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MHCTPYKLIWA
10 MEJIULIMHCKOMY TTPUMEHEHUAIO JIEKAPCTBEHHOI'O TTPETIAPATA
Jlopren3a®

Lortenza®

Perucrpauuonnsblii Homep:
Toprosoe naumenosanue: Jloprensa®

MexayHapoIHoe HeNaTeHTOBAHHOE WM IPYNIHPOBOYHOEC HAMMEHOBAHME: aMJIOJMIIMH +
j03apTaH

JlekapcrBeHHas popma: TabiIeTKH, TOKPBITHIE TUNIEHOYHOH 0007104KO#

Cocras
1 TabJeTKa, MIOKpBITast IUICHOYHOM 000JI0YKOH,

5 mr + 50 mr/5 mr + 100 mr/10 mr + 50 mr/10 mr + 100 mMr coepxur:

Anpo:

Jleticmsyrowue sewjecmsa: aMJIOIUITMHA Oe3uat (amutoqunuHa Oecuiar)
6,94 mr/6,94 mr/13,88 mr/13,88 wmr, JKBHBAJIECHTHO aMJIOTUTIMHY
5,00 mr/5,00 mr/10,00 mr/10,00 mr; J03apTaH A cyOCTaHIMSI-TPaHYJIbI
163,55 mr/327,10 mr/163,55 mr/327,10 wmr, COJIEPXKUT J03apraHa KaJIust

50,00 mr/100,00 mr/50,00 mr/100,00 mr

Bcnomozamenvuvie sewjecmsa: nemakrosa 80!, nemmnonosa MHUKpOKpHCcTaiUTHyeckast, tum 102,
KpaxMaJl IpexeIaTHHU3UPOBAHHBIH, KapOOKCUMETHIIKpaXMall HaTpUsl, KPaCUTEIIb JKejle3a OKCHL
xenteiid (E172), kpeMHUS AMOKCU]T KOJUTOUHBINA, MarHusi creapat

O6onouka mienounas: Omanpaii 11 Genblit?, KpacHTenb xene3a okcua xenteiid (E172) (s

tabaerok S mr + 50 mr, 10 mr + 100 mr), kpacutens xene3a okcua kpacuoiid (E172) (nns
tabreTok 5 Mr + 50 mr, 5 mr + 100 mr, 10 mr + 50 M) 4
! [ennakrosa 80: 1aKTO3bI MOHOTH/PAT, LEJLTIONO3A.

2 Onanpait 11 Gesblit: MOTMBUHUIOBKIH crupT, THTaHa guokcus (E171), Makporo, Tajbk.

Onucanue
Tabnremxu 5 me + 50 me:
OBasibHBIE, CIIETKa JIBOSKOBBINYKIIbIE TAOJIETKH, MOKPBIThIE IUIEHOYHOH OOOJIOYKOH CBETIIO-

KOPHUYHEBOI'O C OPaHXEBBIM OTTCHKOM I[BCTA.

1406 15
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By Ha M30Me: 1IepoxoBarasi Macca, COCTosIIas U3 JIBYX CJI0€B — O€JI0ro WilM IouTH 0eI0ro u
0J1e JHO-KEITOr0 I[BETA C IJICHOYHON 000JI0YKO#M CBETJIO-KOPUYHEBOI'O C OPAH)KEBBIM OTTEHKOM
I[BETA.

Tabnemxu 5 me + 100 me:

OBaJibHbIE, IBOSKOBBIMYKJIbIE TA0JIETKH, TOKPHITHIE TNICHOYHON 000JI0YKON PO30BOI0 I(BETA.
By Ha u3jome: mepoxoBarasi Macca, COCTOsIIas U3 JIBYX CJI0eB — O€I0ro Wi NouTH 6e10ro u
0J1e/THO-)KEITOrO I[BETa C INICHOYHOU 000JIOUKOH PO30BOTO 11BETA.

Tabnemxu 10 me + 50 me:

OBajibHBIE, CJIETKA JBOSIKOBBIYK/IBbIE TAOJETKH, MMOKPHIThIE IUICHOYHONH 00O0JIOUKON KpacHO-
KOPUYHEBOTO I[BETA.

By Ha u3jioMe: mepoxoBarasi Macca, COCTOSIIas U3 JBYX CJIOEB — OEI0ro Wiu mo4tu Oenoro u
0J1€THO-XKEITOro 1BETa C INIEHOYHOW 000JI0YKON KpaCHO-KOPUYHEBOTO I[BETA.

Tabnemxu 10 me + 100 me:

OBajibHbIEe, JBOSKOBBIMYKJIbIE Ta0JIETKH, IIOKPHIThIE IJIGHOYHOM 0007104K0i OiexHOro
KOPUYHEBATO-)KEJITOTO 1[BETA.

Buj1 Ha u3j0Me: [miepoxoBarasi Macca, COCTOSIIIas U3 JABYX CJIOEB — OEIoro Wi MmoyTu 6eaoro u

0JI€THO-)KEJITOrO I[BETA C INICHOYHOH 000JI0UKOH 0J1e/THOrO KOPHUYHEBATO-XEJITOI'O IIBETA.

dapmakoTepaneBTHYECKasi IPyNa: THIOTEH3UBHOE CPEJACTBO KOMOMHUPOBaHHOE (OI0KaTOP

«MEJICHHBIX» KAJIBIIMEBBIX KaHAJIOB + aHT'MOTEH3UHA I1 peuernTopoB aHTaFOHI/ICT)

Kox ATX: C09DB06

dapmako./IOrH4ecKHe cBOiCTBA

DapmakoouHamuka

Ipenapar Jlopren3a® sBisercs KoMOMHamMel JBYX J1eHCTBYIOIMX BEWIECTB € JOTONHSIOLAM

Jpyr Jpyra aHTMIMIEPTEH3WBHBIM JCHCTBHEM: amuoiunuHa (OJIOKATOp «MEUICHHBIX»
kanpiueBblx kananoB (BMKK)) u no3aprana (aHTaroHucT pernentopoB aHruoreHszuHa Il
(APA II)). JleiicTByromme  BelmecTBa mpenapara o0aJal0T  pa3HbIM — MEXaHU3MOM
AHTUTMIICPTEH3UBHOTO JICUCTBUS: aMJIOMITMH BBI3BIBAET PACIIMPEHUE COCYJIOB, CHHXas oOIee
nepudeprudecKoe COCyTUCTOe COIIPOTUBIICHHE, JI03apTaH BO3AECHCTBYET HA PEHUH-aHIMOTEH3HH-
anpaocreponoByio cuctemy (PAAC) (uarubupyet 3¢dexrsr anruorensuna II), 9ro npuBoauT K
60J1ee BHIPAKEHHOMY CHHIKEHHUIO apTEPHAILHOTO JIABJICHHS 110 CPABHEHHUIO C TaKOBBIM Ha (oHe
MOHOTEPAITUH KaXBIM IIPEIIapaToM.

Amnoounun

AMJIOTUIIMH — IIPOU3BOAHOC TUTHAPOIIUPUINHA, 6noxnpyeT «MEJICHHBIC» KaJIbIIUCBBIC KaHAJIbI
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¥ CHIDKACT TpaHCMEMOpaHHBIM TOK MOHOB KaJbliMs B KapJAMOMHOLMUTHI U IJIJKOMBIIICYHBIC
KJICTKM COCYJOB. AHTHUTUIEPTEH3MBHOE JCHCTBHE aMIIOJMIIMHA CBS3aHO C  IPSIMBIM
paccrnabisirommM 3p(GEeKTOM Ha IJIaJIKUE MBIIIIBI apTEPHATIBbHBIX COCYI0B. B NOKIMHHYECKHX
MCCIICIOBAHUSAX aMJIOJIUITMH OKa3biBajl Oojiee BBIPAXEHHOE [EHCTBHE Ha IJIAJKOMBIIICYHBIC
KJIETKHA COCYJIOB IO CPaBHEHHIO C KapJHOMHOLUTAMHU. AMIIOJIMIIMH HE OKa3hbIBAET HEraTHBHOIO
BIMSIHMSIT HU Ha aTPUOBEHTPHUKYJSIPHYIO IPOBOJMMOCTb, HM Ha COKPaTMMOCTH MHOKapja.
VYMeHbIaeT COMPOTUBIISIEMOCTh COCY/IOB I10YEK U YBEJIMYUBAET I0YEYHBIA KPOBOTOK.
WccnenoBanus amiIoJIMIIMHA y TAIIMEHTOB C XPOHUYECKOW CEpACYHOM HEIO0CTATOYHOCTHIO
(XCH) II-IV ¢pyukuuonansaoro kimacca mo kiaccudpuxamuu NYHA (xnaccubuxanus Horo-
VOpKCKOM  Kap/IMONOrMYecKOi acCONHMAIMK) TOKA3alM, 4YTO AaMIIOJMIIMH HE OKa3bIBacT
HEraTMBHOTO BJIMSIHUSL HA TOJEPAHTHOCTh K (U3MUECKOW Harpyske, (pakiMio BhIOpOca MM
KOHIIEHTpAIlMK JIMIIMI0B W TJIOKO3bl B Iula3Me Kpou. llocie ogHOKpaTHOro mnpuema
amJIOIMITHHA BHYTPb JIEHCTBHE HauMHAeTCs yepe3 2-4 yaca M COXpaHseTCs B TeUeHHE 24 4acoB.
MakcUMaJIbHBIA aHTHIMIIEPTEH3UBHBIN 3 QEKT JocTHraeTcsi He paHee, yeM uepe3 4 Helelu
Mocjae Havajga Tepanud. AMIIOJUIIMH CHUXKAET apTepUalbHOE [aBICHHE Yy IIAIlMEHTOB,
HaXOJISAIIMXCS B TIOJIOKEHHUHN «JIeXKa» M «CHJIs», a Takxke NpH Gpu3ndeckoi Harpyske. biaronaps
MIOCTENIEHHOMY Pa3BHTHIO (hapMaKoIMHAMUYECKOro P deKTa aMIIOUIIMH HE BbI3BIBAET PE3KOI0
CHIDKEHHSI apTEePUAIbHOTO JIaBJICHUS WU Pe(IECKTOPHON TaXUKapAuU. AMIIOJUIIMH YMEHBIIAET
BBIPAXXEHHOCTh I'MIIEPTPO(HUH JIEBOTO Kelyaodka. [ emouHamMudeckue 3GGEeKThl COXPaHSIOTCS
HEM3MEHHBIMHU IIPU JJOJITOCPOYHOM IIPUMEHEHUH aMIIOUITHHA.

Jlozapman

Jlozapran — cunrerndeckuit APA II (tun AT) nnst nmpuema BHYTpb. AHruorensus Il sBisercs
MOIIHBIM  Ba30KOHCTPUKTOPOM, OCHOBHBIM aKTUBHBIM TopMoHOM PAAC u BaxHBIM
OTIpEICSIONIMM MMaTOPU3UOIOTHYECKHM 3BEHOM IIPH Pa3BUTUU aAPTEPUAIBHON THUIIEPTEH3HH.
Anruoren3ut Il cBs3eiBaeTcs ¢ ATi-penentopamu, HMEKOMMMUCS BO MHOTMX TKaHSIX
~ (rajKoMbllIeYHas TKaHb COCY/OB, HAJANOYCYHHKH, NMOYKH M CEPJIC) M BBINOIHACT BAXKHBIC
Ouosiornyeckue (YHKIUH, BKJIIOYas BA30KOHCTPUKIMUIO M BBICBOOOXK/ICHHME allbJOCTEPOHA.
AnrunorensuH Il Takxe cTUMyIHpyeT nposrdepanuio rJ1aKOMbIIIEUHbIX KIETOK COCY/I0B.
Jloszapran cenektuBHO Osokupyer ATi-penentopsl. Jlo3apran u ero ¢apmMakoIOrH4ecKu
aKTUBHBIA KapOokcuimpoBaHHbld meTaboiut (E-3174) kak B yclnoBusIX in Vilro, Tak U B
YCIIOBHSIX in vivo OJIOKHPYIOT Bce (usnosorndeckue sgdexrsl anrnorensuna Il nesaBucumo or
UCTOYHHMKA UJTU ITYTH €r0 CUHTE3a.

Jlozapran He 00JiajaeT CBOMCTBaMH aroHHUCTa U HE OJIOKMPYET PEENTOpPhI JAPYrdX rOPMOHOB
WIA HMOHHBIX KaHAJIOB, Y4YacTBYIOIIUX B PETyJSILUH CEPACYHO-COCYJAMCTON JEATECTBbHOCTH.

Jlo3apran He WHrHOMpyeT aHruoreH3uHnpeBpamaromui ¢epment (AIID), paspymaronuii
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6panukuauH. COOTBETCTBEHHO, HE BBI3HIBACT yBEIMUYCHHS YaCTOThI HEKeNIaTebHBIX YPHEKTOB,
OTIOCPEIOBAHHBIX OpaIMKHHHUHOM.

[TogasiieHre peryJisiliid CEeKpelH pEeHHHA I10J AeicTBUeM aHruorensuHa ll mo mexanusmy
«OTpHLATEIBHOW» OOpaTHOM CBA3M TPH JICUCHHH JIO3aPTAHOM BBI3BIBAET YBCIHYCHHE
aKTUBHOCTH peHHMHA Iu1a3Mbl (APII) kpoBH, KOTOpPOE NPUBOAUT K IOBBIICHHIO KOHIICHTPALUH
anrvorensuna Il B miasme kpoBu. OJHAKO AHTUTHIEPTEH3UBHBIA SPQEeKT u CHKEHHE
KOHIIEHTPAILMU aJIbJ0CTEPOHA B IUIa3Me KPOBHM COXPAHSIOTCS, yKas3biBas Ha J(Q(HEKTHBHYIO
onokaxy ATi-penentopoB. Ilocne mnpekpamenus npuema Jsozaprana APII xpoBu u
KOHIIEHTpaIsl aHrnoTeH3uHa [ B 11a3me KpoBH CHUIKAIOTCS B TEUEHHE 3-X CYTOK JI0 MCXOJIHBIX
3HAYECHUH.

Dapmakokunemuka

Amnoounun

Bcacwvisanue

[lpy mnpuemMe BHYTpPh B TEpalEBTHYECKUX J03aX aMIIOJUIIMH XOPOIIO BCACHIBACTCS.
MakcuManbHas KoHueHTpaiuss B 1iasMe KpoBH (Cmax) JocTuraercs uepe3 6-12 yacos.
AbcomoTHass OHOAOCTYIHOCTH coctaBisier oT 64 % g0 80 %. Ilpuem numu He BIMSET Ha
BCACHIBAHUE aMJIOUIIMHA.

Pacnpeoenenue

O6bem pacrpenesnenus (Vq) cocrapisier okoso 21 j1/kr. PaBHOBECHbIE KOHIIEHTPAMK B ILIA3Me
KPOBHM JIOCTUTAIOTCS depe3 7-8 jHeil mocie Havaia npuema npernapara. CBs3bIBaHUE ¢ OeIKaMu
1a3Mbl KpoBH — 98 %.

Memabonuzm

AMJIOJIMITAH  TIOJIBEpraeTcss ME/UICHHOMY, HO AaKTHBHOMY METaboiu3My B IIE€YEHH IIpH
OTCYTCTBHH 3HAYUMOro 3(dexTa «IepBHYHOrO MPOXOXKACHUs». MeTaboauTel He 0071anaroT
CYLIECTBEHHOH (papMaKoIOrHueCKOd aKTUBHOCTBIO.

Buiseoenue

Koneunsii mepuon mnonyseiBesienust (T%2) w3 minasmel kpoBu coctasiser 30-40 gacos.
[Inasmennsli kiaupenc cocrasiser 7 mu/mus/kr. [lpumepro 60 % wmetaboiutoB u 10 %
aMJIOIUITMHA B HEM3MEHEHHOM BHJIE BBIBOJIUTCS MouKamu, 20-25 % — yepe3 KUIICUHHUK.

Dapmaxoxunemuxa 0cobwblx 2pynn NAyUeHmos

Ilayuenmul ¢ Hapywenuem ynkyuu nevenu

OmbIT IPUMEHEHHS aMJIOIUIIMHA Y MMAIMEHTOB ¢ HApPyIIEHHEeM (QYHKI[MM NI€YEHH OrpaHHYeH. Y
MAIMEHTOB C HApyIIeHHEeM (YHKIMH IIEYSHU OT™MeqaeTcs yaauHenue T7.

Jlozapman

Bcacwvisanue
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ITocie mpuema BHYTPb JI03apTaH Xopolo BeackiBaeTces. CucTeMHas OMOA0CTYTHOCTD JI03apTaHa
[IpH TIpHEMe BHYTPb COCTaBISET IPUMEPHO 33 Y%. Cmax JI03apTaHa M €10 aKTHBHOTO MeTabo/IMTa
jocrurarores 4yepes 1 gac u yepes 3-4 yaca COOTBETCTBEHHO.

Pacnpeoenenue

Jloapran u ero akTuBHbIH Mera6ommT Ha 99 % CBs3BIBAIOTCS ¢ GeNKamy IUIa3sMbl KpOBH (B
OCHOBHOM ¢ ab0yMHHOM). V¢ JI03apTaHa cocTaBisieT 34 1.

Memabonuzm

Jlozapran mnojBepraercs MeTaboIU3My MpPH «IEPBUYHOM MPOXONKJICHUH» YEpe3 IEYECHb C
00pa30BaHUEM aKTHBHOTO KapOokcHImpoBaHHOro Meradosura (E-3174) u 1pyruX HEaKTHBHBIX
MeTabO0JIUTOB.

[Ipumepro 14 % 1036l J103apTaHa, BBEACHHONW BHYTPMBEHHO WJIM TIPUHSTOW BHYTPB,
IpeBpalaeTcsi B ero akTHBHBIA MerabonuT. Ilocie npuema BHYTPh WM BHYTPUBEHHOIO
BBEJICHHS MEUEHHOTO PaMOAaKTHBHBIM yriaepoiom nosaprana kamus (‘*C nosapran) Gobiuas
YacTh PAJMOAKTHBHOM METKM B KPOBOTOKE COOTBETCTBOBAJIA JIO3apTaHy W €ro aKTHBHOMY
MeTabouTy. MHUHUMAIbHBIA ypOBEHb OMOTpaHchOpMAIMH JI03apTaHa B €ro AaKTHBHBIA
MeTaboauT Habmogancs mnpuMepHo y 1 % mManMeHToB, YYacTBOBABIIMX B KIMHHYECKHX
MCCJIC/IOBAHUSX.

Buvigeoenue

[I1a3MeHHBIH KJIMPEHC J103apTaHa M ero aKTUBHOro merabosnurta coctapiseT 600 Mi/MUH H
50 MJI/MHMH COOTBETCTBEHHO. Il0YeuHbIl KJIMpPEHC JI03apTaHa M €ro aKTHBHOIO MeTaboiura —
74 Mi/MMH ¥ 26 MI/MHH cooTBeTCTBEHHO. [Ipu mpreme jo3apraHa BHYTpb OK0JIO 4 % 103bI
BBIBOJIMTCS IM0YKAMH B HEM3MEHEHHOM BHJIE ¥ 6 % J103bl BBIBOJMTCS IIOYKAMHU B BUJI€ aKTUBHOI'O
meTaboauTa. PapMaKOKHHETHKA JI03apTaHa U ero akTUBHOIO METaboJIMTa JIMHEHHA [IPH IpUeMe
BHYTPb B J103ax 710 200 mr.

IIpu npreMe BHYTPh KOHIIEHTPAI[MH JI03apTaHa U €ro akTMBHOIO MeTaboJuTa B IJ1a3Me KPOBH
CHIDKAIOTCS  TIOJIMIKCIIOHCHIHAIBHO ¢ KOHEYHBIM T2 okono 2wuacoB u 6-9 yacos
cooTBeTCTBEHHO. B 03¢ 100 Mr, npuHuMaemoii 1 pa3 B CyTKH, HH JIO3apTaH, HA €r0 aKTHBHBIH
MeTaboMT HE KyMYJIMPYIOT B [U1a3Me KpoBH. JIo3apTan U ero MeTaboIMThI BHIBOJSTCS IOYKAMH
¥ Yepe3 KHMIIeYHHUK C xenybto. [locie mpuema BHYTPBH 4C nozaprana y myxuun okoino 35 %
paJIMOaKTUBHOCTH OOHapyxuBaetcss B Moye u 58 % — B kaue. [lociie BHyTpHBEHHOTO BBEACHUS
14C nosaprana y mys4un npumepHo 43 % paJHoaKTHBHOCTH 0OHapyxuBaeTcs B Moue u 50 % —
B KaJie.

Dapmaxoxunemuka 0co0bix 2pynn NAYUeHmos

Hauueumbz noscuiio2o eospacma
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KoHueHTpalyy Jjio3apTaHa W ero akTHBHOIO MeTabojMTa B IUIA3M€ KPOBHM Y IAlMEHTOB
TIOKMJIOT0 BO3PAcTa C apTepHAbHON THIEPTEH3UEH CYLIECTBEHHO HE OTIMYAIOTCS OT JaHHBIX
1okKasareJiell y MOJIOJIBIX MAI[MEHTOB C apTEPUAIbHOM IHIIEPTEH3HUEH.

Ilon

KOHIIEHTpaIMK 03apTaHa B IJla3sMe KPOBH Y JKCHIIHMH C apTepHalbHOM rurepTensuei B 2 pasa
TIPEBHINAIM  COOTBETCTBYIONIME 3HAYEHHS Yy MYXYMH C apTEpUAIbHON TMIEPTCH3HEH.
KoHIeHTpauy akTHBHOr0 MeTab0INTa Y MYXKUHH M KEHIHMH HE OTINYAIUCE.

Ilayuenmul ¢ Hapywienuem yHKyuu neyeHu

V NalMEeHTOB C JIETKMM M CPEIHETSDKEIBIM aJIKOTOJIbHBIM IMPPO30M TE€YECHH MpPH IMpUeMe
j03apTaHa BHYTPb KOHIEHTPAIMM JI03apTaHa M €ro aKTMBHOIO MeTaboJuTa B IUIa3Me KPOBH
yBEIMYMIUCH B 5 U 1,7 pa3 COOTBETCTBEHHO (B CPaBHEHUM C AQHAIOTHYHBIMH IOKa3aTeNIsIMU Y
MOJIOJIBIX 3/I0POBBIX JOOPOBOJIBIIEB MYKCKOIO 110J1a).

Ilayuenmul ¢ HapyuieHuem QYyHKyuu novex

Kounmenrpanus J03apTaHa B IUIa3M€ KPOBH HE H3MEHSETCS Yy MAlMCHTOB C KIMPEHCOM
kpeatununa (KK) Gonee 10 mi/mun. [lnomans mox kpuoi «koHuentpauus-spems» (AUC)
JI03apTaHa y MalMeHTOB, HAXOMSAIIMXCS Ha reMojuanuse, ObUla MPUMEPHO B 2 pasa BBILIC 110
cpaBuennio ¢ AUC ji03apraHa y mai@eHToB ¢ HOpMaibHOH dyHKuuei nodyek. KoHuenTpauuu
aKTHBHOTO MeTabOJIMTa B IIa3Me KPOBU HE M3MEHSUIMCH y MAIMEHTOB C HapyIIeHHeM QYHKIMH
[10YeK MM Yy NAIMEHTOB, HAXOSIIMXCS Ha reMoquain3e. Jo3apTaH U ero akTMBHBIA METa0OJIAT

HE BBIBOJSITCS C IIOMOIIBIO 'EMOIHAIU3A.

IToka3aHusi K NPUMEHEHUIO
Ipenapar Jlopren3a® nokaszan K NPUMEHEHHIO y B3pOCIBIX MAIMEHTOB B BO3pacTe oT 18 net u
cTapuie ¢ apTepualbHOW TUIepTeH3uell (IalueHTaM, KOTOPhIM II0Ka3aHa KOMOMHHMpOBaHHAs

Teparnusi aMJIOTUITMHOM H JI03aPTaHOM).

[IpoTruBonokaszanus
o [MIep4yBCTBUTENLHOCTh K aMIJIOJWIUHY, JI03apTaHy W/WIIM  BCIOMOTaTelIbHBIM
BEIIIECTBAM.
. BepeMeHHOCTh ¥ TIEepHO/ IPYIHOrO BeKapMiuBanus (cM. paszaen «lIpuMenenne npu
OEpEeMEHHOCTH U B IIEPHO/] IPYAHOTO BCKApMIIMBAHUS»).
° Tspkenas nedeHouHas HE0CTATOYHOCTE (Oostee 9 6ayutoB no mkane Yaina-I11sr0).
° OGCTPYKIIMST BBIHOCSIIETO TPAKTa JICBOTO JKEIyl04Ka (HAlpUMEp, FeMOMHAMUYICCKH

BBIPQXECHHBI a0pTaIbHBIA CTEHO3).
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['eMOIMHAMUYECKH HECTaOMIIbHAS Cep/iedHas HEI0CTAaTOYHOCTh II0C/IE  OCTPOro
uH(papkTa MHOKap/a.

. [1lok (BKJTFOYAs KQpAAMOTEHHBIH LIO0K).

. Jleru u noapoctku B Boszpacte g0 18 et (3bdekTuBHOCTH M 0€30MacHOCTb HE
YCTaHOBJIEHBI).

. Tsokenas aprepuaibHasi TUIOTEH3Hs (CHCTOJIMYECKOE apTepUAIbHOE JaBICHUE MEHEE
90 MM pT. CT.).

. Tsxenple napymenus ¢ynxkuuu nodek (KK menee 20 mu/mMuH), NpUMEHEHHE Y
HAIMEHTOB, HAXO/IAIIUXCS Ha FEMO/IMAIU3E.

e OJHOBpEMEHHOE MpPUMEHEHHE C QJIMCKMPEHOM M [perapaTtamu, COJAEpXKalliMH
AJTMCKUPEH, Y MAIMEHTOB C CaXxapHbIM J1abeTOM M/MIM C YMEPEHHBIMHU WIIH TSDHKEIIBIMHU
HapylIeHUAMH (QYHKIMU To4YeK (CKopocTh KiIyOoukoBoi ¢uibTpamun (CKD) menee
60 Mu/Mur/1,73 M? IUIOIIA/M TOBEPXHOCTH TEJIa).

e OjHOBpeMeHHOE NpuMeHeHue ¢ uHruoutopamu AlID y nmanueHToB ¢ AMAOETHYECKON
HedponaTuei.

o Pe/ko BCTpewaromiascs HAclIeJCTBEHHAs HENEPEHOCHMOCTh TallakTo3bl, Ae(HUIMT

JIAKTA3bI WK INIFOKO30-TraJIaKTO3HasA MaJ'Iba6C0p6III/Iﬂ.

C 0cTOpPOXKHOCTBHIO

JIByCTOPOHHHMH CTE€HO3 [OYEYHbIX apTepuil HWIM CTEHO3 apTEpPUM €IMHCTBEHHOW IOYKH,
COCTOSIHME I10CJIE€ TPAHCIUIAHTAIMKM TOYKH (OTCYTCTBYET OIBIT IIPUMEHEHHs), MIIEMHYCCKast
6onesnn cepana (MBC), cepaeynas HEAOCTATOYHOCTh € YIPOMKAIOIIUMHU JKU3HH apUTMHUSIMHU,
1epeOpoBacKyJIApHbIE 3a00JI€BAHKS, IEPBUYHBIA T'UIIEPAIbI0CTEPOHU3M, aHIHOHEBPOTHYCCKUH
OTeK B aHAMHe3e, HeCcTaOMIIbHAs CTEHOKAp/IHsi, IPUMEHEHHE y MAllUEHTOB C HU3KHMM 00BEMOM
uupkymupyromeid kpoBu (OL[K) (mampumep, npu NPUMEHEHHH BBICOKMX 103 JHYPETHKOB,
BBLIPOKEHHOW JMapee, pBOTE€ W JPYTHX COCTOSHHSX, NPUBOASAIIMX K TMIOBOJEMHH) — MOXKET
BO3HMKATH CHMIITOMATHYECKasi THIIOTEH3Ms, Yy MAlMEHTOB, HaxXOJAIIUMXCs Ha JHeTe C
OrpaHHYEHHEM I[IOBAPEHHOM COJIM, TMIIEPKAIMEMHMs, apTepHalbHas TUIIOTCH3Us, MEYCHOYHAS
HEJ0CTaTOYHOCTh (MeHee 9 OamnoB 1no mkane Yaina-I1p0), cHHIpOM C1aboCTH CHHYCOBOIO
y3na  (BelpakeHHas ~ Opaaukapiausi, TaxuKapjus), CepAe4Has  HEJI0CTaTOYHOCTh €
COINYTCTBYIOIIMMHM TSKEJIBIMA HapyuieHussMd QyHKIMH 1nouek, Tsokenas XCH nermeMuueckon
stuonorun (I1I-1V pynxnuonansHoro kiacca 1o knaccuuxanun NYHA), aopranbubiil u/nim
MHUTpaIbHBINA CTEHO3, runeprpoduyeckas oocrpykruBHas kapauomuonarus (I'OKMII), octpsrit
uHapkT MUoKapaa (¥ B Tedenue 1 mecsia nocie UHMApKTa), OJHOBPEMEHHOE NPUMEHEHHE C

uHruouTopaMu W uHAykropamMu uzodpepmenta CYP3A4, napymeHust BOJHO-IJIEKTPOIUTHOIO
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OanaHca, o4eqHasl HeJ0CTATOUYHOCTh (JIETKOW M CpeHEN CTEeleHH), IPUMEHEHHE Y MallMeHTOB

ITIOXXKUJIOTO BO3pacTa.

Ilpumenenue npu 6epeMEHHOCTH M B IIEPHO/I IPY/IHOI0 BCKAPMJIMBAHHS

bepemennocms

IIpumenenne npenapata Jlopren3a® npu GepeMEHHOCTH POTHBOIIOKA3AHO, IIPH HACTYIICHUH
OepeMEHHOCTH CJIeyeT HEMEUIEHHO IIPEKPaTUTh IIPUEM IIperapara.

JlekapcTBeHHBIE cpencTBa, BozzaekcTBytomue Ha PAAC, MOryr BbI3bIBATH MOBPEKICHHS H
rubenp IUI0Ja ¥ HOBOPOXIEHHOTO NPHU MPUMEHEHUH Yy OepeMeHHbIX. OnucaHbl €IMHHYHBIC
ciy4au npuMeHeHus: uHruoutopoB AII® npu 6epeMeHHOCTH.

[Ipumenenue Bo Il u III TpumecTpax OepeMEHHOCTH JIEKAPCTBEHHBIX CPEACTB, HEIOCPEICTBEHHO
Bo3eicTBytomuX Ha PAAC, CBSI3aHO € TaKUMH INOBPEXKIECHHUSIMH IIJI0/Ia M OCJIOKHEHUSIMU Y
HOBOPOJX/ICHHBIX, KaK apTepuajibHasi IMIIOTEH3Us, HEOHATalbHas THIIOILUIA3Ws KOCTEH yepera,
aHypusi, oOpaTumasi ¥ HeoOpaTHMasi [OYEYHash HEJOCTATOYHOCTh. TaKKe OTMEYAIUCh Clly4yau
OJIMTOTHIPAMHHOHA, IPEIIOIOKHUTEILHO Pa3BUBIIETOCS B PE3yJIbTaTe CHMXKEHHOH (QYHKIMH
MoYeK y mIoja. B 3THX cilyyasX OJMIOTHIpaMHHOH ObUI acCOLMMPOBAaH C KOHTPaKTypaMu
KOHEYHOCTEH, YePEeNHO-TMIEBBIMA JehopMalsiMi ¥ TUINOIUIa3uel sierkux miozga. Ilomumo
3TOr0, OTMEYAIMCH CIyYau MPEeXIEBPEMEHHBIX POJIOB, 3a/ICPIKKH BHYTPUYTPOOHOIO pPa3BUTHS U
He3apalleHUs] apTepHAILHOTO IIPOTOKA, OJHAKO CBsA3U ¢ npuMeHeHueM APA II B oTux ciydvasx
oOHapyxeHo He Obu10. [lepeuncieHHble M0O04YHBIE I(PGEKTHI, MO-BUAMMOMY, HE SBIISIOTCS
cnencreuem npumenenust APA II B I tpumectpe OepemenHOCTH. bepeMeHHbIe, IPUHUMABIINE
npenaparbl  APAIl B [Tpumectpe OepeMEHHOCTH, JODKHBI  OBITH — 00s3aTENBHO
npounpopmupoBansl o nocieacTBusx npuema APA 11 Bo II u III TpumecTpax GepeMeHHOCTH.

B 3aBucuMOCTH OT Cpoka OEpeMEHHOCTH JUIs OIEHKH (YHKIMOHAIBHOIO COCTOSHHS ILIOJA
BO3MOXHO HCIIOJIb30BAHHE CTPECCOBOTO TECTA, HECTPECCOBOIO TECTa WIIM ONpPEACICHHE
ouodusudeckoro npoduis mioaa. [lanueHTs U Bpay JODKHBI 3HATh, YTO OJMIOTHAPAMHHUOH
pa3BUBaeTCs MpH HEOOPAaTHMOM MOBPEXJIEHUU II0Aa. HOBOPOXIEHHBIE, MaTepH KOTOPBIX
npuHUMaAIM BO Bpems OepemenHoctd APA II, JOIDKHBI HAaxoQUTbCS II0J BpavyeOHBIM
HaOIIO/ICHMEM, YYHMThIBas PHUCK pa3BUTHS apTEPUATIbHON TUIIOTEH3WM, OJMIYPHH H
runepkayimeMun. [Ipy pasBUTHM OJIMTYPUH, B IEPBYIO OYepelb, HEOOXOaMMa KOPPEKIIHs
apTepUaIbHOrO JaBJIeHus ¥ moyeyHoi nepdys3un. OOMeHHast reMoTpaHChy3Husl MM I'eMOIHalIu3
HEOOXOIMMBI JUISi KOPPEKIMH apTepHAIbHON THIIOTEH3MH W/WIH JUIS 3aMelleHUs (QyHKIUH
MOYEK.

Amnoounun

Be3onacHOCTh NPUMEHEHHS AaMIIOJIMIIMHA TP OEpPeMEHHOCTH He YycTaHoBjleHa. B xoxe
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IIPOBEJIEHHBIX ~MCCIEIOBAHMN Yy JKUBOTHBIX HAOMIONAINCh IIPM3HAKM ~PENPOAYKTHBHOU
TOKCMYHOCTH TP IIPUMEHEHHH BBICOKHX /103 aMJIOIUNUHA. [I[puMeHeHHe aMJIOTUIIUHA BO BpEMs
GEpeMEHHOCTH BO3MOXHO IIPH OTCYTCTBHH O€30NACHOH T'MIIOTEH3WBHOW aJbTCPHATHBHOH
Tepanuy U B Cjlydae, eciii MOTeHIMAIbHAS MOJIb3a JUIS MaTepy NPEBbIIACT BO3MOXHBIM PHCK
JUTS TUI0J1a.

Jlozapman

IIpumenenwue Bo Il u III TpumecTpax GepeMEHHOCTH JIEKAPCTBEHHBIX CPE/ICTB, ICHCTBYIONIMX Ha
PAAC, MOXeT BbI3bIBATH CEPHE3HBIE MOBPEKICHUS WIM Jake IMOenb IUIOJA, MO3TOMY IpH
IJIAHUPOBAHUH OCPEMEHHOCTHU MIIH IIPU €€ HACTYIUIEHHHM CIIEYET IPEKPATUTh [IPUEM JI03apTaHa
M Tpd HEOOXOJMMOCTH IEPEBECTH Ha AIbTEPHATUBHYIO I'MIIOTEH3UBHYIO TEpAIHIO C y4ETOM
npopuis Ge3onacuocTu. [Toyeunas nepdysus y mioza, 3apucsmas or PAAC, pa3suBaetcs co
II TpumecTpa GEpeMEHHOCTH, IO3TOMY PUCK JUIs IUI0/1a BO3pAcTaeT IpHU IpHeMe Jio3apTana Bo 11
u Il TpumecTpax GepeMEHHOCTH.

ITepuoo 2pyonozo éckapmaueanusn

B JOKJIMHHYECKMX HCCIICIOBAHUSX Y >KUBOTHBIX OTMEYAJIUCh 3HAYMTEIbHBIC KOHICHTPAIUH
aMJIOIUITMHA ¥/WJIH aKTUBHOTO MeTabOoJIMTa JIo3apTaHa B IPYAHOM MOJIOKE.

AMJIOJMIIMH BBIIENSETCS C TIPYAHBIM MOJOKOM. JloJsi MaTepHHCKOW J03bl, IOJYyYEHHOH
MIIaJIeHIIeM, BapbupyeTcs B mpexaenax 3-7 %, makcumym 15 %. Bausnue amioamniHa Ha
MJIJICHIIEB HEM3BECTHO.

IIpumenenwue npenapata Jloprensa® npoTHBONOKa3aHO B IEPHO/I TPYIHOTO BCKAPMIIMBAHHS.
DepmuibHocms

Amnoounun

V nekoropsix namuenToB npu npumenernn BMKK ormeuanucs oO6paTuMble OMOXMMHYECKHE
MU3MEHEHHUsS] TOJIOBKM crepMaro3ouja. KIIMHMYECKHMX JIaHHBIX O IOTEHIHAJILHOM BIIUSHUH
amJIoIMIIMHA Ha (PepTHIBLHOCTh HexocTtaToyHo. Coollanock, 4To B UCCIIEAOBAHMM Ha KpbIcax
BBISBJICHO MTOO0YHOE JICCTBUE HA PEPTHILHOCT CaMIIOB KPBIC.

Jlozapman

B uccienoBaHusX in vitro W in vivo MyTareHHbIE CBOWCTBA Ji03apTaHa HE OOHApyXKEHBI.
@DepTUIIBHOCTD W PENpoAyKTUBHAs (DYHKIHMS CaMIOB KpBIC, IOJIYy4YaBIIAX BHYTPb 03I JI0
150 mr/kr/cyt, He w3MeHsuuch. Ilpu BBeneHuu camkam Kpeic 103 100 mr/kr/cyt u Oosee

Ha0JII01A/I0Ch YMEHBIICHAE YHCIIA KEJITBIX TEJI, 3apOIbILIei 1 SMOPHOHOB.

Cnocod npumMeHeHHus U 1035l
BuyTpb, 1pa3 B CyTKH, HE3aBUCHMO OT BpPEMEHHM IpHeMa IHUIIM, 3anuBas HEOOJbIINM

KOJIMYCCTBOM BO/IBI.
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Pexomenayemast 103a npenapata Jloprensza® — 1 Tabnerka B CyTKH.

IIpenapar Jloprensa® B mo3e 5Mr + 50 MI Ha3HAYaOT MALMEHTaM, KOTOPBIE HE JOCTHIIIH

aJIeKBaTHOTO KOHTPOJIsi apTEPHAIBLHOrO JaBJIEHUs [IPH MPUMEHEHUH aMIIOIMIIMHA B 03¢ 5 MI

WM JI03apTaHa B o3e 50 MI B MOHOTEpAIIHH.

Ipenapar Jloprensa® B 03¢ 5Swmr + 100 Mr Ha3Ha4yalOT MAIMEHTaM, KOTOPbIE HE JIOCTHUIJIH

aJIeKBaTHOTO KOHTPOJISi apTEPUAILHOTO JIABJICHHs IIPU NPHUMEHEHHHU Jo3apTana B n03e 100 mr

v npenapara Jloprensa® B 1o3e 5 mr + 50 mr.

Ipemapar Jlopren3a® B no3e 10 Mr + 50 Mr Ha3HA4yarOT MAIMEHTaM, KOTOPBIE HE JOCTHIIIA

aJIeKBaTHOTO KOHTPOJIIS apTEPHAIBHOIO JABJICHHs] IPH IPUMEHEHHH aMJIOJMIKHA B 03¢ 10 mr

win nipenapara Jloprensa® B 1o3e 5 mr + 50 mr.

Ipenapar Jloprenza® B no3e 10 Mr + 100 Mr Ha3HA4arOT NMALKEHTaM, KOTOPbIE HE JOCTHIIIU

aJIeKBaTHOTO KOHTPOJIS apTEePUAIILHOIO JIABJIEHUS IIPU NIPUMEHEHMH IIpernapara Jloprensa® B

no3e S mr + 100 mr wim 10 mr + 50 mr.

Jloza mojaOupaercs mmocje paHee MPOBEACHHOIO TUTPOBAHMs JI03 OTIAEIbHBIX KOMIIOHEHTOB

npenapara. Eciu morpebyercss u3MEeHEHHE J103bl OHOIO U3 JECHCTBYIOUIMX BEIIECTB B COCTaBEe

(UKCUPOBAHHOTO  KOMOMHMPOBAHHOIO  Ipenapara (Hampumep, B CBS3M C  BHOBbB

JIMarHOCTHPOBAHHBIM 3a00JIeBaHUEM, U3MEHEHHEM COCTOSIHUS IAlMEHTa MJIM JIEKaPCTBEHHBIM

B3aUMOJIEUCTBHEM ), HEOOXOIMM HH/IUBUIYyaIbHBIN 1OA00P /103 OTAEIBHBIX KOMIIOHEHTOB.

MakcuManbpHas cyTouHas 103a npenapata Jloprensa® cocrasiser 10 mr + 100 mr.

[TanueHTsl, 0THOBPEMEHHO IPUHUMAIOIIKE JI03apPTaH ¥ aMJIOIUIIMH, MOTYT OBITh IIEPEBE/IEHBI HA
®

[mpernapar HOpTCI—Ba 9 conep)xalum‘fl JI03apTaH U aMJIOJUMIIAH B TEX KC€ /103aX.

Oco0ble rpynnbl HAIMEHTOB

Hapywenue ¢pynxyuu novex

[Tpu KK ot 50 10 20 My1/MHH KOppPEKIIHH /1036l HE TpedyeTcs.

IIpenapar Jlopren3a® mporuponokasan nanuentam ¢ KK menee 20 MI/MHH M NanMeHTaM,
HaXO/IAIIMMCS Ha remo uanu3se (cM. pasjen «II[poTuBomnokazanus»).

Ilayuenmul co chudxcennvim OL[K

VY namuentoB co cHmxkeHHbIM OIIK (Hampumep, BCIEICTBUE JIEYEHHS BBICOKHMH J103aMHU
JMYPETHKOB H T. JI.) HAYaIbHYIO 103y JI03apTaHa CleayeT CHU3UTh 10 25 Mr 1 pa3 B cyTku. B
CBS3M C OTCYTCTBHeM y mpenaparta Jloprensza® 103upoBky, cozepkaineii 25 Mr jo3apraHa,
JTAHHYIO JI03Y CJIelyeT Ha3Ha4yaTh B MOHOTEpAIIMHU JIO3apPTaHOM.

Ilepen npumenennem npenapata Jloprensza® neo6xomumo Boccranosienue OLK u conepxanus
HaTpUs B IUIa3Me KPOBH.

Hapywenue ¢pynxkyuu nevenu

10
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[larmentam ¢ HapymenuneM (yHKuuu nedeHn (mexee 9 6amioB no mxane Yainn-Ileio) B
aHAMHE3€ PEKOMEH/IYETCsl IPUMEHSATH OoJiee HU3KHE J103bI JIo3apTaHa. B cBsA3u ¢ OTCYTCTBUEM Y
npenapata Jlopren3a® 103upoBKHM, cojepkaiieil 25 Mr Jo3apTaHa, JaHHYIO 03y CIEyeT
Ha3HayaTh B MOHOTEPAIIUH JIO3APTAHOM.

[Ipumenenne npenapara Jlopren3a® BO3MOXHO y MAlMEHTOB ¢ HapylICHHEM QYHKIMM TNEYEHH
(Menee 9 6awtoB no mkane Yainga-I1pio), KOTOPEIM IO PEIICHHIO Bpavya PEKOMEH0BAHO
IIpUMEHEHHeE JI03apTana B 103e 50 mr.

[layuenmul nosicunoz2o 6o3pacma

V nanuMeHToB MOXKHKIIOro Bo3pacTa (crapiue 65 j1eT) BCJIEACTBHE CHUKEHHOIO KIIMPEH A Teparuio
aMJIOJIMITMHOM PEKOMEH/IYEeTCsl HauMHATh ¢ 7036l 2,5 Mr 1 pa3 B cyTku. [lockonbKy y mpenapara
Jlopren3a® oTcyTCTBYyeT 103MpOBKa, Cojepxalias 2,5 M aMJIOJMIIMHA, JaHHYIO 103y CIEIyET
Ha3HA4YaTh B MOHOTEPAIIUH AMJIO/IUITHHOM.

Jlemu u noopocmku

IIpenapar Jlopren3a®

HE Clie/lyeT Ha3HayaTh AETSM M MOJAPOCTKaM Mulaauie 18 yier, Tak Kak
OTCYTCTBYIOT JaHHble 00 3(p(eKTHBHOCTH U OE30IACHOCTH NPHUMEHEHMS Y JaHHOM IPYIIIbI

IMAalfuMCHTOB.

IloGouHoe aeiicTBHE

YacToTa BCTPEYaEMOCTH OIpejielieHa CIeAyIoIUM o0pa3om: odeHb dacto (> 1/10), uacto
(ot >1/100 mo < 1/10), mewacto (ot > 1/1000 x0 < 1/100), peaxo (ot > 1/10000 no < 1/1000),
oueb peako (< 1/10000), HeusBecTHO (MCXOAS M3 MMEIOUIMXCH JIAHHBIX 4YacTOTY

BO3HUKHOBECHHS OIIPEACIIUTD H€BO3MO)KHO).

Kaacecnpuxanus HexenarebHbie Yacrora pa3zBuTHS
OpraHoB M CHCTEM dpdexThI
P b Amiopqunun/ | Amuiogunun | Jlozapran
(MedDRA)
Jlozapran
. Yacrora
Hughexyuonnvie u Wudexiust MOUeBBIX ITyTeH - -
HEHM3BECTHA
napasumapHule
3aboneeanus
Hapywenus co Jletikonenus - OueHb peKo -
CMOPOHbBL KPOBU U Yacrora
P P TpombouuTonenus - OueHb pesKo
qumMgpamuyeckoi HEH3BECTHA
cucmembl Yacrora
Anemus - -
HEHM3BECTHA

11
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Hapywenus co Anadunaktuyeckue - - Penxo

CMOPOHbL UMMYHHOU | PEAKITUH

cucmembl "
AHTHOHEBPOTUYECKHUH - Ouens penko | Peaxo

orex*

Backynut, BKito4ast - - Penko
reMOpparu4ecKui
BaCKyJIUT (Iypmypa

[Ienneiin-I'enoxa)

Peaxuuu - Ouens penko | Peaxo

TANCPYYBCTBUTCIIBHOCTH

Hapywenus co ['uneprivkemus - OdeHb pesko -
cmoponsl 0bmena

eewecme u numanus

Hapywenus becconnwuna, 1abUIbHOCTD - Heuyacro -
NCUXUKU HACTpOeHHs (BKIIOYast
TPEBOTY)
Yacrora
Jlenpeccus - Heuacto
HEHM3BECTHA
CryTaHHOCTb CO3HAHUS - Penxo -
Hapywenus co ["os10BOKpyX’EHUE Yacto Yacto Yacro
CcmMoponbl HepeHOU
P P CoHMBOCTH Hewacto Yacro Heuwacto
cucmemol
["ooBHas 60J1b Yacro Yacro Hewacto
PaccrpoiictBa cHa - ' - Hewacto
[Tapecre3us - Hedacro -
['unecre3us - Heuacto -
Tpemop - Heuacto -
Yacrora
Jlucres3us - Heuacro
HEU3BECTHA
MBIIIeUHbIH THIEPTOHYC, - Odenb peaxo -
nepudepudeckas

12
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HeWponaTus
Yacrora
Murpesnb - -
HEHM3BECTHA
DKCTpanupaMu/IHbIe - Yacrora )
HapyLICHUS HEM3BECTHA
Hapywenus co Hapymenue 3penusi (B ToM - Yacro -
CMopoHbl Opeana YHCIIE TUTUIONUS)
3peHust
Hapywenus co Bepruro Heuyacto - Yacto
CMOPOHbBL Op2ana Yacrora
P P [Ilym B ymax - Heuacro
cnyxa u HEM3BECTHA
nabupunmmuole
Hapyuenus
Hapywenus co Omymenue cepauedbuenuss | Hewacrto Yacro Hedacro
cmoponbl cepoya
P PoY Aput™must (BKIIIOUas - Heuwacto -
Opaaukapauio,
KEITYJOYKOBYIO
TaXUKapIUIo U
GubpUILISIIUIO
npeJcepIui)
Crenoxapus - - Heuacro
Wudapkt muokapa - Oudenb pesko -
Hapywenus co OuryiieHue «IpuInBay Heuacto Yacrto -
CMOpoOHbL COCY008 KPOBH K KOX€E JIUIa
OprocTaruyeckas Heuwacto - Heuacto

TUIOTEH3Us (BKIIIOUYast
JI0303aBUCHMBIE
OpPTOCTATUYECKHE

peakium)**

13
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BripaxxeHHO€ CHHXKEHHE

aApTECPUAJIBHOTO J1aBJICHUA

Heuacto

Backymnur - OdeHnb pesKo -
Hapywenus co Oppimika Hedacro Yacto -
CMOpPOHbL
g Punut - Heuacto -
ovixamenbHou
Yacrora
Karmens - Ouenb pesiko
cucmemvl, Op2aHoe
HEU3BECTHA
2pYOHOU KNemKU U
cpedocmenus
Hapywenus co bosb B xkuBOTE - Yacro Hedacro
CMOpPOHbL
P JluckombopT B 001aCTH Heuacto - -
JHCeNYyOOUHO-
KHUBOTA
KUWe4Ho20 mpakma
Jlucrienicust Heuacto Yacto -
TomHoTa Heuacro Yacto -
Pedmrokc-330¢parut Heuacro - -
W3menenue pexuma - Yacto -
nedexanuu (BIIOYast
JTMapero U 3arop)
PBoTa, cyXoCThb CIIM3UCTOU - Heuwacto -
000JIOYKH TOJIOCTH pTa
Kaxna - Heuacto -
3anop - - Heuacto
["acTput, runepruiazus - OueHb peko | -
JIeCeH
Yacrora
[Tankpearur - Ouenb penko
HEHM3BECTHA
Yacrora
Jluapest - -
HEHM3BECTHA
Hapywenus co ['ematut - Ouensb peako | Penko

14
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CMOPOHbL NeYeHU U Yacrora
Hapymenue GpyHKIMu - -
JHCENYeBbIEOOAUUX HEU3BECTHA
NIEYECHU
nymeu
XKenryxa - OudeHb peako -
[ToBbIIIEHHE aKTUBHOCTH - OyeHb peako -
«TMIeYEHOYHBIX» (PEepMEHTOB
B ITa3M€ KPOBU
Hapywenus co KoxHasi cpilb - Heuacto Heuwacto
CMOPOHbL KOJCU U
Anonenus, 1mypIiypa, - Heuacto -
NOOKONCHBIX MKAaHeu
U3MEHEHHUE [1BETa KOXKH,
MOBBIIIICHHOE
MOTOOT/IEJIEHUE, IK3aHTEMA
o YacTora
KoxHbl# 3y1 Heuacto Hewacto
HEM3BECTHA
Yacrora
Kpanusuuna Heuwacto Heuwacto
HEU3BECTHA
Yacrora
®OTOUYBCTBUTEIBHOCTD - OueHb pesko
HEM3BECTHA
MynbsTHhOpMHAS - OdeHnb pesko -
9KCCY/IaTUBHAS IpUTEMA,
9KC(HOJIMATUBHBIN
JIEpPMATUT, CUHIPOM
CruBenca-/[>xoHcoHa
Toxcuueckui - Yactora -
3MUICPMAIbHBIA HEKPOJIU3 HEU3BECTHA
Hapywenus co Otexu J10AbDKEK - Yacto -
CMOPOHbL CKeNeMHO-
Cynoporu B MbIIIax - Yacro -
MbIUEYHOU U Uactora
. Muanrus - Heuacto
COeOUHUmMeNbHOU
HEU3BECTHA
MKaHu q :
acToT
Aptpairus - Heuacro
HEHM3BECTHA
Yacrora
Pabnomuonus - -
HEM3BECTHA

15



JITT-Ne(000548)-(PT-RU)-030222

Yacrora
bosb B ciuHe - -
HEU3BECTHA
Hapywenus co VYyaiennoe Heuacto Hewacto -
CMOPOHbBL NOYEK U MOYEHUCITyCKaHUE
MOYEeB8bI80OSUJUX (mosutakuypus)
nymeu
Bosie3HeHHbIe T03BIBBI HA - Heuacto -
MOYEHCITyCKaHHUE,
HUKTYpHS
Yacrora
Hapywenus co DpeKTuiibHas - Heuwacto
HEM3BECTHA
CMOPOHbL NON0BbIX | TACHYHKIMSA/UMIIOTEHIIMS
0p2ano8 U MOJN04YHOU
['uaexkomacTus - Heuacto -
Jrcenesnl
Obwue Orexu/nepudepudeckue Heuacro Ouenp yacto | Heuacto
paccmpoticmea u OTEKH
HapyuwieHus 6 mecme
86e0eHUs
Crnaboctb Hedgacto - -
[ToBbIIEHHAS - Yacro Heuwacto
YTOMJIIEMOCTh
Jluckomdopt B 06s1acTH Heuacto - -
rpyau
bossb B rpyiu Hedvacrto - -
Omurymienue ObICTPOro Hewacto - -
HACBILICHUS
Actenus - Yacto Heuacrto
Yacrora
Henomoranue - Heuacto
HEU3BECTHA
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boib - Heuacto -
Yacrorta
["punmonono0HbIE - -
HEU3BECTHA
CHMIITOMBI
Jlabopamopnwie u ['unepxanuemus - - Yacrto
UHCMPYMEeHMAIbHbLe
BBIIIIEHHE aKTUBHOCTH - - Penxo
oamnHbvle Io e L A
aJJaHMHAMHUHOTPaHCepa3bl
(AJIT)*** B ma3me KpOBH
Yacrora
['unonarpuemus - -
HEU3BECTHA
VBenuueHue Macchl Tena, - Heuacro -
CHMIKEHHME MacChl TeJla

*Biroyasi OTEeK FOPTaHH, IOJOCOBBIX CBS30K, JIMIA, T'y0, TJIOTKH /WM s3bIKa (C pa3BUTHEM
0OCTPYKIMHM JbIXaTENbHBIX MyTel), Y HEKOTOPHIX NAIMEHTOB OTMEYANICS aHTMOHEBPOTUYCCKHH
OTEK B aHAMHE3€ IIPH JICYEHHH JPYTUMH TIperiapataMu, BKItouas ”Hruouropsl AIIOD.
**¥OcobeHHo y nanueHtoB co cHmwkeHHbIM OLIK (manmpumep, y NHalMEHTOB C TSDKEJIOH
Cep/IeUHOM HEJ0CTATOYHOCTHIO MM TI0CTIE JICYCHHS BBICOKUMHU JI03aMHU Iy PETHKOB).

***(OOBIYHO POXOUT MOCIE OTMEHBI IIperapara.

Ilepeno3npoBka

Ciyyau nepeo3upoBKH (HUKCHPOBAHHONW KOMOMHAIMEH aMJIOJUIIMH + JI03apTaH HEHU3BECTHBL
Huxke mpuBe/ieHbI JaHHbIE O I[EPEeIO3MPOBKE aMJIOJUIIMHA M JI03apTaHa, NMPUHUMAEMBIX I10
OT/IEJILHOCTH.

Amnoounun

Cumnmompi: BBIPAKEHHOE CHIDKCHUE apTEpUalIbHOIO JIABJICHHS C BO3MOXHBIM Pa3sBUTHEM
pedIeKTOPHOM TaXxuKap/Mu ¥ 4Ype3MepHOl neprepuyeckoi BazoauIataluuu (PUCK pasBUTHSA
TSKEJION M CTOMKOM apTepUalibHOM I'MIIOTEH3MHU, B TOM YMCJIE ¢ PAa3BUTUEM IIOKA U JICTAJIBHOIO
UCX0/1a).

Jleyenue: npueM aKTHBUPOBAHHOIO yIJisl (IPUMEHEHHME aKTHBHPOBAHHOIO YIJISL Yy 3/10POBBIX
706POBONIBIIEB Cpa3y WM B TEYEHHE 2-X 4YacoB IOC/e Npuema BHYTpb 10 Mr amioaunuHa
NIPUBOJIMJIO K 3HAUMTEIHLHOMY CHWJKEHHIO ero BcachiBaHHs). IIpn HEOOX01MMOCTH MOKa3aHO

IIPOMBIBAHUE XKEJIYJKa. Kiunndecku 3Haunmasi apTepuajibHas THIIOTEH3Us IIpH MIEPEAO3UPOBKE
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amJIoZMNMHa TpeOyeT MPOBEACHUS KOMIUIEKCA MEp 110 HOPMalHM3allu¥ COCTOSHHUS CEPACYHO-
COCY/IMCTOM CHCTEMBI, HEOOXOIMMO [PH/IATh BO3BBIIIEHHOE MOJI0XKEHNE HIKHAX KOHEUYHOCTEH,
OCYIIECTBIIATH TOCTOSIHHBIA KOHTPOJIb 3a (DYHKIMOHAIBHBIMU IIOKa3aTeIsMH Cepaua H
neixaresnsHoi cucremsl, OLIK u nuypesa. WMHTeHcuBHas cuMmmToMaThdeckas Ttepanus. Jlis
BOCCTAHOBJIEHMSI ~ COCYJMCTOrO  TOHyca M  apTEpHaJbHOrO  JIABJICHHUSA  NPUMCHSIOT
COCY/IOCYKHBAIOIIME MPENapathl (IIPU OTCYTCTBHH IIPOTHBONOKA3aHUH K MX IPUMEHEHHIO), C
E/IbI0 YCTPAHEHMsI OJIOKajbl KaJIbIMEBBIX KaHAJIOB — BHYTPUBCHHOE BBEJICHHE KalbIIUs
rimokoHnara. ['emouanu3 HedeKTUBEH.

Jlozapman

MMeroTcst orpaHUYeHHbBIE JAHHBIE O NIEPEI03UPOBKE JI03apTaHa.

Cumnmombl. BBIPRKEHHOE CHIKEHHE ApTEPUAIBHOTO JABJICHHS, TaXMKap/us, Opajaukapius,
00ycII0BIICHHAs TAPACKHMIIATHYECKON (BaryCHOM) CTUMYJISIMEH.

Jleuenue: TpH  pPa3BUTHM  CUMITOMATHYECKONW  apTEPUAbHOM  TMIIOTCH3UM  IPOBOASAT
NOJUIEPXKHUBAIOLIYIO Tepanuio. ['eMoauanu3 JUis J03apTaHa M €ro akTHBHOro Merabosura

HedpPeKTUBEH.

B3aumojeiicTBHE ¢ IPYrHMH JIEKAPCTBEHHBIMH CPEACTBAMH

AHTArMIEpTeH3MBHbIA  >ddekT mpemapata  Jlopren3a®  MOXeT — yCHIMBAaThCS — IPH
O/IHOBPEMEHHOM  IIPUMEHEHHH C JPYTMMH THUIOTEH3UBHBIMH  cpeiacTBaMu. [lostomy
OJIHOBPEMEHHOE PUMEHEHHUE PA3JIMYHbIX IHIIOTEH3UBHBIX CPEICTB JOJDKHO OBITh 0O0CHOBAHO.
Amnoounun

O/HOBpEMEHHOE TIPHMEHEHHE AaMJIOJMIHHA C  MUASUOHBIMU  OUYpemuKkamu, — albgpa-
aopenobrokamopamu i uneuoumopamu AII® cuntaercs 6€30MaCHBIM.

B ommune ot apyrux BMKK kiMHWUYECKM 3HAYMMOroO B3aMMOJICHCTBHS aMIIOIUIIMHA
(IIT mokonenne BMKK) He Obulo OOHapyXKeHO @pU OJHOBPEMEHHOM IPUMEHEHHH C
HeCMepouUOHbIMU  npomueosocnaiumenbioiMy  npenapamavy (HIIBII), B ToM 4ucie H €
UHOOMEMAYUHOM.

Bo3moxkHO  ycuiienue aHturuneprensuBHoro jeiicteus BMKK  mpu  oaHOBpeMeHHOM
NPUMEHEHUH C MUAUOHBIMU U «NemiesbiMuy Ouypemukamu, uneubumopamu AIll® u
Humpamamu, a TaK)Ke TMPH OJHOBPEMEHHOM MNPHMEHEHUH C aibghal-aopenobrokamopamu,
HeUpOoIenMuUKamu.

O/HOBpeMEHHOE TIPUMEHEHHE AMIIOJUIIMHA ¢ uneubumopamu uzogpepmenma CYP3A4 tpebyer
TINATEIBHOTO KOHTPOJIS CHMIITOMOB apTEPUAIbHOM THIIOTCH3HMH M IEpHPEPHIECKHX OTEKOB.
[Ipu OJIHOBPEMEHHOM MPUMEHEHHH Ourmuazema B 1o3e 180 Mr B JIcHb U aMJIOJMIIMHA B J103€

SMr B JIeHb y TIIaME€HTOB IIOXHJIOrO0 BO3pacTa CHUCTEMHAsE OJKCIIO3HIMUA aMJIOTUIINHA
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nossimaercsi Ha 60 %. Dpumpomuyun TPA OJIHOBPEMEHHOM NPHUMEHEHHH MOBBINAECT Crax
AMJIOJIMIINHA Y MOJIOJIBIX TIAIMEHTOB Ha 22 %, a y NAlMEeHTOB TOKUII0ro Bo3pacta — Ha 50 %. B
TO Xe BpeMsi Mownwie uneubumopwvl uzopepmenma CYP3A4 (kemokonason, umpakouason,
pUMONGGUP) MOTYT TIOBBIIATH KOHIEHTPALHMIO aMIIOJMIIMHA B IJIa3M€ KPOBU B elle OOoblIeH
CTETICHH.

[Ipy OAHOBPEMEHHOM NPUMEHEHHH uHOYKmopos uszogepmenma CYP3A4 KOHLEHTpaus
aMJIOJIMIIMHA B IUIa3Me KPOBH MOXET BapbipoBaThes. Takum 00pa3oM, KOHTPOJIb apTEPHAIBHOTO
JIaBJICHMs] U KOPPEKIHUS JI03 MPHUHMUMAEMBIX [IPENapaToB JIOJUKHBI IIPOBOJAMTHCS KakK BO BpeMs,
TaK M I10CJIE OJHOBPEMEHHOTO WX MPUMEHEHHs, OCOOEHHO B COYETAHHH C MOWHBLIMU
unoykmopamu  usogpepwenma CYP3A4 (uanpumep, pugpamnuyum, npenapamol 36epo6os
NPOObIPSBIEHHO20).

Bema-aopenobarokamopel Ipu 0JHOBPEMEHHOM IIPUMEHEHHH C aMJIOJMITMHOM MOTYT BbI3bIBATh
oboctpenue Teyenust XCH.

XOoTs Np¥ H3ydEHHHM AMIIOJMIIMHA OTPHUIATEIBHOrO HHOTPOIHOIO JEHCTBUS OOBIMHO HE
Habmonanmu, TteM He MeHee, Hekotopple BMKK Moryr ycunamBarh  BBIPaXEHHOCTH
OTPUIATEILHOTO  HWHOTPOIIHOTO  JEHCTBUS aHTHAPUTMHUYECKUX  CPEJCTB,  BBI3BIBAIOLIMX
yummHenue uarepBaia QT (Harmpumep, amuooapon i XUHUOUH).

Onnokpatueiii npuem 100 Mr cundenaguna y MalMEHTOB ¢ apTEPUAIBLHOM TMIIEPTEH3UCH HEe
OKa3bIBAET BJIMSHMS HA IapameTpsl (apMakOKMHETUKH amiloaunuHa. Ilpu npueme amiounuHa
OJJHOBPEMEHHO C culdenHaguiom KaxIbld W3 MpPenapaToB HE3aBUCHMO OKa3bIBal CBOE
AQHTHTUIIEPTEH3UBHOE JICHCTBUE.

[ToBTOpHOE NpHMEHEeHHME amiloaunuHa B jgo3e 10 Mr u amopsacmamuna B no3e 80 Mr He
CONPOBOXIAIOCH  3HAYATEIBHBIMA  HM3MEHCHHMSMH  IOKasatejed  (apMakOKMHETUKHU
aTopBacTaTHHA.

Omanon (HAIMTKH, COJEPXKAIIUE @IKO20/b): AMIIOJUIIMH IIPH OJHOKPATHOM H IOBTOPHOM
npuMeHeHUH B 103¢ 10 Mr He BiuseT Ha PapMaKOKUHETHKY dMaHod.

Hediponenmuxku % u30¢iypan YCUIMBAIOT AHTUTUIIEPTEH3UBHOE JICUCTBHE IPOU3BOTHBIX
JATUPOTIAPUTUHA.

[Ipy BHYTPMBEHHOM BBEJICHHHM OaHmpoiena Ha (OHE Tepanu¥ aMJIOJMIMHOM BO3MOXKHBI
KOJUIAIC, apUTMHH, CHUKEHHE CHUJIBI CEPECYHBIX COKPAILEHUN ¥ TMIIEPKAIHCMHUSI.

[IpenapaThl kanbyus MOTYT CHIDKATh aHTUrUIIepTeH3uBHOE AeiicTBue BMKK.

[Ipr OHOBPEMEHHOM IPUMEHCHHWH aMJIOJUIIMHA C IpernapaTtamMu /umus BO3MOXXHO yCHIICHHE
TIPOSIBJICHHS] HEHPOTOKCMYHOCTH (TOLIHOTA, PBOTA, JUAPEsi, ATAKCHsI, TPEMOP, LIYM B yIlax).

He oxa3biBaeT BJIMSHMS Ha KOHIIEHTPAIMIO B CHIBOPOTKE KPOBM OUCOKCUHA W €TO MOYECYHBIA

KJIMPEHC.
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He oka3blBaeT CyIIECTBEHHOTO BIMSHHS Ha JelicTBHE 6apgapuna (B YaCTHOCTH,
O/IHOBPEMEHHBIH [PMEM aMJIOAMIIMHA M 6apgapuna HE BIMSET Ha  yBEIHYCHHE
IPOTPOMOMHOBOTO BPEMEHH).
[umemuoun He BIHsSET HAa GAapMAKOKMHETHKY aMJIOIUIIMHA.
B uccrie1oBanusAX B yCIOBHSX in Vifro avIJIOJAITHH HE BIIMSET HA CBA3BIBAHME C O€JIKaMH I1J1a3Mbl
KPOBH OU2OKCUHA, (henumouna, 6apghapuna n uHoomMemayund.
O/HOBpEMEHHBINH OJHOKpaTHBIA mpueM 240 Mr epeiinghypymosozo coxka v 10 Mr amiounuHa
BHYTPb HE COMPOBOXIAETCS CYIIECTBEHHBIM H3MEHEHHEM (hapMaKOKUHETHKH aMJIOIUITHHA.
OIHOKpATHBIM TIPUEM @IOMUHUL- WA MAZHUUCOOePICAUUX aHMAyudog HE OKa3bIBAET
CYIIECTBEHHOTO BIMSHUS Ha (PapMaKOKMHETHKY aMJIOIUITHHA.
[Ipy OAHOBPEMEHHOM IPUMEHEHHHM C aMJIOJMIIMHOM CYIIECTBYET PHUCK IOBBIICHUS
KOHIIEHTPAIMHA MAKpoIuMycd B T1a3Me KpOBH, HO (apMaKOKMHETHYECKUM MEXaHH3M JaHHOIO
B3aMMOJICHCTBUS IOJHOCTBIO He wu3ydeH. s NpeaynpexaeHHs: TOKCHYECKOro JICHCTBHS
makpoaumyca Tpd OJHOBPEMEHHOM IPUMEHEHHHM C aMJIOJUIIMHOM CIIEAYeT KOHTPOJIUPOBATH
KOHIIEHTPAIMIO MAKPOIUMYCca B TLIa3Me KPOBU M IPH HEOOXOAMMOCTH KOPPEKTHPOBATH €ro
7103y.

sBisiercst uHruouropoM uzodpepmenta CYP3A4. [Ipu onHoBpeMEHHOM
IIPUMEHEHUH aMIIOJMIIMHA W KIAPUMPOMUYUHA TIOBBIIIEH DPUCK pa3BUTHs apTepUAbHON
TUIIOTEH3MH. PeKOMeHyeTcsl TIIaTeIbHOE MEJUIMHCKOEe HaOMIoJeHHe 3a IAlMeHTaMH,
MOJTYYAIOIIMMHU aMJIOTUITHH OJTHOBPEMEHHO C KIAPUMPOMUYUHOM.
Hneubumopul mexanucmuyecko muwenu 0is panamuyuna y maiekonumaiowux (mTOR), Takue
KaK CUPONUMYC, MEMCUPOIUMYC T I6€POIUMYC, TIPEJICTABISIIOT co00i cybeTparsl n30hepmenTa
CYP3A. Awmionunuu sBisiercs ciaabbiMm — mHrHOMTOpoM u3opepmenta CYP3A. Ilpu
O/THOBPEMEHHOM TPUMEHEHUH C uHeubumopamu mTOR amiIOIMIIMH MOXET IOBBIIIATH HX
IKCIO3HUIHIO.
WccriesioBaHuss  JIGKAPCTBEHHOTO  B3aMMOJCHCTBHS € IIPUMEHEHHEM  YUKIOCNOPUHA W
aMJIOJIMITHHA Y 3/I0POBBIX JOOPOBOJIBIIEB HIIM JIPYTHX IPYIII AIMEHTOB HE IPOBOMIMCEH, KPOME
TalMEHTOB, MEPEHECIIUX TPAHCIUIAHTAIMIO TTOYKH, y KOTOPBIX HaOII0JaliCh BapuaOeIbHbIE
MHMHUMAaJIbHbIE KOHIEeHTpanuu (cpexnue 3nadenus: 0-40 %) yuknocnopuna. OQHOBPEMEHHOE
IPUMEHEHHE aMJIOJMIIHHA C  YUKIOCNOPUHOM  MOXET  yBEIMYMBATH  KOHILIECHTPAIHIO
YUKIOCnOpuHa B TIa3Me KpoBH. [Ipyu 0JHOBPEMEHHOM NIPUMEHEHUH aMJIOJMIIMHA y HAlMCHTOB,
MEPEHECIMX TPAHCIUTAHTAIMIO TI0YKH, CJIEyeT KOHTPOJIMPOBATh KOHIEHTPALHIO YUKIOCNOPUHA
B IUIa3Me KPOBH U IIPH HEOOXOAMMOCTH CHUXKATB €T0 J103Y.
KinuHuyeckue HCCIe0BaHUST B3aMMOJCHCTBHS IOKA3ajd, YTO aMJIOJMIIMH HE BIHUSCT Ha

(bapMaKOKUHETHKY amopsacmamuna, Ou2oKcuna Wiy éappapuna.
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OIHOBpPEMEHHOE MHOTOKPATHOEC NMPUMEHEHHWE amJIoJunuHa B no3e 10 Mr u cumeacmamuna B
no3e 80 Mr TpPHBOIMT K TOBBILEHHIO OKCIO3MIUK cumeacmamuna Ha 77 %. Jlosa
cumeéacmamuna TP OJHOBPEMEHHOM IPHUMEHEHMM C aMJIOJMIIHHOM HE J0JDKHA IPEBBIATH
20 mr 1 pa3 B CyTKH.

Jlozapman

Kak # 1py NpUMEHEHHH APYTHX CPEICTB, OJIOKMPYIOUIMX oOpazoBanue aHrnorensusa Il u ero
5pGbeKThl, OJHOBPEMEHHOE [IPUMEHEHHE Kauuticbepecaiowjux —Ouypemuxos (HapuMmep,
CNUPOHONAKMON, — Mpuammepen, — aAMWIOpUO,  SNIePeHOH),  Npenapamosé  Kanus |
Kanuiicooepicauux 3amenumesieti COJMM WM APYTUX IPEnaparoB, KOTOPbIE MOIYT IOBBIIATh
YPOBEHb Kajlus B CHIBOPOTKE (HAIpUMep, HpernapaThl, COIEPXKAIlUe TPUMETOIPUM) MOXKET
IIPUBECTH K YBEJIMYCHHUIO COJICPIKAHUs KAJIUS B CBIBOPOTKE KPOBH.

Kak v 1mpu MpuMEHEHHH JIPYTUX JIEKapCTBEHHBIX CPEICTB, BIMSIONIMX HAa BBIBEJACHHE HATPHS,
J103apTaH MOYKET CHIDKATh BBIBEICHUE Jumusi, 1MO3TOMY IIPH OJHOBPEMCHHOM IPUMEHCHUH
npenaparoB iumus u APA 11 HeoOX01MMO TIIATEILHO MOHMTOPUPOBATH KOHIICHTPALMIO JIUTHUS B
CBIBOPOTKE KPOBH.

V HEKOTOpHIX MAIMEHTOB C HapylIeHHeM (YHKIMHU MOYEK (HalpuMep, y MalUeHTOB MOXKHIOro
BO3pacTa MIIM MAlMEHTOB C 00€3BOXKMBAHWEM, B TOM 4YHCIIC NPUHMMAIOUIMX JHYPETUKH),
KOTOpBIe mostyuanu jiedenne HIIBII, BKIoYas CeeKmusHbvle uHeuOUMOopsl YUKI0OKCULEHA3bI-2
(I]Ol-2), onHOBpeMEHHOE NTpUMeHeHue uneubumopos AII® w/vuim APA 11, BKioYas j103apTaH,
MOKET BbI3bIBATH JajbHElInee yxyjaueHune (YHKIMUA I[OYEK BIUIOTH /IO Pa3BMTHS OCTPOM
noueunoit Hejpocraroudoctu (OITH). OObruno nanublid dddext obpatum. HIIBII, BKiItoyas
cenexmuenvie uneubumopwr IJOI'-2, moryt cHmwxkatbh 3pdexr APAII, Bximouas jo3apraH.
[Tosromy anturunepren3uBubiii 3pdexkt APA II Moxer ObITh ocnabieH NMpu OJHOBPEMEHHOM
npumenenuu HIIBII, B 4acTHOCTH cenekmusnvlx uneubumopos IJOI-2. Takum o0pasom,
O/IHOBPEMEHHOE TPUMEHEHHE KOMOWHAIMK amiIoJunuu/no3aptan ¢ HIIBII neoGXomumo
IIPOBOJIMTH C OCTOPOKHOCTBIO Y MAIMEHTOB € HAapyIIeHHEM (QYHKIMHU ITOYEK.

Jlsoitnas Oiokaga PAAC BO3MOXKHA TOJNBKO B OTAEIBHBIX Cly4asX IIOJ TIIATEIbHBIM
KOHTPOJIEM apTEPUAIbHOTO JIaBICHUs, QyHKIMH TOYEK U COJAEPXKAHUS DJICKTPOJIUTOB B IUIA3Me
kpoBu. Y mnamueHtoB ¢ arepockiepo3oM, XCH wim caxapHbM auabeToM € MOpaXCHHEM
opraHoB-muinenei jaBoinas Onokaga PAAC accomuupoBaHa ¢ 0ojee BBICOKOW YacTOTOM
Pa3BUTHSl APTEPUAIbHONW TMIOTEH3MH, OOMOPOKA, TMIICPKAIMEMHHM M HapyIIeHHs (QyHKIHH
noyek (Bxiouas OITH) B cpaBHEHHMH C NPUMEHEHHEM IIpenapara OJHOW U3 IEepEUUCIICHHBIX
TpYIIIL.

Omuospemennoe npumeneHne APA II, Bkmouas josapraH, ¢ Ipenaparamu, COAEpXKalMMH

alucKkupeH, IIpOTAUBOIIOKA3aHO Yy NMAaIlMEHTOB € CaXapHbIM radeToM H/MIH C YMEPEHHBIMHU HIJIA
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TsoKenbIMA - Hapymenusvu  Qynkimu  modek (CK®  menee 60 mu/mun/1,73 M?  IUIOIIa/H
IIOBEPXHOCTH TeJa) ¥ HE PEKOMEH/IYeTCs Y APYTUX MMAIUCHTOB.

Onnospemennoe npumenenre APA II ¢ uaru6uropamu AII® mpoTHBONOKA3aHO y MALMEHTOB C
nMabeTuuecKoi HepponaTreit 1 He PEKOMEHIyeTCs y APYTHX MallMeHTOB.

He ormeuanoch (apMakOKMHETHYECKH 3HAUMMBIX B3aUMOJIEHCTBHUE JI03apTaHa C TaKHMH
JIEKApCTBEHHBIMH CPEJICTBAMH, KaK 2UOPOXIOPOMUASUO, OUSOKCUH, 6apGAput, yumemuoun u
penobapbuman. Tlpuem pugpamnuyuna, WHIYKTOpA JEKAPCTBEHHOTO META0OIM3Ma, CHHXKACT
KOHIIEHTPAIMH JI03apTaHa U €ro akTUBHOIO MeTab0/IMTa B [J1a3ME KPOBH.

B KJIMHHYECKHX HCCIIEIOBAHUSX OBLIO M3yUeHO IPUMEHEHHUE JIBYX UHUOUMOPOS u3ophepmenma
CYP3A44. Kemokxonazon He BIUsI HAa MeTabOJIM3M JI03apTaHa 10 aKTUBHOIO MeTaboiuTa 1mocie
BHYTPUBEHHOIO BBEJICHHS JI03apTaHa. Jpumpomuyun HE OKa3blBaJl KIMHUYCCKH 3HAYUMOIO
sdpdekra Ha papMaKOKMHETHKY JI03apTaHa IIPH IIPUEME BHYTPb.

Onykonazon, uneubumop uzogpepmenma CYP2C9, cHuKaeT KOHICHTPALUIO AKTUBHOIO
meTaboaMTa JI03apTaHa ¥ IMOBBIIIAET KOHIEHTPALMIO JI03apTaHa B IUIa3ME KPOBH, OJHAKO
(apMakoMHAMMYECKAs 3HAYMMOCTh OJIHOBPEMEHHOTO IIPHMMEHEHHS J103apTaHa U uH2ubumopos
usogpepmenma CYP2C9 ue ycranosiena. [loka3aHo, 4To y IMalMEeHTOB, HE META0OIM3UPYIOIKX
N03apTaH B aAKTHUBHBIA METabOIMT, HMMEETCS O4YeHb pPEeAKHH M crenupuuHbd  1edexT
uzopepmenta CYP2C9. DTu 1aHHBIE CBHAETEIBCTBYIOT O TOM, YTO METAbOJIM3M JI03apTaHa Jo
aKTHBHOro MeTaboiuTa omnocpeayercs npeumyiiectBeHHo uzodepmenrom CYP2C9, a ne

nzodpepmentom CYP3A4.

Oco0bie ykazanust

Iayuenmul co cnuscennuvim OL[K unu c evipasicennvim aopmanbHblM CMEHO30M

VYV mnanmentoB co cHmwxkeHHbIM OI[K (Hampumep, npu npHeMe BBICOKHX JI03 JIMYPETHKOB,
BBLIPDAKEHHOM JMapee, PBOTE M JPYTHX COCTOSHHUSIX, NPUBOSIIMX K TMIIOBOJIEMHH) WIH C
BBID@KCHHBIM AOPTATBHBIM CTEHO30M B Hauane Tepanmuu mpenapatoM Jloprensza® moxer

Pa3BUTBHCS CHMIITOMATHYECKass apTepualibHasi TI'HIIOTCH3US. KoppeKumo TaKMX COCTOSIHUM

HEO0OX0IUMO MIPpOBOJMUTH /IO Hayalla T€palMd WX HA4YWHATH JICYHCHHC C 0oJiee HU3KOU J103bI

npenapara Jloprensa®. Jis mManMeHTOB, 4bs CyTOYHAs /032 JI03apTaHAa COCTABIAET 25 MT,

npumeHenue npenapara Jloprensa®

He pexomenayercs (cMm. paszaen «Crnoco® NpuMeHEHHs |
JI03BD»).

Ocobvie ykazanus u mepol NPe00CmopONCHOCMU, OMHOCAUUECS K AMILOOUNUHY

Briarosiaps mmurensHoMy T2 BazoaunaTalus, pa3BUBIIAsACS B Pe3yJibTaTe MpHeMa aMJIO/IMIINHA,
MOXXET COXPaHATbCS M IMOCJIe ero OTMEHbl. Takum 00pa3oM, NPUMEHCHHE JpYroro

Baszojuiiararopa IIOCJIE OTMEHBI aMIJIOJAMIIMHA CJIEAYET MIpPOBOAUTH C OCTOPOXHOCTLIO,
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HEOoOXOIMMbl MH/IMBHIyalbHas OIEHKA [03bl, HHTEPBAIA J03MPOBAaHMs M AKTHBHBIH KOHTPOJIb
COCTOSIHUS TTALUEHTA.

B mepuos jedyeHMs HEOOXOJMM KOHTPOJIb MAacchl Tela M ITOTPEeOJICHUs [OBapeHHON COIH,
Ha3HAYCHHE COOTBETCTBYIOWIEH aueThl. HeoOX0aMMO MOojIepKaHue TMIMEHbl 3yOOB M 4acToe
MOCEIIEHHEe cToMmarojora (aas MpefoTBpaIleHusi OO0JE3HEHHOCTH, KPOBOTOYMBOCTH H
THIIEPIUIA3UHU JIECEH).

Hecmabunvnas cmenokapous u ungpapkm muokapoa

[loc/ie Hayajga TepanmuM MM TOBBIIIEHHS 036 aMJIOJMIIMHA MOXET Pa3sBUTLCS HeCTaOUIIbHAs
CTEHOKAp/IMs U OCTPhIA HHMAPKT MHUOKAp/a, 0COOEHHO y manuenToB ¢ Tsokesnoi OKMIL
Ocobble ykazanusi u Mepvl nPedoCmMOpPOICHOCMU, OMHOCAUWUECS K 103APMAHY

I'unepkanuemus (ColepKaHue Kaius B IUIa3Me KPOBH > 5.5 MMoJib/i) orMedanach y 1,5 %
TMAlMEeHTOB, NPMHUMABIIKMX JI03apTaH B BHIE MOHOTepanuu. Hu B OJHOM W3 3THX CllydyacB HE
TpeGoBamach oTMeHa npenapara. OJHOBpPEMEHHOE IIPHMEHEHHE — KajiuicOeperaromux
JIMYPETUKOB (HAIIPUMED, CAUPOHOLAKMOH, MPUAMMEDPEH, AMUIOPUO, SNiepeHoH), TPEnaparoB
KaJIusi, KaJIMHCOIEpKAIMX 3aMEHHUTENICH COJIM, a TAKXKE IIPErnapaToB, MPUEM KOTOPBIX MOXET
IPUBOJUTL K IIOBBINIEHAIO COJCP)KAHWS Kaius B IUIa3ME€ KpPOBM (HAlpUMeEp, 2enapun,
npenapamol, cooepiicawyue MpUMemonpum), C JI03apTaHOM JIOJDKHO ObITh 0OOCHOBAHO
(0COOEHHO y MAILMEHTOB MOXMJIOr0 BO3pacTa ¢ HapylIeHHEM (QYHKIHMH MOYEK), a COJACpKaHUEe
KaJIMs B IUIa3Me KPOBH JIOJDKHO HAXOJAUTHCS 110/1 KOHTPOJIEM.

Bo Bpems mnpuema Jo3apTaHa MAlMEHThl HE O/DKHBI IPMHMMATH Mpernaparbl Kajlus WM
3aMEHUTEIM IHMIIEBOM COJIM, COJIEpIKalhe Kaiui, 0e3 INpeIBapUTEIbHOrO COrJIACOBAaHMS C
BPAvOM.

IlpueM J103apTaHa MOXET IMPUBOJAUTH K TPAH3UTOPHOW apTepHAIbHOW TMIIOTECH3MH,
COIPOBOXKIAEMOM IMOKOM, OOMOPOKOM M OJIBIIIKOM.

Ipenapar Jlopren3za®

HEOOXO0IMMO IIPUMEHSITH C OCTOPOKHOCTBIO Y NAIIMEHTOB:
. co camkeHHbM OL[K;
o HAXO/IAIIMXCSH HA JINETE C OTPAaHMYCHUEM TIOBAPEHHOM COJIH.
Peaxkyuu cunepuyyscmeumenvHocmu
V nan@eHToB ¢ aHTMOHEBPOTHYECKMM OTEKOM B aHaMHeE3€ (OTEK rOpPTaHM, rOJIOCOBBIX CBS30K,
nuna, ry0, TIOTKH M/WIM s3bIKa) HEOOXOIMM TIIATENbHBIH KOHTPOJIb IPHUMEHEHMs Iperapara
Jlopren3a® (cMm. pasjen «Ilo6ouHoe gefcTBHE).
IMOPUOMOKCUYHOCTD
I[IpuMeHeHne JeKapcTBEHHBIX cpeiacts, BosaekctBytomux nHa PAAC, Bo II-III TpumecTpax

6€pCMCHHOCTH CHHMXKAcCT (byHKI_II/IIO IOYEeK IUI0J1a M YBCIMYHUBACT 4aCTOTY 3a00JIEBAEMOCTH |

CMEPTHOCTHA IUIOJA HW  HOBOPOXICHHOIO. Pa3zButue OJIMTOTHAPAMHHUOHA MOXKCT OBITh
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acCOIIMMPOBAHO € THIOIUIA3Med Jlerkux Iuioga W jaedopmanmeid ckenera. Bo3MoxxHbie
HEXEJIaTE/IbHBIE SBJICHHUS Y HOBOPOXK/ICHHBIX BKIIOYAIOT THIOIIA3HIO KOCTEH Yeperna, aHypHIo,
apTepHaJIbHYIO TUIIOTEH3HMIO, IIOYEYHYI0 HEJIOCTAaTOYHOCTh U JieTalbHbId ucxod. llpu
JIMArHOCTHPOBaHuM GepemeHHOCTH mnpenapat Jloprenza® nomkeH ObITH cpasy OTMEHEH (CM.
pazzen «IIpumenenue npu 6epeMEHHOCTH U B IIEPHOJ] IPYTHOTO BCKAPMIIHBAHHUS).

Hapywenue 6oono-snexkmpoarumnoeo banranca

Hapymenue BOAHO-2JIEKTPOJIMTHOTO OajlaHca SBISETCS XapakKTepHBIM JUIS  IMAIMEHTOB C
HapylleHueM (QyHKIMHU MOoYeK ¢ ik Oe3 caxapHoro auadeTa, mo3ToMy HEOOXOIUMO TIIATEIbHOE
HaOJIIOZICHHUE 3a JAHHBIMH NAllMEHTaMH. B KJIMHUUECKUX MCCIIEI0BAHUAX C YYaCTHEM MAIIUEHTOB
C caxapHbIM JMabeToM 2 THIA C MPOTEUHYPUEH KOJIMUYECTBO CIIyYaeB Pa3BUTHS THIEPKATAEMHU
ObUI0 OOJbIIE B rpymne, NPUHUMABIIEH JI03apTaH, Ye€M B IpyIe, MPUHUMABIIEH I1anedo.
Heckonbko NanMeHTOB IMPEKpaTHIM TEpaluio B CBA3M C BO3HHKINEH TUNEpKATIMEMHEH (CM.
pazaen «Ilobounoe neiictue. JlaboparopHble 1 HHCTPYMEHTAIIBHBIE JaHHBIEY ).

Aopmanenviti  unu - MUMpPANbHLIU  CMEHO3, eunepmpoghuueckasi  0OCMpPYKMuUGHAs
Kapouomuonamusi

Kak u Bce sekapcTBEHHBIE Cpe/CTBa, oOJajaiomue BazoawiaTupyromum jeicrtuem, APA I
JIOJDKHBI TIPUMEHSTBCA C OCTOPOXKHOCTBIO Yy MAIlMEHTOB C AOPTAIbHBIM WM MHTPAIbHBIM
creno3oM, ' OKMII.

Xponuyeckas cepoednas HeOOCmMamo4HoOCMb

Kak u npu npuMeHeHHH JApYruX JIEKapCTBEHHBIX CPEJICTB, OKa3bIBarOIUX JeiicTBue Ha PAAC, y
nauueHToB ¢ XCH u ¢ wim 6e3 HapymeHus: GyHKIMU MOYEK CYIIECTBYET PHCK pa3BUTHS
TSDKEJIOM apTepHaIbHON THIIOTEH3UH UM OCTPOT0 HApYUIEHUs! QYHKIIUHU ITOYEK.

Tax xak OTCYTCTBYeT /10OCTATOYHBIM ONBIT NpPUMEHEHUs Jio3apraHa y mnamueHtoB ¢ XCH wu
COITyTCTBYIOIMM TSDKEJIBIM HapylIeHHeM (QYHKIIMH MOYEK, Y MAIHEHTOB C TSHKEJIOW Cep/iedHOM
HepoctarogHOCThIO (III-IV dynkumonaneneli kimace no kiaccuduxammu NYHA), a Takke y
NAIlUEHTOB C CEPJCYHOW HEJIO0CTATOYHOCTHIO U CHMIITOMATHUYECKHMM YI'POXKAIOUIUMHU JKU3HH
aput™MusmH, npenapat Jloprensza® cienyer IpUMEHSTh C OCTOPOKHOCTBIO.

YV namuentoB ¢ XCH III-IV ¢ynkuunonansHoro imacca (mo xinaccuduxanuu NYHA)
HEUIIEMHYECKOTO I'€He3a OTMEYaJIOCh TMOBBIICHHE YacTOThI PA3BUTHS OTEKa JETKMX Ha (oHe
IIPUMEHEHHUs] aMJIOJIMIIUHA, HECMOTpPsS Ha OTCYTCTBHE IPU3HAKOB YXY/IIEHHUS CEpACYHOH
HE/I0CTaTOYHOCTH.

Hwemuueckas bonesnv cepoya u yepebposackyiapHvle 3a0071e6aHUs

Kak u Bce JiekapcTBeHHBIE cpejicTBa, 00Jajalomue Ba3ouiatupytonmm jaedcteuem, APA 11

JIOJDKHBI TIPUMEHSIThCS C OCTOPOXKHOCThIO y marueHToB ¢ MBC unu nepebpoBackyisspHbIMU
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3a00JICBAHUSIMH, TIOCKOJIbKY BBIP@KEHHOE CHHIXKEHHE apTEPHAIbHOrO JaBICHHS Yy JaHHOM
IPYIIIBI TALIMEHTOB MOXET IIPUBECTH K PA3BUTHUIO HH(APKTa MUOKAp/Ia WA HHCYJIBTA.
Ilepeuunwiii 2unepaib0ocmepoHUIM

Tak xax y manueHTOB ¢ NEPBUYHBIM I'MIIEPATIBIOCTEPOHU3MOM, KaK IPaBUIIO, HE HAOIOIaeTCs
[I0JIOXKHUTEJIBHOIO OTBETAa Ha TEpAIUI0 TUIIOTEH3UBHBIMU CPEICTBAMH, KOTOPBIE JACHCTBYIOT
nyrem unrubuposanus PAAC, npumenenue npenapara Jlopren3a® He pekoMeHIyeTcs y JaHHO#H
TPYIIIBI TAIIUEHTOB.

Ilayuenmol ¢ neueHO4HOU HEOOCMAMOYHOCIbBIO

JlanHble hapMaKOKMHETUYECKUX MCCIIE0BAHUIM YKA3bIBAIOT HA TO, YTO Y MAIMEHTOB C IIHPPO30M
MeYeHU HaOIIOAAeTCsl 3HAYMTEIbHOE IMOBBIIIEHHE KOHIICHTPAIMK JI03apTaHa B IIa3Me KPOBH.

IIpenapar Jloprensa®

HE JIOJDKCH IIPUMEHSATBCS Yy IAUEHTOB C TSDKEJIOW I€YEHOYHOU
HEJ0CTaTOYHOCTBIO (Oosee 9 GautoB mo mkane Yaitna-Ilb0), a Takxke y NalMEHTOB C
IIEYEHOYHOM HEeNO0CTAaTOYHOCThIO (MeHee 9 OamoB mno mkane Yaitna-I11s10), koTOpBIM
PEKOMEHJIOBAHO CHMIXKEHHME JI03bl Jlo3apTaHa 70 25Mr B CyTKH (CM. pa3Jielbl
«@apmakosiornueckue cBoictBa. ®Dapmakokunetuka», «lIpotmBomoxazanus», «Cnocod
IPUMEHEHUS U JI03bI»).

[TockosmpKy amyIOMIIMH B OCHOBHOM MeTa0OJIM3UpyeTcs B Me4eHH u %2 y ManueHToB ¢
HapylIeHueM (GYHKIIMH NEYSHU COCTaBISIET 56 4acoB, IPU Ha3HAYCHUH aMJIOIUIIMHA MAllUEHTaM
C TSDKEJION IIEYEHOYHOM HE0CTATOUHOCTHIO TUTPOBAHHE J03bI CJIEYET IPOBO/IUTH IIOCTENEHHO.
[layuenmol ¢ noveyHou HeOOCMAMOYHOCMbIO

Benencreue  unrubOupoBanuss PAAC y HEKOTOpBIX INPEApacloOKEHHBIX —ITallUEHTOB,
IPUHUMABIIKX JI03apTaH, OTMEYATUCH OOpaTUMBIE TIPH OTMEHE IperapaTa U3MeHeHHs (QyHKIUH
MOYEK.

V nanueHToB, yHKIHS MOYEK KOTOPHIX MOXET 3aBUCETh 0T akTHBHOCTH PAAC (Hanpumep, npu
XCH M-IV dynkuuonansHOro kiacca mo kiaccudukanun NYHA), npuMeHeHUe HHTHOUTOPOB
AlI® conpoBoX)AaIoCh OJIUTYpUEH W/ UM HapacTaromei azoteMueit u B penkux ciaydasx OITH
W/UaM JetaibHbIM ucxogoM. Cxoxas KapTuHa HaOOAanach M MpPH MPHUMEHEHUH JIo3apTaHa y
TaKuX MalnueHToB. HekoTopble JiekapCTBEHHBIE CpEJICTBA, OKAa3bIBAIOIIME BO3JEHCTBHE Ha
PAAC, Moryt yBenuMuMBaTh KOHILEHTPAIMIO MOYEBHHBI B ILJIa3M€ KPOBH M CHIBOPOTOYHOIO
KpEaTUHHHA Yy MAIMEHTOB C JBYCTOPOHHMM CTEHO30M IIOYEYHBIX apTepUil WM CTEHO30M
IIOYEYHON apTepuu €AMHCTBEHHOW mnouku. Ilogobublit >ddexkr nabmomancs U npu npueme
J03apTaHa y JaHHOM IpyMIbl MAlMEHTOB, OH ObUT oOpaTuM 1pu oTMeHe npenapata. [Ipenapar
Jloprensa® 0KeH ¢ OCTOPOKHOCTHIO MPUMEHSTHCS Y TAIMEHTOB ¢ JBYCTOPOHHHM CTEHO30M

[IOYEYHBIX apTEePUM WJIM CTEHO30M IIOYEYHON apTepUM €IUHCTBEHHOM ITOYKH.

Jleounas 6noxaoa PAAC
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OnnoBpemenHoe mnpumeneHue APA II, Bkodas jo3apraH, ¢ IpenapaTramu, COJEp)KalldMU
JIMCKUPEH, NPOTHBOIOKA3aHO y MAIMEHTOB C CaXapHbIM JUa0ETOM /WM C YMEPEHHBIMU HIIH
TSOKENbIME  HapylieHusmu  Gynkmuu  mouek (CK® wmenee 60 mu/mun/1,73 M>  miomaau
IIOBEPXHOCTH T€J1a) U HE PEKOMEH/IyeTCsl Y APYTHX HalluEHTOB.

Onnopemennoe npumenenue APA II ¢ uaru6uropamu AII® nmpoTHBONOKa3aHo y MAIlMEHTOB C
arabeTHuecKoi HepponaTHel U He PEKOMEH TyeTCs y APYTUX MallueHTOB.

I'unepmonuyeckuil Kpuz

DddexTuBHOCTD U 6€30MaCHOCTH IPUMEHEHHSI IIPH THIIEPTOHUYECKOM KPHU3€ HE YCTAHOBIICHBI.
Ocoobvie 2pynnsl nayuenmoe

Jlemu u noopocmku

DddexTuBHOCTS M Ge30MacHOCTL pUMeEHeHHUs Tpenapata Jlopren3a® y neTeit u MOIPOCTKOB [0
18 et He ycTaHOBIIEHBI.

Ecii y HOBOPOXIEHHBIX, 4YbM MaTepd npuHAMamu mpemnapar Jlopremsa® Bo Bpems
OepeMEeHHOCTH, Ha0JII0aeTCsl Pa3BUTHE OJIMTYPUHU HITH apTEPUAIbHOM TMIIOTEH3MH, HEOOXO0IMMO
IPOBEJICHUE CUMIITOMaTHYECKOW TEpariuu, HalpaBlICHHOH Ha IOJUIEp)KaHUE apTEpUAIBbHOIO
JIaBJICHUS ¥ NOYeYHOH nepdy3un. MoxkeT noTpeOoBaThCs MnepeuBaHie KPOBU WM MPOBEICHHE
JMaiu3a JUIsS NPeAOTBPAIICHUS! Pa3BUTUS ApTEPUATBHOM THUIOTEH3MHM W/WIM I0JUICpIKaHHs
(GyHKIMHU TTOYeK.

Ilayuenmul noscunozo eospacma

Knunnyeckue wuccienoBaHMs HE BBIABUWIM KaKMX-TMOO OCOOEHHOCTEH B  OTHOLICHUH
6e3onacHocTd U 3((HEKTUBHOCTH JI03apTaHa Y MAIlMEHTOB ITOXMUJIOrO Bo3pacTa (crapiie 65 jer).
VY nanuMeHTOB MOXKHIIOTO BO3pacTa M3-3a CHHXKEHHOIO KJIMPEHCA, MPUBOJAIIEIO K YBEIHUYCHHIO
AUC amnogunuua npubmusurensHo Ha 40-60 %, Ttepamuio aMJIOJUIMHOM  OOBIYHO
PEKOMEH/TyeTCs HauMHaTh ¢ 1036l 2,5 Mr 1 pa3 B cyTku. IlockonbKy y mpenapara Jloprensa®
OTCYTCTBYET J03MPOBKA, CoJepamasi aMJIOMUIHH 2,5 MI, JaHHYIO 03y CJIEAYyeT Ha3Ha4yaTb B
MOHOTEpAIUU aMJIOTUTTHHOM.

Cneyuanvras ungopmayusi 0 6CHOMO2ameNbHbIX BeUjecmeax

[penapat Jlopren3a® colepXKHUT J1aKTO3y, HOITOMY €r0 HE CJIyeT IPUMEHSTH PH CIIELYIOMKX
COCTOSIHMSIX: PEIKO BCTPEYAIOIIAsCs HACJICACTBEHHAs HENEPEHOCHMOCTh ajlaKTo3bl, Ae(UIAT

JIaKTa3bl UJIM TII0K030-TaIaKTO3HAs MaTbabCcopOIHs.

Biusinne Ha cnocoOHOCTH YIIPABJISATH TPAHCIIOPTHBIMH CPEJICTBAMH, MEXaHH3MAMH
Cnenyer coOmogarh OCTOPOXXKHOCTh IPU  YIPABICHMM TPAHCHOPTHBIMHU  CPEACTBAMH,

MeXaHU3MaMu U paboTe ¢ IPyrUMH TEXHUYECKUMH YCTPOHUCTBAMHU, TPEOYIOLUIMMHU [TOBBILICHHON
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KOHICHTpAIlHM BHUMAHHSA H 6bICTp0TI>I TICUXOMOTOPHBIX peaKuHﬁ, Y4YUTBIBasA PUCK PA3BUTHUA

rOJIOBOKPYKEHHSI.

®opma BbINyCKa

TabneTku, MOKpBITHIE IICHOYHON 0001049KO0#, 5 Mr + 50 mr, 5 mr + 100 mr, 10 mr + 50 mr,
10 mr + 100 mr.

ITo 7 nm 10 TabiaeTok B KOHTYPHO! SUEHKOBOW yIakoBKe M3 KOMOMHMPOBAHHOTO MaTepHasa
OITA/An/TIBX 1 GoJbru aTlOMUHHEBOA.

1,2, 4,8, 12 KOHTYpHBIX STYEHKOBBIX YIIAKOBOK 10 7 TabjaeTok wiH 1, 3, 6, 9 KOHTYpHBIX
AYEUKOBBIX yIakoBOK 110 10 TabyieTOK BMECTE C MHCTPYKIHEH 110 IPUMEHEHHUIO IIOMEIIAIOT B

[1a4YKy U3 KapTOHA.

YcioBusi xpaHeHust
IIpu Temneparype He Bbiie 25 °C, B OpUTHHATBHON yIaKoBKe (KOHTYpHAs SiUCHKOBas yIIakoBKa
B [1AUKe).

XpaHUTh B HEJIOCTYITHOM JUISl JIETEH MeCTe.

Cpok roasHocTu
3 roja.

He IIPUMCHSTH IIperapar 1o UCTCYCHUU CPOKa rOAHOCTH.

YciaoBus ornycka

OTnyckaroT 1o perenry.

HaumeHnoBanmue IOPpUIUYECKOro JiMla, Ha HMS KOTOPOro BbIIAHO PEruCcTpanuoOHHOC

YaoCTOBEpEHHUE, a/Ip€EC

000 «KPKA-PYC», 143500, Poccusi, MockoBckas 001, . Mctpa, yi. MockoBekas, 1. 50

IIpousBoaurein

— OOO «KPKA-PYC», 143500, Poccust, MockoBckast 00:1., r. Mctpa, yin. MockoBckas, 1. 50

Ten (495) 994-70-70, daxc: (495) 994-70-78

HanmenoBanue u ajipec opraHu3anuy, IPUHHMAOIIEH MPeTeH3HH MOTpeduTe e
000 «KPKA-PYC», 143500, Poccus, MOCKOBCKaﬂ o6n I I/ICTpa yJl1. MockoBckas, 1. 50
Ten.: (495) 994-70-70, daxc: (495) 994-70- 78

Tamxkosuu T. B.

PykoBogutens Otaena perucrpanuu
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