MUHUCTEPCTBO 3JIPABOOXPAHEHUMS POCCUNCKOMN ®EIEPAIIN
MHCTPYKLIA
110 MEJUITMUHCKOMY I[TPUMEHEHUNIO JIEKAPCTBEHHOTI O ITPETIAPATA

AropBacrarun Kavop——ooo—___ =~ ===~
MHH3IPAB PocCup
120711

B COrIACOBAHO
Toprosoe nanmenosanue: Atopsacratin Kanon e erar——

Pernm"paunomnﬂii HOMED:

Memyﬂaponﬂoe HENMATCHTOBAHHOC HAUMCHOBAHHE: aTOPBACTATHH

JlekapcTBenHast popma: TablIeTKH, TOKPBITHIC TNIEHOYHON 000JI0YKOM.

Cocras:
1 TabneTka, MOKPHITAs IUIEHOYHOU 000JI0YKOU, COMECPIKHUT:

Jlo3uposxka 10 mr:

oeticmsyiowyee 6eujecmeo. aroppactatud Kanpius 10,85 mr, B iepecyere Ha atopactatud 10,00 mr;
e6cnomozamesioHble  ewjecmea:  Kanblusa — ruapodocdara  gurmapar 27,00 wmr,
kapbokcumernikpaxman Harpus 3,00 mr, kpaxman kaprodenbHbii 1,24 Mr, MarHus creapaT
0,65 mr, mosunon K-30 2,26 mr, nemnono3a MuUKpokpuctaumdeckas 45,00 mr;

nienoynas obonrouxa: O6onouka (MOXKET MCHOJIB30BaThCsl ToToBast cMech Omnajpaii Genblii uim
roToBas cMeCh Bugakoar) 3,0000 MT, B TOM qHcIe: THIIPOMeEIIo3a
(ruzpokcunponmimerninenmonoza) 1,0125 wmr, runposoza (THIPOKCHITPOIHIIIEIUIION03)
1,0125 wmr, Tanbk 0,6000 Mr, Tutana quoxceuy 0,3750 mr.

Jlozuposka 20 mr:

oeticmeyloujee 6eujecmeo. aTOPBACTATHH KaJIbIIHs 21,70 wmr, B nepecyere Ha atopBactatut 20,00 mr;
scnomozamenoible  6ewjecmeéa:  Kanpuus  ruapodocdara  gurmapar 54,00  wr,
KapOokcumeTnikpaxman Hatpust 6,00 mr, kpaxman kaprodenbHblid 2,48 Mr, MarHusi creapar
1,30 mr, moBunon K-30 4,52 mr, nemmnono3a Mukpokpuctaumyeckas 90,00 mr;

naenounas obonoyka: O60109Ka (MOXKET UCIIOIB30BATLCS roToBas cMech Omazpail Genblii uim
roTOBast CcMecCh Bugakoar) 6,0000 MT, B TOM 1505 (o) (N THIIpOMeEIIo3a
(ruapoxcunponuIMeTHIneonoza) 2,0250 Mr, Tumpososa (mnpoxcnnponnnueﬁmonma)
2,0250 mr, Tanbk 1,2000 mr, Tutana guokcuj 0,7500 mr.

Jlozuposka 40 mr:

deticmeylouqee 6euyecmeo: aToppactTaTii Kaibims 43,40 Mr, B iepecyere Ha aropBactartii 40,00 mr;

scnomozamenionvie  eeujecmeq:  Kanpuus — rugpodocdara  gurmapar 108,00
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kapOokcumeTriakpaxman Harpus 12,00 mr, kpaxman kaprodenbHblii 4,96 Mr, Maraus creapar
2,60 mr, noBuaoH K-30 9,04 mr, nemmono3a Mukpokpuctaumyeckas 180,00 mr;

naenounas ooonouxa: O6om04Ka (MOXKET MCHOIB30BAThCs TOTOBast cMech Omnazpaii O6emblil Wi
roropas  cmechb  BuBakoar) 12,0000  wr, B TOM  4YHCIE: THIIPOMEII03a
(ruppoxcunponuamerwiennonosa) 4,0500 wmr, runposnosa (MHAPOKCHIPONMIIIEIIION03a)

4,0500 mr, tanek 2,4000 mr, Tutada guokcu 1,5000 mr.

Onucanne
Tabnerku Kpyrible JBOSKOBBITYKIIbIC, MOKPHITHIC TUICHOYHON 000JIOUKOM O€Ioro Wid IOYTH

- Genoro nBera.

®apmaxkoTepaneBTHYECKAsl IPYNIA: THITOIUITHAEMHYECKOE CpeicTBO — HHrHOuTOp I'MI'-KoA-

pelyKTa3bl.
Koa ATX: C10AA05

PapmMakoI0ruyecKne cBoiicTBa

DapmakoouHamuxa

ATOpBacTaTUH - CEJICKTHBHBIH KOHKYpeHTHbIH uHruoutop I'MI-KoA-peaykrasel, Karo4eBoro
(epmenTa, npeBpaIaomero 3-ruApoKCH-3-MeTIIroTapui-KoA B MEBaIOHAT - IPEIIIECTBEHHUK
CTEPOMJIOB, BKJIIOYast XosecTepuH. CUHTETHYECKOE THIIOUITUHAEMHYECKOE CPEJICTBO.

Y  DanMeHToB € TOMO3MIOTHOH M TETEPO3UTOTHOH CEMEHHOM TrHIepXoJecTepuHEMHUEH,
HeceMeHHbIME (POpPMaMU THIEPXOJECTEPUHEMUH M CMEIIaHHOM JUCIUIUIEMHEH aTopBacTaTUH
CHW)KaeT KOHIIEHTPALMIO B Ila3Me KpoBu obmero xonecrepuna (XC), xonecrepuna
mnonpoTenHoB Hu3kod muotHoctd (XC-JIIIHII) u anomumonporenna B (amo-B), a Ttaxke
XOJIeCTepUHa JIMIONPOTEUHOB 04YeHb HU3KOH MoTHOCTH (XC-JIITOHII) u tpurmunepunos (1),
BBI3BIBAET TOBBINIEHHE KOHIEHTPAIMH XOJECTEPHHA JIHIIONPOTEHHOB BHICOKOH mwioTHOCTH (XC-
JITIBII).

Atopsacratil cHukaeT konnenTparuo XC u XC-JITTHIT B miazme kposu, narudupyst ' MI'-KoA-
PeAyKTa3y W CHHTE3 XOJIECTEPHMHA B IE€YEHHM M YBEIWYUBAsI YHUCIIO «IICUYCHOYHBIX)» PEIENTOPOB
JITHIT na noBepXHOCTH KJIETOK, YTO MIPUBOJUT K YCHIICHHUIO 3axBarta ¥ Katabosmsma XC-JITTHIT.
AtopBactatud yMmeHblnaeT oOpaszoBanue XC-JIITHIT w wymcno wactun JITIHII, BeI3bIBaer
BBIDOKEHHOEC M CTO#MKoe mnoBbieHue axtuBHoctd JIITHII-penentopoB B coyeranwu ¢
OnaronpuATHBIMM ~ KauyecTBeHHbIMH  u3MeHeHusvu  JIITHIT-yactum, a Takke CHHDKaeT
konuentpanuio  XC-JIITHIT y mnanueHTOB ¢ TrOMO3HIOTHOM HAacleJCTBEHHOH ceMeHHOM
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THIIEPXOJIECTEPUHEMHUEN, YCTOWYMBON K TE€paluy JIPYTMMH THIIOJIMIIMEMUYECKUMHU CPEACTBAMH.
Atopsactatit B f103ax oT 10 mr 10 80 mr cHmxkaet konnenTpanuio XC nHa 30-46 %, XC-JITHII -
Ha 41-61 %, ano-B - na 34-50 % u TT" - na 14-33 %. Pe3ynpraThl Tepanuu cXO/IHbI y HAIIHEHTOR ¢
reTEPO3UTrOTHOM CEMEHHOU THIEPXO0JIECTEPUHEMUEH, - HECEMEHHBIMU dbopmamu
THIIEPXOJIECTEPUHEMHHM M CMEIIAHHOM MMIIEPIMITUAEMHUCH, B TOM YHCIIE, Y MAMEHTOB C CaXapHbIM
JuabeTom 2 Tuma.

V nanmeHToB ¢ H30JMPOBAHHON MHIEPTPHUITHIICPHIEMHEH aTOPBACTATUH CHIKACT KOHIICHTPAIHIO
obmero xosnecrepuna, XC-JIITHII, XC-JITTIOHII, armo-B u TI" u noBeimaer kounentpamuo XC-
JIIBIL. ¥V nanuenToB ¢ AucOSTAIUNONPOTEHHEMHEH aTOpBAaCTAaTHH CHU)KACT KOHIICHTPAIHIO
XOJIECTEpHHA JIMIOIPOTEUHOB IPOMEKYTOUHOM mimoTHOCTH (X C-JITIIIIT).

VY manuenTos ¢ runepiunonporenHemueii tuna I[la u Ib o xnaccuduxarym @peaprkcona cpemee
3HaueHue nospieHus KonueHTpauun XC-JITIBIT npu nevenun atopsactaturom (10-80 mr) mo
CPaBHEHHUIO C MCXOJHBIM IIOKaszarteneM coctasisier 5,1-8,7 % u He 3aBucHT oT J03bl. MMeercs
3HAQYUTEIbHOE JI0303aBUCHMMOE CHM)KEHHE BEJIMYMHBI COOTHOIICHMH: oOmmit xonecrepus/XC-
JHIBIT u XC-JINTHIT/ XC-JITIBII na 29-44 % wu 37-55 %, COOTBETCTBEHHO.

AtopBacTaTiH B J103¢ 80 MI' IOCTOBEPHO CHMIKACT PUCK PA3BUTHS MIIEMHYECCKUX OCJIOKHCHHH U
CMepTHOCTH Ha 16 % mociie 16-HeenbHOro Kypea, a puck HOBTOPHOM FOCIUTATM3AIUH 10 TIOBOTY
CTEHOKap/IMH, COIIPOBOXKJAAIOIIEHCsS NpU3HAKaMHM HMINEMUH MHOKapzaa, Ha 26 % (ucciemoBaHue
YMEHBIIECHUS BBIPOKEHHOCTH MIIEMUH MHOKapja Ha (OHE WHTEHCHBHOW THIIOJUITHICMHUYCCKOU
tepannu (MIRACL)). V nanmeHToB ¢ pa3nuyHbIMH HCXOAHBIMH KoHIeHTpamusmMu XC-JITTHIT
aToOpBACTATHH BBI3BIBAET CHHIKEHHE PUCKA HIIEMUYECKUX OCI0KHEHUH U CMEPTHOCTH (Y TTAlIUEHTOB
¢ uadapkTomM MHOKapja 06e3 3yOna Q W HeCcTaOWJIBHOW CTEHOKApMEH y MYXYHH, XKEHIIUH U Y
IIAIIMEHTOB B BO3PACTE MOJIOJKE M cTapiie 65 yier).

Cumwxenve KonneHtpamuu B mnasme kpoBu XC-JITTHIT nyume xoppemupyer ¢ 1030
aTopBacTaTHHA, YeM C €ro KOHIEHTpauuedl B 1asme KpoBu. Jlo3y moaduparoT ¢ yderom
TepaneBTHueckoro sddexra (cm. pazaen «Crocod npUMeHEHHS U JI035D»).

Tepanesruueckuii >dext nocturaercss yepes 2 HemeNd IOCIE Hayala TEpPallMH, JOCTHIAET
MaKCHUMyMa yepe3 4 HeJIelI U COXPAHSAETCs B TeYEHHE BCEro MEPHO/Ia Teparum.

IIpogpunaxmura cepoeuno-cocyoucmsix 0CiONHCHeHULL

AtopBacTatiH B 03¢ 10 MI' CHMXKAeT OTHOCHTENIBLHBIN PUCK Pa3BUTHUSI KOPOHAPHBIX OCIIOKHEHHN
(nmemuyeckoi 6omesnu cepana (MBC) ¢ netansHbM HCX010M ¥ HedaTalbHbIi HHAPKT MHOKap/a
(MM) na 36 %, ob1me cep/ie4HO-COCyTUCThIe OCIOXKHEeH s Ha 29 %, (araabHbli ¥ HedaTalbHbIi

UHCYJILT Ha 26 % (McciieloBaHKe aTopBacTaTHHa y nammeHToB ¢ Al u paktopamu prcka (ASCOT

LLA)).



Caxapnwiti ouabem

VY nanMeHToB ¢ caxapHbIM JMabeToM Teparus aropBacTaTMHOM CHHYKACT OTHOCHTEIBHBIH PUCK
Pa3BUTHS OCHOBHBIX CEPIAECYHO-COCYIUCTHIX OclokHeHu# ((aranpHblii U HedaTatbHbli UM,
6e300seBast MIIEMUs] MUOKAp/Ia, JICTAIBLHBIH UCX0/] B pe3yiibrate oboctpenust UBC, HectabuiibHas
CTEHOKap/11sl, LIyHTUPOBAaHHE KOPOHAPHO apTepUH, YpeCKOKHAsI TPAHCIIOMUHATIbHAS KOPOHApHAsT
AHTMOILIACTUKA, TIPOLEAYpBl peBacKyisipu3auuu, UHCYIbT) Ha 37 %, UM (daranbhbii u
HedatanpHblit) Ha 42 %, nHCYIbT (PaTanbHblil 1 HedaTalbHbIM) Ha 48 % BHE 3aBUCHMOCTH OT I10J1a,
BO3pacra nauuenTa uwim uexoaHoi konuentpanuu XC-JITTHII (uccnenoBanue aropBacraTiHa mpu
caxapHoM jquabere 2 tuna (CARDS)).

Amepocknepos

VY nanuenroB ¢ UbC aropsacratun B 103¢ 80 MI/cyT NPHBOJMT K YMEHBIICHHIO 001Iero oobema
arepombl Ha 0,4 % 3a 1,8 mecsana Tepanuu (MUcciaenoBaHHEe OOPAaTHOTO Pa3BUTHS KOPOHAPHOTO
arepockiepo3a Ha (OHe WHTEHCHUBHOM runomumuaemudeckoi Tepanmun (REVERSAL)).
Ioemopnwiii uncynom

ATtopBactaTtuH B J103¢ 80 MI' B CyTKH YMEHbIIAET PUCK TOBTOPHOTO (haTaIbHOTO WA He(aTaTbHOro
UHCYJIbTA Y IIALIUEHTOB, IEPEHECUINX HHCYILT UM TPAH3UTOPHYIO HileMu4ecKyto araky (THUA) 6e3
WUBC B anamuese (McciesoBaHue MO NMPOQMIAKTHKE HHCYJIBTa IPH MHTCHCHBHOM CHUIKEHHHU
KoHueHTpauuu xojectepuHa (SPARCL)), Ha 16 % mno cpaBHenuto c¢ ruianie6o. Ilpu sToM
3HAYMTEIHbHO CHHMXKACTCS PHCK OCHOBHBIX CEPJICYHO-COCYAMCTBIX OCJIOKHEHHH W IPOLEIyp
pesackyispusanud. CokpalleHue pHCKa CeplAeYHO-COCYAUCTBIX HapyIICHWH TIpH Teparun
aTopBacTaTHHOM OTMEYAETCsl Yy BCEX IPYII NAlMEHTOB, KPOME TOH, KyJa BOLUIM MAI[HEHTHI C
NIEPBUYHBIM MJIH IOBTOPHBIM I'€éMOPPAarn4eCKUM WHCYIIETOM.

Bmopuunas npoghunaxmuxa cepoeyno-cocyoucmoix 0CiL0HCHeHUN

VY namuentoB ¢ MBC aropBacratus B 03¢ 80 Mr, 1o cpaBHeHHIO ¢ 10 MTI, IOCTOBEPHO CHHYKAET
OTHOCHUTEJIbHBIA PHCK Pa3BUTHsL OOJIBIINX CEPACYHO-COCYTUCTHIX COOBITHIT Ha 22 %, He(aTaTbHOTO
MM (He cBA3aHHOTO C IpoIeaypaMH peBacKylisipu3aiun) Ha 22 %, daraisHoro u HedaTtaabHOIro
UHCYIbTa Ha 25 % (CpaBHEHHE BBICOKOMHTEHCHBHOW TEpaliiM aTOPBACTATHHOM H TEpaITuH
yMepeHHOH MHTeHCUBHOCTH y nanenToB ¢ UbC (o manneM uccnenoBanus TNT)).
DapmaKkokuHemuka

Beacvieanue

ATOpBacCTaTHH OBICTPO BCACBIBACTCS TIIOCIE MpHEMa BHYTPb: BpEMS JIOCTHIKEHHS €ro
MakcuMainbHOW KOHIEHTpauu (TCmax) B mmasme kpoBW cocrtaBiseT 1-2 baca. Y JKEHIIUH
MaKCUMalibHas KOHIeHTpanus aropBacTatuHa (Cmax) Ha 20 % BbIIIe, a TUIOMAAb MO KPUBOM
«xkonuenrpanus-spems» (AUC) — na 10 % nHmwxke, 9yeM y MyxuuH. CTernieHb BcachbIBaHHS H
KOHICHTpalus B IIJJa3M€ KpPOBH IIOBBIIAIOTCS HPOMNOPHUOHAIBLHO JI03€. BHOJIOCTYIHOCTH
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aroppacratiHa B popme TabieTok coctansieT 95-99 % 1o cpaBHEHHIO ¢ aTOPBACTATHHOM B BHJIE
pactBopa. AOcomoTHas OMOJOCTYNMHOCTH — okono 14 %, a cucreMHas OHOJOCTYIHOCTDH
uHruoupylomei aktuBHocTd B oTHommeHun ['MI-KoA-penykraser — oxono 30 %. Huskas
cHCTeMHas OMOJOCTYIHOCTH OOYCIIOBICHA IPECHCTEMHBIM METa0ONM3MOM B  CIM3HCTON
000J104Ke KeJTyJ0UHO-KHIIEYHOI'0 TPAKTA H/HITH MIPH «IIEPBUYHOM MPOXOKICHUN» YePE3 I€UYECHb.
IIprem muiM HECKOJIBKO CHHXKAET CKOPOCTh M CTeneHb abcopOiuu npenapara (Ha 25 % u 9 %,
COOTBETCTBEHHO, O YEM CBHJIETENILCTBYIOT pe3yibTaThl onpeneneHuss Cmax 1 AUC), oaHako
camxenue X C-JITTHIT cxomHOo ¢ TaKOBBIM ITPU IpHUEMe aTopBacTaTHHA HaTolnak. HecMoTps Ha To,
4TO IOCJIC MpUeMa aTopBacTaTHHA B BEYEpHEE BPeMsi €ro KOHIEHTpallus B IUIa3Me KPOBH HHKE
(Cmax 1 AUC, npumepno, Ha 30 %), yem mocje mpuema B YTPCHHEE BpeMsl, CHHIKEHHE
konuenrpanuu XC-JIITHII He 3aBUCHT OT BpeMEeHHU CYTOK, B KOTOPOE IPUHUMAIOT TIpernapar.
Pacnpeoenenue

Cpenunit o0beM pacrpesieieHisi aTopBacTaTiHa cocTapiseT okoso 381 n. Cessb ¢ Genkamu
IIasMbl KpoBU He MeHee 98 %. OrtHomeHue cojepkaHus B SPUTPOIMTAX/TUIa3Me KpPOBH
cocTaBisieT okosio 0,25, T.e. aTOpPBAaCTaTHH IJIOXO MPOHUKAET B APUTPOIHUTHL.

Memabonusm

ATOpBAaCTaTHH B 3HAYMTEIBHOH cTeneHH MerabonM3Hupyercs ¢ oOpa3oBaHHEM OpPTO- M Iapa-
THIPOKCHIMPOBAHHBIX NIPOM3BOAHBIX M PA3IUYHBIX NPOAYKTOB P-OKUCICHHUS. [n vilro opto- u
naparuJipoKCUIMPOBAHHBIE META0OIUTHI OKa3hIBAIOT WHrHOMpyromee aeiictBue Ha I'MI-KoA-
peyKTasy, COIOCTaBUMOE C TaKOBbIM aropBacTaTHHa. [IpumepHo 70 % CHM)XEHHUS aKTHBHOCTH
I'MI'-KoA-petykTa3pl IPOUCXO/IUT 3a CYET ACHCTBUS aKTUBHBIX IIUPKYIHPYIOIIMX META00IMTOB.
Pesynbrarsl uccienoBanuii in vitro 1aloT 0OCHOBaHMs TIPEONOKHTH, 4To H30depment CYP3A4
NICYCHH HIpaeT BaXHYIO poib B MeTaboiu3Me aTtopBacTatuHa. B monb3y storo daxra
CBHUJICTCJIbCTBYET IIOBBIIIEHHE KOHIEHTpPAllUM aTOpBAacTaTMHA B IUIa3M€ KPOBH TIPH
OJTHOBPEMCHHOM IIPHEME SPUTPOMHILIMHA, KOTOPBIH SBJISETCS HHTHOUTOPOM 3TOTO H30depMeHTa.
Wcenenosanus in vitro Takxke I0Ka3ald, 4TO aTOPBACTATHH SBISIETCS CJIabbIM HHIHOMTOPOM
m3opepmenta CYP3A4. AtopBacTaTWH HE OKa3blBaeT KJIMHMYECKH 3HAYMMOTO BIIMSIHHS Ha
KOHIICHTPAIIMIO B IJIa3Me KPOBH Tep(eHaIHa, KOTOPBI MEeTaboIu3upyeTcs, IIIaBHBIM 00pa3oM,
uzopepmentom CYP3A4, nmostoMy ero cymecTBeHHOE BIMsHME HAa (apMaKOKUHETHKY IPYTHX
cyberparos uzodepmenta CYP3A4 manoBeposTHO (cM. paszen «BzaumoeiicTBue ¢ IpyruMu
JIEKapCTBEHHBIMH CPEJICTBAMHE).

Buigeoenue

ATOpBACTaTHH U €ro MeTabO0IUTHI BEIBOJIATCS, IJIABHBIM 00Pa30M, C JKETYBIO IOCIIE IEYEHOYHOTO
W/WJIM BHENICYEHOYHOro MeTabom3Ma (aTOpBacTaTHH He MOBEPraeTCs BHIPAKEHHON KHIIEYHO-
NeYeHOYHOU penupkynsuuu). Ilepuon nonyseiBenenus (T12) cocraBnser okono 14 4, mpu 3TOM
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uHrubupyrommit a¢pdexr npenapara B ornomenun I'MI'-KoA-penykrassl npumepao Ha 70 %
ONpe/eNAeTCs aKTHBHOCTBIO HMPKYIMPYIOIHX METa00IHTOB M coXpaHsieTcst okoo 20-30 yacos
Onaronaps ux Hanuuuio. [locie npuema BHyTph B MOoue 0OHapyx uBaeTcs MeHee 2 % OT IPHHSTOMH
JI03Bl TIpenapara.

ATOpBacTaTHH SBJISIETCS CyOCTPaTOM JUIsl TPAHCIIOPTEPOB (PEPMEHTOB MEYECHHU, TPAHCIIOPTEPOM
OATPIB1 u OATPIB3. Merabonutamu aropBactatuHa sBisiorcs cyoctpatet OATPIBI.
ATOpBacTaTHH TakXkKe MJICHTUPHUIUpPYETCs Kak cyOcTpar TpaHcrmopTepoB orToka MJIY 1 u Genka
PE3UCTEHTHOCTH paKa MOJIOYHOM JKeJle3bl, KOTOPbIe MOTYT OIpaHHYMUBAThH KHIIIEUHYI0 abcopOIImio
1 OMJIMapHbIi KIMPEHC aTopBacTaTHHA.

Ocobvie epynnvl nayuenmos

IToXuible malueHThl

Konnenrpanuu aropBacTtaTMHa B IUla3Me KpOBM y manueHToB crapiie 65 et Bbiie (Cax
npumepHo Ha 40 %, AUC npumepno Ha 30 %), 4eM y B3pOCIIBIX MAllUEHTOB MOJIOJIOTO BO3pPAaCTa.
Pazmuunit B a¢d¢dexTtuBHOCTH M 0€30mMacHOCTH Tpemapara, WIH JIOCTH)KEHHH IleJel
TMITOJIMIIN/IEMUYECKOH Tepaluy y NOKHUIBIX AIlMEHTOB 110 CPABHEHHUIO ¢ 00IIeH TonyJIsiueii He
BBISIBJICHO.

eTH
B 8-HenenbHOM OTKPBITOM MCCIEIOBaHUM JieTH (B Bo3pacTe 6-17 JieT) ¢ reTepo3uUroTHOM
CEMEMHONW THIEPXOJIEeCTEPUHEMHEH M HCXOJHOW KOHIeHTpamueid xonectepuna-JITTHIT > 4
MMOJIB/JI TIOJIy4YaIl Tepanuio aTOpBaCTaTHHOM B BHJIE JKeBaTeJIbHBIX TabeToOK 5 Mr wiu 10 mMr
WK TabJIETOK, MOKPBITHIX 000104K0# B 03¢ 10 Mr wam 20 Mr oJIMH pa3 B CYyTKH, COOTBETCTBEHHO.
EnvHCTBEHHON 3HAYMTENbHOW KOBapuaToil B (hapMaKOKMHETHYECKOM MOJENH MOIYJISAIMH,
IOJIyYalollei aropBacTaTi, Obula Macca Tena. Kaxymuiics KIupeHe atopBacTaTiHa Y JeTei He
OTJIMYAJICS OT TAKOBOTO Y B3POCIbIX MALMEHTOB NPH aLNIOMETPHYIECKOM H3MEPEHHH IO Macce
Tena. B juanasoHe geicTBHS aTopBacTaTHHA M O-THAPOKCHATOPBACTATHHA OTMEYAlIOCh
nocnenosarenbHoe cHmkenne XC-JITTHIT u XC.
Ilon
KonnenTpauuu aropBacTaTHHa B IUIa3Me KPOBH Y JKEHIIMH OTJIMYAIOTCA OT AHAJOTMYHBIX
nokasaresicii y Myk4uH (mpumepHo Ha 20 % Bbie 11 Cmax ¥ Ha 10 % Hioke uis AUC). Oanako
KaKMX-JIM0O KJIMHUYECKU 3HAYUMBIX Pa3NHYUil B JICHCTBHH HA JIMIUIABI MEXIYy MYXYHHAMH H
JKEHIIMHAMU He HaOJII0AaiocCh.

HC,HOCT&TO‘IHOCTB d)YHKIII/II/I IMOYCK

Hapymienne QyHKIMM NOYEK HE BIMSAECT Ha KOHIEHTPAIMIO aTOPBACTATHHA B IIa3Me KPOBH HIIH
€ro BIMSHHE Ha IT0KA3aTeJIU JIMIIUIHOTO OOMEHa, B CBSI3M C ATUM H3MEHEHHUE JI03BI Y TAIIHEHTOB C
HapymenueM (QyHKIuM nodek He Tpebyercs (cMm. paszgen «Croco0 NPUMEHEHHS U J03BD»).
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WccnenoBannii mpuMeHeHMs aropBacTaTHHA y MAIMEHTOB ¢ TEPMUHAJIBHON CTajuel MoYeuyHou
HEJIOCTaTOYHOCTH HE IPOBOAMIOCH. ATOPBACTATHH HE BBIBOJUTCS B XOJ€ TIe€MOJIHAIN3A
BCJICZICTBUE MHTEHCHBHOI'O CBSI3bIBAHUS C O€JIKAMHU IIa3Mbl KPOBH.

Henocrarounocth GOYHKIIMH TIEYEHH

Konnenrpanus npenapara 3HadyutesbHO NOBbIIAETCS (Cmax IpuMepHO B 16 pa3, AUC npumMepHO
B 11 pa3) y nmanuMeHToB ¢ aIKOroJIbHBIM HUPPO30M NedyeHu (kinace B mo knaccudukanuu Yaiini-
ITe10) (cM. paznen «lIpoTuBonokazaHus»).

[Tomumopduzm SLCO1B1

ITeuenounsiii 3axBar Bcex wuHruburopos I'MI-KoA-peaykraspl, BKiIIOYas aropBacTaTHH,
npoucxoauT ¢ ydyacrueM tpaHcnoprepa OATPIBI. V  mnauumeHTOB ¢ TreHEeTHYECKUM
nomumopduzmom SLCO1BI1 umeercs pruck TOBBIIICHHS SKCTIO3HITHH aTopBacTaTUHA, YTO MOXKET
IIPUBECTH K MOBBIMICHHIO PUCKA Pa3BUTHs paGnomuoimsa. [lomumMop@usm reHa, Koaupyomero
OATP1B1 (SLCO1BI ¢.521CC) cBsi3zan ¢ nopbimennem sxkcno3unuu (AUC) aropBacratuna B 2,4
pasa 110 CPAaBHEHHIO € MalHeHTaMH 0e3 TaKoro TeHOTHNMYeckoro wm3meHenus (c.521TT).
Hapymenune 3axBaTa aTopBacTaTHHA I€YEHBIO, CBA3AHHOE C TIEHETHYCCKUMH HapYIICHHSIMH,
TaKK€ MOXKET HaOMIoJaThesl y TaKUX NAIMEHTOB. BO3MOXHBIE TOCNE/ICTBHS B OTHOIICHUH

3 PEeKTUBHOCTH HEU3BECTHBHI.

ITokazanusi K NPUMeEHEHHIO
['unepxonecrepuHemus:

— B KayecTBe JONOJHEHM K AUETe /Ul CHUIKEHHUs MOBBIIEHHOT0 001mero xonecrepuna, XC-
JIITHIL, ano-B u TpuriaunepuioB y B3poCIibiX, HOAPOCTKOB | JeTeil B Bo3pacte 10 et uim
cTapuie ¢ IEpBUYHOM IMIIEPX0JIeCTepUHEMHUEH, BKIIIOUAsi CEMEHHYIO THIIEPX0JIECTEPHHEMHIO
(reTepo3UroTHBI BapHaHT) WX KOMOMHHPOBAHHYIO (CMEIIAHHBIN) THIICPIUITHIEMHIO
(cootBercTBenHo Thn Ila u IIb no knaccupukanuu Openpukcona), Koraa OTBET Ha THETY U
JApyrue HeMeJAMKAMEHTO3HbIE METO/IbI JICYCHHSI HEJIOCTATOYHBI.

— JUId CHMXKEHHs IOBBIIEHHOro obmero xonecrepuna, XC-JIITHIT y B3pocasix c¢
TOMO3UIOTHOM CEMEHHOH TIMIepXOoJIeCTEpUHEMHUEH B KayeCTBE JIOMOJHEHHS K JAPYTUM
TUIIOJIMITMIEMHYECKUM MeTojiaM Jiedenus: (Hanpumep, JIITHIT-adepes) unm ecnm Ttakue
METO/Ibl JICYEHUS] HEJIOCTYITHBIL.

IIpodmnakruka cepeyHO-COCYAUCTHIX 3a00JIEBAHMI:

— IpopUIaKTHKA CEPJACYHO-COCYJUCTHIX COOBITHH Yy B3POCHBIX ITAMEHTOB, HUMEIOIIUX

BLICOKMM PHCK Ppa3BUTUSI TEPBUYHBIX CEpPACYHO-COCYTUCTBIX COOBITHI, B KadecTBe

JIOTIOJTHEHMSI K KOPPEKIUH JIPYTHX (haKkTOPOB pUCKa;



— BTOpHYHas NPOQPUIAKTHKA CEPACUHO-COCYAUCTHIX ociokHeHui y mamumentoB ¢ MBC c
LEJIbI0  CHUIXKEHUS CMEPTHOCTH, MH(APKTOB MHOKapAa, HHCYJIbTOB, IOBTOPHBIX

rOCIUTAIM3AIUM 110 IIOBOAY CTEHOKapJUH U HEOOXOIMMOCTH B PEBACKyJIsIpHU3alliu.

IIporuBoNOKa3aHUSA

— IloBpleHHAs 9yBCTBUTEIBHOCTH K JTIOOOMY KOMIIOHEHTY TIperapara.

— AxTHBHOE 3a00J€BaHHE II€YEHH WM T[OBBINICHHE AKTHBHOCTH <IICUCHOYHBIX)»
TpaHCaMHMHAa3 B IUIa3Me KPOBHM HESICHOTO reHe3a Oosiee yeM B 3 pas3a IO CpaBHEHHIO C
BEpPXHEH IrpaHULIEd HOPMBI.

— bepeMeHHOCTS.

— Ilepuoa rpyaHoro BckapMIMBaHUSI.

— OKeHIMHBI JIETOPOJIHOrO  BO3pacTa, HE HCIOJB3YIOIIHE aJICKBAaTHBIE  METOJIbI
KOHTpAIEIUH.

— Bospact mo 18 gner (Henocrafoqﬂo KIIMHUYECKUX JAaHHBIX 10 3((EeKTUBHOCTH U
Oe30macHOCTH IHpemapara B JaHHOH BO3PAaCTHOM TIpymme), 3a HCKIIOYCHHEM
IeTEPO3UIOTHOM CEMEHHOM TunepxosiecTepuHeMur (IMPUMEHEHHE IPOTUBOIOKA3aHO Y
nerelt B Bo3pacre 10 10 ner).

— OJHOBpeMEeHHOE IpUMEHEHHE ¢ (Y3HI0BON KUCIIOTOM.

C 0CcTOpPOKHOCTHIO

VY  naumeHToB, 3J0yNOTPeONISIONIMX aJKOrojeM; y TalMeHTOB, HMMEIOIUX, B aHaMHE3e
3a00JIeBaHNUS TICYCHH.

VY nmanueHToB ¢ Halu4ueM (pakTOpoB pHCKa pa3BHTHs padjoMuoim3a (HapylieHHe (YyHKIIHU
II0YEK, TMIIOTHPEO3, HACJIEACTBEHHBIE MbIIICUHbIE HApPYUICHHUS Y MAllMeHTa B aHAMHE3€e WJIU B
CEMENHOM aHaMHe3e, YK€ IEepEeHECeHHOe ToKcuueckoe BiussHue uHruoutopoB ['MI-KoA-
peaykrasbl (CTaTHHOB) WM (UOPATOB HA MBIIICYHYIO TKaHb, 3a00JI€BaHMs [ICUYCHH B aHAMHE3e
W/MIIM TTIaUEHTBI, YIIOTPeOJISIONIHe aJIKOTOJb B 3HAYUTENILHBIX KOJIMYECTBAX, BO3pacT ctapiue 70
JIET, CUTYyallud, B KOTOPBIX OJKMJAETCs MOBBIIICHUE KOHIEHTpAIlMM aTOpBacTaTMHA B IUIa3Me

KPOBH (HaIpumep, B3aUMOJCHCTBUS C APYTUMH JIEKapCTBEHHBIMHU CPEJICTBAMH)).

Ilpumenenne npu 6epeMEHHOCTH U B MEPHO IPYIHOT0 BCKAapMJIHBAHUS

Kenuwgunor oemopoonozo éo3pacma

JKeHmuHbl ~ IE€TOPOJHOIO  BO3pacTa BO  BpeMs  JICYCHHs  JIOJDKHBI  IOJIB30BAThCS
COOTBETCTBYIOUIMMH ~ METOJaMM  KOHTpauenuuu (cM. pasgen  «lIpoTuBomokazanus»).

bepemennocmo



AtopBacratid KaHoH npoTuBonokasas npu 0epemeHHocTH (cM. pazzen «lIpotuBonokazanus»).
be3zomacHocTs mnpuMeHeHMs: BO Bpemsi OepeMmeHHocTH He Obula moarBepxkieHa. Cpeau
OepeMEeHHBIX JKEHIIWH KOHTPOJUMpYeMble KIMHUYECKHE HCCIIEC/IOBAHUS C aTOPBACTAaTHHOM HE
npoBOMWIINCL. OTMEYalnuch peAKHe ciaydau BpOJKICHHBIX aHOMAIMH IOocle BO3JEHCTBHS
unruouropos I’ MI'-KoA-peaykrasbl (CTaTHHOB) Ha IUIOJ BHYTpUYTpoOHO. B HccnenoBanusx Ha
’KMBOTHBIX OBLIO MMOKA3aHO TOKCHYECKOE BIUSHHUE HA PENPOIYKTUBHYIO (YHKITHIO.

ITpu npueme aropBactaTuHa OEpeMEHHOM JKEHIIMHON BO3MOJKHO CHIJKEHME Yy IUIOJA YpOBHEH
MeBaJloHaTa, KOTOPbIA sBIsETCS NPeIIIECTBEHHUKOM OMOCHHTE3a XoJllecTepiuHa. ATEpOoCKIepo3
ABIISICTCS XPOHUYECKMM TPOIECCOM, M, KaK MpaBWJIO, OTMEHA THIIOJUITHIEMUYECKUX
JIEKapCTBEHHBIX CPEJICTB BO BpeMsi OEpEeMEHHOCTH OKa3bIBACT JIMIIb HE3HAYUTEILHOE BIMSIHAE HA
JIOJITOCPOYHBIN PUCK, CBA3AHHBIN ¢ IEPBUYHON TUIIEPXOJIECTEPHHEMUEH.

B cBasu ¢ stum, AtopBacratuH KaHOH He ciiepyer HazHayaThb OEpeMEHHBIM >KCHIIMHAM,
KEHIMHAM, IUIAHUPYIOIIMM OCpeMEeHHOCTb, MM IHpU IOJO3PEHHH Ha OepeMEHHOCTb.
Heobxo11Mo 0OTMEHHTH IIpHEM aTopBacTaTHHA Ha BpeMs OEPEMEHHOCTH MJIH JI0 YCTaHOBJICHUS
OTCYTCTBU:A OepeMeHHOCTH (cM. paszzen «l IpoTuBonokasanus»).

Ilepuoo epyonozo ecxapmiueanus

HenspecTHO, BBIACISIIOTCS JIM aTOPBACTATHH MJIM €0 METa0OIHUTEI B TPYAHOE MOJIOKO Y YeJIOBEKa.
B wmccnenoBanusx Ha KpeicaX KOHIIEHTpAIlMM aTOPBACTATHHA M €r0 aKTUBHBIX METa0OJIHMTOB B
IUIa3Me KPOBHM AHAJIOIMYHBl TAaKOBBIM B MoJioke. llo mpuumHe pa3BUTHS pHcKa CEpbhEe3HBIX
110004HBIX 3G EKTOB, KEHIIUHBI, TPUHUMAIOLINE NpenapaT ATopBacTatidH KaHOH, HE JTOJDKHBI
KOPMHUTB CBOMX JieTel rpyabto (cM. pasaen «lIporuBonokazanusy»). [Ipumenenune aropBacrarua
IPOTHBOIOKA3aHO B IEPUOJ IPYJHOro BCKapMmiuBaHus (cM. pasaen «lIpoTuBonoxazanus»).
Depmunvrnocmo

B nccnenoBanusax Ha )KUBOTHBIX aTOPBACTATHH HE OKA3bIBAJI BIMSHUS Ha QePTUIIBHOCTH Y CaMIIOB

00 CaMoK.

Cnocod npuMeHeHHs U 10351

BryTtps. [Ipunumats B mo60e Bpemsi CyTOK HE3aBUCHMO OT IpHeMa MHIIIH.

Ilepen navasom sedyeHus: nmpemaparoM ATopBacTaTuH KaHOH cleayeT MOMBITaThCS JTOOMTHCS
KOHTPOJISl TMIIEPXOJIECTEPHHEMUH C TIOMOLIBIO JTUETHI, (PU3NYECKUX YNPAKHEHUH W CHUKCHHUS
Macchl Tejla y NalUeHTOB ¢ 0)KUPEHUEM, a TalOKe Tepaniei OCHOBHOIO 3a00JIeBaHusl.

Ilppu HasHaueHMMm TIpemapaTa TMALUEHTY HEOOXOJMMO PEKOMEHIOBATh  CTaHJAPTHYIO
IMIIOX0JECTEPHHEMUYECKYIO JHETY, KOTOPOH OH JIOJDKEH MPUICPKUBATHCS B TEYCHHE BCEIrO

nepuoja Teparum.



Jloza npenapara Bapeupyercss ot 10 mr go 80 mr 1 pa3 B CYTKM M THUTPYETCS C YYETOM
koHueHTpaunn XC-JIITHII, nenu Tepanmuum W MHAMBUAYAJbHOrO OTBETa HA IPOBOIUMYIO
Teparnuio.

MaxkcumanbHas cyTouHasi J103a npenapara coctanisier 80 Mr.

B navane nedeHus W/MaM BO BpeMsl IOBBIMIEHHUS J03bI Ipernapara AtopBactaTiH Kanon
HEOOX0IMMO Kax/Ible 2-4 HEJIeIM KOHTPOJIMPOBATh KOHIEHTPALMIO JIUIH/IOB I1JIa3Mbl KPOBH U
COOTBETCTBYIOIIMM 00pa3oM KOPPEKTHPOBATH JI03Y Npernaparta.

Ilepsuunas cunepxonecmepunemust u KOMOUHUPOBAHHAS (CMEULAHHAS) 2UnePIUNUOeMUSL

Jlis OonbIIMHCTBA TAIMEHTOB pEKOMEHIyemas Jo03a mpenaparta AtopBactaTHH KaHoH
cocrasyisger 10 Mr 1 pa3 B cyTKu; TepaneBTHYECKOE JICHCTBHE MPOSBISETCS B TCUCHHE 2 HEJIENb U
00BIYHO JI0OCTUTAaeT MakcuMyMa yepe3 4 vexenu. [Ipu umrensHOM jtedenun 3QGeKT COXpaHIeTcs.
I'omo3uecomnasn cemeninas sunepxoiecmepuremus

B GonpmmncTBe citydaeB HazHavyaioT 1o 80 mr 1 pa3 B cyTku (CHMXKeHHE KOHIeHTpamuu XC-
JIITHIT na 18-45 %).

I'emeposzucomnas cemeunas 2unepxonecmepunemus

Hauanenas nosa cocraBiasier 10 mMr B cytku. Jlo3y cienyer moaOHpaTh HHIAMBHIAYAILHO H
OILIEHMBATh aKTyaJbHOCTh J103bI KAXKbIE 4 HEJETH C BO3MOYKHBIM NOBBIIEHHEM 10 40 MTI' B CYTKH.
3arem 1100 /103a MOXKET OBITH YBEJIMYEHA JI0 MAaKCUMaJIbHOM - 80 MI' B CyTKH, JTHOO BO3MOYKHO
COYETaTh CEKBECTPAHTHI XKEIYHBIX KHCIOT C IPUEMOM aTopBacTaTHHa B J103¢ 40 MI B CyTKH.
IIpoghunaxmuka cepoeuno-cocyoucmolx 3a60ne6anuil k

B uccrneoBaHusX MEpBUYHON MPOQHIAKTHKM 103a aTOpBacTaTHHA cocTapisaa 10 MI B CYTKH.
MosxeTr nOHagOOUTHCS TOBBINIEHHWE JIO3BI ¢ IENbI0 JOoCTHXKeHus 3Hadenmit XC-JITTHII,
COOTBETCTBYIOIIUX COBPEMEHHBIM PEKOMEHIAIIUsIM.

IIpumenenue y oemeii ¢ 10 0o 18 nem npu eemepo3ucomnoii cemeinou 2unepxonecmepuremuu
Pexomenyemas HadanbHas 103a - 10 mr 1 pa3 B cytku. Jlo3a MoxeT ObITh yBenndeHa 10 80 Mr B
CYTKH B 3aBUCUMOCTH OT KJIMHHYECKOTro 3¢ (eKTa U MepeHOCUMOCTH.

Jlosy npemnapata HeOOXOAMMO THUTPOBAaTh B 3aBHCHMOCTH OT IIEJIH mnonnnﬁz{eaneCKOﬁ

Tepanuu. Koppekius 103bl 10JKHA IPOBOUTHCS ¢ HHTEpBaJIaMu 1 pa3 B 4 Heeu Win OoJIbIIe.

Heoocmamounocms ¢pynkyuu nevenu

IIpu HenoctaTouHOCTH (YHKIMU NEYeHW 103y npenapara AtopBactatiH KaHoH HE0OX0IUMO
CHW)KaTh, IPH  PETYIIPHOM  KOHTPOJIE aKTHUBHOCTH  «II€UYECHOYHBIX»  TpaHCaAMHHa3:
acnapratamuHoTpancdepassl (ACT) u ananunnamunorpancdepassl (AJIT).

Heoocmamounocms pynkyuu novex

10



Hapymenue QyHKIMM movyek He BIMAET Ha KOHIIEHTPALMIO aTOpBAaCTaTHHA B TUIa3Me KPOBH WIIU
crenens cHmkenus kouuentpamuu XC-JITTHII, mosToMy KOppeKiuu 03bI Hpenapata He
Tpedyercsl.

Loowcunvie nayuernmot

Pa3nnunit B tepaneBTHYeckoi 3(dekTHBHOCTH M O€30MaCHOCTH aTopBacTaTHHA Y TMOXKHIIBIX
IALIMEHTOB 110 CPAaBHEHHUIO ¢ 001IeH nomyisiuuei He 00HapykeHO, KOPPEKIIMHU JI03bI He TpeOyeTcs
(cMm. paznen «PapMaKOKUHETUKAY).

IIpumenenue 6 kombuHayuu ¢ Opy2umu 1eKapCmeeHHbIMU CPeOCmeamu

Ilpy  HEOOXOIMMOCTM COBMECTHOIO IPUMEHEHHS C IMKJIOCIIOPHMHOM, TEJIalPEeBHPOM,
KOMOMHaIMeH THUIpaHABUP/PUTOHABUD WM TIJIEKAalpPEBUP/MMOPEHTACBHp Ji03a Ipernapara
Atopsacratud Kanon He posmkHa npeBsimath 10 Mr/cyT.

He pexomenayercss mnpUMEHSITh aTOpPBACTATMH  IAIMEHTaM, IIOJYYaIOIIUM  TEPAIHUIO
JIETEPMOBHPOM COBMECTHO C IIUKJIOCTIOPHHOM.

dapMaKOKMHETHYECKHE JIEKAPCTBEHHBIE B3aUMOJICHCTBUS, KOTOPBIE NMPHBOJAT K IOBBIIICHHIO
CHCTEMHON KOHIICHTPAIMX aTOpBAaCcTaTHHA B TJIa3Me KPOBH, TaKKe ObUIM OTMEYEHBI C JIPYTHMH
MHIUOMTOpaMHM IpoTea3bl BHpyca HMMYyHoxeduuura uyenoBeka (BUY) (nonuHaBHpoM/
PUTOHABHPOM, CAKBUHABMPOM/PUTOHABMPOM, JIapyHaBHPOM/PUTOHABUPOM, (hocaMIipeHaBUpOM,
(docamrpeHaBUPOM/PUTOHABUPOM M Helb(OHABHPOM), MHIHOMTOpamMH TpoTeas3bl remnatura C
(bonenpesnp,  16aCBUP/TPAa3ONpPEBUp, CHUMENPEBHP), KIAPUTPOMHIMH, HTPAKOHA301 U
nerepmoBup. Crenyer coOmojaTh OCTOPOXXHOCTh TP  OJHOBPEMEHHOM Ha3HAUYeHHH C
aTopBacTaTMHOM. PeKkOMeHJyeTcsi MpOBECTH COOTBETCTBYIONIYIO KIMHHYECKYIO OIEHKY |
INPUMEHATh CaMyl HH3KYI0 3(Q(QeKTHBHYIO 103y artopBacTatuHa (cM. paszgensl «OcoObie

yKaszaHus» 1 «B3aumoieficTBUE ¢ APYTUMH JICKAPCTBEHHBIMH CPEICTBAMMIY).

ITo6ounoe neiicTBHE

ATOpBacTaTHH OOBIYHO XOPOIIO NEPEHOCHTCS; MOOOYHBIE PEaKIMh, KaK MPaBHJIO, JIETKHE H
IIPEXO/ISIIHeE.

IToGounple peakiu pacnpefielieHbl [0 YacTOTe B COOTBETCTBHH €O CIEXYIOLIEH
Kiaccupukanueit: yacro - >1/100 no <1/10, mewacrto - >1/1000 xo <1/100, peaxo - >1/10000 mo
<1/1000, oyens pemko - <1/10000, HEHM3BECTHO — HEBO3MOXXHO oueHﬁTL Ha OCHOBaHUH
UMEIOLINXCS TaHHBIX.

Hngpekyuonnsie u napazumapmvie 3a4001€6aHUA"

Yacmo — na3zodapuHrur.

Hapywenusa co cmoponst Kpoeu u 1umM@pamuueckoii cucmemoi;

Peoko — TpoMOOLIUTOTICHHSL.

11



Hapywenusa co cmoponsl UMMYHHOU CUCHEMbL:

Yacmo — anneprudeckue peakiu.

Quenwv peoro — anadunakcusi.

Hapyuwienusa co cmoponst 0oMena eeujecme u RUMAHUA:

Yacmo — runepriimkeMusi.

Heyacmo — runoriaukeMusi, yBeJIMYeHHE MacChl Tella, aHOPEKCHSI.

Heussecmno — caxapHplif 1ua0eT: 4acTOTa pPa3BUTHsI 3aBUCHT OT HAJIWYUS WM OTCYTCTBHS
(akTopoB pHcka (KOHIEHTpAIHs TTIOKO3bI KPOBH HATOIIAK >5,6 MMOJIB/JI, HH/IEKC MAcChl Tejla
(UMT) >30 xr/m?, moBbIlIeHHAas KOHIIEHTPAIMs TPHINIMIEPH/IOB, apTepHATbHas THIICPTCH3HUS B
aHaMHe3e).

Hapywenua co cmoponst ncuxuxu:

Heuacmo — «xomMapHbIe» CHOBHJICHHs, OECCOHHHUIIA.

Heussecmio — nenpeccus.

Hapywenua co cmoponsl HepeHOIUL cucmeMbl:

Yacmo — ronoBHas 00J1b.

Hevyacmo — ronoBOKpy)KeHHE, NapecTe3usi, TMIECTe3Hs], HapyIIeHHe BKYCOBOTO BOCIPHSTHS,
aMHe3usl.

Peoko — nepudepudeckas HeMponaTHsi.

Heussecmno — notepst MM CHIDKCHUE TTAMSITH.

Hapywenua co cmoponst opzana 3penua:

Heuacmo — BO3HUKHOBEHHE «II€JICHBI» Mepe/l TIa3aMH.

Peoko — napyeHus 3peHus.

Hapywenua co cmoponst opzana ciyxa u 1a0upurmmusie HapyuleHus:

Heuacmo — miym B ymiax.

Ouenv pedro — noteps ciyxa.

Hapywenusa co cmoponsl 0bixamenbHoil CUCEMbl, OPZAHO8 ZPYOHOU KNEMKU U CPEOOCHICHUA:
Yacmo — 6011b B TOpIIE, HOCOBOE KPOBOTEUCHHE.

Heuszéecmno — eVMHWYHBIE CIIy4ad HMHTEPCTUIMAIBHOrO 3abojieBaHus JIerKHX (0OBIYHO IpH
JUTUTEIbHOM IIPUMEHECHHH).

Hapywenusa co cmopomnst s#ceny0o4Ho-Kuie Ho20 mpakma:

Hacmo — 3an0p, METEOPU3M, JTUCIICTICHUS, TOIHOTA, {Hapes.

Heuacmo — pBoTa, 60I1b B JKHBOTE, OTPBIKKA, TAHKPEATUT, TUCKOMPOPT B KMBOTE.

Hapywenua co cmoponsl neuenu u y#cenuesvl00AuUx nymeii:

Heuacmo — renatur.

Peoxo — xonecras.
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Oyenv pedxo — 1104€4Hask HeJIOCTaTOYHOCTb.

Hapywenusa co cmoponsl Kodicu u nOOKONCHBIX MKAHEU:

Hewacmo — xpanMBHULA, KOXKHBIH 3y/1, KOJKHASI ChITTb, aJIOTCIIHS.

Peoxo — anrnoHeBpOTHYECKHH OTEK, OyIlIe3Hast ChIlb, IONMMOpQHAs SKCCyIaTHBHAS dpuTema (B
TOM yncie cunapom CruBeHca-/[)koOHCOHA), TOKCHYECKHIA SMUAEPMABHbBINA HEKPOJH3 (CHHIAPOM
Jlatiemnna).

Hapywenusa co cmoponsl cCKe1emHo-mMblie4HOl U COCOUHUMEIbHOU MKAHIL:

Yacmo — Muanrus, apTpajiriau, 60JIb B KOHEYHOCTSX, CYJOPOTH MBI, PHITYXJIOCTh CYCTaBOB,
00JIb B CIIMHE, MBIIIIEYHO-CKEIETHBIE OOJIH.

Heuacmo — 0oub B 111€€, MbIIIEYHAas c1ab0CTh.

Peoxo — muonaTtus, MHO3HT, pabJIOMHOIIN3, TEHAUHONATHS (B HEKOTOPBIX CIIy4asX C pa3pbiBOM
CYXOXKHUITHS).

Heussecmio — AIMMYHOOIIOCPE/I0BaHHAsI HEKPOTU3UPYIOIIasi MHOIIATHSI.

Hapywenusa co cmoponsl no106b1x 0p2aHoeé u MOJI0YHOI Hcee3bl:

Heuacmo — uMIIOTEHIHS.

Ouenv peoxo — THHEKOMACTHSI.

Obuque paccmpoiicmea u HapPYUIEHUA 6 MeCHIE 66COCHUA:

Heuacmo — HejoMoOraHue, aCTCHWYECKHH CHHIPOM, 0O0Jb B Tpyad, NepupepHUuecKHe OTEKH,
IOBBIIICHHAS YTOMJISIEMOCTbD, JINXOPAJIKa.

Bnuanue na pesynomamet 1a60pamopHsixX u UHCHIPYMEHMAIbHBIX UCCICO06AHUIL: ‘
Yacmo — OTKIIOHEHHE OT HOPMBI pe3yIbTaToB «edeHOUHbIX» TecToB (ACT u AJIT), noBeimenue
AKTUBHOCTHU CBIBOPOTOYHOM KpeatuHpochokunaszsl (KOK).

Heuacmo — nedKonuTypHs.

Heussecmno — n1oBbIIIEHHE KOHIGHTPALUH TIIMKO3WIMPOBaHHOTO remoriobnna (HbAl).

eTH
IToGounble peakiuy, CBsI3aHHBIC C IPHEMOM AaTOPBACTAHMHA, 10 KOJMYECTBY HE OTJIMYAIUCH OT
peaknuii Ha ¢one npuema manedo. Hambosnee 4acThIMH peakiMsMH, BHE 3aBUCHMOCTH OT
4aCTOThI KOHTPOJISl, SIBJISTUCH HHPEKIHH.

Jetn u moapocTku B Bo3pacte oT 10 10 17 €T, KOTOpbIE JICYHIIMCH aTOPBACTATHHOM, UMEIH
npoduib 11000YHEIX 3)(HEKTOB, KOTOPHIH COOTBETCTBOBAT OOBIYHO MAIMEHTY, MOJIyYaBIIEMY
mianebo. Haubonee pacnpoctpaHeHHBIMH TMOOOYHBIMH 3((deKTaMH, KOTOphlE HaOIIONAINCH
HE3aBHCHUMO OT OLIEHKH NIPHYHMHHO-CIIC/ICTBEHHBIX CBsI3ei B 00enx rpymnmax, Opimd uHpekmuu. B
X0J1€ 3-JIETHEr0 UCCIIEI0BAaHHUS JUISl OLICHKH OOIIETo CO3peBaHMsl M Pa3BUTHsL, CTauu 1o TaHHepy,
a TaK)Ke M3MEPEHHUsI PocTa M Beca, He HabIIo1alioch KITMHUYECKH 3HAYUMOTr0 BIUSHHS HA POCT U

nosoBoe cospesanue. IIpodunbp Ge30macHOCTH M TEPEHOCHMOCTH Y JETel M IOJAPOCTKOB B
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OCHOBHOM COOTBETCTBOBAJ M3BECTHOMY Hpoduiro 0e30macHOCTH aTopBacTaTHMHA Yy B3POCIBIX

MaIUEeHTOB.

baza aHHbIX 110 KIMHMYECKOH 0e301acHOCTH TaKKe BKJIIOYaeT B ceOsl JJaHHbIe, MOJyYeHHbIE OT

520 manmeHToB JETCKOrO BO3pacTa, MOJyYaBIIMX aTopBacTaTHH. M3 HUX: 7 mamueHTOB ObUIA

mutazamie 6 siet, 121 manuenT — B Bo3pacrte oT 6 10 9 siet, u 392 nanuenTa HaXoIMJINCh B BO3pacTe

ot 10 mo 17 net. Ha ocHOBaHMM UMEIOIIMXCS JAHHBIX YacTOTa, THIT M CTEIIEHD TSYKECTH TOO0YHBIX

3} dexToB y nerei cX0KH ¢ aHATTOTHIHBIMHU TTOKA3aTEISIMU Y B3POCIBIX.

ITpu nmpuMeHEeHUH OTAENBHBIX CTATHHOB HAOJIOJIANIUCH CIIEIYIONINE HeXelaTeIbHbIe M0O0YHbIe

3¢ PexThI:

— HapylleHUe NOJOBON (QYHKIIUH;

— Jlerpeccus;

— B HCKJIIOYMTEJIBHBIX CIy4asX, OCOOCHHO IpPHU JUITMTEIbHON TEepanuy, WHTEPCTUIHATIbHAS
Oos1e3Hb Jerkux (M. pazzaen «Ocolble yKkazaHUs»);

— caxapHblii quabeT: 4acToTa 3aBHCHT OT HAJIMYMs MJIM OTCYTCTBHs (aKTOPOB pucKa (caxap B
KPOBH Hatomak >5,6 mmons/n, UMT >30 kr/m’ NOBBHIIIEHHbIE YPOBHH COJEPXKAHUS

TPUTTMLIEPUIOB, UMEIOIAsICs THIIEPTOHHS ).

Ilepeno3upoBka

Cnenuduyeckoro aHTUIOTa JUIS JICYEHHs IEpPEIO3MPOBKH aTOPBACTATHHOM HET. B ciyuae
NEPE03UPOBKH CIIEAYET NPOBOJAUTH CHMIITOMAaTHYECKOE JICUYEHHE IO Mepe HEOOXOIHMOCTH.
Cnenyer mpoBecTd (yHKIIMOHANBHBIC TECTHI MEYECHH W KOHTPOJIMPOBATH axtuHOCTE KOK.
ITockonpky mpemapar aKTUBHO CBSI3bIBA€TCS C O€JNKaMH IUIa3Mbl KPOBH, TI'€MOJHAIIN3

Hea( hekTHBEH.

B3aumoaeiicTBHE ¢ IPYTHMH JIeKAPCTBEHHBIMH CPEACTBAMH

Bo Bpems neuyennss unaruburopamu I'MI-KoA-peaykTas3bl npu OJHOBPEMEHHOM NPUMEHEHUH
HMKJI0CcIOpHHa, GuOpaToOB, HUKOTHHOBOM KHUCJIOTHI B JIMIHICHIKAIONMX J103aX (6osee 1 r/cyT)
i uHruouropos m3opepmenta CYP3A4/rpancnoprHoro Genka (Hampumep, SpUTPOMHUIIMHA,
KJIApPUTPOMMIIMHA, NPOTHBOIPUOKOBBIX CPEJACTB — IIPOM3BOJHBIX a30Jia) TOBBINIACTCS PHCK
MuonaThy (cM. pasjensl «Crnocod npuMeHeHHs U 103b1», «Oco0ble YKa3aHusm»).

Hueubumopuot uzopepmenma CYP3A4

ITockonpky  aropBactatuH  Mertabonusupyercss usopepmentom CYP3A4, cosmecTHOE
NpUMEHCHHE aTopBacTaTHHa ¢ MHruouropamu uzodepmenra CYP3A4 moxeT NMpHBOAHMTH K

YBCIMYCHHUIO KOHIICHTpAllMM aTopBacTaTHHa B IIJIa3ME KPOBH. CrereHnb B3aUMOJCUCTBHS U
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spdexra MOTCHUMPOBAHUS OIPECINISIOTCS BapuabeIbHOCTHIO BO3ACHCTBUS HAa H30(EpPMEHT
CYP3A4.

bbulo  ycraHoBieHo, uTo MoimHble UHTHOUTOpHI wu30odepmerta CYP3A4 npuBomsT K
3HAYUTEIbHOMY IIOBBIICHUIO KOHueHTpaimu aTopBacTaTMHa B IulazMe kpoBH. Ciemyer 1o
BO3MOKHOCTH H30€ratb OJHOBPEMEHHOI'O MPUMEHEHHUS MOUIHBIX HHTHOMTOPOB H30(pepMeHTa
CYP3A4 (nmanpumep, UMKIOCIOPHH, TEIUTPOMMIMH, KIAPUTPOMMIIMH, JCIABUPIMH,
CTHPHUIIEHTOJI, KETOKOHA30JI, BOPUKOHA30J1, UTPAKOHA30J1, [I03aKOHA30J1 U HHTHOUTOPBI IPOTEa3bl
BWY, Bkitoyas pUTOHABUp, JONMHABHDP, aTa3aHABHp, WHIMHABUD, dapyHaBUp, W Ap.). Eciau
OJIHOBPEMCHHBIM IIPHEM O3TUX IIpenapatoB HEOOXOJUM, CJIEYyEeT pacCMOTPETh BO3MOXHOCTH
Hayajla Tepalud C MHUHMMAJIBHOM JI03bI, a TaKXkKe CIIEeAyeT OLUEHUTh BO3MOXKHOCTH CHIKEHUS
MaKCUMaJIbHOM JI03bl aTOPBAaCTaTHHA.

Vmepennble uHruoutopel u3odpepmenta CYP3A4 (mampumep, SpUTPOMUIMH, IHITHA3EM,
BepanaMuil U (IyKOHA30J1) MOTYT IPUBOJUTH K YBEIHUCHHUIO KOHIICHTpPAIIMK aTOpBacTaTHHA B
masme kposu. Ha ¢one oanoBpemennoro npumenenus uHruoutopoB I'MI-KoA-pemaykraspr
(cTaTMHOB) ¥ SPUTPOMHUIIMHA OTMEYAIHM MOBBIIICHHBINA PUCK pa3BUTHs MUONATHH. MccenoBanus
B3aMMOJICHCTBHS aMHMOJIapOHa WJIM BepalaMuila U aTopBacTaTHHA HE IPOBOJMINCH. M3BeCcTHO,
YTO M AaMHOJApOH, M BepanaMui HMHTUOUpYIOT akThBHOCTL u3opepmeHta CYP3A4 u
O/THOBPEMEHHOE IIPMMEHEHHE OJTHUX I[IPEernaparoB C AaTOpPBACTaTMHOM MOXKET HPUBECTH K
IOBBIIIEHUIO OKCIO3MIMM aTOpBacTaTMHA. B CBA3M C 3TUM pPEKOMEHJyeTcs CHH3UThH
MakKCHMalIbHYIO JI03y aropBacTaTHHAa M IPOBOJIUTH COOTBETCTBYIOIIMI MOHUTOPUHT COCTOSTHHS
NalMeHTa MpH OJHOBPEMEHHOM IIPUMEHEHHH C YMEPEHHBIMM HHruOUTOpamMu wu3odepmeHTta
CYP3A4. KoHTpoJIb ClIeTyeT OCYIIECTBIIATh IOCIe Hayajia Tepaniy U Ha (OHE U3MEHEHHUS 1035
HUHTUOHUTOpA.

LI'emgpubposun / pubpamor

Ha ¢one npumenenus ¢ubparoB B MOHOTEpanuy MEPHOIMYECKH OTMEYANIM HEXKeJaTelbHbIE
peakuuu, B TOM 4Hcie pabIoMHONIN3, KacaloIHecs: CKeJIeTHO-MBIIIEYHON CHCTEeMbI. PHCK Takux
peaKiuii BO3pacTaeT NMpH OJHOBPEMEHHOM IpUMeHeHuH (GuOpaToB U aropBacTatuHa. B ciydae
€CIIH OJIHOBPEMEHHOI'O NPUMEHEHHs! 3THX IIpernaparoB HEBO3MOXKHO u30exkarh, TO CIeayeT
NPUMEHATH MUHMMAaJIbHYIO 3(@(eKTHBHYIO /103y aropBacTaTHHA, a TaK)Ke CJIEAYeT IPOBOIMTH
peryJIsipHblIi KOHTPOJIb COCTOSIHUS TTAIIHEHTOB.

Izemumud

Ilpumenenne 33eTMMuba CBSI3aHO C pPa3BUTHEM HEXKEJNATEIbHBIX PEAKIMH, B TOM YHCIIE
pabIoMHOIIN3a, CO CTOPOHBI CKEJIETHO-MBIIICYHON CHCTEMBL. PHCK TaKMX peakiiii MOBHIIIAETCS
IIPH  OJTHOBPEMEHHOM IIPUMEHEHMHM 33¢TMMHOa W aropBacTtaTHHa. J[Isg TakuxX mNalnueHTOB
PEKOMEH1yEeTCsl TIATEIbHOE HAOIOICHHE.
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Dpumpomuyun/Kirapumpomuyun

ITpu ogHOBpEeMEHHOM NPUMEHEHHUHU aTopBacTaTHHA U dpuTpoMuiiuHa (o S00 mr 4 paza B CyTKH)
wm kiaputpomunuHa (mo 500 mr 2 pasza B cytku), unruouropor uzopepmenra CYP3A4,
HaOIOIaI0Ch TIOBBIIEHAE KOHIEHTPAIMH AaTopBacTaTHHA B IUIa3Me KPOBH (CM. pa3felibl
«Ocobple ykazanus» U «DapMaKOKMHETHKAY).

Hneubumopwr npomeas

OnHOBpeMEHHOE NpPUMEHEHHE aTOpBacTaTHHA C WHTUOMTOpaMH IpOTea3, M3BECTHBIMM Kak
uHruburopsl  u3opepmenta CYP3A4, compoBoXkIaeTcs yBEIWYEHHEM  KOHIIEHTpPALMH
aTOpBACTATHHA B IIA3Me KPOBH.

Hunmuaszem

CoBmecTHOE TPUMEHEHHE aTopBacTaTHHA B J103€ 40 MT ¢ IMITHA3eMOM B j103¢ 240 Mr, IPUBOIMT K
YBEITMYEHUIO KOHIIEHTPALMK aTOPBACTaTHHA B IIJIa3Me KPOBH (CM. paszien «PapMaKkOKUHETHKA).
Lumemuoun

Knuanueckyn 3HauMMOro B3auMoJICHCTBUsL aTOpBACcTaTHHA C IIUMETHIUHOM He 0OHapyKeHO (CM.
pazzen «@apMakOKMHETHKAY).

Hmparxonason

OnHOBpeMEHHOE PUMEHEHUE aTopBacTaTuHa B J103ax oT 20 mr 10 40 Mr ¥ UTpakoHa30J1a B J103€
200 wmr nopuBoamno K yBenwueHuto 3HaueHuss AUC aropBacratmHa (CM. pasjeln
«DapMaKOKNHETUKA).

I petinghpymoswiii cox

ITockonbky rpeHn@pyTOBBIi COK COAECPXKUT OJMH WM Oojiee KOMIIOHEHTOB, KOTOpbIE
uHruoupyior uzopepment CYP3 A4, ero upesmepHoe norpedienue (6osee 1,2 1 B I€Hb) MOXKET
BbI3BATh YBENMYCHHE KOHIEHTpAllMM aropBacTaTMHA B IUla3Me KpoBU (CM. paszfeln
«DapMaKOKHHETHKAR).

Hneubumoper mpancnopmmuozo benka

ATOpBacTaTHH NpeJCcTaBiIsgeT co00H cyOCcTpaT TpaHCOpTepoB (GEPMEHTOB NEYeHHU (CM. pasjen
«DapMaKOKNHETHKAY).

CoBMecTHOE IpUMEHEHHE aTopBacTaTHHA B j103¢ 10 Mr W IMKIOCIOpUHA B J03€ 5,2 MI/KI/CYT
NPUBOJMIIO K TIOBBIIICHHIO YPOBHs BO3JeicTBUsi atopBactatuHa (cootHomenue AUC: 8,7)
(eM. pazpen «PapmakokuHETHKa»). llMKIOCHOpHH sBIIsICTCS MHTHOUTOPOM TPAaHCHOPTHOTO
nojunenTuaa  opranuueckux — ammonoB  1B1 (OATPIB1), OATPIB3, nporeuna,
acCOIIMMPOBAHHOIO C MHOKECTBEHHOM JeKapCTBeHHOM ycroiumBocThio 1 (MJIY1) u Genka
PE3UCTEHTHOCTH paka MOJIOYHOHM »kene3bl, a Takke CYP3A4, cinenoBarelbHO, OH IOBBIIIAET
YPOBEHb BO3JeHCTBHs aTopBactaTHHa. CyTOYHas J103a aropBacTaTWHA HE JOJDKHA IPEBBIIAThH
10 mr (cm. paznen «Crnocod npUMEHEHHUs U JI03b1»).
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I'nexanpesup u nudpentacup spisores uarnouropamu OATP1B1, OATPIB3, MJIV1 u 6enka
PE3UCTEHTHOCTH paKa MOJIOYHOM JKeJe3bl, CIe/J0BATE/IbHO, OHU MOBBIIIAIOT YPOBEHb BO3ICHCTBHS
aropsactaruna. CyTouHas J03a aTropBacTaTMHa He JIOJDKHA mpeBbimath 10 mr (cMm. paszmen
«Croco0 NpuMEHEHHUSI U JI03b1»).

CoBMecTHOE IPUMEHEHHE aropBacTatuHa B Jj03e 20 Mr u jerepMoBHupa B J103¢ 480 MI B CyTKH
IPUBOJIMIIO K IOBBIIIEHUIO YPOBHSI BO3/eicTBUsI aropBacTatuHa (cooTHomenune AUC: 3,29)
(eMm. paznen «PapMakoKuHeTHKa»). JleTepMoBHp sIBIsIETCS HHTUOMTOPOM TpaHcopTepoB P-gp,
BCRP, MRP2, OAT2 u newenounoro tpancrnoprepa OATPIB1/1B3, Takum obpazom, oH
YCHUIIMBAeT ypOBEHb BO3JeicTBUs aTopBacTtaTMHa. CyTOYHas J03a aTopBacTaTHHA HE JIOJDKHA
npebimarh 20 Mr (em. pazjen «Crnocod mpuMeHEeHHUs U JI03b1»).

Benuunna onocpenoBaHHbIX JiekapcTBeHHBIX B3aumozencTBuil CYP3A u OATP1B1/1B3 na
COBMECTHOE INPUMECHEHHE IPENapaToB MOMKET OTIMYATHCS IIPH OJHOBPEMEHHOM HAa3HAYCHUU
JeTepMOBUpa ¢ LMKIOCIOpuHOM. He pekomeHjyercs NpUMEHSTh aTOpBACTaTHH MaIlHEHTaM,
I0JIyYaOIUM TEPAIHUIO JETEPMOBUPOM COBMECTHO C IIUKIOCIIOPUHOM.

Onbacsup u rpaszonpeup sBisitores uaruouropamu OATPIB1, OATP1B3, MJIV1 u Genka
PE3UCTEHTHOCTH PaKa MOJIOYHOM JKeJe3bl, ClIeJ0BATEIbHO, OHHU MTOBBIIIAIOT YPOBEHb BO3/ICHCTBHS
atopsactatiHa. CiielyeT IpUMEHSTh C OCTOPOXKHOCTBIO M B CAMOM HM3KOH HeoOX0IuMOH 103e
(eMm. pazgen «Cnocod MpUMEHEHHS U JIO3BI»).

Hnoykmopwt uzopepmenma CYP3A4

CoBMecTHOE NpUMEHEHHE aTropBacTaTHHa ¢ WHIykTopamu u3odpepmenta CYP3A4 (mampumep,
s¢aBupeHzoM, pUGAMIOUIMHOM WM TpenaparaMd 3Bepo0O0si TPOJBIPSIBICHHOI0) MOXKET
IPUBOJMTL K CHMJKCHMIO KOHIIGHTpAllUM aTopBacTaTMHAa B IUIa3Me KpoBH. Bcnenctsue
JIBOMCTBEHHOI'0 MEXaHU3Ma B3aUMOJCHCTBUS ¢ pupaMIUIUHOM (MHIYKTOpoM H30(epMeHTa
CYP3A4 un unruburopom Ttpancnoptaoro Oenka remarouutoB OATP1BI1), pexomenayercs
O/IHOBPEMEHHOE IIPUMEHEHHUE aTOpBAacTaTUHA M pU(DaMIHUIMHA, TIOCKOJIbKY OTCPOUCHHBIN IpueM
aTopBacTaTHHA IOCJIe IpueMa pUdaMIIMIUHA TPUBOJUT K CYIIECTBEHHOMY CHHIKECHHUIO
KOHIIGHTPAllUM aTopBacTaTMHa B IIazMe KpoBH (cm. pasznen «DapmakokuHeTHka»). OmHAKO
BIMsHUE pUdaMIMIMHA Ha KOHIIEHTPAIMIO aTOpBAaCTaTHHA B T'EMAaTOIMTaX HEU3BECTHO WU B
cllyyae, €CliM OJIHOBPEMEHHOIO IIPUMEHEHMsI HEBO3MOXKHO H30ekaTh, CJelyeT THIATeIbHO
KOHTPOJUPOBaTh 3P (PEKTUBHOCTH TAKOH KOMOMHAIIMK BO BPEMsl TEPAITHH.

Anmayuow

OyHOBpeMEHHBIH TIpHeM BHYTPb CYCIICH3HH, COJAEpIKAINEH MarHus THIPOKCHI W aTIOMHHHS
THAPOKCH/I, CHHMDKAJl KOHIIEHTPALMIO aTopBacTaTHHa B IutazMe KpoBu (m3menenue AUC: 0,60),

OJIHAaKO cTeneHb cHUKeHUs KonuenTpanuu X C-JIITHIT npu sTom He n3MeHsuach.
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Denason

ATOpBacTaTHH He BIMsCT Ha GapMaKOKUHETUKY (eHa30Ha, T0OITOMY B3aUMOJICHCTBHE C IPYTHMHU
npenaparamMmy, MeTadoIM3UPYIOIIUMHUC TeMU ke M30(epMEeHTaMHu IUTOXPOMa, HE OXKUIAeTCs.
Konecmunon

ITpu otHOBpeMEHHOM ITPUMEHEHUH KOJIECTHIT0NIAa KOHIIEHTPAIUS aTOpBAaCTATHHA B IJIa3Me KPOBH
camkanach (usmenenue AUC: 0,74); oaHako runonunujaeMudeckuii >pdpexT KoMOMHALUH
aTopBacTaTMHAa M KOJIECTHUIIONA IPEBOCXOAMI TAKOBOM KaXKJOro Ipernapara B OTICIbHOCTH.
Jueoxcun

IIpu moBTOpPHOM IIpHEME JUTOKCHHA U aTopBacTaTuHa B 03¢ 10 Mr paBHOBECHBIC KOHIICHTPAIIUH
JIUTOKCHHA B IIa3Me KPOBH HE MEHsIMCh. OIHAKO PH NPUMEHEHHHU JIMTOKCHHA B KOMOMHAIMH C
aTopBacTaTHHOM B J103¢ 80 MI/CyT KOHIIEHTpaIs JUTOKCUHA yBeanunBaiach (n3MeHenne AUC:
1,15). IlanmeHnTtsl, mnojydYaromue JWTOKCHH B COYETAaHWM C aTOPBACTATHHOM, TPeOYIOT
COOTBETCTBYIOIIETO HAOMIOACHHUS.

Asumpomuyun

IIpu oHOBpeMEHHOM IPUMEHEHUH aTopBacTaTuHa B j103e 10 Mr 1 pa3 B CyTKH W a3UTPOMHUIIHHA
B n103¢ 500 Mr 1 pa3 B CyTKM KOHIEHTpall¥si aTOpBacTaTWHA B IUIa3Me KPOBH HE H3MEHSIIACh.
Ilepopanvivie konmpayenmugol '

Ilpn oaHOBpeMEHHOM TIPUMEHEHHMH aTOpBACTAaTHHA M IEPOPAIBHBIX KOHTPAIENITHBOB,
COJIEpXKALMX HOPITHCTEPOH M ITHHMIICTPAIUOJ, HAOIIOJANOCh MOBBIIICHHE KOHIIEHTPAIIUH
Hopaotuctepona (u3smeHenune AUC 1,28) u stunmmderpaguona (u3menenne AUC 1,19). Drot
ddexr ciaeayer ydyuTHIBaTH IPH BHIOOpE TMEPOPATBLHOTO KOHTPALENTHBA JUIS SKEHIMHBL,
[IPUHUMAIOIIEH aTOpBACTaTHH.

Tepghenaoun

Ilpy onHOBpeMEHHOM NPUMEHEHHMH aTOpBaCTaTHHA W TepdeHaJWHa KIMHMYECKH 3HAYUMBIX
U3MEHEeHU (hapMaKOKHHETHKHU TepheHaInHa HE BBISBIICHO.

Bapghapun

B KiIMHMYEeCKOM MCCIeI0BaHUH y NAIMEHTOB, PEryJSIPHO MONYYAIONMX TEPAIHIO BaphapHHOM
IpH OJHOBPEMEHHOM IIPHMEHEHHM aropBacTatiHa B J03¢ 80 Mr B CYTKH, NPHBOJMIO K
HeOOIBLIIOMY YBEJIMYEHHIO TPOTPOMOMHOBOTO BpeMEHH MPHOIU3UTENLHO HA 1,7 ¢ B TeyeHHe
nepBeix 4 jgHei Tepanuu. Ilokaszatens Bo3Bpamaics K HOpME B TeyeHHe 15 jqHel Tepanmuu
aropBacTaTMHOM. HecMOTps Ha TO, YTO TOJBKO B PENKUX CIy4asX OTMEYaId 3HAYMTEIHHOE
B3aHMOJICHCTBHE, 3aTparMBalollee aHTUKOATYISIHTHYIO (YHKIHIO, CIEAYeT OINpeaeHTh
NpOTPOMOMHOBOE BpeMs JO Hayaja Tepaludd aTOPBACTATHHOM Yy MNAIUEHTOB, II0JYYarOIIUuX
TEPANUI0 KYMapUHOBBIMH aHTUKOAryJSHTAMHU, U JIOCTATOYHO YacTO B MEPHUOJ TEPAIUH, YTOOBI
IPEIOTBPATUTE 3HAYMTEILHOE U3MEHEHHUE TPOTPOMOMHOBOTO BpeMeHH. Kak TOJIbKO 0TMEYaroTest
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cTabuibHble UGPPLI TPOTPOMOMHOBOTO BPEMEHH, €r0 KOHTPOJIbL MOKHO ITPOBOJIUTH TaKXkKe, KaK
PEKOMEHJIYIOT JUIs TIALMEHTOB, MOJIyYaloUMX KyMapuHOBbIE aHTUKOAryJIssHThL. [Ipu n3MeHeHun
JI03bI ATOPBACTATHHA WJIM NIPEKPALICHUU T€PANTUU KOHTPOJIb IIPOTPOMOMHOBOIO BPEMEHH ClIe/IyeT
IIPOBECTH 110 TEM K€ NPUHIIUIAM, YTO OBbLTM OMUCaHBI BbIlIe. Tepanust aTopBacCTaTHHOM He Oblia
CBA3aHa C pa3BUTHEM KpPOBOTCUCHHMS MM M3MEHEHUSIMH INPOTPOMOMHOBOIO BpPEMEHH Y
NAlMEHTOB, KOTOPBIE HE MOJIyYally JICUCHUE aHTUKOATy JITHTAaMH.

Konxuyun

HecmoTpst Ha To, YTO HCCIIE0BAHMS OJTHOBPEMEHHOTO IPUMEHEHHsI KOJIXHMIIMHA U aTOpBacTaTHHA
HE IPOBOJIMJIMCH, MMEIOTCS COOOINEHHS O pA3BUTHH MHUONATHH TIPH NPUMEHEHHH JaHHON
komOuHaimu. Ilpm OJHOBpEeMEHHOM NIPUMEHEHHHM aTopBacTaTHHA M KOJXHMIMHA CIIEAyeT
co0IT10/1aTh OCTOPOKHOCTD,

Amnoounun

B wuccnenoBaHun JICKAPCTBEHHOTO B3aMMOJIEHCTBHUS Y 3/I0POBBIX HMCIBITYEMBIX, COBMECTHOE
IpUMEHEeHHe aropBactatuHa B jgo3e 80 mr m amuoaunuHa 10 Mr mpuBeno K KIMHUYECKH
HE3HaYUMOMY YBEJIMYEHHIO KOHIIEHTpaluu atopBactatiuHa (u3menenue AUC: 1,18)

Dysudosas kucioma

Bo Bpems mOCTMApKETHHIOBBIX HCCIICIOBAHUI OTMEYATM CIIydad pa3BUTHsS pabJOMHOIM3A Y
NAIMEHTOB, IPUHUMAIOIIMX OJHOBPEMEHHO CTATHUHBI, BKJIOYAsh aTOpBAacCTaTUH M (Yy3HJIOBYIO
KUCJIOTY. MeXaHM3M JaHHOTO B3aUMOJEHCTBHS HEHM3BECTEH. Y TAlMCHTOB, Ui KOTOPBIX
UCII0JIb30BaHHUE (y3UI0BOM KUCIOTHI CYUTAIOT HEOOXOIUMBIM, JICYCHUE CTATHHAMHE JIOJKHO OBITH
IPEKpaIleno B TEUCHHE BCEro IMeproja NpuMeHeHus Gy3uI0Boit KUCIOThL. Tepanus craTHHAMU
MOXeT OBbITb BO30OHOBJIEHA yepe3 7 JHEH Mociie MoCIeHero npueMa (Gy3uaoBoil KucioTsl. B
UCKJIIOYHMTENILHBIX CIIydasx, I71e He00X01MMa MPOoI0KUTEIbHAS CHCTeMHast Tepanus (y3u10Boi
KHCJIOTOM, HampuMep, JUIS JICUYCHHs TSDKENIbIX HHQEKUUH, HEoOXOJUMOCTh COBMECTHOIO
NPUMEHEHNs aTOpBAacTaTHHA U (y3HIOBOM KHUCIOTHI JIOJDKHA OBITH PAcCCMOTPEHA B KakKIOM
KOHKPETHOM CJlydyae M II0J CTpOruM HaOmoaeHueM Bpaua. [lanueHT M0MkKeH HeMeIIeHHO
o0paTuThCs 33 MEIUIMHCKOM IOMOINIBIO TPH IOSBICHHH CHMIITOMOB MBIIIEYHON €1a00CTH,
YYBCTBUTEJILHOCTH WJIH OOJIH.

Lpyaas conymemeyrowas mepanus

B ximHMYeCKHX HMCCIIEIOBAaHHSX aTOPBACTATHH NMPUMEHSUIM B COYETAHHH € THIIOTEH3UBHBIMH
CPe/ICTBAMH M 3CTPOTEHAMH B PaMKaX 3aMECTUTEIbHON ropMOHaIbHOW Tepanuu. Ilpu3HakoB
KIIMHUYECKH 3HA4YMMOIO HEXEJIATEJIbHOIO B3aMMOJCHCTBHS HE OTMEYEHO; HCCIICAOBaHUS
B3aUMOJICHCTBHUs CO ClIEM(DUIECKUMHE TpenapaTaMy He POBO/IHIIHCE.

Kpome TOro, ormedanoch HOBBIICHHE KOHICHTPAIlWM aTOPBACTATHHA INPH OJHOBPEMEHHOM
NPUMCHCHHH ¢ MHruOuTopamm mnporeassl BUY (komOMHamum JONMMHABHpAa W PUTOHABHPA,
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CakBUHABHpA W PUTOHABHPA, JapyHaBHpa M PUTOHABUPA, (ocaMmnpeHaBup, pocaMnpeHaBup ¢

pUTOHABUpOM W HelnduHaBup), uHrHOMTOpamu mportea3sl remaruta C  (Gomenpesup,

a516acBUp/Ipa3onpeBup,

CHUMETIPEBUP),

KIIAQPUTPOMUIIMHOM H  HUTPAKOHA30JIOM.

Cnenyer

co0JII01aTh OCTOPOXHOCTE IIpA OJHOBPEMCHHOM IPHMCHCHHH OJTHX IpernapaTroB, a TaKXe

IIPUMEHSTH CaMyI0 HU3KYI0 3QPeKkTUBHYIO 103y aTOpBacTaTHHA.

Bnusnaue JAPYTUX NperapaTtoB Ha (baDMaKOKI/IHCTI/IKY aTopBacTaTHHa

CYTKH, B TeUeHHE 9 nHel

B TeYeHHUe 8 IHel

Ilpenapar, no3upoBKa ATOpBacTATHH
Mo3a (mr) N3menenne N3menenune
AUC& Cmax&
[Muknocnopun 5,2 wmr/kr/cyt, | 10 Mr oJiuH pa3 B CyTKH,
% 1 B 8,7 paza 1810,7 pasa
IIOCTOsIHHAs J103a B TeueHue 28 e 3
Tunpanasup 500 mMr 2 pasza B
cytku/puronasup 200 mr 2 pasza | 10 mr, 0lHOKpaTHO 1B 9,4 paza 1 B 8,6 pa3a
B CYTKH, B TE€YCHHE 7 THEH
I'nexanpesup 400 mMr 1 pa3 B :
10 Mr 0/tMH pa3 B CYTKH,
cyrku/nubpentacsup 120 mr 1 1 B 8,3 paza 7 B 22,00 pa3za
B TeYeHUe 7 JTHEH
pa3 B CyTKH, B T€4eHHE 7 THEH
Tenanpesup 750 mr kaxzasie 8 4,
20 Mr, OJIHOKpAaTHO 1 87,9 paza 1 B 10,6 paza
B TeueHue 10 nnei
Onbaceup B n03e 50 mr 1 pa3 B
cytku/rpazonpesup 200 mr 1 pa3 | 10 mMr, oJHOKpaTHO 1B 1,95 paza 1 B 4,3 paza
B CYTKH, B TeueHue 13 quei
bouenpesup 800 mr 3 paza B
40 Mr, 0OJTHOKPATHO 1B 2,3 paza 1 B2,7 paza
CYTKH, B Te4eHUe 7 THEeH
Cumenpesup B no3e 150 mr 1 pa3
40 Mr, 0OJIHOKPAaTHO 1B 2,12 pa3a 1 B 1,7 pa3a
B CYTKH, B TeueHue 10 quei
JlonuuaBup 400 Mr 2 pasa B
20 Mr 0/1MH pa3 B CyTKH,
cytku/putoHaBup 100 mr 2 paza 1B5,9 paza 1 B 4,7 paza
B TeueHue 4 quen
B CYTKH, B TeueHHe 14 nHei
I CaxunaBup 400 mr 2 pasza B
40 Mr oJIuH pa3 B CYTKH,
cytku/putonaBup 400 mr 2 paza 1T B83,9 paza 1 B 4,3 paza
B TeueHue 4 e
B CYTKH, B TeyeHue 15 nnei
KﬂapHTpOMHﬁHH 500 Mr 2 paza B | 80 Mr 0JIuH pa3 B CyTKH,
1B 4,5 paza 1 B 5,4 pa3a
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IIpenapar, 103upoBKa

ATopBacTaTuH

Japynasup 300 mMr 2 paza B

10 Mr ouH pa3 B CyTKH,

cytku/puronasup 100 mr 2 paza 1 B 3,4 paza 1 B2,2 pa3a
B TeyeHue 4 el
B CYTKH, B TeyeHHue 9 nHein
WUrpakonazon 200 Mr ouH pa3 B
40 Mr, OZTHOKPATHO 1 B 3,3 paza 1 B 1,20 paza
CYTKH, B Te4eHHe 4 qHEH
JlerepmoBup 480 Mr oauH pa3 B
20 Mr, OJTHOKPaTHO 1 B 3,29 paza 182,17 paza
CyTKH, B TeyeHue 10 aHei
®ocamnpenasup 700 wMmr jBa
paza B cytku/putonaBup 100 mr | 10 Mr ouH pa3 B CyTKH,
1B 2,5 pa3a 1 B2,8 paza
2 pa3a B CyTKH, B TeyeHHe 14 | B TeueHue 4 qHei
JHEH
®ocamnpenasup 1400 mr 2 paza | 10 Mr oiMH pa3 B CyTKH,
1 B 2,3 pa3a 1 B 4,0 pa3a
B CYTKH, B TeyeHue 14 nauei B T€4YeHUe 4 1Hel
Hendunasup 1250 mr 2 pasza B | 10 MI o1MH pa3 B CYTKH,
1 B 1,74 paza 1 B2,2 paza
CYTKH, B TeyeHue 14 nnei B TeueHue 28 1Hei
['peiindpyToBbiii cok, 240 M
40 Mr, 0IHOKpaTHO 7B 1,37 pa3za 181,16 pa3a
OJIUH pa3 B CYTKU*
Juntnazem 240 mr oauH pa3 B
40 Mr, OTHOKpPATHO 181,51 paza 181,00 paza
CYTKH, B Te4eHHe 28 THEeH
Oputpomuiiua 500 Mr 4 pasza B
10 Mr, oTHOKpaTHO 181,33 paza 181,38 paza
CYTKH, B TeUeHHeE 7 JHEH
Amnogunus 10 Mr, ogaokpatHO | 80 Mr, OJHOKpAaTHO 181,18 paza 180,91 pa3za
[Mumernaun 300 mr 4 pasa B | 10 Mr ouH pa3 B CyTKH,
| B 1,00 paza | 80,89 paza
CYTKH, B TEYECHHUE 2 HeJlelb B T€YECHHUE 2 HEJIeNb
Konectunon 10 mr 2 pasa B | 40 mr ogus pa3 B cyTkH, | He
| B 0,74** paza
CYTKH, B Te4eHue 24 Helenb B T€YEHHUE 8 HEeINb YCTaHOBJICHO
Maanoke TC® 30 mn ous pas B | 10 MT O/IMH pa3 B CyTKH,
| B 0,66 paza 1 80,67 pa3a
CYTKH, B TeyeHue 17 nHei B TeyeHue 15 nuei
O¢aupens 600 Mr oamH pas B
10 mr, B Teyenue 3 aueit | | B 0,59 paza 1 B 1,01 paza
CYyTKH, B TeucHHUE 14 nHEi
Pudamnunun 600 Mr oxuH pas B
CyTKHM, B TedeHue 7 gHe# | 40 mMr, OIHOKpAaTHO 181,12 paza 1 B2,9 paza

(omHOBpEMEHHOE TpUMeHenHe) '
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IIpenapar, 103upoBKa ATOpBaCTATHH
Pudammnimn 600 Mr ouH pa3 B
CyTKH, B TedeHue S5 gHe#t | 40 Mr, 0OJHOKpAaTHO 1 80,20 paza | B 0,60 paza
(paznenbHblit ipuem) '
'emdubpo3un 600 mMr 2 paza B

40 Mr, OZTHOKPATHO 1B 1,35 pasa 1 B 1,00 pasa
CYTKH, B TeUeHHE 7 AHEH
®enodudpar 160 Mr oauH pa3s B

40 Mr, OJIHOKPAaTHO 1 B8 1,03 paza 181,02 paza
CYTKH, B TeYEHHUE 7 THEH

& TlpencTaBieHo OTHOIIEHHME THIIOB TEpaluu (COBMECTHOE MPHMEHEHHE MperapaTta BMecTe ¢
aTOpPBAaCTaTHHOM B CPAaBHEHHHM C IPUMEHEHHEM TOJIBKO aTOpBACTATHHA).

* I1pm 3HaunTensHOM noTpedienuu rpeindpyroBoro coka (= 750 mi — 1,2 11 B CyTKH) OTMEUAIH
oonpiee yBenuuenue AUC (10 2,5) w/mmu Cpax (10 1,71);

** Ha ocHoBanum 00pasia, B3sTOro 0JJHOKpAaTHO yepe3 8-16 yacoB mocie npuemMa rpenapara;

" Tak xak puamnuiue 067aaaeT IBOHHBIM MEXaHH3MOM B3aMMOJCHCTBHS, PEKOMEH/IyeTCs
BBOJIMTH aTOPBACTAaTHH M pU(AMIUIMH OJHOBpPEMEHHO. boiiee mo3qHuii nprueM aTopBacTaTHHA
nocie pudaMIUIUHA CBSI3aH CO 3HAYMTELHBIM CHHW)KEHHEM KOHICHTPALlMM aTOpBacTaTHHA B
T11a3Me KPOBH.

I Jlo3pl cakBHHaBHpa/pUTOHABUPA, TIPHMEHSIBIINECS B JJAHHOM HCCJICIOBAHUH OTJIMYAIOTCS OT
JIO3UPOBOK, KOTOpBIE HUCHOJB3YIOTCS B KIMHUYECKOH npakTtuke. CreayeT y4YMThIBaTh, 4YTO
IIOBBIIICHUE SKCIO3UIMH aTOPBACTaTHHA MPU KIMHHUYECKOM NPHUMEHEHHH CKOpee BCEro BBILIE,
4yeM HaO0/jaeMoe B JJaHHOM HCCJIEZIOBaHUH. B CBsI3M ¢ 3TUM ClielyeT MPUMEHSTh Haubolee

HHU3KYIO JI03y aTOpBacTaTHHA.

Bausinue aTopBacTaTHa Ha d)aDMaKOKHHCTHKV JAPYIruXx 1nmpernapaToB

ATOpBACTATHH IIpenapart, npuMeHsieMblii OJHOBPEMEHHO ¢ ATOPBACTATHHOM,
J03HPOBKA
IIpenapat//lo3a (mr) N3menenne | U3menenue
AUC* Cmax®
80 Mr ouH pa3 B CyTKH,
Antunupus, 600 Mr, 0JTHOKpaTHO | 80,89 paza
B TeueHue 15 nuei i J et :
80 Mr oauH pa3s B cyTkH, | Jlurokcun 0,25 Mr ojuH pa3 B
1 B1,15pa3a | 181,20 pa3a
B Teyenue 10 quei cyTku B TeyeHue 20 aHeit
IlepopanpHble  KOHTpAlECNTHBBI
40 Mr oJIMH pa3 B CYTKH,
OIMH pa3 B CyTku B Tedyenue 2 | T B 1,28 pasa | 1 B 1,23 paza
B TedyeHue 22 JqHel
MecsIIeB

22



ATOpBaCTaTl/lH HpenapaT, ﬂ[)l/IMeHﬂeMblﬁ O/ITHOBPEMECHHO € aTOpBAaCTAaTHHOM,

AO03HPOBKaA

- HOP3TUHAPOH | Mr

- STHHWIACTPATNOI 35 MKT

Tunpanasup 500 mr 2 pasa B
10 Mr, oiTHOKpaTHO cytku/putonaBup 200 mr 2 paza B | 1 B 1,08 paza | 1 B 0,96 pa3a

CYTKH, B Te4eHHUE 7 JTHEN

10 mr oun pa3 B cytku, | @ocamnpenasup 1400 mr 2 pasa B
180,73 paza | | B 0,82 paza
B TeyeHue 4 qHel CYTKH, B TeueHue 14 quei

®ocamnpenasup 700 mr 2 pasa B
10 Mr oauH pa3 B CyTKH,
cytku/puronaBup 100 mr 2 paza B | 1 B 0,99 paza | 1 B 0,94 paza
B TeyeHue 4 nHel
CYTKH, B TeueHHe 14 jHei

" HpCIICTaBII€HO OTHOILICHHUEC THIIOB TEpaIllhu (COBMCCTHOC INPUMCHCHHEC IIpCriapaTa BMECTC C

aTOPBACTaTUHOM B CPpaBHCHHHU C IPUMEHCHUEM TOJIBKO aTOpBaCTaTI/IHa).

Ocobble ykazaHust

Bnusinue na neyeHn

Kak 1 npu npuMeHeHnn ApyTUuX TUIOJIUIUAAEMUYECKUX CPEJICTB ITOrO Kilacca, NPy IPUMEHEHUH
aTopBacTaTMHA OTMEYaId yMEpeHHOe NoBbIeHue (0osiee uem B 3 pa3a 110 CpaBHEHHIO C BEpXHEH
rpaHuliel HOPMbI) aKTUBHOCTH «11e4eHOYHbIX» TpaHcamuHa3 ACT u AJIT. Croiikoe MOBBIMICHHE
CBIBOPOTOYHOM aKTHBHOCTH «II€YEHOYHBIX» TpaHcamuHa3 (OoJsiee yeM B 3 pasa MO CpaBHEHHUIO C
BEpXHEH rpaHunedl Hopmbl) HaOmopaanoce y 0,7 % manueHToOB, MOJy4YaBIIMX AaTOPBACTATHH.
YactoTa noj00HBIX U3MEHEHUH NPH IPUMEHEHHUH NpenapaTa B 103ax 10 mr, 20 mr, 40 mr u 80 mr
cocraBimsia 0,2 %, 0,2 %, 0,6 % wu 2,3 %, coorBeTcTBeHHO. I[lOBBIIIEHWE aAKTHBHOCTH
«IIEYEHOUYHBIX» TpaHCaMHMHA3 OOBIYHO HE CONPOBOXKAANOCH JKEATYXOM WM JIPYTHMHU
KJIIMHUYECKUMHU NposiBieHUsIMU. [Ipy cHMXeHUM /10361 aTopBacTaTiHa, BPEMEHHOM MM MOJTHON
OTMEHE Ipernapara aKTUBHOCTH <II€YCHOYHBIX» TpaHCAMHHA3 BO3Bpallajlach K HCXOJHOMY
YPOBHIO. BOJIBIIMHCTBO MAIlMEHTOB IPOJIOJDKAIIN NIPHEM aTOpBacTaTHHA B CHHIXKEHHOH J103e 0e3
KaKMX-TMO0 KIIMHUYECKUX MOCTIE/ICTBHM.

Jlo Havasa Tepanuu, yeped 6 Hexenb W 12 Hexenb Mocle Hayajla NMPUMEHEHUs Iperapara
AtopBactatud KaHOH MM mocie yBeIWYEeHHsI €ro Ji03bl HeoOXOJUMO KOHTPOJIMPOBATh
nokazateny (QyHKUMM mnedeHH. DYHKIHMIO TEYEHH CIielyeT KOHTPOJUMPOBATH TaKXkKe IpH
IOSIBJICHUN KJIMHMYECKUX NPU3HAKOB IOPAXKEHUs! NedyeHU. B ciiydyae nmoBBIIEHUS aKTUBHOCTHU
«1edeHouYHbIX» Tpancamunas, AJIT u ACT cieayer KOHTpOIMPOBATH JIO T€X MOP, TOKA OHA He

HopMasm3yeres. Eciu nosbimenne aktuBHOcTH ACT mmm AJIT Gonee yem B 3 pa3za 110 CpaBHEHHUIO
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C BEpXHEH TIpaHUIed HOPMBI COXPAHSCTCS, PEKOMEHIYETCS CHMIKEHHME J03bl MM OTMCHA
npenapara Atopactatud KanoH (cMm. pazaen «[loGounoe neiicTBre»).

AtopBactatiH KaHOH clielyeT NPUMEHSATH C OCTOPOJKHOCTBIO Y TIAlMEHTOB, KOTOPHBIE
nOTpeOISIOT 3HAYMTENIBHBIC KOJIMYECTBA alKOTOJIs W/HWIM HMEIOT B aHamHe3e 3abojeBaHHe
nedyeHd. AKTHBHOe 3a00JieBaHME TI€YCHW MM IOCTOSIHHO IIOBBIIEHHAs AaKTHBHOCTH
«IIEYEHOYHBIX)» TPAHCAMHUHA3 TUIa3Mbl KPOBU HESCHOI'O T€HE3a SBJIAIOTCS IIPOTHBOIOKA3aHUEM K
npuMeHenuio npenapara Atopsacratud KanoH (cM. pasnen «IIpoTuBonokazanus»).

eticmeue na crenemubie MbIULYbI

V nanueHToB, TOJIyYaBUIMX aTOpPBACTATHH, OTMedanach Muairus (cMm. paszgen «lloGoynoe
nelicTBrey). Jlharno3 MHOTIATHH CJIEAyeT MpeanoaraTh y maueHToB ¢ b y3Hoil Muanrue,
OO0JIE3HEHHOCTBIO WM C1a00CTBIO MBI M/HJIM BBHIPAKEHHBIM NOBbIIIeHHeM akTHBHOCTH KOK
(6onee yem B 10 pa3 mo cpaBHEHHWIO C BepXHE# rpaHuneil Hopmbl). Tepanuio mpenapaTom
AtopBactatiH KaHOH clielyeT mpeKkpaTHTh B CIy4ae BBIPA)KEHHOT'O IOBBIICHHS aKTHBHOCTH
KO®K, npy Hamuuuu MOATBEPKACHHONH MHMONATHH WM I0JI0O3PEHMU Ha ee pa3BuTHe. Puck
MHOIIATHH  TIOBBIIIAJICS TIPU  OJHOBPEMEHHOM IPUMEHEHHH JICKAPCTBEHHBIX  CPEJICTB,
TOBBIIIAIOIIMX CHCTEMHYIO KOHLEHTPAIMIO aTopBacTaTHHa (CM. paszjensl «Bsaumonencrsue ¢
JIPYTUMHU JIEKaPCTBEHHBIMHU cpejicTBaMu» U «PapMakoKuHETHKa»). MHOTHe U3 3THX IIPernaparoB
UHTHOUPYIOT MeTabosm3M, omnocpenoBanubiii u3zodpepmentom CYP3A4, u/unm TpaHCopT
JieKapcTBeHHBIX BemecTB. M3BecTHO, uto m3opepmeHT CYP3 A4 - 0cHOBHOM N30()epMEHT I1E€YEHH,
y4yacTByloIMii B Ouorpancdopmaiu atopBactatuHa. llpumenss Atopactatun Kanon B
coyeraHun ¢  ¢QubOparamu, SPUTPOMHIMHOM, HMMMYHOJEIPECCAHTAMH,  a30JIbHBIMHU
NPOTHBOTPUOKOBBIMH ~ cpeicTBamMK, WHrHOWTOpamu mpoteazsl BUY/BI'C, wunruburopamm
HecTpykTypHOro Oemnka BupycHoro renaruta C (NS5A/NS5B), nerepMoBUpPOM MM HUKOTHHOBOM
KUCJIOTOW B JMIMICHWKAIOMHUX ao3ax (Oonee 1 r/cyT), Bpad AOJDKEH TLIATEIBLHO B3BECHTH
OXKHJIAEMYIO TI0JIb3Y JICUCHHS U BO3MOXKHBIH prck. CieayeT peryssipHo HabIoaTh MalueHTOB ¢
IEJBIO BBISBJICHUS OoJieil wiu cmabocTH B MBIIIAX, 0COOCHHO B TEYEHUE IIEPBBIX MECSLEB
TEparyy U B IEPUOJT YBEINYCHHSI JI03bI JII0OOT0 M3 YKa3aHHBIX cpecTB. B ciyyae Heo6XxoaumocTu
KOMOMHUPOBAHHON TEPAIUH CJIEyeT pacCMaTpUBATh BO3MOKHOCTh IIPUMEHEHUs1 Ooiee HU3KUX
HAYaQJIbHBIX M TOJICPKUBAIOIINX JI03 BBIIICIIEPEUHCICHHBIX cpeacTB (cM. pasaen «Crocobd
NIPUMEHEHHs H J103b1»). He peKoMeHIyeTcsi 0 JHOBPEMEHHOE HCIOIb30BAHHE aTOPBACTaTHHA U
(Gy3uI0BOH KHCIIOTBI, MOITOMY BO BpeMs JieueHHs (y3HI0BOH KHCIOTOH peKOMEHJ0BaHa
BpEMEHHasi OTMEHa aTopBacTaTHHAa. B mOJOOHBIX CHUTyalMsX MOXHO PEKOMEHI0BATh
NepUOINYECKU KOHTposb akTUBHOCTH KOK XO0Ts Takoe MOHHUTOPHMPOBAHHE HE IIO3BOJISET
NPEJOTBPATUTE PA3BUTHE TsDKEIOW Muomatuu (cM. paszzien «B3aumopelcTBue ¢ JApYIrHMH
JIEKaPCTBEHHBIMH CPEICTBAMEY).
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3aperuCcTpUpOBaHbl  OYEHb pEJIKHE COOOLIEHHS O Pa3sBUTHH HMMMYHO-OIIOCPEJIOBAHHOU

Hekpotusupytomeid muonatun (MOHM) Bo Bpemst 1M nociie J1€4eHusi HEKOTOPHIMH CTaTHHAMH

(em. pasmen «llobounoe neiictBue»). MOHM  KIMHHYECKM XapakTepH3yeTCs CTOMKOM

IPOKCUMAJTLHOM MBIIIIEYHO# C1a00CTHIO M MOBBIIICHHBIM YPOBHEM KPEATUHKHHA3KI B CBIBOPOTKE

KPOBH, KOTOpPBIE COXPAHSIOTCS HECMOTpsl Ha IpPEKpallleHHue JIeYeHHs CTaTHHAMHM, Halu4HeM

antutell K HMG CoA pemykrase U ylydllieHUEM IIPU TPUMEHEHUN UMM YHOETIPECCAHTOB.

Jlo navana nevenus

ATopBacTaTHH  CJIElyeT C OCTOPOKHOCTBIO Ha3HayaTh MNAlMeHTaM ¢  (akTopamy,

IpeIpacnoaraloiMMi K pa3BuTuio pabgpomuonusza. Kontpons aktuHoctH K@K cnexyer

IIPOBOJIUTH B CJIEAYIOUIMX ClIydasX J0 Hayajla Tepaliy aTopBacTaTHHOM:

— HapyleHue QyHKIUH [10YeK,

— THUIIOTHUPEO3,

—  HaCJICJICTBEHHBIC MbIIIEYHbIC HAPYLIICHHS Y TAlIMEHTa B aHAMHE3€ MJIM B CEMEHHOM aHaMHe3e,

— yXKe IepeHeceHHoe ToKcuueckoe BiustHue MHruouTopos I'MI-KoA-pemykTasbl (CTaTHHOB)
i GuOpaToB Ha MBIIIIEUYHYIO TKaHb,

— 3aboieBaHMsl TIEYEHM B aHaMHe3e M/WIM TAlUEHThbl, YIOTPeOJIAIONME AKOrojib B
3HAYUTENLHBIX KOJIMYECTBAX,

— Yy NMai@eHToB B Bo3pacte crapiie 70 JeT cliefyeT oleHuTh HeoOxoaumocTh KoHTpois KOK,
YYUTBIBas TO, YTO Y STUX NALMCHTOB YK€ HMEIOTCS (haKTOPEI, MpeApacHoNaralomue K
pa3BUTHIO pabIOMHOIIN3A,

— CHTyallMM, B KOTOPBIX OXKUJAeTCs IOBBIIIEHUE KOHICHTPAllUM aTOpBacTaTHHA B IUIa3Me
KPOBH, TaKWE€ KaK B3aMMOJCUCTBHUS C JIDYTMMH JIEKaPCTBEHHBIMH CpEJICTBAMM (CM. paszen
«B3aumoieficTBre ¢ ApyrMMH JIEKAPCTBEHHBIMHU CpPEICTBaMU»). B Takux cUTyalusax cieayer
OLICHUTH COOTHOINEHHE PHUCK/TIONB3a W OCYIIECTBIATH MEIUIIMHCKOE HaOMoJeHHe 3a
COCTOSIHUEM IalMEeHTA.

B ciyyae 3naumTensHOro noseineHus aktuBHOCTH KOK (Oosee yem B 5 pa3 Bhlle BepxHEH

I'PaHMIIBI HOPMBI), HE CJIeIyeT HAYMHATh Teparuio aTOpBaCTaTHHOM.

IIpu nmpuMeHeHuHU atopBacTaTuHa, Kak U Jpyrux HHruoutopos I'MI'-KoA-penykTa3bl, onucassl

penkue ciyyad pabJoMHOJIHM3a C OCTPOM IOYEYHOM HEIOCTaTOYHOCTHIO, O00YCIOBICHHOMN

Muorinoounypueit. @akropoM pucka pa3BUTHS pabIOMHOIN3a MOXKET OBITh IPEIIIECTBYIOLIEE

Hapymenue ¢yHkuuu nodek. Takum mnammentam cieayer obecneduth Oosiee THIATETbHBIN

KOHTPOJIb 3a COCTOSIHUEM CKEJICTHO-MBIINEYHOH cucTeMbl. llpm mNOsSBIEHMM CHMITOMOB

BO3MOXKHON MHONIATHH MM HAJIMYUHU (AKTOPOB pHCKa PAa3BUTHUS NMTOYCHYHOM HEJOCTATOYHOCTH Ha

¢done pabmommonmsa (Hampumep, Tspkenas octpas HHQEKIUs, apTepuaibHas THUIOTEH3US,

00IIMpHOE XUPYPruYecKoe BMEIIATeIbCTBO, TPABMbl, META0OIMYECKUE, SHIOKPUHHBIE U BOIHO-
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SJIEKTPOJIMTHBIC — HApYIIeHHs, HEKOHTPOJIMPYEMble  CYJOpPOrM) TEpalui  IpenaparoM
ATtopBacratid KaHoH cieyeT BpeMeHHO NPEKPATUTD MIIH ITOJIHOCTHIO OTMEHMTh.
Buumanue! [laneHTOB HEOOXOAMMO NPEAYHNPEIUTh O TOM, YTO MM CJEIyeT HEMEICHHO
00paTHTHCS K Bpavy MpPH MOSIBICHAN HEOOBICHUMBIX OOJIEH MM MBIIIICYHOH €1ab0CTH, 0COOEHHO
€CJIM OHU CONPOBOIKIAIOTCS HEJOMOTAaHHEM HJIU JINXOPAJIKOH.
I'emoppazuyeckuii uncyiom
ITocnie crenuanbHOrO aHaNIM3a KIMHHYECKOTO UCCIeIoBaHus ¢ ydacTueM 4 731 nmauueHToB 6e3
UBC, nepeHecmMX MHCYIBT WIM TPAH3UTOpHYIO umemuueckyio araky (TWA) B Teuenue
NpebIyIX 6 MecsIeB, KOTOpbIM ObLI HazHayeH atopBacTatuH 80 MI/CYT, BBIABUIM Oolee
BBICOKYIO YaCTOTY FeMOpparndecKux WHCYJIbTOB B IpyMiie aropBactaTiHa 80 MI 110 CpaBHEHHIO €
rpynmnoii 1ianedo (55 B rpymnmne aropBactatiHa npoTuB 33 B rpymme miane6o). [lanuentsr ¢
reMOpparnyeckKiM HHCYJIBTOM Ha MOMEHT BKJIIOYCHHS B MCCIIEJ0OBAaHME MMEIU OoJiee BBICOKHM
PHUCK JUIsl TIOBTOPHOTO IFeéMOpparnyeckoro MHcyiapTa (7 B rpylie aropBacTaTiHa IPOTHB 2-X B
rpynne rane6o). OQHaKko y MarueHToB, MoIyYaBmuX atopactatid 80 MI/cyT ObLIO MEHbILE
UHCYIBTOB Jr000ro THma (265 mpotuB 311) W MeHbIIE CepAeYHO-COCYIMCTBIX COOBITUH
(123 mpotus 204) (cm. pazaen «DapmMakoIUHAMUKAY).
Caxapnvii Oouabem
Hekortopwie nannbie nmoarBepxkaaioT, yto uHrudoutopsl ['MI-KoA-peaykras3sl (CTaTMHBI), Kak
KJIaCC, MOTYT IMPHUBOIUTH K MOBBIIICHHIO KOHIICHTPALIMH IIFOKO3BI B IIa3Me KPOBH, a y OTACIbHBIX
MAIlMEHTOB C BBICOKMM PHCKOM pPa3BHTHSI CaXxapHOro auadeTa MOJMKET pa3BUTBCS COCTOSHHE
THIIEPIIIMKeMHH, TpeOyrolee KOppeKIuu Kak rnpu caxapHoM jauabere. Tem He MeHee, 9TOT pUCK
HE IPEBBILIAET MO0JIb3Y OT Tepaluu nnrnGﬁTopaMn I'MI'-KoA-penykTa3bl (CTaTHHAMH) C TOUKH
3PEHMSI COCYMCTHIX PUCKOB, TIOITOMY 3TO HE MOXKET SBJIATHCS NPUUYMHOM /ISl OTMEHBI TEPAIIHH.
[TaneHThI, OTHOCSIIMECS K TPYIIIEe prcka (KOHIIGHTpAIMs IIIOKO3bl B KPOBU HATOIIAK OT 5,6 110
6,9 mmonn/n, UMT >30 kr/m?, noBbIIIeHHAs KOHIEHTPALMs TPUIJIHIEPUIOB B IJIa3Me KPOBH,
aprepualibHas THIIEPTeH3Hs1), JOJKHBI HAXOJUTHCS I0J MEIUIIMHCKUM KOHTPOJIEM, BKIIIOYas
. KOHTPOJIb OMOXUMHUYECKUX [TapaMETPOB KPOBH, B COOTBETCTBUM C MECTHBIMU PEKOMEHIALIUSIMH.
Humepcmuyuanvnoe 3abonesanue neekux
Ha ¢one repanun nekotopbivu uaruoutopamu I’ MI'-KoA-peaykra3zsl (ctaTuHamMu), 0COOEHHO Ha
(doHe MTETBHON Tepaniy, OTMEYAINCH SIMHUYHBIC CIIy4ad HHTEPCTUIHATBHOIO 3a00JIeBaHHs
naerkux. MoryT HaOmozaTbes OJIbIINIKA, HENMPOAYKTHBHBIM Kamledb H yXy/IIeHHe oO0Iero
COCTOSIHUS 3/I0pOBbsl (YTOMJIIEMOCTh, CHUXKEHHME Macchl Tella M Jmxopaaka). B cioygae, ecim y
naueHTa Mo03peBaeTcsi HHTEPCTULIHATBHOE 3a00JIeBaHUE JIETKHX, CIIeyeT OTMEHUTh TEPAHio
aTOpPBAaCTaTHHOM.
DHOOKpUHHAS PYHKYUSL
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[Ipu npumenenun wunHruOuTopoB ['MI-KoA-penykraszpl (cTaTMHOB), B TOM YHCIE W
aTopBacTATHHA, OTMEYAIUCH CIIy4Yau MOBBIICHUS TTIMKO3UIHpOBaHHOrO remorioouna (HbA1) n
KOHIIGHTPAIIMH TJIFOKO3bI B IJIa3Me KPOBU HaTouak. TeM He MeHee, pUCK THIIEPIJIMKEMUHN HHUXKE,
YeM CTereHb CHWKEHHS PUCKA COCYAMCTBIX OCIOXKHeHHH Ha (oHe nmpuema unrudburopos I'MI -
KoA-penykra3sl (CTaTHHBI).

Bcnomozamenvuvie eewgecmea

ITpenapat AtopBactatun KanoH cojiepxut meree 1 Mmmostb (23 Mr) HaTpust Ha 0/1HY TaOJIeTKy, TO

€CThb I10 CYTH HE COJICPIKUT HATPHL.

Buiusinne Ha crnoco0HOCTH YNPABJISATH TPAHCHOPTHHIMH CPeICTBAMH H MeXaHm3MAMH

JlaHHBIX O BIMSIHUU aTOPBACTATHHA HA CIIOCOOHOCTH YNPABIATH TPAHCIIOPTHBIMU CPEACTBAMHU U
3aHMMAThCs TMOTEHIMAIBHO ONACHBIMH BUJAMH JICATEILHOCTH, TPEOYIOIMMH ITOBBILICHHOM
KOHILIEHTPALIMM BHUMAHMUS U OBICTPOTHI NICHXOMOTOPHBIX peakuuil, HeT. OJHaKo, Y4YHUThIBas
BO3MOKHOCTb Pa3BUTHSA TOJIOBOKPYKEHHS, CIIEAYET COOMIONATh OCTOPOKHOCTD TIPH BHITOJTHEHHH

NEPEHYUCIICHHBIX BUIOB ACATCILHOCTH.

®opma BbIIIyCKa

TabneTku, MOKpHITHIE TIEHOUYHOH 000710uK0#, 10 Mr, 20 Mr 1 40 Mr.

IIpouszsoocmeo u ynakoexa na 340 «Kanonghapma npooaxuin ».

Hosuposxu 10 me u 20 me: 1o 10 uum 30 Tabs1eTOK B KOHTYPHYIO STYEHKOBYIO YIIAKOBKY U3 TUICHKH
nomuBuHUIXJIOopHaHOM mmu  1ieHkun [IBX/TIBJIX u  ¢onprn  amoMHUHHEBOH neyaTHOH
nakupoBanHoii. [To 30, 60, 90, 120 TabneTok B 6aHKY MOJIMMEPHYIO /IS IEKAPCTBEHHBIX CPEJICTB
U3 NOJMATHIICHTepedTasIaTa Wik NOJUATUIeHa. KphIllika 3 MoIMIpoIuiIeHa Wi MOJIUITUIICHA.
ITo 1, 2 wim 3 KOHTYPHBIX SYEHKOBBIX YMAKOBKM WM 10 1 OaHKe NOJMMEpPHOH JUIs
JIEKapCTBEHHBIX CPEJICTB BMECTE€ C HMHCTPYKIMEH MO MPUMEHEHHWIO B MaykKy W3 KapTOHA JUISL
HOTPeOUTENHLCKON Taphl.

Hozuposka 40 me: no 10 wim 15 TabneTok B KOHTYPHYIO H“‘ICI‘/'IKOByIO YIIAKOBKY W3 IUJICHKU
nomuBuHUIXJIopuaHOM wim  tieHku [IBX/TIBJIX wu  ¢onbru  amoMUHHEBOH IeYaTHON
JITAKMPOBAHHOM.

ITo 30, 60, 90 mmu 120 Tabnerok B OaHKy TMOJTHUMEPHYIO JUIsS JIGKAPCTBEHHBIX CPEJICTB M3
nojmsTUICHTeped TaNaTa K noimaITUIeHa. Kpblika 13 MoJUIponiieHa WIn MOJUITHIICHA.

ITo 1, 2 wim 3 KOHTYpPHBIX SYEHKOBBIX YMAKOBKM MM 1Mo 1 OaHKe NOJUMEpPHOH IS
JIEKaPCTBEHHBIX CPEJICTB BMECTE C MHCTPYKLHEH IO MPUMEHEHHWIO B MaykKy W3 KapTOHA s
IIOTPEOUTENLCKOM Taphl

IIpoussoocmeo u ynaxosxa na 340 «Paodyea IIpodaxuin ».
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Hosupoexu 10 m2 u 20 me: o 10 wim 30 TabeTok B KOHTYPHYIO SIUEHKOBYIO YIIAKOBKY U3 TJICHKH
noauBuHUIXIOpuaHON wiu  mnenku  [IBX/IIBJAX wu  Qonbru  amoMHHHEBOW Me4YaTHOM
JTAKUPOBAHHOM.

ITo 1, 2 unu 3 KOHTyYpHBIEC SYCHKOBBIE YIIAKOBKH BMECTE€ C WHCTPYKIMEH 10 TMPHMEHCHHUIO
IIOMEUIAIOT B TaYKy U3 KapTOHA.

Hosuposka 40 me: mo 10 wim 15 TabneTok B KOHTYPHYIO AYCHKOBYIO YIAKOBKY M3 ILICHKH
NOJIMBUHUJIXJIOPUAHON  MITH HJICHKI/I‘ [IBX/TIBAX wu ¢onapru aqOMHHHEBOW IEYaTHOU
JIAKUPOBAHHOM.

ITo 1, 2 win 3 KOHTYpHBIE SYEHKOBBIC YNAKOBKH BMECTE C WHCTPYKIHEH IO MPUMEHEHHIO

IIOMEIIAOT B IMMA4YKy U3 KapTOHA.

YeaoBust XxpaneHust
XpaHuTh IpH Temreparype He Boiie 25 °C.

XPpaHHUTh B HEAOCTYITHOM JIJISI JICTEi MecTe.

Cpok roanocT
3 roja.

He IIPUMEHATD 110 HCTEYCHUH CPOKa IroJTHOCTH.

YcaoBus ormycka

OTmycKaroT 1o perenry.

Baajgenen perucrpanuoHHoro yaocroepeHns/Opranu3anmsi, NPUHAMAKOMAs NPeTEH3HH
norpeoduTeIei

3A0 «Kanondapma npogaxumay, Poccus

141100, Mockogckas 06:1., [1lenkoBckuit paiton, r. lllenkoBo, yi. 3apeunas, a. 105.

Ten.: (495) 797-99-54, daxc: (495) 797-96-63.

OnekTpoHHbIH ajpec: safety@canonpharma.ru

IHonywume oononnumenvHvle Oannvle 0 npenapame, HANPAGUMb NPEMEH3UI0 HA €20 KaYecmao,
besonacrnocmob, co0OWUMb O HEdICENAMENbHBIX NIEKAPCMBEHHBIX PEAKYUIX MOICHO NO MeNePOHY:
8 (800) 700-59-99 (Gecnnathas nmuHUs 24 Yaca) WM Ha cailTe www.canonpharma.ru B pasjeine

«Tonutuka B obnacTu kavecTBay - «be30macHoCThb npenapaTtoB».

IIponsBouTe b
3A0 «Kanondapma npoaakuray, Poccus,

28



IIpouszso0cmeo 20moeoil iekapcmeenHou hopmol:

Mockogsckas 0011, r.0. [IénxoBo, r. I1énkoBo, yi. 3apeunas, 1. 105;
Mockogsckas 0011, 1.0. IIénkoBo, r. I1énkoBo, yi1. 3apeunas, ctp. 105b, k. 12.
Ilepsuunas ynakoexa:

MockoBckas 001., 1.0. IlIl¢nkoso, r. Il{¢nkoBo, yi. 3apeunas, a. 105;
MockoBckas 0011., r.0. [1l€nkoBo, r. HlénK;)Bo, yi1. 3apeunas, ctp. 1055, k. 12.
Bmopuunas (nompebumenvckas) ynakosxka: _

MockoBckas 00:1., r.0. lll¢nkoso, r. I1l¢nkoBo, yi. 3apeunas, 1. 105;
MockoBckas 0011, r.0. [1l¢nkoRo, r. I1lénkoBo, yi. 3apeunas, ctp. 1055, k. 12;
MockoBckas 00:1., 1.0. [1lénkoso, r. I1l¢nkoBo, yi. 3apeunas, ctp. 1055, k. 1.
Beinyckarowuit konmpoaie kaiecmea:

Mockogckas 061, r.0. IlléakoBo, r. I1énkoBo, yi. 3apeunas, ctp. 1055, k. 11.
Ten.: (495) 797-99-54, daxc: (495) 797-96-63.

www.canonpharma.ru

WIH

3A0 «Panyra [Iponakiny, Poceus, r. Cankr-IletepOypr, yiu. 3-1 Konnas Jlaxra, 1. 48, xopi. 7,
mut. A. Ten.: (812) 324-31-86, daxc: (812) 324-31-87

e-mail: info@raduga-production.ru

I[HpCKTOp A€NapTaME€HTa 110 PEryIATOPHBIM

BOIIPOCAM, KIIMHHYECKUM HCCIIEI0BAHUSAM
u pazpadorkam HOBBIX JIC

3A0 «KanoHpapma mpoIaKITH» 0).A. JIucakoBuu
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