OBILIAA XAPAKTEPUCTUKA JTJEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

Jlozapran - TA, 12,5 mr, TaGneTKH, MOKPBITHIC TUICHOYHON 000JI0UKON
Jlozaptan - TAJI, 25 mr, TabaeTKH, TOKPHITHIC TIICHOYHON 000JI0UKOM
Jlozapran - TAJl, 50 Mr, TabyieTkH, MOKPHITHIC TUICHOYHOH 000JI0YKOMH
Jlozaptan - TA/I, 100 mr, TaGIeTKH, TOKPHITHIE TNICHOYHOU 000JIOYKOMA

2. KAMECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

HeﬁCTBYIOHlee BCHICCTBO: JIO3apTaH KaJlusd.

Jlozapran - TAJL, 12.5 mr, TabJIE€TKHU, ITOKPBITHIE IUIEHOYHOU 000JIOUKOM

Kaxxnas tabnerka comepxut 12,5 Mr jo3apTaHa Kajiusl.

BemecTBa, HalM4ue KOTOPBIX HAJO YYHUTHIBATH B COCTABE JIGKAPCTBEHHOTO TIperapara: JIaKTo3a
(cm. pasznen 4.4.).

Jlozapran - TAJl, 25 Mr, TabaeTKU, IOKPBITHIE IUIEHOYHOU 000JI0UYKOM

Kaxxnast TabieTka coiepKuT 25 Mr Jio3apTaHa Kajlus.

BemecTBa, HallM4ne KOTOPBIX HAJO YYHUTHIBATH B COCTAaBE JIGKAPCTBEHHOTO Tperapara: JIaKTo3a
(cm. pazmen 4.4.).

Jlozapran - TAJ, 50 mr, TaOJETKH, HOKPBITHIE INIEHOYHOU 000JI0UKOM

Kaxnas Tabnerka cogepxut 50 Mr jio3apTaHa Kajusl.

BemecTBa, HaM49Me KOTOPHIX HAJO0 YYHTHIBATH B COCTAaBE JIGKAPCTBEHHOTO Tperiapara: JIaKTo3a
(cm. paznen 4.4.).

Jlozapran - TAJ, 100 mr, TabJIETKH, HOKPBITHIE INIEHOYHOU 000JI0UKOM

Kaxnas Tabnerka cogepxut 100 Mr go3apTaHa Kanus.

BermiectBa, HamuMune KOTOPBIX HAJ0 yYHUTHIBaTH B COCTaBE JIEKAPCTBEHHOrO TMperapara: JIaKTo3a
(cm. paznen 4.4.).

[TomHBIi TepeueHb BCIIOMOTATENBHBIX BEIIECTB MTPHBEIEH B pa3zaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGneTku, MOKPHITHIE MIICHOYHON 000JIOUKOIA.

Jlozapran - TAJL, 12.5 Mr, TaOJIETKH, MOKPBITHIE INIEHOYHOU 000JI0UKON

OBaJibHBIC, CJIETKA JBOSIKOBBIMYKJIbIC TAOJIETKU, MOKPHITHIC TICHOYHONH OOOJIOYKOW OT CBETJIO-
KEJITOTO JI0 JKEJITOro 1BETa, ¢ (hacKOH.

Bun Ha u3nome: mepoxoBarasi Macca 0€JIoro 1BeTa ¢ TUICHOYHOH 000JI0UKOH OT CBETIIO-KEITOTO JI0
JKEJITOTO IIBETA.

Jlozapran - TAJl, 25 Mr, Ta0JI€TKHU, ITOKPBITHIE IUIEHOYHOU 000JIOYKOM

OBaJbHbIE, ClIeTKa JBOSKOBBIMYKJIbIE Ta0IETKH, MOKPHITHIE TUIEHOYHON 000JI0UKOM JKENTOro LBETA,
C PUCKOH Ha OHON CTOpPOHE U (hacKOii.

Buna Ha u3nome: mepoxoBaTasi Macca OEJIOro IBETa C INIEHOYHOUW 000JI0YKOM JKEITOTO IBETA.



TabneTky MOXHO pa3eTuTh Ha PaBHBIE JO3bI.

Jlozapran - TAJL, 50 Mr, TaGaeTKU, NOKPBITHIE IUIEHOYHOU 000JI0YKOH

Kpyrible, cierka IBOSKOBBIMYKIIbIC TaOJIETKH, MOKPHIThIC TUICHOYHOM 000JI0UKO OeIoro 1Bera, ¢
PUCKOI Ha OJTHOM CTOpOHE ¥ (PaCKOM.

Bun Ha u3nome: mepoxosarast Macca 0€10ro 1BeTa ¢ MJIeHOYHOM 000s104K0i 6estoro 1sera.
JIunus pasziioMa (pucKa) He NIpeJHa3HauYeHa JUIs pa3/ieieHus TabIeTKu.

Jlozapran - TAJL, 100 Mr, Ta0JIE€TKH, ITOKPBITHIE INIEHOYHOU 000JI0UYKOM

OBasbHBI€, CTIETKA ABOSKOBBIITYKJIbIE TAOJIETKH, MOKPHITHIE JICHOYHOW 000JI09KO0# 6enoro nsera.

BI/I,Z[ Ha U3JIOME: MICpoxoBaTasi Macca Oenoro [IBETA C MJICHOYHOU 000JI0YKOIi 6€e10r0 OBCTA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3zaHusi K MPUMEHEHHU IO

IIpenapat Jlozapran - TA/] nokasaH K IpUMEHEHUIO y B3pPOCIbIX B BO3pacTe OT 18 jeT.
e AprepuanpHas UIIEPTEH3HUS.

e CHMXCHHE PHCKAa acCCOIMHUPOBAHHOW CEPIACUYHO-COCYAUCTON 3a00JIEBAEMOCTH M CMEPTHOCTH Y
MalUMeHTOB C apTepHalbHOM TumepTeH3ued U runeprpodueid JIeBOro  Kemyaodka,
MIPOSIBIISIONICECS COBOKYITHBIM CHMIKCHHEM YacTOTHI CEPICYHO-COCYIUCTOH CMEPTHOCTH,
4acTOTHI MHCYNBTA U MH(AapKTa MHOKap/a.

e XpoHuueckass OO0Jie3Hb MOYEK y MALMEHTOB C apTepHaIbHOM THMIEpPTEH3UEH M CaXapHbIM
auabeToM 2 THMa ¢ CONMyTCTByMomed mnporeuHypued >05r B CcyTkm B KadyecTBe
AHTUTUIIEPTEH3UBHOTO CPEJICTBA B COCTABE KOMIUIEKCHOW TEPAIUU.

e XpoHuueckass cepaeuHass HegoctarouHocTb (XCH) mnpu HedhdekTUBHOCTH  JeueHUs
WHTUOUTOpaMU aHTHOTEeH3MHIpeBpamawmero ¢epmerta (AIID) wunm HemepeHOCHMOCTH
unruouropos  AIld. He pekomeHzayercs MEpeBOAWTh  MAIMEHTOB C  CEpAECYHOMN
HEJ0CTATOYHOCTHIO U CTAOUIIBHBIMU MTOKA3aTEIsIMU T€MOJAMHAMUKH MPU MpHUeMe UHTHOUTOPOB
AIl® nHa Tepanuio JI03apTaHOM.

4.2. Pe:xum 103MPOBaHUS M CI0CO0 MPUMeEHEHHU s

[Ipenapat Jlozapran - TAJ] MoXXHO mNpuHUMaTh B KOMOMHALMU C JAPYTUMH TUIIOTEH3UBHBIMU
CpEACTBaMHU.

PexxuMm mo3upoBaHus

Apmepuanvras eunepmen3us

CranmapTHas HadaJIbHAS U TIOICPKUBAIOIIIAS 1032 I OOJIBITMHCTBA MAIUEHTOB coCcTaBisieT S0 Mr
npenapara Jlozapran - TAJl oauH pa3 B CyTkH. MakcUMalIbHBI aHTUTUNIEPTEH3UBHBIA 3¢ ekt
JOoCTHTaeTcs 4yepe3 3—6 Hemenb OT Havaja Tepanuu. Y HEKOTOPBIX TMAlUEHTOB IS JTOCTHKCHUS
6onpiiero s¢dexra 103a MOXKET OBITH YBEIMUYeHa 10 MakcMMaibHOH 103kl 100 Mr mpemapara
Jlozapran - TAJl oquH pa3 B CyTKH.

Ocobvle epynnvl nayuenmos

VY manMeHToB CO CHIKEHHBIM 00beMoM HupKyupyromieil kposu (OLK) (manpumep, mpu npueme
OO0JIBIINX J103 MY PETUKOB) HAYaNIbHYIO 103y npenapara Jlozapran - TAJ] cnenyet CHU3HUTH 10 25 Mr
OJIUH pa3 B CYTKH (cM. pazaen 4.4.).

ﬂuua NnoJHCUN020 8o3pacma u nayuermsl c NOYeYHOU HedOCMAMOYHOCbIO
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Her neoOxommmoctu B moabope HauvanbHOUW mM03bl mpemaparta Jlozapran - TAJl mis manmueHTOB
MOXKWJIOTO BO3pacTa M NAalMEHTOB C HapylleHHeM (YHKIMHM TI0YeK, BKJIIOYas MAIMEeHTOB,
HaxXOIIIAXCS Ha JUATU3E.

Iayuenmoi ¢ neuenouHoU HeOOCMAMOYHOCMbIO
[Tanmentam ¢ 3a0osieBaHKMEM NEUYEHH B aHAMHE3€ PEKOMEHIYEeTCs IPUMEHSITHh 0ojiee HU3KHE 03B
npenapata Jlozapran - TA/ (cM. paznen 4.4.).

CHudicenue pucka accoyuupoBamnHoll cepoedHo-cocyOucmor 3a0601e6aemMocmuy U CMePmMHOCMU Y
nayueHmos ¢ apmepudaibHol cunepmensueti u cunepmpoghuell 1e8020 Heayo0ouKka

CrangapTHas HavaiabHas J03a npenapara Jlozapran - TAJL coctaBisier 50 Mr oiuH pa3 B cyTku. B
JambHEHIIEeM pEeKOMEHAyeTCs N00aBUTh K TEpalud TUAPOXJIOPOTHA3UJ B HHU3KHX J103aX WIH
yYBEJIMUUTH 03y npenapata Jlozapran - TAJl 1o makcuManbHOM 10361 100 M OJIUH pa3 B CYTKH C
Y4ETOM CTEIIEHU CHI)KEHUS apTepuanbHoro aasieHus (AJl).

Xponuueckasn 601e3Hb NOYEK Yy NAYUESHMOB C APMEPUATbHOU cUnepmeH3uell U caxapuvim ouabemom
2 muna ¢ conymcemayiowetl npomeurnypuei =>0,5 2 6 cymku

CranpapTHas HavanbHas Ao3a npemnapata Jlozapran - TAJ[ cocraBnsier 50 mr onuH pa3 B cyTku. B
nanbpHeiem 103y npenapara Jlozapran - TA /] MOXHO yBeTHUHUBATH 0 MaKCUMaJIbHOU /10361 100 Mr
OJIMH pa3 B cyTKU ¢ yueTroM crenenu cHmkeHus AJl. [Ipenapat Jlozapran - TAJl MOXET NpUMEHSATHCS
B KOMOMHAIMM C JIPYTMMHU THIIOTEH3UBHBIMHM CpEACTBaMH (HallpuUMep, AUYPETHKH, OJOKATOPbI
«MeIeHHbIX» KanbiueBbix kaHaioB (BMKK), anbga- u Oera-anpeHo6I0KaTOpPbI, THIIOTEH3UBHBIC
cpeacrtBa LCHTPAJIBHOT'O I[GI\/JICTBI/IE), HWHCYJIMHOM W APYTMMU THUIIOTNIMKCMHUYCCKHMHU CPEACTBAMU
(Hanmpumep, TPOU3BOIHBIE CYTb()OHIUIMOYEBUHBI, IIUTA30HBI U HHTHOUTOPHI TIIFOKO3UAa3hl).

Xponuueckas cepoeunas He0oCmamoyHoCmy

Havanenas no3a npenapara Jlozapran - TAJl aiig nanuentos ¢ XCH cocrasinser 12,5 mr onuH pas B
cytku. Kak npaBuio, 103a nogdupaercs ¢ HeleJIbHbIM UHTEPBAJIOM (TO €cTh 12,5 Mr B cyTKH, 25 Mr
B cyTkH, 50 Mr B cyTkH, 100 MI' B CYyTKH 710 MAKCHMAIIbHOM 1036l (TOJNBKO /ISl TAaHHOTO TTOKA3aHHs)
150 mr oguH pa3 B CyTKH) B 3aBUCUMOCTH OT WHAMBHYaTbHOHN TEPEHOCHMOCTH.

eTH
bezonacHocth 1 3pdekTUBHOCTH y neTelt B Bo3pacte oT 0 10 18 et He yCTaHOBIIEHBI.

Cnoco6 npuMeHeHus
[Ipenapar Jlozapran - TAJ] npuHHMaTh BHYTPh BHE 3aBHCHUMOCTH OT TpHUEMa IHIIU, 3aluBas
CTaKaHOM BOJIBI.

4.3. IlpoTuBoONOKa3aHUS

e [ Wmep4yyBCTBUTENBHOCTh K JIO3apTaHy WIM K JIOOOMYy W3 BCIOMOTATEIbHBIX BEIIECTB,
IIEPEYUCIIEHHBIX B pazzaene 6.1.

e Hapymenne QyHKIIMH IEUEHH TSHKEIONW CTETIEHHU (OTCYTCTBYET OIBIT TPUMEHEHHS).

e OmgHOBpEMEHHOE MPUMEHEHHE C aUCKUPEHOM M IMpemnapaTtaMu, COACpKAIIUMHU AIMCKUPEH, Y
MAIUEHTOB C CaXapHbIM JTHA0CTOM W/WJIM YMEPEHHBIMHU U TSDKEIBIMUA HAPYIICHUSAMH (YHKIHH
mouek (ckopocTh KimyOoukoBoit (uiabTpammn (CK®) menee 60 mu/mun/1,73 M? mmomanu
MMOBEPXHOCTH Tena) (cM. pazaen 4.5.).

e OpgHoBpeMeHHOe TmpuMeHeHue ¢ wuHruouropamu All® y mnamnueHToB ¢ auabeTHyeckKoit
HedpomaTuei.

e bepemeHHOCTh U IEPUOA I'PYAHOTIO BCKapMIIMBaHUsI (CM. pasnen 4.6.).

4.4. OcoOble ykazaHusl 1 MepPbl NPeI0CTOPOKHOCTH NMPH NMPUMeEHEHUH

C 0OCTOPOKHOCTBIO




JIByCTOpOHHUI CTE€HO3 TIOYEYHBIX apTepHil WM CTEHO3 apTepUu E€IMHCTBEHHOM IOYKH,
TUIEPKATMEMUS, COCTOSHUE I10CJI€ TPAHCIUIAHTALMM IOYKH (OTCYTCTBYET ONBIT NPUMEHEHHS),
aopTajJbHbII WIM MUTPAJIBHBIA CTE€HO3, runeprpoduyeckas OOCTPYKTHBHAs KapIHOMHUONATHUS
('OKMII), cepaeunast HEAOCTATOUHOCTD C COIYTCTBYIOLIUM HapyIIeHHEM (PYHKIIUHN OYEK TSHKETON
CTEIIEeHH, TsDKenas cepledHas HeaocTarouHocTh (IV QyHKIMOHaNBHBINA Kilace MO KiacCUpUKaLUN
NYHA), cepaednas HeHOCTaTOYHOCTh C YTPOXKAIOUIMMY KH3HUA apUTMUSIMU, UIIIEMHYECKast 00JIC3Hb
cepaua (MBC), nepedpoBackynspHble 3a00yieBaHMs, MEPBUYHBIN T'HIIEPalbAOCTEPOHU3M,
AHTMOHEBPOTUYECKUI OTEK B aHaMHe3€, apTepuaibHas TUIOTEH3Us, HApYyIIEHUs BOJHO-
JIEKTPOJIIMTHOrO OanaHca, HapylleHUs (PYyHKIMM MEYEHM JIETKOW M CpeAHEH CTeNeHM TSKECTH,
HapymeHus: PyHKIUH MTOYeK.

VY nmauuentoB co cHmwkeHHbIM OLIK (Hampumep, HalMeHThl, MOJYYAIOIIUME JIEYeHHE OONbIIUMU
J03aMU JTUYPETUKOB) MOXKET Pa3BUTHCSI CUMIITOMATHYECKasl apTepraabHas TUIIOTEH3US.

Peakiiuy runepuyBCTBUTEIBHOCTH

[TaneHThI ¢ aHTHOHEBPOTUYECKUM OTEKOM B aHaMHe3e (OTEeK JuIa, Ty0, TIIOTKW/TOpTAaHH W/WIN
s3pIKa) Tpu TpuMeHeHun mpenapara Jlosapran - TAJ] MOMKHBI HAXOAWUTBCS TMOJA CTPOTHM
BpaueOHBIM HaOmroAeHuEM (cM. pazzaen 4.8.).

OMOPUOTOKCHYHOCTh

[IpumeHeHne  JIEKApCTBEHHBIX  CPEJACTB,  BO3JICHCTBYIONIMX  HAa  PEHUH-aHTHOTEH3WH-
anproctepoHoByto cucteMy (PAAC), Bo BTOpOM M TpeTheM TpUMECTpe OEpeMEHHOCTH CHUXKAET
(YHKIHIO TTOYEK Y TUIO/IA M YBEIIMYHUBAET 3200JIEBAEMOCTh U CMEPTHOCTH IIJI0J]a U HOBOPOXKICHHBIX.
Pa3zButue onurorupaMHHOHa MOXET ObITh aCCOLMMPOBAHO C TMIIOIUIA3MEH JIETKUX Yy IUIoga U
nepopmanusaMu ckesnera. Bo3MokHble HexenaTeNbHblE PEaKLUUUd Y HOBOPOXKACHHBIX BKIJIIOYAIOT
TUIIOIIA3UI0 KOCTEH yeperna, aHypHIo, apTepHalibHYI0 THIIOTEH3HUIO0, TOYEYHYIO0 HEJJOCTAaTOYHOCTh U
netanbHbIl ucxof. Ilpu auarnoctupoBanuu OepemeHHocTu mpemnapar Jlosapran - TAJl nomxeH
OBITH Cpa3y oTMeHEeH (cM. pazjen 4.6.).

AprepranabpHas TMIIOTEH3MsI U HApVIIEHHE BOIHO-IEKTPOINTHOTO Oananca win cHmwkeHne OLIK

VY naumentoB co cHmwkeHHbIM OLIK (Hanpumep, nomydaromux JiedeHHEe OOJBIIMMHU J03aMHU
IMYPETUKOB) MOXKET Pa3BUTHCS CUMIITOMATHYECKasl apTepraibHasi TUITOTEH3Us. KOppeKIHio Takux
COCTOSIHUM HEOOXOJMMO MPOBOAMTH A0 NMpUMeHeHus npenapara Jlozapran - TAJ] win HaunmHaTh
nedeHue ¢ 6onee HU3KOM 1036l npenapara Jlozapran - TAJl (cm. pazzaen 4.2.). Hapyienue BoaHO-
3JIEKTPOJIMTHOTO OanlaHca SBJISIETCS XapaKTEPHBIM JUISl MAIMEHTOB ¢ HapylIeHHeM (YHKIUU TOYeK ¢
caxapHbIM AuabeToM uim 6e3 caxapHoro auadera, MO3TOMY HEOOXOAMMO TIIATEIbHOE HA0II0IeHNE
3a JIaHHBIMHU MalMEHTaMU. B KIMHMYECKMX HMCCIEIOBAHUAX C YYaCTHEM MAIMEHTOB C CaxapHbIM
nrabeToM 2 THITa ¢ IPOTENHYPHUEH KOJTHUYECTBO CIIyYaeB Pa3BUTHS THIIEPKATMEMHIH ObIIIO OOJIbINE B
rpymnie, NpUHUMaBIIeH J03apTaH, 4eM B TpyIe, NpuHUMaBIIel 1uiane6o. Heckoabko manueHToB
MPEKPATUIN TEPANKI0 B CBS3M C BO3HUKIIEHW TumepkamueMuen (cM. pasnen 4.8., moapaszaen
«JIabopaTopHbIe M HHCTPYMEHTAIBHBIC TAHHBIEY).

OpnHOBpEMEHHOE MPUMEHEHHUE IPYrUX MpenaparoB, KOTOPblEe CIOCOOHBI YBEIUYUBATh COJIEPKaHNE
KaJIHsl B CBIBOPOTKE KPOBH, MOKET IMPUBECTH K PA3BUTHUIO TUIIEPKATIMEMHUH (CM. pa3zaen 4.5.).

Bo Bpems nedenus npenaparom Jlozapran - TAJ[ He  pekomeHayeTcs  NpUHUMATh
KajuiicOeperaromniie AMypeTUKH, Mpenaparbl Kajaus, KaluhcoepiKaliie 3aMEHUTENN TOBAapEHHON
COJIH.

AopTanpHBIN WK MUTPadbHBIN cTeH03,  OKMII

Kak m Bce nexkapcTBeHHBIC CpeACTBa, OONamaronIve BazoawiaTupyromuM naeiictsuem, APA I
ClIeTyeT MPUMEHSTh C OCTOPOKHOCTHIO MAIUEHTAM C a0pTaIbHBIM WM MUTPATHHBIM CTEHO30M KJTH
I'OKMII.

HBC u nepedpoBacKyJsIpHbIE 3a00€BaHUS
Kak m Bce nexkapcTBeHHBIC CpeACTBa, OOMaJaronIve BazoauiIaTHpyromuM nedcrteueMm, APA Il
ClIeyeT TPHUMEHITh C OCTOpPOXHOCThIO manueHTaM ¢ WBC wnm  nepebpoBacKyIspHBIMU
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3a00JIeBaHUSAMHU, TOCKOJIBKY BbIpaK€HHOE CHIKeHHe AJl y JaHHOW TpYNIbl MalMeHTOB MOKET
MPUBECTH K Pa3BUTHIO MH(ApPKTa MUOKap/a WA UHCYIIbTA.

XCH

Kak u mpu nmpuMeHeHuu JIpyrux JEKapCTBEHHBIX CPEACTB, OKasbiBarommx jaeiictBue Ha PAAC, y
nanueHToB ¢ XCH u ¢ wnm 6e3 HapymeHnid GyHKIIMHA TTOYEK CYIIECTBYET PUCK PA3BUTHSI THKEIOM
apTepHabHON TMIIOTEH3UH WJIH OCTPOTO HApyIIeHUs ()YHKIIUH ITOYCK.

[Ipenapar Jlozapran - TAJ] cieayer nmpuUMEHATh C OCTOPOKHOCTHIO y MAIMEHTOB C CEPACYHOMU
HE/IOCTaTOYHOCTBIO M COIMYTCTBYIOIIUM HapylleHHeM (QYHKIMUA TOYEK TSDKEJIOW CTeNeHH, Yy
MalMeHTOB C TSDKEJIOW cepieyHor HemaoctatoyHocThio  (IV QyHKIMOHANBHBIA Kjacc IO
knaccupukanmn  NYHA), a Takke y MalMEHTOB C CEPACYHON HEJOCTATOYHOCTBIO U
CUMIITOMaTUYECKUMHU YIPOKAIOIIUMH KU3HU APUTMUSIMH, TAK KaK OTCYTCTBYET JOCTATOYHBIA OIBIT
npuMeHeHus npenapata Jlozapran - TA/] y naiiueHToB JaHHBIX TPYIII.

IlepBHUYHBIN rUNEpasIbJOCTEPOHU3M

Tak kak y MaIMEeHTOB C MEPBUYHBIM THUIEPATBIOCTEPOHU3MOM, KaK IMPaBHIO, HE HAOIIOAAETCs
IIOJIOKUTEIbHBIN OTBET HA TEPalMIO TMIIOTEH3UBHBIMHM CPEICTBAMHU, KOTOpPBIE JEHCTBYIOT MyTEM
narnouposanuss PAAC, npumenenue npenapata Jlozapran - TAJl He pexoMeHAyeTcs y AaHHOU
IPYMIIbI MAIUEHTOB.

[leyeHOYHASI HEIOCTATOYHOCTh

JlanHbIe (PapMaKOKMHETHUECKUX MCCIICIOBAHUIN YKa3bIBAIOT HA TO, YTO KOHIICHTpPAIUS JI03apTaHa B
T1a3Me KPOBH y MAIUEHTOB C IIUPPO30M MEUCHH 3HAYUTEIILHO YBEIMYNBACTCS, IIOITOMY ITAIIHCHTAM
C HapylIieHHeM (YHKIUHU MEYCHU B aHAMHE3€ CIIeAyeT NMpPUMEHATh npenapar Jlozapran - TAJl B
0onee HU3KOW n03e. OTCYTCTBYET OIBIT NMPUMEHEHHS JI03apTaHa Yy MAIlMCHTOB C HAapyIICHUEM
(GYHKIIUU TIEYECHU TSDKENOHN CTerneHu, moatomy npenapat Jlozapran - TAJ] He cnenyer npuMEHSTH y
JAHHOM TPYMIIBI MAlUEeHTOB (cM. pazaensl 4.3. u 5.2.).

IToyeuHas HETOCTATOYHOCTh

Bcenencteue narubuposanus PAAC y HEKOTOPBIX HPeapacioyioKEHHbBIX NallMeHTOB HAOII0AAUChH
M3MEHEHMs (YHKLMU MOYEK, BKIIIOYasi pa3BUTHE MMOYEUHOM HEI0OCTaTOYHOCTU. /laHHbIE U3MEHEHNUs
MOYeYHON (PYHKIIMU MOTYT BO3BpAIAaThCs K HOPME MOCIIE MPEKPAILCHUS] JICUEHHUS.

HekoTopele J1lekapcTBEHHBIE CPEACTBA, OKa3bIBaroIIKE Bo3aelcTBue Ha PAAC, MOryT yBeNIHYnBaTh
CBIBOPOTOUYHBIE KOHIIEHTPALIMU MOYEBUHBI U KpEaTHHUHA y MAI[MEHTOB C JJBYCTOPOHHUM CTEHO30M
MOYEUHBIX apTepUil WM CTEHO30M IIOYEYHOM apTepuu eAMHCTBeHHOM mnouku. Cooluanoch o
BO3HUKHOBEHHUHU MOJOOHBIX 3P QeKToB mnpu mnpueme jo3apraHa. [logoOHble HapylieHus (QyHKUNUN
MOYEK MOTyT OBITh OOpaTHMBI TOCIE OTMEHBI Tepanuu. Jlo3apTaH JOJKEH NPUMEHSATHCS C
OCTOPO’XKHOCTBIO Yy TMAalMEHTOB C JABYCTOPOHHHM CTEHO30M IIOYEYHBIX apTepUil WM CTEHO30M
[IOYEYHON apTEPUH €INHCTBEHHOW MTOYKH.

Oco0BIe TPYIIIHI IMAIMEHTOB

Omuuueckue ocobenHocmu

AHanu3 JaHHBIX BCEW MONYJIALMM IMAMEHTOB, BKIFOYEHHBIX B KIMHUYECKOE HCCIEJOBAaHUE IO
U3YUYEHUIO BIIMSAHMA JIO3apTaHa HAa CHUIKEHHME YaCTOTHI PA3BUTHsS OCHOBHOI'O COCTABHOI'O KpUTEpUs
OLIGHKH HCCII€ZIOBaHUS Y MAalMEHTOB C apTepHalbHOM TUIlepTeH3Hel M TunepTpodueil JeBoro
KeIyJJ0uKa, MoKa3ajl, YTO CIOCOOHOCTh JI03apTaHa MO CPaBHEHUIO C aTEHOJIONOM CHUXKaTh PUCK
pa3BUTHA UHCYJIbTA U MHPAPKTa MUOKap/a, a TAK)K€ YMEHbBIIATh [TOKa3aTelb CEPACUHO-COCYAUCTOM
CMEPTHOCTH Y MAIMEHTOB C apTePHAIBLHON TMIIEPTEH3UEH U TUIepTpoHelt JeBOro xeiynouka (Ha
13,0 %) He pacmpocTpaHseTcs Ha MAallMEHTOB HETPOMAHON pachl, XOTd o00a pexuMa Tepanmuu
s dexTUBHO cHIDKAMH A/l y TaHHBIX MAIIMEHTOB. B TaHHOM HccIe10BaHNy J103apTaH, 10 CPABHEHUIO
C aTEHOJIOJOM, YMEHbIIAJl IO0Ka3aTellb CepACUHO-COCYAUCTON 3a00JI€Ba€MOCTH M CMEPTHOCTU Y
MAIMEHTOB C apTepHabHON THIIEpPTEH3UEeH M runepTpodueil JIeBoro xemyaouka BceX pac, KpoMme
HErpouHoM pacbl. OQHAKO B JaHHOM MCCJIEIOBAaHUU MALMEHTHl HETPOUJHOM Pachl, MOJIy4aBIINE
aTEHOJIOJ, UMEJIU MEHBIINN PUCK Pa3BUTUS OCHOBHOI'O COCTABHOI'O KPUTEPUs OLICHKU MCCIIEIOBAHUS
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(TO ecTb MEHbBIYI0 KOMOMHHPOBAHHYIO YaCTOTy DPa3BUTHS CEPIACHYHO-COCYAMCTON CMEpPTHOCTH,
WHCYJIbTa ¥ WH(papKTa MHOKap/a) MO CPaBHEHUIO C TMAIMEHTaMU TOW K€ pachl, MPHHUMABIIUMHU
J103apTaH.

Jluya noscunozo eozpacma
Knuanueckue uccienoBanns HE BBISIBUIIN KaKUX-THOO 0COOCHHOCTEH B OTHOLICHUU 0E30IacCHOCTH
1 3(ppeKTUBHOCTH JT03apTaHa y MAMEHTOB MOKUIIOT0 Bo3pacTa (crapiie 65 ner).

BcnomMorarenpHBIE BEISCTBA

Jlakmo3za

JlaHHBIN JIEKapCTBEHHBIN MperapaT He CIeIyeT NMPUHUMATH MAIMEHTaM C PEIKO BCTPEUAOIICHCS
HACJICJICTBEHHOW HEMEPEHOCUMOCTHIO TaIAKTO3bI, JIAKTA3HOW HEIOCTATOYHOCTHIO WIIH TIIFOKO30-
raJIaKTO3HOHN MababCcopOIHei.

CTHU
D¢ dexkTuBHOCTD 1 O€30MIACHOCTh MPUMEHEHHS JI03apTaHa y JIeTel ¥ MOJIPOCTKOB B Bo3pacte ot 0 10
18 et HEe yCTaHOBIICHBI.

Ecnu y HOBOpPOXKIEHHBIX, YbH MaTE€pH NPUHUMAIH JIO3apTaH MpuU OEpPEeMEHHOCTH, HaOI0AaeTcCs
Pa3BUTHE OJIUTYPUHU WJIH apTEPUATBHON TMIIOTEH3UU, HEOOXOAMMO MPOBEJACHUE CUMIITOMATHYECKOM
Tepanuu, HampaBlIeHHOW Ha mojaepxkanue AJl u modyeuHoit mepdysuu. Moxer morpedoBaThCs
NepeiMBaHue KPOBU WM TPOBEACHHUE AMANIA3a I MPEJOTBPALICHUS Pa3BUTUS apTEepHATBHON
TUINOTEH3UU W/WIH TTOAEp)KaHUS QYHKIUH TOYEK.

4.5. B3aumojaeiictBe ¢ JAPYrHMH JIEKAPDCTBEHHBIMH TMpenapaTtaMd W Jpyrue BUAbI
B3aNMOIeHCTBHUA

Jlpyrue TMnoTeH3MBHbIE NpenapaThl MOTYT YCHJIMBATh aHTUTUIIEPTEH3UBHOE JIEWCTBUE JI03apTaHa.
OnHOBpEMEHHOE IPUMEHEHHUE C IPYTMMH JIEKaPCTBEHHBIMU CPEACTBAMM, KOTOPBIE MOTYT BbI3bIBATh
apTepHalIbHyI0 TUIOTEH3MIO (TaKUMHU KaK TPULMKIMYECKHE aHTHUJIENPECCAHThl, HEUPOJENTHKH,
6aksodeH U aMu(OCTHH), MOXKET MOBBIIIATh PUCK PA3BUTHUS apTEPUATBHOM MMIIOTEH3HH.

B KJIMHMYECKHMX UCCIEJOBAHMSIX [0 U3YYEHHIO (PapMaKOKHMHETUYECKUX B3aUMOJEUCTBUMN
JIEKapCTBEHHBIX CPEJCTB HE ObLIO BBISBICHO KIMHUYECKH 3HAYMMBIX B3aMMOAEHCTBUI Jlo3apTaHa ¢
TUIPOXJIOPOTUA3UIOM, JTUTOKCHMHOM, BappapuHOM, IUMETHIAMHOM U  (eHoOapOUuTaIoM.
Pudamnuuuy, sBIfsACh HMHAYKTOPOM  MeTa0oMM3Ma  JIEKAPCTBEHHBIX  CPEJICTB, CHUXKAET
KOHIEHTPALMIO aKTUBHOTO MeTa00JINTa JI03apTaHa B IU1a3Me KPOBH. B KIIMHUYECKUX UCCIIEIOBaHUSIX
ObUIO H3Yy4YeHO MpUMEHeHHe JByX HHruoburopoB uzodpepmenta CYP3A4: kerokoHazona u
sputrpomuiinHa. KeTokoHa30i1 He BIMsUT Ha MeTaboIM3M J03apTaHa J0 akTUBHOTO MeTaboIuTa 1ocie
BHYTPUBEHHOTO (B/B) BBEJECHHs J0O3apTaHA. DPUTPOMUIIMH HE OKa3bIBaJl KIIMHUYECKU 3HAYMMOIO
s dexra mpu mpueme 1o3aprana BHyTpb. Oiykonazon, uaruourop nzodpepmenta CYP2C9, camxaer
KOHIICHTPALIMIO aKTUBHOT'O METa00JIMTa JIo3apTaHa B IjIa3Me KPOBHU, O/IHAKO (hapMaKoAMHAMHUYECcKast
3HAYUMOCTb OJIHOBPEMEHHOI'O MPUMEHEHHU Jio3apTaHa U MHruoutopoB nzopepmenta CYP2C9 ne
u3ydeHa. [lokazaHo, 4To y malnyeHTOB, HE METAOOIM3UPYIOLIUX JI03apTaH B aKTUBHBIM METa0OJIHT,
uMeeTcsi oueHb peakuil u crneuupuuHsli nedexkr uzopepmenta CYP2C9. Dtu nanHHble narot
BO3MOXKHOCTh ~ NpEANoJarath, 4YTO METAaboNM3M Jio3apTaHa JI0 AaKTHBHOTO MeTaboiMTa
ocymectrisietcs: uzopepmerrom CYP2C9, a ve m3opepmentom CYP3A4.

OpHOBpeMEHHOE MPUMEHEHHE JI03apTaHa, Kak U JPYTHX JIEKAPCTBEHHBIX CPEJICTB, OJIOKUPYIOUINX
anrvoten3uH Il wumu  ero »ddexTe, ¢ KanmiicOeperaronMu IUypeTUKaMu  (Hampumep,
CIIUPOHOJIAKTOH, ATUICPEHOH, TPHAMTEPEH, aMUJIOPH]), KaTMHCOIepKAIUMHI T00aBKaMH, COJSIMU
KaJIMsl WIM IPYTHMH TIperapaTtaMu, CIIOCOOHBIMH TMOBBIIIATh YPOBEHb KaJIMsi B CHIBOPOTKE KPOBU
(HampuMmep, TenapuH, TPUMETONPUMCOAEPKALIUE MTPENapaThl), MOKET INPUBOIUTH K yBEIUUYEHHUIO
coJiepKaHus KaJlus B CBIBOPOTKE KPOBH (cM. paznen 4.4.).



Kak u nmpu npuMeHeHnH APYTuX JEKapCTBEHHBIX CPENICTB, BIMSIONINX Ha BHIBEJCHUE HOHOB HATPUS,
J03apTaH MOXKET CHHUXATh BBIBEJICHHUE JIMTHUS, IMO3TOMY IPU OJHOBPEMEHHOM NPUMEHEHUU
npenaparoB Jutus U1 APA Il HEoOX0aMMO TIIATENHHO KOHTPOJIUPOBATH COJIEP)KAHHE JIUTHS B
CBIBOPOTKE KPOBH.

Hecrepounnpie nporuBoBocnanutenbHbie mnpenaparsl (HIIBII), B ToM 4wcie ceneKkTUBHBIC
UHTUOUTOPHI 1MKIOOKcureHassl-2 (L[OI-2), moryt cHumxkath 3(QeKkr nuypeTMKoB M APYrUX
TUIIOTCH3UBHBIX CpeAcTB. BcenencrtBue »toro anturunepreH3uBHbIA dpdekt APA Il wam
uHruOouTOpoB AIID MosxeT ObITH OcabiieH npu ogHOBpeMeHHOM npuMenenuu ¢ HIIBII, B Tom uncie
C CeJICKTUBHBIMU nHTHOMTOpamu L{OI'-2.

Y HEKOTOpBIX MAIMEHTOB C HapylIeHueM (QYHKIMH MOYeK (HampuMmep, y MAIUEHTOB MOXKUIIOTO
BO3pacTa WJIM MAIMEHTOB C O00€3BOKMBAHHWEM, B TOM YHCIE NPUHUMAIOUINX JAUYPETUKH),
nosyqaromux Tepanuto HIIBII, B Tom wumcne cenekTuBHbIMH wHruomropamu [1OI-2,
onHoBpeMeHHoe mnpuMeHeHne APA Il mnu umarnOutopoB AIID MoXeT BBI3BIBATH JalbHEHIICE
yXyAmeHue (pyHKIUM TOYEK, BKIFOYas Pa3BUTHE OCTPOM MOYCYHOW HEIOCTATOYHOCTH. JaHHBIC
s dexTsl 00bIYHO 0OpaTHMBbL. OJHOBpEMEHHOE NPUMEHEHHE JAHHBIX JIEKAPCTBEHHBIX CPEICTB
JOJKHO TPOBOJUTHCS C OCTOPOKHOCTHIO Y TIAIIMEHTOB C HApYyIIeHUEM (DYHKIIUU TTOYEK.

JBoiinas 6mokxana PAAC c npumenenueM APA 11, unruburopos AII®D unu anuckupena (MHTHOUTOP
pEHMHA) acCOLIMUPOBAaHA C MOBBIILIEHHBIM PUCKOM Pa3BUTHUS apTePHAIbHOM T'MIIOTEH3UH, 0OMOpPOKa,
TUMNepKaTueMuu U HapyleHui (QyHKIUU MOoYeK (B TOM YHCIIE OCTPON MOYEYHOM HEJOCTATOYHOCTH )
[0 CpPaBHEHHUIO ¢ MoHoTepanueidl. HeoOxomumm perynspubiii koHTposnb AJl, QyHKIMH MOYeK U
COJIEp>KaHusl SIIEKTPOJIUTOB B IJIa3Me KPOBH Y MMAllMEHTOB, IPUHUMAIOIIUX OJIHOBPEMEHHO Mpenapar
Jlozapran - TAJl u apyrue nexkapcTBeHHble cpencTBa, Biusitonme Ha PAAC. OnHoBpeMeHHOE
npumenenne APA II ¢ npenaparamu, conepkaliuMu alTMCKUPEH, IPOTUBOIIOKA3aHO Yy MallUEHTOB C
caxapHbIM A1a0eTOM W/WIIM ¢ YMEPEHHOW U Tskesoil moyeuHoil HenocratouHocThio (CKD menee
60 mn/MuE/1,73 M? TIOmMAAM MOBEPXHOCTH TeNMa) M He PEKOMEHIyeTcs y JIPYrHX TalMeHTOB.
OpnnoBpemenHoe npumenenue APA Il ¢ uaruburopamu AII® npoTHBONOKa3aHO y MAIMEHTOB C
nuabeTnyeckoi HedpornaThel u He PeKOMEHIyeTCsl Y APYTUX NalllueHTOB.

['pelinpyToBBI COK COAEPKUT BELIECTBA, KOTOpble HHrHOUpYIOT u3odepmentsl CYP450 u moryt
CHMYKaTh KOHIICHTPALIMIO aKTUBHOT'O META00JIMTA JI03apTaHa, YTO MOXKET CHU3UTh T€pareBTHUECKHUI
abdexr. Bo Bpems mnpuema mnpemnaparta Jlozapran - TAJl cnegyer wuzberath ymoTpeOieHHs
rpeiingpyToBoro coka.

4.6. ®epTUIBLHOCTD, 0EPEMEHHOCTD U JTAKTALHSA

bepemeHHOCTD
JlexapcTBeHHBIE CpeNiCTBa, BO3/EHCTBYIOMKE HenmocpeacTBeHHO Ha PAAC, MOryT cTaTh MPUYUHOMN

CEpbE3HBIX TOBPEXKACHUN M THOETH Pa3BUBAIOIIETOCS IJI0Ja, TOITOMY MPU ITUATHOCTHPOBAHUU
oepemennoctu mpenapar Jlozapran - TAJl momkeH OBITH Cpa3dy OTMEHEH W, €CIM HEOO0XOIUMO,
Ha3Ha4YeHa aJbTePHATUBHAS TUIIOTEH3UBHAS TepaIusl.

Tepanuto npenapatom Jlozaptan - TAJl Henb3s HaunHATH TIpU OepeMeHHOCTH. Eciu manueHTkam,
TUTAHUPYIOMIUM OepEMEHHOCTD, MPOJI0DKEHUE TUTIOTEH3UBHON TEpANTuU CYUTAETCS HEOOXOIUMBIM,
ClIeAyeT 3aMEHHUTh JI03apTaH HA aJbTEPHATHUBHBIC THIIOTEH3UBHBIE CPEJCTBA, KOTOPHIE HMEIOT
yCTaHOBJICHHBIN MPOGUIb 0€30MaCHOCTH MPUMEHEHHS PU OEPEMEHHOCTH.

[Toyeunas nepdys3us y mionaa, 3aBucsias ot pa3Butus PAAC, mosBiseTcss BO BTOPOM TPUMECTPE,
II03TOMY PUCK IS TUI0/1a BO3pacTaeT, ecnu npenapat Jlozapran - TAJl npuMeHseTcss BO BTOPOM WM
TpPEThbeM TpUMecTpe OEpeMEHHOCTH.

IIpuMeHeHNEe JI€KapCTBEHHBIX CpPEIACTB, Bo3aciicTByromux Ha PAAC, BO BTOpOM M TpeTbeM

TpUMECTpe OCpEeMEHHOCTH CHMXAeT (DyHKIUIO MOYEK IJIoJa M YBEIMYMBAECT 3a00JIeBaeMOCTh U

CMEPTHOCTD IIJIOJ]a M HOBOPOXIEHHBIX. Pa3BUTHE OJIUTOruApaMHUOHA MOKET OBITh ACCOIUMHUPOBAHO

C TMIIOIUIA3KEH JIETKUX Y IUI0AA U JeopManusaMu ckeneTta. Bo3aMoXkHbIe HexXenaTelbHbIE PEaKIUU Y
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HOBOPOJKJICHHBIX BKJIIOYAIOT THIOIIA3UI0 KOCTEH yeperna, aHypuio, apTepUalbHYIO0 THIIOTEH3UIO,
MOYEUHYIO HEJIOCTATOYHOCTh U JIETAJIbHBIN UCXO/I.

VYka3aHHbIE BBILIE HEXeIaTeNbHbIE UCXO0JIbI OOBIYHO 00YCIIOBICHBI IPUMEHEHUEM JIEKAPCTBEHHBIX
cpeact, BozaeicTByrommx Ha PAAC, BO BTOPOM H TpEThEM TpPUMECTpE OEPEMEHHOCTH.
BonbIIMHCTBO AMHMIEMUOIOTUYECKUX HCCIIEA0BAHUHN 10 U3YUYEHHUIO PA3BUTHS AHOMAIU TUI0/a MOCe
IIPUMEHEHUS TUIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEACTB B IEPBOM TpPUMECTpE OEPEMEHHOCTH HE
BBISIBUJIM PA3IMUUid MEXKIy JICKApCTBEHHBIMU CpeIcTBaMM, Bo3aehcTByromMu Ha PAAC, u
JAPYTUMH THIIOTEH3UBHBIMU cpeicTBaMH. [Ipu mpruMeHeHHH THIIOTEH3UBHON Tepanuu y OepeMEeHHBIX
BaYKHO ONTHUMH3UPOBATH BO3MOKHBIE UCXO/IbI JUISI MAaTEPH U TUIOJA.

B cimydae, eciaum HEBO3MOXHO TOJO00paTh aJbTEPHATUBHYIO TEPANUIO B3aMEH Teparuu
JIEKapCTBEHHBIMU CpelCTBaMu, Bo3zeicTByromumu Ha PAAC, Heo6xoauMo mpouHGOpMUPOBATH
MAIUEHTKy O BO3MOXKHOM pHCKe Tepamnuu s mioaa. Heo6xoaumo mpoBeneHne nepuonyecKux
yIIbTPa3BYKOBBIX HCCIEAOBAHUN C LETbI0 OLIEHKM WHTPAaMHHOTHYECKOro mpocTpaHcTBa. [Ipu
BBISIBIICHUM OJIUTOTHAPAaMHHUOHA HE0OX0AMMO TIPeKpaTUTh puem npenapata Jlozapran - TA/l, ecnu
TOJILKO OH HE SBISETCS JXU3HEHHO HEOOXOMUMBIM [ MaTepu. B 3aBHCHMOCTH OT cpoka
O0epeMeHHOCTH HEO0OXOAUMO MPOBEACHUE COOTBETCTBYIOIINX TECTOB y Tuioza. [larmenTku u Bpauu
JOJDKHBI 3HATh, YTO OJMIOTUIPAMHUOH MOXET HE BBISBISATHCS O TOSBICHUS HEOOPATHMBIX
noBpexaeHuil 1iona. HeoOxonumo TiiarenbHoe HaONIOAEHHE 3a HOBOPOXKIEHHBIMU, MaTepH
KOTOphIX mnpuHuManu mnpenapatr Jlozapran - TAJl npu OepeMEHHOCTH, C LEIbI0 KOHTPOJIA
apTepUalIbHON TMIIOTEH3UU, OJIUTYPUH U THUIIEPKATUEMHH.

JlakTanus
HewnszBecTHO, BBIAEIAECTCS JIM JIO3apPTaH C TPYAHBIM MOJIOKOM. Tak Kak MHOTHE JIEKapCTBEHHbBIC

CpPelICTBa BBIACIAIOTCS C TPYJIHBIM MOJOKOM U CYIIECTBYET PHUCK pPa3BUTHS BO3MOKHBIX
HeOmaronpusaTHEIX 3P¢GEeKToB y peOeHKa, HaXOASIIETOCs Ha TPYJHOM BCKAapMIIMBAHUU, CIIETyET
MPUHATH PEUIeHHE O MPEKPaIleHuH IPYAHOrO BCKapMIUBaHUS UK 00 OTMEHE Tperapara ¢ y4eToM
HEO0OXOIMMOCTH €T0 IpreMa JIJisi MaTepH.

4.7. BimsiHue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeACTBAaMH M PpadoTaTh ¢
MeXaHU3MaMH

He npoBoaunock uccinenoBaHWi Ui OLIEHKHM BIMSIHUS JI03apTaHa Ha CHOCOOHOCTH YTPaBIISATh
TPaHCIOPTHBIMU CpEJICTBaMU U paboTaTh C MEXaHU3MaMH, OJIHAaKO HEO0OXOAMMO CcoOIIAaTh
OCTOPOXKHOCTh MpPHU TNPUMEHEHUU THUIOTEH3MBHON Tepanmuy M YNpaBI€HUH TPaHCHOPTHBIMU
CpeacTBaMH M paboTe C MeXaHM3MaMH, MOCKOJbKY BO3MOKHO pa3BUTHE TOJIOBOKPYKEHHUS U
COHJIMBOCTH, 0COOEHHO B Hayasie Teparnuy Wid Npu YBEIUYeHUHN 103kl npenapara Jlozapran - TA/I.

4.8. HexkesaTeibHbIE peaKkuu

Pesrome mpoduiist 0e300acHOCTH

B uemom mnpemapar Jlozaptan - TA/] Xopollo MNEpEHOCHUTCS MAallMEHTaMH C apTepUaIbHOU
runepreH3ueil. HexenarenbHple peakiiuu HOCAT JIETKUM U MPEXOISIIUNA XapakTep U He TpeOyroT
oTMeHbl npenapara. CyMMapHas 4YacTOTa HEXENATENbHBIX pEakUWil Ipu NpHeMe Ipenapara
Jlozapran - TAJ] comocTaBuma ¢ JaHHBIM MOKa3aTelleM MpH MpreMe mianedo. B KoHTpoiupyeMbIx
KIIMHUYCCKUX HCCIICAOBAHUAX YAaCTOTa OTMCHBI TCpalluu IO MPUYMHE KIIMHUYCCKH BBIPAKCHHBIX
HEeXKeNaTeNbHBIX peakiuii coctaBumna 2,3 % B rpyIine NalyeHToB, IPUHUMABIINX Jo3apTaH, u 3,7 %
B IpyIIe MalUeHTOB, MPUHUMABIINX TU1aneoo.

Kontponupyembie KIMHUYECKHE MCCIEIOBAaHUS IMOKa3ajld, YTO JI03apTaH B OCHOBHOM XOPOILIO
MEPEHOCHUTCS TAIMEHTAMU C apTepUaIbHOM TUTIEPTEH3UEH U TUTIEPTPO(dHEH JIEBOTO KTy I09Ka.

B uccnenoBannu LIFE y maunenToB 6e3 caxapHoro nuabera B aHaMHE3€ 4acTOTa MOSBICHUS HOBBIX
CllyyaeB caxapHoro juabera OblIa HIKE IpPU IMPUMEHEHMM JIO3apTaHa I10 CPaBHEHUIO C
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npuMeHenueMm arenosona (p < 0,001). ITockonbky B MaHHOM HCCJIEIOBAaHUM HE OBLIO TPYIIIHI
MAIMEHTOB, MPUHUMABIINX IJ1aie00, HEM3BECTHO SBISICTCS JIM 3TO TOJOXKUTEIBHBIM d((HEeKTOM
jJo3apTaHa WM HeXeNaTeJbHOM peakiueil ateHosona. KoHTponupyemble KIMHUYECKHE
MCCIIEIOBAHMSI TIOKA3aJli, YTO JI03apTaH B OCHOBHOM XOPOUIO IMEPEHOCHUTCS MAMEHTAMU C CaXapHbIM
TabeToOM 2 TUIIA U TIPOTEUHYPHUEH.

KoHTposnnpyemble KIMHUYECKHE MCCIECNOBAaHUS IOKAa3ald, YTO JIO3apTaH B OCHOBHOM XOPOILO
nepeHocutcs naureHTamu ¢ XCH. HexxenarenbHble peakliuu, HaOII01aBIIMECS B X01€ KIIMHUYECKUX
MCCIIEIOBaHM, ObUTN XapaKTEPHBIMH IS JAHHOU IPYTIIbI MAIIEHTOB.

TabanuHoe pE3FOMe HEXKENIaTeIbHBIX peaKIIHi

YacToTa BCTpeyaeMOCTH OIpeIelieHa CIIETYOIIM 00pa3oM:

oudeHb yacto (> 1/10);

gacto (> 1/100, o < 1/10);

Heyacto (> 1/1 000, Ho < 1/100);

penko (= 1/10 000, Ho < 1/1 000);

oueHb peako (< 1/10 000);

9acTOTa HEM3BECTHA (HA OCHOBAHUU MMECIOIIMXCS JTAHHBIX OIICHUTh HEBO3MOXKHO).

HexxenarenbHble peakliiu CTPYyNIMPOBAHBI B COOTBETCTBUU C MOPSAKOM Ha OCHOBAHUHU CHUCTEMHO-
OpraHHBIX KJIACCOB.

Taoauna 1. YacTora BCTpe4aeMOCTH HeKeJaTeJlbHbIX Peakiuii, BbISBJIEHHbIX B IJanedo-
KOHTPOJIMPYEMbIX KJIMHUYECKHX MCCIeOBAHUAX U MIPU MOCTPEruCTPALMOHHOM NPUMEHEHUN

HexenarenbHble YacroTa BCTpE4aeMOCTH HelKe/laTeJbHbIX peaKuui B Apyroe
peakuuu COOTBETCTBUM C NMOKAa3aHHEM K IPUMEHEHHUI0
Aprtepu- |Aprepuanannas XCH AprepuanbHas (Iloctpe-
aJIbHast THIIEPTEH3HUsA Y THNEPTEH3Us1 M| THCTPALMOH-
TUNEePTeH- [MAUMEeHTOB ¢ caxapHbIi HOe HalJII0-
3us runeprpoduei auader 2 THUNa C|IeHHe
JIEBOT'0 HapylIeHHeM
KEJYA0UKA (GyHKIMH mo4exk
(nmporennypus)
Hapywenus co cmopoHul kposu u tumgpamuieckoii cucmembyl
aHeMUs - - 4acTo - 4acToTa
HEU3BECTHA
TPOMOOLIMTONIEHUS - - - - 4acToTa
HEU3BECTHA
Hapywenus co cmoponbl UMMYHHOU cucmembl
peakuun - - - - penxo
TUIEepYyBCTBUTEIHHOCTH,
aHauIaKTHYECKue
peaxuuu,
AHTMOHEBPOTUYECKUI
oTeK™ u BacKymuT**
Icuxuueckue napywenus
JeTpeccust - - - - yacTtoTa
HEU3BECTHA

Hapywenus co cmoponul nepéHoti cucmemul




T'OJIOBOKPYKCHUC

qacTo

qacTo

qacCcTo

qacCcTo

COHJIUBOCTH

HE4YacToO

roJIoBHAas 00JIb

HCYacToO

HECYaCTO

HapyUIeHHsI CHa

HE4YacToO

napecre3ust

penko

MUTPCHDb

qacCToTa
HCHU3BCCTHA

JUCTCB3UA

qacToTa
HCHU3BCCTHA

Hapywenus co cmoponwl opeana ciyxa

u 1abupunma

BCPTHUI'O

4acCTo

qacCTo

IIyM B yIIax

qacToTa
HCU3BCCTHA

Hapywenus co cmoponul cepoya

OLIYIIICHUE
cepaueOueHust

HEYaCTO

CTEHOKApAUS

HE4YacToO

00MOpOK

peznKo

budpuIALIHsS
npeacepaun

penko

ocTpoe
MO3TOBOTO
KpOBOOOpaInieHus

HapylICHHE

penko

Hapywenus co cmoponul cocy0os

(opTocTaTnueckas)
apTepuanbHas
TUIIOTCH3UA
CBSI3aHHBIE  C
OpPTOCTAaTHYECKHE

3 PeKTH) I

(BKITIOYAst
JI030H

HE4YacToO

qacTo

qacTo

Hapywenus co cmoponul ovixamenvhoti cucmemsl, Op2aHos8 2pyoHO

U KIemKu u cpedocmenus

OJIBITIIKA

HEYaCcToO

KalIcjib

HCYaCTO

qacToTa
HEHU3BCCTHA

Hapymesz CO CMOpPOHDBI ofceﬂydoquo-Kuwequzo mpakma

00JIb B )KUBOTE

HCYacCToO

3arop

HCYacToO

nuapest

HCYACTO

qacToTa
HCHU3BCCTHA

TOIIHOTAa

HCYACTO
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pBOTa - - HEYacTo |- -

HaHKPEaTUT - - - - qyacrora
HEU3BECTHA

Hapywenus co cmopoHbl neyenu u Hceniesvi8ooauux nymeti

renaTuT - - - - penko

HapylleHue byHKIMN |- - - - qacrora

[IEYEeHU HEHU3BECTHA

Hapywenus co cmopoHul Kodicu u NOOKONMCHbIX MKAHel

KpanuBHULA - - Heyacro |- qacrora
HEU3BECTHA

KO>KHBIN 3y/1 - - Heyacro |- qyacrora
HEU3BECTHA

KO>KHasl ChIIIb HEeyacTo - Heyacto |- qyacrora
HEU3BECTHA

CBETOYYBCTBUTEIBHOCTD |- - - - qacrora
HEU3BECTHA

Hapywenus co cmopoHbl MbluieuHotl, KOCMHOU U COeOUHUMENbHOU MKAHU

MUaITUs - - - - 4acToTa
HEU3BECTHA

apTpayirus - - - - 4acToTa
HEU3BECTHA

pabaoMuonu3 - - - - yacTtoTa
HEU3BECTHA

Hapywenus co cmopoHul nouex u Mouesbi8o0sauux nymetl

HapylICHHE byHKIUH |- - 4acTo - -

MIOYEK

royeyHast - - 9acTo - -

HEJ0CTaTOYHOCTh

Hapywenus co cmopoHbl penpo0yKmugHou cucmembvl U MOJIOYHBIX JCele3

APEKTUIIbHAS - - - - qacToTa

IUCQYHKIHS/ HENU3BECTHA

UMIIOTEHLINSA

Obwue Hapyuienus u peakyuu 6 Mecme 66€0eHUs.

acTeHHUs HEe4acTo 4acTo HEYacTo [4acTo -

YTOMIISIEMOCTh HEYacTo 4acTo HEYacTo [4acTo -

OTeK HEe4acTo - - - -

HEJOMOTaHUE - - - - 4acTora
HEM3BECTHA

JlabopamopHule u uHCmpyMeHmanbHvle OaHHbLE

TUNEepKaTNEMHUS] 4acTo - Heyacto' |4acto* -
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IMOBBINICHUC AKTUBHOCTU|PCAKO
aJlaHMHaMUHOTpaHche-
pasel (AJIT) B muasme
KpoBH®

MOBBIIICHHE - - 4acTo - -
CBIBOPOTOYHOM
KOHIICHTPALIUU
MOYEBUHBI, KpEATUHUHA U
collepKaHUsl Kallusig B
CBIBOPOTKE KPOBH

THIIOHATPUCMUA - - - - qacToTa
HCU3BCCTHA

THUITIOTJINKEMU S - - - qacTo -

* Bruoyast OTeK TOPTaHH, Cy’KEHHE TOJIOCOBOH IEIH, OTEK NI, Iy6, MJIOTKM W/WIM sA3bka (YTO MPUBOJUT K
HapyLIEHUIO IPOXOAUMOCTH IBIXAaTENbHBIX MyTeH), y HEKOTOPBIX U3 3THUX MAIlMEHTOB aHTMOHEBPOTHYECKUN OTEK OBLI
3apEerHCTPUPOBAH PAHEE B CBS3H C IPUMEHEHHEM JPYTHX JIEKAPCTBECHHBIX MPENapaToB, BKJIOYas HHruouTopsl AIID.

** Bxirodast reMopparndeckuii BackymuT (6onesHs lllenneitna-I'eHoxa).

I OcoGenno y manueHToB co cHuxkeHHbIM OLK, Hampumep, y ManueHToB ¢ CepIeUHON HEAOCTATOYHOCTBIO TXKEION
CTENEeHH WU MOJTYYaloINX JICUCHHE TUYPETUKAMHU B BBICOKHX J103aX.

"YacTo y nmanueHToB, HOdy4YaBLIUX JIeYeHHe J103apTaHoM B 1o3e 150 mMr BMecTo 50 Mr.

! B KIMHMYECKOM HCCJIE0BAHMH, IPOBEEHHOM C YYaCTHEM MAIIHEHTOB ¢ caxapHbIM AuabeToM 2 THMa ¢ He(ponaTHel,
y 9,9 % nanueHTOB, MOJyYaBIIMX JICUCHHE JIO3aPTAHOM, Pa3BHIACh rUmepkanmuemus > 5,5 mmons/i, kak U y 3,4 %
MAlMEeHTOB, TOJIy4aBUIMX JeYeHHUe 11areo.

$ O6BIYHO Pa3peIIanoch Hocie MPEKPalleH s IPUMEHEHHS IPEenapara.

CHGI{}’IOHII/IC JOMOJIHUTCIBbHBIC HECEXKCIIATCIIBbHBIC PCeaKIWHM pPa3sBUBAJIMCh 4YallC Yy MNAaUCHTOB,
IMPpUHHUMABIINX JIO3apTaH, YEM Y IMAIIUCHTOB, IMOJIy4YaBIINX nnaue60 (qaCTOTa HCI/I3BCCTH8.)2 00JIb B
CIIMHC, I/IH(i)eKIII/II/I MOYCBBIBOAAIINX HYTGI\/'I )51 FpI/IHHOHOJIO6HI>I€ CHUMIITOMBEI.

Hapywenus co cmopoHusl nouex u Mouesvbi8o0sauux nymetl

VY mnauMeHToB M3 Tpynmbl pucka BcieacTBue mnogaBieHus PAAC Obun  3aperucTpUpOBaHbI
HapyleHus: QyHKIUH IOYeK, BKI0Yas MOYEUHYI0 HEJJOCTaTOYHOCTh. JlaHHbIE M3MEHEHUs! (GYHKLIUU
MOYEK MOT'YT HOCUTh OOpaTHMBIi XapakTep B cly4ae OTMEHbI JieueHus (cM. pa3zaen 4.4.).

Coob1ieHne o 1Mo/103pEeBaEMbIX HEXKeIaTeIbHbIX PEAKIUIX

BaxHo coo0marh O MOJO3PEBAEMBIX HEXKENATENbHBIX pEAKIUsIX IOCIe perucTpanuu
JIEKApCTBEHHOTO Iperapara ¢ ILeblo 00ecrneueHus] HeMpEepbIBHOIO MOHHMTOPUHIA COOTHOIICHHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOro Ipenapata. MeAMIMHCKUM pPaOOTHUKAM pPEKOMEH]YeTCs
coo0MIaTh O JIOOBIX MM0I03PEBAEMBIX HEXKENIATEIbHBIX PEAKIMUAX JEKapCTBEHHOTO MpenapaTa yepes
HalmMOHAJIBHBIE CHUCTEMBbI COO6H1€HI/I$I 0 HCXKCIIATCIIBHBIX PEAKOHAX TOCYJapCTB — YJIICHOB
EBpasuiickoro 5KOHOMHUYECKOr0 COI3a.

Poccuiickas @enepanns

denepanbHas ciryx0a 1o Haa30py B cdepe 3ApaBOOXPaHEHUS

109012, r. MockBa, CrnaBsiHcKkast I, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

Anpec 3neKTpoHHOM mouThl: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru

CaiiT B uH(pOopMaIIMOHHO-TENIEKOMMYHHKAIIMOHHOH ceTn «HTepHeT»: https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka
CaeneHusi 0 epe103uPOBKE OrPAaHUICHEI.
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CHUMITOMBI

HauGonee BeposTHOE MPOSBICHUE MEPEIO3UPOBKH — BBIpAXCHHOE CHIDKeHUE AJl M TaxwkapIus;
Opaaukapans MOKET BO3HUKHYTh BCIIEJCTBUE MapacUMIATHYECKOW (BarycHasl) ctumynsuud. B
Cllyyae pa3BUTUS CUMIITOMATHYECKON apTepUalibHOM THMIOTEH3UM IMOKa3aHa MOJJIePKUBAIOIIAs
Tepanus.

Jleuenue

CumnroMmaTadeckas TCpalius. H03apTaH M €ro aKTUBHBIA META0OJHUT HE BBIBOJATCA C IIOMOIIBIO
réeMmoauaimia.

5. PAPMAKOJIOTMYECKHWE CBOMCTBA

5.1. ®apmakoaMHaMHYecKHe CBOlicTBA

dapmakoTepaneBTHUECKas IPYIIINa: CPe/ICTBA, ISHCTBYIOLIME HA PEHUH-aHTHOTEH3UHOBYIO CUCTEMY;
AHTaroOHUCTHI penentopoB anruotensuna I (APA 11).

Kon ATX: CO9CAO1.

MexaHu3M AeiCcTBUS

AnruorensuH II sBisieTcss MOLIHBIM Ba30KOHCTPUKTOPOM, IJIaBHBIM aKTHUBHBIM ropmoHoM PAAC, a
TaK)K€ pellatoliMM NaTO(PU3UOJOTUYECKUM 3BEHOM IIPHU Pa3BUTUU aApTEpUATbHON THUIIEPTEH3HUH.
AmnruotensuH Il cBsazbiBaercs ¢ ATi-perientopaMu BO MHOTMX TKaHsX (B IJ1aJKOMBIIIEYHBIX TKAHIX
COCY/IOB, B HaMOYEUHUKAX, MIOYKAX U CEP/ILIE) U BBINOIHIET HECKOIBKO Ba’KHBIX OMOJIOTHYECKUX
GyHKUMH, BKIIOYas Ba30KOHCTPHUKIMIO M BBICBOOOXKAEHHE anbaocTepoHa. Kpome »storo,
aHrMOTeH3uH Il cTuMynupyeT pazpacTaHue riIagKOMBIIIEYHbIX KIETOK.

AT2-penenTopsl — BTOPOM THUII PELIENITOPOB, ¢ KOTOPBIMH CBS3bIBAETCS aHTMOTEH3HH II, HO ux ponb
B peryysuuu QyHKIUU CEpAEUHO-COCYITUCTON CUCTEMBI HEM3BECTHA.

Jlozapran — cenextuBHbI aHTaroHucT ATi-perientopoB anrumoreHsuHa II, BbICOK03(eKTHBHBIHI
npu npueMme BHYTpb. JlozapTaH M ero QapMakoJOrMueckd AaKTUBHBIM KapOOKCHUIMPOBAHHBIN
merabonut (E-3174) B ycioBusx kak in Vitro, tak u in VivO OGIOKUPYIOT BCe (HU3HOIOTHYECKHE
a¢ ekt aHrnoteHsuHa Il He3aBUCHMO OT €ro MCTOYHMKA WJIM NYTH CHHTe3a. B oTimume ot
HEKOTOPbIX NENTUIHBIX AHTArOHUCTOB aHruoTeH3uHa Il yo3apraH He o0namaeT CcBOHCTBaMHU
aroHUCTAa.

Jlozaptan u3bupatensHO cBsizbiBaeTcs ¢ ATi-perentopaMu M HE CBA3BIBACTCSA, U HE OJIOKUpPYET
peLenTopsl APYTUX TOPMOHOB U MOHHBIX KaHAJIOB, UTPAIOLIUX BAKHYIO POJIb B PETYNIALUN QYHKIUH
cepAeuHO-cocyaucToil cuctembl. Kpome Ttoro, nmosapran He unruoupyer AIID — xununasza ll,
OTBeUaroUNii 3a pazpyiieHue OpaaukuHuHa. CiaenoBaTenbHO, 3PPEKThI, HAMPSAMYIO HE CBSI3aHHBIE C
6mokanoii ATi1-penenTopoB, Takhe Kak yCUJIEHHE OpaJuKUHUH-ONOCPENOBAHHBIX 3(PQEKTOB Min
pasBuTHe oTeKkoB (J1o3aptaH 1,7 %, mname6o 1,9 %), He UMEI0T OTHONICHHSI K ACHCTBHUIO JI03apTaHa.

dapmakonmnHamuyeckue 3O EKThI

JlozapTaH TmOAaBISIET MOBBIIIEHWE CHCTOJIMYECKOTO M jaumactonmdeckoro AJl mpu wHY3un
anruorensuHa [I. B MomMeHT nocTikeHns MakcuMaibHOM KOHIIEHTpauuu (Cmax) J103apTaHa B IUIa3Me
KpOBH TIOCjie mpueMa jo3apraHa B no3e 100 Mr BeimeykasanHbiii 3¢dekt anruoreHszusa |l
noJaBsgeTcsl NpudIu3nuTeNnsHO Ha 85 %, a yepes 24 yaca mocie OAHOKPATHOTO M MHOTOKPAaTHOTO
npueMoB — Ha 26—39 %.

[Ipu npueme no03apTaHa yCTpaHEHUE OTPHIATEIBHOM OOpaTHOM CBS3M, 3aKIIOYAIOIIEHCS B
IIOIaBJICHUU AHTHOTEH3MHOM Il cexkpenuu peHHMHA, BEAET K YBEJIMYEHUIO aKTUBHOCTH DPEHHMHA
m1a3mel KpoBH (APII). YBenuuenue APII npuBoauT K yBEIMUYEHUIO KOHIIEHTPALMM aHTMoTeH3uHa ||
B IIJIa3M€ KPOBH.
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[Tockonbky no3apTtaH siBisercs crneunduueckuM antaronuctoM ATi-perentopoB anruorensusa ll,
oH He uHruoupyer AII® (xununaza ll) — ¢epMeHT, KOTOpBIH HMHAKTHBUPYET OpaJHMKHHUH.
HccnenoBanue, B KOTOpOM cpaBHUBAIKCH (P ekThl 103apTana B go3ax 20 mr u 100 mr ¢ apdpexkramu
uaruouropa AIl® mo BiusiHUIO HAa aHTHOTeH3uH I, anruorensuH Il u OpaguKWHUH, TOKA3all0, YTO
no3aptan Onokupyer 3>pdextsl anrnoreHsuHa | u anrumorensuna lI, He okaspiBas BIMAHUA Ha
3¢ ekl OpaiuKHMHUHA. DTO OOYCIOBICHO CHEIU(PUYHBIM MEXaHH3MOM JCUCTBHS JIO3apTaHA.
Nurn6utop AIID 60kupoBajl OTBETHBIE PEAKIIMM HA aHTHOTEH3WH | ¥ MOBBIIIANT BBIPAXKEHHOCTH
3¢ (dekToB, 00yCIOBICHHBIX ICHCTBHEM OpaJWKWHHWHA, HE BJIHSS HA BBIPAKEHHOCTH OTBETA HA
anruotensuH Il, yto memMoHCTpupyeT ¢apMakoJUHAMHUYECKOE pa3IUdhe MEXIy JI03apTaHOM U
uHruouropamu AIlO.

KoHnentpanuu 7o3apTaHa W €ro axkTUBHOTO MeETa0oJIMTa B IUIa3ME KPOBH, a TakxKe
AHTUTUIIEPTCH3UBHBIA 3(PEeKT mo3apTaHa BO3paCTAIOT C YBEIUYCHHEM JIO3bI MpemapaTa. Tak Kak
Jo3apTaH M €ro axkTUBHBIH Metabomut sBissoTcss APA I, oHm o0a BHOCAT BKJIaag B
AHTUTUTICPTCH3UBHBIN YPPEKT.

B wuccrienoBaHuu ¢ OJHOKpPATHBIM MPHEMOM Jio3apraHa B g03e¢ 100 Mr, B KOTOpOE€ BKIIHOYAJIKCh
3/10pOBBIE 100POBOJIBIIBI (MY>KUMHBI), IPUEM MperapaTa BHYTPb B yCIOBUSAX BBICOKO- M MAJIOCOJIEBOM
nuetsl He BIusil Ha CK®, > dexTuBHBIN MOYeYHBINH TUIa3MOTOK U (DUIBTPALMOHHYIO (DPaKIUIO.
Jlozapran o6magan HaTpuilyperudeckuMm d(ddekToM, KOTOpbiii ObuT Ooyiee BBIPAKECH TIPH
MaJIOCOJICBO# TUETE U, MO-BUIUMOMY, HEe ObLT CBSI3aH C MOJIaBJICHUEM paHHEH peadCcopOIuK HaTpuUs
B IIPOKCUMAJIbHBIX ITOYCYHBIX KaHAJIbIAX.

JIo3apTaH TAKIKC BBI3BIBAJI ITPEXOAAIICC YBCIIMUCHUC BbIJACIICHUA MOUYEBOM KHCIIOTHI IOYKaAMHU.

VY ManueHToB ¢ apTepruaIbHON TUIIEPTCH3UEH, IPOTCHHYpHCH (He MeHee 2 1/24 gyaca), 6e3 caxapHOoro
nuabeTa ¥ MPUHUMAIOIINX JI03apTaH B TeueHue 8 Hesenb B 103€ S0 MI ¢ TOCTENeHHBIM YBEIUUECHHEM
no 100 mr, HaOIIOIATOCHh JAOCTOBEPHOE CHUXKEHHE TmpoTrenHypuu (Ha 42 %), dpakuMOHHON
SKCKpenuu anpOymuHa u uMMyHOrnooymuHoB (IgG). VY maHHBIX MalMEHTOB J03apTaH
crabunmnzupoBan CK® u ymenbman GuiabTpallnoHHYIO (ppakiiuio.

VY KEeHIMH B MOCTMEHONAy3aJbHOM MEPUOJE C apTEPUAIBbHOW THMIEPTEH3UEH, MPUHUMAaBIIMX
no3apTaH B f03¢ 50 Mr B TeueHue 4 Heenb, He ObUIO BBISIBJICHO BIUSHUS TEPANUU HA TTOUYECYHBIN U
CUCTEMHBII YPOBEHb MTPOCTArIaHANHOB.

JlozapTan He BIUsAET Ha BEreTaTMBHBIC PEeQIIEKCHI W HE 00JIalaeT JIUTEIbHBIM 3(hQeKkToM B
OTHOILLIEHUHU KOHLIEHTPALMU HOPAJIpEHAIMHA B TJIa3Me KPOBHU.

VY nanueHToB ¢ apTepUATbHOM TMIEPTEH3UEHN JI03apTaH B J03ax A0 150 Mr B CyTKH HE BBI3bIBAET
KJIMHUYECKH 3HAYUMBIX H3MEHEHUN CBIBOPOTOYHBIX KOHLIEHTpALMW TPUIIMLEPUIOB HATOLIAK,
o0miero xojectepruHa M XOJeCTepHHa JIMMONPOTEHMHOB BBICOKOM IUIOTHOCTH. B Tex xe mozax
JI03apTaH HE OKAa3bIBACT BIMSHUS HA KOHLECHTPALUIO IIIOKO3bl B KPOBU HATOILLAK.

Y mnamuentoB ¢ XCH II-1V ¢yskimonansHoro kmacca mno kinaccupukanmmu NYHA w
HEMepeHOCUMOCThI0 HHTUOUTOPOB AIID nozapran B mo3e 150 Mr B CyTKM 3HAYUTENBHO CHUXKAET
PUCK CMEpPTHOCTH OT BCEX TMPUYHUH WIA PHUCK TOCIHTAIM3AIMU IO TIOBOAY CEPACYHOMN
HEJIOCTATOYHOCTH MO CPaBHEHUIO C /1030 50 MI B CyTKH.

VY mnamueHToB ¢ JIEBOXKETyHAO04KOBOM HemoctaTouHOCThi0 (II-IV  dyHKIMOHAMBHBIN Kiace O
knaccupukanuu NYHA), OONBIIMHCTBO U3 KOTOPBIX NMPUHUMAIOT JUYPETUKU W/WIN CepieyHble
TIMKO3UIBI, Jio3apTaH B Jo03ax 25mMr u S50Mr B CYTKH MpPOSIBISET TMOJIOKUTEIbHBIC
reMOJIMHAMHUYECKUEe U HelporopMoHanbHble 3G ¢eKThl. ['emoaunamMudeckue 3pQPeKTsl BKIIOYAIOT
YBEJIMUEHHUE CEPACUHOr0 UHJIEKCA U CHI)KEHUE 1aBJICHUS 3aKJIMHUBAHUS B JIETOYHBIX KaNWILIAPax, a
TaKXke CHIXeHue olmiero mnepudepuyeckoro cocynuctoro compotusienus (OIICC), cpemnero
cuctemHoro AJIT wm yactorel cepaeunblx cokpamieHuit (HCC). Yacrota BO3HHUKHOBEHUS
apTepHabHOM TMIIOTEH3UH y TaKUX MAllMEHTOB 3aBUCUT OT 1103l Jo3apTaHa. HellporopmoHanbHbIe
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3¢ (deKThl BKIIOYAIOT CHI)KEHHE KOHIEHTPAlMU albJIOCTEPOHA U HOpAaJpeHalINHa B CHIBOPOTKE
KpPOBH.

5.2. @apMaKkoOKHHeTHYeCKHe CBOiiCcTBA

AOGcopOrms
[Ipy mnpueme BHYTPh JI03apTaH XOPOIIO BCACHIBAETCA M IIOJBEPraeTcsi MeTabOIu3My IpH

IEPBUYHOM TIPOXOXKJICHUW» Yepe3 IMEYeHb C O0pa30BaHHEM AaKTUBHOTO KapOOKCHIIMPOBAHHOTO
MeTa0O0JINTa M HEAKTUBHBIX MeTa00IUTOB. CHCTEMHast OMOIOCTYITHOCTD JIO3apTaHa B JIEKAPCTBEHHOU
(dbopMe TabJIeTKH, MTOKPHITHIC TUICHOYHON 000JI0YKOM, cocTaBiseT npuoausutensHo 33 %. Cpenanue
Cumax J103apTaHa ¥ €r0 aKTUBHOT'O METAa0OJIMTa B TUIa3Me KPOBH JIOCTUTAIOTCS yepe3 | yac u uepes 3—
4 yaca cootBeTcTBeHHO. [IpH mpueme no3aprana B mpoiecce 0OOBIYHOTO MPUEMa MHIIY KIMHIYEeCKH
3HAYMMOTO BIIUSTHUSI HA TIPO(HIIb KOHIICHTPAIIMY JI03apTaHa B IIa3Me KPOBHU BBISBICHO HE OBLIO.

Pacnpenenenue

JlozapTaH W ero akTUBHBIM META0OJHUT CBS3BIBAIOTCS C OCIKaMH IUIa3Mbl KPOBH (B OCHOBHOM C
anp0yMuHOM) He MeHee 4eM Ha 99 %. OO0beM pacmpeneneHus Jio3apTaHa COCTaBseT 34 nuTpa.
HccnenoBanusi Ha KpbicaX II0Ka3allk, 4YTO JIO3apTaH MPAKTHUYECKH HE TMPOHUKAET dYepe3
remMatodHIepaTndecKkuii 6apnep.

buotpancdopmarus

[Tpumepro 14 % 10361 JI03apTaHa MpU B/B BBEACHWH WU IIPUEME BHYTPH MPEBPAMIACTCS B €ro
aKTUBHBIA Merabonut. [lociie mpuema BHYTpbh WM B/B BBEICHHS MEUCHHOTO PaJIMOAKTHBHBIM
yriepozom no3aprana (1*C jo3apraHa) panoaKTHBHOCTh IUPKYJIMPYIOIIEH I1a3Mbl KPOBH, TIPEK/IE
BCero, OOYCJIOBJICHA HaJlMYWeM B HEH Jio3apTaHa W €ro akTUBHOro wmeradonura. Hwuskas
3¢ (HEeKTHBHOCTE TIPEBPAICHHSI JIO3aPTaHA B €r0 aKTUBHBIM META0OIUT HAOIIOAAIACh TPUMEPHO Y
1 % manuMeHToB, y4acTBOBAaBIIMX B HccleqoBaHUH. [loMrMMO akTHUBHOTO MeTabonuTa 00pa3yroTcs
OMOJIOTMYeCKH HeaKTHBHBIE META0OJIUTHI, B TOM YHCIIE JIBA OCHOBHBIX METa00JINTa, 00PA3yIOIIUXCS
B pe3ysibTaTe TUIPOKCUIUPOBaHUs OOKOBOW OYTHIIOBOHM €M, W OJWH BTOpOCTENeHHbIH — N-2-
TETPa30JI-TIIOKYPOHH]I.

DJIMMUHALMS
[1na3MeHHBINM KIUPEHC JI03apTaHa W €ro aKTUBHOTO METa0oJIMTa cocTaBiisieT okojo 600 mur/MuH u

50 Ma/MHH coOTBeTCTBEHHO. [loueuHblii KIUpEHC J03apTaHa W €ro akTHMBHOIO MeTabojiuTa
COCTaBJISIET MPUMEPHO 74 MJI/MUH U 26 MJI/MUH COOTBETCTBEHHO. [Ipu mpueme no3apraHa BHYTpb
0K0J10 4 % 103bI BBIBOAUTCS [IOYKAMU B HEU3MEHEHHOM BUJIE U OKOJIO 6 % J103bI BBIBOAUTCS IOYKaMU
B BHUJE aKTUBHOro MerabonuTa. Jlo3apraH M €ro axkTHBHBIH METa0OJUT HMEIOT JIMHEWHYIO
(bapMaKOKHHETHKY MPH NPHEMEe BHYTpPb J03apTaHa B 103ax 10 200 mr.

[locne mpuema BHYTpbH IUJIa3MEHHbIE KOHIIEHTpPAI[MU JI03apTaHa U €ro akTUBHOTO MeTaboiuTa
CHIDKAIOTCS OJIMAKCIIOHEHIMAIBHO C KOHEUHBIM TEPHOIOM IOJIYBBIBEACHUS MPUOIU3UTENBHO 2 U
6-9 wacoB cootBeTcTBeHHO. [Ipn pexume mozupoBanus mpemnapara 100 Mr onuH pa3 B CyTKH HE
MIPOUCXOUT 3HAYMMOTO HAKOIIJICHHUS B TJIa3Me KPOBH HU JI03apTaHa, HU €0 aKTUBHOTO METa0O0IHUTA.

BriBeieHME JT03apTaHa U ero MeTabO0JIMTOB OCYIIECTRIIETCS TOYKAMHU M Yepe3 KUIIEYHHK C JKETUBI0.
Iocne npuema BHYTps ~*C n03apTaHa y My»K4HH OKOJIO 35 % paJuoakTUBHOCTH OOHAPYKUBAETCA B
moue u 58 % — B xame. IlTocme B/B BBemeHms “*C mosapraHa y MyXuWH TpuMepHO 43 %
paoaKTUBHOCTH O0OHapy>kuBaeTcs B Moue u 50 % — B xase.

Oco0Oble T'PYIITBI TAITWMEHTOB

Ioueunas HedocmamouHocmy

Konnenrpanun no3aprana B Ia3Me KpoBH y HanueHTOB ¢ kiaupeHcoM kpeatnHuHa (KK) Bbime

10 M1/MHMH HE OTIMYAIHUCH OT TAKOBBIX y MAIlMEHTOB ¢ HEM3MEHEHHOM (yHKIMel noyek. 3HaueHue

IUIOLIAN TI0J KPUBOH «KkoHIEHTpanus-Bpems» (AUC) no3apTaHa y ManueHTOB, HAXOSIIUXCS Ha

reMojipanuse, ObUIO MPUMEPHO B 2 pa3a Oousblie 1Mo cpaBHEeHUIO co 3HaueHueM AUC nozaprana y

MAaMEHTOB ¢ HOpPMalbHOW (yHKIMEH modek. KoHIeHTpanmuu akTHBHOTO MeTa0oJHTa B IJIa3Me
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KPOBH HE U3MEHSUIUCh y MALUEHTOB C HAPYLUIEHUEM (PYHKLUU MOYEK WM NMAUEHTOB, HaXOASIUXCS
Ha remoauanuse. Jlo3apTaH W €ro akTHUBHBIA METaOOMUT HE BBIBOJATCS C MOMOIIBIO HPOLETYPHI
reMOJIMAIIN3A.

Ileuenounas neoocmamounocms

HpI/I IIpUEME J103apTaHa BHYTPh MNalUMCHTaAMU C JICTKUM M YMCEPCHHBIM aJIKOI'OJIBHBIM ILHUPPO3OM
MEYCHMW KOHLCHTpPAIMMU JIO3apTaHa U C€ro aKTUBHOI'O MeTaboJuTa B ILIa3Me KpOBH OKa3aJnChb
COOTBETCTBEHHO B 5 1 1,7 pa3a BBILIIE, YEM Y MOJIOJBIX 3JOPOBBIX I[O6pOBOJ'IBLIeB MYKCKOI'O I10J1a.

Jluya noorcunozo éozpacma

KonuenTpanuu j103apTaHa U ero akTUBHOTO MeTa0oJIMTa B MJIa3Me KPOBH Y MAIIMEHTOB MOXKHIOTO
BO3pacTa MY>KCKOTO MOJIa C apTepHaIbHOW TUIEPTEH3HEH 3HAYMMO HE OTJIWYAIOTCS OT JaHHBIX
MoKa3aresei y MOJIOIbIX MAllMeHTOB MY>KCKOT'0 TI0J1a ¢ apTepualbHON THIIePTEH3UEH.

Ilon

KonnenTpanuu no3zapTana B Ijia3Me KPOBH Y JKCHIIUH C apTepHalbHOM TuUmepTeH3uen B 2 pasa
MPEBBINIAJIA  COOTBETCTBYIOIIME 3HAUYEHUS] y MYXYMH C apTepUAIbHOM THUIEPTEH3UEH.
KoHnenTpanum akTHBHOTO METa00JIMTa B TUIa3Me KPOBU Y MYXKUYHMH U JKSHIIUH HE Pa3Indyaliuch. ITO
SBHOE (hapMaKOKUHETHYECKOE pa3lInire, TEM HE MEHEee, HE UMEET KIIMHHYSCKOTO 3HAUCHHMS.

5.3. laHHbIe JOKJIHHHYECKO 0€30IacHOCTH

XOTs HET OomblTa NPUMEHEHHS Jio3apTaHa y OEpeMEHHBIX, JOKIMHUYECKHE HCCIIEJOBAaHMS Ha
KMBOTHBIX MOKa3aJld, YTO €ro MpUEM MNPUBOAUT K PA3BUTHIO CEPbE3HBIX IMOPUOHAIBHBIX U
HEOHATAJbHBIX MOBPEXKACHUN U THOENN 11012 Wik oToMcTBa. CUMTaeTcs, YTO MEXaHU3M JIAHHBIX
sABIeHUI 00ycioBieH Bo3aelictBueM Ha PAAC.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. [lepeuyeHb BcnoMoOraTeIbHbIX BellleCTB

Jlozapran - TAJ, 12.5 mr, TaOJIETKH, TOKPBITHIE INIEHOYHOU 000JI0UKOMN

Aopo:

[emnakro3a 80*

Kpaxman npexxenaTHHU3HUPOBAaHHbBIN
Kpaxman kykypy3Hblii

[emnros103a MUKPOKPUCTATUTMYECKAS
Kpemuns nruokcua KoJIJIOUTHBIN O€3BOIHBIN
Marnus creapar

Obonouka nieHouHas.

I'mnpomennosa

Tanbk

[IponuneHrnukonb

Kpacurens xunonmmHOBEIH sxenthiil (E104)
Turana auokcun (E171)

emrakro3a 80:

JlakT03B1 MOHOTHIpAT

Lenmronoza

Jlozapran - TAJl, 25 Mr, TabaeTKU, IOKPBITHIE IIEHOYHOU 000JI0YKOH

Aopo:
I{ennakro3a 80*
Kpaxman npexxenaTiHu3upOBaHHbBIN
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Kpaxman kykypy3Hblii

[emnron03a MUKPOKpUCTATUIMYECKAS
Kpemuwus 1uokcua KoJJIOUTHBIN O€3BOIHBIN
Maruus creapat

Obonouka nieHouHas.

I'mopomennosa

Tanbk

[IponmieHrnukons

Kpacurens xunonmHoBEIH sxenthiil (E104)
Turtana nuokcun (E171)

Memrakroza 80:

JlakT03BI MOHOTHAPAT

Llennronoza

Jlozapran - TAJL, 50 Mr, TabaeTKU, OKPBITHIE IUIEHOYHOU 000JI0UYKOM

AHopo:

Ilemnakro3a 80*

Kpaxman npexxenaTHHU3HMpOBaHHbBIN
Kpaxman kykypy3HbIit

Lennrono3a MUKpOKpUCTATIIMYECKAS
Kpemuust quoKCH KOJIJIOUTHBINA O€3BOTHBIN
Marnus creapar

Obonouka nienounas:
I'mnpomennosa

Tanbk

[IponuneHrnukonb

Turana guoxcun (E171)

! lennaxro3a 80:

JIakT03BI MOHOTHAPAT

Llennronoza

Jlozapran - TAJ, 100 mr, TaOJIETKH, TOKPBITHIE INIEHOYHOU 000JI0UKOMN

Aopo:

[emnakro3a 80*

Kpaxman npexenaTnHu3upoBaHHbIN
Kpaxman kykypy3HbIit

[emnrono3a MUKPOKpUCTATIINYECKAS
Kpemuns nruokcua KoJIJIOUTHBIN O€3BOIHBIN
Marnus creapar

Obonouka nienounas:
I'mnpomennosa

Tanbk

IIponuneHrnmkoap

Tutana nuoxcun (E171)
lennaxro3a 80:

JlakT03BI MOHOTHIpAT

Llennrono3a

6.2. HecoBMecTUMOCTH
Henpumenumo.
6.3. Cpok rogHocTH (CPOK XpaHeHMusl)

5 ner.
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6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH MPU XPaAHEHUH
XpaHuThb Npu TEMIiepaType He Bblie 25 °C, B OpUTMHAIbHOMN YIIaKOBKE.
6.5. XapakTep u coaep:KkaHue YNIAKOBKH

ITo 10 umu 14 Tabnerox B Onmcrepe u3 komOmHHMpoBaHHOro Marepuaia [IBX/IIB/IX u ¢onsru
QIIFOMUHHUEBOU.

ITo 3, 6, 9 6mucrepoB (mo 10 Tabnerok) nim no 1 Gnuctepy (o 14 TabneTok) BMeCTE C JIUCTKOM-
BKJIJIBIIIEM [TOMEIIAIOT B AYKy KapTOHHYIO.

He Bce pa3mepsl yIIakoBOK MOTYT OBITh IOCTYIHBI JUIS PEaTH3aIHH.

6.6. OcoOble Mepbl NMPEIOCTOPOKHOCTH NMPHU YTHIU3AUNH MCHOJIb30BAHHOIO JIEKAPCTBEHHOI 0
npenapara MM OTXO0J0B, MOJYYEHHBIX MOC/J€e NMPUMEHEHUs] JIeKAPCTBEHHOr0 mpemnapara, u
Apyrue MAHMIYJISIIMHU € NpenapaToM

Oco0ble TpeOOBaHUs OTCYTCTBYIOT.

7. IEPKATEJIb PETUCTPAIIMOHHOI'O YOCTOBEPEHU A

I'epmanus

TAJl ®apma ['M6X

Xaiinn-Jlomanu-1ITpacce 5, 27472 Kykcxaden
Tenedon: +49 (4721) 606-0

daxc: +49 (4721) 606-333

Anpec anexkrponHoii nouTtsl: info@tad.de

7.1. IlpeacraBuTeIb AeprKaTe/Isl PETHCTPALMOHHOIO YA0CTOBEPEeHUs!

[Iperen3uu notpeduTeneit HaNPaBIATH 110 aJPECy:

Poccuiickas @enepanns

000 «KPKA-PYC»

143500, MockoBckast o0u1., . Mctpa, yi. MockoBckas, ja. 50
Tenedon: +7 (495) 994 70 70

dakc: +7 (495) 994 70 78

Anpec anekrporHoit mouTtsr: krka-rus@krka.biz

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSI

JITI-Ne(004199)-(PT-RU)

9. KATEI'OPHUs OTIIYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA

HeKapCTBCHHHﬁ npenapat OTHOCUTCA K KaTCTrOPUH OTITYCKa «I10 PCUCIITY».

OO6mrast XxapakTepuCcTHKa JIeKapcTBEeHHOTo Tpenapara Jlozapran - TAJl moctynmHa eTuHOM peecTpe
3apETUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEeACTB EBpa3uiickoro »KOHOMHYECKOTO COI03a U Ha
opuIHaILHOM caire YIIOJTHOMOYEHHOTO opraHa (3xCcmepTHOM OpraHU3aIIHH )
https://Ik.regmed.ru/Register/EAEU_SmPC.
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