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110 MEJIMIIMHCKOMY IMPUMEHEHUIO JIEKAPCTBEHHOI'O [TPETTAPATA

ATtopBactaTtuH PeneBaJ

Perncrpaunonnblii Homep:

Toprosoe HaumenoBanue: Atopsactatun Penesain

MexayHapoanoe HenaTeHTOBAHHOE HAMMEHOBAHME: ATOPBACTATHH
JlekapcTBennas ¢opma: TaGieTKH, NOKPBITHIE IIICHOYHOH 000I04KOM
CocraB Ha oaHy Tab/1eTKY

Heiicmsyowee sewyecmeo:

ATOpBacTaTHH KaJIbIHA -10,85Mr  —21,69 Mmr — 43,38 Mr

(B mepecyeTe Ha aTOPBACTATHH) -10,00 mr  —20,00 mr — 40,00 mr
6cnomozamenbHbie 6eujecmsq. 1EIUIIONI03a MHUKpPOKpUCTa/UTHYecKas «Tun  101», Kaapums
KapOOHAT, JIaKTO3BI MOHOTHJPAT, KPOCKapMeslIo3a HaTpusi, THIPOJIO3a, MarHus Creapar,
nosmcop6ar 80 (tun 80), HaTpus naypuicynsdhar; cocmas o6onouku: OTIAJIPAN® YS-1-7040,
Oenbiii [runpomennosa (E 464), makporon (ITAI) 6000 (E 1521), turana muokcua (E 171),
tanek (E 553b)], smynscus cumernkona 30 %'

Onucanune

Kpyribie 1BosKOBBINyKIIbIE TaGaeTKH, MOKPHITHIC TUIEHOYHOH 0BONOYKON GENOr0 MM MOYTH
benoro usera. Jlomyckaercs Hammume mepoxosatoctu. Ha NIONEPEYHOM paspese saApo Oeoro
WJIM 1I04TH Oes1oro nsera.

®apmakoTepaneBTHYeCKasi TIPYNNAa:  TUIOIUIHICMHYCCKOE CPCACTBO —  MHrHOMTOP
I'MTI'-KoA-penykra3sl.

Koa ATX: C10AA05

DdapmMaKo/I0rHYecKHe CBOIiCTBA

Dapmaxoounamuxa

ATOpBacCTaTHH — CEJIEKTUBHBIN KOHKYpeHTHBIH MHrHOMTOp ['MI'-KOA-penykTassl, kioueBoro
dbepmenTa,  npespamaromero 3-ruppokcu-3-metmwirmorapun-KoA B meBajomar  —
MPCAUICCTBCHHUK  CTCPOM/IOB, BKJII0OYas XojecTepuH. CHHTETHYECKOEC TMIOIHINICMUYCCKOC
CPEACTBO.

VY NalMeHTOB C TOMO3HUTOTHOH M FETEPO3UTOTHON CEMEHHOH  rumepxosecTepuHeMueii,
HECCMEHHBIMH  DOPMAaMH  TMIEPXOJECTCPHHEMHH M CMELIAHHOI JUCITUITAIEMHUEH

dTOpBACTATHH CHWXKACT KOHLCHTPAUMIO B IUIA3ME KPOBH 0OLIEro xonecrepuna (XC),

B coctaB sMysnbcHMM BXOOAT: CHMETHKOH (30 %), smynwsratopsr (5-10 %), xoHcepBanThl (0,5-1,0 %), Bona
ounuieHHas (60-65 %)
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XojiecTepuHa JMnonporenHoB Huskod miotHoctu (XC-JIIIHIT) u  anonunomnporenna B
(amo-B), a Takke XolecTepHHA JIMMOMPOTCHHOB OYeHb Hu3KoW muiotHoctu (XC-JITTOHIT)
u  tpuriauuepuaoB  (TI'),  BbI3pIBaCT  NOBBILIEHHE  KOHLEHTPAlMM  XOJIECTEpUHA
JIMIIONPOTEHHOB BbICOKOH uioTHOCTH (X C-JITTBIT).

ArtopBactatuH cHuxkaeT koHueHTpauuio XC u XC-JIITHIT B mia3me KpoBH, WHIHOMPYs
['MI'-KoA-peaykra3sy U CHHTE3 XOJIECTEPHHA B IICUYCHH W YBEIMYMBAs YHCIIO «I€YEHOYHBIX»
peuenropoB JIITHIT na noBepXHOCTM KJIETOK, YTO MNPUBOJMT K YCHJIEHHMIO 3axBarta M
katabommzma XC-JITHIT.

ArtopBacTatMH  yMeHbmaer oOpasoBanne XC-JIITHII wu  uwmenmo  wactun  JITTHII,
BBI3bIBACT BBIPAKCHHOE M CTOMKOE noBbimieHUue akTuBHOCTH JITTHII-penientopoB B coveraHuu
C OnaronpuATHBIMM KadeCTBCHHbIMH wu3MeHeHusiMu JITTHII-yacTun, a Takke CHHKAeT
koHueHtpauuo XC-JIITHIT y mnamMeHTOB ¢ TOMO3MIOTHONM HAcICACTBEHHOW CeMeHHOM
THICPXOJICCTCPUHEMHEH,  YCTOWYMBOM K  TepalmMM  JAPYTMMH  THIIOJMIIMAEMHYECKUMH
CpEACTBAMH.

ArtopBactatuH B jgo3ax or 10 mr go 80 wmr cHwkaer konueHtpammio XC Ha
30-46 %, XC-JIITHIT — na 41-61 %, ano-B — Ha 34-50% u TI' — Ha 14-33 %. Pesynbrarst
TCpali¥  CXOAHBI Yy TAUMCHTOB C TCTCPO3UIOTHOM CEMEHHOW TIHIIEpXO0JICCTCPUHEMHUCH,
HECCMCHHBIMM  (DOPMaMM THIIEPXOJNICCTCPUHEMHH W CMEIIAHHONM TMIEpINNHUACMHCH, B TOM
YHCJIC, y NAIMEHTOB C CaxapHbIM auabeToM 2 THma.

Y NauMeHTOB ¢  M30JMPOBAHHOH THICPTPUIIMLEPUIEMHEH  ATOPBACTATHH  CHIIKACT
KOHLEHTpauuio obmero xonecrepuna, XC-JIITHIT, XC-JITIOHII, ano-B, TI' u mnossimaer
koHuentpauuio  XC-JIIIBIL. 'V paumentoB ¢ aucOeranunonporeMHeMueil  aTOpBaCTUTHH
CHIKAaCT ~ KOHUEHTPAlMIO  XOJECTEPHHA  JIMIIONPOTEHHOB  MPOMEXYTOYHOM  IUIOTHOCTH
(XC-JIIIIII).

Y mamueHToB ¢ runepiunonporentemucii tuna Ila u IIb no kiaccudukauun ®penpukcona
Cpeanee 3HaveHWC mnoBbieHUA KoHUeHTpauun XC-JIIIBIT npu snedenun aropsacTaTHHOM
(10-80 Mr) mo CpaBHEHHIO C MCXOHBIM IIOKA3aTeJeM COCTABIISCT 5,1-8,7% wu mHe
3aBUCHUT OT J103bl. FIMeeTcs 3HauHTE/IbHOE /10303aBUCUMOE CHIDKEHHE BEJIMYUHDBI COOTHOIICHMUIA:
o6bwmii  xomecrepun/XC-JIIBIT u  XC-JIMHIVXC-JINIBIT wa 29-44% wu  37-55 %,
COOTBETCTBEHHO.

AtopBacTaThH B 03¢ 80 MI JOCTOBEPHO CHIKACT pPHCK pasBUTHS UUIEMHYECKUX
OCTOXHECHMH M CMEpPTHOCTL Ha 16 % mocie  16-HemensHOro  Kkypea, a pHCK
IIOBTOPHOM rOCIUTAIN3ALUH no HOBOZY CTCHOKapIHH, COIIPOBOXKIANOIIICHCS
IpU3HAKaMH  MIICMHM MMOKapaa, Ha 26 % (uCCeI0BaHME YMCHBIICHHS BBIPAKEHHOCTH

MIICMHU MHOKapaa Ha (OHE HMHTCHCUBHOW TMIOIMIMHACMUYCCKON tepanun  (MIRACL)).



Y nauueHToB ¢ pa3nu4yHbIMM  UcXoxHbIMH KoHueHTpammsamu XC-JIITHIT aropsacratun
BBI3BIBACT CHIDKCHHE PHCKAa MUIEMHYECKHX OCJIOKHCHHH M CMEPTHOCTH (y MHALMEHTOB C
uHpapkToM MHOKapaa 0e3 3ybua Q u HecTaOMIBHOM CTEHOKAapAMEH y MYKYMH, MXCHIIUH
U y ALMEHTOB B BO3pacTe MOJIOXKE U ctapuie 65 sier).

CHmwxkenue koHuneHTpauuu B 1iasmMe kpou XC-JIITHIT mydme xoppemupyer ¢ 1030H
aTopBacTaTMHA, Y€M C €ro KOHLEHTpauueid B miaa3mMe KpoBu. Jlo3y moabuparoT ¢ ydeTom
TepaneBTHYecKoro 3¢ dexta (cM. pazgen «Crocod NpUMEHEHUs U T03bI»).

TepanesTnueckuit 3¢ ¢exT mocTUraeTcs 4epe3 2 HEAENU IOCjie Hayajga TepamuH, JOCTHraeT
MakCHMyMa 4epe3 4 HeJIeJIM U COXPaHIETCs B TEYEHHE BCETO MepHo/ia TepantH.

IIpogpunaxmuka cepoeuno-cocyoucmulx 0C10HcHeHul

AtopBacTatTiH B 03¢ 10 Mr CHMKAeT OTHOCHTEIBHBIH PHUCK Pa3BUTHS KOPOHAPHBIX
OCIIOXXHEHMH  (Mmemuueckod ©Oosesnnm cepaua (MBC) ¢ jeranbHBIM - MCXOOOM U
HeparanbHeli  MH(apkr Mmuokapma (MM) wHa 36 %, oOmme cepaedHO-COCYIUCThIE
ocnoxHenus Ha 29 %, dataneHbii M HedatanbHBIE  HMHCYIBT 26 %  (MCCeIOBaHUE
aropBacraTHHa y nanueHToB ¢ Al' u ¢pakropamu pucka (ASCOT LLA))).

Caxapmuiii ouabem

Y  nauMeHToB ¢ caxapHeIM  JuMa0eToM  TepamMs  aropBacTaTMHOM  CHMXKAeT
OTHOCHUTC/IBHBIA ~ PHUCK  Pa3BUTUS  OCHOBHBIX  CEPJACYHO-COCYAMCTBIX  OCJIOKHECHHI
(baranpueiii  u  nedaranenbii MM, Ges30oneBas MmeMHs  MMOKapja, JETajlbHbI
ucxon B pesynprare oboctpenus MBC, HecrabunbHas CTeHOKapaus, IIYHTUPOBAHHE
KOPOHAapHOW  apTepuM, YPECKOXHAsd TPAHCIIOMHMHAIbHAs KOPOHApHAs aHTHOILIACTHKA,
NpOUEAYPbl peBacKy/spusauuu, uHCynbT) Ha 37 %, UM (daranbHbiii u HedaTaibHbIN)
Ha 42 %, uncynbT (QaTanpHbiii ¥ HedaranbHbi) Ha 48 % BHE 3aBHCHMOCTH OT IOJa,
BO3pacTa NalMeHTa WM ucxoaHoi konuentpaumu XC-JIITHIT (ucciaenoBanue aropsactaTuHa
npu caxapHom quabere 2 tuna (CARDS)).

Amepocknepos

Y mnaunentoB ¢ UBC aropsacratua B o3¢ 80 MI/CyT NpMBOAMT K yMEHBLICHHIO OOLIETO
oobemMa arepombl Ha 0,4% 3a 1,8 wMecsua Tepanmm  (Mccie0BaHME  OGPATHOrO

pa3sBUTHA KOPOHApHOI'O aTEpOCKJIepO3a Ha (i)OHC WHTEHCUBHOM TUIIOJIUITUIEMUYCCKON

tepanuu (REVERSAL)).

IToemopnwiii uncynom

AtopBactatiH B 03¢ 80 Mr B CYrKM yMEHbWIAET PHCK MOBTOPHOTO ¢baranbHOTO
WM He(aTaqbHOrO WHCYIBTAa Y MAlMCHTOB, NEPEHCCIIMX WHCYILT WIH TPaH3UTOPHYIO
umemundeckyro araky (THA) 6es MBC B anamuese (ucciegoBanume MO mpogHIaKTHKE

MHCYNbTa  [IPH  MHTCHCMBHOM  CHHXXCHHM  KOHLEHTpauuu xoiectepuna (SPARCL)),
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Ha 16 % mo cpaBHeHnio ¢ mane6o. [Ipy 3TOM 3HAYMTEIBHO CHMXKAETCH PUCK OCHOBHBIX
CCPICYHO-COCYMCTHIX OCJIOKHCHMI W npoueayp peBackyinspusaunu. CoKpalleHHe pucka
CepPICYHO-COCYAMCTHIX HApyLIEHMH @pH Tepanuu aropBaCTaTHHOM OTMeYaeTcs y BCeX
rpynmn  MaudeHTOB, KPOME TOM, KyJa BOLUIM MAalUHEHTHl C  [CPBHYHBIM  WJIH
IIOBTOPHBIM F€MOPPAruH4eCKUM MHCYJIbTOM.

Bmopuunas npoghunaxmuka cepdeuro-cocyoucmoix ocnoxcHenui

Y nauuentoB ¢ UBC aroppacratun B g03e 80 Mr, 1mo cpaBHeHuI0 ¢ 10 Mr, JI0CTOBEpPHO
CHIJKACT OTHOCHTCIBHBIH PUCK pa3BUTHA OOJIBLIMX  CEPACYHO-COCYAUCTBIX  COOBITHI
Ha 22Y%, wuedaranbHoro MM (He CBA3aHHOTO C TPOLEAYPAMH PEBACKYJIAPU3ALIHH)
Ha 22 %, daranrpHoro u HeaTasbHOrO MHCYIbTa Ha 25 % (CpaBHEHHME BBICOKOMHTCHCHBHON
TCpanMy aTOPBACTaTHHOM M TEPAlMM YMEPEHHOW HHTCHCHUBHOCTH Yy mnaunuentoB ¢ MBC
(o maHHBIM HccnenoBanus TNT)).

Dapmarkokunemuka

Bcacvieanue

AtopBacTaTMH  OBICTPO ~ BCACHIBACTCA  1OCJHE TNPHEMAa BHYTPh: BPeMs JOCTHIKCHHS
cro MakcumaubHOM KoHueHTpauuu (TCha) B iasme kpoBu cocTtaBmsier 1-2 waca.
VYV KeHIuH Maxchanbﬁaﬂ KOHLCHTpanus atopBacTaTuHa (Cp,.x) Ha 20 % BbIlIE, a MJIOMIATH
NOA  KpUBOH  «KOHUCHTpauus-Bpemsi» (AUC) — Ha 10% HuKe, YeM Yy MyK4HH.
CTeneHb BCachlBaHMS M KOHUCHTPAaUMs B IUIa3Me KPOBH IOBBIIAIOTCS NPOIOPLHUOHAIBLHO
nose. buonocrynnocts aTopBactatuaa B opme TabineTok cocrasiuser 95-99 % o CPaBHEHUIO
C AaTopBAaCTaTUTHOM B BHJE pacTBopa. AOCOmOTHas OHOZOCTYNMHOCTL — oOKogo 14 %,
a  cucTeMHas  OHMOJOCTYNHOCTb  HMHIHOMpyIOmIEH  aKTHBHOCTH B OTHOIICHUM
['MI'-KoA-penykra3sl  okono 30 %. Huskas cucremnas OuozmocTynHOCTh  00YyCIIOBJICHA
MPECHCTCMHBIM ~ MCTAOOIM3MOM B CIM3UCTOH  000JI0YKE  IKENyI0YHO-KMIICUHOTO TPAaKTa
WHWIM TpU  IEPBHYHOM NPOXOKACHHM» HePe3 I1CYEHb. [IpueM nHMmK  HECKOIBKO
CHIDKACT CKOPOCTb M cTeneHb abcopbumn mpemapata (Ha 25% u 9 %, COOTBETCTBEHHO,
0 HCM CBUIACTCIBCTBYIOT pe3ynbTarsl onpeiaeneHus Cp,x u AUC), ogmako cHmKeHHe
XC-JIITHIT cxomHO € TakOBBIM TpH mIpHEMe aropBacTaTMHa Haromak. Hecmorps na ToO,
4TO TOC/E TpUeMa aTOpBACTATHHA B BEYCPHEE BPEMs €r0 KOHLEHTPALUMA B IUIa3Me KpOBHU
Hwke (Cpc m AUC, npumepHo, Ha 30 %), uyem mocie mnpuema B YTPEHHEE BpeMs,
CHKeHue KonueHrpauun XC-JIITHIT ue 3aBucuT OoT Bpemenu CYTOK, B KOTOPOE NPUHHUMAIOT
npemnapar.

Pacnpeoenenue

Cpennnit  00beM pacnpeieneduss aropBacTaTHHa COCTaBIseT OKONo 381 jgurpa. CBs3b

¢ Genkamu miasMel Kposu He MeHee 98 %. OTHOMICHHE COACPKAHUS B SPUTPOLIMTAX/ILIa3ME



KpPOBH cocTaBisieT 0kos10 0,25, T ecTh aTOPBACTATHH IJIOXO IPOHUKAET B SPUTPOIIUTHL.
Memab6onusm

ATOpBACTaTHH B 3HAYMTENBHOH CTEMEHM MeTabonu3upyeTcs ¢ 0Opa3OBaHHEM OPTO-
M TaparuJIpOKCHIMPOBAHHBIX ~MPOM3BOJAHBIX M  PA3IMYHBIX TMPOLYKTOB  [3-OKHMCIICHHS.
In vitro 0pTO- M NAparMAPOKCHIMPOBAHHBIC METabOIMTBHI OKAa3BIBAKT HMHIHOHPYIOLIEE
neiictene Ha I'MI'-KoA-pemykTasy, comocraBuMoe C TakoBBIM AaTOpPBACTATHHA. [Tpumepno
70 % cunmkenuss aktuBHOCTH ['MI-KOA-peiykTassl NpPOMCXOZMT 3a CYeT AeHCTBUS
aKTUBHBIX IHPKYIUPYIOIMX MeTaboauTOB. Pe3ynpraTel MCCACHOBAaHMI in  vitro HaioT
OCHOBaHMs  NpPEANONOKUTb, 9T0  u30depMenT CYP3A4 medeHM WUrpaer  BakHYIO
poib B merabonm3Me  atopBacTatMHa. B moab3y 9Toro  dpakta  CBHACTEIBCTBYCT
TOBBIICHHE ~ KOHUEHTPAllMM  aTOpBAaCTaTMHAa B IJIa3ME KPOBH I[PU  OJHOBPEMEHHOM
NpUeMe SPUTPOMUIINHA, KOTOPBIH SBJIAETCS MHTHOMTOPOM 3TOro M3opepmenta. UccienoBanus
in  vifro TaKkKe IOKa3alM, WYTO aTOPBACTATHH  SBIACTCH  CIaGBbIM MHTHOUTOpOM
usopepmenta CYP344. ATOpBaCTaTMHH He OKAa3bIBACT KIMHUYECKH 3HAYMMOTO BIMSHUS
Ha  KOHLCHTPAIMIO B IUIa3Me KpPOBH TepdeHaanmHa, KOTOpbIA  MeTabonusupyercs,
TIaBHBIM  00pasom, wusopepmentoM CYP3A44, NODTOMY €ro CyLECTBEHHOE BIHSHHE
Ha  (AapPMAKOKMHETHKY Jpyrux cy6cTpatoB  m3odepmenta CYP3A4 MaJIOBEPOSITHO
(cM. pasaen «B3auMoAeHCTBHE C APYTMMH JIEKApCTBEHHBIMH CPEICTBAMUY).

Buviseoenue

ATOpBacCTaTMH M €ro MeraboJUThl BBIBOAATCH, IJIABHBIM 00pa3oM, ¢ JKemubl Mocie
NEYCHOYHOTO  M/WIM  BHENEYEHOYHOrO MeTabo/M3Ma  (aTOpBACTATHH  He noJBepraercs
BBIDKCHHOH  KMIUEYHO-NICYCHOYHOH  PELMPKYIIALIHH). [epnon  nomyseiBenchus  (T;)
COCTAaBIAET OKOIO 14 4acoB, mpu >TOM MHrHOHpyOUWMit ekt npenapara B OTHOLICHHU
['MI'-KoA-penykra3sl npumepro Ha 70 % ONPECCIACTCA AKTHBHOCTBI LHMPKYIUPYIOIIUX
METaboJIUTOB U coxpaHsercs okoino 20-30 uacom baaromaps ux Hammumio. [locne mpuema
BHYTpb B MOYe OOHapykuBaeTcs MeHee 2 % OT NPHHATOMN 1036l npemnapara.

ATOpBAcTaTHH fABIsIETCS CyO6CTpaToM JUIs TPaHCIIOPTEPOB (HEPMEHTOB MEYCHH, TPAHCHIOPTEPOM
OATPIBI w OATPIB3. Mera6omutamu aTopBacTaTUHA sBAOTCA cyOctpatel OATPIBI.
ATOPBaCTaTHH TaKKe HACHTHOHUIUPYETCS Kak cybcTpar TpaHcmoprepoB orToka MJIV1
M OCIKa pPE3MCTEHTHOCTH paka MOJOYHON KeJes3bl, KOTOpBIC MOTYyT OrpaHMYMBAThH
KHIICYHYI0 a0COpOUMIO M GHIMAPHBINA KIMPEHC aTOPBACTATHHA.

Oco0ble rpynnsi nanueHToB

[Toorcunvie nayuenmur

Konuenrpaunn aropsacratuna B miasme KpOBH y MNAalHCHTOB cTapuie 65 jer Belme

(Cmax npumepHo Ha 40 %, AUC npuMepHo Ha 30 %), 4eM y B3pOCHBIX MALMEHTOB
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monozoro Bospacta. Pasmuumii B sddextuBHOCTH M Ge3omacHocTH mpemapara, MM
AOCTHXKCHHH LENICH THIOIMIMACMHYECKOH TEepalui y MOXHIBIX MAlMEHTOB 0 CPABHEHMIO
c o0mieit monysiuKueil He BBIABIICHO.

Jemu

B 8-HexenbHOM OTKpeITOM HCClenoBaHMH JeTh (B Bo3pacte 6-17 JeT) ¢ reTepo3MroTHOlM
ceMeiHoM THIIEPX0JIeCTepUHEMHUEH u MCXOIHOM KOHLIEHTpauuen
xonecteputa-JIITHIT > 4 MMonb/l1 moTydYanu Tepanuio aTOpPBACTATUHOM B BHJC KEBATEIbHBIX
TabaeToK 5 Mr uimu 10 Mr min TabaeTok, MOKpBITEIX 060510uK0if B 103¢ 10 Mr uimm 20 Mr oguH
pa3 B CyTKH, COOTBETCTBCHHO. EJMHCTBEHHOH  3HauMTENbHOW  KOBapuaToi B
(hapmaKoKMHETHYECKOH MOZEIN MONY/ISALMH, MOTyYalolell aTOpBAaCTaTHH, ObUIAa Macca Teja.
Kaxymuiics kiupeHc aropsactaTWHa y JeTell HE OTJIMYAICS OT TAKOBOTO y B3pOCIBIX
NAIIMCHTOB IIPH AUVIOMETPUYECKOM M3MEPEHHH IO Macce Tejla. B guama3oHe aelcTBHSA
aToOpBaCTaTMHa M  O-TMIPOKCHATOPBACTATHHA OTMEYAIOCh I10CICI0OBATEIBHOC CHHYKEHUE
XC-JIITHIT u XC.

Ilon

Konuenrpaumn aroppactaTiHa B IUIa3Me KPOBH Y KCHIIMH OTJIMYAIOTCS OT AHATOTMYHBIX
nokasaTesen y My4uH (npumepHo Ha 20 % Bbiure s Cpa ¥ Ha 10 % Huke i AUC).
OnHako Kakux-TMbO KIMHMYECKM 3HAYMMBIX Pasiduuii B JACHCTBUM HA JTHIIMIBI MEXIY
MY>XYMHAMH U KCHIIMHAMU He Ha0JII01aJ10Ch.

Heoocmamounocmu ¢pynxyuu novex

Hapymenue Qynkuun nodek He BimMser Ha KOHIEHTPALMIO aTopBacTaTMHA B IIJIa3Me KPOBHU
WM €ro BO3JCHCTBHC HA IOKA3aTeIH JIMIIHAHOIO OOMEHA, B CBS3H C HTHUM H3MEHCHHE J03bl
Yy NALUHEHTOB ¢ HapyuIeHHeM GyHKIMU nodek He TpeGyeTcs (em. pasaen «Crocob IIPUMEHEHHUS U
JIO3B1»).

Hccnenosanuit npuMeHeHns aTOpBACTATHHA y NALUEHTOB C TEPMHUHAJILHON CTaUCH MOYEYHOI
HCOCTaTOYHOCTH HE MPOBOAMIOCH. ATOPBACTATMH HE BBIBOAMTCS B XOAC TEMOAMAIN3A
BCJIC/ICTBHC HHTCHCUBHOTO CBA3BIBAHMS ¢ O€JIKaMH IL1a3Mbl KPOBH.

Hedocmamounocme ¢hynkyuu nevenu

KoHuenTpaums mnpenapata 3HauMTEeNBHO —MOBBIIACTCS (Cmax npumepHo B 16  pa3,
AUC npumepHo B 11 pa3s) y NauMeHTOB ¢ aJIKOTOMbHBIM HUPpO30M IieueHH (kjacc B
no knaccuukanmu Yaitna-I1si0) (cM. pasaen «IIpoTuBoONOKa3aHus»).

Honumopgpusm SLCOIB]

Ileuenounslii 3axBar Bcex wunruémropos I MK-KoA-penykrassl, Bkiouyas aropBacraTuh,
MpOUCXOMUT ¢ y4yactueMm TpaHcnoprepa OATPIBI. Y DNauMEeHTOB ¢ TeHETHYECKUM

nommopgusmom SLCOIBI wuMeeTcsi PUCK MOBBIMICHUS OKCIIO3MIIMM aTOpPBAaCTaTHHA, 4TO



MOXET TIDUBCCTH K IIOBBILICHUIO pHCKAa pas3Butvs pabnomuosmsa. [lomamopdusm rena,
xomupytomero OATPIBI (SLCOIBI ¢.521CC) cBsi3an ¢ nosbimenueM skcnosummn (AUC)
aropBacTaTiHa B 2,4 pa3a IO CPaBHCHHMIO C TANMEHTAMHM 0€3 TaKoOro TIeHOTHIIHYECKOrO
M3MeHeHust  (¢.521TT). Hapymenne 3axBaTa aTOpBacTaTHHA [CYCHBIO,  CBS3aHHOE
C TCHCTUYCCKUMH HApYIICHUSIMH, TaKKE MOXKET HaOJII0AaThCs Y TAKUX NMAMEHTOB. BO3MOKHBIC
NIOCJIC/ICTBHS B OTHOIIEHUHU 3P (HEKTUBHOCTH HEU3BECTHBI.

Ioka3anusi K NpUMEHEHNI0

I'unepxonecmepunemus:

¢ B Ka4eCTBC JOMOJIHEHMSA K JHMETE JUIA CHMKEHMS MOBBILIECHHOTO OOIIEro XOJeCTepHHa,
XC-JIITHII, ano-B u Tpurimuepuaos y B3poCibIX, MOAPOCTKOB M JeTeil B Bospacte 10 ser
HIIH CTapLIe C IEPBUYHON THIICPXO0IECTEPUHEMHEH, BKITI0YAsi CEMEHHYIO THIIEPX0JIECTEPHHEMHIO
(reTepo3UroTHBIM  BapMaHT) WM KOMOMHMPOBaHHYI0  (CMCIUAHHBIA) THIEPIIHITHICMHIO
(coorBerctBeHHo Thn Ila u IIb no knaccudukauun  OpeapukcoHa), Korga OTBET
Ha TMCTY U IPYTUC HEMEANKAMEHTO3HBIE METO/IbI JICYCHHUS HELOCTATOYHBIL;

® /Ui CHIDKCHHS  NOBBIICHHOro obuiero  xonecrepuna, XC-JIITHIT y  B3pocibix
C TOMO3MIOTHOM CEMEHHOHM TUIepXoJiecTepuHEMHEil B KadyecTBEe JOMOMHCHHS K APYTUM
THNIOJIMITMACMHYCCKUM  MeTolaM  JieveHuss (nanpumep, JITIHIT-adepe3) wumm ecam  Takue
METO/IbI JICYECHHS] HEJOCTYIIHBI.

lIpogpunaxmuxa cepoeurno-cocyoucmuix sabonesanuii:

® NpOdHUIAKTHKA CEPACUHO-COCYANCTHIX COOBITHIA y B3pOCIIbIX NIAIIMEHTOB, UMEIOIIMUX BBICOKHH
PUCK  pa3sBUTHS MEPBUYHBIX CEPACYHO-COCYMHUCTBIX COOBITHH, B Ka4yecTBe JONOJTHCHHUS
K KOPPEKUUH JApYyrux (pakTopoB pUcKa;

® BTOpUYHAsA  NPOHUIAKTHKA  CepAEYHO-COCYAMCTBIX  OCIOKHEHHIA y  TNalUEeHTOB
¢ umemMHuieckoil Oonesnpio cepaua (UBC) ¢ uenbio CHHXKEHHS CMCPTHOCTH, HH(}APKTOB
MHOKap/la, ~ MHCYILTOB, TNOBTOPHBIX  TIOCHMTANM3ALMA 1O  NOBOIY CTEHOKApJIUU |
HEOOXOIMMOCTH B PeBAaCKyIAPH3ALIAN.

IIpornBonokasanus
° I'MIepyyBCTBHTENBHOCTD K aTOPBACTATHHY WIH K JF00OMY M3 BCIIOMOTATEbHBIX BEIIECTB;

® AaKTHUBHOE 3a00JICBAHME TIEYCHU WM TOBBINICHHE AKTMBHOCTH «IICYCHOYHBIXY TpaHCaMUHa3
B [UIa3MC KpOBH HEACHOrO renesa 6oee 4eM B 3 pasa 10 CPaBHEHHIO C BepXHeil rpaHuLeii
HOPMBI,

® OEpeMEHHOCTB;

® ICPHUOI IPYAHOrO BCKAPMIIMBAHMUS;

® DJKCHILIMHBI ACTOPOAHOTO BO3pacTa, He UCIIOJIB3YIOIINAC aICKBATHBIC METOIbI KOHTpalCHII1H,



® Bo3pacT 10 I8 user (HEAOCTATOYHO KIMHHYECKHX JaHHBIX 10 3(POEKTUBHOCTH U
6e30macHOCTH npenapara B JaHHOW BO3PACTHON IPyINE), 3a MCKIIOUEHHEM TIeTCPO3UTOTHOM
CEMCHHON THMIIEpXOJIECTEPUMHEMHH  (IIPUMEHCHHE MPOTHBONOKA3aHO y JeTeil B BoO3pacTe
1o 10 ner);

® OJHOBPEMEHHOE IIPUMEHEHHUE ¢ (Py3UI0BOI KHCIIOTOM;

® BPOXICHHBIA A€PUUUT J1aKTasbl, HENEPCHOCHMOCTh JIAKTO3bI, IJIFOKO30-TaJaKTO3Has
MaJibabcopOIus.

C ocTopoxkHOCTBIO

Y nauueHTtoB, 3I0YNOTPEOISAIOUMX alKOTOJEM; Y MAlHEHTOB, HMMEIOIIMX B aHAMHE3e
3a00JIeBaHUS TICYCHH.

Y NauMeHTOB ¢ HaIM4MeM (aKTOPOB pHCKAa pasBUTHA pabaOMHOIN3a (HApyLICHHE byHKuHN
TNI0Y4CK, THIIOTHPEO3, HACICACTBCHHBIC MBIIICYHbIC HAPYIICHUS y MAlMEHTa B aHAMHE3C WIH B
CCMEHHOM  aHaMHe3e, yXKe IIEPEHECEHHOE  TOKCHYECKOE  BJMSHUC MHTHOUTOPOB
I'MI"-KoA-peaykrassl (crarnHoB) win ¢pubpaToB Ha MBIIICYHYIO TKAHb, 3a00JICBAHMS TICUCHH B
aHAMHE3¢ M/ NALMEHTRI, YIOTPEOISIOIME ATKOTOIb B 3HAUNTEIBHBIX KOJIHMUCCTBAX, BO3pacT
crapure 70 JIeT, CATyalny, B KOTOPBIX OXKHIAETCS NOBIIEHHE KOHIEHTPALUHA aTOpBacTaTHHA B
MIa3ME KpOBH (HanpuMep, B3aUMO/EHCTBUS C IPYTHMH JICKAPCTBEHHBIMHU CPEICTBAMH)).
Ilpumenenne npu GepeMeHHOCTH U B NIEPHOJ IPYAHOrO BCKapMJ/IMBaHMS

Kenwunvr demopoonozo eospacma

JKenmmubl  neToponHOro  Bo3pacTa  BO  BpeMsi  JICYEHHA  JOKHBI  [101b30BATHCS
COOTBETCTBYIOIINMH METOIaMH KOHTpauenuuu (cM. pasaen «[IpoTHBonokasanus»).
bepemennocme

ATOpPBAaCTaTHH NPOTHBOIOKA3aH NPH GEPEMEHHOCTH (CM. paszaen «lIportuBonokaszanusy).
besonacnocts  mpumenenns Bo Bpems GepeMeHHOCTH He Gbula noarsepxaeHa. Cpeau
OCpeMEHHBIX KECHIIMH KOHTPOJMPYEMBIC KIMHHYECKHE HMCCICIOBAHUS C aTOpPBACTaTHHOM HE
MpOBOAMINCE. OTMCYAINCh PEIKHE CIyd4ad BPOXICHHBIX AHOMAIMH MOCTC BO3ACHCTBUSA
uHrubuTopoB I'MI'-KoA-peaykrass (cTaTMHOB) Ha II0J BHYTPUYTPoOHO. B HccnenoBanusx Ha
’KUBOTHBIX OBLIO ITOKa3aHO TOKCHYECKOE BIUSHHUE HA PCIPOIYKTUBHYIO (DYHKIIMIO.

IIpu npueme atoppacraTiHa GepeMEeHHOI KEHIIMHON BO3MOKHO CHIKCHHE y IUI0J1a ypOBHEH
MCBaJIOHATa, KOTOPbIH ABIAETCS NPEALIECTBEHHUKOM GHOCHHTE3a XOJIECTEpUHA. ATepchnepo3
ABIACTCA  XPOHMYCCKUM  MPOLECCOM, W, KaK IPaBWIO, OTMEHAa T'HIIONMIHACMHYICCKIX
JICKapCTBCHHBIX CPEJICTB BO BPeMsi OEPEMEHHOCTH OKa3bIBACT JIHIIb HE3HAYHTEIBHOE BIIMSHHE
Ha JI0JINOCPOYHBI PUCK, CBA3aHHBIN C IIEPBUYHOI THIIEPXO0JICCTEPUHEMHEH.

B cBsisu ¢ oTum, aropeacratun me cieayer nasmauath OCpeMEHHBIM KCHIKMHAM, JKEHIIHHAM,

TIAHUPYIOWMM GEPEMECHHOCTD, HITH IIPH MOA03PEHUH Ha GEPEMEHHOCTb. Heobxoaumo ormennTs
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IpMeM aTopBacTaTHHA Ha Bpemsi OCpeMEHHOCTM WIM 0  YCTaHOBJICHHMS OTCYTCTBUS
6epemenHOCTH (cM. paszen «[IpoTHBONOKa3aHMs»).

ITepuoo epyoHo20 6CKAPMAUBAHUS

HeusBecTHO, BBIACISIOTCS M aTOPBACTATHH WIM €ro MeTaboiuThl B IPYAHOC MOJOKO Y
yejoBeka. B MCCIEIOBAHMAX Ha KpbICaX KOHLEHTPALMM aTOpBAaCTaTHHA W Cro AKTHUBHBIX
MeTabOoIMTOB B TUIa3Me KPOBM aHAJIOTMYHBI TAKOBBIM B MoJoKe. [10 mpHYMHE pa3sBUTHs pHCKa
cepbe3HbIX MOGOYHBIX I(PPEKTOB, KCHUIMHBI, TPUHUMAIOUIME ATOPBACTATHH, HE JO/DKHDI
KOPMHTB CBOMX JICTeH IpybI0 (CM. pasae «[IporuBomnoka3anus»). [I[pumMeHeHne aToppacTaTuia
POTHBONOKA3aHO B [IEPHO IPYAHOTO BCKAPMIIMBAHHUS (CM. pasien «ITpOTHBOMIOKA3aHUAY).
DepmunvHocmo

B HCCIIEI0BAHMAX HA KMBOTHBIX aTOPBACTATHH HE OKAa3blBaJl BIMAHMA Ha (EPTUIBLHOCTH Y
caMI1I0B THOO CaMOK.

Cnoco6 npuMeHeHHs H 103bl

BHyTpb, IPMHUMATH B T000€ BpeMs CyTOK HE3aBUCHMO OT IpHeMa IULIH.

[lepex Ha4aloM JICUYCHHs AaTOPBACTATHHOM CIEAYEeT MOMBITATHCS JOOUTBCS  KOHTPOJIS
THIEPXOIECTEPMHEMHH C TIOMOILBIO JAUCTHI, PU3NICCKUX YIPAKHCHHUI U CHIDKCHHUS MacChl Teia
y NAIMCHTOB C OKUPEHUEM, A TAKXKE Tepanueii OCHOBHOTO 3a00ICBaHNS.

[lpyu Ha3HAaYeHMM T[Iperapara MAalMEHTYy HEOOXOAMMO  PCKOMEHJI0BATh  CTAHAAPTHYIO
TUIIOX0JIECTEPUHEMHUYECKYIO JHETY, KOTOPOH OH JOJDKCH NPHICPKUBATHCA B TCYCHHUC BCETO
nepuo/ia TeparuH.

Jlosa mpenapara Bapbupyercs oT 10wmr go 80 mr 1 pa3 B CyTKM W THTPYETCA C y4eTOM
xonnenrpauun XC-JITTHII, nenu Ttepanu¥ M WHIMBHAYAJIBHOTO OTBETa Ha TPOBOAMMYIO
TEPaIuIo.

MaxkcuMaiibHasi CyTo4Has 103a cocraBisieT 80 mr.

B Hayasie JICUCHHS W/WIM BO BPEMs MOBBILICHHS [03bl aTOPBACTaTHHA HEOOXOAMMO KaX[blC
2-4 HeleNW KOHTPOJIMPOBATh KOHIIEHTPALMIO JIMIHKAOB IUIa3Mbl KPOBH M COOTBETCTBYIOIIMM
00pa3oM KOppeKTHPOBATh [103y Npernapara.

Iepeuunas zunepxonecmepunemusn u KOMOUHUPOBAHHAA (CMEUWAHNAR) 2UNEPIURUOEMUA
JUtsi GOJIBIIMHCTBA NALMEHTOB PEKOMEH (yeMasi 103a aTopBacTaThHa coctasiser 10 mr 1 pa3 B
CYTKH; TeparneBTHYECKOE AEHCTBHE MPOSBISACTCS B TEUCHHE 2 HEACHb M OOBIYHO JOCTUracT
Makcumyma yepes 4 Hepenu. [Ipu 1mmTenbHOM JedeHnH 3G deKT CoXpaHseTCs.

Tomosuecomuas cemelinas 2unepxonecmepuremus

B GosnpmuHCTBE ciiydaes HazHadaroT 1o 80 Mr (2 Tabnetku no 40 mr) 1 pa3 B CyTKH (CHHKCHHUE

konuentpauun XC-JITTHIT na 18-45 %).
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I'emepo3zuzomnan cemennasn zunepxoiecmepuremus

Hawanbnas nosa cocraBaser 10 mr B cyrku. Jlody cieayer noabupaTb HHIAMBUAYAJIbHO
U OLCHMBATh aKTyaJbHOCTH J103bl KaXkAble 4 HEAEIM C BO3MOXXHBIM NOBbIIEHHEM 10 40 Mmr
B CyTKH. 3areM Ju0O0 1032 MOXET OBITh yBEIHUYEHAa OO MaKCHMaibHOH — 80 Mr B CYTKH,
1160 BO3MOXHO COYETaTh CEKBECTPAHTHI HKCIYHBIX KHUCIOT C MPUEMOM aTopBaCTaTiAHa B J03€
40 MT B CYTKH.

Ipogpunaxkmuxka cepoeuno-cocyoucmsix 3aboneeanui

B uccinenoBanusax nepBHYHON NMpOGHIAKTHKU J103a aTopBacTaTHHA cocTaBisiia 10 Mr/CyTKH.
Mosxer noHagOOUTBCSA TOBBIMICHHE H03bI C LENBbK JoCTHXkeHUs 3Hadenud XC-JITTHII,
COOTBETCTBYIOLIMX COBPEMEHHBIM PEKOMCH/IALIUSAM.

Ilpumenenue 'y oemeu ¢ 10 oo 18 nem npu 2emepo3uzommoii  cemeinoii
2unepxonecmepunemuu

Pexomenayemas nauanpHas no3a — 10 mr 1 pa3 B cyrku. Jo3a MoxeT 6biTh yBenuueHa 10 80 mMr
B CYTKH B 3aBUCHMOCTH OT KJIMHMYECKOTO 3(dexTa u nepeHoCHMOCTH.

Jlozy mnpenapara HEoOXOAMMO THUTPOBATh B 3aBUCHMOCTH OT LEIM TMIOIMIHMAEMHYECKON
Tepanuu. Koppekuus 10361 10/KHA IPOBOUTHCS C MHTEpBaIaMu | pas B 4 HeleaM MM GoJIblIe.
Heoocmamounocme ¢hpynxkyuu nevenu

IIpn HexpocrarounocT QyHKUMM TEueHH 03y aTOPBACTATMHA HEOOXOAMMO CHIKATH, TpPH
PETYIAPHOM KOHTPOJIC aKTHBHOCTH «II€YEHOYHBIX)» TPAHCAMHHA3: aclapTaTaMUHOTpaHc(epasbl
(ACT) n anannnamunoTpancdepassi (AJIT).

Heoocmamounocme pynxyuu nouex

Hapymenne Qynkuuu nodek He BIMSCT Ha KOHLUCHTPALMIO aTOPBACTATMHA B ILIA3ME KPOBH
WINH  CTeneHb CHWKeHUa KoHueHtpauuu XC-JIIHIT mnpenapatoM, mnostromy Koppekuyu
10351 Ipenapara He TpedyeTcs.

Hosxcunvie nayuenmer

Pasnmuumii B TepanesTuueckoit dddeKkTHBHOCTH M Ge30MaCHOCTH aTOPBACTATHHA Y MOXKUIBIX
NAlMEHTOB MO CPaBHEHHIO C 0OOWIEH nomyssAinuel He OOHAPYXKEHO M KOPPEKIHH HO03bI HE
Tpebyercs (cM. noapasaen «DapMakOKUHETHKAY).

Tlpumenenue 6 kombunayuu c dpyzumu nexapcmeenuvimu cpedcmeamu

[Ipy  HCOGXOAMMOCTH COBMECTHOrO MPHMEHEHHA C  ILHKIOCIOPRHOM, TEJIalPEBUPOM,
KOMOMHALMEH THIIPAHABUP/PUTOHABUP M.IH TJICKanpeBUp/MMOPEHTACBHp 1032 aTOPBACTATHHA HE
J0JDKHA nipeBeimath 10 Mr/cyTku.

He pexomenayercs mnpuMeHsTs —aTopBacTaTMH — NaLMEHTaM, NOIyYaloIUM  Teparuio
JIETEPMOBHUPOM COBMECTHO C IIMKIOCIIOPHHOM.

cDapMaKOKI/IHCTI/I‘{CCI(HC JICKAPCTBCHHBIC B3aHMOHeﬁCTBHﬂ, KOTOPBIC MPUBOJAT K IOBBIILICHUIO
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CHCTEMHOH KOHIICHTPAlMH aTopBacTaTHHA B IUIa3ME KPOBH, TaKxKe ObUIM OTMEUEHBI C APYTHMH
UHrHOUTOpaMu IpoTeassl BHpYCa UMMyHoOeHLIHTa YelloBeKa (BUY)
(IONMHABUPOM/PUTOHABUPOM,  CAKBHHABMPOM/DPUTOHABHPOM,  JapyHAaBHPOM/PHTOHABHPOM,
(hacamnpenaBupoM, (ocaMIpCHaBUPOM/PUTOHABUPOM M HETb(HOHABHPOM), MHrHOUTOpamMu
nporeasel renarura C (Gouenpesup, 3516acBHp/rpa3onpeBUp, CUMENPEBUP), KIAPUTPOMHIIMH,
MTpaKkoHa301 W jerepMmoBup. Cieayer coOmonaTh OCTOPOXKHOCTH MPH  OJTHOBPEMECHHOM
Ha3HAYCHWM C aTOPBAaCTaTHHOM. PEKOMCHIyeTCs MPOBECTH COOTBETCTBYIOULYIO KIMHMYECKYIO
OLCHKY M NPUMEHATH CaMyl0 HU3KYI S((eKkTHBHYIO 103y aTopBaciaTMHa (CM. pa3eibl
«Oco0bie ykazanus» u «B3anMoeicTBIe ¢ APYTUMH JIEKapCTBEHHBIMH CPEACTBAMUY).
IloGouHoe neiicTBHE

ATopBacTaTMH 06BIYHO XOpowo nepeHocutcs. [T06OUHBIC peakiuy, Kak IIPaBUJIO, JIETKHUE H
npexoIsIue.

[Tobounple peakuum pacnpedeneHEl 1O HacToTe B  COOTBETCTBHH  CO ClIeAyIoUIeH
Kinaccupukanmeit: «iacrto» (>1/100, <1/10); «uedacton (= 171000, <1/100); «peaxo»
(= 1710000, <1/1000); «ouens pemko» (< 1/10000); «dactora Hem3BecTHa» (HEBO3MONKHO
OLCHUTb HA OCHOBaHMH UMCIOIMXCS JaHHBIX ).

Hugpexyuu u uneaszuu

Yacmo — nazopapuHrur.

Hapywenus co cmoponst kposu u numgamuuecxoii cucmemsi

Peoxo — tpombonuTonenus.

Hapywenus co cmoponst ummynnoii cucmemor

Hacmo — anneprudeckue peakunu; ouens pedko — aHa(uIaKCHs.

Hapywenus memabonusma u numanus

Hacmo — runepriaMKeMus; evacmo — THIOTITHKEMHUS, YBEIIMYCHUC MACChl Tella, aHOPEKCHS;
“acmoma  Heuzéecmha — CaxapHbId JMA0ET: 4YacTOTAa pa3BUTHS 3aBUCHT OT HAIMYHS
WA OTCYTCTBUSA (DAaKTOPOB pHCKa (KOHLEHTPAUMs TIIIOKO3bl HATOMAK > 5,6 MMouB/I1,
MHIeKC Maccel Tena (MMT) > 30 kr/m’, nosbimeHHas KOHLCHTPAUUS TPUIJIUIEPH/IOB,
apTepuajbHasi TUIIEPTEH3Us B aHAMHESE).

Ilcuxuueckue napywenus

Heuacmo — «xouIMapHsIe» CHOBHICHHS, GECCOHHHUNA; YaACMOmMaA HeU3BechHa — JETIPECCHs.
Hapywenus co cmoponwt nepenoii cucmempi

HYacmo — ronoBHas 6onb; Heuacmo — TOJIOBOKPYXKEHHE, NIAPECTE3Usl, TUNECTE3Us], HapyLICHHE

BKYCOBOTO  BOCHPHATHA, aMHE3Usl; pedko — nepudepudeckas HeWponarusi, uacmoma

HeuszeecmHa — [TOTEPA UIIA CHUXCHHUE MTAMSTH.
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Hapywerus co cmoponsl opzana 3perus

Heuacmo — BO3HUKHOBEHHE «IICJICHBI» NCPE] ITI1a3aMH; peOKo — HapyUICHHUs 3PCHHUS.
Hapywenus co cmoponst opzana ciyxa u 1abupunma

Heuacmo — 11yM B ylIaX; o4eHb peoko — 1oTeps Ciiyxa.

Hapywenus co cmoponst 0bixamensHoil cucmemsl, 0p2anoe zpyOHoll KiemKku U cpedocmenus
Yacmo — 6076 B TOpJIE, HOCOBOE KPOBOTEUEHHE; Yacmoma Heu3secmHa — €IMHUYHBIC CITyYan
MHTEPCTUIIHAIBHOTO 3a00/1eBaHms JEerKuX (0OBIYHO MPH JTUTEILHOM IPUMEHEHUH).
Kenyoouno-kuwmeunsie napywenua

Yacmo — 3anop, METEOPU3M, AUCIICTICHs, TOUIHOTA, JUapes; Heyacmo — pBOTa, 00Jb B XKHUBOTE,
OTpPBDKKA, TAHKPEATUT, TUCKOM(POPT B KUBOTE.

Hapywenusn co cmoponst neuenu u eein4uegblé00Auiux nymeu

Heuacmo — renatut; peoko — X0JIeCTa3; 0YeHb peoko — NeUYeHOYHas HeI0CTaTOYHOCTb.
Hapywenus co cmoponst Kodcu u nOOKOICHbIX MKaHeu

Heyacmo — xpanMBHHUIIA, KOXKHBIHN 3y, KOXKHAsH ChIIb, aJIONIELUA; peOKO — aHTHOHEBPOTUYECKUM
orek, Oyie3Has Cblllb, NMOMMMOpGHAs OSKCCyAaTHBHAs JSpuUTeMa (B TOM YHUCJIE CHHAPOM
CruBenca-/I>KOHCOHA), TOKCHYECKHMH 1MAepMalbHBINA HeKpoau3 (cunapoM Jlaiiena).
Hapywenus co cmoponst Mblue4HOU, CKe1IeMHOU U COeOUHUMENbHOU MKAHU

Yacmo — muanrus, aptpairus, 601b B KOHEYHOCTSX, CYZOPOTH MBI, TIPUITYXJIOCTh CYCTaBOB,
Oonb B CIIMHE, MBIIICYHO-CKEICTHBIE O0NW; Heyacmo — GONb B 1uee, MbIIIEYHAs Cl1aboCTh;
peoKo — MUOMATHsI, MHO3HT, pabJIOMHOIN3, TCHAWHONATUS (B HEKOTOPBIX CIIy4asix C pa3pbIBOM
CYXOXMJIMSA); Yacmoma Heu3eecmHa — IMMYHOOTIOCPEI0BaHHAsA HEKPOTH3UPYIOLas MUOTIATH.
Hapywenusa co cmoponst penpodykmugHoi cucmemsl u MONOYHbBIX JHcene3

Heuacmo — iMnoTeH1us; oyensb pedko — THHEKOMACTHS.

Obuyue napywenus u peakyuu ¢ mecme 66e0eHUA

Heuacmo — nenomoranue, acTeHUYECKHil CHMHAPOM, GOJib B Ipyau, nepuepuyeckue OTeKH,
NOBBIIIEHHAs YTOMIIAEMOCTb, JTMXOPAIKa.

Jlabopamopnsie u uncmpymenmanvroie OanHvle

Yacmo — OTKIOHEHHE OT HOPMBI pE3YIbTaTOB «Ie4eHOUHbIX» TecToB (ACT u AJIT),
MOBBIMICHHEC aKTUBHOCTH  ChIBOPOTO4HOM  KpeaTtuHpochokunassl (KD®K); wewacmo —

JICAKOUMTYPHS;, 4acmoma Heu3eecmHa — TOBBILUCHUE KOHUCHTPALMU TJIHKO3WIMPOBAHHOTO
remoryiobuna (HbA1).

Jemu

[loGounble  peakuuu, CBS3aHHBIC C  [PHEMOM  ATOPBACTATHHA, IO  KOJIHYECTBY

HE OTIMYAIMCh OT peakuuid Ha ¢one npuema miane6o. HaubGosnee yacTeiMu peakumsMu,

BHC 3aBHUCHMMOCTH OT 4aCTOThI KOHTPOJI:A, ABJISJIUCH I/IH(bCKHPIH.
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Heti u moapoctkyn B Bospacte or 10 g0 17 1er, KOTOpbIe JEYMIHCH aTOpPBAaCTaTUHOM, MUMEJH
npouiab NoGOYHBIX 3(PHEKTOB, KOTOPBII COOTBETCTBOBAT OOBIYHO NALKUCHTY, MOTyYaBIIEMY
miane6o. Haubonee pacnpocrpaHeHHBIMH MOGOYHBIME s dexramMu, KOTOpbIE HaOIIOAATHCH
HC3aBUCHUMO OT OLCHKH NPHYMHHO-CIICACTBCHHBIX CBA3€H B 00eMX rpymmax, ObLM MH(EKIHN.
B xozme 3-nmeTHero uccienoBaHMs I OLCHKM OBIIEro CO3pCBaHMs W pa3BUTHS, CTagUH I10
Tauuepy, a Taioke U3MepeHns pocTa u Beca, He HAGMIONATOCH KIMHUYECKH 3HAYMMOTO BIMSHUS
Ha pocT u mojnoBoe co3pepanue. IIpopuis Ge3omacHOCTH M IEPEHOCHUMOCTH y JeTell u
TTOIPOCTKOB B OCHOBHOM COOTBETCTBOBAJI H3BECTHOMY MPO(HIII0 GE3011aCHOCTH aTOpBACTATHHA
Y B3POCJIBIX MTAlHEHTOB.

basa naunpIX Mo KimHUYeCKoi Ge30MacHOCTH Takke BKIIOYAET B ces JAHHBIC, TTOJYYCHHBIC OT
520 nauMeHTOB JETCKOrO BO3PACTa, NMOY4aBIIMX atopBactatuH. M3 Hux: 7 mauueHnToB ObLin
Miaame 6 ser, 121 nmauumeHr — B Bo3pacte oT 6 10 9 ner, u 392 maumeHTa HAXOMMIHCH B
Bo3pacte ot 10 10 17 ster. Ha ocHOBaHMY MMEIOUIMXCS JAHHBIX YaCTOTA, THII H CTCIICHD TSKCCTH
noO0YHBIX P PEKTOB y AeTEl CXOKH C AHATOTMUHBIMU TTOKA3ATE/ISAMH Y B3pOCIIBIX.

IIpu npuMeHEeHNN OTAETBHBIX CTATHHOB HAGTIONATHCE CIICAYIOUIME HEXKeJlaTeNIbHbIE T000YHBIC
3pdexTsr:

. HapYIICHUE NI0I0BOH (QYHKIUH;

° Jenpeccus;

° B MCKIIOYHTEIBHBIX CTyYasX, 0COOCHHO NpH [UIMTEIBHON Teparum, VHTEPCTUIHAIbHAS
Gonesns serkux (cm. pasaen «Ocobbie yKa3aHHUSA»);

. CaxapHbId 1MabeT: 4acToTa 3aBHCHT OT HAIMYUS WIIH OTCYTCTBHs (DAKTOPOB pHCKa
(rmoko3a B KpPOBM HaTomak > 5,6 mmons/n, UMT > 30 Kr/Mz, NOBBIUICHHBIC YPOBHM
COZCpIKaHWS TPUTTHLEPU/IOB, HMEIOIIASCS THIIEPTOHMS ).

Ilepeno3uposka

Cneunpudeckoro anrumora 1yis geyenus NICPEI03UPOBKU aTOPBACTATHHOM HET.

B ciayusae mnepenosuposku ciemyer [IPOBOUTL CUMITOMATHYCCKOE JICYCHHE 1O Mepe
HeoOxoaumoctn. Cieayer mpoBecT (yHKIMOHANBHBIE TeCTH mEYeHH W KOHTPOJMPOBAThH
akTMBHOCTE KOK. Ilockonmbky mnpenmapaT akTWBHO CBSI3BIBaeTCS OenkamMu T1a3sMbl KpoBH,
remMoauanus Hedddexrupen.

B3aumopeiicTBue ¢ Apyrumu nexapcerBeHHbIME cpeacTBamMu

Bo Bpems nedenns MHrubuTopamu I'MIT -KoA-penykrasbl npu OIHOBPECMCHHOM TPUMEHEHUU
UMKIOCHOpHHA,  (GUOPATOB, HHMKOTHHOBOW  KHCIOTHI B JMIMACHWKAIOIIMX 033X
(6onee 1 r/cyrkm) mam HHTHOUTOPOB n30¢epMeHTa CYP3A44/rpancnoprroro Genka (Harpumep,

SPUTPOMHUIIMHA, KJIAPUTPOMHMUMHA, TIPOTHBOIPUOKOBBIX CPE/ICTB — TIPOM3BOAHBIX a30Ja)
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NOBBIIIACTCS PUCK MHONaTHU (cM. pasaensl «Cnoco® npumeHeHuss W 103b1» U «OcoObie
YKa3aHUA»).

Huzubumoput uzogpepmenma CYP3A4

[Tockonbky — artopBacTaTuH  Metabommsupyercs  usodepmentom CYP3A4, coBMecTHOE
NPUMCHEHHE aTopBacTaTMHa ¢ MHrubutopamu wuzopepmenta CYP344 MOXET NPUBOAUTE
K YBCIMYCHHIO KOHIIEHTPAllM¥M aTOPBAaCTaTHHA B IUIa3Me KpoBH. CTemeHb B3aUMOICHCTBHUS
¥ dhdexTa NOTCHUHPOBAHWSA  ONPEACIAIOTCA  BapuabelIbHOCTHIO  BO3JCHCTBHUSA  Ha
nsopepment CYP3A44.

Bbuto  ycraHoBieHo, uto MomHble HHrHOMTOpHl  M30hepmenta CYP3A44  npuBomAT
K 3HAYMTCIBHOMY IOBBILICHHIO KOHIEHTPAllMM aTopBacTaTWHa B IUia3Me Kposu. Ciexyer
MO  BO3MOXHOCTH  M30€raTh  OJHOBPEMCHHOrO IPHUMCHCHHS MOIIHBIX  MHIHOMTOPOB
usopepmenta CYP344 (anpuMep, UMKIOCIOPHH, TEIMTPOMMIMH,  KJIAPUTPOMMIIMH,
ACTaBUPIMH,  CTHPHUIICHTOJI, KCTOKOHA30J, BOPUKOHA30Jl, MTPAKOHA30J, I103aKOHA30J
¥ MHrUOMTOpPHI mpoteassl BUY, BKmouas puTOHABHp, JIONMHABMD, aTa3aHaBHD, WHIVHABHP,
JapyHaBHp H JApyrue). Eciv  0IHOBpEMEHHBI NpHEM 3THX IIpenapaToB HEOOXOINM,
CICAyeT pacCMOTPETh BO3MOXHOCTh Hayajla Tepanu¥ ¢ MMHUMAJIbHOH J03bl, a TAKKE CIIEHyeT
OLCHHUTbL BO3MOXHOCTh CHUKCHHUS MAKCUMAJIbHOM JI03bI aTOPBACTATHHA.

YMmepeHHble UHTUOUTOPBI u3odepmenTa CYP344 (Hanpumep, 9PUTPOMHULIMH,
AMITHA3EM, BEpanaMui M (IIyKoHa301) MOTYT NPHBOMMTL K YBEJAMYCHHIO KOHIGHTPALIMH
aropBacTaTMHa B IUiasMe kpoBd. Ha ¢oHe 0oIHOBpPEMEHHOro NPHMEHEHHS HMHTHOHUTOPOB
I'MI'-KoA-penykrasbl  (CTATHHOB) M SPUTPOMHMIIMHA OTMEYANM  MOBBIIICHHEI pHUCK
pasBUTHA  muomaTtuu. HMccienoBanus —B3aMMONCHCTBHS —aMHOJAapoHa WM  BepanaMmmia
M aTopBAaCTaTMHA HE MPOBOAMINCH. M3BECTHO, YTO M aMMOJApOH, M BepanaMua MHTHOGHPYIOT
aKTHBHOCTb Hn30depmenta CYP344, u OIHOBpEeMEHHOE NPHUMEHCHHE HTHX [IPENapaToB
C aTOpBaCcTaTMHOM MOXCT MNPHUBECTH K IMOBBILCHUIO JKCHO3MIMM aTOPBACTATHHA. B CBA3m
C OTHM PpCKOMCHAYETCS CHU3MTh MAaKCHMalbHYK0 103y aTOPBACTaTHHA M NPOBOUTD
COOTBETCTBYIOUIMH MOHHTOPUHI COCTOAHHMS MALMEHTa IPH OIHOBPEMEHHOM MPUMEHEHHH
C YMEpCHHBIMH HHrHOMTOpamMn uzodepmerra CYP344. Kontpons cleayer OC}’HICCTBJHITB.
[0CJIC HaYala Teparuy U Ha (POHE H3MEHEHUS 103bI HHTUOUTOPA.

I'emppubposun/chubpamei

Ha ¢one npumenenns ¢uGparos B mMonorepamuu NCPHOAMYCCKM OTMEYAIH HEXKEJIaTeIbHbIC
peaKuuu, B TOM 4YHCIE, pabJOMHMOIIN3, KACAIOUIMICH CKEICTHO-MBILEYHONH CHCTeMbl. PHCK
TaKUX PEAKIMH BO3PACTACT NPH OJHOBPEMEHHOM NpPUMEHEHMH (UOPATOB W aTopBacTaTHHa.
B ciyyae ecim 0fHOBpPEeMEHHOro MpUMEHEHHS >THX NpernapaTtoB HEBO3MOXKHO H30€XkaTh, TO

CJICAyeT NMPUMCHATb MHUHMMAIBHYIO S¢(EKTHBHYIO /103y aTOpBACTaTHHA, a TaKKeE crenyer
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IPOBOJUTH PETYJISAPHBIA KOHTPOJb COCTOSHUS MALUHEHTOB.

Izemumud

[IpuMenenue 33eTuMHMOa CBA3aHO C pa3BUTHEM HEXKETATCIbHBIX pEaklnil, B TOM YHCIIEC
pab10MHO0IIM3a, CO CTOPOHBI CKEICTHO-MBIIIECYHOMH CHCTEMBI. PUCK TaKMX peakiMil MOBbILIAETCS
Opyd  OJHOBPEMEHHOM IIPUMEHEHMH 33eTMMHOa M aropBactathHa. J[is TakMX NaMEHTOB
PEKOMEHAYETCs THIATeIbHOE HAOJII0IeHHE.

Opumpomuyun/kKnapumpomuyun

Ilpu 0AHOBpEMEHHOM NpPHMEHEHMH aTOpBacTaTHHAa W 3putpomuumMHa (mo 500 mr 4 pasa
B CyTKH) WM Kiaaputpomununa (mo 500 Mr 2 pasa B CyTku), HHTMOMTOPOB u30(epMeHTa
CYP3A44, wabmopanoch NOBBINICHHEC KOHLEHTPALlMM aTOpBacTaTMHA B IIa3Me KPOBH
(cMm. paznen «Ocobble ykasanus» u nogpaszen «DapMakOKHHETHKAY).

Hneubumopwr npomeas

OaHOBpeMEHHOE NPUMEHECHHE AaTOPBACTATHHA C MHIMOMTOPAMH MpOTEa3, M3BCCTHBHIMU Kak
uHrubuTOpsl  m3odepmenta CYP3A4, CONPOBOXKAACTCH — YBEIMYCHHEM  KOHICHTPAIHMH
aToOpBACTaTHHA B IUIa3Me KPOBH.

Junmuaszem

CoBMecCTHOE pUMEHEHNE aToOpBacTaTHHA B 103¢ 40 MI' ¢ 1uITHA3eMOM B 103¢ 240 MI IPHBOIHT
K YBCIMYCHHIO KOHICHTPAllMM aropBacTaTMHa B IUIa3ME KPOBH  (CM. Tmojapasien
«DapMaKOKHHETHKAY).

Lumemuoun

Kimuideckn 3Ha4MMOro B3aMMOJICHCTBHS aTOPBACTATHHA C MMETHINHOM He 0OHAPYKEHO (CM.
nojapaszaen «PapMaKOKUHETHKAY).

Hmpakonaszon

OxHOBpeMeHHOE IPHMEHEHHE aTOPBACTATHHA B 103aX 0T 20 Mr 10 40 Mr u UTPaKOHAa30J1a B 03¢

200 mr npuBommiao K yBenmueHnmo 3Hauenus AUC  aropsacraTuna (cMm. moapazzaen

«DapMaKOKUHETHKAY).

I'petinghpymoswiii cox

[lockonbky rpedndpyToBbIil COK COmEPXHMT OXMH WIH GoJiee KOMIIOHEHTOB, KOTOpBIE
MHrHOMpYIOT u3opepment CYP3A44, ero upesmepHoe norpebienne (6onee 1,2 11 B 1eHb) MOXKET

BBI3BATH YBCJIIMYCHUE KOHIICHTpallMK aTopBacTaTUHA B ILJIa3Me KpOBH (CM. noapasacin

«DapMaKOKUHETHKA).

Hrneubumopwr mpancnopmuozo 6enxka

ATOPBAaCTATHH NpEICTAaBIACT COBOH Cy6CTpaT TpaHCHOPTEPOB depmeHTOB TICUCHU (CM.

nozpaszen «PapMaKOKHHETHKA).

CoBMecTHOE npuMeHeHne atopBacTatiHa B 103¢ 10 M u LMKJIOCTIOPHHA B 03¢ 5,2 MI/KI/CyT
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NPUBOAMWIO K TIOBBILICHWIO YPOBHS BO3AeHCTBUA aTopBactaTuHa (coorTHomenne AUC: 8,7)
(cm. moapasaen «PapMakoKHMHETHKa»). LIUKIOCIIOPHH ABNSETCS MHTHOUTOPOM TPAHCIOPTHOTO
MOJUIEeNTHAA OpraHUYeCcKux aHUOHOB 1B1 (OATPIBI), OATPIB3,
NpOTEHHA,  aCCOLUMMPOBAHHOTO €  MHOXKECTBEHHOM  JICKApPCTBCHHOH  YCTOMYMBOCTBIO
1 (MJIV1) u Genka pe3NCTEHTHOCTH paka MOJIOYHOIA xkestesbl, a Takke CYP3A4, ciie0BaTe/bHO,
OH TMIOBBINIACT YPOBEHb BO3ACHCTBUA aropBacTathHa. CyTo4yHas /032 aToOpBacTaTHHA
He J1o/DkHa npeBbiars 10 Mr (cM. paszer «Cnocob mpuMeHEHUs U 10351»).

I'exanpesup u nubpenTaceup spistotcs uaruburopamu OATPIBI, OATPIB3, MJIY 1 u Genka
PE3UCTCHTHOCTH paka MOJIOYHOM JKeNe3bl, CJIEJOBAaTE]bHO, OHH MOBBIIAKT YPOBEHb
BO3/JICHCTBHS atopBactaTiHa. CyTouHad 103a aTOPBACTATHHA HE J0JDKHA peBbimath 10 Mr (oM.
pasnen «Crnocob NpUMEHEHUs U J1035I»).

CoBmMecTHOE pUMEHEHHE aTopBacTaTHHA B 03¢ 20 MT M JeTepMoBHpa B 103¢ 480 Mr B CYTKH
NPUBOANIO K TOBBIICHUAIO YPOBHS BO3ACHCTBHsA aTopBacTaTHHa (coorHowenue AUC: 3,29)
(cM. mozpaszen «DapMakoKuHeTHKaY). JleTepMOBHUp ABISETCS MHTHOUTOPOM TpaHcnoptepoB P-
gp, BCRP, MRP2, OAT2 u neueHOYHOro tpancnioprepa OATP1BI1/1B3, takum o6pa3zom, on
YCHIMBACT YPOBCHb BO3ACHCTBHA aTopBacTaTHHa. CyTOYHas 103a aTopBacTaTHHA HE JOJDKHA
npesbimats 20 Mr (cM. pasaen «Crnoco6 npuMeHeHus M 103b1»). Beanunna OIIOCPe/I0BaHHBIX
fieKapcTBCHHBIX B3aumonercTuii CYP3A u OATPIB1/IB3 Ha coBMecTHOE mNpHMeHCHHE
TIpCNapaToB  MOXKET ~OTJAMYATBCA INIPH  OJAHOBPEMECHHOM HA3HAYCHWUM JICTEPMOBHpA C
LMKI0CIOpuHOM. He pekomeHayercs NpUMEHSTh aTOPBACTATMH NAIMEHTAM, MOIYYaioLIMM
TEPAITHIO JIETEPMOBUPOM COBMECTHO C LINKJIOCIIOPHHOM.

OnbGacBup u rpasonpeBHp sBIAOTCH uHrHOGMTOpamu OATPIBI, OATPIB3, MJIY1 u Genka
PCSHCTCHTHOCTH paka MOJIOYHOH Kele3bl, CJIEOBATEIbHO, OHM MOBBILAIOT  yPOBEHb
BO3/ICHCTBHUA aTopBactathHa. CIEIyeT NPUMEHATh C OCTOPOKHOCTBIO M B CAMOH HU3KO
HeoOX0aMMoii 03¢ (cM. paszen «Cnocob npuMeHeHns 1 J03BI»).

Huoyxmoput uzopepmenma CYP3A4

CoBMecTHOE NPHMEHEHHE aTOpBACTATHHA C MHIYKTOpaMu usopepmenta CYP3A44 (nanpumep,
9}aBUPEH3OM, PHAMIMUMHOM WM TIpermapaTamu 3Bepo00si TPOABIPABIEHHOT0) MOXeET
TIPUBOZIATL K CHW)KCHHMIO KOHUEHTPALMM aTOpBacTaTHHAa B ILUIa3Me KPOBH. BclencTsue
JIBOWCTBCHHOTO MEXaHH3Ma B3aUMOACHCTBHS C PHAMIHLMHOM (nHaykTOpOM M30(depMenTa
CYP344 u uHrHOMTOPOM TPaHCHOPTHOrO 6EKAa TIemaTOLHTOB OATPIBI), pexomenayercs
OZAHOBPEMCHHOC NPUMCHCHHE aTOPBACTATHHA M PH(AMIMIMHA, MOCKOJBKY OTCPOYEHHBI
pUCM  aTOpBACTaTWHAa NOCIC npueMa pUDaMIMUMHA —T[PUBOAUT K CYILIECTBEHHOMY
CHIDKCHHIO  KOHLCHTPAallMM  aTopBacTaTWHAa B IUIa3ME  KPOBH  (CM. nozpasuen

«®apmaKokuHeTUKa»). OxHako BIMAAVC pUpamMIMuMHA Ha KOHICHTPALMIO aTOPBACTATHHA
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B ICNATONMTax HEHM3BECTHO W B CjIydYae, €CIIM  OJHOBPEMEHHOTO MNPUMEHEHHS
HCBO3MOXHO HM30€XkaTh, ClIEJyeT THIATEJBHO KOHTPOJIMPOBATH A(P(EKTUBHOCTb TAKOM
KOMOMHAILIMM BO BpeMsi TEpariuH.

Anmayuowl

OZHOBPEMEHHBIH NPUEM BHYTPh CYCIICH3MH, COAEPXKAalledi MarHMs TMAPOKCHI W aTFOMHHHSA
TA/POKCHIL, CHIKAT KOHUCHTPALMIO aTOpBAcTaTHHA B M1asme kposu (nsmenenne AUC: 0,66),
OJHAKO CTeNneHb CHYKeHUs KoHuenTpauyu X C-JIITHIT npu 3ToM He n3MeHsnace.

Denazon

ATOpBAaCTaTHH HE BIHMAET Ha (APMAKOKMHETHKY (EHa30Ha, MOITOMY B3aMMOICHCTBUE C
ApYTUMH TIpENapaTaMH, METabOIM3UPYIOIIMMHUCA TEMH e H30(EpMEHTAMH IUTOXpOMA, HE
OXKHJIAeTCs.

Konecmunon

IIpn 01HOBpPEMEHHOM NPHMEHCHHH KOJCCTHIIONA KOHIEHTPAIMs aTOPBACTATHHA B [LIa3ME
KpoBu cHWKanack (u3Menenne AUC: 0,74), oAHako T'MIOOJUIIMAEMHYECKUIL yddexr
KOMOWHAUMM aTOPBaCTaTHHA M KOJIECTMIIONA MPEBOCXOMMI TAKOBOH KaXKIOTO npemnapara B

OT/ICJILHOCTH.

JHuzoxcun

Ilpn nosropuoM npueme murokcuna u aropsacrathHa B 03¢ 10 Mr pPaBHOBECHBIC
KOHLCHTpAlMKM JUIOKCHHA B IUIa3ME KPOBH HE MeHAIMCh. OIHAKO NpU NPUMEHCHUH
JAMIOKCHHa B KOMOMHAIMM C aropBacTaTMHOM B 03¢ 80 Mr B CYTKM KOHLIEHTpaIus
AMTOKCHHA  yBenu4MBanack  (usmenenne AUC:  1,15).  Tlanuentsi, [0JIy4arouue
AMTOKCHH B COYCTAHUM C aTOPBACTATHHOM, TPEOYIOT COOTBETCTBYIOLIETO HAOTIOACHHUS.
Azumpomuyun

[Ipy oxHOBpeMeHHOM mnpHMEHEHHH aropsactatiHa B go3¢ 10 mr 1 pa3 B cyrku u

asuTpomuuuHa B 03¢ 500 Mr 1 pa3 B CyTKM KOHLEHTpAIHs aTOPBACTATHHA B IJIa3Me KpPOBH He

H3MEHSUIACh.

Ilepopanvhvie konmpayenmuew

Ilpy  omHOBpeMeHHOM mNpUMeHEHHH aTOpBacTaTMHa W MCPOPANbHBIX KOHTPAUENTHUBOB,
COACPXKALINX HOPITHCTEPOH W STHHWIACTPAINOJ, HAOIIOAAIOCH MOBBIIICHHUE KOHLIEHTPAIUH
HOpoTHCTEpOHa (M3MeHenne AUC: 1,28) u stunmmscrpaguona (u3menenne AUC: 1,19). Dror
ekt crexyer yunteiBaTh mpu BLIOOpE MEPOpPALHOrO KOHTpAlUENTHBA JUIA JKCHILHHBI,
NPUHUMAOILEH aTOPBACTATHH.

Tepghenaoun

IIpu oaHOBpeMEHHOM NpHUMEHEHMM aTopBacTaTHHA W TepheHanHa KIMHUYECKH 3HAYUMBIX

M3MCHCHHH (hapMaKOKHHETHKY Tep(eHAINHA HE BBISBIICHO.
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Bapgapun

B KJIMHMYECKOM HCCIEIOBAaHWM Yy TMAIMEHTOB, PEryISPpHO MOTYYAIOIIUX  TEPaIHIo
Bap(papuHOM IIpH OJHOBPEMEHHOM IIPUMEHEHMM aTopBacTaTMHa B Jo3¢ 80 Mr B CYTKH,
NPUBOAMIO K HEOOJBIIOMY YBEIHUYCHHIO IPOTPOMOMHOBOIO BpPEMEHH MNPUOIM3UTEIBHO
Ha 1,7 cexyHn B TedeHue nepBbix 4 jgHed Tepanud. [lokasarenb BO3Bpaiaicsi K HOpME
B TedyeHHe 15 nHell Tepanuu aropractaTuHOM. HecMOTps Ha TO, 49TO TOJIBKO B PEIKHX
CllyyasX OTMEYalM 3HA4YUTEIbHOE B3aUMOJEHCTBHE, 3aTparuBarollee aHTHKOATYJISHTHYIO
Gynkumio, ciexyer  onpenenuTh  OPOTPOMOMHOBOE  BpeMs O  Hayajga  Teparuu
aTOpBAaCTaTUHOM Yy IAIMEHTOB, IMOJYYaIOIIUX TEpaluil0 KyMapHHOBBIMH aHTHKOAry/ISHTaMH,
M JIOCTAaTOYHO 4YaCTO B IMEPHOJA  TEpamuH, 4YTOObl MPEJOTBPATUTh  3HAYUTEIILHOE
M3MEHEHHE NPOTPOMOMHOBOro BpeMeHH. Kak ToNpKO OTMedYaroTcs CcTabuibHble UUQpPBI
IPOTPOMOMHOBOTO BPEMEHH, €r0 KOHTPOJIb MOXKHO TPOBOAMTH TAK JKE, KAK PEKOMEHIYIOT JUIs
NAlUCHTOB, MOJYYalOUIMX KyMapHMHOBBIC AHTHKOAryJISHTBL. [IpM  HM3MCHCHHUH  JI03BI
aToOpBAaCTaTHHA WM [PEKPAlICHWHM TEpalM¥  KOHTPOJIb HPOTPOMOMHOBOTO  BpeMEHH
CICAYET TPOBECTH MO TEM K€ MpPHHIMINAM, 4YTO ObUITM ommcaHbsl Bbime. Tepamwus
aropBacTaTHHOM He OblIa CBS3aHA C Pa3BUTHEM KPOBOTCYCHUS WIM H3MECHEHUAMHU
IpOTPOMOMHOBOTO BPEMEHH Y NALMECHTOB, KOTOPBIC HE MOJIYYal JIe4CHUE aHTHKOATyITHTAMH.
Konxuyun

Hecmorpst Ha TO, YTO MCClIeJOBaHWS OXHOBPEMEHHOTO HPUMEHEHHS KOJIXHLHMHA W
aropBaCTaTMHa HE TPOBOJAWIIMCH, WMEIOTCA COOOMIEHHS O pPa3BUTHH MHONATHH [PH
NPUMEHEHHH JaHHOW KoMOuHauuu. IIpM OJHOBPEMEHHOM INPUMEHEHMH aTOpBACTATHHA U
KOJIXHIIMHA CJICYET COOII0AATh OCTOPOXKHOCTD.

Amnoounun

B nccrienoBaHun 1eKapCTBEHHOTO B3aHMOACHCTBHSA Y 310POBBIX HCIIBITYEMBIX, COBMECTHOE
NpUMCHCHUE atopBacTaTHHa B n03¢ 80 mr u amiozunuua 10 Mr NpUBENO K KIMHHYECKH
HE3HAYUMOMY YBCIMYCHHIO KOHIICHTpaUu aTopBacTaTua (u3menenue AUC: 1,18).

Dy3uodosas kucioma

Bo Bpems MOCTMapKeTHHTOBBIX HCCIICHOBAHMI OTMEYATH CIyYad pa3sBUTHS pabromuonusa
y ~ MAaUMCHTOB, NPUHMMAIOUIMX  OJHOBPEMEHHO  CTAaTHHBI, BKJIIOYas  aTOPBACTATHH
W (Qy3uAOBYI0 KHMCIOTY. MeXaHH3M [aHHOTO B3aUMOJCHCTBUS HEHM3BCCTCH. Y [ALMEHTOB,
AU KOTOPBIX MCIOJb30BaHUE (y3uI0BOH KHCIOTBI CYMTAIOT HEOOXOAMMBIM, JICUCHHE
CTaTHHAMM  JIOJDKHO ~ OBITb  [PEKPaUICHO B TEYCHHE BCETO MEPHOJA  PHMCHEHHMS
dysunosoii xucnorel. Tepanus CTaTHHAMH MOXeET OBITH BO30GHOBJICHA yepe3 7 JAHeEH
nocae  mocAeAHEro  npuemMa  Gy3suAOBOH  KMCIOTBL B HCKIIOWMTENBHBIX  CoTydasx,

e HEOOXOAMMA NPCAODKUTENbHAA CHCTEMHAs Teparus (y3HIOBOH KHCIOTOI, Harpumep,
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JUIS JIEYCHUA TKEIBIX HHDEKIMH, HeoOXOIMMOCTb COBMECTHOTO TIPUMEHEHHMS aTopBacTaTHHA
M Qy3uI0BOH KMCIOTHI JOKHA OBITH PAcCMOTPEHA B  KAKIOM KOHKPETHOM  ClTy4ae
W TIOA CTPOrMM HabmoleHueM Bpaya. IlauMeHT [ODKEH HEMEIEHHO 0OpaTHTBCS
32 MEIMLUMHCKOH IOMOIUBI) NP  NOSBICHAW CHMITOMOB  MLILICYHON crabocry,
9yBCTBUTEIBHOCTH HJIH GOJIH.

Apyaas conymemeyowas mepanus

B KIMHMYECKHX MCCIICIOBAHMSIX aTOPBACTATHH MPHMEHSIM B COYETAHHH C THIIOTCH3HBHBIMH
CPCACTBAMHM M OCTPOTCHAMHM B  paMKaX 3aMECTUTE]bHOH TOPMOHAILHOM — Teparmum.
IIpu3HaKoB KIMHMYECKHM 3HAQYMMOTO HEXKCEIATENBHOrO B3aHMMOJCHCTBHS He OTMEYEHO;
MCCIICIOBAHUS B3aMMOJICHCTBHUS CO CrIeUM(HYCCKUMH NPENiapaTaMy He TIPOBOIHIIHCE.

Kpome Toro, ormewanock noBblueHye KOHIEHTpaiuy aToOpBaCTaTMHA IIPU OJHOBPEMEHHOM
NPUMEHEHHH ¢ HMHruOMTOpamu mpoteasslt BUYU (komOunamuu JIONIMHABUpa W PUTOHABHUpA,
CaKBHHABHpA M PUTOHABHpA, JAapyHasHpa M PUTOHaBUpA, QocammpeHaBup, (ocamrpeHaBup
C PHUTOHaBHPOM ¥ Hel(UHABUp), HHIHOMTOPaMH NpoTea3sl rematuta C (6onenpeswup,
2716aCBUP/TPa30NpPEBHpP, CHMENPEBHP), KIIADUTPOMHUIIMHOM M MTpakoHa3oioM. Creayer
COOMIONATE OCTOPOXKHOCTH TP OJHOBPEMEHHOM NPUMCHCHHUM JTUX IPENaparoB, a TaKXKe
NPUMCHATH CaMyI0 HU3KYIO 3Q(EKTHBHYIO 103y aTOpBAaCTAaTHHA.

Bausinue opyaux npenapamoe na papmaxokunemuxy amopsacmamuna

ATopBacTraTul
Iipenapar, 103upoBka
Jo3a (mr) Usmenenne AUC' Usmenenne C,,,, "
10 mr oxmH pa3 B
Uuxsnocnopun 5,2 Mr/kr/cyTkH,
A Cymgél; ;z';leﬂue 1B 8,7 pasa 1 810,7 paza
Tunpanasup 500mMr 2 pasa ‘
B CyTkuw/puTOoHaBHp 200 mMr ‘
3 pasa B oymE, § TEUSHme 10 Mr, ogHOKpaTHO 1B 9,4 pasa 1 B 8,6 paza
7 nHei
I'nexanpesup 400 mr 1 pa3 B
fas 120 10 Mr ozuH pas B
s = CYTKH, B TeUEHHE 1 B 8,3 paza 22,00
l pas B cyrku, B TeueHue e 7 . = 118:42,00 paca
| 7 aneit JHei
Tenanpesup 750 mr KaxKJiple
8 wacos, B Teuerme 10 ek 20 Mr, 0IHOKpATHO | 1B 7,9 pasa 1 810,6 paza
Onbacsup B no3e 50 mr 1 pas !
B cyrku/rpasonpeBup 200 wmr
| poy B cymw, ¥ TEucame 10 Mr, onHOKpaTHO 181,95 paza 1 B 4,3 paza
13 nHeii -
Bouenpesnp 800 mMr 3 pasa
B CyTKH, B Tewerue 7 qHeit 40 Mr, OIHOKpaTHO 1 B2,3 paza 1B 2,7 paza
CumenpeBup B no3e 150 wmr ;
l pas B cyrku, B TeueHue 40 mr, ogHokpaTHO | 1B 2,12 paza 18 1,7 paza
10 nueit
Jlonunasup 400 mMr 2 pasa | 20 mr omuH pa3s B CyTKH
B CYTKH/pHTOHaBHp 100 mMr B TeueHKe 4 qHei , 183,9 pasa 184,7 pasa




20

2 pasa B CYTKM, B TEYCHHE
14 nuei

CakBuHaBup 400mMr 2 pasa
B cyrku/putoHaBup 400 mr

40 Mr ouH pa3 B CyTKH

43

2 pazsa B CYTKH, B TCUCHHUE B TedeHue 4 aHeit 188 pana B RS
15 nueit -

Knaputpomuumsa 500 mr 2 pasa | 80 mMr oauH pa3 B CyTKH 1 84,5 pasa 1 85,4 pasa
B CYTKH, B TeueHHue 9 nHer B TeucHKe 8 THeH ’ ’
Japynasup 300mMr 2 pasa

B cyrku/putoHaBup 100 wmr | 10 Mr oauH pa3 B CyTKH 1 83,4 pasa 182,2 pasa
2 pa3zda B CYTKH, B TeueHHE B TeueHHe 4 qHei ’ ’

9 nHew

Hrpaxowason  200isr . I pas 40 Mr, OTHOKPATHO 1 83,3 paza 1B 1,20 paza
B CYTKH B TeYCHHE 4 THEH

Jlerepmosup 480 mr 1 pas B| MT', OTHOKPATHO 183,29 pasa 782,17 paza
CTYKH, B TeueHHe 10 aHei

DdocamnpeHaBUp 700 mMr

2 paza B CYTKW/PHTOHABHD 10 mr | pa3 B cyTkH, 7 8 pasa
100mMr 2 pasa B CyTKH, B Te4eHKe 4 nHeH 12,5 pasa 1828 pas
B TeueHue 14 nHeit -
DocamnpeHaBHp 1400 mr T U ape—

2 pa3zda B CyTKH, B TedYeHHE P 4 YTEH, 1 B2,3 pa3a 1 B 4,0 paza
14 e B TeyeHHe 4 Hei

HendunaBup 1250 Mr 2 pasa 10 mr 1 pa3 B cyTkH, 181,74 pasa 182,2 paza
B CYTKH, B TeueHHe 14 nHeit B TeueHue 28 aHel ol ’
I'peitndpyToBsrii COK, 1

240 mn 1 pas s cyrin” 40 Mr, OIHOKpaTHO 181,37 paza 181,16 paza
fomesen.  240yr 1 pas 40 Mr, OTHOKpaTHO 181,51 paza 1 B 1,00 paza
B CYTKH, B Te4eHHe 28 nHei ’ ’ ’
OpipoMmERE DO M v4 pasa 10 mr, oTHOKpaTHO 181,33 paza 1B 1,38 paza
B CYTKM, B Te4EeHHUE 7 qHEH

AmnoaunuH 10 Mr, 0THOKpaTHO 80 Mr, O1HOKpaTHO 181,18 paza 180,91 paza
HMumernann 300 Mr 4 pasa 10 mr 1 pa3 B cyTku 1 81,00 paza | 80,89 paza

B CYTKH, B TCUCHHH 2 HEJElb

B TeUCHHE 2 HeMeNb

Konecrunon 10mMr 2 pasa
B CYTKH, B Te4eHHe 24 Helellb

40 mr 1 pa3 B cyTku
B TEUEHHE 8 HeNlelb

He