COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 20.03.2023 N= 18251

(MOCNEOOBATENBHOCTE 0006)

OBLIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITIPEITAPATA

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI' O ITPEITIAPATA
ATtopuc, 10 Mr, TaOJIETKH, MOKPHITHIE TUNICHOYHON 000JI0YKOI

ATtopuc, 20 Mr, TaOJIETKH, MOKPHITHIE TNICHOYHON 000JI0YKOI

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB
JleficTByIOIIEE BEIECTBO: aTOPBACTATHH.

ATtopuc, 10 Mr, TabJIETKH, ITIOKPBITHIE IUIEHOYHONU 000JI0YKON

Kaxmas Ttabmerka comepxutr 10,36 Mr aTtopBacTatmHa Kamiblus (PKBUBaJIEHTHO 10 Mr
aTOpBacTaTHUHA).

BcnomorarensHbie BeliecTBa, HAIMYUE KOTOPBIX HAZ0 YYUTHIBATH B COCTaBE JIGKAPCTBEHHOTO
mpernapara: JJaKTo3bl MOHOTHApaT — 57,125 Mr, kpockapMenio3a HaTpus, HATPHs TaypHIICyIbaT
(cm. paznen 4.4.).

ATtopuc, 20 Mr, TabJIETKH, ITIOKPBITHIE INIEHOYHONU 000I0YKON

Kaxnas Tabnetka comepxkutr 20,72 Mr aropBacTaThHa Kajbllusi (9KBUBaJeHTHO 20 MmT
aToOpBacTaTHUHA).
BcnomorarenbHble BeliecTBa, HAMMYME KOTOPBHIX HAJO0 YYWUTHIBATh B COCTaBE JICKAPCTBEHHOTO
npenapara: JakTo3bl MoHOTUapaT — 114,25 Mr, KpockapMesio3a HaTpus, HATpHsl Taypuicyibdar
(cm. paznen 4.4.).

ITonHbIi MNEPCUCHb BCIIOMOTAaTCIIbHBIX BCUICCTB IIPUBCACH B Pa3JciiC 6.1.

3. JJEKAPCTBEHHAS ®OPMA
TaGeTky, MOKPBITHIE TNICHOYHOW 000JI0UKOH.

ATtopuc, 10 Mr, TabJIETKH, TTIOKPBITHIE IUIEHOYHOM 000I0YKON

Kpyrasle, cnerka ABOSKOBBITYKJIbIe TaOIETKH, MOKPBIThIE IUIEHOYHOH 000J0YKON Oenoro wiu
oYTH O€JI0TOo 1BETA.

Bun na nznome: Genas mepoxoBaTasi Macca ¢ IJICHOYHON 000JI04YKOM 6e0ro Wik no4Tu 0enoro
[BETA.

ATtopuc, 20 Mr, TabJIETKH, ITIOKPBITHIE INIEHOYHONM 000JI0YKON

Kpyruble, cierka JBOSKOBBITYKJIbIE TaOJETKH, MOKPHITHIE MJICHOYHONH 000JI04YKOW O€Ioro uiu
MouTH 0€eJ0ro 1BeTa.
Bun Ha nznome: Oenast mepoxoBaTasi Macca ¢ IMJICHOYHOM 000JI04YKOM O6e0ro nin no4yTu 0enoro

OBCTA.
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4. KIIMHUYECKHUE JAHHBIE
4.1. Iloka3aHusi K NPUMEHEHUIO
e ['UnepxonecTepuHEMUA:

- B KauecTBE JIOTIOJHEHUS K JHMETE Il CHUKCHHS MOBBIIICHHOTO O0IIEro XoJeCTepruHa
(XC), xomecrepuHa  JUIONMPOTeMHOB  HU3koW  minotHoctd  (XC-JITHIT),
anonunonporenHa B (ano-B) u tpurnunepunos (TT') y B3pociibix, MOIPOCTKOB U AeTEN
B Bo3pacte 10 ymeT wim crapuie ¢ TEepBUYHON THUIEPXOJIECTEPUHEMHEH, BKIIIOUYAs
CEMENHYIO TUIIEPXO0JIECTEPUHEMHUIO (reTepo3uroTHHII BapHaHT) WIn
KOMOMHHPOBAHHYIO (CMEIIAaHHBIA BapHAHT) THIEPIUNUACMHUIO (COOTBETCTBEHHO THUI
Ila u IIb mo kmaccudukanuu DpeapukcoHa), Koraa OTBET HA AWETYy W JPYyrue
HEMEIMKAMEHTO3HbIE METO/IbI JICYCHHUSI HETOCTATOYHBI,

- g cHuxkeHus nobieHHoro obmiero XC, XC-JIITHIT y B3pociabix ¢ TOMO3UTOTHON
CEeMEHHOM  rumepxojecTepyuHEMUEl B  KauyecTBE  JOMOJIHEHUS K  JAPYyTruM
TUIOJIMITUAEMUYECKUM MeTojaMm JseueHust (Hampumep, JIITHII-adepes), nimu ecnu
TaKHUe METO/Ibl JICYCHHSI HEJOCTYITHBI.

o [IpodunakTuka cepaeyHO-COCYAUCTHIX 3a00IeBaHMIA:

- mpo¢UIAKTHKA CEPIEYHO-COCYTUCTBIX COOBITHH y B3POCIBIX MAlMEHTOB, UMEIOIINX
BBICOKHI PHUCK Pa3BUTHS MEPBUYHBIX CEPACYHO-COCYAUCTHIX COOBITHH, B KadecTBE
JIOTIOJTHEHUS K KOPPEKINH IpYruX (PakTopoB pHCKa;

- BTOpHYHAs TPOQPHIAKTHKA CEPICUYHO-COCYAMCTHIX OCJIOXHEHHH Yy TAIMEHTOB C
umemudeckoii 6ose3npio cepamna (MBbC) ¢ menpio CHIKEHUsT CMEPTHOCTH, HH(PAPKTOB
muokapzaa (MM), HHCYIIbTOB, TOBTOPHBIX TOCTIMTAIM3AIMIA TIO TTIOBOAY CTEHOKAPIUHU U
HEOOXOAMMOCTH B PEBACKYIISIPU3ALINH.

4.2. Pe:xuM 103MPOBAaHUS M CIIOCO0 MPUMEHEHHUSs

Ilepen HavanmoMm JedyeHus mpenapaToM ATOpUC CIEAYET MOMBITaThCS JOOUTHCS KOHTPOJIS
TUIEPX0JIECTEPUHEMUH U CHIPKEHHUSI MAcChl TeJla Y MalMEeHTOB C OKUPEHUEM C TOMOIIIBIO TUETHI,
($u3nYecKUX yIpaKHEHUH 1 aIeKBaTHOM Tepanuyu OCHOBHOTO 3a00JIeBaHUsl.

IIpy Ha3HaueHuu mpemapara HEOOXOAMMO PEKOMEHJOBaTh MAlMEHTy CTaHJApTHYIO
TUIIOXO0JIECTEPUHEMUYECKYIO JHUETY, KOTOPOH OH JIOJDKEH NPUICPKHUBATbCS B TEUEHHE BCETO
NepHuoia TepaIuu.

PexxuM fo3upoBaHus

Ho3a npenapata Atopuc Bapeupyercs oT 10 mr qo 80 Mr ouH pa3 B CyTKH W MOJOUPACTCS C
ydyetoM koHIeHTpauun XC-JIITHII B mrazme kpoBu, ENW Tepanui U MHAUBUAYAILHOTO OTBETA
Ha TIPOBOJIUMYIO TEPAITHIO.

MakcumanbHasi cyToyHas 03a npemnapara AtTopuc coctasisieT 80 mr.
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B Hauane neuenust w/uinm Bo BpeMsl MOBBIIICHUS JI03bI Mpenapara ATOpUC HEOOXOANUMO Kaxbie
2—4 Henenu KOHTPOIWPOBATH KOHIEHTPAIMIO JIUMUJOB B IJa3Me KPOBH U COOTBETCTBYIOIIUM
00pazoM KOppeKTHUPOBATH J03Y Mpernapara.

Ilepsuunas eunepxonrecmepunemus u KOMOUHUPOBAHHAS (CMEUIAHHAS) UNEPIUNUOEMUSL

Jlnst GONBIIMHCTBA MAIEHTOB peKOMEHIyeMast 103a mpenapara Atopuc coctasisier 10 Mr ogun
pa3 B CyTKH, TEPANEeBTUIECCKOE ACHCTBHE MPOSBIISETCS B TEUCHUE 2 HEETh M OOBIYHO JOCTHTAET
MakcumyMma uepe3 4 venenu. [Ipu umrensaom nedennu 3pexT coxpansercs.

Tomosucomnasn cemeninas eunepxonecmepunemust

B GonbmmHCTBE ciiydaeB Ha3Ha4daroT 1Mo 80 MT OAWH pa3 B CYyTKU (CHIKEeHUE KOHIIeHTpanuu X C-
JIITHII B mna3me kpoBu Ha 18—45 %).

T'emepo3zucomuas cemelinas eunepxonecmepunemust

Hauanpnast no3a cocraBnsier 10 Mr B cyTtku. [lo3y crnemyer moaOuparh WHIWBHIYalbHO H
OIICHUBATh aKTyaJbHOCTb JI03bI KaXK/ble 4 HEJIENH ¢ BO3MOXKHBIM TOBBIIIEHHEM 110 40 MI' B CYTKHU.
3areM MO0 /1032 MOKET OBITh yBEJIMUYEHA JJO MAaKCUMaIBbHON — 80 MT B CYTKH, JITHOO BO3MOKHO
coueTaHue IMpreMa CEKBECTPAHTOB KEIUHBIX KHCIIOT U aTopBacTaThHa B J103¢ 40 MTI' B CyTKH.
IIpogpunaxmuxa cepoeyHo-cocyoucmolx 3a001e6aHUll

B nccnenoBaHmsx mepBUYHON MPO(UIAKTHKY 1032 aTOpBAacTaTWHA cocTaBisuia 10 Mr B CyTKH.
MoskeT MOHAJOOMThCA IMOBBIIICHUE JO3BI C IeNbl0 JgocTikeHus 3HaueHuit XC-JITTHII,
COOTBETCTBYIOIINX COBPEMEHHBIM PEKOMEH/IAITUSIM.

Oco0ble rpyInbl HalMEHTOB

Tayuenmul ¢ neueHo4HOU HEOOCMAMOYHOCHbIO

[Ipu wapymeHun (yHKIMM TEYEeHU [03y Mnpemnapata ATOpUC HEOOXOAMMO CHWXKATh INpHU
pPEeryliipHOM  KOHTPOJE  CBHIBOPOTOYHOM  aKTUBHOCTU  «IEYEHOYHBIX»  TpaHCAMHHA3:
acnapraramuaoTpancdepassl (ACT) u anannnamunotpancdepasst (AJIT).

Tayuenmul ¢ noueunoii HedoCmMamo4HoCmMoio

Hapymenne ¢GyHKIMM TOYeK HE BJIMAET HAa KOHIIEHTPAIMIO aTOpBAacTaTHHA WIIM CTENCHb
camxenust kKonuentpanuu XC-JIITHII B mitazme KpoBH, MO3TOMY KOPPEKIIMH JI03bI IIpenapaTta He
Tpedyercs.

Tayuenmul nodcunozo 6o3pacma

Paznuunii B TepaneBTrueckoii 3¢ (HEeKTHBHOCTH U O€30MMaCHOCTH Mpernapara ATOPHC Y IMallueHTOB
MOKUJIOTO BO3PAcCTa, M0 CPABHEHHUIO ¢ OOIIEH oMy isauueil, He 0OHapy>KEeHO, KOPPEKIMH JJ03bI HE
Tpebyercs (cM. pasnen 5.1.).

HDI/IMCHCHI/IC B KOMOMHAIIAH C JAPYTruMH JICKAPCTBCHHBIMMU MIIperiapaTaMu
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[Ipy HEOOXOAMMOCTH OJHOBPEMEHHOIO MPUMEHEHMS C LUKIOCIIOPUHOM, TENalpeBUPOM WU
KOMOMHaIME TUIpaHaBUp/pUTOHABUP /1032 Ipernapara ATOpUC He JOJDKHA mpeBblaTh 10 mMr B
cytku (cMm. pazaenst 4.4.,4.5. u 5.1.).
He pexomennayercss nOpUMEHATh AaTOpBACTaTHH  IAlMEHTaM, IOJIyYalOLIMM  TEpamuio
JIETEPMOBHPOM OJTHOBPEMEHHO C LIUKJIOCIIOPUHOM (CM. pa3zeinsl 4.4. u 4.5.).
DapMaKOKHHETHYECKUE JICKAPCTBEHHBIE B3aWMOJICHCTBUS, KOTOPHIC MPHUBOIAT K IOBBIIICHUIO
CHUCTEMHOU KOHIIEHTpAIIMH aTOpPBAcCTaTHHA B IIa3M€ KPOBH, TAKKe OBUIM OTMEYEHBI C IPYTHMMH
MHTUOUTOpaMHU MpoTeasbl BUpyca nMMyHoAedumura yenoseka (BUY) (mommuaBup/puToHaBup,
CaKBHUHABUP/PUTOHABUD, JapyHABUP/pUTOHABUD, ocaMIIpeHaBup, (hocaMrpeHaBUp/pPUTOHABHUP H
HenduHaBup), UHTUOMTOpaMu  mpoTea3sl  BupycHoro  rematutra C  (Gouemnpesup,
3510acBUP/TPa30NpEBUP, CUMENPEBUP), KIAPUTPOMHUIIMHOM, UTPAKOHA30JIOM M JIETEPMOBUPOM.
Crnenyer cobOiogaTb OCTOPOKHOCTh MHPU OJHOBPEMEHHOM NPUMEHEHMHU C aTOPBACTATHHOM.
PekoMenayeTrcs MpoBECTH COOTBETCTBYIOIIYIO KIMHUYECKYIO OLIEHKY M INPUMEHSTh CaMylo
HU3KYI0 23 QEKTUBHYIO 103y aTopBacTaTuHa (CM. pa3zeist 4.4. u 4.5.).
VY nauMeHToB, OJHOBPEMEHHO MPHUMEHSIOUIMX IPOTHUBOBUPYCHBIE Npenaparbl Ul JIEUEHUs
BupycHoro remartuta C (350acBUp/Tpa3onpeBrUp) € aTOpBACTATHHOM, 11032 aTOpBACTaTHHA HE
JOJDKHA TIpeBhIaTh 20 Mr B CYTKH (cM. pasnensl 4.4. n 4.5.).

eTH
Jlemu ¢ 10 0o 18 nem npu cemepo3ucommuoil cemMelHol cunepxoiecmepuremuu
Pexomenayemas nayanpHasi qo3a — 10 Mr oxuH pa3 B cyTkd. Jlo3a MOKET OBITh yBEIHUYEHA /10
80 Mr B CYTKH C y4eTOM KIMHHUYECKOT0 3(h(peKTa u mepeHoCuMOCTH.
o3y npenapaTta AToprc HE0OX0AUMO MOAOUPATH B 3aBUCUMOCTH OT LEJIH TUIIOTUITHIEMUYECKOM
tepanuu. Koppekiust 1036l A0KHA MPOBOAUTHCA C MHTEpBAJaMU OAMH pa3 B 4 HEACNU WU
OoJbILe.

Cnocob npruMeHeHns

Buytpp. Tabnerku cienyer mporiaTelBaTh LEJIHUKOM, 3anuBas Boaoi. IlpuHumars TabneTku
KaXIbIi IEHb MPUOTU3UTEIEHO B OJTHO M TO K€ BpeMs CYTOK HE3aBUCHUMO OT IPHEMa MHIIIH.
4.3. IlpoTuBonoKa3aHus
e [umep4yBCTBUTENHHOCTh, K aTOPBACTaTUHY W/WIM K JIOOOMYy W3 BCIOMOTATENbHBIX
BEILECTB, IEPEYUCIICHHBIX B pazzene 6.1.
e AKTHBHOE 3a00JieBaHHME TI€YEHHM WIM TIOBBIIIEHUE AKTUBHOCTU «IIEUECHOUYHBIX)»
TpaHCaMHUHa3 B IJJa3Me€ KPOBHM HESCHOrO IreHe3a Oosiee yeM B 3 pas3a MO0 CPaBHEHHUIO C
BEpXHEW rpaHULIE HOPMBI.

e OnHOBpPEMEHHOE NPUMEHEHHE C (y3UT0BON KHUCIOTOM.
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e OnHOBpEMEHHOE IPUMEHEHHE HIPOTUBOBHPYCHBIX npenapaToB
rJIeKanpeBUp/IUOpPEHTACBUD JUIs JIe4eHUs! BUpycHOro remnaruta C.
e bepeMeHHOCTb U NepUOJ TPYAHOrO BCKapMiIMBaHus (cM. pasen 4.6.).
e OKeHIIMHBI JETOPOAHOIO BO3pacTa, HE HUCHOJB3YIOIIUE aJCKBATHbIE METOMBI
KOHTpALETIIHH.
4.4. Oco0ble yka3aHUsl M MepPbI IPEI0OCTOPOKHOCTH NPU NPUMEHEHNH

C 0CTOPOKHOCTBIO

VY nanueHToB ¢ HamuuueMm (aKTOpOB pUCKa pa3BUTHs pabaoMuonu3a (HapyiieHHe (QYHKIHH
HOYeK, TUIOTUPEO3, HACIEACTBEHHBIC MBIIICYHbIC HApyLICHUS Y IMAlMeHTa B aHaMHe3€¢ WIN B
CEMEHOM aHaMHe3e, YK€ NMEPEeHECEHHOE TOKCHYECKOE BIUSHHE MHTHOUTOPOB 3-THAPOKCH-3-
metuinrmorapui-KoA-penykrassl  (IMI-KoA-penykrasel) (ctatunel) win  pubpaTtoB Ha
MBIIIEUHYI0 TKaHb, 3a00JI€BaHUS I€YEHU B AaHAMHE3€ W/WIM IPUMEHEHUE Yy IalUEHTOB,
YIOTPEOISAIOIUX aIKOr0JIb B 3HAUUTENIbHBIX KOJIMYECTBAX, BO3pacT crapuie 70 jeT, CuTyauuu, B
KOTOPBIX 0’KUJAETCs MOBBIIICHUE KOHIEHTPAlMM aTOpBacTaTUHA B IIJIa3Me KPOBM (Hampumep,
B3aUMO/ICHCTBUE C IPYTUMH JIEKAPCTBEHHBIMH CPEJCTBAMH)).

BausHue Ha neyeHb

Kak v npu npumMeHeHnH Jpyrux rUMoIMIUAEMHUYECKUX CPEACTB ITOrO Kilacca, IpU NPUMEHEHUN
aTOpBaCTaTHHA OTMEYAIM YMEPEHHOE MOBBIIIeHKe (Ooee yeM B 3 pasa 1o CPaBHEHHIO C BEpXHEH
TPaHMIICH HOPMBI) aKTUBHOCTH «medeHO4HbIX» TpaHcamuHa3 (ACT u AJIT) B mmazme KpoBH.
Crolikoe MOBBIIICHHE CHIBOPOTOYHOW AKTHBHOCTH «II€YEHOYHBIX)» TpaHcaMuHa3 (Ooyiee 4eM B
3 paza Mo CpaBHEHUIO C BEepXHEW TpaHHWIed HOpMBI) HaOmonmanock y 0,7 % manueHTos,
MOJTy4YaBIINX aTopBacTaTuH. YacToTa MOJO00HBIX M3MEHEHHUHN MPH MPUMEHEHHH aTOpBAaCTaTHHA B
nmo3zax 10 mr, 20 mr, 40 mr u 80 mr cocrabisia 0,2 %, 0,2 %, 0,6 % u 2,3 % COOTBETCTBEHHO.
[loBpilIeHNE aKTHUBHOCTH «IEYEHOYHBIX» TpaHCAMHHA3 B IUIa3ME€ KpPOBH OOBIYHO HE
COTPOBOXKIATIOCH KENTYXOU WIN APYTUMH KIMHUYECKUMHU POsiBICHUAMU. [Ipy CHIDKEHUU 103BI
aTopBacTaTMHA, BPEMEHHOW MM TIOJHOM OTMEHE IMpernapara aKTUBHOCTb «IE€YEHOUHBIX)
TpaHCaMHUHAa3 B IUIa3Me KPOBU BO3BpaIllaiach K MUCXOAHOMY YPOBHIO. BOJBIIMHCTBO MaleHTOB
IOPOAOJDKANM IPUEM aTopBacTaTUHA B CHIDKEHHOM J03e 0€3 Kakux-JIM0O KIMHUYECKUX
MIOCJIEICTBUH.

Jlo Hauvana tepanuu, yepe3 6 Henenb U 12 Henenb nociie Hayana NpUMEHEeHUs npenapata ATopuc
WIN TI0CTIE YBEIMYEHHUS ero J03bl HEOOXOANMO KOHTPOJIMPOBATH MOKA3aTeIH (YHKIUH MECUYEHH.
OYHKIIMIO TICUYEHU CIIEAYyeT KOHTPOJIUPOBATh TAKXKE MPHU TOSBICHUHM KIMHHYECKUX TMPU3HAKOB
MOpaKeHNs TIeYeHU. B ciyyae NOBBIIICHNS! aKTUBHOCTH «II€YEHOYHBIX)» TPAaHCAMHUHA3 B IIa3Me
KpOBH cienyeT KoHTpoaupoBaTh akTUBHOCTh AJIT u ACT B mua3me KpoBH 10 TeX MO, IIOKA OHA

He HopManuzyercs. Eciu nosbimenue aktuBHocTd ACT mnu AJIT B mna3sme kpoBu Gosiee yeM B
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3 pa3a, M0 CpaBHEHHIO C BEPXHEH I'paHHIIEH HOPMBI, COXPAHIETCs, PEKOMEHIYETCSl CHU)KEHHE
JI03bI UJTM OTMEHA Npenapara Atopuc (cM. paznaen 4.8.).

[IpenapaTt Atopuc ciieayer NpUMEHATh ¢ OCTOPOKHOCTBIO Y MAIEHTOB, KOTOPbIE YIIOTPEOISAIOT
3HAYUTEIBHOE KOJIMYECTBO AIKOT OIS W/WIIM UMEIOT B aHaMHe3e 3a001eBaHNe TIeYeHH. AKTHBHOE
3a00JIeBaHME MEYCHW WM TOCTOSHHO TOBBINICHHAS aKTUBHOCTh «II€YCHOYHBIX)» TpaHCAMHHA3
TUTa3Mbl KPOBH HESICHOTO TEHEe3a SIBJISIOTCS MPOTHUBOTOKA3aHWEM K TPHUMEHEHHIO IperapaTa
Artopuc (cM. pazzaen 4.3.).

HeﬁCTBHC Ha CKCJICTHBIC MBIIIIIBI

VYV manueHToB, MOJIyYaBIIMX aTOPBACTATHH, OTMeUanach muanrus (cM. pasaen 4.8.). Jluarnos
MUOIIATUH CJIeIyeT Mpearnoiararh y MauueHToB ¢ qudy3Hord Muairuei, 60Je3HEHHOCTBIO WU
C1abOCThI0 MBI  W/WIM  BBIPQKCHHBIM  IOBBILIEHUEM CBIBOPOTOYHOM  aKTHUBHOCTH
kpeatuHpochoknnassl (KDOK) (6onee uem B 10 pa3 mo cpaBHEHUIO C BEPXHEH TpaHUIIEH HOPMBI).
Tepanuto npenaparoM ATOpUC ClelyeT NPEKpaTUTb B Clydae€ BBIPAKEHHOT'O IOBBILICHUS
chIBOpOTOYHOH akTHBHOCTH KOK 1npu Hanmmuum noATBEep:KICHHON MUONATUH WIIM TIOJO3PEHUN Ha
ee pas3BuTHE. PuUCK Da3BUTHS MHMONATHU MOBBIMIAICS IPU OJHOBPEMEHHOM IPUMEHEHHH
JICKApCTBEHHBIX CPEJCTB, TOBBIMAOINIMX CHUCTEMHYIO KOHIICHTPAIMIO aTopBacTaTHHA (CM.
pazzensl 4.5., 5.1.). MHOTHE U3 3THUX MpenapaToB MHTHOUPYIOT META00IN3M, OIOCPEIOBAHHbIN
nzopepmentom CYP3A4, w/unm TpaHCIOPT JICKAPCTBEHHBIX BeIIecTB. FI3BecTHO, YTO
nzopepmenT CYP3A4 — ocHOBHOIM M30()epMEHT MeUeHH, YIaCTBYIOINN B OHMOTpaHChOpMaIiH
atopBactatuHa. [Ipumensas mpemnapat ATopuc B codyeTaHuu C (pubpatamu, SPUTPOMHIIMHOM,
UMMYHOJICTIPECCAaHTAMH,  a30JbHBIMH  IPOTHBOIPUOKOBBIMU  CPEJICTBAMH, HWHTHOUTOpaMH
nporeassl BUU/Bupyca remarura C, JIETEPMOBUPOM WM HUKOTHHOBOHW KHCIOTOH B
JUMUJCHIDKAIOMMX 103ax (Oosiee 1 T B CyTKH), Bpay JOJKEH TIIATEIBHO B3BECUTH OXKHUIAEMYIO
MOJIb3Y JIEUEHUs] U BO3MOXKHBIA puck. CleayeT peryiaspHO HaOJ0JaTh MALMEHTOB C LEJbIO
BBISIBJICHUS 00JI€H MM c1ab0CTH B MBIIIIAX, OCOOCHHO B TEUEHUE MEPBBIX MECSIIEB TEPAIU U B
NEpUOJ YBEIMYEHMs] J03bl JHOOOro M3 YKa3aHHBIX cpeacTB. B ciyuae HeoOxoaumocTu
KOMOMHHPOBAHHOW Tepanuy CJIeIyeT pacCMaTpUBaTh BO3MOKHOCTh IIPUMEHEHHS O0Jiee HU3KUX
HAYaJbHBIX W TOAICPKUBAIOMIMX 03 BBIMICNIEPEYHCICHHBIX cpencTB (cMm. pasgen 4.2.). He
PEKOMEHYeTCsl OJJHOBPEMEHHOE NMPUMEHEHUE aTOpBacTaTHHA U (y3HIOBON KHCIOTHI, TIOATOMY
BO BpeMsi puMeHeHHs (Py3MI0BOM KHCIOTHI PEKOMEHI0BaHA BpeMEHHAasi OTMEHA aTOpBacTaTHHA.
B mono0HBIX CcUTyanusx MOKHO PEKOMEHJO0BaTh MEPUONWYECKHI KOHTPOIb CHIBOPOTOYHOM
aktuBHOocTH KOK, X0TS Takoe MOHUTOPHpPOBAHHE HE TO3BOJSET MPEAOTBPATUTh pa3BUTHE
TsDKEIoW MuonaTuu (cM. pazaen 4.5.).

3aperucTpupoBaHbl COOOIIEHHS O pPa3BUTUM HMMYHO-OIOCPEIOBAHHOW HEKPOTU3UPYIOLIEH

muonatun (MOHM) Bo BpeMst win mocie JiedeHUs] HEKOTOPBIME CTaTMHaMu (CM. paszzen 4.8.).
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NOHM xiuHuYecKH XapaKTepu3yeTcsl CTOMKOM MPOKCHMaibHOM MBIIMIEYHONW CI1a0OCThIO M
MOBBIIIEHHBIM YpPOBHEM KPEaTHMHUHKHWHA3bl B CHIBOPOTKE KPOBH, KOTOPBIE COXPaHSIOTCS
HECMOTpsI Ha MpEeKpallleHUe JICYeHUs1 cTaTuHamu, HainuueM anturen k ' MI'-KoA-penykrasze u
yJIy4LIEHUEM IIPU IPUMEHEHUN HMMYHO/IETIPECCAHTOB.

Jlo Hayvaja jeueHusa

ATOpBacTaTMH CcJeIyeT C OCTOPOKHOCTBIO Ha3zHayaThb TMalmMeHTaM ¢  (akropamu,
IpeApacroyiaraloliuMi K Pa3BUTHIO pabaomuonm3a. Jlo Hayana Tepanuu aTopBacTaTHHOM
cllelyeT IPOBOAUTE KOHTPOJIb akTUBHOCTH KDK B miazme KpoBHU B CIEIYIOUIMX CIydasx:

e HapylieHue QyHKIHUU OYEK;

® TUIOTUPEO3;

® HACJEICTBCHHBIE MBIIICYHBIE HApYIIEHHUs Y MAIeHTa B aHAMHE3e HIM B CEMEHHOM
aHaMHe3e;

® y)Xe IepeHeceHHoe Tokcnueckoe BiusHue nHruouropos ' MI'-KoA-penykra3ssl (cTaTuHbI)
niu (puOpaToB HAa MBILLICYHYIO TKAHb;

e 3a0oieBaHMsl TEUYEHM B aHAMHE3€ W/WIM TAlMEHTHl, YINOTPEONSAIONINe alKorojb B
3HAYUTEIbHOM KOJINYECTBE;

e y MAlMeHTOB B Bo3pacrte crapuie 70 JIeT ciexyeT OLUEHUTh HEOOXOAMMOCTh KOHTPOJIS
nokazarens KOK B mia3sme KpoBH, yUUTHIBast TO, YTO y ITHUX IMAI[MEHTOB, KaK IPaBHIIO,
y’Ke UMEIOTCsl (DaKTOPBI, TPEAPACIIONATraoINe K Pa3BUTHIO pabJJOMUOIN3A;

® CUTyalluH, B KOTOPHIX OKUAAETCS MOBBIINICHNWE KOHIIEHTPALMU aTOpBacTaTUHA B IJIa3Me
KPOBH, TaKHe KaK B3aUMOJECHCTBUS C APYTUMHU JICKaPCTBEHHBIMU CPEACTBAMU (CM. pa3Jien
4.5.).

B Takux curyanusx cieayeT OLIEHUTh COOTHOLIEHHME «IOJb3a —PHUCK» U OCYIIECTBIATh
MEAULMHCKOE HA0JIIOJICHUE 32 COCTOSTHUEM IMAllUEHTA.

B cityuae 3HaunTEIBHOTO MOBBIIEHUS CHIBOPOTOUHON akTUBHOCTH KDK (Oosee uem B 5 pas Bble
BEpXHEH TpaHUIIBI HOPMBI) HE CIIelyeT HAYMHATh TEPAIHIO aTOPBACTATUHOM.

[Ipu npumenennn upemnapara ATopuc, kak W apyrux wuHruOutopoB ['MI-KoA-pemykrassr,
ONHCAHbl pEIKHE Cclyd4ad pabIoMMoiM3a C OCTpPOHl IOYEeYHOH HEJOCTaTOYHOCTHIO,
o0ycnoBiieHHOW MHUOTIO0MHYpuel. DakTopoM pHCKa pa3BUTUS PAOAOMHUOIN3a MOXKET OBITH
NpEeIIeCTBYIONIEe HapylIeHne QyHKIUK moyeK. TakuM MaueHTaM cieayeT o0eceuuTh 0osee
THIATEIbHBIA KOHTPOJb COCTOSIHUS CKEJIETHO-MBIIIEUHOM crcTeMbl. [IpHu nmosiBjaeHUH CUMITOMOB
MHUOINATUU WIM HAaJU4uU (PAKTOPOB pHUCKA PA3BUTHs MOYEUHOM HEIOCTaTOYHOCTH Ha (hoHe
pabromuonusa (HampuMep, TsDKEIOoe TeYeHUE OCTpod MH(pEKUMH, apTepuaibHas TMIOTEH3HUS,

O6H_II/IpH06 XUPYPTrUI€CKOC BMCHIATCIILCTBO, TPABMBbI, MeTa60J’II/I‘-ICCKI/IC, OHAOKPUHHBIC U BOJHO-
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JJIEKTPOJIUTHBIE HAPYLIEHUs, HEKOHTPOJIUPYEMbIE CYIOpPOTH) TEpaIuio MpenapaToM ATOpUC
ClIelyeT BPEMEHHO MPEKPATUTh UIIH MOJIHOCTbIO OTMEHUTb.

Buumanue! IlanpieHTOB HEOOXOIUMO NHPEAYNPENUTh O TOM, YTO MM CJIEAyeT HEMEIJICHHO
00paTUTHCS K Bpady IpH MOSIBICHUN HEOOBICHIUMBIX 00JIeH MIIN MBIIIEYHOH c1a00CTH, 0OCOOCHHO
€CITM OHH COIIPOBOYK/IAIOTCSI HEJIOMOT'aHUEM WIIN JINXOPAIKOH.

Mmuactenus FDaBI/IC/ TJIa3Hasg MHUACTCHUA

Coo0manock, 9T0 B HEKOTOpHIX ciydasx wuHruoutopel ['MK-KoA-pemykrassl (CTaTHHBI)
BBI3BIBAIN pa3BUTHE de nOvo WM yCyryONsuld paHee CYLIECTBOBABIIYIO T€HEPATN30BAHHYIO
MUACTEHHUIO TPaBUC WJIM TJIA3HYI0O MUACTeHHIO (cM. pazzaen 4.8.). B cnyyae BOZHUKHOBEHHS WM
YTSDKENIEHWsT CUMIOTOMOB MMACTEHMHM IpUEM [penapara ATOpUC cCIeAyeT IpeKpaTHUTh.
Coo0manock Takke 0 peluIuBaX MUACTEHUU IPU MOBTOPHOM IPHEME TOTO )K€ CTaTHHA U MPH
npumeHeHun apyroro uaruoutopa ' MK-KoA-penykrassr.

T'emopparnueckuii UHCYJILT

[locne cneumanbHOrO aHanmM3a pe3yNbTaTOB KIMHUYECKOIO MCCIENOBAaHUS C Yy4YacTUEM
4731 nanmenta 6e3 bC, nepenecunx HHCYIBT WIA TPAH3UTOPHYIO UilleMudeckyro ataky (TUA)
B TE€UYCHHUE MPEABIAYINNX 6 MeCSIIeB, KOTOPHIM ObUT Ha3Ha4YeH aropBacTaTHH 80 MT B CyTKH, ObLIa
BBISIBJIICHA 00Jiee BBICOKAs 4acTOTa TE€MOPPArn4ecKUX WHCYJIBTOB B TPYIIIE aTopBacTaTHHA IO
CPaBHEHHUIO C TPYIIOi miamnedo (55 — B rpymme aTopBacTaTuHa IpOTHB 33 — B TpyIIe mianedo).
[TarueHTh ¢ TEeMOpPpAarnuecKuM HHCYITHTOM Ha MOMEHT BKJIFOUEHHS B MCCIIEIOBaHNE UMENU Oolee
BBICOKMI PHUCK Ui TMOBTOPHOTO TeMOPparnyeckoro MHcynbTa (7 — B TpyNme aropBacTaTHHA
npoTHB 2 — B rpymre mianedo). OqHako y NalreHToB, NOTyYaBIIuX aTopBacTaTuH 80 MI B CYTKH,
ObUIO MEHbILIE MHCYABTOB JitoOoro tuma (265 mpotuB 311) u MeHblIE CepAEYHO-COCYIUCTHIX
cobbrtuii (123 mpotus 204).

CaxapHblii 1uaber

Hexortopsle naHHbIE TOATBEpXkAalOT, 4To MHrHOMTOpHl I'MI'-KOoA-penykrasel (cTaTWHBI) Kak
KJIacC MOTYT NPHBOAMTH K IMOBBIIMICHUIO KOHLEHTPALUHU TIJIIOKO3bl B KPOBH, a Y OTIEIBHBIX
MAIIEHTOB C BBICOKMM PHCKOM DPa3BUTHS CaxapHOro auabera MOXKET Pa3BUTHhCS COCTOSHHE
TUTEPTIIUKEMUH, TpeOyrolee KOPPEeKInH, KaK Py caxapHoM anadete. Tem He MeHee, dTOT PUCK
HE TIPEBBIMACT MOJIL3Yy OT Tepamuu uHruomropamu ['MI-KoA-pemykrasbl (CTaTHHBI) C TOYKH
3peHUs COCYUCTHIX PUCKOB, TOITOMY 3TO HE MOXKET SBJISITHCS MPUUMHON NIl OTMEHBI TEPAITUH.
[TarmeHTHI, OTHOCAIIMECS K TPYIIIE prcKa (KOHIEHTPAIUS TII0KO3bI B KPOBU HATOMIAK OT 5,6 110
6,9 MMoIb/11, mHeke Macehl Teda (MMT) > 30 kr/m?, noBblenHas konuentpanus TI B miasme
KpPOBH, apTepHajbHas TUNEPTEH3Us), NOJDKHBI HAaXOIUTHCA IOJ MEAULMHCKUM KOHTPOJIEM,
BKJIFOYasi KOHTPOJIb OMOXMMHUYECKUX IMapamMeTpoB KPOBH, B COOTBETCTBUM ¢ HarumoHanbHbIMH

PECKOMCHAALIUAMU.
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I/IHTenCTI/I! [MaJIbHOC 3a00JI€BaHUE JTETKUX

Ha ¢done tepanuu HexotopsiMu unruOutopamu I'MI'-KoA-penykrassl (cTatuHbl), 0COOEHHO Ha
(oHe UIUTENFHON Tepanuy, OTMEYAINCH SAMHUYHBIC CIIy4al WHTEPCTUIHAIBHOTO 3a00IeBaHUs
jgerkux. Moryr HaOmoAaThCsl OJBIINIKA, HENPOXYKTUBHBIA Kalledb M YXYALIEHHE OOIIEero
COCTOSIHUSI 3710pOBbsI (YTOMIIIEMOCTh, CHHKEHHE MacChl Tella M JUXopajka). B ciydae, ecnn y
NalKeHTa MOJ03PEeBAETCSl HHTEPCTHIMAIBHOE 3a00I€BaHUE JIETKUX, CIIEAYET OTMEHHUTD TEPAIHIO
aTOPBACTaTHHOM.

DHaokpuHHAaA QYHKINS

[Ipu npumenennn nuarudburopos ' MI'-KoA-penykrasbl (CTaTHHBI), B TOM YUCIIE U aTOPBACTATHHA,
OTMEYAJIUCh CIy4au TOBBbIIMICHUs KOHIEHTpauuu HbA1l M KOHUEHTpamuu TIIOKO3bI B KPOBH
HaToulak. TeM He MeHee, pUCK TUIIEPTIIMKEMUH HUXKE, UEM CTENIeHb CHIKEHHSI PHCKa COCYAUCTBIX
ocioxHeHuit Ha hone npuema naruoutopoB I'MI'-KoA-penykrassl (cTaTuHb).

BcnoMorarenbHble BelliecTBa

Jlakmo3svl moHo2uopam

ITarmeHTaM C penko BCTpeYaroOlelcs HACIEACTBEHHON HEMEPEHOCHMOCTBIO TajlaKTO3bl,
Ne(GUIUTOM JIAKTa3bl WK TJIIOKO30-TaJJaKTO3HON ManbabcopOuueit He cieayeT MPUHUMATh 3TOT
npenapar.

Hampuii

Jannbrit npenapat coaepkut menee | Mmoutb (23 Mr) Hatpus B 1 TabneTke, TO €CTh, IO CyTH, HE
COJICPKUT HATPHSL.

4.5. B3aumopneiicTBHMe ¢ JAPYIrMMH JIEKAPCTBEHHBIMH NpenapaTtaMM H Jpyrue BHIbI
B3aMMOJeiicTBUS

ATtopBacTtaTuH MeTabonuzupyercs cuctemoi uroxpoma P450 3A4 (uzopepmenrom CYP3A4) n
SBJISIETCSI CyOCTPAaTOM TPAaHCIIOPTHOTO MONHMenTHaa opranndeckux annonos 1B1 (OATP1B1) u
1B3 (OATP1B3). MetabonuTsl atopBactatuHa sBisitorcest cyocrparamu OATP1B1. Takke Obu10
YCTAQHOBJICHO, YTO aTOPBACTAaTHH SIBJIAETCS CyOCTpaToM Oeilka MHOKECTBEHHOM JIEKapCTBEHHOM
pesuctentHoctr 1 (MDRI1) n 6enka pe3ucTeHTHOCTH paka MosiouHoi xene3bl (BCRP), kotopeie
MOTYT OTpaHUYMBATh BCACHIBAHUE B KHIIICYHUKE U KIMPEHC aTOPBACTaTHHA B MEYCHHU (CM. pa3ien
5.2.). OpnHOBpeMEHHOE TNPHUMEHEHHE C JICKAPCTBEHHBIMU IIPEmapaTamMu, SIBISIFOIIUMUCS
uaruouropamu uzopepmenta CYP3A4 wmu  OelnKoB-IIEPEeHOCUYHMKOB, MOXKET TPHUBECTH K
MOBBIIICHNIO KOHIICHTPAIM aTOpBacTaTHHA B IUIa3M€ KPOBH M K TOBBIIIEHUIO PUCKA PA3BUTHSA
MUOIATUH. PUCK MOKET OBITh TaK)Ke YBEJIMYEH IPHU OTHOBPEMEHHOM IIPUMEHEHUH aTOpBacTaTUHA
U IPYTHX JIEKAPCTBEHHBIX MPEMapaToB, CHOCOOHBIX BBI3bIBATH MUOIATHUIO, TAKMX KaK (puOpaTel u

a3eTuMuO (cMm. pasaen 4.3. u 4.4.).
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Bo Bpewms nedenuss marnoutopamu ['MI'-KoA-penykrasbl mpu OJHOBPEMEHHOM MPHUMEHEHUN
LUKJIOCHOPUHA, HUKOTMHOBOW KHCJIOTHI B JIMIUACHWKAIOMUX J03ax (6onee 1T B CyTKH) WM
uHruoutopoB  mzopepmenta CYP3A4  (Hanmpumep, OPUTPOMHUIIUH,  KIAPUTPOMUIIUH,
HNPOTHUBOTPUOKOBEIE CPEJICTBA — TPOM3BO/IHBIE a30J1a) MOBBIIIAETCS PUCK PA3BUTHSL MUOTIATHH (CM.
paznen 4.4.).

HNurubutopst n3odepmenra CYP3IA4

[Tockonmbky artopBactatnH MeTabomusupyercs uszopepmentom CYP3A4, omHOBpemeHHOE
npUMEeHeHHe aropBacTaTHHa ¢ umHruOuTopamu uzopepmenta CYP3A4 moxeT mpUBOAHMTH K
YBEJIMYEHHUIO KOHLEHTpAlUU aropBacTaTMHa B IUa3Me KpoBU. CreneHb B3aMMOACHCTBUS U
apdeKxTa MOTCHUUPOBAHUS OIpPEENIeTCs BapuaOEeTbHOCTBIO BO3JEHCTBUS Ha H30(EpMEHT
CYP3A4 (cm. pa3men 5.2.).

bbuto  ycranoBineHo, uTo MoluHble uHruoutopel uszodpepmenra CYP3A4 npuBomiar k
3HAYUTEILHOMY MOBBIIICHUIO KOHLIEHTPALMU aTopBacTaTWHa B Iia3Me KpoBu. Crenyer Mo
BO3MOXXHOCTH H30eraTh OJHOBPEMEHHOTO NPHUMEHEHHs MOIIHBIX MHTHMOMTOpPOB H30(depMeHTa
CYP3A4 (Ttakmx Kak IHUKJIOCIOPHH, TEIUTPOMUIINH, KIAPUTPOMUIIMH, JIeJaBUPIUH,
CTHUPUIICHTOJI, KETOKOHA30JI, BOPUKOHA30J, WTPAKOHA30JI, II03aKOHA30JI, HEKOTOpHIE
MIPOTHUBOBHUPYCHBIE TpENapaThl, MPUMEHIEMbIE IS JIeYeHUs1 BUpycHoOro renatuta C (Hampumep,
910acBUP/TPA30NPEBUP), U UHTUOUTOPHI TpoTeassl BUY, BkIowas puTOHABHp, JIOMMHABHD,
aTazaHaBUp, WHAWHABUD, JapyHaBHp U 1p.). EciaM OAHOBpEMEHHBIH NpHEM 3TUX TMpenapaToB
HE00X0/IUM, CJIelyeT paCCMOTPETh BO3MOKHOCTh Hadaa Tepaniy ¢ MUHUMAJIbHOMU J103bl, a TAaKXKe
CJelyeT OLEHUTh BO3MOXHOCTb CHUKEHUSI MAaKCUMAJIbHOM J103bl aTOpBacTaTHUHA.

VYmepennsie unruOutopsl uzopepmenta CYP3A4 (manpumep, SpUTPOMUIIMH, TUITHA3EM,
BepanaMui ¥ (IIyKOHa30J) MOTYT MPUBOAUTH K YBEIMUEHHUIO KOHIEHTpAIMM aTOpBAacTaTHHA B
miazme kpoBu. Ha ¢one omHoBpemMeHHoro mpumeHeHus: uHruoutopoB I'MI-KoA-penykTasbl
(cTaTuHBI) U SPUTPOMHULIMHA OTMEYAIH HOBBIIIEHHBIH PUCK pa3BUTHs MUonaTHH. MccaenoBanus
B3aMMOJICHCTBUS aMUOJIapOHa WJIM BepanaMuiia ¥ aTopBacTaTMHA HE NpoBoIwINCh. M3BecTHO,
YTO W AaMHOJApOH, M BepamaMui WHTUOUpPYIOT akTUBHOCTH u3opepmenta CYP3A4, u
OJIHOBPEMEHHOE MPUMEHEHUE OJTHX MPEMapaToB C aTOPBACTATMHOM MOXET TMPHUBECTH K
MOBBIIICHUIO OKCIIO3UIIMM aTopBacTaTHHAa. B CBSI3W C 3TUM PEKOMEHAYETCS CHHU3UTh
MaKCHUMAaJIbHYIO J103y aTOpBacTaTHHA W MPOBOJUTH COOTBETCTBYIOLIUN MOHUTOPHUHI COCTOSIHUS
NalyeHTa Mpu OJHOBPEMEHHOM INPUMEHEHHU C YMEPEHHBIMH HHTHOUTOpaMH Hu30(pepMeHTa
CYP3A4. KoHTpoiib ciieyeT OCyLeCTBIATh OCTe Havyalla Tepanu U Ha (OHE U3MEHEHUS J103bI
uHruouropa nzopepmenta CYP3A4.

T'emdbubposmi/dudpars!
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Ha ¢one mpumenenus: ¢puOpatoB B MOHOTEpanuu NEPUOAMYECKH OTMEYATIH HEKellaTeJbHbIC
peaKImy, Kacaroluecs CKeJIeTHO-MBIIIEYHOH CHCTEMBI, B TOM Yuciie padaomMuonu3. Puck takux
peakuuii BO3pacTaeT NMpH OAHOBPEMEHHOM IpuMeHeHnu ¢ubparoB u atopBactaruHa. Ecimm
HEBO3MO>KHO M30€XKaTh OJHOBPEMEHHOTO IPUMEHEHHS STHX MPENapaToB, TO CIeIyeT NPHUMEHSTH
MUHUMAJIBHYI0 3QQEKTUBHYIO 103y aTOpBAaCcTAaTHHA, a TAKKe CIEAYET MPOBOIUTH PETYISPHBINA
KOHTPOJIb COCTOSTHUS TIAI[HEHTOB.

23eTumMuob

[Ipumenenue »3eTuMuOa CBA3aHO C PA3BUTHUEM HEXKEIATEIBHBIX PEAKIIUil CO CTOPOHBI CKEJIETHO-
MBIIIIEYHON CHCTEMBI, B TOM YHMCIIE pa3BUTHE padaoMuonu3a. PUck Takux peakuuii moBbIIIAeTCS
Ipy OJHOBPEMEHHOM IMPHUMEHEHUU 33€TUMUOAa M aTopBacTaThHa. J[Is Takux MalnueHTOB
PEKOMEHIyeTCsl TIATEIbHOE HAa0I0ICHHE.

OPUTPOMULIMH/KIAPUTPOMULIMH

[Ipu ogHOBpEeMEHHOM MPUMEHEHHH aTopBacTaTHHA W dputpomuiHa (rmo 500 mMr yeTbipe pasa B
CYyTKM) wiu kinapuTpomuimHa (mo 500 Mr gBapaza B CYTKH), MHTHOMTOPOB H30(depMeHTa
CYP3A4, nabnromanoch TOBBIINICHWE KOHIIGHTPAIMKM aToOpBacTaTHHA B IUIa3Me KpPOBH (CM.
paznenst 4.4. u 5.2.).

Muruduropsl Oporeas

OnHOBpEeMEHHOE TPUMEHEHHE aTOpBacTaTWHA C HMHTHOWTOpaMH TpOTEa3, M3BECTHBIMU Kak
uHrubutopsl  uzodpepmenta CYP3A4, compoBokgaercs yBENIMYEHHEM  KOHIEHTpAIHH
aTopBacTaTHa B IJIa3Me KPOBH.

Jluntuazem

OnHOBpEeMEHHOE TNpHMEHEHHEe aropBacTtathHa B 03¢ 40 mMr c auntuazeMoM B jao3e 240 mr
NPUBOAMT K YBEITMUEHUIO KOHIIEHTPALMU aTOpBacTaTUHA B IJIa3Me KpOoBU (CM. paznen 5.2.).
HumeTnanx

Knuanueckn 3HauMMOro B3auMOJEHCTBHS aTOpBacTaTUHA C UMETHIUHOM HE OOHApYKEHO (CM.
pasnen 5.2.).

Hrpakonason

OnHOBpEMEHHOE IPUMEHEHUE aTopBacTaTUHA B J03ax oT 20 Mr 10 40 Mr 1 UTpaKOHA30I1a B J103€
200 Mr MpPUBOIMIIO K YBEIWYCHHUIO 3HAYCHHS TUIOIMIAIHN TOJ KPUBOH «KOHIICHTPAIUS-BPEMS)
(AUC) atopBactaruna (cM. pazzmen 5.2.).

I'perindpyToBhINA COK

[Tockonbky rpelndpyToBbIi COK COJIEPKUT OJWH WJIM HECKOJIHKO KOMIIOHEHTOB, KOTOpPBIE
uHru6upyot nzopepment CYP3 A4, ero upesmepnoe norpednaenue (Oonee 1,2 1 B 1€Hb) MOXKET
BBI3bIBATH YBEJIMUEHUE KOHLEHTPAI[MN aTOpBACTaTHHA B IU1a3Me KpoBH (CM. pa3zaen 5.2.).

MHrnouTOpEl TPAaHCHOPTHOTO OeKa
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AToOpBacTaTHH fABJsETCA CyOCTpaTOM TPAHCIOPTEPOB (PEPMEHTOB NeUeHu (CM. paznen 5.2.).
OpnHOBpeMEHHOE NPUMEHEHHE aTopBacTaTUHa B 1o3e 10 Mr u [ukiIocnopuHa B go3e 5,2 MI/kr/cyt
IOPUBOAWIO K TOBBIIECHUIO YPOBHS CHUCTEMHOIO BO3JEHCTBHSI aTopBacTaTHHA (YyBEJIWYEHHE
nokazatenss AUC B 8,7 paza) (cm. pasmen 5.2.). LlukiocnopwH SBISETCS HHTHOUTOPOM
TPAHCIIOPTHOIO NOJMIenTyuaa opranudeckux anuoHos 1B1 (OATP1BI1), 1B3 (OATPIB3),
nporenHa, accomuupoBanHoro ¢ MDR1 u BCRP, a takxe wusodepmenta CYP3A4,
CJIe10BaTeIbHO, OH MOBBIIIAET YPOBEHb CUCTEMHOIO BO3/1€CTBHs aTopBacTaTuHa. CyTouHas 103a
aTopBacTaTHHA HE JOJDKHA MpeBbimath 10 Mr (cM. pasznaen 4.2.).

OnHOBpeMEHHOE PUMEHEHHE C TIpenapaTaMu, COACPIKAIUMHE TIIEKanpeBUp UiIu MUOPEHTACBUD,
MPOTHBOIIOKAa3aHo (cM. pazfen 4.3.).

OnHOBpEMEHHOE IPUMEHEHHUE aTopBacTaThHa B 103€ 20 Mr U jerepMoBHpa B 03€ 480 Mr B CyTKH
IPUBOMIIO K MOBBIILIEHUIO YPOBHS Bo3AelcTBUs aTopBacTatuHa (cootHomenne AUC: 3,29) (cm.
pasznen 5.2.). JlerepmoBup sIBiISE€TCS MHTMOUTOPOM TpaHCHOPTEpOB mpocrariganauHa, BCRP,
MRP2, OAT2 u neueHouHoro tpancnoprepa OATP1B1/1B3, takum 00pa3oMm, OH yCHIIHUBAEeT
ypOBeHb BO3JeicTBHA aTopBacTaTuHa. CyTouHas /103a aTOpBacTaTHMHA HE JIOJKHA IPEBBIIIATh
20 mr (cMm. pazaen 4.2.).

BennunHa omocpenoBaHHBIX JIEKapCTBEHHBIX B3amMoneiicTBuil m3odpepmenta CYP3A u
tparcrioprepoB OATP1B1/1B3 Ha coBMECTHOE MPUMEHEHHE MPETAapaToOB MOXKET OTINIATHCS TPU
OJIHOBPEMEHHOM Ha3HAUECHHH JIETEPMOBHpa ¢ LUKIocnopuHoM. He pekomeHayeTcsi mpuUMeHsTh
aTOpBACTaTUH MalMEHTaM, IMOJy4aloUuMM TEpanui JIETEPMOBHUPOM OJHOBPEMEHHO C
LIUKIIOCTIOPUHOM.

OnbacBup u rpaszonpeBup spisitorcs uaruouropamu OATP1B1, OATP1B3, MDR1 u BCRP,
CJIEI0BATEIbHO, OHHM IMOBBIIIAIOT YPOBEHb CHUCTEMHOIO BO3JeicTBHS aTopBacTatuHa. [lpu
OJIHOBPEMEHHOM MPUMEHEHUHU CYTOYHasl 1032 aTOpBacTaTHHA HE JOJKHA MpeBbimaTh 20 Mr (cM.
paznen 4.2.).

Nunyxrops! nzodpepmenra CYP3A4

OnHOBpeMEHHOE TPHMEHEHHE aTopBacTaThHa ¢ uHAyKTopamu wu3odepmenta CYP3A4
(mampumep, 3¢haBupeH3, pudaMOuIMH WIM Tpernaparsl 3Bepo00s MPOABIPSBICHHOTO) MOXKET
NPUBOJIUTh K CHIDKCHHIO KOHIICHTpAaLlMM aTopBacTaTWHa B Iula3Me KpoBH. Bceieactsue
JIBOMCTBEHHOTO MEXaHHM3Ma B3aMMOJICHCTBUS C pU(PAMIUIMHOM (MHIYKTOPOM H30(epMeHTa
CYP3A4 u wunruburopom tpancnoptHoro Oenka remarouutoB OATPIBI) pekomenmyercs
OJTHOBPEMEHHOE NPUMEHEHHE aTOpBacTaTHHa U pU(aMIMINHA, TOCKOJIBKY OTCPOUYEHHBIN IpUeM
aTopBacTaTMHa IIOCle IpueMa pudaMOMLIUHA NPUBOAUT K CYLIECTBEHHOMY CHMXKCHMIO
KOHLIEHTpALlMU aTOPBACTATUHA B IU1a3Me KpoBHU (cM. pa3zen 5.2.). OnHako BiIusiHAE pUdaMIULIUHA

Ha KOHOCHTPALUIO aTOPBACTATHHA B IrCTIaTONHUTAX HCU3BCCTHO, U B CJIydac, €CJIM OJHOBPEMCHHOT'O
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 20.03.2023 N= 18251

(MOCNEOOBATENBHOCTE 0006)

IPUMEHEHUs] HEBO3MOXHO H30eXkarTh, ClelyeT TUIAaTeIbHO KOHTPOJIMPOBATH 3(PPEKTHUBHOCTDH
TaKoil KOMOMHALIMK BO BpeMsl TE€paItH.

AHTanm bl

OnHOBpPEMEHHBIN MTPHUEM BHYTPh CYCIIEH3MH, COJEPIKaIIei MarHus TUIPOKCUT W/WIHA aTFOMUHUS
THIPOKCHJI, CHIDKAJ KOHILIEHTPALMIO aTopBacTaTvHa B miuazme kposu (n3meHenue AUC: 0,66),
OJIHaKO creneHb cHkeHus koHueHTpauun XC-JIITHIT B ma3me kpoBH Ipu 3TOM HE M3MEHSIIACK.
Denazon

ATOpBacTaTUH HE BIMsIET Ha (PapMaKOKHMHETUKY (peHa30Ha, TOITOMY B3aUMOCHCTBUE C IPYTUMHU
npenaparaMmu, MeTaOOJM3UPYIONIMMHUCS TEMHU XK€ H30(QepMEHTaMHU CHCTEMBI IIMUTOXpOMa, He
OKUJAETCS.

Konectunon

[Ipu ogHOBpEMEHHOM MTPUMEHEHUH KOJIECTUII0JIA KOHLIEHTPALlMs aTOpBacTaTUHA B I1a3Me KPOBU
camxanach (m3meHenue AUC: 0,74), omnako rumnonunujaeMudeckuil 3¢hdekT xKomMOuHaIu
aTOpBAacTaTHHA M KOJIECTUIIOJA PEBOCXOIWII TAKOBOW KaX/10T0 MpenapaTa B OTAEIbHOCTH.
Juroxcun

[Tpu MOBTOPHOM NpUEMe TUTOKCUHA U aTopBacTaTuHa B 03¢ 10 MI paBHOBECHBIC KOHIICHTPAITUU
JTUTOKCHHA B TUTa3M€ KPOBH HE MEHITUCH. OHAKO TIPY MPUMEHEHUN TUTOKCHHA B KOMOWHAIINN C
aTopBacTaTUHOM B /103¢ 80 MI' B CYTKM KOHIIGHTPAILUs TUTOKCHUHA YBEIMYMBAIACH (M3MEHEHHE
AUC: 1,15). [TanmeHTaM, IOJyYarOIIUM JUTOKCHH OJTHOBPEMEHHO ¢ aTOPBACTaTUHOM, TpeOyeTcs
COOTBETCTBYIOIIEE HAOJIOIEHHE.

A3WUTPOMUIIUH

IIpn onHOBpEeMEHHOM MNPUMEHEHUM aTopBacTaTMHa B J03¢ 10 Mr oAMH pa3 B CYTKH U
asutpomuiHa B 03¢ 500 mr 1 pa3 B CyTKH KOHILIEHTpalLUsi aTOpBacTaTHHA B IUIa3Me KPOBU HE
U3MEHSIACh.

IlepopanbHble KOHTPALIENTUBHBIC IIPEeHapaThl

[Ipy oIHOBpEeMEHHOM TNPUMEHEHHM aTOPBACTATUHA U TEPOPATBHBIX KOHTPALETITUBHBIX
NpenapaToB, COJCPXKAIIMUX HOPITHCTEPOH W STHHHIACTPAINON, HAOIIOAANIOCh 3HAYUTEIHHOE
noseimeane AUC HopatucTepoHa (n3meHenne AUC: 1,28) u stuHMIACTpaanona (M3MEHEHUE
AUC: 1,19). Orot > dexT crnemayer yIuThIBaTh MPH BHIOOPE MEPOPATHHOTO KOHTPAICTITUBHOTO
npenapara Jjs KeHIMH, TPUHUMAIOIINX aTOPBACTaTHH.

Tepdenaaun

[Ipy OoqHOBpEMEHHOM MpPHUMEHEHHH aTopBacTaTUHA M Tep(deHaJuHa KIMHUYECKH 3HAYUMBIX
U3MEHEHHUH (papMaKkOKMHETUKU Tep(eHaaHa HEe BBISBICHO.

Bapdapuu
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 20.03.2023 N= 18251

(MOCNEOOBATENBHOCTE 0006)

B kIMHUYeCKOM MCCIIeIOBAaHUH Y MAIMEHTOB, PETYJSPHO MOIYYArOIIUX Tepanuio BaphapuHOM,
OJHOBpPEMEHHOE NMPUMEHEHHE aTopBacTaTHHa B 703¢ 80 MI' B CyTKH NMPUBOAMIO K HEOOIBLIOMY
YBEIUUEHHIO TPOTPOMOMHOBOTO BPEMEHH, MTPUOIN3UTENHHO Ha 1,7 CeKyHbl, B TEYEHUE MEPBBIX
4 nueit Ttepanmu. IlokazaTenb BoO3Bpamaics K HOpMEe B TedeHwe 15 mHed Tepamuu
aTopBacTaTMHOM. HecMOTpsi Ha TO, YTO TOJBKO B PENKHUX CIydasx OTMEYAId 3HAYUTEIIHHOE
B3aMMOJICHICTBUE, 3aTparvBarollee aHTUKOATYISIHTHYIO (YHKIHIO, CIEAYeT OIPEIeIuTh
NPOTPOMOMHOBOE BpeMsi 10 Hadaja TEpaluyd aTOpBACTATHHOM Yy IAallME€HTOB, TMOJIYYalOIIuX
TEpanui0 KyMapuWHOBBIMH AHTHKOATYJSIHTaMH, W PETyIspHO — B TEPHOJ TEpamuu, 4TOObI
NPEeIOTBPATUTh €ro 3HAYMTENbHOE H3MeHeHHe. Kak TOoimpKO Mokaszarenb MPOTPOMOMHOBOTO
BPEMEHU CTAOUIIM3UPYETCs, €r0 KOHTPOJIb MOXKHO MPOBOJUTH TaK K€, KaK PEKOMEHAYeTCs IS
NaIMEeHTOB, NOJYYalOIUX KyMapUHOBbIE aHTUKOATYJISIHTHL. [Ipu n3MeHeHun 1036l aTOpBacTaTUHA
WIN TIPEKpPaIIeHHH TepParnuyd KOHTPOJIb MPOTPOMOMHOBOTO BPEMEHH CIIEYeT MPOBOAUTH IO TEM
K€ TMPHUHIMIAM, 4TO OBLIM ONHMCAaHbI BhINIE. Tepamus aTOpBACTATUHOM HE OblLla CBsS3aHA C
pa3BUTHEM KPOBOTEUEHUSI WIIM H3MEHEHHUSMH IIPOTPOMOMHOBOTO BPEMEHH y MAIlMEHTOB, KOTOPBIE
HE I0JTy4ajIH JICYeHHEe aHTUKOATYIISTHTaAMH.

Komxunma

HecmoTtps Ha To, 9TO HcCIeI0OBaHHUS OTHOBPEMEHHOTO IIPUMEHEHHUS KOJIXUIIMHA B aTOpBacTaTHHA
HE TPOBOJMINCH, MMEIOTCS COOOUICHHS O pa3BUTHH MHUOMATHW TIPU TPUMEHEHHH ITaHHOU
komMOuHanmu. [lpu OJXHOBpEeMEHHOM NPHUMEHEHHHM AaTopBacTaTUHA M KOJXHUIIMHA CIEAYyeT
COO0JI01aTh OCTOPOKHOCTb.

Amionunux

B nccnenoBanuu aexkapcTBEHHOTO B3aUMOJCHCTBHS Y 3J0POBBIX I0OPOBOJIBIIEB OAHOBPEMEHHOE
NpUMEeHeHue artopBactaThHa B Jo3e 80 Mr m ammmoaunuHa 10 Mr mpHuBENO K KIMHHYECKH
HE3HAUYMMOMY YBEIIMYEHUIO KOHIeHTpanuu artopactatuHa (u3meHenue AUC: 1,18) B mmazme
KPOBH.

®Dy3uioBas KUCIoTa

Bo BpeMst moCTperucTpalmoHHBIX UCCIEAOBaHUI OTMEUAIH CIy4Yad Pa3BUTHS pabIOMHONIN3A Y
MAIMeHTOB, MPUHUMAIOIINX OJHOBPEMEHHO CTaTHHBI, BKJIIOYAs aTOPBACTAaTHH, W (Y3HIOBYIO
KUCJIOTY. MeXaHu3M JaHHOTO B3aWMOJICHCTBHS HEW3BECTEH. Y TAMEHTOB, I KOTOPBIX
npuMeHeHne (Qy3u0BON KUCIOTH CUUTAIOT HEOOXOIUMBIM, JICYCHUE CTAaTHHAMH JIOJKHO OBITH
MPEKPAIIeHO B TEUEHHE BCETO Nepro/ia MPUMEHEHUsT (Py3uI0BOM KUCIOTHL. Tepanus cTaTHHAMH
MO’KET OBITh BO30OHOBIIEHA Yepe3 7 JHEW Mmocie MmocienHero mnpueMa (y3sumaoBoil Kuciotsl. B
UCKJIIOUUTENBHBIX CIIydasX, KOIr/la HeoOXOoAMMa NpPOAOJDKUTENbHAs CHCTEMHas Tepanus
(Gy3un0BOM KUCIOTOM (Hampumep, I JICUEHUS TsDKENbIX HH(EKIHii), HeoOXO0AUMOCTb

OOIHOBPCMCHHOTO TIPUMCHCHUA aTOpBACTaTUHA U q)YSH,I[OBOf/'I KHUCJIOTBI JOJDKHa OBITH
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 20.03.2023 N= 18251

(MOCNEOOBATENBHOCTE 0006)

paccMOTpeHa B KaKIOM KOHKPETHOM CJIydae M OCYIIECTBIIATHCS MO CTPOTHM HaOJI0ICHHEM
Bpaya. [lalMeHT JO/DKEeH OBITh MNPEeaynpekaeH O HEOOXOAMMOCTH HE3aMeTUTEIbHOTO
oOpallleHus] 3a MEIUIIMHCKOW TMOMOIIBIO TPH MOSBICHUU TaKHUX CHUMITOMOB KaK MbIIICUHAS
C1ab0CTh, YyYBCTBUTEIHHOCTH HITH OOJTb.

Jlpyrast COIYTCTBYIONIAS TEPAIUS

B kmmHMUYECKHX HMCCIEOBAHUAX aTOPBACTATHH MPUMEHSUIA OJHOBPEMEHHO C TUITOTEH3UBHBIMH
CpPEACTBaMM W 3CTPOT€HAMH B paMKaxX 3aMECTHUTEIBHOM TOPMOHAIBHOW Tepanuu. [Ipu3HakoB
KJIMHAYECKHM 3HAYMMOTO HEKENAaTeIbHOTO B3aWMOJICHCTBHS HE OTMEYEHO, HCCIeIOBaHUS
B3aMMO/ICHCTBUS CO CIeUU()UISCKIMH MpernapaTaMy He MPOBOAUIIHCH.

Kpome TOro, ormMevanoch NOBBIIIEHHE KOHIIEHTPALMUM aTOPBACTaTHHA MPH OJHOBPEMEHHOM
OpUMEHEHUH ¢ uHruouropamu mnpoteassl BUY (komOuHanmu JonMHaBUpa W PUTOHABUPA,
CaKBMHAaBHpa U PUTOHABHPA, 1apyHABHpa U PUTOHABUPA, (POCAMIIPEHABHP, a TAKKE KOMOMHAIUH
(¢ocamripeHaBUpa C pPHUTOHAaBUPOM U HeJI(UHABUPOM), HHTUOMTOpaMU MpOTEa3bl BHUpyca
rematuta C  (OouenpeBup, 2I0aCBUP/TPa30NpPEBUP, CUMENPEBUP), KIAPUTPOMHUIIMHOM U
uTpakoHasonoM. Crenyer coOmonaTh OCTOPOKHOCTH MPH OJHOBPEMEHHOM NMPUMEHEHUH 3THX
MpEeraparoB, a TAKXKe MPUMEHATh CaMyl0 HU3KYI0 2P (QEeKTUBHYIO 103y aTOpBacTaTHHA.
B3aumooeiicmeue ¢ Opyzumu 1eKkapcmeeHHbIMU CPEOCMEamMu

Brusnue opyeux npenapamos na (hapmaxokuHemuxy amopeacmamuma

ATopBacTaTuH
HN3menenune
IIpenapar, 103MpOBKa MAaKCHUMAJbHOM
petapat, P Jo3a (mr) H3smenenue AUCY
KOHLIEHTPALUH
(Cmax&)
Tunpanasup 500 Mr nBa
a3a B CYTKH/pUTOHaBU
p YTKHP P 10 mr, omHOKpaTHO | T B 9,4 paza 1 B 8,6 paza
200 mr nBa pa3a B CyTKH B
TeuyeHue 7 THEH
Huxnocnopun 10 Mr omuH pa3 B
5,2 mr/kr/cyT, CyTKH B TeueHue 28 | 1 B 8,7 pasza 18 10,7 paza
MOCTOSIHHAS 103a JHeH
I'mekanpeBup 400 mr
OJIUH pa3 B | 10 Mr onuH pa3 B
CYTKH/TTMOPEHTACBHUP cyTku B TeueHnue | T B 8,3 pasza 1 822,0 paza
120 Mr oftuH pa3 B CyTKU B | 7 nHEH
TeueHue 7 qHer
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY

ot 20.03.2023 N= 18251

(MOCNEOCBATENBHOCTE 0006)

TenanpeBup 750 mr
kaxasle 8 dwacoB B | 20 mr, omHOKpatHO | T B 7,9 paza 18 10,6 paza
teueHue 10 nHei
JlonmuuaBup 400 Mr nBa
asa B CYTKH/PUTOHABHU 20 mr onun pas B
P yrawp P cyTku B TeueHnue | T B 5,9 paza 1 84,7 paza
100 Mr nBa pasza B CyTKHU B .
N 4 nuen
TeueHue 14 nHei
Knapurpomunua 500 mr | 80 Mr oguH pa3 B
JBAa pa3a B CYTKM B |Cyrku B TedeHue | T B 4,5 pasza 1 B 5,4 paza
TeueHue 9 nHei 8 nuen
CaxBunasup 400 Mr naBa
a3a B CYTKH/pUTOHABH 40 wr-onmit pas
P YTWp P cyTku B TedeHue | T B 3,9 paza 1 B4,3 paza
400 mr 51Ba pa3a B CyTKH B 4 et
TeyeHue 15 puei™*** A
e aptonany | 10 o 2
P YTIp P CyTku B TeueHue | T B 3,4 paza 1B 2,2 pa3a
100 mr 1Ba pasza B CyTKH B N
. 4 nuei
TeyeHue 9 nHen
Urpakonazon 200 mr
onuH pa3 B cytku B | 40 mr, omHOKpaTHO | T B 3,3 paza 18 1,2 paza
TeueHue 4 qHeil
JletepmoBup 480 Mr oguH
pa3 B cytku B Tedenue | 20 mr, omHOKpaTtHO | T B 3,29 pasza 182,17 paza
10 nuen
bouenpesup 800 mr Tpu
paza B cytku B TedeHue | 40 mr, omHokpatHO | T B 2,3 paza 1B 2,7 paza
7 nuen
®ocamnpenasup 700 mr
JBa pasa B | 10 Mr oauH pa3 B
cyrku/putonaBup 100 mr | cyrku B Teuenue | T B 2,5 pasa 1B 2,8 paza
JIBa paza B CyTKd B |4 nHew
TeueHue 14 nHei
®ocamnpenasup 1400 mr | 10 Mr oguH pa3 B
JIBa pa3a B CYTKH B CyTKM B TeueHue | T B 2,3 pa3a 1 B 4,0 paza
Teuenue 14 nuen 4 nuen
CumernpeBup B 103€
150 mr onuH pa3 B cytku | 40 mr, ogHOKpatHO | T B 2,12 pa3a 18 1,7 paza
B TeueHue 10 gueit
Onbacsup S0 Mr ofuH pas | 10 wr, oppokparho | 1B 1,95 pas T84,3 pasa
B CYTKH/TPa30npeBUp
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 20.03.2023 N= 18251

(MOCNEOCBATENBHOCTE 0006)

200 Mr oiuH pa3 B CyTKHU B
TeueHue 13 nHeit
HendwunaBup 1250 Mr aBa | 10 Mr oguH pa3 B
pasa B CyTKU B TeUeHHE cyrku B TeueHue | T B 1,74 paza 1B 2,2 pa3a
14 naen 28 nHeit
Junrnazem 240 mr onuH
pa3 B CYyTKU B TeUeHHUE 40 wmr, ogHokpatsao | T B 1,51 pa3za 18 1,0 pa3
28 nHen
I'peiindpyToBsIii cox
240 M oquH pa3 B 40 wmr, ognokpatuo | T B 1,37 pa3za 181,16 paza
cyTkn™®
I'emdpudposun 600 mr aBa
pasa B CyTKU B TeUeHHE 40 wmr, ognokpatsao | T B 1,35 pasza 1 B 1,0 pa3
7 nHen
Oputpomutiva 500 Mr
YeThIpe pa3a B CyTKH B 10 mr, ogHokpatHo | T B 1,33 paza 181,38 paza
TeueHue 7 JHer
A 10

NUTOAUHITHIL T M 80 wmr, ogHokpatHo | T B 1,18 pasa 1 80,91 paza
OJTHOKPATHO
Pudammurun 600 mr
OJIMH pa3 B CyTKU B
TeueHue 7 qHel 40 mr, ogHokpatsao | T B 1,12 pa3za 1 82,9 paza
(onHOBpEMEHHOE
npuMeHeHune)***
®enogpudpat 160 mr
OJIVH Pa3 B CYTKH B 40 mr, ogHokpatHo | T B 1,03 pa3za 181,02 paza
TeueHue 7 qHeil
Humernaun 300 mMr 10 Mr omuH pa3 B
YEThIpE pa3a B CYTKU B cyrku B TeueHnue | | B 1,0 pa3 1 80,89 paza
TE€YEHHUE 2 HEJEIb 2 Henenb
Konectunosn 10 mr nBa 40 mr omuH pa3 B | He yctanoBieHo
pa3a B CyTKU B Te€UEHUE CyTKH B TeuUeHHE | B 0,74** paza
28 Henenb 28 Henenb
Maamnokc TC® 30 mn 10 Mr oauH pas B
OJIMH Pa3 B CYTKH B cyrku B Teuenue | | B 0,66 paza 1 B 0,67 paza
TeueHue 17 guei 15 nueit
DdaBupen3 600 mr onuH

10 Mr B TeueHue
pa3 B CYyTKU B T€UeHHE N 1 80,59 paza 1 B 1,01 paza
4’ 3 guen

14 nnen

17




COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 20.03.2023 N= 18251

(MOCNEOCBATENBHOCTE 0006)

Pudammunun 600 mMr
OJIMH pa3 B CyTKH B
TeueHue 5 qHei 40 wr, onHokpatHo | | B 0,2 pasa | B 0,6 paza

(paznenbHbI puem)***

o

¢ [IpencTaBieHO OTHOLICHHE TUIIOB TEpanuy (0OTHOBPEMEHHOE TPUMEHEHHE MperapaTa BMECTE C
aTOpPBAaCTaTUHOM B CPaBHEHUU C MIPUMEHEHUEM TOJILKO aTOpPBACTaTHUHA).

* Ipu 3HAUMTENBHOM yNOTpebieHN: rpeindpyroBoro coka (=750 M—1,2 1 B CyTKH) OTMeUanu
oonbiiee yBennaenne AUC (1o 2,5 pa3) n/unu Cmax (10 1,71 paza).

** Ha ocHoBaHMM 00pa3iia, B3sTOI0 OJJHOKPATHO yepe3 8—16 yacoB mocie npruemMa mnpemnapara.
k% Tak xak pudaMnumuH o07afaeT JBOHCTBEHHBIM MEXaHHU3MOM  B3aUMOJEHCTBUS,
PEKOMEH/yeTCsl BBOJIUTh aTOPBACTATHH U puaMIUIMH OJHOBpeMeHHO. bonee mo3auuii npuem
aTopBacTaTMHa MoOcie pU(aMIUIUHA CBA3aH CO 3HAYUTEIBHBIM CHIKEHHEM KOHLIEHTpPAIlluH
aTopBacTaTHHa B IJIa3Me KPOBU.

ook Jlo3pl cakBUHAaBHpa/pUTOHABUPA, MPUMEHSBIIMECS B JaHHOM HCCIEI0BAaHUM, OTINYAIOTCS
OT JI03UPOBOK, KOTOpBIE NMPUMEHSIOTCS B KIMHUYECKOM mpakThke. Cienyer y4YUThIBaThb, 4TO
MOBBILIEHUE SKCIO3ULMU aTOPBACTAaTHHA MPU KIMHUYECKOM MPUMEHEHUH, CKOPEE BCETO, BHIIIE,
4yeM Hal0JtoJaeMoe B JAaHHOM HCCIIEIOBaHMU. B CBSI3M ¢ 3TUM cliefyeT NMpUMEHATh Haubolee
HU3KYIO 103y aTOpBacTaTUHA.

Bruanue amopeacmamuna na papmaxoxunemuxy opyaux npenapamos

IIpenapar, npuMeHsieMbIii OTHOBPEMEHHO C
aTOpBACTATHHOM, 103HPOBKA
ATopBacTaTuH
HN3menenue | U3meHeHue
[penapat//lo3a (Mr)
AUC* Conax®

80 Mr oauH pa3 B CYTKHU B Antunupun 600 mr, 181,03 180,89
TeueHue 15 gneit OJHOKpPaTHO pasa pasa
80 Mr oauH pa3 B CYTKHU B Hurokcus 0,25 mr ogus pa3 | 1B 1,15 181,23
teuenue 10 gueit B CYTKU B TeueHue 20 nHel | pasza pasa

ITepopanbHbie

KOHTpalEeNTHUBHbIE

Ipenaparsl OJ1H pa3 B
40 Mr oJiiH pa3 B CyTKH B 181,28 181,23

CYTKU B T€UEHUE
TeueHue 22 aHei paza pasa

2 MecALEeB:

- HOP3TUHPOH | Mr,

- TUHWIACTPAINON 35 MKT
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ot 20.03.2023 N= 18251

(MOCNEOCBATENBHOCTE 0006)

COOTBETCTBYET ZKCNEPTHOMY OTUYETY

Tunpanasup 500 mr 1Ba
pasa B CyTKU/pUTOHABUP 181,08 180,96
10 Mr, ogHOKpaTHO
200 Mr n1Ba paza B CyTKM B | pa3a pasa

TeueHue 7 qHen

®ocammnpenasup 1400 mr
10 Mr ouH pa3 B CyTKH B 180,73 180,82
JIBa pasza B CyTKU B TEUECHUE
TeyeHue 4 nHen pasza pasza
14 nuen

®ocamnpenasup 700 mr

JIBa pasa B
10 Mr ojiuH pa3 B CyTKH B 180,99 180,94
cyrku/putonasup 100 mr
TeueHue 4 nHen pasa pasa
JBa pasa B CYTKU B TCUCHUC

14 nuen

&TIpencraBneHo OTHOLIEHHE TUMOB Tepanuu (0JHOBPEMEHHOE TIPUMEHEHHE MpenapaTa BMECTe C
aTOpPBACTATHHOM B CPaBHCHHH C TPUMEHEHUEM TOJIBKO aTOPBACTATHHA).
4.6. ®epTUIBHOCTh, 0EPEMEHHOCTH M JIAKTAUS

JKeHIMHBI IETOPOIHOIO BO3pacTa

)KCHH_[I/IHBI ACTOPOAHOI0 BO3pacTa BO BpEMA JICUHCHHA MHOJDKHBI ITOJIB30BAaTHCA aJACKBATHBIMU

METOIaMH KOHTpareniuu (cM. pasaen 4.3.).

BbepemeHHOCTB

[Ipenapar ATopuc mpoTUBONOKA3aH MpH OepeMeHHOCTH (CM. pazen 4.3).

Cpenu 6epeMeHHBIX JKEHIIIMH KOHTPOJIUPYEMble KIMHUYECKHUE UCCIIE0OBAHUS C aTOPBACTATUHOM
He npoBoInCh. OTMEUAINCh PEeKUE ClTydad BPOKICHHBIX aHOMAJIUI 10Ciie BHYTPUYTPOOHOTO
Bo3zelicTBusl Ha oA WHTHOMTOpoB I'MI-KoA-penykrassl (cratunsl). B uccremoBanusix Ha
KUBOTHBIX OBLIO MOKa3aHO TOKCUYECKOE BIMSHUE HAa PENPOTYKTHUBHYIO (DYHKIIMIO.

IIpu npueme aropBacTtaTMHa OEpPEMEHHON KEHIIUHOW BO3MOXKHO CHIKEHHE Y IUIOJA YPOBHS
MeBaJOHaTa, KOTOPBINA SBIISICTCS TMPEANIECTBEHHUKOM OMOCHHTE3a XOJIeCTepruHa. ATEpOCKIIepo3
SIBJISIETCSI  XPOHMYECKHM IPOLECCOM, U, KaK NpPaBWIO, OTMEHAa TUIOJUMUIAEMUYECKUX
JIEKapCTBEHHBIX CPEJICTB BO BpeMs OEPEMEHHOCTH OKa3bIBAET JIMIIIb HE3HAUUTEIbHOE BIMSHUE Ha
JIOITOCPOYHBIN PUCK, CBSI3AHHBIN C IEPBUYHON TUIIEPXO0JIECTEPUHEMUEH.

B cBs13u ¢ aTHM, TipenapaTt ATopuc He cenyeT Ha3HadyaTh OEpeMEHHBIM JKEHIIMHAM, KEHIIIUHAM,
TUTAHUPYIOLUM O€pEeMEHHOCTb, WK IPU MOJ03peHUH Ha GepeMeHHOoCTh. HeobxommmMo 0TMEHUTh
npueM Ipenapara ATOpUC BO BpeMsl OEpEeMEHHOCTH WM J0 YCTAHOBJIEHHUS OTCYTCTBHS
OepeMeHHOCTH (cM. pasnen 4.3.).

JlakTanus
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 20.03.2023 N= 18251

(MOCNEOCBATENBHOCTE 0006)

[Ipenapar ATopuc NIpOTHBOIIOKA3aH B NEPUOJ KOPMIIEHHUs rpyAbto. HenszBecTHO, BHIBOAUTCS JIU
aTOPBACTAaTUH U €ro METabOIMUTHI C TPYIHBIM MOJIOKOM Y YeJoBeKa. B ncciaenoBaHusx Ha Kpbicax
KOHIIEHTpallud aTOpBacTaTUHA U €ro aKTHUBHBIX METaOOJIMTOB B IUIa3M€ KPOBU AHAJIOTHMYHBI
TaKOBBIM B MoJjioke. IIpyu HeoOXonuMocTn Ha3HaueHUs MpernapaTa B NEPUOJ JIAKTALUU IPYIHOE
BCKapMJIMBaHHE HEOOXOIMMO IPEKPAaTHTh BO HM30€kKaHHE PHCKA PA3BUTHs HEKEIAaTEIbHBIX
ABJICHUU y TPYIHBIX IETEH.

Depmunvrocms

B uccnenoBanusx Ha ®KHMBOTHBIX aTOPBACTaTHH HE OKa3bIBaJ BIUSHUS Ha GEPTUIBHOCTD y CaMIIOB
1160 CaMoK.

4.7. Bausiaue Ha CIOCOOHOCTH YNPABJSATH TPAHCNOPTHBIMHM CpeICTBaMH M padoTrarb ¢
MeXaHu3MaMH

JlaHHBIX O BIMSHUM aTOpBACTaTHMHA HA CIIOCOOHOCTH YIPABIJIATH TPAHCIOPTHBIMU CPEACTBAMH,
MEXaHU3MaMU U 3aHMMAThCSl MOTEHLMAIbHO ONACHBIMU BHJAMHU JEATENbHOCTH, TPEOYIOLUIMMHU
MOBBIIIEHHOW KOHLIEHTPAallMd BHUMaHMUS U OBICTPOTHI ICUXOMOTOPHBIX peakuuid, HeT. OHako,
YUHTBIBAasE BO3MOXKHOCTb Pa3BUTHsI TOJOBOKPYXEHHs, CIEIyeT COOMI0aTh OCTOPOKHOCTh MPHU
BBINOJIHEHUY [IEPEUNCIICHHBIX BU/IOB AEATEIbHOCTH.

4.8. HexkennateslbHbIe peaKnMu

Pesrome mpoduins 6e3omacHoCTH

[Ipemapar Atopuc OOBIYHO XOpOIIO TEPEHOCUTCS, HEXKeNaTelbHbIe PEeaKIMH, KaK IpaBuiIo,
JIETKHE U MPEXOASIINE.

PesroMe HexxenaTelnbHbIX PEaKIIHT

YacTroTa BCTpPEUaeMOCTH OIpeleNieHa CleayromuM oOpa3oM: odeHb yacto (= 1/10), uacro
(ot > 1/100 mo < 1/10), meuacto (ot > 1/1000 mo < 1/100), peaxo (ot > 1/10000 mo < 1/1000),
oueHb peako (< 1/10000), uwactora HeuszBecTHa (MCXOJS W3 HMEIOIIMXCS JaHHBIX YacTOTY
BO3HHKHOBEHHS OIPEICITUTH HEBO3MOKHO).

HesxenarenpHble peakiiuy CrpynIIHPOBAHbI B COOTBETCTBUH C MOPSIKOM HA OCHOBAaHHU CUCTEMHO-
oprauusix knaccos (COK).

Hngexyuu u unsazuu:

4acTo — Ha30(DapuHTHT.

Hapywenus co cmoponul Kposu u aiumg@amuueckoti cucmembi:

PeIKo — TPOMOOIIUTOTICHHUSI.

Hapywenus co cmoponvl ummynHot cucmembsi:

4acTo — aJUIEPTUUECKUE PEaKLnH;

OYEHb PEJKO — aHA(PUIIAKCHSL.

HapyweHuﬂ MemabonusMa U NUMAHUSL:
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9acTO — TUIEPTIMKEMUS;
HEYaCTO — FMITOTJIMKEMHUS, YBEJIHUCHHE MAacChl TeJla, aHOPEKCHS;

9YacTOTa HEM3BECTHA — CaXapHbIi AUa0eT (4acTOTa Pa3BUTHSI 3aBUCHT OT HAJTMYHS UIIA OTCYTCTBHSI
(aKkTopoB pHCcKa (KOHLEHTpAIMS TJIIOKO3bI B KPOBH HATOIIAK > 5,6 MMons/m, UMT > 30 kr/m?,
noBbIIeHHAs: KoHIleHTpanus TI' B ruia3Me KpoBH, apTepraibHas THIIEPTEH3HsI B aHAMHE3E)).
Tcuxuueckue napyuenus.:

HEYaCTO — «KOUIMAPHBIC» CHOBUJICHMUS, OCCCOHHUIIA;

4acTOTa HEU3BECTHA — JICTIPECCHSL.

Hapywenust co cmopoHbl Hep8HOtl cucmemvi:

4acTo — IOJIOBHAS 00JIb;

HEYAaCTO — TOJIOBOKPY)KCHHE, IMMapecTe3Msi, TUIICCTE3Us, HApPYIICHHE BKYCOBOI'O BOCIPHSTHS,
aMHE3VS,;

penko — nepudepudeckas HeUponaTHs;

4acTOTa HEU3BECTHA — MOTEPSI WIIM CHIXKEHUE MMaMSITH, MHACTEHHUS TPaBHC.

Hapywenus co cmoponwst opeana 3penus:

HEYaCTO — BOBHUKHOBEHHE «IIEJICHBI Mepe]l TIa3aMu;

PEIIKO — HApYIICHUE 3PCHHS,

YacTOTa HEU3BECTHA — IJIa3Has MHACTCHHSI.

Hapywenusi co cmoponwl opeana ciyxa u 1aoupunma:

HEYacTo — IIyM B yIIIax;

OUYCHb PEIIKO — TIOTEPs CiIyXa.

Hapywenus co cmoponsl ObixamenvHotl cucmemvl, 0peanos 2pyOHOL KIemKU U CPeOOCMEeHUsL:
4acTo — 00JIb B TOpJie, HOCOBOE KPOBOTEUYCHHUE;

4aCToTa HCU3BECTHA — CAMHHUYHBIC ClIydal HHTCPCTUIHAJIBHOI'O 3a6OJ'IeBaHI/I$[ JICTKUX (O6I:II{HO
MIPU JUTUTEIILHOM IPUMEHEHUN ).

JKenyoouno-kuweunvlie HapyuieHus:

94acTo — 3arop, METEOPH3M, JAUCIIETICHS, TOIIIHOTA, JUapes;

HEYacTo — pBOTa, OOJIb B )KUBOTE, OTPBIXKKA, TAHKPEATUT, TUCKOM(OPT B )KUBOTE.

HapymeHuﬂ CO CMOPOHbL nedernu u ofceﬂqeebleodﬂmux nymeﬁ:

HEYacTO — IelaTurT;

PEIKO — XOJIeCTas.

Hapywenust co cmopoHbl Kodcu 1 ROOKONCHBIX MKAHEIL:

HEYacTO — KPAMMBHHAILIA, KOKHBIA 3y]I, KOJKHASI ChINb, AJIOMELIHS;

21



COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 20.03.2023 N= 18251

(MOCNEOOBATENBHOCTE 0006)

PENKO — AaHTMOHEBPOTHUYECKUI OTeK, OyJie3Hast Chllb, MOJIUMOp(Has IKCCyJaTUBHAsI dpuTeMa (B

TOM ynciae cunapoM CtueHca-/[)KOHCOHA), TOKCUYECKUN 3MUepMabHbI HEKPOIHU3 (CHHIPOM

Jlatienna).

Hapywenus co cmoponul mbiuieunoi, ckenemHou u cOeOUHUmenbHol mKaHu.

4acTO — MUAITHS, apTpairus, 00Jb B KOHEUYHOCTSAX, CYAOPOr'H MBILIL, MPUITYXJOCTh CYCTaBOB,

00J1b B CIIMHE, CKEJIETHO-MBbIIIEYHbIE O0JIH;

HEYacTo — 00JIb B IlI€€, MBIIICYHAs CJIa00CTh;

pENKO — MHUOTATHS, MHUO3HT, PaOAOMHUONN3, TCHIOMATHS (B HEKOTOPBIX CIIydasX C pa3pbiBOM

CYXOKWIIHSA), pa3pPbIB MBIIIIIBL;

OYEHB PEJIKO — BOITYAHOYHOIIOIOOHBIH CHHAPOM;

yacroTa Heu3sectHa — MIOHM.

Hapywenus co cmopoHul nouex u Mo4esbl8o0Auux nymei.

OUYEHb PEJKO — BTOPUYHAS NTOYEUHAsl HETOCTATOUYHOCTb.

Hapywenus co cmoponvl penpodykmuenoti cucmemvl U MOJIOUHBIX HCENe3:

HEYacTO — UMIOTEHIUS;

OUYEHb PEJKO — TMHEKOMAaCTHSI.

Obwue HapywieHus u peakyuu 8 Mecme 6e0eHuUs:

HEYacTo — HEJOMOTaHME, aCTEHWYECKHH CHHIPOM, O00Jib B Tpyau, nepudepudeckue OTeKH,

MOBBILIEHHAs YTOMJIIEMOCTb, JINXOpaIKa.

JlabopamopHnyvle u uncmpymenmanvhvie OaHHbIE:

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

KPOBH, IIOBBIIIEHNE aKTUBHOCTHU ChIBOPOTOYHON KDK;

HEYacTO — JEHKOLMUTYPUS;

94acTOTa HEM3BECTHA — MOBBIIIEHUE KOHIIEHTPAIMH TNIMKO3WIMPOBAaHHOTO remoriobuna (HbALI).
eTH

HexenaTtenpHble peakiuu, CBSI3aHHBIE C MPUEMOM aTOPBACTATHHA, MO YAacTOTE€ DPAa3BUTHS HE

OTIMYAJINCh OT peakuud Ha (oHe mnpuema mianebo. Haubonee dvacTeiMu peakuusiMH, BHE

3aBHCHMOCTH OT YaCTOTHI KOHTPOJISI, SIBJISUTUCH MH(EKITUH.

VY nereii B Bo3pacte ot 10 10 17 set, momy4aBmmx jie4eHrue aTOPBACTATUHOM, OTMeUascs mMpoQuis

HE)KETaTeNbHBIX PEeaKINii, aHAIOTUYHBII TaKOBOMY y MAIlMEHTOB, MOJyYaBUIMX IUIanebo, mpu

TOM Ham0OoJee YacTO BCTPEUYABIIMMHUCA B OO0CUX TPYINaxX HEKEJIATEIbHBIMH SBICHUSMH,

HE3aBUCUMO OT OIICHKH NPUYMHHO-CIEACTBEHHONW CBs3M, Obuin wuHpekuuu. B 3-metHem

MCCIICZIOBAaHUH HE HAOJII0JAJIOCHh KITMHMYECKH 3HAYMMOTO BIIMSIHUSL HA POCT U TIOJIOBOE CO3PEBAHNE

(cormacHO oreHKe OOILIEro CO3PEBAaHUS M PAa3BUTHA, OLCHKE CTaJMUN MOJOBOTO CO3PEBAHUS IO

Tannepy M u3MepeHuto pocta W Macchl Tena). Ilpodpwmis Ge3omacHOCTH W MEPEHOCUMOCTH
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY

aTopBacTaTHHA y JeTel OblI aHATOTMYCH U3BECTHOMY MPO(UITI0 O€30MacCHOCTH aTOpBACTaTHHA Y
B3POCIIBIX.

baza KIMHMYECKMX IaHHBIX MO OE30MacHOCTH BKIIOYaeT naHHble 520 nereil, moxydaBIINX
aTOpBACTaTHH, CPEJN KOTOPHIX 7 MAIIMEeHTOB ObLIN B Bo3pacTe < 6 jet, 121 maruenTt — B Bo3pacte
ot 6 1o 9 ner m 392 namnuenrta 6puM B Bo3pacte ot 10 g0 17 mer. Ha ocCHOBaHWM MMEIOIIUXCS
JMAHHBIX YacTOTa pa3BUTHSA, BHJ W CTEIEHb TSDKECTH HEXKETaTeIbHBIX pEeaKkmuid y nereit
AQHAJIOTUYHBI TAKOBBIM Y B3POCIIBIX.

[Ipu npruMeHeHNH OTAETBHBIX CTATHHOB HAOIIOAAUCH CISAYIONINE HEXKETaTeIbHbIE PeaKIUu:

® HapyLICHUE MOJIOBON (YHKINH;

e Jierpeccus;

® B HCKJIFOUMTENBHBIX CIydasx, 0COOCHHO TPW JUIUTEIBHON Tepanmuy, MHTEPCTUINATbLHAS
001e3Hb Jierkux (cM. pazzaen 4.4.);

e caxapHbIi nuabeT: YacToTa 3aBUCUT OT HAJIWYHS WM OTCYTCTBUS (PAKTOPOB pHCKa
(KOHLIGHTpaLs TIJIOKO3Bl B KPOBM HaTomak > 5,6 mmonb/n, HMMT > 30 kr/m?,
TIOBBINICHHAS! KOHIIEHTPAIUs TPUTIIUIIEPHUIOB B IJIa3Me KPOBH, HMEIOIIasiCs apTepraabHast
TUIIEPTCH3US).

Coo011ienre 0 moa03peBaeMbIX HEXKENATSIBLHBIX PEAKITUIX

Baxno cooOmare o0 MOK03peBacMbIX HEXKETATENbHBIX PEAKIUSIX IOCIEe PETHUCTPALUH
JIEKapCTBEHHOT'O TIperapara ¢ Iebio 00ecreueHus] HeMPEPhIBHOIO MOHUTOPUHTA COOTHOIICHHS
«TOJTb3a — PHUCK» JIEKApCTBEHHOTO Tpemnapara. MenuiuHCKUM pabOTHHKaM PEKOMEHIYeTCs
coo0maTh 0 JHOOBIX TOJ03PEBAEMBIX HEKEIIATEILHBIX PEaKIUIX JICKApCTBEHHOTO TpernapaTa
Yyepe3 HAIMOHAIBHBIE CHCTEMBI COOOIIEHUS O HEXKENAaTeNbHBIX PEAKIUIX TOCYIapCTB — YICHOB
EBpa3uiickoro 3kx0HOMHUYECKOr0 COK03a.

Poccutickas @edepayus

109012, r. MockBa, CnaBsHckas 1., a. 4, ctp. 1

DenepanpHas ciyx0a o Haa30py B chepe 3ApaBOOXpAHEHUS

Ten.: +7 (800) 550 99 03

Anpec a11. mouThl: pharm@roszdravnadzor.gov.ru

Be0-caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa benapyco

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

PecriyOnukanckoe  yHuTapHoe —mpennpustae  «lleHTp OKcmepTM3 W HCIBITaHUH B
3/IpaBOOXPAHECHUN)

Ten.: + 375 (17) 242 00 29
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Anpec a1. moutsl: repl@rceth.by

Be6-caiiT: www.rceth.by

Pecnybonuxa Kazaxcman

010000, paiion baiikonsip, r. Actana, yi. A. manosa, 1. 13, BL] «Hypcaynet 2»

PI'TI na IIXB «HanmoHanpHBIN LEHTP DKCIEPTU3BI JIEKAPCTBEHHBIX CPEJICTB M MEAULMHCKUX
m3nenuiny Komurera MemWIIMHCKOTO ¥ (apMaleBTHUECKOTO KOHTPOIsS MUHUCTEpPCTBA
3npaBooxpanenus Pecnyonuku Kazaxcran

Ten.: +7 7172 235 135

Anpec an. mourtsl: farm@dari.kz

Be6-caiit: www.ndda.kz

Pecnybnuxa Apmenust

0051, r. Epesan, np. Komuraca, a. 49/5

«HayuHblif LEHTp SKCHEPTU3bl JEKAPCTB M MEIUIMHCKUX TEXHOJOTMI HMEHHM akKaJeMHKa
3. INabpuensiHa»

Ten.: +374 60 83 00 73

Anpec a11. moutsl: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

Be0-caiit: http://www.pharm.am

Kuvipevisckaa Pecnybnuxa

720044, Uyiickas o0sacth, . bumikek, yi. 3-s Jluaus, 1. 25

JlemapTaMeHT JIeKapCTBEHHBIX CPEJCTB U MEAMIIMHCKUX U3JIEITUN

Ten.: +996 (312) 21 92 86

Anpec s11. moutsl: dlsmi@pharm.kg

Be6-caiiT: www.pharm kg

4.9. Ilepeno3upoBka

Jleuenue

Crnenuduyeckoro aHTUIOTA Ui JICUCHUS MEPEAO3UPOBKH TpernaparoM ATopuc HET. B ciyuae
NePeI03UPOBKH, PU HEOOXOTUMOCTH, CIIEIyeT MPOBOIUTH CHMIITOMATHYECKOE JICUCHHE.
Cnemyer mpoBecTH (YHKIMOHAJIBHBIE TECTHI TIEUYEHH W KOHTPOJIMPOBATH CHIBOPOTOUYHYIO
aktuBHOCTh KDK. [TockombKy aTopBacTaTHH aKTHBHO CBS3BIBACTCS C OEIKaMH IUIa3Mbl KPOBH,

remouanu3 Hed(HEeKTHBEH.

5. ®APMAKOJIOIT'MYECKHE CBOMCTBA
5.1. ®apmakoaMHAMHYECKHE CBOIICTBA
dapmakoTepaneBTHYECKasi TpyINa: THIOJUNHIeMUYecKkue cpeactsa; nHruoutopsl I'MI-KoA-

peayKTasbl
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Koxg ATX: CI0AAO0S

MexaHu3M JIeUCTBUA U GapMakoguHAMUYeCKHE d(DPEKThI

ATopBacTaTUH — CEJIEKTUBHBIN KOHKYypeHTHBIM uHruoutop I MI'-KoA-pemykrasbl, KitoueBOro
(depMeHTa,  MPEBpANIAONMIETO  3-TUAPOKCH-3-METHINTIOTapwi-KoA B MeBajioHar  —
IPEIIECTBEHHUK CTeponoB, BKIo4ast XC. CHHTETHUECKOE TUIIOIUIINIEMUUECKOE CPELICTBO.

Y DNanueHTOB ¢ TOMO3HUIOTHOM M TETEPO3UTOTHOM CEMEWHOM TIHMIIEPXOJIECTEPUHEMHUEH,
HECEeMEWHBIMH (POpPMaAMU THIIEPXOJIECTEPUHEMHUH U CMEIIAHHOW TUCIUIUAEMHUEH aTopBacTaTHH
CHIDKaeT KOHIEHTpaIuio B rmiazme kposu odmero XC, XC-JIITHII u amo-B, a Takxe xonecrepuHa
aunonpoTenHoB o4yeHb HHU3KOM minotHocTu (XC-JIIIOHIT) m TI, BBI3BIBaE€T NOBBIIICHUE
CBIBOPOTOYHON KOHIIEHTPALIMU XOJIECTEPUHA JIMTOMPOTEMHOB BbICOKOH miotHocTH (XC-JITIBIT).
AtopBactatuH cHukaeT KoHueHTpauuu XC u XC-JIITHII B nma3sme kposu, unrudupys ['MI'-
KoA-penykra3y u cunte3 XC B I€4eHU U yBEIUYHUBAs YUCIO «e4yeHOYHbIX» perentopon JIITHIT
Ha TIOBEPXHOCTH KIIETOK, YTO MPUBOJUT K YCUIICHUIO 3axBaTa u karabonnzma XC-JIITHII.
AtopBactatud ymeHbinaer oOpazoBanwe XC-JIITHIT w uywmcno wactuir JIITHII, BwI3BIBaeT
BBIpAXKEHHOE U CTOWKoe mnoBeimieHre akTtuBHOcTH JIIIHII-penentopoB B codeTaHum c
ONMaronpuATHBIMH ~ KadyecTBeHHbIMH m3MeHeHusimu  JI[THIT-wactui, a Takke CHIDKaeT
koHneHTpauuo XC-JIITHIT B mnazMe KpoBHM y NAIMEHTOB ¢ TOMO3UTOTHOM HAcClI€CTBEHHOU
CEMEHHOM TUIEPXOJIECTEPUHEMUEH, YCTOMYNBON K TEPAlMHA JPYIMMH THIIOIUINACMUYECKUMHI
CPEICTBAMH.

ArtopBacTtaTuH B A03ax oT 10 mr g0 80 mr cHmxkaeT koHeHTpauuo XC Ha 30—46 %, XC-JIITHII
— Ha 41-61 %, ano-B — Ha 34-50% u TT' — Ha 14-33 %. Pe3ynbTaThl Tepanuu CXOOHBI y
NAIMeHTOB C TETEePO3UIOTHOM CEeMEWHOH TrumepxonecTepuHeMueii, HeceMeWHbIMU (opMaMu
TUIEPXOJIECTEPUHEMUN U CMEIIAHHOM TMIEPIUIIUIAEMHUEN, B TOM YUCIIE Y ALIMEHTOB C CaXapHbIM
nuadberoM 2 THMa.

Y DanueHToB € M30JMPOBAHHOM THIEPTPUITMLEPUAEMHEN  aTOPBACTATHH  CHWKAET
koH1eHTparuio oomero XC, XC-JIITHII, XC-JITTOHII, ano-B, TT" 1 noBbImaeT KOHIICHTPAIIHIO
XC-JIIIBII. Y manuenToB ¢ 1ucOeTaTUIONPOTENHEMHUEH aTOPBACTATHH CHUYKAET KOHIICHTPAIHIO
XOJIECTEPUHA JTUMIOMPOTEHHOB MPOMEKyTouHOM motHocty (XC-JITIIIT).

VY mamuentoB ¢ runepiunonporenHemueit Tama Ila u IIb mo xmaccupukanmum PpenpukcoHa
cpenHee 3HayeHue mnoBbiieHUs KoHuUeHTpauuu XC-JIIIBII B miazmMe KpoBU Npu JIeUSHUH
atopBacTatuHoM (10—80 Mr), o CpaBHEHHUIO C UCXOIHBIM MTOKa3aTeseM, coctaBisier 5,1-8,7 % u
HE 3aBUCHT OT J03bl. lIMeeTrcs 3HauYUTENBbHOE JI0303aBUCUMOE CHH)KEHHME BEJIMYHMHBI
cootHomienuit: obmuit XC/XC-JIIIBII u XC-JIIMHI/XC-JINIBIT na 29-44% u 37-55%

COOTBETCTBCHHO.
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ATtopBactaTuH B 103¢ 80 MI' JOCTOBEPHO CHUKAET PUCK PAa3BUTHUS UIIEMUYECKUX OCIOKHEHUN U
cMepTHOCTB Ha 16 % nocine 16-HenenbHOro Kypca, a puck OBTOPHON rOCIUTAIN3ALIUY [0 TIOBOLY
CTEHOKapAMH, CONPOBOXKAAIOLIEHCS PU3HAKaMH NIIIEMUH MHOKapaa, — Ha 26 % (uccnenoBaHue
YMEHBIIECHHS BRIPAXKEHHOCTH WIIEMUH MHOKapja Ha ()OHE MHTCHCUBHOMN THITOJIUIHICMUYECKOM
tepanuu (MIRACL)). ¥V nanueHToB ¢ paznuuHbIMU UCXOAHBIMU KOHIIEHTparusimMu XC-JITTHIT B
IIa3Me KpOBH aTOPBACTATHH BBI3BIBACT CHIKCHHE PHCKA HIIEMHYECKUX OCIIOKHEHUH U
cmeptHOCTH (y manueHToB ¢ UM Ge3 3ybma Q w HecTaOWIBHOW CTEHOKapIuel y MYK4YUH H
JKEHILIMH, a TAaKXKe Y MaIMeHTOB B BO3pacTe MOJIOXKE U cTapiie 65 jer).

CHuxenue kKoHIeHTpanuu B 1uiazme KpoBu XC-JIIIHII nyume koppenupyer ¢ 1030
aTopBacTaTMHAa, YeM C €ro KOHIEHTpalued B IuiasMe KpoBH. 03y moaOupaoT ¢ ydeTrom
TepaneBTu4ecKkoro 3pdekra (cM. pazaen 4.2.).

TepaneBTrueckuil 3PQPeKT NposBIsSETCS uYepe3 2 HeleNu Mocje Hayajla Tepamnuu, JOCTHraeT
MaKkCHMyMa 4epe3 4 He[lelu U COXPaHIeTCs B TeUEHHE BCEro epro/ia TepanmH.

Tlpogunaxmura cepdeurno-cocyoucmsix 0CI0MHCHEeHULL

ATtopBactaTtuH B 7103¢ 10 MI CHM)KaeT OTHOCHUTEIIBHBIA PUCK PAa3BUTHSI KOPOHAPHBIX OCIIOKHEHUI
(UBC c neranpHbIM HcxoaoM U HedaTtanbHbelii UM — Ha 36 %, obuiue cepaedHo-coCyUCThIe
ocnoxxkHeHus: — Ha 29 %, ¢aTtanpHbli U HedaTanbHBIH HMHCYILT — Ha 26 % (uccienoBaHHe
NMPUMEHEHUS] aTOpBacTaTUHA Y MAIMEHTOB C apTEPUAIILHON TUIIEPTEH3UEH u (PaKTOpaMu pricKa
(ASCOT LLA)).

Caxapnuiii ouabem

VY nanMeHToB ¢ caXxapHbIM JMA0ETOM Teparus aTOPBACTaTUHOM CHMKAET OTHOCUTENBHBIH PUCK
pa3BUTHS OCHOBHBIX CEpACYHO-COCYIUCTHIX OCIIOKHEHUH ((dhatanpHbiii W HedaranpHbl UM,
6e3001eBas UILIEMUsI MUOKap/a, IETalbHBINA UCX0 B pe3ynbrate odoctpenust UbC, nectabunbHas
CTEHOKap/us, UIYHTHUPOBAHWE KOPOHAPHOM apTepuH, YPECKOXKHAs TPaHCIIOMHHAJIbHAS
KOpOHAapHasi aHTHOIUIACTHKA, MPOIEAYPhl peBacKyaspu3anuu, WHCYnbT) — Ha 37 %, UM
(paranpubiil 1 HeaTanbHbI) — Ha 42 %, uHCynbTa (paTanbHb U HeaTanbHbIN) — Ha 48 % BHE
3aBUCMMOCTH OT TIOJIa, BO3pacTa TMalueHTa WM wucxoaHod koumentpamuu XC-JITTHIT
(uccnemoBaHre TpPUMEHEHHs] aTOpBAacTaTHHA y TAIIMEHTOB C CaxapHbIM 1auabeToMm 2 TUMa
(CARDYS)).

Amepocknepos

V¥ nanuentoB ¢ UBC aropsactatuH B 103¢ 80 MI' B CyTKM IMPHUBOJUT K YMEHBIIEHUIO OOLIETO
oobema arepombl Ha 0,4 % 3a 1,8 mecama tepamuu (MccieqoBaHue OOPAaTHOTO Pa3BUTHS

KOPOHApHOTO aTepocKiepo3a Ha (OHE WHTCHCUBHOW THITOJUIUAEMUYECKONH Teparuu

(REVERSAL)).
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Tloemopnvii uncynom

AtopBactatuH B J03¢ 80Mr B CYTKM YMEHBIIAET PUCK MOBTOPHOrO (aTaabHOIO WU
He]aTalbHOr0 MHCYNbTA y MAlMeHTOoB, nepeHecmnx MHCyabT win TUA 6e3 UBC B anamHese
(uccnenoBanue 1Mo NPo(UITAKTUKE UHCYIbTA MIPH HHTCHCUBHOM CHIDKEHHH KoHIeHTparmu XC B
miazme kpoBu (SPARCL)), nma 16 % mo cpaBHenuto c¢ 1uiane6o. [Ipu 3TOM 3HAYUTENHHO
CHHKAETCsI PUCK OCHOBHBIX CEPJEYHO-COCYAUCTHIX OCIIOKHEHUN U MPOIEAYDP PEBACKYIISIPU3ALINU.
CokpalieHue pHUCKa CEepACYHO-COCYAUCThIX HApYyIIEHWHW TMpU Tepanmuud aTopBACTaTUHOM
OTMEYaeTcsl y BCeX TPy MAlMEHTOB, KpOME TOH, KyJa BOIUIM HAllMEHTHl C NEPBUYHBIM HUIIU
MOBTOPHBIM F€MOPPArHueCKUM HHCYIBTOM.

Bmopuunas npogunaxmuka cepoeuno-cocyoucmuix 0CI10#CHEHUL

V¥ nanuentoB ¢ UBC aropsactatus B 103e 80 Mr, o cpaBHeHHIO ¢ 10 Mr, TOCTOBEPHO CHIKAET
OTHOCUTENIbHBI PHUCK Ppa3BUTHA OOJIBIIMX CEpPAEYHO-COCYTUCTHIX coObiTHMii Ha 22 %,
HedaTanpHoro M (He CBA3aHHOTO C MpoLEeaypaMu peBacKyssipuzanun) Ha 22 %, (aranbHOTO U
HedaTaJIbHOrO UHCYbTa HA 25 % (CpaBHEHUE BBICOKOMHTEHCUBHOM Tepanuy aTOpBaCTaTUHOM U
Tepanuu yMepeHHOW WHTeHCHUBHOCTH y manueHToB ¢ MBC (mo manHbM uccrnenoBanust TNT -
JIeUeHHUe 10 JOCTUKEHHUSI HOBBIX 1[EJIEBBIX KOHIICHTPALUA JIMITUIOB B TJIa3Me KPOBH)).

5.2. ®apmakoKkuHeTHYECKHE CBOIiCTBA

Abcopbuus

ATopBacTtaTHH OBICTPO BCachIBaeTCs IIOCIE TMpHEMa BHYTPb: BpeMsl JOCTIDKEHHS €ro
MakcuManbHON KOHIEHTpanuu (TCmax) B masme kpoBu coctapisger 1-2 yaca. ¥V skeHIUH Crmax
aTopBacTatuHa B IutazMme kposu Ha 20 % Beime, a AUC — Ha 10 % MeHbIIe, 4eM y MyXKYHH.
CreneHp BcacblBaHUS U KOHUEHTPALUS B IJIa3Me€ KPOBH MOBBIIIAIOTCS MPOIOPIMOHATIBHO JI03€.
BuonoctynHocTh aTopBacratuHa B (opMme TabneTok cocraBisieT 95-99 % mo cpaBHEHHIO ¢
aTOpBACTaTUHOM B BHJIE pacTBopa. AOCOIIOTHAS OMOJOCTYMHOCTh — oKoJio 14 %, a cuctemMHas
OMOJOCTYTHOCTh MHrHOMpYyIomei akTuBHOCTH B oTHouieHun I'MI-KoA-pemykrasel — OKOJO
30 %. Huskas cuctemHas OMOAOCTYMHOCTH OOYCIIOBJ€HAa NPECUCTEMHBIM METab0JIM3MOM B
CIIM3UCTON 000JI0UKE KETyJOYHO-KUIIEUHOTO TPaKTa W/MIU MPH IEPBUYHOM IMPOXOMKICHUN
yepes neveHb. [Ipuem nuim HecKoJIbKO CHHKAeT CKOPOCTh U CTENeHb abcopOLun npenapara (Ha
25 % 1 9 % COOTBETCTBEHHO, O YEM CBHJIETEILCTBYIOT pe3yabTaThl onpeneneHus Cmax 1 AUC),
onHako cHkeHue kKoHrneHtpanuu XC-JIITHII B mna3Me KpoBU CXOAHO C TAKOBBIM MPH MPUEME
aTopBacTaTWHA HaTolIak. HecMoTps Ha TO, YTO MOCIIE MPUEMa aTOPBACTaTHHA B BeUEpHEE BPEMsI
€ro KOHLEHTpanus B miazMe KpoBU HUKE (Cmax 1 AUC — npumepHo Ha 30 %), ueM nocie npuema
B yTpeHHee BpeMs, cHibkenre koHleHTpanun XC-JIITHII B mna3zMe kpoBH HE 3aBUCUT OT BpEMEHHU
CYTOK, B KOTOpO€ IPUHUMAIOT Mpernapar.

Pacopenenenue
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Cpennuii 00beM pacnpeseneHus aropBacTaTMHa cocTaBisgeT okojo 381 . Csa3p ¢ Oenkamu
wia3Mbl KpoBu — He MeHee 98 %. OTHolIeHuE coAepKaHHsl B IPUTPOLMTAX/IIa3Me KpPOBU
coctainsieT okoio 0,25, T. €. aTopBacTaTHH IJIOXO IPOHUKAET B SPUTPOIUTEHI.

Bbuorpanchopmanys

ATOpBacTaTHH B 3HAYHUTEIHHON CTETICHW METa0OIM3UpyeTcs ¢ oOpa3oBaHMEM OPTO- U Tapa-
THIPOKCHIIMPOBAHHBIX TIPOU3BOIHBIX U PA3IMYHBIX TPOAYKTOB B-OKHCIeHH. B ycimoBusx in vitro
OpTO- ¥ MaparuApOKCHINPOBAHHBIE META0OINTHI OKa3bIBAIOT MHTHOMpYoIee neicTere Ha [ MI'-
KoA-penykra3y, comoctaBUMOe C TakOBbIM y aropBactatuHa. [lpumepno 70 % cHkeHUs
aktuBHocTH ['MI'-KoA-penykra3bl IpOUMCXOIUT 3a CUET JEHCTBUS aKTHBHBIX LUPKYIUPYIOLIUX
MeTa0oMuTOB. Pe3ynabTaThl HCCIAEAOBAaHMIA in Vitro Jal0T OCHOBAHHWE MPEATONOXKUTh, 4YTO
nzopepmeHT CYP3A4 nedyenu urpaer BaxHyIO posib B MeTa0oIu3Me aTopBacTaTuHa. B momnb3y
3TOro (haKTa CBUJIECTEIHCTBYET MOBBIIICHHE KOHLIEHTPALlMU aTOPBACTaTHHA B IJIa3M€ KPOBHU MPHU
OJIHOBPEMEHHOM IPHUEME IPUTPOMUIIMHA, KOTOPBIH SBIIETCS HHTUOUTOPOM 3TOr0 N30(pEpPMEHTA.
HccnenoBanus in vitro Takke IMOKa3alid, YTO aTOPBACTATUH SBIISETCA CIa0BIM HMHTHOUTOPOM
nzopepmenta CYP3A4. AtopBacTaThH HE OKa3bIBaeT KIMHUYECKH 3HAYUMOTO BIUSHUS Ha
KOHIICHTPAIIMIO B TUIa3Me KpoBH Tep(eHaanHa, KOTOPhI MeTaboIM3upyeTCs TJIaBHBIM 00pa3oM
m3zopepmentoM CYP3A4, mosToMy ero CymiecTBEHHOE BIHSHHE Ha (papMaKOKMHETHKY IPYrHX
cyoctpatoB n3opepmenta CYP3 A4 mamoBeposiTHO (cM. pazaen 4.5.).

OJIMMUHALINS

ATOpBaCTaTHH M €r0 META0OJIUTHI BBIBOSATCS TIIaBHBIM 00Pa30M C JKETUYBIO MOCIIE TEYCHOYHOTO
W/WIIA BHENICUEHOYHOr0 MeTaboMu3Ma (aTOpBAaCTaTUH HE MOJBEPracTcs BbIPAKEHHOM KHIICYHO-
nedeHouHou peuupkyssiiuu). [lepuon monmyseiBenenus (TY:) cocramnsier okono 14 yacos, npu
sToM uHTHOUpYyomui 3hdext npenapara B otHomeHun ['MI'-KoA-peaykra3sl nmpuMepHO Ha
70 % omnpenensieTcss aKTUBHOCTBIO LUPKYIUPYIOIUX METAO0O0IMTOB M cOXpaHsercs okoio 20—
30 gacoB Onarogaps ux Hanuuuio. [Tocne mpuema BHYTpb B MO4e OOHapykuBaeTcs Menee 2 % ot
IPUHATOM 03B IIpenapara.

ATopBacTaTHH SBISETCS CyOCTpaTOM TpPaHCIOPTEPOB (EPMEHTOB TICUEHH, TPAHCIOPTEPOB
OATP1IB1 u OATPIB3. Merabomutsl aropBacTatnHa sBIsSIOTCS cyoctparamu OATP1BI.
ATopBacTaTHH TakKe UICHTUDHUIIpPYETCs Kak cyocTpat s dmokcHbIX TpancmoprepoB MDR1 u
BCRP, koTopele MOTYT OrpaHHYHMBATH KHUIIEYHYIO aOCOPOIMI0 W TEYCHOUHBIH KIMPEHC
aTopBacTaTHHA.

Ocobvie epynnel nayuenmos

TlanmeHThl MOXKUIOT0 BO3pacTa

Konnenrpanuu aropBactaTiHa B IUIa3Me€ KpOBH y mauueHTOB crapuie 65 ser Bblme (Cmax —

npumepHo Ha 40 %, AUC — npumepHo Ha 30 %), yeM y B3pOocCibIX MALMEHTOB MOJIOAOI0 BO3pacTa.
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Paznuunii B a¢¢extuBHOCTH M 0€30MACHOCTH Mpernapara, a TakkKe B JOCTHKEHUU Ienei
TUMOJMIIUEMUYECKON Tepanuu y MalUeHTOB MOXHIOrO0 BO3pacTa, M0 CpPaBHEHHMIO ¢ oOmei
HOIYJIALUEN, HE BBISIBICHO.

JleTH M MOJIPOCTKHA

B 8-nHenenbHOM OTKPBITOM HccnefoBaHHM JeTH (B Bo3pacte 6—17 jieT) ¢ rerepo3uroTHON
CeMeHON TumepxoiiecTepuHemMueld W ucxomHoi koHmeHTpamuedr XC-JIITHIT >4 mMmomns/n
MOJTy4JaJIi TEPAITHIO AaTOPBACTATHHOM B JIEKAPCTBEHHOU (popMe — )KeBaTeIbHBIE TAOIETKH 5 MT WIIH
10 mr umu TabIeTKH, MOKPBITHIE IIICHOYHOM 000104K0i, B 103¢ 10 Mr uiu 20 Mr oJIuH pa3 B CyTKH
COOTBETCTBEHHO. EMMHCTBEHHOM 3HAUMTENBbHON KOBapuaTod B (papMaKOKMHETUYECKOW MOJIEIH
MOMYJISALIMY, TOJyYaroleil aTopBacTaThH, OblIa Macca Tena. Kaxymuiics KiupeHe atopBacTaTuHa
y ZIeTell HE OTJIMYAJCS OT TAKOBOT'O Y B3POCIBIX NAllMEHTOB MPH AJFIOMETPUUYECKOM HU3MEPEHUU
1o Macce tena. B quanasone aelcTBus aTopBacTaTUHA U O-TMIPOKCHATOPBACTaTMHA OTMEYAIOCh
nocienosarensHoe cHmkenne XC-JITTHIT u XC.

Ilon

KoHuentpanuu aropBacTaTMHa B IUIa3M€ KPOBHU Yy JKCHIIWH OTJIMYAIOTCS OT aHAJIOTMYHBIX
nokaszateneit y MmyxuuH (mpumepHo Ha 20 % Bbimie A1 Cmax 1 Ha 10 % Hioke st AUC). OgHako
KaKUX-TM00 KIMHUYECKH 3HAYUMBIX Pa3IMYvid B JACHCTBUU HA JIMIUABI MEXIY MYXYHHAMU H
KEHIIMHAMH He Ha0JII01aJIoCh.

IloueyHas HEOCTATOYHOCTh

Hapymenune ¢yHKIMM NOYEK HE BIUSAET Ha KOHLIEHTPALMIO aTOPBACTaTUHA B MJ1a3Me KPOBH UM
Ha I0Ka3aTely JUIUHOTO 0OMEHa, B CBSA3H C TUM U3MEHEHHUE J03bl y MALUEHTOB C HapylIeHUEM
¢yHKIIMK TTOYeK He Tpedyercs (cM. pazgen 4.2.).

HccnenoBanuii IpUMEHEHNs aTOPBACTATHHA Yy MAL[UEHTOB C TEPMUHAIBHONW CTagueil NOYECYHON
HEJIOCTATOYHOCTH HE IPOBOAMIIOCH. ATOpPBACTATHH HE BBIBOJUTCS B XOAE TI'€MOJAHAIN3A
BCJIEZICTBUE HHTCHCUBHOT'O CBSA3BIBAHUSA C OCJIKaMU IIIa3Mbl KPOBH.

ITeyeHOYHAsT HETOCTATOYHOCTD

Konmentpamus mnpenapara 3HaunTedbHO MOBBIMACTCA (Cmax — IpuMepHO B 16 pa3, AUC —
npuMepHoO B 11 pa3) y malueHTOB ¢ aKOTOJIbHBIM LIUPPO30M TeueHu (kinace B nmo knaccudukarmm
Yaiina-ITsio0) (cm. pazaen 4.3.).

Honumopgusm SLCOI1B1

Iledyenounsiii 3axBar Bcex wuHruoOuTopoB I[I'MI-KoA-pemykrassl, BKJIIOYas aTOpBACTaTHH,
mpoucxonut ¢ ydactueM TpaHcnoprepa OATPIBI. YV mnmanveHToB € TeHETHYECKUM
nomumopduzmom SLCO1B1 uMeeTcst puck MOBBIIICHUS YKCIIO3UIIMN aTOPBACTATHHA, YTO MOXKET
NPHUBECTH K MOBBIIICHUIO PUCKa pa3BUTUs pabaomuonu3a. [lommmopdusm reHa, KOaupyromero

OATPIB1 (SLCOIBI ¢.521CC), cBszan ¢ noBsimenrneM skcnosunnn (AUC) aTopBacTraTtiHa B
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2,4 paza 1o CpaBHEHMIO C MalUMEHTaMU 0e3 Takoro reHoTunuyeckoro usmenenus (c.521TT). V
TaKuX MMalMEHTOB TAaK)K€ MOXKET HaOJI0JaThCsl HApYyLIEHME 3axXBaTa aTOpBacTaTMHA IEYEHbIO,
CBA3aHHOE C TEHETUYECKMMHU HapylleHUsMH. BoO3MOXXHbIE MOCIEACTBHS B OTHOLUEHHUH

3¢ (HEeKTUBHOCTH HEM3BECTHBHI.

6. ®PAPMAIIEBTUUECKHE CBOVICTBA
6.1. [lepeyens BCIOMOraTeJIbHbIX BEIIECTB
[ToBunon-K25
Hatpus naypuncynsdar
Kanpuwms kapbonat
Henmrono3a Mukpokpuctainueckas (tum 101)
JlakTO3BI MOHOTUPAT
Kpockapmenosa Hatpust
Marsnus cteapat

0O060109Ka IIIICHOYHAS

ITonMBUHUIOBEIN CIIUPT

Turana quokeun (E171)

Makporon-3000

Tanpk

6.2. HecoBMecTUMOCTD

Henpumenumo.

6.3. Cpok romHoCcTH (CPOK XpaHEHHS)

2 rona.

6.4. OcoObie MepbI MPETOCTOPOKHOCTH MPU XPAHEHUH

XpaHuTh TIpH TeMIiepaType He Bbiiie 25 °C, B OpurnHajIbLHOM OJHCTEpE.

6.5. XapaxkTep u cofep:kaHue NePBUYHONH YIAKOBKH

I[To 10 Tabnerox B OymcTepe W3 KOMOMHHPOBAHHOTO MaTepHasa IOJTHaMUJ/aTFOMUHUECBAs
(onbra/mOTMBUHIIXIIOPHT - ATIOMUHHMEBAs (oJibra.

ITo 1, 3, 6 unu 9 GuMcTEpOB BMECTE C JMCTKOM-BKJIA/IBIIIEM IIOMEIIAIOT B TAYKy KAPTOHHYIO.

He Bce pa3Mepsl ynakoBOK MOTYT OBITH JOCTYITHBI JJISI PEeaTH3alIliH.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUUYTOKEHHMH HMCHOJH30BAHHOTO
JIeKAPpCTBEHHOI0  Npenapata WIM  OTXO0A0B, IMOJYYEHHBIX MoOCJe TPUMeHEHHUs
JIEKAapCTBEHHOTI'0 Npenapara, i Apyrue MaHUNyJIsiMH ¢ MpenapaToM

Bechb ocTaBumiics IeKapCTBEHHBIH MpenapaT U OTXOAbI CIeyeT YHUUTOKUTh B YCTAHOBJICHHOM

MopsaKe.
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7. JEPKATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUSA
CroBenus
AO «KPKA, n.1., HoBo mectoy, llImaprenika necra 6, 8501 HoBo mecto
Ten.: +386 7331 21 11
daxc: +386 7 332 15 37
Anpec 371. moutsl: info@krka.biz
7.1. llpeacTaBuTe b A€pKATEJISI PETHCTPALMOHHOIO YI0CTOBEPEHHUsI

[Iperen3un noTpedOUTENIEH HAIPABIATE 10 AJIPECY:

Poccuiickaa ®edepayus

000 «KPKA-PYC»

143500, MockoBckas o0u1., T. Uctpa, yin. MockoBckas, 1. 50

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

dakc: +7 (495) 994-70-78

Anpec am1. moutsl: krka-rus@krka.biz

Be6-caiit: www.krka.biz

Pecnybnuxa Benapyco

[IpencraButenbctBo AknuoHepHoro odOmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecniyonuka Crnosenusi) B PecniyOnuke benapych

220114, r. MuHck, yin. ®unumoHoBa, 1. 2517, odpuc 315

Ten.: 8 740 740 9230

®axc: 8 740 740 9230

Anpec a11. moutsl: info.by@krka.biz

Be06-caiiT: www.krka.by

Pecnybnruxa Kasaxcman

TOO «KPKA Ka3zaxcTtan»

050059, r. Anmartsl, ip. Anb-®apabdwu, 1. 19, oduc 207

Ten.: +7(727) 311 08 09

®axc: +7(727) 311 08 12

Anpec 371. mouTtsl: info.kz@krka.biz

Be6-caiit: www.krka.biz

Pecnybnuxa Apmenus

[IpencraButensctBo «Kpka, 1.1., HoBo mecto» B Pecry0mnrke Apmenus
0001, r. EpeBan, yi. Han6aunsu, n. 106/1 («CAAT-HOBA» BUSHEC-LIEHTP), oduc 103
Ten.: +374 11 560011
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Anpec a1. moutsl: info.am@krka.biz

Be6-caiit: www.krka.biz

Keipevizckas Pecnybnuxa

IIpencraButensctBo AO «KPKA, ToBapHa 3apaswui, a.1., HoBo mecto» B Kbipreizcrane
720040, Yyiickas obmnacTp, . bumkek, OyapBap DpKUHAMK, A. 71, 6110k A

Ten.: + 996 (312) 66 22 50

Anpec a1 noutsl: info.kg@krka.biz

Be0-caiit: www .krka.biz

8. HOMEP PETMCTPALIMOHHOTI'O YJIOCTOBEPEHHUS
JITI-Ne(000708)-(PT-RU)

9. JIATA IEPBUYHOM PETUCTPAIIAU (IOATBEPXKIEHUS PETUCTPAIIUMA,
HEPEPEI'NICTPAIINN)

[Hara nepBoit peructpanuu: 19 anpens 2022 r.

10. JATA IIEPECMOTPA TEKCTA

OO0mas xapakTepuCTHUKa JIKAPCTBEHHOTO Tpernapata ATOPUC OCTYITHA Ha WH(GOPMAIMOHHOM
noptanie EBpa3uiickoro 35KOHOMHYECKOTO COI03a B MH()OPMAIIMOHHO-KOMMYHUKALIMOHHON CeTH
«Murepuer» https://eec.eacunion.org.
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