OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOTI' O IIPETTAPATA

Jlopucta H/I, 25 mr + 100 mr, TaOJIeTKH, TOKPBITHIEC INIEHOYHOW 000JI0YKOM

2. KAYECTBEHHBIA U KOJJMYECTBEHHBI COCTAB
JleficTByromuye BEIECTBA: THAPOXIOPOTHA3UL T JI03aPTaH KaJKsl.
Kaxxnas tabnerka comepxut 25 Mr rugpoxiopoTrasuaa u 100 mr jo3apTaHa Kajiusl.
BcenomoratenbHble BelecTBa, HaJIMUYKWe KOTOPBIX HAJO YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npernapara: JakTo3sl MoHOTHApaT 126,26 Mr (cM. pa3nen 4.4.).

[TonHbIi TepedeHb BCIIOMOTATENBHBIX BEIIECTB MTPHUBEIEH B paszzaeie 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000IOYKOM.
OBaJibHBIC, CIIETKA ABOSKOBBITYKJIBIE TAOJETKH, MOKPHITHIE TUICHOYHONW 00OJIOYKON OT KEITOro
70 JKEJITOTO C 3€JIEHOBATHIM OTTEHKOM IIBETA.
Bun Ha n3nome: Genas mepoxoBaTasi Macca C IJICHOYHOH 000J0YKOM OT JKENTOrO JI0 KEITOTO C

3CJICHOBATBIM OTTCHKOM IIBCTA.

4. KIIMHUYECKHUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO
[Tpenapat Jlopucta HJ/I noka3zan k mpMMEHEHHUIO y B3pOCIBIX B Bo3pacTe oT 18 jer u crapiie:
e ApTrepuainbHas TUIepTeH3us (alueHTaM, KOTOPbIM IT0Ka3aHa KOMOWHUPOBAHHAs Teparusl).
o CHMXEHHE PUCKA aCCOLMUPOBAHHON CEPAECUHO-COCY TUCTOHN 3a001€BAEMOCTU U CMEPTHOCTH
y TMAalKEHTOB C apTepHaJIbHON TUNEPTEH3HEeW U TUunepTpoueil JIeBoro xeiyaodka,
MPOSIBIISIOIIEECS] COBOKYTTHBIM CHUKEHHEM YacTOThI CEPACUHO-COCYTUCTON CMEPTHOCTH,
YacTOThI MHCYJIbTA U MH(ApKTa MUOKap/a.
4.2. PexxuMm 103MpOBaHNs U C1IOCO0 MPUMEHEHUs!

Pexum go3upoBaHus

Apmepuanvuas cunepmensus

Pexomennyemass no3a — 1 tabmerka mpemapara Jlopucta HJI omuu pa3 B cytku. Ilpemapar
Jlopucta HJ] Ha3HayaioT mpH OTCYTCTBHH aJIeKBaTHOTO TepameBTHYECKOTo 3¢ dekra Ha ¢oHe
MPUMEHEHUS KOMOMHAIIUY TUIPOXIOPOTHA3uAa B 103e 12,5 Mr u o3aptana B go3e 50 Mr onuH
pa3 B CyTKu B TeueHue 2—4 Henmenb. MakcuMalnbHas cyTodHas no3a — 1 TabneTka mpemnapara

Jlopucta H/l oguH pa3 B CyTKH.



CHudicenue pucka accoyuuposanHoll cepoedHo-cocyoucmot 3a601e6aemMocmu U cCMepmHOCIU )
NAYUueHmo8 ¢ apmepuaibHol  2unepmensuell U 2unepmpoqhuell 16020  HCeryOOuKd,
nposenAwWeecs COBOKYNHBIM CHUMCEHUEM YaACOmbl CepoOeyHO-COCYOUCMON CMepmHOCMU,
4acmomovl UHCYIbIMA U UHGDAPKMA MUOKAPOA

Pexomenayemass moza — 1 Ttabmerka omuH pa3 B cyTku. I[Ipemapar Jlopucrta HJl Haznauarot
narKreHTaM, y KOTOPbIX HE YJIaeTCs JOCTHYb IEJIeBbIX 3HAYCHUI apTepuaibHoro aasiaeHus (AJl)
Ha (hoHE MpreMa KOMOUHAIINY THIPOXJIOPOTHA3Uaa B 103¢ 12,5 mr u 1o3apTana B 103¢ 50 Mr oiuH
pa3 B CYTKH.

Oco0nlie I'PYHOIIbI TAMEHTOB

THayuenmoi ¢ HapyweHuem yHKyuY novex uiu nayueHmol, Haxo0auwuecs Ha 2eMoouaIu3e
[Ipenapar Jlopucra HJl He nOMKEH NPUMEHATHCSA Ui HAYAJIBHOM TEpanuv y MalHEHTOB C
yMepeHHbIM HapymienueMm ¢yHkuun nodek (kiupeHc kpeatuHuHa (KK) 30-50 mu/mun).
[Ipenapar Jlopucra H/ He pexkoMeHayeTcss NalMeHTaM, HaxXOASIIUMCS Ha TeMOJuau3e.
[Ipenapar Jlopucta H/I He NOJKEH NMPUMEHATHCS y MAMEHTOB C TSHKEJIBIMH HapyLICHUSMHU
¢dyukun novek (KK menee 30 mir/mun) (cMm. pasgen 4.3.).
Tayuenmot co cruscennvim odwvemom yupryaupyiowei kposu (OLK)
IIpenapar Jlopucta H/] He HODKEH NPUMEHATHCS Ui HAadajJbHOW TEpalMU Yy NALMEHTOB CO
camkeHHbM OIIK.
Iayuenmul ¢ napywenuem ynkyuu nevenu
[Tpenapat Jlopucta HJI mpoTuBOMNOKa3aH MalMeHTaM ¢ HapylieHHeM (QyHKIIUN TIEYeHH TsHKeIon
crenenu (cM. pazaen 4.3.).
Iayuenmul nodxcunozo éozpacma
[Ipenapar Jlopucta HJl He [OOMKEH NPUMEHATHCA JJISI HAYaIbHOW TEpanuv y MalMeHTOB
ITOKUJIOTO BO3pacTa.

eTH
D¢ hekTUBHOCTL U 0€301aCHOCTh MPUMEHEHHUsI TIperapara y aeteit B Bo3pacte ot 0 1o 18 et He
YCTaHOBJIEHBI. JlaHHBIE OTCYTCTBYIOT.

Crooco0 rmpuMeHeHus

BHyTpp, HE3aBUCHMO OT NpUEMa NUILH, 3aIIMBAsI JOCTATOUYHBIM KOJIMYECTBOM BO/IBI.

[Ipenapar Jlopucrta HJI MOXHO THpUHHMaTh OJHOBPEMEHHO C JPYTMMH THUIIOTEH3UBHBIMHU

CpencTBamu.

4.3. IlpoTuBONOKA3aHNUSA

e [unepuyyBCTBUTENHHOCTh K THUAPOXJIOPOTHA3HUIY, JIO3apTaHy W/HWIM K JIOOOMYy U3
BCIIOMOTaTEJIbHBIX BEIIECTB, IEPEUYNCICHHBIX B pasjene 6.1.

e [unepuyBCTBUTENBHOCTH K APYTHM MIPOU3BOIHBIM CYIb(OHAMHIA.



e AHypwus.

e Hapymenue ¢pyuknun moyek tspreson crernenn (KK menee 30 mur/mMuH).

e Hapymenue QyHKIMY IEYSHH TSKEION CTETICHU.

e bepeMEeHHOCTh U NEPHUOJ] TPYAHOT0 BCKapMIMBaHus (cM. pazaen 4.6.).

e OpaHOBpEeMEHHOE NIPUMEHEHHE C ATUCKUPEHOM U MperapaTamMu, COJACPKAIUMHU AIUCKUPEH, Y
MAIMEHTOB C CaXxapHbIM JUA0ETOM W/WIM C YMEPEHHBIMHU WM TSHKEIBIMH HApyIICHUSIMU
dyHKIME nouek (ckopocTh KiayOoukoBoit (uiabrpanuu (CK®) menee 60 mn/mun/1,73 M
IUIOUIA/IM TOBEPXHOCTH TeJa).

e OJIHOBpPEMEHHOE MPUMEHEHHE C MHTHOUTOpPAMU aHTHOTEH3UHIIPEBpAaIaloniero ¢gpepMeHTa
(ATI®) y manueHToB ¢ AnabeTHYeCKoi HehpomaTHei.

e PedpakrepHas TUIOKaTHEMHUS.

e PedpakrepHas runoHaTpUEMHUsl.

e PedpakrepHas runepKaibIUEMHUs.

4.4. OcoOble yka3aHHus U Mepbl PeI0CTOPOKHOCTH IIPH NIPUMEHECHUH

C 0CTOPOKHOCTEIO

JIByCTOPOHHUI CTE€HO3 IIOYEYHBIX apTEPUM WM CTEHO3 apTepUM E€AUHCTBEHHOM II0YKH,
TUIEPKAIIMEMUS], COCTOSHUS IMOCIEe TPAHCIUIAHTALUHU MOYKU (OTCYTCTBYET OIBIT MPUMEHEHUS),
AOPTaJbHBIA WM MHUTPaJbHBIA CTEHO3, runepTpoduueckas oOCTPYKTHUBHAs KapIUOMHUONATHUS
(I'OKMII), xponunueckas cepaeuHas HenoctaTodyHocTh (XCH) ¢ COMyTCTBYIOIIMM TSKENIbIM
HapylleHueM (YyHKIHMH TOYeK, TshKenas cepaeuHas HexoctaToyHocTh (IV QyHKIMOHaIbHBIN
kiacc no kinaccupukamn NYHA), XCH ¢ yrpokaromuMu xKU3HH apUTMUSMU, HIIEMHYECKas
6one3nb cepana (MbC), nepedpoBackyisipHble 3a00J1€BaHMsL, TIEPBUUHBINA TUIEPAIbIOCTEPOHH3M,
AQHTMOHEBPOTUYECKUII OTEK B aHaMHe3€, apTephalibHas TUIOTEH3Ws, HapylleHue QyHKIUU
NEYEHHU, HapylleHue (PyHKINU MOYeK, HapylIeHHE BOJIHO-3JIEKTPOJUTHOrO OajaHca, malueHTaM
co cHmwkeHHbIM OLIK (Hampumep, mostydaromue JeyeHue OOJbIIMMH J103aMH JTUYPETUKOB) B
CBA3U C BO3MOYKHOCTBIO BO3HMKHOBEHHS CHUMIITOMAaTUYECKOM apTEepUaIbHOM T'HUIIOTCH3UU,
TUIIOKAJUEMUS,  TUIIOHATPUEMUS,  THUIEPKAIBLMEMHUS,  OJHOBPEMEHHOE  IIPUMEHEHHE
JIEKapCTBEHHBIX IPENapaTtoB, KOTOpPbIE MOTYT BbI3bIBaTh MOJIUMOP(PHYIO KETYJ0UYKOBYIO
TaxXMKapIul THUMA «IHPYIT» WIN YBEIMYMBATh NPOAODKATENBHOCTh HHTepBasia QT Ha
anektpokapauorpamme (OKI), ogHOBpeMeHHOE NpHUMEHEHHE JEKapCTBEHHBIX MpenapaTos,
CHOCOOHBIX BBI3BIBATh TMIIOKATIMEMHUIO,  TAKXKE CEPJICUHBIX TTTUKO3H/I0B, AJUIEPTHYECKHE PEAKIINN
Ha NEHULWUIMH B aHAMHE3€, TUIIepIIapaTUpeO3, TMIEPYPUKEMUs, 101arpa, HEMEIAaHOMHBIN pak

koxxu (HMPK) B anamnese (cm. paznen 4.4.).



[Ipumenenue mnpemapara Jlopucra HJl y mamueHTOB ¢ OCTphiM HWH(}ApKTOM MHOKapAa HE
PEKOMEHIYETCSI B CBSA3H C HEAOCTATOYHBIM OIIBITOM KIIMHUYECKOI0 puMeHeHus. Taxoke npenapar
Jlopucra H/I He ciienyeT npuMeHATh U KyIIMPOBAaHUs THIIEPTOHUYECKOT0 KpHU3a.

I'mapoxnopoTruasuyg

Apmepuanvras cunomeH3us U HapyuieHue 600H0-3J1eKMpPOoIUMHo20 6aianca

[Ipy TpUMEHEHWUW THIOTEH3UBHBIX CPEICTB Y HEKOTOPBIX MAIMEHTOB MOXET pPa3BUTHCS
CHUMIITOMATHYECKasl apTepHalibHasl THIOTCH3Us. [lallMeHThl TOJHKHBI HAONIONAThCS C IIEIBIO
CBOCBPEMCHHOTO BBISBIICHHS KIMHMYECKHX IPHU3HAKOB HAPYIICHHS BOJHO-3JIEKTPOIUTHOTO
Oamanca, Hampumep, OOE3BOXKHUBAHUS, THIIOHATPUEMHUH, THIIOXJIIOPEMHUYECKOTO allKaio3a,
TUIIOMarHUeMHH WA THIIOKAIMEMHH, KOTOPbIE MOTYT pa3BUThCA Ha (POHE COMYTCTBYIOIICH
TUaped WIA PBOTHL. Y TaKWX TNAICHTOB HEOOXOJHMM pPETYJISPHBIA KOHTPOJb COJEPKaHUS
AJIEKTPOJIUTOB CHIBOPOTKM KPOBU. Y MAIMEHTOB C OTEKaMH MOXKET HaOII0JaThCs TUITIOIIMOHHAS
TUTIOHATPHEMHS B KAPKYIO ITOTOY.

Memabonuueckue u 3HOOKpUHHbIE dhhexmpl

Tepanusi THa3uIaMu MOXXET HapyIIaTh TOJEPAHTHOCTh K TJIOKO3e. B psime ciydaeB MOXeT
noTpeOOBaTHCS KOPPEKIIHS 036l THIIOTJIMKEMUYECKUX CPEACTB, B TOM YHCJIC M HHCYJIHHA (CM.
pasznmen 4.5.).

Tuasuapl MOTYT CHIKATh BBIBEJCHHE KabI[Usl MOYKAMHU U BBI3BIBATH KPATKOBPEMEHHOE U
HE3HAYNTENbHOE TIOBBIIICHHE COJACpKAHMS KaJbI[Usl B CHIBOPOTKE KpOBHU. BrIpakeHHas
TUTICPKATBIIMEMHUST MOXET CBHJICTSIIbCTBOBAThL O CKPBITOM THIEpIaparupeo3e. B cBs3u ¢
BIUSHUEM THA3WJIOB HAa METa0OJIM3M KaJbIUs, WX IPUEM MOXKET HMCKaXKaTh pPe3yJbTaThl
UCCIIeIOBaHMs (PYHKIIMH TMapaliuTOBUIHBIX JKeJie3, TOITOMY Mepe] MccleAoBaHueM (yHKIUU
MapalUTOBUIHBIX Kelle3 THA3UTHBIA JUYPETUK TOJKEH ObITh OTMEHEH.

[ToBbIIeHNE KOHIICHTPAITUH XOJIECTCPHUHA U TPUTIUIIEPHIOB B KPOBH TAKKE MOXKET OBITH CBSI3aHO
C Tepanueil THa3HIHBIMH TUyPETHKAMHU.

Y HEKOTOPBIX MAIUEHTOB MPUEM THA3UIHBIX JTUYPETHUKOB MOXKET MPUBOIUTH K THIIEPYPUKEMUN
W/WIH pa3BUTHIO oAarpbl. [lOCKONIbKY T03apTaH YMEHbBIIAET KOHIICHTPAIIMIO MOYEBOM KUCIIOTHI,
€ro OJHOBPEMEHHOE TMPUMEHEHHE C THUIPOXJIOPOTHA3UAOM CHIKAET BBIPAKEHHOCTH
TUTICPYPUKEMHIH, BEI3BAHHOU TNy PETHKOM.

Hapywenue ¢ynxyuu nevenu

Tuazusl crieayer MPUMEHSTh C OCTOPOKHOCTBIO y TAITUEHTOB C HAPYIICHUSIMH (DYHKIIUY TIEUeHU
WIH TIPOTPECCUPYIOMINM 3a00JIeBaHHEM TIE€UeHHU, TOCKOIBKY 3TO MOXKET MPUBECTH K Pa3BUTHIO
BHYTPHIICYCHOYHOTO X0JIECTa3a, a HE3HAUYNTEIIbHBIC H3MEHEHHUS BOTHO-3JIEKTPOIIMTHOTO OalaHca

MOTYT CIIPOBOLIMPOBATH PA3BUTHUE MEUEHOYHOU KOMBI.



[Ipenapar Jlopucta HJl mpoTwBomoka3zaH marmeHTaM C TSDKEIBIMU HApyIICHUSMH (QYHKIIUN
IICYCHH.

Xopuoudanbuwiti 6b1nom, 0OCMpas MUORUS U 6MOPUUHAS 3AKPbIMOY20IbHAS 21AYKOMA
JlexapcTBeHHbIE IIpenapaThl HA OCHOBE CyJIb(OHAMM/IA UM IPOU3BOIHBIX CYIb(OHAMUIA, MOTYT
BBI3BaTh WIAMOCHHKPA3UYECKYIO0 PEAKLHUIO B BHJIE XOPUOMJAIBLHOTO BBHINOTA C 1e()EKTOM MO
3peHusi, TPaH3UTOPHOW MHUOIMHU U OCTPOM 3aKPBITOYIOJbHOW INIayKOMbI. CHMITOMaMH 3THX
HapyIICHUH SBIISIOTCS HEOXKUJAHHOE CHHKEHHUE OCTPOTHI 3pEHHsI MITH OO0JIb B I1a3ax, KOTOpPBIC B
TUIUYHBIX CIy4asX BO3HUKAIOT B TEYEHHE OT HECKOJIBKMX YacOB 10 HECKOJIBKHUX HEIENb MOCIIE
Hayaja NpUMEHEHHUs Mpenapara. Eciaum He mpoBOAMTCA Teparivs, OCTpasl 3aKpbITOYroJbHas
IJIayKoMa MOXKET NPUBECTU K HoTepe 3peHusi. OCHOBHOE JIEYEHHE COCTOUT B KaK MOXKHO OoJee
OBICTpOIl OTMEHE THApOoXJopoTHazuaa. Heo0XoauMo MMeTh B BUY, YTO, €CIIM BHYTpPHUTIIA3HOE
JIaBJIEHUE OCTAETCSI HEKOHTPOJIIMPYEMBIM, MOXKET MOTPEOOBAThCS HEOTI0KHOE KOHCEPBATUBHOE
WM Xupyprudgeckoe sedenne. K ¢pakropam prcka pa3BUTHS OCTPOI 3aKPBITOYTOJIBHOM TIIayKOMBI
MOYKHO OTHECTH CBE/IEHUS 00 ajiepruu K cyjib(hOoHaMUAaM WK NEHULWIIMHY B aHaMHE3e.
Hemenanommnwiii pax xoorcu (HMPK)

B snunemuonornyeckux ucciae10BaHuAX HaOJI0JalICs TOBBILIEHHbIN PUCK HEMEIaHOMHOI'O paka
KOXHM (0a3aJbHOKJIETOYHOM KapUMHOMBI M IJIOCKOKJIETOYHON KapLMHOMBI) B CBSI3H C
yBEJIMYEHUEM CyMMapHOH (HaKOMJICHHOH ) 103kl THPOXJIOPOTHa3H1a. BO3MOXXHBIM MEXaHHU3MOM
passutus HMPK siBrisiercst poroceHcnOunm3upyroriee A1eicTBre THIPOXIOPOTHAZHUIA.
[TanMenTh!, TPUHUMAIOIIUE THIPOXIOPOTHAZHL, JOIKHBI OBITH OCBEJOMJIEHBI O PUCKE Pa3BUTHUS
HMPK. TakuMm narpieHTam ciaeayer peKOMEHI0BaTh COO01aTh MPO(QUIaKTHUECKUE MEPhI, TAKHUE
KaK OrpaHWYeHUe BO3JCHCTBUS COJTHEYHOI'O CBETA M MCKYCCTBEHHBIX YIbTpaduoneToBsx (YD)
ayueil. [lanueHTs! T0KHBI PETYISPHO OCMaTPUBATh CBOM KOXHBIE TTOKPOBBI C LIEIbIO BISBICHUS
JHOOBIX HOBBIX MOJO3PUTEIbHBIX MOPaKEHUH M HE3aMEeIJIUTEeNbHO COOOIaTh O HUX Bpady. Y
narueHToB ¢ HMPK B anaMHe3e pekoMeH1yeTcsl IepecMOTPETh 11e1eCO00pa3HOCTh MPUMEHEHUS
ruzipoxjoporuasuaa (cM. paszuen 4.8.).

Ocmpas pechupamophas MOKCUYHOCHb

[Tocne mpuema TUAPOXIOPOTHA3HIA OBLIM 3apPETHCTPUPOBAHBI OYCHb PEIKUE CIIydau TSKEIOu
OCTPOM pPECNUPATOPHONM TOKCHMYHOCTH, BKJIIOYas OCTPBIM pecMpaTOpHBIA AMCTPECC-CHUHIPOM
(OPJC). Otex nerkux oObIYHO Pa3BUBAETCSA B TEUEHHE HECKOJIBKUX MUHYT WM YacOB IMOCHE
npueMa Truapoxjopotuazujga. B Hauane 3a0oneBaHMs CHMITOMBI BKIIIOYAIOT — OJIBIIIKY,
JUXOPAJKY, YXYALIEHUE COCTOSTHUS JIETKMX U apTepUaIIbHYI0 rUnoTeH3uto. Ilpu mogo3penun Ha

OPJC cnenyer ormenuts npenapar Jlopucra HJl u mpoBecTH COOTBETCTBYIOIIEE JIEHYEHHUE.



['unpoxsopoTnasuj He cienyeT Ha3HauaTh MalleHTaM, Y KOTOPhIX paHee HaOJIofacs OCTPhIN
peCIupaToOpHBId  AUCTPECC-CUHAPOM IOCHE TMpHEMa THIPOXJIOPOTHA3UAa WIH JPyroro
TUA3UJIHOTO TUypeTHKa (cM. paszzaen 4.8.).

lpyeue s¢hghexmui

VY nmanueHToB, MPUHUMAIONINX THA3UIHBIC TUYPETHKH, PEAKIIMHA TUIIEPUYyBCTBUTEIEHOCTH MOTYT
BO3HUKATh JakKe IpPHU OTCYTCTBHM B aHAMHE3€ aJUVIEPTUYECKUX PEaKuil WM OpOHXUAIbHON
actMbl. CooOmIaioch 0 peruAnBaxX WM YCYT'yOJIICHUU TSHKECTH TEUCHHSI CHCTEMHOH KpacHOUN
BOJIYAHKH y MallMEHTOB, IPUHUMABILINX THA3HUIHbIE TUYPETHKU.

Ocobvble epynnsl nayuenmos

Paca

AHanM3 TaHHBIX BCEH MOIYJISIIMU MAIMEHTOB, BKItOUEHHBIX B uccienoBanue LIFE mo uzyuenuto
BJIIMSTHUS JI03apTaHa HA CHUKEHHME YaCTOThI Pa3BUTHS MEPBUYHON KOHEYHON TOYKH Y MAlUEHTOB
C apTepHaAIbHOW TUIIEPTEH3UEH U TUnepTpodueit JeBoro xemyaouka (n = 9193), nokazan, 4to
CIIOCOOHOCTH JIO3apTaHa IO CPAaBHEHHUIO C aTeHOJoJoM cHukaThb Ha 13,0 % puck pa3Butus
CepleYHO-COCYyIUCThIX ocnoxHeHuit (p = 0,021) He pacnpocTpaHsercs Ha MalUEHTOB
HETPOMJIHOM packl, XOTs 00a pexuma Tepanuu >PPEeKTUBHO CHUXKAITU ypoBeHb AJl y maHHBIX
nareHToB. OJHAaKO B JAHHOM WCCIICOBAaHUM TMAI[MEHTHl HETPOMTHON pachl, IOJTydaBIIHe
aTEHOJION, UMENIM MEHBIINI PUCK Pa3BUTHS NEPBUYHON KOHEUHOU TOUKH (CepAeuHO-COCYAUCTas
CMEPTHOCTh, MHCYJIbT U WH(MAPKT MHUOKapJa) MO CPAaBHEHUIO C TAIMEHTAMH TOH K€ pachl,
npuHUMaBIIUME Jo3apTaH (p = 0,03).

Hayuenmul noowcunozo sospacma

Knunuueckne wuccrneioBaHus HE BBIBUIM KaKUX-THOO OCOOCHHOCTEH B OTHOIICHHUU
6e3onacHocty u dddextuBHOCTH Tpenapara Jlopucra HJ[ y manueHTOB MOXUIOTO BO3pacTta
(crapie 65 ner).

JleTH ¥ OAPOCTKHU

O¢ddexTuBHOCTH U O€30naCHOCTH MpUMeHeHUs npenapaTa Jlopucra H/I y nereit u moapocTkoB oT
0 1o 18 neT He yCTaHOBJIEHBI.

Ecniu y HOBOpOXIEHHBIX, 4YbM MaTepu npuHuUManu npenapar Jlopucra H/I Bo Bpewms
OepeMEeHHOCTH, Ha0JII0JaeTCsl Pa3BUTHE OJUTYPUH MU apTepHalibHONW TMITOTEH3UH, HEOOXOMMO
MPOBEJICHHE CHUMITOMATUYECKON Tepanuu, HapaBIeHHONW Ha mojaepkaHue A/l u moyedHoit
nep¢py3un. Moxer mnoTpebOBaThCs MEpeIrBaHME KPOBU MM IPOBEACHUE JHaln3a s

MPEOTBPALCHHS Pa3BUTUS apTEPUATbHON TUIIOTEH3UHN W/ WU TOAAepKaHUsI PYHKIIMU MTOYEK.

Jlozapran



Apmepuanvrnas cunomensus u cHudxicernue OLK

VY mnanuenTtoB co cHmxeHHbIM OLK wmnu copepkanuem HaTpus B KpPOBH, Pa3BUBIIMMHCS IO
[IPUYMHE WUHTEHCUBHOW TEpaluU OUypEeTUKAaMH, JAMEThl C OIpPaHUYEHHEM IIOBAapEHHON COJIH,
IUaped WU PBOTHI, MOXET pPa3BUBATHCA CHUMIITOMATHYECKas apTepuaibHas THIOTEH3HUS,
0COOEHHO Tociie mprema nepBoii 1o3bl npemnapata Jlopucra HJI. Koppekunio Takux cocTosiHuii
HE00X0IMMO MTPOBOJUTH 10 Ha3HaueHus npemnapara Jlopucra H/I.

Hapywenue oono-snexkmponrumnoeo bananca

Hapynienue BogHO-3/IEKTPOIIUTHOTO OaslaHca SBISETCS XapaKTEPHBIM IS MAllUEHTOB C MOYEYHON
HEJI0OCTAaTOYHOCTHIO C CaXxapHbIM auabeToM uiM 0e3 caxapHoro auadera, mod3ToMy HEoOXOAUMO
THIATeNIbHOE HAOMIO/IEHUE 3a JaHHBIMU MalnueHTaMud. HeoOXxoaum TIIaTeiabHBIH KOHTPOIb
coziepkanus kanus B kpoBu win KK, 0co6eHHO y ManueHToB ¢ CepAeUHON HETOCTATOUHOCTHIO U
KK 30-50 ma/muH.

Bo Bpems neuenus npenaparom Jlopucra H/I He pekomeHnnyeTcst npuHUMAaTh Kajuiicoeperaromue
JTUYPETUKH, TpenapaThl KaJs WK cCoAepKallie KaTui 3aMEHUTEIIH MUILIEBOU COJIH.
Aopmanvuwiii unu mumpanvusii cmenos, I OKMII

Kak wu Bce nekapcTBeHHbIE CpEACTBA, OOJAJAIONIMe Ba30JWIATUPYIOMIUM JIEHCTBUEM,
AQHTaroHMUCTHI perentopoB anruoreHsuna I (APA Il) momkHBI Ha3HAYATHCS C OCTOPOXKHOCTHIO
NalUEeHTaM ¢ aOPTAJIbHBIM WJIM MUTpaabHbIM cTeHO30M i ["OKMIT.

UBC u yepebposackynsapuble 3a001e8aHuUs

Kak u Bce nexkapcTBEHHbIE cpelcTBa, 00Jajarolie Ba3oquIaTHpyromuM aeicteueM, APA Il
JOJKHBI Ha3HAuaThCs € OCTOpPOXKHOCThIO mamueHtam ¢ MBC wim nepedbpoBacKylsspHbIMU
3a00JIeBaHUSAMH, MTOCKOJIBKY Upe3MepHoe cHukeHue AJl y NaHHOW TpymIbl NAlMEHTOB MOXET
MPUBECTH K Pa3BUTHIO HH(ApPKTa MUOKAp/Ia WJIM UHCYJIbTA.

Xponuueckas cepdeunas nedoocmamournocms (XCH)

Kak u mnpu npuMeHeHuu ApYrux JIEKAPCTBEHHBIX CpPEICTB, OKAa3bIBAIOIIMX JACHCTBHE Ha
pEeHHHAHTUOTEeH3UH-anbaocTepoHoByto cucteMy (PAAC), y manumentoB ¢ XCH u ¢ uimm 6e3
HapylieHus: QyHKIUU MOYEK CYLIECTBYET PUCK Pa3BUTHS TSAXKEJION apTepHalIbHON T'MIIOTEH3UU
WM ocTpoil moueuHou HegoctarouHoct (OITH).

Ilepsuunwiii cunepanrb0ocmepoHu3m

Tak KaK y ManUeHToB C MEePBUYHBIM THIIEPATIbI0CTEPOHU3MOM, KaK MPaBUIIO, HE HAOIIOdaeTCs
MOJIOKUTEIBHBINA OTBET Ha TEPAINIO0 THUIIOTEH3UBHBIMU CPEACTBAMH, KOTOPbIE JEHCTBYIOT IyTEM
unruouposanuss PAAC, npumenenue npenapara Jlopucra HIl He pexoMeHayeTcs y AaHHOU

TPYIIBI MAUEHTOB.



Hapywenue ¢ynkyuu neuenu

Jlannble papMaKOKMHETUYECKUX UCCIIEIOBAaHUI YKa3bIBalOT HA TO, YTO KOHIIEHTpAIUs JIO3apTaHa
B IUIa3M€ KPOBM y NAIMEHTOB C LUPPO30M IE€UEHH 3HAUYMTEIBHO YBEIMUYMBAETCS, IOITOMY
NalUeHTaM C JIETKUM WM YMEPEHHBIM HapyIHIeHUAMU (YHKIMU MEYEHH B aHAMHe3e Ipernapar
Jlopucra H/I cnenyer Ha3HauaTh ¢ OCTOPOKHOCTHIO. OTCYTCTBYET ONBIT IPUMEHEHHUSI JI03apTaHa
y MalMeHTOB C TsHKEJIbIMU HapylieHusMu GyHKIUM nedeHu (6osee 9 GamnoB no mkane Yaiina-
[1p10), moaTomy npemnapat Jlopucta HJl He nomkKeH NPUMEHATHCS Y TaHHOW TPYMIIbI MAIMEHTOB
(cm. pasznmen 4.3.).

Hapywenue ¢ynxyuu novex

Bcenencteue wunrubupoBanuss PAAC y  HEKOTOPBIX MPEapacloiOKEHHBIX — MAallMeHTOB
HaOIr0MaMiCh M3MEHEHUsT (PYHKIMHM TOYeK, BKIIOYAs Pa3BUTHE MOYEYHOW HEIOCTATOYHOCTH.
JlanHble M3MEHEHUs! TMOYEYHON (YHKIIMM MOTYT BO3BpAIlAThCS K HOpPME MOCJE MpEeKpalleHus
JICUYEHUS.

Hekortopsle JsieKkapCTBEHHBIE CpeACTBa, OKasbpiBatomue Bo3aeiictBue Ha PAAC, wmoryt
YBEJIMYUBATh KOHLEHTPALMI0O MOYEBHHBI B IUIa3ME€ KPOBH M CHIBOPOTOYHOI'O KpEaTHHUHA Y
MAlKUEHTOB C JIBYCTOPOHHHUM CTE€HO30M MOYEYHBIX APTEPUN WM CTEHO30M IOYEUYHOW apTepuu
eauHCTBeHHON MOoYKku. Coo00Ianoch 0 BO3HUKHOBEHUH TMOAOOHBIX A()QPEKTOB mpu mpueme
no3aprana. [logoOHbie HapylieHuss (QYHKIMH MMOYEeK MOTYT OBITh OOpaTUMBI MOCJIE OTMEHBI
Tepanuu. Jlo3apTaH JOKEH NMPUMEHSTHCS C OCTOPOXKHOCTHIO Yy MAIMEHTOB C JBYCTOPOHHUM
CTEHO30M IIOUYEYHBIX apTEPUI WA CTEHO30M ITOUYEYHON apTEPUH €JUHCTBEHHON IIOYKH.
Yeenuuenue cooeporcanus kanus 6 cvieopomre Kposu

OnHOBpeMEHHOE TPUMEHEHHE JApPYTuX IMpernaparoB, KOTOpble CHOCOOHBI yBEIUYMBATh
CoJlep’)KaHuE Kajusl B ChIBOPOTKE KPOBHU, MOXKET MPHUBECTH K PA3BUTHIO T'MIIEPKATUEMHH (CM.
paznen 4.5.).

I'uapoxsiopoTnasua + go3apTad

Peaxyuu eunepuyscmeumenvnocmu

Y manueHToB C aHTHOHEBPOTHYECKUM OTEKOM B aHaMHe3€ (OTEK JHIIa, Ty0, TIIOTKU/TOPTaHH U/WIN
sI3bIKa) HEOOXO0IUM KOHTPOJIb 33 COCTOSIHUEM MarueHTa (cM. pasaen 4.8.).

Hapywenus ¢pynkyuu novex u nevenu

[Ipemapar Jlopucra HIl mnpoTuBOmOKa3aH nAns TPUMEHEHHS Y TMAlMEHTOB C TSDKEIBIMU
HapyHIeHUsIMA (DYHKIMW TIeUEeHU U TsDKeNbIMU HapymeHusMu ¢yHkiun modek (KK He Gomee
30 ma/mMuH) (cM. pazaen 4.3).

OmbpuomoxkcuuHoCms



[IpumeHneHnue nekapCTBEHHBIX cpeAcTB, BozaeicTByrommx Ha PAAC, Bo II u III Tpumecrtpe
OCpeMEHHOCTH CHIDKAET (DYHKIIMIO TIOUYEK TUIO/IA M YBEIIMYMBACT 3a00JIEBAEMOCTh M CMEPTHOCTh
mioga U HOBOPOXKIACHHBIX. Pa3Burue OJIMroruipaMHuOHa MOKCT 6BITL aCCoOUMUPOBAaHO C
TUIOIIa3uel JIETKUX TUIo/a U JAedopManusiMu ckeieta. Bo3MoxHbIe HeXeNnaTelbHbIE peaKkluu
(HP) y HOBOpOXAEHHBIX BKIIOYAIOT TUIOIJIA3MI0 KOCTEH depema, aHYpHUIO, apTepUaIbHYIO
TUIIOTCH3UIO, ITOYCUHYIO HEAOCTATOYHOCTH H JICTaJILHBIN nucxon. HpI/I AUAarioCTUPOBAHUN
o6epemennoctu npenapat Jlopucra HJ[ nomken ObITh cpa3y oTMeHeH (cM. pazzaen 4.6.).

BcnoMorarebHEIC BEIECTBA

Jlakmo3svi moHocuopam

[TaumenTaM C peaKoO BCTPEYAOLIEHCS HACIEICTBEHHOM HENEPEHOCUMOCTBIO TalaKTO3bl,
JIeUITUTOM JIAKTA3bl WM TIIOKO30-TaJIAKTO3HOW MabaOCOpOIMei He ClieyeT MPUHUMATh 3TOT
npernapar.

4.5. B3amMmopeiicTBHe ¢ [PYrHMH JIEKAPCTBEHHBIMHM MpenapaTtaMu H JApyrue BH/bI
B3aUMOJIeHCTBHA

I'uapoxsiopoTrasug

[Ipy OAHOBpEMEHHOM MPHUMEHEHHH C TUIPOXJIOPOTHA3UAOM TMEPEUYHCICHHBIX Jaliee
JICKaPCTBEHHBIX CPEJICTB OMKCAHBI clieaytomue 3P PeKTh:

Omanon, bapbumypamsi U HApKOMuUYeCKUe AHATLEeMUKY — MOTYT TIOTEHIIMPOBATH PUCK Pa3BUTHS
OpPTOCTATUYECKON TUTIOTEH3UU.

T'unoenuxemuueckue cpeocmea (Uid TpueMa BHYTPb W HMHCYJIHH) — MOXET MOTpeOOBaThCs
KOPPEKLHUS O3Bl THIIOTTTMKEMUYECKUX CPE/ICTB.

pyeue eunomenszuenvie cpedcmea — aqAUTUBHBIN 2P EKT.

Konecmupamun u rxonecmunon — B TPUCYTCTBUU AaHUOHHBIX OOMEHHBIX CMOJ BCachIBaHHE
THIPOXJIOpOTHA3HuIa Hapymraercs. KonecTupaMuH M KOJIECTUIION B Pa30BOHM 03¢ CBS3BIBAIOT
TUAPOXJIOPOTHAZH]T U YMEHBIIAIOT €r0 BCAChIBAaHUE B KENyIOYHO-KUIIEYHOM TpakTe Ha 85 % u
43 % COOTBETCTBEHHO.

Kopmuxocmepouodwi, aopenoxopmukompontbuiii 20pMOH (KOPMUKOMPONUH) ULU 2IUYUPPUSUHOBAS
KUCTOMA (CO0ePAHCUMCSL 8 KOPHE COJIOOKU) — BRIPAKEHHOE CHIDKEHHE DJIEKTPOJIUTOB, B YACTHOCTH,
PHUCK Pa3BUTHS TUITOKATHEMUHU.

IIpeccopHvle amunvl (Hanpumep, 3nunedpur) — BOSMOKHO CHHIKEHHE BBIPA)KEHHOCTH OTBETa Ha
BBEJICHUE TPECCOPHBIX AMUHOB, HO HE HCKIIIOYAIONIee BO3MOXKHOCTh HMX OJIHOBPEMEHHOTO
MIPUMCHCHHS.

Muopenaxcanmoi Hedenoasipusyrowe2o muna oelcmsus (nanpumep, myboKypaput) — BO3MOKHO

ycuieHue 3¢ hekTa MUOPETaKCaHTOB.



Jlumuii — NUYypeTUKH CHUKAIOT TOYEYHBbINM KIMPEHC JUTHS W MOBBIIAIOT PHUCK Pa3BUTHS
TOKCUYECKOr0 JercTBUsA JIMTHA. He pexkoMeHayeTcs HX OJHOBPEMEHHOE NpuMeHeHue. [lo
HA3HAYCHMUS MMPENapaToB JIUTUS 00PATUTECh K MHCTPYKIIMHU TI0 UX IPUMEHEHHIO.

Hecmepouonvie npomusosocnanumenvuvie npenapamer (HIIBII) (sxatouas uneubumopsi
yuknookcueenasvl-2 (I[JOI-2) — y Hexotopbix naruentoB HIIBII, B ToM uucie celleKTHBHBIC
uaruouToper  1[OI'-2, Moryr  CcHWXarb  AUYPETUYECKUM, HATPUUYPETHUYCCKUH U
AQHTUTUIIEPTEH3UBHBIN 3P PEKT TNYPETUKOB.

Y HEKOTOpBIX MAlMEHTOB C HAPYUICHHON (PyHKIMEN MoYeK (Hampumep, y HalleHTOB MOXKHIIOTO
BO3pacTa WU TAIMCHTOB C OOE3BOKMBAHHMEM, B TOM YHCIE NPHHUMAIOIIUX JIUYPETUKH),
nonydaBmux tepanuto HIIBIL, Bximtouas wunruburopsr [IOI'-2, neuenune APA Il wim
uarnOuTopamu AIID MoXxeT BbI3BaTh JajbHEHIICEe YXYIIICHHE (PYHKIUH IOYEK, BKIIOYAsS
pa3sutue OIIH. [lannbie 3pdextsr 00b19HO0 00paTuMbL. [1lo3TOMY OJHOBpEeMEHHOE MPUMEHEHUE
JAHHBIX JICKAPCTBEHHBIX CPEJICTB JIOJDKHO TPOBOJUTHCS C OCTOPOKHOCTHIO y TAITUCHTOB C
HapyHIeHHON (YHKIUEH MoYeK.

Yeenuuenue unmepsana QT (nanpumep, XuHUOUH, NPOKAUHAMUO, AMUOOAPOH, COMAJON) —
MOBBILICHUE PUCKA PA3BUTHS MUPYITHOM JKEITYJOUKOBOI TaXUKapAUU.

Jlexapcmeennvle npenapamvi, HNpUMeHAOWUECS 0N JedeHus nooazpvl  (npoberneyuo,
CYNbUHNUPA3OH, ANTONYPUHOI)

MoskeT moTpeOoBaThCsl KOPPEKIHS 103 YPUKO3YPUICCKUX JICKAPCTBEHHBIX MTPEIapaToB, TaK KaK
TUAPOXJIOPOTHA3H]T MOXKET MOBBHIINIATH KOHIIEHTPAIIMIO MOYEBOM KHCIOTHI B CHIBOPOTKE KPOBHU.
Mosker TOTpeOOBAaThCS  yBEIMUYEHUE JIO3BI TpoOCHEeNMIa WM  CyJb(QHUHIHpa3oHA.
OnHOBpeMEHHOE MPUMEHEHHE THA3UIHOTO JUYPETHKA MOXKET YBEIHYUTh YacTOTY pa3BUTHUS
peaKIuii THIEPIYBCTBUTSIIBHOCTH HA /IOy PHHO.

Aumuxonunepauyeckue npenapamul (Hanpumep, amponut, bunepuoen)

VYBenuueHne OWOMOCTYMHOCTH THA3UAHBIX JUYPETUKOB 3a CYET CHIKEHHS MOTOPUKH
KEITyTOYHO-KUTIICYHOTO TPAKTa U CKOPOCTH OTIOPOYKHEHUS JKETYIKA.

Memunoona

Onucansl  cIydadm  TeMOJUTHYECKOW  aHEeMUW TIpU  OJHOBPEMEHHOM  TPUMEHEHUU
TUAPOXJIOPOTHUAZHUIA M METHIIIOBI.

Luxnocnopun

[Ipr oAHOBPEMEHHOM MPUMEHEHUU THA3UAHBIX TUYPETUKOB U IHMKJIOCHOPUHA YBEIMYHUBACTCS
PHUCK Pa3BUTHS TUIIEPYPUKEMUHU U 0OOCTPEHHUS MTOIarphI.

Kapbamaszenun
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Puck pa3Butusi cumnromaTiueckoi runonarpueMud. Heo0xonumo HabI0A€HUE 32 COCTOSTHUEM
NanUeHTa U KIMHUYECKUMH [T0Ka3aTeIsiMU KPOBU MaIlUEHTA.

IIpenapamul kanvyus

TuasuaHble TUYpEeTUKU MOTYT MOBBIIIATH COACPKAHKUE KaJbI[Us B KPOBH BCJE/ICTBUE CHUXKEHUS
BBIBEJICHUS HMOHOB KalblMs MOYkaMHu. Eciam HeoOXoIMMO OJHOBPEMEHHOE Ha3HaueHUe
KaJIbIIMACOEPKAIUX JIEKAPCTBEHHBIX CPEICTB, TO CIIEAYeT KOHTPOJIHPOBATH COJEpKAHUE
KaJblUgd B IJIa3Me€ KPOBU M KOPPEKTHPOBATH 103y MpEnapaToB KaJIbLHUS COOTBETCTBYIOIIMM
00pazomM.

Hoocoodepaicawue konmpacmuvie seuyecmsa

OO6e3BokMBaHHE OpraHu3Ma Ha (GOHE MpHUeMa THUA3HAHBIX IUYPETHKOB YBEIHMYHUBAET PHCK
paszsutust OIIH, ocoOeHHO mpu NMpUMEHEHUM BBICOKHX 03 Hojacoaepxkamux BemecTs. [lepen
IpUMEHEHHEM HOCOAePKAIIMX BEIIECTB HEOOX0IMMO KOMIIEHCUPOBATH MOTEPIO KUIAKOCTH.
Cepoeunvie 2nuko3uobl

['unokanuemMusi MOKET MOBBIMIATH YYBCTBUTEIBLHOCTh WJIM YBEITUYHMBATH PEAKIIMIO CO CTOPOHBI
cepAlla Ha TOKCHYECKOE BO3JCHCTBHE CEpACYHBIX TJIMKO3UIOB (HAIPUMEp, YBEIUYCHUE
KEITyJ0YKOBOU BO30YIHMOCTH).

Ilepedosuposka «nemuesvimuy ouypemuxamu (Hanpumep, ypocemuoom), KapOeHoKconioHOM,
cabumenbHbIMU cpeocmeami

['MapoXI0pOTHAZHT MOXKET YBEITMUUTH IMOTEPIO KAJIUS W/WIIA MarHHsL.

Lumocmamuxu (nanpumep, yuxniogocghamuod, memompexcam)

Tuasuapl MOTYT CHUKATh HKCKPEIUIO TOYKAMU ITUTOTOKCHYECKUX MPENapaToB U YCUIMBATh UX
MUENOCYPECCUBHBIE 3P (DEKTHI.

Jlozapran

B KIMHMYECKHX HCCIEAOBAHMIX TIO0 U3YyYEHHIO (PapMaKOKMHETHYECKUX B3aUMOICHCTBUIA
JIEKapCTBEHHBIX CPEJICTB HE OBIJIO BBISBJICHO KIIMHUYECKH 3HAYMMBIX B3aUMO/JICHCTBUI J103apTaHa
C TUIPOXJIOPOTHA3UIOM, JUTOKCUHOM, BappapuHOM, LHUMETUIUHOM U (HeHobapOUuTaIoM.
PudammunmH, SBISACH WHAYKTOPOM MeTabonm3Ma JIEKApCTBEHHBIX CPEJICTB, CHUXKAET
KOHIICHTPAIIMI0 aKTHBHOTO MeTa0oNMuTa Jio3apTaHa B Iula3Me KpoBH. B KIMHHYECKHX
UCCIICIOBAaHUAX OBUIO H3Yy4eHO IpHUMEHEHHe ABYX HMHruOutopoB wusodepmenta CYP3A4:
KETOKOHA30J1a ¥ SpuTpoMHIInHa. KeTOKOHa30:1 He BIIMSIT Ha METaOO0JIM3M JIo3apTaHa 10 aKTHBHOTO
MeTa0oJauTa TOCie BHYTPUBEHHOTO BBEJCHMS JiO3apTaHa. ODPUTPOMHUIIMH HE OKa3bIBajl
KJIMHUYECKH 3HAYMMOTO 3¢ ¢eKTa Mpu mpueMe Jo3apTaHa BHYTpb. DIyKoHa30J, MHTHOUTOP
nzodepmenra CYP2CY, cHmKaeT KOHIEHTPAIMIO aKTUBHOTO METaboJuTa Jo3apTaHa, OJTHAKO

(I)apMaKO,Z[I/IHaMI/I‘IeCKaSI S3HAYMMOCTb OJHOBPCMCHHOI'O NPUMCHCHUS JIO3apTaHa U I/IHI‘I/IGI/ITOpOB
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n3oepmenra CYP2C9 He umsydena. IlokazaHo, 4TO y MamueHTOB, HE META0OJM3UPYIOIINX
JI03apTaH B aKTUBHBIN METa0OINUT, UMEETCs OYCHb peaKuil u cieunuyHbli n1edekT nzodpepmMenTta
CYP2C9. DOtu panHble AaIOT BO3MOXKHOCThH MpEIOJaraTh, YTO METAa0OJM3M Jlo3apTaHa 0
aKTHBHOTO MeTabonuTa ocymectBisgercs wu3opepmentom CYP2C9, a He wusodepmentoMm
CYP3A4.

OnHoBpeMeHHOE MPUMEHEHHE JI03apTaHa, KaK U JIPYTUX JIEKAPCTBEHHBIX CPEICTB, OJOKUPYIOIIIX
aarnoteH3uH [I wmm ero »ddekTsl, ¢ KanmuiicOeperarmuMu TUypeTHKaMu (Hampumep,
CIUPOHOJIAKTOH, TPUAMTEPEH, aMUJIOPH), KaTUHCOAepKAIIUMU 100aBKaMu, COJISIMU Kallusl WU
JpYTMMH IperapaTaMmy, KOTOPble MOTYT YBEJIMUYUTh COAEpkKAHHE Kajausl B CHIBOPOTKE KPOBU
(Hampumep, mpemapaThl, COJEPKAlIUEe TPUMETONPUM), MOXKET TMPUBOAUTH K YBEIUUYCHUIO
COJIep’KaHus KaJlusl B CBIBOPOTKE KPOBH.

Kak u npu npuMeHeHuM Opyrux JEKapCTBEHHBIX CPEACTB, BIMAIONIMX HA BBIBEJACHHE HATPUS,
J03apTaH MOXXET CHUXKaTh BbIBeAeHHE JUTHUA. [loaTOoMy Npu OJHOBPEMEHHOM IPUMEHEHUU
npenapatoB jutusg U1 APA Il Heo0XoauMo THIATETbHO MOHUTOPUPOBATH COJIEpPKAHUE JUTHS B
CBIBOPOTKE KPOBH.

HIIBII, B ToM uncne cenexktuBHble MHTHOUTOPHI LIOI'-2, MOTyT cHUXATh 2PHEKT TUYypETUKOB U
JpYyruX TMIOTEH3UBHBIX CpeAcTB. BenencrBue storo anturunepren3uBHbii 3¢ dext APA II wnn
uHrnoutopoB AIID moxer ObITh OcnabieH npu ogHoBpeMeHHOM npumenenuu ¢ HIIBII, B Tom
YrcIie ¢ CeNIeKTUBHBIMU HHTHOnTOpamu L{OI'-2.

Y HEKOTOPBIX MAIMEHTOB C HapyIIEHHON (QyHKIMEH Mmodek (HampuMep, y NalMeHTOB MOXKHUIIOro
BO3pacTa WM NAIMEHTOB C O0E3BOKMBAHHMEM, B TOM 4MCJIE NPUHUMAIOLIUX JUYPETUKH),
nonydatomux Tepanuto HIIBII, B ToM umcne cenexktuBHbiMH uHTHOUTOpamu [[OI'-2,
onnoBpeMmenHoe mnpumeHeHue APA Il unu wuarnOutopoB AIID MoxeT BBI3BaTh JalIbHEHIIEE
yXyauieHne GyHKIuu novek, Bkiatodas pazsutue OITH. /lannbie 3¢ dexTsl 00b1YHO 00paTUMBL,
IIO3TOMY OJTHOBPEMEHHOE IIPUMEHEHHE JJAHHBIX JIEKAPCTBEHHBIX CPEACTB JOJKHO ITPOBOIUTHCS €
OCTOPOKHOCTBIO Y AIIMEHTOB C HApYIIEHHOW (DyHKIIMEH MOYeK.

JBoitnast Onokana PAAC c¢ mpumenennem APA II, unaruburtopoB AII® wiu amuckupena
(MHTHOMTOpP pEHMHA) acCOLMHPOBAHA C TMOBBIIIEHHBIM pPHUCKOM pa3BUTHs apTepHATIbHON
TUIIOTEH3UH, 0OMOPOKA, TUIIEpKAIMEMUN U HapylleHui pyHkiuu novek (B ToMm uucie OITH) mo
CpaBHEHHMIO ¢ MoHoTepanueil. HeoOxomum peryssipublii koHTposnb AJl, QyHKIMM mo4Yek u
COJIEpXKaHUs DIIEKTPOJUTOB B IUIA3ME KPOBU Yy NAIMEHTOB, NPUHUMAKOUIUX OJHOBPEMEHHO
npenapat Jlopucta HJ] u npyrue nexapcrBeHHble cpeicTBa, Biaustomue Ha PAAC. Ilpenapar

Jlopucta H/I He nomxkeH NpUMEHSATHCS OJTHOBPEMEHHO C aTHCKUPEHOM Y MAIMEHTOB C CaXapHbIM
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nuabetom. OnmHoBpeMeHHoe mpumeHenne APA Il ¢ mpenaparamu, coaep)kamuMHu aMCKUPEH,
MPOTUBOMNOKA3aHO y MAIIMEHTOB C CaXapHbIM TUAa0ETOM U/WIIM ¢ YMEPEHHBIMU W/WIH TSHKETBIMU
Hapymenusamu Gpynkuun nodek (CK® menee 60 mn/mun/1,73 M? miomanay moBepXHOCTH TeJa).
OnnoBpemennoe nmpumenenne APA Il ¢ uaru6utopamu AII® nmpoTHBONOKA3aHO Y MAIIUEHTOB C
nuabeTnueckoi Hepomarue (cm. pazzaen 4.3.).

['pelindpyToBBIil COK COIEPIKHUT BEIIECTBA, KOTOphIe MHTHOUpPYIo n3odepments CYP450 u MmoryT
CHI)KAaTh  KOHIEHTPALMI0O aKTUBHOIO MeTabonuTa Ji03apTaHa, dYTO MOXET CHHU3UTh
tepaneBruueckuii 3pdexr. Bo Bpems mpuema mnpemaparta Jlopucra HJ[ cnemyer uzberartb
ynoTpeOsieHus TpednppyTOBOro COKa.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

bepemeHHOCTD

[Tpumenenue npenapara Jlopucta HJ] npotuBonokasaHo rnpu 6€peMEeHHOCTH.

JIOKJIIMHUYECKUX JaHHBIX HEJIOCTATOYHO.

Cy1iecTByeT OrpaHHYEHHBIN OMBIT TPUMEHEHUS TUAPOXIOPOTHA3HIA BO BpeMsi OEpeMEHHOCTH
(ocoOeHHO B mepBOM TpuMecTpe). [ MapoxmopoTHasua MpOHUKAET Yepe3 MIalleHTapHbli 0apbep,
ompezensercs B MymOBUHHON KpoBu. C ydeToM MexaHu3Mma (HapMakoJIOTHUYECKOTO IEHCTBHS
TUIPOXJIOPOTHA3H/IA, €T0 TPUMEHEHNE BO BTOPOM U TPETbEM TPUMECTpPaX OEPEMEHHOCTH MOKET
Hapyuath (eTorIaneHTapHyo nepQys3uro 1 IpUBOJUTH K PA3BUTHIO Y IJI0/1a U HOBOPOKIEHHOTO
TAaKUX OCJIO)KHEHHWH, KakK JKelITyXa, HapylmeHHs BOJHO-3JIEKTPOJIUTHOrO OajnaHca W
TpombonuTonenus. ONUcaHbl Cilydyau pa3BUTHS TPOMOOIIMTONEHUH Y HOBOPOXKJIEHHBIX, MaTepU
KOTOPBIX MOJyYall TUA3UHBIE JUYPETHKH.

[IpumeHeHne  TUIPOXJIOpPOTHAa3uAa  BO  BpeMs  OEpEeMEHHOCTH  IPOTHUBOINOKA3aHO.
['muapoxinopoTHasul Helb3s NPUMEHSTh JUIs JIEYeHHs T€CTO30B BTOPON MOJIOBUHBI OEPEMEHHOCTH
(oTexku, apTepuaibHas TUNEPTEH3US WIM MPEdKIAMIICUs), TaK KaKk OH YBEIMYMBAET PHCK
camkennst OLIK u ninanenTapHoii runonepdys3un, HO He OKa3bIBAET OJArONPUITHOTO BIMSHUS Ha
TE€YEHHE YKAa3aHHBIX OCJOKHEHUI OepeMeHHOCTH. JIMypeTHKH He NpeJOTBpAIlaloT pa3BUTHE
reCTO30B.

JlexapcTBeHHbBIE IIpemapaTsl, BO3JAEHCTBYyroIMe HemocpencTBeHHo Ha PAAC, moryt crarte
INPUYMHOM Cephe3HBIX MOBPEXKACHUW U THUOENM pa3BHBAIOIIETOCS IUI0JA, MO3TOMY THpHU
JTUarHocTHUpoBaHuM OepemeHHocTH npenapat Jlopucra HJI nomkeH ObITh cpa3y OTMEHEH.

XO0Tq HET OIbITa MPUMEHEHHs Ipernapara y OepeMeHHBIX, JOKIMHUYECKHE HCCIEeIOBaHMUs Ha
YKUBOTHBIX TOKA3aJIM, YTO MIPUEM JI03apTaHa MPUBOIUT K Pa3BUTHIO CEPhE3HBIX IMOPHOHAIBHBIX
U HEOHATaJbHBIX MOBPEXKICHUN M rudenu 1uiofa Uiad noromcrBa. CuUuTaeTcs, YTO MEXaHHU3M

JIAaHHBIX SBJICHHUH 00ycioBieH Bo3aelicTBuem Ha PAAC.
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[Toueunas nepdysus y mioza, 3apucsiias oT pazsutus PAAC, mosBisieTcst BO BTOPOM TPHUMECTPE,
MOATOMY PHCK JUIS IUIOAA BO3pacTaeT, eciu npenapat Jlopucra H/] npumMensercs Bo BTOPOM HIIH
TPETbEM TPUMECTPE OEPEMEHHOCTH.

[IpumeHeHue JIeKapCTBEHHBIX CpPENCTB, Bo3aeucTByrommux Ha PAAC, Bo BTOPOM M TpETheM
TpUMeCTpe OEPEMEHHOCTH CHMXKAeT (DYHKIIMIO IOYEK IUIOAA U YBEIMYMBAET 3a00J1€Ba€MOCTh U
CMEpPTHOCTh IUIOAA ¥ HOBOPOXKICHHBIX. Pa3BUTHE ONMUIOTMIPaMHHUOHA MOXET OBITh
ACCOIIMMPOBAHO C TUMOIUIa3Uel JIerKuX Iuiona u aedopmanusamu ckenera. Bosmoxusie HP y
HOBOPOJKICHHBIX BKJIKOYAIOT FMIIOIIA3UI0 KOCTEHN Yepena, aHypHIo, apTePUAIIbHYI0 THIIOTCH3HIO,
MIOYEYHYIO HEJJOCTATOUYHOCTb U JIETAIBHBIA UCXOJ,.

VYka3aHHbIE BBIIIE HEXENATEIbHbIE MCXOJbl OOBIYHO  OOYCIIOBJIIEHBI IPUMEHEHHUEM
JIEKapCTBEHHBIX CPEACTB, Bo3JeHcTByromux Ha PAAC, BO BTOpOM M TPETbEM TPUMECTpE
OepeMEeHHOCTH. BOJBIIMHCTBO 3MUAEMUOIOTHYECKUX HCCIEAOBAHUI 0 HM3YYEHUIO DPa3BUTUSA
AHOMAJIMHI IUIOAA IOCJIE INPUMEHEHHMS THUIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEICTB B IEPBOM
TpUMeCTpe OEpEMEHHOCTH HE€ BBIIBUIM PA3JIMYUM MEXITy JIEKAPCTBEHHBIMU CPEICTBAMHU,
BozaeiicTByromumMu Ha PAAC, n apyrumMu runoTeH3uBHBIMU cpeiacTBamu. [Ipu HasHaueHuun
TUIIOTEH3UBHON Tepanuy 6epeMEHHBIM Ba)KHO OITHUMHU3UPOBATh BO3MOKHBIE UCXO/bI ISl MAaTEPH
U IUIOAA.

B cnywae, ecnum HEBO3MOXKHO MOAOOpaTh aJbTEPHATHBHYIO TEpalMI0 B3aMEH Teparuu
JIEKapCTBEHHBIMU CpeJICTBaMU, Bo3elcTByomumMu Ha PAAC, Heo6xoauMo npornHGOpMUpOBAThH
HAlMEeHTKY O BO3MOXHOM pUCKe Tepamnuu Juis mioaa. Heo6xonumo npoBeieHne NepuoInuecKux
YJIBTPa3BYKOBBIX MCCIIEJOBAHUM C LENBbI0 OLEHKH MHTPAAMHHUOTHYECKOTrO IpocTpaHcTBa. [Ipn
BBISIBJICHUU OJIMTOTHUIPAMHUOHA HEOOXOAMMO MIPEKPaTUTh MpueM npernapata Jlopucra HJI, ecnu
TOJIbKO OH HE SIBJISIETCA XKU3HEHHO HEOOXOOUMBIM AJii MaTepu. B 3aBHCHUMOCTH OT Henenu
OepeMEHHOCTH HEOOXOJMMO OCYIIECTBUTh IPOBEICHHE COOTBETCTBYIOIIMX TECTOB IJIOJA.
[TarueHTKM ¥ Bpauu TOJKHBI 3HATh, YTO OJUTOTUAPAMHUAOH MOXKET HE BBIABIISTHCS 1O TIOSIBIICHUS
HeoOpaTUMBIX  TOBpexAeHu  1ioga. HeoOxomumo — TmiarenpHOoe — HaOmOJeHUE — 3a
HOBOPOXKJEHHBIMH, YbM MaTepu npuHuMaiu npenapat Jlopucta HJ[ Bo Bpems 6epemeHHOCTH, C
LIEJIbI0 KOHTPOJIS apTEPUAIIbBHOM TMIIOTEH3UH, OJIUTYPUH U THIIEPKATUEMUH.

JlakTanus

IIpumenenne npenapara Jlopucra HJ[ mpoTrBOnoka3zaHo B eproJ Py JHOTO BCKAPMIIMBAHMSL.
['unpoxsiopoTrasu NpOHUKAET B MATEPUHCKOE MOJIOKO, B CBSI3H C YEM €0 IPUMEHEHHE B IEPUO]T
IPYAHOIO BCKapMIIMBAHUS IIPOTUBOIOKA3aHO. Eciy npuMeHeHne ruipoxiopoTHasnia saBisercs
abCoIIOTHO HEOOXOAUMBIM, TO CIIEyeT IPEKPATUTh TPYJHOE BCKapMIIMBAHUE.

HCI/ISBCCTHO, BBIACIIACTCA JIM J1IO3apTaH C I'PYAHBIM MOJIOKOM.
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Tak Kak CyIIECTBYET PHCK Pa3BUTHS BO3MOXKHBIX HEOJIaronpusTHbIX 3(PQeKToB y peOeHKa,
HAXOJAIIETOCs Ha TPYAHOM BCKapMIIMBAaHUM, CIEAYeT NPUHATH pEIICHHE O MPEeKpalleHuu
IpyIHOTO BCKapMJIMBaHUA MM 00 oTMeHe npenapata Jlopucta HJI ¢ yueToM HEOOXOJUMOCTH €T0
npuema Juisi MaTepH.

4.7. BausiHue HAa CMOCOOHOCTH YNPABJATHL TPAHCIOPTHBIMH CPeACTBAMH M PadoTaTh €
MeXaHMu3MaMH

He mnpoBogmmock wuccinenoBaHuid it OLUEHKH BIMSHHUS Ha CIIOCOOHOCTh  YHPAaBIAThH
TPAHCIIOPTHBIMU CpeACTBaMH, MexaHu3Mamu. [Ipu ynpaBieHuH TPaHCHOPTHBIMHU CpPEICTBaMH,
MEXaHU3MaMH  CJeAyeT CcoOJIIolaTh  OCTOPOXKHOCTh ~ M3-32  BO3MOKHOCTH — Pa3BUTHUS
TOJIOBOKpPY>KEeHUS MU ciaboctu (cM. paszaen 4.8.).

4.8. HexenaresibHbIC peaKIMU

Pesrome mpoduiist 6e3onacHOCTH

B knuHuYeckux HccleloBaHMAX C KOMOMHAIMeW TUApPOXJIOPOTHA3U[ + Jlo3apTaH He
Habmomanocs HP, cmeumuuHbIX Ui JaHHOTO KOMOMHHMpOBAaHHOTO —mpemapara. HP
OTrPaHUYMBAIMCH TEMH, O KOTOPBIX YK€ COOOLIANoCh IMpHM IMPUMEHEHHM JI03apTaHa W/WiIu
ruapoxyopotuasuaa B otaenbHoctd. CymmaphHas yactotra HP, o kotopsix coolmianiocs mpu
NPUMEHEHUN JaHHOM KOMOMHaIuu, Obljla CONOCTaBMMa C TAaKOBOM NMpPH MPUMEHEHHH Iianeoo.
YactoTa OTMEHBI Tepanuu ObLIa TakKe COIMOCTaBUMa C TaKOBOM Y MallMEHTOB, IPUHUMABIIUX
iane6o.

B nenom Tepanus komMOuHamued TUAPOXJIOPOTHA3Wi + Jio3apTaH MepeHocuiack xopoiuo. B
OonbmMHCTBe ciyyaeB HP Obuin jerkuMu, HOCHIIM NPEeXOJsIIMHA XapakTep M He TpeOoBaiu
OTMEHBI TEpAIUU.

B KOHTpOIMpyeMBbIX KIMHUYECKHUX HCCIIEIOBAHMAX MPU JICYCHUHM apTEPUAIbHOW THMIIEPTEH3UH
TOJIOBOKPY>KEHHE ObUIO €TUHCTBEHHOW CBSI3aHHOM ¢ nmpueMoM mpenapata HP, yactota koTopoii
IpeBbIIIaJIa TAKOBYIO MPH MpHeMe Iuianedo Oomnbie yeM Ha 1 %.

Kak 66110 1MOKa3aHO B KOHTPOJIUPYEMBIX KIMHUYECKHX UCCIIEIOBAHUSX, JI03apTaH B KOMOMHAIIUN
C THUIPOXJIOPOTHA3UIOM B IEJIOM XOpOIIO IEPEHOCUTCS Yy NAIUEHTOB C apTepHAIBHON
runepreHsuent u runeprpodueit aesoro xenynouka. Hanbonee yacteimu HP Obiu cuctemuoe u
HECHCTEMHOE T'OJIOBOKPYKEHHUE, c1a00CTh/OBBIIIEHHAs! YTOMIISIEMOCTb.

B Xxome DOCTperucTpaliMOHHOrO NPUMEHEHHMsS IIperapara, IPOBEACHHBIX KIMHUYECKUX
MCCJIEIOBAaHUM W/WIIM MTOCTPETUCTPALIMOHHOTO IPUMEHEHUS OT/I€IbHBIX aKTUBHBIX KOMIIOHEHTOB
npenapara coo0Ianoch O CIeAYIOMUX AOTMOTHUTENbHBIX HP.

TabauyHoe pe3rOMeE HEXKENATEIbHBIX PEAKIIUI

YacToTa BCTPEUaEeMOCTH OIpeaesieHa CIeayromuM o0Opa3oM: ouyeHb uacto (= 1/10), gacrto

(ot > 1/100 mo < 1/10), meuacto (ot > 1/1000 mo < 1/100), peako (ot > 1/10000 mo < 1/1000),
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odeHb peako (< 1/10000), wacrora Hem3BecTHa (Ha OCHOBAaHUW MMEIONIUXCS JTAHHBIX OICHUTH

HEBO3MOYKHO).

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

(COK).
T'uopoxnopomuasuo

COK HP I'mapoxnopornasuj
JlobpokauecTBEHHEbIE, HemenanoMHBIH pak KoxH | YacToTa HeM3BeCcTHA
3JI0Ka4e€CTBEHHBIE 1 | (6a3ambHOKIETOYHAS KaplUHOMA H
HEYTOYHEHHbIE MJIOCKOKJIETOYHAS KapILIMHOMA)

HOBOOOpa3oBaHUs (BKIFOYAs

KHCTBI U HOJII/IHBI)

Hapymenuss co cTOpoHBI | AtulacTudeckass aHemusi, remonuruueckas | Hewacto
KpOBH U JUM(aATUUECKOH | aHEMMsI, JEHUKONEHUs, arpaHyJIOLUTO3
CHUCTEMBI
Hapymenust co cropoHsl | AHaQMIaKTHYECKHE PEAKLIUU Penxo
MMMYHHOH CHUCTEMBI
Hapymenus merabonu3ma u | AHOpeKcus, runepriaukemus, | Hewacrto
MIUTaHUs TMIIepypUKEeMHUs, HapylmeHus OanaHca
JJIEKTPOJIMTOB KPOBH, B TOM YHCIIE
TUITIOHATPUEMUS U THIIOKAIEMHUS
IIcnxnyeckne HapyIIEHUs becconnuna Heuacto
Hapymenuss co cropons! | Kcantoncus, mnpexoasmee Hapymenue | Hewacto
opraHa 3peHus (OKYCUPOBKH 3peHUs
XOpHOWIANBHBIN BBIIIOT, OCTpas MHUOINM, | HacToTa HEM3BECTHA
BTOPUYHAS 3aKPBITOYTOJIbHAS IIIayKoMa
Hapymenuss co croponsl | Hekporudeckuit  anruutr  (Backynur), | Hewacro
COCYJIOB KOKHBIM BaCKYJIUT
Hapymennss co cropons! | PecnupaTtopHsriit qucTpecc-cuHapoM, | Hewacto
JbIXaTeJIbHON CUCTEMBI, | THEBMOHUT, OTEK JIETKUX

OpTraHoOB FpYHHOﬁ KIICTKHU U

CpeIOCTEeHUS

OPJIC (cm. pa3nen 4.4.)

Ouens penko

Kemynouno-kunie4nsie

HapyILIEHUs

CuanageHur, TOIIHOTA, pPBOTa, AHapes,

3arop

Heuacto
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Hapymenust co CcTOpOHBI

KOJKH U IIOJKOKHBIX TKaHe!

Tokcnyeckuii dNuUaepMaIbHBIA HEKPOIIU3,

dboroceHcubUIU3as

Heuacto

BomyanouHo-11o100HBINH CHHAPOM

YacToTa HEeM3BECTHA

Hapymenuss co CTOpOHBI | MbllIeUHBIE CyIOPOTH Hewacro
MBIIIICUHON, CKEJIETHOM u
COCIMHUTEIILHON TKAHU
Hapymenust co croponsl | ['moko3ypus, HapylieHus: pyHkuuu novek, | Hedacto
NOYEK W MOYEBBIBOAIIMX | HHTEPCTHIHUANBHBIA HEQPHUT, TMOYeHHas
nyTen HEJI0CTaTOYHOCTh
Oo61ue HapyLIEHUs u | JIuxopanka Yacto
peakuuu B MECTE BBEJICHUS
Jlozapman
COK HP Jlozaptan
Hapymenuss co cTOpoHBI | AHEMUS Heuacro
KpoBU U auMparuyeckoit | TpoMOoOUuTONECHUS Yacrora Hen3BECTHA
CHUCTEMBI
Hapymenust co cTopoHsl | AHapMIaKTHYECKHE peakuuu, | Penko
MMMYHHOH CHCTEMBI QHTMOHEBPOTUYECKUM OTEK, BKIKOYas OTEK
FOPTaHH U  TOJOCOBBIX  CKJIAQIOK €
pa3BUTHEM  OOCTPYKIIMHM  JbIXaTEIbHBIX
nyTed W/WiaK OTeK JUIa, Ty0, TIIOTKU W/WIN
A3bIKa. Y HEKOTOPBIX M3 3TUX IALMEHTOB
MMEIUCh  yKa3aHus  HAa  pa3BUTHE
AHTMOHEBPOTUYECKOIO0 OTE€Ka B aHAMHE3€
IIpY IPUMEHEHUH JAPYTUX JIEKAPCTBEHHBIX
CpPEeZCTB, B TOM uuciie HHTuouTopos AIID
AHadunakTuyeckue peakiuuu Penko
Hapymenust merabonusma u | AHOpeKcus Heuacto
MUTaHUS
[Icnxnyeckne HapylIeHUs becconnnna Yacro
becrokoicTBo Yacrora HeU3BECTHA
Hapymenuss co cropons! | ['onoBHas 60b Yacro
HEPBHOM CUCTEMBI Murpens, napecre3us Hewacro

Jucres3us

YacToTa HEU3BECTHA
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Hapymenust co croponsl | [Ipexonsmee Hapymenue ¢okycupoBku | Hewacto
opraHa 3peHus 3peHus
Hapymenust co ctopons! | Omynienue cepauednuenus, Taxukapaus Heuacto
cepaua
Hapymiennss co croponsl | Jlo303aBucumas oprocraTtudeckas | Hactora HEM3BECTHA
COCYJIOB TUIIOTEH3HUS
Hapymenuss co cropons! | Kamens, 3a10k€HHOCTh HOCa, HapylieHus | Yacro
JIbIXaTeIbHON CUCTEMBI, | CO CTOPOHBI HOCOBBIX Ia3yX (CHHYCHT),
OpPTraHOB TPYIHON KJIETKH U | MHPEKIIUN BEPXHUX JIBIXaTEIbHBIX MTyTeH
CpPENOCTEHHUS DapuHruT Heuacro
KenmynouHo-kunie4Hble Hucnencus, Oonb B JXKHUBOTE, aAuapes, | Hacto
HapyLIEHUS TOIIHOTA

3anop, pBoTta Heuacto

[Tankpeatur, 330¢areanbHbIi pedirokc,

JKCITYJOYHO-KHIICYHAA KOJMKaA

YacToTa HEeu3BeCTHA

Hapymennss co cTopoHBI

NCYCHHU U KCITUYCBBIBOAAIINX

I'enarut, xentyxa (BHYTpUIIEUEHOYHAS

XoJecTtaTnuycCKkas )KCJ'ITYXa), HapyHaICHUC

YacToTa HEU3BECTHA

nyTen (GYHKLINU TIEYeHU

Hapymiennst co croponsl | KoxkHast cbilb, KOXKHBIN 3yn, myprnypa (B | HewacTo

KOXH U MTOJIKOXKHBIX TKaHe | ToM uyucne mypnypa lllenneiina-I'enoxa),
KpanuBHUIIA, SPUTPOAEPMHUS,
dboToceHcubunU3anus

Hapymennss co crtoponsl | bons B cnmHe, MblIedHble Cynopory, | Yacro

MBIIICUYHON, CKEJIETHOM U | MHAJITHS

COEIMHUTENIEHON TKaHH Aptpanrus Heuyacro

MpuIieyHbIe Cria3Mbl

YacToTa HEU3BECTHA

Hapymienust co CTOpOHBI | DpeKTHiIbHAA JUCHYHKIHSI/UMIOTEHIUS Heuacto
pPENPONYKTUBHOW CHUCTEMBI

Y MOJIOYHBIX XK€EJIe3

O6mme  Hapymenuss  u | bonb B rpyau, cmabocTh Yacto
peakuyu B MeCTe BBeJeHUs | OTeku, Tuxopaaka Heuacro

Henomoranue

YacToTa HEeM3BECTHA
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JlaGopaTopHsble u | [loBbimenue akTUBHOCTH | Penko
MHCTPYMEHTAJIbHBIC TaHHbIE | aJaHMHAMUHOTpaHcdepazsl  (AJIT) B

IJI1a3mMe KpOBU

Jlabopamopnvie nokazamenu

B  KkoHTponmHMpyeMbIX KIMHHUYECKHX HCCICIOBaHUSX Ha (oHEe TmpremMa KOMOWHAIUU
TUAPOXJIOPOTHAZUL + JIO3apTaH PEOKO HaONIONaNMCh KIMHUYECKH 3HAYMMbIE W3MEHEHUs
CTaHJapPTHBIX J1a0OpaTOPHBIX MOKa3zareneil. ['unepkanuemus (copepxaHue Kajaus B CHIBOPOTKE
KpoBH > 5,5 MakB/1) Habmonanace y 0,7 % ManMeHTOB, OJHAKO B JAaHHBIX HCCICIOBAHUSX HE
OBLJI0O HEOOXOAMMOCTH OTMEHBI JaHHOW KOMOWHAIIMU W3-3a BO3HUKHOBEHUS THUIEPKATHEMUU.
[ToBbilIeHHE CHIBOPOTOYHOM AKTHUBHOCTU ajJaHMHAMUHOTpaHchepasbl HAOMIOAANOCh PEIKO U
00BIYHO BO3BpAIlATach K HOPME [1OCJIe OTMEHBI Tepanuu.

COO6HI€HI/IG 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxxHo coo0mare O TMOA03pEeBACMBIX HEXENATeNbHBIX PEAKIHUAX II0CIEe PETUCTPAINH
JICKapCTBEHHOT'O Tperapara ¢ 1eabio 00ecrnedeHrs HeMPEePhIBHOIO MOHUTOPUHTA COOTHOIICHUS
«T0Jb3a — PHUCK» JIEKAPCTBEHHOIO mpemnapara. MeauiuHCKUM paOOTHUKAM PEKOMEHIYeTCs
coo0marte 0 JIOOBIX MOJ03PEBAEMBIX HEKENATENbHBIX PEAaKIHIX JICKapCTBEHHOTO Iperapara
Yyepe3 HAIMOHAJIBHBIE CHCTEMBI COOOMICHUSI O HEXENATENbHBIX PEAKIHUAX TOCYJapCTB — YICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr'0 COI03a.

Poccuiickasa ®edepayus

109012, r. MockBa, CnaBsinckast 1., a. 4, cTp. 1

®denepanbHas cnyx0a Mo Haa30py B cdepe 3paBoOOXpaHEHUs

Ten.: +7 (800) 550 99 03

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

Beo6-caiit: https://roszdravnadzor.gov.ru

Pecnyonuxa benapyco

220037, r. Munck, ToBapuieckuii niep., a. 2a

PecnyGnukanckoe yHurapHoe npeanpusitue «LleHTp okcmepTH3 W HMCIBITAaHUM B
3/IpaBOOXPAaHEHUM»

Ten.: + 375 (17) 242 00 29

Anpec 511, mouthl: repl@rceth.by

Be06-caiit: www.rceth.by

Pecnybnuxa Kasaxcman

010000, paiion baiikonsip, r. ActaHa, yia. A. Mmanosa, 1. 13, Bl «Hypcayner 2»
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PI'TI na ITXB «HauuoHaJIbHBINA UEHTP SKCHOEPTHU3bI JIEKAPCTBEHHBIX CPEICTB M MEIUIIMHCKHUX
u3nenuity Komurera MeauuumHCKOrOo W (apMaIeBTUYECKOrO0 KOHTpOJdsl MuHHCTEepCcTBa
3npaBooxpanenus Pecnyonuku Kazaxcran

Ten.: +7 7172 235 135

Anpec a11. moutsl: farm@dari.kz

Be6-caiiT: www.ndda.kz

Pecnybnuxa Apmenus

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

«Hay4Hblii LEHTp AKCHEPTU3bl JIEKAPCTB W MEIUIMHCKUX TEXHOJIOTUA HMMEHM aKaJeMHKa
9. lNabpuensina»

Ten.: +374 60 83 00 73

Anpec s11. moutsl: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

Be6-caiit: http://www.pharm.am

Keipevizckas Pecnyoauka

720044, Yyiickas o0yacts, r. bumnikek, yi. 3-s Jluaus, a. 25

JlemapTaMeHT JIeKapCTBEHHBIX CPEACTB U MEAUIIMHCKUX WU3IEITHIA

Ten.: +996 (312) 21 92 86

Anpec s11. moutsr: dlsmi@pharm.kg

Beb6-caiit: www.pharm.kg

4.9. Ilepeno3npoBka

['uapoxinopoTuasug + J1o3apTaH

Her JTAaHHBIX o cnenuduueckom JICUCHUH MEepEI03UPOBKH KOMOMHaIHeH
TUIPOXJIOPOTHA3K] + Jo3apTaH. JIeueHue SBIAETCS CUMITOMATHYECKUM U TOAJECPKUBAOIINM.
[Tpuem npenapara Jlopucta HJ nomken ObITh MpeKpaliieH, a MaueHT MOAIEKHUT HAOII0ICHUIO.
B cmywae, eciu mpenapar IPUHAT HENABHO, PEKOMEHAYETCS IPOBOKALMSA PBOTHI, a TaKKe
yCTpaHeHHE OO0E3BOKMUBAHUS, BOJHO-AJICKTPOJUTHBIX HAPYIICHUH, TIEYCHOYHOW KOMBI U
cHIkeHue A/l craHIapTHBIMH METOIaMHU.

['uapoxa0poTHa3ug

Cumnmonmbi

HaunGosnee gacThiM mposiBIEHHEM TEPEIO3UPOBKH THAPOXJIOPOTUAZUAOM SIBIISIETCS YBEIIMUEHUE
JNype3a, COMPOBOXKIAIOIICECS] OCTPON MOTeper KUAKOCTH (JETUApATALHS) U dIEKTPOTUTHBIMA
HapylmieHussMu  (TUTIOKANIMEMHUs,  TUIMOHATpUeMus,  rumoxiopemus).  I[lepemozupoBka
TUAPOXJIIOPOTUAZUIOM MOXKET MPOSBIATHCS CIECTYIOIIUMUA CUMIITOMAMU:

® CO CTOPOHBI CEPACYHO-COCYIUCTON CUCTEMBI: TaXuKapaus, CHuxkeHune AJl, mok;
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® CO CTOPOHBI HEPBHOW CHCTEMBI: CIa0OCTh, CITyTAaHHOCTh CO3HAHMS, TOJOBOKPY>KCHHE M
CI1a3Mbl UKPOHOKHBIX MBIIIIIL], TAPECTE3Msl, HAPYIICHUS CO3HAHUS, YCTAIOCTD;

e co croponbl JXKKT: TomHoTa, pBOTa, )Kax1a;

® CO CTOPOHBI IMOYEK M MOYEBBIBOAAIIMX IyTEH: MOJUYPHS, OJMUTYPHS WIA aHypus (HU3-3a

FE€MOKOHLIEHTPALIUHN);

7a00paTOpHBIE TTOKA3aTEIM: THUIOKAJTUEMUs, TUIIOHATPUEMHS, THIOXJOPEMHUS, aJIKayio3,
MOBBIIICHHOE COJIEPKAHWE a30Ta MOYEBUHBI B TIa3Me KPOBU (OCOOCHHO Y TAIMEHTOB C
MMOYEYHON HEJOCTATOYHOCTBIO).

Jleuenue

[Ipu mepemno3upoBKE MPOBOIUTCS CHUMIITOMATHYECKas M TOJJEp)KHBaromas Ttepanus. Eciou

npenapar ObUT IPUHAT HEJJABHO, I71S1 BBIBEACHHS THIPOXJIOPOTHA3U A TOKA3aHbl HHAYKIUS PBOTHI

WIH TPOMBIBAHUE JKEIyaka. AOCOpOIHI0 THAPOXJIOPOTHA3HIA MOXHO YMEHBIIUTH IPHEMOM

BHYTpPb aKTUBHPOBAHHOTO yris. B cinyuae cHmxenus A/l winum moka ciaeayer BocnoaHuts OLK

(myTem BBeACHHMS IJIA3MO3aMEIIAIOIINX )KUIKOCTEH) U AEPUIUT SICKTPOIUTOB (KaIHii, HATpUi).

[Ipu npIxaTenpHOM HEJOCTATOYHOCTH IOKAa3aHAa WHTANALMS KHUCIOPOJa WM HMCKYCCTBEHHAs

BeHTWISIIMS JierkuX. Cleayer KOHTPOJIMPOBATh BOAHO-AJIEKTPOIUTHBIA OanmaHC (OCOOEHHO

COJICp)KaHWE Kallusg B CHIBOPOTKE KPOBH) M (YHKIHUIO TMOYCK JO HMX HOPMAIIM3AIIHU.

Cnernuduyeckoro aHTuaoTa HEeT. ['UAPOXJIIOPOTHA3U]] BBIBOJAMTCS MPU TEMOJHAIIN3E, OTHAKO

CTEIEHb €r0 BHIBEICHUS HE YCTAHOBJICHA.

Jlozapran

CaeneHus 0 MEPEI03UPOBKE OTPAHUUYCHBI.

Cumnmonmbvi

Haubonee BeposTHOE MPOsIBIEHUE TIEPEO3UPOBKH — BRIPAXKEHHOE CHIDKeHUE AJl U Taxukapaus,

OpaauKkapaus MOXKeT BOZHUKHYTh BCJICJICTBHE MMAPACUMIIATHUECKOH (BarycHasi) CTUMYJISIIUH.

Jleuenue

CumnTomMaTrdeckas Tepamnus; B cliydae pa3BUTHS CAMITOMATHYECKON apTepraIbHON TUTIOTCH3UN

MoKa3aHa MoJIIeP>KUBAIOLIAs TEPATTHSL.

Ho3apTaH U €ro aKTHBHEIN MeTa0O0IUT He BBIBOJATCA C IIOMOIIIBIO I'€MOJHaIN3a.

5. ®APMAKOJOIT'HYECKHE CBOMCTBA
5.1. ®apmakoauHAMHYECKHE CBOICTBA
®dapmakoTepaneBTUUYeCKas TpyIIa: CpeAcTBa, JCHCTBYIOIIME HA PEHUH-aHTHOTEH3WHOBYIO
CHUCTEMY; aHTaroHuUcThl pernentopoB aHruoreHzuHa II (APA II), komMOuWHanuM;, aHTarOHUCTHI

penenTopoB aHrnoTeH3uHa Il u nuyperuku

Kon ATX: CO9DAO01
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MexaHu3M IeHCTBUS

T'uopoxnopomuazuo

MexaHu3M aHTUTMIEPTEH3UBHOIO JEHCTBUS THA3MA0B HEU3BeCTE€H. Tuasuabl OOBIYHO HE
OKAa3bIBAIOT BIIMSIHUSA HA HOPMAJIbHBIN ypoBeHb A/l.

I'mapoxiopoTuasuj ABJIAETCS JUYPETUKOM M TMIIOTEH3UBHBIM CpeAcTBOM. OH BO3IEHCTBYET Ha
peabcopOIuIo0  3IEKTPOJIMTOB B AWCTANBHBIX —KaHaublaXx MoYeK. [ HIpoxiopoTuasuj
OpUOIU3UTENIBHO B PAaBHOM CTENEHM YBEIMYMBAET OSKCKPELMIO HOHOB HATpHUs U XJIOpa.
Hatpuitype3 MOXET cOnmpoOBOXKAAThCS HEOOJBIION MOTEpPEe MOHOB Kaius u OukapOonara. [Ipu
pueMe BHYTpPb JUYpETHUYECKU 3(PPEKT pa3BUBAETCs B TEUEHUE 2 4aCOB, JOCTUTAET MAKCUMyMa
B CpeJiHEM uepe3 4 yaca U rnpojioykaercs oT 6 10 12 yacos.

Jlozapman

AnrunorensuH Il sBiseTcst MOIHBIM Ba30KOHCTPUKTOPOM, IVIABHBIM aKTUBHBIM TOpMOHOM PAAC,
a TaKk)Ke pelaroIiuM NaToQpuU3n0I0OrHYeCKIM 3BEHOM IIPU Pa3BUTUU apTEpUAIbHON THIIEPTEH3UM.
AnrunorensuH Il cBs3piBaercs ¢ ATi-peuentopamu, HaxXOASIIMMHUCS BO MHOTHMX TKaHsIX (B
[JIAJKOMBIIIEYHbIX TKAaHSIX COCYZOB, B HAJIOYEYHHMKAX, I[OYKaX U CEpJLE), U BBIIOJIHSAET
HECKOJIBKO BaXKHBIX OMOJIOrMYecKuX (YHKLUMH, BKIIOYasi BA30KOHCTPUKIHIO U BBICBOOOXKICHHE
anbrocrepona. Kpome srtoro, anrmorensuH II ctumynupyer paspacTaHue TIIaAKOMBIIIEYHBIX
KJeToK. AT2-perenTopsl — BTOPOH THUI PELIENTOPOB, C KOTOPHIMH CBSI3bIBaeTCS aHTMOTeH3UH |,
HO €0 POJjib B PEryJIsui QYHKIMH CEPIE€YHO-COCYAUCTON CUCTEMbI HEU3BECTHA.

JlozaptaH — cenekTuBHbIM anTaroHucT ATi-penentopoB anrnorensuna II, Beicoko3addexkTrBHbIM
npu npueme BHYTpb. JlozapTaH u ero (apMakoJIOTMYEeCKH aKTHBHBINH KapOOKCHIMPOBAHHBIN
merabonmut (E-3174) xak in vitro, Tak u in VIVO OJOKUpPYIOT Bce (u3Hnonornyeckue 3GeKTh
aHrnoteHsuHa Il He3aBUCHMO OT €ro MCTOYHMKA WM MYTH CHHTE3a. B oTiiMume oT HEKOTOpBIX
NEeNTHUIHBIX AHTArOHUCTOB aHruoTeH3uHa Il 1o3apTan He 06naaeT cBOiCTBaMU aroHMCTA.
JlozapTan u3bupaTensHo cBsi3biBaeTcsi ¢ ATi-perientopaMu U He CBSI3bIBAECTCS M HE OJIOKUpYET
pelenTopsl APYruX TOPMOHOB U HOHHBIX KaHAJIOB, MIPAIOIIMX BaXKHYIO POJb B PETYJSALUU
GyHKIUM cepaeyHO-cocyqucToi cucrembl. Kpome toro, no3apran He unruoupyer AlID
(xuauHaza II), orBewatrommii 3a paspymeHue OpaaukuHuHa. CrenoBaTesbHO, 3 EKTH,
HanpsIMyl0 He CBs3aHHbIe ¢ Onokanoil ATi-pelenTtopoB, Takue Kak ycUJeHHE OpaJIuKWHUH-
omnocpeoBaHHBIX d(PPEKTOB WK pa3BUTHE OTEKOB (J103apTaH 1,7 %, umamedo 1,9 %), He umerot
OTHOUIEHUS K JEHCTBUIO JIO3apTaHa.

T'uopoxnopomuazuo + nozapmau

Komnonentsl npenapara Jlopucra HJI oka3pIBaloT ajANTUBHOE aHTUTUIIEPTEH3UBHOE AEUCTBUE,
cHWXKass ypoBeHb AJl B Oonbliell cTenmeHW, YeM KaXIbId W3 JEHCTBYIOIIMX BEIIECTB B

otaenbHOCTH. CunTaercs, 4yTo JaHHBIN A(H(PEeKT 00YCIOBICH B3aMMOIOTIONHSIONINM JACHCTBUEM
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o0oux neicTByIOmMUX BemiecTB. BcenencrtBue aumyperndeckoro 3¢@dexTa THAPOXIOPOTHAZH
MOBBIIIAET aKTUBHOCTh peHuHa 11a3Mbl (APII) kpoBH, CTUMYTUPYET CEKPELMIO albJA0CTEPOHA,
YBGJII/I‘-II/IBaeT KOHI.[CHTpaI_[I/IIO AHI'NOTCH3WHA I u CHHMXACT coaepxcaHHe KaJlusgd B CBIBOpOTKe
kpoBu. [Ipuem mno3aprana OyokupyeT Bce ¢usnonornyeckue 3¢dekTsl anruoTeHsuHa [l u
BCJIEACTBUE TO/aBlIeHUsI d()PEKTOB anbJIOCTEPOHA MOXKET CIIOCOOCTBOBATh CHIDKCHHIO TOTEPH
KaJIMsl, CBSI3aHHOW C MPUEMOM JAUYPETHKA.

Jlozapran 00naiaeT yMEPEHHBIM U MPEXOISIIUM YPUKO3YPHUECKUM P (HEKTOM.
['uapoxymopoTHasu BBI3BIBACT HEOOJBIIOE TMOBBIIIEHWE KOHIICHTPAIIMH MOYEBOW KHCIIOTHI B
kpoBu. KomOuHamus Jio3apraHa ¥ THAPOXJIOPOTHA3UAA CIIOCOOCTBYET  YMEHBIICHHUIO
BBIPAKEHHOCTU I'MIIEPYPUKEMHH, BBI3BAHHON JTHUYPETUKOM.

q)aDMaKO[[I/IHaMI/I‘-IeCKI/Ie Bd)d)eKTBI

[Ipemapar  Jlopucra HJ[  sBisercs  KOMOMHHUpPOBaHHBIM  IpeHapaToM  Jo3apTaHa U
TUAPOXJIOPOTHA3KUIA. Y TMAlUEeHTOB C apTepHUaIbHOW TUIEPTEH3UEH W runeptpodueil JeBoro
KeJyZ04Ka JI03apTaH, B TOM 4YHCJI€ B KOMOMHALMU C TUAPOXJIOPOTHA3UIOM, YMEHbBIIAET PUCK
CEpJIEYHO-COCYIUCTOM 3a001€BAEMOCTH U CMEPTHOCTH, YTO OBLIO JI0KAa3aHO C IOMOIIbIO OLIEHKU
KOMOMHHMPOBAaHHOW YacTOTHI Pa3BUTHUS MHCYJbTa U MHGApKTa MUOKapHa, a TaKXkKe MOKazaTess
CEp/IEUYHO-COCYAUCTON CMEPTHOCTH Y JAHHOM KaTeropuu MalueHTOB.

T'uopoxnopomuaszuo

MexaHu3M aHTUTUIIEPTEH3UBHOTO JEHCTBUS THA3U0B Hen3BecTeH. OOBIUHO THA3U/IbI HE BIUSIOT
Ha HopMaiibHbIe 3HaueHus AJl. I'mapoxiopoTrasus sBIsSeTCs INypETUIECKUM U THIIOTEH3UBHBIM
cpeactBoM. OH BO3JIEHCTBYET HAa MEXAHU3M PeabCOPOIIMH JIEKTPOIUTOB B JUCTAIBHBIX H3BUTHIX
MOYEYHBIX KaHaJIbLAaX. [ MAPOXJIOPOTHA3H] YBEIWYMBAET HKCKPELUIO HATpus M XJIOpUJa
NpUOIM3UTENIBHO B OSKBUBAJIGHTHBIX KoymdyecTBax. Harpuilype3 MOXKeT COIMpoBOXKAATHCS
HEKOTOpOH moTepeil HOHOB Kanus U 6ukapooHara. [Tocie npuema BHYTph AMype3 HAUMHAETCS B
TEYEHHUE 2 YacoB, IOCTUTAET MAKCUMyMa B T€UEHHE IPUMEPHO 4 4acoB U JUTUTCS IpUMEpHO 6—12
YacoB.

Jlozapman

JlozapTaH MOAABNSET MOBBIIIEHHE CHUCTOJIMYECKOrOo M auactoinueckoro AJl mpu uHby3uu
anrnoreHsuHa II. B MOMEHT nOCTM)KE€HUS MaKCUMaJIbHOM KOHIIEHTPALMM JIO3apTaHa B ILIa3Me
KpoBU (Cmax) TTOCIIE TIpHeMa jo3apTana B 103¢ 100 mr Beimeyka3zanubii 2¢dext anrunorensuna |l
noJiaBJsieTcsl MpuoIn3uTENsHO Ha 85 %, a uepes 24 yaca nocse OJHOKPAaTHOTO U MHOTOKPaTHOTO
npuemMoB — Ha 26—39 %.

B nepuon npuema no3apraHa ycTpaHeHHE OTPHILIATEIIbHOW 0OpaTHON CBSI3M, 3aKJIIOYaIOLIecs B
MOJABJICHUH aHTHOTeH3UHOM Il cekperuu penrHa, Benet K ypenuueHuto APII. Yeennuenue APII

MPUBOANT K YBEIIMUEHUIO KOHIICHTpanuu anruoTen3una Il B mnasme kposu. [lpu qmurensaoMm (6-
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HEJISTPHOM) JICYCHUH TTAlIUCHTOB C apTepUAIbHOM TUIIEPTEH3HEH JTo3apTaHoM B o3¢ 100 mr/cyt
Habmroanoce 2—3-KpaTHOE yBEIMUYEHHE KOHIGHTpaluuu aHruoteHsuHa Il B 1uiasme KpoBu B
MOMEHT JOCTH)KEHUSI Cmax J03apTaHa. Y HEKOTOPHIX MAIMEHTOB HAOIIOAATIOCH emie OoJibiee
yBEJIMYEHUE KOHIEHTPALUU aHTHOTeH3HHa 11, 0c0OeHHO 1pyu HEOOIBIION JJINTETbHOCTH JICUSHHSI
(2 menenn). Hecmotpst Ha 3T0, B mpoliecce JeYeHHs. aHTHIHIICPTEH3UBHBIN dQ(EKT 1 CHIKeHUE
KOHLIEHTPALlUU aJIbJIOCTEPOHA B IJJa3M€ KPOBH MPOSBISUIMCH yepe3 2 U 6 Hellenb Tepanuu, YTo
yKka3biBaeT Ha 3¢ dexruBHyro Gokany penentopoB anruoreHsuna Il. [Tociae ormens! no3aprana
APIl u xoHueHTtpanus aHruotreHsusHa Il cHuxamuch B TeueHHE 3 CyTOK 10 3HAYCHUH,
HaOJIF01aBIINXCS 10 Hayaia npuema JI03apTaHa. Biusinue KOMOUHaIUU
ruapoxioporuazu + nozaprad Ha APII u koHuentpanuio anruorensuHa Il ObII0 CXOTHBIM €
HaOo1aeMbiMu (G (HeKTaMu IPH IpueMe Jio3apTana B 103e 50 mr.

[Tockonbky  no3apTan  siBisgercs — cnenuduueckuMm  aHtaroHucrom  ATi-penenTopoB
anruotensuna II, on He nuarudbupyer AII®D (kununaza ll) — dbepMeHT, KOTOPBIA UHAKTUBHUPYET
OpaaukuHuH. MccnenoBanue, B KOTOPOM CpaBHUBAIUCH (P EKTH Jo3apTana B go3ax 20 Mr u
100 mr ¢ adpdexkramu maTHONTOpa AlID MO BIMsAHWIO HAa aHTUOTCH3WH I, anrmoTteH3uH Il u
OpaAMKUHUH, I0KA3aJ10, YTO JI03apTaH OJ0KUpyeT 3G deKThl aHrMoTeH3uH | u anrnorensuna I, ve
OKa3bIBasl BIMSIHUA Ha 3((eKThl OpagUKHMHUHA. DTO 00YCIOBIECHO CHEU(PUUHBIM MEXaHU3MOM
neiictBus nozaprana. Muruburop AII® 6GrnokupoBan OTBETHbIE peaklMH HAa aHTMOTEH3UH | u
MOBBIIIAJI BBIPAXKEHHOCTh 3P(PEKTOB, 00YCIOBICHHBIX NEHCTBUEM OpaJMKUHUHA, HE BIIMSS Ha
BBIPQKEHHOCTh OTBETa HA aHTrMOTeH3uH I, 4To nemMoHcTpupyer QapmMakoJIuHAMUYECKOE
pasnnyue MexIy J1o3apTaHoM U MHruoutopamu AlldD.

KoHnentpanuu Jso3apraHa W €ro akTHBHOTO MeTa0oiWTa B IUla3Me€ KPOBH, a TakKke
AQHTUTUIIEPTEH3UBHBIN 3((EKT JI03apTaHa BO3pacTalOT C YBEIMUEHUEM J03bI IpenapaTa. Tak Kak
JO3apTaH W ero akTUBHBIA Merabonut sBistoTcss APA I, oHm o6a BHOCAT BKJIaJ B
AHTUTUIIEPTEH3UBHBIN YD (DeKT.

B uccrenoBanuy ¢ 0OHOKpaTHBIM TpHUEeMOM Jio3aptaHa B no3e 100 Mr, B KOTOpOe BKIFOYAIHCH
3JI0pOBBIE JOOPOBOJIBLIBI (MYKUMHBI), NPUEM Ipenapata BHYTPh B YCIOBUSIX BBICOKO- U
maniocosieBoil  nuersl He Biusa Ha CK®, »¢¢exkTuBHBI TOYEYHBIH IUIA3MOTOK U
¢mibTpanuonnyo ¢pakiuto. Jlozapran obnanan HaTpuitypeTndeckuM 3pGEeKTOM, KOTOPbIH ObLIT
0oJiee BbIpakeH MPU Maj0COJIEBOM JUETE U, TO-BUANMOMY, He ObLI CBSI3aH C [T0/1aBIEHUEM PaHHEN
peabcopOruu HaTpusi B NMPOKCUMAJIBbHBIX MOYEUHBIX KaHaibliax. JlozapTaH Takxke BbI3bIBAJ
IIPEXOAIIEE YBEIMUEHUE BBIJIETICHUS] MOUYEBON KUCIIOTHI TIOYKaMHU.

VY mauueHTOB C apTepHaIbHON TUNEpTEH3UeH, MpoTenHypHuei (He MmeHee 2 1/24 yaca) 6e3
caxapHOro Auadera U IPUHUMAIOIIUX JIO3apTaH B Te4eHue § Heaelnb B 103€ 50 Mr ¢ OCTEeNEHHBIM

yBenuuenueM 10 100 Mr, HaOIOJAIOCh AOCTOBEPHOE CHIDKEHHE mNpoTenHypuu (Ha 42 %),
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(dbpakMOHHON S3KCKpenuu anpbOymMuHa W uMMyHOrIoOynuHoB (IgG). Y maHHBIX mHarMeHTOB
no3aptan crabmimsnupoBan CK® u ymensman GpuibTpanoHHYIO (pakLuio.

VY XKEHIIMH B MOCTMEHONAY3aJIbHOM IEPUOJE C apTepUaIbHOW TMIEpTEH3UEN, NTPUHUMABIINX
Jo3apTtaH B o3¢ 50 Mr B TeueHue 4 Heflelb, He ObLIO BBISIBJICHO BIUSHUS TEPAUU HA MOYEYHBIN
U CUCTEMHBII YPOBEHb MTPOCTArJIaHANHOB.

JlozapTan He BIMSET HA BEreTaTUBHBIE PedIIeKChl M HE 00JIATaeT JIUTEIbHBIM d(PPEKTOM B
OTHOLIEHUH KOHLEHTPALMU HOpaJpeHaIMHA B IJIa3Me KPOBHU.

VY MmanweHToB ¢ apTepHAIIbHOW THUIIEPTEH3HMEH J103apTaH B J103ax 10 150 Mr/cyT He BBI3BIBAI
KIMHUYECKH 3HAYMMBIX HM3MEHEHUI KOHLEHTpAalMH TPUIJIMIEPUAOB HATOLIaK, OOIIero
XOJIECTEpUHA U XO0JIECTEpPUHA JIUIIONPOTENHOB BHICOKOM MJIOTHOCTU. B Tex e 103ax j103apTaH He
OKa3bIBaJI BIUSHUS HA KOHLIEHTPALUIO TJIF0KO3bI B KPOBU HATOLIAK.

B nenom no3apraH BbI3bIBaJl CHUKEHHE KOHLIEHTPALIMA MOYEBON KHUCIOTHI B CHIBOPOTKE KPOBU
(xak mpaBuio, meHee 0,4 Mr/mi), COXpaHsBILeecs MPHU ITUTEILHOM JICUeHUH. B KOHTpOIUpyeMBbIX
KJIMHUYECKUX HCCIIEIOBAaHUSAX C YYaCTHEM MAllMEHTOB C apTepUabHOW TMIEPTEH3UEH CllydyacB
OTMEHBI IIpernapara B CBSI3U C YBEIMUYEHUEM KOHIICHTPALMU KpEaTUHUHA WM COJIEpKaHUs Kallus
B CBIBOPOTKE KPOBHU HE 3apErUCTPUPOBAHO.

B 12-HenenbHOM mapalieIbHOM —HUCCIEIOBAaHHHM, B KOTOPOE BKIIOYAlW IallUEHTOB C
JeBOXKenyJoukoBoil HepoctaTouHOCThIO (II-1V dyHKIMOHANBHBIN Kiacc Mo KiaccupuKaluu
NYHA), GonpmIMHCTBO M3 KOTOPHIX NPUHUMAINA JUYPETUKH W/WIN CeplIeYHbIE TIIMKO3U]IbI,
cpaBHHBaANIKCH (G (deKThl J03apTaHa B go3ax 2,5, 10, 25 u 50 mr/cyt ¢ nmnanebo. B go3zax 25 u
50 mr/cyT mpemapaT HpOSBIST MOJOXKHUTENbHbIE TeMOJWHAMUYECKHE U HEHpOropMoHaJIbHBIC
3¢ (deKThl, KOTOpbIE COXPAHSAJIUCh Ha NMPOTSHKEHUU BCEro uccienoBaHus. ['emoaumHamuueckue
3¢ (deKThl BKIIOYAIN YBEJIUUYEHHUE CEpJCYHOIO MH/IEKCA U CHM)KEHUE JIaBJICHUS 3aKJIMHUBAHUS B
JETOYHBIX ~KaMWUIApax, a TakkKe CHIKEHHE OOIero nepudepuieckoro CocyaucToro
conpotusnenus (OIICC), cpeanero cuctemuoro AJl u yactotsl cepaednbix cokpamenuit (HCC).
YacroTa BOZHUKHOBEHHUS apTEepPUAIbHON T'MIIOTEH3WU Y JAHHBIX NAIlMEHTOB 3aBHCENa OT J03bl
npenapata. HeliporopmoHnanbHbie 3¢ ()eKThl BKIIOYAIH CHI)KEHHE KOHLIEHTPALUU allbJJOCTEPOHA
Y HOpAJIpEeHAIMHA B TIa3M€ KPOBHU.

5.2. apmMaKkoKHHEeTHYeCKHE CBOMCTBA

TI'uapoxsiopoTrasug

Abcopoyus u pacnpeoenenue
['mapoxnopoTrasu He B MOJTHOM Mepe, 0HaKO 10BoJIbHO ObIcTpo BeackiBaeTcs u3 XKKT. ITocne
npuema BHYTph B g03¢ 100 Mr makcumanbHas KoHUEHTpauus (Cmax) THAPOXJIOPOTHA3UIa B

ma3Me KpoBHW nocTturaercs depes 1,5-2,5daca. Ha Makcumyme nuypeTHUecKod aKTHBHOCTH
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(mpumepHO uepe3 4 yaca mocie npremMa) KOHLEHTpalus TUAPOXJIOPOTHAa3UAa B IJIa3Me KPOBU
cocraBisieT 2 MKr/mi1. CBs3b ¢ OesnkaMu 1u1a3Mbl KpoBH coctanisieT 40 %.

['uapoxinopoTHasu NPOHHUKAET Yepe3 IUIalEeHTApHBIH Oapbep M IKCKPETHPYETCS B TPYAHOE
MOJIOKO, HE IPOHUKAET uepe3 reMarodHiedanuyeckuii 6apnep.

buompancgopmayus

['uapoxinopoTrasux B OpraHu3Me YelloBeKa He MeTa0O0IH3HPYETCsl.

Inumunayus

[lepBuuHbIil yTh BBIBEECHUS Yepe3 MOYKU ((PuUiabTpalus U CeKpelus) B HEU3MEHEHHOM BHJIE.
IIpumepHo 61 % npUHATON BHYTPH 03Bl BBIBOAMUTCS B TeUYeHHE 24 4acoB. Y MALHUEHTOB C
HOpMaJbHOM TmoYeuyHON (QyHkuuel mnepuoxa nomyssiBeneHus (T'2) cocraBuser ot 5,6 10
14,8 gacos (B cpenaeM 6,4 qaca).

DapmaxkokuHemuka y ocoovix epynn nayueHmos

HapymeHuﬂ qbVHKuMM no4ex

Y [anMeHToB ¢ TMOYEYHOW  HEIOCTAaTOYHOCTBIO  CpeAHEH  CTemeHu TshKkecTu 1Y
THIPOXJIOPOTHA3HIA COCTAaBIsIeT B cpearemM 11,5 gacos, a y mamuentoB ¢ KK menee 30 mur/mMuH
coctapisaeT 20,7 yacos.

Jlozapran

Abcopoyus

[Ipn mpueme BHYTpPH JI03apTaH XOPOIIO BCACBIBACTCS W IOABEPracTcsl MeTaboM3My IpHU
«TIEPBUYHOM MPOXOXKACHUN» Yepe3 MeueHb ¢ 00pa30BaHUEM aKTHBHOTO KapOOKCHIMPOBAHHOTO
MeTabonuTa W HEAKTHBHBIX MeTabonuToB. CucremMHas OWOAOCTYNMHOCTH Jl03apTaHa B
TabneTupoBaHHOU Gopme coctaBisieT npuom3uTenbHo 33 %. Cpenuue Cmax JI03apTaHa U €ro
aKTUBHOIO MeTaboiMuTa JocTUrarorcs yepe3 1 yac u udepe3 3—4 yaca cooTBeTcTBEHHO. llpu
MPUMEHEHUH JI03apTaHa B MpoIecce OOBIYHOTO MpHeMa MUK KIMHUYECKH 3HAUMMOTO BIUSHUS
Ha MpodUIb KOHIIEHTPALIMH JI03apTaHa B IJIa3Me KPOBH BBISIBIIEHO HE OBLIO.

Pacnpeoenenue

Jlo3apTaH M €ro akKTHBHBIA METaOOJIUT CBS3BIBAOTCS ¢ OCIIKAMHM IJIa3Mbl KPOBU (B OCHOBHOM C
anpOyMuHOM) He MeHee ueM Ha 99 %. OO0beMm pacmpeneneHus Jio3apTaHa COCTaBlseT 34 I
HccnenoBanust Ha Kpbicax TOKa3aldM, YTO JIO3apTaH TMPAKTUYECKH HE TMPOHUKAET uepes
remMaTodHIehaTHIeCKuil Oapbep.

Bbuompancpopmayus

[TpumepHo 14 % mo3bI M03apTaHa MpH B/B BBEICHUU WIN MPHEME BHYTPh MPEBPAIIACTCS B €r0
aKTUBHBIN MeTabomuT. [locne mpuema BHYTph WM B/B BBEACHHUS MEUYEHHOTO PaIOAKTHBHBIM
yrnepogom no3aprana (**C mo3apTaHa) paaMOaKTHBHOCTh IMPKYIHPYIOMIEH IIa3Mbl KPOBH,

Ipek/e Bcero, 00ycioBieHa HATMYMEM B HEl J103apTaHa U ero akTUBHOro metabonurta. Huskas
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3(PeKTUBHOCTD MPEBPAIICHUS JIO3apTaHa B €r0 aKTUBHBIA META0OIUT HAOIII01aIach TPUMEPHO Y
1 % manueHToB, y4acTBOBABIIUX B UCCIICIOBAHHH.

[ToMuMoO akTHBHOTO MeTabonIHUTa 00Pa3yIOTCs OMOJIOTMYECKH HEAKTUBHBIE META0OJIHTHI, B TOM
YHClie IBa OCHOBHBIX MeTaboIMTa, 00pa3yIOIIUXCs B Pe3ysibTaTe TUAPOKCUIUPOBAHUS OOKOBOM
OyTUJIOBOMH 1IeTH, U OJUH BTOpOocTeneHHbIH — N-2-TeTpa3o-TIaoKypoHuI.

Inumunayus

[Tna3MeHHBIN KIUPEHC JI03apTaHa ¥ €ro aKTUBHOTO METa00IMTa cOCTaBisieT 0koyio 600 Mi/MuH 1
50 mu/mMuH cooTBeTCTBeHHO. [lodeuHblli KIMpEHC Jo3apTaHa U €ro akTUBHOIO MeTaboiauTa
COCTaBJISIeT MPUMEPHO 74 MII/MUH U 26 MII/MUH cOOTBeTCTBEHHO. [Ipu npueme no3aprana BHyTpb
oKo0J10 4 % 1103bI BBIBOJIUTCS MOYKAMU B HEM3MEHEHHOM BHJE M OKOJIO 6 % 03Bl BBIBOJIUTCS
NOYKaMH B BHJIE aKTHBHOTO MeTabonura. Jlo3apTaH M ero axkTHBHBIA MeTabOIUT HMEIOT
JTUHEHHYI0 (papMaKOKWHETHKY NP MpUeMe BHYTPh Jio3apTaHa B 1o3ax 10 200 mr.

[Tocne mpueMa BHYTpb IUIa3MEHHbIE KOHIEHTpAIMU JIO3apTaHa W €ro akTUBHOTO MeTaboiuTa
CHW)KAIOTCSI TIOJIMAKCIIOHCHIIMAIBHO C KOHEYHBIM 1% mpubnusurenpHo 2 yaca u 69 gyacos
cooTBeTcTBeHHO. [Tpu pexxnme no3upoBanus npenapara 100 Mr oguH pa3 B CyTKH HE IPOUCXOIUT
3HaYUMOTO HAKOIUICHHS B IJIa3Me KPOBH HHU JI03apTaHa, HU €ro akTUBHOTO METa0O0IHTa.
BriBenenue siozapTaHa M €ro MeTabOJMTOB OCYIIECTBISETCS MOYKAMHM U 4epe3 KUIIEUYHUK C
xkemupto. Ilocme mpuema BHYTph *C ;o3apTaHa y MyKYHH OKOJO 35 % paguOaKTHBHOCTH
obHapyxkuBaeTcs B Mode U 58 % — B kane. Ilocrme B/B BBemenms **C nosapraHa y MyXuuH
npuMepHO 43 % pagroakTUBHOCTH oOHapyxkuBaercs B Moue u 50 % — B kaie.
DapmaxkokuHemuka y ocoovix epynn nayueHmos

Llon

OTMe4YeHO, 4YTO KOHIIGHTpAlHWsl JI03apTaHa B IUIa3M€ KPOBH Yy JKEHIIMH C apTepUabHOU
TUIEPTEH3UEN B JIBa pa3a BBIIIE COOTBETCTBYIOIIETO 3HAYEHUS Y MY)XUUH C apTepUabHOM
runepreHsueid. J1o (GapMakOKMHETHYECKOE pasziuuue He HMMEeT KIMHHYECKOTO 3HaueHHs.
KonmeHTparust akTHBHOTO MeTab0JIMTa y MY>KYHH U )KEHIIIWH HE pa3indaach.

Hapyuwenus d)VHKuuu nevyeru

[Tpu mpueme jo3apTaHa BHYTPh MAIIMEHTAMHU C JIETKUM U YMEPEHHBIM AJKOTOJLHBIM IIUPPO30M
MEYCHU KOHIIEHTPAIMU JI03apTaHa M €ro aKTHBHOTO METabolHTa B TUIa3Me€ KPOBU OKa3alUCh
COOTBETCTBEHHO B 5 1 1,7 pa3a BblllIe, YeM Y MOJIOJIBIX 3/IOPOBBIX IOOPOBOJIBIEB MY KCKOTO I0JIA.

Hapyuwenus d)VHKuuu no4yex

KonuenTpanuu o3aprana B miazMe kposu y nanueHToB ¢ KK Beime 10 Mi/MuH He OTIHYaINCh
OT TaKOBBIX Yy TMAIMEHTOB C HEM3MEeHEeHHOW (QyHKiued mnovek. Ilmomane mox KpuBOH
«xoHUeHTpanus-BpeMs» (AUC) no3apTaHa y NalMeHTOB, HAXOAIIUXCA Ha reMoAuaInse, Obula

MpUMEPHO B J1Ba pasza Oosbie no cpaBHeHUio ¢ AUC jo3apTaHa y NMalUeHTOB C HOPMaJbHOU
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¢yukueil noyek. KoHueHTpanuu akTHUBHOrO MeTaOoJMTa B IUIa3Me€ KPOBU HE M3MEHSUIUCH Y
MAIUEHTOB ¢ HapylIeHHneM (DYHKIUU MOYEK WU Y MAlMEHTOB, HAXOJSMIIMXCS Ha TeMOIUaIH3e.
JlozapTaH M €ro aKTUBHBIH METa0OJIUT HE BBIBOISATCS C TOMOIIBIO T€MOAHAITN3A.

I'mapoxiopoTuasug + Jio3apTaH

DapmakokuHemuka y ocoovix 2pynn nayueHmos

Tayuernmut noorcunoco 803pacma

KOHHCHTpaLII/II/I JIO3apTaHa U €ro akKTUBHOI'O MeTa0O0IUTa B IJIa3ME KpPOBH U CKOPOCTH BCACBIBAHUA
TUAPOXJTIOpOTHA3Ka Y IMalMCHTOB IIOXKHUJIOI0 BO3pacTa C apTepHaHbHOfI FI/IHepTeHBHeﬁ 3Ha4YnuMO

HE OTIIMYAKOTCA OT JaHHBIX ToKa3aTejiei Y MOJIOABIX IMAIIUCHTOB C apTepHaHBHOﬁ FHHepTeHSHeﬁ.

6. ®APMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
Kpaxman npexenaTuHu3UpOBaHHBIN
[emmrono3a MEKpOKpUCTAILTHIecKast, Tun 102
JlakT0o3BI MOHOTHIpPAT
Marnus cteapar

O00J104YKa IJIEHOYHAS:

I'mnpomennosa

Maxporomn-4000

Kpacutens xuHonuHOBBIH xkentolil (E104)

Tutana quoxcun (E171)

Tanbk

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok roqHOCTH (CPOK XpaHeHHsI)

5 nmer.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPH XPAHEHHU U

XpaHuTh Mpu TemiiepaType He Boiie 25 °C, B OpUriHaIbHOM OIUCTEpE.

6.5. Xapakrep u coaep:kaHue NEPBUYHOH YIIAKOBKH

[To 7, 10 unm 14 tabnerok B 6muctepe n3 komouHupoanHoro matepuana [IBX/TIBAX u donbru
AJTIOMUHHUEBOM.

[To 2, 4, 8, 12 niu 14 6nuctepoB mo 7 TabneTok, win no 3, 6 wim 9 6iucrepos no 10 TadneTox,
wm o 1, 2, 4, 6 wiu 7 6auctepoB no 14 TabieTok BMeCTe ¢ TUCTKOM-BKIIAJIBIIIEM TIOMEIIAIOT B
MavyKy KapTOHHYIO.

He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYTIHBI JUISl peaiu3aliiu.
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6.6. OcoOble Mepbl MNPEeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenapara WM OTX0A0B, TOJYYEHHBIX TOCJe NPUMEHEeHUs
JIEKAPCTBEHHOI'0 NMPeNnapara, v Apyrue MAaHUILYJISIIIHN ¢ IPenapaToM

Het ocoObIx TpeOoBaHMil K YTUIH3AIH.

7. JEPKATEJb PETUCTPAIIMOHHOTI'O YIOCTOBEPEHUSA
CnoBenus
AO «KPKA, n.1., HoBo mectoy», lImapsenika necra 6, 8501 HoBo mecto
Ten.: +386 733121 11
®axc: +386 7 332 15 37
Anpec 3. moutsl: info@krka.biz
7.1. [IpeacTaBuTeIb AeprKaTe/Isl PerucTPAlMOHHOIO Y10cTOBepeHus Ha Tepputopuu Coro3a

IIpereH3un HOTD66I/ITCJ'I€I71 HaOpaBJISITh 110 aJIPECY.

Poccuiickasa ®@eoepayus

000 «KPKA-PYC»

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

dakc: +7 (495) 994-70-78

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

Be6-caiit: www .krka.biz

Pecnyonuxa Benapyco

[IpencraButensctBO AkumoneprHoro odmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecnybnuka Cnosenust) B Pecriyonuke benapyce
220114, r. Munck, yn. @unumonoBa, 1. 2507, oduc 315
Temn.: 8 740 740 9230

dakc: 8 740 740 9230

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

Be06-caiit: www .krka.by

Pecnybnuxa Kasaxcman

TOO «KPKA Ka3zaxcran»

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

@akc: +7 (727) 311 08 12

Anpec 511, moutsl: info.kz@krka.biz

Be6-caiit: www.krka.biz

29



Pecnyonuxa Apmenus

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

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

Anpec 2. moutsl: info.am@krka.biz

Be6-caiiT: www.krka.biz

Kuipevizckasn Pecnybnuka

[IpencraButensctBo AO «KPKA, ToBapHa 3apasui, 1.1., HoBo Mmecto» B Keipreizcrane
720040, Yyiickas obnacth, . bumikek, OyipBap DpKuHIUK, 1. 71, 010K A

Ten.: +996 (312) 66 22 50

Anpec s1. noutsl: info.kg@krka.biz

Be6-caiit: www.krka.biz

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHHUS
JITT-Ne(001992)-(PT-RU)

9. JATA MEPBUYHOW PETMCTPALIUU (MOATBEPKIEHUSI PETUCTPALIMY,
MEPEPETACTPAIIAN)

Hata nepBoii peructpanuu: 17 mapta 2023 T.

10. JATA IEPECMOTPA TEKCTA
O suBaps 2024 r.

OOmasi  XapakTepuCTHKa  JieKapcTBeHHOro mpemapata Jlopuera HI  noctymna  Ha
uHpOpMaMOHHOM TopTane EBpa3uiickoro 3KOHOMHYECKOTO CO3a B HH(OpMaIMOHHO-
KOMMYHUKaIMOHHO# cetn «HTepHer» https://eec.eaeunion.org.
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