MUWHUCTEPCTBO 3/IPABOOXPAHEHUS POCCUMCKOW ®EJEPALIMMA

MHCTPYKLIUA
[10 MEJULIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O TIPEITAPATA
Jlopren3za®
Lortenza® MHH3IPAB POCCHH
AO-00L 60110418
Perncrpaunonnslii Homep: COIMACOBARO

Toprosoe nanmenopanue: Jloprensa”
Mesk/IyHApO/IHOE HENATeHTOBAHHOE WM TPYNIHPOBOYHOE HAHMMEHOBAHME: AMJIOIMIIHH -+
no3apTan

JlekapcrBennasi popma: TabJIeTKU, MOKPHITHIE MNICHOYHOH 0001049KOM

Cocras
Ha 1 Tadaerky S mr + 50 mr
Anpo:

eticmeyrowue sewjecmsa

Amoununa 6e3utar (amiiounuaa 6ecusar) 6,94 Mr, skBUBaJIeHTHO amJioununy 5,00 mr
Jlozapran A, cyOcTanuus-rpanyJibl 163,55 mr, cogepkut jo3aprana kauus 50,00 mr
Bcnomozamenvusie 6eujecmsa: nesakrosa 80!, memnono3a MUKpOKpUCTa/UTAYECKast, Kpaxmall
NpeXeNaTHHU3UPOBAHHBIH, KapOOKCUMETHIIKpaXxMall HaTpusl, KpaCHTEIIb KeJle3a OKCHJL KEJIThIH
(E172), xpeMHUs TUOKCH KOJUJIOW/IHBINA, Maruus creapar

O00s104UKa ILUICEHOYHAS:

Omnanpait 11 Genwiit?, kpacutens sxeneza okcua kentbii (E172), kpacuTelb jKene3a OKCHJL
kpacHelii (E172)

Ha 1 Tadjerky S mr + 100 mr

Anpo:

Jleticmeyiowue sewjecmea:

Amtoununa 6e3uar (amioaunina 6ecuiar) 6,94 Mr, SKBUBaJICHTHO aMmJ10unuHy 5,00 mr
Jlozapran A, cyOcranuus-rpanyisl 327,10 mr, cogepxut jnozaprana kaaus 100,00 mr
Benomozamenvuvie 6ewjecmsa: nemnakrosa 80, 1meanonoza MUKpOKpUCTAILTMYECKAS], Kpaxmail
IpeKeIaTHHU3UPOBAHHBIH, KapOOKCHMETHIIKpaxXMasl HaTpHsl, KPACUTEIb JKeJle3a OKCHJL XKEeJIThIN
(E172), xpeMHHUSI TMOKCU KOJUIOU/IHBIN, Maruus creapar

O00s104UKa IUIEHOYHAS




Omaspaii 11 Genblit?, KpacuTess skese3a okensy kpachbiii (E172)

Ha 1 radaerky 10 mr + 50 mr

Anpo:

Jleticmeylowue sewjecmea

Amstornuaa 6e3unar (amounuHa 6ecunar) 13,88 Mr, skBuBaeHTHO amuoaununy 10,00 mr
Jlozapran A, cyOctaHiusi-rpanysibl 163,55 M, COAEPKHUT JI03apTaHa Kajaus 50,00 mr
Bcnomozamenvnvie sewjecmea: nennaktosa 80!, memnonoza MUKpOKpUCTAILINYECKas, Kpaxmall
NpeXeTaTHHU3MPOBAHHbIN, KApOOKCHMETHIIKpAXMajl HATPHS, KPACUTEIb JKeJIe3a OKCHJI XKEIThIH
(E172), xpeMHuUs1 TUOKCU KOJUIOW/IHBIN, Maruus creapar

O00J10YKa TUIEHOYHAS

Omnanpaii 11 Genblit®, kpacuTenb xkeje3a okcus kpacbiit (E172)

Ha 1 radaerxky 10 mr + 100 mr

Anpo:

leticmeyrowue sewgecmea:

Amogununa 6e3uar (amaoaununa 6ecuiar) 13,88 mr, sxBuBaneHTHO amaoaununy 10,00 mr
Jlozapran A, cybcrannusi-rpanysist 327,10 mr, cogepkut jiozaprana kaaus 100,00 mr
Bcnomozamenvuvie éeugecmsa: nennakrosa 80!, 1mennonoza MUKpOKpUCTALIMYECKas, Kpaxmai
NpeXKeJTaTHHU3UPOBAHHBIH, KapOOKCUMETUIIKPAXMasl HaTpUsl, KPACUTEIIb KeJle3a OKCH/L JKeJIThIH
(E172), xpeMHUSsI AMOKCU KOJUIOUW/HBIN, Maruus creapat

O00J10YKa IUIEHOYHAS:

Onagnpaii 11 Genblit?, kpacuTes skenesa okeus1 xentoiit (E172)
! ennakTo3a 80: 1aKTO36I MOHOTHIPAT, HEJLIIOJIO3A.

2 Onaspait 11 Gestblit: MONTMBUHUIOBBIH crupT, THTana auokeun (E171), Makporon, Tajbk.

Onucanue

Tabnemxu 5 me + 50 me:

OBajibHbIE, ClIerKa JIBOSIKOBBIMYKJIbIE TaOJETKH, MOKPBITHIC IUIEHOYHOH 000JIOUKOH CBETJIO-
KOPUYHEBOI'O ¢ OPAH)KEBbIM OTTEHKOM I[BETA.

By Ha u30Me: 1epoxoBaras Macca, COCTOsIIas U3 JIBYX CJI0eB — 0eJIoro MM mouTH 0eoro u
OJIeIHO-XKEJITOrO 1BETA ¢ IJICHOYHOH 000JI0UYKO#M CBETI0-KOPUYHEBOTO ¢ OPAHIKEBBIM OTTEHKOM
I[BETA.

Tabremrku 5 me + 100 me:

OBaJibHbIE, JIBOSIKOBBINYKJIbIC TA0JIETKH, ITOKPBITHIE MJIEHOYHONH 000JI0UKO# pO30BOTO 1IBETA.
By Ha u3/0Me: epoxoBaras Macca, COCTOSIIIAs U3 JIBYX CJI0€B — OeJI0ro MjM no4tu 0esioro u

0JIeIHO-)KEJITOTrO 1IBETa C IJICHOYHOMN 000JI0YKOU PO30BOTO IIBETA.



Tabnemxu 10 me + 50 me:

OBajibHble, Clerka JBOSKOBBINYK/IbIE TAaONETKH, IOKPHITbIC MJIEHOYHOH 000J0YKOH KpacHO-
KOPUYHEBOTO L{BETA.

Bui Ha M37I0Me: IIepoXoBaTas Macca, COCTOosIIas U3 JABYX CJI0€B — O€IOro MM HOYTH 0eoro
0J1eJIHO-)KEJITOTO LIBETA C TUIEHOYHOM 000JI0UKOH KpaCHO-KOPHYHEBOT'O IIBETA.

Tabnemxu 10 me + 100 me:

OBajibHBIC, JBOSKOBBINYKJble TaOJETKH, TOKPBITBIC IUIEHOUHOH —000J0UKOH OJ1eJTHOTO
KOPUYHEBATO-)KEJITOrO I[BETA.

Buj Ha M3j10Me: mepoxoBaras Macca, COCTOSIIAs U3 JABYX CJI0€B — O€JIoro Hid Mo4TH 0esoro u

OJ1eIHO-XKEJITOrO 1BETa ¢ IJIEHOYHOM 000J109KOH OJIeIHOTO KOPHUYHEBATO-)KEJITOI'O [IBETA.

dapmakoTepaneBTHYECKAsi TPYNNA: THIIOTEH3UBHOE CPEJICTBO KoMOMHHpOBaHHOE (OJ10KATOP
«MeJUICHHBIX)» KaJIbIIMEBbIX KaHAJIOB + aHruorensuHa Il perenTopoB aHTarOHMUCT)

Kon ATX: C09DB06

dapmako/IoruuecKre cBoHCTBA

DapmakoOuHamuka

F ABJIIETCS KOMOHUHAIHEeH JIBYX HeﬁCTBleL[IHX BCIIECTB C JIOIMOJIHAIOIIUM

[Ipenapar Jloprensa
JpYyr Jpyra aHTUTUIIEPTEH3UBHBIM JICHCTBHEM: amlofunuHa (OJ0KaTtop «MeUICHHbBIX»
kanpiueBblx kaHanoB (BMKK)) wu jio3aprana (@HTaroHMCT peLENTOpoB aHruoteHsuHa Il
(APAII)).  JleiicTByromiue  BellecTBa  Ipenapara  00JaJaloT  pasHbIM — MEXaHHU3MOM
AHTHIUNEPTEH3MBHOTO JICHCTBHS: aMIIO/IMIIMH BBI3bIBACT PACIIMPEHHE COCYJIOB, CHHKas olliee
nepudepudeckoe cocyaucroe conporusienue (OIICC), nosapran BO3JCHCTBYET HAa PEHHH-
aHTHOTEeH3MH-anba0cTepoHoByi0 cucreMy (PAAC) (unrubupyer s¢ddexthl anruorensuna II),
YTO TNPUBOAMT K 0OJice BBHIPAKEHHOMY CHIIKEHHIO aprepuanpHOro napienus (AJl) mno
CPaBHEHHIO C TAKOBBIM Ha (JOHE MOHOTEPAIHH KaX/IbIM IIPEIapaToM.

Amnoounun

AMJIOIMITHH — IPOU3BOJIHOE JIMTHIPOIIUPUIMHA, OIIOKHPYET «MEUICHHBICY KaJIbIIUEBBIC KaHAJIbI
¥ CHH)KaeT TpaHCMeMOpaHHBIH TOK MOHOB KajbliMs B KapJMOMMOIMTBI W [JIAJIKOMBIIICYHBIC
KJIETKH COCYJOB. AHTHTHIEPTEH3UBHOE JICHCTBHE aMJIOJMIIMHA CBS3aHO C  MPAMBIM
paccnabnsionuM 3GPEeKToM Ha TIIaJKKEe MBILIIbI apTepUaIbHBIX COCYI0B. B JIOKIHHHYECKHX
UCCIICZIOBAHUAX aAMIIOJMITHH OKa3biBall 0oJiee BBbIPa)KEHHOE JICHCTBHE Ha TIJIAJAKOMbIIICUHBIC
KJIETKH COCY/IOB 10 CPaBHEHHIO C KapJAMOMUOLMTAMHU. AMIIOJIMITHH HE OKa3blBacT HEraTMBHOIO
BIMSIHMS HHM Ha aTPUOBEHTPUKYJSIPHYIO IIPOBOJMMOCTb, HH Ha COKPATHMOCTh MHOKap/a.

YMeHbIaeT CONPOTHUBJISIEMOCTH COCYZIOB IOYEK U YBCJIMYUBACT MOYE€YHbIN KPOBOTOK.



WccnenoBanus amjIoOJMIMHA Y [MAlMEHTOB C XPOHMYECKOH CEpACYHOM HEI0CTaTOYHOCTHIO
(XCH) II-IV dynknnonansHoro kiacca no kimaccudukarmmn NYHA (knaccnukauus Helo-
Mopkckoii  KapMONOrHYECKOH —acCOlMalMi) MOKa3ald, YTO aMJIOJMIMH HE OKa3bBacT
HEraTMBHOrO BIMSIHUSI Ha TOJEPAHTHOCTh K (hU3MuecKoil Harpyske, (pakuuio BeiOpoca ui
KOHIIGHTpAIMKM JIMIIMIOB M [JIOKO3bI B IUla3Me Kposu. [locie OZHOKpaTHOro mpueMa
aMJIOIMIIFHA BHYTPb JIEHCTBUE HAuMHAETCs Yepe3 2-4 4aca M COXPAHAETCs B TEUCHHE 24 HacoB.
MakcHMasIbHbI aHTHTHIIEPTEH3UBHBIA (P(EKT I0CTUraeTcs He paHee, YeM uepes 4 Hejenu
nocjie Havyajga Tepanuud. AMIOAMIHMH CHWKaeT AJl y NalMeHTOB, HAXOASAIIMXCS B IOJIOKECHHH
wlexa» M «CHIsA», a Takke npH (U3HUeckoil Harpyske. biarojaaps MmocTENCHHOMY Pa3sBHTHIO
dapmakomuHamMuueckoro s(Qexra amMIOAMIHMH HE BBI3BIBACT PE3KOro CHMKeHus AJl umm
pedIeKTOpHOH TaXMKap/Mk. AMIOJMIIMH YMEHBIIAET BBIPAKEHHOCTh TMIEPTPO(HH JIEBOrO
xenynouka. ['emoauHamuyeckue dpQexTsl cOXpaHsOTCs HEU3MEHHBIMH IPH J10JIOCPOUHOM
MPUMEHEHHH aMJIOAUITHHA.

Jlozapman

Jlozapran — cuntetnyeckuit APA II (tunt AT)) st npuema BHYTpb. AHruotensun Il sBisercs
MOLIHBIM  BA30KOHCTPHKTOPOM, OCHOBHBIM aKTHBHBIM ropMoHoM PAAC wu  BaxHBIM
ONPEJICIISIIONIMM  [TATO(PU3UOIOIHYECKMM 3BEHOM IIPU Pa3BUTUHM apTEpUabHOW THIEPTCH3UU
(AT"). Anurunorensun Il cBs3weiBaercs ¢ ATi-penentopamu, MMEIOIMIMMHMCS BO MHOIHX TKaHIX
(rmajIkoMbIIIeYHasi TKaHb COCYJIOB, HAQUIOYEYHUKH, NOYKH M CEpJIle) M BBIIOJIHAET BaKHbIC
Ouosornyeckue (GYHKIMH, BKJIIOYas BA30KOHCTPUKIHMIO M BBICBOOOJKIEHHE allbJIOCTEPOHA.
Anrunortensut Il Takke CTUMYIHPYET Mpou(epalnio riIaJiKoOMBIIIEYHBIX KIETOK COCYJIOB.
Jlozapran cenektuBHo Oiokupyer ATi-penentopsl. Jlozapran u ero Qapmakogorayecku
aKTUBHBIA KapOOKcHIMpoBaHHbIH MeTabonut (E-3174) kak B yC/IOBHMSAX in Vilro, Tak W B
YCJIOBHUSIX in vivo OIOKUPYIOT Bee (pusnosornyeckue 3¢ ¢exrsl anrnorensuta Il HezaBucumo ot
HCTOYHHKA HJIM IIyTH €ro CHHTE3a.

Jlozapran He o0lazaeT CBOWCTBAMHU aroHHCTa M He OJIOKMpYET PElenTOphbl APYIHX IOPMOHOB
WIM HOHHBIX KaHAJIOB, YYacCTBYIOUIMX B PEryJSiUH CEPACYHO-COCYJAMCTOM JIeSATEeIIbHOCTH.
Jlosapran He wMHrubupyer aHruoreHsuHmpenpamatonmii ¢epment (AIID), paspymaronmi
OpanukuHuH. COOTBETCTBEHHO, HE BBI3HIBAET YBEJIHUYCHHUs YaCTOThl HEXeIaTelIbHbIX P HEKTOB,
OIOCPEIOBAaHHbBIX OpPaIMKHHUHOM.

[ToaBienyre peryssiiii CeKpelud peHuHa 10J JAeiicTBHeM aHrumorteHsuHa Il mo mexanusmy
«OTpHUIATEIbHOW» OOpaTHOM CBSI3M IPU  JICYEHWH JIO3APTAHOM  BBI3BIBACT  YBCJIMUYCHHME
aKTUBHOCTH peHuHa Tuia3mbl (APII) kpoBH, KOTOpOE NMPUBOJMT K MOBBIIICHUIO KOHIEHTpAIMH
anruorensuHa Il B r1uasmMe KpoBu. OJHAKO aAHTHUTHUIEPTCH3UBHBIH SQdekT u CHIKEeHHE

KOHIIEHTpAllMKd aJIbJIOCTEPOHA B IIa3ME KPOBH COXPAHAIOTCA, yKa3bIBasg Ha 3(1)(1)CKTI/IBHyIO



onokany ATi-penentopos. Ilocine mnpekpaineHuss npuema Jio3apTaHa APIT xpoBu u
KOHIICHTPAIMs aHrMoTeH3uHa 11 B uia3Me KpOBH CHHKAIOTCS B TEYCHHE 3-X CYTOK JI0 HCXOAHBIX
3HAYCHUH.

DapMaKoKUHemuKa

AMaoounun

Bceacwvisanue

[lpy 1pueme BHYTPh B TepaneBTHYECKHX J103aX aAMJIOJMIIMH XOpOIIO  BCAChIBACTCA.
Makcumanphas koHueHTtparms (Cmax) B IUIA3Me KPOBH JIOCTHTraeTcsi vepes 6-12 dacos.
A6comotHas 61o10cTyHOCTh coctapisier oT 64 % o 80 %. Ilpuem numm HE BIMACT Ha
BCACBIBAaHHE aMJIOUITHHA.

Pacnpeoenenue

O6mwem pacnipesenenus (Vg) cocrapiser okoao 21 j/kr. PaBHOBECHBIC KOHIIEHTPAIMK B ILIa3Me
KPOBH JIOCTHTAlOTCs uepe3 7-8 jHeii mociie Havyaa npuema npenapara. CssbiBanue ¢ Oenkamu
1a3mMbl KpoBH — 98 %o.

Memabonusm

AMJIOJIMIIMH  MIOJIBEPraeTcs Me/UICHHOMY, HO aKTHBHOMY MeTabo/IM3My B [EYCHH IIpH
OTCYTCTBHMM 3HAUUMOTO S(QeKTa «IepBUYHOrO MpoXoXkacHHsA». MeTabonuTel He obnanaroT
CYIIEeCTBEHHON (hapMaKOoJIOrHYeCKOH aKTUBHOCTBIO.

Buviseoenue

Koneunbiit nepuon momysbiBenenuss (T12) u3 maasmbl kpou cocrabiser 30-40 yacos.
[la3smenubli  kampenc cocrasiaser 7 wii/mus/kr. [lpumepro 60 % wmertabGonutoB u 10 %
aMJIOJIMIIMHA B HEU3MEHEHHOM BHJIE BBIBOIUTCS 1o4KamMu, 20-25 % — uepe3 KHUIIeYHHK.

Dapmakoxunemuxa 0Co0bIX 2pYNn NAYUEHMos

Ilayuenmol ¢ napywenuem ynkyuu nevexu

OnbIT NpPUMEHEHHs aMIIOJIMIIHHA Y MMAHEHTOB ¢ HapyleHneM (QYHKIHH MEYEHH OrPaHHYCH. N
MAIMEHTOB ¢ HapylIeHHeM (YHKIUH TIeYeHN oTMeqaeTcs yumnnenue Tip.

Jlosapman

Bceacvieanue

[locsie mprema BHYTpb JIO3apTaH Xopolo BcackiBaeTcs. CHcTeMHas OMO0CTYIHOCTD Jl03apTana
NPH TIpHEME BHYTPh COCTABIIAET MPUMEPHO 33 %. Cmax JI03apTaHa U €ro akTUBHOTO MeTabo/nTa
B IJIa3Me KPOBHM JIOCTHIAIOTCS yepe3 1 uac u uepe3 3-4 yaca COOTBETCTBCHHO.

Pacnpeoenenue

JlozapTan M ero akTMBHbIH MeTaGouuT Ha 99 % cBsA3bIBAIOTCA ¢ OelKamMM IUIa3Mbl KpoBH (B
OCHOBHOM ¢ a/IbOYMHUHOM). V¢ JI03apTaHa cocTaBiseT 34 J1.

Memabonusm



Jlozapran moaBepraetcss MeTaboJM3My IpH «IIEPBHYHOM IPOXOMKICHHM» 4Y€pe3 IMEYCHb C
00pa3oBaHneM aKTMBHOIO KapOoKcuiupoBaHHOro Metabonuta (E-3174) u ApyruxX HEaKTHBHbBIX
MeTabO0JIUTOB.

[lpumepHo 14 % 1036l J03apTaHa, BBEJCHHOH BHYTPHUBEHHO HIIM HPHHATOH BHYTPb,
npeBpalaercsi B ero akTHBHbIM Merabomut. [locie npuema BHYTPb MM BHYTPUBEHHOIO
BBEJICHHUS MEYEHHOTO PaJHOAKTHBHBIM YIJIEPOJIOM JI03apTaHa Kalus (**C nosapran) Gounbruas
YyacTh paJMOAKTHBHONW METKM B KPOBOTOKE COOTBETCTBOBAJA JIO3apTaHy M €ro akTHBHOMY
MeTaGomuTy. MUHHMAIbHBIH ypoBeHb OHOTpaHC(OpMAIMM Jl03apTaHa B €ro  aKTHBHBIA
MmertaboiauT Habmomaincs npuMepHo y 1% nanuMeHToB, y4YacTBOBABLIMX B KIMHHYECKHX
HCCIIeIOBAHUSAX.

Buigeoenue

[1a3MeHHBIH KJIMpPEHC JI03apTaHa M €ro akTHBHOrO merabosiuta cocrasiser 600 Mu/muH u
50 MJI/MHH COOTBETCTBEHHO. IloueuHBIH KIMpEHC J03apTaHa W €ro akTUBHOTO MeTaboiuTa —
74 ma/MuH ¥ 26 MJI/MHH COOTBETCTBEHHO. IIpu mpueme jo3zapraHa BHYTPh OKOJIO 4 % J103bl
BBIBOJIMTCS MOYKAMHU B HEM3MEHEHHOM BHUJIe U 6 % J103bI BHIBOAMTCS MOYKAMHU B BH/IC aKTHBHOI'O
merabonuTa. PapMakOKMHETHKA JIo3apTaHa ¥ ero akTUBHOIO MeTado/IMTa JIMHEHHA [IPU NIpHeMe
BHYTpPb B J103ax 10 200 mr.

[Ipy npueMe BHYTPb KOHIIEHTpAILIMU JIO3apTaHa M ero akTMBHOIO MeTaboJyikTa B IiasMe KpoBH
CHIYKAIOTCS  TOJIMOKCIIOHEHIIMAIBHO ¢ KOHeYHbIM Tin okoigo 2 4vacoB U 6-9 wyacos
cooTBeTcTBeHHO. B no3e 100 mr, npuHuMaeMoit 1 pa3 B CyTKH, HH JIO3apTaH, HA €r0 aKTHBHbIN
MeTaboJIMT He KyMYJIMPYIOT B TuiazMe KpoBH. JlozapTan u ero MeTaboJuThl BbIBOJTCS OYKAMHU
W yepe3 KHMIIEYHHK ¢ Kemubio. ITocie npuema BHyTph '*C jo3aprana y myxdus okoio 35 %
paJiMOaKTUBHOCTH 0OHapykuBaeTcs B Moue U 58 % — B kase. [lociie BHyTPUBEHHOIO BBE/ICHUS
C noszaprana y My»uuH npumepHo 43 % pajanoakTHBHOCTH 0OHapyskuBaeTcs B Mode U 50 % —
B KaJe.

Dapmakoxunemuxa 0C00bLX 2PYNN NAYUEHIMOE

Iayuenmor nodcunozo 6o3pacma

KoHlleHTpaluy Jjio3aprana ¥ €ro akTHBHOIO MeTaboiMTa B IUIa3Me€ KpPOBH Y MAlMCHTOB
IOXKUJIOro Bo3pacTa ¢ Al' cyIeCTBEHHO He OTJIMYAIOTCS OT JIaHHBIX MOKa3aTe/Ied Y MOJIOJBIX
nanueHToB ¢ Al

Ilon

Konnenrpanuu Jjo3apraHa B IulasMe KpoBH y JkeHmmH ¢ Al B 2 pasa npesbllIain
COOTBETCTBYIOIIME 3HauyeHHs y MyxuuH ¢ Al KoHIeHTpaluu akTMBHOrO Meradosiura y
MYXKYHMH U KEHIIHH HE OTJIMYAIHCh.

Iayuenmul ¢ Hapywenuem hyHkyuu nevenu



YV NalMeHTOB C JIErKMM M CPEJHETSDKENIbIM aJKOTOJIbHBIM LUPPO30M II€YECHH IpPU TIPHEME
j03apTaHa BHYTPbh KOHILEHTpAllMM Ji03apTaHa W ero akTHBHOIO MeTaboJIuTa B IUIa3Me€ KPOBH
YBEJIHYMINCH B 5 ¥ 1,7 pa3 COOTBETCTBEHHO (B CPaBHCHMH C aHAJIOTMYHBIMH TOKA3aATC/IAMH Y
MOJIOZIBIX 3/I0POBBIX J0OPOBOJIBLEB MYKCKOTO 110J1a).

Ilayuenmol ¢ HapyuieHuem yHKyuu novex

KonnenTpais Jio3apraHa B IUIa3Me€ KPOBH HE H3MEHSETCs y TalMEHTOB C KIHPCHCOM
kpearununa (KK) 6Gonee 10 mu/mun. Ihnomaas nmoj KpuBOH «KOHUEHTPAUA-BPEMSD) (AUC)
J103apTaHa y MalMeHTOB, HAXO/UIIIMXCS Ha reMoJMalu3e, Obula MPUMEPHO B 2 pasa BbllIE 10
cpasHennio ¢ AUC jo3apraHa y MaiueHToB ¢ HOPMaIbHON (YHKIHEH MOYeK. Konnentpanuu
AKTHBHOTO MeTaboJIMTa B IJIa3Me KPOBH HE M3MEHSUIMCH Y MAIHEHTOB ¢ HapylleHHeM (QyHKIHH
TI0YEK WM Y MAlMEeHTOB, HaXOMAIMXCsl Ha reMoananuse. Jlozapran u ero akTHBHBIA MeTaboIuT

HE€ BBIBOJAATCS C MOMOIIIBIO I'€MOUajin3a.

IMoka3anusi K NPUMEHEHHIO
. ApTepuanbHasi THIEpTeH3Ms (NAllMEeHTaM, KOTOPBHIM II0Ka3aHa KOMOMHMpOBaHHas

Teparns aMJIOJUITHHOM H JI03apPTaHOM).

Hponmonoxazanuﬂ
L4 [ToBwIIIEHHASI YYBCTBUTECIIbHOCTDH K IleﬁCTBy}OHIHM BCIICCTBAM H/WIH

BCIIOMOTraTeJIbHbIM KOMIIOHCHTAM IIperiapara.

BepeMeHHOCTh M TIepHOJ TPYAHOro BekapmimBaHus (M. pasjen «llpumenenue npu
OepeMEeHHOCTH U B IIEPUO/I TPYTHOTO BCKAPMIIMBAHMS).

° Tspxenas meyeHouHast HeJI0CTaTOYHOCTE (Oosiee 9 GayoB 1o mkane Yaiin-I1si0).

OGCTPYKIHsI BBIHOCSIIErO TPaKTa JIEBOrO JKejlyJl04Ka (HarnpuMmep, reMOJIMHaMUIeCKH
BBIPQKEHHBINH a0PTa/IbHBINA CTCHO3).
. ['eMolMHAMUYECKH HecTaOuibHas ceplaeyHass HEJI0CTaTOYHOCTb I10C/Ie  OCTPOro

uH(papKTa MUOKap/a.

[TIok (BKJIFOUAsi KApMOTEHHBIN LIOK).

. Bospact 110 18 siet (3¢ hekTuBHOCTD i 6€30MaCHOCTh HE YCTAHOBJIEHBI).

. Tsokenas aprepuanbHas runoTensus (cucroinyeckoe AJl menee 90 Mm pr. cT.).

. Tsxensle Hapymenus ¢ynkuuu mnouek (KK menee 20 MiI/MHH), NpPUMEHEHHE Y
MAIMEHTOB, HAXOIAIIUXCS Ha FeMOHAJIN3E. |

e OJHOBpEMEHHOE MPUMEHEHHE C QJIMCKUPEHOM M IperapataMH, COJepKalluMH

QTMCKMPEH, y TAIMEHTOB C CaXapHbIM AHA0ETOM M/MIM YMEPEHHBIMH WM TsXKEIbIMH



HApYIICHUSIMH (YHKIMU Touek (ckopocTh Ki1yGoukoBoit ¢puibTpamn (CK®) menee 60
wi/mun/1,73 M? mIoiau MOBEPXHOCTH TEJIA).

e OjHOBpeMeHHOE MpuMeHeHue ¢ uHruouTopamu AIID y namueHToB ¢ AHAOETHYECKOHU
HedponaTuei.

o HernepeHOCHMOCTb  J1aKTO3bl, JAe(QHMIAT JIAKTa3bl, CHHIPOM TIIIOKO30-TalaKTO3HOMH

majibabcopOuu.

C 0CTOPOKHOCTHIO

JIByCTOPOHHHMI CTEHO3 MOYEYHBIX aApTEPHil MM CTEHO3 apTEPHH €IAMHCTBEHHOM MOYKH,
COCTOSIHME TOCJIE TPAHCIUIAHTAIMK TOYKH (OTCYTCTBYET OINBIT IPUMEHCHHS), HIIEMHYECKas
Gonesup cepana (MBC), cepieunasl HEIOCTATOUHOCTH € YIPOKAIOLIMMH JKM3HH apHUTMHUAMH,
nepeOpoBacKyIspHble 3a00JIeBaHMs, EPBUYHBIA THIIEPAIEI0CTEPOHH3M, AHTHOHEBPOTHYCCKHH
OTeK B aHaMHe3e, HecTaOM/IbHAs CTEHOKAp/IHs, IPMMEHEHHE Y MAlHeHTOB C HU3KUM 00BEMOM
mupkyupytomiei kposu (OLK) (Hanpumep, HpH NPUMEHEHHH BBICOKMX J103 JIHYPETHKOB,
BBIPOKEHHOMH JMapee, PBOTE M JPYTHX COCTOSHHUSIX, NMPHBOAAIIMX K THIIOBOJIEMHH) — MOXET
BO3HMKATh CHUMIITOMATHYECKas TUIOTEH3Us, Yy TALMEHTOB, HAXOJSIIMXCA Ha aAHere ¢
OrpaHHYEHHEM [OBAPEHHOM COJIM, TUIEpPKAIMeMMs, apTepualibHas THIOTEH3Us, IEYCHOYHas
HejlocTaToyHOCTh (MeHee 9 Gamios mo mkaine Yaitna-I1pr0), cMHAPOM €1abOCTH CHHYCOBOTO
y3na  (BbIpakKeHHass  Opajaukapjusi, TaxwKapaus), Cepje4yHas  HEJOCTaTOYHOCTh €
COIYTCTBYIOIMMHU TSDKEJIBIMH HapylieHussMU QyHKIMH 1oyek, Tsoxesnas XCH Heuremnyeckoi
sruosnorun (I1I-1V ¢pynkumonansHoro kiacca no kiaccudukamun NYHA), aopranbubiil w/uim
MHTpaIBHBIH cTeHOo3, runeprpoduyeckas oocTpykruBHas kapanomuonartus ('OKMII), octpbiid
uH(papKkT MHOKap/a (M B TeueHue 1 mecsia mocie uHpapkTa), OAHOBPEMEHHOE NPHUMEHEHHE C
uHruouTopamu ¥ uHAykTOopamu n3odepmenta CYP3A4, napyiieHus: BOJAHO-3JICKTPOIUTHOIO
Oananca, MoYe4yHas HeJI0CTaTOYHOCTh (JIETKOW M CpeHEH CTENEHM), IPUMEHEHHE y MAllueHTOB

ITOXKHUJIOTO BO3pacTa.

IIpumenenue npu 6epeMEHHOCTH H B IIEPHO/L IPY/IHOI0 BCKAPMJIHBAHMSI

bepemennocmeo

[Ipumenenue npenapata Jloprensa® npu GepeMeHHOCTH HPOTHBONOKA3aHO, MPH HACTYILIEHHH
OepeMEeHHOCTH Clie/lyeT HEMEJICHHO IIPEKPaTUTh IIPUEM Ipernapara.

JlexapctBennbie cpenctia (JIC), Bo3neictBytomue Ha PAAC, MOTyT BbI3bIBaTh MIOBPEXK/ICHHS U
rubenb Mm1ojga ¥ HOBOPOX/IEHHOTO MpPH MpUMEeHeHHH y OepemeHHBIX. OnucaHbl eIMHUYHBIC

ciyyau npuMeHeHust uHruouropos AIID npu GepeMEeHHOCTH.



Ipumenenue Bo 11 u 11l Tpumectpax GepemennocTH JIC, HenocpeACTBEHHO BO3ICHCTBYIOIMX Ha
PAAC, cB3aHO ¢ TaKMMH TTOBPEXKJICHUAMH IUI0OJIA U OCIIOKHEHUSAMH Yy HOBOPOXKICHHBIX, Kak
apTepuabHas THIOTEH3Us, HEOHATAlbHAs THIOIUIA3Us KOCTEH ueperna, aHypus, oOparumas
HeoOpaTUMasi TOoYeuHas HeJA0CTaTOYHOCTh. TakKe OTMEYaINCh ClIy4ad OJIMTOruipamMHHOHA,
MPETIOJIOKHTEIBHO PA3BUBIIErOCsS B pe3ysibTaTe CHIKEHHON (yHKIMHU noyek y mioja. B otux
CcIlydasiX OJIMTOTMIPAMHHOH ObUI aCCOLMHPOBAH C KOHTPAKTYPaMH KOHEYHOCTEH, 4EperHo-
JNUIEBBIMH JeOpPMAIMSIMU U TUTIOMIIa3ueil Jlerkux miona. [ToMuMo 5TOro, OTMEHaINCh ClTyvan
NPEXK/IEBPEMEHHBIX ~ POJIOB,  3aJICPKKM  BHYTPUYTPOOHOTO — pasBUTHS M HE3apalllCHHs
apTepHaIbHOrO MPOTOKA, O/IHAKO CBs3U ¢ npuMeHerrneM APA 11 B oTux cirydasx oOHapyKeHO He
Ob1o.  Ilepeuncnennbie moGouHble d(dekTrl, MMO-BUIMMOMY, HE SBISIOTCS CIICICTBHEM
npumeneruss APA Il B 1 tpumectpe GepemennocTu. bepeMenHbie, TPHHUMABIINE IpENapaThl
APA 11 B I TpumecTpe GepeMEHHOCTH, JOJDKHBI OBITH 00s3aTeNbHO MPOMH(POPMUPOBAHBI O
nocnencteusx npuema APA II Bo II u I1I TpumecTpax 6epeMEHHOCTH.

B 3aBHCHMOCTH OT cpoka OepeMEeHHOCTH /Ul OLEHKH (YHKIMOHAJIBHOIO COCTOSIHHUS IUIOJA
BO3MOYKHO HCIIOJIb30BAHME CTPECCOBOTO TECTa, HECTPECCOBOrO TeCTa WM OINpeIC/ICHUE
ouopusuyeckoro mpopuis mioza. [lauenTsr U Bpad JM0JDKHBI 3HATH, YTO OJUIOTHIPAMHHOH
pa3BUBAeTCs MPH HEOOPAaTHMOM MOBpPEeXJIeHHH I110ja. HOBOpOXKIEHHBIE, MaTepH KOTOPBIX
NMpUHUMaTH BO Bpemsi OepemenHoctd APA II, JIOMKHBI HAXOJMTHCS MO  BpavyeOHbIM
HaOJIIOJICHUEM, YYHMTBIBas PHCK DPA3BUTHS apTEepPUaJIbHOW  TMIIOTCH3WM, OJIMITYPHH W
runepkaniieMuu. [Ipy pa3sBUTHH OJIMTYPUH, B NEPBYIO Ovepelb, HeoOxoauma koppekius AJl u
noueynoit nepdysun. OOMeHHas remorpaHchy3usi WIM TeMOJHAIN3 HEOOXOAMMBI  JUIs
KOPPEKIMH apTepUaIbHOM THITOTEH3UH H/WITH JUIS 3aMelleHus QYHKIUH TT0YEK.

Amnoounun

Be3onacHOCTh NPUMEHEHHS amJIOJMITMHA TIpH OepeMEeHHOCTH He ycTaHoBJIeHA. B ombirax Ha
’KMBOTHBIX HAOJIOMAIUCH MPU3HAKU PEIPOJLYKTUBHON TOKCUYHOCTH IIPU MPUMEHEHUH BBICOKHX
7103 amjonauMnuHa. [IpuMeHeHHWe aMmJIOAMIMHA BO BpeMs OEpPEeMEHHOCTH BO3MOXKHO IpH
OTCYTCTBHM 0€30MacHOW THIIOTEH3HMBHOW aJbTEPHATHBHOW TEpanmuu, W B Ciy4ae, €cClH
MOTEHIMAIbHAS 110JIb3a JUIsl MaTepH MPEBBIIAET BO3MOXKHBIN PUCK JUIS T10/1a.

Jlozapman

[Tpumenenne Bo II u Il Tpumecrpax Gepemennoctn JIC, npeiictByromux na PAAC, moxer
BBI3bIBATH CEPhE3HBIC MOBPEKICHHS WM Jaxe Trudenb IUi0ja, MOITOMY IpH IUIAHWPOBAHHH
OepeMEHHOCTH WJIM TP €€ HACTYIUICHUH CJIeJlyeT MPEKpaTHTh IpHEM Jio3apTaHa M, IpH
HEOOXOIMMOCTH, MIEPEBECTH Ha AIbTEPHATUBHYIO MHIIOTCH3UBHYIO TEPAIHUIO C y4eTOM MPOopus

6esonacHoctu. [lovyeunas mnepdysus y 1ioja, 3asucsimas ot PAAC, pasBuBaercs €O



I TpuMecTpa GepeMEHHOCTH, I0ITOMY PHCK JUTs [UI0/1a BO3pacTaeT IpH IpHeMe Jio3apTana Bo I
u [l TpumecTpax OepeMEeHHOCTH.

Ilepuoo zpyonozo eckapmausanus

B JOKJIMHUYECKUX MCCIIECIOBAHUAX Y HKMBOTHBIX OTMEUAIMCh 3HAYMTEIbHBIC KOHIECHTpAllUH
aMJIOJIMITMHA W/WJIM aKTUBHOTO MeTa00JINTa J103apTaHa B TPYAHOM MOJIOKE.

AMJIOJJMITHH BBIJICNISICTCS. C TPYJAHBIM MOJIOKOM. Jloyisi MaTepHHCKOH JI03bl, IMOJIYYEHHOM
MIIaJICHIIEM, BapbHpyercs B mpeaenax 3-7 %, makcumyM 15 %. Biusnue amiogunuHa Ha
MJIaJICHIIEB HEM3BECTHO.

IIpumenenue npenapata Jloprensa® mpoTHBOINOKA3aHO B MIEPHOL IPYAHOIO BCKAPMIIHBAHHS.
Depmunvrnocmsn

Amnoounun

V HekoTopbiX nanueHToB npu npuMeHennn BMKK ormeuanuck obparumbie GHOXMMHUYECKHE
U3MEHEHUs TOJIOBKH criepMaro3ouja. KIMHMYECKMX MAaHHBIX O NOTEHIMAIbHOM BIIHSHUH
amJIoaunuHa Ha (GepTuiabHOCTh HepocTaTouHo. CoodIaNoch, YT0 B UCCIIEJIOBAHUM Ha KphIcax
BBISIBJIEHO 1M0O0YHOE JIEHCTBHE HA (PEPTUIIBHOCTD CAMIIOB KPBIC.

Jlozapman

B uccnenoBaHusxX in vitro W in vivo MyTareHHbIe CBOMCTBa Jio3apTaHa He OOHapyKEHbI.
@epTUIbHOCTh U PENPOAYKTHBHAS (YHKIMS CAMIIOB KpbIC, IIOJIy4aBIIUX BHYTPb /03Bl /10
150 mr/kr/cyT, He u3meHsumuch. [lpu BBemeHuH camkaMm kpbic 103 100 mr/kr/cyt u Oosee

Ha0JII01a710Ch YMEHBIIEHHE YKCIIa KEJIThIX TeJl, 3apo/Ibliei 1 HOMOPHOHOB.

Cnocod npumMeHeHusl U /103b1

BuyTtpp, 1 pa3 B CyTKH, HE3aBUCHMO OT BpPEMEHH IpUeMa IHIIM, 3anuBas HeDOJIBIINM
KOJINYECTBOM BOJIBI.

Pexomen tyemast j103a npenapara Jloprensza® — 1 TabieTka B CyTKH.

Ipenapar Jlopren3a® B mosze 5 mr + 50 Mr Ha3HavyalOT NAMEHTaM, KOTOPbIE HE JIOCTHIJIH
aJIeKBaTHOTO KOHTPOJIsi AJl npu nmpUMEHEHHH aMJIOJHUIIMHA B J103€ 5 MI' WIIM JIo3apTaHa B J103€
50 Mr B MOHOTEpAIHH.

IIpenapar Jloprenza® B g03e 5 Mr + 100 Mr HazHayarOT NAKEHTaM, KOTOPbIE HE JOCTHIIIH
aJleKkBaTHOro KOHTposiss AJ| mpu mnpumeneHuu nosapraHa B jo3e 100 mr umam npemapara
Jloprensa® B 103e 5 Mr + 50 mr.

IIpenapar Jloprensza® B mo3ze 10 mr + 50 Mr Ha3HQyalOT MalMEHTaM, KOTOPbIE HE JOCTHIIH
aJIcKBaTHOTO KOHTpoJiss AJl mpu npuMeHeHHWH amjaoaunuHa B jao3e 10 mMr wiM npemapara

Jlopren3a® B n03e 5 mr + 50 wmr.



INpenapar Jloprensza® B no3e 10 mr + 100 Mr Ha3HAYalOT MAlMEHTaM, KOTOPbIe HE IOCTHIJIH
aJleKBaTHOTO KOHTpoJsi AJ] mpu npumenennu mpenapara Jloprensa® B noze 5 mr + 100 Mr wim
10 mr + 50 mr.

Jloza moabupaercsi mocljie paHee MNPOBEACHHOTO THTPOBAHMsS JI03 OTJAEIBHBIX KOMIIOHEHTOB
npenapata. Eciu norpedyercst u3MeHEeHUe J03bl OHOIO U3 JCHCTBYIOIIMX BEIIECTB B coctase
(GUKCUPOBAaHHOIO ~ KOMOMHMPOBAHHOIO  Mpenapara  (HampuMep, B CBSI3H  C  BHOBb
JIMarHOCTHPOBAHHBIM 3a00JIeBaHHEM, U3MEHEHHMEM COCTOSIHMS IalMeHTa MJIM JIEKapCTBEHHBIM
B3aUMO/IeHCTBHEM ), HEOOXO0IMM MH/IMBH/1yaIbHbBIH 110100p /103 OTJAEIBHBIX KOMIIOHEHTOB.
MakcumaibHas cyTouHas 103a npenapata Jloprensa® cocrasnser 10 mr + 100 mr.

[TanuenTsl, 0ZIHOBPEMEHHO MPUHUMAIOLIHE JIO3apTaH U aMJIOJIMITHH, MOTYT OBITh IIEPEBEICHbI HA
npenapar Jloprensa®, cosepaniuii 103apTaH 1 aMJIOIMITHH B TEX Ke J103aX.

Hapywenue ¢pynxyuu novex

[Ipu KK ot 50 10 20 M1/MHH KOppPEKIIUH J103bl HE TpeOyeTcsl.

IIpenapar Jloprensa®

npotuBornokasan manueHTaM ¢ KK menee 20 mu/MMH M manueHram,
HaXOAsIIUMCs Ha reMouanuse (cM. paszzaen «lIpotuBonokazanusy).

Iayuenmot co chucennvim OI[K

Y nanueHtoB co cHkeHHbIM OILK (Hanmpumep, BciieJICTBHE JIEYEHHMS] BBICOKHMH JI03aMH
JMYPETUKOB ¥ T. JI.) HAaYaJbHYIO JI03Y Jio3apTaHa CleJlyeT CHU3UTh 10 25 Mr | pa3 B cyTku. B
CBA3M C OTCYTCTBHeM y npemapara Jloprensa®™ 103upoBKkM, cosepxaiieii 25 Mr josaprana,
JAHHYIO 7103y CJIeyeT Ha3HayaTh B MOHOTEPAITUH JI03aPTaHOM.

Iepes npumenennem npenapara Jloprensa®

HeoOxoaumo Bocctanorienue OLIK u conepxanus
HaTpHsl B IUTa3Me KPOBH.

Hapywenue ¢pynkyuu nevenu

[larentam ¢ HapymenueM QyHKIUH nedeHn (menee 9 OamioB no mkane Yaiina-Ileo) B
aHaMHe3e PEeKOMEH/1yeTcsl IPUMEHATh OoJiee HU3KHE Z103b1 JIo3apTaHa. B CBA3M ¢ OTCYTCTBHEM Y
npenapata Jloprensa® n03MpoBkH, comepkamieift 25 Mr Jio3apraHa, JQHHYIO 03y CIELYeT
Ha3HayaTh B MOHOTEPAIIUH JI03aPTAHOM.

I[Ipumenenue npenapara Jloprensa®

BO3MOIKHO Y MAIMEHTOB ¢ HapylIeHHeM (QyHKIMH IE€YEeHH
(Menee 9 GawtoB mo mkase Yaitan-I1bio), KOTOPBIM, 10 PEMIEHHIO Bpaya, PEKOMEH/0BAHO
NpUMEHEHHe Jlo3apTana B j1o3e S0 Mmr.

Ilayuenmol nosicunozo 6o3pacma

VY nanueHToB MOXKUJIOro Bo3pacTa (ctapiue 65 JieT) BCJISJACTBUE CHHKEHHOTO KIIMpEHCa Teparuio
aMJIOJIMITHHOM PEKOMEHIyeTCss HaYuHaTh ¢ 710361 2,5 Mr 1 pa3 B cyTkH. [lockonbKy y npemnapara

®

Jloprensa® OTCYyTCTBYET JI03MPOBKa, coleprkamnas 2,5 MI amJIOJIMIIMHA, JaHHYIO 103y CleiyeT

HaszHa4yaTb B MOHOTEPpAIIUHA aMJIOTUITUMHOM.



Jlemu u noopocmru

[pemapar Jlopren3a® He ciesyeT Ha3HauaTh JIETAM M IOAPOCTKAaM Miaame 18 nerT, Tak Kak

OTCYTCTBYIOT JaHHble 00 3(pdeKTHBHOCTH ¥ 0€30MacHOCTH NPHUMEHEHMS Yy JIAHHOH TPYIIIbI

ITaIfUCHTOB.

ITo0ounHoe aeiicTBUE

Knaccuukanus 4acToThl pasBUTHs M000YHBIX 3(dekToB, pekomenayemas BceemupHoi

opranuzaimeii 3paBooxpanenus (BO3):

OYEHb YacTo
4acTo
HEYacTo
peKo

OYEHb PEJIKO

4JacToTa HCU3BECCTHA

>1/10

or>1/100 mo < 1/10

ot > 1/1000 no < 1/100
ot > 1/10000 o < 1/1000

< 1/10000

HE MOET OBITh OIIEHEHA Ha OCHOBE UMEIOIIUXCS JaHHbIX.

Knacenpukanus Hexenareabubie Yacrora pasBuTHs
OPraHoB M CHCTEM IpdexThI
p 4 Amioannue/ | Awioaunun | Jlosapran
(MedDRA)
Jlo3apran
o YacTora
Hudghexyuonnole u WNudekius MoyeBbIX MyTeH - -
HEeHM3BECTHA
napaumapmbie
3aboneeanus
Hapywenus co Jlelikonenus - OueHp peko -
CMOpPOHbL KPOBU U Yacrora
P P TpombonuTonenus - Ouenb penko
qumpamudeckou HEeU3BECTHA
cucmemol Yacrora
AHemusi - -
HEeM3BeCTHA
Hapywenus co AHapuiakTHYeCKHe - - Peniko
CMOPOHbL UMMYHHOU | PEAKIIH
cucmembl "
AHTHOHEBPOTUYECKUN - Ouenb peaxo | Penko
otek*
Backynut, BKirouas - - Penko

reMopparu4eckKui

BaCKYJIMT (IIypIypa




[Ilennein-I'enoxa)

Peaxiiuu rnoBbIIIEHHOH - Ouenb peaxo | Peako
qyBCTBUTEJILHOCTH
Hapywenus co ['unepriukemust - OueHsb peako -
cmopomnsl obmena
sewecmes U NUMAaHus
Hapywenus becconnuna, 1abUILHOCTD - Heuacro -
NCUXUKU HACTPOEHUS (BKIIOYAst
TpeBoOry)
Yacrora
Jlenpeccus - Heuvacro
HEeHU3BeCcTHa
CryTaHHOCTH CO3HAHUS - Penxo -
Hapywenus co ["onoBokpy:xeHue Yacro Yacto Yacro
CMOpPOHbL HEPEHOU
P P CoHIHBOCTH Heuvacro Yacro Heuacro
cucmembl
["onoBuas 6011 Yacro Yacro Heuacto
PaccrpoiicTBa cHa - - Heuacto
[TapecTesus - Heuacto -
['unecresus - Heuacro -
Tpemop - Heuacro -
Yactora
JlucreB3us - Heuacto
HEU3BECTHA
Mpli11e4HbIN THIIEPTOHYC, - OyeHsb pejiko -
nepudepuyeckas
HeWponaTus
YacTtoTa
Murpens - -
HEU3BECTHA
DKcTpanupaMu/IHbIe - Yactora i
HapyIICHUS HEU3BECTHA
Hapywenus co Hapyienue 3penust (B ToM - Yacro -




CMOpOHbL OpeaHa

YUCJIC JIUTUIONHS )

3penus
Hapywenus co Beprturo Heuacro - Yacto
CMopoHbl Op2ana Yacrora
P P [lym B ymax - Heuvacro
cnyxa u HEHM3BECTHA
nabupunmHule
HapyuteHus
Hapywenus co Omymenue cepauebuenns | Heuacro Yacrto Heuacto
CMopOoHbL cepoya
P P4 AputMmust (BKIrOYas - Heuacto -
Opaaukapamio,
HKEJYI0UYKOBYIO
TaxuKap/uio U MepliaH1e
npeacepanii)
CreHokapaus - - Heuacto
Wudapkr muokapaa - OdeHnb peaKo -
Hapywenus co OmyIieHue «IpuauBay» Heuacro Yacro -
CMOPOHBL COCYO08 KPOBH K KOXe€ JIMIa
Optocraruueckas Heuacro - Heuacto
IMITIOTEH3Hs (BKIJIHOYast
JI03032BUCHMBIE
OpTOCTaTHUYECKHE
peakium )**
BeIpaxeHHOEe CHUKEHUE - Heuacto -
ALl
Backynut - O4eHb peaKo -
Hapywenus co Oppika Hewacto Yacro -
cmoponbl
P Punut - Hewacto -
oblxamenbHou
Yacrora
Kamens - OuyeHb pejIKo
cucmembl, OP2aHo8
HEeH3BeCTHA

2PYOHOU KNemKU U




cpedocmenus

Hapywenus co bosab B xuBOTE - Yacro Heuacro
CMoponbl
P Jluckomdopt B obnactu Heuyacro - -
nuwesapumenbHou
Bjevap KHUBOTA
cucmembl
Jlucnerncus Heuacrto Yacto -
TomnoTta Heuacto Yacro -
Pedurokc-330¢parur Heuyacro - -
W3menenue pexxuma - Yacro -
nedexanun (BKIrOUast
JIHapero  3amop)
PBora, cyxocTh CIIM3UCTOM - HeyacTo -
000JI0UKH TTOJIOCTH pTa
Kaxna - Heyacro -
3anop - - Heuacto
["acTpur, runepruiazus - O4eHb peako | -
JIeCEeH
Yacrora
[lankpeaTut - OueHb peaKo
HEH3BECTHA
Yacrora
Jlnapes - -
HEM3BECTHA
Hapywenus co ['enarur - Ouenb peaxo | Peako
CMOPOHbL NeYeHU U YacTora
Hapymenue QpyHKIuH - -
JHCeNYeBblO0AUJUX HEM3BECTHA
NeYeHH
nymeu
Kenryxa - OueHp peaxo -
[loBbIlIEHHE AKTHBHOCTH - OueHnb pesiko -
«IEYEeHOYHBIX» (PEPMEHTOB
B IUIa3Me KPOBU
Hapywenus co Koxnas cbinb - Hewacto Heuwacto
CMOPOHBL KOJICU U
AJtorienusi, nypuypa, - Heuacto -

NOOKOIACHBIX MKAHEU

HU3MCHCHHEC IIBETA KOXKH,




ITOBBIIICHHOC

[MOTOOTACJICHHUE, DK3aHTEMA

" Yactora
Koxublit 3y Heuacto Hewacto
HEM3BECTHa
Yacrora
Kpanupuuna Hewacro Heuacro
HEU3BECTHA
Yacrora
®OTOUYBCTBUTEIIBHOCTD - OueHb pejiko
HEU3BECTHA
MynbsTH(OpMHAs - O4eHb peaKo -
9KCCYJaTHBHAS HPUTEMA,
sKchOoTHaTUBHBIN
JIEPMaTHT, CHHJIPOM
CruBenca-/)xoHcona
Tokcuueckut - Yacrora -
SMHIEPMATILHBIA HEKPOJIN3 HEH3BECTHA
Hapywenus co OTeKH JIOABIKEK - Yacro -
CMOPOHbL CKeNeMmHO-
Cynoporu B MbIIIax - Yacto -
MbLULEYHOU U
Yacrora
" Muanrus - Hewacto
coeounumenvHou
HEHM3BECTHA
MKAaHU
Yacrora
ApTpanrus - Hewacto
HEU3BECTHA
Yacrora
Pabromuonns - -
HEM3BECTHA
Yacrora
bosab B crinne - -
HEH3BECTHA
Hapywenus co VYyamienHoe Heuacto Heuacto -
CMOPOHbL NOYEK U MOYEHCITYCKaHHUE
MOYEBbIBOOAUJUX (mosutakuypHsi)
nymetu
Bosie3HeHHBIE 1103bIBbI HA - Heuacro -
MOYEHUCITyCKaHHE,
HUKTYpHUs
Yactora
Hapywenus co DpeKTHIIbHas - Heuacto
HEM3BECTHA
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CMOPOHbL NON10BBIX

opeaHos u MOJIOYHOU

JChYHKIMS/ MIMIOTEHIUS

['uHexkomacrTus - Hewacro -
Jrcenesvl
Obwjue Otexu/nepudepuueckue Heuacto Ouenp vyacto | Hewacro
paccmporicmea u OTEKH
HapyuieHus 6 mecme
66e0eHUs
Cnaboctb Heuacro - -
[ToBbiieHHas - Yacrto Heuacto
YTOMJISIEMOCTD
Jluckomdopt B 0baactu Heuacto - -
rpyau
boub B rpyau Heuacro - -
YyBcTBO OBICTPOTO Hewacro - -
HACBILICHUS
Actenus - Yacro Heuacto
Yacrora
Henomoranue - Heuacro
HEM3BECTHA
boub - Heuacto -
Yacrora
["purnnonoobuble - -
HEW3BECTHA
CUMIITOMBI
Jlabopamopnwie u ['unepkanuemus - - Yacro
UHCMPYMEHMANbHbLE
 — [ToBbIlIEHHE AKTUBHOCTH - - Penxo
aJlaHHHAMHHOTpaHcpepasbl
(AJIT)***B ma3me KpoBU
Yacrora
['unonarpuemus - -
HEHM3BECTHA
VYBenuueHue Macchl Tena, - Heuacro -

CHUIKEHHE MacCChl TCJIa
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*Bkmouas 0TeK TOPTaHH, TOJOCOBBIX CBS30K, JIMIA, Ty0, TNIOTKM M/MIM si3bIKa (C Pa3sBUTHEM
0OCTPYKIIMH JIbIXaTeNbHBIX TyTeif), Y HEKOTOPBIX NAIMEHTOB OTMEYAJICS aHTMOHEBPOTHYCCKHH
OTeK B aHAMHe3e ITPH JICYEHHH JIPYTHMH IIpenaparamu, BKitodas uHruoutopsr AITD.
**Oco0eHHO y ManMeHToB co cHukeHHbM OLIK (Hanmpumep, y NHalMEHTOB C TSIKEIOH
cepieuHOl HeJI0CTATOYHOCTBIO MM T10CJIE JIeUCHHS BBICOKUMHU JI03aMHU JIHYPETHKOB).

*¥%*OOBIYHO TPOXOJAUT IOCIIE OTMEHBI IIperapara.

Ilepeno3uposka

Crnyyan Tiepelo3MpOBKM (DMKCHPOBAHHON KOMOMHAIMEH aMJIOJMINH/JIO3apTaH HEH3BECTHBI.
Huxe npuBeleHbl JaHHBIE O MNEpPeJ03UPOBKE aMJIOJUIIMHA M JIO3apTaHa, MPUHHUMACMBIX I10
OTJICIbHOCTH.

Amnoounun

Cumnmomvr: BeIpaKeHHOE CHIKeHHE AJl ¢ BO3MOKHBIM pa3BUTHEM Pe(IeKTOPHON TaxuKap/IHH
¥ upe3MepHOil nepuepudeckoil BasoaMIATAMKM (PUCK pa3sBUTHA TSOKEIOH M CTOMKOH
apTepHaIbHOM THIIOTEH3UH, B TOM YHCIIE C PAa3BHTHEM 1I0KA U JIETAJILHOTO HCXO0/1a).

Jleuenue: mpueM aKTHBHPOBAHHOTO YIJISl (IPUMEHEHHE AKTHBHPOBAHHOIO YIJIA Yy 310pPOBBIX
J00pOBOJIBIIEB Cpa3y WM B TE€YEHHE 2-X 4YacOB Mocie IpHema BHYTpb 10 Mr amuoaunuHa
NPUBOIMIIO K 3HAYHTEIBHOMY CHHKEHHIO ero BcachiBaHusi). IIpy HeEoOXOAMMOCTH MOKa3aHo
npoMbIBaHue Jkenyaka. KimHudyecku 3HauuMasi apTepuasibHas THIIOTEH3HUS TIPU MEPEI03UPOBKE
amJIoIMIUHA TpeOyeT MpOBE/IECHUs KOMIUIEKCA MEp 110 HOpMaJM3allid COCTOSHHS CEepACHHO-
COCY/IUCTOM CHCTEMBI, HEOOXOMMO MPUAATH BO3BBILIIEHHOE M0JIOKEHHE HMKHUX KOHEYHOCTEH,
OCYIIECTBJIATh TOCTOSHHBIM KOHTPOJIb 3a (YHKUMOHAJIBHBIMH I[IOKa3aTeJIaMH Cepala Hu
nbixatenbHoit cuctembl, OIIK u jauypesa. MHrencuBHas cuMnToMaTuueckas tepanus. Jlis
BOCCTAHOBJIEHHUSI COCYAUCTOrO TOHYca U AJl NPUMEHSIOT COCy/I0CYKUBAIOIIUE TIpenaparhl (Ipu
OTCYTCTBHH TPOTHBOMOKA3aHHH K HX T[PHUMEHEHHIO), C [eJbl0 yCTpaHeHHs OJIoKa/bl
KaJIbIIMEBBIX KAHAJIOB — BHYTPMBEHHOE BBEJCHHME KajblMsl IJIIOKOHATa. ['emoamanus
Hea(ppexTuBeH.

Jlozapman

Mmerorest orpaHuYeHHbIE JJaHHBIE O TIEPEI03UPOBKE JI03apTaHa.

Cumnmomul: BblpaxeHHoe cHWKeHue AJl, Taxukapaus, Opaaukapaus, 00ycIOBICHHAs
napacuMIaTH4YeCKOH (BaryCHON) CTUMYJISIIHEH.

Jlevenue: TpH  pa3BUTHU  CHUMIITOMATHYECKOH  apTepUalbHOM  TMIIOTEH3WH  IPOBOJST
IOJUIEP)KUBAIOLLYIO Tepanuio. ['eMoauannu3 Juis Jio3apraHa M €ro akTHBHOTO MmeTtadouura

HeapPeKTUBEH.
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B3anmojeiicTBHE ¢ APYTHMH JIEKAPCTBEHHBIMH CPEICTBAMH

AHTHTHIIEpTeH3UBHBIH 3G dexT  npemnapara Jlopren3a® MOKET  yCHIMBAThCS — IpH
OJHOBPEMEHHOM MPUMEHEHHMH ¢ JIDyTHMH THIOTCH3MBHBIMH — cpenctBamu. [Tostomy
OJIHOBPEMEHHOE IPHMEHEHHE Pa3JINYHbIX THIOTEH3HBHBIX CPE/ICTB JIOJDKHO ObITh 000CHOBAHO.
Amanoounun

OJHOBpeMEHHOE TNpPUMEHEHHE AMIIOJMIIMHA C  MUABUOHBIMU — OUYPEMUKAMY,  Albpa-
aopenobnokamopamu Win uneubumopamu AI1D cantaercs 6€30MaACHBIM.

B ormmune or apyrux BMKK kimHu4eckd 3HaunMoro Bsammojeictus ammojaununa (111
nokonenne BMKK) He Obuto oOHapyXeHO TIpH  OJIHOBPEMEHHOM  IIPUMEHEHHH ¢
HECMePOUOHBIMU  NPOMUGOBOCNANUmeNbHbIMu  npenapamavu (HIIBII), B TOM uucle U C
UHOOMEMAYUHOM.

BosmoxkHO — ycuiieHwe —aHTurunepreHsuBHoro Jjeictsus BMKK  npu  0ZHOBpeMEHHOM
NIPUMEHEHHH C  MUG3UOHBIMU U (NemiegblMu» Ouypemuxamu, uneubumopavu AlD u
Humpamamu, a TaKKe IPH OJHOBPEMEHHOM IPUMEHEHUH C anbghal-adpenobrokamopamu,
HeUpoNenMuKamu.

O/HOBpPEMEHHOE NMPUMEHEHHE aMJIOAUNKMHA ¢ uneubumopamu uzogpepmenma CYP3A4 tpedyer
TIIATEILHOTO KOHTPOJIS CHMIITOMOB apTepHalIbHOM THIOTEH3UM M Nepru(EepUUecKUX OTEKOB.
[Ipu 0JJHOBpEMEHHOM NPUMEHEHHH Ouimuazema B jo3e 180 Mr B JieHb M aMJIOJUIHHA B 03¢
5Mr B JieHb Yy TAIMEHTOB T[OXKHUJIOIO BO3pacTa CHUCTEMHas OSKCIIO3MIUSA amJIOMIInHA
nosbimaercs Ha 60 %. Opumpomuyun TpE OJHOBPEMEHHOM HPUMEHEHHH MOBBILIAET Cmax
aMJIO/IMIIMHA B IUIa3Me€ KPOBH Y MOJIOJBIX TalMeHToB Ha 22 %, a y NalMeHTOB IMOKHIIOro
Bospacta — Ha 50 %. B TO ke Bpems mownvie unecubumopv usopepmenma CYP3A4
(KeMOKOHA301, UMPAKOHA30], PUMOHAGUP) MOTYT TIOBBIIIATH KOHIEHTPAIMIO aMJIOJIUIIHHA B
T1a3Me KpOBH B ellle OO0JIbIIeiH CTeNeH .

[Ipy OJHOBPEMEHHOM TpPUMEHEHHH uHOYKmopos usopepmenma CYP3A4 KOHIEHTpalus
AMJIOJIMIIMHA B IUIa3Me KPOBH MOXeT BapbupoBaTbesi. Takum obOpazoM, koHtponb AJl u
KOPPEKLHs /103 MPUHUMAEMBIX TPENapaToB JODKHBI IPOBOJAUTHCS KaK BO BpeMs, TaK U IOC/Ie
OJIHOBPEMEHHOT'O HX I[PHUMEHEHHs, OCOOCHHO B COUETAHMH C MOUHBIMU UHOYKMOPAMU
usopepmenma CYP3A4 (wanpumep, pughamnuyun, npenapamot 36epob0os npoobipa6IeHHO20).
Bema-aopenobiokamoper npu 0OTHOBPEMEHHOM IIPUMEHEHHHU € aMJIOJIMIIMHOM MOTYT BbI3bIBAThH
obocrpenue Teuenuss XCH.

XOoTs NpH M3yYeHHH aAMJIOJMIMHA OTPHI@TEIBHOrO WHOTPOIHOIO JEHCTBHS OOBIYHO HE
HaOmonanu, TeM He MeHee, Hekoropele BMKK Moryr ycuiauBarh  BBIP@KEHHOCTh
OTPHUI@ATEILHOTO ~ MHOTPOITHOTO  JICHCTBUSI ~ AHTHAPUTMHUYECKHUX  CPEJCTB,  BBI3bIBAIOLIMX

yumHenue uatepBana QT (Hanpumep, amuooapon v Xunuoun).



Onuokpatubii npuem 100 Mr curdenagpuna y naumentoB ¢ Al He okasbiBaeT BIMSHHS Ha
napameTpbl (hapMakOKMHETHKH amioaunuua. Ilpuw npueme amiojunuHa OAHOBPEMEHHO C
cunoenaghuiom KaXKIbIH W3 TpenapaToB HE3aBUCHMO OKas3biBal CBOE AHTUTUICPTEH3UBHOC
JICHCTBHE.

I[ToBTOpHOE NpUMEHeHHEe amyloaunuHa B ao3e 10 mr u amopsacmamuna B jo3e 80 mr He
CONPOBOXAANOCH  3HAYMTENbHBIMH  M3MEHEHHMSIMM  IOKasaTened  (hapMakOKHHETHKH
aTopBacTaTHHA.

Omanon (HANMTKH, COAEPIKAIINE AIKO020/1b): AMIIOJUIIMH TIPH OJHOKPATHOM H IOBTOPHOM
npuMeHeHuH B 03¢ 10 Mr He BauseT Ha GapMaKOKHHETHKY 9maHo.d.

Hetiponenmuxu ¥ u30¢hiypan yCWIMBAIOT AHTUTHIIEPTEH3UBHOE JICHCTBHE IPOM3BOJIHBIX
JIATUIPOTIMPH/INHA.

[Ipy BHYTPHBEHHOM BBEICHUH Oanmpoiexa Ha (OHE Tepanud amIIOAUIMHOM BO3MOKHbI
KOJUIAIC, apUTMUH, CHIDKCHHE CHJIbI CEPJICUHBIX COKPAICHUN U TMIIEPKATHEMHUSL.

[Ipenapatsl kaibyus MOTYT CHHXKATh aHTHrHIIepTeH3uBHOe AeiicTtene BMKK.

[Ipy OTHOBpPEMEHHOM NPUMEHEHMH aMJIOJHMITMHA C IpernapartaMu Jumus BO3ZMOXKHO YCHIICHHC
NPOSBJICHUS HEHPOTOKCHYHOCTH (TOLIHOTA, PBOTA, JHAPEsl, aTaKCHs, TPEMOP, LIYM B yIIaX).

He oka3biBaeT BIMSHUSI HAa KOHIEHTPAIMIO B CHIBOPOTKE KPOBU OUCOKCUHA W €TO MOYCYHBIH
KJIUpEHC.

He oka3plBaeT CyIIECTBEHHOrO BIHMsHHMS Ha JeiictBHe eapgapuna (B HaCTHOCTH,
OZIHOBPEMEHHBIM  MpHeM aMJIOJMIMHA M 6apgapuna HE BIHSCT Ha  YBCJIMYCHHC
NPOTPOMOMHOBOIO BPEMEHH).

Humemuoun He BIusieT Ha (PapMaKOKMHETHKY aMJIOJIMITHHA.

B ucciieToBaHusIX B YCIOBHSX i Vilro aMJIOJNITHH He BIMSET Ha CBA3BIBAHUE C Oe/IKaMH I11a3MBl
KPOBH OUCOKCUHA, (heHumouna, eapghapuna i uH0oMemayund.

OyHOBpeMEHHBIH OHOKpaTHBIA npueM 240 Mr epeiingpymoeozo coka n 10 mr aMJIOIMITHHA
BHYTpb HE COIPOBOXK/IAETCS CYIIECTBEHHBIM H3MEHEHHEM (PapMAKOKHHETHKH aMJIOIHITHHA.
OJIHOKPATHBIA TIPUEM  QIIOMUHUU- WA MAHUTICOOCPAUCAWUX aHMAYuO006 HE OKa3blBaeT
CYIIECTBEHHOT O BIUSHUS HA (papMAKOKHHETUKY aMJIOIUITHHA.

[Ipy  OJHOBPEMEHHOM IPUMEHEHHH C aMJIOJMIIMHOM CYIIECTBYET PHCK IOBBIICHHUS
KOHLIEHTPALMH MAKPOIUMycd B TIIa3Me KPOBH, HO (hapMaKOKWHETHYECCKHI MEXaHH3M JIaHHOTO
B3aMMOJICHCTBHS TIOJHOCTBIO He H3ydeH. Jist mpemaynpesxJeHHs TOKCHYECKOro JCHCTBHS
maxkpoaumyca TIpd OJHOBPEMEHHOM IMPUMEHEHHMH C aMJIOJAUIHHOM CJIeJlyeT KOHTPOJIHpPOBATh
KOHIEHTPAIMIO MAKpoIumyca B IUIa3ME€ KPOBH H, IpH HEOOXOIMMOCTH, KOPPEKTHPOBATh €ro

J103Y.
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Knapumpomuyun  ssnsercs wnruouropom uzopepmenta CYP3A4. Ilpu oaxoBpeMeHHOM
NPUMEHEHHH aMJIOJMNMHA M  KIAPUMPOMUYUHA TIOBBIIIEH PHCK pPasBAUTHs apTepHanbHOH
THIIOTEH3UH. PeKoMeHyeTcsl TIIaTeIbHOe MEJHIMHCKOe HaOJIoJCHHEe 32 MallMeHTaMH,
MOJTYYaAIOIIMMHU aMJIOJMITUH OTHOBPEMEHHO C KAAPUMPOMUYUHOM.

Huzubumopor  mexanucmudeckoli muwienu 0as panamuyuna y maexonumaiowux (mTOR):
unzubumoper mTOR, TaKkue Kak CUpoiuMyc, memCupoiumyc W 26epoiumyc, NPEICTABIAIOT
coboit cyberparbl uzodepmenta CYP3A. AMIOMIMH  sBfeTCs CHabbiM  HHIHOMTOPOM
msopepmenta CYP3A. Tlpu 0/1HOBpeMEHHOM NPUMEHEHHH ¢ uneubumopamu mTOR amnounun
MOXET TOBBIIIATH UX IKCIO3HUIIHIO.

UccnenoBanuss  JIEKAPCTBEHHOTO — B3aUMOJICHCTBMA € INPUMEHEHHEM  YUKIOCnOpuHd W
aMJIOJIMITMHA Y 3/I0POBBIX 0OPOBOJIBLEB MIIM JIPYIHX TPYIII MAIIMEHTOB HE MIPOBOJAMIIMCEH, KPOME
MALHEHTOB, MEPEeHECIMX TPAHCIUIAHTAIMIO IOYKH, Y KOTOPHIX HAOJIONQIMCh BapHadesbHbIC
MHHHUMaJIbHBle KOHIeHTparuu (cpennue sHadenus: 0-40 %) yuxnocnopuna. OQHOBpEMEHHOE
NpUMEHEHHE  aAMJIOJIUIIUHA C  YUKNOCNOPUHOM — MOXET — YBEIMYMBATh  KOHIEHTPALHIO
yuknocnopuna B TiazmMe KpoBH. [Ipu 0THOBpEMEHHOM NPUMEHEHHH aMJIOJIMIINHA Y TIAlMEHTOB,
IePEHECIINX TPAHCIUIAHTALMIO TTOYKH, CIIEAYET KOHTPOJIMPOBAThH KOHICHTPALMIO YUKIOCNOPUHA
B IJIa3Me KPOBH, U, ITPU HEOOXOAMMOCTH, CHHXKATD €TI0 JI03Y.

KiMHuueckue HCCleIOBaHus B3aUMOJICHCTBUS MOKa3aJd, YTO aMJIOJMIIMH HE BIHACT Ha
(papMaKOKMHETHKY amopeacmamuna, Ou20OKCUHA Wiu eappapuna.

OIHOBpEMEHHOE MHOIOKpAaTHOE MPHMEHEHHEe aMIIoJuNuHa B jo3e 10 Mr u cumeacmamuna s
noze 80 Mr NPMBOJMT K TMOBBIMIEHHIO OJKCIO3UIHU cumeacmamuna wa 77 %. ]Jlosa
cumeacmamuna TIPA OJHOBPEMEHHOM IMPUMEHEHHMH C aMJIOJMITMHOM HE JIOJDKHA IPEBBINIATH
20 mr 1 pa3 B CyTKH.

Jlosapman

Kak ¥ npyu npHMeHeHMH JPYTHX CPEICTB, OJIOKHUPYIOMKX oOpasoBaHue aHrnorensuta Il u ero
3pexThl, OJHOBPEMEHHOE IPUMEHEHHE Kaiuticbepecalowux —Ouypemuxos (Harmpumep,
CRUPOHONAKMOH, — MPUAMMEPEH, — aMUIOpUod, — SNIePeHOH),  Npenapamos  Kaius W
KAIUUCOOePACAUUX 3amenumeneti COJIM MOYKET NPHUBECTH K YBEJIMYCHHIO COJCPIKAHHUs Kajlus B
CHIBOPOTKE KPOBH.

Kak u npu npumenenuu apyrux JIC, BIMSIONIMX Ha BBIBEJICHHE HATPHs, JIO3apTaH MOXKET
CHMJKATh BBIBEJICHUE JIUMUs, TIO9TOMY MPH OJIHOBPEMEHHOM IPUMEHEHHH TIPENapaToB Jumus n
APA 1l He0OX0MMO TIIATEILHO MOHUTOPUPOBATH KOHIICHTPAIIMIO JIUTHS B CBIBOPOTKE KPOBH.

Y HEKOTOpHIX MAMEHTOB C HAPYLICHUSIMH QYHKIIHH IOYEK (HArpUMep, y MAalMEHTOB MOKUIIOro
BO3pAcTa WM TMAIMEHTOB ¢ O0E3BOXKUBAHMEM, B TOM YMCJIe NPUHAMAIOLIMX JHYPETHKH),

KOTOpbIE TOJTydastu jeuenne HIIBII, BKIIOYAs CeleKmueHble UuHeUOUmopbl YUKIIOOKCULEHA3bI-2



(IJOI'-2), oiHOBpEeMEHHOE TpUMeHeHHe uxeubumopos AII® w/vm APA 11, Bkiroyas j103apTat,
MOKET BBI3BIBATH JajibHeiinee yXyamieHue (GYHKIMH I0YeK BIUIOTH JIO Pa3BHTHsS OCTPOi
noyeunoit Hepoctarounoctd (OITH). OOpranO manubii sddext obparum. HIIBII, BKIovas
cenexkmuenvle uneubumopwor [[OI-2, moryt cumwxath 3¢¢dext APA II, Bxmouas Jo3apraH.
[Tosromy anturunepren3uBHbii 3¢dexkt APA II moxeT ObITh 0OciiabiieH pH OJHOBPEMEHHOM
npumenenun HIIBII, B 4acTHOCTH cenekmugHelx uneubumopoe [{OI-2. Taxum oOpasom,
OJ/IHOBPEMEHHOE TPUMEHEHHe KOMOMHAIMK amyoaunuu/io3apran ¢ HIIBII Heobxomumo
IIPOBOJIUTH C OCTOPOIKHOCTHIO Y MALMEHTOB ¢ HAPYLIEHHEM (YHKIIMHU MOYEK.

JlBoitnast Onokama PAAC BO3MOXKHA TOJNBKO B OTAENBHBIX Cy4asX [0/ TIIATCIbHBIM
KoHTposeM AJl, pyHKIMH MOYeK U COAEpIKaHUs IEKTPOJIUTOB B IJIa3Me KPOBHU. Y NAIMEHTOB C
arepockiepo3oM, XCH win caxapHbIM AMa0ETOM ¢ MOPaKEHHUEM OPraHOB-MHILICHEH JBOHHAsI
onokana PAAC accomumpoBana ¢ 0Oojee BBICOKOH 4YacTOTOM pPa3BUTHS apTepUajbHOM
TUIOTEH3MH, 00OMOpOKa, TMIIEpKaIMeMud W Hapymienus (ynkiuu novek (Bkmouas OITH) B
CPaBHEHHMHM C IPUMEHEHHEM IIpernapara OJIHOH U3 epeYrCIICHHBIX IPYIIIL.

OpnnoBpemenHoe npumenenue APA I, Bkimouas JiozapraH, ¢ Ipernaparamu, CoOJepiKalluMu
anuckuper, TIPOTHBOIIOKA3aHO Y MAIMEHTOB C CaXapHbIM JHa0eTOM M/MIM C yMEPEHHBIMH HIIH
TOKeNbIMA  HapyieHnsMi - GyHkipn nodek (CK® memee 60 wmn/mun/1,73 m? miomau
MOBEPXHOCTH TEJIA) U HE PEKOMEHJIYeTCs y APYTUX MalHEHTOB.

Onnopemennoe npumenenne APA I ¢ unruburopamu AII® npoTHBONOKa3aHO y NAIMEHTOB ¢
nuabernueckoit HedporaTueit 1 He peKOMEHIYeTCs Y IPYTHUX MallMeHTOB.

He ormevanoch (hpapMakKOKHHETHYECKH 3HAYMMBIX B3aUMOJECHCTBHI Jsio3apTana ¢ Takumu JIC,
KaK euopoxiopomuaszud, OueokcuH, eapgapur, yumemuoun u ¢enobapbuman. Ilpuem
pugpamnuyuna, ARIYKTOpa J1eKapcTBEHHOT0 MeTaboM3Ma, CHUKaeT KOHIEHTPALIMH JI03apTaHa 1
€ro akTUBHOI0 MeTaboJIMTa B IJIa3Me KPOBH.

B KJIMHHYECKHX UCCIIENOBAHUAX OBLIO M3yYEHO MPUMEHEHHE JABYX UHSUOUMOPOB u30hepmenma
CYP3A44. Kemoxonason He BIusiI Ha MeTabOJIM3M JI03apTaHa 10 aKTHBHOIO MeTabojuTa Iocie
BHYTPUBEHHOTO BBEICHHUs Jio3apTaHa. Ipumpomuyun HE OKa3blBaJl KIMHHYECKH 3HAYUMOIO
¢ dexra Ha hapmakoKUHETHKY J103apTaHa P IpUeMe BHYTPb.

Duykonazon, uneubumop uszopepmenma CYP2CY9, cHUKAeT KOHUEHTpAIMIO aKTHBHOTO
merabosMTa Jlo3apTaHa W IOBBIIAET KOHIEHTPAIMIO Jio3apTaHa B IUIa3Me KPOBH, OJHAKC
(GapmakoHHAMHUYECKasi 3HAYUMOCTh OJIHOBPEMEHHOTO MPUMEHEHHS JI03apTaHa U uHeuoOumopoe
usogpepmenma CYP2C9 ne ycranossiena. [lokazaHo, 4To y NalUeHTOB, HE METAOOIM3UPYIOLINX
J03apTaH B aKTMBHBIH MeTaboJMT, MMEeTCs OdYeHb peaKuii M crnenuuuHbIi  JedeKT

uzopepmenta CYP2C9. Dru jaHHbIe CBUICTEILCTBYIOT O TOM, YTO METabOJIM3M JI03apTaHa Jio
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aKTMBHOTO MeTaGo/mTa orocpeayercst npeumyiectBenno uzodepmentom CYP2CY, a ne

usopepmerTom CYP3A4.

Oco0bie ykazanusi

Iayuenmot co chudxcennvim OLK unu ¢ 6bipadiceHnbiM aOpmMalbHblM CMEHO30M

V mammentoB co cHwxkeHHbM OILK (Hanmpumep, npu IpHEME BBICOKHX 03 JHYPETHKOB,
BBIPAKEHHOH JMapee, PBOTE M JAPYTHX COCTOSIHMAX, NPUBOJAIIMX K THIIOBOJNIEMHH) WIH C
BBLIPAKEHHBIM QOPTAJTBHBIM CTEHO30M B Ha4aje TEpaluu Ipernaparom Jloprensza® moxer
Pa3sBHTBCS CHMIITOMATHUECKas apTepuaiibHas THIOTeH3us. KOppekuuio TakuX COCTOAHMI
HEOOXOAMMO MPOBOMMTH 0 Hayala Tepalldd WIM HAuMHAThL JieueHHe ¢ Oosee HM3KOH J103bI

npenapata Jloprensza®. Jlisi mauMeHTOB, ubsi CyTOYHAs Ji03a JI03apTaHa COCTaBIACT 25 wr,

npumenenne npenapata Jloprensa® ne pexomenayercst (cM. pasaen «Crnocol NpHMEHEHHs |
JIO3BI).

Ocobule yrazanus u mepol nPeOOCMOPOACHOCMU, OMHOCAUUCCA K AMIOOUNUHY

Bnarosaps jumnrtensHomy T, BazoauiaTanus, pa3BUBIIAsACs B pe3ysibTaTe MMpUeMa amMJIOIUIINHA,
MOXET COXpaHATbCA M Mocie ero oTMeHbl. Takum 00pa3om, TNPUMEHEHHE JPYyroro
Ba30/MJIaTaTOpa II0CJE OTMEHbI aMIIOJMIIMHA CJIEAYyeT TMPOBOJUTH C  OCTOPOKHOCTBIO,
HeoOXO0MMBl HHIAMBHAYyalbHas OLEHKA JI03bl, HHTEPBAJIA J103MPOBAHUS U AKTHBHbBIA KOHTPOJIh
COCTOSIHUS TTallUEHTA.

B nepuosn nedyeHuss HeOOXOIMM KOHTPOJIb Macchl Tejda M I1OTpebJeHUs I10BApEeHHOH COJIM,
Ha3HAYEHHE COOTBETCTBYIOMIEH nueThl. HeoOX0aMMo mojyiepkaHue TMIHeHbl 3y0OB M 4acToe
nocenieHne  cromaroyiora (Juis  TpeIOTBpalleHust OOJIE3HEHHOCTH, KPOBOTOYMBOCTH M
THIEPIUIa3UU JIECEH).

Hecmabunbnas cmenoxkapous u uHgapkm muoxkapoa

[locie Hauana TepamnuM MM TOBBIIEHUS J03bI AMJIOIMIIHHA MOYKET Pa3sBUThCsS HeCTaOMIIbHAs
CTEHOKAp/IMs M OCTPhIH MH(MAPKT MHOKap/a, 0COOeHHO y manuenTos ¢ Tsokenon 'OKMIL
Ocobble ykazanus u Mmepol NPe00CmMOpPOACHOCIU, OMHOCAUWUECS K 103apmany

I'unepkanuemus (cojepkaHue Kaius B IUIa3Me KpoBH > 5,5 MMonw/i) otmedanach y 1.5 %
NAIMEHTOB, MPUHUMABIINX JI03apTaH B BHJE MOHOTepanuu. Hu B OZHOM M3 HTHUX ClIyyaeB HE
TpeGoBanach OTMeHa npenapara. OJHOBpeMEHHOE —IIPMMEHEHHE — KaluiicOeperarommx
JIMYPETHKOB (HATIPUMED, CRUPOHOIAKMOH, MPUAMMEPEH, AMUIOPUO, SNIEPeHOH), TIPenapaTos
KaJlMsl, KaJIMHCOJepKalluX 3aMEeHUTeIel COJIM, a TakXKe MpernapaToB, IMPUEM KOTOPBIX MOXKET
NPUBOJIMTH K TOBBIIIEHUIO COJEPKAHUsS Kalds B IUIasMe KPOBH (HAIPUMED, 2endpu), ¢

JI03apTAaHOM  JIOJDKHO OBITH  000CHOBAHO (ocoOeHHO Yy TAalMEHTOB II0KMJIOr0 BO3pacra ¢
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HapylieHueM QYHKIMH [104€K), a COJCPKAHUE Kallusl B IIJ1a3Me KPOBH JIOJDKHO HaXOAMTHCS MOA
KOHTPOJIEM.
Bo Bpems mpuema Jio3apTaHa MalMeHThl HE JIOJDKHBI TPUHUMAThL IpEraparbl Kajlius HIH
3aMEHUTEIM TMIIEBON COJIM, CoJiep)Kalue Kajaui, Oe3 IpeIBapUTEeIbHOrO COrjlacoBaHus ¢
BpauOM.
[lpuemM J03apraHa MOXeT NPHBOJANTH K TPAH3UTOPHOW —apTEPHAIBHOH  TMIIOTCH3UH,
COTIPOBOYXK/IAEMOH IIIOKOM, 0OMOPOKOM M OJIBILIKOH.
Ipenapar Jloprensa® He0OX0AMMO IPUMEHSITE ¢ OCTOPOKHOCTBIO Y NALHEHTOB!

° co camkeHHbM OLIK;

. HAXOALIMXCS Ha JIMETE C OIpaHUYEHHEM [T0BAPEHHON COJIH.
Peakxyuu cunepuyscmeumenbHocmu
V NalMeHTOB ¢ AHTHOHEBPOTHYECKHM OTEKOM B aHaMHe3€ (OTEK rOpTaHH, rOJOCOBBIX CBA30K,
nuIa, ry0, TJIOTKH W/WIH A3bIKa) He0OXOJMM TIIATEIbHBIA KOHTPOJIb NPUMEHEHHs Iperapara
Jloprensa® (cm. paszen «IlToGounoe aeficTBre).
ImbpuomokcuyHocmo
I[Ipumenenne JIC, Bosueiicteytomux Ha PAAC, Bo II-1II TpumecTpax GepeMeHHOCTH CHMXKAeT
(GYHKIHMIO MOYeK IUI0Ja W YBEJIMYMBAET 4YacTOTy 3a00JI€BaeMOCTH M CMEPTHOCTH IUIOJAA W
HOBOPOYKIEHHOTO. Pa3BUTHE OJNMTOTrHAPAMHHOHA MOXKET OBITH aCCOLMMPOBAHO C TMIIOILIA3HEH
Jerkux Iioga u  Jjiedopmanmei  ckenera. Bo3MoKHBIE  HEXKeaTelbHbIC  SBICHUA Y
HOBOPOYK/IEHHBIX BKJIFOYAIOT HIIOIIA3HIO KOCTEH uepera, aHypHio, apTepHajbHyIO THIIOTCH3HIO,
MOYEYHYIO HEJOCTATOYHOCTH W JIeTAIbHBIH HCXo[. IIpu amarHocTMpoBaHuM OepeMEHHOCTH
npenapar Jlopren3a® nomken ObiTh cpasy otMeHen (cM. paspen «llpumenenne npu
OepeMEHHOCTH U B IEPHOJI IPYAHOI0 BCKAPMIIMBAHHS).
Hapywenue 600no-21exmponumno20 baranca
HapyiieHse BOIHO-3JICKTPOJIUTHOrO OajiaHca ABJISETCS XapaKTEpHBbIM U MALMEHTOB ¢
HapylieHreM (hyHKIMM oYeK ¢ Mk Oe3 caxapHoro JuabeTa, 0ToMy HEOOXOAMMO TLIATE/IbHOE
HaOJII0/ICHHUE 3a JJAHHBIMH ITallHeHTaMH. B KIIMHUYECKUX UCCIIEIOBAHUIX C YIACTHEM ITAllHCHTOB
C caxapHbIM JHa0eTOM 2 THIIA C IPOTEMHYpPHEH KOJIMYECTBO CIy4aeB pa3BUTHS I'MIEPKAIMEMUH
ObUIO GoNbIIE B IpyIIe, MPUMHUMABIIEH J03apTaH, 4eM B Ipymme, NPUHUMABLICH 11aneo.
Heckosibko MAlMEHTOB IMPEKPATHIM TEPAlMIO B CBSI3M C BO3HMKIIEH THIEpKaIHeMHeH (CM.
paszien «Ilo6ounoe peiictBue. JJabopamopmvle u UHCMPYMEHMALbHbIE OAHHbIE).
Aopmanonviti  unu - MUmMpanibHblil  CMEHO3, eunepmpoguveckas ~ 006CMpPYKMuUGHAs
Kapouomuonamusi
Kak u Bce JIC, obnanaronme Basoaunarupyronmm aeiicteueM, APA I 10/0KHBI TPUMEHATHCS C

OCTOPOYKHOCTBIO Y MAIMEHTOB ¢ A0PTAJIBHBIM HJIH MUTPATbHBIM CTEHO30M, [TOKMIL.
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Xponuueckas cepoeynas HedoCmamoyHoCmo

Kak u npu npumenennu apyrux JIC, okaspiBatommx aeiictsue Ha PAAC, y naiueHToB ¢ XCHu
¢ win Ge3 HapymeHHs (QYHKIHMHM [0YEK CYIIECTBYET PHCK Pa3BUTHS TKEION apTephHalbHOM
TMIIOTEH3UH MK OCTPOTO HApYIIEeHHUs (PYHKIHH MTOYEK.

Tak Kak OTCYTCTBYeT JOCTATOYHBIH OINBIT NMpPUMEHeHHsi jo3aprana y mauueHtoB ¢ XCH n
CONYTCTBYIOIIMM TSKEBIM HapylleHHeM QYHKIHH T10YeK, Y NAlMEHTOB ¢ TSOKEJIOH CepaeHOH
aeocratroynoctbio (III-1V ¢ynkuuonaneheiii kiace no kinaccupukamun NYHA), a takke y
[AIMEHTOB C CEPJCYHONW HEJOCTATOYHOCTHIO M CHMIITOMATHYECKMMH YTPOXKAIOLMIMMH KH3HH
aputMusamu, nipenapat Jloprensza® ciieyeT IpUMEHS T C OCTOPOKHOCTBIO.

V namuentoB ¢ XCH M-IV ¢ynknuonansHoro kmacca (mo kimaccupukaunn NYHA)
HEMILIEMHYECKOTO I'eHe3a OTMEUaloch MOBBIIIEHHE YacTOTHI Pa3BHUTHs OTeKa JIErKMX Ha (oHe
NPUMEHEHUSI aMJIOJMIIMHA, HECMOTPs Ha OTCYTCTBME IIPH3HAKOB YXY/IUICHHS CEpIACYHOH
HEJI0OCTATOYHOCTH.

Hwemuueckas 6one3ns cepoya u yepebposacKkyiapHle 3a00/1e6aHus.

Kax u Bce JIC, obnanaronme BazoaunatupyonmM aeictsueM, APA I J0JKHBI TIPUMEHSTBCS €
0CTOpOXKHOCTHIO ¥y marperToB ¢ UBC uim nepebpoBacKyIsSpHbIMUA 3a00I€BaHUAMH, TTOCKOIbKY
BhIp@KeHHOe CHIKeHHe AJl y JaHHOH rpynmnbl NAlMEHTOB MOJXKET IPUBECTH K Pa3sBHTHIO
UH(papKTa MHOKap/1a WK HHCYJIbTA.

[lepsuunbiii 2unepanb00CcmepoHuUM

Tak kak y ManueHTOB C MEPBUYHBIM I'HIIEPATIbIOCTEPOHH3MOM, KaK IPaBMIIO, HE HalJo1aeTcs
IOJIOKUTEILHOTO OTBETA HA TEparui) TUIIOTEH3UBHBIMM CPEACTBAMM, KOTOPBIE JIEHCTBYIOT
myrem nurubuposanus PAAC, npumenenne npernapata Jloprensa® He peKOMeH/IyeTcst y J1aHHOM
IPYIIIbI IAIIHEHTOB.

Iayuenmol ¢ neyeHOYHOU HEOOCMAMOYHOCMbIO

Jlannble (apMaKOKHHETHYECKHX UCCIIE/IOBAHUH YKA3bIBAIOT HA TO, YTO Y MALIMEHTOB € IUPPO30OM
neyeHy HaOII0IaeTCsl 3HAUUTE/ILHOE IOBBIIIEHHE KOHIEHTpAIMK JI03apTaHa B IUla3Me KPOBH.
Ipenapar Jloprenza® He J0J/KEH NPUMEHSTbCS y MAMMEHTOB C TSKEIOH MEUeHOUHOM
HeN0CTaTOYHOCThIO (Oosee 9 GawioB mno mkane Yaina-lIlero), a Takke y NanueHTOB C
MEYEHOYHOH HEJ0CTaTOYHOCThIO (MeHee 9 OamwioB no mxaine Yaitna-Ileo), KoTopeim
PEKOMEH/IOBAHO ~CHWJKEHHE JI03bI Jio3apTaHa 10 25 MI B CyTKM (CM. pasjielbl
«®apmakosioruyeckue  CBoiicta.  Papmakoxunemuxay, «lIpotuBonokasanus», «Criocod
IIPUMEHEHUS U J103bD»).

[TocKoIBbKY aMJIOJMIIMH B OCHOBHOM MeTaboiu3upyercs B nedeHd W Tip y NalMeHToB ¢
HapyuieHreM QYHKIIMHA HEYSHH COCTaBIsIeT 56 4acoB, NPY HA3HAYCHUH aMJIOJIMIINHA TallHEHTaM

C TSDKEJION TTeYeHOYHOM HEI0CTAaTOUYHOCTHIO TUTPOBAHHUE J103bI CJICAYET NPOBOAUTD ITOCTCIICHHO.
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ITayuenmol ¢ noyeuHou HeOOCMamMO4HOCMbIO

Benencreue  unrubupoBanus PAAC y  HEKOTOPBIX  MPEApacioOKCHHBIX — TAlMCHTOB,
NPUHUMABIIKX JIO3apTaH, OTMEYAINCh 0OpaTHMbIe IPH OTMEHE IIperapara W3MCHCHHs byHKIMH
MOYeK.

V naupeHToB, GyHKIHs 10YeK KOTOPBIX MOXKET 3aBHceTh OT akTuBHOCTH PAAC (Hanpumep, 1ipu
XCH HI-1V ¢ynkuuonansHoro kiacca 1o kiaccupukannu NYHA), npumenenne UHIMOUTOPOB
ATI® compoBOKAAIOCH OJUTYPHEH W/WIIM HapacTarolmied asoTeMHel M, PEKo, OITH w/unu
ngeTalbHBIM Hcxo0M. Cxoxkast KapThHa HabmoAazach ¥ NpM MPUMEHEHUH JI03apTaHa y TaKuX
naientoB. Hexotopeie JIC, okaseiBatomue BoszeiicTBue Ha PAAC, MOryT yBenuuuBarh
KOHIIEHTPAIMIO MOYEBHUHBI B IUIA3ME KPOBH M CHIBOPOTOYHOIO KpearHHHWHA Y NAlMEHTOB €
JIBYCTOPOHHHM CTEHO30M MOYEUYHBIX apTepHil HIH CTEHO30M MOYEYHOH apTepHy eMHCTBEHHON
nouku. Ilono6uelit >dpdexkt HabmogaiIcs ¥ NPU NpUEMe Jo3apTaHa y JIAHHOW TPYIIIIb]
MalMeHToB, OH ObL1 oOpatuM mnpu oTMeHe npenapata. llpemapar Jloprenza® momken ¢
OCTOPOKHOCTBIO IPUMEHATBCS Y MAIMEHTOB C IBYyCTOPOHHUM CTEHO30M MOYEYHBIX apTepHi K
CTEHO30M MOYEYHOH apTepuH €IMHCTBEHHOM ITOYKH.

Jleounas 6rokaoa PAAC

OnuoBpemennoe npumenenue APA I, Bkiarouas JiosapraH, C Ipernaparamu, COAEpKallviMH
AJIMCKMPEH, MPOTHBOIIOKA3aHO Y MAIHEHTOB C CaXapHBIM JHA0eTOM /MM C yMEPCHHBIMH MM

TsKeAbIMH  HapyiieHusmd  Qynkuun nodek (CK® menee 60 mu/mun/1,73 m?

IO 1A
MIOBEPXHOCTH TeJIa) U HE PEKOMEH/IyeTCs y APYTHX MalHeHTOB.

Onnospemennoe npumerenre APA Il ¢ uaru6utopamu AIID npoTHBONOKa3aHO y MALMEHTOB C
quabeTrueckoi HeporaTHel U He peKOMEHJ1yeTCs y APYTUX MMalueHTOB.

I'unepmonuyveckuut kKpu3s

D} PhexTUBHOCTH U 6€30MaCHOCTh PUMEHEHH S TIPH THIIEPTOHUYECKOM KPH3€ HE yCTAHOBJICHDI.
Ocoobie cpynnbl nayuenmos

Jemu u noopocmxu

D¢dexTuBHOCTH ¥ 6€30MaCHOCTL IIPUMEHEHHMS ITperapaTa Jloprensa® y neteit 1 MOAPOCTKOB 10
18 sietT He yCTaHOBJIEHBI.

Ecau y HOBOPOXJIEHHBIX, 4YbH MaTepd IPUHUMAIM Ipenapar Jlopren3a® Bo Bpewmst
GepeMEeHHOCTH, HAGJII0IaeTCs pa3BUTHE OJIUTYPHH HJIH apTepUaIbHOM THIIOTEH3UH, HEOOXONMO
IIpOBEJIEHHE CHMIITOMATHYECKOI Tepanuu, HalpaBIeHHOH Ha mojiepkanue AJl u 1oYedHOH
nepdys3un. Mosker moTpeOOBaTHCS MNEpeMBaHME KPOBH WIIM [POBEACHHE JHaiu3a JUIs
NpeI0TBPAIIEHUS PA3BUTHS apTePHAIbHON THIIOTCH3MU H/UIH MO/UIEPKaHHs! (PYHKIHH TT0YCK.

HGHHQHMbl noatcuioeo eozpacmad
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KinuHuueckue MCClieIoOBaHUsT HE BBIIBHIM  KaKUX-TMOO OCOOEHHOCTEH B  OTHOIUCHUH
6e3zomacHocTH M G (EKTUBHOCTH JI03apTaHa y MalMeHTOB MOXKHUIOro Bo3pacTa (crapiie 65 jier).
V nmanueHTOB MOYKHIJIOTO BO3PACTa M3-3a CHUIKEHHOTIO KJIMPEHCA, MPUBOASIICIO K yBEIHYECHHIO
AUC awmnoaunuua npubiamsutensHo Ha  40-60 %, Tepanmuio  aMJIOJAMIIHHOM — OOBIYHO
peKOMEeH/IyeTCsl HauyuHaTh ¢ J103bl 2,5 mMr 1 pa3 B cyTku. Ilockonbky y mpenapara Jloprenza®
OTCYTCTBYET J03UPOBKA, COJEpIKAIasi aMJIOJUIMH 2,5 MI, JaHHYIO J03y CJIEAYeT Ha3HayaTh B
MOHOTEPANUU aMJIOJAUITHHOM.

Cneyuanvnas ungopmayus no 6CNOMO2amellbHbIM 6eUjecmeam

IIpenapar Jlopren3a® co/lepKuT 1aKTo3y, MOITOMY €r0 HE ClIe/lyeT IIPHMEHSTH TIPH CIIEIYIONNX
COCTOSIHMSIX: HENEPEHOCUMOCTD JIAKTO3bI, Je(QUINT JTaKTa3bl, CHHIPOM IJIIOKO30-TalaKTO3HOH

MababcopOIuu.

Biiusinne Ha ¢cnocoOHOCTH YIPABJISATH TPAHCHOPTHBIMH CPEACTBAMH, MEXaHH3MAMH
Crnenyer co6/M0AaTh OCTOPOKHOCTD NPH YIIPABJICHHH TPAHCIOPTHBIMHU CPEJCTBAMH M padboTe ¢
JPYTHMH TEXHHUYECKHMH yCTPOHCTBAMHM, TPEOYIOIIMMH MOBBINEHHOW KOHIIEHTPAIMA BHUMAHUSI

44 6bICTpOTI:>I ICHXOMOTOPHBIX peaKum?I, YYHUTBIBAsE PUCK pa3BUTHS I'OJIOBOKPYIKCHHSI.

®opma BbINyCKA

TabneTkH, MOKPHITHIE TUIEHOYHOH 00010uK0it, 5 Mr + 50 mr, 5 mMr + 100 mr, 10 mr + 50 wmr,
10 mr + 100 mr.

[To 7 mim 10 TabaeTok B KOHTYPHOH SYEHKOBOH ymakoBKe M3 KOMOMHMPOBAHHOIO Marepualia
OITA/An/TIBX 1 osibru aIloMUHUEBOM.

1, 2, 4, 8, 12 KOHTYpHBIX SUEHKOBBIX YNakoBOK (o 7 Ttabnaerok) wm 1, 3, 6, 9 KOHTYPHBIX
AYEHKOBBIX ynakoBoK (1o 10 tabieTok) BMeCTe ¢ MHCTPYKIMEH 10 IPUMEHEHHIO TTOMEILAIOT B

IMavKy U3 KapToHa.

YciaoBusi XxpaHeHHs
IIpu remneparype ne Boie 25 °C, B OpUriHaJIbHON YIIAKOBKE.

XpaHHUTh B HEJIOCTYITHOM JUIst JIeTeH MecTe.
Cpok roaHocTu

2 roja.

He IIPUMEHSATH ITpenapar 1o HCTCYCHUHU CpoKa roaHOCTH.
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YeaoBus ornycka

OTnyckaroT 1o peuenTy.

HaumeHoBaHue HPUIHYECKOro JIMna, Ha HMs KOTOpPOro BbIAAHO PErucTpanHoOHHOC
YAOCTOBEPEHHE, a/IpeEC

000 «KPKA-PYC», 143500, Poccusi, MockoBckast 0011., . Mctpa, yi. Mockosckas, a. 50

IIponsBoauren

000 «KPKA-PYC», 143500, Poccusi, MockoBckast 001., . Metpa, yi. MockoBekas, . 50
Ten.: (495) 994-70-70

dakc: (495) 994-70-78

HanmeHoBaHHe U aj{pec OPraHU3aNHM, IPUHUMAKOIIEH PeTeH3nH noTpeduTe/rei
000 «KPKA-PYC», 125212, r. Mocksa, ["osioBuHCKOE 110CCE, 10M S, KOpiyc |
Ten.: (495) 981-10-95, daxc: (495) 981-10-91 P

[IpencraButens GupMbI Tamkosuu T. B.
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