OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOTI'O IIPEITAPATA
Jlopucra, 12,5 mr, TaGJIETKH, MOKPHITHIC INIEHOYHOU 000JI0YKOM
Jlopucra, 25 Mr, TabJaeTKH, MOKPHITHIC IJICHOYHON 000JI0UKOH
Jlopucta, 50 Mr, TabIETKH, TOKPHITHIE TUIEHOYHOH 000JI0YKOMH

Jlopucta, 100 mr, TaGIeTKH, MOKPBITHIC MIICHOYHOU 000JI0UKOMA

2. KAYECTBEHHBIN U KOJIUYECTBEHHBIN COCTAB
JelicTBytoliee BEUIECTBO: JIO3apTaH KaJIHsl.

Jlopucra, 12.5 Mr, TabJIETKHU, ITIOKPBITHIE IUIEHOYHON 000JI0YKOM

Kaxxnas Tabnerka comepxut 12,5 Mr jo3apTaHa Kaius.
BcnomoraTenbHble BelecTBa, HAJIMYKWe KOTOPBIX HAJO YUUTHIBATh B COCTaBE JIEKAPCTBEHHOTO
npenapara: 13,7 Mr j1akTo3sl MOHOTHApaTa (cM. pazaen 4.4.).

Jlopucra, 25 mr, TabJIEeTKHU, ITOKPBITHIE INIEHOYHOU 000JI0OYKOM

Kaxnas Tabierka COIepKUT 25 M Jio3apTaHa KaJusl.
BcnomoraTenbHble BelecTBa, HaJM4We KOTOPBIX HAJI0 YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenapara: 27,3 Mr JIakTo3bl MOHOTHIpaTa (cM. pazaen 4.4.).

Jlopucta, 50 Mr, TaOJIETKH, TOKPHITHIE INIEHOYHON 000JI0UYKON

Kaxxgas Tabnerka copepxkut 50 Mr 1o3apTana Kamusl.
BcnomoraTenbHble BelecTBa, HAJMYKWe KOTOPBIX HAJ0 YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenapara: 54,7 Mr 1akTo3sl MOHOTHApaTa (cM. pazaen 4.4.).

Jlopucta, 100 Mr, TaOJIETKH, ITIOKPHITHIE TUIEHOYHON 000JIOYKON

Kaxnas Tabnerka cogepxut 100 Mr go3apTana Kauusi.
BcnoMorarenbHble BellecTBa, HAIMYME KOTOPBIX HAJO YUYHUTHIBATh B COCTABE JIEKAPCTBEHHOI'O
npenapara: 109,3 mr nmakTo3sl MOHOTHIpaTa (CM. pazaen 4.4.).

[TonHbIH TepedeHb BCIIOMOTATENBHBIX BEIIECTB MTPHUBEEH B pa3aeie 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE MIIEHOYHOU 000I0UYKOM.

Jlopucra, 12.5 Mr, TaOJIETKHU, ITIOKPBITHIE INIEHOYHO 000JI0YKOM

OBaJibHBIC, CIIETKA JBOSKOBBIMYKJIbIE TaOJIETKU, MOKPHIThIE TJIEHOYHOH 00OJOYKOW OT CBETIIO-
JKEJITOTO JIO JKENTOro 1BeTa, ¢ (PacKo.
Buna Ha u3nome: mepoxoBaTasi Macca 0eoro mBeTa ¢ IICHOYHON 000JI0YKOM OT CBETIO-KEITOTO

JIO JKEJITOrO LBETA.



Jlopucra, 25 Mr, Ta0JIETKH, ITOKPBITHIE INIEHOYHON 000JI0OYKOH

OBanbHBIC, CIIETKA JBOSKOBBIMYKJIbIE TAOJIETKH, MOKPBITHIC IJICHOYHOW OOO0JIOYKOW KEITOTO
I[BETA, C PUCKOW HA OJTHON CTOpOHE U (hacKOu.

Bua Ha uznome: mepoxoBaTasi Macca O€JIOro 1BeTa C INIEHOYHOM 000JI0YKOM JKEITOTO IBETA.
TabyeTKy MOXHO pa3/ielIuTh Ha PaBHBIC JTO3HI.

Jlopucra, 50 mr, TabGJIEeTKHU, ITOKPBITHIE IUNIEHOYHON 000JIOYKOM

Kpyribie, cierka 1BOSKOBBITYKIIbIE Ta0JIETKH, TTOKPBITHIE TUIEHOYHOW 000JI09KO0i Oenoro nsera,
C PHCKOH Ha OJTHOM CTOpOHE U (hacKoil.

Bun Ha u3nome: mepoxoBaras Macca 6€J0ro 1BeTa ¢ INIEHOYHOH 000JI0UKOi OeIoro 1BeTa.
Jlunus paznoma (pucka) He MpeIHa3HAYEHA JIIsl pa3IaMbIBaHUs TaOIETKH.

Jlopucta, 100 mr, TaOJIETKH, ITOKPBITHIE INIEHOYHOU 000JIOYKOM

OBaJ'ILHLIe, CJICTKA ABOAKOBBIITYKJIBIC Ta6J'IeTKI/I, IIOKPBITHIC IUIEHOYHOK 000JIOUKOI 0€10T0 OBECTA.

Bujg Ha nznome: mepoxoBaTas Macca 6eoro OBETAa C IUIEHOYHOI 000/10YKOM O€Ioro OBCTA.

4. KIMHUYECKUE JAHHBIE

4.1. lloka3zanusi K NPUMEHEHUIO0

[Tpenapat Jlopucra nokasaH K IPUMEHEHHIO Y B3POCIBIX MPH CIETYIONUX 3a00I€BAHUAX.

e AprepuanbHas TUIIEPTEH3USL.

e CHMXeHHe pUCKa aCCOLMMPOBAHHON CepAEYHO-COCYIUCTOM 320071€Ba€MOCTH U CMEPTHOCTH Y
NAllMeHTOB C apTepUalibHOW TUIEepTeH3Wed U rumneprpodueil JeBoro KemyJodka,
MPOSIBIISIONIEECS] COBOKYIHBIM CHM)KEHHEM YacTOThl CEpPAEUYHO-COCYIHUCTOM CMEPTHOCTH,
4acTOThI MHCYJIbTA U MH(ApKTa MUOKap/a.

e 3ammTa NOYeK y MalMEeHTOB C CaxapHbIM JMA0ETOM 2 THUIA C MPOTEHHYpUEH — 3aMe/IeHne
MPOrPECCUPOBAHUS TOYEYHOM HEIOCTATOYHOCTH, MPOSBISIOUICECS] CHH)KEHHEM 4YacTOTHI
TUIEPKPEaTUHUHEMHH, YaCTOTHI PAa3BUTHSI TEPMHHAIBHOW CTaJAMM XPOHMUYECKON MOYEUHOMN
HE/I0CTaTOYHOCTH, TpeOyIoleld MNpoBeIeHUs] IeMOAManu3a WIM TPAHCIUIAHTALUH IOYKH,
nokasareseil CMEpTHOCTH, a TaKXKe CHUYKEHUEM MPOTEUHYPHUH.

e Xponuueckas cepaeuHas HegocratouyHocTh (XCH) mnpu HespdexTHBHOCTH seUeHUS
WHTUOWTOpaMy aHTHOTEeH3UHIIpeBpamiaroniero ¢epmenra (AIID) mnm HenmepeHOCHMMOCTH
unrubutopoB AII®D. He pexkoMmeHayercs NEpeBOAUTH MAUMEHTOB C  CEpACYHOU
HE/IOCTaTOYHOCThIO U CTAaOWJIBHBIMM  TIOKa3aTeNIIMH TeMOAMHAMHUKM TpU  IpHEME
uHrnoutopoB AII® Ha Tepanuio J103apTaHOM.

4.2. Pe:kuM 103MPOBAHUSA U CTIOCO0 MPUMEHEHUS

[Tpenapat Jlopucta MOKHO IPUHUMATh B KOMOMHALIMY C JPYTUMH TMITIOTEH3UBHBIMU CPEICTBAMH.

PexxuM 1o3upoBaHus




Apmepuanvnasa cunepmen3us

CranpapTHas HadajdbHast ¥ MOJACPKUBAIOLIAs 1032 JUIs OONBIIMHCTBA MAI[HEHTOB COCTABIIAET
50 mr mpemnapara Jlopucta 1pa3 B cyTku. MakCUMalnbHBIA AHTUTHIIEPTEH3UBHBIA 3P HEKT
JOCTHUTaeTCs 4epe3 3—6 Helenb OT Havyaia Tepanuu. Y HEKOTOPHIX MAlMeHTOB IS JOCTHKCHUS
Oospriero ddexra q03a MOKET OBITH YBEIMUYEHA 10 MakcUMalbHOHM 1036l 100 Mr mpemapara
Jlopucra 1 pa3 B cyTku.

Oco0Bble IPYIIILI MAIUEHTOB

VY manueHToB Co CHHYKEHHBIM 00beMoM 1upKyupytomei kposu (OLK) (Hanpumep, pu npueme
00JIBIINX 103 AUYPETHKOB) HaualbHYI0 7103y Ipenapara Jlopucra cieayetr CHU3UTh J10 25 Mr 1 pa3
B CYTKH (cM. pazzen 4.4.).

Tayuenmur nodicunoz2o eozpacma u nayuenmovl ¢ NOYEYHOU HeOOCMAMOYHOCMbIO

Hert HeoO6xonuMocTu B 11o100pe HauanbHOM /1036l penapara JlopucTa i NalueHTOB MOXKHUIIOTO
BO3pacTa U MalUeHTOB C HapylleHUueM (DYHKLUH MT0YEK, BKII0OYas MAUEHTOB, HAXOAALUXCS Ha
JaJIn3e.

Tayuenmoi ¢ neueHoOYHOU HEOOCMAMOYHOCHBIO

[TanrenTam c 3a00eBaHNEM MIEYCHH B aHAMHE3€ PEKOMEHIYEeTCsl IPUMEHSATh 00s1ee HU3KUE JI03bI
npenapata Jlopucra (cMm. pazaen 4.4.).

CHuodicenue pucka accoyuupo8antoil cepoeuno-cocyoucmoil 3a60,1€6aeMoCmu U CMEPMHOCHMU
Y RAyUenmog ¢ apmepuanbHoll 2unepmen3ueil u 2unepmpogueit 16020 HceryoouKa
CranpaptHas HauvanbHass Jo3a npenapara Jlopucra cocraBmser 50 mr 1 pa3 B cyrtku. B
JanbHEeHIeM peKoMeHIyeTcss 100aBUTh K Tepalnuu THAPOXJIOpOTHA3Wi B HU3KHMX J03aX WIH
yBENMUYUTH 103y npenapata Jlopucra 1o makcumanbHol 70361 100 Mr 1 pa3 B CyTKHM C yyeToM
CTENEeHH CHUKEHUS apTepuaabHoro nasieHus (AZL).

3awuma nouex y nayuenmog ¢ caxapuvim ouademom 2 muna u npomeunypueil

CranpaptHas HauvanbHass Jo3a npenapara Jlopucra cocrtaBmser S0 mr 1 pa3 B cyrtku. B
JanpHEHneM o3y npenapara Jlopucra MOKHO yBEIWYMBATh JO MakCUMaiabHOM 10361 100 Mr
1 pa3 B cytku ¢ yuyetoM crtenenu cHuxeHus AJl. IIpenapar Jlopucta MOXeT MPUMEHSTHCS B
KOMOMHAIMM C JPYTMMH THUIOTEH3UBHBIMU CpeJICTBAMM (HAIpUMep, JUYPETHUKH, OJIOKaTOPHI
«MeIeHHBIX» KasblMeBbix kaHanoB (BMKK), anbda- u 6era-anpeno010kaTopbl, THIIOTEH3UBHbIE
CPEJCTBA LIEHTPAJILHOTO JIEHCTBUS), HHCYJIMHOM U JIPYTUMU THIOTIIMKEMHUYECKUMHU CPEICTBAMU
(HampuMmep, TPOU3BOHBIE CYIb(OHUIMOUYEBHUHBI, INIUTA30HBI U HHTUOUTOPHI TIIFOKO3HU1a3bl).
Xponuueckas cepoeunas HeOOCMAmMOYHOCHLb

HavanbHas no3a npenapara Jlopucra nns nanuentos ¢ XCH cocrasnser 12,5 mr 1 pa3 B cyTku.

Kax npaBuio, no3a mogdupaercst ¢ HeeIbHBIM HHTEPBAJIOM (TO €cTh 12,5 MT B CyTKH, 25 MT B



cytku, 50 Mr B cyTku, 100 MI B CYyTKH 10 MAKCUMAJIbHOM 0361 (TOJBKO ISl JAHHOTO ITOKA3aHHSI)
150 mr 1 pa3 B CyTKH) B 3aBUCUMOCTH OT MHIAMBUAYAIbHONW IEPEHOCUMOCTH.

eTH
be3zonacHocTh 1 3¢ (eKTUBHOCTH Yy JeTeil B Bo3pacTe 710 18 jeT He yCTaHOBJICHBI.

Croco0 rmpuMeHeHus

[Tpenapat Jloprcra npuHUMaeTCsi BHYTPh BHE 3aBUCHMOCTH OT IPUEMa UM, 3aII1Basi CTAKAHOM

BOJIBI.

4.3. [IpoTuBONOKA3aAHUS

e ['unepuyyBCTBUTENHHOCTh K JIO3apTaHy W/MIM K JII0OOMY W3 BCIIOMOTATENIbHBIX BEIIECTB,
MepeUYrCICHHBIX B pazjene 6.1.

e Hapymenue QyHKIMY EYEHU TAKEION CTETIEHU (OTCYTCTBYET OIIBIT IPHMEHEHHS).

e OIHOBpPEMEHHOE MPUMEHEHUE C ATMCKUPEHOM U MpernapaTaMu, COAepKaIIUMU aTUCKUPEH, Y
MAI[MEHTOB C CaxapHbIM IUA0ETOM W/WIM C YMEPEHHBIMH W TSDKEIbIMUA HapyIICHUSIMU
dyHKIME mouek (ckopocTh KIyOoukoBoil ¢uabTpanun [CK®] menee 60 mn/mun/1,73 M
TJIOIIA U TTIOBEPXHOCTH Tena) (cM. pasznaen 4.5.).

e (OpnHoBpeMeHHOe mnpuMeHeHue ¢ uHruoburtopamu AllD y nanueHToB ¢ auabeTnyeckoiu
HedpomnaTuei.

e bepeMeHHOCTh U TPpyAHOE BckapmiiuBaHue (cM. paznuen 4.6.).

4.4. OcoOble ykazaHusl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

Peakiiuy Tunep4yBCTBUTEIILHOCTH

[MTanueHTsl ¢ AHTHOHEBPOTUYECKUM OTEKOM B aHaMmHe3e (OTeK JinIa, ry0, MIOTKHA/TOPTaH! W/UITH
S3bIKa) MPU NMPUMEHEHUH TpernapaTta Jlopucra JOMKHBI HaXOIUTHCS TMOJ CTPOTUM BpayeOHBIM
HaOsroieHneM (cM. pasaen 4.8.).

OMOPUOTOKCUYHOCTD

[IpuMeHeHHe  JEKapCTBEHHBIX  CPEJICTB, BO3ACHCTBYIOLIIMX HA  PEHUH-aHTHOTEH3UH-
anbroctepoHoByto cucremy (PAAC), Bo BTOpOM U TpeTbeM TpUMecTpe OEpeMEHHOCTH CHHKAET
GYHKIUIO TOYeK Yy IuloJa W yBeNuW4HuBaeT 3a00JIeBa€MOCTb M CMEPTHOCTh IJI0OJAa H
HOBOPOXKJCHHBIX. Pa3BuTHE ONMMrorujjpaMHUOHa MOXKET OBITh aCCOLMHUPOBAHO C THIOIJIa3uei
JeTKUX y Mmioga u jAedopManusMu ckenera. Bo3MokHblEe HeXeaTelbHblE pPEaKIUU Y
HOBOPOXKJICHHBIX BKIIIOYAIOT TUIOIIA3UI0 KOCTEH uepena, aHypHio, apTepHalibHYIO THIIOTEH3HIO,
MIOYEUHYI0 HEIOCTaTOYHOCTh M JIeTalbHBIA ucxod. Ilpu aumarHocTupoBaHuM OepeMEHHOCTH
npenapar Jlopucra 1oipkeH ObITH cpazy oTMeHeH (cM. pasnen 4.6.).

AprepruaibHas T'HIOTEH3U U HAPVILIEHUE BOIHO-JICKTPOIUTHOTO Oaanca uinu cHwkeHue OIK

VY manuentoB co cHmxeHHbIM OLIK (Hanmpumep, MONMydaroUmIux Jie4eHHe OONBIIMMHU J103aMH

JUYPETHUKOB) MOXKET Pa3BUTHCS CHUMIITOMAaTHYEeCKas apTepualibHas runoteHsus. Koppekiuio
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TaKUX COCTOSIHMIM HE0OXOJMMO MPOBOJAUTH 10 MPUMEHEHHUs IpenapaTa Jlopucra win HauUMHATH
nedeHue ¢ Oonee HHM3KOW no3bl mpemapara Jlopucra (cm. pasmen 4.2.). Hapymienue BomHO-
AIIEKTPOJIUTHOTO OaJIaHCa SIBJISCTCS XapaKTEPHBIM IS AIIMEHTOB C HAPYLICHUEM (QYHKIIMH ITOYEK
C caxapHelM auabeToM wWid 0Oe3 caxapHOro auvabera, MOITOMY HEOOXOJUMO TIIATeIbHOE
HaOJII0/IeHUE 32 JaHHBIMU NAllMUeHTaMU. B KIMHUYECKUX HCCIeI0BaHUSAX C YYacTUEM IallueHTOB
C CaxapHbBIM JHa0eToOM 2 THIIA C IPOTEUHYPUEH KOTUYECTBO CIy4yaeB Pa3BUTHS THIIEPKATUEMHUU
Obuto Oombllle B TpymIe, MPUHUMABIICH J03apTaH, YyeM B TPyIIe, MPUHUMABIIEH IIamnedo.
Heckonbko narnueHToB npekpaTiiiv TEPanuio B CBA3H C BOHUKILEH runiepKaineMuei (CM. pa3aen
4.8., noapaznen «JlabopaTopHble U HHCTPYMEHTAILHBIE TAHHBICY ).

Bo Bpemst neuenus npenaparom Jlopucta He peKOMeHAyeTcsl NMpUHUMAaTh KaluicOeperaromue
JUYPETHKH, IpenapaThl Kajvs, KaJauiicoaepKaliue 3aMEeHUTENH TIOBAPEHHOM COJH.

AopTanabHBIA WIN MUTPAILHBIN cTeHo3, [ OKMIT

Kak u Bce IsekapcTBeHHble CpeAcTBa, oOONajarollde Ba3OAMIATHPYIOLIUM JEHCTBHEM,
aHTaroHucThl peuentopoB anruoreHsuna |l (APA II) cienyer mpuMeHSTh C OCTOPOKHOCTHIO
HalUeHTaM ¢ aOpTAJIbHBIM WJIM MUTpajIbHbIM cTeHO30M i ["OKMIT.

HUBC u HeDe6DOBaCKVJISIDHBIC 3a0071€BaHUs

Kak u Bce jekapCTBEHHbIE CpeACTBa, 00JIafaolue Ba3zoJuIaTUpyromuM aerictsuem, APA Il
CleyeT TNPUMEHATh C OCTOpPOXKHOCThbIO mamueHtaMm ¢ MBC wunm nepeOpoBacKyIspHBIMU
3a00JIeBaHUAMH, MTOCKOJIbKY BBIpaXX€HHOE CHUXKeHHe A/l y NaHHOW rpymmbl MallMeHTOB MOKET
NPUBECTH K Pa3BUTHIO HH(pAPKTa MUOKAP/a WIN UHCYJIbTA.

XCH

Kak u npu npumMeHeHnn Ipyrux JeKapCcTBEHHBIX CPEACTB, OKa3biBatolux aeiicteue Ha PAAC, y
nanueHToB ¢ XCH u ¢ win 0e3 HapylieHuid GyHKIMY [TOYEK CYIECTBYET PUCK PA3BUTHS TAKEION
apTepuanbHOI TMIIOTEH3UH WK OCTPOTO HAPYIICHUs (PYHKINHU TTOYEK.

IIpenapar Jlopucra ciuenyer NPUMEHATH C OCTOPOKHOCTBIO y IALMEHTOB C CEPACUYHOHU
HEJOCTAaTOYHOCTHIO M CONYTCTBYIOUIUM HapylleHHeM (YHKUUU TMOYEK TKEIOM CTENeHH, Y
MalMeHTOB C TsDKENIoW cepaeuHoil HemoctaTouyHOCThi0 (IV QyHKIMOHANBHBIA Kiacc 1O
kiaccudpukammn  NYHA), a Takke y NalMeHTOB C CEpIEYHOHM HENOCTAaTOYHOCTHIO |
CUMITOMAaTUYECKUMHU YIPOXKAIOIIMMHU KU3HU apUTMHUSAMH, TaK KaK OTCYTCTBYET JOCTaTOYHBIN
OIIBIT IPUMEHEHNS Ipernapara JIopucra y NallMeHTOB JaHHBIX IPYIIIL.

IlepBUYHEBIN THIEPATILI0CTEPOHU3M

Tak Kak y ManueHToB C MEePBHYHBIM THIIEPAJIbI0CTEPOHU3MOM, KaK MPaBHIIO, HE HAOII0IaeTCs
MOJIOKUTEIbHBIA OTBET Ha TCPAIUIO TUIIOTCH3UBHBIMHA CPCACTBAMU, KOTOPBIC I[el\/JICTBYIOT nyTeM
unruouposannsi PAAC, npumenenue npernapata Jloprucra He peKOMEHAYETCS Y TaHHOW TPYIIITHI

MMAIllEHTOB.



Hapynienue d)VHKHI/II/I INECYCHU

Jlannbie (hapMaKOKMHETUYECKUX MCCIIEJOBAHUH YKA3bIBAIOT HA TO, YTO KOHIICHTPALIMS JI03apTaHa
B IUIa3M€ KPOBU Yy MAIMEHTOB C IIMPPO30OM IE€YEHHU 3HAYUTEIBHO YBEIWYHMBACTCS, MO3TOMY
HanyeHTaM ¢ HapyleHneM (QyHKIUH IeYeHN B aHAMHE3€ CIIeAyeT IPUMEHITh npenapar Jlopucra
B Oojiee HU3KOH 703e. OTCYTCTBYET OIBIT MPUMEHEHUS JI03apTaHa y MAlMEeHTOB C HapyIICHUEM
(YHKIMU TIEYeHU TSHKEJIOW CTEeNeHH, ModToMy mpenapar Jlopucta HE cienyer NMPUMEHATh y
JAHHOMW IpynIbl NalMeHToB (cM. pasaensl 4.2., 4.3. u 5.1.).

Hapynienue d)VHKHI/II/I IIOYCK

Benencreue unrubupoBanus PAAC y  HEKOTOPBIX HPEIPACHONOKEHHBIX MallMEHTOB
HAOJII0JAIMCh M3MEHEHUs (YHKIMM IOYEK, BKJIOYas pa3BUTHE MOYEUHON HEJOCTaTOYHOCTH.
JlanHbIe M3MEHEHHs MOYeYyHOW (YHKIMHM MOTYT BO3BpAINATHCS K HOPME IOCIE MPEKpalICHHs
JICYEHUS.

HekoTtopele JekapCTBEHHBIE CpEACTBA, OKasblBaolue Bosaelcteue Ha PAAC, wmoryr
YBEIMYMBATh CHIBOPOTOYHBIC KOHIICHTPALlMM MOYEBHMHBI M KpPEaTMHHMHA Yy IIALUEHTOB C
JBYCTOPOHHUM CTEHO30M IOYEYHBIX APTEPUN WIH CTEHO30M IIOYEYHOU apTEpUM €IUHCTBEHHOU
nouyku. Coo0111a10ck 0 BO3HUKHOBEHUU 1000HBIX 3(h(heKToB rpu npueme jo3aprana. [logobHble
HapyleHus: QyHKLIUHU I0YeK MOTYT ObITh 0OpaTUMBI 1Ociie OTMEHBI Tepanuu. JlozapTan nomkeH
IIPUMEHSATHCS C OCTOPOKHOCTBIO Y MAIIMEHTOB C JJBYCTOPOHHUM CTEHO30M ITOYEUHBIX apTEpUI HITH
CTEHO30M IIOYE€YHOU apTepUH €AMHCTBEHHOMN MOYKH.

Oco0bIe I'pynnbl DaMCHTOB

Omuuueckue ocobenHocmu

AHanmM3 JaHHBIX BCEM MOMYJSIMU MAIIMEHTOB, BKIIOUYEHHBIX B KIMHHUYECKOE HCCIIEIOBAHUE TI0
W3YYECHUIO BIIMSHUA JI03apTaHAa HA CHM)KEHUE YaCTOThI PA3BUTHS MEPBUYHON KOHEYHOW TOUKHU Y
MAIMEHTOB C apTepUaIbHOW THUIEepTEeH3Uel U runeprpodueii 1eBoro emyaouka, mokasai, 4To
CIIOCOOHOCTH JI03apTaHa MO CPAaBHEHHUIO C aTCHOJIONIOM CHUXAaTh PHUCK Pa3BUTHS WHCYIbTa U
nH(papkTa MHOKap[a, a TakKKe€ YMEHbBIIATh IMMOKa3aTelb CEPACYHO-COCYIAMCTOW CMEPTHOCTH Y
MAIMEeHTOB C apTePHATIBHON THIEPTEeH3UEH u runepTpodueit eporo xemyaodka (Ha 13,0 %) He
pacmpocTpaHseTCsl Ha MallMeHTOB HETPOMIHOM pachl, XOTsa 00a pexxuma Tepanuu dhHEeKTHBHO
cHmxkanu AJl y NaHHBIX HalUMeHTOB. B JaHHOM HcCCleOBaHWMHU J103apTaH, MO CPAaBHEHUIO C
aTeHOJIOJIOM, YMEHbINIaJ MOoKa3aTellb CepIeYHO-COCYAUCTON 3a00J€Ba€MOCTH U CMEPTHOCTH Y
MAIEeHTOB C apTePUATILHON THUIIEPTEH3UEH U TUIIEpTPO(UEH JIEBOTO JKeTyI09Ka BCEX pac, KpoMe
HerpouHOM packl. OHAKO B JAHHOM MCCJICJOBAaHUU MALMEHTHI HETPOUJIHON PacChl, MOTyYaBIINE
aTEHOJIOJI, WMEJIM MEHBIIMH PUCK PA3BUTUS OCHOBHOTO COCTaBHOIO KPUTEPHUS OLICHKU

UCCIIeIOBaHMs (TO €CTh MEHBIIIYI0O KOMOMHUPOBAHHYIO YacTOTY Pa3BUTHUS CEPACUHO-COCYTUCTON



CMEpPTHOCTH, MHCYJIbTa U MH(paApKTa MHOKapAa) MO CPAaBHEHUIO C MAIMEHTaMH TOH K€ pachl,

[IPUHUMABILIMMHU JIO3apPTaH.

Tlayuenmul nodicunoco 6ospacma

Knunuueckue wuccineoBaHusT HE BBIIBUIM KaKUX-THMOO OCOOCHHOCTEH B OTHOIICHUU

6e3omacHOCTH U 3¢ (HEKTUBHOCTH JI03apTaHa y MallMeHTOB MOXKUIIOT0 Bo3pacTa (crapiie 65 jer).
eTH

D¢ dexTrBHOCTH U 6€30MaCHOCTH NPUMEHEHHS JI03apTaHa y JeTe U MOApOCTKOB 10 18 et He

YCTaHOBJIEHBI.

Ecnu y HOBOPOXXIEHHBIX, YbH MAaTE€PH NMPUHUMANIN JIO3apTaH Mpu OepeMeHHOCTH, HaOI0AaeTCs

pa3BUTHE  OJWUTYpUU  WIM  apTEpUAIBbHON  TUIOTEH3UH, HEOOXOAMMO  IIPOBEJCHHE

CUMIITOMATUYECKON Tepamuu, HampaBieHHOW Ha moxnepkanue AJl 1 modeuHoil mepdys3uu.

MoxeT moTpeboBaThCsl MEpeTuBaHUE KPOBH WM MPOBEACHHUE AWain3a AJis MpelIoTBpalleHus

pa3BUTHUSA apTEPUATBHON TMIIOTEH3UH U/UJIH MOAIepKaHus QYHKIUU TOYEK.

BcrnoMmorarensHble BellecTBa

Jlakmo3zel monoz2uopam

[TaupenTaM ¢ peaKo BCTpedaroulelcs HAcIeICTBEHHONH HENepEeHOCUMOCThIO TallaKTO3bl,
Ne(QUIUTOM JIAKTa3bl WIK TIIOK030-TaJaKTO3HOM MalibabcopOIuel He clieayeT NPUHUMATh 3TOT
npemnapar.

4.5. B3amMmopeiicTBMe ¢ JIPYTHMH JIEKAPCTBEHHBIMHM MNpenapaTtaMH H JApyrue BHIbI
B3aMMO/EHCTBUA

Jlpyrue TUIIOTEH3UBHBIE IIpenaparbl MOTYT YCWIMBAaThb aHTUTHUIIEPTEH3UBHOE JIEHCTBHE
no3apraHa. OJHOBpEMEHHOE MPUMEHEHHUE C JPYTUMU JIEKAPCTBEHHBIMU CPEICTBAMH, KOTOPBIE
MOTYT BBI3bIBATH apTEPUATIbHYIO TMIIOTEH3UIO (TAKUMHU KaK TPULMKINYECKUE aHTUCTPECCaHTBhI,
HelponenTuku, 6akimodpeH M amMu(OCTHH), MOXKET MOBBIIIATH PHUCK Pa3BUTHs apTepHATIbLHON
TUIIOTEH3HU.

B kiMHHMYecKHMX HCCIeIOBaHUSAX M0 HU3YYEHHIO (PapMaKOKMHETHYECKUX B3aWMOJAEUCTBUIN
JIEKaPCTBEHHBIX CPEJICTB HE OBLIO BBISIBIIEHO KIIMHUYECKH 3HAYMMBIX B3aUMOJIEHCTBUH JI03apTaHa
C THUAPOXJIOPOTHA3UJOM, JUTOKCHHOM, BaphapuHOM, IMMETHAMHOM U (QeHobapOuTaioMm.
Pudamnuuuy, sBIAACE HMHIYKTOPOM MeTabONM3Ma JIEKAPCTBEHHBIX CPEACTB, CHMKAeT
KOHIEHTPAllMI0O aKTUBHOTO MeTadoJiMTa Jio3apTaHa B IUIa3Me€ KpOBU. B  KIMHMYECKHX
UCCIIEIOBAaHUIX OBLJI0O M3y4eHO MpUMEHEHHe JBYyX HHruoutropoB uszopepmenta CYP3A4:
KETOKOHA30J1a ¥ SpuTpoMuLinHa. KeToKOHa30:1 He BIIKSIT HAa METaO0IM3M JIo3apTaHa 10 aKTHBHOTO
MeTaboJIUTa TMOocae BHYTPUMBEHHOTO (B/B) BBEIEHHs JI03apTaHa. DPUTPOMHUIIMH HE OKa3bIBaJl
KJIMHUYECKH 3HAa4MMOro s¢¢ekra Nnpu npueme jo3apTaHa BHYTpb. (DIykoHa30J1, MHTHOUTOP

nzodepmenta CYP2CY, cHmKaeT KOHIIEHTPAIMIO aKTUBHOTO META0OJUTa Jl03apTaHa B TUIa3Me



KPOBH, OJJHAKO (hapMaKoAMHAMHUYECKasi 3HAYMMOCTb OJIHOBPEMEHHOT'O IPUMEHEHUS JIo3apTaHa U
unruouropoB uzopepmenta CYP2C9 wne wusyuena. IlokasaHo, 4YTo y TMalUEeHTOB, HE
MeTabOIM3UPYIONINX JI03aPTaH B AKTUBHBINA META0OJIUT, HIMEETCS OUeHb PEIAKUN U Crieln(PUIHBIH
nedext nzodpepmenta CYP2C9. 3tu nanHble 7at0T BO3MOKHOCTD IIPEIOIaraTh, 4To META00IU3M
Jo3apTaHa JI0 aKTHBHOTO MeTtabonuTta ocymectsisercs wuzopepmentom CYP2C9, a He
uzodpepmerntom CYP3A4.

OnHOBpEeMEHHOE MTPUMEHEHHE JI03apTaHa, KaK U IPYTUX JEKapCTBEHHBIX CPEJICTB, OJOKHPYIOIINX
anruoreH3uH Il umm ero »sddexrs, ¢ kanuiicOeperaroliuMu JUypeTUKaMu  (HaImpuMmep,
CIMPOHOJIAKTOH, IUIEPEHOH, TPUAMTEPEH, aMHJIOPUT), KaauicoiepKalluMu JoOaBKaMH, COJISIMU
KaJIMsI MJTH IPYTHMH TIperapaTaMu, CIOCOOHBIMHU MOBBIIIATH YPOBEHb KaJlUsl B CHIBOPOTKE KPOBU
(Harpumep, TenapuH, TPUMETOIPHUMCOIEPIKALLUE ITPENapaThl), MOKET IPUBOAUTD K YBEIUUEHUIO
COJIepKaHUs KalMs B CBIBOPOTKE KPOBH (CM. pazzen 4.4.).

Kak u npu npumMeHeHUM IpYrux JIEKAPCTBEHHBIX CPEICTB, BIMSIOIIMX Ha BBIBEJACHHE HOHOB
HaTpus, JI03apTaH MOXKET CHMXKATh BBIBEJICHUE JIUTHS, IIO3TOMY IIPpH OJHOBPEMEHHOM
npuMeHeHun npenaparoB JuTuss U APA Il HeoOXonuMo TIIATENbHO KOHTPOJIUPOBATH
COJIEp’KaHuUE JINTUS B CBIBOPOTKE KPOBHU.

Hecrepounnsie npotuBoBocnanurenbHbie npenapatsl (HIIBIT), B ToM uwncie cenexkTuBHBbIE
MHrHOuTOpHl nuKIooKcureHaspl-2 (LIOI'-2), moryt cHuxkatb 3QQPexT AMYpPEeTUKOB U JIPYrHX
TUIIOTEH3UBHBIX CpelacTB. BcemeactBue »toro anturunepreH3uBHbIM 3¢dekt APA Il wnm
uHrno6utopoB AII® moxer ObITh OcnabieH npu ogHoBpeMeHHOM npumeneHuu ¢ HIIBII, B Tom
qucie ¢ CeIeKTUBHBIMU HHTHOUTOpamu L1OI'-2.

Y HEKOTOpBIX MALIMEHTOB C HapylIeHueM (YHKLUUU MoYeK (HampuMmep, y MalueHTOB MOKUIIOTO
BO3pacTa WM NAIMEHTOB C OO0E3BOKMBAHMEM, B TOM 4HCIE NPUHUMAIOLIUX JUYPETUKH),
nonydatomux Tepanuto HIIBII, B ToM wuuncie cenektuBHbIMH uHTHOUTOpamu [[OI'-2,
onHoBpemenHoe npumeHenne APA Il win unruéutropoB AIID mokeT BBI3BIBATH JaibHENIICE
yXyAllleHue QYHKIMH [OYEeK, BKIII0Yasi pa3BUTHE OCTPOM MMOYEYHOW HEAOCTAaTOYHOCTH. /laHHBIE
3¢ dekTsl 00b1YHO 00paTUMBL. OJTHOBPEMEHHOE MPUMEHEHUE JTaHHBIX JIEKAPCTBEHHBIX CPEICTB
JIOJKHO MPOBOJIUTHCS ¢ OCTOPOXKHOCTHIO Y MAIIMEHTOB C HapyIIeHUeM (PyHKIUH MOYEK.
JBoiinas Onokagma PAAC c npumenenuem APA I, unru6uropo AIlD wnm anuckupeHa
(MHTUOUTOP pEHMHA) acCOLMHPOBAHA C TOBBIIIEHHBIM PHUCKOM pa3BUTHUSL apTEepHAIbHOM
TUIOTEH3UH, 0OMOpPOKA, TUIEPKAIIMEMUN U HapyLIEHUH (QYHKIMH MOYeK (B TOM YHMCIIEe OCTPOM
MIOYEYHOW HEJIOCTaTOYHOCTH) IO CPaBHEHUIO C MoHoTepanueil. HeoOxommm perynspHbIi
KOHTpoJb AJl, GyHKIIMM TOYEK M COACPXNAHUS DIICKTPOJUTOB B IUIA3ME KPOBU Yy MAIMEHTOB,
IPUHUMAIOIINX OAHOBPEMEHHO npenapar Jlopucrta M Jpyrue JEKapCTBEHHBIE CPEICTBA,

Biusitomine Ha PAAC. OnnoBpemenHoe npumenenne APA II ¢ mpenapatamu, conepamaMmu



QIMCKUPEH, MPOTUBOIIOKA3aHO Yy MAI[MEHTOB C CaXapHbIM AHa0EeTOM W/WIM C yMEPEeHHOU u
TAKeNoi nmouedHoit HegoctatounocThio (CK® menee 60 mi/mun/1,73 M2 mmomaam NoBepXHOCTH
Tela) U HE pPEeKOMEeHAyeTcs Yy Apyrux mnamnueHtoB. OpgHoBpemeHHoe npumenHeHue APA Il c
uaruouTopamu AII® mpoTHBOINOKAa3aHO Yy MAIMEHTOB C JWA0ETHYECKON Hedpormatuer u He
PEKOMEHYETCs Y APYTUX MallueHTOB.

['peiindpyToBBIil COK COAEPKHUT BEIIECTBA, KOTOPBIE UHTHOUPYI0 n3opepmeHTs CYP450 1 MoryT
CHI)KATh KOHLEHTPALMIO AaKTUBHOIO MeTaboiuTa Ji0o3apTaHa, 4YTO MOXET CHHU3UTh
TepaneBTuueckuil 3¢dext. Bo Bpems mnpuema mnpenapara Jlopucra cregyer wusberarb
ynoTpebaeHus rperndpyToBOro coka.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JIAKTALMS

bepeMeHHOCTB

JlexapcTBeHHBIE CpencTBa, BO3AeHCTByroumme HenocpeacTBeHHo Ha PAAC, moryr crate
INPUYMHOM CEpPhE3HBIX TMOBPEXKACHUNW U TUOENM pa3BUBAIOIIETOCA IUJI0JA, IOATOMY IPHU
JUarHOCTUPOBAaHUM OepeMeHHOCTH mpemnapar Jlopucrta noskeH ObITh Cpa3y OTMEHEH U, €Cld
HE00X0JMMO, Ha3HAaYEeHA albTEpHATUBHAS TUIIOTECH3UBHAS TEpaIusl.

Tepanuto mpemapatoMm Jlopucra Henb3sh HauuHATh Npu OepemeHHOCTH. Ecnm manueHTKam,
IUTAHUPYIOIIUM OE€pEeMEHHOCTh, NMPOJIOKEHHE TMIIOTEH3UBHOM Tepanuu JI03apTaHOM CUUTAETCS
HEOOXOJUMBIM, CJIEyEeT 3aMEHUTh JIO3apTaH Ha aJbTePHATHBHBbIE TMIIOTEH3UBHBIE CPEJICTBA,
KOTOpBIE UMEIOT YCTaHOBJIEHHBIN NPOQHIIb 0€30MaCHOCTH IPUMEHEHUSI TPU OEPEMEHHOCTH.
[Toueunas nepdy3us y mnona, 3apucsimmas ot pazsutus PAAC, nosiBisieTcs BO BTOPOM TPUMECTPE,
II03TOMY PHCK Ul IUIOAA BO3pacTaer, eciau npenapar Jlopucra npuMeHseTcs BO BTOPOM HWIIN
TPETbEM TPUMECTpPE OEPEMEHHOCTH.

[IpuMeHeHre JeKapCTBEHHBIX CPEICTB, Bo3jaeWcTByronmx Ha PAAC, BO BTOPOM U TpeThbeM
TpUMecTpe OepeMEHHOCTH CHMXAeT (DYHKIIMIO MOYeK IUI0AA U YBEIHMUYMBACT 3a00J1€Ba€MOCTh U
CMEPTHOCTh IJIOJ]a W HOBOPOXKIEHHBIX. Pa3BuTHE OMUTOTHIPAMHMOHA MOXET OBITh
aCCOLIMMPOBAHO C THUMOIUIAa3Ued JIeTKUX Yy Iulofa U JedopManusiMu ckenera. Bo3Mo)kHbIE
He)KeJlaTeJIbHbIe PeaKuu Y HOBOPOXKACHHBIX BKIIIOUAIOT TUIIOIUIA3UI0 KOCTEH ueperna, aHypHIo,
apTepHaJIbHYIO THIIOTEH3HUIO, IOUEYHYIO HEAOCTATOYHOCTD U JIETAIbHBINA UCXO/.

VYKazaHHbIE BBIIIE HEXENATeNbHbIE HUCXOJIbl  OOBIYHO  OOYCJIOBJIEHBI  NPUMEHEHUEM
JIEKapCTBEHHBIX CPENCTB, Bo3aeicTByromux Ha PAAC, BO BTOPOM U TPEThEM TPHUMECTPE
OepeMeHHOCTU. BOJBIIMHCTBO SMUAEMHOIOTHYECKUX HCCIIEOBAHUM M0 HM3YyUYEHUIO Pa3BUTHUS
aHOMAJIMKM IUIOJA TOCJIE€ NPUMEHEHUsI TUIMOTEH3UBHBIX JIEKAPCTBEHHBIX CPEJCTB B MEPBOM
TpuUMecTpe OEpEMEHHOCTH HE BBISBUIM PA3IMYNA MEXKIy JIEKAPCTBEHHBIMU CPEICTBAMU,

BozaeicTByronmuMu Ha PAAC, U apyrumMu TUIIOTEH3MBHBIMHU cpefacTtBamu. [Ipu npumeHeHun



TUIIOTEH3UBHON Tepanmuu y OepeMEeHHBIX BaKHO ONTHUMM3MPOBATH BO3MOXHBIE HCXOJIbI IS
MaTepu U II0AA.

B cnywae, ecnu HEBO3MOXHO TMOA00paTh adbTEPHATHBHYIO TEpANMIO B3aMEH Tepaluu
JIEKapCTBEHHBIMU CpPEACTBaMU, Bo3aeicTByomuMu Ha PAAC, Heobxoaumo nmpouH(OpMUPOBATH
HALMEHTKY O BO3MOXHOM pUCKe Tepanuu [yl mioaa. Heo6xoaumo nposefeHre NepuonuecKux
YJIbTPa3BYKOBBIX HCCIIEJOBAaHUM C LEJIbI0 OLEHKM MHTPAAMHHUOTHYECKOIO IpocTpaHcTBa. [lpu
BBISIBJICHUH OJIMTOTHIPaMHHOHA HEOOXOIMMO NPEKpaTuTh MpUeM IMpenapara Jlopucra, ecinu
TOJIbKO OH HE SBJISIETCS XU3HEHHO HEOOXOIUMBbIM A MaTepu. B 3aBucumoctu 0T cpoka
OepeMEHHOCTH HEOOXOJMMO IPOBEJCHHE COOTBETCTBYIOUIMX TECTOB y IuloAa. IlanumeHTkH u
Bpauu JOJKHBI 3HaTh, YTO OJIMTOTUPAMHHUOH MOKET HE BBISBIISITHCSI /10 IOSIBIIEHNUS HEOOPAaTUMBIX
noBpexaeHui 1ioaa. Heobxoaumo TiiarenpHOe HaOMIOJEHUE 33 HOBOPOXAECHHBIMH, MaTepu
KOTOPBIX MPUHUMANH Ipenapar Jlopucra npu 6epeMEeHHOCTH, € LEJIbI0 KOHTPOJIS apTepHaIbHON
TUIIOTEH3UH, OJUTYPUH U TUIIEPKATUEMUH.

Jlakranus

HeussectHo, BbIIENsI€TCS JIU J103apTaH C TPYJHBIM MOJIOKOM. Tak Kak MHOTHE JIEKapCTBEHHbBIE
CpeACTBa BBIACIAIOTCS C TPYAHBIM MOJOKOM U CYIIECTBYET PHUCK pPa3BUTHS BO3MOXKHBIX
HeOIaronpusaTHEIX 3 QeKkToB y pedeHKa, HaXOIAIIErocss Ha TPYJHOM BCKapMIIMBAHUH, CIETyeT
IOPUHATH PELIEHUE O MPEKpallleHuu TPyJHOTO0 BCKAPMIIMBAHMS WM 00 OTMEHE Mpernapara C
Y4€TOM HEOOXOMMOCTH €ro MpHeMa JUisi MaTepH.

4.7. Bausinne HA CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMH M padoTath ¢
MeXaHHU3MaMH

He npoBonunock uccrnenoBaHuil AJis OLIEHKHU BIMSHUS JI03apTaHa Ha CIOCOOHOCTh YIPABISATH
TPAHCIIOPTHBIMU CPEACTBAMU M MEXaHU3MaMH, OJHAKO HEOOXOIUMO COOI0aTh OCTOPOKHOCTD
IIpU TNPUMEHEHUM TUIIOTEH3UBHOW TepalmMM M YIPABIEHUU TPAHCIOPTHBIMU CPEACTBAMH,
MeXaHM3MaMHM, TOCKOJIbKY BO3MOXKHO Pa3BUTHE T'OJOBOKPY)KEHUS M COHJIHMBOCTH, OCOOEHHO B
Hayaje Tepanuy Wi Ipy yBeIWYeHUH 1036l IpenapaTa Jlopucra.

4.8. He:xesnaTesibHbIEC peaKIMU

Pesrome npoduiist OesonacHoCTH

[TpumeHeHue no3apTaHa U3y4aJloch B CIEAYIOIUX KIMHUYECKUX UCCIIEI0BAHUAX:
® B KOHTPOJIMPYEMOM KJIMHHYECKOM HccieqoBaHuu ¢ ydactueM Ooiee 3000 B3pocibix
NAIMEHTOB B BO3pacTe 18 JeT u cTapiie ¢ 3cCEHIMATIbHON TMIIEPTEH3HEN;

® B KOHTPOJIMPYEMOM KIIMHUYECKOM UCCIENOBAaHUM ¢ yyactuem 177 nmereit B Bo3pacte ot 6

10 16 et ¢ aprepuanbHON rTMNEPTEH3UEH;
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® B KOHTPOJIMPYEMOM KJIMHHUYECKOM HCCIeOBaHUH ¢ ydacTheMm Oojee 9000 mamueHToB B
Bo3pacte OoT 55 mo 80 jer ¢ aprepuaabHON THIEPTEH3UEH W runeprpoduel JIeBOro
KEITyA0UKa;

e B KOHTPOJUPYEMOM KJIMHHYECKOM HCCIeIOoBaHUU ¢ ydactuem Ooinee 7700 B3pocibix
manuenToB ¢ XCH;

® B KOHTPOJIMPYEMOM KJIMHMYECKOM HCCIIEIOBAaHUU ¢ ydacTtueM Oozee 1500 nmamueHToB B
Bo3pacte 31 roa u crapiie ¢ caxapHbIM JHA0ETOM 2 THIIA C IPOTEHHYPUEH.

B nmaHHBIX KIMHUYECKHUX HCCIEIOBAHMUAX HauOOJee YacTO BCTPEYAIOIICHCS HEXKENTaTeNbHOM
peaxiueit ObUIO TOJIOBOKPYKEHHE.

TabanuHoe pe3IOMe HeXKeIaTeIbHBIX PeaKIIUi

YacTtoTa BCTpEYaeMOCTH OTpEJCIiCHA CICIyIOIMMM o0pa3oM: o4eHb dacto (= 1/10), wacro
(> 1/100, HO < 1/10), Hewacto (> 1/1000, Ho < 1/100), penxo (> 1/10000, Ho < 1/1000), oueHb
peako (< 1/10000), wactrora Heu3BecTHa (HAa OCHOBAaHMM HWMCIOIIMXCS JAHHBIX OILICHHUTH
HEBO3MOJKHO).

HexenarenpHble peakuy CrpyMITHPOBAHBI B COOTBETCTBUH C IMTOPSIIKOM Ha OCHOBAHUU CHUCTEMHO-
opranubix kinaccos (COK).

Ta6auna 1. YacToTa BeTpeyaeMoCTH HeKeIaTeJbHBIX PeaKiuii, BbIABJIEHHBIX B ILIanedo-

KOHTPOJIMPYEMBbIX KIMHUYE€CKUX HCCJICT0BAHUAX H npu MOCTPEruCTpaMuoOHHOM

NpUMeHeHUun
HexenareabHas Yacrora BCTpeyaeMOCTH HekKeIaTeJabHOol Apyroe
peakums peaKkuuu B COOTBETCTBHUH C MOKA3aHHEM K
NMPUMEHEHH IO
Aprepu- | Aprepu- XCH |Aprepuans- | Iloctperncrpaum-
aJbHas ajibHas Has OHHOE HADJII0IeHnE
TUNep- | TUNepTeH- TUNEPTeH3us
TeH3HUA 3Udy U CaXapHbIH
NMalNMeHToB auaoer
c 2 THIA C
THIIEPTPO- Hapylle-
pueit HHEM
JIEBOTO GyHkuun
JKeJyI09Ka noyekK
Hapywenus co cmopoHbl Kposu u tumgamuueckou cucmembl
aHeMUS - - JacTo - JacToOTa HEM3BECTHA

11



TPOMOOILIUTOTICHUS

q4aCTOoTa HCU3BCCTHA

Hapywenus co cmoponvl

UMMYHHOU

cucmemal

peakuuu
THIIEPYyBCTBUTEIILHO-
CTH, aHa(UIAKTHYECKHE
peaxium,
AHTHOHEBPOTHYECKHUI

oTeK™ u BacKymuT**

penKo

Ilcuxuueckue Hapywerus

ACIpeCCusd

qaCTOTa HCU3BCCTHA

Hapywenus co cmoponul

H€p6H012 cucmemaol

TOJIOBOKPYKECHUE 9acTo 9acTo 9acTo 9acTo -
COHJIUBOCTD HEYacTo |- - - -

roJoBHast 00JIb HEYacTo |- HEYacTo |- -

HapyIICHHSI CHA HEYacTo |- - - -

napecTesus - - penko |- -

MUTPEHb - - - - 4acTOTa HEU3BECTHA
JTUCTEB3US - - - - 4acTOTa HEM3BECTHA
Hapywenus co cmopoHul opeana ciyxa u 1abupunma

BEPTHTO 4acTo 4acTo - - -

IIyM B yIIax - - - - 4acTOTa HEM3BECTHA
Hapywenus co cmopoHul cepoya

OIIyTIIEHUE HEYacTo |- - - -

cepaneOneHus

CTCHOKAPHS HEJYacTo |- - - -

00MOpOK - - peako |- -

bubpuIsSIINS - - penko - -

npeacepaui

ocTpoe HapyIIeHHe |- - peako |- -

MO3TOBOTO

KpOBOOOpaIieHus

Hapywenus co cmoponwl cocyoos

(opTocTratuueckas) HE4acTo |- 4acTo 4acTo -

apTepuaibHas
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TUNOTeH3Us  (BKIJIIOYast

CBSA3aHHBIE C  JIO30U

OPTOCTAaTHYECCKHUEC

3¢ dexThI) I

Hapywenus co cmoponvl

OblXamenbHoll cucmemsl, opeaHoes

2PYOHOU KNemKU U CpedoCmensl

OJIBIIIIKA

HECYaCTO

KalcJib

HEYacTo

qacToTa HEM3BCCTHA

JKenyoouno-Kuueunvie HapyueHus

00JIb B )KUBOTE

HEYacToO

3amop

HEYaCTO

arapest

HEYaCToO

qaCcTOoTa HCM3BCCTHA

TOIIHOTa

HEYaCToO

pBOTa

HEYaCTO

ITAaHKPEATUT

qaCcTOoTa HCM3BCCTHA

Hapywenus co cmoponvl

renaTuT - - - - penKo
HapyuieHue  QyHKIHH|- - - - 4acTOTa HEU3BECTHA
MEeYEeHU

Hapywenus co cmoponul

KOJICU U NOOKOINCHBIX MKAHell

KpanuBHULA - - HEYyacTo |- 4acTOTA HEU3BECTHA
KOXKHBIH 3y - - HEYacTo |- 4yacToTa HEU3BECTHA
KOJKHas ChIIb HEYacTo |- HEYyacTo |- 4acTOTA HEU3BECTHA
CBETOYYBCTBUTEIBHOCTb |- - - - 4acTOTA HEU3BECTHA
Hapywenus co cmopoHvl MbluleyHo, CKelemHOU U COeOUHUMENIbHOU MKAHU

MHUaJrmus - - - - JacToOTa HCU3BCCTHA
apTpajirugd - - - - JacToOTa HCU3BCCTHA
pa6}10MI/IO.TH/13 - - - - qaCcTOoTa HEM3BCCTHA

Hapywenus co cmoponvl

novexk u MO‘l@GblGOO}Zuﬂ/lX nymeﬁ

HapyleHue  (QyHKUUH|- - 4acTo - -
MoYeK

HoyeyHas - - 4acTo - -
HEZ0CTaTOYHOCTh

Hapywenus co cmopoHbl penpo0yKmueHot cucmembsl U MOJIOYHBIX JHcelle3
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SPEKTUIIbHAS - - - - 4acToTa HEM3BECTHA
muchyHKIms/

UMITIOTCHI U A

Obwue HapywieHus u peakyuu 8 mecme 68e0eHUs

aCTCHUA HECYaCTO qacTo HEYaCToO (4acCTo -
YTOMIIAEMOCTD HEYacTo qacTo HE4YacTO |4acCTo -
OTCK HEYacTo - - - -
HEAOMOI'aHHC - - - - qaCTOTa HCU3BCCTHA

Jlabopamopnvie u UHCMPYMeHMAbHbLE OAHHbIE

TUIICPKAJIUCMUA qacCTo - HC‘HEICTOJr ‘IaCTOI -

MOBBIIICHUE AaKTUBHOCTH|PEIKO
allaHMHaAMUHOTpaHche-
pasel (AJIT) B mma3me

KpoBu®

ITOBBIIICHHE - - 4acTo - -
CBIBOPOTOYHOM
KOHIICHTPALIUH
MOYEBUHBI, KpeaTMHUHA
U COAEpXKaHUsA Kalus B

CBIBOPOTKEC KpPpOBH

TUIIOHATPUCMUA - - - - H4aCTOTa HCU3BCCTHA

THUITOTJINKEMU S - - - qacTo -

*Bxirouast OTeK TOpTaHU, Cy>KeHHE TOJIOCOBOM IEIH, OTEK JINIIA, TYO, TIIOTKW W/WIIK S3bIKA (UTO
IPUBOJUT K HAPYIIEHUIO TPOXOAMMOCTH JIbIXaTeNbHBIX MyTe), Yy HEKOTOPBIX U3 3TUX MAIlUEHTOB
AQHTMOHEBPOTUYECKUN OTEK ObUI 3aperucTpUpOBaH paHee B CBS3M C NPUMEHEHUEM JPYTHX
JIEKapCTBEHHBIX NpenapaToB, BKIo4ast HHruouTopsr AITD.

**Bkirouas reMopparnyeckuii Backynut (6onesns lllenneiina-I'enoxa).

loco6enno y mainueHToB co cHmwxkeHHbIM OLIK, Hampumep, y MalMEHTOB C CepAeYHOMN
HEIOCTaTOYHOCTBIO TSKEJIOW CTENEHM WM TOJIyYaIoUIMX JIeUeHHE JAUYPEeTHKAaMH B BBICOKHMX
J03ax.

TYacTo y manmeHToB, MOMy4YaBIINX JeUeHne J103apTaHoM B fo3e 150 mr BMecTo 50 M.

‘B KIMHMYECKOM HCCNEN0BAHUH, NPOBEJCHHOM C y4acTHEM IAlMEHTOB C CaXapHBIM J1Ha0eTOM
2 Tuma c¢ Hedponarueit, y 9,9 % mauueHTOB, MOJyyaBIIMX JieuyeHHE TaOJeTKaMu Jio3apTaHa,
pa3BuUiach TunepkaiuemMus > 5,5 Mmonb/i, kak U y 3,4 % NalueHToB, MOJydYaBUINX JICUEHUE

iane0o.
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S006bI4HO paspemanock nocie NpeKpalieHus NPUMEHEHHUs Penapara.

Crnenyromue IOMOJHUTEIbHBIE HEXKEJIaTeIbHbIE PEaKIMU pPa3BUBAJKNCH Yalle y MalMeHTOB,
NPUHUMABILIUX JIO3apTaH, YeM Yy MalMEHTOB, MOMYYaBIIUX Ianedo (YacToTa Heu3BecTHa): 00Jb
B CriMHE, MH(EKIINH MOYEBBIBOASAIINX ITyTEH U TPUIIIONOI00HBIE CHMITOMBI.

Hapywenus co cmopoHbl nouex u Mouegblgo0auux nymeti

VY nanueHTOB M3 rpymnbl pucka BciencTBue nonasieHuss PAAC ObuiM 3aperucTpupoBaHbl
HapymieHuss (YHKIUU TOYEK, BKIIOYash IMOYEYHYI0 HEJOCTATOYHOCTh. JlaHHBIE W3MEHEHUS
(YHKIMH TOYEK MOTYT HOCUTh OOpaTUMBIN XapaKTep B CIydae OTMEHBI JiedeHHUs (CM. paznen 4.4.).

COO6H_I€HI/IG 0 ITOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxxHo coo0mare O TMOA03pEeBACMBIX HEXENATeNbHBIX PEAKIHUAX IIOCIEe PETHUCTPAINU
JIEKApCTBEHHOTO Tperapara ¢ Hellbl0 00eCTIeYeHNsT HePEPHIBHOIO MOHUTOPUHTA COOTHOIICHHS
«oJb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM pPEeKOMEHAYEeTCs
coo0IaTe O JIIOOBIX TMOJ03PEBACMbIX HEXKENATEIbHBIX PEaKIUAX JEKapCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHBIE CHUCTEMBbl COOOIIEHUSI O HEXKEIATENbHBIX PEAKIUAX IOCYIapCTB — YICHOB
EBpazuiickoro 5KOHOMHUYECKOr0 COK03a.

Poccuiickasa ®@eoepayus

109012, r. MockBa, CrnaBsiHCKas L., 1. 4, cTp. 1

®denepanpHas cnyx0a Mo Haa30py B cdepe 3paBoOXpaHEHUs

Ten.: +7 (800) 550 99 03

Anpec 31. moutsl: pharm@roszdravnadzor.gov.ru

Be6-caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa benapyco

220037, r. Munck, ToBapurieckuii niep., 1. 2a

PecnyGnukanckoe yHurapHoe npeanpusitue «LleHTp okcmepTH3 W HMCHBITaHUM B
3/1paBOOXPaHEHUI

Ten.: +375 (17) 242 00 29

Anpec 311, mouthl: repl@rceth.by

Be06-caiit: www.rceth.by

Pecnybnuxa Kasaxcman

010000, paiion baiikonsip, r. ActaHa, yi. A. Mmanosa, 1. 13, BLI «Hypcayner 2»

PI'TI na IIXB «HauuoHanbHBIA HEHTP 3KCHEPTU3bI JICKAPCTBEHHBIX CPEACTB M MEAUIMHCKHUX
m3nenuity Komwurera MeauuumHCKOro W ¢apMaleBTUYECKOro KOHTpoist MuHHCTEpCTBa
3npaBooxpanenus Pecniyonmku Kazaxcran

Ten.: +7 7172 235 135

Anpec a11. moutsl: farm@dari.kz
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Be6-caiit: www.ndda.kz

Pecnybnuxa Apmenus

0051, r. Epesan, np. Komuraca, 1. 49/5

«HayuHblli LEHTp SKCHEPTU3bI JIEKAPCTB M MEIUIIMHCKUX TEXHOJOTMHA HMMEHHW aKaJeMHuKa
. lNabpuensina»

Ten.: +374 60 83 00 73

Anpec 3. moutsl: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

Be06-caiit: http://www.pharm.am

Kwvipevizckas Pecnybauxa

720044, Yyiickas o0sacts, r. bumkek, yi. 3-s Jluaus, a. 25

JlemapTaMeHT JIEKapCTBEHHBIX CPEACTB U MEAUIIMHCKUX W3ICITHIA

Ten.: +996 (312) 21 92 86

Anpec a11. moutsl: dlsmi@pharm.kg

Be6-caiit: www.pharm.kg

4.9. llepeno3upoBka

CBeneHHs 0 MEPeI03UPOBKE OTPAHUYCHBI.

CuMOTOMBI

Haubonee BeposiTHOE POSIBIICHUE TIEPEIO3UPOBKH — BRIPAXKCHHOE CHIDKCHHE Al M TaxuKapIus;
OpaauKapaus MOXET BOSHHKHYTH BCIIEJICTBHE IMAPACHUMIIATHUECKOH (BarycHas) CTUMYJISU. B
clly4ae pa3BUTHS CUMIOTOMAaTHYECKOW apTepuaibHOW TMIOTEH3MM MOKa3aHa MOJAepKUBAIOIIAs
Tepanus.

Jleuenue

CumnromaTtraeckas Tepanus. JIozapTaH U ero akTUBHBIH METaOOUT HE BBIBOASTCS C TIOMOIIBIO

réeMoauaania.

5. ®APMAKOJOIT'HMYECKHE CBOMCTBA
5.1. ®apmakoaMHaAaMHUYeCKHe CBOMCTBA
®dapmakoTepaneBTUUYeCKas TpyIIa: CpeAcTBa, JEHCTBYIOIIME HA PEHUH-aHTUOTEH3WHOBYIO
CUCTEMY; aHTarOHHCTHI pelenTOPOB aHTHoTeH3uHa ||
Kox ATX: CO9CAO01

MexaHn3M IeiCTBUS

AnrunorensuH Il sBaseTcst MOIIHBIM Ba30KOHCTPUKTOPOM, IJIaBHBIM aKTUBHBIM TopMoHOM PAAC,
a TaKk)Ke PeraroIIuM NaToQpu3N0IOrHYeCKIM 3BEHOM MIPU PA3BUTUHU aPTEPHUATLHON THIIEPTEH3HUH.
AnruotensuH Il cBs3piBaercst ¢ ATi-penienTopaMu BO MHOTHX TKaHSX (B TJIAIKOMBIIICYHBIX

TKaHAX COCYIOB, B HaAIIOYCYHHKAX, IMOYKAX H cepzxue) 1 BBIIIOJIHACT HECKOJIBKO Ba)XXHbBIX
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Ounonoruveckux PyHKIMN, BKIIOYas BA30OKOHCTPUKIINIO U BEICBOOOKIEHHE anbrocTepona. Kpome
3TOrO, aHrHoTeH3uH Il cTuMyIMpyeT pazpacTaHue IJ1aAKOMBIIIEUHBIX KIETOK.

AT2-penenTopsl — BTOPOW THUII PELENTOPOB, ¢ KOTOPHIMHU CBA3BIBAE€TCA aHTHOTEH3uH I, HO mx
POJIb B PETYJISIUU PYHKIMH CEPACYHO-COCYUCTON CUCTEMbI HEU3BECTHA.

JlozapTan — cenekTuBHbII anTaroHuctT ATi-penentopoB anrnoreHsuna II, BeicokodpdekTuBHBII
npu npueme BHYTpb. JlozapTran U ero (hapMakoJIOTHYECKH aKTHUBHBIA KapOOKCHIMPOBAHHBIN
metabonut (E-3174) B ycnoBusix kak in Vitro, Tak u in Vivo OIOKUPYIOT Bce (DU3HMOTIOTHYCCKUE
a¢dexTsl anrnorensuHa Il HezaBUCMMO OT ero MCTOYHMKA WU MYyTH CHHTe3a. B oTimuume or
HEKOTOPBIX MENTHAHBIX AHTAarOHUCTOB aHTHOTeH3uHa Il 7o3apran He obnajgaer cBolicTBaMuU
aroHUcCTAa.

Jlozapran u3bupatenbHO cBs3biBaeTcs ¢ ATi-perienTopamMu U HE CBSI3bIBACTCS, U HE OJIOKUpYET
pelenTopsl APYrUX TOPMOHOB M HMOHHBIX KAHAJIOB, MTPAIONIMX BaXXHYIO POJIb B PETYJALUU
GYHKIIUM cepleuHO-cOoCyAuCTO cuctembl. Kpome Ttoro, noszapran He uHruOupyer AIlD —
kuHuHa3y 11, oTBeuaromyto 3a paspymenue opanuknauHa. CienoBarenbHo, 3G deKTol, HanpsaMyIo
HE CBsi3aHHBIE ¢ Oyokanoit AT1-penentopoB, Takue Kak yCuiIeHne OpaJiKHHIH-0TIOCPET0BAaHHBIX
s dexToB i pazputue oreko (y1ozaptan 1,7 %, mmanebo 1,9 %), He UMEIOT OTHOIICHUS K
JENCTBUIO JI03apTaHa.

dapmakoagnaammudeckue YO PEeKTol

JlozapTaH TOAABISET TOBBIMIEHHE CHCTOIMYECKOTO M jauactonmdeckoro AJl mpu wHy3nn
anruoreHsuHa II. B MoMeHT pocTkeHHs MakcUMaibHOM KOHUEHTpauuHu (Cmax) J103apTaHa B
IU1a3Me KpoBH OcIIe premMa jo3apTaHa B 1o3e 100 Mr Beieyka3anHblil 3 dext anrnorensuna |l
NoJlaBJsieTcs: MpuoIU3UTENsHO Ha 85 %, a uepe3 24 yaca nocse OJHOKPAaTHOTO U MHOTOKPaTHOTO
npremMoB — Ha 26-39 %.

[Ipu npueme no3apraHa ycCTpaHEHHE OTpPULATETILHONM OOpaTHOM CBA3M, 3aKJIOYaloLIelcs B
MOJaBJICHUN aHTHOTeH3MHOM Il cekperum peHuHa, BeleT K yBETUYEHUIO aKTUBHOCTH pPEHHHA
mwiasmel  KpoBu (APII). VBenmnuenne APIl npuBogut K YBETMYEHHIO KOHLEHTpPALUU
anruotensuHa Il B mmasme kpoBu.

[Tockonbky  no3apTaH  siBIseTcs  cnenu@uueckuM  aHTaroHuctoM  ATi-penentopos
anruotensuHa II, on He unrnbupyer AII® (kurmHasy Il) — dhepMeHT, KOTOPBI UHAKTUBUPYET
OpanukuHuH. VccnenoBanue, B KOTOPOM CpaBHUBAIHMCH 3 eKThl j03apTaHa B no3ax 20 mMr u
100 Mr ¢ »dpdexkramu maTHONTOpa AlID 1O BIMAHWIO HAa aHTHOTCH3WH I, anrmoTeH3wH Il u
OpaJIMKUHUH, TI0KA3aJI0, YTO Jo3apTaH OjokupyeT 3¢ ekt anrnoTensnna | u anrnorensuna ll,
HE OKa3bIBas BIUSAHUS Ha () (HeKThl OpatuKuHUHA. DTO 00YCIOBICHO CIEUU(UIHBIM MEXaHU3MOM
nerictBus yo3aptrana. Maru6utop AIID OmokupoBan OTBETHBIC PEaKIMKM Ha aHTHOTEH3WH | u

MOBBIIIATT BBIPAKEHHOCTh 3((PEKTOB, 00YCIOBIECHHBIX IeHCTBHEM OpaJuKWHWHA, HE BIUSS HA
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BBIPQXEHHOCTh OTBETa Ha aHruoteHsuH I, uyto agemoHcTpupyer dapMakoIuHAMHYECKOE
pas3iuyare MeXy J03apTaHoM u uHruouropamu AI1D.

KoHueHnTpanun Jso3apraHa M €ro axkTHBHOTO MeTa0ojWTa B IUIa3Me KpOBH, a TaKke
AHTUTUIIEPTEH3UBHBIN 3((EKT JT03apTaHa BO3pACTAIOT C YBEIMUYEHUEM J03blI IIpenapaTa. Tak Kak
J03apTaH W ero axkTuBHBIA Merabomut sBisitorcss APA II, omm o0a BHOCAT BKJIaI B
AHTUTUIIEPTCH3UBHBINA YD (DEKT.

Tepanuss J503apTaHOM Yy JKEHUIMH B IIOCTMEHOIIAy3aJbHOM IIE€PUOJE C apTEepUAIbHOMN
TUIEepTEeH3UeN He OKa3bIBAET BIUSHUS HA MOYEYHBIA U CUCTEMHBIN YPOBEHb MTPOCTArJIaHAMHOB.
JlozapTan He BIUSET HA BEreTaTUBHbIE pedieKChl U HE 00JIaTaeT ANUTENbHBIM 3(PGEeKToM B
OTHOLIEHUU KOHLEHTPALlUU HOpaJpeHaIMHA B IJIa3Me KPOBHU.

VY manueHToB ¢ apTepUaIbHOM TUIEPTEH3UEH J03apTad B J03ax A0 150 Mr B CyTKU HE BBI3BIBACT
KIIMHUYECKH 3HAUYMMBIX M3MEHEHUN CHIBOPOTOUYHBIX KOHIEHTpPALUN TPUTIIHUILIEPHIOB HATOUIAK,
o0IIero xoJiecTeprHa U XOJEeCTepUHa JIMMOMPOTEHMHOB BBICOKOW IIJIOTHOCTU. B Tex ke mozax
JI03apTaH HE OKa3bIBAET BIMSHUS HA KOHLEHTPALIMIO [JIFOKO3bl B KPOBU HATOIIAK.

Y mnamuentoB ¢ XCH II-1V ¢pysknuonansHOoro kimacca mo kinaccudukaimmu NYHA wu
HENEePEeHOCUMOCThI0 HHTHOUTOPOB AIID no3apran B 03¢ 150 Mr B CyTKH 3HAUUTENBHO CHIXKAET
PUCK CMEPTHOCTHM OT BCEX MPUYMH WJIM PHUCK TOCHUTAIM3ALUM IO IOBOAY CEpAECYHOU
HEJ0CTaTOYHOCTH IO CPAaBHEHMIO C J10301 50 MI' B CyTKH.

VY manuMeHToB ¢ JEBOXeNIyAoukoBou HemocTaTouyHOCThiO (I[-IV dyHKIMOHANBHBIN Kiacc 1O
knaccudukanuu NYHA), O0NbIIMHCTBO U3 KOTOPBIX TPUHUMAIOT AUYPETUKH W/UIH CEPIICUHbBIE
JIMKO3UJIbI, Jl03apTaH B J03ax 25Mr u S50 Mr B CYTKHM TpPOSABISIET MOJOKUTEIbHBIE
reMoJuHaMH4ecKHe U HelporopMoHanbHble 3 dexTrl. 'eMonnHaMuyeckue 3pPpexTrl BKIIIOYAIOT
YBEJIMUYEHHUE CEPJICYHOI0 MH/EKCA U CHUKEHHE JIaBJICHUS 3aKJIMHUBAHUS B JIETOYHBIX KallWJUIApax,
a TaKKe CHIDKEHHUe o01ero nepudepudeckoro cocyaucroro conporusienus (OIICC), cpeanero
cucreMHoro AJ[ u wyacrorel cepraeunbix cokpamenuit (HCC). Yacrora BO3HMKHOBEHHS
apTepuaJlbHON  THUIOTEH3WHM y TaKuX TNalMeHTOB  3aBUCUT OT  JI03bl  JIO3apTaHa.
HeiiporopmoHanbable 3(QQeKThl BKIIOYAIOT CHIKEHHE KOHIEHTpPAlMU ajbJOCTEpOHA U
HOpaJpEHAINHA B CBIBOPOTKE KPOBH.

5.2. ®apmakoknHeTHYECKHE CBOHCTBA

AOGcopOnus

[Ipy npueme BHYTpb JI03apTaH XOPOILIO BCAChIBACTCS U TMOABEpraercss MeTadoiu3My IpU
«TIEPBUYHOM TPOXOKICHUN» Yepe3 MeYeHb C 00pa30BaHWEM aKTHBHOTO KapOOKCHIMPOBAHHOTO
MeTa0oJIUTa M HEaKTHBHBIX MeTabonuToB. CucremHas OMOJOCTYNHOCTh Ji03apTaHa B
JEKapCTBEHHOW  (opMe  TaOJETKH, TOKPBIThIE IUICHOYHOW  OOOJOYKOM, COCTaBIsET

npuban3uTenbHo 33 %. Cpennue Cmax J103apTaHa U €ro aKTUBHOTO METa00JIMTa B IUIa3Me KPOBU
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nocturatorcs uepes 1 yac n uepes 3—4 yaca cooTBeTcTBEeHHO. [Ipy mpremMe j03apTaHa B mporecce
OOBIYHOTO TIpHMEMa MHUIIM KIUHHUYECKH 3HAYUMOIO BIMSHHSA Ha NPOQUIb KOHIICHTPALUU
J03apTaHa B IJIa3Me KPOBH BBISIBICHO HE OBLIO.

Pacopenenenue

JlozapTaH M ero aKTHBHBIH METaOOJIUT CBSI3BIBAIOTCS C OEITKaMU IUIa3Mbl KPOBH (B OCHOBHOM C
anp0yMuHOM) HEe MeHee 4eM Ha 99 %. O0neM pacmpesenieHus Jio3apTaHa COCTaBseT 34 muTpa.
HccrnenoBanusi Ha Kpbicax TOKa3ajdM, YTO JIO3apTaH TPAKTUUYECKH HE IPOHHUKACT uepe3
remMaTodHIehaTnIecKuii Oapbep.

BI/IOTDaHCd)ODMaI_[I/IH

[TpumepHo 14 % 036l T03apTaHa NP B/B BBEJICHUU WM MIPHEME BHYTPh NMPEBPAMIACTCS B €TO
akTUBHBIA MeTabosmT. [locne mpuema BHYTpPh WM B/B BBEACHUS MEUEHHOTO PAJHMOAKTUBHBIM
yrinepojom Jjosaprana (**C noszapraHa) paaMoakTUBHOCTb IUPKYIMPYIOMIEH IJ1a3Mbl KPOBH,
Mpek/e Bcero, 00ycioBIeHa HATMYMEM B HEH JI03apTaHa M ero akTUBHOro meradonurta. Huzkas
3¢ (HEeKTHBHOCTH MPEBPAILICHUS JIO3aPTaHA B €70 AKTHBHBIA METa0OIUT HAOIFO1aIaCh PUMEPHO Y
1 % nanueHToB, y4acTBOBABIINX B UCCe0BaHUU. [loMrMMO akTUBHOTO MeTaboIMTa 00pa3yroTCs
OMOJIOTUYECKH HEaKTUBHbIE METaboNUThl, B TOM UHCJIE€ JBa OCHOBHBIX MeTabouTa,
oOpa3yrouMxcsi B pe3yjibTare TUAPOKCUIMPOBaHUA OOKOBOW OyTHJIOBOM Lenu, U OAMH
BTOpOCTENEHHBINH — N-2-TeTpa30-TIIIOKYPOHU/I.

OIUMUHAINS

[Tna3MeHHBIN KIMPEHC JI03apTaHa U ero akTUBHOT'O MeTaboInTa cocTapisieT 0kojao 600 Mi1/MUH U
50 ma/MUH cooTBeTCTBEHHO. IloueuHbIi KIMpEHC J03apTaHa W €ro akTMBHOIO MeTaboJuTa
COCTaBJIsieT MPUMEPHO 74 MII/MUH U 26 MIJI/MUH COOTBETCTBEHHO. [Ipu npueme i03apTaHa BHyTpb
0k010 4 % 1035l BBIBOJUTCS MOYKAMH B HEM3MEHEHHOM BHAE U OKOJO 6 % M03bI BLIBOIUTCS
NOYKaMH B BHJIE aKTHBHOTO Merabonura. Jlo3apTaH M ero axkTHBHBIM MeTaOOIUT HMEIOT
JUHENHHYI0 (papMaKOKMHETHKY IIPU IpUeMe BHYTPh Jio3apTaHa B A03ax 10 200 mr.

[Tocne mpueMa BHYTpb IUIa3MEHHbIE KOHIIEHTPAIMHU JIO3apTaHa U €ro aKTUBHOTO MeTaboiuTa
CHIDKAIOTCSI TIOJIMOKCIIOHCHITHAIFHO ¢ KOHEYHBIM TIEPHOJIOM TTOJTyBBIBEACHUS MPHUOIH3UTEIHHO
2 1 6-9 yacoB cootBeTcTBeHHO. [IpH pexume no3uposanus npenapara 100 mr 1 pa3 B CyTku He
IPOMCXOIUT 3HAYMMOIO HAKOIUJIGHHWs B IIa3M€ KPOBH HHU JIO3apTaHa, HU €ro akTHUBHOTO
MeTabonuTa.

BriBenenue siozapTaHa M €ro MeTabOJMTOB OCYIIECTBISETCS MOYKAMHM U 4epe3 KUIIEYHUK C
xenubio. Ilocne mpuema BHyTph 1*C nosaprama y MysK4umH OKOJIO 35 % paJMOaKTHBHOCTH
obHapykuBaeTcs B Moue M 58 % — B kane. Ilocie B/B BBemeHus *C nosapTana y MyxuuH
npumepHo 43 % pannoakTUBHOCTH 0OHapy>kuBaeTcs B Mmoue u 50 % — B xase.

cDapMamKuHemuKa Y pas3iiudrslx cpynn nayuennios
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IToueunast HeJOCTATOYHOCTE

KonuenTpanuu no3apraHa B I1a3Me KpOBU y MalMEHTOB ¢ KiaupeHcoMm kpeatuHuHa (KK) Beime
10 M1/MMH HE OTIMYAIUCh OT TAKOBBIX Yy IMALMEHTOB C HEM3MEHEHHOW (YHKIHUEH MOYeK.
3HaueHUE IUIOIAMM I10Jl KPHBOW «KOHIeHTpaimsi-Bpems» (AUC) no3apraHa y ManMeHTOB,
HaXOJALIMXCS Ha reMoJHaIn3e, OblIo MPUMEPHO B 2 pa3a 0oJIbllie 110 CPABHEHUIO CO 3HAUCHUEM
AUC rno3aprana y manueHTOB ¢ HOpMalbHOW (yHKuMeH mouek. KoHIEHTpauu akTHBHOTO
MeTa0oJINTa B IUIa3ME KPOBU HE M3MEHSUIMChH Y MAIlMEHTOB C HapylIeHHEeM (DYHKIIMH MOYEK WU
NalMEeHTOB, HAXOAIIUXCA Ha reMoinannse. Jlo3apTaH U ero akTUBHBIM METa00IUT HE BBIBOAATCS
C IIOMOUIBIO NMPOLEAYPbI FEMOANATH3A.

IIeueHOoUHAs HEAOCTATOYHOCTD

IIpu npueme no3apraHa BHYTpb IMALMEHTAMH C JIETKAM U YMEPEHHBIM aJIKOI'OJBHBIM LUPPO30M
[IEUYEeHN KOHLEHTpAIMM JI03apTaHa M €ro akTMBHOTO MeTaboluTa B IUIa3Me KPOBHU OKa3alNCh
COOTBETCTBEHHO B 5 U 1,7 pa3a Bblllle, 4eM Y MOJIO/IBIX 30POBBIX JOOPOBOJIBIEB MYKCKOT'O MOJIA.

[TanmeHThl OYKWJIOT0 BO3pacTa

KOHHCHTpaLII/II/I Jio3apTaHa U €ro aKTUBHOT'O MeTa6OJII/ITa B IJIa3MEC KPOBHU Yy NAITMCHTOB IIOKHUJIOTO
BO3pacTa MY>KCKOT'O T0JIa C apTEepUATbHON TUIEPTCH3UEH 3HAYMMO HE OTIMYAIOTCS OT JAHHBIX
MoKa3aTesei y MOJIO/bIX MAllHeHTOB MY>KCKOTO TI0JIa ¢ apTepuaibHON THIIePTeH3UEH.

[Ton

KonrenTpanuu j1o3apTaHa B Iia3Me KPOBH Y JKCHITUH ¢ apTepUATBHON TUTIEPTCH3UEH B 2 pasa
MPEBBIIAIA  COOTBETCTBYIOLIME 3HAYEHUS y MYXKYHUH C apTepuaibHOW TUMEPTEH3HUEH.
KonnenTpanum akTHBHOTO METa0O0IUTa B MJ1a3Me KPOBU Y MY>KUUH U JKEHIINH HE Pa3INYaIUCh.
3T0 SIBHOC q)apMaKOKI/IHCTI/ILIeCKOC pasiinimue, TEM HE MCHEEC, HC UMCCT KIIMHUYCCKOI'O0 3HAYCHUA.
5.3. /lanHbI€ JOKJIHHUYECKOH 0€301MaCHOCTH

XoTs HEeT ombITa MPUMEHEHUS JI03apTaHa Yy OEpEeMEHHBIX, NOKIMHMYECKHWE HCCIEeIOBAaHUS Ha
JKUBOTHBIX TIOKAa3aJH, YTO €ro MpUEeM MPUBOAUT K PA3BUTHIO CEPbE3HBIX IMOPHUOHANBHBIX U
HCOHATAJIbHBIX HOBpe)KJIeHI/Iﬁ )51 FI/I6€HI/I Jioaa WM IIOTOMCTBA. CqHTaeTCH, YTO MEXAaHU3M

JIAaHHBIX SBJICHUH 00ycioBieH Bo3aeiicTBueMm Ha PAAC.

6. ®APMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Jlopucra, 12.5 Mr, TaOJIETKHU, ITIOKPBITHIE INIEHOYHO 000JI0YKOM

I{emnakro3a 80*
Kpaxman npexenaTuHU3UpOBaHHbBIN
Kpaxman kykypy3Hblid

[enmron03a MUKPOKpUCTAITHYECKAS
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Kpemuust nuokcua KOJIIOUTHBIN O€3BOAHBIN
Marnus creapat

0O0004YKa [IIEHOYHAS

['unpomennosa

Tanbk

IIponmiieHrIuKoIb

Kpacurens xuHonMHOBBIN xkentoiil (E104)

Turtana auokcun (E171)

! llennakrosa 80 — BeICYLIEHHOE PACTIBUIEHHEM COCTMHEHHE, COCTOSIIEE U3
- a’b(a-JIaKTO3bl MOHOTUApATA

- IOPOIIIKA LIEJUTIOJIO3b], CYyXOI'0 BEIIECTBA

Jlopucra, 25 mr, Ta6J'IeTKI/I, IMOKPBITEIC INICHOYHOM 000JI0YKOH

Iemnaxro3a 80*

Kpaxmain npexxenaTuHU3UpOBaHHbBIN
Kpaxman KkyKypy3HbIi

Lemron03a MUKPOKPUCTAIIINYECKAS
Kpemuus 1uokcu KomIouHbIH O0€3BOAHBIN
Marnus creapat

0O00104Ka IIIEHOYHAS

I'unpomennosa

Tanpk

IIponwiieHrnuKoIb

Kpacurens xuHommHOBSIHM sxenThiil (E104)

Tutana quokcun (E171)

! Tennakro3a 80 — BEICyIIEHHOE paCTBLIEHHEM COEUHEHNE, COCTOSIIEE H3:
- anb(ha-TaKTO3Bl MOHOTHPATA

- IOPOIIIKA LIEJUTIOJIO3b], CYyXOT'0 BEIIEeCTBA

Jlopucra, 50 mr, Ta0JIETKHU, ITOKPBITHIE INIEHOYHON 000JIOYKOM

[emnaxro3a 80*

Kpaxmain npexkenaTiHU3MpOBaHHbBIN
Kpaxman kyKypy3HbIi

[emnros103a MUKPOKPUCTATUITMYECKAS
Kpemuust 1MoKcu KOJIOUIHBINA Oe3BOIHBII
Maruus creapat

0O0oJ109Ka IUIEHOYHAS
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['mnpomennosa

Tanpk

IIponmiieHrIuKoIb

Turtana auokcun (E171)

! 1lennaxro3a 80 — BEICYIIEHHOE PACTIBIIEHHEM COEIMHEHHE, COCTOSIIEE U3
- anb(a-IaKTo3bI MOHOTHIpPATA

- IOPOIIIKA IIEJUTIOIO3BI, CyXOTO BEIIECTBA

Jlopucra, 100 mMr, Ta0JIETKH, ITOKPBITHIE INIEHOYHON 000JIOYKOM

Iemnakro3a 80*

Kpaxmain npexxenatuHu3UpOBaHHbBIN
Kpaxman KkyKypy3HbIi

Lemnrono3a MUKPOKPUCTAIIINYECKAS
Kpemuus nuokcu KOIIouHbIA Oe3BOIHBII
Maruus creapar

0O0004YKa IIIEHOYHAS

['unpomennosza

Tanbk

IIponmiieHrnuKoIb

Turana quokcun (E171)

! Tlennakrosa 80 — BeICYLIEHHOE PACTIBUIEHHEM COEMHEHHE, COCTOSIEE U3

- anb(a-I1akTo3bl MOHOTHpPATA

- IOPOIIIKA LIEJUTFOJIO3b], CYyXOT'0 BEIIECTBA

6.2. HecoemecTuMoCTh

Henpumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)

5 nmer.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH IPH XPAHEHUHU

XpaHuTh NpH TemnepaType He Bbiiie 25 °C, B OpUrHHaIBHON yIIakoBKe (OyncTep).

6.5. Xapakrep u cofepkaHue NEPBHYHOH YIIAKOBKH

[To 7, 10 unm 14 tabnerox B 6muctepe n3 komouHupoBanHoro matepuaia [IBX/TIBJAX u ¢oasru
AITFOMUHHUEBOM.

2 Gnuctepa no 7 Tabaetok, uiu 3, 6 wiu 9 6muctepos no 10 Tabnerok, wiu 1 wnum 2 6mucrepa mo
14 tabneTok BMeCTe C TUCTKOM-BKJIA/IBIIIIEM [TOMELIAIOT B MAUYKy KapTOHHYIO.

He Bce pa3mepsl ynmakoBOK MOTYT OBITh JOCTYIIHBI JUIsl peaiu3aliii.

22



6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHHYTOKEHHMH HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemnaparta WM OTXO0J0B, IMOJYYEHHBIX I0CJe MpPUMeHEHUs
JIEKAPCTBEHHOI'0 NMPenapara, v Apyrue MaHUIYJISIIUN ¢ IPenapaTom

Het ocoObix TpeOoBaHMil K YTHUIH3AIIH.

7. JEPKATEJb PETUCTPAIIMOHHOTI'O YIOCTOBEPEHUSA
CnoBenus
AO «KPKA, n.1., HoBo mectoy», lImapsenika necra 6, 8501 HoBo mecto
Ten.: +386 73312111
dakc: +386 7 332 15 37
Anpec 31. moutsl: info@krka.biz
7.1. [IpeacTaBuTeb AeprKaTe/Isl PperiCTPAIMOHHOIO YA0cTOBepeHus Ha Tepputopuu Coro3a

IIpereH3un HOTD66HTCHCﬁ HAaImpaBJIATH I10 aApPECy.

Poccuiickasa ®@eoepayus

000 «KPKA-PYC»

143500, MockoBckast 0611., r. Mctpa, yin. Mockosckas, 1. 50
Ten.: +7 (495) 994-70-70

®axc: +7 (495) 994-70-78

Anpec 351. moutsl: krka-rus@krka.biz

Be6-caiit: www.krka.biz

Pecnybnuxa Benapyco

[IpencraButensctBO AkumonepHoro odmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecnybnuka Cnosenust) B Pecrryonuke benapych
220114, r. Musnck, yn. ®unumonoBa, 1. 25T, opuc 315
Ten.: 8 740 740 9230

dakc: 8 740 740 9230

Anpec a11. moutsl: info.by@krka.biz

Be06-caiit: www .krka.by

Pecnybnuxa Kasaxcman

TOO «KPKA Ka3zaxcran»

050059, r. Anmatsr, ip. Anb-®apabdwu, 1. 19, opuc 207
Ten.: +7(727) 311 08 09

@akc: +7(727) 311 08 12

Anpec a11. moutsl: info.kz@krka.biz

Be6-caiit: www.krka.biz
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Pecnyonuxa Apmenus

[TpencraButensctBO «Kpka, a.1., HoBo MmecTo» B PecniyOnuke ApmeHus

0001, r. Epesan, yn. Han6aunss, a. 106/1 («CASAT-HOBA» BU3HEC-HEHTP), oduc 103
Ten.: +374 11 560011

Anpec 211, moutsl: info.am@krka.biz

Be6-caiiT: www.krka.biz

Kuipevizckasn Pecnybnuka

[IpencraButensctBo AO «KPKA, ToBapHa 3apasui, 1.1., HoBo Mmecto» B Keipreizcrane
720040, Yyiickas obnacts, r. bumikek, 0yabBap DpKUHIUK, 1. 71, 610K A

Ten.: +996 (312) 66 22 50

Anpec am1. moutsl: info.kg@krka.biz

Be6-caiit: www.krka.biz

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHHUS
JITI-Ne(001718)-(PT-RU)

9. JIATA NEPBUYHOM PETUCTPALIMU (IOATBEPXKJIEHUSA PETUCTPAIIUU,
MNEPEPETUCTPALIUN)

Hata nepBoii peructpauun: 24 suBaps 2023 r.

10. IATA IEPECMOTPA TEKCTA
2 aBrycra 2024 1.

OOmmast xapakTepuCTHKa JIEKapCTBEHHOTo IpernapaTa Jlopucra qocTynHa Ha HHOPMAIMOHHOM
noprane EBpa3uiickoro 35KOHOMHYECKOTO CO03a B MH(OPMAMOHHO-KOMMYHHKAIIMOHHON CETH
«MuTepueT» https://eec.eacunion.org.
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