OBILIAA XAPAKTEPUCTUKA JIEKA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O ITIPEITAPATA
ATOPBACTATHH, 10 mr, TaGaeTKH, TOKPHITHIE TUICHOYHOU 000JI0UKON
ATOPBACTATMUH, 20 mr, TabieTKu, HOKPHITHIC INIEHOYHON 000JI0UKOMI

ATOPBACTATHH, 40 mr, TaGieTKH, TOKPHITHIEC TNIECHOYHONW 000JI0UKON

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHBIA COCTAB
JlelicTByroniee BEemecTBO: aTOPBaCTaTUH

ATOPBACTATHUH, 10 mr, Ta0eTKH, IOKPHITHIE INIEHOYHON 000JIOYKON

Kaxnmas Ttabmerka comepkut 10 Mr artopBacratmHa (B BHIE aTOpBacTaTHHA
KaJIbITHS).

BcenoMorarenbHble BEIIECTBA, HAMMYUE KOTOPBIX HAJO0 YYMTHIBATH B COCTaBE
JIEKapCTBEHHOI'O Ipernapara: JakTo3bl MoHoruapatr — 71,40 mr (cM. pasnenst 4.3,
4.4).

ATOPBACTATHUH, 20 mr, Ta0IeTKH, IIOKPHBITHIE INIEHOYHON 000JIOYKOU

Kaxnas tabnerka coxepxkut 20 Mr aropBacTtaTuHa (B BHUAE aTropBacTaTHHA
KaJIBITHS ).

BcnoMorarenbHble BEIIECTBA, HAJMYUE KOTOPBIX HAJA0 YYHMTHIBATH B COCTaBE
JIEKapCTBEHHOI'O IMpernapara: JakTo3bl MoHoruapar — 60,55 mr (cM. pasnenst 4.3,
4.4).

ATOPBACTATHUH, 40 mr, TabJIEeTKHU, DOKPHITHIE TNIEHOYHOU 000JIOUYKOU

Kaxnas Ttabnerka comepxkut 40 Mr aropBactaTuHa (B BHUJAEC aTropBacTaTHHA
KaJIbIIKs).

BcnomorarenbHbie BelecTBa, HadWYUe KOTOPBIX HAJ0 YYUTHIBATH B COCTaBe
JIEKapCTBEHHOTO TMpernapara: JakTo3bl MoHoruapaT — 121,1 mr (cMm. pasnmenst 4.3,
4.4).

[TonHbIN MEpedYeHb BCIIOMOTraTeIbHBIX BEIIECTB MPUBE/EH B pazjene 6.1.



3. JEKAPCTBEHHASA ®OPMA
TabneTKu, MOKPHITHIE TNIEHOYHOW 000JI0UYKOMA.

Kpyrinble, 1BOSKOBBITYKIIbIE TaOJIETKU, MOKPBITHIE JIEHOYHOW 000JI0UKON Oenoro
nBeta. Ha nonepeunom paspese siapo Oesnoro uiau nodru Oesnoro usera. TalOneTku

20 mr u 40 MT UIMEIOT PUCKY.

4. KIMHUYECKHUE JAHHBIE

4.1 lMoka3aHusi K NPUMEHEHUIO0

ATOPBACTATHH mnoka3aH K NpUMEHEHHIO y B3pocibix (crapue 18 jer) ang
JICYEHUS:

['MnepxoJaecTepUuHEMHU:

- B KayecTBE [OTMOJHEHUS K JHETE JUIsl CHUKEHUS IOBBIILIEHHOTO OOIIEero
XOJIECTEpUHA, XOJCCTEPHHA JIMIIONMPOTEHHOB HU3KOoM TtutoTHOcTH (XC-JITTHIT),
anonumonporenHa B (amo-B) u tpurimmepunos (TI) y B3poCibIX, MOIPOCTKOB U
nered B Bo3pacte 10 yier wim crapiie ¢ NMEpBUYHONW THIIEPXOJIECTEPUHEMHUEH,
BKJIOYAsi CEMEHHYI0 THIEPXOJECTEpUHEMUIO (T€TEpPO3UTOTHBIN BapuUaHT) WIIU
KOMOMHUPOBAHHYIO (CMEIIAHHBIN) TUNepIunuaeMuto (cooTBeTcTBeHHO Tum [la u
lIb mo xmaccudpukaiuun DpeapukcoHa), Korja OTBET HA JIUETY W JPYIrHe
HEMEIMKAMEHTO3HbIE METO/bI JICUEHHSI HEIOCTATOUYEH;

- JUI1 CHWDKEHMS MOBBIIIEHHOTO obuiero xonecrtepuHa, XC-JIITHII y B3pocnbix ¢
TOMO3UTOTHOM CEMEWHOM THUIIEPXOJECTEPUHEMUEN B KA4yeCTBE JIONOJHEHUS K
JPYTUM THUIOJUNIUIEMUUYECKUM MeTojaMm JiedeHust (Hampumep, JIITHII-adepes)
WM €CJIA TAKHE METObI JICUEHHS HETOCTYIIHBI.

I[TpodumakTiky cepaIeyHO-COCYAUCTHIX 3a00I€BAHNUN:

- TpOo(UIAKTHUKA CEPJIEYHO-COCYIUCTBIX COOBITUM Yy B3pOCIBIX MAIUEHTOB,
UMEIOLINX BBICOKHI PUCK Pa3BUTHUSI MEPBUYHBIX CEPIACYHO-COCYAUCTHIX COOBITHIA,
B KaueCTBE JIONOJHEHUS K KOPPEKIMH IPYTUX (PaKTOPOB PUCKA;

- BTOpPUYHASI MPOPUIAKTUKA CEPACUHO-COCYAUCTBIX OCIOKHEHUW y TAlMEHTOB C

uemudeckoit  Oosiesnpro  cepamna (MBC) ¢ 1enpbio CHMDKEHUS CMEPTHOCTH,



(NOCNENOBATENBHOCTH 0004)

I/IHCI)apKTOB MHOKapaa, HWHCYJIbTOB, INOBTOPHBIX TOCHHUTATIUIATWIT 110 11UD.U/_L_)'
CTCHOKapaIun U H€O6XOI[I/IMOCTI/I B PCBACKYJIAPU3ALIUN.
4.2 PexxuM 103MPOBAHUS U CIIOCO0 MPUMEHEHUSA

Pexxum no3upoBaHus

B3pocibie

[lepen nauanom seuenus: npenapatom ATOPBACTATUH cnenyer nmombiTaThes
JOOUTBCS KOHTPOJIS TUIEPXOJECTEPUHEMUU C TIOMOIIBIO JUETHI, (PU3UUIECKHUX
YOPaXHEHUH W CHIDKEHUS MacChl Tella y NAlUEHTOB C OKUPEHHEM, a TaKkKe
Tepanueil OCHOBHOTO 3a00J1€BaHUS.

[Ipy HazHayeHWW  mOpemnapara MaIMEHTy  HEOOXOAMMO  PEKOMEHJ0BAaTh
CTaHJAPTHYI0 THUIIOXOJECTEPUHEMUYECKYKD JIHETY, KOTOPOM OH  JOJDKEH
MPUAECPKUBATHCS B TEUCHHUE BCETO MEPHUOa TEPAIIUH.

Ho3a npenapara BapbupyeT oT 10 mr mo 80 Mr 1 pa3 B CyTKH W TUTpYETCS C
yauetoMm KoHeHTpauun XC-JIITHII, nenn tepanuy u HHAMBUAYAIBHOTO OTBETA HA
IPOBOJUMYIO TEPAIHIO.

MakcumainbHasi CyTo4Has 103a coctasiseT 80 mr.

B Havanme gnedeHuss W/WMIM  BO BpeMs MOBBILIEHUS J03bl  IIpemapara
ATOPBACTATHUH HeobOxogumo Kaxasie 2-4 HeAenu KOHTPOIUPOBATH
KOHLEHTPAlMIO JIMIHMJIOB IUIa3Mbl KPOBU U  COOTBETCTBYIOLIUM 00pa3zom
KOPPEKTUPOBATH JI03y Mpernapara.

llepsuunas  eunepxonecmepumemuss U KOMOUHUPOBAHHAS  (CMeWAHHAs)
eunepaunuoemus

s OOJBIIMHCTBA  MAlMEHTOB  pEKOMEHAyeMas  Jo03a  I[perapaTa
ATOPBACTATHH cocrasnsier 10 Mr 1 pa3 B CyTKu; TE€paneBTUYECKOE JECHCTBHE
NPOSIBJISIETCS] B TEUEHHE 2 Helelb U OOBIYHO JOCTHraeT Makcumyma uepe3 4
uHegenu. [Ipu pnurensHoM steueHun 23 HEKT CoXpaHseTcs.

T'omo3ueomnasn cemeunas eunepxoiecmepuremus

B OonpmmHCTBE citydaeB HazHadaroT 1o 80 Mr 1 pa3 B CyTku (CHMKEHUE

konneHTparuu XC-JIITHIT na 18-45 %).



I'emepozucomnasn cemenunas cunepxonecnepuremis

Hauvanenass no3a cocrtaBisger 10 mr B cyrku. /Jlo3y cheayer mnoadoupath
WHJVBUAYAJIbHO M OLICHUBATh AaKTYaJbHOCTh JO3bl Kaxaple 4 Hemenum c
BO3MOKHBIM MOBbIIIEHUEM 10 40 Mr B CyTKU. 3areM JMOO J03a MOXET OBbITh
yBEIMYEHA 10 MakcuMaibHOM — 80 Mr B CyTKH, JHOO BO3MOXKHO COYETaTh
CEKBECTPAHTHI KEJITUHBIX KUCIIOT C TPUEMOM aTtopBacTatuHa B o3¢ 40 Mr B CyTKH.
Ipoghunaxmuxa cepoeuno-cocyoucmuoix 3a601e8anuil

B uccnenoBanusix nepBUYHON NpoUIAKTUKKU J103a aTOpBacTaTiHa coctasiisia 10
MI' B CYTKH. MOXET MOHAJ00UTHCS TMOBBIICHUE J03bl C IEJIbI JOCTHXKCHUS
3HaueHuit XC-JIITHII, cooTBETCTBYIOIIMX COBPEMEHHBIM PEKOMEHIALIUSM.

Oco0bnie I'PVIIIILI ITAITMCHTOB

Iayuenmul nodxcuno2o éospacma

Paznuumii B TepaneBTHuecKoll 3¢ddexTuBHOCTH M 0O€30macHOCTH IMpernapara
ATOPBACTATHH y noxuibIX TalMEHTOB MO CPABHEHUIO C OOIIEH MOMmysiuuen
HEe 00HApPYKEHO M KOPPEKITUH JI03bI He TpeOyeTcs (cM. paszaer 5.2).

layuenmor ¢ napywenuem QynKyuu nevenu

[Ipu HenmoctatrouHoctn (yHkuMu mnedeHu o3y npenapata ATOPBACTATUH
HEOOXOJMMO CHHXKaTh, NMPHU PErYSIPHOM KOHTPOJIE aKTHUBHOCTU «IIE€YECHOUYHBIX)
TpaHcamMuHa3: acrnapraraMuHoTpancdepassl (ACT) n anaHmHamuHOTpaHC(epasbl
(AJIT).

layuenmol ¢ Hapywenuem Qyukyuu novex

Hapymenne ¢GyHKIMM TOYEK HE BIUSET Ha KOHIIEHTPALMIO aTropBacTaTMHAa B
IJa3Me KpOBU WM CTeNeHb CHWKeHHs koHueHTpauuu XC-JIITHIL, mostomy
KOPpEKIIUHU J03bl IIperapara He TpeOyeTcs.

Ipumenenue 6 kombuHayuu ¢ Opy2umu 1eKApCMEEeHHbIMU CPEOCMEaAMU

[Ipy  HEOOXOIMMOCTHM  COBMECTHOTO  MPUMEHEHHS C  LHUKIOCIOPHHOM,
TEJIapPEBUPOM, KOMOUWHaIuen TUITPaHaBUP/PUTOHABUP WIIH
rinekanpesup/mudpentaceup no3a mnpenapata ATOPBACTATHUH ne nomxHa

npeBbimaTh 10 Mr/cyTKH.



He pexoMmeHayeTcs MpUMEHSTh aTOPBaCTaTy
JETEPMOBUPOM COBMECTHO C LIUKIOCTIOPHUHOM.
dapMaKOKMHETUYECKHUE JICKAPCTBEHHBIE B3aUMOJICUCTBUS, KOTOPbIE MPUBOJIAT K
MOBBIIICHUIO CUCTEMHOM KOHIIEHTpPAIlMU aTOpBacTaTWHA B IJIa3M€ KPOBH, TAKKe
ObLJIM OTMEYEHBI C JIPYTUMU MHTMOUTOpaMU MpOTea3bl BUpyca UMMYyHoOIepUITa
yenoBeka (BUY) (iommHaBUpOM/PUTOHABUPOM, CAKBHUHABHPOM/PUTOHABHPOM,
JapyHaBHPOM/PUTOHABUPOM, dhocammpeHaBUPOM,
dhocaMnpeHaBUPOM/PUTOHABUPOM M HEJIb(POHABUPOM), MHTHOUTOPAMH IMPOTEa3bl
renatuta C (GouenpeBup, 310aCBUP/Tpa3ONpeEBUpP, CUMENPEBUP), KIAPUTPOMHUILIMH,
UTpakoHazon u JerepmoBup. Crenyer coOnroAaTh OCTOPOXKHOCTh — MpHU
OJTHOBPEMEHHOM HAa3HAaUY€HUU C aTOPBACTaTMHOM. PexkoMmMeHayeTcsi MNpOBECTH
COOTBETCTBYIOIIYIO KJIMHHYECKYIO OIIEHKY U TPUMEHATh CamMyl0 HHU3KYIO
3 PEeKTUBHYIO 103y aropBacTaTuHa (cM. paszaeinsi 4.4, 4.5).

eTH
Ilpumenenue y oemeu c 10 oo 18 nem npu ecemepo3ucomuou CcemeuHou
eunepxonecmepunemMuu
Pexomennyemas HavasnbHast go3a — 10 mr 1 pa3 B cytku. Jlo3a MoxkeT OBbITh
yBennyeHa g0 80 Mr B CyTKM B 3aBUCHMOCTH OT KIMHHYECKOro 3(dekra u
MIEPEHOCHUMOCTH.
Jo3y mpemapata HEOOXOJMMO THUTPOBAaTb B  3aBUCHMOCTH  OT  IIEJH
TUTNONUNIUAEMUYEcKO Tepanuu. Koppekiusi 103bl JOJIKHA TPOBOJUTHCS C
uHTepBaiamu 1 pa3 B 4 Henenu uin OoJbILIe.

Cnoco0 npuMeEHEHUS

BryTpb, mpuHUMATH B JIF000€ BpeMsi CYyTOK HE3aBHUCUMO OT TpHUeMa MHIIIH.
4.3 IlpoTuBONOKA3aAHMS
- TUTIEPYYBCTBUTEIILHOCTh K aTOPBACTATHHY WJIH K JIFOOOMY M3 BCIIOMOTATEIBHBIX

BEILIECTB, IEPEUHCIICHHBIX B pasjeine 6.1;




- aKTHBHOE 3a00JIeBaHHME MEYECHU WU
TpaHCaMHWHAa3 B IJIa3Me KPOBH HESICHOTO TeHe3a 0oJiee 4eM B 3 pas3a Mo CpaBHEHUIO
C BEPXHEU TPAHULIEA HOPMBI;

- 0EpEMEHHOCTH;

- IEpUOJ TPYJHOTO BCKAPMJIIMBAHMSI;

- JKEHIUMHBI JIETOPOJHOIO BO3pacTa, HE HCIIOJB3YIOIIME aJECKBATHBIE METOJIbI
KOHTpalEeNnuu;

- Bo3pacT A0 18 jer (HepocTaTOYHO KIMHUYECKUX JaHHBIX MO 3()(PEKTUBHOCTU U
Oe3omacHOCTH TMpenapara B JaHHOW BO3PACTHOM TIpynIe), 3a HCKIIOUYEHHEM
reTepO3UTrOTHOU ceMeNHON TUIEPXO0JIECTEPUHEMUN (mpumeHeHue
IPOTUBOINOKA3aHO y JieTeil B Bo3pacte a0 10 ner);

- OJTHOBPEMEHHOE MPUMEHEHHE ¢ PY3U0BOI KUCIIOTOM;

- BpPOXJIEHHBIM JeQUUUT JaKTas3bl, HEMEPEHOCHUMOCTb JIAKTO3bI, TJIIOKO030-
raJaKkTo3Hask MajabaObCcopOIus.

4.4 Oco0Oble yKazaHusl M1 Mepbl NPEA0CTOPOKHOCTH NP IPUMEHEHUH

C 0CTOPOXKHOCTBIO

VY nmanueHToB, 370yNOTPEOSIOIMX aJIKOTOJEM; Y MalHMEeHTOB, HMMEIOUMX B
aHaMHe3€e 3a00JIeBaHUs [IEUYEHHU.

VY nanueHToB ¢ HanuuueM (aKTOPOB PUCKA pa3BUTUs padoMuoiiv3a (HapylueHue
(GYHKIIMM TIOYeK, THUIOTHUPEO3, HACICACTBEHHBIC MBIIICYHBIE HAPYIICHUS ¥y
NaleHTa B aHaMHe3¢ WM B CEMEWHOM aHaMHe3e, YK€ IEepEeHECEHHOe
ToKcuyeckoe BiusiHUE HHruouTopoB I'MI-KoA-penykrassl (CTaTUHOB) WK
¢bubpaToB Ha MBINIEYHYIO TKaHb, 3a00J€BaHUs TICYCHH B aHAMHE3E W/WUIU
NAIUEeHThI, YINOTPEOSIOIIME aJIKOroJib B 3HAUMTENbHBIX KOJUYECTBAX, BO3PACT
crapmie 70 er, cUTyali, B KOTOPBIX OXHAAETCS TOBBIIICHHE KOHIICHTPAIUH
aTopBacTaTMHa B IUIa3Me€ KpOBH (HAmpuMep, B3aUMOJEHUCTBUS C JIPYTHUMH
JIEKapCTBEHHBIMU CPEJICTBAMM)).

Brusnue na neuenw




Kak v npu npruMeHEeHUU JPYTUX TUIOJIUIT
npumeHenun npenapata ATOPBACTATUH orMeuann ymepeHHOE MOBBIIIEHUE
(Oonee ueMm B TpU pa3a MO CPaBHEHUIO C BEpXHEW I'paHUIIEH HOPMBI) aKTUBHOCTH
«reueHouHbIx» TpaHcaMuHa3 ACT u AJIT. Crolikoe MOBBIIIEHUE CHIBOPOTOYHOM
aKTUBHOCTHU «II€YEHOUYHBIX» TpaHCcaMuHa3 (0oJiee yeM B TpH pasa Mo CPaBHEHUIO C
BepXHEWU rpaHulled HOpMbI) Habmoaanock y 0,7 % mNamueHToB, MOJIY4YaBIIUX
npenapat ATOPBACTATHH. Yacrota nogqoOHBIX W3MEHEHUN MPU MPUMEHEHUN
npemnapara B go3ax 10 mr, 20 mr, 40 mr u 80 mr cocrasmsia 0,2 %, 0,2 %, 0,6 % u
2,3 %, cooTBeTcTBEHHO. [IOBBIIEHNE AKTMBHOCTH «IIE€UYEHOYHBIX» TPaHCAMHHA3
OOBIYHO HE CONPOBOXKIAIOCH JKEITYXOM MM JIPYTMMH  KIMHUYECKHUMHU
nposiBieHusiMu. [Ipu camxennn no3el npenapara ATOPBACTATHH, BpemeHnHoM
WIM TOJHOW OTMEHE TpernapaTta AaKTUBHOCTh «IEYEHOYHBIX» TpPaHCAMHUHA3
BO3BpAIlaJach K HMCXOJHOMY YPOBHIO. BOJBIIMHCTBO IMALIMEHTOB IPOIOJIKAIN
npuem npenapata ATOPBACTATHUH B cHuxeHHOU nA03e 0€3 Kakux-1u0o
KJIIMHAYECKHUX MOCIIEICTBUM.

Jlo Havana tepanuu, dyepe3 6 Heneslb W 12 Hemenb Mmocje Hayajda MPUMEHEHUS
npenapata ATOPBACTATHH wiu mocnie yBeIMYEHHsS] €ro J103bl HEOOXOIUMO
KOHTPOJIUPOBAaTh TMOKa3aTeNd (QYHKUMH TNedyeHUu. DYHKIHMIO MEYeHH CIIeTyeT
KOHTPOJIMPOBAaTh TAKXKE MPH TMOSBJICHUU KIMHUYECKUX TPU3HAKOB MOPAXKEHUS
NeyeHu. B ciiyyae MOBBIICHUS aKTUBHOCTH «IIE€YEHOYHBIX» TpaHcamuHas, AJIT u
ACT cnegyer KOHTpPOJAMPOBAaTh IO TEX IOpP, [TOKa OHA HE HOopManusyercs. Ecmm
noBbiieHrne akTuBHOCTH ACT wnu AJIT Golsiee uem B Tpu pasa Mo CPaBHEHUIO C
BEPXHEN TpaHULEHd HOPMBI COXPaHSETCS, PEKOMEHAYETCS CHHM)KEHHE I03bl WU
ormena npernapara ATOPBACTATUH (cwm. paszaen 4.8).

ATOPBACTATHUH cnenyer mNpuMEHSATh C OCTOPOKHOCTBIO y TALMEHTOB,
KOTOpbIE TOTPEOJSIOT 3HAUMTENbHBIE KOJMYECTBAa AalKOTOJs W/WIM UMEIOT B
aHaMHe3e 3a00JieBaHUE MeYeHU. AKTUBHOE 3a00JI€BaHUE MEUYEHU WM MOCTOSHHO

MOBBIICHHAA AKTUBHOCTBH «IICUCHOYHLIX» TpaHCaAMHHA3 IIJIa3Mbl KPOBH HCACHOTO




T'€HE3a ABJIAKOTCA IMPOTUBOIIOKA3aHITCM K TPUMCHCHITO mpcmaparta
ATOPBACTATHH (cm. paznmen 4.3).

eticmeue na ckenemmvie MbluYbl

VYV nanuenrtoB, nonyyaBmux ATOPBACTATHH, orMmeuanach Muairus (cwm.
pasaen 4.8). [luarHo3 MHUONATHHM CIEAyeT MPEANoJiaraTh y MAIlMeHTOB C
mud¢y3Hoit Muanrued, OOJIE3HEHHOCTbIO MM  CIA0OCTHIO  MBIIII /WK
BBIPQKCHHBIM TOBBIIICHUEM akKTHBHOCTH KpeaTHH(ochoknaazpl (KDK) (Gonee
yeMm B 10 pa3 1o cpaBHEHHUIO ¢ BEpXHEH rpaHuIleii HOpMbl). Tepanuto npernapaTom
ATOPBACTATHH cnenyer mpekpatuTh B CIy4ae BBIPAXKEHHOT'O ITOBBIIICHUSA
aktuBHOCTH KOK, mpu Hanmmuuu noATBEpKACHHON MUONATUN WU TIOJIO3PEHUS HA
ee pa3BuTHE. PuUCK MHMONATHUM MOBBIIAICA NPU OAHOBPEMEHHOM INPUMEHEHHUH
JEKapCTBEHHBIX  CPEACTB,  MOBBIIIAIONIMX  CHCTEMHYI0  KOHIEHTPAIUIO
atropBactathHa (cM. pasmensl 4.5 u 5.2). MHorme u3 3TUX MpenapaToB
UHTUOUPYIOT MeTabonu3M, omocpenoBaHHbll m3opepmenTom CYP3A4, w/mmm
TPaHCHOPT JIEKApCTBEHHBIX BemiecTB. M3BectHo, uto m3odepmentr CYP3A4 —
OCHOBHOM  M30()epMEHT TMEYeHHU, Y4YacCTBYIOIIMA B  OuoTpaHchopmaruu
atopBactatuHa. llpumensis ATOPBACTATHUH B coueranun c ¢Qubpatamuy,
SPUTPOMHULIMHOM, HMMMYHOJIEIIPECCAHTAMH, a30JIbHBIMU POTUBOTPUOKOBBIMU
CPEACTBAMH, MHTUOUTOpaMU poTeas3bl BUY/BI'C, UHTUOUTOpaMuU
HecTpykTypHOoro Oenka BupycHoro rematuta C (NS5A/NS5B), nerepmoBupom
VI HUKOTMHOBOM KHCJIOTOM B JIMIMJICHWKAIOMUX Ao3ax (6onee 1 r/cyT), Bpau
JOJKEH TIIATEIHHO B3BECUTH OKUIAEMYIO TIOJB3Y JICUEHUS U BO3MOXKHBIA PHUCK.
Crnenyer perynspHO HaOMI0[aTh MAIMEHTOB C LEJIbI0 BBISIBICHUS OOJel wuiu
cJ1ab0CTH B MBIIIIAX, OCOOEHHO B T€YEHHUE MEPBBIX MECALIEB TEPANUU U B TIEPUOJ
YBEJIMYEHMS J103bl JHOOOr0 M3 yKa3aHHBIX CpeAcTB. B ciaydae HeoOXoauMMOCTH
KOMOMHHMPOBAHHON TepamuM CJlelyeT pacCMaTpUBaTh BO3MOXHOCTb MPUMEHEHUS
Oonee HU3KMX HAYAIBHBIX W TOJICPKUBAIOIINX 03 BBIIICTIEPECUUCICHHBIX
cpenctB (cM. pasmen 4.2). He pekoMeHAyeTcsi OJHOBPEMEHHOE HCIOJIb30BaHUE

aTopBacTaTUHa U (PY3UIOBOM KHUCIOTHI, IOATOMY BO BpeMmsl JieueHus (y3ugoBOM
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KHCJIOTOU PCKOMCHAOBAHA BPCMCHHAA —OTMCHA —aTOpBacTaTmHa: B uU/_LUGru:uA
CUTyalUsAX MOYKHO PEKOMEHAOBATh IEPUOANYECKUN KOHTPOIb akTuBHOCTH KODK,
XOTSI TAKOE MOHUTOPUPOBAHHME HE IMO3BOJISIET MPEIOTBPATUTH PA3BUTUE TSKEION
muomatuu (cM. paszaen 4.5).

3aperucTpupoBaHbI O4YEHb penkue COOOIICHUS 0 pa3BUTUHU
MMMYHOOIIOCPEIOBAHHOM HekpoTusupytomeid muonarun (MOHM) Bo Bpems nnu
nocje JEYeHUs: HEKOTOpbIMH cTaTuHamH (cM. paszzaen «IloGouHoe aeiicTBHEY).
NOHM KIMHHAYECKM XapaKTEPU3YeTCs CTOMKOW MPOKCHUMAIbHOM MBIIIEYHOU
c1a00OCThI0O U TOBBIINIEHHBIM YPOBHEM KPEAaTMHKHHA3bl B CBHIBOPOTKE KPOBH,
KOTOPBIE COXPAHSIOTCsS, HECMOTpsS Ha IPEKpallcHUuEe JIEYEHUs CTaTHHAMU,
HanuuueM aHtutenl K HMG CoA penykrase M yiaydllIEHHEM MPU NPUMEHEHUU
MMMYHO/JICTIPECCAHTOB.

o nauana neuenus

ATOpBacTaTUH CIEIYET C OCTOPOXKHOCTHIO Ha3HAYaTh MalUEHTaM C (paKkTopamu,
npeapacnoiaraloliuMu K pa3BuTtuio padgomuonusa. Kontpons aktuBHocTH KDOK
CJIEAYET MIPOBOJUTH B CICAYIOIIUX CIy4dasiX A0 Hayaja Teparnuu aTOpBaCTaTUHOM:

- HapyluIeHue PyHKIHUH MOYEK;

- TUIIOTUPEO3;

- HACJICICTBEHHBIE MBIIICYHbIC HApYLICHUS y IMalUMEHTa B aHAMHE3€ WIM B
CEeMEHHOM aHaMHE3¢;

- YK€ IMepeHeceHHoe ToKchueckoe BiusHue mHruoutopoB I'MI'-KoA-pemykrassi
(cratHOB) MM (GUOPATOB HA MBIIIEYHYIO TKaHb;

- 3a00JIeBaHMS TIEYCHU B aHAMHE3€ W/WJIH TAIUEHTHI, YIIOTPEOISIONNEe allKOTroJlb B
3HAUYUTENBHBIX KOJIMYECTBAX;

- y MalnMeHToB B Bo3pacTe crapiie 70 JieT cieayeT OUEHUTh HEOOXOAMMOCTb
koHTposiss KOK, yuutsiBas To, 4TO y 3THX MAUEHTOB YK€ UMEIOTCA (DaKTOpHI,

npeapacnojararomuce K pasBuTHUIO pa6lIOMI/IOHI/IBa;
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- CUTyalliu, B KOTOPBIX OXUIAACTCA NMOBBHOCHUC KOHTOCHTPAONIT aTOpBacTaTnHa B
ia3Me KpOBHU, TaKuM€ KaK B3aWMOJCHCTBUA C JPYTHMH JIEKAPCTBEHHBIMU
cpeacTBamu (cM. paszen 4.5).

B Takux ciydasx ciemyeT OIEHHTh COOTHOIICHHE PUCK/TIONBh3a U OCYIIECTBISThH
MEUIIMHCKOE HAOIIOICHUE 33 COCTOSIHUEM TallUeHTA.

B ciiyuyae 3HaunTensHOTO MoBbIIeHUs akTUBHOCTH KDK (Gosee uem B 5 pa3 Bhiiiie
BEPXHEH rpaHULbl HOPMBI), HE CIIEYET HAUNHATH TEPAIIUI0 AaTOPBACTATUHOM.

[Ipu npumenenun npenapatra ATOPBACTATHH, kak u Ipyrux UHTHOUTOPOB
I['MI'-KoA-penykra3pl, ONUCaHbl pEOKHE cllydad padJAOMHUONM3a C OCTpOM
NOYEYHOM HEJOCTAaTOUYHOCTBIO, OOYCIIOBIEHHONW MHOrIoOunypueid. dakropom
pUCKa pPa3BUTUS PAOAOMHUONIM3A MOXKET OBITh MPEALIECTBYIOIIEE HapyIICHHUE
byHKIuu nouek. TakuM TalMEHTaM ClIeyeT oO0ecrneuuTh 0oJiee TIHIATEIbHbIN
KOHTPOJIb 32 COCTOSHMEM CKEJIETHO-MBIIIEYHOW cucTeMbl. llpyu mosBiieHHH
CUMIITOMOB BO3MOXHOW MHUONATHM WIM HAIWMYUU (PAKTOPOB pHCKA PA3BUTHS
MOYEHYHOU HEJOCTATOYHOCTH Ha (oHE padaoMuoNIn3a (HampuMmep, TsoKennas ocTpast
uHbeKIus, apTepuaibHas TMIIOTEH3HS, oOuIMpHOe XUPYPTHUECKOE
BMEILIATEJILCTBO,  TPaBMbl,  META0OJMYECKHE, DHIOKPUHHBIE W  BOJHO-
AIIGKTPOJIMTHBIE ~ HApPYIICHUS, HEKOHTPOJUPYEMBIE  CYJIOpOTH)  TEpamnuio
npenapatoMm ATOPBACTATHH cnenyer BpEMEHHO NPEKPATUTH WUIH MOJHOCTHEO
OTMEHMUTb.

Buumanue! IlanneHToB HEOOXOAMMO NPEAYNPEAUTh O TOM, YTO UM CIIEAYyeT
HEMEJJICHHO OOpaTUThCS K Bpayy MpU MOSBICHUM HEOOBSICHUMBIX Oojied uiu
MBIILIEYHON CIa00CTH, OCOOCHHO €CIIM OHU COMPOBOXKIAIOTCS HEIOMOTaHUEM HIIU
JIMXOPAJKOM.

[I'emoppazuyeckuii uncyiom

[Tocne crenuanbHOrO aHajan3a KIMHUYECKOTO HCCleqoBaHMs ¢ ydactuem 4 731
nanueHToB 6e3 MbC, nepeHecinx WMHCYJIbT WM TPAH3UTOPHYIO HIIEMUYECKYIO
ataky (THA) B TedeHue mnpeaplaynux 6 MecsIeB, KOTOPbIM ObUI Ha3zHa4YeH

atopBacTaTuH 80 MI/CYT, BBIIBUIM 00Jie€ BBICOKYIO YacCTOTy T'€MOpPparnuecKux
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v i
HHCYJIBTOB B I'PYIIIIC aTOPBACTATHHA &0 mrro CPpaBHCHITOC 1p_yuuU1i;1. u.uau,c\r;u (55
B TpylIe aropBacTaTuHa mnpoTuB 33 B rpynne 1wiane6o). [lammentsr ¢
reMopparuuyeckuM HMHCYJIbTOM Ha MOMEHT BKJIIOUEHHUS B MCCIIEIOBAHUE HMEIU
0oJiee BBICOKUU PUCK JJIsi IOBTOPHOI'O reéMOpparu4eckoro uHcynbTa (7 B rpymnmne
aTopBacTaTWHA MPOTHUB 2 B rpyiire mianedo). OnHako, y MalueHToB, MOTyYaBIIuX
atopBactatiH 80 Mr/cyT OBUIO MEHBIIIE MHCYJIHTOB Jt0OOTO THma (265 mpoTuB
311) u MmeHblIe cepaeyHO-cocyaUCThIX coObITU (123 mpotuB 204) (cM. pazuen
5.2).

Caxapnuvlii ouabem

Hekoropele paHHbIe MNOATBEPkKIalOT, 4yTo HUHruouTOopel I'MI'-KoA-pemykrassi
(cTatuHbl), KaK KJIACC, MOTYT MPUBOJUTH K TOBBIIICHUIO KOHIICHTPAIIMH TJIFOKO3bI
B IUIa3ME€ KPOBH, a Yy OTACIBHBIX MAIMEHTOB C BBICOKUM PHCKOM pPa3BUTHS
caxapHOro AuabeTa MOXKET Pa3BUTHCA COCTOSIHHE THIIEPIIMKEMUH, Tpelyroliee
KOPPEKIIMH KaK MpU caxapHoMm nuadere. TeM He MeHee, ITOT PUCK HE MPEBBIIIACT
noib3y oT Tepanuu uHruouropamu ['MI-KoA-peaykrassl (cTaTMHaAMU) C TOYKHU
3pEHUs COCYJIUCTBIX PHUCKOB, MOATOMY 3TO HE MOXET SIBISATHCS MPUUUHON IS
OTMEHBI Tepanuu. l[larueHThl, OTHOCAIMHMECS K TPyNIe pHUcKa (KOHIICHTPAIIHS
TIFOKO3BI B KPOBH HaToIIak ot 5,6 10 6,9 MMoiw/1, naaeke Maccel Tena (UMT) >
30 Kkr/M°, TOBBINICHHAS KOHICHTPALMS TPUIINIEPHIOB B IUIa3Me KpOBH,
apTepuagbHas TUIEPTEH3MS ), TOJDKHBI HAXOAUTHCS TI0T METUITMHCKIM KOHTPOJIEM,
BKJIFOYAsi KOHTPOJb OMOXMMHUYECKUX TMapaMeTpPOB KPOBH, B COOTBETCTBHH C
MECTHBIMHU PEKOMCH/TAIMSIMHU.

Humepcmuyuanvrnoe 3ab6o1esanue neKux

Ha ¢one Ttepamum HekoTopbiMu  unHruoutopamu ['MI'-KoA-pemykrassi
(ctatuHamMK), 0OCOOCHHO Ha (POHE JJIUTEIHLHON Teparnuu, OTMEUAIUCh €IUHUYHBIC
CJly4an MHTEPCTUIIMATIBLHOTO 3a00JIeBaHMs JIETKUX. MOTyT HaOMIOAaThCS OJIBIIIKA,
HEMPOAYKTUBHBIM  KalleJb M yXYIUIEHHE OOIIEero COCTOSIHUS — 3JI0POBbS

(yTomMiisieMoCTh, CHIDKEHHE MAcChl Tela U Juxopajaka). B ciiydae ecnu y nanuenTa
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ot 200

(NOCMENOBATENLHOCTE 0004)

moao3peBacTCa HHTCPCTUIHNAIIBHOC 3aboneBane et KX, CACAYCT  OTMCHUTDH
TEpanuIo aTOPBaACTATHHOM.

DHOOKpUHHAS DYyHKYUSA

[Tpu npumenenun naruouTopoB [’ MI'-KoA-peaykrasbl (CTATUHOB), B TOM YHCIIE U
aTOpBacCTaTWHA, OTMEYAJUCh  Cllydal  TNOBBIIIEHUS  [NIMKO3WIMPOBAHHOTO
remoryioonaa (HDAL) u KOHIIEHTpalMK TIFOKO3BI B IIa3Me KPOBHU HATOIIAK. TeM
HE MEHEe, PHUCK THUIEPIIIMKEMHUH HUXKE, YEM CHI)KCHHS PHCKa COCYIUCTBIX
ocJio)kHeHn Ha ¢oHe pueMa HHruoutopoB I' MI'-KoA-penykrasbl (CTaTHHOB).
Bcnomozamenvhvie gewyecmea

[Ipenapar ATOPBACTATHH conepxut 1akTto3sl MoHoruupar. Ilanmuentam c
PEAKO BCTPEYAIOIIMMUCS HACJIEACTBEHHBIMU 3a00JIEBaHUSMHU, TAaKUMHU Kak
HEMEPEHOCUMOCTb TajaKTO3bl, HEMEPEHOCUMOCTD JIAKTO3bl BCJIEACTBUE Je(ULINTA
JaKTa3bl WM CHHIPOM TJIIOKO30-TaJlakKTO3HOM ManpabcopOuuu, HE Cleayer
IIPUHMAMATh JAHHBIN JICKAPCTBEHHBIN Mpenapar.

CooOmanochb, 4YT0 B HECKOJBKHX ciayyasx HHruoutopbl 'MI-KoA- penykrasbl
(cTaTHHBI) BBI3bIBAIM pa3BuTHE de NOVO MM yCyTryOJIsiii paHee CyIIECTBOBABIIYIO
IeHEPATM30BAHHYI0 MHACTEHHIO TPABUC WJIM TJA3HYIH0O MHACTEHHIO (CM. pasnen
4.8). B ciiyyae BO3HUKHOBEHUS! WJIU YTSDKEJIEHUS CUMIITOMOB MUACTEHUU IpPUEM
npenapata ATOPBACTATHUH cnenyer npekpatutb. CooOwianoch Takxke O
peuuanuBaX MHUACTEHHM NpPU MOBTOPHOM MpPHUEME TOro K€ CcTaTuHAa U TpH
npumeHeHuu aApyroro uaruoutopa ' MK-KoA-penykrassi.

4.5 B3aumopgeiictBue ¢ APYrMMH JIEKAPCTBEHHBIMM MpeNapaTaMu W Apyrue
BU/IbI B3aUMO/IelCTBUS

Bo Bpems neuyenust uaruoutopamu ['MI'-KoA-peaykrassl mpu OJHOBPEMEHHOM
NPUMEHEHUU  UUKIOCIOpUHA,  (uOpaToB,  HUKOTMHOBOM  KHUCJIOTHI B
JUTUACHIKAONMMX go03ax (Oonee 1 r/cyTku) uinum WHTUOMTOPOB H30(hepMEHTa
CYP3A4/tpancnioptHoro Oenika (Harpumep, SPUTPOMUIIMHA, KIAPUTPOMHUIIMHA,
MPOTUBOTPUOKOBBIX CPEICTB — MPOM3BOAHBIX Aa30Jia) TOBBIIIAETCS PHUCK

muornatuu (cM. paszaenst 4.2, 4.4).
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Nuaruouropsl nzodbepmenta CYP3A4

[Tockonpky atopBacTaTuH  MeTabonmsupyetrcs  u3odepmentom  CYP3A4,
COBMECTHOE IPUMEHEHUE aTopBacTaThHa ¢ nHruouropamu uzopepmenra CYP3A4
MO>KET MPHUBOJUTH K YBEIMUYECHHUIO KOHLIEHTPALlMU aTOpBacTaTUHA B IIa3ME KPOBHU.
Crenenp B3auMOJEHCTBUS M 3(p¢deKTa NOTEHUUPOBAHUS  OIPENEISAIOTCS
BapuadeNbHOCThIO BO3AeiCcTBUA Ha n3odepmeHt CYP3A4.

bruto ycraHoBneHo, 4to moiHble THruOuTopsl uzodepmenta CYP3A4 npuonsr
K 3HAUUTEIBHOMY IOBBIIIEHUIO KOHIIEHTPALlMM aTOpBacTaTHHA B IUIa3ME KPOBH.
Cnegyer mo BO3MOMKHOCTM H30€raTb OJHOBPEMEHHOTO NPUMEHEHUS MOUIHBIX
unruoutropos nzopepmenta CYP3A4 (Hanpumep, ITUKIOCTOPUH, TEIUTPOMUIIUH,
KJIIADUTPOMULIMH, JEJIABUPJAUH, CTUPHUIIEHTOJ, KETOKOHA30J, BOPUKOHA30II,
UTPaKOHA30J1, M03aKOHA30JI U MHTMOUTOPHI NpoTea3zsl BUY, Bkitoyas puToHaBHp,
JIOTIMHABUP, aTa3aHaBUp, WHAWUHABHUP, AApyHAaBUP U Ap.). Eciam ogHOBpeMeHHBbIH
IIPUEM 3TUX MPENnapaToB HEOOXOAUM, CIEAYET PACCMOTPETh BO3MOXKHOCTh Havasia
T€panuu C MHUHUMAJIbHOW JO03bl, a TaKXe CIeAyeT OLEHUTh BO3MOXXHOCTb
CHW)KEHHUSI MAaKCUMaJIbHOM JI03bI aTOpBacTaTHHA.

Ymepennsie uHrubutopel uzopepmenta CYP3A4 (manpumep, 3pUTPOMULIMH,
IWITHA3eM, BepamamMuil U (PIyKOHa30J) MOTYT MPHUBOAUTH K YBEIMUYEHUIO
KOHLIEHTpalMu aTopBacTaTMHa B IU1a3Me KpoBU. Ha (oHe oaHOBpEeMEHHOro
npumeHeHus: uHruoutopoB I'MI'-KoA-penykras3sl (CTaTUHOB) UM APUTPOMUIIMHA
OTMEYaJau  IMOBBIIMICHHBIA  PUCK  pa3BuTus  muonartuu.  McecnepoBaHus
B3aMMOJICUCTBUS  aMUOJApOHAa WJIM BepalmaMWwia M  aropBacTaTUHA  He
npoBOAMIUCH. I3BecTHO, 4YTO W amMHOJapoH, M BEparnaMuia UHTHOUPYIOT
aktuBHOCTh m3odepmenTa CYP3A4 u omHOBpEeMEHHOE TPUMEHEHHE JTHUX
npenaparoB € aTOpPBACTATUHOM MOKET MPUBECTU K MOBBIIICHUIO 3KCIO3UIUU
aTOpBAaCTAaTHHA. B CBA3M € 3TUM PEKOMEHAYETCS CHU3UTh MAKCUMAJBHYIO J03Y
aToOpBAacCTaTUHa W MPOBOJUTH COOTBETCTBYIOIIUA MOHUTOPUHI  COCTOSIHUS

nagueHTa IMpu OJHOBPCMCHHOM IPHUMCHCHHUMU C YMCPCHHBIMU I/IHFI/I6I/ITOpaMI/I
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uzopepmenta CYP3A4. Koutpons cieny
U Ha (OoHE U3MEHEHUS 103bI HHTHOUTODA.

I'emepubposun/chubpamoi

Ha ¢one npumenenus ¢uOpaToB B MOHOTEpANUU TMEPUOIUYECKH OTMEYATU
HE)KEJIaTeJIbHbIE PEaKlMM, B TOM 4YHCIe, paOJAOMHUOIIN3, KACAIOIIMICS CKEIETHO-
MBIIIIEYHOW CHUCTEMBI. PHUCK TakMX peakuwil BO3pacTaeT Opu OJHOBPEMEHHOM
npuMeHeHnn ¢GuOpaToB M aTopBacTaTHHA. B ciywyae ecam OZHOBPEMEHHOTO
IPUMEHEHUsl 3TUX IPENnapaToB HEBO3MOXKHO H30€XaTh, TO CIEAYET NPUMEHSTh
MUHUMAJIbHYIO 3((PEKTUBHYIO 103y aTOPBACTATHHA, a TAKXKE CIEAYET MPOBOJIUTH
PETYISPHBIN KOHTPOJIb COCTOSHUS MAIUEHTOB.

Dzemumud

[Ipumenenue 33eTMHuOa CBSI3aHO C Pa3BUTHEM HEXKENATENBbHBIX PEaKIHid, B TOM
yucie pabJOMHUONIN3a, CO CTOPOHBI CKEJIETHO-MBIILIEYHOM CUCTEMBI. PHCK Takux
peakuuii TOBBIIMIAETCS TIPU OJHOBPEMEHHOM TIPUMEHEHUH 33eTUMHOa W
aTopBacTatuHa. J|Jig TaKUX MallMEHTOB PEKOMEHYETCs TIATEIbHOE HAOII0ICHUE.
DpumpomMuyun/Kiapumpomuyut

[Ipn on1HOBpEMEHHOM MPUMEHEHUHU aTopBacTaTuHa U 3puTpoMuuuHa (1o 500 mr 4
pasza B cyTkH) win KiaputpomuiimHa (mo 500 mr 2 pasza B CyTKH), HHTHOUTOPOB
nzopepmenta CYP3A4, Habt01an0Ch NOBBIILIEHUE KOHIIEHTPALUKA aTOPBACTATUHA
B TU1a3Me KpoBH (cM. pasnenst 4.4 u 5.2).

Hneubumopol npomeas

OaHOBpeMEHHOE TPUMEHEHHE aTopBacTaTMHA C WHTMOMTOpaMU MpoTeas,
U3BECTHBIMH Kak wuHrHOUTOpHl m3odepmenta CYP3A4, compoBoxmaercs
YBEJIIMYEHUEM KOHIIEHTpAIMK aTOpBAacTaTHHA B IJIa3Me KPOBH.

Jlunmuaszem

CoBmecTHOE TPUMEHEHUE aTopBacTaThHa B 03¢ 40 Mr ¢ quiaTuazemMom B j103e 240
MT MIPUBOJUT K YBETUYCHUIO KOHIIEHTPAIIMU aTOpBacTaTHHA B IJIa3Me KPOBH (CM.
pasnen 5.2).

Lumemuoun
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COOTBETCTBYET
T 2004

(MOCNENOBA

K/IMHIYECKH 3HAYMMOTO B3aMMOJIEHCTBHS—aTopBacTaTHHA—C—HIMCTIIITHOM —HE
oOHapyXeHo (cM. pazaen 5.2).

Hmpaxonaszon

OnHoBpeMEHHOE NpPUMEHEHHE aropBacTtaThHa B jao3ax oT 20 mr go 40 mr u
uTpakoHasona B 103¢ 200 MI MPUBOAWIO K YBEJIMYECHHUIO 3HAYCHUS ILJIOIIAIN O]
KpuBOH «koHIeHTpanus-Bpems» (AUC) atopBacraTuna (cM. pasnen 5.2).

I petinghpymosulii cox

[TockonbKy rpedndpyToBbIi COK COAEPKUT OJUH WM 00Jiee KOMIIOHEHTOB,
KoTopble HHruoupyrotr uszopepmentr CYP3A4, ero upe3mepHoe mOTpeOIEHUE
(6onee 1,2 11 B 1eHb) MOXKET BbI3BATh YBEJIIMUEHNE KOHIICHTPAIIMU aTOPBACTATUHA B
1a3Me KpoBH (cM. pasnen 5.2).

Uneubumopwl mpancnopmuozo benka

ATopBacTaTuH MpeacTaBisieT co00il cyOcTpaT TpaHCHOPTEPOB (PEPMEHTOB NEUEHU
(cMm. pazmen 5.2).

CoBMecTHOE MPUMEHEHHE aTopBacTaThHa B 03¢ 10 MI M UKIOCIOpPUHA B J103€
5,2 MI/KT/CyT TPHUBOJIUIIO K TOBBIINICHUIO YPOBHS BO3JCHCTBUS aTOpBacTaTHHA
(cootnomrenne AUC: 8,7) (cm. pasnen 5.2). [IukiiocriopuH SBJISICTCS HHTHOUTOPOM
TPAHCIIOPTHOTO MoJuInenTuaa opranudyeckux anuoHoB 1B1  (OATPIBI),
OATPI1B3, nporenHa, acCOIMUPOBAHHOIO C MHOYKECTBEHHOW JIEKAPCTBEHHOM
ycroiunBocThio 1 (MJIY1) u Oenka pe3uCTEHTHOCTH paka MOJIOYHOM JKEJe3bl, a
takke CYP3A4, cnemoBarenbHO, OH IIOBBIIIAET YPOBEHb BO3JICHCTBUS
atopBactatuHa. CyTo4yHasi j03a aropBacTaTHHa HE JOJKHA MpeBbImath 10 Mr (cm.
paznen 4.2).

['mexanpeBup u mubOpentacBup sBisitorcs uarnoOuropamu OATP1B1, OATP1B3,
MJIY1 u Genka pe3UCTEHTHOCTH paka MOJIOYHOM KeJe3bl, CIe0BaTeIbHO, OHU
MOBBIMIAIOT YPOBEHb BO3JACUCTBUS aTopBacTaTnHa. CyTouHas J03a aTopBacTaTHHA
HE JT0JhKHA npeBbimath 10 Mr (cm. paznen 4.2).

CoBMecTHOE MPUMEHEHUE aTopBacTatuHa B 703¢ 20 Mr u JerepmoBupa B j103¢ 480

MI' B CYTKM NPUBOAWJIO K IIOBBIIICHUIO YPOBHA BOSI[GﬁCTBH?[ aTopBaCTaATHHA
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COOTBETCTBYE

DCNENO

(coornomenne AUC: 3,29) (cm. pasaen 5:2): umcpmunny SBASETCH MHINOUTOPOM
tpancnoptepoB P-gp, BCRP, MRP2, OAT2 wu mned4eHOYHOro TpaHCIOPTEpa
OATPIB1/1B3, Ttakum o0Opa3oM, OH YCHJIMBAE€T YpPOBEHb BO3JIECUCTBUS
atopBactatiHa. CyTouHas J103a aToOpBacTaTUHA HE JAOJKHA IpeBbImaTh 20 Mr (cM.
pasnen 4.2).

BenuunHa omocpeoBaHHBIX JieKapcTBEeHHBIX B3aumojneictBuit CYP3A wu
OATP1B1/1B3 Ha coBMecTHOE MPUMEHEHHUE MPEMapaTOB MOXKET OTINYATHCS MPH
OJTHOBPEMEHHOM  Ha3HAa4eHWH  JIETEpMOBHpa C  LUKIOCopuHOM.  He
PEKOMEHIYeTCsl MPUMEHATh AaTOPBACTATUH MAllMEHTaM, MOJIYyYAOIIMM Tepanuio
JIETEPMOBHPOM COBMECTHO C LUKJIOCIIOPHHOM.

OnbacBup u rpazonpeup spisitorcss unruouropamu OATP1B1, OATPIB3,
MJIY1 u Oenka pe3UCTEHTHOCTH paka MOJIOYHOM »KeJe3bl, CIe0BaTebHO, OHU
MOBBIIIAIOT YpPOBEHb BO3ACHCTBHUS aropBactatuHa. CleayeT NpPUMEHSTh C
OCTOPO’KHOCTBIO M B CAMOM HU3KOH HEOOXOaMMOH J103¢e (cM. paszzen 4.2).

Nunykrops! nzodhepmenra CYP3A4

CoBMecTHOE MPUMEHEHHE aTopBacTaTHHa ¢ MHAyKTopamu nuzopepmenta CYP3A4
(Hanpumep, ddaBupeH3zoM, puAMOUIMHOM WM [penaparamu  3Bepo0os
IPOJBIPSBICHHOIO)  MOXET  IPUBOJAWTH K  CHIJKEHHIO  KOHIIEHTpaluu
aTopBacTaTMHA B IUIA3ME€ KpPOBU. BcleacTtBue JOBOKWCTBEHHOIO MEXaHU3Ma
B3auMoneucTBus ¢ pudamnuiuHoMm (uHAykTropoMm u3zopepmenta CYP3A4 wu
uHrHOUTOpOM TpaHcroptHoro Oenka rematonuToB OATPIBI1), pekomenmyetcs
OJIHOBPEMEHHOE MPUMEHEHHWE aTopBacTaTUHA M pHU(PAMIUIUHA, TOCKOJIbKY
OTCPOYEHHBIA MpPHUEM aTopBacTaTWHA MOCIEe NpueMa pupaMIuIMHA MPUBOAUT K
CYILECTBEHHOMY CHM)KEHHUIO KOHLIEHTPALlMX aTOPBACTATHHA B IJIa3M€E KPOBH.
Opnako, BaMsSHUE puU@aMOUIMHA HA KOHUEHTpAIMI0 aTopBacTaTMHA B
renaTouuTax HEW3BECTHO M B CIIy4yae, €CIM OJHOBPEMEHHOTO IPUMEHEHUS
HEBO3MOXKHO M30€XaTh, CJIEAYyeT TINATEIbHO KOHTPOIUPOBATH 3(P(HEKTUBHOCTH
TaKoW KOMOMHALIUK BO BpEMs T€parnuu.

Anmayuowl
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OnHOBPEMEHHBIM MPUEM BHYTPhb CYCIEE
ATIOMUHUSL TUAPOKCHU, CHUXKAJI KOHIEHTPALUIO aTOpPBACTATHHA B IUIa3ME KPOBU
(m3menenune AUC: 0,66), oqHako crereHb CHKeHUs KoHneHTparuu XC-JITTHIT
MIPU STOM HE U3MEHSIACK.

Denazon

ATopBacTaTUH He BiHSeT Ha (HapMaKOKMHETHKY (eHa30Ha, MOITOMY
B3aMMOJICUCTBUE C JPYTUMHU TIpernapaTtaMu, METaO0OJU3UPYIONIUMUCS TEMH KeE
n30(epMeHTaMH IUTOXPOMA, HE OKUIACTCS.

Konecmunon

[Ipy 0OTHOBPEMEHHOM MPUMEHEHHUH KOJIECTUIIOJIA KOHLIEHTPALIMS aTOpBACTaTUHA B
ma3Me KpoBu cHkanachk (m3menenue AUC: 0,74); oqHaKO TUIOTUTTUIEMUYECKUAN
ahdexkT KOMOUHAIIMU aTopBacTaTMHA U KOJIECTHUIIONA MPEBOCXOAMJI TaKOBOM
KaXXJI0r0 MPETapara B OTIAEIbHOCTH.

J{ueokcun

[Ipy NOBTOPHOM IpHEMe TUTOKCHHA U aTOpBacTaThHa B 103€¢ 10 Mr paBHOBECHBIE
KOHIICHTPAIlMM JUTOKCMHA B IJJa3M€ KPOBUM He MeHsuuch. OaHako mpu
MPUMEHEHUU JUTOKCHUHA B KOMOWHAIIUM C aTOpPBACTaTUHOM B J03¢ 80 Mr/cyT
KOHIIEHTpaIusi JUrokcuHa ypenuuuBanack (m3meHenue AUC: 1,15). Tlaruentsi,
NOJIy4arol[ue JUTOKCMH B COYETaHMM C  aTOpBacTaTUHOM,  TpPeOYyrOT
COOTBETCTBYIOILIETO HAOIOICHHUS.

Azumpomuyun

[Ip1 oIHOBpEMEHHOM MIPUMEHEHUM aTopBacTaThHa B 03¢ 10 mr 1 pa3 B CyTku u
azutpomuniiHa B 1103¢ 500 Mr 1 pa3 B CyTKM KOHIEHTpalMs aTopBacTaTHHa B
IJ1a3Me KPOBU HE U3MEHSIIACK.

Ilepopanvuvle koumpayenmugwl

[Ipy  OOHOBPEMEHHOM  NPUMEHEHMM  aTOpBacTaTMHa W  MEPOpaIbHbIX
KOHTPAIENTUBOB, COAEPKALIUX HOPITUCTEPOH U ITUHUIIACTPAINOI, HAOIIOAAIOCH
MOBBIIIIEHWE  KOHIIEHTpauu HopatuctepoHa (u3menenne AUC 1,28) wu

sruHMIICcTpaauona (u3menenue AUC 1,19). Dtot addexT cnepyeT yduuThIBaTh
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IpH BHIOOPE MEPOPATBHOIO KOHTPAIECHTHBA AT —KEHIAHBY, —TPHHAMATOTeH ——

aTOpBACTaTHH.

Tepgpenaoun

[Ipu omHOBpEMEHHOM TPUMEHEHHH aTOpBacTaTWHA W TepeHaaHA KIMHUYICCKU
3HAYMMBIX U3MEHEHUHN (hapMaKOKMHETUKU TepdeHaIuHa HE BBISIBICHO.

Bapgapun

B kJIMHMYECKOM HCCIIEIOBAHUM Y TALIUEHTOB, PETYISPHO MOJYYAIOIINX TEPAUIO
Bap(hapuHOM IMpU OJHOBPEMEHHOM MPUMEHEHHMM aTtopBacTaTHHa B J103¢ 80 MTr B
CYTKH, TPUBOAUIO K HEOOJBIIOMY YBEJIWYECHHUIO MNPOTPOMOMHOBOIO BpPEMEHHU
npubausuTenbHo Ha 1,7 ¢ B Teuenue mepBbix 4 aHet Tepanuu. [lokazarernb
BO3Bpallajics K HOpME B TeueHHe 15 gHel tepanuu aropBactatnHoM. HecMoTps Ha
TO, YTO TOJIbKO B PEIKUX CJIydasX OTMEUAJId 3HAYUTEIbHOE B3aMMOJICHCTBUE,
3aTparuBaoIlee  AHTUKOATYJISHTHYIO  (QYHKUIHIO,  CJIEAyeT  OINpeAesIUTh
MpOTPOMOMHOBOE BpeMsl 1O Hayaja Tepalnuu aTopBacTaTUHOM Yy MAI[UE€HTOB,
MOTYYaIOIINX TEPANU0 KYMApUHOBBIMU aHTUKOATYJISIHTAMH, U JTIOCTAaTOYHO 4acTO
B TIEpPHOJ] Tepamuu, 4YTOObl MPEJOTBPATUTH 3HAUUTEIBHOE HW3MEHEHUE
NpoTpoMOMHOBOTO BpeMeHH. Kak TOJbKO OTMEUaroTCs CTaOWibHbIE LU(PPHI
MPOTPOMOMHOBOTO BPEMEHHU, €ro KOHTPOJb MOXXHO TIPOBOJUTH TaKXke, Kak
PEKOMEHAYIOT JUIsl TMAalMEHTOB, MOJYYalOIIMX KYMAapUHOBBIC aHTUKOATYJISTHTHI.
[Ipy u3MeHEeHMM A03bl aTOpBacCTaTMHA WJIM MPEKpAIleHUU Tepanud KOHTPOJb
MPOTPOMOMHOBOTO BPEMEHU CIIEYET MPOBECTH IO TEM K€ MPHUHITUIIAM, YTO OBLITU
omucaHbl BbIle. Tepamnusi aTOpBaCTaTUHOM HE ObLIa CBs3aHA C Pa3BUTHEM
KPOBOTCUCHUSI WM W3MEHEHUSMH MPOTPOMOMHOBOTO BPEMEHHU Yy TAIlMEHTOB,
KOTOPBIE HE MOJy4aIH JICUEHUE aHTUKOATryJISTHTAMHU.

Konxuyun

HecmoTtps Ha TO, 4TO HCCleA0BaHUS OJHOBPEMEHHOIO MIPUMEHEHUSI KOJIXUIMHA U
aTopBacTaTHHA HE IPOBOJAWINCH, UMEIOTCSI COOOIICHHS O Pa3BUTHU MUOIIATUH TIPU
NPUMEHEHUU JIaHHOW KomOuHanuu. Ilpu  OJHOBpEeMEHHOM MPUMEHEHUU

aTopBaCTaTHHA U KOJIXUIMHA CICOYCT CO6J'HOI[21TB OCTOPOIKHOCTB.
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Amnoounun
B uccienoBaHumM JIeKapCTBEHHOTO B3aWMOJICHCTBHUSL y 3J0POBBIX HCIBITYEMBIX,
COBMECTHOE MpUMEHEHHE aropBacTtaThHa B go3e 80 mMr m ammomunuaa 10 mr
OpUBEI0 K  KIMHWUYECKH  HE3HAYMMOMY  YBEIMYEHHUIO  KOHILIEHTPALUU
atopBactatuna (u3menenue AUC: 1,18).

Dy3udosas xucioma

Bo BpeMs mNOCTMapKETMHTOBBIX MCCIECJOBAHMM OTMEUAId CIIy4al pPa3BUTHUS
pabromMuonn3a y MalueHTOB, MPUHUMAIOIIUX OJHOBPEMEHHO CTATHHBI, BKIIIOUAs
aTopBacTaTUH W (Y3UAOBYIO KHUCIOTYy. MeXaHW3M JaHHOTO B3aMMOJCHCTBUS
HEU3BECTEH. Y NAIMEHTOB, JJIsl KOTOPHIX HCIOJb30BaHUE (PY3UI0BOM KHCIOTHI
CUMTAIOT HEOOXOJUMBIM, JIEYEHHWE CTaTUHAMHU JOJDKHO OBITH MpEKpalieHo B
TEYEHHE BCETO Mepuoja MpuMeHeHHs (y3u0BOM KUCIOTHL. Tepamus cTaTHHAMU
MO’KET ObITh BO30OHOBIJIEHA Yepe3 7 JHEH Mocie MocieHero npueMa ¢y3uaoBoi
KUCTOTHI. B HCKIIOUMTENBHBIX CiIyYasX, TAe HeoO0XoauMma MpOJOKHTEIbHAS
CHUCTeMHas Tepanus (y3u0BOM KHUCIOTOW, HAMpuUMeEp IS JICUYCHUS TSHKETIBIX
uH(peKui, HEoOXOIUMOCTh COBMECTHOTO TMPUMEHEHHUs aTopBacTaTUHA U
(by3uI0BOI KUCIOTHI TOJDKHA OBITH PACCMOTPEHA B KAXKJI0M KOHKPETHOM CiIydae
MOJI CTPOTUM HaOmroieHneM Bpaya. [lanueHT nomKkeH HeMeUIEeHHO O0paTUThCS 3a
MEAWIIMHCKOW TIOMOIIBIO TPHU TOSBIECHUH CHUMIITOMOB MBIIIEYHON CJIabOCTH,
YYBCTBUTEIBHOCTH UK OOJIH.

HDVFaH COIIYTCTBYVIOIIAA TCPAIINA

B KIMHHYECKMX UCCIEIOBAHUAX AaTOpPBACTaTUH NPHUMEHSUIM B COYETAHUHU C
TMIIOTEH3UBHBIMU CPEICTBAMM M 3CTPOI€HAMH B pPaMKax 3aMECTHTEIbHON
rOpMOHaJIbHOW Tepanuu. [Ipu3HAKOB KIMHMYECKH 3HAYMMOIO HEXKEIATEIbHOIO
B3aMMOJICUCTBUS  HE  OTMEYEHO;  MCCIEIOBAaHMA  B3aUMOJCUCTBUS  CO
cienu(pUUecKUMH MpernapaTaMi He TPOBOAMIIUCE.

Kpome TOro, ormedanoch TMOBBIIIEHUE KOHIIEHTPALMU aTOpBacTaTHHA MPHU
OJIHOBPEMEHHOM TMpPUMEHEHUU ¢ HHruOuTopamu nporeassl BUY (komOunHanmu

JOIIMHABUPA W PUTOHABHpPA, CAaKBUHAaBUpAa W PpUTOHABUpPA, JAapyHaBuUpa u
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pUTOHaBUpa, PocaMiipeHaBup, Gocammp

COOTBETCTBYET 3KCNEPTHOMY

|"'“' ‘.J_ I‘|"|‘|||

-~

OT LU UL

a_'\.l_

(MOCNELOBATENEHO CThb

OTUYETY
.|’r|4.

HCLDYIP v PYILUI‘ICLDYIPUlVl YL nCJll}_}Ylﬂal{”{ll}},

uHruOuTOpamMu rmporeasbl rematuta C (OomenpeBup, 310acBUP/TPa3ONpPEBUP,

CUMETIPEBHD),

KIAQpUTPOMHUIOWNHOM H HUTPAKOHA30JI0M. CJ'IGI[yeT CO6JII-O,ZI&TB

OCTOPOXKHOCTb IIPHU OJHOBPCMCHHOM IIPUMCHCHHH OJOTHUX IIPCIIApaTOB, a TAKIKC

MPUMEHSTH CaMy10 HU3KYIO0 3 (HEKTUBHYIO 03y aTOpBACTaTHUHA.

IIpenapar, 1o3upoBKa AToOpBacTaTHH
Jo3a (mr) N3menenue HN3meHnenue
AUC* Crnax™
HuxnocnopuH 5,2 mr/kr/cytku, | 10 Mr ogun pa3 B | 1 B 8,7 pa3za 18 10,7 paza
IIOCTOSIHHAS /1032 CyTKH, B T€UEHHE
28 nueit

Tunpanaup 500 wmr 2 paza B | 10 wmr, 1B 9,4 paza 1 B 8,6 paza
cyrku/puronaBup 200 mr 2 pasza B | OXHOKPaTHO
CYTKH, B T€UEHUE 7 AHEU
I'nexanpeup 400 wmr 1 pa3 B | 10mromunpasB | 1B 8,3 pa3za T B 22,00
cytku/mubpentacsup 120 mr 1 pa3 B | CyTKHU, B TeUCHUE pasa
CYTKH, B T€UEHUE 7 AHEU 7 nHeun
Tenanpesup 750 mr kaxasie 8 gacos, B | 20 mr, 1 87,9 paza 1 B8 10,6 paza
teuenue 10 gHen OJHOKPATHO
Onbacsup B moze 50 mr 1 pa3 B | 10w, 1B 1,95 paza 1 B 4,3 paza
cytku/rpazonpesup 200 Mr 1 pa3 B | OIHOKpAaTHO
CyTKH, B TeueHue 13 nHeit
bonenpesup 800 mr 3 pasa B cytku, B | 40 mr, 1823 paza 1 B2,7 paza
TeueHue 7 qHen OJHOKPATHO
Cumenpeup B no3e 150 mr 1 pa3 B | 40 mr, 1B 2,12 paza 1B 1,7 paza
CyTKH, B TeueHue 10 queit OJIHOKpPaTHO
JlonunaBup 400 wmr 2 pa3za B |20 mr onuH pa3 B | T B 5,9 pa3 1 84,7 pa3
cytku/putoHaBup 100 mMr 2 pasa B | CyTKH, B TE€UEHHE
CyTKH, B TeueHue 14 nueit 4 nHen
*CaKBI/IHaBI/Ip 400 mr 2 paza B cytku/ | 40 mr oquH pa3 B | T B 3,9 pasa 1 B 4,3 paza
putoHaBup 400 mr 2 pasa B CyTKH, B | CYyTKHM, B T€UEHHUE
TeueHue 15 nueit 4 nuent
Knaputpomunima 500 mr 2 paza B | 80 mr oaun pa3 B | T B 4,5 paza 1 B 5,4 pa3a
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(NOCOENQBATENLHOCTE 0004)

CYTKH, B TeUeHUE 9 qHEH CYTKI;=B=TeHeHHe
8 nHen
HapynaBup 300 wmr 2 paza B|10 mr 1 pa3 B | 1B3,4pa3a 12,2 paza
cytku/putoHaBup 100 Mr 2 pasa B | CyTKH, B TCUCHHE
CyTKH, B TeUeHHEe 9 qHEl 4 nueit
Utpakonazon 200 mr oguH pa3 B cytku, | 40 mr, 1B 3,3 paza 1 B8 1,20 paza
B TeueHue 4 nuen OJHOKPATHO
JlerepmoBup 480 Mr ouH pa3 B cyTkH, | 20 mr, 1 B 3,29 paza 182,17 paza
B TeueHue 10 quei OJHOKPATHO
®ocamnpenaBup 700 mr gBa paza B | 10 mr omuH pa3 B | T B 2,5 pa3a 1 B 2,8 pa3a
cytku/putoHaBup 100 Mr 2 pasza B | CYyTKH, B T€UCHHE
CyTKH, B TeueHue 14 nuei 4 nHen
®ocamnpenaBup 1400 mr 2 paza B | 10 mr ogun pa3 B | T B 2,3 paza 1 B 4,0 pa3a
CyTKH, B TeueHue 14 nuei CyTKH, B TE€UEHHUE
4 nHen
Hendunasup 1250 mr 2 pasa B cytku, B | 10 mr ogun pa3 B | T B 1,74 paza 1 B 2,2 pa3a
teueHue 14 quen CYTKH, B TEUEHHE
28 nueit
I'peiindpyrosslii cok, 240 M oaun pas | 40 wmr, 181,37 paza 181,16 paza
B CYTKH OJIHOKPAaTHO
Juntnazem 240 Mr onuH pa3 B cyTky, B | 40 mr, 181,51 paza 1 B 1,00 pa3za
TeueHue 28 qHen OJHOKPATHO
Oputpomui 500 mr 4 paza B cytku, B | 10 mr, 1B 1,33 paza 1B 1,38 paza
TeueHue 7 qHen OJHOKPATHO
AwmnogunuH 10 Mr, OTHOKpaTHO 80 mr, 181,18 paza 180,91 paza
OJIHOKpPaTHO
Humernaun 300 mr 4 pa3a B cytku, B | 10 mr oaun pa3 B | | B 1,00 pa3a | B 0,89 paza
Te4eHHE 2 HeJleNb CyTKH, B T€UEHHE
2 Henenb
Konectunon 10 mr 2 pasa B cytku, B | 40 mr ogun pa3 B | He ycranoBneno | | B 0,74%*
TeueHue 24 Henenb CYTKM, B TEUCHHE pasa
8 Henenb
Maanokc TC® 30 M ouH pa3 B cytku, | 10 mr onun pa3 B | | B 0,66 paza 1 80,67 paza
B TeueHue 17 nuen CYTKH, B TEUCHHE
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15 nue#
Ddasupens 600 mr ogun pa3 B cytku, B | 10 mr, B Teuenne | | B 0,59 pasza ! B 1,01 paza
TeueHue 14 nHeit 3 nueu
Pudamnunun 600 mr oguH pa3 B cyTkH, | 40 mr, 1B 1,12 paza 1B 2,9 pa3
B TeueHue 7 JHEH (OJHOBPEMEHHOE | OJJHOKPATHO
npumenenne)’
Pudammnunun 600 mr oguH pa3 B cyTkH, | 40 mr, 1 B 0,20 paza | B 0,60 paza
B TEYCHHE S5 JHEHW (pa3AelbHBINA | OJJHOKPATHO
HpI/IeM)T
'emdubposmn 600 mr 2 pasza B cyTku, B | 40 mr, 1B 1,35 paza 1 81,00 paza
Te4yeHue 7 Hen OJIHOKPaTHO
®enodubdpar 160 mr omuH pas B cytku, | 40 mr, 1B 1,03 pa3za 1 B 1,02 paza
B TEUCHHE 7 THEU OJHOKPATHO

& TlpescraBieHo OTHONIGHME THIIOB TEpAIHH (COBMECTHOE NPHMEHEHHE Mpenapata BMeECTE C
aTOpBacTaTHHOM B CPaBHEHHH C TIPHMEHEHHEM TOJIBKO aTOPBACTATHHA)

" Ilpu 3HaumTensHOM HOTpeGIeHHH rpeiindpyToBoro coka (> 750 Mm — 1,2 I B CyTKH) OTMeYaiH
oompiree yBenmaenue AUC (o 2,5) n/mmu Crax (10 1,71);

" Ha ocHOBaHMH 06pa3lia, B3TOr0 OAHOKPATHO yepes 8-16 4acos mociie npreMa Ipenapara;

" Tax kax pudammumuH o6najaeT ABOMHBIM MEXAHH3MOM B3aHMOJIEHCTBUS, PEKOMEHYETCS BBOIUTH
aTopBacTaTMH M pUGaMIMIUMH OJHOBpEeMEHHO. bonee mO3aHMI npueM aropBacTaTuHa MOCIHE
pI/I(i)aMHI/I]_II/IHa CBs3aH CO 3HAYUTCIIbHBIM CHM)KCHUEM KOHICHTPAIUX aTOPBAaCTaTUHA B IJIa3ME€ KPOBH.

: 2:[03]:1 CaKBI/IHaBI/Ipa/pI/ITOHaBI/Ipa, IMPUMCHABIIUCCA B TAHHOM UCCIICJOBAHUHN OTIINYAIOTCA OT 1O3UPOBOK,
KOTOPBIC HUCIIOJIB3YIOTCSA B KIIMHUYECKOM ITPAKTHKE. CnenyeT YUUTBIBATh, YTO MOBBINICHUC 3KCIIO3UIINN
aTopBacTaTHHa NpPU KIMHAYECKOM NPUMEHEHUH, CKOpee BCEero, BbIlIC, YeM HaOI0AaeMoe B JIAHHOM

HCCIIeOBaHUN. B CBSA3HM ¢ 3TUM CICOYyCT IPUMECHATH Hanbosee HU3KYIO 103y aTOpBacCTaTUHaA.

Bausnaue aTopBaCTaTiHa Ha d)aDMaKOKI/IHeTI/IKV APYTHUX MIpCIiapaToB

ATOpPBaCTATHH IIpenapar, npuMeHsieMblii O/ITHOBPEMEHHO C ATOPBACTATHHOM,
A03UPOBKA
Ipenapar/[do3a (mr) | U3meHeHue AUC* | Mi3smenenne Cra™
80 Mr oauH pa3 B CyTkH, B | AnTUnuput 600 mr, 1B 1,03 paza 1 80,89 paza
TeueHue 15 nueit OJHOKPATHO
80 mMr oauH pa3 B CyTkH, B | Jlurokcun 0,25 mr 181,15 pa3za 1B 1,20 paza

teueHue 10 nuei OJIMH pa3 B CYTKH, B

teuenue 20 gHEN

40 mr oivH pa3 B cyTkH, B | [lepopanbHbie
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TeueHue 22 nHei KOHTPAUEIITUBBI Ot
pa3 B CYTKH, B 181,28 paza 181,23 paza
TeUYCHHE 2 MECSLIEB
-HOPATUHAPOH | Mr
- ATUHUJIACTPAANOI 35

MKT

10 mMr, ogHOKpATHO Tunpanasup 500 mr 2 | 1 B 1,08 paza 1 B 0,96 paza
pasa B
cytku/puronasup 200
MT 2 pa3a B CYTKH, B

TedeHue 7 nHel

10 Mr oxuH pa3 B cytku, B | @ocamnpenasup 1400 | | B 0,73 pa3za | B 0,82 paza
TeueHue 4 e MI 2 pa3a B CYTKH, B

teuenue 14 nHen

10 Mr oxuH pa3 B cytku, B | @ocamnpenasup 700 | 1 B 0,99 paza 1 B 0,94 paza
TeueHue 4 qHer Mr 2 pasa B CyTKH /
putonasup 100 mr 2
pasa B CyTKH, B

Teuenue 14 naein

&
Hpe,Z[CTaBJ'IeHO OTHOLICHUEC TUIIOB TCpalnun (COBMeCTHOG NpUMCHCHHUC IIp€riapata BMECTC C

aTOPBACTAaTUHOM B CPABHCHUU C IPUMCHCHUEM TOJIBKO aTOpBaCTaTI/IHa)

4.6 ®epTUIBLHOCTH, 0€PEMEHHOCTDH U JIAKTAIUA

JKeHIMHB 1ETOPOIHOTO BO3pacTa

JKeHIMHBI eTOPOAHOrO0 BO3pacTa BO BPEMS JIEUEHUS JOJDKHBI IOJIB30BATHCS
COOTBETCTBYIOIIUMH METOJJaMH KOHTpareniuu (cM. paszaen 4.3).

bepeMeHHOCTE

AToOpBacTaTUH MPOTHBOMNOKA3aH K MPUMEHEHHUIO MPU OCPEMEHHOCTH (CM. pasjeln
4.3).

be3omacHOCTh MpUMEHEHHsI BO BpeMsi OCpPEeMEHHOCTH He Oblla MOATBEPKICHA.
Cpenu OepeMEHHBIX KEHIIUH KOHTPOJUPYEMbIC KIMHUYECKUE HCCIEIOBAHUS C
aTOPBAaCTaTUHOM HE MPOBOJAUIUCH. OTMEYAINCh PEAKUE CIydau BPOXKICHHBIX

aHoManuii mocne BozaeiicTBust nHrnOuTopoB [’ MI'-KoA-penykrasbl (CTaTUHOB) Ha
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wiog BHYTpUyTpoOHO. B wuccrnenosat
TOKCHUYECKOE BIIMSHUE Ha PETPOTYKTUBHYIO (DYHKIIHIO.

[Ipu mpueme aropBacTaTMHa OEPEMEHHOMN >KEHIIMHOM BO3MOMHO CHUXEHUE Y
IJI0Jla YPOBHEN MEBAJIOHATa, KOTOPBIN SABIIAETCS MPEIINIECTBEHHUKOM OMOCHHTE3A
XOJieCTeprHA. ATEPOCKIIEPO3 SABIAECTCS XPOHUUYECKUM MPOILIECCOM, U, KaK MPABUIIO,
OTMEHA THIOJIUIHIEMUYECKIX JIEKAPCTBEHHBIX CPEACTB BO BpeMs OEpeMEHHOCTH
OKa3bIBAECT JIUIIb HE3HAYUTEIBHOE BIUSHUE HA JOJITOCPOUYHBIN PUCK, CBA3AHHBIN C
NEPBUYHON TUIIEPXOJIECTEPUHEMUEH.

B cBm3u ¢ stum, ATOPBACTATHUH He cnemyer Ha3Hadyarb OEpeMEHHBIM
KEHIIMHAM, JKEHIIMHAM, TUIAHUPYIOLUM OepeMEHHOCTh, WM MPH MOJA03PEHUH Ha
o6epemennocts. HeoOxonumo ormenuth npueM ATOPBACTATHUHA na Bpems
OepeMEHHOCTH WM JI0 YCTaHOBJICHUS OTCYTCTBHUS OepeMEHHOCTH (cM. pasien 4.3).
Jlakranms

HewnsBecTHO, BbIAENSIETCS JIM aTOPBACTaTHH WM €ro METa0OJUThI B TPYIHOE
MOJIOKO y 4eloBeKa. B uccienoBaHusX Ha KpblcaX KOHUEHTpAIMU aTOpBAaCcTaTUHA
U €ro aKTUBHBIX METAa0OJHUTOB B IJIa3ME KPOBU aHAJIOIMYHBI TAKOBBIM B MOJIOKE.
[lo mpuuMHE pa3BUTUS PHUCKA CEPbE3HBIX MOOOYHBIX 3A(PPEKTOB, KEHIIUHBI,
npunumatromne ATOPBACTATHH, He nomKHBI KOPMUTH CBOMX JETEW T'PYJIbIO
(cMm. pasnen 4.3). Ilpumeneane ATOPBACTATHUHA npoTuBomnoOKa3aHo B EPHOJIEC
TPYIHOTO BCKapMiiuBaHus (cM. pazaen 4.3).

DepTHILHOCTD

B wuccnenoBaHusix Ha JKMBOTHBIX aTOpPBACTaTMH HE OKas3blBaJl BIMSHUS Ha
(bepTIIIBHOCTD y CaMIIOB JINOO CaMOK.

47 Biansinue Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHU CPeICTBAMHU U
padoraTb ¢ MEXaHU3MAMHU

Haunueix o BaussHuu npenapatra ATOPBACTATHUH na cnocoOHOCTh yNpaBisTh
TPAHCIIOPTHBIMU CPEJCTBAMU W 3aHUMATHCSl MOTEHIMAIBHO OIMACHBIMH BUIAMU
JEATECIbBHOCTH, TPEOYIOUIMMHM  TIOBBIIMICHHOW  KOHIEHTpAllMM BHUMAaHUS U

OBICTPOTHI TICUXOMOTOPHBIX peakiuii, HeT. OJIHAKO, Y4YUThIBas BO3MOXHOCTb
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COOTBETCTEBYET 2K li:_ [NEFTHOMY OTYETY

ot 20.04 2026 N= 8038

NOCNEOOBATENEHOCTE 0004)

r
Pa3BUTHS TOJIOBOKPYKEHUS, CIAEAYET COOTMFOAATE

MEPEUYUCIICHHBIX BUIOB JCSATEILHOCTH.
4.8 HexesnareibHbIC peakMu

PesroMme HeXelnaTeILHBIX DEAKITNN

YactoTa BOZHUKHOBEHUSI HE)KEIATEIbHBIX JICKAPCTBCHHBIX PEAKIIMA ONpeieicHa B
cooTBeTcTBUM C Kiaccupukarmeir BO3: ouenp wacto (>1/10), wacto (>1/100, HO
<1/10), meuacto (>1/1 000, vHO <1/100), peaxo (=1/10 000, o <1/1 000), oueHb
penko (<1/10 000), gactoTa Heu3BecTHa (HA OCHOBAHUM HMMEIOIIMXCS JaHHBIX
OLICHUTh HEBO3MOXKHO).

Hnghexyuonmnvie u napasumapnovie 3a001e6aHUA.

4acTo — Ha30(apUHTUT.

Hapywenus co cmoponul kposu u aumgamuyeckou cucmemvl:

peIKo — TPOMOOIIUTOIICHHMS.

Hapywenus co cmoponvl ummynnou cucmembvl:

94acTo — aJNIEPTUYECKUE PEaAKIINU;

OYEHb PEIKO — aHA(DUITAKCHS.

Hapywenus co cmoponuvl obmena gewyecme u numanusi:

4acTO — TUIEPTIIUKEMHUS;

HEYaCTO — TUIIOTIIMKEMUS, YBETMICHHE MACCHI TeIa, AaHOPEKCHUS;

4acTOTa HEM3BECTHA — CaxapHbIA AMA0eT: 4acTOTa Pa3BUTHS 3aBHCHUT OT HaJIUYHUs
WIM OTCYTCTBHS (PAKTOPOB pHCKa (KOHIICHTpAlMs TJIFOKO3bl HATOIak > 5,6
MMOJIB/TI, HHAeKe Macchl Tema (MMT) > 30 kr/m° MOBBIIIEHHAs KOHICHTPAIHS
TPUTIUIIEPUIOB, apTepUaibHas TUTIEPTCH3US B aHAMHE3¢).

Hapywenus co cmoponwl ncuxuku:

HEYaCTO — «KOIIIMApPHBIE» CHOBUICHUS, OECCOHHUIIA,

4acTOTa HEM3BECTHA — JCTIPECCHSL.

Hapywenus co cmoponbl Hep8HOU cucmembi.:

YacTO — rOJIOBHAS OOJIb;
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HCYACTO — TOJIOBOKPYKCHHC, HNAPCCTC3ET, THIICCTCIYT, HAPYIICTHNC BKYCOBOTO
BOCHPUSITHS, aMHE3HS;

peako — nepudepudeckas Helponarus;

4acTOTAa HEU3BECTHA — MOTEPS WIIM CHUYKEHUE MTAMSTH, MUACTEHUS I'PaBUC.
Hapywenus co cmoponwst opeana 3penusi:

HEYACTO — BOBHUKHOBEHHE (IEJIEHBI» NEPE] TI1a3aMu;

PEIKO — HAPYIIEHUE 3PEHUS.

4acTOTa HEU3BECTHA — IJIa3HAsA MUACTEHUS.

Hapywenus co cmoponsl opeana ciyxa u 1a6upuHmusle HapyUeHus.:

HEYacTo — LIyM B YyIIaX;

OYEHb PEIKO — IOTEPS CIIyXa.

Hapywenus co cmoponwvl OvixamenvHou cucmemsl, Op2aHo8 2pyOHOU KIemKu U
cpedocmeHusL:

4acTo — 00JIb B TOpJie, HOCOBOE KPOBOTEUECHUE;

YacTOTa HEU3BECTHA — EAUMHUYHBIC CIy4Yal HWHTEPCTULIMATBHOTO 3a00JIeBaHUSA
JErKuX (0OBIYHO MPH JIIUTETLHOM MPUMEHEHHH ).

Hapywenus co cmoponvl srceny0ouno-KuuieuHo20 mpaxkma:

4acTo — 3a10p, METEOPU3M, JUCIIENICHs], TOLIHOTA, AUApes;

HEYaCTO — pBOTA, 00JIb B )KMBOTE, OTPBIKKA, MTAHKPEATUT, TUCKOM(OPT B KUBOTE.
Hapywenus co cmoponsl neuenu u scenuesvbigo0sauux nymei:

HEYACTO — I'EIaTuT;

pelKo — XoJecTas;

OYEHb PEIKO — MEUECHOYHASA HEAOCTATOYHOCTb.

Hapywenus co cmoponsl Kodtcu u NOOKOINCHBIX MKAHELL:

HEYACTO — KpaIlMBHUIIA, KOXKHBINA 3y/1, KOXKHAs ChIIb, AJIONEIHS;

pEAKO — AHTHOHEBPOTHYECKMA OTEK, OyJjie3Has Chillb, MOJUMOpPQHAS
9KCCylaThBHAsg odpurteMa (B ToM uyuciae cuHjapom CruBeHca-/[>xoHcoHA),
TOKCUYECKUM MU AePMaAIbHBIN HEKposin3 (cuHapom Jlaitena).

Hapywenuﬂ CO CMOPOHDBI CKeeMmHO-MbIUEUHOU U COCOUHUMENbHOU MKAHU:
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4acTO — MHAITHs, apTpairus, 0o
IPUITYXJIOCTh CyCTaBOB, OOJIb B CIIMHE, MBIIIIEYHO-CKEJIETHBIE O0JIH;

HEYacTo — 00JIb B 1I€€, MbIIIEYHAas CI1a00CTh;

pPEAKO — MUONIATHUSA, MUO3UT, pabJIOMUOJIN3, TEHANHONATHS (B HEKOTOPBIX CIIydasiX
C pa3pbIBOM CYXOKUJIHSA);

4aCcTOTa HEU3BECTHA — NMMYHOOIIOCPEAOBAHHAs HEKPOTU3UPYIOIIAS] MUOTIATHSA.
Hapywenus co cmoponsl nonogulx op2anosg u MoJIOYHOU JHCENe3bl:

HEYacTO — UMIIOTCHIINS;

OYEHb PEJIKO — THHEKOMACTH.

Obwue paccmpolicmea u HapyuweHus: 8 Mecme 66€0eHUsL:

HEYacTO — HEJIOMOTaHUE, ACTEHUYECKUI CUHIPOM, O0JIb B IPpyAH, Iepu(epruyecKkue
OTEKH, ITOBBIIIEHHAs] YTOMIISIEMOCTb, JINXOPAJIKA.

Brusnue na pezynomamsi 1a60pamopHuIx u UHCMPYMEHMATbHBIX UCCIe008AHULL:
4acTO — OTKJIOHEHHE OT HOPMBI pPE3yJbTaTOB «IedeHOuHbIX» TecToB (ACT u
AJIT), noBbIlIEHNE AKTUBHOCTHU CHIBOPOTOUHOU KDK;;

HEYACTO — JICUKOUUTYPHUSI;

YacToTa HEHM3BCCTHA — IIOBBINICHHE KOHIIEHTPAIMU TIIHKO3UIMPOBAHHOTO
remorioouna (HbAL).
eTn

[Tobounbie peakuuu, cBsizanHble ¢ npuemom mnpenapata ATOPBACTATHH, no
KOJIMYECTBY HE OTJIMYAJIUCh OT peakiuii Ha ¢oHe mpuema rianedo. Haubomnee
YacThIMU PEAKIUSIMU, BHE 3aBUCUMOCTH OT YaCTOThl KOHTPOJS, SBISIJIUCH
uHDEKIuY.

Hetm um mnoapoctku B Bo3pacte or 10 mo 17 1ner, KoTopble JICUUIIUCH
aTOpBACTATUHOM, HUMeNIM  Npopuiab  MOOOYHBIX  A(PPEKTOB,  KOTOPHI
COOTBETCTBOBaJl OOBIYHO TAaIMEeHTy, Mojdy4aBmiemy Iutane6o. HaubGomnee
pacnpoCTpaHEHHBIMU ~ TOOOYHBIMH  3PdeKTamMu, KOTOpble  HaAOIIOAAIUCH
HE3aBUCUMO OT OLEHKHM MPUYUHHO-CJIEJCTBEHHBIX CBSI3e B 00EUX rpyIax, ObUIn

uHpexuu. B xome 3-neTHero mccineaoBaHUs IS OIEHKH OOIIETO CO3PEBAHUS U
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pa3BuTusA, craguu 1o TaHHepy, a

HaOIOMAJIOCh KIIMHWUYECKH 3HAYMMOTO BJIIMSHHUS HA POCT M TIOJIOBOE CO3PEBaHUE.
[Ipoduib 0e30MacHOCTH W MEPEHOCUMOCTH y JIeTed U MOAPOCTKOB B OCHOBHOM
COOTBETCTBOBAJI H3BECTHOMY MTPOQIITIO O€30MTaCHOCTH aTOpBACTaTHHA y B3POCIBIX
MaIMEHTOB.

baza maHHBIX MO KIMHUYECKOW OE30MacCHOCTH TaK)XE BKIIIOYACT B CeOs JTaHHBIC,
nojgydyeHHble oT 520 ManreHTOB AETCKOTO BO3pPACTa, MOJYyYaBIIMX aTOPBACTATHH.
N3 Hux: 7 manueHToB ObUIM Miasmie 6 jer, 121 manueHT — B Bo3pacte oT 6 j10 9
net, 1 392 nanveHTa HaxoAwiIuch B Bo3pacte oT 10 mo 17 ner. Ha ocHoBaHum
UMEIOIINXCS JIAHHBIX 4YacTOTa, THM W CTENEHb THKECTU MOOOYHBIX 3PPEKTOB Y
JIETEN CXO0KH C aHAJOTUYHBIMU MMOKA3aTENSIMU Y B3POCIIBIX.

[Ipy  npuMeHEHUM  OTHACJBHBIX  CTATMHOB  HAOMIOAQINCH  CIEIYIOLIUE
HeXenaTeNbHble TOO0YHbIE I (DEKTHI:

- HapyIlI€HHE MOJI0BOM (DYHKIINH;

- IETIPECCHs;

- B HCKJIIOYMTENBHBIX CIIy4asX, OCOOCHHO TpU JJIUTEIBHOW Teparuu,
UHTCPCTUIMANIbHAS 00JIC3Hb JIETKUX (CM. pasnen 4.4);

- CcaxapHbli Ua0eT: YacToTa 3aBUCUT OT HAJWYMs WA OTCYTCTBUS (haKTOPOB
pucka (caxap B KpoBU HaToiak > 5,6 mmouns/n, UMT > 30 KI/M’, TIOBBILICHHBIC
YPOBHU COACPKAHUS TPUTIIULICPUJIOB, UMEIOIIASICS TUTIEPTOHUS).

COO6HIGHHG O IMOAO03PECBACMbBIX HCKCIATCIIbHBIX PCAKIINUAX

Baxxno cooOmars O TMOAO03pEBAaEMBbIX HEXKENATENbHBIX PEaKIHUAX IMOCIe
perucTpaluy mpernapaTa C LEeabl0 00ecredeHHss HENpPEepbIBHOIO MOHUTOPUHTA
COOTHOULICHHSI «IOJIb3a — PHUCK» JIGKAPCTBEHHOTO IMpernapata. MeauIMHCKUM
paboTHUKaM  pEeKOMEHAyeTcs  coo0marb O  JIIOOBIX  MMOJ03pEBAEMBbIX
HE)KEJIATeNIbHBIX peakIusX JIEKapCTBEHHOIO IIperapaTa uepe3 HallMOHaJIbHbIe
CHUCTEMBI COOOIICHHUS O HEXKEIATENbHBIX PEAKIHsIX TOCYJapCcTB — YJICHOB
EBpa3niickoro 5KOHOMUYECKOIO COr03a.

Poccniickas ®@enepanms
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denepanpHas cyx)0a mo Hag3opy B cepe 3npaBooxpanenus (PoczapaBHanazop)
Tenedon: +7 (800) 550 99 03

DrekTpoHHas mo4ra: pharm@roszdravnadzor.gov.ru

Caiir; http://www.roszdravnadzor.ru/

4.9 Ilepeno3upoBka

Crnemuduyeckoro aHTHAOTa s JICYEHHUS  TEPEJO3UPOBKM  IpEmapaTom
ATOPBACTATUH Her.

B caydae mepemo3upoBKH CIEIyEeT MPOBOAWTH CHMITOMATHUECKOE JICYCHHE IO
Mepe HeoOxoaumocTH. Crenyer mpoBecTH (YHKIMOHAJIbHBIE TECThl MEUEHU U
KOHTposmpoBaTh akTUBHOCT, K@K. Tlockonbky mpenapaT akTUBHO CBSI3BIBACTCS C

OeJIKaMH IJ1a3Mbl KPOBH, FeMOJIMain3 Hed(pPEeKTUBEH.

5. PAPMAKOJIOTMYECKUE CBOMCTBA

5.1 ®apmakoauHaAMHUYEeCKHE CBOMCTBA

dapmakoTepaneBTUYECKas Tpynmna: runonunuaemuyeckoe cpeactso — ['MI-KoA-
peAyKTa3bl HUHTUOUTOP.

Kong ATX: C10AA05

MexaHusM JIENCTBUSA

ATOpBacTaTUH - CEJIEKTUBHBIN KOHKYpeHTHbIM nHruoutop ['MI'-KoA-peaykrassl,
KJIIOYEBOro (hepMeHTa, MPEBPaIlaoNIero 3-THIpPOKCH-3-MeTUaraoTapui-KoA B
MEBAJIOHAT — MPEAIIECTBEHHUK CTEPOUJIOB, BKIIOUAs XoyecTeprH. CHHTETUYECKOE
TUITOTUIIUAEMAYECKOE CPENICTBO.

Yy HalMEHTOB C TOMO3UTOTHOM u reTepPO3UTOTHON CceEMEMHOHN
TUIEPXO0JIECTEPUHEMUEH, HECEeMEMHBbIMU (OpMaMH TUIMEPXOJECTEPUHEMUU U
CMELIaHHOW JTUCIUIHUAEMHEN aTOpBAaCTAaTUH CHMXKAET KOHLIEHTPALMIO B ILIA3ME
kpoBu o6mero xosnectepuna (XC), XC-JIITHIT u anmo-B, a Takxe xonecrepuHa

JUNONpPOTeMHOB oueHb Hu3koW mioTHocTH (XC-JIIIOHIT) u TI', BbI3bIBaeT
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MOBBIICHUC KOHLCHTPAIUN XOJCCTCpUHAAVMITOITPOTCHHOB BBICOKOT llJlUan.\.«Ll/l
(XC-JIIBII).

AtopBactatuH cHmkaeT KoHueHTpamuioo XC u XC-JIITHII B mma3me Kposw,
uHrnoupys I'MI'-KoA-penykrasy U CHHTE3 XOJECTEpUHA B IEUEHU U YBEIMYHUBAs
YHUCJIO «e4eHOYHbIX» penentopoB JIITHII na moBepXHOCTH KIIETOK, YTO MPUBOIUAT
K YCWJIEHMIO 3axBara u karabonuzma XC-JIITHIL.

AtopBactatu yMmenbinaeT oOpazoBanue XC-JIITHIT u uucno wactuin JIITHII,
BBI3BIBACT BBIPAXKEHHOE U CTOMKOE noBbiieHne aktuBHocty JIITHII-penenTopos B
COYETAaHUU C OJaronpuATHHIMU KadecTBEHHbIMU u3MeHeHusiMmu JITTHII-yacTun, a
Takke cHuxaeT koHueHTtpauuto XC-JIITHII y nanueHTOB ¢ TOMO3WTOTHOM
HACJICJICTBEHHON CEMEWHOM THUIIEPXOJECTEPUHEMHUEN, YCTOWUYMBOM K TEpAIUU
JPYTUMH THNOJUIUAEMUYECKUMH CPEICTBAMMU.

dapmakomaaMuyeckre dhdhexTo

AtopBactaTuH B n103ax oT 10 mr 10 80 Mr cHmkaer koHueHntparuioo XC ra 30-46
%, XC-JIITHIT — na 41-61 %, ano-B — Ha 34-50 % u TT" — Ha 14-33 %. Pe3ynbrars
Tepanuu CXOJIHBI y MallUEHTOB c reTepO3UrOTHOU CEMENHOU
rUnepxojieCTepuHeMueli, HeceMeWHbIMU (GoOpMaMU THUMNEPXOJIECTEPUHEMHUHN U
CMENIaHHOW TUTICPJIUITUIEMHUEH, B TOM YUCJIE, Y MAIIMEHTOB C CaXapHbIM AuabeToM
2 TUMna.

VY manueHToB ¢ U30JMPOBAHHON THIEPTPUTIIMUEPUAEMUCH aTOPBACTATUH CHUKAET
KOHIeHTparuio obmiero xonecrtepuna, XC-JIITHII, XC-JITIOHII, amo-B, TI' nu
OBBIIIAET KOHLICHTPALIUIO XC-JITIBII. Yy AIUECHTOB C
JTUCOETAUIIONPOTEUHEMHUEH aTOPBACTATHH CHUYKAET KOHIICHTPAIMIO XOJIECTepHUHA
JUTIONPOTEMHOB MTpOoMeKYyTOUHOM TnoTHOCTH (XC-JITIIIIT).

VY mnamuentoB ¢ runepaunonporenHemued tuna Ila um IIb mo kmaccudukanuu
dpeapuKkcoHa cpeHee 3HaueHue MoBbimieHus KoHueHTpanuu XC-JITIBII npu
aedeHnn aropBactaTuHoM (10-80 Mr) mo cpaBHEHMIO C MCXOJHBIM IOKa3aTesieM

coctaBisier 5,1-8,7 % wu He 3aBUCHT OT A03bl. MMeercs 3HAYUTEIBHOE
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JA0303aBUCUMO€ CHHMXKXCHHUEC BCINMYHWHBI COOTHOICHIIT. OO AUJlCCl;p-Yil;//XC
JIIBIT u XC-JIITHIT/ XC-JITIBII na 29-44 % wu 37-55 %, COOTBETCTBEHHO.
AtopBactaTuH B 03¢ 80 MI' JOCTOBEPHO CHM)XKAET PUCK Pa3BUTHS MIIEMHYECKUX
OCJIO)KHEHHI M cMepTHOCTh Ha 16 % mnocne 16-HenenbHOro Kypca, a pPHCK
MOBTOPHOM TOCMUTAIM3allMU [0 TIOBOJy CTEHOKapJMU, COMPOBOXKAAIOIICICS
NpU3HAaKaMu HWIIEMUM MHOKapjaa, Ha 26 % (udccinegoBaHUE YMEHBIIEHUS
BBIPAKEHHOCTU MIIEMUHM MHOKapAa Ha (OHE MHTEHCUBHON TMIOJUIMHUAEMUYECKON
tepanuu (MIRACL)). ¥V nanueHToB ¢ pa3iuyHbIMU UCXOJHBIMU KOHIIEHTPAIUSIMU
XC-JIITHIT atopBacTaTH BBI3BIBAET CHHKEHUE PUCKA UILIEMUYECKUX OCIIOKHEHUN
U CMepTHOCTh (y TalueHTOB ¢ uH(apkToM MHOKapjaa 0Oe3 3yoma Q wu
HECTAOWJIbHOW CTEHOKApAMEW y MYXYHWH, JKEHIIUH M y MAIMeHTOB B BO3pacTe
MOJIOXKE U cTapiie 65 Jier).

CHuxenue koHreHTpauuu B 1iazMe kpoBu XC-JITHII nyumie koppenupyer ¢
JI030M aropBacTaTWMHa, 4Y€M C €ro KOHUEHTpauuel B IuiasMe KpoBu. Jlo3y
OJIOMPAIOT C YYETOM TepareBTHYECKOTo 3 dekra (cM. pazmen 4.2).

Knnanueckas 23dhhEeKTUBHOCTH U 0€30ITaCHOCTD

TepaneBtuueckuil 3pPeKT qoCTUTACTCS Yepe3 2 HeAenH MOce Havajla Teparuu,
JIOCTUTaeT MaKCUMyMa 4depe3 4 HeJeNn U COXPaHSETCs] B TEYCHHE BCEro Mepuojia
Tepanuu.

Ilpogunaxmuxa cepoeuno-cocyoucmsix 0Cl0HCHEHUL

AtopBactaTuH B n03€¢ 10 Mr CHUXAeT OTHOCHUTENbHBIM PUCK pa3BUTHUA
KopoHapHbIX ocnoxkHeHun (MbC ¢ neTaibHbIM UCX0/I0M U He(aTalbHbIA HHPAPKT
muokapaa (MM) Ha 36 %, obmme cepaedHo-cOCyIUCThie OCIOXKHEeHus Ha 29 %,
dartanpHBIM U HedaTaTbHBIA WHCYIBT Ha 26 % (uccienoBaHWe aTOpBACTATHHA Y
nareHToB ¢ Al u pakropamu pucka (ASCOT LLA)).

Caxapuvlii ouabem

Y manueHTOB ¢ caxapHbIM JHa0ETOM Tepamus aTOpBAcCTaTUHOM CHIDKAET
OTHOCUTEJIBHBIA PUCK Pa3BUTHS OCHOBHBIX CEPACYHO-COCYIMCTHIX OCIOXHEHUHN

(patanpubii U HedaTanpHbd MIM, Oe300meBas uiemMuss MHOKap/aa, JIETAIbHBINA
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ncxon B pe3yiibTaTc O6OCTpeHI/I$I }/IBC, HecTaOvITEHas CTCHORAPATTT,

IIYHTUPOBAaHUE  KOPOHAPHOM  apTepUH, YPECKOKHAas  TPaHCIIOMUHAIbHAs
KOpOHapHasi aHTMOIJIACTHKA, MPOLEAYpbl peBACKYIIsIpU3alK, UHCYIBT) Ha 37 %,
UM (datanbubii u  HedatanbHblil) Ha 42 %, wuHCynsT (daTajbHBId U
HedaTanbHbI) Ha 48 % BHE 3aBUCUMOCTU OT IOJja, BO3pacTa NAlUEHTa WU
ucxogHol konueHtpauuu XC-JIIIHIT (uccinemoBanuwe aropBacTaThHa MpU
caxapaoM auadere 2 tuna (CARDS)).

Amepocknepos

VY naunuentoB ¢ MBC atopBactatul B 103¢ 80 MI/CYT NPUBOAUT K YMEHBIIECHUIO
obmero oowema artepombl Ha 0,4 % 3a 1,8 Mecsama Tepanuu (HMcciaeaOBaHHE
OOpaTHOTO pa3BUTHS KOPOHAPHOI'O aTepocKkiepo3a Ha (OHE MHTEHCUBHOM
runoaunuaeMudeckoi tepamuu (REVERSAL)).

IloemopHnuiu uncynom

AtopBactaTuH B A03€¢ 80 MI' B CYTKM YMEHBIIAET PUCK MOBTOPHOrO (paTasibHOTrO
WM He(daTaaTbHOTO MHCYJIbTA y NMAMEHTOB, NepeHecnX UHCYIbT uiu THUA 6e3
NBC B anamHese (ucciefoBaHue MO MPOQPHIAKTUKE UHCYNIbTA MPU MHTEHCHBHOM
cHIKeHNMU KoHmeHTparuu xonectepuna (SPARCL)), va 16 % mo cpaBHEHHIO C
wiane6o. Ilpu 3TOM 3HAYUTENBHO CHUXXKAETCA PUCK OCHOBHBIX CEpAEUHO-
COCYIUCTBIX OCJIOKHEHHA W Tpoueayp peBackyisipuzauuu. CokpalieHue pucka
CEpJIEYHO-COCYIUCThIX HAPYIICHUW NpPHU TEepanuy aTopBaCTaTUHOM OTMEYaeTcs y
BCEX IpyNI NAUMEHTOB, KPOME TOM, KyAa BOLLIM MALMEHThl C MEPBUYHBIM WU
MOBTOPHBIM T€MOPPArnYECKUM UHCYIBTOM.

Bmopuunas npoghunaxmuxa cepoeurno-cocyoucmsix ociodicHeHu

YV mnammentoB ¢ MBC aropBactatud B g03e 80 mr, mo cpaBHeHHio ¢ 10 wr,
JIOCTOBEPHO CHW)XA€T OTHOCUTENbHBIA PHUCK pa3BUTUS OOJBLIUX CEpICYHO-
COCYIUCTBIX coObITHi Ha 22 %, HedatanpHoro MM (He CBSI3aHHOTO ©C
nporeaypaMu peBackyisipuzanuu) Ha 22 %, dartaneHoro u HedaTaabHOTO

WHCYIbTa Ha 25 % (cpaBHEHHE BHICOKOMHTCHCUBHOW TEparuu aTOPBACTATUHOM U

32



TEpaul YMEPEHHOM HMHTEHCUBHOCTHU

uccienoBanust TNT)).

5.2 PapMaKkOKHHeTHYECKHE CBOICTBA

AOcop0bims

ATopBacTaTUH OBICTPO BCACHIBAETCA IOCIE MPUEMa BHYTPb: BPEMs JTOCTUKECHUS
ero MmakcumanbHOM KoHIEeHTpauuu (T ,.¢) B m1a3me KpoBu coctaBisieT 1-2 yaca. Y
JKEHILMH MakcuMajbHasg KoHUeHTpauusi atopBactaTuHa (C,,,) Ha 20% Bbile, a
AUC — na 10 % Hmxke, yeM y MyxunH. CTenieHb BCAaChIBaHUSA U KOHILIEHTpAIUs B
Mja3Me KPOBU TMOBBIMIAIOTCA  MPOMOPLUUOHAIBHO J03€e. buomoctynHocTh
atopBactatuHa B ¢Gopme Tabierok coctaBisier 95-99 % mo cpaBHEHHIO C
aTOpPBACTATUHOM B BHJI€ pacTBOpa. AOCOIIOTHAsE OMOIOCTYITHOCTh — OokoJio 14 %, a
CUCTEMHasi OMOJOCTYNHOCTh MHTMOUPYIOUIEW AKTUBHOCTH B OTHOWIEHWH ['MI'-
KoA-penykraszsl — okoso 30 %. Huskast cucteMHas OMOA0CTYITHOCTh OOYCIIOBJICHA
MPECUCTEMHBIM METAa00JIM3MOM B CIM3UCTON O00OJOUKE KEITYT0YHO-KUIIIEUYHOTO
TpakTa W/WIM TPU «IIEPBUYHOM MPOXOXKICHUM» Yepe3 meueHb. [lpueM mnumm
HECKOJIPKO CHHAeT CKOPOCTh M CTeneHb abcopOumu npemapara (Ha 25 % u 9 %,
COOTBETCTBCHHO, O YEM CBHJICTCIILCTBYIOT pe3y/abTarhl onpeaeiacHus Cpa 1 AUC),
onHako cHwxkeHue XC-JIIIHII cxomHo ¢ TakoBbIM TMpU  HNPUMEHEHUU
aTopBacTaThHa Hatouak. HecMoTpsi Ha TO, 4TO TOCJE MpUeMa aTopBacTaTUHA B
BEUEpHEE BpeMs €ro KOHLEHTpauus B 1miazMe KpoBu Huke (Cp, u AUC,
npuMepHo, Ha 30 %), 4yeM mociie mpreMa B YTPEHHEE BPEMS, CHUKEHUE
koHueHTpauu XC-JIITHII He 3aBUCHT OT BpeMEHU CYTOK, B KOTOPOE MPUHUMAIOT
npenapar.

Pacnopenenenne

Cpennuii o0beM pacnpeesieHus aTopBacTaTiHa coctaBiisieT okoso 381 1. Cesisb ¢
Oenkamu TIa3Mbl  KpoBu He MeHee 98 %. OTHomeHWe coaepkaHusi B
APUTPOIUTAX/TINIA3ME KPOBU COCTaBIAET 0KoJio 0,25, TO €CTh aTropBacTaTHH IJIOXO
MIPOHUKAET B APUTPOIIUTHI.

buorpanchopmanys
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ATOpBaCTaTI/IH B 3HAQUYHUTEJIBHOM CTEIICHM lVlUla6UJIYIJl/1P_yUlb)1 C U6paJUDar1ﬂUW1
OpTO- W TAParuapPOKCHIIMPOBAHHBIX MPOU3BOJHBIX M PA3TUYHBIX MPOIYKTOB [3-
okuciaeHus. In Vitro opto- U maparuIpOKCUIMPOBAHHBIC METAOOIUTHI OKa3bIBAIOT
uHruoupyroniee aeiicreue Ha ['MI'-KoA-penykrasy, conoctaBUMOE € TaKOBBIM
atopBactatuHa. [IpumepHo 70 % cHuxenus aktuBHoctd ['MI'-KoA-peaykrassl
IPOUCXOJUT 3a CYET JACWCTBUS AaKTUBHBIX LUPKYJIHPYIOUIUX METa0OJIUTOB.
PesynbraThel wucciemoBaHuid IN VItFO Jal0T OCHOBaHHS MPEIIOJIOXKHTH, YTO
uzopepment CYP3A4 nmeueHu wurpaer BaxHyl0 poOJib B  MeTaboJU3Me
atopBactatiHa. B momb3y 3Toro (axkta CBUIETENBCTBYET IOBBILICHUE
KOHIICHTpAI[MM aTOpBacTaTMHA B IUIa3ME€ KPOBU MPU OJHOBPEMEHHOM IIpUEME
DPUTPOMUIIMHA, KOTOPBIM  SABJISIETCS UHTHOMTOPOM  3TOro  u30(hepMeHTa.
HccnenoBanust in VItro Takxke moka3aid, 4TO aTOPBACTATHH SIBISICTCS CIaOBIM
unruoutropom uzodpepmenta CYP3A4. AtopBacTaTUH HE OKa3bIBACT KIMHUYECKU
3HAYMMOI'O BJIMSIHUS HAa KOHIICHTPALMIO B IJIa3Me€ KPOBHU TepdeHaauHa, KOTOPbII
MeTaboIM3upyeTcs, riaaBHbIM o0pa3oMm, uzopepmentoMm CYP3A4, mostomy ero
CYIIIECTBEHHOE BIIUSHHE Ha (hapMaKOKMHETHKY APYTHX CyOCTpaToB m30(hepMeHTa
CYP3A4 manoseposiTHo (cMm. pa3zaen 4.5).

DIIMMUAHAIMS

ATOpBacTaTUH U €ro METaOOIUTHI BRIBOISTCS, TJIABHBIM 00pa3oM, C JKEJIUbIO TIOCIIE
NEYEHOYHOT0  W/MJIM  BHENEYEHOYHOro Meradojim3ma  (aTopBacTaTUH  HE
MOJIBEPraeTCsl BbIPAKEHHOW KHUIIIEYHO-TICUCHOYHOM penupkysiuu). Ilepuos
nonyBbiBeficHus (Ty,) coctaBisger okoio 14 4acoB, MpU 3TOM HHTHOUPYIOIIHIMA
sabdext npemapata B oTHOomieHuu I MI-KoA-penykrazer npumepno Ha 70 %
OTIPECNIACTCS AKTUBHOCTBIO IIUPKYIUPYIONUX METAOOIUTOB M COXPAHIETCS] OKOJIO
20-30 yacoB Onaromaps wux Hamuuuto. Ilocie mnpuema BHYTpb B Moue
oOHapy»uBaeTcs MeHee 2 % OT MPUHATOM 1036l Iperapara.

ATOpBacTaTUH SIBJISIETCS CYOCTpaToM [jIsi TPaHCHOPTEPOB (DEPMEHTOB IEUCHH,
tpancroprepoM OATP1B1 u OATP1B3. Merabonutamu aropBacTaTHHA SBISIIOTCS

cyoctpatel OATP1B1. AtopBactatun Takke UACHTU(UIUPYETCS Kak cyOcTpar
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Tpa"cnopTepoB oTToka MJIY1 u Genka {
KOTOpBhIE MOTYT OTPAaHHYMBATH KHUIICYHYIO aOCOpPOIMI0O M OWIMApHBIA KIMPEHC
aTopBacTaTUHA.

JInna moXuiioro Bo3pacra

KoHueHTpauu atopBactaTvHa B IJla3Me€ KPOBU MAlMEHTOB cTapiie 65 JeT BbIle
(Cinax mpumepHo Ha 40 %, AUC npumepno Ha 30 %), yeM y B3pOCIbIX NallUEHTOB
MOJIO/I0TO Bo3pacTta. Paznuumii B 3hpexTHBHOCTH U 6E€30MMaCHOCTH IMpernapara, Wiu
JOCTHXKEHUM TeJIeW TUMOJUMUIEMUYECKON Tepanuu y MOXKWIbIX MalMEHTOB I10
CPaBHEHHUIO ¢ OOIIEH MOMysAIueil HE BBISBICHO.

[Hon

KoHueHTpanuu aropBacTaTMHa B IUJIa3M€ KPOBU Y JKCHIIUH OTIUYAIOTCS OT
aHAJIOTUYHBIX TOKa3aTenel y MyxuuH (mpumepHo Ha 20 % Boitie 1151 Crax 1 HA 10
% nmwxe nus AUC). OgHako Kakux-auM00 KIMHUYECKU 3HAUYMMBIX Pa3uduil B
JICHCTBUY Ha JIUIHIBI MEXKAY MY>KUYMHAMH U KCHIIIMHAMU HE HAOJII01aI0Ch.

[loyeuHast HETOCTATOYHOCTH

Hapymienne ¢GyHKIMM MOYEK HE BIMSAET HAa KOHIEHTPALMIO aTOpBacTaTWHA B
1ia3Me KpOBU WJIM €ro BIUSIHUE HAa MOKa3aTelld JUIUAHOTO OOMEHa, B CBS3U C
ATUM U3MEHEHHE J103bl Y NAIUEHTOB C HapyleHueM (yHKIUHU MOYeK He Tpebyercs
(cMm. paznen 4.2).

HccemenoBannii IPUMEHEHMsS] aTOPBACTAaTWHA Yy IMAIMEHTOB C TEPMUHAIBHOU
CTaJAMEN TIOYEYHONW HEJOCTATOYHOCTH HE NPOBOJAWIOCH. ATOpBacTaTUH HE
BBIBOJIUTCS B XOJ€ TEMOAMAIN3a BCIEICTBUE HWHTEHCHBHOTO CBSA3BIBAHUS C
OekamMu TUTa3Mbl KPOBH.

[IeueHouHas HEOAOCTATOYHOCTD

KonnenTpanus npenaparta 3HaunuTeSlbHO NoBbIMAaeTCs (Coax OpUMEpHO B 16 pas,
AUC npumepno B 11 pa3) y nanmeHToOB € aIKOTOJbHBIM IUPPO30M IEUEHH (KI1acc
B o knmaccudukanum Yavna-I1et0) (cm. pasaen 4.3).

[Homumopdbuszm SLCO1B1
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IleyeHOuHBIII 3axBaT BCEX HHIHOUT ,
aTOpBACTaTHH, IPOUCXOTUT ¢ yuactueM Tpancrnoprepa OATP1BI1. V nmaunentosn ¢
reHetnyeckuM  nosmmmopdusmom  SLCOI1B1  wumeercss pucKk  TOBBIIICHUS
HKCMO3UIIUHA aTOPBACTATHHA, YTO MOXKET MPUBECTHU K MOBBIIICHUIO PUCKA PA3BUTHUS
pabmomuonuza. Ilonmumopdusm rena, komumpyromero OATP1B1 (SLCO1B1
c.521CC) cBsazan ¢ nossimeHuem skcno3uiuu (AUC) aropBacratuna B 2,4 pasza
[0 CPaBHEHHIO C TMalMeHTaMH O0e3 TaKoro TeHOTUIIMYECKOTO HW3MEHEHHus (C.
521TT). Hapymenue 3axBara aropBacTaTHHA II€UCHBIO, CBSI3aHHOE C
TEHETUYECKUMU HaApYIICHUSIMU, TaKXKE€ MOXKET HAOIIOJaThCs y TaKUX MaIlMEHTOB.
Bo3moskHbIe OCTeACTBUS B OTHOIIEHUU 3()(PEKTUBHOCTH HEU3BECTHBI.

eTH
B 8-HemenbHOM OTKpHITOM HCCleAoBaHWMU JeTh (B Bo3pacte 6-17 neT) ¢
IE€TEPO3UTOTHON CEMEWHOU TMIIEPXOJIECTEPUHEMUEN U UCXOJAHOM KOHUEHTpauuen
xosiectepuna-JIITHIT > 4 mmoip/n mony4yaid Tepanuio aTopBacTaTUHOM B BHJIE
YKEeBaTeNbHbIX Ta0JeTOK 5 Mr win 10 Mr wim TabaeToK, MOKPBITHIX 000JIOYKON B
no3e 10 mr wmm 20 Mr oguH pa3 B CYTKH, COOTBETCTBEHHO. EAMHCTBEHHOI
3HAUUTEIBPHOM KOBapuaTod B (PapMaKOKMHETHUYECKOW MOJENW TOIYJISIUH,
MoJIyJarolieil  aTtopBactatuH, Obuta Macca Tena. Kaxymuiics  KiIMpeHc
aTOpBACTATUHA y JAETEW HE OTIMYAJICd OT TAKOBOI'O y B3pPOCHbIX MALMEHTOB IpPH
ANIOMETPUYECKOM M3MEpPEHHMH MO Macce Tena. B nuamaszone aecTBus
aToOpBacTaTMHAa M O-TUAPOKCHMATOPBACTATHHA OTMEYAJIOCh IOCIEI0BATEIbHOE
camwxkenue XC-JIITHIT u XC.
5.3 JlaHHbIe JOKJIMHUYECKOH 0€30IaCHOCTH
B JOKIMHWYECKMX JaHHBIX, MOJYYEHHBIX MO pe3yJbTaTaM CTaHAAPTHBIX
uccienoBaHuii  (papmakosoruuecko  0e30MacHOCTH,  TOKCHYHOCTH  IpHU
MHOTOKPAaTHOM BBEJEHUU, T€HOTOKCUYHOCTH, KAHIIEPOT€HHOIO MOTEHIHAIA U
PENpPOYKTUBHOM U OHTOT€HETUYECKOW TOKCUYHOCTH, OCOOBIM Bpe JIJIsl YeI0oBeKa

HC BBISIBIJICH.
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

e _
o1 20.04 2026 Nz 3038

(MOCNEODBATENBEHOCTE 0004)

6. DPAPMAILIEBTUYECKUE CBONCTBA
6.1 Ilepeyenb BcnoMorareibHbIX BellleCTB

ATOPBACTATHUH, 10 mr, Ta0JeTK, IOKPHIThIE INIEHOYHON 000JI0YKON

JlakTO3B1 MOHOTHPAT

[enmrono3a Mukpokpuctamandeckas (tTum 102)
[ToBumon K-25

Kanpuus kapOoHat

Marnus creapar

Hatpus kpaxman raukosar (tum A)
KpocnoBunon

KpemHust tnokcua KoJIOUIHbIN
Cocmag 06010uKU:

['unipomeriosa

Turtana nuokcun (E171)

Maxkporon 400

Humetukon 100

ATOPBACTATHUH, 20 mr, TaOJIETKHA, HOKPHITHIE INIEHOYHOW 000JI0YKOM

JIakTO3bI MOHOTHIpAT

[enmtono3a Mukpokpuctammndeckas (tun 102)
IToBunon K-25

Kanbius kapbonar

Marnus creapar

Hatpus kpaxman raukosar (tum A)
KpocnoBuon

KpemHus 1uokcua KoJuTou THbIN
Cocmag obonouxu:

I'unipomernnosa

Turtana nuokcun (E171)

Makporon 400
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Humetukon 100

ATOPBACTATHUH, 40 mr, TaOJIETKH, ITOKPHITHIE TNIECHOYHON 000JIOYKOU

JlakTO3BI MOHOTHIPAT

[enmtono3a Mukpokpuctammnyeckas (tun 102)

[ToBunou K-25

Kanbius kapOboHat

Marnus creapar

Hatpus kpaxman riaukosar (Tym A)

Kpocnosunon

KpemHust tnokcua KoJUIOUIHbIN

Cocmag 0b6010uKU:

['unpomertosa

Turana quokcun (E171)

Makporoin 400

Jumetukon 100

6.2 HecoBMecTHMOCTD

He npumenumo.

6.3 Cpok roaHocTu (CpOK XpaHeHUs )

3 roxa.

6.4 OcoOble Mepbl MPEAOCTOPOKHOCTH PU XPAHEHU U

XpaHUTh B 3alIUIIEHHOM OT CBETa MECTE MpH Temreparype He Boiiie 25 °C.
6.5 Xapakrep u coaep:KkaHue NEPBUYHON YIIAKOBKH

[To 10 Tabnerok B KOHTYpHYIO S4YEHKOBYI0 YHAKOBKY W3  IUJICHKH
MOJIMBUHWIXJIOPUIHON U (DOTBTH aFOMUHUEBOM MEYaTHOM JIAKUPOBAHHOM.
1, 2, 3, 4, 5, 6, 9 KOHTYpHBIC SYCHKOBBIC YMAaKOBKM BMECTE C MHCTPYKIIMEH IO

MPUMEHEHUIO MMOMENIAIOT B MAYKy U3 KapTOHA /IS MOTPEOUTETHCKON Taphl.
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6.6 OcoBbie MephI NPEIOCTOPOKHOCTH TP YHHITOKENHI HCOITE30BANHOTO——

JIEKAPCTBEHHOI'0 Npenapara WM 0TX0A0B, MOJYYEHHBIX MOCJIe NMPUMEHEHUs
JIEKAPCTBEHHOT'0 Npenapara u Apyrue MaHUuNyJIsIUU ¢ MpenapaTomM

OcoObie TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
Poccuiickaa ®enepanus,

OBILECTBO C OI'PAHUYEHHOI OTBETCTBEHHOCTBIO
«[TIPAHAD®APM» (OO0 «ITPAHADAPM»)

443068, r. Camapa, yn. HoBo-Canosas, nom 106, kopmyc 81

ten. (846) 334-52-32, 207-12-61

dakc (846) 335-15-61, 207-41-62

e-mail: info@pranapharm.ru

WWW.pranapharm.ru

7.1 lIpeacraBuTe)ib JepKaTesisi PperucTPalMOHHOI0 YI0CTOBEPEeHHs

[Tperen3un norpeduTeIEr HAIPABIAIOT 10 aAJIPECY:

Poccuiickaa ®enepanus,

OBIIECTBO C OT'PAHMYEHHOM OTBETCTBEHHOCTbBIO
«ITPAHADOAPM» (OO0 «ITPAHADAPM»)

443068, r. Camapa, yn. HoBo-Canosas, nom 106, kopmyc 81

ten. (846) 334-52-32, 207-12-61

dakc (846) 335-15-61, 207-41-62

e-mail; info@pranapharm.ru

WWW.pranapharm.ru

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA

9. JIATA MNEPBHYHOI PETMCTPALIMMA (IIOATBEPKIEHMS
PETUCTPALIMM, IEPEPETUCTPALIAN)
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JlaTa mepBUYHON pErucTpanuu:

10. JATA IEPECMOTPA TEKCTA
O6miass  xapaktepuctuka JekapctBeHHoro mnpemnapata ATOPBACTATHUH
JOCTYIHA Ha HH()OPMAIIMOHHOM TopTaje EBpa3uiickoro 5KOHOMHYECKOTO COI03a B

MHPOPMAIIMOHHO-KOMMYHHUKAIIMOHHOM cetn «HTepHEeT™» http://eec.eaeunion.org/
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