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IO MEJUIIMUHCKOMY NIPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
ATOPBACTATHUH

PerucrpanuoHHbIii HOMeP:

Toprosoe HauMeHoBaHue: ATOPBACTATUH

MesxkayHapoaHOe HEIATEHTOBAHHOE HAUMEHOBAHUe: aTOPBACTATUH

JlexapcTBeHHas ¢opma: TaOIETKU, TOKPBITHIE INICHOYHOI 000I0UKOI

Cocras

1 mabnemxka, nokpeimasn nieHounou 000104koil, 10 mz cooeprrcum:

Cocmas si0pa mabremxu.

AxmusHoe 6ewjecmeo: aropBacTaTMHa Kajblus Tpuruapat — 10,85 mr, B mepecuere Ha
atopBactatut — 10,00 mr.

Bcnomocamenvhvle eewjecmeéa: TEITION03a MHUKPOKPUCTALIMYECKAsA, KpaxMmal KyKypy3HBIH
NpeXeTaTHHU3UPOBAHHBIN, KPEMHHUS TUOKCH]] KOJUTOMTHBIN, Maraus KapOOHAT, MarHus CTeapar.
Cocmas ob6onouku mabaemku: KOMIO3ULUSA 1Jii 000JI0UKM Oenoro 1Bera (IOJMBUHUIOBBIN
cnupt, TuTaHa aguokeun (E171), makporos (moaustuneHrnukons) 3350, Tanek).

1 mabnemka, nokpvimas njieHouHou 000104Kol, 20 m2 codeprcum:

Cocmas siopa mabremxu:

AxmusHoe 6ewjecmeo: aropBacTaTWHa Kajblms Tpuruapat — 21,70 mr, B mepecuere Ha
atopsBactatut — 20,00 mr.

Bcnomozamenvhvle 6ewjecmeéa: TEIION03a MHUKPOKPUCTAIMYECKAs, KpaxMmall KyKypY3HBIN
NpeXeTaTHHU3UPOBAHHBIN, KPEMHUS TUOKCH]] KOJUTOMTHBIN, MarHus KapOOHAT, MarHus CTeapar.
Cocmas obonouku mabaemku: KOMIIO3ULUSA i1 000JI0YKM Oenoro 1Bera (MOJMBUHUIOBBIN
cnupt, TuTaHa auokeun (E171), makporos (moaustuneHrnukons) 3350, Tanbk).

Onucanue

Tabnemxu 10 me: TabNeTKU KpPYTJoW, IBOSKOBBITYKJIOW (OPMBI, MOKPHITHIE IJIEHOYHOM
o0ostoukoii 6enoro uiaM nmoutu Oenoro nBera. Ha nmomnepeunom cpese — siipo Oenoro Uiy novtu
Oernoro nBeTa.

Tabnemku 20 me: TaONETKU KpYTJoH, JBOSKOBBINYKION (OPMBI, MOKPHITHIE INIEHOYHOMH
000J104KOi Oenoro miM mo4TH Oenoro IBeTa, ¢ pUCKOW Ha oxHOW cTopoHe. Ha momepeunom
cpese — sapo Oenoro uny noutu Oenoro 1Beta. JInHUA paznoma (pucka) He IpeJHa3HaYeHa JJis
pa3inaMbIBaHUs TaOIETKH.

dapmakoTepaneBTHYecKasi T[PyNna: THIOJUNUIEMUYECKAE  CPEACTBA;  MHTHOUTOPHI
I'MI'-KoA-penykrassl

Koa ATX: C10AA05

DapMaKoJIOrHYecKue CBOMCTBA

Dapmaxoounamuka

ATOpBacTaTUH — CEJNEKTHBHBIN KOHKYypeHTHbIH uHruoutop ['MI'-KoA-peaykTassl, KiIr04eBOro
depMmenTa,  mpeBpamaromero  3-rUapokcu-3-metwirmorapuia-KoA B MeBaloHar  —
NPEIIECTBEHHUK CTEPOHIIOB, BKItOYast xoJjiecTeprH. CHHTETHYECKOE THITOIUIHIEMHUECKOE
CpPEZCTBO.

Y nmanveHToB C TOMO3WIOTHOM M TE€TEPO3UTOTHOM CEMEWHOW THIEPXOJIECTEPUHEMHUEN,
HECEeMEHHBIMU (POPMAMHU THIIEPXOJIECTEPHHEMUH W CMEIIAHHON JWCIHITUAEMHUEH aToOpBacTaTHH



COOTBETCTEBYET ZKCNEPTHOMY OTYETY
ot 14 11:;_34 “-J-‘EE_-'IE]
CHI)KAeT KOHLIEHTPALMI0O B IUIa3ME€ KPOBH 061etd '-'ké?l%c;r'eﬁﬁ{yz]ak@ﬁ;: L I(Bﬁéé'ﬂe'ﬁHHa

aunonporenHoB Hu3koM miuotHocty (XC-JIITHIT) u anmonmunomporenna B (amo-B), a takxke
X0JIeCTepUHA JTUMONPOTENHOB oYeHb HU3KOM oTHOCTH (XC-JITTOHIT) u tpurnuuepunos (T1),
BBI3BIBAET IMIOBBIIICHUE KOHILEHTPAIMU XOJECTEpPUHA JIUIOMPOTEHMHOB BBICOKOW IIJIOTHOCTHU
(XC-JITIBII).

AtopBactatun cHuxkaeT koHieHTpanmuio XC m XC-JIITHII B mma3sme KpoBW, HHTHOUPYS
I'MI'-KoA-penykTa3dy ¥ CHHTE3 XOJECTEpHMHA B MEUECHW W YBEIMYMBAS UYUCIIO «II€YCHOYHBIX»
peuentopoB JIIIHII Ha mnoBepxHOCTH KJIETOK, YTO NIPUBOAMT K YCHIECHUIO 3axBara U
karabonuzma X C-JITTHII.

AropBactatuH ymeHbinaer oOpazoBanwe XC-JIITHIT u wucno wactun JIITHIIL, BwI3BIBaeT
BBIDQXKEHHOE€ U CTOMKOe mnoBbllieHWe aktuBHocth JIIIHII-peuentopoB B coyeTaHuu C
OnaronpusTHBIMM ~ KaduecTBeHHbIMM  u3MeHeHusmu  JI[IHII-uactun, a Takke CHMIKaeT
koHuenrpanuo XC-JIIIHII y mnanveHToB ¢ TOMO3UTOTHOM HACJIEICTBEHHOM CEeMEMHOU
TUIIEPXOJIECTEPUHEMHEH, YCTOMYMBOM K  TEpanmuu  JAPYTMMHU  TUIOJIMINAEMUYECKUMU
CpencTBamu.

AtopBactatun B jgo3ax ot 10 mr go 80 mr cHmwkaer koHueHtpanuto XC Ha 3046 %,
XC-JIITHIT — na 41-61 %, ano-B — Ha 34-50 % u TI" — na 14-33 %. Pe3ynbrarsl Tepanuu
CXOJIHbl y NAIUEHTOB C IE€TEPO3UIOTHOM CEMEWHON THIIEPXOJECTEPUHEMHUEN, HECEMEHHBIMU
dbopMamMu TUIIEPXOJIECTEPUHEMUN U CMEIIAHHOM TUMEPIUTTUIEMHUEH, B TOM YUCIIE Y MAIIUEHTOB C
caxapHbIM JuabeToM 2 THIA.

Y nanuMeHToB ¢ M30JMPOBAHHOW  TMIEPTPUINIMLEPUIAEMUEH  aTOPBACTATUH  CHHXKAET
KOHIIeHTpanuto obmero xojnectepura, XC-JIITHII, XC-JIIIOHII, anmo-B u TI' u moBsimaer
koHueHtpanuto XC-JIIIBII. ¥V nanueHToB ¢ AMCOSTAUIIONPOTEMHEMHUEH aTOPBACTATHH CHUYKAET
KOHIIEHTPAIUIO XOJeCTepUHA JIMIONMPOTEUHOB poMexKyTouHOM motHoctu (XC-JITIIIIT).

VY namuenTtoB ¢ runepaunonporenHemuei tuna Ila u IIb mo kmaccuduxannn Ppenpukcona
cpenHee 3HaueHue mnoBblieHUs KoHueHTpauuu XC-JIIIBII mpu nedyeHnn aTopBACTATUHOM
(10-80 mr) mo cpaBHEHHUIO C UCXOIHBIM IMOKa3aTeaeM cocTaBisieT 5,1-8,7 % W He 3aBUCUT OT
no3bl. MIMeeTcss 3HaYMTENbHOE /10303aBHUCHMOE CHI)KEHHE BEJIUYMHBI COOTHOLIEHMM: OOImui
xonectepun/XC-JITIBIT u XC-JIITHIT/XC-JITIBII na 29-44 % u 37-55 %, COOTBETCTBEHHO.
ATtopBacTtaTuH B 103€¢ 80 MI' JOCTOBEPHO CHMKAECT PUCK PA3BUTHS UIIEMUYECKUX OCIIONKHEHUHN U
CMepTHOCTh Ha 16 % mocne 16-HemenpHOro Kypca, a PUCK MOBTOPHOM TIOCHUTAIM3ALMU IO
MOBOAY CTEHOKapAHH, COINPOBOXKIAIIEHCS TpU3HAKAMM HWIIEMUM MHUOKapjaa, Ha 26 %
(MccnenoBaHUE YMEHBINEHUS BBIPAKEHHOCTH HWIIEMHUH MHOKapaa Ha (OHE HMHTEHCHUBHOM
runonunuaemMuyeckoir tepanuu (MIRACL)). ¥V mnamueHTOB ¢ pa3iMYHBIMH HUCXOTHBIMU
koHUeHTpauusMu XC-JITTHIT aropBacTaTMH BBI3BIBAET CHI)KEHHE pHUCKA MIIEMHUYECKHX
OCJIOKHEHUW U CMEPTHOCTH (y MAIMeHTOB C MH(pApKTOM MUOKap/a 6e3 3yora Q u HecTaOMIbHON
CTEHOKapJuell y My»4HH, )KEHILUH U Y MallUeHTOB B BO3pacTe MOJIOKE U cTapIie 65 jer).
CHmwxkenne koHueHTpanuu B 1azmMe kpoBu XC-JIIIHIT nydme koppenupyer ¢ 1030
aTOpBacTaTHHA, Y€M C €ro KOHIIEHTpalueil B 1mia3Me KpoBH. J(03y MOAOUPAIOT C Yy4eTOM
TepaneBTHUeCKoro 3 dekra (cM. pazaen «Crnocod MPUMEHEHHS U T03bD»).

TepaneBtudeckuii 3pdext mocturaercs yepes 2 HeIeNHW IOCIe Hadajda TepamuH, JOCTUTAeT
MakcUMyMa uepes3 4 HeIelId U COXPaHSAETCs B TEUEHHE BCEro MEpHO/ia TEPAHH.

Ipoghunaxmuxa cepoeyrno-cocyoucmulx 0CLOHCHEHUl

ATtopBactaTuH B 103€ 10 MI' CHUKAeT OTHOCUTENIbHBIN PUCK Pa3BUTHSI KOPOHAPHBIX OCIIOKHEHUN
(nmemuyeckoit 6onesnu cepana (MBC) ¢ neranbHbIM HcxomoM u HedaTambHbIH HHOAPKT
muokapna (MM) Ha 36 %, oOmue cepedHO-COCYyIUCThIC OCIOXHEeHHS Ha 29 %, (aTtambHbIA 1
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runeprensueit (Al) u pakropamu pucka (ASCOT LLA)).

Caxapnviii ouabem

VY nainueHToB ¢ caxapHbIM J1Ma0ETOM Tepalus aTOPBACTATUHOM CHHM)KA€T OTHOCHUTEJIBHBIM PUCK
PasBUTHSI OCHOBHBIX CEpACYHO-COCYIUCTBIX OCIOXKHEHUH ((aTampHblii U HedatanbHblil VM,
Oe3boseBas HIIEMHUS MHUOKapjaa, JeTalbHbII ucxonq B pesyibTare oboctpenus WBC,
HecTaOuJIbHAs ~ CTEHOKAapJus, UIYHTUPOBAaHWE  KOPOHAPHOW  apTepuu,  YPECKOKHAs
TpaHCIIOMUHAJIbHAsI KOPOHAPHAs aHTUMOIUIACTHKA, MPOIEypbl PEBACKYISIpU3AIMU, UHCYIIBT) Ha
37 %, UM (datanbublii 1 HedaTanbHblil) Ha 42 %, uHCYNbT ((atanbHbId U HedaTanbHBIN) Ha
48 % BHE 3aBMCHMOCTH OT I10JIa, BO3pacTa MalueHTa Wik UcXoAHoM KoHueHTpauun XC-JIITHIT
(uccnenoBanue aTopBactaTiuHa npu caxapHom nuadete 2 tuna (CARDS)).

Amepocknepos

VY mnamuentoB ¢ MUBC aropBacratun B 03¢ 80 MI/CyTKM TPHUBOJUT K YMEHBIICHUIO OOIIEro
o0vema artepombl Ha 0,4 % 3a 18 mecsaneB Tepanuu (MccleAOBaHHE OOPATHOTO PAa3BUTHUS
KOpPOHApHOTO aTepockiepo3a Ha (oHE MHTCHCUBHOW THUIIOJUIUJIEMUYECKON Tepanuu
(REVERSAL)).

TlosmopHhuwiti uncynom

AtopBactatTiH B 103¢ 80 Mr B CyTKM YMEHBIIA€T PHUCK MOBTOPHOTO (HaTalbHOTO WIIH
He(aTaJIbHOIO MHCYJIbTa y TAllMEHTOB, [EPEHECIINX MHCYJIbT WIM TPaH3UTOPHYIO
umemuaeckyro ataky (TUA) 6e3 UBC B anamHuese (ucciiegoBaHue o MpoQHUIaKTHKE WHCYIIbTa
IIPY UHTEHCUBHOM CHM)KE€HUU KoHUIeHTpauuu xonecrepuna (SPARCL)), Ha 16 % no cpaBHeHUIO
¢ muane6o. Ilpu 5TOM 3HAUMTENBHO CHHMIXKAETCSI PHUCK OCHOBHBIX CEpACUHO-COCYIUCTBIX
OCIIO)KHEHUH U Tpoueayp peBackymspuzanuud. CokpalleHue pHcKa CepAeYyHO-COCYAUCTHIX
HapYIICHUN MpU Teparnuy aTopBaCTATUHOM OTMEYAeTCsl y BCEX TPYIIN MAllMEHTOB, KPOME TOH,
Ky/la BOILIUIM MAlMEHTHI C IEPBUYHBIM HJIU MOBTOPHBIM FeMOPParu4eCKUM HHCYIIBTOM.
Bmopuunas npogunaxmuxa cepoeurno-cocyoucmuix 0CI04CHeHUl

V¥ nanuentos ¢ UBC aTopBactatus B 103¢ 80 Mr, 1o cpaBHeHHUIO ¢ 10 Mr, JOCTOBEpPHO CHHXKAET
OTHOCHUTENIbHBIM PUCK PAa3BUTUS OONBIINX CEPAEYHO-COCYIOUCTBIX cOObITUH Ha 22 %,
HedaTtanbHoro M (He cBsi3aHHOTO € MpoLeaypaMu peBacKyisipu3anuu) Ha 22 %, ¢araibHOro u
HedaranpHOrO MHCYIBTA Ha 25 % (CpaBHEHHE BHICOKOMHTCHCUBHOM Teparii aTOPBACTATUHOM U
Tepanuy yMepeHHOH MHTeHCUBHOCTH y nanueHToB ¢ MBC (1o nanusmM uccnenosanus TNT)).
DapmakoKkunemuxa

Bcacvisanue

ATopBacTaTUH OBICTPO BCAchIBA€TCA IIOCJIE€ IpUEMa BHYTPb: BpPEMsI JIOCTHIKEHHUS €ro
MakcuMainbHOU KoHUeHTpauuu (TCmax) B 1uiasme KpoBH cocTaBisgeT 1-2 yaca. Y KEHIIMH
MaKcHMallbHas KoHIeHTpanusa atopBactatuHa (Cmax) Ha 20 % BbIIIe, a MI0OMAAb MMOJ KPHBOM
«xoHneHTparusa-spems» (AUC) — va 10 % nHmwke, yem y mykuuH. CTeneHb BCACBHIBaHHS U
KOHIEHTpalusi B IJJa3M€ KPOBHM TOBBIMIAIOTCS MPOMOPLHOHANBHO J03€. buogoctynmHocTh
atopBactatrHa B ¢opme TabdieTok coctaBiser 95-99 % 1o cpaBHEHHMIO C aTOPBACTAaTHHOM B
BUJE pacTBopa. AOCONIOTHAs OMOJOCTYNHOCTh — OKoJo 14 %, a cucteMHas OMOJOCTYITHOCTh
uHruOupyronieit aktuBHoctd B otHomeHun ['MI-KoA-penykrazel — okono 30 %. Huszkas
CHUCTEMHass OWOJOCTYMHOCTh OOYCIOBJI€HA TPECHUCTEMHBIM METa00IM3MOM B CIU3HCTOU
000JI0UKE JKETYJOYHO-KUIIEYHOIO TpaKTa W/MIU TpPU «IIEPBUYHOM IPOXOKACHUM» Uepe3
nevyeHsb. [Ipuem muim HeCKOIbKO CHIKAET CKOPOCTh M CTeNeHb abcopOinu npemnapata (aa 25 %
u 9 %, COOTBETCTBEHHO, O YeM CBHUJCTEILCTBYIOT pe3yibTaThl ompeneneHus Cmax u AUC),
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onnako cHrkenne XC-JIITHIT cxoqHo ¢ TakoBbIM npﬁl_ﬁ-pﬁe

HaTomak. HecmoTpst Ha TO, 4TO @OCiIE MpuUeMa aropBacTaTWHA B BEUYEPHEE BpPEMs €ro
KOHLeHTpauus B ia3me kKpoBu HUXKE (Cmax 1 AUC npumepno Ha 30 %), uem nocie npuema B
yTpeHHee Bpems, cHuxkeHue KoHueHTpauuu XC-JIIIHII He 3aBucUT OT BpeMeHH CYTOK, B
KOTOpOE IIPUHUMAIOT IIpenapar.

Pacnpeoenenue

Cpennmii 00beM pacmpeeNieHus aropBacTaTHHa cocTaBisieT okoio 381 . Ces3p ¢ Oenkamu
1a3Mbel KpoBU He MeHee 98 %. OTHoIIeHWE COAepKaHUS B IPUTPOLUTAX/TUIA3ME KPOBU
cocrasiseT okoio 0,25, T.e. aTOpBaCTaTHH IJIOXO IPOHUKAET B SPUTPOLIUTHI.

Memabonuszm

ATOpBacTaTUH B 3HAYUTEIBHON CTENEHU METa0OJIM3UpYyeTcs ¢ oOpa3oBaHMEM OPTO- W mapa-
THJPOKCHIMPOBAHHBIX MPOM3BOAHBIX M Pa3IMYHBIX MPOAYKTOB B-okucieHus. In vitro opro- u
naparuApOKCUIIMPOBAHHBIE META0OIUTHI OKa3bIBAIOT MHrHOUpyromee nericteue Ha ['MI'-KoA-
peayKTasy, COIOCTaBUMOE C TaKOBbIM aropBacTaTuHa. [IpumepHo 70 % CHM)KEHHS aKTUBHOCTH
I'MI'-KoA-penykrazpl NPOUCXOAUT 3a CYET JEHUCTBHS  AKTUBHBIX  LMPKYJIUPYIOIHUX
MeTaboMuTOB. Pe3ynbpraThl MccienoBaHuii IN VItFO 1Jar0T OCHOBaHUS IPEINOJIOKHTh, YTO
nzopepmerT CYP3A4 meueHn urpaet BaXXHYIO POJb B METa0OJIU3ME aTopBacTaThHa. B mosb3y
9TOrO (haKTa CBUICTEIHCTBYET MOBBIIICHHE KOHIIEHTPAIIMH aTOPBACTATHHA B IIa3Me KPOBH TPU
OJTHOBPEMEHHOM IPHEME Y)PUTPOMHUIINHA, KOTOPBIH SIBIISIETCSI HHTHOUTOPOM 3TOTO N30(epMEHTA.
Hccnenosanus in Vitro Takke Mmokasajiy, YTO aTOPBACTATHH SIBISCTCS CIA0BIM MHTHOMTOPOM
nzopepmenra CYP3A4. ArtopBacTaTMH HE OKa3bIBaeT KIMHHYECKHA 3HAYMMOTO BIIMSHHS Ha
KOHIICHTPALMIO B TIa3Me KPOBU Tep(eHanHa, KOTOPBIA METabOIM3UPYyeTCs, TITABHBIM 00pa3oM,
uzopepmenTom CYP3A4, mosTomy ero CymecTBEHHOE BIHMSHUE Ha (PapMaKOKHHETUKY IPYTHUX
cyoctparoB n3odepmenta CYP3A4 manosepositHO (cM. pasnen «B3aumopeiicTBue ¢ Ipyrumu
JICKAPCTBEHHBIMHU CPEIICTBAMUY).

Buigeoenue

ATopBacTaTUH M €ro MeTadOoJUThl BBIBOJAATCSA, TJIaBHBIM 0Opa3oM, C JKEIYbl0 IOCIIe
MEYEHOYHOIO0 W/WJIM BHENEYEHOYHOro Mmeraldosn3ma (aTopBacTaTUH HE TOJBEpraercs
BBIDAKCHHOW  KHUINEYHO-TICYCHOUHON  penumpkynsiiun). [lepuon momyseiBenenust  (T12)
cocTaBisieT Okojio 14 4y, mpu >TOM HHruOupyroummi 5¢GdeKkT npenapara B OTHOIIEHUU
I'MI'-KoA-penykra3zpl mpumepHo Ha 70 % omnpenensieTcsi aKTUBHOCTBIO IHUPKYJIUPYIOIIUX
MeTabonuToB U coxpansercs okojgo 20-30 yacoB Onaromaps ux Hamumuuio. Ilocie mpuema
BHYTPb B MOu€ OOHapyXuBaeTcsi MeHee 2 % OT MPUHATON 03Bl IIpenapara.

ATopBacTaTuH SBISIETCS CyOCTpaTOM JISI TPAHCTIOPTEPOB (PEPMEHTOB TMEYEHHU, TPAHCTIOPTEPOM
TPaHCIIOPTHOTO TOJNHUIENTHAa opranuuecknx aHuoHoB 1B1 (OATP1Bl1l) u OATPIB3.
Metabonutamu atopBactatuHa sBisitoTcs cyoctpatel OATP1B1. AtopBactatuH Takke
uAeHTU(PUIUpYETCS KaK CcyOCTpaT TpPaHCHOPTEPOB OTTOKAa IMPOTEHHA, ACCOIMHPOBAHHOTO C
MHOKECTBEHHOH JIEKapCTBEHHOHN ycToiunBocThi0O 1 (MJIY1) m Oenmka pe3nCTEHTHOCTH paka
MOJIOYHOM JKeJe3bl, KOTOpbIE MOTYT OTpaHMYMBATh KHUIIEYHYIO aOCOpOIMI0 U OHIMapHBIN
KIIMPEHC aTOpBacTaTHHA.

OcoOble rpynnel NaueHToB

Hauuenmbl C NOYEHHOU HedOCMAMOYHOCMbIO
HapymeHI/Ie (I)yHKI_II/II/I IMMOYCK HC BJIUACT HAa KOHHCHTPALIUIO aTOPBACTATHHA B IJIa3ME KPOBH UJINA
€ro BJIMAHUEC Ha ITOKa3aTC/In JIUIIUIAHOT'O O6MCHa, B CBA3U C 5TUM U3MCHCHHC 03bl Y MAllTUCHTOB
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HccenenoBanuil IpMMEHEHUsT aTOpPBACcTaTUHA y MMALUEHTOB ¢ TEPMUHAIBHONW CTaJUEH IMOYEUHOU
HEJ0CTaTOYHOCTU HE IPOBOJAWIOCH. ATOpBAaCTaTMH HE BBIBOJUTCS B XOJ€ TIeMOJUANIM3a
BCJIE/ICTBUE UHTEHCUBHOI'O CBA3BIBAHUA C OEJIKaMH I1a3Mbl KPOBH.
Iayuenmel ¢ neyenouHol He0OCMamoyHOCMbIO
Konnentpanus mnpemapara 3HauuTeNbHO moBblmaeTcss (Cmax npumepHo B 16 pa3, AUC
npuMepHo B 11 pa3) y DanMeHTOB C alKOrojbHBIM LUpPpo3oM IedeHu (kinacc B mo
kinaccupukanuu Yaiaa-ITeio) (cm. pasaen «IIpoTHBOIOKa3aHUm»).
Jluya noosicunozo eéozpacma
KonuenTpanuu atopBacTaTMHa B IUIa3M€ KpoBU y mnanueHToB crapuie 65 jer Bblme (Cmax
npumepHo Ha 40 %, AUC npumepno Ha 30 %), yueM y B3pOCibIX NALMEHTOB MOJIOJIOTO BO3pacTa.
Pasmuunit B s¢ddexkruBHOCTH W Oe30mMacHOCTH TpenapaTa MWIM JOCTHXKEHUH  IIeJIeH
TUIIOJIUIINIEMUYECKON Tepanyy y OKUIIbIX TALIMEHTOB 110 CPABHEHMIO C O0ILEH NOMyIsILMENd He
BBISIBJICHO.

eTH
B 8-HenenbHOM OTKpBITOM HCCi€OBaHUM JAeTH (B Bo3pacte 6—17 5eT) ¢ rerepo3suroTHOM
CEeMEMHON TUNEepXOJeCTepUHEMUEH W HCXOAHOM KOHUEHTpamued xosectepuna-JITTHIT
> 4 MMOJB/II TONyYadd TEPaNui0 aTOpPBACTATHHOM B BHUJE JKEBATEILHBIX TAOJIETOK 5 MI WIH
10 Mr unm TabieToK, MOKPBITHIX 000104Koi, B no3e 10 mr wnmm 20 Mr oaMH pa3 B CYTKH,
COOTBETCTBEHHO. ETMHCTBEHHOW 3HAYMTEIHHON KOBAPHATON B (hapMaKOKHHETUYECKOH MOJENn
NOMYJISINK, TONy4yarollel aropBacTatWH, Obula Macca Tenma. Kaxymmiics KIupeHc
aTopBacTaTMHAa y JE€TE HE OTIMYajlCcs OT TaKOBOIO Yy B3pOCIBIX NALMEHTOB IIpU
QJUIOMETPUYECKOM M3MEPEHMHM II0 Macce Tejna. B nuanasoHe [OEHCTBUS aTropBacTaTMHA U
O-TUJIPOKCHATOPBACTaTHHA OTMEYaloch nocienoBaTeinbHoe cHkenue XC-JITTHIT u XC.
Jpyrue ocobble rpynnbl
THonumopghuzm SLCOI1B1
[Teuenounsrii 3axBaT Bcex HHruouTopoB I'MI-KoA-pemykrasbl, BKJIOYash aTOpBacTAaTHH,

npoucxoauT ¢ ydactueMm Tpancmoprepa OATPIBl. VYV mnanMeHTOB ¢ TEHETHYECKUM
nosumopdusmom SLCO1B1 umeercst puck noBbIIEHUS 3KCIO3UIIMYA aTOPBACTATHHA, YTO MOKET
IPUBECTU K MOBBIIMICHUIO pUCKa pa3BuTus padbaomuonusa. [loaumopdusm reHa, KOgupyroUIero
OATPIBI (SLCO1B1 ¢.521CC) cBs3an ¢ nossimenueM skcrno3unmu (AUC) aropBactaTuHa B
2,4 paza Mo CpaBHEHHMIO C MallMeHTaMH Oe3 Takoro reHotunuyeckoro m3meHeHus (c.521TT).
Hapymenne 3axBara aTopBacTaTHHA II€YEHBIO, CBA3AHHOE C T€HETUYECKUMHM HApYyLIECHUSIMH,
TaKXKe MOXET HaONoJaTbcs Yy TakUX MalUeHTOB. BO3MOXHbBIE MOCIEICTBUS B OTHOIIEHUU
3¢ (PEKTUBHOCTH HEU3BECTHHBI.

Ilon

KonnenTpanuu aropBactaTMHa B IUTa3ME€ KPOBU Y JKEHIIMH OTIMYAIOTCS OT aHAJIOTUYHBIX
nokasarenei y myxxuuH (mpumepHo Ha 20 % Bbime st Cmax 1 Ha 10 % Hmxe ans AUC).
OpnHako KakuxX-MMOO KIMHUYECKH 3HAYMMbIX pa3NUuuil B JEHCTBHUM Ha JUMHIBI MEXITY
MYXXYHHAMH U )KEHIIMHAMHU He HaOJIr0/1a10Ch.

HccnenoBanus MEKIEKapCTBEHHOTIO B3aUMOACHCTBHUS

ATopBacTaTUH sBISETCS CyOCTpaTOM TE€YeHOYHbIX TpaHcHnopTHeIX OenkoB OATPIBI wu
OATPIB3. Merabonutel aTtopBacTaTuHa sBistoTcst cyoctpatamu  OATPIB1. Takxke

YCTaHOBJIEHO, YTO aTOpBacTaTHH sBJseTcsl cyOctparoM 3ddurokcHoro Tpancmnoprepa BCRP,
KOTOpBIfI MOXET OI'paHUYMBATh BCACBIBAHHME B KHIICYHUKE HW BBIBCACHUC C IKCIYBIO
aTopBacTaTHHA.



COOTBETCTEBYET ZKCNEPTHOMY OTYETY
ot 14 11::324 “-J-‘EE_-'IE]
ATOpBacTaTUH HE OKa3bIBaJl KIMHUYECKU 3HAYUMOTO Bl brstendir %gﬁ%bﬁﬁﬂogéﬁjﬁﬁcﬁﬂ y

NaIMEeHTOB, NOTYYaBIINX JTUTEIBHYIO TEPAHIO Bap(hapuHOM.

IToxa3anusi K NPMMeHEHHIO

I'unepxonecmepunemus:

— B KayecTBe JOMNOJHEHUS K JueTe Ul CHMKEHMs IOBBIIIEHHOIO OOILEro XOJIECTEpHHA,
XC-JIITHII, ano-B u TpuriauiepunoB y B3poCiabiX, IOJIPOCTKOB U JieTel B Bo3pacTe 10 jeT uiu
cTaplle C IEPBUYHOU TUIIEPXOJIECTCPUHEMHEH, BKIIOUYAs] CEMEMHYIO THIIEPXOJIECTEPUHEMUIO
(reTepo3UroTHBI  BapHMAHT) WJIM KOMOMHUPOBAaHHYIO (CMELIAHHBIM) THIEPIUIUAECMHUIO
(cootBerctBenno tum lla u Ilb mo xmaccudukarmu PpeapukcoHa), KOrjga OTBET HA JHETY U
JIpyrue HeMEAUKaMEHTO3HbIE METObI JICUCHUS HENOCTATOYHBI;

— JI71s1 CHIDKEHHMS TIOBBILIEHHOTO 001ero xonectepuna, XC-JIITHIT y B3pocibIx ¢ rOMO3UTOTHOM
CEMEHHON TMIIEPXOJIECTEPUHEMHUEN B KaueCTBE JOIOJHEHUSA K JPYTMM TIMIIOIMIIMAEMUYECKUM
merozaaM sieueHus (Harpumep, JITTHII-adepe3) unu ecnu Takue METO/bI JIEUEHUS HETOCTYIIHBI.
Ipogpunaxmuxa cepoeuno-cocyoucmolx 3a001€6aHULL:

— npoduIaKTUKa CepAeUHO-COCYIUCTBIX COOBITUI y B3pOCIBIX MAIIMEHTOB, UMEIOLIUX BBICOKHI
PUCK pa3BUTHS MEPBUYHBIX CEPACUHO-COCYIUCTBIX COOBITUH, B KauecTBE JOIOJIHEHUS K
KOPPEKIHNH APYruX (hakTOPOB PHCKa,

— BTOpPWYHAS MPO(DUIAKTHKA CEPICUHO-COCYIUCTHIX OCIOKHEeHMH y manueHToB ¢ UBC ¢ nenpro
CHIDKEHHMSI CMEPTHOCTH, MH(APKTOB MHOKap/a, MHCYJIbTOB, NMOBTOPHBIX TI'OCHMTAIM3ALUN I10
IOBOJY CTEHOKApAUU U HEOOXOJMMOCTH B PEBACKYJIPU3ALIMH.

IIpoTuBONOKAa3aHMS

['MnepuyyBCTBUTENBHOCTh K aTOPBACTATMHY WIM K JIOOOMY W3 BCIOMOTaTeJIbHBIX BEIECTB,
BXOJILIMX B COCTaB IIpernapara.

AKTHBHOE 3a00JI€BaHUE ME€YEHH WJIM IOBBIIIEHUE AKTUBHOCTU <II€YEHOYHBIX)» TpPaHCAMUHA3 B
I1a3Me KpOBU HESICHOTO reHe3a 0osiee 4eM B 3 pasa 110 CpaBHEHUIO C BEpXHEH TpaHUIel HOPMBI.
bepemeHHOCTD.

[Tepuoxa rpyaHOro BCKapMIMBaHUS.

JKeHnuHbBI 1ETOPOAHOTO BO3pACTa, HE HCIIOJIB3YIOIINE aIeKBAaTHBIE METO/bI KOHTPALIETILIHH.
Bospact no 18 ner (HenocTaToOYHO KIMHUYECKHX JAaHHBIX 1O 3(PeKTHBHOCTH U 0€30MacHOCTH
npenapata B JaHHOM BO3pacTHOW Tpymme), 3a HCKIOYEHHWEM TeTepO3UTrOTHON ceMeiHoi
TUIIEPXO0JIECTEpPUHEMUH (TPUMEHEHHE TPOTUBOIIOKA3aHo Y JieTel B Bo3pacte 110 10 ner).
OpnHOBpeMEHHOE TPUMEHEHUE C PY3UI0BOM KUCIOTOM.

C 0CTOPOKHOCTHIO

VY nauuMeHroB, 3JI0YNOTPEONAIOMIMX aJKOTOJIeM; Yy NAaIlMeHTOB, HMEIOIIUX B aHaMHeE3e
3a00JI€eBaHUS [TEYECHHU.

VY manueHToB ¢ HamuuuMeM (aKTOPOB pUCKA pa3BUTHUSA pabaoMuonu3a (HapyuieHue (yHKIHU
MIOYEK, TUIIOTUPEO3, HACIEACTBEHHbIE MBIIICYHbIE HAPYIIECHUS y NAIlMEHTa B aHAMHE3€ WU B
CeMEHHOM aHaMHe3e, YK€ MEePEeHECEHHOE TOKCHUYecKoe BiusHHEe HHruouropo I'MI-KoA-
penyKTassl (CTaTUHOB) UM (pUOpaTOB HAa MBILIIEYHYIO TKaHb, 3a00JIEBaHUS M€YEHU B aHAMHE3e
W/WJIM TTaLMEHTHI, YIIOTPEOISIONINE alKOrolb B 3HAUUTEIbHBIX KOJIWYECTBAaX, BO3pacT HE cTaplie
70 net, cuTyaluu, B KOTOPBIX OXHUAAETCS MOBBIIIEHNE KOHIIEHTPAIMM aTOpBAacTaTHHA B IJIa3Me
KpOBH (Hampumep, B3auMOJIEUCTBUS C IPYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMN)).

IIpumeHeHnne npu GepeMEHHOCTH M B NEPUO/ TPYIHOT0 BCKAPMJIMBAHUS

JKeHIMHBI C 1eTOPOIHBIM OTEHIMAIOM

JKeHmuHBI ~ IE€TOPOJHOrO  BO3pacTa BO  BpEMsS  JICUEHUS  JIOJDKHBI  IOJIb30BaThCs




COOTBETCTEBYET ZKCNEPTHOMY OTYETY
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COOTBETCTBYIOIIMMHU METOJJaMU KOHTPALEHIINH [CM. pa3ﬁg#'€ﬂ-ﬁ%%ré%ﬁ3_%%§)]_ o Uollz)

bepemeHHOCTB
ATOpBacTaTHH MPOTHBOIIOKAa3aH mpu OepeMeHHOCTH (cM. pasaen «[IpoTHBOMOKA3aHUSI).

besonacHocTh mpuMeHeHHS BO BpeMms OepeMeHHOCTH He Obula mnoarBepkieHa. Cpean
OEepeMEHHBIX JKEHIIUH KOHTPOJUPYEMblE KIMHUYECKHE HCCIIEJOBaHMS C aTOPBACTaTUHOM HE
npoBoAUIUCh. OTMEYanuch peIKHe Cilaydaud BpOXKIACHHBIX AHOMAJIMU TIOCIE BO3ICHCTBUA
uaruouTopoB I'MI'-KoA-peaykTasbl (CTaTUHOB) Ha TUIOJ BHYTpUYTpoOHO. B nMcciaenoBaHusax Ha
YKUBOTHBIX OBLIIO IMOKA3aHO TOKCHUYECKOE BIIMSHUE Ha PEIPOAYKTUBHYIO (QYHKIIHUIO.

[Ipu mpueme atopBacTaThHa OEpEeMEHHON >KEHIIMHOW BO3MOXKHO CHIIKEHHUE Y IJI0JIa YpOBHEH
MEBaJIOHATa, KOTOPBIN SIBISETCS MPEIIIECTBEHHUKOM OMOCHHTE3a XOJIECTepHHA. ATEPOCKIEPO3
ABJIAETCS XPOHUYECKUM IIPOLIECCOM, U, Kak IpaBWIO, OTMEHA TUIOJUIHAEMHUYECKUX
JICKApCTBEHHBIX CPEJICTB BO BpeMs OEpEeMEHHOCTH OKa3bIBAET JIMIIb HE3HAUYUTEIILHOE BIIUSHUE
Ha JOJIOCPOYHBIN PUCK, CBA3aHHBIN C IEPBUYHOM THIIEPXOJIECTEPUHEMUEH.

B cBs3u ¢ 3THM, aTOpBacTaTUH HE CleAyeT Ha3HauaTh OCPEMEHHBIM >KEHIUHAM, KEHIIHUHAM,
IUTAHUPYIOIUM OepeMEHHOCTb, WIIH MPH MOJ03peHUHU Ha OepeMeHHOCTh. Heo6X0oauMo OTMEHUTH
IpUeM aTopBacTaTMHAa Ha BpeMms OEpeMEHHOCTH WJIM JO0 YCTAHOBJICHUS OTCYTCTBHS
6epemerHOCTH (CM. pasaen «[I[poTHBOMOKA3aHU).

JlakTanus

HewnsBecTHO, BBIAENSIOTCS JIM aTOPBACTaTHH WM €r0 METAa0OIHMTHI B TPYAHOE MOJIOKO Y
yesnoBeka. B uccienoBaHMsX Ha KpblcaX KOHIIEHTpAlMM aTOpBacTaTMHA M €ro akTUBHBIX
METa0OJIUTOB B IJIa3Me KPOBU aHAJIOTHYHBI TAKOBBIM B MOJIOKe. 1o mpuuuHe pa3BUTHS pHCKa
Cepbe3HBbIX MOO0YHBIX A((PEKTOB, >KEHIIMHBI, MPUHUMAIOLIUE AaTOPBACTATHH, HE JOJIKHBI
KOPMHTb CBOUX JIeTeil rpyabto (cM. pa3aen «lIpotuBonokazanus»). [[pumenenue atopBacratuHa
IPOTHUBOITOKA3aHO B TIEPHOJI TPYAHOTO BCKapMiTUBaHus (cM. pasaein «[IpoTuBoOmOKa3aHusm»).
PepTUIIBLHOCTD

B uccnenoBaHusX Ha KMBOTHBIX aTOPBACTAaTHMH HE OKa3blBajl BIMUSHUA Ha (EPTHIBHOCTH Y

CaMIIOB JIN0O CaMOK.

Cnocod npuMeHeHHs U 103bl

Baytps. [Ipuaumats B m1000€ BpeMsi CyTOK HE3aBUCUMO OT MpUeMa MHUIIIH.

[lepen HauagoM JeYEHUsT aTOPBACTATMHOM CJEAYET TOMBITATHCS JTOOUTHCS KOHTPOJIS
TUIEPXOJIECTEPUHEMHUH C MTOMOIIBIO TUETHI, PUINIECKUX YIPAKHEHUN U CHUXKEHUSI MacChl Tela
y MalMEeHTOB C O)KUPEHUEM, a TAaKXKE Tepanueil OCHOBHOTO 3a00JIeBaHMUSI.

[Ipy Ha3HaueHWW Tpemapara MalKUEeHTy HEOOXOAMMO pPEKOMEHJOBAaTh CTaHIAPTHYIO
TUIIOXOJIECTEPUHEMUUECKYIO JHETY, KOTOPOH OH JOJKEH MNPUNIEPKUBATHCA B TEUEHUE BCETO
nepuo/ia Teparmu.

Jo3a mpenapara Bapsupyercs oT 10 mr no 80 Mr 1 pa3 B CyTKM M TUTPYETCS C Y4ETOM
koHneHTpauun XC-JIITHII, uenu Tepanuu W WHIWBUAYAJIBHOTO OTBETA HAa MPOBOJAUMYIO
Tepanuio.

MakcumanbHasi CyTouHas 03a npenapara coctaisieT 80 Mmr.

B nauane neyeHWs W/WiaM BO BpeMs TOBBIIMICHUS 03B aTOPBACTATHMHA HEOOXOAUMO KaXKIble
2—4 Henenu KOHTPOJIUPOBATH KOHIEHTPAIMIO JHMIHIOB IJa3Mbl KPOBH W COOTBETCTBYIOIIUM
00pa3oM KOPPEKTUPOBATh 103y Mpernapara.

Ilepsuunas eunepxonecmepurnemus U KOMOUHUPOBAHHAS (CMEWLAHHAS) 2UNEPIUNUOEMUSL

Jlnst GONBITMHCTBA MAIIMEHTOB PEKOMEHIyeMasi 103a aropBacTaTuHa coctaBisieT 10 mr 1 pa3 B
CYTKH; TEpamneBTUYECKOE JCHCTBHE MPOSABISICTCS B TEUCHHE 2 HEAeNb W OOBIYHO JOCTHTaeT
MakcumyMma uepes 4 Hepenu. [Ipu gmurensHoM siedueHun QKT coxpaHseTcs.
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Tomoszuecomnas cemeiinas cunepxoiecmepuHemuys

B OonpmmHcTBe cinydaeB Ha3HayaroT mo 80 mr | pa3 B CyTkM (CHM)KEHHE KOHIEHTPAIUH
XC-JITTHIT na 1845 %).

l'emeposucomnas cemetinas sunepxonecmepuremusl

Hauanpnas nosa cocraBimser 10 mMr B cytku. Jlo3y cieayer moaduparb WHIAUBUIYAIbHO U
OLICHUBATh aKTyaJbHOCTh J103bI Kaxable 4 Heleau ¢ BO3MOXKHBIM MOBbIIIEHHEM 10 40 Mr B
CyTKH. 3areM Ju0O0 /1032 MOXET OBITh YBEIHUYEHA JO0 MaKCUMalbHON — 80 Mr B CyTKH, OO
BO3MOKHO COYETATh CEKBECTPAHTHI KETUYHBIX KUCIIOT C MPUEMOM aTopBacTaTtuHa B o3¢ 40 Mr B
CYTKHU.

Ipogpunraxmuxa cepdeuro-cocyoucmoix 3a001e8aHUll

B uccnenoBanusix nepBUYHON MpodUIAKTUKU 1032 aTOpBacTaThHa coctaBisuia 10 Mr B CYTKH.
MoskeT MNOHAZOOUTHCS IOBBIIICHHE 03Bl C ILIEJIbI0 HOCTWKeHUs 3Hadenmii XC-JIITHII,
COOTBETCTBYIOIIUX COBPEMEHHBIM PEKOMEHIAIIHSIM.

OcoOble rpynmnel NaMeHTOB

Tlayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCIBIO
[Ipu HemocTaTOYHOCTH (YHKIMH IEYEHH J03y aTOpBacTaTHHA HEOOXOJMMO CHHXKATh IPH
PETYISIPHOM KOHTPOJIE aKTHBHOCTH «I1€YEHOYHBIX)» TPAHCAMUHA3: aclapTaTaMHHOTpaHC(epasbl
(ACT) u ananunamunotpancepassl (AJIT).
Tayuenmuvr ¢ noueunoii HeOOCMamouHOCmMoIo
Hapymenue GpyHKIuM noyek He BIMSIET HAa KOHIEHTPALMIO aTOPBACTaTUHA B I1a3Me KPOBU UM
creneHb cHuwxkeHUs KoHueHTpauun XC-JIITHII, mosTomy koppekuuu [03bl Ipenapara He
TpeOyercs.
Toowcunvie nayuenmul
Paznmuunit B TepaneBTryeckoil 3(h(HEeKTUBHOCTH M OE30IMaCHOCTH aTOPBACTATHHA Y TMOXKHIIBIX
NAlMEHTOB [0 CpPaBHEHUIO C OO0mIeld mnomyasiuued He OOHapy)KEeHO, KOPpPEKLHH J103bl HE
TpeOyercs (cM. paznen «PapMaKOKMHETHUKAY).
IIpumenenue 6 kombunayuu ¢ Opy2umu 1eKapCmeeHHbIMU CPeOCmeamu
[Ipy HEOOXOAMMOCTH COBMECTHOTO NPUMEHEHHS C LHUKJIOCIOPHHOM, TEJalpPEeBUPOM,
KOMOMHAIMed TUIIPaHABUP/PUTOHABUP WJIM TJEeKalpeBUp/MUOPEHTACBUpP J103a Mpernapara He
JIOJDKHA MpeBbImath 10 Mr/cyr.
He pexomeHnyercss NpPUMEHATh aTOPBAaCTaTMH  IMAlMEHTaM, MOJIYYalOIUM  TEparuio
JIETEPMOBUPOM COBMECTHO € LUKIIOCIIOPHHOM.
PapMaKOKMHETUYECKUE JIEKAPCTBEHHBIE B3aUMOJEHCTBUSA, KOTOPBIE NMPUBOAAT K NOBBILICHUIO
CHUCTEMHON KOHLIEHTpAIMM aTOpBacTaTHHA B IJIa3Me KPOBH, TaKkKe ObUTM OTMEYEHHI C IPYTHUMHU
MHrHOUTOpaMu TpoTea3bl BUpyca uUMMyHoaepuiura uyenoBeka (BUY) (sonuHaBupom/
PUTOHABUPOM, CAaKBUHABHPOM/PUTOHABHPOM, JapyHAaBUPOM/PUTOHABUPOM, (hocamMmpeHaBHUPOM,
dbocaMrpeHaBUPOM/PUTOHABUPOM U HeEJIb(POHABUPOM), MHTHOMTOpaMH Mporteas3bl rematuta C
(GomeripeBup, 2M0aCBUP/TPA3ONPEBUP, CUMEINPEBUP), KIAPUTPOMHUIIMHOM, HTPAKOHA30JIOM U
aerepmoBupoM. Crenyer coOmoIaTh OCTOPOKHOCTh MPU OJHOBPEMEHHOM HA3HAUYEHUU C
aTOpBAacCTaTMHOM. PekoMeHIyeTcs NpOBECTH COOTBETCTBYIOLIYIO KIMHUYECKYIO OLIEHKY |
IPUMEHSATH caMylo HU3KYIO0 3(ppeKkTUBHYIO 103y aTopBacTaTHHA (CM. pasnensl «B3anmonaeicTue
C IPYTHMH JIEKAPCTBEHHBIMU cpeficTBaMmu» U «OCo0bIe yKa3aHUs).

eTH
Ilpumenenue y oemeii ¢ 10 0o 18 nem npu cemepo3ucomHou cemeunou eunepxoiecmepuremu
Pexomennyemas HaganbHas 103a — 10 mr 1 pa3 B cytku. [lo3a moxeT ObITh yBenuyeHa 10 80 mr
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Jlo3y mpenapara HEOOXOAMMO THUTPOBATh B 3aBUCHUMOCTH OT LEIH THIIOJIHITHIEMUYCCKON

teparnun. Koppekius 10361 JOKHA TPOBOAUTHCS ¢ MHTepBajIamMu 1 pa3 B 4 Heenu win OOJIbIIe.
ITo0ouHOE neiicTBUE

ATOpBaCTaTI/IH 0OBIYHO XOpOoHo NEPCHOCUTCA,; HCKCIIATCIIbHBIC PCAKIIUU, KaK ITPpaBUJIO, JICTKUC U

MIPEXO/IAIITHUE.

B tabnuiie npeacTaBieHbl HeXelaTelbHbIE PEaKIuu 10 cucTeMHo-opranHbiM kiaccam (COK) u

yacToTe. BHYTpH Kak[I0il 4aCTOTHOH TpynIbl HeXellaTelbHbIE PEaKIMHU pacloiaraloTcs B

nopsiike yObIBaHUsSI BBIPQKEHHOCTH. YacToTa pa3BUTHS ONpEICNseTcs KaK: O4YeHb YacTo
(> 1/10), wacto (ot > 1/100 go < 1/10), Heuacto (ot > 1/1 000 mo < 1/100), peako (ot > 1/10 000
1m0 < 1/1 000), ouens peako (< 1/10 000) u gyactoTa Hen3BeCTHA (HA OCHOBAHUH HWMEIOIIMXCS

JaHHBIX OICHUTDH HGBOSMO)KHO)I

Cucremuo- |O4yeHn Yacro Heuacto Penko Ouenn Henssecr-
OpPraHHbIii |4acTro (or>1/100 |(oT (ot peako HO (HEBO3-
KJIacc (=1/10) m0 <1/10)  [>1/1 000 x0 (> 1/10 000 |(<1/10 000) |moxkHO yc-
<1/100) hi () TAHOBHUThH
<1/1 000) o UMeIo-
muMcst
JAHHBIM)
WNudexnnm Ha3oda-
Y MHBA3UU PUHTUT
Hapymenus TpoMOoITHn-
CO CTOPOHBI TOTICHUS
KPOBH H
muMmparmye-
CKOM
CHCTEMBI
Hapymenus anjepruye- aHaguIaK-
CO CTOPOHBI CKHE cust
UMMYHHOH peakuuu
CHCTEMBI
Hapymenns TUIIEPIVIN- | TUIIOIJIMKE- CaxapHbIN
MeTabonms- KeMus MHUsl, YBEJIU- nuaber:
Ma ¥ TIuTa- YeHUe yacToTa pas-
HUS MAaccChl Tena, BUTHS 3aBU-
AHOPEKCUS CHUT OT Ha-
TUYUS WK
OTCYTCTBHUSI
¢bakTopoB
pHucKa (KOH-
[EHTpaLUs
TJTFOKO3BI
KpOBHU HaTo-
mak > 5,6
MMOIJIB/JI,
WHJIEKC
MaccChl Telna
(UMT) > 30
KI/M2, TOBBI-
IIeHHAs




COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 14.11.2024 N= 25131

MOCTTEOUBATENBHOC -I;CBI'{E( J&hha-
LU TPUTIIH-
LIEPUJIOB,
apTepualb-
Has runep-
TEH3Us B
aHaMHe3e)
[cuxuyec- «KolIMap- Jenpeccust
KHe HBIE» CHO-
HapyLICHUs BUJICHUS,
OeccoHHMIA
Hapymenus rOJIOBHA TOJIOBOKpY- | mepudepu- IOTeps WK
CO CTOPOHBI 60J1b KEHHe, yeckas CHUKCHHE
HEPBHOU [apeCTe3usl, | HEUPOIaTHs aMsATU
CHCTEMBI TUIecTe3us,
HapylleHHue
BKYCOBOT'O
BOCTIPHSITHSA,
aMHe3MsI
Hapymenus BO3HUKHO- |HApYLICHUS
CO CTOPOHBI BEHUE 3peHUs
oprasa «TICJICHBI»
3peHMS nepe
rjla3aMu
Hapymenus LIyM B yIlax noreps
CO CTOPOHBI ciyxa
oprasa
ciyxau
na0upHHTa
Hapymenus 6016 B eIMHUYHBIC
CO CTOPOHBI ropie, clryyau
JIbIXaTelb- HOCOBOE HUHTEPCTHU-
HOM cucre- KpOBOTEYE- LUAIBHOTO
MBI, Opra- HUE 3aboseBa-
HOB IpyJ- HUS JIETKUX
HOU KJIETKH (0Obr4HO
U cpefocre- py AJH-
HUS TEIbHOM
pUMeHe-
HUHN)
Kenynouno 3arnop, pBOTa, 00JB
-KHIIIEYHBIC METEOpU3M, |B KHBOTE,
HapyLICHUS JHCTICTICHS, |OTPBIKKA,
TOIIHOTA,  |MaHKPEaTur,
nuapest JTUCKOM-
¢dopt B
KHBOTE

10
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ot 14.11.2024 N= 25131

Hapymenus remnaTyT Kdmeerhs - Friodetras - | = YUU2)
CO CTOPOHBI HEIoCTa-
IIEYEHH 1 TOYHOCTH
JKEITYECBBI-
BOJISAIIHNX
yTei
Hapymienus KpaliiBHU- | aHTHOHEB-
CO CTOPOHBI 114, KOXKHBIM | POTHYECKUI
KOKH 1 3y, KOXHas | OTeK,
[MOIKOKHBIX CBIIIb, OyiuiesHas
TKaHEeH ajJomelrs | ChIIb, ITOJIU-
Mop¢Has
9KCCYIaTUB-
Hasi d)puTeMa
(B TOM UHC-
JIe CHHIPOM
CruBeHca-
JIxoHCOHA),
TOKCHYEC-
KUU 3IUzIep-
MaJIbHBIN
HEKpOJIN3
(curapoM
Jlatienna).
Hapymenus MHAJITHS, 00JIb B III€€, | MHOIIATHS, UMMYHO-
CO CTOPOHBI apTpaJITUH, |MBIIICYHAS | MHO3HT, OTI0Cpe10-
MBIILIEYHOH, 00/Ib B KO- | cl1a00CTh pabaomu- BaHHas
CKEJIETHOM U HEYHOCTSX, 0JIM3, TE€H- HEKPOTHU-
COCAUHU- CyIoporu JIMHOIIATHS 3UpyoIas
TEJIbHOM MBIIIIIT, (B HEKOTO- MHOIIATHS
TKaHU MIPHITYX- PBIX
JIOCTh CyC- CITyJasix ¢
TaBOB, OOJIb pa3pbiBOM
B CIIMHE, CYXOXKHUIIHS)
MBIIICYHO-
CKEJIETHBIE
oo
Hapymenus AMIIOTEH- TUHEKO-
CO CTOPOHBI LM MacCTHs
penpoayK-
THBHOM
CHCTEMBI M
MOJIOYHBIX
Kemes
OO0mue HeJIoMora-
HapYIICHUS HHE, acTe-
U peakiliy B HHYECKUH
MeCTe CUHJIPOM,
BBCJICHUS 00JIb B
rpyau,
nepudepu-
YyecKHue oTe-
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IICHHAS
yToMIIsie-
MOCTb,
JUXopajika
Jlabopatop- OTKJIOHCHHE |JIEUKOIUT- MOBBILLICHUE
HBIC U OT HOPMBI | ypus KOHIIEHTpa-
WHCTPYMEH- pe3yibTa- IIUU TITUKO-
TaJbHbIE TOB «I1€4e- 3UJIUPOBAH-
TaHHBIC HOYHBIX» HOT'O TeéMO-
TECTOB roouHa
(ACTu (HbA1)
AJIT),
MTOBBIIIICHUE
AKTUBHOCTH
CBIBOPOTOU-
HOM Kpea-
TuHpocho-
KHHA3BI
(KOK)
eTH

[ToGouHble peakiyy, CBsI3aHHbIE ¢ IPUEMOM aTOPBACTATHHA, IO KOJIMYECTBY HE OTIUYAIUCH OT
peakuuii Ha ¢oHe mpuema mianebo. Hambosiee yacTbIMU peakLUsMU BHE 3aBUCHUMOCTH OT
YacTOTHI KOHTPOJIS SBJSUTMCH HH(EKIINH.

Jetu u noapoctku B Bo3pacte oT 10 no 17 ner, KOTOpbIe JIEUWINCh aTOPBACTATUHOM, UMEINN
npodmib MoOOYHBIX PPEKTOB, KOTOPHIA COOTBETCTBOBAJI OOBIYHO MALMEHTY, MOJTYYaBIIEMY
wianebo. Haunbonee pacnpocTpaHeHHbIMH MOOOYHBIMH 3¢ dexTamu, KOTOpble HaOII0JaINCh
HE3aBHCHMO OT OLIEHKU NMPUYMHHO-CIIEJICTBEHHBIX CBA3€H B 00eux rpymmnax, obud uHexnuu. B
XoJie 3-JIeTHEro HcCCieloBaHMs Ui OLIEHKHM OOILEro cOo3peBaHMs W Pa3BUTHUS, CTAAMU MO
TanHepy, a TaKke U3MEPEHUs pOCcTa U Beca, He HaOI0AaI0Ch KIMHUYECKH 3HAYMMOTO BIUSHUS
Ha pocT U mosioBoe co3peBaHue. [Ipopunb Oe30macHOCTH M HEPEeHOCUMOCTH Yy JAeTed u
HOJPOCTKOB B OCHOBHOM COOTBETCTBOBAJI M3BECTHOMY MPOQHIII0 6€30MaCHOCTH aTOpBacTaTHHA
y B3pOCJbIX MMAIIUEHTOB.

ba3za gaHHBIX 1O KJIMHUYECKON 0€30MacHOCTH TakXke BKIIIOUAeT B ceOsl JaHHbIE, IOJyYEHHBIE OT
520 manueHTOB JETCKOro BO3pacTa, MOJy4yaBIIMX aTopBacTaTWH. M3 HUX: 7 manueHTOB ObLIM
miaame 6 ser, 121 manuent — B Bo3pacte oT 6 10 9 net u 392 nanuenTa HaXOIUJINCh B BO3pacTe
or 10 go 17 nmer. Ha ocHOBaHMM HMEIONIMXCSA [JaHHBIX YacTOTa, THI M CTENEHb TSHKECTU
000YHBIX A(P(PEKTOB y JeTeH CXOKU C aHATIOTUYHBIMU [TOKA3aTEISIMH Y B3POCIBIX.

[Tpu npuMeHeHNnU OTAETbHBIX CTATUHOB HAOIIOAAINCH CIEAYIONINE HeKelaTelbHble MOOOYHbIE
3P PEeKTHI:

— HapyllleHue NoJ0BON (QYHKINY;

— Jlenpeccus;

— B HCKJIIOYMUTEIBHBIX CIIydasX, OCOOCHHO MpH JUIUTEIbHOW Tepamnuu, UHTEePCTULIHATIbHAs
0ose3Hb Jerkux (cm. pasaen «OcoOble yKazaHHs»);

— caxapHbIil 1uabeT: 4acToTa 3aBHCUT OT HaJIMYMs WM OTCYTCTBHUS (PaKTOPOB puCKa (caxap B
KPOBHM HATOMm[aK > 5,6 Mmons/n, UMT > 30 kr/m? TOBBIIIEHHBIE YPOBHH COJEP/KAHMS
TPUTIIULEPUOB, UMEIOLIASICS TUIIEPTOHUSA).
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 14.11.2024 N2 25151
HepenognpOBKa (MOCNEOQCBATENEHOCTE 0002)

Crieruduueckoro aHTUIOTA Ui JICUCHUS TEPEeO3UPOBKM aTOPBACTaTUHOM HeT. B ciyuae
NEePeO3UPOBKH CIIEAYET MPOBOAUTH CHUMIITOMAaTHUECKOE JICYCHHE 1O Mepe HEOOXOIMMOCTH.
Crnenyer mpoBecTd (DYHKIIMOHAIBHBIC TECTHI TMEUYEHU U KOHTPOJIHMPOBATH aKTUBHOCTH KODK.
[TockonbKy mpenapaT aKTHBHO CBSI3bIBaeTCS C O€lIKaMH IJ1a3Mbl KpPOBH, T'e€MOIHAIN3
Hed(hpexTUBEH.

B3aumopneiicTBHe ¢ APYrUMH JIeKAPCTBEHHBIMHU CPeACTBAMH

Bo Bpems nedenus uaruoutopamu ['MI'-KoA-penykTaspl nMpu OJHOBPEMEHHOM IPUMEHEHUHN
UKJIOCTIOpUHA, (hUOpaTOB, HUKOTHHOBOW KHMCJIOTHI B JUIIUICHUKAIOIMUX J103ax (Oonee 1 r/cyT)
win uHrnouropoB n3opepmenta CYP3A4/rpancnioptHoro Genka (Hampumep, 3pUTPOMHUIIMHA,
KJIApUTPOMHILIMHA, MPOTHBOIPUOKOBBIX CPEICTB — MPOHM3BOJHBIX a30Jia) IOBBIIIAECTCS PUCK
muonaruu (cM. pazzienbl «Crocod mpuMeHeHHs U 103b1», «Oco0bIe yKazaHUs»).

Huruburtopst u3odepmenta CYP3IA4

[Tockonbky artopBactaTuH Merabonusupyercs uzopepmentom CYP3A4, coBmecTHOE
IpUMEHEeHHEe aTopBacTaTMHAa ¢ uHruouropamu uzodepmenra CYP3A4 moxer NmpuUBOAUTH K
YBEJIMYEHHUIO KOHIEHTpallUd aTopBacTaTMHa B Ia3Me KpoBu. CTeneHb B3auMOJEHCTBUSA U
3¢ ¢exTa MOTCHUUPOBAHUS OIPECNIAIOTCS BapUaOEIbHOCTHIO BO3AEHCTBHS Ha H30(EpPMEHT
CYP3A4.

beuto  ycraHoBmeHo, 4to MomHble uHruoutopsl wuzopepmenta CYP3A4 mnpuBomar
3HAUUTEIBHOMY TIOBBIIIEHUIO KOHIEHTpPAllMM aropBacTaTMHa B Ia3Me Kposu. Crenyer no
BO3MOXXHOCTH HM30€raTh OJHOBPEMEHHOTO NMPUMEHEHHUS MOIIHBIX MHTHOUTOPOB M30(epMeHTa
CYP3A4 (nmanpumep, ULMKIOCIOPUH, TEIUTPOMULIMH, KIAPUTPOMULIMH, JCIaBUPIMH,
CTUPUIIEHTOJI, KETOKOHA30J1, BOPUKOHA30J1, UTPAKOHA30J1, 103aKOHA30J1 U HHTUOUTOPHI ITPOTEa3bl
BUWY, Bkmrouas puTOHABUp, JIONMMHABUP, aTa3aHaBUpP, MHIUHABHUP, JapyHaBup, u 1p.). Eciu
OJTHOBPEMEHHBIH IMpHEM 3THX MpenapaToB HEOOXOAUM, CIEAyeT PacCMOTPETh BO3MOKHOCTh
Hayaja TEpaluyd ¢ MMUHUMAJIBHOM J03bI, a TAKXE CIEAYeT OLEHUTb BO3MOKHOCTb CHMKEHUS
MaKCHMaJIbHON J03bl aTOPBACTATHHA.

YmMmepennble uHruOutopsl usopepmenta CYP3A4 (mampumep, SpUTPOMHIIMH, JUITHA3EM,
BeparnaMui U (JIyKOHA30J) MOTYT NMPUBOANUTH K YBEIMYEHUIO KOHIEHTPAIlMU aTOpBAacTaTHHA B
mwiasme kpoBu. Ha ¢one onHoBpemenHoro npumenenust uHruoutopos I'MI'-KoA-peaykrass
(cTaTMHOB) U YPUTPOMUILIMHA OTMEYAIU MOBBIIIEHHBIN PUCK pa3BUTUSA MUonaTtuu. MccnenoBanus
B3aMMOJEMCTBYS aMUOJIapOHa MJIM BepalaMuiia U aTopBacTaTMHA HE MPOBOAWINCH. M3BECTHO,
4TO M aMHOJApPOH, M BepamnaMuwl HUHTUOMPYIOT akTHBHOCTH u3zopepmeHta CYP3A4, u
OJIHOBPEMEHHOE IIPUMEHEHHE JOTUX IMPENapaToB € aTOPBACTATUHOM MOJXKET IPUBECTH K
MOBBILICHUIO JKCIIO3UIIMU aTopBacTaTMHA. B CBSI3M € 3TUM PEKOMEHIYeTCs CHHU3UTh
MaKCHMaJbHYIO /103y aTOpPBacTaTWHA U MPOBOJUTH COOTBETCTBYIOIIUNH MOHUTOPHHI COCTOSTHUS
NanueHTa NpU OJHOBPEMEHHOM NPUMEHEHUU C YMEPEHHBIMH HMHTHOUTOpaMu H30(epMeHTa
CYP3A4. KorTpons clieryeT OCyIIeCTBIISITh TOC/Ie Havaia Tepanuu U Ha (OHE M3MEHEHHUS 1036l
WHTHOUTOpA.

['embubpo3mi/hudpaTsl

Ha ¢one npumenenuss ¢puOpaTtoB B MOHOTEpanuH MEPUOJUYECKH OTMEUAIU HEXeJaTelbHbIe
peaKIMu, B TOM 4HCie PabJI0OMHOIN3, KACAIOIIUECS CKEIETHO-MBIIIEYHON CUCTeMbl. PHCK Takux
peaxkiuii Bo3pacTaeT Ipu OJHOBPEMEHHOM MpUMEHEeHUH GuOpaToB U aropBacTtaTuHa. B ciydae,
€CJIM OJJHOBPEMEHHOr0 MPUMEHEHUs 3THUX IMpenapaToB HEBO3MOXXHO H30€XaTh, TO CIEIAYyeT
NPUMEHSTh MUHUMAJIbHYIO 3()QEeKTUBHYIO 103y aTOpBacTaTHHA, a TaKXKe CIEIyeT MPOBOIUTH
PEryJIApHBIA KOHTPOJIb COCTOSHUS MallUEHTOB.
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COOTBETCTEBYET 2KCNEPTHOMY OTYETY
ot 14.11.2024 N= 25191
3eTuMH0 (NOCNEOQCBATENBEHOCTL 0002)

[TpumeneHne »3eTUMUOA CBSI3aHO C PAa3BUTHEM HEXKENATENbHBIX pEakiud, B TOM YHCIE
pab10MH0IM3a, CO CTOPOHBI CKEJIETHO-MBIIIEYHON CUCTEMbl. PUCK TaKMX peakiuil MOBBIIIACTCS
IpH OJHOBPEMEHHOM MPUMEHCHHH 33€THUMHOA ¥ aropBactatuHa. [l Takux TNaIlMEeHTOB
PEKOMEH IyeTCs TIATebHOE HA0II0IeHHe.

OPUTPOMUIINH/KIAPUTPOMULIUH

[Ipu omHOBpEeMEHHOM MTPUMEHEHUHN aTopBacTaTuHa U dputpomuiiiHa (1mo 500 mr 4 pa3a B CyTKH)
uin kiaapurpomunpaa (mo 500 mr 2 pasza B cytku), mHruOutopo m3odepmenta CYP3A4,
HAOJI0/IAIOCh TOBBIIIEHWE KOHIIEHTPAllMd aTopBacTaTWHA B IJIa3Me KPOBU (CM. pa3felibl

«DapmakokuHeTHKay 1 «OCOObIC YKa3aHHSI»).
Muruburopsl mmporeas

OpnHOBpeMEHHOE TMPUMEHEHHE aToOpBacTaTHHA C MHTUOUTOpaMH TPOTea3, M3BECTHBIMU Kak
unruouropel  u3opepmenta CYP3A4, compoBoxgaeTcss yBEIHMUYEHHEM  KOHIEHTPAIUU
aTopBacTaTHHA B TIa3Me KPOBH.

JInnTuaseM

CoBMecTHOE MpUMEHEHHE aTopBacTaThHa B go03¢ 40 mr ¢ mwitnazemMom B go3e 240 wr,
OPUBOIUT K YBEIMYCHHIO KOHIEHTPALlMM aTopBacTaTUHA B IUTa3MEe KpOBU (CM. paszaen
«DapMaKOKHHETHKAY).

[luMeTHINH

Kiuanuecku 3HaUMMOT0 B3aMMOJICUCTBHS aTOPBACTATHHA C IIUMETUIUHOM HE OOHApYXEHO (CM.
pazaen «DapMaKOKHHETHKAY).

Hrpakonazon

OnHOBpEMEHHOE MPUMEHEHHE aTOpBacTaTHHA B 103aX OT 20 mMr 10 40 MI' ¥ HITpAaKOHA30J1a B J103¢
200 Mr mpuBOAMIIO K YBEIWYCHHIO 3HAYEHHS IUIOIIATU TMOJ KPUBOW «KOHIIEHTPAIHS-BPEMs»
(AUC) atopBactatuna (cM. pazaen «PapMakOKHHETHKAY).

[pelindpyTOBBIA COK

[Tockonbky rpedndpyTOBBIA COK COJAEPKHUT OAMH WM O0jee KOMIOHEHTOB, KOTOpPBIE
uHruoupytot uzodepmeHtT CYP3A4, ero upesmepHoe norpediaeHue (Oosee 1,2 1 B 1€Hb) MOKET
BbI3BaTh YBEJIMYEHHE KOHIIGHTpAllMM AaTopBacTaTMHAa B IIa3Me€ KpoBH (CM. pasjaen
«DapMaKOKHHETHKAY).

WHrubuTopsl TpaHCOOPTHOTO OeJika

ATopBacTaTUH HpejCTaBiIsieT coboil cyOcTpar TpaHcopTepoB (epMeHTOB (CcM. pasnen
«DapMaKOKHHETHKA).

CoBmecTHOE MMpUMEHEHHEe aTopBacTaTHHA B o3¢ 10 M M HUKJIOCHOpPHHA B A03€ 5,2 MI/KI/CYT

MIPUBOAMIIO K TIOBBIIIEHUIO YPOBHSI BO3/eCcTBUs aTopBacTtatuHa (cootHommenne AUC: 8,7) (cm.
pazmen «®PapMakOKWHETHKa»). L{UKIOCTIOPHH  SBISETCSI HMHTHOUTOPOM  TPAHCIIOPTHOTO
nonunenTtuaa opranuueckux anuoHoB 1B1 (OATP1BI1), OATPIB3, MJIV1 wu O6enka
PE3UCTEHTHOCTH paka MOJOYHOM »kene3bl, a Takke CYP3A4, ciemoBarenbHO, OH TOBBIIIAET
YpOBEHb BO3JelcTBUA aropBacTatnHa. CyTouHas /1032 aTOpBAacCTaTHHA HE JOJDKHA IPEBBIIIATH
10 mr (cMm. pazzuen «Criocod NpUMEHEHHS U JJ03bI»).

['nexanpeBup u nuOpenTacsup spistorcs naruouropamu OATP1B1, OATP1B3, MJIYV1 u 6enka
PE3UCTEHTHOCTH paKa MOJOYHOW JKENe3bl, CIIEJOBATE€IbHO, OHHU IIOBBIIIAIOT YPOBEHb
BO3/eiicTBUS aropBacTatuHa. CyTouHas /J03a aTOpBacTaTHMHA HE JIOJDKHA MmpeBblmath 10 mr
(cMm. pazaen «Criocod MPUMEHEHHS U T035I»).

CoBMecTHOE TpUMEHEHHE aTopBacTaTuHa B 103e 20 Mr u serepmoBupa B 103e 480 Mr B CyTku
NPUBOAKJIO K TMOBBIIICHHIO YPOBHS BO37eicTBUs aropBactatuHa (cootnomenne AUC: 3,29)
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(cm. pazmen «dapmakoknHeTHKaY). JleTepMOBHp ;{Bnﬂe[{lg}[-'ﬁﬁ?%@ﬁ%%JbE%éﬁOE%bﬂéh'@-gp,

BCRP, MRP2, OAT2 u neuyenounoro tpancnoprepa OATPIB1/1B3, Takum oOpa3om, OH
YCUJIMBAaeT ypOBEHb BO3J€icTBUsS aropBacTarvHa. CyTouyHas 1032 aropBacTaTMHA HE JOJDKHA
npesbimath 20 Mr (cM. pasaen «Crnocod MPUMEHEHUS U JI03b1»).

Benuunnaa omocpenoBaHHBIX JiekapcTBeHHBIX B3ammojeiicteuii CYP3A u OATP1B1/1B3 Ha
COBMECTHOE IMPUMEHEHHE IPEenapaToB MOXKET OTIUYAThCA MPHU OJHOBPEMEHHOM Ha3HAuYEHUU
JIETEpMOBHUpA C IUKIOCIOpUHOM. He pexomeHnyeTrcs NpUMEHSTh aTOPBAaCTATUH MalUEHTaM,
MOJTYYAIOLIUM TEPAIHIO JIETEPMOBUPOM COBMECTHO C IIUKIOCIIOPUHOM.

DOnbacBup u rpaszonpeBup sABstorcs uaruoutopamu OATPIBI1, OATP1B3, MJIV1 u Genka
PE3UCTEHTHOCTH paKa MOJOYHOW JKeJe3bl, CIIEJOBATE€IbHO, OHHU IIOBBIIIAIOT YPOBEHb
BO3JIeHicTBUS aropBacTaTuHa. ClieqyeT NPUMEHSTh C OCTOPOXKHOCTHIO MU B CaMOM HU3KOH
HeoOxoauMol f03¢ (cM. pasaen «Crocod MPUMEHEHUS U JI03b1»).

Hunykropsl n3odpepmenta CYP3A4

CoBMecTHOE MpUMEHEHHUe aTopBacTaTHHa ¢ WHAykTopamu uszodpepmenta CYP3A4 (nampumep,
a¢daBupeH3oM, pUGAMOUIMHOM WIA MpernapataMu 3Bepo00s MPOABIPSIBIEHHOTO) MOXKET
OPUBOJIUTh K CHIDKCHHIO KOHIIGHTPAllUM AaTopBacTaTMHA B IU1a3Me KpoBH. Bcnenctsue
JBOMCTBEHHOTO MEXaHH3Ma B3aMMOJCHCTBHS C pUPAMIUIMHOM (MHAYKTOpPOM Hu30(hepMeHTa

CYP3A4 u wunrubutopom TpancrnoptHoro Oenka renarountoB OATP1B1) pexomenmyercs
OJTHOBPEMEHHOE NMPHUMEHEHHE aTOpBAacCTaTHHA U PHU(PAMITUIIHA, TOCKOJIBKY OTCPOYECHHBINA IPHUEM
aTopBacTaTMHa IIOCJ€ MpHeMa pudaMnulIMHAa [PUBOAUT K CYLIECTBEHHOMY CHHXEHHIO
KOHLEHTpAlluu aTopBacTaTMHa B IIa3Me KpoBH (cM. pasgen «DapmakokuHeTHKay). OnHako
BIMSIHUE pU(aMIUIMHA Ha KOHLEHTPALMIO aTOpBAacTaTMHA B IeNaTolMTaX HEW3BECTHO U B
cilyyae, €cily OJHOBPEMEHHOIO0 IPUMEHEHHs HEBO3MOXHO H30eXaTh, CIEAyeT TIIaTeIbHO
KOHTPOJIMPOBATh A3PPEKTUBHOCTh TAKOM KOMOMHAIIMK BO BpEMsI T€PAIUU.

AHTanup

OpnHOBpeMEHHBI IIPUEM BHYTPb CYCIIEH3MM, COJIEP)KALEl MarHus THAPOKCHUI M aJOMUHUSA
TUAPOKCHUJI, CHUYKAJI KOHIIEHTpAlMIO aTopBacTaThHa B Iutasme Kposu (u3menenue AUC: 0,66),
OJIHaKO cTeneHb cHuxeHus KoHueHTpauuu X C-JITTHII npu 3ToM He u3meHsuiach.

Denazon

ATopBacTaTUH He BiMAeT Ha (ApMAKOKMHETUKY (eHa30Ha, MOITOMY B3aUMOJAEWUCTBUE C
JpYTUMH TIpenapaTaMmy, METa0OJM3UPYIOIMMUCT TeMU e H30(epMEeHTaMH LHUTOXpoMa, He
OJKHJACTCA.

Konecrunon

IIpy OQHOBpPEMEHHOM NPUMEHEHUM KOJIECTUIIONA KOHIEHTpalus aTopBacTaTMHA B IUIa3Me
kpoBu cHuxanacek (u3meHenne AUC: 0,74); oOIHAaKO THUIOJUINUAEMHYECKUA dPdeKT
KOMOHMHAIIUM aTOpPBAacCTaTMHA M KOJIECTHUIIONA MPEBOCXOJMJI TaKOBOW Ka)JOro mpernapara B
OTJIEIbHOCTH.

JINTOKCHH

IIpy mnoBTOpHOM IIpHeM€ MAWIOKCMHA M aropBacTaTMHa B Jo03¢ 10 Mr paBHOBECHbBIE
KOHIEHTPALlUU JUTOKCHHA B IUIa3Me€ KPOBH HE MEHANUCh. OHAKO ITPU NPUMEHEHUHN TUTOKCHHA
B KOMOMHAIIMK C aTOPBACTaTUHOM B J103¢ 80 MI/CyT KOHLEHTpalMs JUTOKCHHA YBEIMYUBAJIACh
(u3menenune AUC: 1,15). [lanueHTsl, NOTy4aoNUe TUTOKCHH B COUYETAHUU C aTOPBACTATHHOM,
TPEOYIOT COOTBETCTBYIOMIETO HAOTIOICHHUS.

A3UTPOMULIMH

IIpn 01HOBpEMEHHOM NPUMEHEHHUH aTopBacTaThHa B 103€ 10 Mr 1 pa3 B CyTKHM M a3UTPOMHUIIMHA
B 1103€ 500 Mr 1 pa3 B CyTKM KOHLIEHTpAIMs aTOPBACTATHHA B IJIa3M€ KPOBU HE U3MEHSIACK.
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 14.11.2024 N= 25151
(NOCNEOQCBATENBEHOCTL 0002)

IlepopanbHbIe KOHTPAICITUBEI

[Ipy OXHOBpEMEHHOM MPUMEHEHHHM aTOpBAacCTaTUHA M MEPOPAIbHBIX KOHTPAILCTITUBOB,
COJePKALINX HOPATUCTEPOH M ATHHUIACTPAINOIN, HAOII0AAJIO0Ch MOBBINICHHE KOHICHTPAIUU
HopaTucTepoHa (n3meHenne AUC 1,28) u stunmisctpaguona (usmenenne AUC 1,19). Oror
3pQeKT cieayeT YYMTBIBaTH IPH BHIOOPE MEPOPATHHOTO KOHTPALENTHUBA [UIS SKEHIIWHBI,
IPUHUMAOIEH aTOpBaCTaTHH.

Tepdenanun

[Ipy onHOBpEMEHHOM NPUMEHEHHWU aTOpBacTaTMHA M Tep(eHaauHa KIMHUYECKH 3HAUYMMBIX
U3MEHEeHUH (apMaKOKMHETUKU Tep(deHaHa HE BbISBIICHO.

Bapdapun

B KJIMHUYECKOM HCCIIEOBAaHUH Y MAIMEHTOB, PETYJISPHO MOJIYYAIOMIUX Teparnuio BaphapuHOM
IpU OJAHOBPEMEHHOM IIPUMEHEHHMM aropBacTaTMHa B 03¢ 80 MI B CYTKH, HPUBOIWIO K
HEOOJIBIIIOMY YBEJTHUEHHIO MPOTPOMOMHOBOTO BPEMEHH MPHOIM3UTENBHO Ha 1,7 ¢ B Te4eHHE
nepBbix 4 nHeil Tepanuu. Ilokasarens Bo3Bpamiaicsi K HopMe B TeueHHe 15 nHel Tepanuu
aTopBacTaTUHOM. HecMOTpsi Ha TO, YTO TOJBKO B PEIKHUX CIIydasX OTMEYalM 3HAUYUTENIbHOE
B3aUMOJICIICTBHE, 3aTparuBaollee AHTUKOAryJISHTHYIO (QYHKLIHIO, CIEQyeT OIpelesIuTh
OpOTPOMOMHOBOE BpeMs 10 Hayaja TepanuM aTOPBACTATUHOM Y MHAIMEHTOB, IOJIyYarOIIUX
TEpanui0 KYMapHHOBBIMUA aHTHKOATYJISTHTAMH, U JJOCTATOYHO YacTO B MEPHOJ TE€PAIUU, YTOOBI
IPEIOTBPATUTh 3HAUUTEIBHOE H3MEHEHHME NPOTPOMOMHOBOTO BpeMmeHH. Kak Tonbko
OTMEYAIOTCS CTA0MIIbHBIE TU(PPBI MPOTPOMOUHOBOTO BPEMEHH, €r0 KOHTPOJIb MOKHO IMPOBOINUTH
TaK)Ke, KaK PEKOMEHAYIOT AJIsl NAlMEHTOB, NOJy4YaloUMX KyMapUHOBbIE aHTUKOATrYJISHTHIL. [lpu
U3MEHEHMH J103bl aTOpBacTaTHMHA WM IPEKpAIleHUH Tepanuyd KOHTPOJIb MPOTPOMOMHOBOIO
BPEMEHU CJIeyeT MPOBECTH MO TEM K€ NPUHIMUIAM, 4YTO ObUIM ONHMCaHbl BbllIe. Tepamus
aTopBacTaTUHOM He Oblla CBA3aHAa C pa3BUTHEM KPOBOTEUYECHUS WIM H3MEHEHUSIMHU
IPOTPOMOMHOBOTO BPEMEHH Y MAIIMEHTOB, KOTOPbIE HE MOIyYaIH JeUeHHe aHTUKOATyJITHTaMH.
Konxunmn

Hecmotpss Ha TO, 4YTO HccienoBaHusi OJHOBPEMEHHOI'O IPUMEHEHHMS KOJXULMHA U
aTOpBacTaTHHA HE MPOBOJWINCH, UMEIOTCA COOOIIEHUS O Pa3BUTUU MUOMATUHU MTPH IPUMEHEHUU
naHHOW koMOuHauu. [Ipu o1HOBpEMEHHOM NMPUMEHEHUH aTOpBACTaTHHA U KOJIXUIMHA CIETyET
cO0JII01aTh OCTOPOKHOCTD.

AMnoaunuH

B wuccrnenoBaHuM JEKapCTBEHHOTO B3aMMOJEWUCTBHSA y 3[0POBBIX MCIBITYEMBIX COBMECTHOE
OpUMEeHeHHe aTtopBacTaTMHa B 03¢ 80 mr um amnoaunuHa 10 Mr mpuBeno K KIMHHYECKH
HE3HAYMMOMY YBEJIMYEHUIO KOHIIEHTpaluu aropBactatuHa (u3meHenue AUC: 1.18).

Dy3uaoBas KMCIOTa

Bo Bpemsi mMOCTMapKETHHTOBBIX HMCCICIOBAHWN OTMEUAIH CIIy4au Pa3BUTHS paOIOMHOIH3A Yy
MAalMEeHTOB, MPUHUMAIOIIUX OJHOBPEMEHHO CTATHHBI, BKIIIOYAs aTOpPBACTAaTHH U (y3UIOBYIO
KUCJIOTY. MexaHu3M JaHHOTO B3aWMOJCHCTBHS HEU3BECTECH. Y TAUMEHTOB, I KOTOPBIX
UCTIONIb30BaHNEe (y3UI0BOM KHUCIOTHI CUMTAIOT HEOOXOIUMBIM, JICUEHHUE CTaTHUHAMHU JOJKHO
OBITH TMpEKpaIleHO B TEUYCHHE BCEro Mepuoja MpuUMeHeHHus (y3uaoBON KHCIOTHL. Tepamus
CTaTMHAMHM MOKET OBITh BO30OHOBIIEHA uepe3 7 AHEW Mmocie MocieaHero mpruema (y3uaoBoi
KUCTOTH. B HCKIIIOUMTENBHBIX Cllydasx, TJle HEeoOXoJuMa TMpOJOJDKUTENbHAS CHCTEMHAas
Tepanus Py3ua0BOM KUCIOTOHM, HAIPUMED, JUIS JICUCHUS TSDKENbIX HH(EKIH, He00X0IMMOCTh
COBMECTHOTO MPUMEHEHHS aTopBacTaTHHA U (y3UI0BOM KHUCIOTHI JOJIKHA OBITHh PACCMOTPEHA B
KOKJIOM KOHKPETHOM CJIyda€ W TIOJi CTpPOTHM HaOmojeHueM Bpada. [lanmeHT mospkeH
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 14 11:2'324 M2 .__':'l‘-
HEMEJJICHHO OOpaTUTHCS 32 MEAMIIMHCKON TONIOIIBIO ﬁBﬂr‘ HMHE@ID{F{%M@E MbrriredHO

C1ab0CTH, YyBCTBUTEIHHOCTH WIIH OOJIH.

Jlpyras cOImyTCTBVIONIAs TePAIUs
B KIIMHNYCCKHUX HCCICOOBAHUAX aTOpBaCTaTI/IH HpI/IMeHSIJII/I B COUCTAHUU C THUIIOTCH3MBHBIMH

CpPEeACTBAaMU M 3CTPOr€HAMM B PaMKax 3aMECTUTEIIBHOM TOPMOHAIBHOM Tepanuu. [Ipu3nakos
KJIMHUYECKH 3HAYMMOI'0 HEXeNaTeJIbHOI'0 B3aUMOJCHCTBUA HE OTMEUYEHO; MCCIEeIOBAHUSA
B3aUMOJIEHCTBUSA CO crelupUUecKMMHU IpenapaTaMyi He IPOBOMIIUCS.

Kpome Toro, ormedanoch IMOBBILIEHHE KOHIEHTPALMU aTOpBAcTaTMHA IPU OJHOBPEMEHHOM
OpUMEHeHUH ¢ MHruburtopamu nporeazsl BUY (komOuHanuu JOnMHABUpa M PUTOHABHPA,
CaKkBMHAaBHpa M PUTOHABHpPA, AapyHAaBUpPa M PUTOHaBHpaA, (pocamrpeHaBup, hocaMmpeHaBup c
pPUTOHaBHpOM U Hen(uHABUpP), HUHTUOMTOpamMH Tporeasbl rematura C  (Gouempesup,
2JI0acBUP/TPa30NPEBUP, CHUMEIPEBUP), KIAPUTPOMUIIMHOM U HTpakoHazosnoMm. Cienyer
co0iroaarh OCTOPOKHOCTb IPU OJHOBPEMEHHOM IIPUMEHEHUHM JTHX IIPErnapaTroB, a TaKkKe
HIPUMEHSATh CaMyI0 HU3KYI0 3()()EeKTUBHYIO 103y aTOpBacTaTHHA.

BausiHue apyrux npenapaTtoB Ha hapMaKOKHHETHKY aTOpBacTaTHHA

IIpenapar, 103UpoBKa ATOpBacTaTHH

Jo3a (Mr) Usmenenne AUCE | Usmenenne Cmax®
[Muknocmopus 5,2 mr/kr/cyt, | 10 Mr onuH pa3 B 1 B 8,7 paza 1 B8 10,7 paza
MIOCTOSIHHAS /1032 CYTKH, B TCUCHUE

28 nueit
Tunpanasup 500 mr 2 paza B | 10 Mr, OAHOKpATHO 1 89,4 paza 1 B 8,6 paza

cytku/putroHasup 200 mr
2 pa3a B CyTKH, B TE€UEHHE

7 nHeun

I'nexanpeBup 400 mr 1 paz3 B | 10 mr onuH pa3 B 1 B 8,3 paza 1 822,00 paza
cyTku/nudpentacBup 120 Mr | cyTku, B TeUCHHE

1 pa3 B cyTkH, B TeueHue 7 nHen

7 nHen

Tenanpesup 750 mr xkaxasie | 20 Mr, OAHOKPATHO 1 87,9 paza 1 B8 10,6 paza
8 1, B Teuenue 10 gHei

Onbacsup B g03e 50 mr 1 pa3z | 10 Mr, oAHOKpATHO 181,95 paza 1 B 4,3 pa3a

B cyTKu/rpazonpesup 200 mr
1 pa3 B cyTku, B TeUeHUE

13 nHen

BoueripeBup 800 mr 3 paza B | 40 Mr, OAHOKPATHO 1B 2,3 paza 1 B2,7 pa3a
CYTKH, B TeYeHHUE 7 qHEN

CumenpeBup B 103e 150 mr | 40 Mr, OAHOKPATHO 1B 2,12 pa3za 18 1,7 paza
1 pa3 B CyTkH, B T€UEHHE

10 nueit

Jlonnnasup 400 Mr 2 pazaB | 20 Mr oauH pa3 B 1B 5,9 pa3za 1B 4,7 paza
cytku/putoHasup 100 mr CYTKH, B TCUCHUE

2 pa3a B CyTKH, B TEUEHHE 4 nuen

14 nuen

* Cakpunasup 400 Mr 2 pasza | 40 Mr oJuH pa3 B 1B 3,9 pasza 1B 4,3 pa3za
B cyTku/putoHasup 400 mr CYTKH, B TCUCHUE

2 pa3a B CyTKH, B TEUEHHE 4 nuen

15 nueit
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ot 14.11.2024 N= 25191

COOTBETCTBYET SKCNEPTHOMY OTYETY

Ipenapar, 103UPOBKa ATopBacTaTHH| UTULITELVBATEITBRUL TE VS
Knapurpomunun 500 mr 80 Mr ouH pa3 B 1B 4,5 paza 1B 5,4 paza
2 pa3a B CyTKH, B TE€UCHHE CYTKH, B TEUCHUE
9 nuent 8 nHen
Hapynasup 300 mr 2 paza B 10 mMr oguH pa3 B 1 B 3,4 pa3a 1 B 2,2 pa3a
cytku/puroHasup 100 mr CYTKH, B TEYCHUE
2 pa3a B CYyTKH, B TCUCHHE 4 nuen
9 nuent
Utpakonazon 200 mr ogux 40 Mr, OTHOKPATHO 1 B 3,3 pa3a 1B 1,20 paza
pa3 B CYTKH, B TCUECHUE
4 naen
JlerepmoBup 480 Mr ouH 20 Mr, OJTHOKpPaTHO 183,29 paza 182,17 paza
pa3 B CyTKH, B TEUCHHUE
10 nuen
®ocamnpenaBup 700 mr aBa | 10 Mr oauH pa3 B 1B 2,5 pa3a 1 B 2,8 paza
pa3a B CyTKH/pUTOHABUD CYTKH, B TEUYCHUE
100 mr 2 pasa B cyTKH, B 4 naen
teueHue 14 nuen
®ocamnpenaBup 1400 mr 2 10 mMr oguH pa3 B 1 B 2,3 pa3a 1 B 4,0 paza
pasa B CyTKH, B TCUCHHE CYTKH, B TEUCHUE
14 nuen 4 naen
Hendunapup 1250 mr 2 paza | 10 mr oguH pa3 B 181,74 paza 1 B 2,2 pa3a
B CYTKH, B TeueHUe 14 qHeil | CyTKH, B TEUECHUE

28 mHen
['peitnpyrosslit cok, 240 mut | 40 mr, onHokpatHo | T B 1,37 paza 181,16 paza
OJIMH pa3 B CyTKU™
Huntnazem 240 mr onus pa3 | 40 Mr, OJTHOKpaTHO 181,51 paza 1 B8 1,00 paza
B CYTKH, B TeUeHUe 28 qHeu
Oputpomuiud 500 mr 4 paza | 10 Mr, OAHOKPATHO 181,33 paza 181,38 paza
B CYTKH, B T€UCHHE 7 THEU
Awmnoaunus 10 mr, 80 MT, OTHOKPATHO 181,18 paza 180,91 paza
OJIHOKPATHO
Humerunun 300 mr 4 pazaB | 10 Mr ouH pa3 B 1B 1,00 pa3za 1 80,89 paza
CyTKH, B TEUEHHE 2 HEJENb CYTKH, B TE€UYECHUE

2 Henenb
Konectunon 10 mr 2 pazaB | 40 Mr ouH pa3 B He ycranos sieHO | B 0,74** paza
CYTKH, B T€UCHHUE 24 HECNb | CyTKH, B TCUCHHE

8 Hemenn
Maanokc TC® 30 mnt ouH 10 mr onuH pas B | B 0,66 pasa | 80,67 paza
pa3 B CyTKH, B TCUCHUE CYTKH, B TEUYCHUE
17 nHen 15 nuen
Ddasupens 600 mr onun paz | 10 mr, B TeueHue 1 B 0,59 paza 1 81,01 paza
B CYTKH, B TeueHue 14 nueit 3 mHen
Pudammuima 600 mr oquH 40 Mr, OTHOKPATHO 181,12 paza 1 B 2,9 paza
pa3 B CYTKH, B TEUEHUE
7 nueli (0MHOBpEMEHHOE
npumenenue)’
Pudammuima 600 mr oauH 40 Mr, OTHOKPATHO 1 B 0,20 paza | B 0,60 paza
pa3 B CYTKH, B TEUEHUE
5 mHeit (pa3nenbHBI IpHem)’
I'em¢pubpo3mn 600 mr 2 paza | 40 Mr, OJHOKPATHO 1B 1,35 pasza | 81,00 paza
B CYTKH, B T€UCHHE 7 THEUN
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 14.11.2024 N= 25151

TTOCTEOOBATENEBROLC T O0UZ]

IIpenapar, n103upoBKa ATOpBacTaTuH|

®enodubpar 160 mr onuH
pa3 B CyTKH, B TEUCHHUE
7 nHEn

40 Mr, OIHOKpPaTHO 1 81,03 pasza 1B 1,02 paza

& IIpencTaBaeHO OTHOIIEHHE THIOB TEpanuu (COBMECTHOE IIPHMEHEHHE IIperapaTa BMECTE C
aTOPBACTaTHHOM B CPABHEHUU C IPUMEHEHHUEM TOJIBKO aTOPBACTaTHHA).

* IIpu 3HaUUTENILHOM NTOTpEOIeHNH TpeinihpyToBOTO CoKa (= 750 M — 1,2 11 B CyTKH) OTMEUaIH
oomnbmee ypenmmuenue AUC (10 2,5) n/unm makcumanbHOW KoHIeHTpauu (Cmax) (1o 1,71).

** Ha ocHOBaHWM 00pas3iia, B3SITOr0 OJHOKPATHO Yepe3 8—16 yacoB mociie mpreMa mnpernapara.

T Tak kak pupaMnumuH 00NagaeT IBOMHBEIM MEXaHH3MOM B3aMMOJEHCTBHS, PEKOMEHIYETCs
BBOJIUTh aTOPBACTAaTHH U PU(AMITUIIH OJHOBPEMEHHO. bosee mo3aHuii mpueM aTopBacTaTHHA
nocie puQaMIuIHa CBA3aH CO 3HAYUTEIBHBIM CHIDKEHHEM KOHIICHTpAllUW aTopBacTaTHHA B
U1a3Me KpOBHU.

* Jlo3sl CaKkBUHABUPA/PUTOHABUPA, PUMEHSBIINECS B JAHHOM HCCIEIOBAHWH, OTIMYAIOTCS OT
JIO3MPOBOK, KOTOpPBIE HCIONB3YIOTCA B KIMHUYECKOW mpakTuke. CleayeT yYuThIBaTh, UYTO
MIOBBIIICHUE YKCIIO3UIMH aTOPBACTATUHA MPHU KIMHUYECKOM MPUMEHEHHU CKOpPEe BCETO BBIIIE,
yeM HaOJro/laeMoe B JIAaHHOM HCCJICIOBaHHWU. B CBSI3M ¢ 3TUM cClieyeT NMPUMEHSITh Hamboliee
HU3KYIO J103y aTOpBacTaTHHA.

Bawusinue atropBactatrHa Ha hapMakKOKMHETHKY JIPYTHX IpenapaToB

ATOpBacTaTHH IIpenapar, npuMeHsieMblii OJHOBPEMEHHO € ATOPBACTATHHOM,
JAO3UPOBKA
IIpenapar/do3a (mr) H3menenune | U3menenue
AUC& Cmax&
80 mMr oauH pa3 B CyTkH, | AHTunupud, 600 mr, onHokpatao | 7B 1,03 paza | | B 0,89 pa3za
B TeueHue 15 nuei
80 Mr oauH pa3 B cyTky, | Jurokcus 0,25 mMr onuH pas B T8 1,15pasa | 1B 1,20 paza
B TeueHue 10 nuei CyTKH, B TeueHue 20 nuei
40 Mr oguH pa3s B cyTkH, | [lepopanbHble KOHTpALENTUBEI 181,28 paza | 1B 1,23 paza
B TeUeHue 22 aHen OJIVH pa3 B CYyTKH, B TCUCHHE
2 MecsLeB
— HOPATHUHJIPOH 1 Mr
— STUHHJIICTPAANON 35 MKT
10 Mr, OJTHOKpaTHO Tunpanasup 500 mr 2 paza B 181,08 paza | 1 B0,96 paza
cytku/putoHasup 200 mr 2 pasa B
CYTKH, B Te4eHHUE 7 THEN
10 Mr oxuH pa3 B cytku, | @ocammnpenasup 1400 mr 2 pazas | | 80,73 paza | | B 0,82 paza
B T€UEHUE 4 THEN CYTKH, B TeueHue 14 nHei
10 Mr oxuH pa3 B cytku, | @ocammpenasup 700 mr 2 pazaB | 180,99 paza | 1 B 0,94 paza
B TeueHue 4 qHei cytku/putoHasup 100 mr 2 pasa B
CYTKH, B TeueHue 14 nueu

& TIpencTaBaeHO OTHOIIEHHE THIIOB TEpANH (COBMECTHOE IPHMEHEHHE IIperapaTa BMECTE C

aTOPBACTaTHHOM B CPABHCHUU C IPUMCHCHUEM TOJIBKO aTOpBaCTaTI/IHa)

€T

HccnenoBanus B3auMOACHCTBUS MMPOBOAUIIMCH TOJIBKO Y B3POCJIbIX MAIUCHTOB.

Oco0ble ykazanus
Bnusinue na neuenw

Kak 1 npu npuMeHEHNN APYTUX TUIOJIUIUAEMUUECKUX CPEICTB 3TOT0 Kilacca, NPy IPUMEHEHUN
aTopBacTaTMHAa OTMEYald YMEPEHHOE IOBbIlIeHHE (Oojee yeM B 3 pa3a MO CPAaBHEHHUIO C
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COOTBETCTEBYET ZKCNEPTHOMY OTYETY
ot 14 11:;_24 Nz EE_-'IE]
BEpXHEW TpaHUIe HOPMbI) aKTUBHOCTH «II€Y HOqHLDé:)U%éMh@é‘édef—:AﬁT.'-@ﬂéﬁxoe

MOBBIIIIEHUE CHIBOPOTOYHON aKTUBHOCTH «II€YCHOUHBIX» TpaHcamMHHa3 (Oosee yeM B 3 pasza 1o
CpPaBHEHHUIO C BEpXHEW rpaHuiiell HopMmbl) Habmonanoch y 0,7 % mamueHToB, MOJyYaBIIUX
atopBactaThH. YacToTa moJoOHBIX M3MEHEHHUI NpU MPUMEHEHMH Ipernapara B go3ax 10 wmr,
20 mr, 40 mr m 80 mr cocraBisia 0,2 %, 0,2 %, 0,6 % u 2,3 %, coorBercTBeHHO. IloBRIIICHUE
AKTUBHOCTH «II€YEHOYHBIX» TPAaHCAMUHA3 OOBIYHO HE COMPOBOXKAAIOCH JKENTYXOH WM IPYTUMHU
KJIMHUYECKMMHU NposiBiIeHusAMU. [Ipyu CHIKEHMM 7103bl aTOpBAacTaTHHA, BPEMEHHOM MM MOJHON
OTMEHE Ipernapara aKTUBHOCTb <«II1€YEHOUYHBIX» TPAHCAMHMHA3 BO3BpAIlalach K HCXOIHOMY
YPOBHIO. BOJIBIIMHCTBO NAlMEHTOB MPOAOJIKAIM IIPUEM aTOpPBACTaTHMHA B CHU)KEHHOW 103€e 0e3
KaKUX-TM00 KIIMHUYECKUX MOCIIECICTBUM.

o nauana tepanuu, yepe3 6 Henenb U 12 Henenb mocie Hayajga MPUMEHEHUs aTOpBacTaTHHA
WIN TIOCJIE€ YBEIMYCHUS €0 036l HEOOXOAMMO KOHTPOJIMPOBATh MOKa3aTenn (yHKIUU TICYCHH.
@YHKIMIO [IEYEHHU CIEAYET KOHTPOJIMPOBATh TAK)KE MPHU MOSBIECHUU KIMHUYECKUX IPHU3HAKOB
HOpa)keHUs NeueHH. B ciyuae MOBBIIEHUS aKTUBHOCTH «I1€YEHOUYHBIX» TpaHcamuHas, AJIT u
ACT cnenyer KOHTpOJIUpPOBaTh 10 Te€X MOp, MOKAa OHA HEe HopMmanuzyercs. Ecnu mosbleHue
aktuBHOCTH ACT wmnu AJIT Gonee yem B 3 pa3a 1o CpaBHEHHUIO C BEpXHEH I'paHUIEH HOPMBI
COXpaHseTCs, PEKOMEH/AYETCs CHI)KEHHE J103bl WM OTMEHa aTopBacTaTUHa (CM. pasfien
«IToGouHOE NeicTBHUEY).

ATOpBacTaTUH CIIEYET MPUMEHSITh C OCTOPOKHOCTBHIO y IMAalUEHTOB, KOTOPbIE MOTPEOISAIOT
3HAYUTEIIbHBIC KOJMYECTBA AJKOTOJISI /M UMEIOT B aHAMHE3€ 3a00JIeBaHNe TIeUeHH. AKTUBHOE
3a00JIeBaHNE MEYEHH WJIM TOCTOSIHHO IMOBBIIICHHAS] aKTUBHOCTH «II€UYEHOUYHBIX» TpaHCaMHHa3
IUIa3Mbl KPOBU HESCHOTO FeHe3a SBJISIFOTCS MPOTUBONOKA3aHUEM K IPUMEHEHHUIO aTOpBacTaTHHA
(cM. paznen «IIpoTuBOIIOKa3aHUM).

Heticmsue na ckenemmuvie Muluiybl

VY mnauueHToB, MOJNydYaBUIMX aTOpBAaCTaTWH, OTMeyanach Muanrus (cMm. pasgen «IloGouHoe
neiictBuey). Jlnaro3 MHUONATHM CIEAYeT MpeanoiaraTh y NaiueHToB ¢ auddysHoi muanruei,
00JI€3HEHHOCTHIO WK CIa00CTHIO MBI W/WIK BbIpaskeHHBIM noBbiieHneM KOK (6onee ueMm B
10 pa3 mo cpaBHEHHIO C BEpXHEH TrpaHuUIleli HOpMBI). Tepamuio aTOPBACTaTUHOM CIEIYET
IPEKpaTUTh B Cily4yae BbIpaXEHHOro mnoBblmieHUs axkTuBHOocTH KOK, npu Hanuuum
MOJTBEPK/IEHHOM MHUOINATUU WUJIM MOJ03PEHUH Ha €€ pa3BUTHE. PUCK MHONATHU NPH JEUEHUU
npenapaTaMM 3TOTO Kjacca TOBBIIAICA TPH OJHOBPEMEHHOM TPHUMEHEHUHM MOIIHBIX
unruoburopos  u3odpepmenta CYP3A4  (Hampumep, IHMKIOCIOPHHA, TEIUTPOMHUIIMHA,
KJIApUTPOMMILIMHA, JIeIaBUP/IMHA, CTUPUIIEHTOJA, KETOKOHA30J1a, BOPUKOHA30J1a, UTPAKOHA30Ja,
[I03aKOHA30J1a U MHTHOUTOpOB mpoTeazbl BUY, Bkio4yas puTOHaBUp, JONMHABUP, aTa3aHaBUD,
UHAVHABHD, JapyHaBUp U [p.), rempuOposmwna wid apyrux ¢ubpaTos, Oouenpesupa,
SPUTPOMHUIIMHA, HUKOTHHOBOW KHCJIOTHI B JIMIUACHIDKAIONIUX 103ax (O6ojmee 1 r B CyTKM),
33eTUMHK0a, a30JbHBIX MPOTUBOTPUOKOBBIX CPENICTB, KOJIXUIMHA, TeJANpUBHUpa WK KOMOMHALIUN
TUNIpaHaBUp/pUTOHABUP. MHoOrue W3 O3TUX TpenaparoB HHTHOUPYIOT  METabOJIU3M,
onocpenoBanHbiii  n3odepmentoM CYP3A4, u/umu TpaHCHIOPT JIEKAPCTBEHHBIX BEIECTB.
N3zBectHo, uyto m3opepmeHT CYP3A4 — ocHOBHOM M30()epPMEHT IEYEHHU, YYacCTBYIOUIMHA B
OouoTpaHcopmanuu aropBactatuHa. [IpuMeHss aropBacTaTuH B coueTaHMM c (uOparamu,
SPUTPOMHUILIMHOM, UMMYHOZETIPECCAHTAMHU, a30JbHBIMH MPOTHBOIPUOKOBBIMU CPEICTBAMU HIIU
HUKOTUHOBOW KHCIIOTOW B JIMIIUJICHIDKAIOMMX Jo03ax (Oosmee 1 © B CyTKH), Bpad IOJDKEH
THIATEIFHO B3BECUThH OKUIAEMYIO MMOJIb3Yy JI€UEHHS W BO3MOXHBIM puck. CieayeT perysisipHO
HaAO0JI0/1aTh MAllMEHTOB C LIEJbI0 BbISBICHUS OoJjiell WM ciabocTH B MBIIIIAX, OCOOCHHO B
TE€YEHHE TEPBBIX MECALEB Tepanud M B NEPUOJ YBEIUYEHHS J103bl JIFOOOTO U3 YKa3aHHBIX
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
o7 14.11.2024 N2 25191
cpencTs. B chydae HEOOXOMMMOCTH KOMOHHHMPOBAHHON -Topatinir CIemyet - pateMat pibath

BO3MOXHOCTh ~MpPHUMEHEHHs Ooyieeé HHU3KMX HadaJdbHBIX UM  MOJACPKUBAIOLINX 103
BBIILICIIEPEUNCIIEHHBIX ~ cpeacTB. He  pexkomeHayeTcss OJHOBPEMEHHOE  HCIOJIb30BAHUE
aTopBacTaTMHa W (y3UJI0BOW KHCIOTBHI, OSTOMY BO BpeMs JicueHHUS (y3HIOBON KHUCIOTON
pEeKOMEH/I0BaHa BpEMEHHass OTMEHa aropBacTaTWHa. B MOMOOHBIX CHTyallMsIX MOKHO
PEKOMEHI0BATh MEPUOANYECKUI KOHTPOJIb aKkTUBHOCTH KPK, X0Ts Takoe MOHUTOPUPOBAHUE HE
MO3BOJIIET MPEJOTBPATUTh pPa3BUTHE TsDKENONM muonatuu (cMm. paszznen «BzaumopeiicTBue c
JIPYTUMHU JICKaPCTBEHHBIMH CPEACTBAMMU)).

o nauana neuenus

ATOpBacTaTUH CIEyeT C OCTOPOXKHOCTBbIO Ha3HauyaTh NalMeHTaM ¢  (akTopamu,
npeIpacroiaralonMMi K pa3Butuio padmomuonu3a. Kontpons aktuBHoctH K®PK cnemyer
IIPOBOAMTD B CIEAYIOIIMX CIIy4asX A0 Hayaja Tepalnuy aTopBacTaTUHOM:

- HapyueHue QyHKIMU MOYeK,

- THUIIOTUPEO3,

- HAaCJIEICTBCHHbIC MBbIIICYHbIC HAPYIIEHUS Yy I[alMEeHTa B aHAMHE3€ WM B CEMEHHOM
aHaMHe3e,

- YK€ MepeHeceHHOe TOoKcuueckoe BiausiHue MHruoutopoB I'MI-KoA-penykrasel (CTaTHHOB)
i (puOpaToB HA MBIIICUYHYIO TKAHb,

- 3a0oJjieBaHMs TI€YEHW B AaHAMHE3€ W/WIM TAlMEHTH, YHNOTPEONIAIOMHUE alKorolib B
3HAUUTENbHBIX KOJIMYECTBAX,

- Yy MalMeHToB B Bo3pacTe ctapie 70 JeT cienyeT oneHUuTh HeoOxoaumocTh KoHTposst KOK,
YUUTBIBAs TO, YTO y 3TUX MAIIMEHTOB YK€ UMEIOTCA (PaKTOPBI, peipacioiaraoue K pa3BuTUIO
paboMuoIMN3a,

- CHUTyalHUH, B KOTOPBIX OKMJAETCA MOBBIIICHHE KOHLIEHTpAallMM aTOpPBACTaTHHA B IUIa3Me
KpPOBH, TakuMe€ KaK B3aUMOJECHCTBUS C JPYTMMHU JIEKapCTBEHHBIMHM CpEeACTBaMH (CM. pas3zen
«B3aumozpeiicTBue ¢ APYrUMH JIEKApCTBEHHBIMH CPEJICTBAMUY).

B Takux curyanusx cienyer OLIEHUTh COOTHOIIEHHWE PpHUCK/TIONb3a M OCYIIECTBISATH
MEAMIMHCKOE HAOJI0IEHUE 33 COCTOSIHUEM MallMeHTa.

B cnywae  3HaumTenbHOro - mosbimeHuss — aktuBHocth  KOK  (Oomee uem B
5 pa3 BbIlLIE BEpXHEH rpaHUIlbl HOPMBI) HE CIeAYyeT HAaUMHATh TEPANNIO0 ATOPBACTATHHOM.

[Tpu mpuMeHeHnH aTopBacTaTHHA, Kak U Apyrux uHruouropoB I’ MI'-KoA-penykTassl, onucaHsl
pelnkue ciydad pabJoOMHMONIM3a C OCTPOM IOYEYHOW HEIO0CTaTOYHOCTBhIO, OOYCIOBIEHHOU
MuorioOuHypued. GakTopoM pucKa pa3BUTHA pabIOMMOJIN3a MOXKET OBbITh MpeAlIecTBYONIEe
HapylmeHue (QYHKUMW Modek. TakuM manumeHTaM clieayeT oOecrneyuTh Oosee TIaTeabHbIN
KOHTPOJIb 32 COCTOSSHUEM CKEJIETHO-MBIIIEYHON cuctembl. [Ipu mMosABIE€HMHM CHUMITOMOB
BO3MO)KHOM MUOIATHUN WM HAJIMYUK (PAKTOPOB pHUCKa pa3BUTHS MOYEUYHON HETOCTATOYHOCTH Ha
dboHe pabpomuonusa (HampuMmep, TsoKenas ocTpas WHQEKIWs, apTepuaibHas THIOTCH3US,
OOLIMpPHOE XUPYPrUUECKOe BMEIIATEIbCTBO, TPABMbI, META00IMYECKHE, SHIOKPUHHBIE U BOJHO-
AIIEKTPOJINTHBIE HAPYIICHHUSI, HEKOHTPOJIMPYEMBIE CYAOPOTH) TEPANMIO ATOPBACTATUHOM CIIEAYET
BPEMEHHO IIPEKPATUTH WIN MOJHOCTHIO OTMEHUTD.

Buumanwue! ITanneHTOB HEOOXOIUMO NPEAYIPEAUTh, YTO UM CIIEIyeT HEMEJIEHHO OOpaTUThCA
K Bpady NpH MOSIBICHUH HEOOBICHUMBIX OOJEeH MM MBIIIEUYHON CIabOCTH, OCOOCHHO €CIIM OHU
COIPOBOKAAIOTCS] HEIOMOTaHUEM WJIU JINXOPaJIKOH.

T'emoppacuueckuti uncynom

[Tocne crnenmanpbHOTO aHAM3a KIMHUYECKOTO HCCieaoBaHus ¢ ydactueM 4731 marmuenTta 6e3
UBC, nepenecuux uHCynbT win THUA B TedeHue OpeaplIyliux 6 MecsIeB, KOTOPHIM ObLI
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Ha3HayeH aTopBacTaTUH 80 MI' B CYTKH, BBIABIIU Gonke 'ét—i&ﬁ@iﬁl E{‘égﬁ)@l}'lfléﬂo-lp_ﬁ'drlﬁqééxnx

MHCYJIBTOB B TpyIlIe aropactaTiHa 80 MI Mo cpaBHEHHIO ¢ Tpymnmnoi miarnedo (55 B rpymme
aTopBacTaTHHa NMpoTUB 33 B rpymme 1iane6o). [TanueHTs ¢ reMopparnyecKuM MHCYJIBTOM Ha
MOMEHT BKJIIOYCHHS B HCCIIEOBaHUE UMeNu Oojiee BBICOKMH PHCK Ui TOBTOPHOTO
reMopparu4eckoro MHeynpTa (7 B TpyIie aTopBacTaTHHA MPOTUB 2 B rpynine miane6o). OxHako
y HAIMEeHTOB, MOJy4yaBIIUX aTopBacTaTUH 80 MI B CYTKH, ObLJIO MEHbIIE HHCYJIBTOB JIFOOOIO
tumna (265 npotus 311) u MeHbIIIE CepeYHO-COCYAUCTHIX COObITHH (123 mpotur 204).
Caxapmuwiii ouabem

HekoTtopsie naHHble MOATBEPKIAOT, 4TO0 MHruOMTOphl ['MI-KOA-peaykraspl (CTaTHHBI), Kak
KJIaCC, MOTYT HIPHUBOJIUTH K IOBBIIICHUIO KOHLEHTPALMU TIJIIOKO3bl B IUIa3ME€ KPOBH, a y
OTJENBHBIX MAIlMEHTOB C BBICOKUM PHCKOM pa3BUTHUS CaXapHOTro auabera MOXET pPa3BUTHCS
COCTOSIHUE TUTIIEPTIIMKEMUH, TpeOyroliee KOPPEKIIMHU KaK Ipy caxapHoM nuabdere. Tem He MeHee,
TOT PHUCK HE MpeBbILIAET N0Jb3y OT Tepanuu uHruouropamu ['MI-KoA-penykrassl
(cTaTMHaMU) C TOYKU 3PEHUSI COCYAUCTBIX PUCKOB, I03TOMY 3TO HE MOXET SIBJIATHCS MPUUUHON
JUIs OTMEHbI Tepanuu. [lanueHTsl, oTHOCAIIMECS K IpyMIe pUcKa (KOHLUEHTpalMs INIIOKO3bl B
KpOBHM Haromak ot 5,6 go 6,9 mmons/n, UMT > 30 KF/MZ, MOBBIIIICHHAS KOHIICHTpaIus
TPUIVIMLEPUIOB B IIJIa3Me€ KpPOBH, apTepHajbHas TUIEPTEH3Ms), JOJDKHBI HAXOAUTHCS IOJ]
MEAMIMHCKUM KOHTPOJIEM, BKJIIOYas KOHTPOJIb OMOXMMMYECKHUX I1apaMeTpOB KpOBH, B
COOTBETCTBUU C MECTHBIMHM PEKOMEHIALIUSMHU.

Humepcmuyuanvnoe 3aboneeanue 1e2kux

Ha ¢one tepanun HekoropsiMu uaruouropamu I'MI'-KoA-penykrassl (craTHHaAMHU), OCOOCHHO
Ha (oOHE MIUTENbHOM Tepanuu, OTMEYAJIMCh EJUHUYHBIC CIydyal HHTEPCTULMAIBLHOIO
3a0oseBaHus JIETKUX. MoryT HaOJIr0AaThCsl OJBIIIKA, HEMPOAYKTHUBHBIN Kallelb U yXyALICHHUE
00IIEero COCTOSIHUS 3/10pOBbsl (YTOMJISIEMOCTh, CHI)KEHHE Macchl Tella U Juxopazaka). B ciyuae,
€CIIM y TNalMeHTa IO0JI03pEeBaeTCs MHTEPCTUIMAIbHOE 3a00JeBaHNe JIETKUX, CIENyeT OTMEHUTh
TEPANHIO ATOPBACTaTUHOM.

OHOOKpUuHHAA hyHKYUS

[Ipu npumenenun wunHruouropoB I'MI'-KoA-penykrasel (cTaTHUHOB, B TOM 4HCIE U
aTOpBacTaTHHA) OTMEYAJIKCh CIIy4ad MOBBINICHUS TIHKO3WINPOBaHHOTO remMoriioouna (HbA1) u
KOHIEHTPALlMU TJIIOKO3bI B MJIa3Me KPOBU HaToIak. TeM He MeHee, PUCK TMIEepPIIIMKEMUN HUXKE,
YeM CTENEHb CHIKEHHMS pPHCKa COCYAMCTBIX OCJIOXKHEHUH Ha (oHe mpuemMa HHIHOMTOPOB
I'MI'-KoA-penykTa3sbl (CTaTHHBI).

Muacmenus

Coob1manoch, 4To B HECKOJBKHMX ciydasx HHruoutopsl I'MI-KoA-penykTassl (cTaTHHBI)
BBI3BIBAJIM pa3BuUTHE (€ NOVO WM yCyryOusii paHee CYIIECTBOBABIIYIO TeHEPaTM30BAHHYIO
MHACTEHUIO TPaBUC WIH TJIa3HYI MuacTeHuio (cMm. pasaen «llobouHoe neiictBue»). B ciayuae
BO3HUKHOBEHUS WJIM YTSDKEIEHHs] CUMITOMOB MHUACTEHHHM IpHUEM Ipenapara ATOpBacTaTUH
cienyer npekpatuTh. CooOLIANoCh TakKe O peluuBaX MHUACTEHUU IPU MOBTOPHOM IMpUeMe
TOTO e CTaTUHA U MPU PUMEHeHUHU Apyroro uHruouropa ' MI'-KoA-penykrasbl.

Bnuanue na cnocoonocms ynpaenams mpancnopmHuulMu cpeocmeamu, Mexanusmamu
JIaHHBIX O BIMSIHUM aTOPBACTaTHHA Ha CIIOCOOHOCTH YNPABIATh TPAHCIIOPTHBIMU CPEICTBAMU U
3aHUMAThCS IMOTEHIMAIbHO ONACHBIMH BHJAMH JIESTEIBHOCTH, TPEOYIOUIUMH IOBBIIIEHHOM
KOHIEHTPAlUU U OBICTPOTHI IICUXOMOTOPHBIX peakuui, HeT. OJHAKO, YUUTHIBasi BO3MOKHOCTh
pa3BUTHS  TOJIOBOKPYXEHHS, cjlenyeT coOJofaTb OCTOPOXHOCTh TMPU  BBINOJHEHUU
MEPEYUCIICHHBIX BUJIOB JIEATEIBHOCTH.
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COQTBETCTBYET 3KCNEPTHOMY OTYETY
ot 14.11.2024 N2 25191
®opma Bemycka (NOCNEAOBATENBHOCTL 0002)

TabneTKku, MOKPHITHIE TIEHOYHOM 000109K0i, 10 Mr, 20 MT.

[To 10 wn 15 TabieTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 IJIEHKHU ITOJIMBUHUIIXJIOPUIHON
U (OJIBTU ATFOMHUHHUEBOM.

I[Io 2, 3, 4, 6, 9 mnu 10 KOHTYpHBIX SYEHKOBBIX YIAKOBOK BMECTE€ C HMHCTPYKLHUEH IO
MEAMIIMHCKOMY MPUMEHEHUIO TOMELIAIOT B MaUKy U3 KapTOHAa KOPOOOUHOTO.
YciaoBusi XxpaHeHust

B 3amuiieHHOM 0T cBeTa MecTe Mpu Temiieparype He Boiie 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIsl IETE MECTE.

Cpok rognocTu

3 rona.

He npumeHnaTh npenapar no UCTEUEHUU CPOKa TOAHOCTH.

YcaoBus ornycka

OTnycKaroT Mo PeLernTy.

IIpousBoauTeab

000 «M3Bapuno dapmay, Poccus

108817, r. MockBa, km BaykoBckoe mocce 5-i (. Buykosckoe), nsia. 1, ctp. 1.
Opranusanusi, (PMHUMAKOIIAS PeTeH3HHU NoTpeduTe e

000 «M3Bapuno ®apmay, Poccust

108817, r. MockBa, km BrykoBckoe mocce 5-it (1. Buykosckoe), nsia. 1, ctp. 1.
Ten.: +7 (495) 232-56-55

®daxkc: +7 (495) 232-56-54

23



