NHCTPYKLMA
[1O MEJULIUHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O
[IPEITAPATA

JIMTIPUMAP®

PerncrpannonHblii HOMep:
Toprosoe Haumenosanue: JIunpumap®
MexayHapoaHOe HENMATEHTOBAHHOE HAMMEHOBAaHHe. aTOPBACTaTHUH

JlekapcTBeHHas popma: TaGICTKH, TOKPHITHIE TUICHOYHON 000JI0YKOM

Cocras
B 1 tabneTke, MOKPHITOH MJICHOYHOH 000I0UKOI, COMEPKHUTCS:

HeiictByromiee BeniectBo. atopactatiH Kanmbimst 10.85 mr, 21.69 wmr, 43.48 wmr, 86.76 wmr

(axBuBasieHTHO 10 Mr, 20 Mr, 40 Mr wiu 80 Mr aTopBacTaTHUHA).

BcnoMorarenbHbie BelllecTBa: Kajblins KapOOHAT, LEJLUTF0103a MUKpoKpucTaunueckas (PH-101),

JAKTO3bl ~ MOHOTHApPAT,  KpOCKapMmesio3a  Harpusi, mnoiucopbdar 80,  rumponosa
(TUAPOKCUTIPONUIILIEIUIIONIO3a), MATHUS CTeapar;

mieHouHas  obomouka: Omnanpait®  Generif  YS-1-7040  (comepHUT — THHOPOMEILIO3Y
(TUIPOKCUTIPOTTMIIMETUIIIIEIIIION03Y ), Makporona (monudtuneHriukoiab 8000), THTaHA TUOKCHI,
TalbK), 3MYJIbCHUSI CUMETHKOHA (COAEPKUT BOJY OUMIIEHHYIO, CUMETUKOH, Ioymcopbar 65,
MeTmnemonosy, 1310 8 creapar, raunepuHa creapar, KCAaHTaHOBYIO KaMmelb, OCH30MHYIO
KHCIIOTY, COPOMHOBYIO KHCIIOTY, CEPHYIO KHCJIOTY), BOCK TPaBsiHOW (TOJNBKO JJIsi TabJIeTOK

nosupoBkamu 10 mr, 20 mr u 40 mr).

Onucanue

Jo3upoBka 10 Mr: Oenble SITUOTHYECKHE TAaOJIETKH, MOKPBHITHIE IIEHOYHOW OOOIIOYKOU, ¢

rpaBupoBkoit «10» Ha ogHOM cTopoHe u «PD 155» Ha apyroii ctopoHe.

Ho3upoBka 20 wmr: Oenble SJUTMNTHYECKHE TaONETKH, MOKPBITHIE MJIEHOYHOW OOOJIOYKOU, C
rpaBupoBKOil «20» Ha oaHOM cTopoHe u «PD 156» Ha npyroii ctopoHe.

Ho3upoBka 40 wmr: Oclble AIUIMNTUYECKUE Ta6HCTKI/I, IMOKPLITBIC IUICHOYHOM 06OHO‘-IKOI>'I, C

rpaBupoBKoit «40» Ha ogHOU cTopoHe U «PD 157» Ha apyroii cTopoHe.

Ho3upoBka 80 wmr: Oenple SUTMNTHYCCKHE TAOMETKH, MOKPBHITHIE TUICHOYHOW OOOJIOYKOU, C

rpaBupoBKoil «80» Ha oaHOM cTopoHe u «PD 158» Ha npyroii ctopone.
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SAnpo TabmeTok Bcex JO3UPOBOK HA M3JIOME UMEET OCJIbIN IIBET.

dapmakoTepaneBTHYecKasi TPyNna. TUNOJUIHUIEMUYECKOE CpPEACTBO — HWHTUOHUTOP
I'MI'-KoA-penykrasbl
Koa ATX: CI0AA0S

®apMaKkoJIOrH4ecKne CBoicTBa

Dapmakoounamuxa

ATopBacTaTUH — CEJICKTUBHBIN KOHKYpeHTHBIM MHruouTop ['MI'-KoA-peaykraspl, KiIt0ueBOro
depmeHTa, mpeBpamiammero  3-ruApokcu-3-merunraorapmi-KoA B MmeBaioHar  —
IPEIUIECTBEHHUK CTEPOMJIOB, BKJOYass XosecTepuH. CHUHTETHUYECKOE THIIOJIMINIAEMUYECKOE
CPENCTBO.

VY mnauMeHToB € TOMO3UIOTHOM W TEeTEPO3UTOTHOM CEMEHHON TIHMIepX0JIeCTEpUHEMUEH,
HeceMEeHHbIMU (hOpMaMU THIEPXOJIECTEPUHEMUHN U CMEUIAaHHON AUCIUMUAEMHUENH aTOpBACTaTUH
CHI)KAeT KOHIICHTpallUI0 B TutazMe KpoBu obOmero xonecrepuna (XC), xomecrepuHa
nunonpoTrenHoB Hu3KoW twiotHocTu (XC-JIIIHIT) u anmonunomporemna B (amo-B), a Takke
XOJIECTepUHA JUMONPOTENHOB oueHb HU3KOM moTHOCTH (XC-JITIOHII) u tpurnuuepunos (T1),
BBI3bIBACT MOBBIIICHHE KOHIICHTPAIIMU XOJECTepUHA JTUMONPOTENHOB BHICOKON MIIOTHOCTH (XC-
JIIBII).

AropBacraTtuH cHuxkaeT koHueHTpauuo XC u XC-JIITHII B nna3sme xkposu, unrudbupys I'MI -
KoA-penykrady W CHHTE3 XOJECTEpUHA B II€YEHU U YBEIUYMBAS YHUCIO «IEYECHOUHBIX)»
peuenTopos JITTHIT Ha mOBEpXHOCTH KJIETOK, YTO MPUBOIUT K YCUJICHHIO 3aXBaTa M Katabosin3Ma
XC-JITHIL.

AtopBactatun ymeHbinaetr obOpazoBanue XC-JIIIHIT wu uucnmo wactun JIITHII, BeI3BIBaET
BBIDQXXEHHOE€ U CTOMKOe mnoBbllieHue aktuBHoctu JIIIHII-peuentopoB B couyeTtaHuu C
OnaronpusATHBIMU ~ KaduecTBeHHbIMH u3MeHeHusiMu JI[IHII-wactun, a Takke CHHKaeT
koHUeHTpauuo XC-JIIIHII y mnanueHToB € TOMO3UTOTHOW HAcClIEJCTBEHHOW CeMEMHOMN
TUIEPXO0JIECTEpUHEMUEH, YCTOMYMBOM K TEpAUy APYTUMHU THIIOIUITHIEMUYECKUMH CPEICTBAMHU.
AropsacratuH B f03ax oT 10 mr 1o 80 mr cHmxkaet koHueHTpanuo XC Ha 30-46 %, XC-JIITHII
—Ha41-61 %, ano-B —nHa 34-50 % u TI" — Ha 14-33 %. Pe3ynpTaTsl TEpaniui CXOAHBI y TALIUEHTOB
C  TETepO3UroTHOM  CEMEWHON  TuIepXoyieCTepUHEMUEH,  HEeceMEeWHbIMH  (popMaMu
TUIEPXOJIECTEPUHEMUH U CMEITIAaHHON TUIEPIUIIIEMUEH, B TOM YHCIIE, y TAI[UEHTOB C CaXapHbIM
nuadeToM 2 THIIA.

Y nmauMeHToOB €  M30JMPOBAHHOM TUNEPTPUITIMLEPUIAEMHEN  aTOPBAaCTaTHMH  CHHXKAET

KoHIIeHTpanuto obmero xojnecrepuna, XC-JITTHII, XC-JIIIOHII, amo-B u TI" u moBsmmaer
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koHueHTpanuto XC-JIIIBII. ¥ manueHToB ¢ 1ucOeTAUIIONPOTEHHEMHUEH aTOPBACTaTUH CHI)KAET
KOHIIEHTPALUIO XOJECTEPUHA JIMIIONPOTEUHOB IPOMEKYTOUHOM mioTHOoCcTH (X C-JITIIIIT).

VY mnamuentoB ¢ runepaunonporenHemuerd tuna Ila u IIb no xiaccuduxanun Pdpenpukcona
cpenHee 3HaueHHe nmoBbIeHUs KoHIeHTpauu XC-JITIBII npu neuyennu atopBacraruaom (10-80
M) [0 CPaBHEHHMIO C MCXOJHBIM IOKa3zareiaeMm cocTaBiseT 5,1-8,7 % u He 3aBUCUT OT O3B
Hmeercss 3HAYMTENbHOE J10303aBUCHMOE CHIDKCHHME BEJIMYMHBI COOTHOIICHHWH: 0OOImIunit
xonectepun/XC-JITBIT u XC-JITTHIT/ XC-JITIBIT na 29-44 % u 37-55 %, COOTBETCTBEHHO.
ATopBactaTuH B 7103¢ 80 MI' JOCTOBEPHO CHUYKAET PUCK PA3BUTHSI UIIEMUYECKUX OCIIOKHEHUN U
CMepTHOCTH Ha 16 % nocne 16-HeaenbHoro Kypca, a puck NOBTOPHOM FOCHUTAIA3ALUY 10 TIOBOAY
CTEHOKapA1H, COMPOBOXKAAIOUICICS NMpU3HAKAMKU UIIEMUU MHOKapna, Ha 26 % (uccienoBaHue
YMEHBIICHUS BBIPAKEHHOCTH MILIEMHH MHOKap/a Ha (pOHE WHTCHCUBHOW THIOIMIUAICMUYECKON
teparud (MIRACL)). V maiueHToB ¢ pa3anyHbIMA UCXOMHBIME KOoHIeHTpanusamu XC-JITTHIT
aTOPBACTATHH BBI3BIBACT CHIDKEHHE PHUCKA HIIEMUYECKHUX OCIOKHEHUH M CMEpPTHOCTH (Y
ManueHToB ¢ uH(papkToM MHOKapaa 6e3 3yona Q M HecTaOWIIbHOW CTEHOKApIUeH y MY)KUuH,
JKEHIIIUH U y NMallMeHTOB B BO3PAacTe MOJIOKE U cTapiie 65 jer).

Cumxenne koHueHTpauuu B 1ia3me kpou XC-JIITHII nyudme koppenupyer ¢ 1030
aTOpBacTaTHHA, Ye€M C €ro KOHIIEHTpaluel B Iia3Me KpoBU. J03y MOAOUPAIOT C y4eToM
TepaneBTHIecKoro 3 dekra (cM. pazaen «Crnocod MpUMEHEHHS U J03bD»).

TepaneBrudeckuii dPPEeKT TOCTUTAETCS 4epe3 2 HEeAeNd IOCie Havaja TepanuH, JOCTUTAET
MaKkcUMyMa uepe3 4 HelIeNu U COXPaHseTCsl B TeUEHUE BCEro Mepro/ia Teparuu.

Ilpogpunaxmuxa cepdeurno-cocyoucmuvlx 0CI0MHCHEeHUL

ATopBactaTuH B 103€ 10 MI CHUXKAeT OTHOCUTENbHBIN PUCK PA3BUTUS KOPOHAPHBIX OCIIOKHEHUN
(umemuueckoir 6onesnu cepaua (MUbC) c neranbHbIM HCX0A0M M HedaTalbHBIH HHPapKT
muokapaa (MIM) na 36 %, obmue cepaedHO-COCyIUCTbIe OcloKHEHHs Ha 29 %, (aranbHbIi 1
HedaTaabHbII HHCYIBT Ha 26 % (MccaeoBaHKe aTopBacTaTHHA y nanueHToB ¢ Al u pakropamu
pucka (ASCOT LLA)).

Caxapmubiii ouabem

VY nanuMeHToB ¢ caXapHbIM MA0ETOM Teparusi aTOPBACTaTUHOM CHHIKAET OTHOCUTENbHBIN PUCK
Pa3sBUTHSI OCHOBHBIX CEpAECYHO-COCYIUCTBIX OCHOXHEHUH (¢aTtambHbli U HedatanbHblii MM,
0e300eBas ueMusi MUOKap/a, JIeTalbHBIN HCX0/ B pe3ynbTare oooctpenus MIBC, HectabunpHas
CTEHOKapus, I[IYHTUPOBAaHHE KOPOHAPHOW apTepuu, YPECKOKHas TPaHCIIOMHUHAIbHAS
KOpDOHApHasl AaHTMOIUIACTHKA, HPOLENYypbl peBacKyispusanuu, HHCynbT) Ha 37 %, UM
(aranbHblii n HedartanbHbli) Ha 42 %, uHCYNBT (daTanbHBId U HedaTanbHbI) HA 48 % BHe
3aBUCUMOCTH OT TI0Jla, BO3pacTa TMamueHTa wuiu wucxogHou kouueHtparuu XC-JIITHII

(uccrmemoBanue aTopBacTatuHa rpu caxapaom auadere 2 tuna (CARDS)).
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Amepocknepos

V¥ nanuentoB ¢ UbC aTopBactatut B 103¢ 80 MI/CyT IPUBOAUT K YMEHBIIEHHUIO 00IIero 00bema
atepomsl Ha 0,4 % 3a 18 Mmecsma tepanuu (UCcie0BaHHE OOPATHOTO Pa3BUTHS KOPOHAPHOTO
aTepockiepo3a Ha (hOHe MHTEHCUBHON runoaunuaemMudeckoi Tepanun (REVERSAL)).
ITlosmopnuiti uncyniom

AtopBactatTiH B 103¢ 80 MIr B CyTKM YMEHBIIA€T PUCK MOBTOPHOTO (HaTalbHOTO WM
HedaTaIbHOT0 UHCYJIBTA Y AIMEHTOB, IEPEHECIINX WHCYIIBT WIM TPAH3UTOPHYIO HIIEMUYECKYIO
ataky (THA) 6e3 MUBC B anamue3e (ucciaeqoBaHuE MO MPOQPHIAKTHKE HWHCYJIbTa MPH
WHTCHCUBHOM CHIKEHUHM KoHueHTpauuu xojectepuna (SPARCL)), na 16 % no cpaBHeHHIO C
wiane6o. IIpy 3TOM 3HAUMTENBHO CHUKAETCS PUCK OCHOBHBIX CEPJIEYHO-COCYIUCTBIX
OCJIOHEHUH M Tmpoueayp peBackymsapuzanuu. COKpalieHHe pucka CepaedHO-COCYIUCTHIX
HapYLICHWH TMpU Teparnuyd aTOPBAaCTATUHOM OTMEUAaeTCsl y BCEX TPYII MAllMeHTOB, KPOME TOM,
KyJla BOIIUIM MAI[MEHTHI C IEPBUYHBIM WIIM TOBTOPHBIM T'€MOPPArMUECKUM HHCYIBTOM.
Bmopuunas npogunakmuxa cepoeuno-cocyoucmulx 0C10HCHEHU

VY nanuenTtoB ¢ UBC atopBactatun B 103¢ 80 Mmr, 1o cpaBHEeHUIO ¢ 10 Mr, JOCTOBEpHO CHUYKAET
OTHOCUTEIIbHBIM PHUCK PAa3BUTUS OOJBIIUX CEPACYHO-COCYIUCTBIX cOObITUH Ha 22 %,
HedaTtanbHoro M (He cBsi3aHHOTO ¢ MpoLeAypamMu peBacKyisipuszanun) Ha 22 %, ¢paTaibHOTO U
HedaranpHOro MHCYIbTA HA 25 % (CpaBHEHUE BHICOKOMHTEHCUBHOM TEpaAIliy aTOPBACTATUHOM U

Teparuu yMepeHHOW HHTeHCUBHOCTH Y nanueHToB ¢ MBC (o nanubiM uccienoBanus TNT)).

DapMaKOKHHETHKA

Bcacvieanue

AtopBacTaTuH OBICTPO BCAaCBIBA€TCS TIOCIE€ TMpUEMa BHYTPb: BpeMs JOCTHXKCHHS €ro
MakcuManbHOUW KoOHIEHTpaluu (TCmax) B TU1a3Me KpoBH cocTaBisieT 1-2 dvaca. Y IKEHIIHUH
MakcUMaibHas KoHIeHTpauus aropBactatuHa (Cmax) Ha 20 % BbIle, a MIOMAAbL MO KPUBOH
«xounentpamnusi-spems» (AUC) — nva 10 % nHmwke, yem y mykuuH. CTeneHb BCachIBaHUS U
KOHIIGHTpallisg B TUIa3M€ KPOBH TOBBIMIAIOTCS MPOMOPIIMOHAIIBHO J03€. bromocTymnHocTh
aTopBacTaTHHa B (hopme TabneTok cocTaBisieT 95-99 % mo cpaBHEHHUIO ¢ aTOPBACTATUHOM B BHJIE
pactBopa. AOcomtoTHas OWOAOCTYMHOCTh — oOKosno 14 %, a cuctemHass OHMOJOCTYIMHOCTH
uHruOupyromei aktuBHoctd B oTHomeHun I'MI-KoA-penykrazsr — okono 30 %. Huskas
CHUCTEMHass OWOJOCTYIMHOCTh OOYCJIOBJIEHA TIPECHCTEMHBIM METabOIM3MOM B CIU3HCTON
000JI0YKE KEITyAOUHO-KUIIIEYHOTO TPAKTa U/UITU MIPH «TIEPBUYHOM MPOXOKICHUN) Yepe3 NIECUYCHb.
[Tpriem MUK HECKOJIBKO CHUKAET CKOPOCTh M CTeNeHb abcopOuuu npenapara (Ha 25 % u 9 %,
COOTBETCTBEHHO, O Ye€M CBHJIECTEIBCTBYIOT pe3yibTaThl ompeaeneHus Cmax u1 AUC), omHako

cHrkenne XC-JIITHII cxoaHo ¢ TakoBBIM IIpH TpHEMe aTopBacTaTHa Hartomak. Hecmotps Ha To,
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YTO MOCJE IPUEMa aTOPBACTATHHA B BEUEPHEE BPEMsI €r0 KOHIICHTPALMs B IUIa3ME KPOBU HIKE
(Cmax 1 AUC, npumepno, Ha 30 %), 4yem mocie mpuemMa B YTpPEHHEE BpPEMs, CHUKCHUEC
koHuentpanuu XC-JIITHII He 3aBUCUT OT BpeMEHU CYTOK, B KOTOPOE MPUHUMAIOT Mperapar.
Pacnpeoenenue

Cpennuii 00beM pachpe/ielieHUs] aTopBacTaTiHa cocTaBisieT okosio 381 1. CBsa3p ¢ Oenkamu
1a3Mbel KpoBu He MeHee 98 9%. OTHomieHWE cojepaHUS B IPUTPOIUTAX/TIA3ME KpPOBHU
cocrasiseT okoio 0,25, T.e. aTOpBaCTaTHH IJIOXO IPOHUKAET B SPUTPOLIUTHI.

Memabonusm

ATOpBacTaTUH B 3HAUMTENBbHOH CTENeHH MeTabonu3upyercss ¢ oOpa3oBaHHEM OPTO- M Hapa-
THPOKCHIMPOBAHHBIX MPOM3BOJHBIX M Pa3IMYHBIX MPOIYKTOB B-okHcieHus. In vitro opro- u
naparuApOKCUIIHPOBAHHBIE META0OIUTHl OKAa3bIBAIOT WHTHOUpYIomee neiictBue Ha ['MI-KoA-
penyKTasy, COOCTaBUMOE C TaKOBBIM aropsacratuHa. [Ipumepno 70 % cHM)KEHUS aKTUBHOCTU
I'MI'-KoA-penyKTa3sl IPOUCXOAUT 3a CUET IEHCTBUS aKTUBHBIX LIUPKYJIUPYIOIIUX METa00IUTOB.
PesynbTarel ucciaenoBanmii in Vitro 1aroT OCHOBAaHUS MPEAIONOKUTD, 4To n3odepmeHT CYP3 A4
NEUYEeHN WrpaeT BAXHYI poiib B MeTaboimm3Me aropBacTtaTMHa. B momb3y s3toro (akra
CBUJCTEJIBCTBYET IIOBBIIICHUE KOHLEHTpAaUUM AaTOpBacTaTMHAa B IUIa3M€ KPOBH  IIpU
OJIHOBPEMEHHOM IIPHEME SPUTPOMHULIMHA, KOTOPBIH SIBJIIETCSI HHTUOUTOPOM 3TOT0 N30(epMEHTA.
HccnenoBanus in Vitro Ttakxke mokasaiy, YTO aTOPBACTATHUH SIBISETCS CIAOBIM HHTHOUTOPOM
n3opepmenta CYP3A4. ArtopBacTaTUH HE OKa3blBaeT KIMHUYECKHM 3HAYMMOTO BIUSHUS Ha
KOHIIEHTPALMIO B IJIa3Me KPOBU TepdeHaiuHa, KOTOPbIH MeTab0oIU3UpyEeTCs, INIaBHBIM 00pa3oM,
uzopepmentom CYP3A4, nosTomMy ero cyiiecTBeHHOE BIMSHHE Ha (PapMaKOKUHETHKY JPYTUX
cyocrparoB n3opepmenta CYP3A4 manosepositHO (cM. pasznen «BzaumopeiicTBue ¢ apyrumu
JIEKapCTBEHHBIMU CPEACTBAMMY).

Buigeoenue

ATOpBacTaTHH U €ro MeTa0OIUTHI BHIBOJISATCS, TTIABHBIM 00pa30oM, C KeIUbI0 MOCIE TEYEHOUYHOTO
W/WIM BHETIEYEHOYHOro MeTaboin3Ma (aTopBacTaTUH HE MOJIBEPTaeTCsl BRIPAXKEHHON KHUIIIEYHO-
Ne4YeHo4YHoH penupkyisun). [lepuon nonyseiBenenus (T12) cocranser okoso 14 4, mpu 3ToM
uHruoupyommit s3¢pdext npenapara B otHomenuu ['MI'-KoA-penykrassl npumepHo Ha 70 %
OTpeieNsIeTcsl aKTUBHOCTBIO LIUPKYIMPYIOIUX METa00IUTOB U coxpaHsercs okoso 20-30 yacos
Onaronaps ux Hanuuuio. [locne nmpruema BHyTps B Moue 0OHapy:kuBaeTcsa MeHee 2 % OT IPUHSITON
JI03BI IIpernapara.

ATOpBacTaTHH SBJISETCS CyOCTPaTOM JUIsl TPAHCIIOPTEPOB (PEPMEHTOB IMEUEHH, TPAHCIIOPTEPOM
OATPIB1 u OATP1B3. Merabonutamu atopBacTaTuHa sBisiorcs cyoctpatst OATPIBI.

ATopBacTaTUH TaKXke UASHTU(UIMPYETCS Kak cyOcTpat TpaHcnopTepoB ortoka MJIV1 u Genka
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PE3UCTEHTHOCTH PaKa MOJIOYHOH JKelle3bl, KOTOPhIE MOTYT OTpaHHYUBATh KAIICYHYIO a0CcopOLnto
¥ OMITMApHBIN KIUPEHC aTOpBacTaTUHA.
Ocobvble epynnvl nayuenmos

[loxxnJible TAIUEHTHI

KoHueHTpanun aropBacTaTuHa B IUIa3Me€ KpOBM Yy HanueHToB crapuie 65 jer Bbime (Cmax
npumepHo Ha 40 %, AUC npumepno Ha 30 %), yeM y B3pOCIbIX NAllMEHTOB MOJIOJIOTO BO3pacTa.
Pasmuunit B »ddexTuBHOCTH W O€30macHOCTH Tpenapara, WIM JOCTHKCHUU IIeJei
TUITOJIMITUIEMUYECKOM Tepanuu y NOKWIbIX MallMEHTOB IO CPABHEHUIO C 00LIel momysanueil He
BBISIBJICHO.

eTH
B 8-HenenbHOM OTKpBITOM HCCIEIOBAaHUM JeTH (B Bo3pacte 6-17 jeT) ¢ reTepo3UroTHoin
CEMEHHON THUIEepPXOJECTEPUHEMHEH W HMCXOAHOW KOHIeHTpamuein xomnectepuna-JITIHIT > 4
MMOJIb/J1 TIOJTYYaau TEPAINnI0 aTOPBACTATMHOM B BUJIE XeBaTeIbHbIX Ta0aeTok 5 mr win 10 mMr
WX TabJIeTOK, MOKPBITHIX 000104K0i B 03¢ 10 Mr nim 20 Mr oMH pa3 B CyTKH, COOTBETCTBEHHO.
EnvHCcTBEHHON 3HAuMTENbHONW KOBapHaToil B (PapMakOKMHETUYECKOW MOJEIH MOMYJISALUY,
NOJTy4arollell aTopBacTaTuH, Obliaa Macca Tena. Kaxyuiicss KIupeHe aTopBacTaTUHA y JIeTed He
OTIIMYAJICS OT TAKOBOT'O y B3POCIHBIX NALMEHTOB NPU AJUIOMETPUYECKOM HM3MEPEHUH II0 Macce
Tena. B auamasoHe [JeHCTBUS aTOpBacTaTMHA M O-TMAPOKCHATOPBACTaTHMHA OTMEYAJIOCh
nocnenosarenbHoe cHkeHne X C-JITTHIT u XC.
ITon
Konnenrpanuu aropBactaTMHa B IUIa3ME€ KPOBU Y JKEHIIMH OTIMYAIOTCS OT aHAJOTUYHBIX
nokasaresuei y Myx4uH (mpuMepHo Ha 20 % Bbime 11 Cmax 1 Ha 10 % Hmoke g AUC). OgHako
KaKUX-TM00 KJIMHMYECKH 3HAYMMBIX Pasiv4yvil B JEHCTBUU HA JMMUIBI MEXAY MYKYMHAMU U
JKEHIIIMHAMU He HaOJ0aoch.

HenocraroyHocTs GVHKIIMM TOYEK

Hapymenne GpyHKIMY NOYeKk He BIMAET Ha KOHIIEHTPALMIO aTOPBAaCTaTHHA B IUIa3Me KPOBH MITU
€ro BIUSHHE Ha [MOKa3aTeH JUIUIHOTO OOMEHa, B CBA3U C 3TUM U3MEHEHME J103bl y MAIIMEHTOB C
HapymeHrneM QyHKIMH T0YeK He TpedyeTcs (M. pasaen «Crocod mpUMEHEHHUS U JT03BD»).
HccenenoBanuil IpMMEHEHUsT aTOpBacTaTUHA y MAIMEHTOB C TEPMUHAJIBHON CTauEl MMOYEUYHON
HEZ0CTaTOYHOCTU HE IPOBOAWIOCh. ATOpBAaCTaTMH HE BBIBOJUTCS B XOJA€ TIeMOJIUANIN3a
BCJIEJICTBHE MHTEHCUBHOTO CBSI3bIBAHMUS C O€JIKAMHU IUIa3MbI KPOBH.

HenocTtatoyHOCTh QVHKIINH [IEUEHN

Konnentpanus npenapara 3HauuTeIbHO OBBIMAETCS (Cmax mpuMepHo B 16 pa3, AUC npumepHO
B 11 pa3) y manueHToB ¢ aJKOTOJBHBIM IIUPPO30M TieueHu (kiacc B mo knaccudukanuu Yaiina-

[Te10) (cM. paznen «IIpoTUBONIOKA3AHUSY).
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Hommmopdusm SLCO1B1

[Teuenounslit 3axBatr Bcex HHruoutopoB I['MI-KoA-penykra3el, BKJIIOYas aTOpBAacTaTHH,
npoucxoauT ¢ ydactueMm tpancnoprepa OATPIBl. V¥V mnanmMeHToB € TE€HETHMYECKUM
nosmmopduzmom SLCO1B1 umeercst puck MOBBIMICHUS SKCIIO3UIIMN aTOpPBAaCTaTHHA, YTO MOKET
MPUBECTU K TOBBIIMICHUIO pUCKa pa3BuTus padbaomuonusa. [lomumopdusm reHa, KoIupyromero
OATPI1BI1 (SLCO1BI ¢.521CC) cBsizan ¢ nossimenueM sxcrnozunuu (AUC) aropBactatuna B 2,4
pa3a 1O CpaBHEHHIO C MalMEHTaMH 0€3 TAaKOro T'€HOTHUIIMYECKOro wu3meHenus (C.521TT).
Hapyumienne 3axBaTa aTopBacTaTMHa IEYEHbIO, CBSI3aHHOE C I€HETUYECKUMM HApyUICHUSIMU,
TakKe MOXKET HaOJIoJaTbCsl y TaKuX HalMeHTOB. BO3MOXHBIE MOCIENCTBUS B OTHOIICHUU

3¢ (HEeKTHBHOCTU HEM3BECTHBI.

IToxka3zaHusi K IPUMEHEHU IO

['unepxonecrepuHeMus:

- B KauecTBE JIONOJHEHUS K JMUETEe JJIs CHM)KEHHUS MOBBILIEHHOIO o0liero xosecrepuna, XC-
JIITHII, ano-B u TpurinuepuioB y B3pocibiX, IOAPOCTKOB U JeTel B Bo3pacTe 10 jer wiu crapiie
C TEpBUYHOM TUIEPXOJECTEPUHEMHEH, BKJIIOYAas CEMEUHYH) T'HMIEPXOJIECTEPUHEMUIO
(reTepOo3uroTHBI  BapHaHT) WM KOMOMHHPOBAHHYIO (CMEIIAHHBIA) THUOEPIUMHAECMHUIO
(cootBerctBenHo tum lla u 1lb o xknaccudpukanuu dpenpukcona), Korma OTBET HA JUCTY H
JIpyrue HeMEeAUKaMEHTO3HbIE METObI JIEUEHUS] HEIOCTATOUHBI.

- JJI CHIDKEHUS MOBBIeHHOro obmero xonectepuna, XC-JIITHIT y B3pocibix ¢ roMO3UTOTHOM
CEMEMHON TMIIEpXOJIECTEPUHEMHUEN B KauecTBE JOINOJHEHUSA K JAPYTMM TMIOIMIHIAEMUYECKUM
Meroaam neuenus (Hanpumep, JIINTHIT-adepes) wnu ecam Takue MeTOABI JICUSHUS] HETOCTYITHBI.
[TpodunakTuka cep1edHO-COCYAUCThIX 3a00JI€BaHU!

- IPO(UIAKTUKA CEPJEUYHO-COCYTUCTBIX COOBITUH Y B3pOCIBIX MAIlMEHTOB, UMEIOIUX BBICOKUMN
PHCK pa3BUTHUS TEPBUYHBIX CEPAECYHO-COCYIUCTBIX COOBITHH, B KauyecTBE JIOMOJHEHMS K
KOPPEKLIMHU JPYyTUX GaKTOPOB PUCKA;

- BTOpUYHAs NMPOPHIAKTUKA CEPAECUHO-COCYTUCTBIX OClIOKHEHUH y nanueHToB ¢ MBC ¢ nenbto
CHU)KEHHSI CMEPTHOCTH, MH(APKTOB MHUOKaAp]a, WHCYJIHTOB, MOBTOPHBIX TOCIHUTATH3AIUN TIO

MmoBOAYy CTCHOKapAUU U HCO6XO,Z[I/IMOCTI/I B pCBACKYJIIpHU3alliu.

IIporuBonokasanus

[ToBbIlIeHHAs! YyBCTBUTENIBHOCTH K JIFOOOMY KOMIIOHEHTY Tpernapara.

AKTHBHOE 3a00JI€BaHUE MEUEHU WIIU TOBBIIICHWE AKTUBHOCTU «IIEYEHOYHBIX» TPaHCAMUHA3 B
11a3Me KpOBU HESICHOTO reHe3a Oosiee 4eM B 3 pasa 10 CpaBHEHUIO C BEpXHEH TpaHUIle HOPMBI.

bepemeHHOCTD.
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[lepuox rpygHOTO BCKapMIIMBAHUSI.

JKeHIMHbBI AETOPOAHOTO BO3pAcTa, HE HUCIIONb3YIOIINE aeKBaTHBIE METO/bl KOHTPALIETILIHH.
Bospact 10 18 ner (HeZOCTaTOYHO KIMHUYECKUX JAHHBIX MO 3(PPEKTUBHOCTH U OE30MACHOCTH
mpenapara B JIAaHHOW BO3PAaCTHOM TPyIE), 3a HCKIIOYCHHEM TIeTepPO3UTOTHONM CeMEHHON
TUIEPXOJIECTEpUHEMUH (IPUMEHEHHE MPOTUBOIIOKAa3aHo y AeTel B Bo3pacte 10 10 ser).
OnHOBpeMEHHOE PUMEHEHHE ¢ (y3UT0BOM KUCIOTOH.

Bpoxaennsnii  neuIMT  JIaKTa3bl, HEMEPEHOCUMOCTh  JIAKTO3BI, TJFOKO30-TaJIAKTO3HAS

Majba0bCcopOITus.

C 0CTOPOKHOCTHIO

Y manueHToB, 3J0YNOTPEOJSIOMIMX AJIKOTOJEeM; Y TIalMeHTOB, HMEIOIIUX B aHaMHE3e
3a00JIeBaHUs TICUYCHHU.

VY manueHToB ¢ HaiuyueMm (aKTOpOB PUCKa pa3BUTHUS pabaoMuonu3a (HapyuieHue (QyHKIUU
IMMOYCK, TMIIOTUPCO3, HACICACTBCHHLIC MBIIICYHBIC HAPYUICHUA Yy IMAllMCHTA B aHAMHC3C WJIN B
CeMEHHOM aHaMHe3e, yXKe MEepeHECEHHOE TOKcHuYecKkoe BiusHUEe uHruoutopoB ['MI-KoA-
penykTasbl (CTaTUHOB) WK (HUOPATOB HA MBIINICYHYIO TKaHb, 3a00JI€BaHUs EUCHU B aHAMHE3e
W/WJIH TTAlMEHTHI, yIOTPEOSIONINE aJIKOT0JIb B 3HAUUTEIBHBIX KOJMYECTBAX, Bo3pact crapiie 70
JICT, CUTyalluh, B KOTOPBIX OXKHUAACTCSA IOBBINICHUC KOHUCHTpAUWUW aTOPBACTATHHA B ILIA3MC

KPOBH (HaNpUMep, B3aUMOJICHCTBHSI C IPYTUMH JICKAPCTBEHHBIMU CPEJICTBAMH)).

IIpumenenne npu 0epeMEHHOCTH M B IIEPHO/ I'PYAHOI0 BCKAPMJIMBAHUSA

HKenuwunvt 0emopooHo2o 803pacma

JKeHIMHBI ~ ETOPOJHOrO  BO3pacTa BO  BpEMsl  JIEYEHUS  JOJDKHBI  ITOJIb30BATHCS
COOTBETCTBYIOLIMMH METOZaMK KOHTpatenuuu (cM. paszaen «I[IpoTuBonokasanus»).
bepemennocms

Jlunpumap® HpoTHBONOKA3aH IIpU OepeMeHHOCTH (cM. pasien «IIpoTHBOMOKA3aHUS»).
be3omacHocTh mnpuMeHeHUss BO BpeMsi OepeMeHHOCTHM He Oblia noarBepxkiaeHa. Cpenu
OEepeMEHHBIX JKEHIMH KOHTPOJIMpPYEMble KIMHHUUECKHE HCCIIEIOBAaHUS C aTOPBACTATMHOM HeE
npoBoAWINCh. OTMEYanuCh pPENKHE Cllydad BpOXKIEHHBIX AHOMAJIMM IIOCIE BO3JIEHCTBUS
unruouropoB ' MI'-KoA-penykrassl (CTaTUHOB) Ha IUIOJ BHYTpUYTpoOHO. B nccrnenoBanusax Ha
’KMUBOTHBIX OBLJIO MTOKA3aHO TOKCUYECKOE BIUSHUE HA PENPOAYKTUBHYIO (DYHKIIHUIO.

[Tpu mpueme aropBacTaTvHa OEpeMEHHOM >KEHIIMHON BO3MOXHO CHIKEHHUE y IUIOJa YpOBHEH
MEBaJIOHATa, KOTOPBIN SBJSIETCS MPEIIIECTBEHHUKOM OMOCHHTE3a XOJIECTEpHHA. ATEpOCKIEpO3

ABJIACTCA XPOHUYCCKHUM IIPOLNECCOM, U, KaK IMpaBWJIO, OTMCHA THUINOJUIIUACMUYCCKHUX
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JIEKapCTBEHHBIX CPE/ICTB BO BpeMsl OEPEMEHHOCTH OKa3bIBAET JIMIIb HE3HAYUTEIBHOE BIMSIHAE Ha
JIOJITOCPOYHBIA PUCK, CBSI3aHHBIN C IIEPBUYHON TMIIEPXOJIECTEPUHEMHUEH.

B cBasu ¢ stumM, Jlunpumap® He crefyeT HasHAuaTh OEpEeMEHHBIM SKEHIMHAM, YKEHIIHMHAM,
IUTAHUPYIOIINUM O€pEMEHHOCTh, UJIH MPU [TO0JI03PEHUH Ha 6epeMeHHOCTh. HeoO0X0quMo OTMEHUTh
npreM Jlunpumapa® Ha BpeMs GepeMEHHOCTH MIIM JI0 YCTAHOBIEHHS OTCYTCTBHS GEPEMEHHOCTH
(cm. paznen «IIpoTuBONOKa3aHUSY).

Ilepuoo epyonozo eckapmaueaHus

HewusBecTHO, BBIACISAIOTCS JIM ATOPBACTATHH WM €0 METAOOJIUTHI B IPYIHOE MOJIOKO y YeJIOBEKa.
B uccnenoBanusax Ha KpblcaX KOHLEHTpAlMM aTOPBACTATHHA M €r0 aKTUBHBIX METaOOJUTOB B
I1a3Me€ KpPOBM AHAJIOTMYHBl TaKOBBIM B MoJjoke. Ilo mpuumHe pa3BUTHS pHUCKA CEPbE3HBIX
110604HBIX 3 (HEKTOB, KEHIMHBL, TpHHUMatoiue JIunpumap®, He T0IKHBI KOPMUTh CBOUX JeTeil
rpyabio (cMm. pasaen «IIpotusonokasanus»). Ilpumenenue Jlunpumapa® HpOTHBOIOKA3aHO B
HePHO/] TPYJHOTO BCKapMinBaHus (cM. paszaen «IIpoTHBomoKa3aHus»).

DepmunbHocms

B uccrnenoBanusx Ha )KUBOTHBIX aTOPBACTAaTHH HE OKa3bIBaJI BIUSAHUS HA GEPTUIILHOCTD Y CaMLIOB

100 CaMoK.

Cnoco0d npuMeHeHHsI U 103bI

Js npuema BHyTpb. [IpuHUMaTh B 11000€ BpeMsi CyTOK HE3aBUCUMO OT MpUeMa MUILH.

I[lepen nauanoMm jedenus mpemapatoM Jlumpumap® ciemyeT TONBITaThCS JOOUTHCS KOHTPOJIS
TUIEPXOJIECTEPUHEMUH C TOMOILBIO TUETHI, (GU3NUECKUX YIPa)KHEHUNH M CHUKEHUS MacChl Tena
y MaIMEeHTOB C O’)KUPEHUEM, a TAaKXKe Tepanueil OCHOBHOTO 3a00JIeBaHMU.

[Ipy Ha3HaueHWM Tpenapara MalMEHTy HEOOXOJWMO PpPEKOMEHJOBAaTh CTaHIApTHYIO
TUIIOXOJIECTEPUHEMUYECKYIO JUETY, KOTOPOH OH JIOJDKEH MPUAEPKHUBATHCS B TEUEHHUE BCETO
nepuoja Tepamum.

Jlo3a nmpenapara Bapsupyercst oT 10 mr mo 80 mr 1 pa3 B CyTKM UM TUTPYETCS C Y4ETOM
koHueHtpauun XC-JIITHIL, nenmn Tepanmuum M HMHOUBUAYaJIbHOIO OTBETa Ha IPOBOJUMYIO
Teparnuio.

MakcumanbHasi CyTouHas J03a mpenapara coctasisieT 80 Mmr.

B Hauane jedeHHs W/WIM BO BpeMs IOBBILEHHs 036l Hpenapata Jlunpumap® Heo6X0auMO
Kakaple 2-4 Henenum KOHTPOJMPOBATH KOHLEHTPALMIO JIMOUAOB IUIa3Mbl  KpPOBU U
COOTBETCTBYIOIIUM 00pa3oM KOPPEKTUPOBATH A03Y Ipernapara.

llepsuunas cunepxonecmepuremusi U KOMOUHUPOBAHHAS (CMEULAHHASL) 2UNEPAUNUOEMUSL
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Jlnst GOMBINMHCTBA MAIMEHTOB peKoMeH IyeMas f03a npenapara Jiunpumap® cocrasmsier 10 mr 1
pa3 B CyTKH; TEPANEBTUUECKOE ICHCTBUE MPOSBIISETCS B TECUCHHUE 2 HEAETh U OOBIYHO JOCTUTAET
MakcuMmyMma uepe3 4 Hepenu. [lpu amutenbHoM JtedeHnn d3h(HEKT coXpaHsIeTcsl.

T'omo3uecomnas cemetinas cunepxonecmepunemust

B GonpmmmHCcTBE ciydyaeB Ha3zHavaroT 1Mo 80 mr 1 pa3 B cyTku (CHMXeHHE KOHIeHTpauuu XC-
JITTHIT na 18-45 %).

l'emeposucomnas cemeiinas eunepxonecmepuremusl

Hauanpnas no3a cocraBisier 10 mr B cytku. Jlo3y cieayeT nmoadupaTh WHAMBUAYAIbHO U
OILICHUBATh aKTYaJIbHOCTH JJO3bI KaXAble 4 HEJIEIH C BO3MOXKHBIM MOBBIIIEHHEM 710 40 MTI' B CYTKHU.
3arem 1100 /1032 MOKET OBITh YBEJIIMYEHA IO MAKCUMaJIbHON — 80 MI' B CyTKH, THOO BO3MOYKHO
COYETaTh CEKBECTPAHTHI KETYHBIX KUCIOT C IPUEMOM aTopBacTaTuHa B 103€ 40 MI' B CYTKH.
Ipogpunaxmuxa cepdeuro-cocyoucmoix 3a0071€8aHUL

B uccnenoBanusix nmepBUYHON MpOo(UIAKTUKH 1032 aTOpBacTaTUHA cocTaBisiia 10 Mr B CyTKH.
MoskeT NOHAAOOUTHCS IIOBBIIICHHE 03Bl C IENbI0 JOocTioKeHus 3Hadenmit XC-JITTHII,
COOTBETCTBYIOIINX COBPEMEHHBIM PEKOMEHAAIIHSIM.

Ilpumenenue y demeti ¢ 10 0o 18 1em npu cemepo3ucomHoul cemetiHoll eunepxoiecmepurnemuu
Pexomennyemas HauanbHas 1o3a — 10 mr 1 pa3 B cyTku. J{o3a MoxeT ObITh yBenudena 10 80 Mr B
CYTKH B 3aBUCUMOCTH OT KIIMHUYECKOTO 3 PeKTa U MePeHOCUMOCTH.

Ho3y mnpenapata HEOOXOAUMO THUTPOBATh B 3aBUCHMOCTH OT IEJIHM THIOJUIIUIEMUYECKON
Tepanuu. Koppekius 1036l JOKHA TPOBOAUTHCA ¢ MHTepBaiaMu 1 pa3 B 4 Henenu uiu OoJblie.
Heoocmamounocme ¢pynkyuu nevenu

ITpu HEOCTATOUHOCTH (DYHKIMHM TIeUeHH 103y TIpenaparta Jlunpumap® Heo6X0MMO CHHXKATh, TIPU
PEryJIIpHOM KOHTPOJIE aKTUBHOCTU «TI€YCHOYHBIX» TPaHCAMHHA3: aclapTaTaMUHOTpaHCc(epasbl
(ACT) u anannnamunotpancdepassl (AJIT).

Heoocmamounocms ¢pynkyuu nouex

Hapymienne ¢pyHKIMM modek He BIMSIET HA KOHIEHTPAIMIO aTOPBACTATHHA B TIJIa3Me KPOBU WUITH
creneHb cHUxkeHUs koHieHTpamuun XC-JIITHII, mosTomMy KOppeKIMu 103bI Ipenapara He
Tpebyercs.

Toowcunvie nayuenmoi

Pasnuumii B TepameBTHYeckoil d(dekTuBHOCTH U OeszomacHocTH mpemapara Jlumpumap® y
MOXKIJIBIX TTAIIMEHTOB 10 CPaBHEHUIO ¢ 00IIeH oMy e He 00HapyKEHO, KOPPEKITUH 1036l HE
TpeOyeTtcs (cM. paznen « DapMaKOKHHETHUKA ).

Ilpumenenue 6 komouHayuu c Opyeumu 1eKapcmeeHHbIMU CPeoCcmeamu

[Ipy HEOOXOOUMOCTHM COBMECTHOTO TPUMEHEHHUS C IMKIOCTIOPHHOM, TeIarpeBUPOM,

KOMOWHAIIMEW THMPAHABUP/PUTOHABHDP WJIM TJIEKAIPEBUP/MUOPEHTACBUpP J103a Tperapara
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Jlunpumap® He omKHA TIpeBHImaTh 10 Mr/cyT.

He pekomeHnmyercs mpUMEHSATh AaTOpPBACTATMH MAIMEHTaM, IOJYYalOUIMM  TEpaIuio
JETEPMOBUPOM COBMECTHO C IIUKJIOCTIOPUHOM.

DapMaKOKMHETUYECKUE JIEKApPCTBEHHBIE B3aWMOJAEUCTBUS, KOTOpPbIE MPUBOAST K IMOBBILICHHIO
CUCTEeMHOMN KOHIIEHTpAI[MHM aTOpBacTaTHHA B IJIa3Me€ KPOBU, TaKkKe ObLIM OTMEYEHBI C APYTUMU
UHTUOMTOpAaMH TMpoTea3sl BHpyca HMMyHoaeduuurta dyenoeka (BUY) (onmmnaBupom/
PUTOHABHPOM, CAaKBUHABHPOM/PHUTOHABUPOM, IapyHABHPOM/PUTOHABHPOM, (OCaMIpPEHABHUPOM,
dbocaMrpeHaBUPOM/PUTOHABUPOM U HENb()OHABUPOM), MHIHOUTOpaMu mpoTeassl rumnatuta C
(GomeripeBup, 210acBUP/TPA3ONpPEBUP, CHUMENPEBHUP), KIAPUTPOMUIIMH, HUTPAKOHA301 |
nerepmoBup. Cremyer coOdr0AaTh OCTOPOKHOCTh NPU  OJHOBPEMEHHOM HA3HAYCHHU C
aTOpBacTaTHHOM. PEKOMEHyeTcsi MpPOBECTH COOTBETCTBYIOUIYIO KIMHHUYECKYIO OLEHKY H
OPUMEHSTh CaMyl0 HU3KYI0 3(QexTuBHyr0 a03y aTtopBacTatuHa (cM. pasnensl «OcoObie

YKa3aHUusI» 1 <(B33HMO,Z[CI>'ICTBHC C ApYTUMHU JICKAPCTBCHHBIMU Cpe,Z[CTBaMI/I»).

ITob6o4uHoe neiicTBHE

JIunpumap® OOBIYHO XOPOLIO MEPEHOCHTCS; MOOOYHBIE PEaKIMH, Kak IPaBUIo, JErKue M
MPEXOIAIIHE.

[ToOouHble peakuuu pacrnpefeseHbl 10 4YacTOTeé B  COOTBETCTBUM CO  CIELYHOIIEH
Kkiaccudukanuei: gacto —> 1/100 mo < 1/10, vewacto — > 1/1000 mo < 1/100, peako —> 1/10000
1o < 1/1000, ouenp peako — < 1/10000, HEM3BECTHO — HEBO3MOXKHO OIICHUTh HAa OCHOBAHHUH
MUMEIOLINXCS JaHHbIX.

Hngpexkyuonnvle u napasumapnusie 3a601e6anusn:

Yacmo - Ha30(hapUHTUT.

Hapywenua co cmopont Kpogu u aum@amuyeckoi cucmemol.

Peoxo - TpomOonMTONEHUS.

Hapywenusa co cmoponst UMMYHHOU CUCHEMbL:

Yacmo - annepruyeckue peakiuu.

Ouenb peoko - aHapUIAKCHSL.

Hapywenua co cmoponst 00mena éeuiecme u NUMaHUA:

Yacmo - TUTIEPTIINKEMUSL.

Heuacmo - runornukeMusi, yBeJIMuY€HNE MacChl TeJla, aHOPEKCHSL.

Heussecmno - caxapHblii AMa0eT: 4acTOTa Pa3BUTHUSA 3aBUCHUT OT HAJIMYUS WM OTCYTCTBHS
(akTOpOB puCcKa (KOHIEHTPALUS TIIOKO3bl KPOBH HATOIIAK > 5,6 MMOJIB/JI, MHIEKC MAcChl TeJa
(UMT) > 30 kr/m?, TIOBBIIIEHHAs KOHIIEHTPAIMs TPUTTIHIIEPHIOB, apTepHaTbHAS THIIEPTEH3NS B

aHaMHe3e).
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Hapywenusa co cmoponsl ncuxuku:

Heyacmo - «xomMapHbIe» CHOBUCHHS, OECCOHHUIIA.

Heuzeecmno - nenpeccusl.

Hapywenus co cmoponst HEpPEHOIL CUCHEMbL:

Yacmo - Ton0BHAs 0OJIb.

Heuacmo - r0JI0BOKpYXEHHUE, MapecTe3usi, TUIEeCTe3Us, HapYyIIEHUE BKYCOBOTO BOCHPHUSITHS,
aMHe3Usl.

Peoko - nepudepuueckas HerponaTus.

Heuzgecmno - noTeps WM CHUKEHHUE MTaMATH.

Hapywenusa co cmoponul opzana 3penus:

Heuacmo - BOBHUKHOBEHHE «IIEJICHBDY TIEPe]] I1a3aMHu.

Peoxo - napyuienus 3peHusl.

Hapywenus co cmoponst opzana ciyxa u 1a0uputHmusle HAPYWeHUA:

Heuacmo - mym B ymax.

Ouenb pedko - IOTEps Ciayxa.

Hapywenus co cmoponsl 0bixameabHOl CUCHEMbl, OPZAHO8 ZPYOHOIl KIIeMKU U CPE0OCHEeHUA:
Yacmo - 6071b B ropiie, HOCOBOE KPOBOTEUCHUE.

Heuszsecmno - enmuHUYHBIE Cllydad WHTEPCTUIUMAIBHOTO 3a00J€BaHUA JIETKUX (OOBIYHO MpH
JUTUTEIIBHOM NMPUMEHEHUH ).

Hapywenus co cmopoHbl 3#ceny00uHo-KUeuHozo mpaKkma:

Yacmo - 3a110p, METEOPU3M, JUCIEIICHUS, TOIIHOTA, TUAPEs.

Heuacmo - pBota, 00J1b B )KMBOTE, OTPBIKKA, TAHKPEATUT, TUCKOM(OPT B KHUBOTE.

Hapywenusa co cmoponsl neueHu u yHcenuegole00AuUx nymeii:

Heuacmo - renatur.

Peoxo - xonecras.

Ouenb pedko - moueyHasi HeJJOCTaTOYHOCTD.

Hapywenusa co cmoponst K0xcu u HOOKOIHCHBIX MKAHE:

Heuacmo - xpanuBHUIA, KOKHBIN 3y, KOXKHAS CHIb, AOTEIIHS.

Peoxo - anrnoneBpoTHYECKUI O0TEK, OyIie3Has ChIlb, MOIUMOpP(]HAS dKcCyAaTUBHAS pUTeMa (B
ToM ynciie cuaapoM CtuBeHca-/[)KOHCOHA), TOKCHYECKHUI SIUAepMaNbHbBII HEKPOJIU3 (CUHIPOM
Jlatiemna).

Hapywenusa co cmoponsl cKenemHo-mMbluledHOll U COCOUHUMENbHOU MKAHU:

Yacmo - Muanrus, apTpairuu, 00Jb B KOHEUHOCTSIX, CYJOPOTH MBIIIII, IPHUITYXJIOCTh CyCTaBOB,
00JIb B CITMHE, MBITIICYHO-CKETIETHBIE OOJIH.

Heuacmo - 0011 B 111€€e, MbIIIIEYHAs! ¢J1a00CTh.
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Peoxo - muonarus, MUO3UT, pabJOMHOIN3, TEHAUHOONATHS (B HEKOTOPBIX CIIy4asx C pa3pblBOM
CYXOKUJIMS).

Heuzgecmno - ”IMMYHOOIIOCPEJOBaHHAsI HEKPOTU3UPYIOLAsi MHUOIIATHSI.

Hapywenus co cmoponsl H0108b1X 0P2AHOE U MOTOYUHOIL HCee3bl:

Heuacmo - umnoteHuus.

Ouenb pedko - THHEKOMACTHSI.

Obuwgue paccmpoiicmea u HapyuwieHus 6 Mecme 66€0eHU:

Heuacmo - Hemomoranue, acTEHHYECKHH CHUHApPOM, O0OJb B Tpyau, nepudepruueckue OTEKH,
MOBBILICHHAS] YTOMJISIEMOCTbD, JINXOPAIKA.

Bnuanue na pesynomamaol 1a00pamopuslx U UHCMPYMEHMATbHBIX UCCTE008AHUL

Yacmo - OTKIOHEHHE OT HOPMBI pe3yJIbTaToB «eueHOUHbIX» TeCTOB (ACT u AJIT), noBbIiienue
aKTHBHOCTH ChIBOPOTOYHOM KpeatrHpochokunaszsl (KDK).

Heyacmo - neitkouutypus.

HeusgecmHo - NOBBIIIIEHUE KOHIEHTPAIMY TIMKO3WIMPOBaHHOTO remorinoonna (HbAT).

eTH
[To6ouHblE peakiMH, CBA3aHHbIE C HpueMoM mpenapata Jlumpumap® MO KOJMYECTBY He
OTIIMYAIIUCh OT peakiuii Ha QoHe mpuema Iwiane6o. Hawmboree dacTeiMu peakmusiMH, BHE
3aBHCHMOCTH(TFHaCTOTLIKOHTpOHH,ﬂBHﬂHHCBIﬂH@GKHHH.

Jetu u noapoctku B Bo3pacte oT 10 mo 17 net, KOTOpble JEUUIUCh aTOPBACTATUHOM, UMEIU
npodmib MoOOYHBIX IPPEKTOB, KOTOPBIH COOTBETCTBOBAJ OOBIYHO MALMEHTY, MOJIyYaBIIEMY
miane6o. Haunbonee pacnpocTpaHeHHbIMH MOOOYHBIMH 3 (deKTaMH, KOTOpble HaOII0AaIUCh
HE3aBHCHMO OT OLIEHKH NMPUYUHHO-CIIEACTBEHHBIX CBSI3eH B 00euX rpymnmnax, Obuin nHdexuuu. B
X07ie 3-JIeTHEero UCCIeI0BaHMsI JAJIsl OLIEHKH OOIIEro CO3pEeBaHus U pa3BUTHS, CTaauu 1o TaHnHepy,
a TaKKe U3MEPEeHUs pocTa M Beca, He HaOII0AaI0Ch KIMHUYECKH 3HAaUMMOT0 BIUSTHUS Ha POCT U
noyioBoe co3peBanue. [Ipodunas 6e30macHOCTH U MEPEHOCUMOCTH Y JETel M TOJPOCTKOB B
OCHOBHOM COOTBETCTBOBAJl M3BECTHOMY MpO(MII0 0€30MacHOCTH aTOpBAacTaTHHA Y B3POCIBIX

MaluCHTOB.

baza maHHBIX IO KIIMHUYECKOW 0€30MacHOCTH Tak)Ke BKIIIOUYAET B ce0s TaHHBIC, MOJTyUYEeHHBIE OT
520 manueHToB JIETCKOTO BO3pacTa, MOJTYYaBIIMX aTOpPBAcTaTWH. M3 HUX: 7 MAIlMCHTOB OBLIH
miaame 6 jet, 121 nanuent — B Bo3pacte oT 6 110 9 net, u 392 nanuueHTa HaXxOJUJINCh B BO3pacTe
ot 10 1o 17 net. Ha ocHOBaHMM MMEIOIIMXCS JAHHBIX YACTOTA, THUI M CTEIIEHD TSKECTH MOOOYHBIX

(b (PEeKTOB y neTel CX0KHU ¢ aHATOTHIHBIMH TTOKA3aTEISIMU y B3POCIIBIX.
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[Tp1 npuMEeHEHNN OTACIBHBIX CTATUHOB HAOIOAAJKCH CIEAYIONINE HeXelaTeIbHbIE MTOOOYHBIC
3P PeKTHI:

- HapyIIEHHE MOJIOBOM (PyHKIUH;

- JICTIPECCHS;

- B HCKJIIOYHUTENBHBIX CIy4asix, 0COOCHHO MPH UTUTEIILHOM Tepariy, HHTEPCTHIINATbHAS 00JIE3Hb
nerkux (cMm. pasnen «OcoOble yKazaHus»);

- caxapHbId nualeT: 4acToTa 3aBHCUT OT HAJIMYUS WM OTCYTCTBHUS (DaKTOpOB pucKa (caxap B
KpoBU Haromak > 5,6 mmonb/n, MMT > 30 kr/M2, TOBBIINICHHBICE YPOBHH COJEpKAHUS

TPUTIUILEPUIOB, UMEIOIIASICS TUIIEPTOHUS).

Ilepeno3upoBka

Crennuyeckoro aHTUAOTAa I JIeUeHUs Mepeo3UpoBKM InpenapatoM Jlumpumap® Her.
B cnywae mnepeno3upoBKM cleAyeT INPOBOAUTH CHUMITOMAaTHYECKOE JIEYEHHE [0 Mepe
HeoOxonumoctd. Cremyer mpoBecTH (YHKIHMOHAIBHBIE TECThI TEYEHH M KOHTPOJIHPOBATH
aktuBHOCTh KOK. Ilockonbky mpenapaT akTHBHO CBSI3bIBAC€TCS C O€IKaMH IUIa3Mbl KpPOBH,

remoauanu3 Hea(HEeKTUBEH.

B3aumopeiicTBHE ¢ APYTHMH JIEKAPCTBEHHBIMH CPeACTBAMH

Bo Bpems neuenus unruouropamu I'MI-KoA-penykrasel npu OJIHOBPEMEHHOM NPUMEHEHUU
UKJIIOCTIOpUHA, (UOpPATOB, HUKOTHHOBOM KUCIIOTHI B JIMMUICHIDKAIOMUX 103ax (Oonee 1 r/cyT)
win uHruouropos usopepmenta CYP3A4/TpancnioptHoro Genka (Hampumep, 3pUTPOMHULIMHA,
KJIApPUTPOMHIIMHA, TMPOTHBOTPUOKOBBIX CPEICTB — MPOM3BOTHBIX a30Jia) IOBBIIIAETCS PHUCK
Muonatuu (cm. pazaensl «Crnocod mpuMeHeHus U 103Dy, «Oco0ble yKazaHus»).

Hneubumopwl usopepmenma CYP3A4

[Tockonbky aropBactatuH Metabomusupyercs uzopepmentom CYP3A4, coBmecTHOE
IpUMEHEHUE aTopBacTaTMHa ¢ uHruouropamu uzodepmenta CYP3A4 moxer mpuBoaMTH K
YBEJIMUEHHUIO KOHIIEHTpallMM aTopBacTaTMHA B IUIa3Me KpoBHU. CTeneHb B3aMMOJICHCTBUS U
apdeKxTa MOTCHUUPOBAHUS ONPEIENSIOTCS BapuaOelbHOCTbIO BO3JEHCTBUS Ha H30(EepMEHT
CYP3A4.

beuto  ycraHoBieHo, 4To MomrHble HHrHOWTOpel m3opepmenta CYP3A4 mnpuBomAT K
3HAYUTENIbHOMY TOBBIIICHNUIO KOHIIEHTpAIlMM aTopBacTaTHMHAa B Ija3Me KpoBu. Cremyer Mo
BO3MOXHOCTH HM30eraTb OJHOBPEMEHHOTO NMPUMEHEHHUS MOIIHBIX MHTHOUTOPOB H30(epMeHTa
CYP3A4 (mampumep, UMKIOCHOPHH, TEIUTPOMUIMH, KJIAPUTPOMUIMH, JI€IaBUP/AMH,
CTUPUIIEHTOJI, KETOKOHA30J1, BOPUKOHA30J1, UTPAKOHA30J1, T03aKOHA30JI U HHTUOUTOPBI IPOTEa3hl

BUY, Bxirovas puToHABUp, JIOMMMHABHUP, aTa3aHABUpP, WHIWHABHD, JapyHaBHp, W Ap.). Ecmum

Crp. 14 u3 28



OJIHOBPEMEHHBII TpHUeM STUX IpenapaToB HEOOXOAMM, CIEAYET PacCMOTPETh BO3MOXKHOCTh
Havajga TEpalnuyd ¢ MHUHUMAJIBHOW JIO3bI, a TAKKE CIEAYeT OICHHTh BO3MOXKHOCTH CHIKEHUS
MaKCHUMaJIbHOH J103bI aTOpPBACTATHHA.

YMmepennsie unruoutopel uzopepmenta CYP3A4 (Hampumep, SPUTPOMHUIIMH, THUITHAZEM,
BepanaMuil U (PIyKOHA30J7) MOTYT MPUBOJAUTH K YBEIUUYCHHUIO KOHIICHTpPAI[MU aTOPBACTaTHHA B
wiasmMe kpoBu. Ha ¢one omHoBpemenHoro mpumenenusi nHruouropoB I'MI'-KoA-penykra3zsl
(cTaTMHOB) W YPUTPOMHIIMHA OTMEYAIIM TOBBIICHHBIN PUCK pa3BUTUS MuonaTuu. MccnenoBanus
B3aMMOJICHCTBHS aMHOJIapOHa WJIM BeparaMuiia W aropBacTaTMHA HE MPOBOAMIKCH. 3BecTHO,
YTO W aMHOJApOH, M BepamaMuil HWHTHOUpPYIOT akTuBHOCTh u3opepmenta CYP3A4 u
OJTHOBPEMEHHOE NPUMEHEHHE OSTHUX IpenapaToB C aTOPBACTAaTHHOM MOXKET IPHBECTH K
NOBBIIICHUIO JKCIMO3UIUM aTopBacTaTWHA. B CBA3M € JITHUM pPEKOMEHAYETCS CHU3UTh
MaKCHMaJbHYIO /103y aTOPBAaCTaTUHA U MPOBOJUTH COOTBETCTBYIOIINN MOHUTOPHHI COCTOSHUS
nanueHTa IpU OJHOBPEMEHHOM NPHMEHEHHWU C YMEPEHHBIMH HMHTUOMTOpaMU H30(pEepMEeHTa
CYP3A4. KoHTpoJb clieAyeT OCYyIIeCTBIATE TOCTIe Hadala Tepanuy U Ha (JOHE H3MEHCHHUS JTO3bI
WHTUOUTOpA.

T'emghubposun / pubpamol

Ha ¢one nmpumenenus ¢pubGpatoB B MOHOTEpANHUM MEPUOAMYECKHA OTMEYAIU HEXellaTeIbHbIe
peaKIym, B TOM YUCIie pabIOMHOIN3, KACAOIINECs CKEIETHO-MBIIIEYHOW CHUCTEMBI. PHUCK Takux
peaxIuii Bo3pacTaeT npyu OJHOBPEMEHHOM NMpUMEHEHWH GuOpaToB M aTopBacTaTuHa. B ciydae
€CJIM OJJHOBPEMEHHOT0 MPHUMEHEHHS JTHUX IMpenapaToB HEBO3MOXKHO H30€XKaTh, TO CIEAYyeT
MPUMEHSTh MHUHUMATbHYIO 3(QEeKTUBHYIO J03y aTOpBACTaTHHA, a TaKXKe CIEAyeT MPOBOIUTH
PETYJISPHBII KOHTPOJIb COCTOSHUS TTAlUEHTOB.

Izemumud

[IpumeneHne »3eTUMUOA CBSI3aHO C PA3BUTHEM HEKEJIATENbHBIX pEaKIUi, B TOM YHCIE
pabaOMHOIIM3a, CO CTOPOHBI CKEJIETHO-MBIIICUHONW cHcTeMbl. PUCK TakMX peakiuii MOBbIIIAeTCs
Ipd OJHOBPEMEHHOM MPHMEHEHWH 0H3eTHMHOa W aTopBacTaTHHA. [l TakWX IalueHTOB
pEKOMEHAyeTC s TIIAaTeIbHOE HAaOII0AeHHE.

Dpumpomuyun/Kiapumpomuyun

[Tpu ogHOBpEMEHHOM MPUMEHEHUU aTopBacTaTHHa U dpuTpomuiirHa (1o 500 Mr 4 pasza B CyTKH)
win kiaputpomunmHa (mo 500 mr 2 pasa B cyTku), uHru6utopo uzopepmenta CYP3A4,
HaOJIFO1a7I0Ch  TTOBBIIICEHHE KOHIIGHTPAIlMM aTOpBAacTaTHMHA B TUIa3Me KPOBH (CM. pa3leibl
«Oco0ple ykazanus» u «DapMaKOKUHETHKAY ).

Hneubumoper npomeas
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OpnHoBpeMEeHHOE MPUMEHEHHE aTOpBAacTaTUHA C HMHTUOMTOpaMH MpOTea3, M3BECTHBIMU Kak
unruouropel  u3opepmenta CYP3A4, compoBoxmaercss yBEIMUEHHEM  KOHICHTpAlUU
aTOpBacTaTHHA B IJIa3M€ KPOBH.

Junmuazem

CoBMecTHOE MpUMEHEHHE aTopBacTaTuHa B 103€ 40 Mr ¢ auiTHazemMoM B 03¢ 240 mMr, IpUBOAUT
K YBEJIMYEHUIO KOHLEHTpPAllMM aropBacTaTMUHAa B  IUla3ME€ KpPOBH  (CM.  pasjen
«DapMaKOKUHETHKA).

Lumemuoun

Knunuuecku 3Ha4MMOro B3aMMOJICUCTBUS aTOPBACTaTHHA C [IUMETUIUHOM HEe OOHAPYX EHO (CM.
paznen «DapMaKOKMHETHKAY ).

Hmpaxonaszon

OnHoBpeMeHHOE MPUMEHEHHE aTopBacTaThHa B 1o3ax oT 20 mr 10 40 Mr U uTpakoHa3oja B 103€
200 wmr mpuBommwio K yBenuueHuto 3HaueHuss AUC aropBactatmHa (cM. paszzgen
«DapMaKOKUHETHKAY).

I'peiingppymosuoiii cox

[Tockonbky Trpedn@pyTOBbII COK COAECPKHUT OJWH WM OoJiee KOMIIOHEHTOB, KOTOpbIE
uHruoupyrot msodepmeHt CYP3A4, ero upesmepHoe notpebienue (Oonee 1,2 1 B 1eHb) MOKET
BbI3BaTh YBEJIMYEHHUE KOHIIGHTpAallMM aTopBacTaTMHAa B IUIa3Me€ KpoBH (CM. pasnen
«DapMaKOKUHETHKAY).

Hneubumopwvr mpancnopmnozo 6enka

ATOpBacTaTHH MpeAcTaBiIsgeT co0oi cyOcTpaT TpaHCIIOPTEPOB (HEPMEHTOB MEUEHH (CM. pazjieln
«DapMaKOKUHETHKAY).

CoBMecTHOE NMPUMEHEHHE aTopBacTaTuHa B 703 10 Mr u HuKIOCIOpHHA B J103€ 5,2 MI/KI/CYT
MPUBOJIMIIO K MOBBIMIEHUIO YPOBHS BO3JIeHCTBUS aTopBacTtatuHa (cootHomenue AUC: 8,7) (cm.
paznen «®PapMakokuHEeTHKa»). LlukimocmopuH sBiseTCs HHTUOMUTOPOM  TPAHCIOPTHOTO
nonunentuaa — opranuueckux — ammonoB 1Bl (OATP1B1), OATP1B3, mnporeuna,
ACCOIIMUPOBAHHOTO C MHOXECTBEHHOUM JIeKapCTBEHHOM yctoWunBocThio 1 (MJIY1) u Genka
PE3UCTEHTHOCTH paka MOJIOUHOM »xkene3bl, a Takke CYP3A4, cnemoBaTenbHO, OH TOBBIIIAET
ypOBeHb BO3jelcTBUsA aropBactathHa. CyTOdYHas J103a aTOpBacTaTHHA HE JOJDKHA MPEBBINIATH
10 mr (cm. paznmen «Crioco0d MpUMEHEHHUS U TO3B1»).

['nexanpeBup u nudbpentacsup spistorcs nuaruouropamu OATP1B1, OATPIB3, MJIV1 u Genka
PE3UCTEHTHOCTH paKa MOJIOYHOM 5KeJe3bl, CIIeZJ0BATEIbHO, OHHM MOBBIIIAIOT YPOBEHb BO3/IEHCTBUA
atopBactatuHa. CyTodHas [103a aTropBacTaTHHA HE JOJDKHA mpeBbimarh 10 mr (cMm. pazgen

«Croco6 MpuMEHEHUs U JI03b1»).
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CoBMeCTHOE MPUMEHEHHE aTopBacTaThHA B 103€ 20 Mr u jetepmoBupa B 103€ 480 MI B CyTKHU
IPUBONJIIO K TIOBBIIIEHUIO YPOBHS BO3AeUCTBHS aropBacTatuHa (cooTHomenue AUC: 3,29) (cm.
paznen «DapMakoOKWHETHKa»). JleTepMoBUp sBIsieTCs MHTHOMTOpPOM TpaHcmopTepoB P-gp,
BCRP, MRP2, OAT2 u mnedenounoro tpancnoprepa OATP1B1/1B3, takum o6pa3om, OH
yCUJIMBAaeT ypOBEHb BO3JelcTBUs aTopBacTaTMHa. CyTouHas 103a aTOpBacTaTMHA HE JIOJDKHA
npesbimath 20 Mr (cM. pasznen «Crnocod MpuMEeHEHUs U 10361»).

Bennuuna omocpenoBaHHbIX JiekapcTBeHHBIX B3aumojeiictBuii CYP3A u OATP1B1/1B3 na
COBMECTHOE IMPHMEHEHHE IpPenapaToB MOXET OTIMYaTbCcid IPU OAHOBPEMEHHOM Ha3HAYEHUU
JeTepMoBUpa C LHUKIocopuHOM. He pekomeHzyercss NMpUMEHSTh aTOpBACTAaTHH HalMEHTaM,
MOJTyYaIOILUM TEPAIUIO JIETEPMOBUPOM COBMECTHO € IIUKIOCIIOPUHOM.

OnbacBup u rpaszomnpeBup sistorcss uaruoutopamu OATP1B1, OATPIB3, MJIV1 u OGenka
PE3UCTEHTHOCTH paKa MOJIOUHOM JKeJe3bl, CIIe0BATENIbHO, OHH IOBBIIIAIOT YPOBEHb BO3ICHCTBUS
atopBactaThHa. CieayeT NPUMEHATh C OCTOPO’KHOCTBIO M B CaMOM HM3KOW HEOOXOIUMOH /103€
(cM. pazgen «Criocod MprUMEHEHHs U J03bI»).

Unoykmopuot usopepmenma CYP3A4

CoBMecTHOE MpUMEHEHUe aTopBacTaTHHa ¢ WHAyKTopamu uzodpepmenta CYP3A4 (nampumep,
a¢daBupeH3oM, puUGaAMOUIMHOM WIA TpernaparaMu 3Bepo00s MPOABIPSIBIEHHOTO0) MOXKET
NPUBOANTh K CHIDKCHHIO KOHIIEHTpAllMd aTopBacTaTMHa B IUJIa3Me€ KpoBH. BcneactBue
JBOMCTBCHHOTO MEXaHHM3Ma B3aMMOJCHCTBHS C pU(aMIHUIMHOM (MHIYKTOPOM H30(PEpMEHTa
CYP3A4 u unrubutopom tpaHcnopTHoro Oeinka rematouutoB OATPIBI), pekomenmyercs
OJIHOBPEMEHHOE MPUMEHEHHUE aTOPBACTaTUHA U pUaMIHUIIHA, TOCKOJIBKY OTCPOUEHHBIN MpUeM
aTopBacTaTHHa TIOCJe€ TMpueMa pudamMnuiliiHa TPUBOJAUT K CYIIECTBEHHOMY CHI)KCHHIO
KOHIIGHTpAIlMM aTOpBACTaTUHA B IJIa3Me KpoBH (cM. pazaen «DapmakokuHeTukay). OmgHako
BIUSHUE pUaMIUIIMHA HAa KOHIICHTPAIMIO aTOPBACTaTHMHA B TeMaTOLIUTAaX HEM3BECTHO U B
clly4ae, €cly OJHOBPEMEHHOIO MPUMEHEHHUS HEBO3MOXHO H30ekaTh, CIeIyeT TIIATeIbHO
KOHTPOJIUPOBATh 3 (HEKTUBHOCTH TAKOW KOMOWHAIIMUA BO BpEMs T€paIuu.

Anmayuosi

OnHOBpEMEHHBIN MpUEeM BHYTPb CYCIEH3UM, COAEpXAIIe MarHus TUJIPOKCUI U aTIOMUHUS
THIPOKCH]], CHIKAJI KOHIIEHTPAIMIO aTopBacTaThHa B Tiasme kposu (m3menenue AUC: 0,66),
OJIHAKO CcTeneHb CHIKeHUs KoHueHTpanuu X C-JIITHII npu sToM HEe n3MeHsnace.

Denazon

ATopBacTaTHH HE BIMSIET HA PapMaKOKMHETUKY (eHa30HA, TOITOMY B3aUMOJICHCTBUE C APYTUMU
npenapaTamMu, METabOTH3UPYIOIUMUCS TEMH Ke H30(epMEHTAMU IIUTOXPOMA, HE OKUIACTCS.

Konecmunon
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[Tpu ogHOBpEMEHHOM IPUMEHEHUHU KOJIECTUIIONA KOHIICHTPAIIUs aTopBacTaTHHA B IJIa3Me KPOBU
camwkanace (um3menenue AUC: 0,74); onnako rumnoiunuieMudeckuii 3¢p¢pextT KoMOuHaIuu
aTOpBAcCTaTHHA U KOJIECTUII0JIA IPEBOCXOMII TAKOBOM Ka)KJI0ro Mpenapara B OTAEIbHOCTH.
Jueoxcun

[Tpu moBTOPHOM IpHEME JUTOKCHHA M aTopBacTaTuHA B 103¢ 10 MI paBHOBECHBIE KOHIICHTPALIUU
JUTOKCHHA B IJIa3Me KPOBH HE MEHsUTHCh. OTHAKO TPU MPUMEHEHUH JUTOKCHHA B KOMOMHALINY C
aTOPBACTAaTHHOM B Jj03¢ 80 MI/CyT KOHIICHTpAIUs IUTOKCUHA yBennuuBanachk (m3meHenrne AUC:
1,15). IlamueHTsl, MOJNy4YalOIIWe JUTOKCMH B COYETAaHUU C AaTOPBACTATUHOM, TpPeOYyIOT
COOTBETCTBYIOIIETO HAOIIOICHUS.

Azumpomuyun

[Tpu ogHOBpEMEHHOM NIPUMEHEHUH aTopBacTaTuHa B o3¢ 10 Mr 1 pa3 B CyTKU U a3UTPOMHULIMHA
B 03¢ 500 mr 1 pa3 B CyTKU KOHIIEHTpAIlHMs aTOpBacTaTHHA B TUIa3Me KPOBU HE U3MEHSIIACK.
IlepopanvHuvle konmpayenmugbol

[lpy OXHOBpEMEHHOM TPHUMEHEHHH aTOpBAaCTaTHHA M MEPOPATBHBIX KOHTPALCTITUBOB,
COJIepKalluX HOPITUCTEPOH M JITUHUIIICTPAAMOI, HAOJIOAAJIOCh IOBBIIIEHUE KOHLEHTPALUU
HopaTuctepona (u3menenue AUC 1,28) u stunmidctpaguona (m3menenne AUC 1,19). Dtor
a¢hdexT cremyer yuuTHIBaTH MPH BHIOOpPE MEPOPATLHOTO KOHTpALENTHBA MAJIs SKCHIIUHBI,
NPUHUMAIOIIEH aTOPBACTATHH.

Tepgpenaoun

[Ipy ogHOBpeMEHHOM NPHUMEHEHWHW aTopBacTaTHHA U TepeHaauHa KIMHUYECKH 3HAYMMBIX
U3MEHEeHUH (hapMaKOKMHETUKH Tep(eHauHa He BBISBICHO.

Bapgpapun

B xianHMYECKOM HCCIIEIOBAHUU Yy MAIMEHTOB, PETYJSPHO MOJIYYAIOIIUX TEpanuio BaphapruHOM
OpU OJHOBPEMEHHOM IPUMEHEHMH aTopBacTaTMHa B 03¢ 80 MIr B CYTKM, HPUBOIWIO K
HEOOJIBIIIOMY YBEJTMYEHHUIO MPOTPOMOMHOBOIO BpEMEHM NMPHOIM3UTENbHO Ha 1,7 ¢ B TedeHHe
nepBbix 4 nHeill Tepanuu. Ilokaszarens Bo3Bpamjajics K HOpME B TedeHHME |5 nHel Tepanuu
aTopBacTaTUHOM. HecMOTps Ha TO, YTO TOJBKO B PEAKUX CIIy4asX OTMEYaad 3HAYUTEIIbHOE
B3aMMOJICIICTBHE, 3aTparuBaollee AaHTUKOAryJISHTHYI (QYHKIMIO, CIEIyeT ONpeaeiuTh
OpOTPOMOMHOBOE BpeMs [0 Hadaja TepaluM aTOpBACTATHHOM Y MAI[MEHTOB, MOJYYaIOLINX
TEpanuio0 KyMapuHOBBIMHA aHTHKOATYJSIHTAMH, H JJOCTATOYHO YacTO B MEPHOJ TEPAINUH, YTOOBI
NPEIOTBPATUTH 3HAYUTEIHHOE N3MEHEHHE IPOTPOMOMHOBOTO BpeMeHH. Kak TOJIbKO 0TMEYaroTCs
CTaOMIIbHBIE IIU(PPHI TPOTPOMOMHOBOTO BPEMEHH, €0 KOHTPOJIb MOKHO MPOBOJHUTH TaKXkKe, KaK
PEKOMEHAYIOT Ul MAllMEeHTOB, MOTYYaloOUMX KyMapHHOBbIE aHTUKOAryIsHTHL. [Ipy n3mMeHeHun
JI03bl aTOPBACTaTHHA WM MPEKPAIIEHUN TepAaTUi KOHTPOJIb IPOTPOMOMHOBOIO BPEMEHU CIIEeAyEeT

IMPOBECTHU 10 TEM K€ IpUHIUIIAM, YTO OBLIM OIKCAHEI BBIIIIE. Tepanm[ aTOpPBACTaTUHOM HE ObLIa
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CBA3aHA C pa3BUTHEM KpPOBOTEUCHHUS WM HM3MEHEHUSIMH TPOTPOMOMHOBOTO BpPEMEHH Y
NAIMEHTOB, KOTOPBIE HE MOIyYalli JIEUEHUE AaHTUKOATYJITHTAMH.

Konxuyun

HecMoTpst Ha TO, YTO MCCIEA0BAHUS OJHOBPEMEHHOTO PUMEHEHUS KOJIXMIIMHA U aTOPBACTaTUHA
HE TMPOBOJIUIINCH, UMEIOTCA COOOIEHUS O Pa3BUTUU MHUOIATUU NPU NPUMEHEHUHU JIaHHOU
koMOMHauuu. IIpu OJHOBpEMEHHOM NPHMEHEHUHM aTopBacTaTMHA W KOJXMIIMHA CIEAyeT
co0Ir0aTh OCTOPOKHOCTb.

Amnoounun

B wuccnenoBaHuM J1€KapCTBEHHOI'O B3aMMOJIEHCTBHS Y 3/J0POBBIX HCIBITYEMBIX, COBMECTHOE
IpUMEHEeHUe aropsactaTuHa B o3¢ 80 Mr m amnogunuHa 10 Mr npuBeno K KIMHUYECKH
HE3HAYMMOMY YBEJIMUYCHHUIO KOHIICHTpalu aropBactaTuna (n3menenne AUC: 1.18)

@y3udosas Kucioma

Bo Bpemsi MOCTMapKEeTHHTOBBIX HCCIEAOBAHUN OTMEUal M CIly4ad Pa3BUTHUsI pabdJAOMHUONIU3A Y
NAIMEeHTOB, MPUHUMAIONINX OJHOBPEMEHHO CTAaTHHBI, BKIIIOYAs aTOPBACTaTUH U (Y3HIOBYIO
KHMCJIOTY. MexaHu3M JaHHOTO B3aMMOJCHCTBUS HEU3BECTEH. Y MAlMEHTOB, Ul KOTOPBIX
UCIONIb30BaHue (Py3UI0BOM KUCIOTHI CYHUTAIOT HEOOXOJUMBIM, JICUEHHE CTATUHAMU JOJHKHO OBITH
MPEKPaIIEHO B TEYEHHUE BCEro Meproja mpuMeHeHus Gy3uaoBoi KUcIoThl. Tepanusi craTHHAMU
MOJKET OBITh BO30OHOBJICHA Yepe3 7 JHEH IOocIie MOCIeTHEro mpruemMa (y3ua0BON KHUCIOTHL. B
UCKITIOUUTENFHBIX CITyYasx, I7ie He0OX0Iuma MpOoA0IDKUTENbHAs CUCTEMHAs Tepanus (y3uI0Bon
KHUCIIOTOM, HampuMmep I JIeYeHUs TSKeNbIX HH(EKIuii, HeoOXOAUMOCTh COBMECTHOTO
OPUMEHEHHs aTopBacTaTMHAa M (Y3MJOBOM KHMCIOTHI JOJDKHA OBITH PAacCMOTPEHa B KaXKAOM
KOHKPETHOM Ccllyyae€ M TOJl CTPOTMM HalOiojeHueM Bpada. llanueHT AoKeH HeMenIeHHO
00paTUThCS 3a MEIUIMHCKOM IMOMOIIBI0 MPH MOSBICHUM CHMITOMOB MBIIIEYHON cl1abocCTH,
qyBCTBUTEIBHOCTH I OOJIH.

pyeas conymemsyrowas mepanus

B xnmHMYECKHMX HCCIIEOBaHMUSIX aTOPBACTATUH NMPHUMEHSUIM B COYETAHHWU C TMIIOTEH3UBHBIMU
CpeICTBAaMU M ICTPOr€HAMHM B PAMKax 3aMECTUTENIBHOW TOPMOHAIBHOM Tepanuu. [Ipn3HakoB
KIIMHUYECKH 3HAUYMMOIO HEXKEIATEJIbHOTO B3aUMOJEHCTBUS HE OTMEYEHO; HCCIEIOBaHUS
B3aUMOJIEHCTBUA cO ciennuyecKuMHU penapaTaMyu He TPOBOAUIIHCE.

Kpome TOro, ormedanoch MOBBIIIEHHE KOHLEHTPALIMHU aTOpBacTaTWHA IMpPH OJHOBPEMEHHOM
NpUMEHEHUN ¢ uHrubutopamu mnportea3sl BUU (koMOuHammu jonvHaBUpa W PUTOHABHPA,
CaKkBMHaBHpa M PUTOHABHpA, AApYHABUpPAa M PUTOHaBHpA, (pocamrpeHaBup, hocaMIpeHaBup c
pPUTOHaBHUpOM U Hel(uHaBUp), HUHTUOMTOpamMH mporeazbl remaruta C  (Gouemnpesup,
70acBUP/TPa3oONPEBUP, CHMENPEBUP), KIAPUTPOMUIIMHOM U  UTpakoHazojoMm. Cremyer

CO6J'IIOJIaTI) OCTOPOXHOCTE IIPU OJHOBPEMCHHOM IIPHUMCHCHHU OTUX IIpE€IapaTroB, a TaKKe
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MPUMEHSTh CaMylo HU3KYI0 3 (EeKTUBHYIO 03y aTOPBAaCTaTHHA.

BimsHaue apyrux mpenapaTroB Ha d)aDMaKOKI/IHeTI/IKV arTopBacTaTuHa

IIpenapar, 103UpoOBKa ATopBacTaTuH
U3menenne | U3meHeHnue
Ho3a (mr)
AUC& Cmax&
[{uxnocnopus 5,2 Mr/kr/cyT, 10 Mr onuH pa3 B CyTKH, 1 810,7
1 B 8,7 paza
OCTOSIHHAY J103a B TeueHue 28 nHeu paza
Tunpanasup 500 mr 2 pa3a B
cytku/puronasup 200 mr 2 paza B | 10 Mr, oTHOKpaTHO TB894paza | 1B8,6pa3a
CYyTKH, B T€UEHUE 7 JHEU
I'nexanpesup 400 mr 1 pa3 B
10 Mr ouH pa3 B CyTKH, T 822,00
cyTku/mubpentacsup 120 mr 7 B 8,3 pasa
B TEUECHUE 7 THEHN paza
1 pa3 B cyTKkH, B TeueHue 7 IHEH
Tenanpesup 750 Mr kaxxasie 8 4, 1 810,6
20 Mr, OJTHOKpaTHO 1B 7,9 pa3a
B Teuenue 10 quen pasa
Onbacsup B 1o3e 50 mr 1 pa3 B
b P T 81,95 T 84,3
cytku/rpazonpesup 200 mr 1 pa3 | 10 mMr, ogHOKpaTHO
. paza pasza
B CyTKH, B TeueHue 13 quen
bouenpesup 800 mr 3 pasza B
40 Mr, OTHOKpPATHO TB2,3paza | 1B2,7paza
CYyTKH, B T€UEHHUE 7 JHEU
Cumenpesup B no3e 150 mr 1 pas
40 Mr, OTHOKpaTHO 182,12 pasa | 1B 1,7 paza
B CyTKH, B TeueHue 10 quen
Jlonnuunasup 400 mr 2 pa3a B
20 Mr oaMH pa3 B CyTKH,
cytku/putoHasup 100 mr 2 pasa B TB59paza | 1B4,7 pasa
B TeueHue 4 nHei
CYTKH, B TeueHue 14 nHeit
* Caxsunasup 400 mr 2 pasa B
40 Mr oauH pa3 B CyTKH,
cytku/puroHasup 400 mr 2 pasa B TB39paza | 1B4,3paza
B TeueHue 4 nHei
CYTKH, B TeueHue 15 nueit
Kimaputpomunya 500 mr 2 paza B | 80 Mr oauH pa3 B CYTKH,
TB45paza | 1B5,4paza
CYTKH, B Te4eHUe 9 nHen B T€UEHUE § THEH
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IIpenapar, 103UpoOBKa

ATOpBacTATHH

Hapynasup 300 mr 2 pa3za B
10 Mr ouH pa3 B CyTKH,
cytku/putoHasup 100 mr 2 paza B TB3,4paza | 1B22pa3a
B TeueHue 4 qHen
CyTKH, B TeueHue 9 nHeu
Ntpaxonason 200 mr oauH pas B
181,20
CYTKH, B TeUeHHE 4 THEH 40 Mr, OTHOKPATHO 1 B 3,3 paza
paza
JlerepmoBup 480 mr ouH pas3 B 182,17
20 Mr, OJIHOKpaTHO 183,29 paza
CyTKH, B TeueHue 10 qHeit pasa
®ocamnpenaBup 700 Mr 1Ba paza
B cyTku/putoHaBup 100 mr 2 paza
10 Mr ouH pa3 B CyTKH,
B CyTKH, B TeucHHE 14 nHEH tTB2,5paza | 1 B28pa3a
B TeueHue 4 nHeu
®ocamnpenasup 1400 mr 2 pa3za B | 10 Mr oauH pa3 B CyTKH,
tB23paza | 1B4,0pa3a
CyTKH, B TeueHHe 14 nHei B TeueHue 4 nHen
Hendunasup 1250 mr 2 pasza B 10 Mr oauH pa3 B CyTKH,
181,74 paza | 1 B2,2paza
CYTKH, B TeueHue 14 nueit B TeueHue 28 nHeu
['peiinpyToBslii cox, 240 M 181,16
40 Mr, OJTHOKpaTHO 181,37 paza
OJIMH pa3 B CyTKU* pasza
Huntnazem 240 Mr oauH pa3 B
181,00
CYTKH, B Te€UEHHE 28 THEN 40 Mr, OTHOKpaTHO 181,51 paza
pasza
Oputpomurua 500 mr 4 paza B 181,38
10 mr, OIHOKpaTHO 181,33 paza
CYyTKH, B T€UEHHE 7 THEU pasa
180,91
Awmnogunus 10 Mr, 0JTHOKpaTHO 80 Mr, OTHOKpaTHO 181,18 paza
paza
[Mumernaun 300 mr 4 pasza B 10 Mr ouMH pa3 B CyTKH, 180,89
1B 1,00 pa3za
CYTKH, B T€YEHHE 2 HEJENb B TEYECHHE 2 HEJENb pasza
Konectunon 10 mr 2 paza B
40 mr onguH pa3 B cytku, | He ycranoB | | B 0,74**
CYTKH, B TeueHue 24 HeJenb
B TCUCHUE 8 HEAENb JIEHO pasa
Maanoke TC® 30 Mt onuH pas B 10 Mr onuH pa3 B CyTKH, 1 B 0,67
| 80,66 paza
CyTKH, B TeueHue 17 gHei B TeueHue 15 nHen pasa
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IIpenapat, 103upoBKAa ATOpBacTaTHH

Ddasupens 600 mr onuH pas B 181,01
10 mr, B Teuenue 3 nueir | | B 0,59 paza
CyTKH, B TeueHue 14 nueit paza

Pudamnuiun 600 Mr oauH pa3 B
CYTKH, B Te€UeHHE 7 AHEU 40 Mr, OTHOKPATHO 1t 81,12 pa3a | 1B 2,9 pasza

(oTHOBpEeMEHHOE TIPUMEHEHHUE) '

Pudamnuiun 600 Mr oguH pa3 B

1 80,60
CYTKH, B TCUCHHE 5 THEH 40 Mr, OTHOKPATHO | 80,20 paza
. paza
(pa3nenbHbIN TIpHEM) |
I'emdu6po3un 600 mr 2 pasa B 1 81,00
40 Mr, OJJTHOKPATHO 181,35 paza
CyTKH, B T€UEHUE 7 JHEU paza
®enodubdpar 160 mr onuH pa3 B 181,02
40 Mr, OJTHOKpaTHO 181,03 paza
CYTKH, B Te4eHUE 7 THEU pasa

& [IpencTaBaeHO OTHOIIEHHME THIIOB TEpalMH (COBMECTHOE NMPHMMEHEHHE Npernapara BMECTe C
aTOPBACTATHHOM B CPAaBHCHHH C IPUMEHEHUEM TOJIBKO aTOPBACTATHHA)

* IIpu 3HaYUTENBLHOM MOTpedsieHnu TpeitndpyToBoro coka (> 750 mi — 1,2 1 B CyTKH) OTMeUalu
oomnpiree yBenmuernue AUC (o 2,5) w/wmu Cmax (10 1,71);

** Ha ocHOBaHWM 00pas3iia, B3sITOr0 OJHOKPATHO Yepe3 8-16 yacoB mocie mpueMa rnpemnapara;

T Tak kak pudamMmuuuH 00JagaeT ABOMHBIM MEXaHM3MOM B3aUMOJIEHCTBHS, PEKOMEHIYETCS
BBOJIUTh aTOPBACTaTHH W pU(AMIUIMH OJHOBPEMEHHO. bojee mo3qHuii mpreM aTopBacTaTHHA
nociie puaMIuIHA CBS3aH CO 3HAYMTEIHHBIM CHUKCHHEM KOHIICHTPAIIMHA aTOPBACTAaTHHA B
T1a3Me KPOBH.

1 Jlo3bl cakBWHABHpa/pPUTOHABUPA, TPUMECHSBIINECS B JAHHOM HCCIICIOBAHWH OTIMYAIOTCS OT
JIO3UPOBOK, KOTOPBIC HCIIOJIB3YIOTCS B KIMHHYECKOH mpakThke. CIleayeT ydYuThIBaTh, YTO
MOBBIIICHHE PKCMO3UIIMKA aTOpBAcTaTHHA MPH KIMHUYECKOM MPUMEHEHHUU CKOPEe BCETO BHIIIE,
yeM HaOIro/laeMoe B JJAaHHOM HCCIEIOBAaHUU. B CBS3M ¢ 3TUM clelyeT MpUMEHSITh Haubolee
HU3KYIO JI03y aTOPBacTaTHHA.

Bumsanne aTopBacTaThHa Ha d)aDMaKOKI/IHeTI/IKV APYTUuXx IIperiapaToB

IIpenapar, npuMeHsieMbIH OJTHOBPEMEHHO C ATOPBACTATHHOM,

ATOpBacTAaTHH
JA03MPOBKa
H3me
HN3me
IIpenapat/do3a (mr) HeHHe
HCHHUE Cmax&
AUC&

80 Mr OuH pa3 B CyTKH,
AnTtunupus, 600 mr, oqHokpatao | T B 1,03 paza | | B 0,89 paza
B TeueHue 15 nquen
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80 mr onuH pa3 B cyTkH, | Jurokcus 0,25 Mr ouH pa3 B
T8 1,15pasa | 1B 1,20 paza
B TeueHue 10 nuei CyTKH, B TeueHue 20 gueit

[lepopanbHble KOHTPALIEITUBBI

OJIMH pa3 B CYTKHU, B TeUEHUE 2
40 Mr oMH pa3 B CYTKH, 181,28 paza | 1 B 1,23 paza
MecsI1IeB
B TeueHue 22 qHen
- HOpP3TUHAPOH 1 mMr

- STUHUJIACTPAANOI 35 MKT

Tunpanasup 500 mr 2 pa3za B
181,08 paza | 1 80,96 paza
10 Mr, 0JTHOKpaTHO cytku/puronasup 200 mr 2 pa3za B

CYTKH, B T€UEHHUE 7 JHEU

10 mr ogun pa3 B cytku, | Docammnpenasup 1400 mr 2 paza B
1 B0,73 paza | | B 0,82 pa3za
B TeueHue 4 qHeit CYTKH, B TeueHue 14 quei

®docammnpenasup 700 mr 2 paza B
10 Mr osiiH pa3 B CyTKH, 180,99 paza | 1 80,94 paza
cytku/puronasup 100 mr 2 paza B
B TeueHue 4 nHer
CyTKH, B TeueHue 14 nuei

& [IpencraBaeHO OTHOIIEHHE THIIOB TEparmMH (COBMECTHOE NMPHMMEHEHHE Npernapara BMECTe C

aTOPBACTATHUHOM B CPABHCHUHU C IPUMCHCHUCM TOJIBKO aTopBaCTaTI/IHa)

Oco0ble yka3anus

Brusanue na neuenw

Kak u npu npruMeHeHuu Apyrux runojMnuaeMUUecKUX CPEACTB 3TOT0 Kiacca, IpU NPUMEHEHUH
npenaparta Jlunpumap® oTMeuantu yMepeHHoe HoBbieHue (60j1ee 4eM B 3 pa3a M0 CPaBHEHMIO ¢
BEpXHEeW IpaHMLIel HOPMBI) aKTUBHOCTU «redyeHouHbIX» TpaHcamuHa3z ACT u AJIT. Croiikoe
MOBBIIICHHE CHIBOPOTOYHON aKTHBHOCTH «IEYCHOUYHBIX» TpaHcamuHa3 (Oosiee yeM B 3 pasza 1o
CpPaBHEHHUIO C BEpXHEW rpaHuIleli HOpMbl) Habmomanoch y 0,7 % mamueHTOB, MOTydYaBIIMX
npenapat Jlunpumap®. YacToTa nogo6HBIX U3MEHEHH pU IPUMEHEHNH TIpenapara B 103ax 10
mr, 20 mr, 40 mr u 80 mr cocrasisia 0,2 %, 0,2 %, 0,6 % u 2,3 %, coorBeTcTBeHHO. I10BBIIICHNE
AKTUBHOCTH «II€YEHOYHBIX» TPAHCAMUHA3 OOBIYHO HE CONMPOBOXKIAAIOCH JKEATYXON WU IPYTUMU
KIMHUYECKMMH TIPOsIBIeHUAMHE. IIpH CHUKEHHH 103bl Ipenapata Jlunpumap®, BpeMeHHOH Hilu
IIOJIHOM OTMEHE IIpernapara AaKkTUBHOCTb «II€YEHOUYHBIX» TpaHCAMMHA3 BO3Bpallalach K
MCXOJHOMY YPOBHIO. BONBIIMHCTBO MAlMEHTOB MPOJOJIKANK TIpHeM npenapata Jlunpumap® B
CHIDKEHHOI 103€ 0€3 KaKnX-In00 KINHUYECKUX [TOCIIEACTBHM.

Jlo nHavama Tepanuu, 4yepe3 6 Henmenb W 12 Hemenmp mocie Hayajla NMPUMEHEHMs Ipenapara
Jlunpumap® WM mocne yBENMUYEHHs €ro 03kl HEOOXOAMMO KOHTPOJIMPOBATh MOKA3aTesH

(I)yHKLII/II/I IICYCHMU. (DYHKI_II/IIO NE4YCHU CJICAYCT KOHTPOJUPOBATH TAKXKE IPU IMOABICHHUU
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KIIMHUYECKUX MPU3HAKOB NIOPAXKCHUS IIEYCHU. B ciIyyac NOBBIIECHUS aKTHBHOCTH «II€YEHOYHBIX»
tpancamuHas, AJIT u ACT crienyer KOHTpOJIMPOBATH 10 TEX IMOP, IOKAa OHA HE HOPMAJIU3YETCH.
Ecmu noBeimenne aktuBHOCTH ACT mmm AJIT Gonee yem B 3 pasza Mo CpaBHEHHUIO C BEpXHEH
IPaHULEd HOPMBI COXPAaHSETCS, PEKOMEHIYETCsS CHMKEHHE [03bl WIM OTMEHa IIpernapara
Junpumap® (cm. pasnen «Ilo6odHoe fneiicTBHe»).

Jlumpumap® ciefyeT NPUMEHATh C OCTOPOKHOCTBIO Yy MAIMEHTOB, KOTOphIE IOTPEOIAIOT
3HAYUTEJIbHBIC KOJMYECTBA AJKOTOJIsI M/UIM UMEIOT B aHAMHE3€ 3a00JIeBaHne TIeueHH. AKTUBHOE
3a00JIeBaHNE TEYEHHU WIM MOCTOSIHHO IOBBIIIEHHAs aKTUBHOCTh «IIEUEHOYHBIX» TPaHCAMHUHA3
IUTa3Mbl KPOBU HESCHOIO TE€HE3a SBIIAIOTCA INPOTHBOIIOKA3aHWEM K IPUMEHEHHIO IIpernapara
JTunpumap® (cM. paszaen «IIpoTHBOIIOKA3aHHS»).

Heticmeue na ckenemuvlie Mbluybl

Y nanuenTos, nonmyyapmmx Jlunpumap®, otmeuanmach Muairus (cm. pasiaen «lIloGounoe
neiictBuey). JlnarHo3 MUONATHM CIIEAYeT MpeanoiaraTh y NalueHToB ¢ Juddy3HONH MUanruei,
00JIE3HEHHOCTBIO WJIH CITA0OCTHIO MBIIII W/WIIA BBIPQ)KEHHBIM TOBBIIIEHHEM akTHBHOCTH KDK
(Oosee ueM B 10 pa3 mo cpaBHEHHIO C BEpXHEHW IpaHulell HOpMBbI). Tepamuio npenapaTom
Jlunpumap® cremyeT NpeKkpaTuTh B CiIydae BBIPAKEHHOrO MOBbIIeHHs akTuBHOCTH KDK, npu
HaJIUYUU TOATBEPKIACHHOM MHOIIATUM WM IIOJO3PEHHM Ha €€ pasBuTue. PuCcK MuonaTuu
MOBBIIAJICA IpPU OJHOBPEMEHHOM IPUMEHEHHUU JIEKAPCTBEHHBIX CpPEJICTB, IOBBILIAOIINX
CUCTEMHYIO KOHIIEHTpAaILMIO0 aropBacTaTuHa (cM. pas3zaensl «B3aumonelictBue ¢ apyrumu
JEKapCTBEHHbIMHM cpelacTBaMM» M «DapMakOKHMHETHKa»). MHoOrme u3 53THUX IpernapaToB
UHTUOMPYIOT MeTabonu3M, omnocpenoBaHHbll u3zopepmentrom CYP3A4, w/umu TpaHcnopt
JeKapcTBeHHbIX BemecTB. M3BecTHo, urto u3odpepmeHT CYP3A4 — ocHOBHOW u3zopepMeHT
TNeYeHyd, ydYacTBYIOIMii B OuoTpaHcdopManuu atopBacTaTuna. Ilpumensis Jlunpumap® B
coyetraHun ¢  (uOparamu, DSPUTPOMULIMHOM, HMMYHOJENPECCAHTaMH,  a30JbHBIMU
IPOTUBOIPUOKOBBIMU  CpeJCTBaMHu, HHruOutopamu mpoteassl BUY/BI'C, wunrubutopamu
HecTpykTypHOTO Oeska BupycHoro renaruta C (NSS5A/NS5B), etepMOBHPOM WITM HUKOTHHOBOM
KHUCJIOTOM B JIMIUJICHIKAIOMMX Jo03ax (6onee 1 r/cyT), Bpau JOJDKEH THIATEIBHO B3BECUTh
0’KH/IaEMYIO T10JIb3Y JIEYEHUSI U BO3MOXKHBIHN puck. ClieayeT perysisspHO HaOlIr01aTh MAalluEeHTOB C
LENIBI0 BBISBJICHUSI OoJied MM cabOCTH B MBIIIIAX, OCOOEHHO B TE€YEHHE IEPBBIX MECALEB
Tepanuu U B IEPUO/1 YBEIHMUEHUS T03bI TIOOOT0 U3 yKa3aHHBIX cpecTB. B ciydae HeoOxoaumocTu
KOMOMHHMPOBAHHOW Tepamuu CJelyeT pacCMaTpUBaTh BO3MOXKHOCTh IIPUMEHEHUs 0osiee HU3KUX
HayalbHbIX W MOJEP)KUBAIOUIMX 103 BBIMIECNEPEUUCICHHBIX CpeAcTB (cM. pasaen «Crocod
IIPUMEHEHHs U 103bl»). He pexoMmeHyeTcs 0THOBPEMEHHOE HCIOJb30BAHNUE aTOpBACTaTUHA U
(Gy3UI0BOM KHCIIOTHI, TMOTOMY BO BpeMs JieueHus (Gy3UI0BOM KHCIOTOW pPEKOMEHIOBaHa

BpEMCHHAA OTMCHA aTopBacCTaTHUHA. B HO)IO6HI)IX CUTyallusAX MOXKHO PCKOMCHIOBATH
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nepuoanyeckuii KoHTposib akTuBHOCTH K®K, x0T Takoe MOHMTOPUPOBAHME HE TMO3BOJIAECT
NpEeAOTBPATUTh pPAa3BUTHE TsDKENIOW wmuomaruu (cMm. pasnaen «BzaumopeiicTBue ¢ Apyrumu
JIEKaPCTBEHHBIMU CPEACTBAMUY).

3aperucTpupoBaHbl OY€Hb pPEIKHE COOOLIEHUS O PA3BUTUUM HMMYHO-OMOCPEI0BAaHHOU
HekpoTusupytomiei muonatuu (MOHM) Bo Bpemst wiu moce jiedeHUs] HeKOTOPhIMU CTaTHHAMU
(em. paspen «llobounoe neiictBue»). MOHM kinumHUYecCKH XapaKTEpHU3yeTCs CTOMKOM
IIPOKCUMAJIbHOW MBIILIEYHON C1a00CThIO U MOBBIILIEHHBIM YPOBHEM KPEAaTUHKHHA3bl B CHIBOPOTKE
KpOBHU, KOTOPBIE COXPAHSIOTCS HECMOTpPsA Ha MPEKpalleHUE JICYEHHs] CTaTUHAMH, HAJIMYUEM
antuten K HMG CoA penykrase u yiaydilleHUEM MIPU IPUMEHEHUU UMMYHOICTIPECCAHTOB.

Jlo nauana neuernus

ATOpBacTaTUH CIEAyeT C OCTOPOXKHOCTBbIO Ha3HauyaTh HalMeHTaM ¢  (akTopamu,
mpeIpacroiaraloumMi K pa3Bututo padaomuonuza. Koutponb axtuBHoctH KK crnenyer
MIPOBOJIUTH B CIAEAYIOIIMX CAy4asx JA0 Hayaia Tepaluy aTopBaCTaTUHOM:

- HapylIieHue (PyHKIUH TOYEK,

- TUTIIOTUPEOD3,

- HACJICJICTBEHHBIE MBIILICYHbIE HAPYIICHUS Y MMAlIMEHTAa B AHAMHE3€ UJIM B CEMEHHOM aHaMHE3e,

- y>Ke MepeHeceHHoe ToKcudyeckoe BiusiHue HHruoutopos I'MI'-KoA-peaykrassl (CTAaTUHOB) WU
(GuOpaTOB HA MBIIICYHYIO TKAHb,

- 3200JIeBaHUs [TEYECHU B aHAMHE3€ W/WUJIH NAIUEHTHI, YIIOTPEOIISIONINE aJTKOTOIIb B 3HAYUTEIILHBIX
KOJIMYECTBAX,

- y ManUeHToB B Bo3pacte ctapiie 70 JIeT ciieyeT OLeHUTh HeoOXoIuMocTh KoHTpoisi KDK,
YUUTBIBAs TO, YTO y 3TUX MALIMEHTOB YK€ UMEIOTCS (DaKTOPBI, IPEIpaconaraloniie K pa3sBuTUIO
pabaomuonusa,

- CUTyalluM, B KOTOPBIX OKUJAETCS MOBBIIICHHE KOHIEHTPAlMU aTOpBacTaTHHA B IJ1a3Me KPOBH,
TakMe Kak B3aMMOJCHCTBHS C JPYTUMHU JIEKQpCTBEHHBIMH CpeACTBaMH (CM. paszfen
«BzaumMopelicTBHE ¢ IPYTUMU JIEKAPCTBEHHBIMH CPEICTBAMIY ).

B Takux cutyanusx cieayer olleHUTh COOTHOIIEHHE PUCK/TI0JIb3a U OCYIECTBIISATh MEAUIIMHCKOE
HaOJII0IeHUE 32 COCTOSTHMEM NallUeHTa.

B cnywae 3nauntenbHoro mosbimeHus akTuBHOCTH K®OK (Gonee yem B 5 pa3 Bbllle BepxHeu
IPaHULIbl HOPMBI), HE CJIEIyeT HAUMHATh TEPAIUIO0 ATOPBACTATHHOM.

[Ipu npumeHenuu npenapara Junpumap®, kak u apyrux uaru6utopos I'MI'-KoA-penykrassl,
ONMHCaHBl pelKHe ciaydau pabJOMHOJIM3a C OCTPOM TOYEYHOW HEJOCTaTOYHOCTHIO,
00ycoBIeHHON MuoriaoouHypueil. dakTopoM pHcka pa3BUTHS padIOMUONIN3Aa MOXKET OBITh
IpeIecTByIolee HapylieHne PyHKIMK noyek. TakuM nmanueHTam cienyer odecnednuTs Oosee

TH_[aTeJ'H)HBII\/'I KOHTPOJIb 3a COCTOAHUEM CKEJIETHO-MBIIIEYHON CHCTEMEI. HpI/I IIOSBJICHU
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CUMITOMOB BO3MOXKHOW MHOIATUU WM HaIWYMK (AKTOPOB pHUCKA PA3BUTHS TMOYECUHOU
HEI0CTaTOYHOCTH Ha (poHE pabaoMHoIM3a (HampuMep, TsShKemast ocTpast H(EKLus, apTepuanbHas
TUIOTCH3MsI, OOIIMPHOE XUPYPrHUECKOE€ BMEIIATEIbCTBO, TPaBMbI, METa0OINYECKHE,
SHIOKPUHHBIE U BOJHO-3JIEKTPOJIUTHBIE HAPYLICHHs, HEKOHTPOJIUPYEMbIE CYJIOPOTH) TEPaIuio
npenaparom Jlunpumap® ciesyer BpeMeHHO IIPEKPATUTh WU TIOJTHOCTIO OTMEHHT.

Buumanwue! IlanmeHTOB HEOOXOAMMO MPEAYNPEIUTh O TOM, YTO HUM CJEIyeT HEMEIJICHHO
00paTHThCS K Bpady MPH MOSBICHUN HEOOBICHUMBIX 00JICH HIIM MBIIIIEYHOU ¢1a00CTH, 0COOCHHO
€CJIM OHHM COIPOBOXKJIAIOTCS HEJIOMOTAHUEM HIIU JINXOPAJKOM.

T'emoppacuueckuti uncynom

[Tocne cnenuansHOTO aHATN3a KIMHUYECKOTO MCCienoBanus ¢ yyactueM 4 731 manueHToB 0e3
NBC, nepeHeclinx HMHCYJIbT WJIM TpPaH3UTOpHYIO umemudeckyro araky (THA) B TteueHue
OpenpIIymux 6 MecsleB, KOTOpbIM ObUT Ha3HaueH atopBacTaTuH 80 Mr/CyT, BBIIBUIM Ooliee
BBICOKYIO YaCTOTY T€MOpparnuecKux UHCYJIBTOB B IPyIIe aropBactaTuHa 80 MI 110 CpaBHEHUIO C
rpynnoi rianebo (55 B rpymmne aropBactatuHa npotuB 33 B rpymmne Iuiane6o). Ilauuentsl c
reMOpparu4ecKUM MHCYJIBTOM Ha MOMEHT BKJIIOUEHHUS B MCCJIEI0OBAaHUE MMENN 0ojiee BBICOKUI
PHUCK JUISl IOBTOPHOTO Te€MOpparnyeckoro mHcynpTa (7 B rpyIine aTopBacTaTHHA MPOTHB 2-X B
rpynne miane6o). OnHako y MalMeHToB, MOdy4yaBIIuX aTopBacTaTuH 80 Mr/cyT ObUIO MEHbIIE
WHCYJIBTOB JIt0Ooro Tuma (265 mpotuB 311) u MeHbIIe CepAECYHO-COCYIUCTHIX cOOBbITHM (123
npotus 204) (cMm. paznen «DapMakoAUHAMUKAY).

Caxapnvwiii ouabem

Hekortopele naHHbIE MOATBEPKIAtOT, 4To MHruOMTOphl I'MI-KOA-pemaykrasbl (CTaTHHBI), Kak
KJIaCC, MOTYT MPUBOJIUTH K MOBBIIIEHUIO KOHIIEHTPAIIMH [IFOKO3BI B IJIa3Me KPOBH, a Y OTAEIbHBIX
NAlMEHTOB C BBICOKMM PHCKOM pa3BUTHUs CaxapHOTo auabeTa MOXKET Pa3BUThCA COCTOSHUE
TUIEPIIMKeMUH, TpeOyrolee KOPPeKLMU KaK MpH caxapHoM auadete. TeM He MeHee, 3TOT pPUCK
HE MPEBBIIACT MOJb3y OT Tepanuu uHruouropamu I'MI'-KoA-penykTassl (cTaTUHaMH) C TOYKU
3pEHUsl COCYJUCTBIX PUCKOB, IO3TOMY 3TO HE MOKET SIBJISATHCS MPUUMHOM /711 OTMEHBI TEpaIlnu.
[TarueHTHI, OTHOCSIIMECS K TPYIINE PUCKA (KOHIIEHTPAIHs TJII0KO3bl B KPOBU HATOLIaK OT 5,6 110
6,9 Mmmomb/1, UMT > 30 kr/mM%, TOBBIIEHHAS KOHIIEHTpPAIHS TPUTIUIEPUIOB B IIa3Me KPOBH,
apTepuanbHas TUNEPTEH3Ms), TOJDKHBI HaXOIUTbCS MOJ MEAULUMHCKUM KOHTPOJIEM, BKIIOUast
KOHTPOJIb OMOXUMHUYECKHX NTapaMeTPOB KPOBH, B COOTBETCTBUU C MECTHBIMU PEKOMEHIAIUSIMHU.
Humepcmuyuanvroe 3abonesanue ne2kux

Ha ¢one tepanuun HekotopbiMu nHrudutopamu ' MI'-KoA-peaykra3ssl (ctaTuHaMu), 0COOEHHO Ha
(oHe IUTENBHON Tepanuu, OTMEYATUCh €AMHUYHBIE CITyYyal HHTEPCTULHMAILHOTO 3a00J1€BaHuUs
jerkux. MoryT HaOmoJaThCs OJBIINIKA, HEMPOAYKTUBHBIM Kallelb U yXyALIEHUEe O0OIlIero

COCTOSIHUS 3J10pOBbsl (YTOMIIIEMOCTh, CHM)KEHHE MAacChl Tela U JMxopajaka). B cimyuae, ecnu y
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MalueHTa MoJ03peBaeTCsl MHTEPCTUIIMAIBHOE 3a00JI€BaHUE JIETKUX, CIIEAYET OTMEHUTh TEPAIHIO
aTOpPBAaCTaTHHOM.

DHOOKpUHHAS PYHKYUSL

[Ipu npumenenun wuHruOuTopoB ['MI-KoA-peaykrazpl (CTaTMHOB), B TOM 4YHCIE U
aTopBaCTaTHHA, OTMEYAIUCH CITy4au TMOBBIIICHHUS TIIMKO3WINpoBaHHOTro remoriobuna (HbA1) u
KOHIIEHTPALlMU TJIIOKO3bI B IJIa3Me KPOBU HATOIaK. TeM He MEHee, PUCK I'MIEPIIIMKEMUH HUKE,
YeM CTENEHb CHI)KEHUS PHCKa COCYIUCTBIX OCIOXHEHHH Ha (oHe mpuema uHruouropos I'MI -

KoA-penykTa3sbl (CTaTUHBI).

Hampuui

JlexapcTBennsiii npenapar Jlunpumap® copepskut HaTpuil. B Tabnerkax mosuposkamu 10 Mr u
20 mr coxepxutcs MeHee 1 MMoub (23 Mr) HaTpusi, TO €CTh Ipenapar 10 CyTH HE COIAEPIKUT
Hatpuii. B Tabnerkax mosupoBkamu 40 mr u 80 Mr cogepxkutcs 6oiee 1 mmoib (23 mr) Hatpus,
[O3TOMY JIaHHYIO MH(OpPMALMIO HEOOXOMMO yUYUTHIBAaTh NAllUEHTaM, HaXOAALIMMCS Ha JUeTe ¢

OrpaHUYCHHUEM IIOCTYIIJICHUSA HATPHA.

Biausinue Ha ClMOCOOHOCTH YHupaBJaATb TPAHCIIOPTHBIMHU CPEeACTBAMH, MEXaHU3MaAMMU

I[aHHBIX O BJIMAHHMK IIpCIlapaTa JIanHMap® Ha CIOCOOHOCTH YHOpaBJsATh TPAHCIIOPTHBIMU
CpeacTBaMu M 3aHUMATLBCA IMMOTCHIUAJILHO OINIACHBIMU BHJAAMH JOCATCIBHOCTH, Tpe6YIOHII/IMI/I
MMOBBIIICHHOM KOHLOCHTPALlMX BHUMAHUA U 6I)ICTpOTI)I IICUXOMOTOPHBIX peaKuHﬁ, HCT. OI[HaKO,
YUUThIBasA BO3MOXHOCTH PA3BUTHA T'OJIOBOKPYIKCHUS, CICAYCT CO6J'IIO)I&TB OCTOPOIKHOCTBL IIpH

BBITIOJTHCHHUH TIEPCUNUCIICHHBIX BUAOB ACATCIBHOCTH.

®Dopma BbIIIYCKA

ITo 7 umu 10 tabnetok B Oaucrepe U3 Hempo3pauHoro nojunponuieHa/[IBX u amoMunueBoi
¢donbru.

2,4, 5 unu 8 6nucTepoB Mo 7 TabIeToK;

3, 5 i 10 6auctepoB no 10 TabneTok BMECTE ¢ MHCTPYKLIKEH MO NIPUMEHEHUIO B KAPTOHHYIO

MMa4YKy C KOHTPOJIEM IIEPBOTr0 BCKPLITHUS.

YciaoBus XxpaHeHUs
XpaHuTh Ipu Temneparype He Boime 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETEN MECTE.

Cpoxk rognocTu

3 rona.
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He npuMeHATh 10 UCTEUEHUH CPOKA FOJJHOCTH, YKa3aHHOTO Ha YTIaKOBKE.

YcaoBus ornycka

OTtnyckaercs 1o petenty.

Jlepaare/ib perucTpaliliOHHOIO YA0CTOBEPEeHHUSs

Buarpuc Cnemmantu 91291Cu

Komnunz ®eppu Poya, 3711, Moprantayn, 3anagnas Buppxunaus 26505, CLITA
+1 724-514-1800

WWWw.Viatris.com

Viatris Specialty LLC
3711 Collins Ferry Road, Morgantown, WV 26505, USA
+1 724-514-1800

Www.viatris.com

IIpousBoauTeab
[¢aiizep @apmacsrotukan3 Dn21Cu

1,9 xm mocce 689, Bera baxa, [Tyapto-Puxo 00693

Pfizer Pharmaceuticals LLC
Road 689, Km 1.9, Vega Baja, Puerto Rico 00693

Beinyckaounuii KOHTPOJIb Ka4ecTBa
[Naitzep Mantodakuypusr Joitunens ['MOX
Moocansaamnee 1, 79090 ®@paiibypr, ['epmanus

Pfizer Manufacturing Deutschland GmbH
Mooswaldallee 1, 79090, Freiburg, Germany

IIperensun norpeduTesIeil HANPABJIATH MO afpecy:
000 «Buarpucy

125315, r. Mocksa, JIeHuHrpaCKuil TPOCHEKT, 1. 72, K. 4, 2-i1 aTax, oM. 9, kom. 1

Tenedon: (+7) 495 130 05 50
dakc: (+7) 495 130 05 51

DrexkTpoHHas moyra: ru.info@viatris.com
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