COOTBETCTEYET 2KCNEPTHOMY OTYETY
or 10.01.2024 Nz 160
WHCTE yKHH}Iﬂ OCNENOBATENEHOCTRL 0001)

Mo MCIUIMHCKOMY NPUMCHCHHUIO JICKAPCTBCHHOT'O IIpCIiapara

KAQYDT®
PerncrpanuoHHblii HOMep:
Toprosoe HanmeHoBanue: Kaxys>t®
MexayHnapoaHoe HeNnaTEeHTOBaHHOEe WJIH rPynnupoBoOYHOE HANMEHOBAHHE:.

aMJIO,Z[I/IHI/IH+aTOpBaCTaTI/IH .

JlexapcTBenHas oopma: TaOIETKH, TOKPBITHIE TNIEHOYHON 000I0UKOH.

CocraB

B 1 Tabaerke COACPKHUTCA:

eticmeytowue eewyecmsa: aMnoaunuH (B Buae amuoaunuua 6esunara) 5,0 (6,94) mr umu 10,0
(13,87) mr, atopBactatut (B Bue aropBactatuna kaubiwus) 10,0 (10,85) mr unu 10,0 (10,85) wmr.
Bcnomocamenvhvie sewecmea: xanviusa kapOonat 33,15 mr m 33,15 mr, kpockapmesiosa
Hatpus 6,0 mr u 6,0 Mr, HeI0I03a MUKpOKpUcTauinueckas 24,26 mr u 17,33 mr, kpaxmain
npexenarnau3upoBanHbid 15,0 mr u 15,0 mr, moymcop6ar 80 0,40 mr u 0,40 mr, rumpoinosa 2,0
Mr 1 2,0 Mr, KpeMHUs TUOKcHa Kosutouausid 0,65 mr u 0,65 mr, maruus creapat 0,75 mr u 0,75
Mr, TuieHouHass obonouka Omanpait Il 6emwiit 85F28751 3,0 mMr (mabaemxku 5 me + 10 me)
(monmuBUHUIOBKIA crupT 1,2 mr, tutana auokcun 0,75 mr, makporon (I19T) 3000 0,606 wmr,
tanbk 0,444 mr), uieHodHas obonmouka Omapaii |l romy6oit 85F10919 3,0 mr (mabaemku 10 me
+ 10 me) (monuBuHWIOBBIA cnupT 1,2 mr, Tutana auokcun 0,645 mr, makporon (II3IY) 3000

0,606 wmr, JaK aTfOMHHHEBBIN Ha 0OCHOBE MHAUTOKapMuHa 0,105 mr, tansk 0,444 wmr).

Onucanue

Tabaemku 5 me + 10 me: oBaJIbHBIC TAOJIETKH, TOKPBITHIE TUICHOYHON 000JI0YKOH, O€JI0TO 1BETA.

Ha omnoti cropone nHaneceno “Pfizer”, na apyroit — “CDT” u “051”.

Tabnemxu 10 me + 10 me: oBajgbHBIE TAOJNETKH, MOKPBITHIE MICHOYHONW 000JI0YKOH, roixydoro

nBera. Ha onHoit cropone Haneceno “Pfizer”, na apyroit — “CDT” u “101”.

dapmakoTepaneBTHYECKAs] TPYNIA: TUIOJUIHIEMHUUCCKUE CPEACTBA; TUIIOIUITAICMUYCCKIEC
Cpe}ICTBa, KOM6I/IHaHI/II/I; TUITOJIUNIINACMHUYCCKUEC CpeHCTBa B KOM6I/IHaHI/II/I C prrI/IMI/I
CpeCTBaMHU.

Kox ATX: C10BX03
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ot 10.01.2024 N= 160
(NOCNEOQCBATENBEHOCTL 0001)

dapmakoJIornyecKue cBoiicTBa

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

Dapmakoounamuka

Kany>1® — 3TO0 KOMOMHMPOBAHHBINA ITIperapar, NpeJHA3HAUECHHBIH IS JIEYeHHs COYETAHHBIX
CEPJICYHO-COCYIUCThIX  3a00JieBaHMK  (apTEepHAIbHOM  THUIEPTCH3UM/CTCHOKAPAHH W
JTUCTUTTUICMUN ).

Mexanusm neiicTBus

AMJIOUTIUH — 3TO MPOU3BOJIHOE IUTUAPONUPUINHA, OJIOKATOP «MEIJICHHBIX» KalbI[UEBBIX
ka"asioB (BMKK), a aTopBacTaTiH — THIOJUIIUAEMUYECKOE CPEJICTBO, HHTHOUTOP 3-THAPOKCH-
3-metrirnyTapmikodH3uM A (maruoutop ['MI-KoA-peaykrasbl). AMIiI0IUNUH/aTOPBACTATHH
UMeEeT JBa MEXaHHW3Ma JCHCTBHS: aMJIOJUIMH WHTHOUPYET TOK KaJbIUS 4Yepe3 MeMOpaHbI B
[JIaIKOMBIIIEYHBIC KJIETKH M KapJAMOMHUOIUTHI, a aTOPBACTATHH CEJIEKTUBHO M KOHKYPEHTHO
unruoupyer ['MI-KoA penykrasy, koropas katanusupyer mnpespamienne [MI-KoA B
MEBaJIOHOBYIO KUCIOTY (IIPEIIIECTBEHHUK CTEPOHIOB, BKIOYas xonectepuH). [lo BnusHuiO Ha
cucronnueckoe aprepuanbHoe paBinenue (CAJl), amactonmumyeckoe apTepualbHOE aBIICHUE
(JIAJI) ¥ KOHIEHTPAlUHMIO JUIONPOTENHOB Hu3KoM motHoctH (JITTHIT) mpemapar Kamyst®
CYIIECTBEHHO HE OTIMYAETCS OT MOHOTEPANIUU aMJIOAUITMHOM U aTOPBACTATUHOM.
DapmakoOUHAMUKA AMAOOUNUHA

AmiiogunuH OJIOKHPYET TOCTYIJICHHE MOHOB KabllUs depe3 MeMOpaHbI B TJIaIKOMBIIIIEYHBIC
KJIETKM MUOKapAa M COCyJ0B. MeXaHW3M TUIIOTEH3WBHOTO JEUCTBHUS aMJIOJUIMHA O0YCIOBJICH
OpsIMBIM ~ pacclaONAIoOMIMM BIUSHUEM Ha TIAAKHE MBIIIBI COCyN0B. TOYHBIA MeXaHH3M
JEUCTBUS aMJIOAUIIMHA MPU CTEHOKAPJIUU OKOHYATEIbHO HE YCTAHOBJIEH, OJJHAKO U3BECTHO JIBA
MyTH YMEHBIIICHUS UIIIEMUH MHOKap/1a TO/1 IEHCTBUEM aMJIOAUITHHA!

1. aMJIOJIUIIMH pacIIupseT nepudeprudeckue apTeproibl U TaKUM 00pa3oM CHIKAeT odIiee
nepudeprudeckoe COMPOTHBICHUE (MIOCTHATPY3KY). YacToTa CepeUHbIX COKpAIlEHUN MpU ITOM
HE W3MEHSETCs, YTO, CJIEIOBAaTEIbHO, MNPUBOAUT K YMEHBIICHUIO HAarpy3Kd Ha Cepale,
CHIDKEHUIO TMOTPEOJICHHS SHEPTHH U TOTPEOHOCTU B KUCIIOPOJIE;

2. MEXaHU3M JCHCTBUS aMJIOJUIIMHA, BEPOSTHO, TAaK)Ke BKIIOYAEeT B ceOs pacimpeHue
[JIaBHBIX KOPOHAPHBIX apTEpPUl M KOPOHAPHBIX apTEepUOJI KaK B HEU3MEHEHHBIX, TaKk U B
MIIEMU3UPOBAHHBIX 30HAaX MHUOKapja. VX nunartanusi yBeIWYUBAET MOCTYIUIEHHE KUCIOpOJa B
MHUOKapJ] y TAIMEHTOB C BA30CMACTHYECKOW CTeHOKapauen (creHokapausi [IpuHiMerana wmu
BapuWaHTHAs CTEHOKApIWs) ¥ TMPEJOTBpAIlaeT pPa3BUTHE KOPOHAPHOW BAa30KOHCTPHKIINU,
BBI3BAaHHOM KYpEHHUEM.

Y nmnauMeHToB ¢ apTepUaNbHOM TUIIEPTEH3MEW pa3oBas CyTOYHas J03a aMJIOJUIIHMHA
obecrieunBaeT KIWHAYECKH 3HAYUMOE CHWXKEHWE apTrepuanbHoro maienus (AJl) Ha

MPOTSKEHUH 24 4acoB KaK B MOJOXKEHHUH «IEkKay», TaK U «CTos». [Ipu dusnosornueckoM ypoBHe
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 10.01.2024 N= 160

pH aMJIOJWIIHH MPEACTABICH B BUIEC HOHH3HPOBAHHOTO! EB%&H]—E%'KJ]%‘B&%%J&%}&TCH

MOCTENIEHHBIM B3aMMOJIEUCTBHEM C pELEeNTOpaMy KalbI[MEBBIX KaHAJIOB, B CBA3UM C YEM
OTMEYaeTCsl MOCTENEeHHOe HacTyruieHue 3¢ ¢ekra. brarogaps MemyieHHOMY Hayally AEWCTBUS
aMJIOJIUIIMH HE BBI3BIBAET OCTPYIO ApTEPUATBHYIO TUIIOTEH3UIO.

VY nmanuyeHToB O CTEHOKapAUEH NMPUMEHEHHE aMJIOJUIIMHA | pa3 B CyTKM YBEJIMYUBAET BPEMs
BBITIOJTHEHUS (PU3MYECKON HAarpy3Kd, NPEJOTBpAIIaeT Pa3BUTHE NPHUCTYNA CTCHOKAPAWH U
nenpeccun cermeHra ST (Ha 1 MM), CHMXKAET 4YacTOTy IPUCTYIOB CTEHOKAapJIuH, MO3BOJIET
COKpPATUTh KOJIMYECTBO MOTPeOsIeHUsI TaOJIETOK HUTPOIJIULIEPHHA.

AMJIOUNIUH HE OKa3bIBaeT HEOJIAronpUATHOTO BIMSHUSA HA OOMEH BEIIECTB U JIMMUIBI TIa3Mbl
KPOBU M MOXET MPUMEHSTHCS Y MAIMEHTOB C OPOHXHMAJIBHOM acTMOM, cCaxapHbIM JUAOETOM U
MOJArpou.

BbI10 OTMEUYEHO, YTO aMJIOJUIIMH MIPEAYHpPEKIAET MPOTrPECCUPYIONIEE YTONIIIEHUE HHTHUMBI-
MEJUU COHHBIX apTepuil. Y MalMUEHTOB, MOJYYAIOIINX aMJIOJUIIMH, OTMEYAETCsl 3HAUUTEIbHOE
CHI)KCHHE CyMMAapHOW CMEPTHOCTH OT CEpJACYHO-COCYAMCTHIX COOBITHH, MH(apKTa MUOKapaa
(M), wuHCynpTa, HpOrpecCUpOBaHUSl XpOHUYECKOW cepaeuHoil HemoctatouHoctu (XCH),
HeCTaOUJIbHOW  cTeHOKapauu. Takke CHIDKAaeTCs 4YacToTa TMPOBEACHHSI  YPECKOKHOM
TpaHCIIOMUHAJIBHOW  KopoHapHoi  aHrumommactuku (YTKA) wu  aopTo-kKopoHapHOro
myHTUpoBaHus. CHIKAETCs 4acTOTa TOCIUTAIN3AINM 110 TTOBOIY HECTAOMIIBHOM CTEHOKAPIUH.
Dapmakoounamuka amopeacmamuna

ATOpBacTaTUH CHM)KA€T KOHUEHTPAIMIO XOJECTEpUHA WM JIMIONPOTEMHOB B IUIa3M€ KPOBH 3a
cuer yrHeteHusi [ MI'-KoA-peaykTa3bl U CUHTE3a XOJIECTEpUHA B MEUYEHU U YBEIMYEHHS YHCIIa
«redeHouyHbIX» penenropo JIIIHII Ha moBepXHOCTH KIETOK, YTO MPUBOJHUT K YCHUIICHHUIO
3axBara u katabonusma JIITHIIL.

ATOpBacTaTUH M HEKOTOPHIE €ro MeTaOONUTHI SBISIOTCS (apMaKOIOTUYECKH AKTUBHBIMH Y
yesoBeka. [lepBUYHBIM MECTOM AEICTBUSA aTOPBACTATUHA CIY>KUT NI€YEHb, TJI€ OCYIIECTBIISAIOTCS
cunre3 xonecrepuHa u kiupenc JIIIHII. Crenenp cHmwxkenus konuentpauuu JIITHIT
KOppenupyeT ¢ 10301 mpemnapara B OOsbLIeH CTENEHH, YeM C €ro CUCTEMHOW KOHLIEHTpalUeH.
Jlo3y moiOuparoT ¢ yueToM OTBETa Ha jieueHue (cM. paszaen «Crnocod MpUMEHEHUs U 103b1»).

Y nauuMeHTOB € TOMO3UTOTHOM M TETEPO3UTOTHOM CEMEMHOM TUIIEPXO0JIECTEPUHEMUEH,
HEeCeMEWHBIMU  (OpMaMHU  TUIMEPXOJECTEPUHEMUN ¥  CMEIIAHHOW JWCIUNHACMHEH U
TUTIEPXOJIECTEPUHEMHEH (BKIIOUAs MAIIMEHTOB C CaXapHBIM TUA0ETOM 2 THUIA) aTOPBACTAaTHH B
no3ax 10-80 wmr cHmKaeT KoHIEHTpanuu obmero xonectepuHa (Xc), Xc-JIIIHIT wu
anonunonporenHa B (amo-B), a Takxke TUMONPOTEMHOB 04eHb HU3KOM moTHOCTH (Xc-JITIOHIT)
u tpurmmnepunoB (TI') u BeI3bIBaeT BapnaOeIbHOE TOBBIMICHUE KOHIIEHTPAIIUU JTUTIOTPOTENHOB

BbICOKOH TuToTHOCTH (Xc-JITIBIT).
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COOTBETCTEBYET ZKCNEPTHOMY OTYETY
ot 10.01.2024 N= 160

AtopBactatuH cHmkKaetr oOpaszoBanme JIITHII u q%%:1ﬁ%é“W':b£:' Bristibaet

BBIDQXKEHHOE M CTOMKOe mnoBbimeHue aktuBHoctu JIITHII peuentopoB B coueraHun cC
OnaronpusTHbIMU ~ u3MeHeHusMu kaudectBa JIIIHII wgactun. ATopBacTaTMH  CHMIKaeT
koH1eHTpanuo Xc-JIITHIT y manueHToB ¢ rOMO3UTOTHOW CEMEHHOM THUIEPXO0JIECTEPUHEMUEH,
KOTOpasi OOBIYHO HE MOJJAeTCs TePauy TUIOJUIHIEMUYECKUMU CPEICTBAMHU.

Y nanuMeHToB ¢ UM30JMPOBAHHOW  TMIEPTPUINIMLICPUIAEMUEH  aTOPBACTATHH  CHMXKACT
KoHIleHTpanuu obmero xonecrepuna, Xc-JIITHIL, Xc-JIOHII, amo-B, TT' u Xc-JIITueBII u
noBblaeT kKoHueHTpamuto Xc-JIIBII.

Y namueHToB ¢ JIUCOETaIMMIONPOTEMHEMHUEH aTOpBaCTaTUH CHIKACT KOHIICHTPAIUIO
X0JIECTEPUHA JIMIIONPOTEUHOB IIPOMEXKYTOYHOU INIOTHOCTH.

VY namuentoB ¢ runepiaunonporenHemuei Ila u IIb tunoB mo ®penpuxceny, meauaHa
noBbieHus KoHuentpanuu JIIBII npu neuenun aropsacratunom (10-80 mr) cocrasusier 5,1-
8,7 %. W3meHeHuss 3TOro mnokaszareiss HE 3aBUCAT OT J03bl. [lpyu aHanu3e 3TUX MALMEHTOB
BBISIBUJTH TaKXKe J10303aBUCUMOE CHIDKCHHE OTHOIIEeHWH oOmmi xonecrepun/Xc-JIIBIT u Xc-
JIITHIT/Xc-JITIBII na 29-44 % u 37-55 %, cOOTBETCTBEHHO.

Jleyenune aTopBacTaTUHOM MPUBOAUT K BBIPAXKEHHOMY CHM)KEHHUIO PUCKA UILIEMUYECKUX UCXOJI0B
u cMmeptHoctd Ha 16 %. Puck mOBTOpHON rocnuTanv3aluu IO IOBOJAY CTEHOKapAWM U
MOJTBEPKJIEHHOM MIIIEMUHM MHUOKapJa CHUXaeTcs Ha 26 %. BiusHue aropBactaTMHa Ha pUCK
WIIEMUYECKUX HMCXOJOB M CMEPTHOCTH HE 3aBUCHUT OT MCXOAHOM KOoHueHTpamuu Xc-JIITHIT u
coroctaBuMo y nanueHtoB ¢ UM Ge3 3ybua Q u HecTaOWIBbHON CTEHOKapAueW, MyXYHMH U
JKEHIIMH, TalMEHTOB B BO3PAacTe€ MOJIOXKE M crapme 65 jer. ATOpBacTaTHH CYIIECTBEHHO

CHMIXACT pa3BUTUC CIICAYIOIINX OCJIOKHCHHH:

CHmKeHHe prucka

KoponapHslie oci10KHEHUS 36 %

(MBC co cmepTenbHBIM HCX00M U HedaTanbHb IM)

OOmme  cepAeYHO-COCYIMCThIE  OCIOXKHeHuss u  mpoueayps! | 20 %

peBacKyISIpU3aIuN
OO01re KOpoHapHBIE OCIOKHEHUS 29 %
Wucynbt (patanbHbIi 1 HedaTanbHbIH) 26 %

CyIIeCTBEHHOTO CHIKEHHST OOIIEeH M CepAeUHO-COCYAUCTOM CMEPTHOCTH HE OTMEYAETCs, XOTS
Ha0II0JaeTCo MOJIOKUTEIbHAS TEHICHIHA.
VY mainueHToB ¢ caxapHbIM JuabeToM 2 THIIa, a TAaKXKe XOTs Obl OAHUM H3 CIEAYIOIUX (HaKTOpOB

pHCKa aTOpBacCTaTUH BIMSUI Ha Pa3BUTHE CEPIEYHO-COCYAMCTHIX OCIIOKHEHUU CIIETyIOIUM
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COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 10.01.2024 N2 160
obpazom: (NMOCNEOCBATENEHOCTEL 0001)
OTHOCHUTEILHOE

CHMIXCHHUEC pHUCKa

OCHOBHBIE  CEPACYHO-COCYIUCThIC  OCJIOXHEHUs [daTtanpHbii  u | 37 %
HedatanbHblil ocTpeiii UM, ckpeiteiii UM, cMepTh B pe3yibTare
oboctpenuss WBC, HectaOunbHas CTEHOKAapAWs, IIYHTUPOBAaHHE

kopoHapHoi aprepuun, UTKA, peBackymsipu3aniusi, HHCYJIbT |

M (daransubrii 1 HedaTanbHbIA ocTpblii UM, ckpbiThiii M) 42 %

Wucynbt (patanbHbli 1 HedaTanbHbIH) 48 %

VY manuMeHToB ¢ aTepocKiepo3oM Ha (OHE MpHUeMa aTOpBacTaTUHA OTMEUAETCS YMEHbBIICHHE
obmero ob6wema arepombl, Xc-JIITHII, oOmero xomecTepuHa, TpUIIHIEPUAOB, amo-B, C-

peakTuBHOTrO O€JKa, a Takke oTMeuaeTcst yBeinnuenue Xc-JIIBII.

DapmakoKkunemuxa

[locne mpuema BHYTpPh KOMOMHHpOBaHHOTO Tipemapata Kamyst® 3aperucrpupoBaHbl 7Ba
OTUETJIUBBIX MHKAa MakcuManbHOM KoHUEHTpauuu (Cmax) B Iutasme KpoBu. KoHueHTpanus
aToOpBacTaTHHA JAOCTUIaja MakcUMyMa uepe3 1-2 4, a amnoaunusa — yepes 6-12 4. CkopocTs u
CTENeHb BcachlBaHUS (OMONOCTYNHOCTb) aMJIOAMIIMHA M AaTOpBacTaTHHA IpPH HPUMEHEHUU
npenapara Kagy>t™ He oTiMyanzach OT TakoBOH IIpH OJHOBPEMEHHOM MpHEME TaOJleToK
amyjonunuHa W artopBactatuHa: Cmax amsogunuuHa = 101 %; miomane 1OA KpUBOM
«xonuentpanus-speMs» (AUC) ammonunuua = 100 %; Cmax atopBactatuna = 94 %; AUC
atopBactatTua = 105 %.

XOTs1 OOHOBPEMEHHBI NPHUEM IHILK BBI3BIBAJI CHMKEHUE CKOPOCTH M CTENEHU BCACBIBAHUS
atopsacTaTMHa HOpM TpHMeHeHuH Tpenapata Kamyst® mnpumepno Ha 32 % u 11 %,
c00TBeTCTBEHHO (Cmax = 68 % 1 AUC = 89 %), oHaKO CXOIHBIE U3MEHEHHUs OMOIOCTYITHOCTH
ObUIM BBISBIICHBI IPU PUMEHEHUH OJHOTO aTopBacTaTtuHa. [Ipu 3TOM npueM nuiy He OKa3bIBaj
BJIMSIHUSA HA CTENIEHb CHWKEHUs KoHUeHTpauuu JITTHIT.

Amnoounun

BcacsiBanue

AMJIOIUIIMH XOPOLIO BCACBIBAETCA IOCIIE IPUEMA BHYTPb B TE€PAlEBTUUECKUX 033X, JTOCTUras
Cmax B KpoBH dYepe3 6-12 u mocne mnpuema. AbGcontoTHas OMOIOCTYNHOCTh IO pacdyeram
coctaBisier 64-80 %. Hccnenosanus in VIitro mokasaid, 4TO HUPKYIUPYIOUIMNA aMJIOAUITUH

npuMmepHo Ha 97,5 % cBsa3bIBaeTcs ¢ OenkaMu Ia3Mbl KpoBH. llpueM muinu He BIusSeT Ha
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
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BCAaChIBAaHME aMJIOIUMIHA. BHOTOCTYIMHOCTD a ozmnnﬂigl H&ﬂﬁéhkﬁﬁ@@ﬁ%ﬂé’h&%ﬁé'ﬁﬂmm

Cmax =105 % 1 AUC = 101 % 1o cpaBHEHHIO C MMOKA3aTEISIMH HATOIIAK.

Pacnopenenenne

O0Bem pacrpeneneHus: paBeH npuMepHo 21 1.

MeTaboau3M U BBIBCACHUC

[Tepuon nonyseiBenenus (T12) amyionunuHa U3 mwia3mMbl KPOBH COCTaBIIAET 0Koslo 35-50 4, uTo
NI03BOJIIET HAa3HAyaTh Ipenapar oAUH pa3 B CyTKU. PaBHOBeCHas KOHLEHTpaLUs B I1J1a3Me KPOBU
JocTUraercs yepes 7-8 AHeH MOCTOSHHOTO mpuema mnpemnapara. Metaboau3upyercs B MEYEHH C
oOpa3oBaHMeM HEaKTUBHBIX MeTabonutoB; 10 % HemsmeHnenHoro mnpemnapara u 60 %
METa0OJIUTOB BBIBOAATCS TIOYKAMH.

Amopeacmamun

BcaceiBanue

ATopBacTaTiH OBICTPO BCACHIBAETCS MOCIE MpUeMa BHYTPh, KOHIIEHTPALUs €ro B IJ1a3Me KPOBU
JocTUraeT Makcumyma uepe3 1-2 u. CreneHb BcachlBaHMsSI U KOHLEHTpALUsl aTOpBacTaTWHA B
IUIa3M€ KPOBH TOBBIMIAIOTCS IPOMOPLHUOHATIBHO J03€. AOCONIOTHas OHOJOCTYITHOCTh
aTopBacTaTHHa cocTaBiseT okoilo 14 %, a cuctemHas OMONOCTYNMHOCTb WHTHOUpYIOIIEH
aktuBHOCTM B oTHomieHMHu ['MI-KoA-penykrazelr — okono 30 %. Hwuskas cucremnas
OMOIOCTYIMTHOCTh OOYCJIOBJIEHA TPECUCTEMHBIM METAa00JM3MOM (BCAChIBAHHEM) B CIU3HCTOU
000JI0UKE  JKENYAOYHO-KMILIEYHOIO TpakTa W/WiIK MeTadoJIM3MOM MpU  «IIEPBUYHOM
POXOXKJICHUN» Yepe3 neueHb. [1uia HecKoIbKO CHUYKAeT CKOPOCTh U CTETNeHb BCACchIBaHUS (Ha
25 % u 9 %, COOTBETCTBEHHO, O YEM CBUAETEIBCTBYIOT pe3ynbTathl onpeaeneHus Cmax 1 AUC),
onHaKo cHwkeHune KoHueHTpauuu JIIIHII cxomHO ¢ TakoBBIM IpM IpHeMe aTopBacTaTHHA
HaTomak. HecMoTpsa Ha TO, YTO mocje MpuemMa aTopBacTaTHHA BEYEPOM €ro KOHLEHTpalus B
iazme KpoBu HUKE (Cmax 1 AUC mpumepno Ha 30 %), 4em mocie mpremMa yTpoM, CHIKEHUE
koHueHtpauuu JIITHIT He 3aBUCUT OT BpeMeHHU CyTOK, B KOTOpPOE€ IPUHUMAIOT ITpenapar.

Pacnopenenenune

Cpennuii 00beM pacrpesiesieHus] aTopBacTaTHHA cocTaBisier okoo 381 1. CBs3b ¢ Oenkamu
m1a3Mbel KpoBU He MeHee 98 %. OTHoIIeHWE COAepKaHUS B IPUTPOLUTAX/TIA3ME KpPOBU
coctasisieT okoJio 0,25, T.e. aTOPBACTATHH IJIOXO MPOHUKAET B SPUTPOLIUTHI.

MeTaboJI13M U BBIBEJICHUE

ATOpBacTaTUH B 3HAUYMTEIBHOW CTENEHU MeTaboJIM3upyeTcsi ¢ 0Opa3oBaHHMEM OpPTO- U Mapa-
THJIPOKCHIIMPOBAHHBIX MPOU3BOIHBIX M Pa3IMYHBIX MTPOAYKTOB OeTa-okuciaeHus. In Vitro opro- u
napa-ruIpOKCUIMPOBAHHBIE METa0OMUTHI OKa3bIBaloT MHTHOUpYtomee neiicteue Ha [ MI'-KoA-
peayKTa3y, COoCTaBUMOE C TaKOBBIM atopBactatuHa. [IpumepHo 70 % CHMKEHHS aKTHBHOCTH

I'MI'-KoA-penykTa3el  OPOMCXOAWT 3a CYET JCHCTBUSL AKTUBHBIX  LIMPKYJIHPYIOIINX
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ot 10.01.2024 N= 160

MeTaboauTOB. Pe3ymbraTel HccienoBanuii in Vitro H&QT:-@%QWHE%%OEMTEJ 'gr0

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

nuToxpoM P450 3A4 neueHu urpaet BaXXHYIO poJib B MeTa0OJIM3ME aropBacTaThHa. B mosib3y
3TOro (axKTa CBHUICTEIHCTBYET IOBBIIICHWE KOHIICHTPALMU aTopBacTaTWHA B IUIa3Me KPOBU
YeJI0BeKa MPH OJJHOBPEMEHHOM IIpUEME SPUTPOMULIMHA, KOTOPBIN SABJISETCS HHTUOUTOPOM 3TOTO
u3opepmenTta. VccienoBanust in VItro Takxke Mokas3ajid, 4TO aTOPBACTATUH SIBJISCTCS CIa0bIM
uHruoutopom nuroxpoma P450 3A4. He oTMeueHO KIMHMYECKM 3HAYUMOIO BIIMSHUSA
aTopBacTaTHMHA Ha KOHIICHTPALIMIO B TIa3Me KPOBH Tep(eHaqnHa, KOTOPBIH METa0O0IM3HPYETCs
IaBHBIM oOpa3oM mutoxpoMoM P450 3A4, modToMy MAajaoBEpOSATHO, YTO aTOpPBAaCTAaTHH
OKa3bIBaeT CYLIECTBEHHOE BIUSHNE HAa (PAPMAKOKMHETHKY IpYTrux cyocTparoB nutoxpoma P450
3A4 (cMm. paznen «B3aumoeicTBUE C IpYIrUMHU JIEKAPCTBEHHBIMU CPEJCTBAMUY).

ATopBacTaTUH M €ro MeTa0OJUTHI BBIBOISTCS TJAaBHBIM 00pa3oM C JKEIYbI0 B peE3yJbTare
IIEYEHOYHOIO0 W/MJIM BHENEYEHOYHOro MeTaboiM3Ma, aTopBacTaTMH He MOJBepraercs
BBIPQ)KEHHON KMIIEYHO-NIEUEHOYHON peuupKyisuuu. Tz aTopBacTaTMHA cOCTaBiseT okojio 14
4, ipu 3ToM T12 nHTHOMpYomEeil akTuBHOCTH B oTHOIIeHHU [’ MI-KoA-penykrassl O6maronaps
HAJMYHMIO aKTUBHBIX METab0IMTOB cocTaiisieT okosio 20-30 u. Ilocne npuema BHYTpPh MOYKaAMU
BEIBOIUTCS MeHee 2 % O35l

ATOpBacTaTHH SBJISETCS CyOCTpPAaTOM JUIsl TPAHCIIOPTEPOB (EPMEHTOB IE€UEHH, TPAHCIIOPTEPOM
OATPIB1 u OATP1B3. Merabonuramu aropBactatuHa sBisitorcsi cyocrparet OATP1BI.
ATopBacTaTHH TakKe UICHTUPUIMPYETCA Kak cyOocTpaT TpaHcnoprepoB orToka MJIV1 u 6enka
PE3UCTEHTHOCTH paka MOJOYHOW JKENe3bl, KOTOpPbIE MOIYT OIpaHUYMBaTh KHILIECYHYIO
abcopOuMio U OUIMAPHBIN KIMPEHC aTOpBaCTaTHHA.

Oco0ble TPVIIILI TAIMEHTOB

Hapywenue @ynkyuu neuenu: KOHIEHTpALUs aTopBacTaTWHA B IUIa3ME€ KPOBU 3HAYMTEIBHO
noBbimaercs (Cmax mpumepHo B 16 pa3, a AUC mpumepno B 11 pa3) y manumeHToB C
QJIKOTOJIBHBIM Luppo3oM mneueHu (kiaacc B mo kmaccudukanmm Yaitna-IIero) (oM. pasnen
«IIpoTHBOIIOKA3aHUS).

Hapywenue ¢ynxkyuu novex: KOHUEHTpAlMU aMJIOJUIMHA B IJIJa3M€ KPOBU HE 3aBUCAT OT
CTENEHM [T0YEYHONU HEJO0CTATOYHOCTHU; OH HE BBIBOJUTCS MPU AUATU3E.

3aboseBaHus MMOYEK HE BIMSAIOT HA KOHLEHTPAIMIO aTOpBacTaTHHA B IUIa3Me KPOBHU, B CBSI3U C
STUM KOPPEKIMH J03bl Y MAIlMEHTOB C HapylleHneM (YHKIIMH MoYeK He TpedyeTcs (cM. pa3aen
«Croco0 MpUMEHEHHUsI B JT03b1»).

Ilon: xoHIIEHTpaALUs aTOpBACTaTHHA B IUIa3Me KPOBH Y KEHIIMH OTINYAETCS (Cmax MPUMEPHO HA
20 % Bbime, a AUC Ha 10 % Huke) OT TakOBOW y MYXYHH, OJHAKO KIMHUYECKH 3HAYUMBIX
pa3auyuuii BIMSHUS Mpenapara Ha JUIUAHBIA OOMEH Y MY>KUMH U KEHIIUH HE BBISBIICHO.

Toowcunvie
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BpeMsi, HEOOXOAMMOE ISl JOCTIKCHUS MaKCHMabHOMN %EHQQI%QMT%'A&MEE B ddsme

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

KpOBHU, MPAKTUYECKH HE 3aBUCUT OT BO3pacra. Y MAlMEHTOB MOXXHWIIOTO BO3pacTa OTMEYEeHa
TEHJICHLIMS K CHIDKCHHUIO KJIMPEHCAa aMJIOJUIIMHA, 4To puBoAUT K yBenuueHuto AUC u Tip. V
MalMEeHTOB, Pa3IMYHbIX Bo3pacTHhIX rpynn ¢ XCH nabmoganocs yBenmuuenue AUC u nepuona
T1/2. IlepeHOCHMOCTD aMIIOIMIIMHA B OJTHUX M T€X )K€ J103aX y MOXKHWJIBIX U MOJIOJIbIX MallMEHTOB
OJINHAKOBO XOPOIIas.

KoHuentpanuu aropBactaTiHa B IJIa3Me KPOBH y MAIIMEHTOB B BO3pacTe 65 JIET U cTapllie BhIIIE
(Cmax mpumepro Ha 40 %, AUC nmpumepHo Ha 30 %), 4eM y B3pOCIbIX MAlUEHTOB MOJIOOTO
BO3pacTa; pa3inyuil MpH OIEHKE B 0e30MacHOCTH, YPPEKTUBHOCTH WM JOCTHXKEHUHU Lienei
TUTIOJIUTTHIEMUYECKONU Tepanuu y MOXKWIBIX MallMEHTOB B CPABHEHUU C OOIIEH MOMyJsIuend He
BBISIBJICHO.

Tayuenmsi demckoeo 6o3pacma

HccnenoBanus amMaoauIIMHa

B o1HOM KJIMHUYECKOM HCCIIEJOBAHUM C JUIMTENLHBIM NMPHUMEHEHHEM NpernapaTa 73 mamueHTa
JeTcKoro Bo3pacra (ot 12 mecsueB a0 17 neT BKIIOYUTENIBHO) C apTepUaIbHOW TMIEpTEeH3UEN
MoJydyalnd amjoaunuH B cpenHeM B go3e 0,17 mr/kr B cyrku. Knmpenc amiogunuHa y
UCIBITYEMbIX MAJbYUKOB U JIEBOUEK C MeIuaHOi macchl Tena 45 kr coctaBui 23,7 u 17,6 n/4
COOTBETCTBEHHO. JTH IOKa3aTeIN HaxXOJATCS B Juamna3oHe, OJU3KOM K ONyOJIMKOBAaHHOMY
pacyeTHOMY 3HAYEHHIO, paBHOMY 24,8 /4 &mjisi B3pOCIOro uemoBeka ¢ Maccou Tema 70 Kr.
Cpennuil pacueTHblif 00beM pacHpeneseHus A MalUeHTOB ¢ Maccoi Tena 45 KI' COCTaBIISI
11301 (25,11 n/kr). Ilpemapar mnojaep)kKuMBajd CHH)KEHHE apTEPHAJIbHOIO JaBJIEHHUS Ha
NPOTSDKEHUH BCETO 24-4acOBOTO MHTEpBAJIa JO3HUPOBAHUS, IIPH 3TOM KOJIEOAHUST KOHIIEHTPAIUN
npenapara OT MaKCHMaJbHOH O MHHUMAIIbHOW HE3HAYUTEIHHO BIUSUIM HAa TUIOTECH3UBHBIN
s dexT npenapata. [Ipu cpaBHeHHH ¢ paHee HaOoaBIIeHCs (apMaKOKUHETUKON Y B3pOCIBIX,
MOJIy4EHHBIE B 3TOM HCCIIEJIOBAHUM PE3yJIbTaThl YKa3bIBAIOT Ha TO, YTO JI03UPOBaHME ITpernapara
C YaCTOTOM OJIH pa3 B CYTKH SIBISICTCS MTPUEMIIEMBIM.

HccrnenoBanns aTopBacTaTHUHA

B oTkpeiToM 8-HemenbHOM HccieoBaHMM Ha craguu pasButus Tannepa 1 (N =15) u cragum
passutus Tanuepa > 2 (N = 24) y manueHTOB IE€TCKOT0 Bo3pacrta (B Bo3pacte oT 6 g0 17 ner) ¢
TreTEPO3UTOTHOM HACIEIACTBEHHOM THUIIEpXOJeCTepUHEMUEd U HUCXOAHbIM ypoBHeM X-JIITHII
> 4 MMOJIB/JI, TIAIMEHTHI ToJydanu 103y S5 wnau 10 Mr atopBacTaTMHa B BHJIE >KE€BAaTEIbHON
tabnetkn wiu a03y 10 mmm 20 Mr aropBacTaThHa B BUJE TaOJETKH, MOKPHITON IJICHOYHOM
000JI04KOi, COOTBETCTBEHHO. Macca Tena Oblla €IUHCTBEHHOW 3HAUMMOM KOBapuaToil B

nonymsinuonHon  ®K  mozmenu  aropBactaTMHa.  Kakynuiicss nepopalibHBIM — KIIMpEHCca
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aTopBacCTaTHHA y MAlMEHTOB ACTCKOI'O BO3PACT4

COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 10.01.2024 N= 160

Gb11 CXOK-E-rdiombiM i BSpOC X TiattHeHTOR

IpU AUIOMETPUYECKOM MAacIITa0MpOBaHMM 10 Macce Tena. HaOmronmanock coriacoBaHHOE

camwkenne ypoBHa X-JIITHIIT m OX B auama3soHax »SKCIO3UMLMI aTopBacTaTMHa M O-

TUIPOKCHATOPBACTATHHA.
Jlexapcmeernnule 83aumooeticmsus

HccnenoBaHus aTopBacTaTUHA

Wudopmanus O BIUSHMUM OJHOBPEMEHHOTO TPHMEHEHHs JIEKaPCTBEHHBIX IIPENapaTroB Ha

(bapMaKOKI/IHCTI/IKy aTopBaCTaTHHa, a TAKXC O BJIMAHHHK aTopBaCTaTWHA Ha (bapMaKOKI/IHeTI/IKy

OIHOBPEMCHHO IIPUMCHACMBIX JICKAPCTBCHHBIX ITPEIIapaTOB 06o6meHa HHWXKCE.

BnusiHue oTHOBpEMEHHO PUMEHSIEMBIX JIEKAPCTBEHHBIX IPENapaToB Ha (PApMaKOKUHETUKY

aTopBacTaTHHA
[TpumeHsieMbIii OTHOBPEMEHHO ATOopBacTaTHH
mpernapar ¥ pekuM JT03UPOBAHHS
Ho3a (mr) Cootnomienue | CooTHOIIEHUE
AUC% Crnax®

*Muknocnopun 5,2 Mr/kr/cyT., 10 mr 1 p./eyr.?, 8,7 10,7
cTabuibpHas 1032 28 nmHeit
#* Tunipanasup 500 mr 2
p./cyr.%/puronasup 200 mr 2 10 mr, pazoBas no3za® | 9,4 8,6
p./cyT.6, 7 nHeu
*I'nexanpesup 400 mr a
1 p./eyr.3/mmbperTtaceup 120 Mr lg;‘g’ Ipleyr’s 7 1 g4 22,0
1p./cyr.?, 7 nueii a
7

TenaenpeBHp ZSO Mr ok pas/8 20 wmr, pa3oBas no3a® | 7,9 10,6
vacos®, 10 nuei
#3n6aceup 50 mMr
1 p./cyt.?/rpazonpesup 200 mr 10 mr, pa3oBas go3a® | 1,95 4,3
1 p./cyr.?, 13 nueit
# r

BogenpeBHp 800 mr 3 p./cyT., 7 40 wir, pasoas 103a® | 2.3 2.7
JHeH
# a

CHMeljpeBHp 150 wr 1 p /eyt 40 mr, pa3oBas noza® | 2,12 1,70
10 nueit
# Jlonmumasup 400 mMr a
2 p./cyr.%/puronasup 100 Mr Zg;[r Ip/eyr?, 4 5,9 4,7
2 p./eyr.?, 14 nueit a
w1 Caxsunasup 400 mr 40 mr 1 p./cyr.?, 4 3,9 43
2 p./cyr.%/putonasup 400 mMr nHSA
2 p./eyr.b, 15 nueit
#Knapurpomunun 500 mr 2 p./cyt.’, | 80 mr 1 p./cyT.?, 8 4,5 5,4
9 nHen THEeHn
7 6

HapynaBup 300 mr 2 p./CyT. a
/putonasup 100 mr 2 p./cyt.%, 9 lg;ﬂ Lp/eyr’, 4 3,4 2,2
THENH a
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COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 10.01.2024 N= 160

BrusiHre 0THOBpEMEHHO MPUMEHSIEMBIX neKapCTBeHH'fEB';:'r'r}Jgﬁa%'a'f%ﬁT{E%M}%gﬁhgeﬁ:ﬁﬂy

aTopBacTaTHHA

IIpuMeHseMblli OTHOBPEMEHHO
Ipenapar v pekKuM JO3UPOBaHUS

ATopBactaTuH

# Hrpakonazon 200 mr 1 p./cyt.?, 4 40 mr, pazoBas go3a® | 3,3 1,20
JTHS
# lerepmosup 480 mr 1 p./cyt., 10 20 mr, pazoBas no3a® | 3,29 2,17
HEH
# docammpenasup 700 mr 2 p./cyt.’ a
/putonasup 100 mr 2 p./cyT.°, 14 10 wr 1 p./eyr.% 2,5 2,8

N 4 nHs
JTHEH
# docammpenasup 1400 mr 2 10 Mr 1 p./cyr.?, 4

5 . 2,3 4,0

p./cyr.’, 14 nuei JTHST
*Henuuasup 1250 mr 2 p./cyr.%, 14 | 10 mr 1 p./cyT.?,

o . 1,74 2,2
THEN 28 nueit
*I'peitndpyToBerii cok, 240 v 1 40 wmr, pazoBas no3a® | 1,37 1,16
p./cyt.2 *
Junruazem 240 mr 1 p./cyt.?, 28 40 mr, pazoBas go3a” | 1,51 1,00
oHen
Oputpomuryi B 1o3e 500 mr 4 10 mr, pazosas mo3a® | 1,33 1,38
p./cyt.”, 7 nHeit
AwmnoaunuH B 103e 10 mr, pazoBas 80 mr, pa3zoBas no3a® | 1,18 0,91
71032
[umernaun B g03e 300 mr 4 10 mr 1 p./cyT.2, 2 1,00 0,89
p./cyt.”, 2 Henenu HeAenu
Konectumnon B 103e 10 mr 2 p./cyt.%, | 40 mr 1 p./cyT., He onpeneneno | 0,74**
24 wenenu 8 Henenb
Maasnokc TC® 30 mu 4 p./cyr.A, 17 10 mr 1 p./cyT.?, 0,66 0,67
JTHEe 15 nnueit
D¢asupens 600 mr 1 p./cyr.?, 14 10 mr, 3 gast 0,59 1,01
JHen
#PH(baMHHH 600 mr 1 p./cyt.?, 7 40 mr, pa3oBas noza® | 1,12 2,9
NHe# (COBMECTHOE IpHMeHeHue) |
#* Pudpammia 600 mr 1 p./cyT.%, 5 40 mr, pasosas g03a® | 0,20 0,60
THEH (B pa3fenbHbIX 033X ) i
*Tempu6posun 600 mr 2 p./cyr.%, 7 | 40 mr, pasopas no3a® | 1,35 1,00
JTHEeHn
#* deropubpar 160 mr 1 p./cyr.2, 7 40 mr, pa3oBas go3a® | 1,03 1,02

JHEeN

& Hpe}lCTaBHﬂeT COOTHOIICHUEC MEXKIAY OIHOBPEMCHHBIM IIPUMEHCHUEM IIPCHIapaToOB MW aTopBacTaTUHA B BUIC

MOHOTEpAINHH.

# Cm. paspensl «OcoOble ykazaHus» M «B3auMOjeHCTBHE ¢ JPYIUMH JIGKAPCTBEHHBIMH CDPEICTBAMHY» IS

MOJy9YeHNs MHPOPMAITH 0 KITMHIYECKONH 3HAYUMOCTI.

* Bonee BoipaxkenHoe moBeimienne AUC (cootHomenne AUC no 2,5) w/winn Cmax (cootHomerne Cmax g0 1,71)

Ha0JII01a710Ch NPU M30BITOYHOM yHoTpeOneHnn rpeindpyroBoro coka (< 750 mi - 1,2 11 B 1eHs).
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COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 10.01.2024 N= 160
BIHsIHIE OJHOBPEMEHHO IPUMEHACMBIX JICKAPCTBEHHBIX TPErapatos Ha GapMakOKHHETHRY
aTopBacTaTMHA
IIpuMeHseMblli OTHOBPEMEHHO ATopBactaTuH

npenapaT 1 pexkuM JO3UPOBaAHUS

** CooTHOLIIEHHE Ha OCHOBE 00paslia, B3ATOr0 OJIHOKPAaTHO uepe3 8—16 yacoB mocie npuema J1035l.

"B cBA3M ¢ JBOMHBIM MEXaHH3MOM B3aHMMOJIEHCTBUS CO CTOPOHBI PU(AMIIMHA PEKOMEHIYETCS OJHOBPEMEHHOE
NPUMEHEHNE aTOPBACTATHHA C pU(AMIIHOM, TaK KaKk MPUMEHEHHE aTOPBACTaTHHA Yepe3 HEKOTOPOE BpeMs MOCIIe
pudamMnrHa COMPOBOXKAATIOCH CYIIIECTBEHHBIM CHIKEHIEM KOHIICHTPAINii aTOpBacTaTHHA B IIa3Me.

t Jlo3a cakBMHaBHpa C PUTOHAaBHPOM, HCIIOIb30BaHHAs B 3TOM HCCICIOBAaHMH, HE NMPUMEHACTCS B KIMHHYECKOH
npakTuke. IIpy WCHONB30BaHMM B KIMHWYECKHX [J03aX IOBBIIICHWE YPOBHS BO3ACHCTBHS aTOpBacTaTHHA,
BEpOSITHO, Oyner Ooiyiee CylIeCTBEHHBIM, 4eM HaOIIojaeMoe B 3TOM HccienoBaHuu. [lostomy cuenyer c
OCTOPOXKHOCTBIO TIPUMEHSITH TIpenapaT U UCIOJIb30BaTh CaMYI0 HU3KYIO HEOOXO0UMYIO 103Y.

2 OpuH pa3 B CYTKH.

6 Jlpa pa3a B CyTKH.

® OIHOKPATHBIN pUEM.

" Tpu pa3a B CyTKH.

" YersIpe pa3a B CyTKH.

¢ Kaxxaple 8 yacos.

Bnusuaue aTopBaCTaTUHA Ha (I)apMaKOKI/IHCTI/IKy MNPpUHUMACMBIX OJHOBPEMCHHO JICKAPCTBCHHLIX

npenaparos
ATOpBacTaTuH [TpumeHsieMblil 0THOBPEMEHHO ITpenapar U peKUM J03UPOBAHUS
[Ipenapat/no3za (mr) CootHomenue | CoOOTHOLIEHHE
AUC% Crax®
80 mr 1 p./cyt.?, 15 Antunupun 600 mr, pazosas qo3a® | 1,03 0,89
JHen
80 mr 1 p./cyr.?, 14 JHurokcuu 0,25 mr 1 p./cyt.?, 20 1.15 1.20
JHEN nueit”
40 mr 1 p./cyr.?, 22 nus | [lepopaibHOE IPOTHBO3a4aTOYHOE
cpenctso, 1 p./cyr.?, 2 Mecsia
- Hopatunaposn 1 mr;
- OTUHUIACTPAINON 35 MKT 1,28 1,23
1,19 1,30
Tunpanasup 500 mr 2
10 mr, pa3oBas n03a° p./cyr.%/puTonasup 200 mr 2 1,08 0,96
p./cyr.5, 7 nueit
5
10 mr 1 p./cyt.2, 4 mast iOZitgpeHaBHp 1400 mr 2 p./eyr.", 0,73 0,82
docammpenasup 700 mr 2 p./cyT.°
10 mr 1 p./cyt.?, 4 mast | /puronasup 100 mr 2 p./cyT., 14 0,99 0,94
THEH

& TlpemcTaBaseT COOTHOLIEHWE MeXy OJIHOBPEMEHHBIM MPMMEHEHHEM IIPENApaToOB M aTOpBACTATHHA B BHJIE
MOHOTEpanuu
# Cwm. pasmen «BzauMomelcTBHE C IPYTMMH JIEKAPCTBEHHBIMU CPEINCTBAMUY» IUIS TIOJTy4eHUS HMH(POPMAIUH O

KIMHUYECKOM 3HAUMMOCTH.

2 OauH pa3 B CyTKH.
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COOTBETCTBYET SKCNEPTHOMY OTHETY
ot 10.01.2024 N2 16(

NEOOBATENEAD I'_ oouT)

® Jlza paza B CyTKH.

* OmHOKpaTHAas 703a.

IHoka3anusi K NpUMeHEeHUI0
JlekapcTBEHHBIN Npenapar Ka,uyaT® IIPUMEHSETCA 110 CIEAYIOIIUM IMOKa3aHUsIM y B3POCIBIX B

BO3pacre ot 18 jer:

e Kany>r® nokasan maupeHTaM ¢ apTepualbHON runepreHsueiil ¢ Tpems u Goiee (akTopamu
pUCKa pa3BUTHUS CEPICYHO-COCYAMCTHIX coObITHI (daranpHas u HedatanbHass WBC,
HE00XOIMMOCTh B MPOBEACHUHU NPOIEIYp PeBaCKyspH3anuy, (aTaabHbI U HedaTaIbHbIHA
WM, uHCYNbT M TpaH3UTOpHAs HIIEMHUYECKass araka), C HOPMaJIbHOW WJIH yMEpPEHHO
HOBBIIIEHHON KOHLIEHTpAIMel xonecTepuHa 0e3 KIMHn4Yecku BoipaxkeHHoi NBC.

e Kany>t® npumensieTcs B cilydasxX, KOTJA PEKOMEHAYyeTCs KOMOMHMpPOBAaHHAs Teparus
aMJIOAWIIMHOM H HEBBICOKUMH JI03aMH aTOpBacTaThHa. BO3MOXHO OJHOBpEMEHHOE
npuMeHenne npenapara Kagyst™ ¢ IpyruMu rHNOTEH3MBHBIMU W/MIM AHTHAHTHHATIBHBIMU
CpEJICTBaMHU.

e Kamy>r® mnpumensercas B cilydasX, KOTJa THHOJMOMAEMHYEcKas J[HMeTa M JpyrHe
He(apMaKOJIOTUYECKUE METOJAbl JICYCHUS AUCIUNUAEMHHM OKA3bIBAIOTCS Mallo- WIH

HEed3(PPEKTUBHBIMU.

IIpoTuBonokaszanus

e [ UMepYyBCTBUTEIHHOCTh K aAMJIOJIUIIMHY U JAPYTHM MPOU3BOAHBIM JUTUIPOIUPUINHA,
aTOpPBAaCTaTHHY WIH K JJIOOOMY M3 BCIIOMOTaTEIbHBIX BEILIECTB;

e AKTHBHOE 3a00JI€eBaHUE MEYEHH WJIM CTOWKOE IOBBIIIEHUE AaKTUBHOCTU «IEYEHOYHBIX)
(dbepmeHTOB Ooiee 4yeM B 3 pasa BbIIIE HOPMbI HESICHON ATHOJIOTHH;

e bepeMeHHOCTb, TM€pHOJ TPYIHOTO BCKAPMIIMBAHMs, [PUMEHEHHE Yy IKEHIIUH
pPenpoOAYKTUBHOIO  BO3pacTa, HE  IOJIb3YIOIIMXCS  aJleKBaTHBIMH  METOJaMH
KOHTpAIICTIIINH;

e V nereii B Bo3pacte 110 18 et (3¢ (HeKTHBHOCTH M 6€301aCHOCTh HE YCTAaHOBJICHBI);

e Tsxenas aprepuanshas runorensus (CAJl menee 90 MM pr.cT.);

e TspKenbld WY KIMHUYECKH 3HAYUMBIN a0pTaJbHbIA CTEHO3;

e ['emMonuHamMuuecku HecTaOWJIbHAs CepAeYHAs HEJAOCTaTOYHOCTh IIOCIE  OCTPOTO

uH(papKTa MHOKapAa (110 aMJIOJUIINHY).

C 0CTOPOKHOCTHIO
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ot 10.01.2024 Nz 160
[leueHouHass HEIOCTATOYHOCTL WJIM 3a00JIEBAHMS ne%ﬂﬂ'%%ﬁ%%%@%ﬂf@ ':;dgfégﬁgééxoﬁ

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

stuonoruu III-1V kmacca no knaccuduxanuu NYHA, HectabuinbHast CTEHOKapAMsl, a0pTaIbHBINA
CTEHO3, OCTphIi MH(ApKT MHOKapaa (M B TedeHHWe | Mec Mociie HEero), MOXKWIOH BO3pacT,
HapylIeHus (YHKIHMH MOYEK, TUIIOTHUPEO3, OJHOBPEMEHHOE MPUMEHEHUE C MHTHOUTOpaMH WK
uHaykropamu uzopepmenra CYP3A4, y manueHToB ¢ HaaudueM (PaKkTOpoOB pHUCKa pPa3BUTHS
pabgomuonusza (HapymeHue (QYHKIUH IIOYeK, TUIOTUPEO3, HACJICICTBCHHbIC MBIIICUYHBIC
HapyLICHHUS y MAllMCHTOB B aHaMHe3€e, YK€ MEePEeHECEHHOe TOKCUYECKOE BIMSHUE WHTHOUTOPOB
I'MI'-KoA-penykra3bl (CTaTUHOB) Wi (pUOpaTOB Ha MBIIICYHYIO TKaHb, 3a00JICBaHUS TICUCHU B
aHaMHe3¢ W/WIK MalUeHThI, YIIOTPEOIMIOINE ATKOT0Jb B 3HAYMTEIbHBIX KOJIMYECTBAX, BO3PACT
crapuie 70 JIeT, CUTyaluu, B KOTOPhIX 0)KUIAETCS MOBBIIICHNE KOHIICHTPALMU aTOPBacTaTHHA B
11a3Me KpoBHU (HampuMep, B3aUMOJICHCTBHS C IPYTHMH JICKAPCTBCHHBIMU CPEACTBAMH)).

Kak u npu naznauenuu apyrux BMKK HeoOxonumo cobioaTh 0CTOPOKHOCTD Ha (hoHE mpuema
aMJIOAMIHMHA MallHeHTaMU ¢ CHHIPOMOM C1a00CTH CHHYCOBOTO y3Jia (BbIpa)KeHHasl TaXUKapaAus,
OpaauKapaus), MUTPaIbHBIM CTCHO30M, THIIEPTPOPUICCKON 0OCTPYKTHBHOW KapIHOMUOTIATHEH,
apTepUaIbHON TUIIOTEH3UEH.

Takxe mnpemapar Kamyst® crenyer NpUMeHSATh € OCTOPOKHOCTHIO Yy  HAlMEHTOB,

3H0y1'IOTpC6J'I5IIOH_[I/IX AJIKOI'OJICM.

IIpumeHeHne npu GepeMEHHOCTH M B NEPHO/ TPYIHOT0 BCKAPMJIMBAHUS

Amopeacmamun

Kany>t® mpoTuBomokasaH Npu OepeMEHHOCTH, TaK Kak B COCTaB IIpenapara BXOIMT
aTopBacTaTHH. JKEHIIMHBI pEnpoOJyKTHMBHOIO BO3pacTa BO BpeMsl JICUEHUS JOJIKHBI
MOJIb30BAThCS  @/IEKBAaTHBIMU ~ METOJaMH KOHTpauenuuu. Ilpemapar MoOXHO Ha3HauaTh
KEHILMHAM PETPOJYKTUBHOTO BO3pacTa TOJILKO B TOM CIIydae, €CiIM BEPOSTHOCTh OEPEMEHHOCTH
HU3Kasl, a NAI[MeHTKU TPOUH()OPMUPOBAHBI O BO3MOXKHOM PUCKE JUIS II0AA.

Kany>1® npoTHBONOKa3aH B MepHOJ KOPMJIEHMS TPYIbl0, TaK KaK B €ro COCTaB BXOIUT
aTopBacTaThH. CBeleHUN O BBIBEJEHUM aTOpBACTaTHHA C TPYAHBIM MOJIOKOM HET. YUMTHIBas
BO3MOXKHOCTh PA3BUTHUS HEXKEJIATENbHBIX PEaKIUil y TPYJHBIX IETel, )KeHIMHBI, MOTyJYarolue
npenapar, JOJDKHBI TPEKPAaTUTh KOPMIICHHE TPYAbIO.

Amnoounun

B wuccrnenoBaHusX Ha >KMBOTHBIX aMJIOJUIIMH HE OKa3bIBal BIUSHUS Ha PENpPOAYKTUBHYIO
¢yHKIMIO, HO 00Najgan penpoAyKTUBHOW TOKCHUYHOCTBIO NMPH NMPHUMEHEHHH B OYEHBb BBICOKHX
no3ax (B 50 pa3 mpeBbIIIAOMUX MaKCUMAaJIbHYI0 PEKOMEHIOBAaHHYIO /103y Ul uyernoBeka). He
PEKOMEHIyeTCsl IPUMEHEHHE aMJIOJIMIIMHA BO BpeMsi OEpeMEHHOCTH WJIM B MEpPUOJ T'PYIHOTO

BCKapMJIMBaHHA.
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OnbIT IpUMEHEHUsl TMpernapara MoKa3bIBaeT, 4o aMnoﬁHf;ﬁ;&%%:é{ma@ﬁcﬂag ;f;'}lﬁHOC

COOTBETCTBYET SKCNEPTHOMY OTYETY

MoJok0. CpenHsisi KOHIIGHTpalusl aMJIOAMIIMHA B COOTHOIIEHUH MOJIOKO/Tu1a3ma coctaBuia 0,85
cpean 31 KOpMSIIEH >KEHIIMHBI, CTPAJAIONICH apTepHaIbHON THIlepTeH3ueH, 00ycIoBIEeHHON
OepeMEeHHOCTHIO U MOy4Yarouleil aMJIOAUIMH B Ha4aJbHOW JO3UPOBKE 5 MT B cyTKH. J[03upoBKa
npernapara npu HeoOXOAUMOCTH KOPPEKTUPOBAJIach (B 3aBUCUMOCTH OT Cpe/lHEN CyTOUHOM 10351
u Beca: 6 Mr u 98,7 MKI/KT cooTBeTCTBeHHO). [Ipeamonaraemas cyTouHas J103a amMJIOJIMITHAHA,

noJrydaeMasi MIIaJISHIIEM depe3 TPYTHOE MOJIOKO cocTaBisieT 4,17 MKI/KT.

Cnoco0 npuMeHeHMsI U 103bI

[Ipenapar npuHUMAIOT BHYTPh MO OJHOM TaljeTke 1 pa3 B CyTKu B J11000€ BpeMsi, HE3aBUCUMO
OT BPEMEHH MpHUeMa MHUIIIH.

Opnna TabneTka npernapara Kany3T® coaepxutT 5 Mr+10 mr wim 10 mr+10 Mr (amnogunuHa u
aTopBacTaTHHA, COOTBETCTBEHHO).

HavaneHyro 1 moaep >KUBarOIIyIO 1036l TIOJOMPAIOT HHIUBUYATHHO ¢ Y4eTOM 3D (PEeKTUBHOCTH
U TIEPEHOCUMOCTH 000MX KOMIIOHCHTOB B JICUCHUU apTEpUATHHOU THIICPTCH3UH/CTCHOKAPAUH U
TUCITUIIAIEMHUH.

Kany>1® MOKHO Ha3HAyaTh NALMEHTaM, KOTOpbIE YK€ NPUHUMAIOT OJMH M3 KOMIIOHEHTOB
npemnapara B MOHOTEPAIiu.

B  kauectBe cocraBisonmiedl  Ji€YeHHs] TPU  MHOXKECTBEHHBIX  (pakTopax  pHCKa,
aMJIOJMIINH/aTOPBACTaTHH JTOJKEH MPUMEHATHCS B JOMOJHEHNE K HEMEIUKAMEHTO3HBIM MepaM,
BKJIIOUYasi COOTBETCTBYIOIIYIO TUETY, (PU3NUECKHe YIPAKHEHUS U CHUKEHHE Beca y MallueHTOB C
OXXKMPEHHUEM, TpEeKpalleHne KypeHHs, a TaKXKe I JICYCHHS OCHOBHBIX 3a00JIeBaHMM, Korja
OTBET Ha 3TH MepHI ObLT HemocTaTOuHbIM. [Ipu Havane nedeHus ¢ 10361 5S+10 Mr y marueHToB ¢
apTepHallbHON THUMEPTeH3He HeoOXOIUMO KOHTPOJIUPOBATH apTepHalbHOE HaBICHHE U
KOHIIEHTPAIIMIO JUNHAOB B IJla3Me KPOBU Kaxable 2—4 HeAenu U, NpU HEOOXOIUMOCTH,
BO3MOJKEH ItepeBoa Ha 103y 10+10 mr.

UBC (amao1unuH): pekoMeHayemas 103a coctapisieT 5—10 Mr oiuH pa3 B CyTKH.

IlepBuuHas TUOEPXOJECTEPUHEMHS U KOM6I/IHI/IDOBaHHaSI ( CMCIJ_IaHHaSI) JUCIUITNACMUA

(aTODBaCTaTI/IH)Z JJI OOJIBIINHCTBA IaluECHTOB - 10 mr OIWH pa3 B CYTKH; TCPAlICBTUYCCKOC

JeiicTBUE TpPOSBISETCS B TeUeHUE 2 HeAeNb U OOBIYHO JOCTHTaeT MakCcUMyMa B TeueHue 4
HeZeNb; IPU JUIUTEIHHOM JIeueHUH 3PPEKT coXpaHseTcs.

[IpuMeHeHNEe V TaIMEHTOB C HapYIICHHEM d)VHKHI/II/I OCYCHU. aMJ'IOI[I/Il'II/IH/aTOpBaCTaTI/IH

MPOTUBONOKA3aH MallMEHTaM C aKTUBHBIM 3a00JIeBaHHUEM MEUEHU MU HEOOBSICHUMBIM CTOMKUM
MOBBIIIEHUEM aKTHBHOCTH «IIEUECHOYHBIX» (epMEHTOB OoJjiee 4eM B 3 pas3a BbIIIC HOPMBI (CM.

pasnensl «[IpotuBonokazanus» u «OcoOble YKa3aHH).
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[IpHMeHe e y NAIMEHTOB C HApyIICHHeM (yHKImH. HoTer= - FANHenTon - HapyHicHuem

(GyHKIMY TOYEeK KOPPEKIHs 1036l He TpedyeTcs (cM. pa3aen «OcoOble yKazaHus).

HDI/IMGHCHI/IC Y NOXKWJIBIX MANUCHTOB: Yy HOKHJIBIX ITAIIUCHTOB KOPPCKUUA 03Bl HC Tp66yeTC$I.

[IpuMmeHeHne Yy JICTCH HCCICa0BaHUs 10 0e30macHOCTH U 3(1)(1)6KTI/IBHOCTI/I

aMJIOAUIHa/aTopBacTaTiHa (KOMOMHUPOBAHHBIN Mpenapar) y JieTel He MPOBOIUIIHCH.

MakcumanbHasi CyToyHas 103a aTopactatuia cocrasisier 80 mr, ammogununaa — 10 mr.
Ilpumenenue 6 kombuHayuU ¢ Opy2uMU 1eKAPCMBEHHbIMU CPEOCMBAMU

[Ipy HEOOXOAMMOCTH OJHOBPEMEHHOTO TPUMEHEHHSI C LHMKJIOCHOPUHOM, TEJIalPEBUPOM,
OoLenpeBUPOM, THUIPAHABHPOM/PUTOHABHPOM WM C TJIEKAPEBUPOM/ITMOPEHTACBHPOM 1032
aTopBacTaTHHA HE JOJDKHA MpeBbimarh 10 Mr/cyT, ¢ KIapuTpOMHUIIMHOM — He 6ostee 20 Mr/cyT.
He pexomenayercs MNpUMEHATh aTOpBAacCTaTUH MallM€HTaM, I[OJYYalOLIUM  TEParuio
JIETEPMOBUPOM COBMECTHO C IIUKIOCIIOPHUHOM.

Crnenmyer coOmoAaTh OCTOPOKHOCTh M HPHUMEHSATh CaMmyl0 HHU3KYIO J(QQEeKTHBHYIO 03y
aTopBacTaTMHAa NpPU OJHOBPEMEHHOM IPUMEHEHMM C WHIHOUTOpaMU IHpoTeasbl BUpYca
ummyHonedunuta denopeka (BUY), unruburopamu rematura C (BI'C), KiapuTpOMHUIIMHOM,

HTPAKOHA30JIOM U JICTCPMOBUPOM.

ITobouHoe neiicTBue

B memom mnepeHocMMOCTh KOMOMHUpPOBaHHON Tepanuu Obuta  xopomeil. Kakux-nmmu6o
HEOXKHJIAHHBIX ~ HEeXeJaTelbHbIX  A(PQPEeKTOB NpU  KOMOMHUPOBAHHOM  Tepamuu  He
3apeructpupoBaHo. HexenarenbHble 3(QQEKTbl COOTBETCTBOBAJIN BBISBICHHBIM paHee Mpu
JICYCHUH aMJIOJIMTIMHOM W/WJTM aTOPBACTaTUHOM (CM. HIDKE). BOJIBIIMHCTBO HEXemaTeIbHBIX
3 PeKTOB ObUIM JIETKO WM YMEPEHHO BBIpaXKEHHbIMH. M3-3a HexkenaTenbHbIX 3((EKTOB WIH
OTKJIOHEHUIl J1a0OpaTOpHBIX MOKa3aTejel JiedeHue aMIIOJUIMHOM M aTOpPBaCTaTHHOM OBLIO
npekpaiieHo y 5,1 % nanuenTos, a mianedo —y 4,0 %.

Crnenyromue HeXenaTeabHbIE SBICHHS, MEPEYUCICHHBIE TI0 CHCTEMHO-OPTaHHBIM KjlaccaM H
KaTeropusM 4acTtoTsl cioBapss MedDRA, yka3aHbl OTIENbHO ISl aMJIOAMIIMHA M aTOpBacTaTHHA.
Ouensb vacto (= 1/10), gacto (ot = 1/100 mo < 1/10), medacto (ot = 1/1000 mo < 1/100), penko
(ot > 1/10 000 mo < 1/1000), ouens peako (< 1/10 000) u yacToTa Hem3BeCTHA (HE MOKET OBITH

OILICHCHA Ha OCHOBAHWU NOCTYIITHBIX ,Z[aHHBIX).

CI/ICTGMHO-OpI‘ aQHHBIN HexenarenpHas pcaKknu-d AMJ'IO)II/IHI/IH ATOpBaCTaTI/IH

KJ1accC

Crp. 15 u3 34



COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 10.01.2024 N= 160

OCTTEOEBATENERGL.IS Ui
Wndexnuonnsie u Hazodapunrur (ULIELUBEATEN B g erg VUL
napa3uTapHblie
3a0oJieBaHus
Hapymenus co Jlelikonenust OueHb peniko -
CTOPOHBI KPOBH U
p p TpomOGouuToneHus OueHb penko Penxo
nuMpaTHIeCKOH
CHUCTEMBI
Hapymenus co ['unepuyBCTBUTEIBLHOCTD OueHb peniKko Yacto
CTOPOHBI UMMYHHOM
p i Anadunakcus - OueHb penko
CHUCTEMBI
Hapymenus co [M'unornukemus - Heuacro
CTOpPOHBI OOMEHa
P l'unepriukemus ™ Ouenb penko Yacro
BEILECTB U MMUTAHUS
YBennueHue Maccel Tea Heuacro Heuacto
CHmXeHHe Macchl Tena Heuacto -
AHopekcust - Hewacto
Hapymenns ncuxuku | becconnuna Heuacto Heuacto
HN3meHenus HacTpoeHUs Heuacro -

(BKIJTIOUAs TPEBOXKHOE

BO30YXK/ICHHE)
Kommaper - Heuyacrto
Henpeccust Heuacro HewussectHo
CryTaHHOCTB CO3HAHUS Penxo -
Hapymenus co ConnuBocTh Yacro -
CTOPOHbI HEPBHOH I'onoBokpyxeHue Yacto Heuacrto

CHUCTCMBI
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R e B TENTERGL.IS Ui
l'onoBuas 6016 (B I ¥facto A TENENgherg WUV T
0CcOOEHHOCTH B Hayaje
JIeYCHUS )
Tpemop Heuacrto -
I'nnecresus, mapecresus Heuacro Heuacto
O6MopoK Heuacto -
I'unepronyc OueHb peniKko -
[epucdepuueckas neiiponaruss | O4eHb peaKo Penko
AMHe3us - Heuacto
JucreB3us Heuacto Heuacto
DKcTpanupaMuIHbi cuaapoM | HeusBectHo
Hapymenus co Heuetkoe 3penue - Heuwacro
CTOPOHBI OpraHa
p p Hapymenus 3penus (Bkimoyas | Yacto Penko
3peHus
JTUTIIIOTIHIO)
Hapymenus co [IIym B ymrax Heuacto Heuacto
CTOPOHBI OpTraHa
p p [ToTeps cyxa - OueHb penko
cllyXa U JTaOUPHUHTHBIE
HapyIIECHUS
Hapymenus co Omymenue cepauedreHus Yacro -
CTOPOHBI cepALa
p pAl Aputmust (BKIIIOUast Heuacto -
OpaauKapanio, KellyI0UKOBYIO
TaxuKapauio U GUOPUILIAIINIO
npencepanii)
Crenokapaus Penko -

Nudapkr muokapaa

OueHb penko

Hapymenns co

CTOPOHBI COCYZI0B

M'unepemus

Yacto

ApTepI/IaJ'ILHaH TUIIOTCH3UA

Heuacto

Backynur

OueHb peako
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O TTED ._ STETTEH ] TH 1
Hapymenus co bonb B ri10oTKE ¥ ropTaHU (ULIELUBEATEN B g erg VUL
CTOPOHEI
p Hocosoe kpoBoTeueHue - Yacro

NBIXaTEeIbHOU

OpImka Yacto
CHCTEMBI, OPTaHOB
IPYIHOM KICTKH Punut Heuacro -
CpeAOCTCHIA Kamrens Heuacto -

HNuTtepcTuninanbHas 60j1e3Hb - HewussectHo

JICTKUX, B 0COOEHHOCTH Ipu

JIOJITOCPOYHOU Tepanuu

Hapymienus co INuneprpoduyeckuii ruaruBuT | O4eHb peaKo -
CTOPOHBI JKETYIOUHO-
p ya TomHuoTa Yacto Yacto
KHIIIEYHOTO TPaKTa
bonp B BepxHEl U HUXKHEN Yacto Heuacto

qaCTHu XXHUBOTa

PBota Heuacro Heuwacro
Hucnencus Yacto Yacro
W3menenns 4acToThl CTyJ1a Yacto -

(BKITIOYAs TUAPEIO U 3a1op)

CyxocTb BO pTY Heuacro -
Jucres3us Heuacro -
Huapes, 3a110p, METEOPU3M - Yacro
I'actpur Odenb penko -
[Tankpeatur OueHb penko Heuacto
OTtpbKKa - Heuacro
Hapymenus co I'enatut Ouenb penko Heuacrto
CTOPOHBI MIEUEHU U
p Xounecras - Penko
HKEITYEBBIBOISIIINX
. IleyeHo4Hast HENOCTATOUYHOCTD | - OueHb penko
nyren
Kenryxa Ouenb penko -
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ot 10.01.2024 Nz 160
o CTIET BT Bl TEH 1 T 5 001
Hapymenus co bynnesnsiit nepmaTur, [l @qelﬁ-s-ﬁeﬁkol ElE HPeﬂkd JuuT)
CTOPOHBI KOXKHU U BKJTFOYAst TOJIUMOP(PHYIO
MMOJAKOKHBIX TKaHEH pUTEMY
Otek KBunke OueHb peniko -
[Momumopduast spuTema OueHb peako -
Anonenus Heuacto Heuacto
[Typnypa Heuacrto -
3menenue nsera Koxxu Heuacto -
Koxnblit 3yq Heuacto Heuacto
KoskHag cbInb Heuacto Heuacto
I'uneprunapos Heuacro -
DK3aHTEMA Heuacto -
Kpanuphnuna Heuacto Heuacto
AHTMOHEBPOTUYECKUI OTEK Ouenb penko Penko
OKCcpOoIuaTUBHBINA AEpMaTUT Ouenb penxo -
CBETOUYBCTBUTENIBHOCTD OueHsb penko -
Cunpapom CtuBeHca — OueHb peako Penxo
JIxoHcoHa
Tokcuueckuii SnUAepManbHbId | - Penxo
HEKpPOJIU3
Hapymenns co OteuHocTh cycTaBoB (Bkiodas | Yacto Yacro
CTOPOHBI CKEJIETHO- OTE€YHOCTH I'OJIEHOCTOITHBIX
MBIIIIEYHON CHCTEMBI CyCTaBOB)
U COCTUHUTEIBHOMN
8 MpI111e4HbIE CYyTOPOTH, Yacto Yacro
TKaH!
MBIIIEYHBIE CIIA3MbI
Aptpanrus, MUajirus (CM. Heuacro Yacro
pazaen «OcoOble YKa3aHuUs»)
Boir B cimne Heuacto Yacto
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Boirn B miee [l '-"-"_iE‘]"'E'“'TEHE'HHE«H;E'I%” 0]
bonb B koHEUHOCTH - Yacto
MEIeuHas moBBIIIIEHHAS - Heuacto
YTOMJIIEMOCTD
Muo3ut (cM. paznen «Ocobbie | - Penko
yKa3aHHs»)
Pabgomuonus, muomnarus (cM. - Peaxo
pazaen «Ocobble yKazaHus»)
TenauHoNaTHA, B PEAKUX - Penxo
CITy4asix pa3pblB CYXOKHUITHUS
NmMMmyHOOMOCpE1OBaHHAsS - Heunssecrno
HEKPOTU3UPYIOIIAast MUOTIATHS (e

paznen «Ocobbie

yKa3aHUs»)
Hapymenus co Hapymenne mouencnyckanus, | Heuacto -
CTOPOHBI IIOYEK U HUKTYpHS, y4alIEHHOE
MOYEBBIBOIAIINX MOYEHCITyCKaHUE
nyTein
Hapymenus co NmMnoreHnus Heuacro Heuwacto
CTOPOHBI ITOJIOBBIX
I'muexomactus Heuacro Ouensb penko
OPraHOB U MOJIOYHOM
JKeJe3bl
O6mue paccrpoiictBa | OTek Ouenb yacTo Heuacro
Y HapyLIEHUs B MECTe =
Pyt [epudepuyeckuii orexk - Heuacro
BBEJICHUS
[ToBbIIEHHAS YTOMIISIEMOCTH Yacto Heuacto
Actenus Yacto Hewacrto
bonb B rpyaHoOi KieTKe Heuacro Heuacro
bonb Heuacto -
Henomoranue Heuacto Heuacto
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ot 10.01.2024 Nz 160
e (MQCNENOBATENb R0

Biusinue Ha [ToBbIIEHNE YpOBHEN OueHb penko Yacro
pe3yibTaThl NIEYEHOYHBIX (DEPMEHTOB,
71a00paTOPHBIX U aJlaHMHaMUHOTpaHcdepassl 1
HHCTPYMEHTAIbHBIX acrapTaTaMHHOTpaHC(epasbl
HCCIIEIOBAHU I (IpenMymIecTBEeHHO

CBUIACTCIIBCTBYET O XOJ'ICCT&?)C)

[ToBbIlIEHHBIN YPOBEHB - Yacto
KpEaTUHKUHA3bl B KPOBHU (CM.

paznen «Oco0Oble yKa3aHus)

HpI/ICYTCTBI/Ie HeﬁKOHHTOB B - Heuacto

MOUYC

* TIpy mpuMEHEHUH HEKOTOPBIX CTATUHOB COOOINAIOCh O CIydasx CaxapHOTO auadera: 4acToTa
Oyzer 3aBUCETh OT MPUCYTCTBHS WIM OTCYTCTBHS (PAKTOPOB pUCKa (YPOBEHB TIIFOKO3bI B KPOBU
HaTomak >5,6 wmmonb/n, WMT > 30 kr/M?, TOBBIICHHBII YPOBEHb  TPUTIIMLEPHJIOB,

apTepualibHas TUIIEPTEH3Us B aHAMHE3E).

Ilepeno3upoBka
Cenenuit 0 mepeno3upoBKe Mpemnapara HeT. Kak aMioaumnuH, Tak U aTOPBACTaTUH aKTHUBHO
CBS3BIBAIOTCS C O€NKaMH IUTa3Mbl KPOBH, IMOATOMY CYIIECTBEHHOE YBEIWYECHHE KIIHpPEHCa

KOM6I/IHI/IpOBaHHOFO npenapara npu reMmoanajin3ec MaJloBEpPOSATHO.

Cumnmomvi nepedo3uposKuU aAmMiI0OUNUHA:

- ype3MepHas nepudepudeckas Ba3oAnIaTalus, IpUBOIAILIAs K peIeKTOPHOM TaXUKapny;

- BBIPAXEHHOE M CTOMKOE CHM)KEHUE apTepUaIbHOTO JaBJICHUS, B TOM YHCIIE C pa3BUTHEM IIOKA
1 JIETATFHOTO UCXO0/1A.

Cumnmombl nepedo3uposxu amopeacmamuHa. He OIICAHBbI.

Jleuenue nepedo3upoeku amioOununa:

- IpYeM aKTHBHUPOBAHHOI'O yIJIA cpa3y WM B TE€YEHHE 2 U IOCcTe MprueMa aMIoAuuHa B 1o3e 10
MT TPUBOJTUT K 3HAYUTEIBHOH 3aJiep)KKEe BCACHIBAHMS Tperapara. B HEKOTOPBIX cIrydasiX MOKET
ObITh 3 (EKTUBHBIM MPOMBIBAHUE KENYy KA.

- BbIp@)XeHHOE CHIKeHHE AJl, BbI3BaHHAs Mepel03UPOBKON aMIIOUIINHA, TPpeOyeT MpOoBEIECHUS

AaKTUBHBIX MEpONPHUAITUH, HANPABICHHBIX Ha MOJAEp)KaHUEe (YHKLIHUU CEpACUYHO-COCYIHCTOM
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CUCTEMBI, BKJIIOYasi KOHTPOJb IOKa3aTeneu pa60TL&n'Qé}JH§a1';E;'&J}_§% Ubobseiteroro

COOTBETCTBYET SKCNEPTHOMY OTYETY

MOJIOKEHHUSI KOHEYHOCTEH, KOHTPOJIb 00BbeMa UPKYJIHUPYIOLIEH KPOBU U JUype3a.

- I BOCCTAHOBJICHHSI apTEPHAILHOTO JABICHUS W TOHYCA COCYAOB MOXET OBITh TOJIE3HBIM
MIPUMEHEHHE COCYA0CY>KUBAIOIIEr0 Iperapara, eciii HeT IPOTHUBONOKAa3aHUN K €ro0 Ha3HAaYCHHUIO.
- Ul YCTpaHEHHUs TOCIEICTBUN OJIOKaIbl KalbIIMEBbIX KAHAJOB - BHYTPUBEHHOE BBEICHUE
KaJIBLIMS TJIIOKOHATA.

Crienuuueckux CpeiaCTB U JeueHuss nepedosuposku amopeéacmamuna HeT. B ciaydae
NepeI03UPOBKH CIIETyeT MPOBOJUTH CUMIITOMATUYECKOE U MOAIEPKUBaIOIIee JICUSHHE 110 Mepe

HEOOXOOMMOCTH.

B3aumoseiicTBHE ¢ APYTUMU JIeKAPCTBEHHBIMHU CPeICTBAMH

[TokazaHo, 4To (apmMakoknHeTHKa amiogunuHa 10 Mr mpu KOMOWHHMPOBAHHOHM Tepamuu C
aropBacTaTHHOM 80 MI' y 370pOBBIX TOOPOBOJIBIICB HE MEHSETCS. AMIIOJUIHMH HE OKa3bIBal
BiUsHUS Ha Cmax aTopBacTaTuHa, HO BbI3bIBaJ yBennueHue AUC Ha 18 %.

Bsaumoseiictue npenapara Kagyst® ¢ gpyruMu JlekapcTBEHHBIMHE CPEICTBAMH CHENHATBHO HE

HN3Yy4aJioChb. Huxe npeacTaBjiCHa I/IHq)OpMaLII/IH 10 KaXXA0MY KOMIIOHCHTY B OTACIIBHOCTH.

Amnoounun

AMJIOIUNIMH MOXET O€30MacHO MPUMEHSTHCS OJHOBPEMEHHO C AHTUOMOTHKAMU U
TUIOTTIMKEMUUYECKUMHU CPEJICTBAMU JJIsl IpUeMa BHYTPb.

Hneubumoper uzogpepmenma CYP3A4: npu 0JHOBpEMEHHOM NMPUMEHEHHH AWITHA3eMa B J103€
180 Mr u amjoaunuHa B 103€ 5 MI' Y MOXWIbIX ManueHToB (0T 69 1o 87 yer) ¢ aprepuanbHOR
THIEPTEH3UEH, OTMEYAaeTCs TOBBIMICHHE CUCTEMHOW OHKCHO3MIMHU amioaunuHa Ha 57 %.
OnHOBpeMEHHOE IPUMEHEHNE aMJIOIMITMHA U SPUTPOMHIIMHA Y 3/I0pPOBBIX J0OpOBOJIbLEB (0T 18
70 43 1eT) He MPUBOJUT K 3HAUYUTEIbHBIM M3MEHEHHUSIM HKCIO3ULIMU aMIIOIUIINHA (YBEIUYEeHHE
TUIONIAIA O KpUBOH «koHIeHTpanus-Bpems» (AUC) ma 22 %). Hecmorps Ha TO, dUTO
KJIMHAYECKOe 3HaueHWe JTUX A(P(PEKTOB 10 KOHIA HESICHO, OHM MOTYT OBITh Oojee SpKO
BBIPA)KEHBI Y MOKUJIBIX MAIMEHTOB.

Mounsle unruburopsl uzopepmenta CYP3A4 (Hampumep, KETOKOHA30Jl, HTPAKOHA30I1,
PUTOHABUP) MOTYT NMPHBOJUTH K YBEJIMYCHUIO KOHIICHTPAIMU aMJIOJMIIMHA B TUIa3Me KPOBH B
Oompmeit crenenn, 4em auinTHazeM. CIemayeT ¢ OCTOPOKHOCTBIO MPHUMEHSTh aMJIOIWITHH M
uHruourops! nuzopepmenta CYP3A4.

Knapumpomuyun:  KIapuTpoMHULUH  sBIsieTcs  uHruoburopom  uszodpepmenta CYP3A4.
CymiecTByeT TOBBIIICHHBIH PHCK pPa3BUTUS apTEPHATbHON TUIIOTEH3WH Yy TIAlMEHTOB,

MOJIyYaIOUUX KJIAPUTPOMHULIMH OJHOBPEMEHHO C amiogunuHoM. [Ipu omHOBpeMEeHHOM
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NPUMEHEHUN aMJIOUIIMHA C KJIapUTPOMHULIMHOM peKéﬂgﬁ;[’;@'gﬁj E[‘mg%?l'éﬁl; 'HA_GFIIQJIHJHL 3a

COCTOSIHUEM TAIlUEHTOB.
Hnoyxkmopwr uzogpepmenma CYP3A4: nannbpix o BnussHUM UHAYKTOpoB n3opepmenta CYP3A4
Ha (apmakokMHeTHUKY amioAunuHa HeT. OIHOBPEeMEHHOE MPUMEHEHHE WHJIIYKTOPOB
uzodpepmerra CYP3A4 (nanpumep, pudaMnuius, 38epo00ii MpoAbIPABICHHBIN) U aMIIOIAITHHA
MOXET TMPHUBOJUTH K CHIDKCHHIO KOHIEHTpAIMM aMJIOJMIIMHA B TuiazMe KpoBu. Cremyer ¢
OCTOPOKHOCTBIO IPUMEHATH aMJIOIMIINH U HHIYKTOpbI n3opepmenta CYP3A4.

Lumemuoun: Tpu  OAHOBPEMEHHOM  MPUMEHEHMHM  aMJIOJUNUHA C  [UMETUIUHOM
(dbapMakOKMHETHKA aMJIOIUIIMHA HE MEHSAETCS.

I'petingppymosuiii cox. OTHOBPEMEHHBIH OJHOKpATHBIN nipueM 240 mut rpeirnndpyToBOro coka u
10 wMr amyomuMNMHA BHYTPh HE  CONPOBOXKIACTCS  CYHNIECTBEHHBIM  M3MEHEHHEM
(bapMaKOKMHETHKN aMJIOJUIINHA, OJHAKO CIIEAyeT YYHTHIBAaTh BO3MOXKHOCTH T'€HETHYECKOTO
nosmmmopdusma mzodepmentra CYP3A4. B cBsI3u ¢ 3TUM, OJHOBPEMEHHOE NIPHUMEHEHUE
npenapata Kamgy>t™® u rpeiindpyra wim rpeinpyToBoro coka He pPEKOMEHIYeTCs, B BHIY
BO3MOYKHOT'O TOBBIIIEHUSI OMOIOCTYITHOCTH aMJIOJIMIIMHA Y HEKOTOPBIX MAIMEHTOB, YTO MOXKET
MPUBOJUTH K YCUJIICHUIO aHTUTUTIIEPTEH3UBHOTO 3 (deKTa aMIoJuIIHA.

B otnnume ot apyrux BMKK knuHHuYecku 3HAUMMOTO B3aWMOJACHCTBUS aMJIOJUINIUHA HE ObLIO
O0HApY>KEHO TPH COBMECTHOM IPHUMEHEHUH C HeCmepoUuOHbIMU NPOMUBOBOCNAIUMENbHIMU
npenapamamu (HIIBII), 0cOO€HHO WHIOMETAIITHOM.

Bo3MOXHO ycunenue aHTHAHTUHANBHOTO W aHTUrUNepTeH3uBHOro nedctBus BMKK mpu
COBMECTHOM TPUMEHEHUH C MUA3UOHBIMU U «NemIe8blMUy OUypemuKamuy, 6epanamuilom,
uHeubumopamu aneuomeHzunnpespawarowe2o Gepmenma (AIP), bema-adpenobrokamopamu
U Humpamamu, a TaKXKe YCuleHue WX aHTHUTUNEPTEH3UBHOTO JEHCTBUS TPH COBMECTHOM
npuMeHeHun ¢ anbdal-agpeHoOmokaTopamMu, HeWpolenTHKaMu. XOTS TMpU  HU3YUYEHUU
aMJIOIMIIUHA OTPULIATENILHOTO MHOTPOMHOro 3 deKxTa 0ObIYHO HE HaONI0Jalld, TEM HE MEHee,
HekoTtopsle BMKK Moryt ycunmBarh BBIPaKEHHOCTh OTPHULATEIBHOTO MHOTPOITHOIO JEHCTBHUS
AHMUAPUMMUYECKUX Npenapamos, evi3vieaowux yoaunenue unmepsara QT (Hampumep,
amuogapoH u xuHuuH). Ilpu coBmectHoM mnpumenenun BMKK ¢ npenapamamu numus
BO3MOXHO YCHUJICHHE HEHpPOTOKCMYHOCTU JHTHUS (TOIIHOTA, PBOTA, AUApes, aTaKCHs, TPEMop,
HIyM B yiiax). AMIOJUIMH HE BJIHsSET iN VIO Ha cTemeHb CBS3bIBAHUS C OCNKaMH IL1a3MbI
KPOBU OUOKCUHA, heHumouna, eappapuna u uHOOMemayuna.

Antomunuii-Imacnuiicooepacawue  anmayudvl. WX OJAHOKPATHBIA TIpUEM HE OKa3bIBacT
CYIIIECTBEHHOTO BIUSHUS Ha (PapMaKOKMHETUKY aMJIOIUIIHHA.

Cunoenagpun: omuokpataeiii mpuem 100 Mr cuwineHadguia y TaIlMEHTOB SCCEHIIMATBHON

TUIEepTeH3Ued He OKa3blBaeT BIIMAHUS Ha MapameTpsl (papMakoOKWHETHKH amioaunuHa. [lpu
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JIaBJICHUE.

Jueokcun: Tpu OJHOBPEMEHHOM IPUMEHEHUU aMJIOJUIIMHA C JUTOKCUHOM Yy 3J0POBBIX
JOOPOBOJIBIIEB CHIBOPOTOYHASI KOHIIEHTPALIMS U TOYEUHBIN KIUPEHC AUTOKCHUHA HE U3MEHSIOTCS.
Omanon (ankoeonv codepicawjue Hanumkuy): TPU OJHOKPATHOM M MOBTOPHOM IMPHUMEHEHUU B
no3e 10 Mr aMmIoIUNIH HE OKa3bIBAET CYIIECTBEHHOTO BIMSAHUSA Ha (PapMaKOKUHETHKY 3TaHOJIA.

Bapgapun: amnonunuH HE BIMAET HA W3MEHEHHS MPOTPOMOMHOBOTO BPEMEHH, BBI3BaHHBIC
Bap(hapuHOM.

Luknocnopun: WMCCleNOBaHUS B3aUMOJCUCTBUS aMJIOJMIMHA M LUKJIOCIOPHHA IPOBOJUINCH
TOJIbKO y TAIMEHTOB IOCJI€ TPAHCIUIAHTALIMU TOYKU. OTH HCCIEIOBaHUS I0Ka3ald, 4YTO
aMJIOZUIHNH MOKET 100 HE BIMATh HA MUHUMAJIbHYIO KOHIIEHTPALMIO IUKJIOCIIOPUHA B IJIa3Me
KpOBH, MO0 moBbImIaTh ee BIJIOTh 10 40 %. CinemyeT paccMOTpeTh BO3MOXKHOCTH KOHTPOIIS
KOHIIEHTpAllU LUKJIOCIIOPHHA B IIa3M€ KPOBH Y MTALIMEHTOB MOCJE TPAHCIUIAHTALUU TTIOYKHU NIPU
PUMEHEHUN TaKOM KOMOMHAIMY NpenapaTos.

Taxkponumyc: CyHIECTBYET PHUCK TIIOBBIIIEHHS KOHLIEHTPALIUKM TaKpoOJIMMyca B KpPOBH IIpH
OJIHOBPEMEHHOM TPUMEHEHUU C aMJIOJUNHUHOM. Bo wu3bexaHue pa3BUTHS TOKCHUYHOCTHU
TakpoJauMyca TMpU NPUMEHEHUM aMJIOJUIIMHA Yy TAlUMEHTOB, [OJyYaloluX JICYECHUE
TaKpOJIUMYCOM, TpeOyeTcss MOHMTOPUHI €ro KOHIIEHTpAallMM B KPOBU M KOPPEKLUs A03bl IpU
HEOOXOIUMOCTH.

Muwens panamuyuna y mnexonumarowux (uneubumopsr MTOR): unru6uropsr MTOR, Takue
KaK CHpOJHMMYC, TEMCUPOJIUMYC M 3BEpPOJIUMYC, sABIAt0TCS cyocTparamu CYP3A. Amnonunux
seisiercs cinabeiM mHTHOMTOpOM CYP3A. TIpy COBMECTHOM NPUMEHEHHWH C WHTHOMTOpAMHU
MTOR amMIODUIINH MOYKET HMOBBIIIATE UX BO3IEHCTBHE.

Jlanmponen: B oONBITaX Ha JKUBOTHBIX IPM OJHOBPEMEHHOM IIPUMEHEHMHM BepanamMwuia H
JAHTPOJIEHa BHYTPHUBEHHO OTMEYAJIMCh CIy4yau JIETaJbHOM (GUOPWIUIILMK Tpeacepauil u
CEpJICYHO-COCYIUCTON HEIOCTATOYHOCTH B CBSA3M C pa3BUTHEM TuIepKaiveMuu. B cBs3u ¢
PUCKOM THUIIEpKAIUEMHUH peKoMeHayeTcs n3berats npuMmeHeHus: BMKK, takux kak amioaunvH,
y MalMEHTOB C MOA03PEHUEM WJIM MOATBEPKIACHHON 3JI0KaU€CTBEHHOM TMIEPTEPMUEH, a TaKKe
BO BpEMs JIEUECHUS JAHHOTO COCTOSIHUSL.

Cumeacmamun: MHOTOKpAaTHOE OJHOBPEMEHHOE MpPUMEHEHHE amiionuIuHa B 1o3e 10 mr u
cumBactaTiHa 80 MI NPUBOAMUT K IOBBIIIEHUIO KOHIEHTPAlMU cUMBacTathuHa Ha 77 % 1o
CPaBHEHMIO C MOHOTEpanued cuMBacTaTUHOM. ClielyeT OrpaHMuYuTh 03y cUMBacTatuHa ao 20
MT B CYTKH.

Brusnue na pesyiionianivl Jza60pam0przx mecmoe. HEU3BECTHO.
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Amopsacmamun (MOCNEOOBATENEHOCTE 0001)

[Tockonbky artopBactatuH Metabonusupyercs uzopepmentom CYP3A4, coBmecTHOE
NpUMEHEeHHe aTopBacTaTHHa ¢ uHruomropamu uzopepmenta CYP3A4 moxeT NpUBOAUTH K
YBEJIMUEHUIO KOHIIGHTpAllMM aTOpBacTaTHMHA B IUia3Me KpoBHU. CTeneHb B3aMMOJICHCTBUS U
¢ dexTa MOTEHIMPOBAHUS OMPEICNIAIOTCS BapHUaOEIbHOCTHIO BO3JICHCTBUS Ha HU30(epMEHT
CYP3A4.

Hueubumopvr  mpancnopmnoeo  6enxa. aTOpBACTaTUH TMPEICTaBISIET co0oi  cyOcTpar
TPaHCTIOPTEPOB PepMEHTOB NeyeHH (CM. paznen «PapMaKOKHMHETHKAY).

CoBMecTHOE MPUMEHEHHE aTopBacTaThHA B A03¢ 10 Mr m mukiocrnopuHa B j03€ 5,2 MI/Kr/cyT
NPUBOJUT K YBEITMUYECHUIO KOHIIEHTPAIIMH aTOpBAaCTaTHHA B Tu1a3Me KpoBu (cooTHomenne AUC:
8.7) (cm. pasaen «DapMakOKHHETHKAY). [[UKIOCTIOpUH SIBIACTCS HHIHOMTOPOM OPraHUYECKOTO
aHWOH-TpaHcroptupyomero nomunentuaa 1Bl (OATP1B1), OATP1B3, mnporeuna,
ACCOLIMMPOBAHHOTO C MHOKECTBEHHOM JleKapcTBeHHOU ycrtoiumBocThio 1 (MJIY1) u Oenka
PE3UCTEHTHOCTH K paKy MOJIOUHOM »kene3bl, a Takke CYP3A4, cneqoBaTenbHO, OH MOBBIIIACT
YpOBEHb BO3/€lcTBUsA aTopBacTaThHa. CyTOoYHas J03a aTOpBAacCTaTHHA HE JOJDKHA IPEBBIIATH
10 mr (cm. pazaen «Crnocod mpuMeHEHUS U TO3bD»).

['mexanpeBup u nudpentacsup sipnstorcsa naruoutopamu OATP1B1, OATP1B3, MJIV1 u Genka
PE3UCTEHTHOCTU paKa MOJOYHOM JKejle3bl, CJIEeJOBaTebHO, OHU IOBBIIIAIOT YPOBEHb
BO3/eiicTBUS aTopBacTaThHa. CyTOYHas /103a aTopBacTaTUHA HE JOJDKHA MpeBbimath 10 mr (cM.
pazaen «Crnocod MpUMEHEHHSI U JTO3BI»).

CoBMmecTHOE NTpUMEHEHHE aTopBacTaTHa B 103€ 20 Mr u serepMmoBupa B A03e 480 Mr B CyTKu
MIPUBOJTIIO K TTOBBIIICHUIO YPOBHS BO3/eicTBHS aropBactaTtuHa (cootHomenne AUC: 3,29) (cm.
paznen «®DapMakoKMHETHKa»). JleTepMoBUp sBIsSETCS HMHTUOMTOPOM TpaHCcHopTepoB P-gp,
BCRP, MRP2, OAT2 u mneuyenounoro tpancnoprepa OATP1B1/1B3, Takum oOpa3oMm, OH
YCWJIMBAET YpPOBEHb BO3JEHCTBUs aTopBacTathHa. CyTO4yHas J03a aropBacTaTUHA HE JOJDKHA
npesbimath 20 Mr (cM. pazzaen «Crnoco0 NPUMEHEHHUS U 103b1»).

Bennumnna omocpenoBanHbiX JiekapcTBeHHBIX B3anmojeiicTBuii CYP3A u OATP1B1/1B3 na
COBMECTHOE NPHUMEHEHHUE MPENapaToB MOXKET OTJIMYATHCS MPU OJHOBPEMEHHOM Ha3HAYEHUU
JETEPMOBHUpA € LMKIOCOpuHOM. He pekomeHayeTcs NMpUMEHSATh aTOPBACTATUH MAllMEHTaM,
MOJTYYAIOLIUM TEPAIHIO JIETEPMOBUPOM COBMECTHO € IIUKIOCIIOPHUHOM.

DOnbacBup u TpazonpeBup sABstorcs uHruomtopamu OATPIB1, OATPIB3, MJIV1 u Genka
PE3UCTEHTHOCTH paka MOJIOYHOM JKEJNe3bl, CJEAOBATEIbHO, OHHU IMOBBIIIAIOT YPOBEHb
BO3JIEUCTBUS aropBacTaTuHa. Cleayer NPUMEHSATh C OCTOPOXHOCTBIO M B CaMOM HHU3KOU
HeoOxoaumoit o3¢ (cM. pazaen «Crnocod MPUMEHEHHS U T03b1»).

Puck Muomatuu BO Bpems JIeUeHMs] JPYTMMH IperapaTaMH 3TOr0 Kjacca MOBBIMIACTCS MPHU

Ctp. 25 u3 34



ot 10.01.2024 N= 160
O/HOBPEMEHHOM ~TMPUMEHEHHH  IIMKIOCTIOPHHA, TIPOHABOMREIK = IO HHOBOH = KACAOTEL,

COOTBETCTBYET SKCNEPTHOMY OTYETY

SPUTPOMHIIMHA, TPOTUBOIPUOKOBBIX IMPENAapaToOB IPOU3BOJAHBIX a30JI0B, U HUKOTHHOBOMH
KHACJIOTHl B JIMIHJICHIDKAIOMUX go3ax (6omee 1 r/cyt) (cMm. pasmen «OcoOble ykazaHHSD» -
«JlelicTBHE HA CKEJIETHBIE MBIIILBI»).

T'emgpubposzun/npouzeoonvie  Gubpoesou  kuciomel. TpuMEeHEHHEe (ubpaToB B BHUIC
MOHOTEPAIUU UHOI'/Ia COIIPOBOXKIAETCS SBJIECHUSAMHU CO CTOPOHBI MBIIIEYHOW CHUCTEMBI, BKIIIOUYAs
pabgomuonu3. PHCK BO3HHUKHOBEHHS JTHX SBJICHUH MOXKET OBITh TOBBIIICHHBIM IIPH
OJTHOBPEMEHHOM HPHUMEHEHMU INPOU3BOJAHBIX (HOPOEBOM KUCIOTHI M aropBacTatuHa. Ecimu
HeNlb3sl M30eXaTh OJHOBPEMEHHOI'O IPUMEHEHUs ATUX IIPernaparoB, cIeIyeT IPUMEHSThH
HAaUMEHBIIYIO /103y aTOpBacTaTUHA, JIOCTATOYHYIO Ui JOCTUKEHUS T€pareBTUUECKUX Leel, u
CJIEZIyeT OCYIIECTBIIATH COOTBETCTBYIOIIEE HAOOICHUE 32 COCTOSIHIEM ITallMEHTOB (CM. pa3/el
«Oco0bIe yKa3aHusy).

O3emumud: TpUMEHEHHE 33eTMMHOa B BHJIE MOHOTEpANUU CONPOBOXKIAETCS SIBICHUSMH CO
CTOPOHBI MBILIEYHON CHCTEMBbI, BKJIOYas padnomuonu3. CienoBaTeNnbHO, PUCK 3TUX SIBICHUMN
MOXET OBITh YBEIMYEH IPH OJHOBPEMEHHOM IPUMEHEHHH 33€THMHOAa ¥ aTOpBacTaTHHA.
PexomeHyeTcsl OCYLIECTBIATh Ha/UIeKaIlMH KIMHUYECKHMH MOHHMTOPUHI COCTOSHHMS TaKHX
HalMEHTOB.

Aumayuovl: OJHOBPEMEHHBIM MpPUEM BHYTPh CYCIEH3UH, COAEpXKallled MarHus U alroMUHUS
TUAPOKCHUIBI, CHUKAJI KOHIIEHTpPALMIO0 aTopBacTaTWHA B IJIa3Me€ KpPOBH IpuMepHO Ha 35 %,
OJIHAKO CTENEHb YMEHbIlIeHHUs KoHIeHTpauyuu Xc-JIITHII npu sToM He MeHsAnIach.

@enazon: aTOpBACTaTUH HE BIUSAET Ha (PapMaKOKMHETHUKY (DeHa30Ha, MO3TOMY B3aUMOJIeCcTBUE
C JIpyTUMU TpernaparaMmy, MeTaOOJIN3UPYIOIIMMUCS TEMHU K€ H30(epMeHTaMH LIUTOXpOMa, HE
OKUJIAeTCH.

Hmparxonazon: 0qHOBPEMEHHOE NPHUMEHEHUE aTopBacTaTMHa B 1o3ax oT 20 mr go 40 mMr m
uTpaxkoHasozna B go3e 200 mr nmpoBoawiio K yBenndeHuro 3HaueHuss AUC aTopBacraTuHa.
I'petingppymosolii  cox: TOCKOJIbKY TpeUNn@pyTOBBII COK COJAEPKUT OAMH WM Oojee
KOMIIOHEHTOB, KOTOpble MHruOupyror uzopepment CYP3A4, ero upesmepHoe mnoTpediieHue
(Oonee 1,2 nm B ;eHb) MOXKET BbI3BAaTh yBEIUYEHUE KOHIIEHTPALMM aTOpBACTaTHHA B IIa3Me

KpPOBH.
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Hneubumopor  usopepmenma CYP3A4:  Onut0 no%ﬁcﬂEli;gi-&-%Qﬁw;ﬁJej I:II\:;E;'I}_!.hBIX

uHruouTopoB CYP3A4 npuBoauT K BeIpa)KEHHOMY IOBBILIEHUIO KOHLIEHTPALUIl aTOpBacTaTHHA.
OpnHOBpeMEHHOr0 MpUMEHEHUs] MOIIHbIX MHruouropoB CYP3A4 (Hanpumep, IUKIOCIOPHHA,
TEIUTPOMMUIIVHA, KJIADUTPOMHULIMHA,  JI€JaBUPJUHA, CTUPHUIIEHTOJIA, KETOKOHA30J1a,
BOPHUKOHA30J1a, UTPAKOHA30J1a, I103aKOHA30J1a, HEKOTOPBIX IPOTUBOBUPYCHBIX NPENapaToB st
neuenuss HCV (manpumep, 3mbacBupa/rpa3onpeBupa) ¥ HHTHOMTOPOB mpotea3sl BUY, Bkitouas
pPUTOHABUp, JIONMHABMpP, aTa3aHAaBUp, WHAWHABUp, JNapyHaBUp MU T.[.) CIEIyeT IO Mepe
BO3MOXHOCTH u30eratb. B ciyuyasx, B KOTOpPBIX OJHOBPEMEHHOIO IPUMEHEHHUS 3STHX
JIEKapCTBEHHBIX IPENapaToB € aTOPBAaCTaTMHOM HeNb3sd H30€XaTh, CIENYyEeT PAacCMOTPETh
BO3MOXKHOCTh TIPUMEHEHUS 0oJiee HU3KMX HAaYalbHBIX M MAaKCUMAIIbHBIX /103 aTOpBacTaTHHA, a
TaK)K€ PEKOMEH/IyeTCsl COOTBETCTBYIOINN KIIMHUYECKUI MOHUTOPUHT COCTOSIHUS NTAI[UEHTA.
Ymepennsle unru6buropel CYP3A4: (Hampumep, SpUTPOMHUIIMH, JUITHA3eM, BepamaMuil U
¢uykoHa30J1) MOTyT TMOBBIIATh KOHLEHTPAalMM aTopBacTaTMHAa B IuIa3Me KpoBu. Ilpu
NPUMEHEHUH SPUTPOMHUIIMHA B KOMOMHALMU CO CTaTMHAMHU HaOJIOAAJCsS TOBBIIICHHBIA PUCK
muonatuu. HMccnenoBaHuil  JIEKAPCTBEHHBIX  B3aUMOJCHCTBUM, OLEHHUBAIOUIUMX  BIUSHUE
aMUOJlapOHa WIM BepalaMuia Ha aropBacTaTWH, He NpoBoAwiuch. Kak amuonapoH, Tak u
BeparaMul SBJSIOTCS U3BECTHBIMU MHruOuTOpamu aktuBHocTd CYP3A4, n nx ogHOBpeMeHHOE
IPUMEHEHHE C AaTopBacTaTUHOM MOXET IPUBOIUTH K IIOBBIIIEHUIO YPOBHS BO3JEHCTBUS
aTopBacTaThHa. Takum o0pa3om, clielyeT paccMOTpPEeTb BO3MOXKHOCTb IHpPHUMEHEHHus Ooiee
HU3KOW MAaKCHMaJbHOW J03bl aTOPBAaCTaTHHA, M PEKOMEHAYETCS COOTBETCTBYIOILUN
KIIMHUYECKMM MOHHMTOPHHI COCTOSIHMSI IIallUEHTa IpPU OJHOBPEMEHHOM IPUMEHEHHH C
ymepeHHbiMH uHrHOUTOpamMu CYP3A4. Ilocne Havanma NpuUMEHEHUS WM KOPPEKIUH O3Bl
MHIMOUTOpAa PEKOMEHIYETCS OCYIIECTBIATh  HAAJeXKallui  KIMHUYECKUH  MOHUTOPHHT
COCTOSIHUS NALIMEHTA.

Hnoyxkmopwr uzoghepmenma CYP3A4: coBMeCTHOE IPUMEHEHUE aTOPBACTaTHHA C UHIYKTOpaMH
uzopepmenta CYP3A4 (nanpumep, 3paBupeH30M WM PUPAMIUIIMHOM) MOXKET MPUBOJIUTH K
CHI)KCHMIO KOHIIGHTpallMM aTopBacTaTMHAa B IJJa3Me KpoBH. BcienctBue ABOWCTBEHHOTO
MeXaHU3Ma B3auMOJEHCTBHA C pudamnuuuHoM (MHIyKTOpoM u3odpepmenta CYP3A4 wu
UHTUOUTOPOM TpaHcopTHOro 6emnka renatouutoB OATP1B1), pekoMenayercs ogHOBpeMEHHOE
IPUMEHEHHE aTOpBacTaTHHA U pU(aMIUIIMHA, TOCKOIbKY OTCPOUYEHHBIN NMPUEM aTopBacTaTHHA
nocie mnpuemMa pupamMOUIMHA TPUBOJUT K CYIIECTBEHHOMY CHHXEHHIO KOHLEHTPAlUU
aTOpBacTaTHHA B IJIa3M€ KPOBH.

Konecmunon: npu 0AHOBPEMEHHOM NPUMEHEHUH KOJIECTUIIONA KOHIIEHTpAILMs aTOpBacTaTUHA B
mja3Me KpPOBH CHIDKajgach MNpuMepHOo Ha 25 %; OJHAKO THUMOJUMHIAEMHYECKHl 3hdexT

KOMOHMHAIIUM aTOpPBAaCTaTMHA M KOJIECTHUIIONA MPEBOCXOJMJI TaKOBOW Ka)JOro mpernapara B
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(NOCNEOQCBATENBEHOCTL 0001)

OTACIBbHOCTH.

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

Jlueoxcun: pu MOBTOPHOM IpHUEME JUTOKCHMHA M aTopBacTathHa B Jo3¢ 10 Mr paBHOBECHBIE
KOHIIGHTpAIlMK JUTOKCHHA B IJIa3ME KPOBU HE MEHsUIUCh. OHAKO MPU MPUMEHEHUH JTUTOKCUHA
B KOMOHMHAIIMK C aTOPBAaCTaTUHOM B /03¢ 80 MI/CyT KOHIIEHTpAIUs AUTOKCHHA YBEJIUYUBAIACh
npumepHo Ha 20 %. IlanMeHThl, Mody4arolMe TUTOKCHUH B COYETaHHWU C aTOPBACTATHHOM,
TPeOYIOT COOTBETCTBYIOIIETO HAOIIOICHHUS.

Opumpomuyun/knapumpomuyus’. TPH  OJHOBPEMEHHOM NPUMEHEHMHM aTOpBacTaTHHA U
sputpomunirHa (500 Mr yeThipe pa3a B CyTKH) WiH KiaaputpomuiinHa (500 Mr aBa pa3a B CYyTKH),
koTopble uHTHOMpYIOT u3odepmeHT CYP3A4, Habmomanoch TMOBBIIIEHWE KOHIICHTPAIIUU
aTopBacTaTHHA B IJIa3Me KpOBH (cM. pazzaeinbl «Ocolble ykazaHus» - «JleficTBue Ha CKEeJIETHBIS
MBIIIIB U «DapMaKOKHHETHKA).

Asumpomuyun: IpU OTHOBPEMEHHOM MpUMeHeHUH atopBactaTtuHa (10 Mr oauH pa3 B CyTKH) U
asutpomunirHa (500 Mr oguH pa3 B CYTKH) KOHIIGHTpAIUsl aTOpBAacTaTHHA B IJIa3Me KPOBHU HE
MEHSJIACh.

Tepghenaoun: mpu OJHOBPEMEHHOM MPUMCHEHHH aTOPBACTATHHA W TepdeHAIWHA KIMHUYCCKH
3HAYUMBIX U3MEHEHUI (apMaKOKMHETUKH TeppeHaIMHaA HE BBIIBICHO.

Ilepopanvuvle Koumpayenmugvl. TPU OJHOBPEMEHHOM TPUMEHEHUH aTopBacTaThHA U
NEePOPaATLHOTO KOHTPALIENTUBA, COJIEPKALEr0 HOPITUHAPOH M ATHHUIACTPAANOI, HAOII0Ja/I0Ch
3HaunTelbHOEe NoBbiieHne AUC HOpITUHAPOHA U dTHHWIACTpaauoa npumepno Ha 30 % u 20
%, COOTBETCTBEHHO. OJTOT »3¢¢eKT cienyeT YYUThIBaTh IpH BHIOOpE MEpPOPaILHOrO
KOHTpALICTITUBA JJIs KESHIIUHBI, TPUHUMAIOIIEH aTOPBaCTATHH.

Bapgapun: npruzHaKkoB KIMHMYECKH 3HAYMMOTO B3aUMOJICHCTBUS aTOPBACTaTUHA C BaphapuHOM
HE 00HAPYKEHO.

Jlunmuazem: coBMECTHOE MPUMEHEHHE aTopBacTaThHa B fo03e 40 Mr ¢ auiiTnazeMoM B 03¢ 240
MT, IPUBOJIUT K YBETUYECHHUIO KOHIIEHTPAIIMK aTOPBACTaTHHA B IJIa3Me KPOBH.

Lumemuoun: TPOBOIUIOCH HCCIENOBAHUE B3aUMOJICHCTBUS aTOpPBacTaTHHA C LUMETHAMHOM,
KOTOpO€ HE  BBIIBWIO  KIMHAYECKH  3HAYMMBIX  B3aUMOACHCTBUU  (CM.  pazjen
«DapMaKOKHHETUKAY).

Amnoounun: TIpU OJTHOBPEMEHHOM MpUMEHEeHUH aTtopBacTatuHa 80 mr u ammogunuHa 10 Mr
(hapMaKOKMHETHKA aTOpBacTaTHHA B PABHOBECHOM COCTOSIHUM HE N3MEHSIIACh.

Hueubumopel npomeas: 0OJHOBpEMEHHOE IPUMEHEHNE aTOPBACTaTUHA C MHTHOUTOpaMH MpoTeas,
U3BECTHBIMU Kak uHTHOUTOpH u30depmenta CYP3A4, compoBoXAanoch YBeITHYEHHUEM
KOHIIEHTpAIllMU aTopBacTaTWHA B IUTa3Me KpoBU. Kpome TOro, orMeyanoch MOBBIIICHUE
KOHIIEHTpAIlMd aTOPBACTaTUHA TPH OJHOBPEMEHHOM NPUMEHEHHH C WHTHOMTOpaMHU MPOTEa3bl

BUY (komOuHanmu JONMMHABUPA W PUTOHABUPA, CAaKBMHABHpAa W PUTOHABHpA, JapyHaBUpa U
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puTOHaBUpa, (hozaMmpeHaBup, Go3zaMIpeHaBUp|C pHTOﬂ&E&M@&%Ew;h}Iﬁ&I%BaMH

nporeazbl rematuta C  (OomempeBup), KIAPUTPOMHUIIMHOM U HUTpakoHazoioM. Cremyer
COOJIFO/IaTh OCTOPO’KHOCTH IPH OJHOBPEMCHHOM IPHUMEHECHHUM STHUX MpPENapaToB, a TaKKe
NPUMEHSTH CaMylo HU3KYIO 3 (peKTHBHYIO 103y aTOpBacTaTHHA.

Dy3udosas Kucioma:. XOTS WCCICIOBAHUS B3aUMOJCHCTBUS aTOpBACTaTHHA M (y3HIOBON
KHCJIIOTBI HC IMPOBOAWUIIUCH, CYHICCTBYCT MOBBIIIEHHBIN PUCK pPa3BUTUA pa6I[OMI/IOJII/I3a y
MNanucHTOB, NPUHUMAIOIHUX OJHOBPCMCHHO CTAaTHHBI, BKJIIOYAasA aTOPBACTATHH U q)y3I/II[OBy10
KHACJIOTY. MexaHW3M JaHHOTO B3aUMOJCWCTBUS HEM3BECTCH. Y TAIMEHTOB, JUIS KOTOPBIX
npuMeHeHne Gy3u0BOi KHCIOTHI CYMTAIOT HEOOXOAMMBIM, JICYEHUE CTATUHAMHM JIOJDKHO OBITh
MPEKPAIICHO B TEYCHHUE BCETO MEPHOJIa MPUMEHEHHS (y3UI0BOM KUCIOTHL. Tepanus cTaTuHaMu
MOJKET OBITh BO30OHOBJICHA Yepe3 7 THEH MOcIIe MOCIeTHETO mprueMa (y3uI0BOM KUCIOTHI.

B UCKIIOUUTENBHBIX ClIydasx, TJIe¢ HEOOXOauMa MPOJOJDKUTEIbHAs CUCTEMHas — Tepamus
(Gy3uI0BOM KHCIOTOM, HAmpuUMep JJIs JICYCHUS TSOKEIbIX HWHQEKIHA, HE0O0X0IUMOCTh
COBMECTHOT'O ITPHMEHEHHSI aTOpBAacTaTHHA U (PY3UIOBOM KUCIIOTHI JOJDKHA OBITH pAaCCMOTpPEHA B
KaX/JOM KOHKPETHOM Cliydae MW II0Jl CTPOrMM HaOJrojeHHeM Bpada. llammeHT go/mKeH
HEMEJUICHHO OOpATHTHCS 32 MEIUIIMHCKON MOMOINBIO MPU TOSBICHHH CUMITOMOB MBIIICUHON
CJ1a00CTH, YYBCTBUTEILHOCTH UK OOJIH.

Konxuyun: HECMOTpsT HAa TO, YTO HCCIEAOBAHHA OJHOBPEMEHHOTO MPUMEHEHHs KOJIXHUIIMHA H
aTopBacTaTHMHA HE MPOBOIUIOCH, UMEIOTCS COOOIIEHHUS O Pa3BUTHH MUOIIATHH TIPU IPUMEHEHUN
JAHHO# KoMOMHAanuu. [Ipy 0JHOBpEeMEHHOM NPUMEHEHUH aTOPBACTATHHA M KOJXHUIIUHA CIIEYeT
CO0JII0JIaTh OCTOPOXKHOCTb.

Hpyeaa conymcmsyrowas mepanus: B KIAHAYECKUX HCCICTOBAHUAX aTOPBACTATHH NMPHUMEHSIIH
B COUCTAaHHMU C AHTUTHICPTCH3UBHBIMH CpPCACTBAMU W OCTPOTrCHAMH, KOTOPBLIC NPHUMCHSAIU B
Ka4yeCcTBE 3aMECTUTEIILHOW Tepanuy; TPU3HAKOB KIWHUYECKH 3HAYMMOTO HEXKENATeILHOTO
B3aUMOJICHCTBHS. HE OTMEYCHO, WCCJICJIOBAaHUS B3aMMOJCHCTBHS CO CIeNU(UICCKUMHU

npenaparaM HE IIPOBOAHUIINCE.

Oco0ble ykazanus

AMnoaunuH

IIpumenenue y nayuenmog ¢ cepoeunoli HedOCmamo4HOCMbIO

VYV mnamuentoB ¢ XCH (III-1IV ¢yskumonaneHeiii kiacc mno kinaccupukaumu NYHA) He
WIIEMUYECKOM OTHOJIOTMM TIpU NPUMEHEHMH AaMJIOJMIIMHA CYIIECTBYET BEPOATHOCTD
BO3HHUKHOBEHUS OTEKA JIETKHX.

[Ipu npumenenun uHruOuTopoB I'MI-KoA penykrazpl, B TOM 4YHClI€ W aTOpPBacTaTHUHA,

OTMEYAJIMCh CIIyYad MOBBIMICHHS TIHKO3MINPOBaHHOTO remornoouna (HbA1) u xoHmeHTparmu
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IIOKO3H B TNa3Me KpoBH Hatomak. Tem H¢ memee! ek | FritepiitixeNim- fbke. crotenn

CHW)KCHHSI PUCKA COCYIUCTBIX OCIIOKHEHUH Ha (pOHE mpremMa CTaTUHOB.

HeobxomuMo monnepkaHue THUTHEHBI 3y0OB U HaOmoJIeHuWe Yy cromarojiora (s
MpeA0TBpaIeHUs 00JIE3HEHHOCTH, KPOBOTOYMBOCTH M TUIIEPILIA3UU JECEH).

Tlayuenmur noocunoeo éozpacma

Bpemsi pocTukeHUs NMUKOBOW KOHLIEHTpaUM{ amMJOAMIIMHA B IUIa3M€ KPOBU AHAJIOTHUYHO Y
MOXKUJIBIX M MOJIOJBIX MAUUMEHTOB. Y NOXWIBIX [AIUEHTOB KIUPEHC aMJIOAUIIMHA
JEMOHCTPHPYET TEHICHIMIO K CHIDKCHHIO, YTO BeAeT K IMoBbimeHUI0 3HaueHus AUC u
YBEIWYCHUIO Tiepuoja mnoiyBbiBeneHus. [loBeimennsie 3Hauenus AUC u  mepuona
MOJYBBIBEJICHHUS Y MAlMEHTOB C 3aCTOMHOM CEPAEYHOM HEIOCTATOYHOCTHIO COOTBETCTBOBAIU
0KUJAEMbIM 3HAUYECHUSIM JUISI M3Yy4YaeMbIX BO3PACTHBIX TPYNIl MAlMEHTOB. AMIIOJUIIMH B
AQHAJIOTMYHBIX 7103aX Yy JIMIl MOXKWJIOrO0 BO3pacTa WM y Oojiee MOJOABIX MAIMEHTOB TaKKe
OJMHAKOBO XOPOIIIO MEPEHOCUTCS.

Hapywenus ¢pynxyuu nevenu

Y m[manuMeHToB C HapyIICHHSMH (QYHKIMH TICYCHU IePHOJ[ IOJYBBIBEICHUS aMIIOIUIINHA
YBEJIMYUBAETCS. Y MAalMEHTOB C XPOHUYECKOM alKOTONbHOM OoJie3Hbl0 medeHu (kiacc B mo
knaccuukanmu  Yanna-I1pro) KOHIIGHTpallMM aTopBacTaTHHA B IIa3ME€ KPOBU  ObLIH
CYILIECTBEHHO MOBBIIIEHB! (rpuMepHO B 16 pa3 ang Cmax u B 11 pa3 ana 3nauenus AUC).
Iockoneky mnpenapar Kamyst® comepkuT aTopBacTaTMH M aMJIOAWIIMH, €ro HPUMEHEHHE

IMMPOTHUBOIIOKA3aHO MAlUCHTAM C AKTUBHBIMU 3a00JIeBaHUSMH TICUCHH.

ATopBacTaTuH

leticmsue Ha ckeemmuvle MbLULYbL

VY manueHToB, MONy4YaBIIMX aTOpBACTAaTHH, HaOmoAanach muanrus (cM. pazgen «I[lobouynoe
neiictBuey). Jlnarao3 muonatuu (00Jb UM CIa0OCTh B MBIIIIAX B COUYETAHUU C TMOBBIIICHHEM
aktuBHOCTH K®K Gonee wem B 10 pa3 mo cpaBHEHUIO ¢ BEpXHEH TpaHUIEH HOPMBI) CIEIyeT
npenanoyiaraTb 'y MalUMeHTOB C PaclpOCTPAHEHHBIMH MHUAITUSMHU, OOJIE3HEHHOCTBIO WIIU
C1a0OCThIO MBI W/WIIM BhIpAXKEHHBIM ToBbIIeHHeM akTHBHOCTH KDK. IManueHTHI 10JKHBI
HEME/AJIEHHO O0OpPaTUThCA K BpPayy NPHU NOSABJICHHUH HEOOBSICHUMBIX 00Jiei, HATIPSKEHUS
WIN Cc1200CTH B MBbIIINAX, OCOOCHHO €CJIM OHU CONPOBOXKIAITCH HEIOMOTaHHUEM HJIH
auxopaakoii. Tepanumio npenapatom Kamyst® criefyer NIpeKpaTHTh B CIydae BBIPAKEHHOIO
noBbleHusT akTuBHOCTH K@K wim npu Hamuyuu TOATBEPKAECHHOM WM TpearnoiaraeMoin
MuonaTuu. PUCK MUONATUU MpU JICUEHUHU APYTUMH MpenapaTamu 3TOro Kjacca BO3pacTaeT Mpu
O/JTHOBPEMEHHOM  TPUMEHEHWW  JICKAPCTBEHHBIX  CPEJACTB, IMOBBIMIAIOIINX  CHCTEMHYIO

KOHIEHTpAMIO aTopBacTaThHa (cM. pasgen «B3aumonelcTBue ¢ OpPYrMMH JIEKapCTBEHHBIMU

Crp. 30 u3 34



ot 10.01.2024 N= 160

cpencTBamMi» 1 «DapMaKOKHHETHKAY). MHOrud u3 9tix %E%Wﬂﬁﬁ%lf E{Ef‘éﬁﬁ'é}li/BM,

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ornocpenoBaHHbIl  1UTOXpoMoMm P450 3A4, w/unm  TpaHCHOPT JIEKAPCTBEHHBIX CPEICTB.
N3BectHo, uyto 1utoxpoM P450 3A4 — ocHOBHOW H30()epMEHT MEYCHH, Y4YaCTBYIOIIUN B
O6uoTpaHcpopmanuu aroppactaTuHa. Ha3Hauas aTopBacTaTMH B COYETAaHMU C IPOM3BOJHBIMU
(UOPHMHOBOM  KHUCIIOTHI, SPUTPOMULIMHOM, HMMYHOJENPECCAHTAMH, MPOTUBOTPHUOKOBBIMU
npenapaTaMu TpPOM3BOJHBIMH a3onia, uHruouropamu npoteassi BUUY/BI'C, unruburopamum
HecTpykTypHoro ©Oenka BupycHoro remaruta C (NS5A/NS5B), nerepmoBupoM wiu
HUKOTHHOBOM KHMCIIOTOW B JIMIUACHMKAIOLIMX 103aX (Oosee 1 r/cyT), Bpay JOJDKEH TLIATEIbHO
B3BECUTh OXKUJAEMYIO I10JIb3Y U PHUCK JICUEHHS U PEryJsipHO HAOIIOAATh MALMEHTOB C LIEJIbI0
BBISIBJICHHSI 0OJIei, HANpsDKEHUS WM CIA0OCTH B MBIIIAX, OCOOEHHO B TEYEHHE IEPBBIX
MECSIIEB JICYCHHUSI U B TIEPUOJI TIOBBILICHHUS JT03BI JIOO0TO Mpernapara. B ciydae HeoOxoaumocTu
KOMOMHUPOBAHHOH Tepanuu CleAyeT paccMaTpuBaTh BO3MOXXHOCTh IPUMEHEHUs 00Jiee HU3KHX
HayaJbHbIX W HOJAEP)KUBAIOUIMX 03 BBIIIECNEPEUUCICHHBIX CcpeAcTB (cM. pasgen «Crocod
TIPUMEHEHHs 1 J10361»). He pexoMeHayeTcss oJHOBpeMeHHOe TIpuMeHenue npenapara Kaxyst® u
(Gy3u0BOM KHCIOTHI, TO3TOMY BO BpeMs JieueHUs (y3uI0BOM KHCIOTOM pPEKOMEHIOBaHa

BpEMCHHAA OTMCHA IIpfCIiapaTa Kany3T®

. B monoGHBIX cuTyalMsiX MOXHO pPEKOMEHJI0BATh
nepuoanydeckoe omnpezneneHue axkTuBHOCTM K@K, XoTd Takoll KOHTPOJIb HE IIO3BOJIAET
NPEeIOTBPAaTUTh pa3BUTHE TsDKENOW Muonatuu (cM. pasnen «B3aumonelcTBue ¢ JIpyrumu
JleKapCTBEHHBIMU cpeficTBaMm»). Kanyst® MoskeT BbI3BaTh IOBbIIIEHHE akTUBHOCTH KDK (cMm.
pasznen «Ilo6ouyHoe neiicTBue»).

3aperucTpupoBaHbl OYEHb pEAKHE COOOIIEHHs O pPa3BUTHMM HMMYHO-OIOCPEIOBAHHOM
HekpoTusupytomieit muonatun (MOHM) Bo Bpemst uiu mocie Je4eHus HEKOTOPhIMH CTaTHHAMU
(em. pasgen «Ilobounoe geiictBue»). MOHM knuHuYecku XapakTepHU3yeTcsi CTOMKOM
NPOKCUMAJIbHON MBIIIEYHOM CIa00CThIO U MOBBIIIEHHBIM YPOBHEM KPEAaTUHKHHA3BI B CHIBOPOTKE
KpPOBH, KOTOPBIE COXPAHSIFOTCSI HECMOTpPS Ha NPEKpalICHHE JICYEHHs] CTATHHAMU, HAJIMYUEM
antuten K HMG CoA peaykraze u yJlydlIeHHEM IIPY TPUMEHEHNN UMMYHO/IETIPECCAHTOB.

IIpn mpuMeHeHUM aTopBacTaTUHA, KaK M JAPYTHX IPENapaTroB 3TOT0 Kjacca, ONUCAHBI PEIKHE
ciydyau  pabJoMuONM3a €  OCTPOM  IMOYEYHOM  HEJAOCTaTOYHOCThIO,  OOYCIOBICHHOMN
mMuornoOuHypueid. GakTopoM pucKa pa3BUTHA pabIOMMOJIN3a MOXKET OBITh MpeAlIecTBYONIEe
HapymieHne (QYHKIUH To4YeK. TakuMm mMarueHTaM ClenyeT OoOecreyuTh Oojiee TIIaTeTbHBIN
KOHTPOJIb 3a COCTOSIHMEM CKeJIETHO-MbIIIeyHON cucTembl. Tepamuio mpemapatom Kamyst®
ClIelyeT BPEMEHHO MPEKPaTUTb WM IIOJHOCTHIO OTMEHUTh IIPU MOSBICHUM IPU3HAKOB
BO3MOXKHON MMOMNATHUU WM HAIUYMM (PaKTOpa pUCKa pa3BUTHS MMOUYEUYHOM HEJTOCTaTOYHOCTH Ha
dboHe pabpommonusa (HampuMmep, TsoKenas ocTpas WHOEKIWs, apTepuaibHas THIIOTCH3US,

XUPYpPTrU4ICCKOEC BMCIIATCILCTBO, TpaBMa, MeTa6OJ'II/I‘IeCKI/Ie, SHAOKPUHHBIC W  BOJHO-
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SJIEKTPOJIUTHBIE HAPYIIEHUS W HEKOHTPOJIUplyeMble b@%ﬁ&@&'ﬁe&f&%%ﬂﬂﬁﬁﬁpfﬁw B

aJIcKBaTHOM J103€ C LIEJIbI0 KOHTPOJIS apTEPUAIbHOM TUIIEPTEH3UN MOXKET OBITh ITPOIOJIKEHO.
eticmeue na neuens

Kak u npu npuMeHeHUU APYTUX THIONMIIHIEMUYECKUX CPEJICTB 3TOTO Kilacca, Mocie JICUSHHs
aTOPBAaCTaTUTHOM OTMeYalli yMepeHHoe (Oojiee ueM B 3 pa3a MO CpPaBHEHUIO C BepXHeEH
rpaHunei HOPMBI) MOBBIIIICHHUE AKTUBHOCTHU «TIEYCHOYHBIX ) TpaHCaMHHA3
acnapratamuHotpancdepassl  (ACT) wu  amaamaammuHoTpancepasslr  (AJIT).  Crolikoe
MOBBILICHHE CHIBOPOTOYHOW aKTUBHOCTH «II€YEHOUHBIX» TpaHcamMuHa3 (bosee yeMm B 3 paza 1o
CPaBHEHMIO C BEpXHEW rpaHuieil Hopmbl) Habmomanoch y 0,7 % MalMeHTOB, MOITY4aBIIUX
aTopBacTaThH. YacToTa mo100HBIX U3MEHEHUH NpU IPUMEHEHUH aTopBacTaThHa B 103ax 10 mr,
20 mr, 40 mr u 80 mr cocrasisuia 0,2 %, 0,2 %, 0,6 % u 2,3 %, coorBeTcTBeHHO. IloBRIICHNE
AKTUBHOCTH «TI€YCHOYHBIX)» TPaHCAMUHA3 OOBIYHO HE COMPOBOKAAIOCH JKENTYXON WM IPYTUMH
KIIMHUYECKUMHU TposiBIeHUAMHU. [Ipu cHUXeHUH 103kl aTOpBacTaTUHA, BPEMEHHOW WJIM MOJHON
OTMEHE AaKTHUBHOCTb «II€YEHOYHBIX» TpaHCAMHHA3 BO3BpallajaCh K HCXOJHOMY YPOBHIO.
BonbIIMHCTBO MAalMEHTOB MPOJODKAIU MPUEM aTOpBACTaTUHA B CHUIKEHHOM J103€ 0€3 KaKHX-
100 KIMHUYECKUX MOCIEICTBUM.

Jo Hayana Tepanuu, 4yepe3 6 Hemenb M 12 Hemenb MOcie Hayala MPUMEHEHMs Ipernapara
Kany>t® unum mocne yBenudeHHs ero 10361 HEOOXOIMMO KOHTPOIMPOBATE TTOKA3aTeN! (HYHKIUK
neueHr. DyHKIHIO TMEYCHU CIIEAyeT KOHTPOJIMPOBATH TAKXKE IPH TOSBICHUU KIMHUYECKHX
MPU3HAKOB TMOpaKEHUs TeueHu. B ciaydae TMOBBIIIEHUS AaKTHBHOCTH  «IIE€YEHOYHBIX)
TpaHCAaMHUHA3 WX AaKTHUBHOCTh CIEAyeT KOHTPOJIMPOBATh JO TeX TOp, IOKa OHa He
HopManu3yercs. Ecnu nosbimenne aktuBHocTh ACT wnmmu AJIT Gonee yem B 3 pasa 1o
CPaBHEHMIO C BEpXHEW TIpaHUILled HOPMBI COXpaHSETCS, PEKOMEHAYETCS CHI)KEHHE J03bl
aTopBacTaTHHA WM OTMeHa Tpenaparta Kaayst® (cM. pasaen «Ilo6ounoe neifcTBre»).
ATOpBacTaTUH cJlelyeT MPUMEHSATh C OCTOPOXKHOCTBIO Y MAlMEHTOB, KOTOpPbIE MOTPEOISIOT
3HAYUTENIbHbIE KOJMYECTBA aJIKOT0JIA U/UIIM UMEIOT B aHaMHe3e 3a00JieBaHue NIeYeHU. AKTUBHOE
3a0o0JieBaHNE NEYEHU WM MOCTOSIHHO TOBBIIIEHHAs aKTHUBHOCThH <«I1€YEHOYHBIX» TpPaHCAMUHA3
MIa3Mbl KPOBU HESICHOTO TEHe3a SBIAIOTCS MPOTHBOIIOKAa3aHWEM K TMPHMEHEHUIO Ipemnapara
Kanys1® (cm. pasnen «[IpoTHBOMOKA3aHUSY).

Ipochunaxmuka uncyrbma nymem azpeccueno2o chuicenus yposnei xorecmepuna (SPARCL)
[Tpu peTpOoCHeKTUBHOM aHaJIN3€ MOJTHUIIOB MHCYJIbTA y MallMEHTOB 0€3 MIIeMHYecKOl 00e3HU
cepana (UBC), y KoTOpbIX OBIT HENABHO 3aperMCTPUPOBAH HWHCYIBT WM TPAH3UTOpHAS
umemnueckas araka (THUA), wnabmogamace Oonee BBICOKAash 4YacTOTa BO3HUKHOBEHUS
reMOpparun4ecKux WHCYJIBTOB y TAIIMEHTOB, HAYABIINX MPUHIUMATH aTOpBAacTaThUH B 03¢ 80 M,

M0 CPaBHEHWIO C rpynmoi Tmane6o. [ToBbIMICHHBIH PUCK OBLT OCOOCHHO XapakTepeH s
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BKIIIOUEHUU B UCCIe0oBanue. [ MallueHTOB ¢ reMOopparndeckKuM MHCYIHTOM WJIH JIAKYHAPHBIM
WH(}ApKTOM B aHAMHE3€ COOTHOIICHWE IOJIb3bl M PUCKA TPUMEHEHUsS aTopBacTaTHHA B J03€
80 Mr octaercs HESCHBIM, U MOTCHLIUAJIBHBIA PUCK TEMOPPArnYeCcKOro MHCYIbTA JOJIKEH OBbITh
THIATENFHO B3BEIICH Iepe]l HadajaoM JjedeHus (cMm. pasgen «PapmaxonnHamukan). OgHako y
MAlMEHTOB, MOJYYalOUUX TEparnui0 aTOpBACTATUHOM B 03¢ 80 Mr, ObUIO 3aperucTpUPOBAHO
MEHbIIIE WHCYJIBTOB JI0O0Oro THma (265 artopBacratun/311 murane6o) ¥ MeEHbIIE CIydaeB
umemMudeckon 6onesnn cepana (123 aropsacratun/204 miane6o).

T'unepanuxkemus

HekoTopsie qaHHBIC CBUICTEIBCTBYIOT O TOM, YTO CTATHHBI KaK KJIACC IMOBBIMIAIOT YPOBEHB
TJIFOKO3bI B KPOBH, M Y HEKOTOPBIX MAIMEHTOB, MOIBEP)KCHHBIX BHICOKOMY PUCKY CaXapHOTO
nuabera, MOTYT BBI3bIBATh TUIIEPIIIMKEMUIO TOW CTENEHH, IPH KOTOPOl HEOOXOAUMO
dbopManbHOE JIeYeHHE caxapHOro AuadeTa. DTOT PUCK, TEM HE MEHEE, ePEBEIINBACTCS
CHW)KCHHEM COCYAHMCTOTO PHUCKA IPU MPUMEHEHUH CTATUHOB, U TIO3TOMY HE JIOJDKEH OBIThH
MPUYUHOW TSI PEKPAIEHUS TEPalii CTATHHAMU. Y MOABEPKEHHBIX PUCKY MMAIIMCHTOB
(YpoBeHb TIIOKO3BI HATOIIAK OT 5,6 10 6,9 mmons/1, UMT > 30 KI/M?, TIOBBIIICHHBII YPOBEHb
TPUTIHUIEPUIOB, apTepUAIbHAS TUIIEPTEH3UA) CIIeyeT OCYIIECTBISATH MOHUTOPUHT KaK

KIIMHUYECKHUX, TaK 1 OMOXMMHYECKUX ITOKa3aTeJIeH COTJIacCHO HallMOHAJIbHBIM PCKOMCHAUSAM.

Bansinne Ha cIOCOOHOCTH YNIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMH, MEXaHM3MAMHU
B nepuon nedenuss HeoOX0AMMO COOJIIOIaTh OCTOPOKHOCTH NMPHU BOKJIEHUH aBTOTPAHCIIOPTA U
3aHATHUM TOTEHLUUAJIbHO OINACHBIMM BHUJAMHU JIEATENbHOCTH, TPEOYIOIIMMH MOBBILIEHHON

KOHICHTPALU BHUMAHUA U 6BICTpOTLI TICUXOMOTOPHBIX peaKHHﬁ.

dopMa BbIIIYCKa

TabyeTku, MOKPHITHIE TIEHOYHOU 0000uKOM, 5 Mr + 10 Mr u 10 mr + 10 mr.

7 wnn 10 Tabnetok B 6uuctep U3 nosmamuy/anoMuaneBoi ¢ponsru/I1BX.

1, 2, 4 unu 8 6muctepoB mo 7 Tabnetok wu 1, 2, 3, 5, 6, 10 umu 20 6aucrepoB no 10 TabneTok
BMECTE C MHCTPYKIMEH MO MPUMEHEHHIO TIOMEIAIOT B KAPTOHHYIO MMaYKy, Ha JUIIEBON CTOPOHE
KOTOPOH C TEeNbI0 KOHTPOJS TEPBOTO BCKPHITHS HAHOCUTCS TmepdopupoBaHHAs CTPOUKa,
HAINOMHUHAIONIAs OYePTaHHs MOIYKOJEl; OOKOBbIE MOBEPXHOCTU MAYKH IUIOTHO CKJIEUBAIOTCS

IIpU YIIAKOBKE IIpCIiapara.

YciaoBus XxpaHeHUs

XpaHuThb Ipu TEMIiepatype He Boie 25 °C.
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(NOCNEOQCBATENBEHOCTL 0001)

Xpanumso ¢ HedocmynHom 015 Oemeil mecme!

Cpok rognocTu
3 rona.

He IIPUMCEHATH 110 UCTCUCHUHN CPOKAa rOAHOCTHU, YKa3aHHOT'O Ha YIIAKOBKE.

YcaoBus ornycka

OTtnyckaercs 1o penenTy.

JlepaaTe/ib perucTPpallHOHHOI0 YA0CTOBEPEeHHsI:

Coenunennsie [ltatel AMepuxu

Buarpuc Cnemmantu 9n1291Cu

Konnunz ®@eppu Poyn, 3711, Mopranrays, 3anannas Bupmxunus 26505, CLIA
+1 724-514-1800

info@viatris.com

United States of America

Viatris Specialty LLC

3711 Collins Ferry Road, Morgantown, WV 26505, USA
+1 724-514-1800

info@viatris.com

IIpousBoaurenn
[Idaitzep Mantodoakuaypunr Jorwienn ['M6X
Moocansaannee 1, 79090 ®@paiibypr, ['epmanus

Pfizer Manufacturing Deutschland GmbH
Mooswaldallee 1, 79090, Freiburg, Germany

IIperen3un norpeduTe/CH HAMPABJIATH 10 AJpecy:

00O «Bwuarpucy»

125315, r. MockBa, JIeHuHrpaackuii npocnekr, a. 72, K. 4, 2-i atax, oM. 9, kom. 1
Tenedon: (+7) 495 130 05 50

@axc: (+7) 495 130 05 51

OnekTponHas noyra: ru.info@viatris.com
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