- ) AKITMOHEPHOE OBHIECTBO
= NPOU3BOJCTBEHHAA ®APMANEBTUYECKAA
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e AN

H PeHeBan RENEW!
AtopBacTaTi 90 abrerox 10 10MF
AnA npiema BHYTPb

MﬂMAEMMqECKOECPEACTBO

runon

NHCTPYKLMA
10 MEAMIIMHCKOMY ITPUMEHEHMNIO JIEKAPCTBEHHOTI'O ITIPEITAPATA

AtopBacraTuH PeneBan

Perncrpanuonnsniii Homep: JII1-007187

Toprosoe HammMeHoBaHue: ATopBacTaThH PeHeBai

Me:xayHapoaHOe HeIATEeHTOBAHHOE HAMMEHOBAHHe: aTOPBACTaTUH
JlekapcTBeHHasi popma: TabJIETKH, MOKPHITHIC TNICHOYHON 000I0UKOM

Cocras Ha oaHy Ta0J1eTKY
Heticmeyrowee seugecmeo:

ATopBacTaTUH KaJblUs —10,85mMr —21,69 Mmr —43,38 mr

(B mepecuere Ha aTOPBACTaTHH) —10,00 mr  —20,00 mr —40,00 Mr

Bcnomozcamenvuvie sewjecmea: 1eI0I03a MHUKpOKpHUcTanueckass «Ttunm  101», kambims
KapOOHAT, JAaKTO3bl MOHOTHJApAT, KpOCKapMelulo3a HaTpus, TUIPOJIO3a, MarHus cTeapar,
nomcop6ar 80 (Teun 80), HaTpus naypuncynbdat; cocmas oborouku: OTTAJIPAN® YS-1-7040,
Oenpiii [runpomennosa (E 464), makporon (I19I') 6000 (E 1521), turana muokcun (E 171),

tanek (E 553b)], sMynbeus cumetukona 30 %!

' B cocraB smymbeuu Bxomatr: cumetnkoH (30 %), smynbratopsr (5-10 %), xoncepsanter (0,5 -1,0 %), Boma
ounteHHas (60-65 %)
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Onucanune

Kpyrnble, 1BOSKOBBINYKIIbIE TAOJIETKH, MOKPBITHIE MJICHOYHOW 000JI0UKOM OEIoro WU MOoYTH
Oenoro mBera. [lomyckaercst Hanu4ue ImepoxoBatocTH. Ha momepeuHoM paspese siapo Oenoro

WJIM TIOYTH OEJIoro IBETA.

(I)apMaKOTepaneBTuqecKaﬂ rpymma: TUINIOJIMITUAEMHUYCCKOE  CpEACTBO  — I/IHFI/I6I/ITOp

I'MI'-KoA-penykrassl.
Kon ATX: C10AA05

dapMaKoJIOrHyecKue CBOMCTBA

Dapmakoounamuka

ATOpBacTaTUH — CEJNEKTUBHBIA KOHKypeHTHbIH umHruOutop I'MI'-KoA-peaykrasbl, KiIr04eBOrO
dbepmenTa,  TmpeBpamaromiero  3-Tuapokcu-3-mertunrmioTapuwi-KoA B meBamoHar —
MPEAMIECTBEHHUK CTEPOUOB, BKIIOUas XojecTepuH. CHHTETHYECKOE THIOJHUIUAIEMAYECKOE
CPENCTBO.

Y nanuMeHTOB € TOMO3MIOTHOM M TE€TEPO3UTOTHOM CEMEMHON THIEepXO0JIECTEPUHEMHUEH,
HECeMEWHBIMH  (OopMaMU  THUIEPXOJECTEPUHEMHUH M CMEIIAHHOW  JUCITUTNIUIEMUCH
aTOpBacCTaTUH CHIDKACT KOHIIGHTPAIMI0 B IUIa3Me KpoBH obOmero xosecrepuHa (XC),
XOJIECTepUHA JUIONpPOTenHOB HU3KoM 1oTHoctH (XC-JIITHII) w anmonunomportenHa B
(amo-B), a Taxke xoJiecTepuHa JMIONPOTEMHOB oOueHb HH3KoW MmioTHocTH (XC-JITTOHIT)
u  tpurmuuepunoB  (TI),  BbI3pIBa€T  MOBBIIEHHE  KOHILEHTPAlMU  XOJECTepUHa
JIUTIOTIPOTEUHOB BBICOKOH TutoTHOCTH (X C-JITIBIT).

AtopBactatud cHmkaeT koHueHTpauuto XC wu XC-JIIHII B mma3sme KpoBU, HHTHOUPYS
I'MI'-KoA-peaykrazy U CHUHTE3 XOJECTEpHHA B MEYEHU U YBEIMYMUBAS YUCIO «IIEYECHOUHBIX)
peuentopoB JIIIHII na noBepXHOCTHM KIETOK, 4YTO MPUBOAUT K YCHIICHHIO 3axBara U
karabonuzma XC-JITTHIT.

AtopBactatuH  yMmeHbmaer oOpazoBanme XC-JIIIHII wu  ymcmo  wactun  JIITHII,
BBI3BIBAET BBIPAXKEHHOE U CTOMKOe mnoBbimieHne aktuBHocTH JIITHII-penentopoB B coueranuu
c OnarompusTHBIMU KadecTBeHHbIMU u3MeHeHussiMu JIITHII-yactun, a Takke CHUKaeT
koHueHTpauuto XC-JIIIHII y mnanueHToB € TOMO3WMTOTHOM HACJIEACTBEHHOM CeMEMHOU
TUNIEPXOJIECTEPUHEMHEH, YCTOMYMBOM K  TepamuM JPYrUMU  TUNOJUNHAEMHUYECKUMU
CpelCTBaMH.

AtopBactatuH B gmo3ax or 10 mr po 80 wmr cHwkaer koHueHTpaumro XC Ha
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30-46 %, XC-JIITHII — na 41-61 %, ano-B — Ha 34-50 % u TI' — na 14-33 %. Pe3ynbrarsl
TepalMyl CXOJHBl Yy TAUMEHTOB C TETEPO3UTOTHOM CEMEHWHOM TI'HMIIEPXOJIECTEPUHEMUEH,
HeCceMEHBIMU (QOpMaMHU THUIEPXOJECTEPUHEMUM M CMEIIAHHOW TUIEpIUIUAEMHUENH, B TOM
quclie, Y HallMeHTOB C cCaXapHbIM A1a0eToM 2 THIIa.

Y nanueHToB ¢ M30JMPOBAHHOM THIEPTPUINIMLEPUIEMUEH  aTOPBACTATHH  CHUIKAET
KOHIIeHTpaiuio obmiero xosecrepuna, XC-JIITHII, XC-JIIIOHII, ano-B, TT' u mnoBeimaer
koHueHTpauuto XC-JIIIBII. V mnanueHToB ¢ AucOeTamunonpoTerHEMUed aTopBacTUTUH
CHMKAeT KOHLEHTPALMIO  XOJIECTEpUHA  JIMIIONPOTEHHOB  IPOMEXKYTOYHOM  IIOTHOCTH
(XC-JITIIIII).

VY nanuenTtoB ¢ runepiaunonporenHemueit tTuna Ila u IIb mo kmaccudukanuu dpenpukcona
cpenHee 3HadeHue mnoBbleHNUs KoHueHTpammu XC-JIIIBII mpu nedeHnn aTopBacTaTHHOM
(10-80 Mr) mo cpaBHEHHIO C HCXOJHBIM IOKa3arteneM cocrasiusger 5,1-8,7% u He
3aBUCHUT OT J03bl. FIMeeTcs 3HaUuTENbHOE J0303aBUCHMOE CHY)KEHHE BEJIMYMHBI COOTHOIICHUM:
o6t  xonectepun/XC-JIIIBII wu XC-JHIHIVXC-JIIIBIT nHa 29-44% wu 37-55 %,
COOTBETCTBEHHO.

AtopBactatTuH B 103¢ 80 MI JOCTOBEPHO CHIKAET PHUCK Pa3BUTUA HIIEMUYECKUX
OCJIO)KHEHUH M  CMEpPTHOCTh Ha 16 % mnocne 16-HemenmbHOro  Kypca, a  pHUCK
IIOBTOPHOM rOCIUTAIA3ALNT 1o MIOBOlY CTEHOKApUH, COMPOBOXKAAKOIIEICS
MpU3HAKaMU UIIEeMHUH MUOKapjaa, Ha 26 % (uccienoBaHUWE YMEHBIICHHUS BBIPAKEHHOCTU
WIIEMUH MHUOKapaa Ha (oHe wuHTeHCHBHOW runonunuaemudeckoir tepanun (MIRACL)).
Y nanueHToB ¢ paziMYHBIMM  HMCXOJIHbIMU KoHUeHTpauusmu XC-JIITHII aropBacratun
BBI3BIBAET CHIDKEHHE pHUCKA HIIEMUYECKUX OCIOXHEHHM U CMEpTHOCTh (y TAaleHTOB C
uHpapkToM Muokapaa 6e3 3ydua Q M HecTaOMIBHOUM CTEHOKapAued y MYKYHMH, XEHIIUH
U y TAI[MEHTOB B BO3PACTE MOJIOXKE U cTapiie 65 JerT).

CHmwxenne koHueHTpauuu B 1ia3Me kpou XC-JIIIHII nyume xoppenupyer ¢ J1030H
aTopBacTaTHMHA, YeM C €ro KOHIEHTpauueidl B mmiasme KpoBu. [lo3y moaduparoT cC y4eTom
TeparneBTHIecKoro 3¢ pexra (cMoTpu pazaen «Crnocod NpUMEHEHHUs U JI03b1»).
TepanepTuueckuil >3pdexr gocTuraercs yepes 2 HeAeIM IOcje Hayana Teparnud, JOCTUTaeT
MaKCHMyMa 4epe3 4 HEJeNIN U COXPAHAETCS B TEUEHUE BCEr0O NIEPUOAA TEPAIHU.

IIpopuraxmuxa cepOeyHo-cocyOUCmuix 0CL0HCHEHUL

AtopBactatTuH B J03¢ 10 Mr CHW)KaeT OTHOCUTENBHBIM PHUCK pa3BUTUS KOPOHAPHBIX

ocrnoxkHeHud  (ummemudeckoit OGonesnu cepama (MBC) ¢ netanpHBIM - HCXOIOM U
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HedartanpHbli  wHGpapkT wMuokapma (MM) mwa 36 %, oO0mme cepaedHO-COCYIUCTHIC
ocnoxHeHuss Ha 29 %, dartanpHBId W HedaranbHbII HHCYIBT 26 % (WMcciemoBaHUE
aTopBacraTuna y nanueHTos ¢ A" u pakropamu prucka (ASCOT LLA))).

Caxapnviii ouabem

Y  namueHTOB ¢ caxapHbiM  Jaua0eToM  Tepamus ~ aTOpBACTaTUHOM  CHHXKAET
OTHOCHUTENbHBI ~ PUCK  Pa3BUTHS  OCHOBHBIX  CEpPJIEYHO-COCYAUCTBIX  OCJIOKHEHUM
(batanmpupii u  HedarampHbii MM, 0Oe30oneBas wuimemMuss MHOKapAa, JIETAIbHBIN
ucxon B pesynbrare obOoctperuss WBC, wHectabunbHas cTeHOKapAWs, IIYHTHPOBAHUE
KOPOHApHOW apTepHH, YPECKOXkKHAs TPaHCIIOMUHAIbHAS KOpPOHApHAas AaHTHOIIACTHKA,
MpOIeAYphl peBacKyisipuzanuu, WHCyabT) Ha 37 %, WM (datanpHblii W HedaTaIbHBIN)
Ha 42 %, uHCcynbT (QaranpHblii U HedaTanbHblil) Ha 48 % BHE 3aBUCUMOCTH OT TMOJa,
BO3pacTa manueHTta win ucxonHoi xkoHnentparun XC-JIITHIT (uccnenoBanme aTopBacTaTuHa
npu caxapHom nuabere 2 tuna (CARDS)).

Amepocknepos

VYV mamumentoB ¢ UBC aropBactatua B n03e 80 Mr/Cyr NMpUBOIUT K YMEHBIIEHHUIO OOIIETo
obvema arepombl Ha 0,4% 3a 1,8 wMecaua Ttepanuu (McciaegoBaHHE OOPAaTHOTO
pa3BUTHUS KOPOHAPHOTO aTepockiepo3a Ha (OHE MHTEHCUBHOM TMIIOIMIIHAIEMUYECKON
tepanuu (REVERSAL)).

Ilosmopnuiti uncyniom

AtopBactatuH B J03¢ 80 Mr B CYTKM YMEHBIIAET PHCK IOBTOPHOro (haTaibHOIrO
Wi HedaTtaJbHOrO0 HWHCYJAbTa Yy TAlMeHTOB, MEPEHECIIMX HHCYIbT WM TPAH3UTOPHYIO
umemundeckyto ataky (THUA) 6e3 HMBC B anamHe3e (ucciempoBaHue Mo NpoQUIAKTHKE
WHCYJAbTa TPU HMHTCHCUBHOM CHIDKEHHMM KoHUeHTpauuu xosectepuHa (SPARCL)),
Ha 16 % mo cpaBHeHuio ¢ 1wiane6o. IIpu 3TOM 3HAUUTENBHO CHUXKACTCS PUCK OCHOBHBIX
CepJICUHO-COCYIUCTBIX OCIOKHEHUH U Tpoleayp peBackymspuzanuu. CokpalieHue pHucka
CEp/IEYHO-COCYAUCTBIX HApYyIIEHUH TMpU TEpanuu aTopBaCTaTUHOM OTMEYaeTcs Yy BCexX
TpyNn  TMAalMeHTOB, KpoOMe TOW, KyJa BOILIM MAlMeHThl C TMEePBUYHBIM WU
MMOBTOPHBIM F€MOPPArHYECKUM UHCYJIBTOM.

Bmopuunas npoghunakmuxa cepoeurno-cocyoucmix 0C10HCHeHUl

VYV namuentoB ¢ UBC aropBactatun B no3e 80 mr, mo cpaBHeHuto ¢ 10 mr, mocToBEpHO
CHIDKAeT OTHOCHUTEIBHBIA PHCK pa3BUTUs OONBIIMX CEPACYHO-COCYIUCTHIX  COOBITHH

Ha 22 %, HedpatampHOro WM (He CBSI3aHHOIO C TPOLEAYPAMU PEBACKYISAPH3ALINH)
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Ha 22 %, daranpbHOr0 M HedaranbHOro MHCYAbTa Ha 25 % (CpaBHEHHE BBICOKOMHTEHCHUBHOU
Tepaluy aTopBacTaTUHOM M TEpalmuM YMEPEHHONW HWHTEHCUBHOCTH Yy mnauumeHToB ¢ UBC
(o nanubM uccienoBanus TNT)).

Dapmaxokunemuxa

Bcacvisanue

AtopBactaTUH OBICTPO  BCachlBaeTcsl IOCJI€ TMpuUeMa BHYTPb: BpeMsl  JIOCTHXKEHUS
ero MaxkcuMmainbHOM KoHUeHTpauuu (TCmax) B IUIa3Me KpoBU cocTaBisger 1-2 wyaca.
VY KeHIMH MakcuMaibHas KoHLeHTpauus aropBacTatuHa (Cmax) Ha 20 % Bbllle, a Iiomanb
noa KpuBod «koHuHeHTpauus-spems» (AUC) — Ha 10% Hwke, YeM y MYXKUHH.
CreneHp BcachblBaHUS M KOHIIGHTpalMsl B IUIa3M€ KPOBU MOBBIIIAIOTCS MPOMOPLUUOHAIBHO
no3e. bruomoctymHocTs aropBactatuHa B (opme TabiaeToK coctaBisieT 95-99 % 1o cpaBHEHUIO
C aToOpBaCTaTUTHOM B BHJIE pacTBopa. AOCOMIOTHas OHOJOCTYMHOCTh — OKojo 14 %,
a  cucreMHas OMOOCTYITHOCTh UHTHOUpYyIoei aKTUBHOCTH B OTHOIIICHUH
I'MI'-KoA-penykrazsl  okono 30 %. Hwuskas cucremMHas OHOJOCTYIHOCTH OOyCIOBJIEHA
MPECUCTEMHBIM METa0O0JIM3MOM B CIM3UCTOW 000JI0YKE >KENyJOYHO-KHUIICYHOTO TpaKTa
W/WIM  TpU  «TIEPBUYHOM MPOXOXKACHUM» uepe3 TmedeHb. [lpueM mumm HECKOJIbKO
CHIDKAeT CKOpPOCTh U cTemeHb abcopbumu mnpenapata (Ha 25 % u 9 %, cOOTBETCTBEHHO,
O YeM CBHUICTEIBCTBYIOT pe3ynbrarbl onpeaeneHuss Cmax u AUC), 0ogHAKO CHUIKEHHUE
XC-JIIIHIT cxomHo ¢ TakoBBIM IpU NIpUEME aTopBacTaTMHa Haromak. HecmoTps Ha ToO,
YTO IOCJIe MpHeMa aTopBacTaTHHA B BEUEPHEE BpPEMs €ro KOHLEHTpAlMs B IUIa3Me KpOBU
HwkKe (Cmax m AUC, mpumepHo, Ha 30 %), ueM 1mocjie mnpuemMa B yTpEeHHEE BpeMs,
camxenune koHueHtpauu XC-JIITHII He 3aBUCUT OT BpeMEHHM CYTOK, B KOTOPOE€ NMPUHHUMAIOT
npemnapar.

Pacnpeoenenue

Cpennuii o0beM pacrpeleieHus aTtopBacTaThHa cocTaBiseT okosno 381 mutpa. CBs3b
c OenkaMmu Miaa3Mbl KpoBU He MeHee 98 %. OTHOLIEHUE COAEp)KaHUs B SPUTPOLIUTAX/IUIa3Me
KpOBH cocTaBiisieT 0koJio 0,25, TO ecTh aTOPBACTATHH IIOXO MPOHUKAET B SPUTPOIIUTHL.
Memabonusm

ATOopBacTaTUH B 3HAUMUTENBHOW CTENEHHM MeTaboNM3upyercs ¢ oOpa3oBaHHEM OpPTO-
U MaparuJIpOKCUIUPOBAHHBIX TPOUW3BOJHBIX M  PA3NMUYHBIX MPOAYKTOB  [-OKHUCICHHUS.
In vitro opTO- W TaParuAPOKCHIMPOBAHHBIE META0OJUTHI OKa3bIBAIOT HHTHUOHPYIOIIEe

neiicteue Ha I'MI'-KoA-penykrasy, comocraBUMO€ € TakOBBIM aropBacTaTtuHa. lIpumepHO
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70 % cHmwxenust axktuBHoctd ['MI-KoA-penykrasel IHpPOMCXOIUT 3a CHET JACHCTBHUS
aKTUBHBIX LHUPKYJIUPYIOIIUX METa00auTOB. Pe3ynpTaTsl MCCIEAOBAHUN in  Vitro JaloT
OCHOBAHMS TMPENNOJOXHUTh, dYro u3odepment C(CYP344 medeHW UrpaeT  BaXHYIO
pons B Merabonm3Me aropBacTatMHa. B momb3y 3TOro  (akTa - CBHIETEIBCTBYET
MOBBIIIEHUE KOHIEHTpAllMM aTopBacTaTMUHa B IUIA3ME€ KPOBU TMpU  OJHOBPEMEHHOM
IpUeMe SPUTPOMHUIIMHA, KOTOPBIH SABJIsIETCS UHTMOUTOPOM 3TOro M3odepmenta. McecnenoBanus
in Vvitro TaKKe TIOKa3aJld, 4YTO aTOpBAacTaTHUH  SBJSIETCS  Cla0bIM  MHTUOMTOPOM
modepmenta CYP3A4. AtopBacTaTMH HE OKa3bIBaeT KIWHUYECKA 3HAYMMOTO BIIUSHUS
Ha KOHIIEHTpallMl0 B IUJa3Me€ KpoBU TepdeHaanHa, KOTOpbIH  MeTaboJM3upyercs,
rN1aBHBIM ~ 00pa3oM, wu3opepmentoM CYP3A44, mo3TOMy €ro CyIIECTBEHHOE BIIMSIHUE
Ha (apMakOoKWHETHKY JApyrux cyocrpatoB u3odepmernta C(CYP34A4  ManoBepoOsiTHO
(cmoTpu paznen «B3zauMopelicTBHE ¢ IPYrUMU JIEKAPCTBEHHBIMU CPEICTBAMU ).

Buigeoenue

ATOpBacTaTUH M €ro MeTal0OoJIUThl BBIBOJATCS, TJaBHBIM OOpa3oM, C JKEIYbI0 IOCIe
MEYEHOYHOTO W/WJIM BHETNEUYCHOYHOro MeTaboim3Ma (aropBacTaTHH HE TOJBEpPraercs
BBIPQKECHHOM  KHIIEYHO-TICUCHOYHOW  perupkyisuun). Ilepwon momyBeiBenenus  (Ti2)
COCTaBJISIET OKOJIO 14 4YacoB, mpu 3TOM HMHTUOMpYyromui 3(¢ekT mpernapata B OTHOIICHUU
I'MI'-KoA-peaykra3pl npumepHo Ha 70 % omnpenensercs akTUBHOCTBIO LUPKYIUPYIOIIUX
MeTa0oJIMTOB M coxpaHsercs okoyno 20-30 dacoB Omaromaps ux Hanmuuto. Ilocrme mpuema
BHYTPh B MOU€ 0OHapyXuBaeTcs MeHee 2 % OT IPUHATOM 1036l Mpenapara.

ATOpBacTaTUH SBISETCS CyOCTpAaTOM AJIsi TPaHCIOPTEPOB (EPMEHTOB IMEUYEHH, TPAHCIIOPTEPOM
OATPIBl u OATPIB3. MerabonutamMu aTopBacTaThHa sBIstoTCs cyoctpatel OATPIBI.
ATopBacTaTUH TaKXke HISHTUPUIHMPYETCS Kak CyOcTpaT TpaHcmopTepoB oTToka MIIY1
u Oeika pE3UCTEHTHOCTH paka MOJOYHOW JKeJe3bl, KOTOPble MOTYT OrpaHHYMBATH

KHIIEYHYIO a0COpOLMIO U OMIIMapHBIN KIMPEHC aTOPBACTATHHA.

Oco0ble rpynnbl NaMEHTOB

Toorcunvie nayuenmul

KoHuenTpauun artopBacTaTMHa B IUIa3ME€ KpOBM Yy MALIMEHTOB cTapuie 65 JieT BhIlIE
(Cmax mpumepHo Ha 40 %, AUC npumepno Ha 30 %), yeM Yy B3pOCIBIX IallMEHTOB
MOJIOJIOTO  Bo3pacTa. Pasnmuumii B 3¢p¢exkTHBHOCTH U 0O€30MacHOCTH Ipernapara, WId
JOCTHMKEHUM LeJIel TUIOJUIUAEMUUECKON TEpalnuu y MOXKWIBIX NAlMEHTOB IO CPaBHEHUIO

¢ o0I11e MOMyJSIHel He BBISBICHO.
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Jlemu

B 8-HenenbHOM OTKpBITOM HCCIEI0BaHUU JieTH (B Bo3pacte 6-17 7eT) ¢ rerepo3uroTHoin
CEMEHHON THIIEpXOJIECTEPUHEMUEN M HCXOJHOM KOHUEeHTpauuen xosecrepuna-JIITHII
> 4 MMOJIB/II MOJydaJld TEPANHI0 aTOPBACTaTUHOM B BMJIE )KEBATEJbHBIX TAOIETOK 5 MI WU
10 Mr unm TabneTox, MOKPHITBIX 000s0ukoi B mo3e 10 mr mmm 20 mMr oaumH pa3 B CYTKH,
COOTBETCTBEHHO. EJIMHCTBEHHON 3HAYMTENbHOW KOBapuaTol B  (papMaKOKHHETHYECKON
MOJIEIM  TOMYJSALHUK, TOJy4yaroled aropBacTaTWH, Obuia Macca Tena. Kaxkymuiics
KIIMpPEHC aTopBacTaTHMHAa y JeTed He OTIMYAICAd OT TaKOBOIO Yy B3pOCIBIX MallMeHTOB
IpU AJIOMETPHUYECKOM H3MEpPEeHHH N0 Macce Tena. B jauamazone aelicTBHsl aTopBacTaTHHA
U O-TUAPOKCHUATOPBACTATHHA OTMEUaIoCch nocieaoBaTenbHoe cHmkenue XC-JIITHIT u XC.

Ilon

KoHuenTpauun aropBactaTvHa B IJla3M€ KPOBU Y JKEHIIMH OTJIMYAIOTCS OT aHAJIOTHYHBIX
nokazarenel y myxxuuH (nmpumepHo Ha 20 % Bbime i Cuax U Ha 10 % ke mis AUC).
OnHako Kakux-JIMOO KIMHUYECKM 3HAYMMBIX pa3iIMuuil B JCHCTBUM HA JMIUABI MEXAY
MYXYMHAMH U KEHIIMHAMU HE HaOII01a10Ch.

Heoocmamounocms ¢pynxyuu nouex

Hapymenne ¢GyHKIUM NMOYEK HE BIMSET HAa KOHIEHTPALMIO aTOPBACTaTMHA B IJIa3Me KPOBHU
WIA €ro BO3AEHCTBUE HA INOKA3aTelIM JUIMIHOIO oOMEHa, B CBA3M C 3THMM H3MEHEHHE J03bl
y MNAIUEeHTOB C HapyuleHHeM GQYHKUUMU Modek He Tpebyercs (cmorpu paszzpen «Crnocob
IIPUMEHEHMS U 103b1»).

HccnenoBanuii MpuMEHEHNs aTOPBACTAaTUHA y MALIMEHTOB C TEPMUHAIBHOW CTaJuel MOYEUHOU
HEJOCTaTOYHOCTH HE MPOBOAWIOCH. ATOpPBACTaTUH HE BBIBOJUTCA B XOAE TIE€MOAMAIN3A
BCJIEJICTBHE HHTEHCUBHOTO CBS3bIBaHUS C O€IKaMHM I1a3Mbl KPOBH.

Heoocmamounocms ¢pynxyuu nevenu

Konnentpauuss npenapata 3HauuTenbHO noBblmaercd (Cmax HOpumMepHo B 16 pas,
AUC mnpumepno B 11 pa3) y mHanueHTOB C aJKOTOJBHBIM IIMPpo30M TmedeHu (kiacc B
no knaccudukanuu Yaitna-I1sto) (cMotpu paszaen «IIpoTuBonoKa3aHusm»).

THonumopguszm SLCOIB1

[leyenounslit 3axBaT Bcex uHruOuTOpoB I'MK-KOA-penykraspl, BKIIOYas aTOpBacTaTHH,
MIPOUCXOIUT ¢ ywyacTheM TpaHcnoprepa OATPIBI. Y TnauMeHTOB ¢ T'€HETHYECKUM
nomumoppusmMomM SLCOIBI wmMeeTcst pPHUCK TMOBBIIICHUS SKCIO3UIMH aTOpPBACTaTHHA, YTO

MOXKCT IIPUBECTU K TMIOBBIIICHUIKO PHCKa pPa3BUTUA pa6;[0M1/10J11/13a. HOJII/IMOI)(I)I/ISM I'CHa,
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kogupytomiero OATPIB1 (SLCOIBI ¢.521CC) cBsa3zan ¢ nosblmieHueM skcnosumuu (AUC)
aTopBacTaTMHa B 2,4 pa3a 10 CPaBHEHHUIO C MalMeHTaMu 0e3 TaKOro TIE€HOTUIINYECKOTO
u3MeHenuss (¢.52177). HapymeHue 3axBara aropBacTaTMHAa II€UYEHbBIO, CBA3aHHOE
C TCHETHYECKUMH HApyIICHUSMH, TAaK)Ke MOKET HAOMIOAAThCS Y TAKMX MAIlEHTOB. BO3MOXKHBIE

IOoCJICACTBHUA B OTHOICHUHA 3(1)(1)€KTI/IBHOCTI/I HCU3BCCTHBI.

Iloxka3aHusi K NPUMeEHEHHIO

l'unepxonecmepunemusi:

® B KayecTBE JONOJHEHUS K JAHWeTe A CHU)KEHHS MOBBIIIEHHOTO OOIIEro XoJecTepuHa,
XC-JIIIHII, amo-B u TpuramuepuaoB y B3pOCIbIX, MOAPOCTKOB M jaered B Bospacte 10 ser
WJIY CTaplle ¢ NEPBUYHON TMITEPXOJIECTEPUHEMHEN, BKITIOUAsl CEMENHYIO THIIEPX0JIECTEPUHEMUIO
(reTepo3UroTHHI  BapuaHT) WJIM KOMOMHUPOBAHHYIO (CMEIIAaHHBIM) TUNEPIUNUIEMHIO
(cootBerctBenHo tun Ila u IIb no «knaccuduxamuu @peapukcoHa), Korjma OTBET
Ha JAMETY U Jpyrue HeMeAUKaMEHTO3HbIE METO/ Il JIeUEHUSI HEJA0CTATOYHbI;

e JUIsS CHIDKCHHS TIOBBINIEHHOTO obOmero xosecrepuHa, XC-JIITHII y  B3pocabix
C TOMO3UTOTHOM CEMEHHOW THUIEPXOJECTEPUHEMUEH B KAaueCTBE JOMOJHEHUS K JAPYTUM
TUTIOJIMITHIEMUYECKUM  MeTofaMm JiedeHus: (Hampumep, JIIIHII-adepe3) wmm ecam  Takue
METO/Ibl JICYEHUS] HEAOCTYITHBI.

Ipoghunaxmuxa cepoeuro-cocyoucmuolx 3a0071€6aHUIL.

¢ MpoQHIAKTUKA CEPACUHO-COCYTUCTBIX COOBITUN Y B3POCIBIX MAUEHTOB, UMEIOLIUX BBICOKUI
PUCK pPa3BUTUS TMEPBUYHBIX CEPACUYHO-COCYAUCTBIX COOBITHI, B KadyecTBE JOTMOJHEHUS
K KOPPEKIUH IpYTux GakTOpOB PUCKa;

e BTOpHYHAs  NPOPUIAKTHKA  CEPIEYHO-COCYIUCTHIX  OCIOXKHEHUH Yy  TAIMEeHTOB
c umemMuyeckoil Oonesnbto cepaua (MBC) ¢ menplo CHUXKEHHS CMEPTHOCTH, HH(apKTOB
MHOKapJa, MHCYJbTOB, I[OBTOPHBIX TOCHUTAIM3alUid MO MOBOAY CTCHOKapAMM U

H606XOI[I/IMOCTI/I B PCBACKYJIAIpU3aAlNU.

IIporuBoNOKa3aHus

¢ [loBbllIeHHAsI YyBCTBUTEIHHOCTD K TIOOOMY KOMIIOHEHTY TIpernapara;

e aKTUBHOE 3a00JIeBaHME TICUYCHU WM TOBBIIICHHE aKTUBHOCTHU «II€YEHOYHBIX» TpaHCaAaMUHA3
B IJIa3Me KPOBHU HESICHOTO reHe3a Oojiee 4eM B 3 pas3a MO CpPaBHEHUIO C BEepXHEH TpaHuUIeit
HOPMBI;

e OepeMEeHHOCTb;

e IIEpUOJ IPYAHOIO BCKAPMIIMBAHMUS;
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® KEHILUHBI JETOPOJHOTO BO3PACTa, HE UCIOJIb3YIOIINE aJeKBaTHBIE METO bl KOHTPALICTILINN;
e Bo3pacT 10 18 mer (HEZOCTATOYHO KIMHHYECKHX MJAaHHBIX 1O J(PQPEKTUBHOCTH |
0€30MacHOCTH TIpernapaTa B JAaHHON BO3PACTHOW TpYIE), 32 MCKIIOYEHHUEM T'eTepPO3UTOTHOM
CEMEMHON THUIepXOoJeCTepUHEMUN (IPUMEHEHHE IPOTUBOIIOKA3aHO Yy JETel B BO3pacTe
1o 10 ner);

® OJIHOBPEMEHHOE NMpUMEHEHHE ¢ (y3UT0BOM KUCIOTOM;

® BPOXICHHBIM JEPUIUT JaKTa3bl, HENEPEHOCHUMOCTh JIAKTO3bl, TJIIOKO30-TaJJaKTO3HAs

MajibabcopOITus.

C 0CTOPOKHOCTHIO

Y mamnMeHToB, 3J0YNOTPEOJSAIOMMX AalKOTOJEeM; Y TAalMeHTOB, HMCEIIUX B aHAMHE3e
3a00JIeBaHUS MTEYCHH.

VY manueHToB ¢ HanmuuueM (PaKTOpoB pucKa pazBUTHS padaoMuosnza (HapyuieHue (QyHKIUU
MOYEK, TUIMOTHUPEO3, HACIECACTBEHHbIC MBIIICYHbIE HAPYIIEHUS y TMallieHTa B aHaMHe3€ WIN B
CeMEHOM  aHaMHe3e, YK€  IEepEeHECEHHOE€  TOKCHYECKO€  BIMSHHE  HHTHMOUTOPOB
I'MI'-KoA-penykra3bl (cTaTiHOB) Wi (PUOpPATOB HA MBIMICYHYIO TKaHb, 3a00JICBaHUS TICYCHH B
aHaMHe3€ W/WJIM MalUeHThl, YIOTPEOISIONUe aJKOroib B 3HAYUTENIbHBIX KOJIMYECTBaX, BO3PacT
ctapuie 70 JeT, CUTyallud, B KOTOPBIX 0XHJIAETCS MOBBIIICHUE KOHIIEHTPAIMKU aTOPBAaCTaTUHA B

1a3Me KpoBH (HampuMep, B3aUMOJICHCTBUS C IPYTUMHU JIEKAPCTBEHHBIMU CPEJCTBAMMU)).

IIpumeHenne npu 6epeMeHHOCTH M B MIEPUO/I TPYIHOI0 BCKAPMJIMBAHHUSA

Kenuwunvt 0emopooHoeco 8ospacma

XKeHmuHbl ~ ETOPOJHOTO  BO3pacTa BO  BpeMsl  JICYCHUS  JIOJDKHBI  IOJIB30BaThCS
COOTBETCTBYIOIIMMHU METOJIaMU KOHTpaeniuu (cMoTpu pasnaen «[IpotuBonokazaHusy).
bepemennocmo

ATOpBacTaTHH MPOTUBOIIOKA3aH MpH OepeMeHHoCTH (cMOTpH pasnen «IIpoTuBonokazaHus»).
besomacHocTh TpHMeHEHHsT BO BpeMs OepeMeHHOCTH He Obuta mnoarBepxkaeHa. Cpenu
OepeMEHHBIX JKEHIINH KOHTPOJHPYEeMble KIMHUYECKUE HCCIEAOBAHUA C aTOPBACTATMHOM HE
npoBoAuInuch. OTMEYANUCh pENKHe CIydad BPOXKAEHHBIX aHOMAlWN TOocle BO3JEHCTBUS
unrubutropoB 'MI'-KoA-penykrasbl (CTAaTHHOB) Ha IJI0JI BHYTpUYTPOOHO. B nccnenoBanusax Ha
KUBOTHBIX OBLIIO MOKa3aHO TOKCHUYECKOE BIMSHUE Ha PEMPOIYKTUBHYIO (DYHKITHUIO.

[Ipu mpueme aTopBacTaTHHa OEPEeMEHHOMW >KEHIIMHON BO3MOXHO CHIDKEHHUE Y TUIOJa YPOBHEH
MEBaJIOHaTa, KOTOPBIN SIBISETCS MPEIIIECTBEHHUKOM OMOCHHTE3a XOJIECTEPUHA. ATEPOCKIEpO3

ABJICTCA  XPOHHUYCCKUM IIPOLECCOM, U, KaK TIIpaBHJIO, OTMCHA THUIIOJIUIINICMHUYCCKUX
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JIEKapCTBEHHBIX CPEJCTB BO BpEMsI OEPEMEHHOCTH OKa3bIBAET JIMIIb HE3HAUUTEIBHOE BIIMSHUE
Ha JJOJITOCPOYHBIN PUCK, CBA3aHHBIN C IEPBUYHOMN THIIEPXO0JIECTEPUHEMUEH.

B cBsizu ¢ 3THM, aTopBacTaTWH HE CIIEAYET Ha3HayaThb OCPEMEHHBIM JKCHIIMHAM, >KCHIIMHAM,
IUIAHUPYIOIKUM OEpEMEHHOCTb, WM NP MOJ03PEHUHU Ha OepeMeHHOCTh. Heo0Xx011uMo 0OTMEHUTH
IIpUEM aTopBacTaTUHA Ha BpeMsi OEpEeMEHHOCTM WJIM JO0 YCTaHOBJIEHUS OTCYTCTBHUS
o6epeMeHHOCTH (cMOTpH pasnen «IIpoTuBomokazaHus»).

Ilepuoo epyonoco eckapmausanus

HeusBecTHO, BBINENSAIOTCS JM aTOPBACTaTHMH WM €ro METa0OJUThl B TPYJHOE MOJIOKO Y
yeloBeka. B uccienoBaHMSIX Ha KpbicaX KOHIIEHTPALlMM aTopBacTaTMHA U €ro aKTHUBHBIX
MeTaboJIUTOB B IJIa3Me€ KPOBH aHAJIOTWYHBI TAaKOBBIM B MoJoKe. [lo mpuunHe pa3BUTHS pHCKa
cepbe3HbIX MOOOUYHBIX 3((EKTOB, >KEHIIMHbI, NMPUHUMAIOUINE AaTOPBACTATUH, HE JOJKHBI
KOPDMHUTb CBOMX JeTei rpyabto (cmotpu pazaen «lIporuBomnokazanus»). [Ipumenenue
aTopBacTaTMHA IMPOTHBOINOKA3aHO B MEpUOJ TPYJHOTO BCKApMIIMBAHUA (CMOTPH pasnen
«IIpoTuBOTIOKA3aHUY).

Depmunbrocms

B uccnenoBaHusx Ha KUBOTHBIX aTOPBACTATHH HE OKAa3bIBall BIMSHUS Ha (DEPTHIBHOCTH Y

CaMIIOB JINOO CaMOK.

Cnoco0 npuMeHeHHs U 103bI

BHyTpb, IpHUMAaTH B J11000€ BpeMs CyTOK HE3aBUCHMO OT NPUEMa IUIIH.

Ilepen HauasoM JeyeHHs aTOPBACTATMHOM CIIEAYeT MOMBITAThCA JOOMTHCA KOHTPOJIS
TUIIEPXOJIECTEPUHEMUH € ITOMOILBIO IUETHI, (PU3NUECKUX YIPAXKHEHUN U CHUXKEHUS Macchl Tena
y HAllUEHTOB C O’KUPEHHUEM, a TAK)KE Tepanueil OCHOBHOTO 3a00J€BaHMS.

IIpy Ha3zHaueHuW TMpernapara MaLKMEHTY HEOOXOJUMMO PEKOMEHJIOBATh  CTAHIAPTHYIO
TUIIOXOJIECTEPUHEMUYECKYIO JHMETY, KOTOPOM OH JOJDKEH INPUACPKUBATHCA B TEUEHHE BCErO
IepuoJa TepamnmH.

Jlo3a mpenaparta Bappupyerca or 10 mr go 80 Mr 1 pa3 B CyrkM M THUTPYETCS C Y4ETOM
koHueHTpauun XC-JIITHII, menu Tepanuu M HMHOUMBHIYaJIbHOTO OTBETA HA IPOBOJAUMYIO
Teparnuio.

MaxkcumanbHasi CyTouHasi 103a cocTasiisieT 80 Mr.

B Hawane neyeHus W/WMIAM BO BpeMs MOBBIIIEHHS J103bl aTOpBACTaTHHA HEOOXOIMMO KaXJble
2-4 Henenu KOHTPOJIMPOBATh KOHLEHTPALMIO JIMIMIOB IUIA3Mbl KPOBH M COOTBETCTBYIOILIHMM

00pa3oM KOppEeKTHPOBaTh 103y Mpenapara.
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Ilepsuunasn cunepxonecmepunemusn u KOMOUHUPOBGAHHAA (CMEULAHHAA) CUNEPAUNUOEMUSA
Jlnst GONBIIMHCTBA MAIIMEHTOB PEKOMEHIyemas J103a aTopBactaThHa coctasisier 10 mr 1 pa3 B
CYTKH; TEpareBTUUYECKOE JIEHCTBUE MPOSIBISIETCS B TEUEHUE 2 HEAEIb U OOBIYHO JIOCTHIaeT
Makcumyma uepes 4 menenu. [Ipu mmmrensHoM nedennu 3¢dekt coxpansercs.

L'omo3ucomnas cemetinas eunepxonecmepunemus

B GonpuinHcTBE cinydaeB HazHavyaroT 1o 80 mr (2 tabnerku no 40 mr) 1 pa3 B cyTku (CHMKEHUE
koHueHTpauun XC-JIITHIT na 18-45 %).

I'emepo3uzomnasn cemeiinas zunepxoiecmepunemus

Hauanpnast nmosza cocraBmsier 10 mr B cyrku. Jlo3y ciemyeT moadoMpaTh WHIWBHIYaJIbHO
U OLEHUBATh AKTYaJbHOCTb JI03bl Kaxable 4 Henenu ¢ BO3MOXKHBIM MOBbIIIEHHEM a0 40 mr
B CyTKH. 3areM JM0O0 7032 MOXET OBbITh yBEJIMYEHa 10 MaKCUMaibHOW — 80 Mr B CYTKH,
00 BO3MOXHO COYETaTh CEKBECTPAHTHI KEITYHBIX KHUCIOT C MPHUEMOM aTopBacTaTWHA B JI03€
40 Mr B CyTKH.

Ilpogunakmuka cepoeuno-cocyoucmoix 3a00.1e6anuil

B ucciaenoBanusx mepBUYHOM NpO(HUIAKTHKK 032 aTopBacTaThHa cocTaBisuia 10 Mr/cyTkwu.
MoskeT NOHAmZOOUTHCA IOBBIIIEHHE JO3LI C IE€NbI0 JocTikeHus 3Hadenumr XC-JITTHII,
COOTBETCTBYIOIIUX COBPEMEHHBIM PEKOMEHIAIUSIM.

Ilpumenenue y oemeii c¢ 10 0o 18 nem npu 2emepo3uzomuoil cemelHOlU
2unepxonecmepuHemuu

Pexomennyemas HavanbHas go3a — 10 mr 1 pa3 B cytku. [[o3a MoxeT ObITh yBenuueHa 10 80 Mr
B CYTKH B 3aBUCHMOCTHU OT KJIIMHUYECKOTO 3(h(eKTa 1 nepeHOCUMOCTH.

Jlo3y mpenapara HEOOXOAWMO TUTPOBATh B 3aBUCHUMOCTH OT LEIH TUIOJIHUIHAIEMHUYECKON
tepanuu. Koppekuust 10361 JODKHA TPOBOAUTHCA ¢ MHTepBanamu 1 pa3 B 4 Henenu uiu Oosblie.
Heoocmamounocmuv pynKkyuu neuenu

[Ipn HenmoctatouHocTH (YHKIMHM IEYEHH J03y aTopBacTaTHHA HEOOXOIUMO CHUXKATh, IpU
PEryJasipHOM KOHTPOJIE aKTUBHOCTH «II€YEHOUYHBIX» TPaHCAMHUHA3: aclapTaTaMUHOTpaHC(epasbl
(ACT) u ananunamuHoTpancdepassl (AJIT).

Heoocmamounocms pynkyuu nouex

Hapymenne ¢GyHKIMM MOYeK HE BIMSET Ha KOHIIEHTPALMIO aTOPBACTaTHHA B IJIa3Me€ KPOBHU
niu  creneHb cHWkeHus KoHueHtpaumu XC-JIIIHII npenaparom, mno3TroMy KOppeKLHH
7I03bI TIpenapara He TpeOyeTcs.

Ioscunvie nayuenmol
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Paznuumii B TepameBTHueckoil 3()(HEKTUBHOCTH M OE30MACHOCTH aTOPBACTATHHA Yy TOMXKHUIIBIX
MAIMEHTOB II0 CPaBHEHHUIO C oOuiel mnomynsuueld He OOHApY)KEHO M KOpPPEKIUH J03bl HE
Tpedyercs (cMoTpH pasaen «PapMaKOKUHETHKAY).

Ilpumenenue 6 komounayuu c Opy2umu 1eKapcmMEEeHHbIMU CPEOCHEaMu

IIpy HEOOXOAWMOCTH COBMECTHOTO TIPUMEHEHHUS C [UKIOCIOPHHOM, TEJalpeBHPOM,
KOMOHMHAIMe TUIpaHaBUp/pUTOHABUP WJIH TJIEKalpeBUP/MUOPEHTACBUpP 1034 aTOPBACTaTUHA HE
JOJIKHA MpeBbIaTh 10 Mr/cyTku.

He pexomenayercs mOpUMEHSTh aTOpPBACTaTUH MAallMeHTaM, I[OJIyYAIOLIUM  TEparuio
JIETEPMOBUPOM COBMECTHO C LIUKJIOCTIOPHHOM.

dapMaKOKHMHETUYECKHE JIEKAPCTBEHHBIE B3aMMOJICHCTBUS, KOTOpbIE MPUBOJAAT K MOBBIIIEHUIO
CHUCTEMHOM KOHIIEHTpAllMM aTOpBAacTaTHHA B IUIa3Me KPOBH, TaKKe ObUIM OTMEUYEHBbI C IPYTUMHU
MHTHOUTOpaMu IIPOTEA3BI BHpyCa UMMYHOJepUIITA YeJI0BeKa (BHY)
(JlonMHaBUPOM/PUTOHABUPOM,  CAKBUHABUPOM/PUTOHABUPOM,  JapyHaBUPOM/PUTOHABUPOM,
(hacammpenaBupoM, (HocaMIpeHaBUPOM/PUTOHABUPOM U HEIb(OHABUPOM), HWHTHOUTOpAMHU
npoTeassl rematuta C (6ouenpeBup, 3m0acBUP/TPA30NPEBUP, CUMENPEBUP), KIAPUTPOMHUIIUH,
UTpakoHa3ol u JjerepmoBup. Crenyer coOmogaTh OCTOPOXKHOCTH IPHU  OJHOBPEMEHHOM
Ha3HA4YE€HUHU C aTOPBACTATMHOM. PeKOMEHIyeTcs IMpPOBECTH COOTBETCTBYIOLIYIO KIMHUYECKYIO
OLIEHKY M NPUMEHSTh CaMyl HU3KYI 3(Q(EeKTUBHYIO 103y aTOpBacTaTWHAa (CMOTPHU pa3ebl

«Oco06ble ykazanus» u «B3zaumoaelicTBre ¢ IpyruMu JIEKAPCTBEHHBIMU CPEICTBAMUY).

IToGouHOE nelicTBHE

ATtopBacTtaTHH OOBIYHO XOpomio rnepeHocurcsi. [loOouHbIe peakiuu, Kak MPaBHIIO, JIETKUE U
MPEXO/ISIIHE.

[ToOounble peakmuu paclpelesieHbl 10 4YacTOTe B COOTBETCTBHHM CO  CIICAYHOIIEH
knaccudukanuen: «dacro» (> 1/100, < 1/10); «mewacto» (= 1/1000, < 1/100); «peako»
(= 1/10000, <1/1000); «ouennp pemxo» (< 1/10000); «uacToTa HEW3BECTHA» (HEBO3MOXKHO
OIICHUTh HA OCHOBAHUH UMEIOIIUXCS TAHHBIX).

Hnghekyuonnvie u napazumapnuie 3a0601e6anun

Yacmo — Ha30(papUHTUT.

Hapywienusa co cmoponst Kpogu u numgamuuecKkoil cucmemol

Peoko — TpombonuToneHus.

Hapywenusa co cmoponst UMMYHHOU CUCHIEMbL

Yacmo — AJUICPIrUICCKUC PCAKIIUU, OUEHb pedko - aHa(I)I/IJIaKCI/ISI.
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Hapywenua co cmoponst oomena éeuiecme u NUmanus

Yacmo — TUNEPrIMKEMHUs]; Heyacmo — TUMNOIIIMKEMHUs, YBEIMYEHHUE MacChl Tela, aHOPEKCHS;
yacmoma HeuzgecmHa — CaxapHbBId JMabeT: YacToTa pa3BUTHA 3aBUCUT OT HAJIHYUSL
WIA OTCYTCTBUS (PAaKTOpPOB pHCKAa (KOHIEHTpalMs TJIOKO3bl HATOMIaK > 5,6 MMOJIB/M,
ungekc Macchl Tena (MMT) > 30 kr/m?, HOBBILIEHHASs KOHLEHTPALMs TPUTIHIEPHUIOB,
apTepHualibHas TUIIEPTEH31s B aHaMHE3e).

Hapywenusa co cmoponst ncuxuku

Heuacmo — «xouMapHbIe» CHOBUACHUS, OECCOHHUIIA; YACMOma Heu3eecmua — ACTPeccHsl.
Hapywenua co cmoponst Hepenoii cucmembl

Yacmo — ronoBHas 00Jb; Heyacmo — TOJIOBOKPYXEHUE, MapecTe3nsi, TUIEeCTe3Usl, HapylleHue
BKYCOBOTO BOCIpHUSTHS, aMHE3Usl; peoko — mepudepuueckas HeWpomarus; uacmoma
Heuzeecmua — MOTEPS. WIN CHUKEHUE MTaMSTH.

Hapywenua co cmoponst opzana 3penus

Heuacmo — BOBHUKHOBEHUE «IIEJICHBD) NIEpe] IV1a3aMU; pedKo — HapyIeHUs 3pEHuUsl.
Hapywenua co cmoponbst opzana ciyxa u 1a0upuHmHbsle HapyuieHus

Heuacmo — m1ym B ymax; ouens peoko — noteps ciyxa.

Hapywenua co cmoponst 0bixamenbHoli cCucmembl, 0P2aH06 ZPYOHOIl KN1eMKU U CPEOOCH eHUs
Yacmo — 601b B TOpiie, HOCOBOE KPOBOTEUCHUE; YaACMOmMa Heussecmua — €AUHUYHbIE CITydan
MHTEPCTULIMAIBHOIO 3a00J1€BaHU JeTKUX (OOBIYHO IPU JUTUTEIBHOM IPUMEHEHHH).
Hapywenua co cmoponbst ceny0ouno-Kuuieunozo mpakma

Yacmo — 3anop, METEOPU3M, JUCIIENCHs], TOLIHOTA, AUapesi; Heuacmo — pBOTa, 00Jb B KHUBOTE,
OTpPBIKKA, TAHKPEATHUT, AUCKOM(OPT B KHUBOTE.

Hapywenua co cmoponst neuenu u jcenuegvlé00auiux nymeil

Heuacmo — renatut; peoko — X0JIeCTa3; oyeHb pedko — NoYeUHasi HeJJ0CTaTOYHOCTb.
Hapywenua co cmoponst Kodcu u noOK0MHCHbIX MKaHeil

Heuacmo — kpanvBHMIIA, KOKHBIN 3yJl, KOXKHAsl ChIIb, aJIONELUs; pe0Ko — AaHTHOHEBPOTUYECKUN
OTeK, OyJule3Has Chlllb, NOJIMMOpP(HAs HSKccylaTUBHAs 3puTeMa (B TOM 4YHCIE CHUHAPOM
CruBeHca-J[>KOHCOHA), TOKCHUECKHUI SMuiepMaibHbIi HeKpoau3 (cuHapom Jlaiienna).
Hapywenua co cmoponst cKenemHo-mbluledHoll U COeOUHUMENbHOU MKAHU

Yacmo — Muanrus, apTpajirus, 00Jb B KOHEYHOCTSIX, CYJJOPOTH MBIIII], TPUIYXJIOCTh CYCTaBOB,
00J1b B CIHMHE, MBIIIEYHO-CKENETHbIE O0O0NN; Heyacmo — OONb B Iee, MbIIIeyHas ciaadoCTh;

peOKO — MHOIIaTHuA, MUO3HT, pa6IIOMI/IOJ'II/13, TCHAWHOOIIaATUA (B HCKOTOPBIX ClIydasaX C pa3pbIBOM
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CYXOXKUJIMA); Yacmoma Heuzgecmua — AMMYHOOIIOCPEI0BaHHAs! HEKPOTU3UPYIOLIAsh MUOTIATHSL.
Hapywienua co cmoponst noio6wix op2anoe u MOJI04YHOIL JHcene3vl

Heuacmo — uMINoTeHLINS; 04eHb peOKO — THHEKOMACTUS.

Oobwgue paccmpoiicmea u HapyuieHUs 6 MeCme 66€0eHUs

Heuacmo — HepoMoraHwe, acTeHHMYECKHH CHHIpPOM, OOJb B Tpyau, nepudepudeckue OTEeKH,
MOBBILIEHHAs] YTOMJIIEMOCTb, JTUXOPAJIKA.

Bnusanue na pe3yiomamaul 1a00pamopHbixX U UHCHPYMEHM AIbHBIX UCC1€006AHUTL

Yacmo — OTKIOHEHHE OT HOPMBI pe3ylnbTaToB «mHedeHOuHbIX» TecToB (ACT u AJIT),

MOBBIIIEHUE AKTHUBHOCTU  ChIBOpOTOYHOW KpeatuHpochokunazpl (KDK); weuacmo —

TECHKOIUTYPHS, YACMOma HeussecmHa — TIOBBIIICHWE KOHIEHTPAIIUU TJIMKO3HIUPOBAHHOTO
remorsioonna (HbA1).
Jemu

[ToGouHble  peakmuu, CBs3aHHBIE C  TNPHEMOM  aTOpBAacTaTHHA, 10  KOJIHYECTBY
HE OTJIMYAIMCh OT peakuuid Ha ¢oHe mnpuema tuianedo. Hambosee vacThiMH pEaKIUsIMU,
BHE 3aBHCHUMOCTH OT 4aCTOThI KOHTPOJIS, SIBISUIUCH HH(PEKIUH.

Hetu m moapoctku B Bo3pacte oT 10 mo 17 ser, KOTOpble JEYUIUCh aTOPBACTATHHOM, UMEIH
npoduib MOOOYHBIX 3PHEKTOB, KOTOPHIH COOTBETCTBOBAJI OOBIYHO TMAITUEHTY, TMOJIyYaBIIEMY
miane6o. Hambonee pacmpocTpaHeHHBIMH MOOOYHBIMU 3(PdeKkTaMu, KOTOphIe HAOIIOIATUCh
HE3aBHCHMO OT OIICHKH MPUYMHHO-CIIEACTBEHHBIX CBsi3ed B 00€UX Ipymmax, ObLIM WH(EKIHH.
B xone 3-metHero ucciieoBaHMs Ui OLIGHKH OOIIEro CO3pEBAaHMUS W PA3BUTHS, CTaJAUU MO
Tannepy, a Takxke U3MEpEHHUS POCTa U Beca, He HAOIIOAAIOCh KIIMHUYECKH 3HAYUMOTO BIUSHUS
Ha poCcT M mMojoBoe co3peBaHue. [Ipoduib Oe30MacHOCTH W TMEPEHOCHMMOCTH Yy JeTell u
MOJAPOCTKOB B OCHOBHOM COOTBETCTBOBAJl M3BECTHOMY MPOQHIII0 OE30MaCHOCTH aTOpBacTaTHHA
y B3POCJIBIX MMAlIUEHTOB.

baza maHHBIX 0 KIMHUYECKON 0€30MacHOCTH TaKXKe BKIIIOUAET B ceOs JaHHBIE, OTYYCHHBIE OT
520 mamueHTOB JETCKOrO BO3pacTa, MOJMYYaBIIMX aTopBacTaTuH. M3 HHUX: 7 manueHToB ObUIH
miaame 6 ner, 121 manueHT — B Bo3pacte oT 6 A0 9 ner, u 392 nanuMeHTa HaXOAWINCHh B
Bo3pacte oT 10 10 17 ner. Ha ocHOBaHMM UMEIOIINXCSA JaHHBIX YAaCTOTA, TUI U CTETIEHb TSHKECTU
M060YHBIX A((HEKTOB y JETEH CXOKHU C aHATIOTUYHBIMU TOKA3aTeNsIMU Y B3POCIBIX.

[Ipu mpuMeHeHNH OTAETBHBIX CTATUHOB HAOIIOAATUCH CIIEAYIONIUE HEeXKenaTelbHbIE OO0OYHbIe
3P PeKTHI:

e HapyIlIeHHUEe MOJI0BOH (QyHKINY;
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® JIeNpeccHs;

® B HCKIIOYUTENBHBIX CIy4assX, OCOOEHHO MpHU JIMTENbHON TEpanuu, HHTEPCTULUAIbHAS
00J1e3Hb JieTKUX (cMoTpH pazaen «Ocobble yKazaHus»);

e caxapHbIi AMa0eT: 4acTOTa 3aBUCUT OT HAJIMYMs WM OTCYTCTBHUS (aKTOPOB pHCKa (caxap B
KpOBM HaTolak > 5,6 mMmons/n, UMT > 30 kr/M°, HOBBIIIEHHBIE YPOBHH COJEpHKAHHS

TPUTIALCPUI0B, UMCIOIIAACA l"I/Il'IepTOHI/ISI).

Ilepeno3upoBka

Criennryeckoro aHTUIO0TA JJIs JI€UEHUS MepeO3UPOBKU aTOPBACTaTHHOM HET.

B cny4ae mnepeno3MpoBKH ClEQyeT TNPOBOAWTH CHUMITOMATHYECKOE JICYEHHE TII0 MeEpe
HeoOxomumocTu. Crenyer mnpoBecTH (DYHKIMOHAIBHBIE TECThl IMEYEHHM W KOHTPOJIUPOBATH
aktuBHOCTh K®K. [lockonbky mpemapaT akTHBHO CBSA3BIBAE€TCSA C OeNKamMH IUIa3Mbl KpPOBH,

reMouanu3 Hed(pPeKTuBeH.

B3aumopeiicTBHe ¢ APYrUMH J1eKAPCTBEHHBIMH CPeICTBAMH

Bo Bpemst nedenust uarnoutopamu I'MI'-KoA-penykra3sl Ipu OJTHOBPEMEHHOM MPUMEHECHUH
HUKIOCTIOpUHa,  (GuOparoB, HUKOTMHOBON  KHCIOTHI B  JUOWACHWXKAIONIMX 034X
(6omnee 1 r/cyrkun) nnm uHTHONTOPOB M30depmenTa CYP3A4/TpancnopTHoro Oenka (Hampumep,
SPUTPOMHUIIMHA, KIAPUTPOMULMHA, MPOTUBOTPUOKOBBIX CPEICTB — IPOU3BOJHBIX a30Ja)
MOBBIIIACTCSI PUCK MHOMATUU (cMOTpH paszaenbl «Crnocol mpuMmeHeHus U J103b» U «Ocolbie
YKa3aHUI» ).

Huzuoumopul uzogpepmenma CYP3A4

[Tockonbky aTtopBacTaTMH Merabonusupyercs uzopepmentom CYP3A4, coBMecTHOE
MpPUMEHEHHE aropBacTaTuHa ¢ HHrubutopamu wuzodpepmenta CYP3A4 MOxKeT NPUBOAUTH
K YBEJIIMYCHHUIO KOHIIGHTpAIlMM aTOpBacTaTHMHA B IuIa3Me KpoBH. CTeneHb B3aUMOJEHCTBUS
u  dpdexTa MOTCHIHPOBAHHS  ONPEHCNAIOTCA  BapHaOENbHOCTHIO  BO3ACHCTBHS  Ha
uzopepment CYP3A4.

beiio  ycraHoBieHO, UYTO MoOIIHbIE HMHTUOMTOpHl u3odepmenta CYP3A4 nOpuBOIST
K 3HAYUTEIHLHOMY TOBBIIICHUIO KOHIICHTPAIlMM aTopBacTaTHMHa B IuIa3Me KpoBu. CremyeT
M0 BO3MOXHOCTH M30erarb OJHOBPEMEHHOTO TMPUMEHEHHS MOIIHBIX HHTHOUTOPOB
m3opepmenra CYP34A4 (mampumep, UMKIOCIOPHH, TEIUTPOMHUIIMH, KIAPUTPOMHUIIVH,
JeNaBUPAUH, CTUPHUIICHTOJ, KETOKOHA30J, BOPHKOHA30Jl, HTPAKOHA30JI, MO3aKOHA30]
U uHTHOUTOpHI MpoTeassl BUY, BkItoyas puUTOHABHUp, JOMUHABUD, aTa3aHaBHUp, WHAWHABUD,

napyHaBup M Jpyrue). Eciam  oZHOBpEeMEHHBIM mNpueM STHX HpenapaToB Heo0XoauM,
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CIIEAyeT pacCMOTPETh BO3MOKHOCTh Haudaja Tepaluy ¢ MUHUMAaJIbHON J03bl, a TAKXKE CIENYET
OLICHUTh BO3MO>KHOCTh CHIKEHUSI MAaKCUMaJIbHOM J103bI aTOPBACcTaTHHA.

YMepeHHbIe MHTHUOUTOPBI n3odepmMeHTa CYP3A44 (Hanpumep, SPUTPOMULIKH,
IMITHA3eM, BepamaMuil u (QIYKOHA30JI) MOTYT MPHBOJWTH K YBEJIWYCHUIO KOHLEHTPAIHH
aTopBacTaTMHa B IUIa3Me KpoBH. Ha ¢oHE OJHOBPEMEHHOTO MPHUMEHEHHs WHTHOHTOPOB
I'MI'-KoA-penykra3pl  (CTaTUHOB) M JpUTPOMHUIMHA OTMEYalM TIOBBIIIEHHBI  PHUCK
pazButus Muonaruu. MccrnenoBaHusi B3aMMOJEHCTBUS aMHOJAapOHa WIM BepanaMmuia
U aTopBacTaTHMHA HE MPOBOAMIIUCH. V3BECTHO, YTO M aMHMOJAPOH, U BepamamMuil UHTHOUPYIOT
akTuBHOCTh m30dpepmenta CYP3A44, W OTHOBPEMEHHOE TMPUMEHEHHE OSTUX TPErnapaToB
C aTopBAacCTaTUHOM MOJKET MPUBECTH K MOBBILICHUIO 3KCIIO3ULIMM aropBacTatuHa. B cBs3u
C OTUM pPEKOMEHAYEeTCS CHHU3UTh MaKCUMaJbHYIO 03y aTopBacTaTMHa U IPOBOJIUTH
COOTBETCTBYIOIIMH MOHUTOPUHI COCTOSIHHS MAallMeHTa MpPH OJHOBPEMEHHOM MPUMEHEHUU
c ymepeHHbIMH uHTHOHTOpamMu wu3opepmenta CYP3A4. KoHTposb clieayeT OCYIIECTBISATh
IocJIe Hayaja Tepanuu U Ha oHe U3MEHEHUs J103bl HHTUOUTOpA.

T'emghubposun/cpubpamor

Ha ¢one npumenenuss gpuOpaToB B MOHOTEpANMu MEPUOAUYECKH OTMEYAIM HEXKellaTelbHbIe
peaknuy, B TOM 4YHCJE, paOAOMHOJIU3, KAaCAIOIIUHCA CKEJIETHO-MBIIMICYHON CHCTeMBbl. Puck
TaKUX PEaKUUi BO3pacTaeT NpPU OAHOBPEMEHHOM INpPUMEHEHUHM (uOpaToB M aTOpBACTaTHHA.
B cinyyae ecnu 0HOBPEMEHHOTO NPUMEHEHMs 3THX IIPENaparoB HEBO3MOXKHO M30exkarb, TO
cllelyeT IPUMEHATh MUHHMaJIbHYI 3((EKTUBHYIO 103y aTOpPBACTATHHA, a TaKXKe CIexyeT
IIPOBOJUTDH PETYJISPHBIA KOHTPOJIb COCTOSIHUS MALUEHTOB.

Dzemumubd

[Ipumenenune »33eTuMuba CBS3aHO C Pa3sBUTHEM HEXKENATEJIbHBIX pEaKIMi, B TOM YHUCIE
pabaoMuOIN3a, CO CTOPOHBI CKEJIETHO-MBIIIEYHOM cHcTeMBbl. PUCK TakuX peakiuil MOBbIIIACTCS
IIpY OJHOBPEMEHHOM IPUMEHEHMM »33eTUMHOa M aTtopBacTaTuHa. [ TakUX MalUEHTOB
PEKOMEH/IyeTCs TIaTeIbHOE HaOIr0IeHHe.

Opumpomuyun/kKnapumpomuyun

IIpu onHOBpeMEHHOM NPUMEHEHUHU aropBacTaTMHa M spurpomunuHa (mo 500 mr 4 pasa
B CyTKH) wiu KiapuTpoMmuimHa (o 500 Mr 2 pasza B CyTKH), MHTHOUTOPOB H30(epMeHTa
CYP3A4, wnaOmoanoch TMOBBIIIEHHE KOHIIGHTPAllMM aTopBacTaTMHa B IUIa3Me KpPOBHU
(cmoTpm paznen «Ocobble ykazaHus» U nojapasjen «PapMakOKUHETHKA ).

Hueubumopul npomeas
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OnHOBpEeMEHHOE NPUMEHEHHE aToOpBacCTaTWHA C HHTHOMTOpaMHU TPOTEa3, M3BECTHBIMH Kak
uHrHOuTOpEl  M30depmenta CYP3A4, CONpPOBOXKIACTCS  yBEIMYCHHEM  KOHLEHTpAIHH
aTopBacTaTHHA B I1JIJa3M€ KPOBH.

Junmuaszem

CoBMmecTHOE MPUMEHEHHE aTopBacTaThHa B 103€ 40 Mr ¢ nuinTHazeMoM B j03€ 240 MI npuBOIUT
K VYBEIMYEHHWIO KOHILIEHTpallMd aTopBacTaTWMHAa B IU1a3M€ KpoBU (CMOTpH MOApa3fel
«DapMaKOKUHETHKA).

Lumemuoun

Knunnyeckn 3HaYyMMOro B3aMMOJEHMCTBHS aTopBacTaTMHA € LMMETUIMHOM HE OOHapyKEHO
(cmoTpu noapazaen «DapMaKOKUHETHKAY).

Umpakonaszon

OnHOBpEeMEHHOE MTPUMEHEHUE aTopBacTaTuHA B 103ax oT 20 mr 10 40 MT ¥ UTpakoOHAa30J1a B J03€
200 mr mpuBomwiio K yBenuwuyeHuto 3HadeHuss AUC artopBacTaTuHa (CMOTPH TOJpa3fen
«DapMaKOKHHETUKAY).

I petinghpymosuiii cox

[Tockonmpky TpeHnppyTOBBIA COK CONEPKUT OJIWH WM 0oJiee KOMIIOHEHTOB, KOTOpPHIC
uHruoupytot uzodepment CYP3A44, ero upeamepHoe notpediaeHue (6onee 1,2 1 B 1€Hb) MOXKET
BBI3BATh YBEJIMYCHHE KOHIIGHTpPAIMM aTropBacTaTMHA B IUIa3Me€ KPOBH (CMOTpU MOApa3fel
«DapMaKOKUHETHKA).

Hneubumopvl mpancnopmmuoco benka

ATOopBacTaTUH MpeacTaBisieT co0oil cyOcTpaT TpaHCHOPTEPOB (PEpMEHTOB MEYEHU (CMOTpU
noapaznen «DapMakOKMHETHUKAY).

CoBMecTHOE NMPUMEHEHHE aTopBacTaTuHa B J03¢ 10 Mr u HuKIOCmopuHa B 03¢ 5,2 MI/Kr/CyT
IPUBOAMIIO K IOBBIICHUIO YPOBHS BO3AEHUCTBUS aTopBacTtaTHHa (cooTHomeHnue AUC: 8,7)
(cmotpu  monpazgen — «®DapmakokuHeTHKa»). LlUKiocmopuH — ABIAETCS ~ MHTHOUTOPOM
TPAHCHOPTHOTO  MOJHUMENTHAAa oOpraHuyeckux aHuoHoB 1Bl (OATPIBI), OATPIB3,
IIPOTEMHA,  acCOLMMPOBAaHHOIO C  MHOXECTBEHHOM  JIEKAPDCTBEHHOHW  YCTOMYMBOCTBIO
1 (MJIY1) u Genka pe3uCTEHTHOCTH paka MOJIOUHOH kene3bl, a Takke CYP3A44, cienoBareibHo,
OH IIOBBIIIAET YPOBEHb BO3JcHcTBUA aropsacraTuHa. CyTouHas Jo03a aropBacTaTUHA
He J10JDKHA npeBbimaTh 10 Mr (cmoTpu pazaen «Crnocol NpUMEHEHUS U A03bI»).

I'nexanpeBup u nuOpeHTacBup sBisitoTcs uHruouropamu OATPIB1, OATPI1B3, MJIY1 u Genka

PE3UCTCHTHOCTU paKa MOJIOYHOM JKCJIC3bI, CJICAOBATCIIbHO, OHU TOBBIMIAKOT YPOBCHDb
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BO3JIeiicTBUs aropBacTarnHa. CyTouHas J03a aTopBacTaTMHA HE JOJDKHA nIpeBbimarh 10 mr
(cmoTpu paznen «Crocod mMpuMEHEHUS | JJ03BD»).

CoBMecTHOE ITpUMEHEHUE aTopBacTaThHa B 103€ 20 mr u serepmoBupa B J103e 480 Mr B CyTKH
IIPUBOJMJIO K TOBBIIIEHUIO YPOBHS BO3jAelcTBUs aTopBacTaThHa (cootHomenue AUC: 3,29)
(cmotpu  moapaznen — «®DapmakokuHeTuka»).  JletepmMoBHp  SBISETCSI  MHTUOUTOPOM
tpancnoptepoB P-gp, BCRP, MRP2, OAT2 u neuenounoro tpancnoprepa OATP1B1/1B3,
TakuM oOpa3oM, OH YCWJIMBAe€T YPOBEHb BO3JAeHCTBUSA aropBactatuHa. CyrouHas 103a
aTopBacTaTHHA HE JOJDKHA TpeBbIimarh 20 Mr (cMoTpu pasnen «Crnocod MPUMEHEHUsS U JT03b1»).
Benuunna omocpenoBanHbiX jekapcTBeHHbIX B3aumozeiictBuii CYP3A u OATPIBI1/1B3 na
COBMECTHOE MPUMEHEHHE MpernapaToB MOXKET OTIMYaThCS MPU OJHOBPEMEHHOM Ha3HAYEHUH
JeTepMOBUpa C LUKIOCHIOpHHOM. He pexkomeHayeTcss NMpUMEHSATh aTOpPBACTaTHH MallMEHTaM,
MOJIYYaAIOUIUM TEePaIuUIo JETEPMOBHUPOM COBMECTHO € IIUKIIOCIIOPUHOM.

DOnbacBup W TpaszonpeBup sABIAOTCS uHrHOUTOpamu OATPIBI, OATPIB3, MJIY1 u Genka
PE3UCTEHTHOCTH paKa MOJIOYHOW Keyle3bl, CIIeJOBAaTebHO, OHHM TIOBBIIIAIOT YPOBEHb
BO3JEHCTBUS aTopBacTaTuHa. ClielyeT NPHUMEHATh C OCTOPOXHOCTBIO M B CaMOW HHM3KOM
HeoOxoauMoit 103e (cMoTpu pasnen «Crnocod MpUMEHEHUS U J03bD»).

Huoykmoput uzogpepmenma CYP3 A4

CoBMecTHOE MPUMEHEHHE aTopBacTaTHHA ¢ MHAyKTOpamH u3zodepmenta CYP3A44 (manpumep,
sdaBupeH3oM, pUPAMIUIMHOM WIM MpernapaTaMu 3Bepo0Osi MPOJBIPSBICHHOIO) MOYXKET
MPUBOJUTh K CHW)KCHHMIO KOHIIGHTpAallMM aTopBacTaTMHa B IUIa3Me KpoBU. BcenenctBue
JIBOMICTBEHHOTO MEXaHHM3Ma B3aMMOJCHCTBHUS C pudaMmUIMHOM (MHIYKTOPOM H30(epMeHTa
CYP344 w wuruOutopoMm TpaHcHopTHoro Oenka remnatouutoB OATPIBI), pekoMeHAyeTcs
OJIHOBPEMEHHOE IMPHUMEHEHHE aTopBacTaTiHa U pudaMIUIKUHA, TOCKOIbKY OTCPOUYCHHBIN
pHeM aTopBacTaTMHA TMOCie MpuemMa pupaMOUINHA MOPUBOAUT K CYHIECTBEHHOMY
CHIDKCHMIO  KOHIIGHTpallUM aTopBacTaTUHA B IUIa3Me KpPOBU  (CMOTpU  MOjpasfel
«DapmakokuHeTHKay). OnHako BIUSHUE pU]aMIIUIMHA HA KOHIEHTPAIMIO aTopBacTaTHHA
B TENarolMTax HEW3BECTHO M B  CIy4ae, €CIM  OJHOBPEMEHHOIO  IIPUMEHEHUs
HEBO3MOXKHO H30€KaTh, CIEAyeT TIIATEIbHO KOHTPOJIUPOBATh 3(P(PEKTUBHOCTh TaKOU
KOMOHMHAITH BO BPEeMsI TepaIHH.

Anmayuovl

OnHOBpEMEHHBIN MpHUeM BHYTPb CYCIIEH3UH, COJEpKallled MarHus TUAPOKCHA U aJTOMHHHS

TUAPOKCHUJI, CHMXKAJI KOHIIEHTPALUIO aTopBacTatuHa B Tuiazme kpoBu (m3meHenne AUC: 0,66),
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OJIHaKO cTeneHb cHukeHUs KoHuenTpauuu X C-JIITHIT npu aToM He u3meHsnace.

Denazon

ATopBacTaTUH He BiIMsIeT Ha (DapMaKOKMHETHKY (eHa30Ha, IMOITOMY B3aHMMOJICHUCTBUE C
IPYrUMH TIpenapaTamMu, MeTaOOJM3UPYIOIUMUCS TeMH Xe H30(epMEeHTaMH IHTOXpOoMa, He
0’KUJAETCS.

Konecmunon

[Ipn OIHOBpEeMEHHOM NPHMEHEHUHU KOJECTUIIONA KOHIEHTpalus aTopBacTaTHHA B IUIa3Me
kpoBu cHmwkanach (m3menenne AUC: 0,74), oaHako runoJunuaeMudeckuii  sddexr
KOMOHMHAIIMM aTOpBacTaTMHA U KOJIECTHUIOJAa MPEBOCXOJWJI TaKOBOW Ka)JOro Ipenapara B
OT/I€bHOCTH.

Jueoxcun

[Ipy mnoBTOpHOM ©IpHEME JWIOKCHMHA W aropBacTaTMHa B J03¢ 10 Mr paBHOBECHBIE
KOHLIEHTpAllMM JUTOKCHHAa B IUIa3M€ KpOBM He MeHsuuch. OJHAKO MNpu NPUMEHEHUU
JUTOKCHHAa B KOMOMHAIMM C aropBacTaTMHOM B J03¢ 80 Mr B CYTKM KOHIEHTpauus
TUTOoKcMHa  yBenuwuuBanack  (m3menenme AUC:  1,15).  IlammenTsr,  moJydaromiue
JUTOKCHH B COYETAHUH C aTOPBACTATHHOM, TPEOYIOT COOTBETCTBYIOIIETO HAOIIOACHHUS.
Azumpomuyun

[Ipy opHOBpeMEHHOM IPUMEHEHMHM aTtopBacTatiHa B jgo3e 10 mMr 1 pa3 B Cyrku u
azutpomunmHa B f03e 500 Mr 1 pa3 B CyTKM KOHLEHTpalus aToOpBacTaTHHA B IJJa3ME€ KPOBU HE
M3MEHSJIACH.

Ilepopanvrvle konmpayenmuensi

[Ipy OOHOBpEMEHHOM NPUMEHEHUM AaTOPBACTaTUHA M MEPOPAIbHBIX KOHTPALIENITUBOB,
COJIepKalIUX HOPITUCTEPOH U ATHHUIACTPAAMON, HAONIOAAIOCh MOBBIIMICHHE KOHILIEHTPALUU
Hopatuctepona (m3menenue AUC: 1,28) u stunmimcTpaauona (u3menenue AUC: 1,19). Orot
a¢ddeKT cienyer y4uThIBaTh MPH BHIOOpPE MEPOPAILHOTO KOHTpAlleNTHBA ISl JKEHIIHHBI,
MIPUHUMAIOIIEH aTOPBACTATHH.

Tepghenaoun

[Ipn onHOBpEeMEHHOM MPHUMEHEHUM aTopBacTaTMHA U TepheHaJAWHa KIUHHUYECKH 3HAYMMBIX
W3MEHEeHU (hapMaKOKWHETHKHU Tep(deHaarHa He BBISIBICHO.

Bapgapun

B kiouHMYecKOM HCCIEOBAaHUMM Yy MAllMEHTOB, PETYISAPHO MOJYYAIOMIUX  TEparuio

Bap(papMHOM IpU OJHOBPEMEHHOM IPHUMEHEHHM aropBacTaThHa B o3¢ 80 Mr B CyTKH,
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MPUBOJIMIO K HEOONBIIIOMY YBEIMYEHUIO TPOTPOMOMHOBOTO BPEMEHH MPUOIUZUTEIHHO
Ha 1,7 cexynn B TeueHue nepBbix 4 aHel Tepanuu. [lokazarens Bo3Bpamajics K HOpMeE
B TedyeHWe |5 nHel Tepammm aropBactaTMHOM. HecMOTps Ha TO, 4TO TOJBKO B PEIKHUX
CIydasXx OTMEUYajd 3HAUYUTEIbHOE B3aMMOJICHCTBHE, 3aTPAarMBarollee AaHTHKOATYJISHTHYIO
GyHKIOHIO, CICAyeT  ONpPENCNIUTh  MPOTPOMOMHOBOE  BpeMs O Hayalla  Tepamud
aTOPBACTaTUHOM Yy MAI[MEHTOB, MOJIYYAIOIIMX TEPANUI0 KyMapUHOBBIMH aHTUKOATryISTHTAMU,
M JOCTaTOYHO YacTO B TEpUOJ TEpamuu, UTOOBl TMPENOTBPATUTh 3HAYUTEIBHOE
W3MEHEHHE MPOTPOMOMHOBOTO BpeMeHH. Kak TOJBKO OTMeuaroTcs CTaOWiIbHbIe HHQPHI
MPOTPOMOMHOBOTO BPEMEHHU, €r0 KOHTPOJIb MOXHO MPOBOJUTH TaK K€, KaK PEKOMEHIYIOT IS
MalUeHTOB, TMOJYYalOlMX KyMapUHOBBIE aAHTHUKOArYJSIHTBL. [lpw  W3MEHEHMH  J103bI
aTopBacTaTMHA WM TMPEKpPAIEeHUd TEepanmuu KOHTPOJIb TMPOTPOMOMHOBOTO  BpPEMEHHU
clenyeT TPOBECTH TIO TEM »JK€ TMPHUHIMIIAM, 4YTO OBUIM OIHKCaHbl BbImIE. Tepamus
aTOpBaCTaTUHOM HE ObIa CBs3aHA C pa3BUTHEM KPOBOTCUCHMS] WM HW3MEHEHUSMU
MPOTPOMOMHOBOIO BPEMEHH Y MALIMEHTOB, KOTOPhIE HE MOJIyYalll JIeUeHNE aHTUKOAryJITHTaMU.
Konxuyun

HecmoTpss Ha TO, 4YTO MCCIENOBAHMS OJHOBPEMEHHOIO IPUMEHEHUs KOJIXWLIHWHA U
aTopBacTaTMHA HE NPOBOJAWINCH, HMEIOTCS COOOLIEHUS O PAa3BUTUM MHONATHU TMpU
MpUMEHEHUH JaHHOW KomOuHauumu. [Ipm OJHOBpEeMEHHOM MPUMEHEHWU AaTOpBacTaTHMHA U
KOJIXUIIMHA CJIEyeT COOII0AaTh OCTOPOKHOCTb.

Amnoounun

B unccnepoBaHuM 1€KapCTBEHHOIO B3aMMOJEWUCTBHS Y 3/I0POBBIX HCHBITYEMbBIX, COBMECTHOE
IIpUMEHEHHE aTopBacTtatviHa B o3¢ 80 Mr m amuoaunuHa 10 Mr mpuBeso K KIMHUYECKH
HE3HAYUMOMY YBEJIMUYEHHUIO KOHILIeHTpanuu atopBactatuna (u3menenue AUC: 1,18).

@Dy3udosas kucioma

Bo Bpems MOCTMapKeTHHIOBBIX HCCIEIOBAaHUI OTMeuand clydau pa3BUTHUS pabIoMHOIM3a
y TMalWeHTOB, NPUHUMAIOUIMX  OJHOBPEMEHHO  CTAaTUHBI, BKIIOYas  aTOpBacTaTUH
u (y3ugoByr0 KHCIOTY. MeXaHU3M J[IaHHOTO B3aWMOJICHCTBUS HEU3BECTCH. Y TAIEeHTOB,
JUIS  KOTOPBIX HCIOJb30BaHWe (Y3UIOBOM KHUCIOTHI CUMUTAIOT HEOOXOIUMBIM, JIE€UCHUE
CTaTMHaMM  JIOJDKHO OBITH MpPEKpalleH0o B TEUEHHWE BCEro IMepuoja MpUMEHEHHUS
Gby3um0BOl KHUCTOTHI. Tepamusi CcTaTHHAMH MOXET OBITh BO30OHOBIEHA uepe3 7 mHEH
mocie TocleAHero mnpuema  (Py3ugoBOW  KUCIOTBL. B HCKIIOYHTENBHBIX — CIIydasx,

rac HCO6XO,[[I/IM3. MNPOAOJLKUTCIIbHAA CHUCTCMHAA TCpaliuia (I)y3I/I,[[OBOI>'I KHCHOTOﬁ, Harpumcep,
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JUISL JICUEHUS TSDKEBIX MH(EKIHiA, He0OXO0AMMOCTh COBMECTHOTO MPUMEHEHHS aTOPBACTATHHA
u  (Qy3UIOBOM KHUCIOTHI JIOJDKHA OBITH pAacCMOTpPeHa B KaXJIOM KOHKPETHOM Ciydae
W TOA CTPOrMM HaOmogeHneM Bpada. [lanumeHT JOoKeH HeMEUIEHHO OOpaTHThCS
32 MEIWIMHCKOH TIOMOIIBIO TIPH  TMOSBICHHH CHMIITOMOB  MBIIICYHOW  CIIa0oCTH,
YyBCTBUTEIBLHOCTU WJIN OOJIH.

pyaas conymcmeyrowas mepanusi

B xiIMHMYECKHX WCCIICIOBAaHUSAX aTOPBACTATHH MPHUMEHSUIM B COYCTAHWHM C TUIIOTCH3WBHBIMU
CpeACTBaMH MW OCTPOTCHaMH B paMKax 3aMECTHUTEIbHOH TOPMOHAJIBHOWH  TEparvH.
[Ipu3HakoB KJIMHWYECKH 3HAYUMOTO HEKEIATeILHOTO B3aWMOJICHCTBUS HE OTMEUYCHO,
WCCIIEIOBAHUS B3aHMOICHCTBHSI CO CIIEITM(PHUSCKIMH MTPErapaTaMy He TIPOBOIHITUC.

Kpome TOro, ormMedanoch TOBBIIICHHE KOHIICHTPAIMA aTOPBAcTaTHHA IPH OJHOBPEMEHHOM
MPUMEHCHHH ¢ WHTHOWTOpamMu mpoTeassl BUU (koMOWHAIMKM JIOTIMHABHpPA W PUTOHABUPA,
CaKBHHABHpa W PUTOHABHpA, JapyHaBHpa W PHUTOHABUpPA, (ocaMIpeHaBHp, (hocamIpeHaBUP
C PpUTOHAaBUPOM W HelpUHABHp), HUHrHOMTOpamMu mpoTeasbl remarura C (OouenpesBup,
310acBUP/TPa3ONPEBUP, CHUMENPEBUP), KIAPUTPOMHUIIMHOM ¢ HTpakoHazoysoMm. Cruemyer
COONIIOIATh  OCTOPOXKHOCTh TPH OJHOBPEMEHHOM IPUMEHEHWH O3THUX MpPENaparoB, a TaKkKe
MIPUMEHATh CaMyI0 HU3KYIO () (PEKTUBHYIO 103y aTOpBacTaTHHA.

Brusnue opyaux npenapamos na ¢papmaxoxkunemuxy amopeacmamuma

ATtopBacrart
IIpenapar, 103upoBKa e
PCRAPAT, XOSHP Tosa (r) U3Menenue H3MeHeHuUe
AUC! Cinax'
10 mr oziuH pa3 B
Hucnocnopun 3,2 mr/xr/cyTin, CYTKH, B TEUCHUE 1 B 8,7 paza 1B 10,7 paza
MOCTOSIHHAS 71032 .
28 mHen
TunpanaBup 500mr 2 paza
B cyrku/putoHaBup 200 mr 10 wmr,
1B 9,4 paza 1 B 8,6 paza
2 paza B CYTKH, B TEUYCHHUE OJIHOKPaTHO
7 nHeu
I'mexkanpeBup 400 mr 1 pas B 10 Mr o7H pas B
cyrku/muoOpentaceup 120 wmr
CYTKH, B TE€YCHHUE 1 B 8,3 paza 1 822,00 pa3za
1 pa3 B Cyrku, B TEU€HHUE .
o 7 nHen
] nHeu
Tenanpesup 750 mr KaxIIbIe 20 wmr, 187,9 pasa 18 10,6 pasa
8 yacos, B Teuenue 10 aHeit OJHOKPATHO
OnbacBup B no3e 50 mr 1 pas
10 wmr,
B cyrku/rpazonpeBup 200 wmr 1B 1,95 paza 1 84,3 pasza
OJIHOKpPaTHO
1 pa3 B CyrkH, B TEYEHHE
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13 muei
bouenpesup 800 mr 3 pasa 40 wmr,
B CYTKH, B T€UEHHUE 7 THEH OJIHOKPATHO 1823 pasa 182.7 pasa
CumenpeBup B no3e 150 wmr
40 mr,
1 pa3 B CyTku, B TEUY€HHUE 1B 2,12 paza 18 1,7 paza
10 et OJIHOKPATHO
JlonnnaBup 400 mMr 2 pasa )
0 mMr oMH pa3 B
B cyrku/purtoHaBup 100 mr
2 pasa B cyrkH, B TeueHue CYTKH B TeueHHe 1B 5,9 paza 1 84,7 paza
14 nuei 4 nmeid
CakBunaBup 400mr 2 pasa
40 mr oavH pa3 B
B cyrku/putoHaBup 400 mr
2 pasa B Cymkm, B TeueHme CYTKH B TeUeHNE 1B 3,9 paza 1B 4,3 paza
15 mmeif? 4 et
80 Mr ouH pa3 B
]I;J;apllllngl\igtl::;lﬂ:go ?:;712 pasa CYTKU B T€UEHUE 1B 4,5 paza 1B 35,4 paza
YIKH, A 8 nuen
HapynaBup 300 mMr 2 paza 10 M oJ1iH pas B
B cyrku/putoHaBup 100 wr
2 pasa B CVIKI B Tedemme | CYTKH B TeUeHHE 1B 3,4 paza 1B 2,2 paza
P N YTKH, 4 nHen
9 nuen
Urpakonazon 200mr 1 pa3 40 wmr,
B CYTKM B TeueHHE 4 THEi OJTHOKPATHO T8 3,3 pasa 18 1,20 pasa
JlerepmoBup 480 mr 1 pa3 B 20 wmr,
CTYKH, B TeueHue 10 aueit OJTHOKPATHO 183,29 pasa 82,17 paza
> s eyrapuronamp | 10T 1P ®
100mr 2 pasa B cyrkn CYTKH, 1B 2,5 paza 1B 2,8 paza
N > | B TeueHue 4 quen
B TeueHue 14 naeit
docaMnpeHaBUp 1400 mr 10 mr 1 paz B
2 pa3a B CYTKHM, B TEUY€HUE CYTKH, 1B 2,3 paza 1 B 4,0 paza
14 nueit B Teuenue 4 quen
10 mr 1 paz B
Hendunasup 1250 Mmr 2 pasa CYTKH,
B CYTKH, B TeueHue 14 queit B TeueHue 28 18 1,74 pasa 1822 pasa
nHel
I'peitndpyroBblit COK, 40 wmr,
240 M 1 pa3 B CyTKH OJHOKPATHO 181,37 pasa 18 1,16 pasa
Huntnazem 240mr 1 pa3 40 wr,
B CYTKH, B TeueHue 28 qHei OJHOKPATHO 18 1,51 pasa 18 1,00 pasa
OputpomuiuH 500 mr 4 pasza 10 wmr,
B CYTKH, B TeUeHUe 7 THel OJHOKPATHO 181,33 pasa 181,38 pasa
Awmnogunun 10 Mr, 0THOKpaTHO OILH8(())K1;;:[‘HO 181,18 paza 180,91 paza
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10 Mr 1 pa3 B
Humernaun 300 Mr 4  pasa CYTKH 15 1,00 pasa 180,89 pasa
B CYTKH, B T€UCHUU 2 HEJIEIb B T€UeHUE 2
HeZeb
40 mr 1 pa3 B
Konectumon 10mMr 2  pasa CYTKH -
He ycranosneno | | B 0,74 paza
B CYTKH, B TeueHHe 24 HeJenb B TE€UYEHUE 8
HeZleb
® 10 mr 1 pa3 B
Maanoxkc TC® 30mn 1 pa3
. CYTKHU B T€UEHHUE | B 0,66 pa3za 1 B 0,67 paza
B CYTKH, B TeueHue 17 qHei 15 nmeit

O¢daBupens 600mMr 1  pa3 | 10 mr, B TeucHHE 1 80,59 pasa 1 B 1,01 pasa

B CYTKH, B TeueHUEe 14 nHei 3 nueu
Pudpammuuua 600 mr 1 pa3
o 40 wr,
B CYTKH, B TEYeHHE 7 JHEH 181,12 paza 1B 2,9 paza
. OJITHOKpAaTHO
(0JTHOBpeMEHHOE TPUMEHEHUE)
Pudpammuuua 600 mr 1 pas
o 40 wmr,
B CYTKH, B TEYeHHE S JHEH 1 B 0,20 pa3a 1 B 0,60 pa3a
o wxk OJIHOKpAaTHO
(pa3aenbHBIN TPHEM)
I'em¢pubposun 600 mr u2 pasa 40 wmr, 15135 pasa 15 1,00 pasa
B CYTKH, B TeueHHe 7 AHEH OJIHOKPaTHO
®denodpudbpar 160 mr ul pa3 40 wmr, 151,03 pasa 1B 1,02 pasa
B CYTKH, B TeueHHe 7 AHEH OJIHOKPaTHO

TpencraBneno oTHOIIEHHME THHOB Tepamuu (COBMECTHOE MPMMEHEHHME Iperapara BMECTE C
aTOpPBacTaTHHOM B CPABHEHUU C IPUMEHEHHEM TOJIBKO aTOPBACTaTHHA).

“TIpu 3HAYNTENHHOM TOTpeOIeHHH rpeiindpyToBoro coka (> 750 ma — 1,2 1 B CyTKH) OTMeYaH
oosbmoe yBeauuernue AUC (1o 2,5) w/mmn Cmax (10 1,71).

“Ha ocHoBaHMU 00pasIia, B3STOr0 OJHOKPATHO yepes 8-16 4acoB mocjie npueMa Ipenapara.
"Tak kak pupaMOuULUH 001agaeT ABOMHBIM MEXaHM3MOM B3aHUMOJEHCTBHUS, PEKOMEHIYeTCs
BBOJMTH aTOPBACTATHH M PU(PAMIMIIMH OJHOBPEMEHHO. boliee mo3qHuii mpueM aTopBacTaTHHA
nociie pupamIMIiHA CBSI3aH CO 3HAYMTEIBHBIM CHI)KCHHUEM KOHIICHTpAIlMM aTOpBacTaTHHA B
1a3Me KpoBH.

2Jlo3bl CaKBMHABUPA/PUTOHABUPA, NPUMEHSBIINECS B JAHHOM MCCIENOBAHUHU, OTIUYAIOTCS OT
JO3UPOBOK, KOTOPHIE UCHONB3YIOTCSI B KIMHUYECKOW mpaktuke. CreayeT y4UTHIBATb,
MOBBIIIIEHUE HKCIO3UIIUU aTOPBACTATHHA NP KIMHUYECKOM MPUMEHEHHUH, CKOpEee BCEro BHIIIIE,
4eM Ha0nro/laeMoe B JaHHOM HCCJIEIOBAaHUU. B CBSI3M ¢ 3TUM clieflyeT MPUMEHSTh Haubolee
HU3KYIO 03y aTOpBacTaTHHA.

Bausanue amopsacmamuna na gpapmaxkoxunemuxy opy2ux npenapamos
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I[Ipenapar, npuMeHsieMblii 0OJJHOBPEMEHHO C ATOPBACTATHHOM,
ATOpBaCTATHH A03upoBKa
IIpenapat/no3a (mr) H3smenenne AUC™ | Msmenenne Cmax
80mr 1 pa3 B CYTKH, AnTtunupus, 600 mr 181,03 pasa 180,89 pasa
B TeueHue 15 nueut OJHOKPATHO
80mr 1 pas B cyrKn, Hurokcun 0,25 mr 1 pa3
. B CYTKH, B TeueHue 20 181,15 paza 18 1,20 paza
B Teuenue 10 nueu .
JTHEH
[IepopanbHble
KOHTpauenTussl | pa3
40 mr 1 pa3 B cyrkH, B CYTKH, B TeHEHHIE 1B 1,28 paza 1B 1,23 paza
o 2 MecsIeB
B TeyeHue 22 nHeu
— HOP3TUHJPOH 1 mr
— 3TUHUIIACTPATANOI
35 MKT
Tunpanasup 500 mr 2
paza
B CYTKH/PUTOHABUP
10 mMr, 0THOKpAaTHO 200 mr 1 B 1,08 paza 1 B 0,96 paza
2 pa3a B CyTKH, B
TEUYEeHUE
7 nueu
docamMnpeHaBUp
10 mMr 1 pa3 B cyrku 1400 mr
B Teuerme 4 el 2 pa3a B CyTKH, B 1 B 0,73 pa3a 1 B 0,82 pa3a
TEUYEeHUE
14 nuent
®ocamnpenasup 700 mr
10 mMr 1 pa3 B cyrku 2 pasa B
P YT CYTKU/PUTOHABUP 1 B 0,99 paza 1 B 0,94 paza
B TeueHue 4 qHen
100 mr 2 pa3a B cyTKH,

B TeueHue 14 nuent

*Hpe,[[CTaBJ'ICHO OTHOIICHHUEC TUIIOB TCpalnu (COBMCCTHOe INPpUMCHCHUC IIpCliapaTa BMCCTC C

ATOPBACTATUHOM B CPpaBHCHUUN C IPUMEHCHUCM TOJIBKO aTOpBaCTaTI/IHa).

Oco0ble ykazanus

Bausanue na neuens

Kak wun npu MNOpHUMCHCHUU OPYIrUX THUINOJIUIMUACMHUYCCKUX CPEACTB J3TOI0 KJacca,

npu

NPUMCHCHUHU aTOpBACTaTUHA OTMCUAIM YMCPCHHOC IIOBBLIIICHUC (60.]'[66 4YeM B TpHU pasa Iio
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CPaBHEHMIO C BEpXHEM I'paHULIE HOPMbI) aKTUBHOCTH «I€4eHOUYHBIX» TpaHcamuHaz ACT u
AJIT. Croiikoe MOBBINICHHE CHIBOPOTOYHOM AKTUBHOCTU «IIEYEHOUHBIX» TpaHcamHHa3 (OoJiee
4eM B 3 pas3a Mo CPaBHEHHUIO ¢ BEPXHEH TpaHUIe HOpMBI) HaOmonanock y 0,7 % manueHTos,
MOJYYaBIIUX aTopBacTaTuH. YacTtoTa MOJOOHBIX M3MEHEHUN TPU MPUMEHEHUH Mperapara B
nmo3ax 10 mr, 20 mr, 40 mr u 80 mr cocrasisia 0,2 %, 0,2 %, 0,6 % u 2,3 %, COOTBETCTBEHHO.
[ToBbIlIIEeHNE aKTUBHOCTH «IIEUYEHOYHBIX» TPAaHCAMHUHA3 OOBIYHO HE COTIPOBOXKIAIOCH KEITYXOU
WU IPYTUMHU KIMHUYECKUMU MPOSsIBICHUSMHU. [Ipy CHIDKEHHH J03bl aTOPBACTaTUHA, BPEMEHHOM
WU TIOJTHOW OTMEHE TMpernapara aKTUBHOCTb «IEYEHOYHBIX» TpaHCAMHHA3 BO3Bpallaiach K
HCXOJIHOMY YyPOBHIO. DBOJBIIMHCTBO MAIMEHTOB TMPOJOJDKATM TIPHUEM aToOpBacTaTHHA B
CHIDKEHHOM J103€ 0e3 KaKhX-IH00 KIIMHUYECKUX MMOCIEICTBUH.

Jlo Havanma Tepanuu, yepe3 6 Henenb M 12 Hemenp Mocje Hadajla MPUMEHEHUs aTopBacTaTUHA
WJTU TIOCJIE€ YBEIMYEHHSI €T0 JI03bI HEOOXOMMO KOHTPOJIMPOBATH MOKA3aTENH (DYHKIIMH TICUCHH.
OYHKIMIO TIEYEHH CIeAyeT KOHTPOJUPOBATh TakKe TPH TOSBICHUHM KIWHUYECKUX
MPU3HAKOB TOpaXkeHUs TedeHu. B ciaydyae TOBBIIIEHUS AaKTHUBHOCTH «IEUYEHOYHBIX)»
tpancamuna3, AJIT u ACT cnenyer KOHTpOJHMpOBaTh 1O TE€X IOp, IIOKa OHAa HE
Hopmaymm3yercsa. Ecnu moBeimienne aktTuBHOCTH ACT wmmm AJIT OGosee wem B 3 pasza 1o
CPaBHEHHMIO C BEpXHEH TIpaHULIEd HOPMBI COXpaHSETCS, PEKOMEHAYETCS CHUKEHHUE J03bI
WM OTMEHa atopBacTtatuHa (cMoTpu pasaen «I[loGouHoe neiicTBre»).

ATOpBacTaTUH ClIeyeT MPUMEHITh C OCTOPOKHOCTBHIO Yy MAallMEHTOB, KOTOPbIE MOTPEOISAIOT
3HAYUTENIbHbIE KOJIMYECTBA QJIKOTOJS W/WIM HMEIT B aHaMmHe3e 3a00JieBaHUE IICYEHHU.
AxTuUBHOE 3a00JieBaHME TI€UYEHUW WM IOCTOSHHO TIOBBIIIEHHAS AKTUBHOCTb «IEUYEHOYHBIX)»
TpaHCaMHMHA3  IUIa3Mbl  KPOBH  HESACHOTO  TeHe3a  SBJSIOTCS  MPOTHBOIIOKA3aHHUEM
K IPUMEHEHHIO aTopBacTaTuHa (cMoTpH pasaen «[IpoTuBonokazanus»).

/eiicmeue na ckenemuuole Molutibl

Y manMeHToB, TMOJy4YaBIIMX aTOpPBACTaTUH, OTMedajgach MuHainrus (CMOTpPH  pasfeln
«[lobouHoe pneiicTBuey). JlmarHo3 MuomaTuu CcIeAyeT MpeanoiaraTh y TMalueHTOB C
middy3Hoil Muanruei, O0JIE3HEHHOCTbIO MM CIa0OCTBIO MBI W/WIK BBIPAXKEHHBIM
noBeiieHueM akTuBHocTH K®OK (Oomee wem B 10 pa3 mo cpaBHEHHIO C BepxHel
rpaHuieil HopMmbl). Tepamnuio aTopBacTaTUHOM ClIEyeT MPEKpPaTHTh B CIydae BBIPAKEHHOTO
noBbimieHus:  aktuBHocth — K®OK, npu  Hanmvuum ~ TOATBEPXKIAEHHOM  MMOMNATUU
WU TIOJO3PEHHs Ha €€ pa3BUTHE. PHCK MHMONATUM TOBBILIAICA MPU OJHOBPEMEHHOM

IMIPUMCHCHUU JICKAPCTBCHHBIX CpeacCTB, MOBBIIIAIOIINX CUCTCMHYIO KOHICHTpAIHWO
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aTopBacTaTHHa (CMOTpU pasnen «B3auMoaelcTBUE ¢ APYrUMH JIEKAPCTBEHHBIMU CPEACTBAMUY;
noapasnen «PapMakOKMHETHKa»). MHOTrMe M3 3TUX IpernapaToB HMHTUOUPYIOT MeTaboiu3M,
omocpenoBaHHblil  u3opepmentom CYP3A4, w/uau TpaHCIOPT JIEKApPCTBEHHBIX BEIIECTB.
WzBectHO, uto wm3opepmeHT CYP344 — OCHOBHOW H30()EPMEHT TNEUCHH, yJaCTBYIOIIUH B
ouorpancopmanu aropacratuHa. [IpuMmeHsisi atopBacTaTMH B coudeTaHum ¢ (udOparamu,
SPUTPOMHUIIMHOM, HMMMYHOJETIPECCAaHTAMH, a30JIbHBIMH TPOTHBOTPHOKOBBIMH CPEIICTBAMH,
uarubutopamu npoteazsl BUY/BI'C, wuHrnbmtopamMm HECTPYKTYpHOTO Oe€lika BHPYCHOTO
renatuta C (NS5A/NS5B), nerepMoBUpOM WM HUKOTMHOBOW KHCJIOTOW B JIMMHUACHI)KAFOIIUX
no3ax (O6osiee 1 r/cyTKr), Bpad JOJDKEH TIIATEIBHO B3BECUTH OXKHIAEMYIO TOJB3Y JICUCHUS U
BO3MOKHBIN pUCK. ClienyeT peryisipHO HaONI0IaTh MAIEHTOB C IEJIbI0 BBISBICHUS OOJICH HITH
c1abOCTH B MBIIIIAX, OCOOCHHO B TEUCHHE TEPBBIX MECSIEB TEPAIMU M B MEPHOJ yBEITHUCHHS
JI03bI JTIO0OTO M3 YKa3aHHBIX CPEACTB. B ciiydae HE0OXOIUMOCTH KOMOMHMPOBAHHOM Teparnuu
CIIEyeT paccMaTpWBaTh BO3MOXXHOCTh TIpUMEHEHHs Ooyiee HH3KMX HaYaJlbHBIX U
MOJIEP>KUBAIOIINX J103 BBIICTIEPEUUCICHHBIX CPeACTB (cMOoTpH pazaen «Crnocod mpuMeHeHus U
no3bl»). He pekoMeHayeTcsi OJHOBPEMEHHOE HCIIOIb30BaHHE aTopBacTaTUHa U (Py3uaoBOM
KHCJIOTBI, IOATOMY BO BpeMs JieueHUs! Py3uI0BOM KHCIOTOH PEKOMEHI0OBaHAa BpeMEHHasi OTMEHa
aTopBacTaTMHAa. B MOAOOHBIX CHUTyalMsIX MOKHO PEKOMEHOBAaTh IMEPHOJUYECKHI KOHTPOJIb
aktuBHOCTH K@K, X0Ts Takoe MOHUTOPHpPOBAHHE HE MO3BOJIAET MPEIOTBPATUTbh pPa3BUTHE
TsDKeNoM mMuomnatuu (cMoTpu pasnen «BzaumopelicTBue ¢ JIpYyTMMH  JIEKapCTBEHHBIMU
CpEIICTBAMMY).

/o nauana neuenusn

ATopBacTaTMH CIEAyeT C OCTOPOXKHOCTHIO Ha3HayaTh MalueHTam ¢ ¢akTopamu,
MpepacrojaralouMu K pa3BuTui0 padmomuonu3a. Kontpomns aktuBHoctu KOK crnemyer
MIPOBOJMTH B CIEAYIOIINX CIIy4asX J0 Havaja Tepanuy aTopBacTaTHHOM:

e HapyueHue GyHKIUH MT0YCK;

® TUIOTUPEO3;

® HACJIEJCTBEHHBbIE MBbIIICYHbIE HApyLICHWs Yy INalMeHTa B aHaMHe3e WIM B CeMeHHOM
aHaMHe3e;

® y)Xe IMEepeHEeCeHHOe TOKCHYeckoe BimsiHMe MHruoutTopoB I'MI-KoA-penykrassl (CTaTHHOB)
win (pudpaTOB HA MBIIICUYHYIO TKAHb;

e 3a00yieBaHUS TEYEHM B aHaAMHe3€ MW/MIM TMAIUEHThI, YINOTPEOJAIOIINE aJIKOrojb B

3HAYUTCIIBHBIX KOJIHNYCCTBAX;
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e y MAIMEHTOB B Bo3pacte crapiie 70 JeT cleayeT OleHUTh HeoOX0aUuMOCTh KOHTpoJisi KDK,
YUUTBIBAS TO, YTO Y ITUX MAIUEHTOB YK€ UMEIOTCS (PaKTOPHI, MPEApaCTIOaralone K pa3BUTHIO
pabromMuonmn3a;

® CHUTYallMd, B KOTOPBIX OKHUJACTCSI MOBBILICHHWE KOHLEHTpPAllMU aTopBacTaTMHA B IUIa3Me
KpOBH, TaKu€ Kak B3aUMOJICHCTBUS C JIPYTMMHM JIEKAPCTBEHHBIMH CPEICTBaAMH (CMOTpPHU pazjiel
«B3anMo1eliCTBUE C IPYrUMH JIEKAPCTBEHHBIMU CPEICTBAMMIY ).

B Ttakux curyaumsx ciexyer OLEHHTb COOTHOLIEHHWE PpHUCK/TIONb3a U  OCYIIECTBIATH
MEUIIMHCKOE Ha0JI0IEHUE 33 COCTOSTHUEM IallieHTa.

B cnyuae 3HaunTenbHoro mosbliieHus akTuBHOCTH K®K (Gonee uem B 5 pa3 Bblille BepxHen
IPaHULIBI HOPMBI), HE ClIe[lyeT HauWHATh TEPaIlio aTOPBACTATUHOM.

[Tpu MIPUMEHEHUN aTopBacTaTHHA, KaK u TPYTHX WHTUOUTOPOB
I'MI'-KoA-penykra3pl, omucaHbl peIkue ciaydaun pabJlOMHONU3a C OCTpPOH MOYEYHOMH
HEJOCTAaTOYHOCThIO, OOYyCIOBJIEHHON  Muorioounypueir. @DaxTopoM pucka pa3BUTHUS
pabaoMHuoIN3a MOKET ObITh MPE/IIeCTBYIONIee HapyieH!e QYHKIMKU MoYeK. TakuM MmanueHTaM
cienyer oOecneuuTh OoJiee THIATENbHBI KOHTPOJb 32 COCTOSHHEM CKeJIeTHO-MBIIIEYHON
cuctembl. [Ipu MOsSBIECHUM CHUMITOMOB BO3MOKHOM MHOMATHU WJIM HAIWYUHM (DAKTOPOB pHCKa
Pa3BUTHS TOYEYHOW HETOCTATOYHOCTH Ha (GoHE padaoMuonu3a (Hampumep, TsDKelas oCTpas
uH(pekuus, apTrepualibHas TUIOTEH3US, OOUIMPHOE XHUPYPrHUECKOE  BMEIIATENIbCTBO,
TpaBMbl,  MeTa0OJMYECKHUEe,  DHIOKPUHHBIE W  BOJHO-3JCKTPOJHUTHBIE  HAPYIICHHUS,
HEKOHTPOJHMPYEMbIE CYJOpPOTH) TEPANUIO0 aTOPBACTATUHOM CIIEAYeT BPEMEHHO MPEKpaTUTh WU
MIOJIHOCTHIO OTMEHUTb.

Buumanue! Ilayuenmog neobxooumo npedynpeoums O MOM, YMO UM Cledyem HemeOeHHO
obpamumbsbcsi K 8pauy Npu NoseIeHUU HeoObACHUMbIX OoJlell Ul MulueyHou ciabocmu,
0COOEHHO ecii OHU CONPOBOANCOAIOMCI HEOOMO2AHUEM UTU TUXOPAOKOLL.

T'emoppacuueckuti uncyrom

[locne cnenumanbHOrOo aHanu3a KIMHUYECKOTO HCCleqoBaHus ¢ ydactueM 4731 mamueHToB
6e3 UbC, mepeHecmux WHCYIbT WM TPAaH3UTOpHYIO uinemuueckyro ataky (THUA) B TeueHwue
mpenpiaymux 6 MecsleB, KOTOPhIM ObUl Ha3HaueH aTopBacTaTuH 80 MI/CyT, BBISBHIN
0ojiee BBICOKYIO YACTOTy Te€MOpPparuyecKux HWHCYAbTOB B rpymnmne aropBactatuHa 80 Mr
10 CPaBHEHHUIO ¢ Ipymmnoi miamedo (55 B rpymnme aTopBacTaTuHa NpoTuB 33 B rpymie mianedo).
[TauMeHTsl ¢ reMOpparu4ecKM HHCYJIbTOM Ha MOMEHT BKJIIOYEHHUS B HCCIIEIOBAHUE HMEIHU

0oJiee BBICOKHIA PHUCK AJId TOBTOPHOI'O TEMOPPArniCCKOTrO MHCYIIbTA (7 B I'pylIi€e aropBaCTaTuHa
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npotuB 2 B rpymmne 1miane6o). OpHako, y TAalUMEHTOB, MOJYYaBIIUX AaTOPBAcTATHH
80 wmr/cyr OBbUIO MEHBIIE WHCYALTOB Jr0OOTO THHa (265 mpotuB 311) u MeHbIIe
cepAeYHO-coCyauCThIX cOOBITHH (123 mpoTB 204) (cMoTpu moapazaen «DapMakoIMHAMHUKAY).
Caxapnutit ouadem

Hekortopeie nanHble noATrBepxkaaroT, 4to HHruouropsl I'MI'-KoA-penykrasbl (cTaTHHBI),
KaK KJacC, MOTyT TPHUBOJUTh K TIOBBIIIEHWIO KOHLEHTPAllMU TIJIIOKO3bl B IJIa3Me
KpOBH, @ Yy OTHEJbHbIX MAallMEHTOB C BBICOKMM PHUCKOM pa3BUTHS caxapHoro auabera
MOXXET DPa3BUTHCS COCTOSIHME TUIEPIIMKEMHH, TpeOyrollee KOpPPEeKIUH Kak MpU caxapHOM
nuabere. TemM He MeHee, ATOT PHUCK HE IMPEBBIIAET IMOJIb3Yy OT TEpaluu HHrHOUTOpaMu
I'MI'-KoA-penykra3pl (cTaTUHAMH) C TOYKH 3pEHHUS COCYIUCTBIX PHUCKOB, TO3TOMY
9TO HE MOXKET SBIATHCSA NPUUYUHON OTMEHbI Tepanuu. [lanueHTsl, OTHOCSIIUECS K TpyIe
pucka (KOHIIEHTpAIHUs TTI0KO3bI B KPOBM HATOIIAK OT 5,6 10 6,9 Mmons/n, UMT > 30 kr/m?,
MTOBBIIIEHHAS KOHIEHTpaLUs TPUTIIULIEPUIOB B ia3me KpOBH,
apTepuanbHas TUIEPTEH3Us), JOJDKHBl HAXOAUThCS TOJ  MEJUIMHCKAM  KOHTPOJIEM,
BKJIIOYAs. KOHTPOJb OMOXMMHUYECKMX IapaMeTpOB KPOBH, B COOTBETCTBHUM C MECTHBIMH
PEKOMEHJALUAMU.

Humepcmuyuanvroe 3a001e6anue 1€2Kux

Ha d¢one Ttepanmuu HekotopeiMu uHTHOMTOpamMu ['MI'-KoA-penykrassl (cTaTmHammu),
0cOOeHHO Ha  (QoHEe  JUIMTEJIBHOW  TepamuM, OTMEYaIMCh  €IMHUYHBIE  Clly4yau
MHTEPCTULIMAIBHOIO 3a00JIeBaHMs JIETKMX. MOryT HaOIIOAaThCs OJBIIIKA, HENPOAYKTHBHBIN
Kallelb U yXyALICHHE OOLIero COCTOSHUS 3/I0pOBbs (YTOMIIIEMOCTb, CHUKEHHUE MAcChl Teja U
auxopasaka). B ciyuae, ecin y manueHTa MOJO3pEBaeTCs HMHTEPCTUIMAIbHOE 3a0o0JieBaHME
JIETKUX, CIIeJyeT OTMEHUTh TepPaIMIO aTOPBACTATHHOM.

IHnooxkpunnaa Gynkyus

IIpu npumenenun wuHruobuTopoB I'MI-KoA-penykrassl (cTaTMHOB), B TOM 4YHCIE U
aTopBacTaTHMHA, OTMEYAJUCh CJIydyad T[OBBIIIEHUS TJIMKO3UIMPOBAHHOTO TeMOIJIoOHMHA
(HbAl) wu KoHUeHTpalMM TJIOKO3bl B IUIa3M€ KpPOBM HAToIlak. TeM He MeHee,
PHUCK THIEPrIMKEMHH HIKE, YeM CTENEeHb CHIKEHUS PUCKA COCYIHMCTBIX OCIOKHEHUM Ha (oHe
npuema HHruouTopoB I'MI'-KoA-penykrassl (CTaTUHOB).

Bcnomozamenwnuie 6eujecmea

IIpemapat AtopBacTatuH PeHeBanm coAepKUT JakTo3bl MoOHorujpar. Ilammentam c peaxo

BCTPCHAOIMUMHUCA  HACJICACTBCHHBIMU 3a6OHeBaHI/ISIMI/I, TaKUMHU KaK  HCIICPECHOCHUMOCTDH
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rajlakTO3bl, HCIICPECHOCUMOCTL JIAKTO3bl BCJICACTBUC I[e(i)I/IL[I/ITa JIaKTa3bl WJIMA CHUHAPOM
[JIIOKO30-TAIaKTO3HOM  ManbabcopOlLuu, HE CleAyeT MpUHUMaTh JaHHBIA JIEKapCTBEHHBIM

nperapar.

Biusinne Ha c10COOHOCTH YNIPABJISITh TPAHCIIOPTHBIMHU CPeACTBAMM, MEXaHU3MaMU

JIaHHBIX O BIMSHUU aTOPBACTATHHA HA CIIOCOOHOCTh YIPABJIATH TPAHCIOPTHBIMU CPEJACTBAMH U
3aHMMATbCA MOTEHIMAIbHO ONACHBIMU BHJAMH JESITEIBHOCTH, TPEOYIOIMMHU TOBBIILIEHHOMN
KOHLIEHTPAllMM BHUMAHHSA M OBICTPOTHI NCUXOMOTOPHBIX peakiui, HeT. OJHaKo, y4WUThIBas
BO3MOXHOCTb Pa3BUTHS TOJIOBOKPYKEHHUSI, CIEAYET COOII0IaTh OCTOPOKHOCTh IIPU BHITIOJIHEHUU

MNEPCUUCIICHHBIX BUJIOB ACATCIIBHOCTH.

dopMa BbINIYCKa

TabneTku, MOKPHITHIE TNIEHOYHOU 00070uKOi, 10 Mr, 20 Mmr, 40 M.

ITo 10, 14, 15 TabneTok B KOHTYPHYIO STYEUKOBYIO YIIAKOBKY U3 IUIEHKH MOJMBUHWIXIOPUIHON
1 (DOTBTY ATFOMUHUEBOM TIEYaTHON JTAKUPOBAHHOM.

3, 5, 6, 9 KOHTYpHBIX SYEHKOBBIX YHMakoBOK 1o 10 TabneTox wiu 2, 4 KOHTYpHBIC SYEHKOBBIC
ynakoBku 1o 14 tabneTok, win 2, 4, 6 KOHTYPHBIX SYEHKOBBIX YMAaKOBOK MO 15 TabneTok ¢

MHCTPYKIMEH 10 MIPUMEHEHUIO MOMEIIAIOT B MAYKy U3 KApTOHA JJIsl HOTPEOUTEIHCKOM Taphl.

YcaoBusi XxpaHeHust
B opurunanbHOi ymakoBke (KOHTypHas sueiikoBasi yIakoBKa B IMayKe) MpU TeMIeparype He

BoIIre 25 °C.

XpaHUTh B HEIOCTYITHOM [Tl IETCH MECTe.

Cpoxk rognoctu
3 rona.

He INPUMCHATD 110 HCTCUCHNUU CPOKa I'OAHOCTH.

YciaoBus oTnmycka

OTnyckaroT 1o peuenty.

BuaaneJien perucTpanMoHHOr0 y10CTOBEepeHMs

AximonepHoe o6miectBo «IIponsBoacTBeHHas papmarieBTHUecKast komnaHust OOHOBIIEHUE
KOpuanueckuii  aapec: 633621, HosocuOupckas o6mn., Cy3yHckuii paiioH, pro. Cy3yH,
yi. Komuccapa 3stbK0Ba, 1. 18.

Ten./akc: 8 (800) 200-09-95.

I/IHTepHeTI www.renewal.ru
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IpousBoauTeas/Opranusanys, NPUHIMAIOLIAS MPeTEeH3UH OT NOTpeduTe el
IIpouzeooumenw

Axmmonepnoe o6mectBo «IIponsBoacTBeHHas apmarieBTHuecKast kKomnanust OOHOBIEHUE
Aodpec mecma npouzeoocmaa

630096, r. HoBocubupck, yn. CranimonHas, . 80.

Opeanuzayus, npunumarowas npemen3uy om nompeoumene

AxuunonepHoe o6mectBo «IIpousBoacTBenHas ¢papmaineBTuueckas komnanuss OOHOBIEHHE»
630096, r. HoBocubupck, yin. Craniuonnasi, a. 80,

e-mail: pretenzii@pfk-obnovlenie.ru
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