUOMpYIoIIee neicTBre Ha [ MI'-
KoA-penykra3y, comocraBUMOe C TaKOBBIM y aropBactatuHa. [IpumepHo 70 % cHbkeHHs
aktuBHOCTU ['MI'-KOA-pemykTa3bl MPOUCXOUT 3a CUET JAEUCTBUA aKTUBHBIX LUPKYITUPYIOITUX
MeTa0omuTOB. Pe3ynabTaThl HCCIENOBaHMIA in Vitro Jal0T OCHOBAHHWE MPEATONIOXKUTh, YTO
nzopepmeHT CYP3A4 nedenu urpaer BaxkHyIO posib B MeTa0OJIu3Me aTopBacTaTHHA. B momib3y
3TOrO0 (haKTa CBUIETEILCTBYET MOBBIIICHHE KOHLIEHTPALMU aTOpBAaCTaTHHA B IJIa3M€ KPOBHU NPH
OJIHOBPEMEHHOM IIPHUEME SPUTPOMUIIMHA, KOTOPBIH SBIISAETCS HHTUOUTOPOM 3TOr0 N30(pEpMEHTA.
HccnenoBanus in vitro Takke MOKa3ajid, YTO aTOPBACTATUH SBIISETCA CIa0BIM HMHTHOUTOPOM
nzopepmenta CYP3A4. AtopBacTaThH HE OKa3bIBae€T KIMHUYECKH 3HAYUMOTO BIUSHUS Ha
KOHIICHTPAIIMIO B TIa3Me KpoBH Tep(eHaanHa, KOTOPI MeTaboIM3upyeTCs TIIABHBIM 00pa3oM
nzopepmentom CYP3A4, mosTomMy €ro cymecTBeHHOE BIHMsHHE Ha (DapMaKOKHHETHUKY IPYTHX
cybocrpatoB m3odepmenta CYP3 A4 manoBeposTHo (cM. paznen 4.5.).

OIMMUHALINAS

ATOpBaCTaTHH M €r0 METa0OJIUTHI BBIBOSATCS TIIaBHBIM 00PAa30M C JKETUYBIO MOCIIE TEYEHOYHOTO
W/WIIM BHENIEUEHOYHOro MeTabonu3Ma (aTOpBAaCTaTUH HE MOJBEPraeTcs BbIPAKEHHOM KHUILIEYHO-
ne4yeHouHoi perupkyssiuun). Ilepuon nonyseiBenenus (T2) cocraBnser okono 14 yacos, mnpu

sToM uHTHOUpYyomui 3ddext npemnapara B otHomeHnn ['MI'-KoA-peaykra3sl nmpuMepHO Ha
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70 % ompenensieTcss aKTUBHOCTBIO LUPKYIUPYIOIIUX META0O0IMTOB M cOXpaHsercs okoio 20—
30 yacoB Onaronaps ux Hanuuuto. [locie npuema BHyTpb B Moue 0OHapyx uBaetcsa MeHee 2 % OT
IPUHATOM 03B IIpenapara.

ATOpBacTaTHH SBISETCA CYOCTPAaTOM TPAaHCHOPTEPOB (EPMEHTOB II€YCHH, TPAHCIIOPTEPOB
OATPIB1 u OATPIB3. Merabomutel aropBacTatnHa sBIstOTcs cyocrtparamu OATP1BI.
ATOpBacTaTHH TaKke HASHTUUIPYETCs Kak cyOcTpaT 3¢ dirokcHBIX TpaHcopTepoB MDRI u
BCRP, koropeile MOTYyT OrpaHHYHMBATH KHUIIEYHYIO aOCOPOIMI0 W TEYCHOYHBIH KIMPEHC
aTopBacTaTUHA.

Ocobvie epynnel nayuenmos

TTanmeHThl MOXKUIOT0 BO3pacTa

KoHuenTpamnuu aropBactaTHa B IUIa3Me KpPOBH y manueHToB ctapiue 65 et Bbime (Cmax —
npumepHo Ha 40 %, AUC — npumepHo Ha 30 %), yeM y B3pocCibIX NALMEHTOB MOJIOA0I0 BO3pacTa.
Paznuuuit B »ddexkTuBHOCTH M OGE30MaCHOCTH Ipenapara, a TakKe B JIOCTH)KEHUM Ielei
THITOJTUMHUEMUYECKO Tepanmuy y MalMeHTOB IOXKWIOTO BO3pPAcTa, IO CPAaBHEHHIO C OOMIIeH
HOMYJIsIIKeH, He BBISBICHO.

JleTH ¥ mOAPOCTKU

B 8-HenmenbHOM OTKPHITOM HCCIENOBAaHUM JIeTH (B Bo3pacte 6—17 meT) ¢ reTepo3uroTHOi
ceMelHON THmepxonecTepuHeMueid u ucxoaHod kouneHtparuedn XC-JIITHIT >4 mmons/n
MOJTy4aJli TEPAIUIO aTOPBACTATMHOM B JIEKAPCTBEHHOU (popMe — KeBaTeIbHbIE TAOIETKH 5 MT WM
10 Mr nm TableTKH, MOKPHITHIE MICHOYHOUM 0007109KOM, B fIo3e 10 mMr min 20 Mr oIMH pa3 B CYTKH
COOTBETCTBEHHO. ETMHCTBEHHOM 3HAUMTENbHOM KOBapuaToi B (papMaKOKMHETHYECKOW MOJEIH
HOMYJIALIMY, OJyYarollel aTOpBacTaTHH, Obl1a Macca Tesa. Kaxkymuiics KkiupeHe atopBacTaTiHa
y JEeTel HEe OTIMYAJICS OT TAKOBOI'O y B3POCIBIX MALMEHTOB NPU AIJIOMETPUYECKOM HU3MEPEHUU
1o mMacce Tena. B auamazone nefcTBUs aTOpBacTaTUHA U O-TUAPOKCUATOPBACTATHHA OTMEYAIIOCH
nocnenoBatenbHoe cHmkenne XC-JIITHIT u XC.

Ilon

Konnenrpanuu aTtopBacTaTMHa B IUIa3M€ KPOBU Y JKCHIIMH OTJIMYAIOTCS OT aHAJIOTMYHBIX
nokaszatenel y My>xuuH (mpuMepHo Ha 20 % Bbimie A1 Cmax 1 Ha 10 % Hike st AUC). OgHako
KaKHX-TM00 KIMHUYECKH 3HAYMMBIX Pa3Uuuil B JCHCTBUU HA JIMMUABI MEXIY MYXYMHAMHU H
JKEHILMHAMH He HaOJIH01aJ10Ch.

IloyeuHasg HETOCTATOYHOCTE

HapyIHGHI/IC (bYHKHI/II/I IMMOYCK HC BJIMACT HAa KOHICHTPAIIUIO aTOpBACTATHHA B IJIa3ME€ KPOBHU HUJIU
Ha ITI0Ka3aTcJIu JIUIIUIHOT'O O6M€Ha, B CBA3H C OTUM M3MCHCHUEC O3Bl Y MAIUCHTOB C HAPYHICHUEM

(dhyHKIIMK TIOYeK He TpedyeTcs (cM. pasnen 4.2.).
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I/ICCHeHOBaHI/Iﬁ MNPUMCEHCHUA aTOPBACTATHHA Y IMAIMCHTOB C TepMHHaﬂBHOfI CTa,Z[I/IeI\/'I MOYEYHOU
HEAOCTATOYHOCTH HC IIPOBOAMNJIOCH. ATOpBaCTaTI/IH HC BBIBOAUTCA B XOAC TICMOJHaIn3a
BCJICACTBHC MHTCHCUBHOT'O CBA3bIBAHUS C OeKaMHM IIa3Mbl KpOBH.

IleyeHoUyHass HEAOCTATOYHOCTh

Konnenrpanus npenapata 3HaunTesnbHO MOBbIIAETCA (Cmax — mpumepHo B 16 pa3, AUC —
npumepHo B 11 pa3) y ManueHToB ¢ aTKoroJbHBIM IUPPO30M NeueHH (ki1acce B mo knaccudukarum
Yaitna-ITero0) (cM. pasaen 4.3.).

Honumopguzm SLCOIBI

[Teuenounsrii 3axBaT Bcex HWHTHOMTOpoB I['MI-KoA-penykTaspl, BKIIOYasi aTOpBACTATHH,
npoucxoaut ¢ ydactuem TpaHcnoprepa OATPIBI. V¥V npauMeHTOB € T'e€HETHYECKUM
noiaumopduzmom SLCO1B1 umeeTcst prck MOBBILICHHUS YKCIIO3UIMN aTOPBACTATHHA, YTO MOXKET
NPUBECTH K MOBBIMICHUIO PUCKA Pa3BUTHs pabaomuonusa. [lomumopdusm resa, KOJUpyOIIETo
OATPIBI1 (SLCOIBI ¢.521CC), cBsizan ¢ nossimenueM skcnosunnu (AUC) aTtopBacTtatuHa B
2,4 pa3a 10 CpaBHEHHIO C MallMEHTaMHU 0e3 Takoro reHoTHnudeckoro m3MeHenus (¢.521TT). ¥
TaKUX TAlMEHTOB TAaK)K€ MOXKET HAONIOAAThCs HapYIICHHE 3aXBaTa aTOpBACTaTHHA IE€YEHBIO,
CB3aHHOE C TEHETUYECKMMHU HapylleHUsMH. BoO3MOXXHBIE MOCIEACTBHS B OTHOIICHHUH

3 PEKTUBHOCTH HEM3BECTHBI.

6. ®PAPMAIIEBTUYECKHUE CBOVICTBA
6.1. Ilepevyens BcioMoraTebHbIX BENIECTB
Anpo
[HoBunon-K25
Hatpus naypuncynsdar
Kanpuus kapOonat
Llem003a MUKPOKPUCTAITIYECKAS
JlakTO3B1 MOHOTHIpPAT
Kpockapmennosa HaTpus
Kpocnosugon
Marnus creapat

0O00J104Ka IUIEHOYHAS

I'mnpomennosa
Turana nuokcun (E171)
Makporon-400
6.2. HecoBMecTuMOCTH

Henpumenumo.
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6.3. Cpok rogHoCcTH (CPOK XpaHeHUs )

2 roja.

6.4. Oco0Oble MepbI MPEIOCTOPOKHOCTH MPU XPAHEHUH

XpaHuTh npu TemnepaType He Boille 25 °C, B OpUrHHAIBHON yIIaKOBKE.

6.5. XapakTep U cofep:kaHue NePBUYHONH YIAKOBKH

ITo 10 Tabmerok B Onucrepe M3 KOMOMHHMPOBAHHOTO MaTepHaja IOJHaMU/aTOMHUHUCBAs
(oJTbra/IIOTMBUHUIIXIIOPH - ATFOMUHKEBAs (DOJIbra.

ITo 1, 3, 6 wu 9 GnuCTEpOB BMECTE C JIMCTKOM-BKJIA IBIIIEM IIOMEIIAIOT B MTAYKy KaPTOHHYIO.

He Bce pazMepsl yakoBOK MOTYT OBITH JOCTYITHBI JJIs1 PEeajTi3alliH.

6.6. OcoOble Mepbl TMPeIOCTOPOKHOCTH TMPH YHUUYTOKEHUM HCIOJIb30BAHHOIO
JIEKApCTBEHHOI0  Ipenapara MWJIM  OTX0A0B, TMOJYYEeHHbIX TOcCJe TNpUMeHEeHHus
JIEKAapCTBEHHOI 0 NMpenapara, U Apyrue MaHUMyJIsUHU ¢ MPenapaToM

Bech ocTaBmmiics 1eKapCTBEHHBIH MpemapaT U OTXOAbI CIEIyeT YHHUTOKUTh B YCTAHOBJICHHOM

TIOPSIJIKE.

7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
CrnoBenus
AO «KPKA, n.1., HoBo mecTo», [lImapsemika necta 6, 8501 HoBo mecto
Ten.: +386 7 331 21 11
daxc: +386 7332 15 37
Anpec 311. moutsl: info@krka.biz
7.1. IlpencraBuTe/ib Aep:KaTe/isi PperiCTPALMOHHOIO YA0CTOBEPEHHUs!

IIperensun HOTD€6I/IT6J'ICI‘/‘I HaIIpaBJIATh IO aJApECy:

Poccuiickas @edepayus

000 «KPKA-PYC»

143500, MockoBckas o0, . Mctpa, yin. MockoBckasi, 1. 50
Ten.: +7 (495) 994-70-70

®axkc: +7 (495) 994-70-78

Anpec s11. moutsl: krka-rus@krka.biz

Beb6-caiit: www .krka.biz

Pecnybnuxa benapyco

[IpeacraButensctBo AkrmuonepHoro obmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecnyonuka CrnoBenusi) B Pecniy6nuke benapych

220114, r. Munck, yn. unumonosa, 1. 251", odpuc 315
Ten.: 8 740 740 9230
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®axc: 8 740 740 9230

Anpec a1. mouTthl: info.by@krka.biz

Be6-caiit: www.krka.by

Pecnybnuxa Kazaxcman

TOO «KPKA Kasaxcran»

050059, r. Anmartsl, ip. Ans-Dapabwu, 1. 19, oduc 207

Ten.: +7(727) 311 08 09

@akc: +7(727) 311 08 12

Anpec 511. moutsl: info.kz@krka.biz

Be6-caiit: www .krka.biz

Pecnybnuxa Apmenust

[IpencraButensctBo «Kpka, a.1., HoBo mecto» B PecniyOnuke Apmenust
0001, r. Epesan, yn. Han6aunsn, a. 106/1 («CAAT-HOBA» BU3HEC-LIEHTP), oduc 103
Ten.: +374 11 560011

Anpec 311, moutsl: info.am@krka.biz

Beb6-caiit: www .krka.biz

Kuvipevisckaa Pecnyonuxa

[IpencrasurensctBo AO «KPKA, ToBapna 3apaBuin, 1.4., HoBo mecto» B Keipreizcrane
720040, Yyiickas obnacts, r. bumkek, OynpBap IpKuHAMK, 1. 71, 610K A
Ten.: + 996 (312) 66 22 50

Anpec s11. noutsl: info.kg@krka.biz

Beo6-caiit: www.krka.biz

8. HOMEP PETUCTPALIMOHHOI'O YJJOCTOBEPEHHUS
JIT1-Ne(000775)-(PT-RU)

9. JTATA NEPBUYHOM PETUCTPALIUU (ITIOATBEPKIEHUSI PETUCTPALIMH,
HEPEPET'UCTPALIUN)

[ara mepBoii peructparuu: 11 mas 2022 r.

10. JATA IIEPECMOTPA TEKCTA

OOmiasi XapakTepUCTHKA JIEKAPCTBEHHOTO IpernapaTa ATOPUC JOCTYITHA Ha MH()OPMAIIMOHHOM
noprane EBpa3uiickoro 5KOHOMHYECKOTO COr03a B MH(OPMAIIMOHHO-KOMMYHHUKAIIMOHHON CETH
«MHTepre https://eec.eacunion.org.
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