OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEITAPATA
Jlozaptan - TA/, 12,5 mr, TabneTku, MOKPHITHIC JICHOYHOH 000710YKOM
Jlozaptan - TA/l, 25 mr, TaGaETKU, TOKPBITHIE TUICHOYHON 000JI0YKOM
Jlozapran - TAJl, 50 mMr, TabieTKH, TOKPHITHIE TUIEHOYHOH 000JI0YKOM

Jlozapran - TA/l, 100 mr, TabneTKH, MOKPHITHIE MTICHOYHOU 000I0YKOIMA

2. KAYECTBEHHBIN U KOJIUYECTBEHHBIN COCTAB
JleicTByrolIIEeE BEIECTBO: J103aPTAH KaJUs.

Jloszapran - TAJl, 12,5 mr, TabGneTKu, NOKPHITHIE IJIEHOYHOU 000JI0UYKOI

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.).

Jloszapran - TAJl, 25 Mr, TabneTKku, DOKPHITHIE IJIEHOYHOU 000JI0UYKOMI

Kaxxnas Tabierka coaeput 25 Mr Jio3apTaHa Kajiusl.
BcnomoraTenbHble BelecTBa, HaJM4We KOTOPBIX HAJI0 YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenapara: 27,3 Mr JIakTo3bl MOHOTHIpaTa (cM. pazaen 4.4.).

Jloszapran - TAJI, 50 Mr, TabneTKku, DOKPHITHIE IJIEHOYHOU 000JI0UYKOMN

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

Jloszapran - TAJ, 100 Mr, TabGaeTKu, MOKPHITLIE IJIEHOYHOU 000JI0UKOM

Kaxnas Tabnerka cogepxut 100 Mr go3apTana Kanus.
BcnoMorarenbHble BelecTBa, HAMYKME KOTOPBIX HAJIO YUYUTHIBATh B COCTABE JIEKAPCTBEHHOIO
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.

Jlozapran - TAJL, 12.5 mr, TaOJETKH, HOKPBITHIE ITIEHOYHOU 000JI0UYKOM

OBaJibHBIC, CIIETKA JBOSKOBBIMYKJIbIE TaOJIETKU, MOKPHIThIE TJIEHOYHOH 00OJOYKOW OT CBETIIO-
JKEJITOTO JIO JKENTOro 1BeTa, ¢ (PacKo.
Buna Ha u3nome: mepoxoBatasi Macca 0e0ro BeTa ¢ IICHOYHOH 000JI0YKOM OT CBETIIO-KEITOTO

JIO JKEJITOrO LBETA.



Jloszapran - TAJL, 25 Mr, TaOIeTKH, HOKPBITEIE IJIEHOYHONW 000JI0UYKOMI

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

Bua Ha uznome: mepoxoBaTasi Macca O€JIOro IBeTa ¢ MJICHOYHONW 000JI0UKOM KEITOrO IBETA.
TabyeTKy MOXHO pa3/ielIuTh Ha PaBHBIC JTO3HI.

Jloszapran - TAJL, 50 mMr, TabneTKu, DOKPHITHIE IJIEHOYHOU 000JI0YKOMI

Kpyribie, ciierka 1BOSKOBBITYKIIbIE TAOJIETKH, IIOKPBIThIE TUIEHOYHOW 000JI04KO0i Oenoro 1sera,
C PHCKOH Ha OJTHOM CTOpOHE U (hacKoil.

Bun Ha u3nome: mepoxoBaras Macca 6€J0ro 1BeTa ¢ INIEHOYHOH 000J10UKO# O6e10ro 1BeTa.
Jlunus paznoma (pucka) He MpeIHa3HAYEHA JIIsl pa3IaMbIBaHUs TaOIETKH.

Jlozapran - TAL, 100 mr, TabJIEeTKH, HOKPBITHIE INIEHOYHOU 000JI0UKOM

OBaJ'ILHLIe, CJICTKA ABOAKOBBIITYKJIBIC Ta6J'IeTKI/I, IIOKPBITHIC IUIEHOYHOM 000JI04KOii Oenoro OBECTA.

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

4. KIMHUYECKUE JAHHBIE

4.1. lloka3zanusi K NPUMEHEHUIO0

[Tpenapart Jlozaptan - TA/] mokazaH K IPUMEHEHUIO Y B3POCIIBIX MTPH CIEAYIOIINX 3a00I€BaHUSAX.

e AprepuanbHas TUIIEPTEH3USL.

e CHMXeHHe pUCKa aCCOLMMPOBAHHON CepAEYHO-COCYIUCTOM 320071€Ba€MOCTH U CMEPTHOCTH Y
NallMeHTOB C apTepHalbHONM TUIEepTeH3Hed U rumneprpoduelt JeBOoro K emyaouyka,
MPOSIBIISIONIEECS] COBOKYIHBIM CHM)KEHHEM YacTOThl CEpPAEUYHO-COCYIHUCTOM CMEPTHOCTH,
4acTOThI MHCYJIbTA U MH(ApKTa MUOKap/a.

e XpoHuueckas 00Je3Hb MOYEK y MAIMEHTOB C apTepUaIbHON TMIIEPTEH3UEH U CcaxapHBIM
nabeToM 2 TMma ¢ CONMyTCTBYyMomedH mporemHypueit >0,5r/cyTkm B KaudecTBe
AQHTUTUIIEPTEH3UBHOT'O CPE/ICTBA B COCTABE KOMILJIEKCHOM TEpaIuu.

e Xponuueckas cepaeuHas HegocratouyHocTh (XCH) mnpu HespdexTHBHOCTH seUeHUS
WHTUOWTOpaMy aHTHOTEeH3UHIIpeBpamiaroniero ¢epmenra (AIID) mnm HenmepeHOCHMMOCTH
unruburopos  AIlD. He pexoMmenayeTcs NepeBOIUTh NAIMEHTOB C  CEPACYHOMN
HE/IOCTaTOYHOCThIO W  CTAaOWJIBHBIMM  IIOKa3aTeNsIMH TEeMOJMHAMHMKH TIpU  IpHUeMe

uHruouTOpoB AII®D Ha Tepanuro J03apTaHOM.

4.2. PexxuM 103MpOBaHNs U C1IOCO0 NPUMEHEHUs!
[Tpenapat Jlozapran - TAJ] MOXXHO NMpHUHMMAaTh B KOMOWHAIIMHM C JPYTMMH THIIOTEH3UBHBIMU
CPEICTBaMHU.

PexxuM 103upoBaHus




Apmepuanvras cunepmensus

CranpapTHas HayajabHast ¥ MOJACP KUBAIOLIAst 1032 JUI OOJIBIIMHCTBA MAI[IEHTOB COCTABIIAET
50 mr mpenapara Jlozapran - TAJl onuH pa3 B cyTku. MakcHUMasbHBII aHTUTUNEPTECH3UBHBIN
s¢¢exT nocruraercs uyepe3 3—6 Helenb OT Hayaja Tepanuu. Y HEKOTOPBIX MAlMEHTOB JUIS
JOCTIOKEHUS Oombiero 3¢ dexra 103a MOKET ObITh YBEJIMYEHA 10 MaKCUMalIbHOU 10361 100 Mr
npenaparta Jlosapran - TAJl oguH pa3 B CyTKH.

Oco0Bble IPYIIILI MAIUEHTOB

VY manueHToB Co CHHYKEHHBIM 00beMoM IupKyupytomiei kposu (OLK) (Hanpumep, pu npueme
0OJBIIMX 7103 AUYPETUKOB) HaualubHYIO A03y npemnapata Jlozapran - TAJl cnenyeT cHU3UTH 10
25 Mr oauH pa3 B cyTkH (cM. paznen 4.4.).

Tayuenmoi nodxcunozo 6o3pacma u nNAYUEHMsl C NOYEYHOU HEOOCMAMOYHOCBIO

Her HeoOxoauMocTH B moa0ope HadaiabHOM 103kl mpemnaparta Jlo3zapran - TA/[ 11 manueHToB
MOKUJIOTO BO3pacTa M MAlMEHTOB C HapymieHueM (QYHKIUH TMOYeK, BKJIOYas MalleHTOB,
HaXOASIIUXCS Ha AUATU3E.

Tlayuenmoi ¢ neuenouHoU HEOOCMAamMo4HOCMbIO

[TaruenTam c 3a0601eBaHNEM [IEYCHH B aHAMHE3€ PEKOMEHAYETCs IPUMEHSATH 00Jiee HU3KUE 103l
npenapata Jlozaptan - TAl (cm. paznen 4.4.).

CHudicenue pucka accoyuuposanHol cepoedHo-cocyoucmou 3a001e6aemMocmu U cCMepmHOCIU )
nAayueHmos ¢ apmepualbHol cunepmensuell u cunepmpouett 1e6020 HcenyoouKa

CranpaptHas HadanbHas n03a npenapara Jlozapran - TAJL cocraBnsier 50 Mr oguH pa3 B CyTKH.
B nanpHeiimeM pexomMeHayeTcsl J00aBUTh K TE€pANHH TUAPOXIOPOTHA3UA B HU3KHUX 032X WU
yBEIUYHUTH 103y npenapara Jlozapran - TAJ] no makcumanbHOM 10361 100 Mr 0JTMH pa3 B CyTKH C
Y4ETOM CTENEHU CHIKEHUS apTepuasibHOro aasneHus (AJl).

Xponuueckas 6one3Hb nouek y NAYUEHMO8 C APMEPUAIbHOU eunepmensueti U CcaxapHbim
ouabemom 2 muna c conymemsyrowetl npomeunypuetl > 0,5 2/cymxu

CranpapTtHas HadanbHas ao3a npenapara Jlozapran - TAJL cocraBnsier 50 Mr oauH pa3 B CyTKH.
B nanerelimem no3y npenapata Jlo3apran - TAJl MOKHO yBEJIMYMBATh O MaKCUMAJIBHOMN J1O3BI
100 mr onuH pa3 B cyTku ¢ yuetoMm ctenieHn cHkeHus AJl. TIpenapar Jlozapran - TAJ] MmoxeT
MPUMEHSATHCS] B KOMOMHAIINY C IPYTUMHU TUTIOTEH3UBHBIMHU CpEJICTBaAMU (HAIpuMep, TUYPETHUKH,
OJoKaTophl «MeUIeHHBIX» KanbiiueBbix kaHanoB (BMKK), aneda- u Gera-ampeHoOI0KaTOPHI,
TUTMOTEH3UBHBIE  CPEIACTBA  IEHTPAJIbHOTO  JEHCTBUS),  HMHCYJIMHOM W JAPYTUMH
TUIOTIMKEMHUYECKUMHU CPEJCTBAMH (HapUMep, IPOU3BOHBIE CYIb(HOHMIMOUYEBUHBI, TNINTA30HBI
Y UHTHOUTOPBI TITFOKO3H1a3hI).

XpOHUll€CKa}Z cepdeuﬂaﬂ He0oCmamo4HoCms



Hauanenas no3za npenapara Jlozapran - TAJl nns nanuentoB ¢ XCH cocrasnsier 12,5 Mr oauH
pa3 B cytku. Kak mpaBuio, j03a nmogoupaercs ¢ HeAEIbHBIM HHTEpBAJIOM (TO ecTh 12,5 Mr B
CyTKH, 25 Mr B cyTkd, 50 Mr B cyTku, 100 MI B CyTKH 0 MaKCUMAJIbHOH 103bI (TOJIBKO IS
naHHoro mokaszanus) 150 Mr omMH pa3 B CYTKM) B 3aBUCUMOCTH OT HWHIWBHIYaJIbHOU
MEPEHOCUMOCTH.

eTH
BbezomacHocTh 1 a3 hekTuBHOCTE y feTeit B Bo3pacTe oT 0 10 18 et He ycTaHOBIICHBI.

Croco0 rIpuMeHeHus

[Ipenapar Jlozapran - TA/] npuHUMaTh BHYTPh BHE 3aBUCMMOCTH OT MpHEMa IHIIM, 3aMuBas

CTaKaHOM BOJIBI.

4.3. [IlpoTuBONOKA3aAHUS

e ['unepuyyBCTBUTENBHOCTh K JIO3apTaHy W/MIU K JIOOOMY M3 BCIOMOTaTEIbHBIX BEILECTB,
MepeUYrCICHHBIX B pazjene 6.1.

e Hapymienue QyHKIMY IEYSHH TSXKEION CTETIEHU (OTCYTCTBYET OIBIT IPUMEHEHHS).

e OIHOBpPEMEHHOE MPUMEHEHUE C ATMCKUPEHOM U MpernapaTaMu, COAepKaIIUMU aTUCKUPEH, Y
MAIUEHTOB C CaXxapHbIM JUa0EeTOM W/UIN YMEPEHHBIMH U TSDKEIBIMU HAPYIICHUSIMU (YHKITUH
nouex (ckopocTs KIy6oukoBoi ¢uiasTpammn (CK®) menee 60 mn/mun/1,73 M? mnomamm
MOBEPXHOCTH Tena) (cM. paznen 4.5.).

e OpnHoBpeMeHHOe mnpuMeHeHue ¢ uHruourtopamu AllD y nanueHToB ¢ auabeTHyecKoi
HedpomnaTuei.

e Peaxo BcTpeuaromasicss HaclIeACTBEHHAs] HETIEPEHOCHMOCTh TaJIaKTO3bI, JAC(PHIUT JTaKTa3bl
WJIU TITFOKO30-TaJaKTO3HAask MallbaOCcopOIIns.

e bepeMeHHOCTh U NIEPHUOJ] TPYAHOTO BCKapMIMBaHus (CM. paszzen 4.6.).

e Bospact g0 18 net (3¢ dhekTHBHOCTL 1 6€30MaCHOCTh MPUMEHEHUS HE YCTAaHOBJICHBI).

4.4. OcoOble yka3aHusl M Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

JIByCTOpOHHUI CTEHO3 IIOYEYHBIX apTEpPUMl WM CTEHO3 apTepUM E€IUHCTBEHHOW IOYKH,
TUIEPKAIIMEMUS], COCTOSIHUE TMOCTe TPAHCIUIAHTALUU MOYKU (OTCYTCTBYET OIBIT MPUMEHEHUS),
AOPTaJbHBIA WM MHUTPAJIBHBIA CTEHO3, THIEPTpodHUUecKass OOCTPYKTUBHAs KapIAHOMHOMATHUS
('OKMII), cepneuyHasi HEJOCTaTOUYHOCTh C COMYTCTBYIOUIMM HapylleHHEM (YHKUHU TOYeK
TSDKETION CTENeHHU, TsbKenas cepiedHas HemoctaTouyHocTh (IV dyHKIMOHANBHBIA Kiace IO
kiaccuduramun NYHA), cepaeynas HEIOCTaTOYHOCTh C YIPOXKAIOUIMMHU JKU3HU apUTMUSIMHU,
umemuueckass Oonesnb cepaua (MBC), unepebpoBackymsipHble 3a00sieBaHUs, MEPBUYHBIN

TUIEpaTbJA0CTePOHN3M, AHTHOHEBPOTHUECKUN OTEK B aHaMHe3e, apTepHalibHas TUIIOTEH3MS,



HapyLIEHUs] BOJHO-3JIEKTPOJIMTHOTO OanaHca, HapymeHus (yHKIMM TI€YCHH, HapyIICHUS
(YHKINU TTOYEK.

VY nanmenTtoB co cHmwkeHHbIM OLK (HanmpuMmep, manyeHThl, Moydyaromye Je4eHne OOIbIIUMU
JI03aMH JJIYPETHKOB) MOXET Pa3BUTHCS CHMITOMATHYECKAsl apTepUabHAsl THIOTCH3HS.

Peaknnm runepyyBCTBUTEIILHOCTH

[TarueHTHl ¢ AHTHOHEBPOTHYECKUM OTEKOM B aHaMHe3e (OTEeK JIMIA, Ty0, TIIOTKU/TOPTAHH H/HITU
A3bIKa) TMpU NpuMeHeHuu npernapata Jlozapran - TAJ] MOMKHBI HaXxOIUTHCS TOJA CTPOTHM
BpaycOHBIM HaOmoAeHNEM (cM. paszaen 4.8.).

3M6DI/IOTOKCI/I‘{HOCTB

[IpumeHeHHe  JIEKApCTBEHHBIX  CPEACTB,  BO3JCHCTBYIOLIIMX HA  PEHUH-AaHTMOTEH3MH-
anbroctepoHoByto cucreMy (PAAC), Bo BTOPOM U TpeTbeM TpUMECTPE OEPEMEHHOCTH CHHUKAET
GYHKLMIO TOYEeK y IUIola M yBEIUMYMBaeT 3a00JeBaeMOCTb M CMEPTHOCTh IIOJa U
HOBOPOXKJCHHbIX. Pa3BuTHE OJUTrOrupaMHHOHA MOKET OBbITh acCOLIMUPOBAHO C TUIOILIa3Hen
JeTKUX y mioga u aedopMarusiMu ckesiera. Bo3mokHbie HexenatenabHbie peakiuu (HP) y
HOBOPOJKJICHHBIX BKJIIOYAIOT FMIIOIJIA3UI0 KOCTEHN ueperna, aHypulo, apTepHallbHYI0 THIIOTEH3HIO,
IOYEUHYI0 HEIO0CTaTOYHOCTh U JIeTalbHbI Hcxof. Ilpu auarHocTHpoBaHuu OEpeMEHHOCTH
npenapat Jlo3apran - TAJl nomkeH ObITh Cpa3y OTMEHEH (cM. pazzen 4.6.).

AprepraibHas THIIOTEH3Ws U HAPYIIIEHHE BOIHO-3JIEKTPOJIUTHOrO Oaanca win camxkenne QLK

VY manuentoB co cHmxkeHHbIM OLIK (HanmpuMmep, MOMydYaromux JIeYeHHE OOJBIIMMH J[03aMHU
JTUYPETUKOB) MOXET Pa3BUTHCS CHUMIITOMATUYECKas apTepHalibHas runoteH3us. Koppekiuio
TaKUX COCTOSHUH HE0OXOIUMO MPOBOAWUTH 110 TpuMeHeHus npenaparta Jlozapran - TAJl wnm
HAaYMHATH JieueHHe c Oosee HU3KOM 103b1 Tpemapara Jlozapran - TAJl (cMm. pasmen 4.2.).
Hapymienne BOAHO-3JEKTPOIUTHOTO OanaHca SBISETCS XapakTepHBIM ISl TAlMEHTOB C
HapylieHneM (pyHKIMU MOYeK C caxapHbIM JuadeToM WM 6e3 caxapHoro amabera, MOITOMY
HEOOXOUMO TIIATeNbHOE HAONIOJCHWE 32 JaHHBIMH TNalMeHTaMd. B KIWHUYEeCKHX
UCCIICIOBAHUSIX C YYacTHEM IIallMEHTOB C CaxapHBIM Jua0eToM 2 THIAa C TPOTEUHYpHEH
KOJIMYECTBO CIIy4aeB pa3BUTHs TUIEPKATHMeMHUW ObUTO OONblIe B TPyIIE, NPHHAMABIICH
J03apTaH, 4YeM B TpyIIe, MpUHUMaBIIeH miane6o. Heckonbko manueHToB MpeKpaTuin Teparuio
B CBSI3W C BO3HUKIIEH rumepkamuemueit (cMm. pazgen 4.8., moapaszmen «JlaGopaTopHbie u
UHCTPYMEHTAJIbHBIE TAaHHBIEY).

OnHOBpeMEHHOE TIPpUMEHEHHE JAPYTHUX IMpernaparoB, KOTOpPbIE CHOCOOHBI YBEIWYHBATH
CoJIep)KaHUEe Kalusl B CHIBOPOTKE KPOBH, MOXKET MPUBECTH K PA3BUTHUIO THIEPKATUEMHUH (CM.
paznen 4.5.).

Bo Bpems geuenus npenapatrom Jlozaptan - TAJ[ He pekoMeHAyeTcss NPUHUMATh

KanuiicOeperarye JnypeTUKH, TIpermapaThl Kajlvs, KaTuicoaepKaline 3aMeHUTENI ITOBApEHHON



COJIH.

AopTranbHbIi UM MUTPAIbHBIN cTeHo3,  OKMIT

Kak u Bce JEKapCTBEHHBIE CpEACTBA, OONAJAlOMIMe Ba3OAMJIATHPYIOIIUM JCHCTBUEM,
aHTaroHucTel penentopoB anruoreHsuHa Il (APA II) ciemyer mpUMEHSTH C OCTOPOKHOCTHIO
MalMeHTaM C a0pTaJbHbIM WA MUTPAIbHBIM cTeHO30M i "OKMII.

HBC u uepedbpoBackyJisipHbIe 3a00JIEBaHUS

Kak u Bce jekapCTBEHHbIE CpeICTBa, 00JaJaoNIie Ba3oqMIaTHpyromuM aeiicteuem, APA I
ClelyeT MPUMEHSATh C OCTOpOXHOCThbi0 mamueHtaM ¢ MBC wumum uepeOpoBacKyIspHBIMU
3a00JIeBaHUsIMHU, TTOCKOJILKY BbIpaXXKEHHOE CHIDKeHHE AJl y MaHHOM TpyMIbl MAalMEHTOB MOXKET
MIPUBECTH K Pa3BUTHIO MH(APKTA MUOKap/Ia WK HHCYIIbTA.

XCH

Kak v npu npuMeHeHuu Ipyrux JeKapCcTBEHHbBIX CPEJCTB, OKa3bpiBarolux AeiictBue Ha PAAC, y
nanueHToB ¢ XCH u ¢ wiun 6e3 HapyiieHuii GyHKIIHH TOYEK CYIECTBYET PUCK PA3BUTHS TKEION
apTepUaTbHON TUIOTEH3UH WIK OCTPOr0 HApyIICHHs QYyHKIIUU TTOYECK.

[Tpenapar Jlozapran - TA/] ciienyer npuMEHSITh C OCTOPOKHOCTBIO Y MAIMEHTOB C CEPACYHOMN
HEJOCTATOYHOCTHIO M COMYTCTBYIOLIUM HapylleHHeM (YHKUIUU TMOYeK TKEIOW CTENeHH, Y
MAlMEeHTOB C TsDKeNMoW cepaeuHoil HemoctaToyHOcThio (IV (yHKUIMOHANBHBIN Kjacc TO
knaccupukamn  NYHA), a Takke y TMalMEeHTOB C CEPACYHOH HEAOCTATOYHOCTHIO M
CUMIITOMATUYECKUMH YTPOKAIOUUMHU KU3HU apPUTMUSIMH, TaK KaK OTCYTCTBYET JOCTATOYHBIN
OMBIT IpUMEHeHus npenapata Jlozapran - TAJ[ y nanueHToB JaHHBIX TPYyII.

[IepBUYHBIN THOEPATbIOCTEPOHU3M

Tak Kak y NMalueHTOB C NMEPBUYHBIM T'MIIEPANIbIOCTEPOHU3MOM, KaK MpaBUIIO, HE HaOr0AaeTcs
MTOJIOKUTENBHBIM OTBET HA TEPAIIUIO TMIIOTEH3UBHBIMU CPEACTBAMU, KOTOPBIE IEUCTBYIOT ITyTEM
unru6uposanus PAAC, npumenenue npenapara Jlozapran - TAJl He pekoMeHyeTcsl y JaHHOU
IPYIIIbI NAIUEHTOB.

HapvmeHHe d)VHKHI/II/I INEYCHU

JlanHble papMaKOKMHETUYECKUX UCCIEeI0BaHUH YKa3bIBalOT HA TO, YTO KOHIIEHTPALUs JIO3apTaHa
B IUIa3ME€ KPOBM y NAIMEHTOB C LUPPO30OM IE€YEHH 3HAUYUTEIBHO YBEJIWYUBAETCS, MOITOMY
MarUeHTaM ¢ HapylieHneM (YHKIHHM TIeYeHH B aHAMHE3e CIIeAyeT NPUMEHSTh Mpemnapar
Jlozapran - TA/I B Goniee HU3KOM A03€. OTCYTCTBYET ONBIT IPUMEHEHHUS JI03apTaHa y NallMeHTOB
¢ HapymieHneM (YHKIHH TIEYCHH TSHKEJIOW CTeNeHH, modTomy mpemapat Jlozapran - TAJl e
CJICAyeT MPUMEHSTh Y JaHHOW TPYIIbI MAIIMEHTOB (CM. pasnensl 4.3. u 5.2.).

Hapymenne yHKIMU moyex

Bcenencrteue wnrnompoBanus PAAC y  HEKOTOPBIX MPEAPACIONOKEHHBIX —MAlMeHTOB

Ha6.]'IIOI[a.]'II/ICI) U3MCHCHUA Q)YHKHI/II/I IMOYCK, BKJIIOYas pPasBUTHUC MMOYCIHOM HEAOCTAaTOYHOCTH.



JlaHHBIE M3MEHEHUS MOYEYHOH (DYHKIHMH MOTYT BO3BPAILIATHCS K HOPME ITOCIIE MPEKpalIeHUs
JICYCHHUS.

Hexotopeie nexapcTBEHHbIE CpEICTBA, OKasbiBawomme BoznerictBue Ha PAAC, moryr
YBEJIMYHBATh CHIBOPOTOYHBIC KOHIIEHTPAlMM MOYEBHHBI M KpEaTHHUHA Yy TIAlMEHTOB C
JIBYCTOPOHHUM CTE€HO30M HOYEYHBIX apTepUil WIIM CTEHO30M ITOYEYHON apTepUH e€AMHCTBEHHOM
nouyku. CooOI1a710ch 0 BO3HUKHOBEHUH MO00HBIX 3(h(heKToB rpu npueme no3aprana. [logobHbie
HapymeHust QYHKIUHU TOYeK MOTYT ObITh 0OpaTUMBI 1Ociie OTMEHBI Tepanuu. JlozapTan nomkeH
HNPUMEHATHCS C OCTOPOKHOCTHIO Y MAIIMEHTOB C IBYCTOPOHHUM CTEHO30M ITOYEYHBIX apTEPHUil HITH
CTEHO30M ITOYSYHOH apTepUH eJMHCTBEHHOMN ITOYKH.

Oco0Bble IPVIIILI TAIMEHTOB

Omuuueckue ocobenHocmu
AHanu3 JaHHBIX BCEH MOMYJSALMU NAalUEHTOB, BKIOYECHHBIX B KIMHUYECKOE HCCIIEJOBAHUE I10
W3YYECHHUIO BIMSHMS JIO3aPTaHA HA CHUYKEHUE YaCTOThI Pa3BUTHSI OCHOBHOT'O COCTaBHOI'O KpUTEPUS
OLICHKH HCCJICIOBAHUS Y TAIMEHTOB C apTePHAbHOW THUIEPTEH3MEeH W TUnepTpoduen JIeBoro
KeJy104Ka, [T0Ka3ajl, YTO CIIOCOOHOCTH JI03apTaHa 110 CPAaBHEHHUIO C aTEHOJIONIOM CHUXAaTh PUCK
pasBUTHsI HMHCYJIbTa M HHGpapKTa MUOKapa, a TaKKe YMEHbLIaTh I10Ka3aTellb CepledHo-
COCYJIUCTOM CMEPTHOCTH y MAIlMEHTOB C apTepUaIbHOM TUIepTeH3ueil u runepTpodueii 1eBoro
xkenynouka (Ha 13,0 %) He pacripocTpaHseTcs Ha MAIIMEHTOB HETPOUIHON Pachl, XOTS 00a pekuMa
Tepanuu 3¢¢PeKTUBHO cHIXKaNU AJl y TaHHBIX MMallMEeHTOB. B JaHHOM MccienoBaHuu J103apTaH,
10 CPABHEHHUIO C aT€HOJIOJIOM, YMEHBIIIAJ] MoKa3aTesb CepAeUHO-COCYIUCTON 3a00J1€Ba€MOCTH U
CMEpPTHOCTH y MALMEHTOB C apTepHalbHOW T'MIIepTEeH3UeH U runepTpodueil JIeBoro eiryaouka
BCEX pac, KpoOMe HerpouHoi pacel. OJHAKO B JTaHHOM MCCIEAOBAHWUU MAallMEHThl HErPOUIHON
pachl, OIy4YaBIINE aTEHOJION, UMEIN MEHBIINN PUCK PA3BUTUS OCHOBHOI'O COCTABHOTO KPUTEPHS
OLIEHKH HCCIIEZIOBAaHUS (TO €CTh MEHBIIYI0 KOMOWHUPOBAHHYIO YacTOTy PA3BUTHUS CEpJEUHO-
COCYJIUCTOM CMEPTHOCTH, MHCYJIbTA U HH(ApKTa MUOKap/ia) 10 CPABHEHUIO C IMALlMEHTaMU TOH ke
pachbl, MPUHUMABLINMHU JI03apTaH.
Iayuenmul nodrcuno2o 6o3pacma
Knuanyeckne wuccieqoBaHUS HE BBIIBWIM KaKUX-THOO OCOOEHHOCTEH B  OTHOILIEHHH
6e30macHOCTH U 3(PPEeKTUBHOCTH JI03apTaHa y MalMEHTOB MOXKHUIOT0 Bo3pacTa (cTapiue 65 Jer).
eTH
O} dexTuBHOCTH U 6€30MaCHOCTh MPUMEHEHHUSI JI03apTaHa y IeTel U MOAPOCTKOB B Bo3pacte oT 0
710 18 JeT He yCTaHOBJIECHBI.
Ecnu y HOBOpOX/IEHHBIX, YbH MaTepH MPUHUMAIIHU JIO3apTaH MpHU OEpeMEHHOCTH, HAaOII0daeTCs
pasBUTHE  OJNUTYpUU  WIM  apTepUaJbHON  TUINOTEH3UHM, HEOOXOJUMO  IPOBEJIEHUE

CUMIITOMATHYECKON Tepamuu, HampaBiIeHHOW Ha momnepkanue AJl m modeuHoil mepdys3uu.



Mosxer moTpeboBaThCsl MepeauBaHue KPOBU WM MPOBEJIEHUE AMANU3a Ul MpEeAoTBpaIleHus
pa3BUTHS apTEPHATBHON TUIIOTEH3UH /WK TOJACPKAaHUS (PYHKIIUH ITOYEK.

BcrnioMmorarensHble BEIECTBA

Jlakmo3swi moHo2uopam

[TanpeHTamM € peako BCTPEYAOUICHCS HACIEACTBEHHONM HENEPEHOCHUMOCTBIO TallaKTO3bl,
NeQUIUTOM JIAKTa3bl WX TIFOK030-TaJaKTO3HON MallbabcopOIHel He ClieAyeT NPUHUMATD 3TOT
npenapar.

4.5. B3aummopgeiicTBMe ¢ JPYrHMM JIEKAPCTBEHHBIMHM MpenapaTaMu W Jpyrue BH/bI
B3aNMOJeliCTBUSA

Jpyrue TUNOTEH3UBHbIE Npernaparbl MOIYT YCWIMBAaThb aHTUTUIIEPTEH3UBHOE JIEHWCTBUE
no3apraHa. OJHOBpEMEHHOE NPUMEHEHUE C JAPYTUMU JIEKAPCTBEHHBIMU CPEICTBAMH, KOTOPbIE
MOTYT BBI3BIBATH apTEPUATHLHYIO THIIOTEH3UIO (TAKUMHU KaK TPUIMKIMYECKUE aHTUCTPECCaHTHhl,
HeliponenTuky, OakiaopeH u aMU(OCTHH), MOKET MOBBIIIATH PUCK PA3BUTUS apTEPUATBHOMN
TUIIOTEH3UU.

B KIMHMYECKHX HCCIEAOBAHMIX 1O H3YyYEHHIO (PAPMAKOKHMHETHYECKUX B3aMMOICHCTBHNA
JICKaPCTBEHHBIX CPEJICTB HE OBLIO BBISIBICHO KIMHUYECKH 3HAYMMBIX B3aUMOJICHCTBUH JI03apTaHa
C TUAPOXJIOPOTHA3UJOM, JUTOKCHHOM, BappapuHOM, IMMETHAMHOM U (QeHoOapOuTaioMm.
Pudpamnuuuz, sBIAACE HMHAYKTOPOM MeTabOdM3Ma JIEKApCTBEHHBIX CPEJCTB, CHMXKAET
KOHIIEHTPALlMI0O AaKTUBHOTO MeTadoJiMTa Jio3apTaHa B IUla3Me€ KpOBU. B  KIMHHYECKHX
UCCIIEIOBAaHUAX OBbUIO M3Y4YEHO IpHUMEHEHHe IBYX HHruoutopo uzodpepmenta CYP3A4:
KETOKOHA30J1a ¥ SpuTpoMHLInHa. KeTokoHa3011 He BIIKsI Ha METa00IM3M JIo3apTaHa 10 aKTUBHOTO
MeTabonuTa Iociie BHYTPUBEHHOIO (B/B) BBEJEHUS J0O3apTaHa. DPUTPOMHULIMH HE OKa3bIBall
KJIMHUYECKH 3HauuMoro 3¢ddexra mnpu npueme jo3apraHa BHYTpb. DIyKOHA301, MHTMOUTOP
uzopepmenta CYP2C9, cHuxkaeT KOHIEHTPALMIO aKTUBHOTO MeTaboJyuTa Jio3apTaHa B IIa3me
KPOBH, OJTHAKO (hapMaKoAMHAMHUUECKasi 3HAUMMOCTh OJTHOBPEMEHHOT'O MMPUMEHEHHSI JI03apTaHa U
uaruoutopoB uzopepmenra CYP2CY9 wne wusyuena. IlokazaHo, 9TO y TIAallUEHTOB, HE
MEeTa0O0IM3UPYIONINX JIO3aPTaH B AKTUBHBIN META0OJIUT, UMEETCS OYCHb PEIKHUI U CTIeIU(PUIHBIN
nedext uzodpepmenta CYP2C9. D1u nanHble 1al0T BO3MOXHOCTH MPEATNOIAraTh, 4To METab0In3M
Jo3apTaHa JI0 aKTUBHOro MerabonuTa ocymectsisiercs uzopepmentom CYP2C9, a He
uzopepmentom CYP3A4.

OpnHoBpeMeHHOEe MPUMEHEHHE J03apTaHa, Kak U IPYrUX JIEKAPCTBEHHBIX CPEJICTB, OJIOKUPYIOLINX
auruorensuH Il umm ero sddexts, ¢ KanuiicOeperaromMMu TUypeTUKaMu  (Hampumep,
CIHPOHOJIAKTOH, IUIEPEHOH, TPUAMTEPEH, aMHJIOPHI), KaTHicoIepKaIlUMH JOOaBKaMH, COJISIMU

KaJIUsl WIK APYTUMU IIpernapaTaMu, ClIOCOOHBIMU MOBBIIIATE YPOBEHB KallUsl B CHIBOPOTKE KPOBU



(HampuMep, renapuH, TPUMETOIIPUMCOIEpIKallue IPenaparhl), MOXKET IPUBOIUTH K YBEIMYEHUIO
COJIEpXaHUsl KaJlusl B CBIBOPOTKE KPOBH (cM. paznen 4.4.).

Kak u npu npumMeHeHUM ApYruX JIEKAPCTBEHHBIX CPEICTB, BIMSIOIIMX HA BBIBEJCHHE HOHOB
HaTpus, JIO3apTaH MOXET CHW)KATh BbBIBEJEHUE JIUTHUS, IIO9TOMY IPH OJHOBPEMEHHOM
npuMeHeHun npenaparoB Jutus U APA Il Heo0XoauMo THIATEILHO KOHTPOJHMPOBATH
COJIep’KaHue JINTUS B CBIBOPOTKE KPOBHU.

Hecrepounnsle npotuBoBocnanurenbHble npenaparsl (HIIBII), B Tom uucie cenekTUBHBbIE
UHTUOUTOPHI 1HKI0OKcUTreHassl-2 (I1OI-2), moryT cHukaTh 3(Q(PEKT TUYpEeTUKOB M APYIHX
TMIIOTEH3UBHBIX CpeJICTB. BcenenctBue storo anTurunepreH3uBHbIR >pdext APA I nm
uHruoutopo AII®D moxet ObITh ocnabisieH npu ogHoBpemMeHHOM npuMmenenuu ¢ HIIBII, B Tom
YHCIIe ¢ CeNIeKTUBHBIMU HHTrHOnTOpamu L{OI'-2.

VY HEKOTOpBIX MAIMEHTOB C HapylLIeHUEeM (PYHKIUM MOYeK (HarpuMep, y NAlHEeHTOB MOXHUIOTOo
BO3pacTa WMJIM NAalLUEHTOB C OOE3BOKMBAHMEM, B TOM 4YHCJIE NPUHUMAIOUIMX JAMYPETHKH),
nonydatomux teparnuto HIIBII, B ToM wuwncie cenekTuBHbIME uHTHOUTOpamu [[OI'-2,
onnoBpeMmenHoe npumeHeHue APA Il unu uaruduropoB AII® MoxeT BBI3bIBAThH JalibHEMHIIEE
yXyauieHne GyHKIUM [OYeK, BKII0Yask pa3BUTHE OCTPOM MOYEYHON HENOCTaTOuHOCTH. [laHHbIe
3 dexTsl 00b19HO 00paTHMbl. OTHOBpEMEHHOE NMPUMEHEHHE JaHHbBIX JICKApCTBEHHBIX CPENICTB
JIOJIKHO TPOBOAMTHCS C OCTOPOKHOCTBIO y MALIMEHTOB C HapyIIEHHUEM (PYHKIMH MTOYEK.
JBoitnass Onokana PAAC c¢ mpumenenuem APA II, unruburtopoB AII® wim amuckupena
(MHrHOMTOp pEHMHA) acCOLMMPOBAHA C TMOBBIIIEHHBIM PHUCKOM pa3BUTHS apTepHAIbHON
TUIIOTEH3UH, 00MOpOKa, FMIEePKAIMEMUHN U HapyIIeHUH (YHKIMU MOYeK (B TOM YHCIEe OCTPOi
MOYEYHOM HEJAOCTATOYHOCTH) IO CpaBHEHHIO ¢ MoHoTepanuei. HeoOxoaum perynspHbIi
KOHTposib AJl, pyHKUMH TOYEK U COJEp’KaHUs JIEKTPOJIUTOB B IJIa3M€ KPOBH y MAlMEHTOB,
IIPUHUMAOIINX OJAHOBpeMEHHO npenapar Jlozapran - TAJ] u npyrue nekapcTBEHHBIE CPEJICTBA,
paustone Ha PAAC. OgnoBpemenHoe npumenenne APA Il ¢ mpemapatamu, copepKaiiuMu
QIMCKUPEH, MPOTUBOIIOKA3aHO Y MAI[MEHTOB C CaXapHbIM AHa0EeTOM W/WIM C yMEPEeHHOW u
TSDKETION mouedHoi HenocTatouHOCThIo (CK® menee 60 mi/mun/1,73 M? TUIOIIAIH MMOBEPXHOCTHU
TeJa) U HEe pEeKOMEHAyeTcs y Apyrux mnanueHtoB. OnHoBpemeHHoe npumeneHue APA Il ¢
unruouropamu AII® mpoTuBONOKa3aHO y MAIMEHTOB ¢ JuabeTHdeckoil Hedpomatueil U He
PEKOMEHIyeTCsl y APYTUX MalleHTOB.

['peiindpyToBBIN COK COAEPKUT BeLIeCTBa, KOTOpble UHTuOupyto n3zopepmentsl CYP450 u moryT
CHIDKAThb KOHIIGHTPALIMIO AaKTHMBHOTO MeTaboiuTa J03apTaHa, dYTO MOXET CHU3UTh
tepaneBTHueckuii 3pdexr. Bo Bpems mpuema mpenapara Jlozapran - TAJ] cnenyer uzberaTsb
yHnoTpeOIeHus TPEeUrppyToBOTO COKa.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTDH U JIAKTALMS



bepemeHHOCTD

JlexapcTBeHHBIE CpenCTBa, BO3JACHCTByromMe HernocpeactBeHHo Ha PAAC, moryt crath
OPUYMHON CepbE3HbIX TMOBPESKACHUH M THOENM Pa3BHBAIOLIETOCS IUIO/A, IOATOMY IIpU
JTUarHoCcTUpoBaHuM OepemeHHocTH npenapaT Jlozaptan - TAJ] gomkeH ObITH Cpa3y OTMEHEH W,
ecyii HeoOX0IMMO, Ha3HAYeHa aJbTePHATUBHAS THIIOTEH3WBHAS TEPAIIUSL.

Tepanuto npenaparom Jlozapran - TA/Jl Henb3st HAaUMHATE IPU OepeMeHHoCTH. Eciii manuenTkaMm,
IUIAHUPYIOIIUM ~ OEpEeMEHHOCTb,  MPOAODKEHHE  TUIOTECH3UBHOW  TEpalmuM  CUMTAETCA
HEOOXOJUMBIM, CJIEyeT 3aMEHUTh JIO3apTaH Ha allbTePHATUBHBIC TMIIOTEH3UWBHBIE CPENICTBA,
KOTOPBIE UMEIOT YCTaHOBJICHHBIN MPOQHIb 0€30MaCHOCTH IPUMEHEHHSI PU OEPEMEHHOCTH.
[Toueunas nepy3us y minona, 3apucsias ot pazsutus PAAC, nosisisiercs BoO BTOpOM TPUMECTPE,
MOATOMY PHUCK JIJIs IUI0/Ia Bo3pacTaer, eciu npemnapat Jlozapran - TA] mpumeHsercs BO BTOpOM
WM TPEThEM TPUMeECTpe OEPEeMEHHOCTH.

[IpuMeHeHne JeKapCTBEHHBIX CPENCTB, Bo3aeucTByrommx Ha PAAC, Bo BTOpOM U TpeTheM
TpUMecTpe OCPEMEHHOCTH CHMKAeT (DYHKIIMIO IMOYEK TUIOJA W YBEJIMYUBACT 3a00JICBAEMOCTh U
CMEPTHOCTb IIJIOJJa M HOBOPOXKJEHHBIX. Pa3BuTHe OIUTrOruIpaMHMOHAa MOXET OBITh
ACCOLIMMPOBAHO C TUIOIUIa3UeH JIETKUX Y TuloAa U Aedopmanusamu ckenera. Bosmoxueie HP y
HOBOPOJKJEHHBIX BKJIKOYAIOT FMIIONJIA3UI0 KOCTEHN Uepena, aHypHIo, apTepHAIbHYI0 THIIOTEH3HIO,
MIOYEUYHYI0 HEJOCTATOYHOCTbD U JIETAJIbHBIM UCXO/.

Vka3aHHble BBIIIE HEXENAaTeIbHbIE HCXOJbl OOBIYHO  OOYCIIOBJIEHBI NPUMEHEHHEM
JIEKapCTBEHHBIX CPEACTB, Bo3leHcTBYromMX Ha PAAC, BO BTOpOM M TpPETBEM TPUMECTPE
OepeMEeHHOCTH. BONBIIMHCTBO 3MUAEMUOIOTHYECKUX HCCIEAOBAaHUM MO W3YYEHUIO pPa3BUTHUS
AHOMAJMI IUIOAA TOCJIE€ TNPUMEHEHHUS] TUIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEACTB B IIEPBOM
TpUMecCTpe OEpEeMEHHOCTH HE€ BBIIBUIM PAJIMUUM MEXIy JIEKAPCTBEHHBIMU CPEACTBAMU,
BozaeiicTByromuMu Ha PAAC, u apyruMu TMIOTEH3MBHBIMU cpencTBaMu. IIpu mpruMeHeHun
TUIIOTEH3UBHOI Tepanmuu y OepeMeHHBIX Ba)KHO ONTHUMHU3UPOBATH BO3MOXKHBIE HCXOJBI JUIS
MaTepH M IIoja.

B ciydae, ecnu HEBO3MOXXHO M0A00paTh ajlbTEPHATUBHYIO TEPANUi0O B3aMEH Teparuu
JIEKapCTBEHHBIMH CpEJCTBaMH, Bo3aeicTByommMu Ha PAAC, Heo6xoaumo nponH(popMupoBaTh
HaIMEeHTKY O BO3MOXHOM PUCKE Tepanuu s miojaa. Heo6xoqumo npoBeieHrue NepuoInuecKux
YIBTPA3BYKOBBIX HMCCIIEJOBAHUN C LEIbI0 OLUEHKH MHTPAaaMHHOTHYECKOro INpocTpaHcTBa. [Ipm
BBISIBJICHMH OJIMTOTHJIPAaMHHOHA HEOOXOIMMO MpeKpaTuTh npueM npenapara Jlozapran - TA/],
€CIIM TOJIBKO OH HE SIBJISIETCS )KM3HEHHO HEOOXOAMMBIM Ul MaTepu. B 3aBHCHMOCTH OT cpoka
OepeMEeHHOCTH HEOOXOJMMO IMPOBEACHHE COOTBETCTBYIOLIMX TECTOB y IuioAa. llanmeHTkH u
Bpauu JOJKHBI 3HaTh, UTO OJUTOTUIPAMHHUOH MOKET HE BBISIBIISATHCS 10 MOSBICHHSI HEOOPAaTUMBIX

noBpeXaeHU 1iona. HeoOxomuMo TmateapbHOE HAOMIOJEHUE 3a HOBOPOXKIECHHBIMHU, MaTepH
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KOTOpBIX TpuHUManu mnpenapar Jlozapran - TAJl mpu OepeMEHHOCTH, C IEIbI0 KOHTPOJIS
apTepuasIbHOM TMIIOTEH3UH, OJUTYPUU U TUIIEPKAIMEMUH.

JlakTanus

HewusBectHo, BbIIENAETCA T JIO3apTaH C TPYJHBIM MOJIOKOM. Tak Kak MHOTHE JIEKapCTBEHHbIE
CPEICTBA BBIACNAIOTCS C TPYIHBIM MOJIOKOM U CYIIECTBYET PHUCK DPa3BUTUS BO3MOXKHBIX
HeOmaronpusaTHEIX 3P PeKkToB y pedeHKa, HAXOIAIMIErocsi Ha TPYJHOM BCKapMIIMBAHUH, CIEIYET
IOPUHATH PELICHHE O MPEKPALIeHUH TPYAHOTO BCKAPMIIMBAHHS WM 00 OTMEHE mperapara c
y4€TOM HEOOXOJUMOCTH €ro MpHeMa JUisi MaTepH.

4.7. BunsiHue Ha CNHOCOOHOCTH YINPABJSATH TPAHCHOPTHBIMHM CpPeACTBAMH H padoTarTh ¢
MeXaHHU3MaMH

He npoBonunock uccieqoBaHuil AJi OLEHKHU BIMSHUS JI03apTaHa HA CIHOCOOHOCThH YIPABIATH
TPAHCIIOPTHBIMU CPEACTBAMU U paboOTaTh C MEXaHM3MaMH, OJHAKO HEOOXOAMMO COOIIOAAThH
OCTOPOXKHOCTh TPU NPUMEHEHUU TUIOTCH3UBHOW TEparnuyd M YHOPaBIECHUU TPAHCHOPTHBIMU
CpelacTBaMU U pabOTe C MEXaHM3MaMH, IMOCKOJbKY BO3MOXHO pPa3BUTHE T'OJIOBOKPYKEHUS U
COHJIMBOCTH, OCOOCHHO B Hayale Tepalud WIA TP YBEIWYCHWH [03bl IIpernapara
Jlozapran - TA/I.

4.8. HexxesnaTesibHbIEC peaKIUU

Pesrome nnpoduiast 0e30macHoOCTH

B uenom mpenapar Jlozapran - TAJl XOpoIio MepeHOCUTCS MAlMeHTaMH C apTepHaIbHOU
runeprensueil. HP HocaT nerkuii n npexoasmuil xapakrep U He TpeOyIOT OTMEHBI Ipenapara.
Cymmapnaa yactrora HP npu npueme npenapara Jlosapran - TAJl conocraBuMa ¢ JaHHBIM
MoKasaresieM Npu npueme 1ianedo. B KOHTpoIupyemMbIX KIMHUYECKUX UCCIEAOBAHUAX YacTOTa
OTMEHBI Tepanuu IO MPUYMHE KIMHU4YecKH BbIpaxkeHHbIXx HP cocraBmia 2,3 % B rpymnme
NalMeHTOB, IPUHUMABILIUX JI03apTaH, U 3,7 % B rpyme NanueHToB, IPUHUMABIINX I1ae0o.
KoHTponupyemble KIMHUYECKUE HCCIIEOBaHMS MOKa3ald, YTO JIO3apTaH B OCHOBHOM XOPOLIO
MEPEHOCUTCS MAallMEHTaMH C apTepUaIbHON TUIIEPTEeH3UEH U runepTpoduelt IeBOro Kemy/10uKa.
B uccnenoBanuu LIFE y manuentoB 6e3 caxapHoro nuabera B aHAMHE3€ 4acTOTa TOSIBICHUS
HOBBIX CIIy4aeB caxapHOro auabera Obula HIKE MPU MPUMEHEHUH JIo3apTaHa MO CPaBHEHUIO C
npuMeHeHueM ateHosnona (p < 0,001). [TockonbKy B JaHHOM HCCIEIOBAaHMM HE OBLIO TPYIIIBI
MAlMEHTOB, MPUHUMABLINX IUI1a1le00, HEM3BECTHO SIBJISIETCS JIU 3TO MOJIOKUTEIbHBIM 3h(deKToM
no3aprana win HP arenonona. KoHTponupyembie KIMHUYECKUE UCCIEAOBAHMS MOKA3alH, YTO
J03apTaH B OCHOBHOM XOpOILIO IEPEHOCHUTCS MAIMEHTaMHU C CaXapHbIM AMAa0ETOM 2 THUIA H
IIPOTEUHYPUEH.

KoHnTponupyemble KIMHUYECKHE MCCIENOBAHMs MOKA3alH, YTO JIO3apTaH B OCHOBHOM XOpPOILIO

nepeHocurtcs nanuenramu ¢ XCH. HP, naGmomaBmmecst B XxoAe KIMHUYECKUX HCCIICIOBAHUM,
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OBLIM XapaKTePHBIMU IS JAHHOW TPYyMIbl HAIlHEHTOB.

Tabauunoe pPE3IOME HEXKENATCIbHBIX PEaKIINA

YacTtoTa BCTpEeYaeMOCTH OMpeEJelieHa CIEeIyIoIMMM o0Opa3oM: o4eHb dacto (> 1/10), wacro

(> 1/100, =o < 1/10), Hewacto (> 1/1000, Ho < 1/100), peaxo (> 1/10 000, no < 1/1 000), ouyeHs

penko (<1/10 000), yacrora HeusBecTHa (HA OCHOBAHMM HMCIOIIMUXCSA JaHHBIX OLICHUTH

HEBO3MOYKHO).

HP crpynnupoBaHbl B COOTBETCTBUH C IIOPSJIKOM Ha OCHOBAHMM CUCTEMHO-OPTaHHBIX KJIACCOB

(COK).

Tadauua 1. Yacrora BcTrpeyaemoctn HP, BbIABICHHBIX B ILIale00-KOHTPOJIHUPYEMBbIX

KIIMHAYECCKUX HCCICI0BAHUAX U IPH MOCTPErHCTPAITMOHHOM IIPUMEHCHUHA

HP

Yacrora Bcrpeyaemoctu HP B coorBeTcTBHMU C

MOKa3aHue€M K NIPUMEHEHU IO

JApyroe

Aptepu- | Aptepu- XCH Aprepuans- |IlocTperucrpanmoHHoe
aJbHas aJbHast Has Ha0JII01eHue
runep- | rUNepTeH- TUNepTeH3us
TeH3HA 3us 'y U caXapHbIi

NalueHTOB auader 2 THNAa

¢ TUnepTpo- ¢ Hapyue-

Pueii HUEeM
J1eBOro pyskuuu
KeJTyA0UKa noYexK
(mporenny-
pust)

Hapywienus co cmopoHul Kposu u ium@bamudeckoli cucmembl
aHEeMUs - - 4acTo - 4acTOTa HEM3BECTHA
TPOMOOIINTOTIEHHUS - - - - 4acTOTa HEM3BECTHA
Hapywienust co cmopoHvl UMMYHHOT CUCTEMbL
peaximu - - - - peaxo
TUIEPYYBCTBUTEIBHOCTH,
aHaduIaKTHYEeCKHE
peaxum,
AQHTMOHEBPOTHYECKUN OTeK™
U BacKynuT**
[ lcuxuueckue HapyweHus
Jenpeccust - - - - 4acTOTa HEU3BECTHA
Hapywienus co cmopoHul HepeHotl cucmembl
rOJIOBOKPY>KEHHE 4acTo 4acTo 4acTo 4acTo -
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COHJIMBOCTH

HCYACTO - -

roJIOBHAs 00JIb

HCYACTO - HCYaCTO

HapylmeHus CHa

HCYACTO - -

napecre3us

- - penxo

MUI'PCHb

JacToTa HCU3BCCTHA

JAUCTCB3Us

JacToTa HCU3BCCTHA

Hapywenus co cmoponul opeana ciyxa u aabupunma

BEPTHTO

qacTo qacTo -

LIyM B yIIax

JacToTa HCU3BCCTHA

Hapywenus co cmoponul cep

oya

OIIyIIIEHUE CepALeONeHUS

HCYaCTO - -

CTEHOKapANs

HEYacToO - -

00MOpOK

- - penKo

GuOpUILIAIUS peACepanii

penKo

ocTpoe HapyIlIeHne
MO3TOBOT'O

KpOBOOOpareHus

peaxo

Hapywenus co cmoponul cocy0os

(opTocTaTHueckas)
aprepuaiibHas TUNOTEH3US
(BkIOWast  CBA3aHHBIE C

JlI0301 OpPTOCTATHUYECKHE

sdpdexrsn)l

HCYacToO - qacTo

qacTo

Hapywenus co cmoponul OvixamenvbHotl cucmemyl, 0peanos 2pyoOHoll KIemKu i CpedoCheHus

OJIBIIIKA

- - HE4YacTo

Kamejib

- - HCYaCTO

qacToTa HCU3BCCTHA

Keny0ouno-Kuuieutvle HapyueHus

00JIb B )KMBOTE

HCYacToO - -

3a1op

HCYacToO - -

qrapest

- - HCYaCTO

qacToTa HCU3BCCTHA

TOIIHOTA

- - HCYaCTO

pBOTa

- - HCYaCTO

MMaHKPCATUT

qacToTa HCU3BCCTHA

Hapymeﬂu}l CO CMOPOHbL neveHu u .?fC@JZ‘le@bl@OdﬂWMx nymeﬁ

IreraTuT - - - - peaKko
HapyumieHue (bYHKLII/II/I - - - - qacToTa HCU3BCCTHA
NCYCHU
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Hapymenuﬂ CO CNMOPOHbL KOJMHCU U NOOKONCHBIX MKAHEL

KpaInmnBHUIIA

HCYaCTO

JacToTa HCU3BCCTHA

KOKHBIN 3y]1

HCYaCTO

JacToTa HCU3BCCTHA

KOXXHasl ChIIIb

HCYacToO

HECYaCcTo

JacToTa HCU3BCCTHA

CBC€TOYYBCTBUTCIILHOCTDH

JacToTa HCU3BCCTHA

Hapymeﬂuﬂ CO CMOPOHbL szwelmoﬁ, CKellemHOU U COeOUHUMENbHOU MKAHU

MHUaJITUs1

JacToTa HCU3BCCTHA

apTpairus

JacToTa HCU3BCCTHA

padbaoMuoNH3

JacToTa HCU3BCCTHA

Hapymeﬂuﬂ CO CMOPOHbL NOYEK U MOYEBD

16005UUX nymet

HapyLeHne GyHKIUH OYeK

qacTo

moyce4yHast HEAOCTAaTOYHOCTD

qacTo

Hapywenus co cmoponvl penpodykmueHoti cucmembvl u

MOJIOYHBIX

acenes

IpeKTUIIbHAs TUCHYHKIHS/

HUMITIOTCHIIUA

JacToTa HCU3BCCTHA

Obwue HapyuwieHusi u peakyuu 6 Mecme 66e0eHUs

aCTCHUA

HCYaCTO

qacTo

HCYaCTO

qacTo

YTOMIIACMOCTD

HCYacToO

qacCTo

HCYaCTO

qacTo

OTCK

HE4YacToO

HEJIOMOT'aHue

JacToTa HCU3BCCTHA

JlabopamopHule u uncmpyme

HMAIbHbIE O

AdHHble

TUIEpKaJIneMus

qacTo

HeuacTo!

gacrto!

MIOBBILLICHHUE aKTUBHOCTHU
allaHUHaMUHOTpaHc(epasbl

(AJIT) B niasme kposu®

peako

IIOBBIIICHUEC CBIBOpOTO‘IHOﬁ
KOHOCHTpAalMKM  MOYCBHHEI,
Kp€aTuHrMHa "W COACPIKAHUA

KaJIis B CBIBOPOTKE KPOBU

qacTo

TUINIOHATPUEMUA

qacToTa HCU3BCCTHA

THUITOTTIMKEMUS

qacTo

*Bkirouast OTeK TOpTaHU, CYKCHHC TOJIOCOBOM meian, OTCK JIMIA, FYG, TJIOTKU W/WIH SI3bIKa (‘-ITO

MPUBOJUT K HAPYUICHHUIO MPOXOAUMOCTH JbIXaTEeNbHBIX ITyTeH), Y HEKOTOPBIX U3 ITUX MallUEeHTOB
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AQHTMOHEBPOTUYECKUN OTEK ObUI 3aperuCTPUpPOBAaH paHEE B CBSI3U C NPUMEHEHUEM JAPYTHX
JIEKapCTBEHHBIX IpenapaToB, BKIo4as HHruoutopsr AIID.

**Bxorrouast reMopparnyeckuii Backynut (6one3ns Lllenneiina-I'enoxa).

lOco6enno y nauueHToB co cHWkeHHbIM OILIK, Hampumep, y NauMeHTOB C CepACYHOMN
HEI0CTaTOYHOCTBIO TSKEJIOW CTENeHM WM IMOJIy4YaloUIMX JICUeHHE AUYPETUKAaMH B BBICOKHX
J03ax.

"YacTto y manmeHToB, IONYYaBIINX JISYEHHE JI03apTaHOM B 03¢ 150 Mr BMecTo 50 MT.

B KJIMHMYECKOM HCCIeJ0OBAHUH, IIPOBEIEHHOM C y4acTHEM MAlMEHTOB C CaXapHbIM AHa0eToM
2 tTuna c¢ Hedponarueil, y 9,9 % nauueHTOB, MOJyyaBIIMX JIEYEHHE JIO3apPTAaHOM, pa3BUIAChH
THIIEpKAIAEMUs > 5,5 MMob/1, Kak u'y 3,4 % ManueHToB, MoJyJaBIInX JeueHHe mianeoo.
S06bIuHO pa3spemanock 1ocjie NpeKpanleH s IpUMEHEH s Ipernapara.

Crnenyromue nononnurensusle HP pazBuBanuce yaiie y nanveHTOB, NPUHUMABILUX JIO3apTaH,
YeM Yy HalMeHTOB, MOJy4aBIIMX IUIane0o (4acToTa HEW3BeCTHA): 0OJb B CHUHE, MH(EKIUU
MOYEBBIBOJIAIINX MTYTEH U TPUIIIONOA00HBIE CHMITOMBI.

Hapywenus co cmopoHbl nouex u Mo4egbleo0Aux nymei

VY nauMeHTOB M3 Tpynmbl pucka BciencTBue nojasieHuss PAAC Obuid 3aperucTpupoBaHbI
HapylmeHuss (YHKIMU [OYeK, BKJIIOYas IOYEYHYI0 HEIOCTaTOYHOCTh. JlaHHBIE H3MEHEHMS
(GYHKIIMM TOYEK MOTYT HOCUTh OOpaTUMBIi XapakTep B cIydae OTMEHBI JieueHus (cM. paznen 4.4.).

Coo011eHne 0 mMoI03pEBAEMBIX HEXKEIIATEIbHBIX PEAKIIHIX

BaxHo coo0marh 0 TM0J03pEBAEMBIX HEXKENAaTeIbHBIX pEAaKUUAX IOCIe pPEerucTpanuu
JIEKapCTBEHHOTO Iperapara ¢ Leliblo 00ecTeyeHns HePEephIBHOIO MOHUTOPUHTA COOTHOILICHUS
«T0JIb3a — PHUCK» JIEKAPCTBEHHOTO TMperapara. MeIuIMHCKIM paOOTHHKAM PEKOMEHIyeTCs
coo0maTe O JIOOBIX MOJ03PEBAEMBIX HEKENATENBHBIX PEAaKIHIX JICKApCTBEHHOTO IIperapara
yepe3 HALMOHAJIBHBIE CUCTEMbI COOOIIEHHUS O HEXKENaTeNIbHBIX PeaKkIUsaX ToCyJapcTB — YICHOB
EBpa3uiickoro 3K0HOMHUYECKOTr'0 COI03a.

Poccuiickaa ®@eoepayus

109012, r. MockBa, CraBsiHcKast Tl 1. 4, cTp. 1

®denepanbHas city:x0a 1o Haa30py B cdepe 3ApaBOOXpaHEeHHUs

Ten.: +7 (800) 550 99 03

Anpec a11. moutsl: pharm@roszdravnadzor.gov.ru

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

4.9. Ilepeno3npoBka

CBeneHus o nepeo3upoBKe OrPaHUYCHBI.

CHUMOTOMBI
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HaunGoiee BeposiTHOE IPOSIBIICHHE TIEPEIO3UPOBKH — BRIpAXKEHHOE CHIDKeHHE AJl M Taxukapaus;
Opanukap/idsi MOKET BOSHUKHYTBH BCIIEJICTBUE MMApACUMIIATUUECKON (BarycHasi) CTUMYJsiiiuu. B
CJIydac pa3BUTUA CUMIITOMATHYECKOM apTepHaHbHOﬁ TMIIOTCH3WU IIOKAa3aHa IMOAACPIKHBArOIIas
Tepanus.
Jleuenue
CuMiromMmaTuyeckas TCpanus. H03apTaH U €r0 aKTUBHBIN MeTa60JII/IT HE BBIBOIATCA C IOMOIIIBIO

reMoauaiania.

5. ®APMAKOJIOTMYECKUE CBOMCTBA
5.1. ®apmakoauHaMHYecKHe CBOIiCTBA
®dapMakoTepaneBTHYECKas TPYIIA: CPeICTBA, ICHCTBYIOIIME HAa pPEHUH-aHTHOTCH3MHOBYIO
CHCTEMY; aHTarOHHCTHI perientopoB anruotensuna |1 (APA 1)
Kox ATX: CO9CAO01

Mexanusm ngeiicTBus

Anrunoren3uH Il sBisieTcst MOIIHBIM Ba30KOHCTPUKTOPOM, IJIaBHBIM aKTUBHBIM TOpMOHOM PAAC,
a TaK)Ke pelaroIluM NaToGpu3M0I0rHYeCKM 3BEHOM IIPU PA3BUTUHU apTEPUATILHON THIIEPTEH3HUH.
AnruotensuH Il cBs3piBaeTcst ¢ ATi-perientopaMy BO MHOTHX TKaHSX (B TJIaJKOMBIIIEYHBIX
TKAaHSX COCYJIOB, B HQJANOYEYHUKAX, MOYKAX M CEpPJIE) U BBINOJIHAET HECKOJIbKO Ba)KHBIX
Ounonornueckux pyHKINH, BKIIOYas BA30KOHCTPUKIIMIO U BEICBOOOKIEHHE anbocTepoHa. Kpome
3TOro, aHTHOTeH3MH I cTUMyIHMpyeT pazpacTaHue ITIaAKOMBIIIEUHBIX KIETOK.

AT2-penenTopsl — BTOPOH THUII PELIENITOPOB, ¢ KOTOPBIMHU CBS3bIBA€TCA aHTHOTEH3UH I, HO mx
POJIb B perysiunu GyHKIUU CEPAEUHO-COCYIUCTON CUCTEMBI HEM3BECTHA.

JlozapraHn — cenexkTuBHbIN anTaronucT ATi-penentopoB anruorensuHa Il, BbicokoadpexTUBHBIM
npu npueme BHYTpb. JlozapTaH M ero (hapMakoJIOrM4ecKH aKTUBHBIA KapOOKCHIMPOBAHHBIN
metabomut (E-3174) B ycnoBusx kak in Vitro, Tak u in Vivo OIOKHPYIOT Bce (hPU3MOTIOTHYECKUE
s ¢ekTsl anrnorensuHa Il He3aBUCMMO OT €ro MCTOYHMKA WM MYyTH CHUHTe3a. B oTimuume or
HEKOTOPBIX MENTHAHBIX AHTAarOHHWCTOB aHruoTeH3uHa Il jo3apran He obOnagaeTr cBolcTBaMuU
aroHUCTA.

JlozapTan u3buparenabHO cBsa3biBaeTcs ¢ ATi-perientopaMu U He CBSA3bIBACTCS, U HE OJIIOKUpYET
pelenTopsl APYrux TOPMOHOB M HOHHBIX KaHAJIOB, UTPAIONIMX BaXXHYIO pOJIb B PETyJIALUU
GyHKIMM cepledyHo-cocyaucToil cucrembl. Kpome Ttoro, noszapran He unruoupyer AllD —
kuHuHa3a [I, oTBeyaromuii 3a pazpymenue OpagukuHuHa. CienoBaTesbHO, 3PPEKTH, HATPSIMYIO
HE CBsi3aHHBIE ¢ Omokanoit AT1-penentopoB, Takue Kak ycuiaeHne OpaJiKUHUH-0TTOCPET0BAaHHBIX
a¢dexToB mam pazputue orekoB (n1o3zaptan 1,7 %, mmanebo 1,9 %), He UMEIOT OTHOIICHUS K

JICUCTBUIO JIO3apTaHa.
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dapmakognaamuyeckue 3P HeKTeI

JlozapTaH TOAABISET MOBBINIEHHE CHCTOJIMYECKOTO M auactonuyeckoro AJ[ mpu uHby3un
anruorensuHa [I. B MoMmeHT noctikenusi MakcuManbHOM KoHLEHTpanuuu (Cmax) J103apTaHa B
IU1a3Me KpOBH I0CIIe preMa jo3apTaHa B go3e 100 Mr Beleyka3anHblid 3 dext anrnorensuna |l
HoJaBJIAeTCs NPUOIU3UTENBHO Ha 85 %, a uepe3 24 yaca nocie 0JHOKPAaTHOI'O U MHOTOKPATHOTO
npuemoB — Ha 26—39 %.

[Ipu npueme no3apraHa yCTpaHEHHE OTPULATEIHLHONW OOpAaTHOM CBSA3M, 3aKIIOYAIOLICHCS B
IOJaBJICHUN aHTMOTeH3MHOM Il cekpenuu peHuHa, BeleT K YBEIMYEHHIO aKTMBHOCTH PEHMHA
mwiasmbl  KpoBu (APII). VBennuenne APIl mnpuBogutr K YBETUYEHHUIO KOHIEHTPALUU
anruorensuHa Il B mmasme kposu.

[Tockonpky  Jyi03apTan  sBHsieTcss  crneurduueckuM  aHtaronucrom  ATi-peunentopos
anruotensuna II, on He narndupyer AII® (kununasza ll) — dhepMeHT, KOTOPBIA UHAKTUBUPYET
OpaaukuHuH. MccnenoBanue, B KOTOPOM CpaBHUBAINCH 3¢ (eKThl Jio3apTaHa B J03ax 20 Mr u
100 mr ¢ »dpdexkramu maTHONTOpa AlID MO BiIMsAHMIO HAa aHTUOTCH3WH I, anrmoTeH3uH Il u
OpaJMKWHUH, TI0KA3aJI0, YTO Jo3apTaH OJokupyeT 3¢ ekt anrnoTen3una | u anrnorensuna ll,
HE OKa3blBas BIMAHMS HA 3¢ (HeKThl OpauKuHIUHA. DTO 00YCIOBICHO CIeLU(PUYHBIM MEXaHU3MOM
neiictBust nosapraHa. Muruburop AIID GnokupoBasn OTBETHBIE PeaKlMU Ha aHTMOTEH3MH | u
MOBBILIANI BBIPAXKEHHOCTh 3PPEKTOB, 00YCIOBIECHHBIX JIEHCTBUEM OpaJWKUHHHA, HE BIIMAS Ha
BBIPQXEHHOCTh OTBE€Ta Ha aHruoTeHsuH I, yTo aAeMoHCTpupyer ¢apMakoJUHAMHYECKOE
pasnnyue MexIy J1o3apTaHoM U MHruoutopamu AllD.

KoHueHTpanun Jso3apraHa M €ro axkTHUBHOTO MeTaboiMTa B IJJa3Me€ KpPOBH, a Takke
AQHTUTUIIEPTEH3UBHBIN 3((EKT JI03apTaHa BO3pacTalOT C YBEIMUYEHUEM JI03blI ITpenapaTa. Tak Kak
Jo3apTaH W ero axkTuBHBIA Merabomut siBisitorcst APA 1I, omm o0a BHOCAT BKJIaI B
AHTUTUIIEPTEH3UBHBIN YD DEKT.

B nccnenoBaHnn ¢ 0HOKpaTHBIM IIPUEMOM Jlo3apTaHa B g03€ 100 Mr, B KOTOpO€ BKIJIIOYAIKChH
3JI0pOBbIE JOOPOBOJIBLIBI (MYKUMHBI), MPUEM Ipenapata BHYTPh B YCIOBUSIX BBICOKO- U
MmanoconieBoil auersl He Bhausn Ha CK®, »>ddexTuBHBI MOYEUHBIH MJIA3MOTOK U
¢mibTpanuonnyio ¢pakiuto. Jlozapran obnanan HaTpuitypeTndeckuM 3pHEeKTOM, KOTOPbIA ObLIT
6oJ1ee BbIpaXKEH MPH MaJIOCOJICBON TUETE U, O-BUAUMOMY, He OB CBSI3aH C OJaBIEHUEM paHHEH
peabcopOIuu HATPUS B IPOKCUMANIbHBIX MOYEYHBIX KaHANIbIIAX.

JlozapraH Taxke BbI3bIBAJ MPEXOASIIEE YBETUUECHHUE BbIICTICHUS MOYEBOW KUCIOTHI TOYKaMHU.

VY mamueHToB ¢ apTepHaNbHOW TUIEpTeH3HeW, NMpoTeuHypued (He MeHee 2 1/24 yaca), 6e3
caxapHOro Auadera ¥ IpUHUMAIOIIUX JI03apTaH B TeUeHue § Heaelnb B 103€ 50 Mr ¢ OCTENIeHHBIM
yBenuuenueM 10 100 Mr, HaOIOJAI0Ch AOCTOBEPHOE CHIDKEHHE NpoTenHypuu (Ha 42 %),

(bpakIMOHHON S3KCKpennu anbOymMuHa W uMMyHOrIoOynuHoB (IgG). ¥ naHHBIX TallMEHTOB
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no3aptaH crabunuszupoBan CK® u ymeHbIan GuiabTpardoHHy0 (PaKInio.

VY XKEHIIMH B MOCTMEHOIIAy3aJIbHOM IEPUOJAE C apTEpUaIbHOW TMIEPTEH3UEH, MPUHMMABILNX
Jo03apTaH B 7j03e 50 Mr B TedeHue 4 Heselb, He ObUIO BBISBJICHO BIMSHUS TEPAIUH HA MMOYCUHBIN
U CUCTEMHBII ypOBEHb IIPOCTATJIaHHHOB.

JlozapTaH He BIMsET Ha BereTaTUBHbIE peduieKCchl M He 00J1aAaeT AJIUTEIbHBIM 3PPEKTOM B
OTHOLIEHUH KOHLEHTPALlMU HOpaJpeHaIMHA B IJIa3Me KPOBHU.

VY manueHToB ¢ apTepuanbHON TUNEpTeH3ueH J03apTad B 103ax 10 150 Mr B CyTKU HE BBI3BIBACT
KJIMHUYECKH 3HAYUMBIX M3MEHEHHH ChIBOPOTOYHBIX KOHLIEHTPALU TPUINIMLEPUIOB HATOIIAK,
o0I11ero XoJleCTepuHa U XOJIECTEpUHA JIMIIONPOTEUHOB BBICOKOHM MIOTHOCTH. B Tex xe mo3ax
JI03apTaH HE OKa3bIBAET BIMSHUS HA KOHLEHTPALIMIO [JIFOKO3bl B KPOBU HATOIIAK.

Y mamuentoB ¢ XCH II-1V ¢pysknuonansHoro kmacca mo kinaccudukammu NYHA wu
HenepeHOCUMOCTbi0 MHIMOUTOpoB AIID no3aptan B go3e 150 Mr B CyTKHM 3HAYUTEIBHO CHUXKAET
PUCK CMEPTHOCTH OT BCEX INPUYMH WM PHUCK TOCIUTAIM3ALMU IO IOBOAY CEepJeUHOU
HEJ0CTaTOYHOCTHU IO CPAaBHEHMIO C 10301 50 MI' B CYTKH.

VY npamnueHToB ¢ JieBOXKeNynoukoBod HepocTaTrodHOCThi0 (II-IV ¢dyHKuMOHaNBHBIN Kiacc 1o
knaccupukanun NYHA), 607bIIMHCTBO U3 KOTOPBIX MPUHUMAIOT JUYPETUKU W/UIIH CepAcUHbIe
[JIMKO3UABI, JIo3apTaH B Jo03aXx 25Mr u S5S0Mr B CYTKH TMpPOSBISET TOJOXKHUTEIbHbIE
reMoJuHaMHYeCcKHe U HelporopMoHanbHble 3pPexTrl. 'eMoannamMuyeckue 3pPeKThl BKIIOYAIOT
YBEJIMUYEHHUE CEPJICYHOI0 MH/EKCA U CHUKEHHE JIaBJICHUS 3aKJIMHUBAHUS B JIETOYHBIX KallWJUIApax,
a TaKKe CHIDKEeHHUe ob1ero nepudepudeckoro cocyaucroro conporusienus (OIICC), cpeanero
cucreMHoro AJ[ u wyactorel cepreunbix cokpameHuit (HCC). Yacrtora BO3HMKHOBEHHS
apTepuaJIbHON  TUIOTEH3WHM y TaKuX TNalMeHTOB  3aBUCUT OT  JI03bl  JIO3apTaHa.
HeiiporopmonanbHbple 3QQeKThl BKIIOYAIOT CHWKEHHUE KOHUEHTpPAlUU ajbJ0CTEpOHA U
HOpaJpEHAINHA B CBIBOPOTKE KPOBH.

5.2. apmakoknHeTHYECKHE CBOHCTBA

AOGcopOnus

[Ipy npueme BHYTpb JI03apTaH XOPOILIO BCAChIBAETCS U TMOABEpraeTcss MeTadoiu3My IpU
«TIEPBUYHOM TPOXOKICHUN» Yepe3 MeYeHb C 00pa30BaHWEM aKTHBHOTO KapOOKCHIMPOBAHHOTO
MeTa0oJIUTa M HEaKTHBHbIX MeTabonuToB. CucremMHas OHOJOCTYIHOCTh Ji03apTaHa B
JeKapcTBEHHOM  (opme  TaONeTKH, TMOKPHIThIE IUIEHOYHOM  OOOJIOUKOM,  COCTaBIIsET
npuban3uTenbHo 33 %. Cpennue Cmax J03apTaHa U €ro akTUBHOTO METa0OIUTAa B MJIa3Me KPOBU
nocrurarorcs yepes 1 yac u uepe3 3—4 yaca cooTBeTcTBeHHO. [Ipu nprueme no3aprana B nporecce
OOBIYHOTO TpUEMa MHUIIM KIMHUYECKHM 3HAUYMMOIO BIMSHHUA Ha NpoduiIb KOHIEHTpaUU
J03apTaHa B IJIa3Me KPOBH BBISIBIIEHO HE OBLIO.

Pacnopenenenue
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JlozapTaH M ero aKTHBHBIH MeTabOJIUT CBSI3BIBAIOTCS C OETKaMU IUIa3Mbl KPOBH (B OCHOBHOM C
anp0yMuHOM) HEe MeHee 4eM Ha 99 %. O0beM pacmpesenieHus Jio3apTaHa COCTaBIsAeT 34 TuTpa.
HccrnenoBanusi Ha Kpbicax IOKa3ajdu, YTO JIO3apTaH TPAKTUUECKH HE IPOHHUKACT Yepe3
reMaTodHIehaTunIecKuii Oapbep.

BI/IOTDaHC(bODMaHI/IH

[TpumepHo 14 % mo3bI M03apTaHa MpH B/B BBEJICHUU WM MPHUEME BHYTPb MPEBPAIIACTCS B €T0
aKkTUBHBIA MeTabosuT. [locne mpuema BHYTpPh WM B/B BBEACHUS MEUEHHOTO PaJUOAKTHBHBIM
yrinepogom jo3apTana (*4C mosapraHa) paaMOaKTHBHOCTh LHPKYIHPYIOMEH MIa3Mbl KPOBH,
Mpeke Bcero, 00ycioBIeHa HATMYKEM B HEH JI03apTaHa M ero akTUBHOro meradonurta. Huzkas
3¢ (HEeKTHBHOCTH MPEBPAILICHUS JIO3aPTaHA B €TI0 AKTHBHBIA META0OIUT HAOIO1aIach MPUMEPHO Y
1 % manueHToB, y9acTBOBABIINX B HccienoBannu. [lomumo akTuBHOTO MeTabomuTa 00pasyrorcst
OMOJIOTUYECKH HEaKTUBHbIE MeETaboNUThl, B TOM UHCJIE€ JBa OCHOBHBIX MeTabouTa,
oOpa3yrommxcss B pe3yJbTaTe THAPOKCHIMPOBaHHUS OOKOBOWM OYTWIOBOM IenH, W OJIUH
BTOpOCTENEeHHBINH — N-2-TeTpa30-TIIIOKYPOHUI.

DJIMMUHALHS

[Tna3MeHHBIN KIUPEHC JI03apTaHa U €ro aKTUBHOTO MeTa0oIuTa cocTaBisieT okosio 600 Mi1/MUH 1
50 mi/MHH cOOTBeTCTBEHHO. [lodeuHblii KIMpeHC l03apTaHa M €ro akTHMBHOIO MeTa0oNuTa
COCTaBJIsIeT MPUMEPHO 74 MII/MUH U 26 MIJI/MUH COOTBETCTBEHHO. [Ipu npueme 103apTaHa BHyTpb
0k010 4 % 10351 BBIBOJUTCS MOYKAMH B HEM3MEHEHHOM BHAE U OKOJO 6 % 03Bl BLIBOIUTCS
MOYKaMH B BHUJAE aKTHBHOro MerabonuTa. Jlo3apraH W €ro akTHUBHBI METa0OIUT HMEIOT
TUHEHHYI0 (papMaKOKWHETHKY NP MprueMe BHYTPh Jio3apTaHa B 1o3ax 10 200 mr.

[Tocne mpuema BHYTpPbH TUTa3MEHHBIC KOHIIGHTPAIMH JIO3apTaHa M €ro aKTUBHOTO METAa0OoJHTa
CHIDKAIOTCSI TIOJMAKCIIOHEHITUAIBHO ¢ KOHEYHBIM TIEPUOJIOM ITOJTyBBIBEACHUS MPHUOIH3UTEIHHO
2 1 6-9 yacoB cooTBeTcTBeHHO. [IpH pexxume nozupoBanus npenapara 100 Mr oguH pa3 B CyTKU
HE MPOUCXOJIUT 3HAUMMOTO HAKOIUICHHWsI B TJIa3Me€ KPOBH HHU JI03apTaHa, HU €ro aKTUBHOTO
MeTabonuTa.

BriBenieHue sto3apraHa ¥ ero METa0OJHMTOB OCYIIECTBIISICTCS TMOYKAMH M 4Yepe3 KUIICYHHK C
xkemupto. Ilocne mpuema BHyTph *C nmo3apraHa y MyXuMH OKONO 35 % paguOaKTHBHOCTH
obHapyxuBaeTca B Mode u 58 % — B kane. Ilocie B/B BBemeHus *C nosapTaHa y MyKuMH
npumepHo 43 % pananoakTUBHOCTH 0OHapy»kuBaetrcs B Mmoue u 50 % — B xase.
DapmakokuHemuKa y paziudHslx 2pynn nayueHmos

IToyeyHas HETOCTATOYHOCTD

KonuenTpanuu no3apraHa B I1a3Me KpOBU y MAalMEHTOB ¢ KiaupeHcoM kpeatuHuHa (KK) Beime
10 M1/MUH HE OTIMYAIMCHh OT TAKOBBIX Yy IMAIIMEHTOB C HEW3MEHEHHOW (YHKIMEH IOYeK.

3HaveHHWe IUIOMIAAN TOJ KPUBOM «KoHIeHTparms-Bpems» (AUC) noszapraHa y MaI@eHTOB,
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HaXOJISIIIMXCS] Ha TeMOIHaIN3e, ObUIO MPUMEPHO B 2 pa3a 0oJbIlIe 110 CPABHEHUIO CO 3HAYCHHUEM
AUC no3aprana y manueHTOB ¢ HOpMalbHOW (yHKUMeH mouyek. KoHIEHTparuu akTHBHOTO
MeTaboJMTa B IUIa3Me KPOBU HE M3MEHSUIMCH Y MAIlMEHTOB C HAapylIeHHEeM (YHKIUU MOYEK I
NalMEHTOB, HAXOAAIIMXCS Ha reMoananuse. JIo3apTaH v ero akTHBHBIN METa0OINUT HE BEIBOJSTCS
C MMOMOIIIBIO MPOIEYPHI FeMOIATN3A.

IIeueHouHas HEAOCTATOYHOCTD

IIpu npueme no3apTaHa BHYTpb IMALMEHTAMU C JIETKUM U YMEPEHHBIM aJIKOI'OJBHBIM LUPPO30M
IICYEHN KOHLEHTpAIMM JI03apTaHa M €ro aKTMBHOTO METabo/MTa B IUIa3ME KPOBHM OKa3ajKCh
COOTBETCTBEHHO B 5 U 1,7 pa3a Bblllle, 4eM Y MOJIOJIBIX 30POBBIX JOOPOBOJIBIEB MYKCKOT'O MOJIA.

[lanmeHThl TOYKWJIOT0 BO3pacTa

KOHHGHTpaLII/II/I JIo3apTaHa U €ro aKTUBHOT'O MeTa6OJII/ITa B IJIa3MEC KPOBH y NAITMCHTOB IMOXKUJIOT'O
BO3pacTa MY>KCKOTO I0JIa ¢ apTepUalbHON TMIIEPTeH3UEH 3HAYMMO HE OTIMYAIOTCA OT JIaHHBIX
MoKa3aTesiel y MOJIO/bIX MAllMeHTOB MY>KCKOT'0 TI0J1a ¢ apTepuaibHON THIIepTeH3UEH.

[lon

KoHuentpanuu no3aprana B Ijia3Me KpOBH Y JKEHILUH C apTepUaIbHOM TUIIEpTEH3UEH B 2 pa3a
MPEBBIIIAIA  COOTBETCTBYIOLIME 3HAYEHUS y MYXYMH C apTepuaibHOW TUNEPTEH3HEH.
KonnenTpanuu akTHBHOTO METa0OIUTa B MJ1a3Me KPOBU Y MY>KUUH U JKEHIIUH HE Pa3INYaIUCh.
3T0 SIBHOC q)apMaKOKI/IHCTI/ILIeCKOC pasiiniue, TEM HE MCHEEC, HC UMCCT KIIMHUYCCKOI'O0 3HAYCHUA.
5.3. lanHbIe TOKJIUHUYECKOH 0e30MacHOCTH

XOoTs HEeT ombITa MPUMEHEHUS JIo3apTaHa y OepeMEeHHbIX, JOKIMHHUYECKHE HCCIEAOBAaHUS Ha
JKUBOTHBIX TIOKA3alH, YTO €ro MpUeM MPUBOAUT K Pa3BUTHIO CEPbE3HBIX IMOPHUOHATBHBIX U
HCOHATAJIbHBIX HOBpe)K)leHI/If/'I u FI/I6CJ’II/I Jioaa WM IIOTOMCTBA. CLII/ITaeTCﬂ, qTO MEXAaHU3M

JAaHHBIX SIBIEHUN 00yciioBieH Bo3neiictBueM Ha PAAC.

6. ®APMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Jlozapran - TAJL, 12.5 mr, TaOJETKH, HOKPBITHIE ITIEHOYHOU 000JI0UYKOM

[emnaxro3a 80*

Kpaxman npexenaTHHU3UPOBAHHBIN
Kpaxman kyKypy3HbIi

[enmrosi03a MUKpOKpUCTauIMdeckasi, Tum 102
Kpemuust AMoKcH KOJIJIOUTHBINA, O€3BOIHBII
Marnus creapat

Obonouka nienouHas:

['mnpomennosa
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Tanbk

IIponniieHrIuKoIb

Kpacurens xuHonMHOBBIN xkentoiil (E104)
Turtana auokcun (E171)

! Hennaxmosa 80:

JlakT03BI MOHOTHIPAT

[emonoza

Jloszapran - TAJL, 25 Mr, TaOIeTKH, DOKPBITEIE JIEHOYHONW 000JI0UYKOMI

Iemnakro3a 80*

Kpaxman npexenaTHHU3UPOBAHHBIN
Kpaxman KkyKypy3HbIi

[enmrosi03a MUKpOKpUCTaUIMYeckas, Tumn 102
KpeMH#ust nMOKCcHT KOJUIOUTHBIN, O€3BOIHBIN
Maruus creapar

Obonouka nieHouHas:

['unpomennosza

Tanpk

IIponmiieHrnuKoIb

Kpacurens xuHommHOBSIHM sxenThiil (E104)
Turtana auokcun (E171)

! Hennaxmosa 80:

JlakT03BI MOHOTHIPAT

[emnono3a

Jloszapran - TAJL, 50 Mr, Ta0iIeTKH, DOKPBITHIE JIEHOYHOU 000JI0UYKOMI

[emnaxro3a 80*

Kpaxman npexenaTuHU3UPOBaHHbBIN
Kpaxman kyKypy3HbIi

[enmrono3a MUKpOKpuCTaIMueckas, tTun 102
KpemHus1 AMOKCU KOJIJIOUAHBIHN, 6€3BOTHBIN
Maruus creapat

Obonouka nienounas:

I'mnpomennosa

Tanpk

[IponuneHrauKob

Turtana guokcun (E171)
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! [ennaxmosa 80:
JlakT03BI MOHOTHAPAT
[emonosa

Jloszapran - TAJL, 100 Mr, TaGIeTKN, HOKPHITHIE IIEHOYHONW 000JI0UYKOM

[emrakro3a 80*

Kpaxman npexenaTHHU3UPOBAHHBIN

Kpaxman kyKypy3HbIi

[enmrosi03a MUKpOKpUCTaUIMdYeckasi, Tum 102
KpeMH#us1 nMOKCcHT KOJUIOUTHBIHN, O€3BOTHBIN

Maruus creapar

Obonouka nieHouHas:

['unpomennosza

Tanpk

IIponwiieHrnuKoIb

Tutana auokcun (E171)

! [ennaxmosa 80:

JlakT03B1 MOHOTHIPAT

[emnronoza

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok romHocTH (CPOK XpaHEeHHs)

5 ner.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHUHU
XpaHuTh nipu Temneparype He Boiie 25 °C, B OpUrMHAJIbHON yIIaKOBKE.
6.5. Xapakrep u coaepkaHue NEPBHYHOH YIIAKOBKH

ITpu npousBoactee Ha AO «KPKA, a.1., HoBo mectoy, CiioBeHust

[To 10 nnu 14 Tabnetok B 6iucTepe (KOHTYPHOM sIMEHKOBOM YMaKOBKe) M3 KOMOMHHPOBAHHOTO
marepuaina [IBX/IIBJIX u ¢onbru aaroMHUHUEBOM.

ITo 3, 6, 9 GiiucTepoB (KOHTYPHBIX SYECHKOBBIX YIakoBok) (mmo 10 Tabierok) wium mo 1 Gimctepy
(KOHTYpHOH sueiikoBoil ynakoBke) (mo 14 TabneTok) BMecTe ¢ MHCTPYKIMEH MO MPUMEHEHHIO
MOMEIIAIOT B TAYKy KapTOHHYIO.

ITpu opoussonactee Ha OO0 «KPKA-PYCy, Poccus

[To 10 unu 14 TabieToK B KOHTYpHOU sIUEHKOBON ymakoBke (OymcTepe) u3 KOMOMHHPOBAHHOTO

matepuana [IBX/TIBJAX u ¢honbru amtoMHHHEBOM.
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ITo 3, 6, 9 KOHTYPHBIX SYCHKOBBIX yMakoBOK (OrcTepoB) (mo 10 TabiaeTok) win 1 KOHTYpHOM
sTYeHKOBOM yrnakoBke (Onucrepy) (mo 14 TabneTok) BMECTe C MHCTPYKLHMEH IO MPHUMEHEHUIO
MOMEIIAIOT B TAYKy KApPTOHHYIO.

He Bce pa3mepsl ynmakoBOK MOTYT ObITh JOCTYIIHBI JIJIsl peau3aliii.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHHYTOKEHHMH HMCIOJb30BAHHOIO
JIeKAPpCTBEHHOr0  MpenapaTra WJIH  OTX0JA0B, MOJYYeHHBIX IOCJie TPUMEeHeHHUs
JIEKAPCTBEHHOT0 Mpenapara, u Jpyrue MaHuNyJsiiU ¢ penapaTomM

Het ocoObIx TpeOoBaHMil K YTUIH3AIH.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSI
I'epmanus
TAJl ®apma I'm0X, Xaitai-Jlomann-Ltpacce 5, 27472 Kykcxaden
Temn.: +49 (4721) 606-0
daxc: +49 (4721) 606-333
Anpec am1. moutsl: info@tad.de
7.1. [IpeacTaBuTeb AepKaTe/Isl PerHCTPAIMOHHOIO YA0cTOBepeHus Ha Tepputopuu Coro3a

[IpereH3un HOTDe6I/ITeJIeI71 HalnpasJIATH 110 aApECy:

Poccuiickaa ®@eoepayus

000 «KPKA-PYC»

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

®axc: +7 (495) 994 70 78

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

Beo-catit: www .krka.biz

8. HOMEP PETUCTPALHIUOHHOI'O YAOCTOBEPEHUSA

9. JTATA MEPBUYHOM PETUCTPAIIMU (ITOATBEPKJIEHUS PETUCTPAIIUN,
HEPEPETUCTPALINN)
Hata nepBoii peructpanun: 28 aexadps 2023 r.

10. JATA HEPECMOTPA TEKCTA

OOmias  xapakTepucTUKa JIEKapcTBeHHOTo mipemapara Jloszapran - TAJ[ nmoctymHa Ha
uH(pOpMallMOHHOM TmopTaje EBpasuiickoro »KOHOMHYECKOTO COr03a B HMH(DOPMAIOHHO-
KOMMYHUKaImoHHou cetu «uaTepHeT» https://eec.eaeunion.org.
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