COOTBETCTEBYET ZKCNEPTHOMY OTUETY

23 Ne 2224

LT

MHCTBRYKII GOCNEOCBATENEHOCTE 0004)

1O MEJUIIMHCKOMY ITPUMEHEHNIO JIEKAPCTBEHHOI'O ITIPEITAPATA

ATOPBACTATHH ABEKCUMA

PerncrpanuoHHblii HOMep:
Toprosoe nanmenoBanue: ATOPBACTATHUH ABEKCUMA
MexayHapoaHoOe HEMATEHTOBAHHOE HAUMEHOBAHMEe: aTOPBACTATUH

JlexapcTBeHHas ¢opma: TaOIETKU, TOKPBITHIE TNICHOYHOH 000I0UKOM

Cocras:

1 TaGnerka, MOKPHITast IVICHOYHOU 000IOYKOM, COJCPIKHUT:

Oelicmsyrowee geujecmeo. aroppactatud Kanbius — 10,85 mr, wim 21,69 mr, unu 43,38 mr, B
nepecuere Ha aropBactaTuH — 10 mr, unu 20 mr, unu 40 mr;

scnomozamenvhble 8eujecmea (10po). Kaablidsa KapOOHAT, IEJUII0JI03a MUKPOKPUCTAILTNYECKAS,
JIAKTO3bI MOHOTHJpAT, KPOCKapMeIIo3a HATpHUs, HATPHUS Jaypuwicyibdar, THIPOMEIII03a,
KaJIbLIUSI CTeapar,

scnomozamenvhole gewecmsa (000104Ka): TAMPOMEII03a, MAKPOT0JI, TUTAHA JUOKCHU]I, TAJIbK.

Onucanue

Tabnremxu 10 me: Genble WU TIOYTH O€IbIC, KPYIJIbIE, IBOSKOBBITYKIIbIC TAOJETKH C TUICHOYHBIM
MOKPBITUEM.

Tabnemxu 20 me: 6enble UIN MOYTH OeJble, KPYTIIbIE, TBOSKOBBIMYKIIbIE TA0IETKH C TIEHOUYHBIM
MTOKPBITHUEM.

Tabnemxu 40 me: Genble WIW TTOYTH O€JIbIE, KPYTJIbie, TBOSKOBBITYKJIIbIE TAOJETKH C MJICHOYHBIM

IMOKPBITUCM.

dapmakoTepaneBTHYECKAs TPYNNA: TUIIOJUIHIEMUYECKOe cpeacTBO - mHTHOUTOp 'MI'-KOA-

peayKTasbl
Kon ATX: C10AA05

DapMaKoJIOrHYecKue CBOMCTBA
Dapmakoounamuxa
ATOpBacTaTHUH - CENEKTUBHBIM KOHKYypeHTHbI uHruoutop I'MI-KoA-penykrassl, KIr04eBOro

dbepMeHTa, MpeBpamlamero  3-THAPOKCH-3-MeTuiarmorapui-KoA B MeBajloHaT ——
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CPENCTBO.
Y [nanMeHToB C TOMO3UIOTHOW M TIETEPO3UIOTHOM CEMEHHOM T'MIEPXOJIECTEPUHEMHUEN,
HEceMEeHHBIMU (POPMAMU THIIEPXOJECTEPUHEMUH U CMEIIAHHON JUCIUIUAEMUE aTopBacTaTuH
CHIJKAeT KOHLEHTpalMIi0 B IasMe KpoBu obmero xosecrepuHa (XC), xonecrepuHa
munonporenHoB Hu3koM totHoctu (XC-JIITHII) u anmonunonporenna B (amo-B), a Ttaxke
XOJIECTEpUHA JIMIONPOTENHOB oueHb HU3KOoM mioTHOCTH (XC-JITIOHII) u tpurnuuepunos (T1),
BbI3bIBACT MOBBIIIEHNE KOHLIEHTPALMH XOJIECTEPUHA JIMIIONPOTEMHOB BBICOKOH Mu1oTHOCTH (XC-
JIIBII).

ATtopBactatu cHmwkaer koHueHtpanuto XC u XC-JIITHIT B masme kposu, unrubupys I'MI -
KoA-penykrasy M CHHTE3 XOJECTEpMHA B II€YEHW WU YBEJIUYUBAS YHUCIO <«II€YEHOYHBIX»
peuentopos JIITHIT na noBepxHOCTH KJIETOK, YTO IPUBOAUT K YCUJICHHIO 3aXBaTa M KaTaboinu3ma
XC-JIITHIL

AropBacratuH ymenbinaer obOpasoBanue XC-JIITHIT w wucmo wactun JIITHII, BeI3BIBaeT
BBIDAXKEHHOE W CTOMKOe mnoBbiieHUe aktuBHoctu JIITHII-peuentopoB B coyeTaHun C
OnaronpusATHbIMM ~ KadecTBeHHbIMM  u3MeHeHusimu  JIIIHII-uactun, a Takxke CHHXKaer
koHueHTpauuo XC-JIIIHII y mnauueHToB € TOMO3UIOTHOM HAacleICTBEHHOM CEeMEeMHOU
TUIEPXO0JIECTEPUHEMUEH, YCTOMYMBON K TEPANIUU APYTUMHU TUIIOIUIIUIEMUYECKUMU CPEICTBAMHU.
ATtopBacraTuH B 103ax oT 10 Mr 1o 80 mr cHnxkaet koHueHTpauuio XC Ha 30—46 %, XC-JIITHII
— Ha 41-61 %, ano-B — na 34-50 % u TI' — na 14-33 %. Pe3ynbrarsl Tepanuu CXOOHBI y
NAalMEeHTOB C TeTePO3UIOTHOW CeMEeHHON rumnepxosiecTepuHeMueii, HeceMelHbIMU (popMaMu
TUIEPXO0JECTEPUHEMUH U CMEIIAaHHON THIEPIUNNIEMUEH, B TOM YHUCIIE, Y TAIMEHTOB C CaXapHbIM
1uadeToM 2 THIIa.

Y nauMeHTOB €  M30JIMPOBAHHOM  TUNEPTPUTIULEPUIAEMHEN  aTOPBACTaTHMH  CHUXKAET
KOHIeHTpanuio obmero xonecrepura, XC-JIITHII, XC-JIIIOHII, amo-B, TI" u mnoBeimaer
koHueHTpauuio XC-JIIIBII. V nauneHToB ¢ 1ucOeTaIunonpoTenHeMueil aTopBacTaTuH CHUXKAET
KOHIEHTPALUIO X0JeCTepUHA JIUIONPOTEUHOB IpoMeXyTouHOM motHocTH (XC-JITIIIT).

VY mamueHToB ¢ runepiunonporernHemucii tuna lla u 11b mo kmaccudukanmn dpeapukcona
cpenHee 3HaueHue moBbiieHus koHueHTpanuu XC-JIIIBII npu neuennn atopBactarurom (10—
80 MT) 1Mo CpaBHEHUIO C MCXOJHBIM ITOKa3arenaeM coctaBisieT 5,1-8,7 % u He 3aBUCHT OT JO3BI.
HmeeTcst 3HAYUTENBbHOE J0303aBUCHUMOE CHIDKEHHWE BEJMYMHBI COOTHOIICHHN: OO0Imui
xonectepun/XC-JITIBIT u XC-JITTHIT/XC-JITIBII na 29—44 % u 37-55 % COOTBETCTBEHHO.
ATopBacTaTuH B 7103€ 80 MI' TOCTOBEPHO CHUKAET PUCK PA3BUTHS MILIEMUYECKUX OCJIOKHEHUH 1
CMepTHOCTH Ha 16 % mocne 16-HenenpHOTo Kypca, a pUucK MOBTOPHON TOCITUTAIM3AIINH 110 TIOBOTY

CTEHOKapANH, COMPOBOXKIAIOIIEHCS MpU3HAKAMH WIIEMUN MHOKapjaa, Ha 26 % (ucciemoBaHue
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teparuu (MIRACL)). V manueHToB ¢ pa3nTu4HBIME UCXOAHBIMU KoHIeHTparusamu X C-JITTHIT
aTOPBACTAaTHH BBI3BIBACT CHIDKEHUE DPHCKA HIIEMHYECKUX OCJIOXKHEHUH M CMEpPTHOCTH (Y
NanUeHToB ¢ UH(apkToM MuOKapaa 6e3 3ybona Q M HecTaOMIIbHON CTEHOKapJaueill y MYy»K4uH,
JKEHIIMH U y TAI[MEHTOB B BO3pacTe MOJIOXKE U cTapiuie 65 JeT).

Cumxkenue koHueHTpanuu B 1wiazme kpoBu XC-JIITHIT nyudme koppenupyer ¢ 1030
aTopBacTaTHHA, YeM C €ro KOHIIGHTpauuedl B miaa3me KpoBu. Jlo3y moaOMparoT C ydeTom
TepaneBTHueckoro 3dgdekra (cMm. pazaen «Crocod mpuMEHEHHs W 103bI»). TepamneBTHYeCKUi
a¢ddexT mocturaerca depe3 2 HeNeNM MOCIE Hayala Tepaluu, JOCTUraeT MakcumMyma uepes 4
HEJIeH U COXPAHSIETCsl B TEYCHUE BCETO MEPUO0/Ia TEPAITHH.

Ipogpunraxmuxa cepdeurno-cocyoOucmulx 0CI0MHCHEHUL

ATopBactaTuH B 103¢ 10 MI CHUKAeT OTHOCUTENIbHBII PUCK Pa3BUTHUSL KOPOHAPHBIX OCIOKHEHUHN
(umemuueckorr 6one3nu cepana (MbBC) c¢ neranpHbIM ucxogoMm u HedartanbHOro uH(papkrTa
muokapna (MM) na 36 %, o0mux cepedHO-COCYANCTRIX OCIIOKHEeHUU Ha 29 %, dgarambHOro u
He(aTaJIbHOIO UHCYJIbTA HAa 26 % (MccienoBaHue aTOpBAcTaTHHA y NALMEHTOB C apTepualbHON
runeprensueit u ¢pakropamu pucka (ASCOT LLA))).

Caxapnviii ouabem

VY manueHToB C caXapHBIM TUa0eTOM Tepamnus aTOpBACTATUHOM CHHMYKAET OTHOCHUTENBHBIA PUCK
Pa3BUTHS OCHOBHBIX CEPICYHO-COCYAUCTHIX OCNoHeHHH ((atanpHbiii 1 HedaTambHbl WM,
0e300eBas uleMusi MUOKap/a, JIeTalbHBINA UCX0[ B pe3ynbTare oboctpenus MBC, Hectabunphas
CTCHOKapJusi, UIYHTMPOBAHUWE KOPOHAPHOM apTepuu, YPECKOXkKHas TPaHCIIOMUHAIbHAS
KOpOHAapHasi aHTHOIUIACTHKA, MPOIEAYpPhl peBacKyisipuzanuu, uHCYynbT) Ha 37 %, UM
(dbatampHoro U HedaranpHOro) Ha 42 %, UHCYyNbTa (haTampHOro U HedatanbHOro) Ha 48 % BHE
3aBUCUMOCTM OT II0Jla, BO3pacTa MalMEeHTa WM HucXoAHoW KoHueHTpauun XC-JITTHII
(uccnenoBaHue aTopBacTaTuHa npu caxapHom nuadere 2 tuna (CARDS)).

Amepocknepos

VY nmanmentoB ¢ UbC aTopBactatus B 103¢ 80 Mr/cyT MpUBOAUT K YMEHBIIEHUIO O0IIET0 00bema
atepomsl Ha 0,4 % 3a 1,8 Mecsna Tepanuu (UccienoBaHUE OOPATHOTO Pa3BUTUS KOPOHAPHOTO
aTepockiiepo3a Ha (oHe MHTeHCUBHOM runonunuaemMudeckoit repanuu (REVERSAL)).
lloemopnvwii uncynom

AtopBactatTiH B 1o3¢ 80 Mr B CyYTKM YMEHBIIA€T PHUCK MOBTOPHOTO (haTalbHOTO WIH
He(aTaabHOI0 UHCYJIbTA Y MAlIMEHTOB, IEPEHECIINX UHCYIBT WM TPAH3UTOPHYIO HIIEMUYECKYIO
atraky (THA) 6e3 MBC B anamHe3e (uccienoBaHHe IO MNPOQHIAKTUKE HHCYIbTa IPH
WHTEHCUBHOM CHWXEHUU KoHIeHTpanuu xojectepuHa (SPARCL)), na 16 % mo cpaBHEHHIO C

wiane6o. Ilpu STOM 3HAYUTENBHO CHIXKAETCS PHUCK OCHOBHBIX CEpIEHYHO-COCYAUCTHIX
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HapyLICHUH MPHU Tepaluy aTOpBACTATHHOM OTMEUYAETCs Y BCEX TPYII MAIMEHTOB, KPOME TOM,
Ky/la BOILIUIM TAllMEHTHI C IEPBUYHBIM HIIU IOBTOPHBIM FeMOPParn4eCKUM HHCYIIBTOM.
Bmopuunas npogunakmuka cepoeuno-cocyoucmulx 0Ci0HCHEHU

V¥ nanuentoB ¢ UBC atopBactatun B n03e 80 Mr, no cpaBHeHHIO ¢ 10 MI, 10CTOBEpPHO CHUMXKAET
OTHOCHUTENIbHBI PUCK Ppa3BUTUSA OOJBIIMX CEPIAEYHO-COCYAMUCTHIX coObITHH Ha 22 %,
HedaranpHoro MMM (He CBS3aHHOTO ¢ pOIeIypaMH peBacKyispu3anun) Ha 22 %, ¢paTaabHOro U
HedaTaabHOro MHCYJIbTa Ha 25 % (CpaBHEHHE BHICOKOMHTEHCUBHON TEpalK aTOPBACTAaTUHOM U

Tepanuy yMEpeHHOW HHTeHCUBHOCTH y marueHToB ¢ MBbC (mo ganabeiM uccnenoBanus TNT)).

DapmakoKkunemuxa

Bcacvieanue

ATopBacTaTUH OBICTPO BCachlBae€TCA IIOCIE€ IMpUEMa BHYTPb: BpeMs JOCTHXKEHUS €ro
MakcuMainbHOW KoHUEHTpauuu (TCmax) B Iu1asme kpoBu coctaBisgeT 1-2 wyaca. ¥V KeHILUH
MaKCHUMalbHasi KOHLeHTpanus atopBacTaTHHA (Cmax) Ha 20 % Bbllle, a MIOMIAAL O] KPUBOU
«xonuentpanus-speMs» (AUC) - Ha 10 % Hmxke, yeM y Myxx4yuH. CTeneHb BCAChIBAHUS U
KOHIIEHTpalusi B IJJa3M€ KPOBH TOBBIIIAIOTCS MPOMOPHHOHAIBHO J03€. bHOoAoCTyMHOCTH
aTopBacTaThHa B opMe TadneTok coctaBisieT 95—99 % o cpaBHEHUIO C aTOPBACTATHHOM B BHJIC
pactBopa. AOcontoTHas OUOAOCTYNHOCTH - oOkojio 14 %, a cuctemMHas OWOAOCTYIMHOCTH
uHrHOupyromeil aktupHoctu B otHomenun ['MI-KoA-penykrazel — okono 30 %. Huzkas
CHUCTeMHasi OHMOJOCTYIHOCTh OOYCIOBJIE€Ha MPECUCTEMHBIM METa0O0IM3MOM B CIHU3UCTOU
000JI04KE KEITYyA0YHO-KUIIIEYHOT O TPaKTa U/UITU NP «IIEPBUYHOM IPOXOKIECHUN» Yepe3 IICUEHb.
[IpuemM mUIM HECKOJILKO CHUYKAET CKOPOCTh U CTeNneHb abcopOuuu npenapara (Ha 25 % u 9 %
COOTBETCTBEHHO, O YE€M CBUIETEILCTBYIOT pe3yibTarhl ompeneneHus Cmax U AUC), omHako
camxeHne XC-JIITHII cxonHo ¢ TakoBBIM ITpH IpUEME aTopBacTaTuHa HaTowmak. HecMoTps Ha To,
YTO MOCJe IpUeMa aTOpBacTaTHMHA B BEUEpHEE BPEMs €ro KOHIIEHTpalus B IJIa3Me KPOBU HHKE
(Cmax m AUC, mpumepno Ha 30 %), dyeMm mocje mpHemMa B YTPEHHEE BpEMs, CHUKEHUE
koHueHTpauuu XC-JIITHII He 3aBUCHT OT BpeMEHU CYTOK, B KOTOPOE IPUHUMAIOT IIpernapar.
Pacnpeoenenue

Cpennuii 00beM pacrpeiesIeHHs] aTOpBacTaTUHA COCTaBiseT 0koio 381 mutpa. CBs3b ¢ OenkaMu
miasMbel KpoBu He MeHee 98 %. OTHolleHue cojepaHus B JPUTPOLUTAX/TIIIa3Me KpPOBU
cocraiseT okoio 0,25, To ecTh aTOPBACTATHH IIJIOXO MPOHUKAET B APUTPOLIUTHI.

Memabonusm

ATopBacTaTUH B 3HAUMUTEIBHOM CTENEHW METabOoIM3UpyeTcsi ¢ O00pa3oBaHWEM OpTO- |

naparuIpOKCHIINPOBAHHBIX IPOU3BOIHBIX M PA3IMUHBIX MPOAYKTOB B-okucienus. In vitro opro-

4
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U TaparuJpoOKCUIIMPOBAaHHBIC META0OOTUTHI OKA3bIBAIOT I/iﬁh’ﬂ6ﬂ-{ﬁf;ﬂl%€ Eglﬂl%ﬁhe

penyKTasy, COIOCTaBUMOE C TaKOBbIM aTopBacTaTuHa. [Ipumepno 70 % CHMKEHUS aKTUBHOCTU
['MI'-KoA-penyKTa3bl MPOUCXOIUT 3 CUET JCHCTBUS aKTHBHBIX IUPKYIUPYIOMUX METAOOIHUTOB.
PesynbTaThl HcCaen0BaHMiA iN VItro 1aroT OCHOBAaHHUS MPEANOI0KHUTD, 4To n3ohepment CYP3A4
MEYCHU WrpaeT BaXKHYIO pOJb B MeTabojiu3Me aTopBacTaTMHa. B monb3y aToro Qaxra
CBUJICTEJILCTBYET TOBBIIICHHE KOHIIGHTPALMM aTOpBacTaTMHA B IUIa3ME€ KPOBH NpHU
OJTHOBPEMEHHOM IIPHEME SPUTPOMHULINHA, KOTOPBIH SIBIISICTCSI HHTHOUTOPOM 3TOTO N30(EepMEHTA.
Hccnenosanus in Vitro Takke Mokasajid, YTO aTOPBACTATUH SIBIACTCS CJIAObIM HHTHOUTOPOM
nzopepmenra CYP3A4. ArtopBacTaTMH HE OKa3bIBa€T KJIMHUYECKH 3HAYMMOIO BJIUSHUS Ha
KOHIICHTPALUIO B TJIa3Me KPOBU TepheHa uHa, KOTOPBIH METab0IU3UpyeTCs, TIIaBHBIM 00pa3oM,
uzopepmernrom CYP3A4, mosTomy ero cymecTBeHHOE BIMSHHE HAa (PApMAKOKHMHETUKY APYTHX
cyoctparoB u3zodpepmenta CYP3A4 manoBepostHO (cM. pasnen «BzaumopeicTBue ¢ ApyruMu
JIEKaPCTBEHHBIMU CPEACTBAMMY).

Buigeoenue

ATOpBacTaTHH U €r0 METa0OIUTHI BBIBOJISATCS, TJIABHBIM 00Pa30M, C KEITIbIO ITOCIIE TIEYCHOYHOTO
W/WIM BHETIEYEHOYHOro MeTabonu3ma (aTopBacTaTHH HE MOJBEPraeTcsl BhIPAXKEHHOM KHUIIIEYHO-
neyeHouHol peuupkynsuuun). [lepuon nonyssiBenenus (T12) cocraBiser okono 14 yacos, npu
3TOM HHTHOUpyromui >pdexT npemnapara B otHomennn ' MI'-KoA-pexykra3el mpuMepHO Ha
70 % ompenensieTcss aKTUBHOCTBIO IMHUPKYJIUPYIOMIUX META0OIUTOB M COXpaHseTcss okojo 20—
30 wacoB 6marogaps ux Hanuuuto. [locne npuema BHYTphs B MOYe 0OHapyskuBaeTcs MmeHee 2 % OT
MPUHSITON 03Bl penapara.

ATopBacTaTuH SBISIETCS CyOCTpaTOM IS TPAHCTIOPTEPOB (EPMEHTOB TMEUYEHHU, TPAHCTIOPTEPOM
OATPIBl w OATPIB3. MerabonutaMu aropBacTaTuHa sBIsitoTCs cyoctpatsl OATPIBI.
ATopBacTaTUH TakKe UICHTHPUIMPYETCA Kak cyOcTpaT TpaHcnmopTepoB orToka MJIV1 u 6enka
PE3UCTEHTHOCTH PaKa MOJIOYHOMH Kele3bl, KOTOpble MOT'YT OIpaHMYUBATh KUIIEYHYIO a0CcOopOLHIo
¥ OUJTMApHBII KIMPEHC aToOpBacTaTUHA.

Oco0ble TPVIIILI TAIMEHTOB

Toorcunvie nayuenmul

KoHueHTpanun aropBacTaTuHa B IUIa3Me KpPOBM Yy HanueHToB crapuie 65 ser Bblme (Cmax
npumepHo Ha 40 %, AUC npumepno Ha 30 %), yeM y B3pOCIbIX HAllHEHTOB MOJIOJIOTO BO3pacTa.
Paznuuuit B 3¢dexkTuBHOCTM U 0€30MacHOCTH IMpernapara, WIH JOCTHKEHUH Ienei
TUITOJIMITUIEMUYECKOM Tepanuu y NOXKWIbIX MallMeHTOB [0 CPABHEHUIO ¢ 001l nmonysuuei He

BBISABJICHO.
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B 8-HenmenbHOM OTKPBITOM HCCIENOBAaHUU NeTH (B Bo3pacte 6-17 7eT) ¢ TreTepo3UroTHOM
CEMEHHON THUIIEpXOJECTEPUHEMUEH M HCXOJHOM KOHUeHTpamuen xosecrepuHa-JIITHII
>4 MMOJIB/J IOTyYaJIy TEPAIUIO AaTOPBACTATHHOM B BH/JIE K€BATEIbHBIX TabJIeTOK 5 Mr vy 10 mr
WJIH TaOJIETOK, MTOKPBITHIX 0007109KOM, B 103€ 10 Mr vy 20 MI OJTMH pa3 B CyTKH COOTBETCTBEHHO.
EnvHCTBeHHOM 3HAaYMTENBbHON KOBapuaTod B (PAPMAKOKHMHETHYECKOH MOJENU TOIMYJISAIHH,
IIOJIy4arollel aTopBacTaTuH, Oblia Macca Tesa. Kaxyiuiics KaupeHe aropBacTaTiHa y A€TeH He
OTIIMYAJICS OT TAKOBOT'O y B3POCIHBIX NALMEHTOB IPU AJUIOMETPHUYECKOM HM3MEPEHHUU II0 Macce
Tena. B auamasoHe [eHCTBUS aTOpBAacTaTMHA M O-TMAPOKCHATOPBACTATHHA OTMEYAJIOCh
nocnenosarenbHoe cHkeHne X C-JITTHIT u XC.

Ilon

KoHuenTpanuu aropBacTaTuHa B IUIa3M€ KPOBU Y JKEHUIMH OTJIMYAOTCSI OT aHAJIOTMYHBIX
nokasareneil y My>xuuH (mpumepHo Ha 20 % Bbiie st Cmax 1 Ha 10 % Hmxe st AUC). Oxnako
KaKUX-TM00 KIMHMYECKH 3HAYMMBIX Pa3IMYMid B JCHCTBUU HA JIUIHIBI MEXIY MYXYMHAMH U
JKEHIIMHAMU He HaOJI0anoch.

Heoocmamounocmo ¢hynxkyuu nouex

Hapymenne GpyHKIUM MOYEeK HEe BIMAET HAa KOHIEHTPALMIO aTOPBACTaTUHA B IUIa3Me KPOBH MU
€ro BO3/CICTBHE Ha IOKa3aTeld JUMIMIHOTO OOMEHa, B CBS3M C 3TUM H3MEHEHHE J03bl Y
NAIMEeHTOB C HapylleHHeM (yHKIHHU Mo4eK He Tpedyercs (cMm. pasaen «Crnocod mpuMeHEeHus u
JIO3B1»).

HccnenoBanuii NpUMEHEHHs aTOpPBAcTaTHHA y MAlUEHTOB C TEPMUHAIBHOM CTaJUEll MOYEUHOM
HEJ0CTaTOYHOCTU HE IMPOBOJAWIOCh. ATOpPBAaCTaTMH HE BBIBOJUTCS B XOJI€ TIeMOJUaNn3a
BCJIE/ICTBHE UHTEHCUBHOIO CBSA3BIBAHUSA C OEJIKaMH I1a3Mbl KPOBH.

Heoocmamounocme ¢pynkyuu nevenu

KonuenTpanus npenapara 3Ha4uTeNbHO MOBBIAETCS (Cmax TpuMepHO B 16 pa3, AUC npumepHO
B 11 pa3) y manueHToB ¢ aJKOTOJIbHBIM HUPPO30M NeueHu (kinacc B no knaccuduxanuu Yain-
I[Te10) (cMm. pazpen «IIpoTuBOIIOKa3aHUAY).

THonumopghuzm SLCO1B1

[Teuenounsiit 3axBaT Bcex uHrHOMTOpoB I'MK-KOA-pemykrasbl, BKIIOYas aTOpBACTaTHH,
MPOUCXOAUT ¢ ydactueMm TpaHcnoprepa OATPIBI. Y TauUeHTOB C TIE€HETHYECKUM
nomumopdmmom SLCO1B1 nmeercst prcK MOBBIICHHS SKCITO3UIIMY aTOPBACTATHHA, YTO MOYKET
NPUBECTH K MOBBIIIEHUIO pUCKa pa3BUTHs padnomuonuza. [loaumopdusm rena, Koaupyromero
OATPIBI (SLCOIBI ¢.521CC), cBs3an ¢ noBsimeHneM 3kcnosunmu (AUC) aropBactatuHa B
2,4 pa3a 1O CpaBHEHHIO C TMMalMEHTaMH 0€3 TaKOro TeHOTHIHYECKOro m3MeHeHus (c.521TT).

HapymeHHe 3axBaTa aTtopBaCTaThUHA ICYCHBIO, CBA3AHHOC C I'CHCTUYCCKUMHU HAPYHICHUAMMU,
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3¢ (HEeKTUBHOCTU HEM3BECTHBI.

IHoka3anusi K NpUMeHEeHUI0
['unepxonecrepuHeMus:

® B KAuecTBE JONOJHEHHUS K JHETe Ui CHWKCHHS TOBBIIICHHON KOHIIEHTPAIMH OOIIETo
xonecrepuna, XC-JIITHII, ano-B u TpurauiepunoB y B3pocibiX, MOJPOCTKOB U JeTel B
Bo3pacte 10 jeT unu crapuie ¢ nepBUYHON THIIEPX0IECTEPUHEMHEN, BKIIOUAsl CEMEHHYIO
TUIEPXOJECTEPUHEMUIO  (T€TEpPO3UrOTHBIM  BapuaHT) WM  KOMOWHUPOBAHHYIO
(cMemrannyro) runepaunuaemMuio (coorsercrBenno, tum lla u llb mo kmaccudukamnmm
®peapuKCcoHa), KOrla OTBET HA JIUETY U APYTrue HEMEIUKAMEHTO3HbBIE METO/IbI JICUEHHUS
HEJIOCTATOYECH;

e I CHIDKEHHUS TOBBIINIEHHOTO ofmero xonectepuHa, XC-JIITHIT y B3pociasix ¢
TOMO3UTI'OTHOM CEMEMHOW T'MIIEPXOJIECTEPUHEMUEH B KAadeCTBE JAOIOJIHEHUS K JPYTrUM
TUNOIUNUAeMUYeckuM MetonaMm siedenus (Hanpumep, JIITHIT-adepe3) unu ecnu takue
METO/1bl JICUECHUS HETOCTYIIHBI;

[TpodunakTuka cepIe4HO-COCYAUCTHIX 3a00JI€BaHU:

® TpoQMIAKTUKA CEPACYHO-COCYIUCTBIX COOBITUH Yy B3POCIBIX MAIIEHTOB, WMEIOIINX
BBICOKMM PHCK pa3BUTUS NEPBUYHBIX CEPAEYHO-COCYAMCTBIX COOBITUH, B KauecTBE
JIOTIOIHEHUS K KOPPEKIMH IpYTUX (GaKTOPOB PUCKa,

e BTOpUYHAs NMPO(UIAKTHKA CEPAEUYHO-COCYIUCTBIX OcioxHeHui y mamueHtoB ¢ UBC c
LENbI0 CHMKEHUS CMEpPTHOCTH, HWH(GApPKTOB MHOKapAa, HHCYJIbTOB, MOBTOPHBIX
TOCOUTATIM3AIMA 1O TOBOJy CTEHOKApAWM U HEOOXOIMMOCTH B  TpOLEype

PEBACKYJIIpU3ALINH.

IIporuBonokazanus

— TMIIEPUYBCTBUTENILHOCTh K aTOPBACTaTUHY MJU K JIOOOMY M3 BCIIOMOTaTeIbHBIX BEIECTB
npenapara;

— 3a0o0sieBaHNE NIEUEHU B aKTUBHOM (haze (B T.4. aKTUBHBIM XpOHUUECKUN renaTuT, XpOHUYECKUI
AJIKOTOJIbHBIN renaTur);

— TOBBIIIIEHUE aKTUBHOCTH «II€YEHOYHBIX» TPAaHCAMUHA3 HESICHOTO TeHe3a Ooisiee yeM B 3 pasa
10 CPAaBHEHUIO C BEPXHEU I'PaHULIEH HOPMBI;

— OJIHOBPEMEHHOE IPUMEHEHUE C Py3UI0BOM KHCIOTOM;

— NPUMEHEHHUE Y JKEHIIWH JETOPOJHOIO BO3pacTa, HE HMCHOJB3YIOIIMX aJEKBATHBIE METOJbI

KOHTpalUCIIUn,
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— OepeMEeHHOCTb;

— MEePUOJ] TPYIHOT'O BCKAPMIIMBAHUS,
— Bo3pacT 110 18 neT (Heg0CcTaTOYHO KIIMHUYECKUX JaHHBIX 10 3P PEKTUBHOCTH U OE30MaCHOCTH
mpenapara B JIAHHOW BO3PAaCTHOM TpymIe), 3a HCKIIOYEHHEM TeTePO3UTOTHONW CeMEWHOU
TUIepXoJecTepuHEMUH (IPUMEHEHHE TPOTUBOIOKA3aHo y JeTeil B Bo3pacte 10 10 ner);

— MeUIUT  JIaKTa3bl, HEMEPEHOCHMOCTh  JIAKTO3bl, CHHIPOM  TJIFOKO30-TAJIAKTO3HOMN

MababCcopOIuu.

C 0CTOpPOKHOCTHIO

Y manmueHToB, 3J0YNOTPEOJSAIOMIMX AJKOrOJIeM; Y MAaIMeHTOB, HMMEIOIMX B aHAMHE3e
3a00J1€BaHUS [IEYECHU.

VY nanueHToB ¢ HaaMuueM (akTOpPOB pHCKa pa3BUTUsA pabaoMuoiu3a (HapyuleHue (QyHKIUH
[OYEK, IMIIOTUPE03, HACIEICTBEHHbIC MBIIICYHbIC HAPYIICHUS Yy MalMeHTa B aHaMHE3€ WIH B
CEMEHHOM aHaMHe3e, YK€ IEePEHECCHHOE TOKCUYeckoe BiusHue WHTHOuTOpoB ['MI'-KOA-
penykTassl (CTaTUHOB) WM (UOPATOB HA MBIIICYHYIO TKaHb, 3a00JIEBaHUS TIE€YCHH B aHAMHE3E
W/WIIN TalMeHThl, YIOTPeOIISIONe aJKorob B 3HAUUTENIbHBIX KOJIMUECTBAX, Bo3pacT ctapiie 70
JeT, CUTyallud, B KOTOPBIX OKMJAETCs MOBBIINIEHUE KOHLIEHTpPAI[MM aTOpBAcTaTHHA B IUIa3Me

KpOBH (HaIlpuMep, B3aUMOJIEUCTBUS C IPYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMU)).

I[IpumeHeHnune npu 6epeMEHHOCTH M B MEPUO/I TPYIHOT0 BCKAPMJINBAHUS

KeHwunvl demopooroeo o3pacma

>KCHH_II/IHI>I ACTOPOAHOIO BO3pacTa BO BpEMs JICUCHUA JOJIKHBI ITIOJIB30BAaTbCA

COOTBETCTBYIOLIMMH METOJJaMH KOHTparenuuu (cM. paszaen «IpoTuBonokasanusy).
bepemennocms
ATopBacTaTHH NPOTUBOIIOKA3aH MpHU OepeMeHHOCTH (cM. paznen «lIpoTuBomnokasaHus»).

be3onmacHocTh mnpuMeHeHUsT BO BpeMmsi OepeMeHHOCTH He Obula mnoaTrBepxkaeHa. Cpenu
OepeMEeHHBIX >KEHIIMH KOHTPOJUpPYEMble KIMHUYECKHE HCCIEJOBAHMS C aTOPBACTaTUHOM HE
npoBoAWINCE. OTMEYaIuCh pPENKHE Clydad BpOXKIEHHBIX AaHOMAIWN II0CIIE€ BO3AEUCTBUSA
unruouropoB ' MI'-KoA-peaykrassl (CTaTHHOB) Ha IUIOJ BHYTpUYTpOOHO. B nccienoBanusax Ha

JKUBOTHBIX OBIIO TTOKA3aHO TOKCUYECKOE BIUSHUE HA PEMPOAYKTUBHYIO (DYHKIIHIO.

[Tpu mpueme aropBacTaThuHa OEpeMEHHOMN >KEHIIMHONW BO3MOXHO CHIDKEHHUE Y IUI0JIa YpPOBHEH
MeBajOHaTa, KOTOPBIN SBISETCS MPEIIIECTBEHHUKOM OMOCHHTE3a XoJieCTepruHa. ATepoCKIepo3

ABIIACTCA XPOHHYECKHUM IPOHECCOM, H, KaK IMpaBUIO, OTMCHA THUIOJHIIUACMUYCCKHUX
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JIOJITOCPOYHBINA PUCK, CBSI3aHHBIN C IIEPBUYHON FHIIEPXOJIECTEPUHEMUEH.

B cBs3u ¢ 3THM, aTOpBacTaTUH HE ClieAyeT Ha3HauyaTh OEPEMEHHBIM >KCHIUHAM, KCHIIHUHAM,
TUTAHUPYIOIIUM OCPEeMEHHOCTb, WIIH MPH MOJ03pEeHUHU Ha OepeMeHHOCTh. HeoOX01MMO OTMEHUTH
MIPHEM aTOpBAcTaTHHA HA BpeMsi 0EPEMEHHOCTH WJIH JI0 YCTAHOBJICHHS OTCYTCTBHSI OEpEMEHHOCTH

(cMm. pazzpen «IIpoTuBonokazaHus»).
Ilepuoo epyonozo eckapmausanus

HCI/I3B€CTHO, BBIACIIAIOTCA JIM aTOPpBACTAaTUH HUJIU €O MeTa0OIUTHI B T'pyaAHOC MOJIOKO Yy YCJIOBCKaA.
B ucciaemosanusx Ha KpbICaX KOHICHTpAIHUU aTOPBACTATHHA U €TI0 aKTUBHBIX MeTa0OJUTOB B
I1a3M€e KpPOBH aHAJIOTMYHBI TAKOBBIM B MOJIOKE. Ilo IIPUYUHEC pPa3sBUTHA pPUCKA CCPLE3HBIX
MOOOYHBIX 3(1)(1)6KTOB, JKCHIIVHBI, IPUHUMAIONINUEC aTOPBACTATUH, JOJIKHBI IIPEKPATUTL I'PYAHOC

BckapmiinBaHue (cM. pasnuen «IIpoTuBonokazaHus»).
Depmunvrocmo

B uccinegoBanusx Ha JKUBOTHBIX ATOpPBACTATHUH HC OKa3bIBAJI BJIIMAHUS HA (1)epTI/IJ'ILHOCTB Yy caMmoB

100 CaMoK.

Cnoco0 npuMeHeHMsI U 103bI

[Ipenapat npuHUMAIOT BHYTPb, B JIF000€ BpeMs CYTOK HE3aBHCHUMO OT ITpHEMa ITHIITH.

[lepen nauanom neuenust npenaparom ATOPBACTATHUH ABEKCHUMA cnenyet monbITaThes
JOOUTbCA KOHTPOJISI TUIEPXOJIECTEPUHEMHH C TOMOLIBIO JUEThI, (PU3UUYECKUX YNPaKHEHUH U
CHIDKEHHSI MacChl Tejla y MallMeHTOB C 0)KUPEHUEM, a TAK)Ke Tepanueil OCHOBHOTO 3a00J1eBaHMSL.
[Ipy Ha3HaueHUWM T@pernapara MalKUEHTy HEOOXOJAMMO pPEKOMEHJOBAaTh CTaHIApTHYIO
TUIIOXOJIECTEPUHEMUYECKYIO JHETY, KOTOPOH OH JIOJDKEH MPUACPKHUBATHCS B TEUEHHE BCETO
nepuoza TepamnuH.

Jlo3a mpenapara Bapsupyetrcst oT 10 mr mo 80 mr 1 pa3 B CyTKM M TUTPYETCS C Y4ETOM
koHuentpanuu XC-JIITHII, menu Tepanuu W HHAMBUAYaTLHOTO OTBETA Ha MPOBOIUMYIO
Teparnuio.

MaxkcumanbHas cyTo4Has 103a cocTaBiseT 80 Mr.

B nHauane neyeHus u/uiaM BO BpeMsl TIOBBIIIECHHS 103kl aTOPBACTaTHHA HEOOXOIUMO Kaxkable 2—4
HeZeN KOHTPOJIMPOBATh KOHIIEHTPAIUIO JIUITKUIOB IJIa3Mbl KPOBU M COOTBETCTBYIOIIUM 00pa3omM

KOPPEKTHPOBATH J03Y IIpenapara.
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Jiist GONBIIMHCTBA MAIIMEHTOB PEKOMEHayeMas J03a atopBacTaTuHa coctasisier 10 mr 1 pa3 B
CYTKH{; TEpareBTUYECKOE NEHCTBHUE NMPOSABISETCA B TEUCHHE 2 HEJENb M OOBIYHO JIOCTUTAET
MakcuMyma uepes 4 Heaenu. [lpu amutensHoM sedennn 3h(eKT coxpaHseTcs.

T'omo3uecomnas cemetinas cunepxonecmepunemus

B OonbuminHcTBe ciaydyaeB HazHayaroT 1o 80 mr 1 pa3 B cyTku (CHMXeHHE KOHIeHTpauuu XC-
JITTHIT na 18-45 %).

I'emepo3uzomnasn cemeitnasa zunepxoiecmepuremus

Hauanpnas no3a cocraBnser 10 mr B cytku. [lo3y cieayeT moadupath WHIAUBUAYAIBHO WU
OLICHMBATh aKTyaJIbHOCTb JJO3bI KaX/bl€ 4 HEJIENH C BO3MOXKHBIM NOBBIIEHHEM 110 40 MI' B CYTKH.
3arem 1100 032 MOXKET OBITh yBEIMUYEHA O MAaKCUMaJbHOU - 80 MI' B CYTKH, 10O BO3MOKHO
COUYETaTh CEKBECTPAHTHI KEIYHBIX KUCIOT C MPUEMOM aTopBacTaTHHa B 03¢ 40 MI' B CYyTKH.
Ilpogpunaxkmuxa cepoeuno-cocyoucmulx 3a0601e6aHuil

B unccrnenoBanusax nepBHYHON MPOQHIAKTHKY /1032 aTopBacTaThHa cocTaBisuia 10 Mr B CyTKH.
MoskeT NOHAAOOUTHCS IIOBBIIICHHE 03Bl C IENbI0 JocTiokeHus 3Hadenui XC-JITTHII,
COOTBETCTBYIOIIUX COBPEMEHHBIM PEKOMEHAIIHSM.

Ilpumenenuey oemeii c 10 00 18 nem npu cemepo3uzomnoii cemennoil 2unepxoiecmepunemuu
Pexomennyemas HauanbpHas go3a — 10 Mr 1 pa3 B cytku. Jlo3a mokeT ObITh yBenrueHa 10 80 mr
B CYTKH B 3aBUCUMOCTH OT KIIMHUYECKOT0 3 (HheKTa U MePeHOCUMOCTH.

Jo3y mpenapara HEOOXOAMMO TUTPOBATh B 3aBUCHUMOCTH OT LEIH THUIIOJIUIIHIEMHUYECKON
Tepanuu. Koppekius 10361 10J1KHA TPOBOUTHCA ¢ MHTEpBajiaMu | pa3 B 4 HeJenu uiu OoJIbIIe.
Heoocmamounocms pynkyuu neuenu

[Ipu HemocTaTOyHOCTHM (YHKIIMM IEYEHH 03y aTopBacTaTMHA HEOOXOJUMO CHUXKAaTb, IpU
PETyJISIpHOM KOHTPOJIE aKTUBHOCTHU «II€UEHOUYHBIX» TPaHCaMHUHa3: acrapTraTaMUHOTpaHchepasbl
(ACT) u ananunamunotpancdepassl (AJIT).

Heoocmamounocms pynKyuu novex

Hapymenue ¢pyHKIIMM noyek He BIMSET Ha KOHIEHTPAIMIO aTOpPBACTaTHHA B IJIa3ME KPOBHU WM
crenieHb CHWKEeHHA KoHueHTpauuu XC-JIITHII, nmosromy Koppekuuu n03bl Ipenapara He
TpebyeTcs.

IHoscunvle nayuenmol

Paznuunii B TepaneBTHYeckold 3(P(GEKTUBHOCTH MU OE30MaCHOCTH aTOPBACTATHHA y MOKUIIBIX
NaIMEeHTOB 0 CPABHEHUIO C 00IIel monynanueii He 0OHapyKeHO, KOPPEKIIMHU 1035l He TpedyeTcs

(cm. mozpazaen «DapMaKOKUHETHKAY).

10
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[Ipy HEOOXOAWMOCTH COBMECTHOTO TNPUMEHEHHUS C [HKIOCIIOPUHOM, TEeJIalpeBHPOM,
KOMOUWHAIMe! TUIpaHaBUP/PUTOHABUP HIIM TJICKANPEeBUP/IMOPEHTACBUD 7032 aTOpBacTaTUHA HE
JIOJDKHA TIpeBbImaTh 10 Mr/cyTku.

He pexomeHnayercss nOpuUMEHSATb AaTOpBACTaTUH  MAlMEHTaM, IOJY4YarollUM  TEepanuio
JIETEPMOBUPOM COBMECTHO C IIUKJIOCTIOPUHOM.

DapMaKOKHMHETUYECKUE JIEKAPCTBEHHBIE B3aMMOJICHCTBHS, KOTOPHIC MPUBOIAT K MOBBIIICHUIO
CHUCTEMHON KOHLIEHTpPAIlMKM aTOpBacTaTHHA B IJIa3Me KPOBH, TaKkKe ObLIM OTMEUEHBI C IPYTUMHU
WHTUOUTOpaMU MIPOTEa3bl BHpYyca HMMYHOAe(HUITUTA YeJIoBeKa (BHUY)
(JTOMMHABUPOM/PUTOHABUPOM,  CAKBHHABHPOM/PUTOHABHPOM,  J1apyHABHPOM/PHUTOHABHPOM,
¢docammnpenaBupomM, (pocamrnpeHaBUPOM/PUTOHABUPOM M HEIH()OHABUPOM), HMHTHOUTOpAMHU
nporeaspl rematuta C  (OouenpeBUpoM, 310aCBHPOM/TPA30NPEBUPOM, CHMEIPEBUPOM),
KJIApUTPOMHULIMHOM, UTPAKOHA30JI0M U JieTepMoBUpoM. Crenyer co0ro1aTh OCTOPOKHOCTh MIPU
OJTHOBPEMEHHOM HAa3HAYCHHH C aTOPBACTATUHOM. PeKOMEH IyeTcsl MPOBECTH COOTBETCTBYIOUIYIO
KJIMHUYECKYIO OLEHKY M MPHUMEHATh CaMyl0 HH3KYI0 3((GEKTUBHYIO 103y aropBacTaTHHA (CM.

pa3aciibl «OcobbIe YKa3aHus» U ((BSaHMO,Z[eﬁCTBHC C APpYTUMHU JICKAPCTBCHHBIMHU CpeI[CTBaMI/I»).

ITob6o4uHoe nelicTBHe

ATopBacTaTUH OOBIYHO XOpollo nepeHocutcs. [lobouHble peakuuu, Kak NMpaBUilo, JIETKUE U
npexosIIne.

[ToGouHble peakuuMu pacmpeneseHbl IO YacTOTe B COOTBETCTBUU €O  ClEAyroleH
knaccupukanueit: «uacro» (>1/100 — <1/10); «uewacro» (>1/1000 — <1/100); «pemko»
(>1/10000 — <1/1000); «ouenb pemko» (<1/10000); «4acToTa HEU3BECTHA» (HEBO3MOXKHO
OLICHUTh Ha OCHOBAaHHU MMEIOIINXCS TaHHBIX ).

Hnghexyuonnwie u napazumapnuie 3a0601eeanun

Yacmo — Ha3zohapuHTHT.

Hapywenusa co cmoponst Kpogu u 1umg@amuyeckoil cucmemol

Peoxo — TpoMOOIIUTONIEHHUS.

Hapywenusa co cmoponst UMMYHHOIU cucmembl

Yacmo — ajuiepruveckue peakiiui; oueHb peoko - aHa(UITaKCHs.

Hapywenus co cmoponst oo6mena éeujecme u numanus

Yacmo — TUNEPIINKEMUS; Heuyacmo — TUTIOTJINKEMUs], YBEIMYEHUE MAacChl Tella, aHOPEKCHUs;
yacmoma Heuszgecmna — CaxapHbId TuabeT: 4yacToTa pa3BUTHS 3aBUCHUT OT HAIWYMS MU

OTCYTCTBHSI (DaKTOPOB pUCKA (KOHIIEHTPAIHS TJIFOKO3bl B KPOBU HATOIIAK >5,6 MMOJIB/J, HHACKC

11



COOTBETCTBYET 3K(

e

ot 06.02.2023 N= 2224
maccel Tena (MMT) >30 kr/m?, moBblmeHHas KOHueﬁ'}%amd}Er;;ﬁ%‘mﬁ%HB-"-aET‘eﬁr/I'aﬁ}',Haﬂ

CTIEPTHOMY OTUETY

TUIIEPTEH3Us B aHAMHE3E).

Hapywenusa co cmoponst ncuxuku

Heuacmo — «xolMapHbIe» CHOBUJICHUSI, 0ECCOHHULIA; Yacmoma Heu3eecmua — JCTPecCusl.
Hapywenua co cmoponst HepeHOIL cucmembyl

Yacmo — ronoBHas 00Ib; Heuacmo — TOJIOBOKPYKEHUE, MMapecTe3ns, TUIeCTe3us], HapyleHue
BKYCOBOT'O BOCIIPHSTHS, aMHE3HSL; pedko — nepudepuueckast HUpPOATHsL;, 4acmoma Heuzeecmua
— HOTEepPsI WIM CHI)KEHUE NaMATH, MUACTEHUS TPABUC.

Hapywenusa co cmoponst opeana 3peHus

Heuacmo — BO3HUKHOBEHUE «IIE€JIEHBD» MEPE]] TI1a3aMU; peoko —HAPYILIEHUS 3pEHUs; uacmoma
HeuzeecmHa — Ta3Has MUACTEHMUSL.

Hapywenusa co cmoponst opeana ciyxa u 1a0upunmusle HapyuieHus

Heuacmo — 1myM B ymax; ouensb peoko — Notepst ciyxa.

Hapywenusa co cmoponst 0bixamenvHoll cucmemsl, 0p2anoe ZpyOHoll KI1emKu u cpedocnenus
Yacmo — 6onb B TOpIie, HOCOBOE KPOBOTEUCHHE; YACOMA Heu38eCmua — eIMHUYHBIC CITydan
MHTEPCTULMAIBHOTO 3a00J1€BaHUs JIETKUX (OOBIYHO MPH UINTEIILHOM IPUMEHEHUN ).
Hapywenusa co cmoponst y#ceiy00uHo-KUUEeuH020 mpaKkma

Yacmo — 3anop, METEOpU3M, TUCIEICHs, TOIHOTA, AUApes; Heuacno — pBOTa, 00JIb B KHUBOTE,
OTPBIKKA, TAHKPEATHUT, AUCKOMGPOPT B KUBOTE.

Hapywenusa co cmoponst neuenu u Hceauesvle00aujux nymeil

Heuacmo — renatut; peoko — X0JecTa3; oueHb peoKo — MEeYeHOUHas! HeJJOCTaTOYHOCTb.
Hapywenusa co cmoponst Koxcu u nOOKOHCHBIX MKAHeE

Heuacmo — kpanuBHUILA, KOXKHBIH 3y/1, KOYKHAs ChIIb, aJIONELNS; pe0KO — aHTMOHEBPOTUYECKUI
OTeK, OyJuIe3Has ChlIlb, OJUMOpGHAast IKCCYAaTUBHAs HpuTeMa (B TOM uyncie cuHapom CTuBeHca-
JI>xoHCOHA), TOKCUUECKUH 3MuAepMalbHblil Hekponu3 (cunapom Jlaiiena).

Hapywenusa co cmoponsl ckenemHuo-mbluleyHoll U COCOUHUMENbHOU MKAHU

Yacmo — muanrus, apTpairus, 00Jib B KOHEUHOCTSX, CYAOPOTH MBILIIL], IPUITYXJIOCTh CYCTaBOB,
00J1b B CIIMHE, MBIILIEYHO-CKEJIETHBIE O0JIN; Heuacmo — OO0Jb B 111ee, MbIIIIeUHas c1aboCTh; pedko
— MHUOIATHUS, MUO3UT, PabAOMHOIM3, TEHAMHOONAaTHs (B HEKOTOPBIX CIydasX C pa3pbIBOM
CYXOXKWJIHS); Yacmoma Heuzeecmua — UMMYHOOTIOCpeI0BaHHAs! HEKPOTU3UPYIOLAsh MUOIIATH .
Hapywenus co cmoponst no106b1X 0p2anos u Moa04HOul Hcene3vl

Heuacmo — uMIoTeHus; oueHb peoko — TMHEKOMAacTHsl.

Obuwgue paccmpoiicmea u HapyuieHUs 6 MeCme 66e0eHU

Heuacmo — Henomoranue, aCTeHUYECKHM CHHIpOM, O0Jb B IpyaH, nepupepuyeckue OTeKH,

MOBBIIICHHAA YTOMIIIEMOCTD, JIMXOpaJaKa.
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Yacmo — OTKIIOHEHHUE OT HOPMBI Pe3yabTaTOB «11e4eHOUYHbIX» TeCTOB (ACT u AJIT), noBbliieHne
aKTUBHOCTH CbIBOpoTOuHOW KpeaTuH(pocpokunazel (KDK); weuacmo — neiikouutypus;
yacmoma HeusgecnHa - MOBBIIICHIE KOHLICHTPALMH TIIMKO3WINPpOoBaHHOT0 reMorinoouHa (HbA1L).
Jlemu
[ToOouHbIE peakiuy, CBSI3aHHBIE C IPUEMOM aTOPBACTATHHA, I10 KOJIMYECTBY HE OTIMYAIUCh OT
peakiuii Ha (oHe mpuema ruianebo. Hambosnee yacThIMU pEaKIMSIMH, BHE 3aBHCHMOCTH OT
YacTOTbI KOHTPOJIS, SIBJISJIMCH HHPEKIHIH.
Hetn u noapoctku B Bozpacte oT 10 no 17 ner, KOTOpbIE JICUUITUCh ATOPBACTATUHOM, MMEIU
npodmib MoOOYHBIX PPEKTOB, KOTOPBHIA OOBIYHO COOTBETCTBOBAI MALMEHTY, MOJIyYaBIIEMY
wiane6o. Hambonee pacnmpocTpaHeHHBIMH MOOOYHBIMU 3¢ (eKTaMHu, KOTOphIe HaOIIIOJAINCH
HE3aBUCHMO OT OLICHKH NPUYMHHO-CIIEACTBEHHBIX CBs3eil B 00eux rpymnmnax, Oplau nHpexkunu. B
X0/Jie 3-JIeTHEero UCCleI0BaHMs AJIs OLIEHKH OOILEro CO3peBaHus U pa3BUTHsL, cTaquu 1o TanHepy,
a TaKk)Ke MU3MEpPEHHs pocTa U Beca, He Ha0II01aJI0Ch KIMHUYECKH 3HAYMMOTO BIMSIHUS HA POCT U
nojoBoe co3peBanue. [Ipodpwmib 6e30macHOCTH M MEPEHOCHMOCTH Yy JeTeH W TOJPOCTKOB B
OCHOBHOM COOTBETCTBOBAJI M3BECTHOMY MpPOQMII0 0€30MacHOCTH aTOpBAacTaTHHA y B3POCIBIX
HaIMEHTOB.
ba3a naHHBIX 1O KJIMHUYECKON O€30MacCHOCTH TaKXKe BKIIIOUAET B ceOs 1aHHbIE, MOJIYyYEHHbIE OT
520 manueHTOB JETCKOro BO3pacTa, MOJy4yaBIIMX aTopBacTaTWH. M3 HUX: 7 manueHTOB ObLIM
miasuie 6 yer, 121 nanueHt - B Bo3pacte ot 6 10 9 net, u 392 narnuenTa HaXoIUJIKMCh B BO3pACTe
ot 10 1o 17 ner. Ha ocHOBaHMM UMEIOIIUXCS TAHHBIX YAaCTOTA, TUIT U CTENIEHb TSHKECTH TOOOYHBIX
3¢ (EeKTOB y JeTel CX0KHU C AaHAJIOTUYHBIMU TIOKa3aTeNIIMU Y B3POCIIbIX.
[Tpu npuMeHEHUH OTAEIbHBIX CTATUHOB HAOIIOAAIUCH CIEAYIOLUE HEKeIaTeJIbHble T0OOOUYHbIE
3P PEKTHI:

e HapylleHHe NO0JO0BOH QpyHKIUY,

e Jlenpeccus;

® B UCKJIIOYMTEIBHBIX CIyYasX, OCOOEHHO MpHU JUIUTEIbHOW Tepamnuu, UHTEPCTULIHATIbHAs

005e3Hb Jerkux (cM. pazzaen «Ocolble yKa3aHUs»);
e caxapHblil ua0eT: yacToTa 3aBUCUT OT HAJIMYHUS WM OTCYTCTBUA (PaKTOPOB pHCKa (caxap
B KPOBH HATOIIAK >5,6 MMomns/1, UMT >30 Kr/M?, HOBBIIIEHHBIE YPOBHH COIEPKAHMUS

TPUTITIULCPUIO0B, UMCIOIIAACA FI/IHCpTOHI/IH).
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Ilepeno3upoBka

B ciiydae nepeno3upoBKy aTOPBACTATHHOM TEpaIus MAIMEHTa T0JDKHA OBITh CHMIITOMATHYECKOH,
0 Mepe HEOOXOAMMOCTH CIIEAYEeT IMPOBOAMUTH MOAEPKUBAIONIYI0 Tepanuio. HeoOxommmo
KOHTPOJIMPOBATh MOKA3aTEIH aKTUBHOCTH «IIEUEHOYHBIX» TpaHcamuHa3 u KOK.

I'emonuanus He 3 dexTruBeH (aTopBacTaTuH Ha 98 % cBs3bIBaeTCs ¢ OeIKaMU IJIa3Mbl KPOBH).

Crienmuduueckoro aHTHI0TA OT MEPEIO3UPOBKU aTOPBACTATUHOM HET.

B3aumopneiicTBHe ¢ APYrUMH JIeKAPCTBEHHBIMHU CPeACTBAMH

Bo Bpems nedenus uaruoutopamu ['MI'-KoA-penykTaspl npu OJHOBPEMEHHOM IPUMEHEHUU
UKJIOCTIOpHHA, (PUOPATOB, HUKOTUHOBOW KHCIIOTHI B JIUIHUICHIDKAIOMINX A03aX (Oonee 1 r/cyTkm)
wi uarHOuTOopoB M3odepmenta CYP3A4/rpancnoprHoro Oenka (Hampumep, SPUTPOMHIIMHA,
KJIQPUTPOMHUIIMHA, MPOTUBOTPUOKOBBIX CPEICTB - IMPOU3BOJAHBIX a30j1a) IOBBIIMIAETCS PHUCK
muomnatuu (cM. pazaensl «Croco0 mpuMeHeHus U 103b1» U «OcoOble yKa3zaHUs»).

Huzubumopul uzogpepmenma CYP3A4

[Tockonbky aTopBactaTiH MeTabomsupyercs uzopepmentom CYP3A4, coBMecTHOE pUMEHEHNE
aTtopBactaTuHa ¢ uHruoutopamu uzopepmenta CYP3A4 MoxkeT NpUBOAWTH K YBEIMUEHUIO
KOHIIEHTpAllMU aTopBacTaThHa B Iula3Me KpoBU. CTeneHb B3auMojeHCTBUS U 3ddekTa
MOTCHIIMPOBAHUS OTPEICIIIOTCS BApHaOEIbHOCTRIO Bo3elicTBUs Ha n3odepmeHT CYP3A4.
beuto  ycranoBieno, uro MmouHble uHruomropel m3odepmenta CYP3A4 mpuBomsaT K
3HAYUTEIIbHOMY TMOBBIIICHUIO KOHIICHTpAIlMM aTopBacTaTHHa B Iia3Me Kposu. Cienyer 1o
BO3MOXHOCTH H30eraTb OJHOBPEMEHHOTO NMPUMEHEHHUS MOIIHBIX MHTHOUTOPOB H30(epMeHTa
CYP3A4 (mampumep, WUKIOCIOPHH, TEJIUTPOMHIIMH, KJIAPUTPOMHUIIMH, JICJTaBUP/IUH,
CTHPHUIICHTOJI, KETOKOHA30JI, BOPUKOHA30J1, HTPAKOHA30J1, T03aKOHA30JI U HHTHOUTOPHI TPOTEA3hl
BUWY, Bkirouass puToOHaBHp, JIONMMHABUDP, aTa3aHaBUpP, UHAMHABUD, JapyHaBup u apyrue). Ecnu
OJTHOBPEMEHHBIM MpHEM 3THUX IMpenapaToB HEOOXOAUM, CIENyeT PacCMOTPETh BO3MOKHOCTh
Hayaja Teparuyd ¢ MHUHUMAIBHOHM JIO3BI, a TAKKe CIEAyeT OLIEHUTh BO3MOXXHOCTh CHHIKCHUS
MaKCHUMaJIbHOH JI03bI aTOPBACTATHHA.

Ymepennsle uHruouropsl uzodpepmenra CYP3A4 (Hanpumep, SpUTPOMHUIMH, TUITHA3EM,
BepanamMuil U (IyKOHa30J7) MOTYT NMPUBOJUTH K YBEIMUEHHIO KOHLIEHTPALMM aTOpBacTaTHHA B
mwiasme kpoBu. Ha ¢done onHoBpemenHoro npumeHenust uHruoutopos I'MI'-KoA-peaykrass
(CTaTUHOB) M SPUTPOMHUIIMHA OTMEUAITH MOBBINICHHBIH PUCK pa3BUTHs MUOTATHH. MccnenoBanus
B3aMMOJICHCTBHS aMUO/IapOHa MJIM BepanaMuiia U aTopBacTaTHHA HE MPOBOAMIMCH. M3BecTHO,
4TO M aMHUOJIApOH, W BepamaMul HHTUOMPYIOT akTuBHOCTh u3odepmenta CYP3A4, u
OTHOBPEMEHHOE TPUMEHEHHE J3THUX NPErnapaToB C aTOPBACTATHHOM MOXKET TIPUBECTH K

MOBBIIICHUIO JKCIIO3UIIMKW aTOpPBACTATHHA. B cBa3m ¢ atuMm PEKOMCHAYECTCA CHU3UTH
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MaKCHMaJbHYIO /103y aTOpBacTaTWHA U MPOBOIUTH coo‘x@é:fc-T%%Eiﬁ'ﬁMﬁ%ﬁﬁgﬁﬁée'ﬂ&ﬁHnﬂ

LT

HalyveHTa Npu OJHOBPEMEHHOM NPHUMEHEHHH C YMEpPEHHBIMH WHTHOMTOpaMH H30(epMeHTa
CYP3A4. KoHTpoJb clieAyeT OCYIIECTBISATh MOCIe Hadalla Tepanuy U Ha OHE U3MEHEHHUS JT03bI
HHTUOUTOpA.

Tempubposun/pubpamor

Ha ¢one npumenenuss ¢pubGpaToB B MOHOTEpanHM MEPHOAMYECKH OTMEYAIH HEXKEJIaTeNIbHBIC
peaKIuu, B TOM YUCJIe, Pa0JOMUOIIN3, KACAIOIIMICS CKEIETHO-MBIIIEYHONW CUCTEMBI. PUCK Takux
peakiuil Bo3pacTaeT IpHu OJHOBPEMEHHOM MpUMeHeHun GuOpaToB U aropBacTtaTuHa. B ciydae,
€CJIM OJHOBPEMEHHOT0 MPUMEHEHUS JTHUX IpernapaToB HEBO3MOXKHO H30eXaTb, TO CIEAYET
OPUMEHATh MUHUMAIBHYIO 3((GEKTUBHYIO 703y aTOPBACTAaTHHA, a TAKXKE CIEAYET MPOBOAMTH
PETyJISIPHBIA KOHTPOJIb COCTOSIHHS MAI[EHTOB.

Izemumud

[Ipumenenue »3eTuMuOA CBSI3aHO C pPa3BUTHEM HEXKENATEeNbHBIX pEakiuil, B TOM 4HCIE
pabaoMHOIU3a, CO CTOPOHBI CKEJIETHO-MBIIIIEUHON CHUCTEMBbI. PHCK TakKuX peakluil MOBBIIIACTCS
Opyd OJHOBPEMEHHOM IPUMEHEHHH »73eTMMHOa M aTopBacTaTHHA. /[ TakMX MalnueHTOB
PEKOMEHIyeTCs TIIaTeNIbHOE Ha0II0IeHE.

Spumpomuyun/Kiapumpomuyun

[Tpu ogHOBpEMEHHOM IIPUMEHEHHUH aTopBacTaTHA U dpuTpomunrHa (o 500 mr 4 pasa B CyTKH)
wi knaputpomunuHa (mo 500 mr 2 pasa B cyTku), mHruOouropoB msodepmenta CYP3A4,
Ha0II0/1a710Ch TTOBBIIIICHHE KOHIIEHTPAllMK aTOPBacTaTHHA B Tu1a3Me KpoBH (cM. pasaen «Ocobbie
yKa3aHHs»).

Hueubumoper npomeas

OnHOBpeMEHHOE TPUMEHEHHE aTOpBacTaTWHA C WHTHOMTOpPAMH NPOTEas, WU3BECTHBIMH Kak
unruouropel  m3odepmenta CYP3A4, compoBoxgaeTcs yYBEIMYEHHMEM  KOHLEHTpalHuu
aTopBacTaTHHA B IJIa3Me KPOBH.

Jlunmuazem

CoBMecTHOE IPUMEHEHHE aTopBacTaTiHa B 103€¢ 40 MT ¢ nunTuazemMoMm B 03¢ 240 MT IpUBOJIUT
K YBEJIMUEHHUIO KOHLIEHTPAIlUK aTOpBacTaTHHA B IJIa3Me KPOBH.

Lumemuoun

KnrHnYeckn 3HaYMMOT0 B3aMMOCHCTBUS aTOPBACTATHHA C IUMETHIMHOM HE OOHAPYKEHO.
HUmparonaszon

OnHOBpeMEHHOE MPUMEHEHHUE aTopBacTaTuHa B 03ax oT 20 mr 10 40 Mr U UTpaKoOHA30a B 103€

200 mr npuBoawIIo K yBenuueHuto 3HaueHuss AUC aTopBacTaTHHa.
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I'pevinghpymosuiii cox

[TockonbKy TpeHnpPyTOBBIA COK COJNEPKUT OJUH MJIM 0OojJee KOMIIOHEHTOB, KOTOpBIE
unrnoupyrot uzopepment CYP3A4, ero upesmepnoe norpedienue (6onee 1,2 1 B 1€Hb) MOXKET
BbI3BaTh YBEJIMYEHUE KOHLEHTPAL[MM aTOPBACTaTHHA B IUIa3Me KPOBHU.

Hneubumopvl mpancnopmuoeo benxa

ATOpBacTaTHH MpeCTaBIsAET cO00H cyOCTpaT TpaHCIIOPTEPOB (PEPMEHTOB MEUYEHHU.

CoBMmecTHOE MpUMEHEHHE aTopBacTaTHHA B 03¢ 10 M M HUKIOCHOpPHHA B J03€ 5,2 MI/KI/CYT
MPUBOAWIO K TIOBBIIICHUIO YPOBHS BO3neWcTBHs aTopBactatuHa (cooTHomeHue AUC: 8,7).
[{uknocnopuH sBISETCS MHIMOMTOPOM TPAHCIOPTHOIO IOJMIIENTHIA OPraHUYECKUX AHWOHOB
1B1 (OATP1B1), OATP1B3, npoTerHa, acCCOMUPOBAHHOTO C MHOXKECTBEHHOH JICKapCTBEHHOM
ycroiunBocThio 1 (MJIY1) u 6enka pe3sucTeHTHOCTH paka MOJIOYHOH kene3bl, a Takke CYP3A4,
CJIeZIOBAaTEeNIbHO, OH MOBBILIIAET YPOBEHb BO3JeicTBUs aTopBactaTMHAa. CyTouHas 7032
aTopBacTaTHHA He JOJDKHA mpeBblmath 10 mr (cM. pazaen «Crnocod MpUMEHEHHs U 103bD»).
['mexanpeBup u nubpeHTacBup sBisatoTcs uaruouropamu OATPIB1, OATPIB3, MJIV1 u Genka
PE3UCTEHTHOCTHU paKka MOJIOYHOM JK€JI€3bl, CJIE0BATEIbHO, OHU MOBBIIIAIOT YPOBEHb BO3/1EUCTBUS
atopBacrtatuHa. CyTouHas /103a aTropBacTaTWHa He JOJDKHA mpeBblath 10 mr (cMm. pasnen
«Crocob MpuMeHEeHHsI U JO3bI»).

CoBMecTHOE IpUMEHEHUE aTopBacTaThHa B 103e 20 Mr u jierepmoBupa B 103¢ 480 Mr B CyTKH
IPUBOJIMIIO K IOBBIIIEHUIO YPOBHsI BO3/eiicTBUs aTopBactaThHa (cootHomieHue AUC: 3,29).
JlerepmoBup siBisieTcst uHTHOUTOPOM TpancmnoprepoB P-gp, BCRP, MRP2, OAT2 u ne4eHOYHOT0
tpancnoprepa OATPIBI/IB3, Takum 00pa3oM, OH YCHJIMBAaeT YpPOBEHb BO3JEHCTBUS
atopBactatuHa. CyTouyHas J03a aropBacTaTMHA HE JOJDKHA mpeBbimare 20 Mr (cM. pasgen
«Crocob npuMeHeHus U A03b1»). BennunHa onocpe10BaHHbIX JIEKAPCTBEHHBIX B3aUMOAECHCTBUN
CYP3A u OATPIBI1/IB3 Ha COBMECTHOE INPHMEHEHHE IPErnaparoB MOXKET OTJINYATHCSA NPHU
OJIHOBPEMEHHOM Ha3HA4YE€HHHU JIETEPMOBHUPA C LIUKJIOCIIOpPUHOM. He pexomMeHnyeTcst IpuMeHATh
aTOpPBACTaTHH MallMeHTaM, OJyYaIOLUIM TEPAInIO JIETEPMOBUPOM COBMECTHO C IIUKIOCIIOPUHOM.
OnbacBup u rTpaszonpeBup sBIAOTCS uHTHOUTOpamMu OATPIBI, OATPIB3, MJIY1 u Genka
PE3UCTEHTHOCTH PaKa MOJIOYHOM JKEJIE3Bl, CIEN0BATENbHO, OHU MOBBIIIAIOT YPOBEHD BO3AEHCTBUS
atopBactaThHa. CieyeT NPUMEHATh C OCTOPOKHOCTBIO U B CaMOW HM3KOM HE0O0XOAMMOi 1o03e
(cM. pazznen «Croco® NpUMEHEHHUS U A03b1»).

Hnoykmopwt uzogpepmenma CYP3A4

CoBMecTHOE TIPUMEHEHHE aTropBacTaThHa ¢ MHIykTopamu u3opepmenta CYP3A4 (nampumep,
s¢aBUpeH30M, pUGAMIUIMHOM WM TpenapaTamMd 3Bepo0osi MPOABIPSIBICHHOIO) MOXKET
NPUBOJIUTh K CHIDKEHHIO KOHLIEHTPAallUM aTopBacTaTMHA B I1a3Me KpoBH. Bcneactsue

JIBOMCTBEHHOTO MEXaHW3Ma B3aWMOJICHCTBHS C pUDAMIHUIMHOM (MHIYKTOPOM H30(epMeHTa
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CYP3A4 u WHrHOMUTOPOM TPAaHCHOPTHOTO OguKa reﬂgjﬂg}ﬁm}gg'@ﬁﬁ@bﬁ ':H;EEGNF&I%/ETC;I

LT

OJTHOBPEMEHHOE NMPUMEHEHHE aTOpBacTaTUHA U PU(PaMITUIITHA, TOCKOJIbKY OTCPOUYEHHBINA TPUEM
aTopBacTaTHMHA IIOCie NpuemMa pudaMOUIMHA TPUBOAUT K CYIIECTBEHHOMY CHIDKEHUIO
KOHIIGHTpalluM aTopBacTaTMHa B IU1asMe KpoBu. OjHako BiMsHUE pudaMIMLIMHA Ha
KOHIIGHTPALMIO aTOpPBACTaTHHA B IeNaTOLUTaX HEU3BECTHO U B CiIydae, €CIU OJHOBPEMEHHOI'O
OPUMEHEHHUS HEBO3MOXKHO H30€XaTh, CIEAYeT THIATEeIbHO KOHTPOJIUPOBATh 3((HEKTUBHOCTH
TaKOM KOMOMHAIIMU BO BpEMS TEpaIuu.

Anmayuool

OnHOBpEMEHHBII NpPUEM BHYTPb CYCHEH3UH, COJEpXKallledl MarHus TUAPOKCHI M AIIOMHUHUS
TUAPOKCHU, CHUYKAJI KOHILIEHTpALMIO aTopBacTaTHHa B Iu1asme Kposu (u3menenue AUC: 0,66),
OJIHaKO cTeneHb cHukeHUs koHueHTpaunu X C-JIITHII npu 3ToM He u3meHsuiach.

Denazon

ATopBacTaTHH He BIUSAET Ha (hapMaKOKUHETUKY (peHa30Ha, HOITOMY B3aUMOJIEHCTBUE C IPYTUMU
npenapaTamMmu, MeTabOIH3UPYIOIIUMUICS TEMH Ke H30(hepMEHTaMH [IUTOXPOMA, HE OIKUTACTCS.
Konecmunon

[Tpy 0THOBpEMEHHOM IIPUMEHEHUH KOJIECTUII0JIa KOHLIEHTpAIHsI aTOpBacTaTHHA B IUIa3Me KPOBU
camxkanace (m3menenune AUC: 0,74), oanako runonunuaeMuyeckuil s¢ddekr xomMOuHAIUU
aTOpBacTaTHHA U KOJIECTUII0JIa IPEBOCXOIMII TAKOBOM Ka)kJI0ro Mpenapara B OTAEIbHOCTH.
Jlueoxcun

[Tpu moBTOpHOM NpUEMe JUTOKCHHA U aTOpBacTaTUHA B 03¢ 10 M paBHOBECHbBIE KOHIIEHTpALUU
JUTOKCHHA B IJIa3Me KPOBH HE MEHsUIHCh. OTHAKO MpU MPUMEHEHUH JUTOKCHHA B KOMOMHALIMY C
aTOpPBAaCTaTMHOM B J103€ 80 MI' B CyTKM KOHLEHTpalus JUTOKCHHA yBeIW4HMBaslach (M3MEHEHUE
AUC: 1,15). ITauuenTsl, noay4aromye AUTOKCUH B COYETAHMM C aTOPBACTATHHOM, TPEOYIOT
COOTBETCTBYIOLLETO HAOJIIO/ICHHS.

Azumpomuyun

[Tpu ogHOBpEeMEHHOM NMPUMEHEHUH aTopBacTaTuHa B o3e 10 Mr 1 pa3 B CyTKU U a3UTPOMUIIMHA
B 7103€ 500 Mr 1 pa3 B CyTKM KOHILIEHTpAIMsI aTOpPBACTaTHHA B IJIa3ME KPOBU HE U3MEHSIACH.
IlepopanvHuvle konmpayenmuevl

[Ipy oOnHOBpEMEHHOM MPUMEHEHHHM aTopBacTaTUHA M MEPOPAIbHBIX KOHTPAILENITUBOB,
CoJIepKalliX HOPITUCTEPOH U ATHHUIICTPAAMON, HAONIOAAIOCh MOBBIIIEHWE KOHILEHTPalUuu
HopaTucTepoHa (u3meHeHne AUC: 1,28) u stunundcrpaaunona (u3menenne AUC: 1,19). Otor
3pQeKT cieayeT YYUThIBaTh IPH BHIOOpE MNEPOPATHHOTO KOHTpALENTHUBA [UIS SKEHIIHHBI,

HpI/IHI/IMaIOIJ_ICﬁ aTOpBaCTaTHUH.
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Tepgenaoun

CMEPTHOMY OTYETY

[Ipy ogHOBpEeMEHHOM NPHMEHEHHWU aropBacTaTMHA W TepdeHaJAWHA KIMHUYECKU 3HAUYUMBIX
U3MEHEeHH! (hapMaKOKMHETUKU TepdeHa nHa He BBISBIICHO.

Bappapun

B xiIMHHYECKOM HCCIEOBAHUN Y MAIIMEHTOB, PETYISPHO MOJMYUYaAIOIUX Tepanuio BaphapuHOM
IpyU OJHOBPEMEHHOM IPUMEHEHHWU aropBacTaTuHa B J03¢ 80 Mr B CYTKH, NPUBOJAWIO K
HEOOJIBIIIOMY YBEIMUYCHHIO MPOTPOMOMHOBOTO BpEeMEHHU MpHONM3UTENbHO Ha 1,7 cekyHa B
TeueHue nepsoix 4 gHel Tepanuu. [lokazaTens Bo3Bpalayicst K HOpMe B TeueHue 15 nHeit repanuu
aTopBacTaTMHOM. HecMOTps Ha TO, YTO TOJBKO B PEAKUX CIIy4asX OTMEYaad 3HAYUTEIbHOE
B3aMMOJICIICTBHE, 3aTParvBaollee AaHTUKOATYISHTHYIO (QYHKIHIO, CIIEIyeT OIpeIeIuTh
IpPOTPOMOMHOBOE BpeMs [0 Hayaja TepalmuH aTOPBACTATUHOM Yy MAIMEHTOB, MOIYYaOLIHX
Tepanui KyMapuHOBBIMHU AHTUKOATYJISIHTAMH, U JIOCTATOYHO YacTO B MEPHOJ TEPaIruu, YTOOBI
MPEeIOTBPATUTh 3HAUUTEIHLHOE U3MEHEHUE MPOTPOMOMHOBOTO BpeMeHH. Kak ToNbKo 0TMeUaroTcst
CTaOMIIbHBIC TIUQPPHI TPOTPOMOMHOBOTO BPEMEHH, €ro0 KOHTPOJIh MOKHO IMPOBOJIUTH TaK JKe, KaK
PEKOMEHIYIOT JUIsl MAIIMEHTOB, MOTYYaoUX KyMapUHOBBIE aHTUKOATYIISIHTHL. [Ipn n3MeHeHun
JI03bI aTOPBACTATUHA WIIM MPEKPAIICHUN TePATUU KOHTPOJIb IPOTPOMOMHOBOTO BPEMEHH CIIEAYyeT
MIPOBECTH MO TEM K€ MPUHIIUIIAM, YTO OBbUIM OMHUCAHBI BhIlIE. Tepamnus aTopBacCTaTUHOM He ObLIa
CBSI3aHA C PAa3BUTUEM KPOBOTECUEHHUS WM HM3MEHEHHUSIMH NPOTPOMOMHOBOTO BpPEMEHH Y
NAIUEHTOB, KOTOPbIE HE MOIyYaly JIEUEHUE aHTUKOAryITHTaMH.

Konxuyun

HecMoTpst Ha TO, 4TO MccaeA0OBaHUS OJJHOBPEMEHHOTO MPUMEHEHUS KOJIXUIIMHA U aTOPBACTaTUHA
HE TPOBOJIUIIUCH, UMEIOTCS COOOIIEHHS O Pa3BUTHU MHUOMATHU TPH TNPUMEHEHHH JTaHHOW
koMOuHanuu. IIpu OJHOBpEMEHHOM TMPUMEHEHHWU AaTOpBACTaTHUHA W KOJXHUIIMHA CJEAyeT
CO0JII0JIaTh OCTOPOXKHOCTb.

Amnoounun

B wuccnenoBaHuM J1€KapCTBEHHOI'O B3aMMOJIEHCTBHSI y 3/10POBBIX HCHBITYEMBIX COBMECTHOE
NMpUMEHeHHue artopBacTtathiHa B 1o3¢ 80 Mr um ammoaunuHa 10 Mr mpuBeno K KIMHUYECKU
HE3HAYMMOMY YBEJIMUYCHUIO KOHIICHTpaIiu aropBactaTuna (n3menenne AUC: 1,18).

@y3udosas Kucioma

Bo Bpems MOCTMapKETHHTOBBIX HCCIEIOBAaHUN OTMEUalIM Cllydad pa3BUTHS padaoOMHUONU3A Y
MAalMeHTOB, MPUHUMAIOIIUX OJHOBPEMEHHO CTATHHBI, BKIIIOYAsl aTOpPBAaCTaTHH U (DYy3HIOBYIO
KHUCIIOTY. MexaHu3M JaHHOTO B3aUMOJACHCTBUS HEU3BECTEH. Y MAIlMEHTOB, JUIsI KOTOPBIX
UCTIONIb30BaHue (DYy3UJ0BOM KUCIOTHI CYUTAIOT HEOOXOAMMBIM, JICUSHUE CTATHHAMH JIOJKHO OBITh
MPEKPAIIEHO B TEYEHHUE BCETo MepHuoja NpuMeHeHus Gy3ua0Boil KuciaoTel. Tepanust craTHHAMU

MOXXET OBITh BO30OHOBJICHA Uepe3 7 JHEW mociie mocieaHero nmpuema ¢Gy3u0Boil KUCIOTH. B
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UCKJTIOYUTENBHBIX ClIydasx, IJje HeoOXxoauMa If ononmn'ﬂg%ﬁmg“?é'iﬂ[%ﬂgﬁﬂ; ﬁ)%ﬁ'&d]soﬁ
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KUCIIOTOW, HampUMep, Ui JICYCHHs TSDKENbIX WH(EKIuid, HeoOXOIUMOCTh COBMECTHOTO
NPUMCHEHHS aTopBacTaTHHA M (y3HMJOBOW KHUCIOTHI JIOJDKHA OBITh PACCMOTPEHA B KaKIOM
KOHKPETHOM ClIydae M TOJ CTPOTUM HaONoZeHWeM Bpada. [lalueHT JoKeH HEeMEeJICHHO
00OpaTUTHCS 33 MEIUIMHCKON IMOMOILIbIO NMPU IMOSIBICHUU CHUMIITOMOB MBIIIEYHOH ciabocTH,
qyBCTBUTEIBHOCTH WA OOJIH.

Hpyeas conymcmeyiowas mepanus

B kIMHMYECKMX HMCCIEOBAaHHMAX aTOPBACTATHH HPUMEHSUIM B COYETAHWU C TUIOTCH3MBHBIMHU
CpE/CTBAMU M ACTPOT€HaMHU B paMKaX 3aMECTHTEIbHOW TOpMOHAnbHOW Tepanuu. [Ipu3HakoB
KJIMHUYECKH 3HAYMMOTO HEXKEIATeIbHOIO B3aUMOJCUCTBHS HE OTMEUYCHO, HCCIICIOBAHMS
B3aUMO/ICHCTBUS CO CIICHU(DUUECCKUMH TIperapaTaMy He POBOINIIUCH.

Kpome Toro, ormeuanoch MOBBINICHWE KOHIEHTPAIMM aTOPBACTATHHA IPH OJHOBPEMEHHOM
NpUMEHEHHH C WHruourtopamu mnporeassl BUY (komOuHanuu JonMHaBHpa ¥ PHUTOHABUPA,
CaKBMHABUpA M PUTOHABHPA, ApyHABUpA U PUTOHABHPA, GocaMmpeHaBup, (pocamIpeHaBHp C
WHTUOUTOpaMU  TPOTEas3bl

PUTOHAaBUPOM H  HEJI(PHUHABUD), renatuta C (Gouenpesup,

310acBUP/TPA30NPEBUP, CHUMEINPEBUP), KIAPUTPOMUIIMHOM U HTpakoHazonoMm. Cremyer

CO6J'IIO,I[aTI> OCTOPOKHOCTb IIpH OAHOBPEMCHHOM IIPHUMCHCHHU OTUX IIPCIIapPaTOB, a4 TaKXKCE

NPUMEHSTH CaMyIo HU3KYIO 3(h(peKTHBHYIO 103y aTOpBacTaTHHA.

Brusanue opyaux npenapamog Ha (papmMaKkoKuHemuKy amopeacmamuna

AToOpBacTaTHH
IMpenapar, no3upoBKa
Ho3a, Mr N3menenne AUC! M3menenne Cmax!

Huxiocnopun 5,2 Mr/Kr/cyTku, 10 mMr ontuH pa3 B
MIOCTOSIHHAS 1032 CYTKH, B TeUeHHE 28 1B 8,7 paza 1 B 10,7 paza

JHEH
Tunpanasup 500 mr 2 paza B
cytku/puronasup 200 mr 2 pasa B 10 Mr, OTHOKpATHO 1 89,4 paza 1B 8,6 paza
CYTKH, B Te4eHHue 7 nHel
I'mexkanpeup 400 mr 1 pa3 B 10 mr oauH pa3 B
cytku/mmoperTacsup 120 mr 1 pa3 B CYTKH, B TeUCeHHUE 7 1 B 8,3 paza 1 B 22 paza
CYTKH, B T€UeHUE 7 THEH Hen
I::;l;p:];l;ze}liol OI\LFHGII;IamHHe 8 20 Mr, OJJHOKPATHO 1 87,9 paza 1 8 10,6 pasza
OnbacBup B go3e 50 mr 1 pa3 B
cyrku/rpazonpesup 200 mr 1 pa3 B 10 Mr, 0JJHOKpaTHO 181,95 paza 1 84,3 paza
CYTKH, B TeueHue 13 nueit
BBZEEZEZ]ZH;D ;}?&MF 3 pasa B cyTKH, 40 Mr, OJHOKPATHO 1 82,3 paza 1 82,7 paza
S;ﬁi?i?ﬁﬁ:ﬂiof 8 ;igﬁMr I'pass 40 MT, OTHOKPATHO 182,12 paza 1 81,7 paza
JlomunaBup 400 Mr 2 pasa B 20 Mr ontMH pa3 B
cyrku/puronasup 100 mr 2 pasa B CyTKH, B Te4eHue 4 1 85,9 paza 1 84,7 paza
CYTKH, B TeueHue 14 nueit JHEH
CakBunaBup 400 mr 2 pasa B 40 mr onuH pa3 B
cytku/puronasup 400 mr 2 pasza B CyTKH, B Te4eHue 4 1 83,9 paza 1 84,3 paza
CYTKH, B TeueHue 15 TTHEH? JHEH
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Ipenapar, 103UpoBKa

Jlo3za, Mmr

N3menenne AUC!

M3smenenne Cmax!

Knaputpomuniua 500 mr 2 pasa B

80 Mr oauH pa3 B

HEZENb

CYTKH, B TCUCHHUEC 9 THEH CyTKH, B TCUYCHHUE § 1 84,5 pasza 1 85,4 paza
IHen

HapynaBup 300 mr 2 pasa B 10 Mr oguH pa3 B

cytku/puronasup 100 mr 2 pasa B CYTKH, B TeueHue 4 1B 3,4 paza 1B2,2paza

CYTKH, B TeueHHe 9 nHei IHen

ZIIEEEEEZ?J;;&) ur 1 pas B cyrxH, 40 MT, OTHOKPATHO 1 83,3 paza 181,20 paza

gizzl:: 11\:1(/)1:?11% Ag{(lglr 1 'pas B ctyku, 20 MT, OIHOKPATHO 183,29 paza 182,17 paza

®ocammpenaup 700 mMr 2 pasa B 10 mMr onuH pa3 B

cytku/putonasup 100 mr 2 paza B CYTKH, B TeUeHHUE 4 1 82,5 paza 1 B2,8paza

CYTKH, B TeueHue 14 nueit IHEN

®ocammpenasup 1400 mr 2 paza B 10 Mr ofuH pa3 B

CyTKH, B Te4eHue 14 mHeit CYTKH, B TeUCHHUE 4 1B2,3paza 1 84,0 paza
JHEH

HendunaBup 1250 mr 2 pasza B 10 mr oauH pa3 B

CYTKH, B TeueHue 14 nueit CYTKH, B Te4ueHue 28 181,74 paza 1B 2,2 paza
Hen

Fpenn(bP yToBRI cOK, 240 w1 pas 40 Mr, OJHOKpaTHO 181,37 paza 181,16 paza

B CYTKH

ilf{:;;f?é iigﬁMr I'pas B cyTicu, B 40 Mr, OJTHOKpaTHO 181,51 paza 1 81,00 paza

Sputpomuumi 300 M 4 pasa B 10 Mr, 0OJHOKpaTHO 181,33 paza 181,38 paza

CYTKH, B T€UEHUE 7 THEU

Awmoaunus 10 MT, OJJHOKpPAaTHO 80 Mr, 0THOKpPATHO 181,18 pasza 180,91 pasza

Humernaun 300 mr 4 pa3a B CyTKH, 10 mMr ontuH pa3 B

B T€YECHUE 2 HENEIb CYTKH, B TE€UEHHE 2 1 B 1,00 paza 1 80,89 paza

Konectunon 10 mr 2 pa3a B cyTkH, B
TeueHue 24 Heneiab

40 Mr oguH pa3 B
CyTKH, B TeUCHHUE §
HEZENb

He ycranoBneno

1 80,74 paza™

Maanokc TC® 30 mn 1 pa3 B cyTkn,

10 mr ogmH pa3 B

B Te€ueHue 7 JHEN

B TeueHue 17 queit CYTKH, B TeueHue 15 1 B 0,66 paza 1 B 0,67 paza
IHEN

DdaBupens 600er 1 pa3 B cyTKH, B 10 mr, B TeYeHHe 3 180,59 pasa 181,01 pasa

TeueHue 14 nuei JHen

Pudamnunus 600 mr 1 pa3 B cyTkuy,

B TeucHHe 7 IHEH (OAHOBPEMEHHOE 40 Mr, OJJHOKPATHO 181,12 paza 1 82,9 paza

npumenenue)””

Pucamnunus 600 mr 1 pa3 B cyTky,

B TedeHHWe S5 nHeW (pas3nenbHbIN 40 Mr, OJHOKpPATHO 180,20 paza 1 80,60 pa3za

npuem)”™

Tempubposun 600 ME 2 pasa B 40 Mr, OJJHOKPATHO 181,35 pasa 1 81,00 pasa

CYTKH, B TeueHue 7 qHer

Denopubpar 160 wr 1 pas 5 cyricu, 40 MT, OHOKPATHO 181,03 paza 181,02 paza

pencrapneno oTHomeHne TUMOB Tepamuyu (COBMECTHOE MPUMEHEHHE MperapaTra BMecTe C

aTOPBACTATUHOM B CPABHCHUU C IPUMCHCHUCM TOJILKO aTopBaCTaTI/IHa).

“Tlpu 3HaUMTENLHOM NOTPebdIeHny rpeitndpyrooro coka (>750 M1 — 1,2 11 B CyTKH) OTMeUaH

6oubrnoe yBenmaenne AUC (1o 2,5) u/umu Cmax (1o 1,71).

*%
Ha ocHoBanum o0pasia, B31TOT0 OJJHOKPATHO Yepe3 8—16 gacoB mocie mpuema mpermnapara.
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"Tak kak pH(AMIMINH 00NATAECT IABOWHBIM MexaHI/Iéugﬂl\/:I:'Egl%lggﬁ%ﬁgﬁhlfl,I:H-CIO'_M%;IEII%/ETCH
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BBOJUTL aTOpBACTAaTUH H pI/I(paMHI/H_[I/IH OIHOBPEMCHHO. bonee HOSI[HI/II\/'I IpHUEM aTOPBACTATHHA
IIOCJIC pI/I(l)aMHI/II_II/IHa CBsA3aH CO 3HAYHUTCJIBbHBIM CHUWKCHHUCM KOHICHTpaUWW aTOpBaACTaTHHA B
m1a3mMe KpOBHU.

2]:[0351 CaKBI/IHaBI/Ipa/pI/ITOHaBI/Ipa, MNPUMCHABIHIUMCCA B HAHHOM HCCIICJOBAHUU, OTIUYAIOTCA OT
AO3UPOBOK, KOTOPBLIC HCIIOJB3YIOTCA B KJIUHAYECKOMN IIPAaKTUKCE. CJIGI[yeT YUYUTBIBATH, YTO
IMOBBIIICHUEC JKCIIO3ULIUN aTOPBACTATHHA IMPU KIIMHUYCCKOM IMPUMCHCHUHU CKOPEC BCCI'O BBILIC,
4yeM Ha6J'IIOI[aCMOC B JaHHOM HCCJICOOBaHHMU. B cBs3u ¢ 3tuM CICAYECT IMPUMCHATH HauoOoee
HH3KYIO /103y aTOpBaCTATUHA.

Bruanue amopsacmamuna na apmakoKuHemuxy Opyeux npenapamos

IIpenapar, npuMeHsieMblii OJHOBPEMEHHO ¢ AaTOPBACTATHHOM, 103MPOBKA
ATopBacTaTuH _ _
IIpenapar/no3a, Mmr H3menenne AUC N3menenne Cmax
80 mr 1 pa3 B CyTKH, B Antunupus, 600 mr, 151,03 pasa | 50,89 pasa
TeueHue 15 gueit OJIHOKPAaTHO
80 mr 1 pa3 B cyrku, B | Jurokcun 0,25 Mr onuH
teueHue 10 qHel pa3 B cyTkH, B TeucHue 20 181,15 paza 181,20 paza
Heln
40 mMr 1 pa3 B CyTkd, B IIepopanbHbie
TeueHue 22 gHen KOHTpPALIENITUBBI OJJUH pa3
B CYTKH, B T€UCHHUE 2 181,28 pasa 151,23 pasa
MECSIIIEB — HOPITHHIPOH
1 MT - STHHHIIICTPATUOI
35 Mxr
10 Mr, oTHOKpaTHO Tumnpanasup 500 mr 2 pasza
B cyTku/putoHasup 200 mr 151,08 pasa 150,96 pasa
2 pa3a B CyTKH, B TEUCHUE
7 nHen
10 Mmr 1 pa3 B cyrku, B | Docamnpenasup 1400 mr
TeueHue 4 nHen 2 pa3a B CYTKH, B T€UECHUE 1B 0,73 paza 1 80,82 paza
14 nuent
10 Mmr 1 pa3 B cyrku, B | ®Pocamnpenasup 700 mr 2
TeueHue 4 Hen pasa B CyTKH/pUTOHABHP
100 Mr 2 pasa B cyTKH, B 180,99 paza 180,94 paza
TedeHue 14 nHei

*.
[IpencraBneHO OTHOIIEHHME TUIOB TepamnuM (COBMECTHOE NPUMEHEHHE Ipenapara BMECTE C

aTOPBACTATHHOM B CPABHCHUU C IPUMECHCHUEM TOJIBKO aTOPBaCTaTI/IHa).

Oco0ble ykazanus

Bnuanue na neuens

Kak n mpu npuMeHeHun Apyrux rUIoUINAEeMUYECKUX CPEICTB 3TOTO KIIacca, TP NPUMEHEHUN
aTopBacTaTMHAa OTMEYalld YMEpEHHOE MOBhIIIeHHE (Oosiee yeM B TpU pas3a MO CPAaBHEHUIO C
BEpXHEH IrpaHMIIell HOPMBI) aKTUBHOCTU «reueHoYHbIX» TpaHcamuHa3 ACT u AJIT. Croiikoe
MOBBIIIEHUE CHIBOPOTOYHON aKTUBHOCTH «II€YEHOUHBIX» TpaHcamMHHa3 (6osee yeM B 3 pasa 1o
CpPaBHEHHUIO C BEpXHEW rpaHuIleii HOpMbI) Habmomanoch y 0,7 % mamueHTOB, MOTyYaBIIUX

aTopBacTaThH. YacToTa no/100HBIX M3MEHEHH MpU MPUMEHEHHUH Npenapara B 103ax 10 mr, 20 mr,
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40 mr 1 80 mr coctaBsiia 0,2 %, 0,2 %, 0,6 % 12,3 % cdotBercraetiie. Tlosbiiicne aktHBHOCTH

«MIEYCHOYHBIX» TpaHCAMHMHA3 OOBIYHO HE CONPOBOXKAAIOCH IKEATYXOH WM JAPYIHMMHU
KJIIMHUYECKUMHU NPOsIBICHUAMHU. [Ipu cHUXKEHUM 03Bl aTOpBacTaTUHA, BPEMEHHOW WM ITOJHOMN
OTMEHE IIpernapara aKTUBHOCTb <«II€YCHOYHBIX» TPAaHCAMHMHA3 BO3BpAIlAlach K HCXOLHOMY
YPOBHIO. BOJIBIIMHCTBO MAIMEHTOB MPOAOIIKAIIM IIPUEM aTOpBacTaTHHA B CHUXKEHHOH 7j03e 6e3
KaKUX-TM0O0 KIIMHUYECKUX MOCIIECICTBUM.

Jlo Hauana Tepanuu, yepes 6 Henenb U 12 Henenp nocie Hayalla IPUMEHEHUs aTopBacTaTHHA WK
[I0CJI€ YBEJIMYEHUS €ro J03bl HEO0OXOAMMO KOHTPOJIMPOBATh MOKa3aTelu (PYHKIUM IE€YEHH.
QDYHKIMIO NIEYEHH CJIENYyeT KOHTPOIMPOBATh TAKXKE IPU IOSABICHUU KIMHUYECKUX IPU3HAKOB
NOpaKEHUs NIeueHU. B cilydyae MOBBIIEHHS] aKTUBHOCTH «I1€YEHOYHBIX» TpaHcamuHasz, AJIT u
ACT crnenyer KOHTPOJIMPOBATh 0 TEX IOp, IOKa OHA HE HopManusyercs. Ecinu mosblieHHe
aktuBHOCTH ACT wmnu AJIT Gosnee yem B 3 pa3a Mo CpaBHEHHUIO C BEpXHEW IpaHUIIEd HOPMBI
COXpaHsieTCs, PEKOMEH/AYETCs CHW)KEHHE J03bl MM OTMEHa aTopBacTaTuHa (CM. pasjen
«IToGouHOE neicTBHEY).

ATOpBacTaTUH CIIEyeT MPUMEHSITh C OCTOPOKHOCTHbIO Yy IMAalMEHTOB, KOTOpPbIE MOTPEOISAIOT
3HAYMUTENbHbIE KOJIMYECTBA AJIKOTOJISL U/WIM UMEIOT B aHaMHe3€e 3a00JIeBaHue NIeueHH. AKTUBHOE
3a00JIeBaHNEe TEUEHH WJIM MOCTOSIHHO IMOBBIIICHHAs aKTUBHOCTh «II€UEHOYHBIX» TpaHCaMHHAa3
IJ1a3Mbl KPOBU HESICHOT'O I€HE3a SIBJISIFOTCSI IPOTUBONOKA3aHUEM K IPUMEHEHHUIO aTOpBacTaTHHA
(cMm. pazznen «IIpoTuBonokazaHus»).

/leiicmeue na ckeniemuuole Moluilbl

VY mauueHToB, MONydYaBUIMX AaTOPBACTaTHH, OTMevalach Muaiarus (cM. pasznen «llobounoe
neiictBuey). Jluarno3z Muonatuu ciiefyeT npeirnoiaraTte y nanueHToB ¢ quddy3Hoil Muanruei,
00JIE3HEHHOCTHIO MJIM CJIa00CThIO MBIIII] W/WIIM BBIPaKEHHBIM MOBBIIEHHEM akTUBHOCTH KDK
(6onee yem B 10 pa3 mo cpaBHEHHUIO C BepxHeH rpaHuiieid HopMmsbl). Tepanuio aTopBacCTaTUHOM
ClelyeT IPEKPATUTh B Cllydae BBIpaXEHHOrO MoBbINIEHMS akTMBHOCTH K@K, npu Hanuuuun
MOJTBEPKIEHHOM MHONIATHH WJIM MTOI03PEHMS Ha €€ pa3BUTHE. PUCK MUOMAaTUM NOBBILIAJICS NTPU
OJIHOBPEMEHHOM  IMPUMEHEHUH JIEKAPCTBEHHBIX  CPEJCTB, IOBBIMIAIOLUIUX  CHCTEMHYIO
KOHIIGHTPALlMI0 aTopBacTaThHa (cM. paszzuen «BzaumopeicTBue ¢ APYrUMH JIEKapCTBEHHBIMU
cpenctBamm» u moapaszaen «DapMakoOKHHETHKa»). MHOTUE M3 3THUX MpernapaToB WHIHOHPYIOT
MeTaboan3M, orocpenoBaHHbii n3opepmenTom CYP3A4, w/unmm TpaHCIIOPT JIEKapCTBEHHBIX
BemiecTB. M3BecTHO, uTo m3ohepmenT CYP3A4 - ocHOBHOU M30(epMEHT MEYCHH, yIaCTBYIOIINN
B OuorpaHncopmanuu aropBacTaTuHa. [IpuMeHsisi aTopBacTaTMH B coueTaHuu ¢ (pubpatamu,
SPUTPOMMIIMHOM, HMMMYHOJAEIPECCAHTAMH, a30JIbHBIMU TNPOTUBOTPUOKOBBIMU  CPEJICTBAMH,
uaruouTopamu mnpoteazsl BUY/BI'C, wuHrmOutopamMum HECTPYKTYpHOTO O€jKa BHUPYCHOTO

renatuta C (NS5A/NS5B), nerepMOBUpPOM MM HUKOTUHOBOW KHCJIOTOW B JIMITHJICHIKAFOIIIHX
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BO3MOXHBIN pHCK. CienyeT peryispHo HaOI0JaTh NAllMEHTOB C LENbIO0 BBIABICHUS OOJel Miu
cJ1a00CTH B MBIIIIAX, OCOOCHHO B T€UCHHE MEPBBIX MECAIEB TEPANUU U B MEPHUO YBEITUUCHUS
J103bl JTF000T0 U3 yKa3aHHBIX CpeAcTB. B ciyyae HE0OX0IMMOCTH KOMOMHUPOBAHHOM Tepanuu
clleflyeT paccMarpUBaTh BO3MOXHOCTb IPUMEHEHHMs Oojiee HM3KUX HadalbHBIX U
NOJJICP)KUBAIOIINX 103 BBILICTIEPEUUCICHHBIX CpeAcTB (cM. pasnen «Crnocod NpUMEHEHUs U
n0361»). He pexomeHayercsi OZHOBPEMEHHOE HCIIOJIb30BAaHHE aTOpBacTaTHHA U (Py3UIOBOMA
KHCJIOTBI, I03TOMY BO BpeMs JieueHUs! (Py3UA0BOM KUCIOTONH PEKOMEHI0BaHa BpEMEHHasi OTMEHa
aTopBacTaTMHa. B MOAOOHBIX CHTyallUX MOKHO PEKOMEHIOBaTh MEPHOAMYECKHH KOHTPOJIb
aktuBHocTH K®K, XO0TS Takoe MOHHUTOPMPOBAHHE HE MO3BOJISIET NPEAOTBPATUTH Pa3BUTHE
TSOKENON Muonatuu (cM. pazzen «B3auMoaeiicTBue ¢ ApyruMu JIEKapCTBEHHBIMU CPEJICTBAMU).
3aperucTpupoBaHbl OYEHb pEAKHE COOOIIEHHs O pPa3BUTHMM HMMYHO-OIOCPEIOBAHHOM
HekpoTusupymomeil muonatuu (MOHM) Bo Bpemst wiin mocie JIe4eHNs: HEKOTOPbIMHU CTaTHHAMMU
(em. pasmen  «llobouynoe pefictBue»). MOHM kiIMHWYECKH XapaKTepu3yeTcs CTOWKOMN
POKCUMAJIbHON MBIIIEYHOH CTa00CThIO 1 TIOBBIIIEHHBIM YPOBHEM KPEAaTHHKHHA3HI B CHIBOPOTKE
KpPOBH, KOTOPBIE COXPAHSIOTCSI HECMOTpPS Ha IPEKpalICHHE JICYCHHs] CTATHHAMU, HAJIMYUEM
antuten kK HMG CoA peaykrase u ynydiieHHEM NPU NPUMEHEHUN UIMMYHOICITPECCAHTOB.
o nauana neuenusn
ATopBacTaTUH cleAyeT C OCTOPOXHOCTbIO Ha3HayaTb MaluMeHTaM ¢  (aKTopamu,
npeapacnoiaraloliuMid K pa3Butuio padaomuonusza. Kontpons axtuBHoctn KOK crenyer
IIPOBOAMTH B CIEAYIOIIMX CIIy4asx A0 Hayaja Tepanuu aTopBacTaTUHOM:
e HapyleHHe (PYHKIMHU [TOYEK;
® TUIIOTUPEO3;
® HACJEICTBEHHBIE MBIIIEUHbIE HAapYLICHWs Yy NALMEHTa B aHaMHE3€ WM B CEMEHHOM
aHaMHE3E;
e yXKe TIepeHeceHHoe ToKcuueckoe BhusHue uHruouropos ['MI-KoA-peaykrassl
(ctaTHOB) WM (HPUOPATOB HA MBILLIEUHYIO TKAHb;
e 3a0oneBaHMs T€YEHH B aHaMHe3€ W/WIM TNalUEeHTHl, YNOTPEOJAIONIME alKorojb B
3HAYUTENBHBIX KOJIMYECTBAX;
® yIalMEHTOB B Bo3pacte crapiue 70 JIeT cieayeT OLeHUTh Heo0X0uMocTh KOHTpoisi KOK,
YUUTBIBas TO, YTO y 3THX MAllMEHTOB YK€ UMEIOTCS (PaKTOpBI, Mperpacrojaramime K
Pa3BUTHIO pabIOMHUOIN3A;
® CHUTyallud, B KOTOPBIX OKUJAETCS IMOBBILIIEHWE KOHIIEHTPAI[MM aTOpBacTaTUHA B IUIa3Me
KPOBH, TaKne€ KaK B3aMMOJIEHCTBHUSI C JPYTUMH JIEKApCTBEHHBIMHU CPEJCTBAMU (CM. pa3jes

«B3aumogeiicTBue ¢ ApyrumMu JeKapCTBEHHBIMH CPEJICTBAMU).
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B Takux cuTyanusx ciemyeT OICHUTh COOTHOIIEHUE pﬂdg%%;%%%ﬂ%gﬁ;ﬂJ(;HP{HIP{I%I&KOG

HaOJII0/ICHNE 32 COCTOSTHUEM IaIleHTA.

B cnydae 3naumrensHoro mosbimeHus aktuBHOCTH K®PK (Oonee wem B 5 pa3 Bhllle BepXHEH
I'PaHULBI HOPMBI), HE CII€yeT HAaUMHATh TEPAIMIO aTOPBACTATUHOM.

[Ipy nmpuMeHeHnH aTtopBacTaTHHA, Kak ¥ Apyrux HHruoutopoB ['MI-KoA-penykTasbl, onucaHbl
penkue ciydad padAoOMHOJH3a C OCTPOM IMOYEYHOH HEIOCTaTOYHOCTHIO, OOYCIIOBJICHHOM
mMuoraoounypueii. @akTopoM pHCKa pa3BUTHS PabAOMUONN3a MOXKET OBITh MPEALIECTBYIOIIEE
HapyuieHue (QYHKIMM IModeK. TakuM ManueHTaMm ciexyeT oOecreduTbh Ooliee TIATeNbHbIN
KOHTPOJIb 32 COCTOSIHUEM CKEJIETHO-MBIILIEYHON cucTeMbl. [1py osBIEHNN CHMITOMOB BO3MOXKHOM
MHONATUN WM HAIMYUAU (PAKTOPOB PHCKA DPA3BUTHs IOYEYHOM HEJOCTATOYHOCTH Ha (hoHe
pabaomuonu3a (HampuMep, Tsokenas ocTpas MH(EKIUs, apTepuanbHas THUIOTSH3HS, OOMIUPHOE
XUPYPrUYecKoe BMEIIATeNIbCTBO, TPaBMbI, META0OJIMYECKUE, HHJOKPHUHHBIE M  BOJHO-
JIEKTPOJIUTHBIE HAPYIIEHUS, HEKOHTPOJIUPYEMbIE CYZ0POrH) TEPaNnI0 aTOPBACTATUHOM CIEIyeT
BPEMEHHO IIPEKPATUTh WIIN OJTHOCTbEO OTMEHHUTD.

Buumanue! IlanueHTOB HEOOXOQMMO TPENYNPEIUTh O TOM, YTO UM CIEIyeT HEMEIJICHHO
00paTUTBCS K Bpauy MpHU MOSIBICHUU HEOOBSICHUMBIX 00JI€H MM MBILLIEUHOHN €1a00CTH, OCOOEHHO
€CJI OHU CONPOBOXKAAIOTCS] HEJIOMOTaHUEM WJIH JIMXOPAKOH.

T'emoppazuueckuit uncynom

[locne crenmuaibHOTO aHaIM3a KIMHUYECKOTO HccienoBaHus ¢ ydactuem 4731 marueHTtoB 0e3
NBC, nepeHecmMX HWHCYAbT WJIM TPAaH3UTOpHYIO uiemuyeckyto araky (THA) B Teuenue
npeabIynMx 6 MecsiueB, KOTOpbIM OblI Ha3HayeH aropBacTtaTWH 80 Mr/cyT, BBIABWIM Oojee
BBICOKYIO 4aCTOTY T€MOpparuuecKux MHCYJIBTOB B IpyIie aropBacTatuHa 80 MI 110 CPaBHEHUIO C
rpynmnoil mianedo (55 B rpymmne aropactaTMHa npoTuB 33 B rpynmne miane6o). [anmenTs! c
reMOpparn4eckuM MHCYJIbTOM Ha MOMEHT BKITIOUEHUS B MCCIIEA0BaHNUE UMEIH 00Jiee BEICOKHI PHCK
JUIsL TIOBTOPHOTO TeMOpPPAarMyeckoro MHCynpTa (7 B TpyIlIe aropBacTaTHHA MPOTHUB 2 B TpyIIe
iane6o). OHaKo y NalMeHToB, MOIy4YaBIIUX aTopBacTaTuH 80 MI/cyT, ObLIIO MEHBIIIE HHCYILTOB
mro6oro tuna (265 mpotus 311) u MeHblIe cepaeduHO-cocyaucThIX coObiThi (123 mpotus 204) (cm.
nojpaszaen «PapMakoJMHAMUKA).

Caxapubwiii ouabem

Hexortopeie nanHble moAaTBepkaatoT, uTto MHrHOuMTOpHl ['MI-KOA-penykra3el (CTaTuHBI), Kak
KJIacC, MOT'YT MPUBOJUTH K MOBBIIIEHNUIO KOHIIEHTPALIMH TJIFOKO3bI B TUIa3Me KPOBH, a Y OT/IEIbHBIX
MAlMEHTOB C BBICOKMM PHUCKOM pa3BUTHS CaXapHOro auabera MOXKET pa3BUTHCS COCTOSHUE
TUIIEPTITMKEMUH, TpeOyrollee KOPPEeKIMU Kak pu caxapHoM auadete. Tem He MeHee, ITOT PUCK He
MIPEBBIIIAET MMOJIB3Y OT Tepanuu uHruouropamu ' MI'-KoA-penykTassl (CTaTHHAMU) C TOUKHU 3pEHUS

COCYAUCTBIX PHUCKOB, ITIO3TOMY 3TO HE MOXKET ABJIATHCA HpH‘IHHOfI OTMCHBI TCPAIINH. HaHI/IeHTI)I,
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OTHOCSIIMECS K TpYIIe pucKa (KOHIEHTPAIMS TIOKO3bI M(;B-I!IE}A%UH&EEH lB':@:zfo E@':Wéﬁb/n,

UMT >30 Kr/m?, TOBbIIIEHHAS KOHLEHTPAIUsS TPUIIMLEPHIOB B IIa3Me KPOBH, apTepHajbHas
TUIEPTEH3Us), JOJDKHBI HAXOAUTHCA IO MEIUIMHCKUM KOHTpPOJIEM, BKJIKOYas KOHTPOJIb
OMOXMMHMUYECKUX [TapaMETPOB KPOBHU, B COOTBETCTBUH C MECTHBIMU PEKOMEHIALMSIMU.
Humepcmuyuanwvhoe 3a001e6anue nezKux

Ha ¢one tepanuu nekoropsiMu uaruouTopamu [’ MI'-KoA-penykrassl (ctaTuHamu), 0COOEHHO Ha
(oHEe ATUTENBHOW TEpanuH, OTMEYAINCh €AMHUYHBIC CIIydyal MHTEPCTHLUAIBLHOTO 3a00JIeBaHHS
Jerkux. Moryr HaOmoIaTbesi OJBIINIKA, HEMPOAYKTHBHBIM Kallelb W yXYIUICHHE OOIIero
COCTOSIHMS 370pOBbsl (YTOMIIIEMOCTb, CHIDKEHME MAacChl Tella M JIMxopazaka). B cinywae, ecin y
NalyeHTa MOA03PEBACTCS WHTEPCTUIMAIBHOE 3a00JIEBAaHHE JIETKHX, CIEAYeT OTMEHUTH TEPaIHIO
aTOpBacTaTHHOM.

DHOOKpunHnas ynkyus

[Tpu npumenenun uaru6uTopoB 'MI'-KoA-peaykTassl (CTATUHOB), B TOM YHUCIIE U aTOPBACTaTUHA,
OTMEYAIUCh CITy4ad MOBBIIICHHUS TIIMKO3WIMPOBaHHOTrO remorioouna (HbA1) u konuenrparmn
[JIIOKO3bI B IUIa3M€ KPOBU HaToUlak. TeM He MeHee, pUCK TMIEpPIIUKEMUH HUXKE, YEM CTEIEHb
CHMYKEHUS PUCKA COCYIUCTBIX OCIOKHEHUH Ha (poHe nmpuema uHruoutopoB I'MI'-KoA-penykrasbl
(cTaTUHOB).

Muacmenuu

Coobmanoce, 4TOo B HECKONbKMX ciydasix HHruoutopsl ['MI-KoA-pemykrassl (cTaTHHBI)
BbI3bIBAJIM pa3BuTHe de novo WM ycyryOusiM paHee CYLIECTBOBABIIYIO I'€HEPaIN30BAHHYIO
MHACTEHUIO TPaBUC WM TJa3Hyl MuacTeHuio (cM. pasaen «llobounoe neiictBue»). B ciyuae
BO3HUKHOBEHUSI WIN YTSDKETIEHHUs cuMnToMoB Muactenuu npuem mnpenapara ATOPBACTATHUH
ABEKCUMA cnenyet npekpatutb. Coo01anoch TakkKe 0 pelyuIuBax MUaCTEHUH [TPU TOBTOPHOM

npueMe TOro e CTaTUHA U ITPpU IpUMeHeHun ipyroro uHruoutopa I'MI'-KoA-penykrassl.

Biausinne Ha ¢cnocoOHOCTD YHpaBJiiTb TPAHCIIOPTHBIMHU CpeACTBAMU, MEXAHU3MaAMHU

I[aHHI)IX O BJIMSIHHHU aTOpBAaCTaTWUHA Ha CITOCOOHOCTH YIpaBJIATE TPAHCIIOPTHBIMU CPCACTBAMU U
3aHUMATbBCA TIOTCHIHMAJIIbBHO OIIACHBIMU BHIAAMH OCATCIBHOCTH, Tpe6y10H_II/IMI/I MOBBIIIEHHOMN
KOHICHTPpAIIMKM BHUMAHUA H 6BICTpOTI>I ICUXOMOTOPHBIX peaKI.[PIfI, HCT. OI[HaKO, YUYHUTBIBAsA
BO3MOXHOCTD pa3BHUTHUA IT'OJIOBOKPYXCHUS, CICAYCT CO6J'IIO)I3,TI) OCTOPOXHOCTE IIPH BBINTOJITHCHUH

NEPCUUCIICHHBIX BUAOB ACATCIIBHOCTH.
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TabneTku, MOKPHITHIE TIEHOYHOU 000104K0M, 10 Mr, niu 20 mr, unu 40 mr.

Jlast mo3upoBku 10 mr, 20 mr:

ITo 10 wim 20 TaGneTOK B KOHTYPHYIO SYCHKOBYIO YIIAKOBKY W3 IUICHKHU TOJUBUHWIXJIOPUIHON U
(G oJIbTH aTIOMHUHUEBOM MEYaTHOMN JIAKUPOBAHHOM.

ITo 30 Tabnerok B 0aHKY M3 MOTMMEPHBIX MaTEPHUAJIOB, YKYITOPEHHYIO KPBIIIKOH C YIIJIOTHSIIOMINM
AJIEMEHTOM U KOMIIEHCATOPOM MOJUMEPHBIM.

3, 6 KOHTYPHBIX STYEHKOBBIX yMakoBOK 1o 10 Tabierok, wim 1, 2, 3, 4, 5 KOHTYPHBIX SYESHKOBBIX
ynakoBok 1o 20 Tabnerok, win 1 6aHKy BMecTe C MHCTPYKIHEH M0 METUIIUHCKOMY PUMEHEHHUIO
MOMEIIAIOT B MAYKy U3 KapTOHA.

Jlnst mo3upoBku 40 mr:

[To 10 TabGneToK B KOHTYPHYIO TYEHKOBYIO YIAKOBKY U3 IJICHKHU IMOJTUBUHIIXJIOPUIHON U (HOIBTU
AJTIOMUHUEBOM MEYaTHOM JJaKMPOBaHHOM.

[To 30 Tabnerok B 0aHKY M3 MOJUMEPHBIX MAaTEPHAJIOB, YKYITOPEHHYIO KPBIIIKOH C YIIJIOTHAIOMINM
9JIEMEHTOM U KOMIIEHCATOPOM TTOJIMMEPHBIM.

1, 2, 3, 4,5, 6, 10 koHTYpHBIX A4EHKOBBIX ynakoBok 1o 10 tabnerok wiu 1 GaHKy BMecTe ¢

I/IHCTp}/KL[PIeﬁ 10 MECAULIUHCKOMY INPUMCHCHHIO ITOMCIAKOT B IIAYKY M3 KapTOHA.

YciaoBust XxpaHeHus
XpaHUTh KOHTYPHYIO SUEHKOBYIO YIIAaKOBKY MJIM OaHKY B Iauke, Ipy Temueparype He Boiie 25 °C.

XpaHI/ITB B HCAOCTYIIHOM IJIA JIETEH MecTe.

Cpoxk rognocTu
3 roa.

He MNPUMCHATH 11O UCTCUCHUHN CPOKA 'OAHOCTU, YKA3aHHOT'O HA YIIAKOBKE.

YcaoBust ornycka

OTnyckaroT 1o peLenty.

JlepaaTte/ib perucTpaiMoOHHOro0 yaocrosepenusi / Opranuszanusi, NpUHUMAKOLIAS IPeTeH3HU
norpedouTesen

OAO «ABekcuma»

125284, Poccus, r. MockBa, JIenunrpaackuii npocnekr, 1. 31A, ctp. 1.

Ten.: +7 (495) 258-45-28.
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OAO «Mpburtckuit xumpapm3aBoa»

623856, Poccus, CBepaiioBckas 061., r. Upowur, yin. Kuposa, a. 172.
Ten./akc: +7 (34355) 3-60-90.

Anpec npou3BOJCTBA:

CeepmiioBckas 061., . Upour, yin. Kapna Mapkca, 1. 124a.
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