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1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Jlopucta H/I, 25 mr + 100 Mr, TabJIeTKH, MOKPHITHIE TUICHOYHOW 000JI0YKOM

2. KAYECTBEHHBII 1 KOJJMYECTBEHHBII COCTAB
JlelicTByIOIKE BEIIECTBA: THAPOXJIOPOTHAZH + JI03aPTAH KaJUs.
Kaxxmast Tabmetka cogepxut 25 Mr runpoxioporrazuaa u 100 Mr ro3apTaHa Kams.
BcnomorarenbHbIe BCIIECTBA, HAJIMYMUE KOTOPBIX HAJ0 YUYUTHLIBATH B COCTABC JICKAPCTBEHHOI'O
mperapara: JakTo3bl MoHoruapat 126,26 mr (cm. pasaen 4.4.).

[TonHbIil IEpeYeH BCIIOMOTATEHHBIX BEIIECTB IPUBE/EH B pazaene 6.1.

3. JJEKAPCTBEHHAS ®OPMA
TabneTku, MOKpPHITHIE TIIEHOYHONH 000JI0YKOIA.
OBasnbHbIe, cerka ABOSKOBBIMYKJIbIE Ta0JIETKH, MOKPHITHIE MJICHOYHOH 000JI0YKOM OT KEJITOro
710 KEJITOrO ¢ 3€JIEHOBAaThIM OTTEHKOM I[BETA.
Bun Ha nznome: Oenast mepoxoBaras Macca ¢ IJICHOYHON 000JI0UKON OT JKEITOT0 JI0 JKEJITOro C

3CJICHOBATBIM OTTCHKOM IIB€TA.

4. KIIMHUYECKHUE JAHHBIE
4.1. Iloka3aHusi K NPUMEHEHUIO
[Ipenapar Jlopucra HJI nmoka3aH k NpuMEHEHHIO y B3pOCIbIX B Bo3pacTte oT 18 neT u crapie:
e ApTrepuanbHas TUIIEPTeH3UA (TTallMeHTaM, KOTOPhIM MTOKa3aHa KOMOMHUPOBAaHHAS TEPAITHs).
e CHU)XEHHUE PUCKA aCCOLIMUPOBAHHON CEpJeUYHO-COCYAUCTOM 3a00J1€BAEMOCTH U CMEPTHOCTH
y TAIMEeHTOB C apTepHabHOW TUIEPTEH3UEH M THUIEPTPOQHE JEeBOro >KeIyaoukKa,
MPOSIBIISIFOIIEECS] COBOKYIIHBIM CHM)KEHHEM YacTOThI CEPIAECYHO-COCYAUCTON CMEPTHOCTH,
4acTOTHl MHCYJIbTA U UH(pAPKTa MUOKap/a.
4.2. Pe:xuM 103MPOBAHUS U CIIOCO0 MPUMEHEHUs
Pexum 103upoBaHus
Apmepuanvnasn cunepmensus
Pekomenayemass nmo3a — 1 tabnerka mpenaparta Jlopucra HJ] omun pa3 B cytkm. [Ipemapar
Jlopucta HJl Ha3HaualoT MpH OTCYTCTBUH a/IeKBaTHOTO TepaneBTHYecKoro sddekra Ha QoHe
NPUMEHEHHUS] KOMOWHAIIMU THIPOXJIOpOoTHA3naAa B 1o3e 12,5 Mr u no3aprana B jo3e 50 Mr onuH
pa3 B CyTkH B TeueHuWe 2—4 Henenb. MakcuMmanbHas CyTO4YHas nmo3a — | tabieTka mpemapara

Jlopucta HJI onvH pa3 B CyTKH.
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Cmpreeriie PUCKA dCCOUUUPOBAHHOU cepdetmo-cocyducmou 3(160]166616]1400]1’11/[ u cmepmuocmu 'y

nayueHmo8 ¢ apmepuarvbHol  cunepmeH3zueli U - eunepmpoueti 16020  AHceryo0ouKa,
NpOsBIAIOULeeCs. COBOKYNHBIM CHUINCEHUEM YACMOMmMbl CepOedHO-COCYOUCMOU CMEePMHOCU,
YACMomsl UHCYILbMA U UHPDAPKMA MUOKAPOA

Pexomennyemas mo3a — 1 tabmetka omuH pa3 B cyrkd. [Ipemapar Jlopucra HJI HasHagaroT
MaIMeHTaM, y KOTOPBIX HE yIaeTcs TOCTUYh IENIEBhIX 3HAYCHH apTepruanbHoro aaBineHus (AJl)
Ha (oHe nmprueMa KOMOWHAITUHU THIPOXJIOPOTHA3HA B 03¢ 12,5 MT 1 Jto3apTaHa B 03¢ SO MT o uH
pa3 B CYTKH.

Oco0ble rpyInbl HalMEHTOB

Tayuenmul ¢ napyuwienuem @yHKYuU NOYEK UIU NAYUEHMbI, HAXOOAUUECS HA 2eMOOUATU3E
IIpenapar Jlopucra H/l He OomKeH NpUMEHATbCA A HayalbHOW TEpanvM Yy MalUEHTOB C
yMepeHHbIM HapymienneMm Qyaknuu nodek (ximpeHc kpeatmHmHa (KK) 30-50 mi/mun).
[Ipenapar Jlopucra H/ He pexomeHayeTcs NHalMeHTaM, HaXOASIIUMMCS Ha TIeMOAMaIM3e.
[Ipenapar Jlopucra HJI He NomkeH NPUMEHATHCA y MALUEHTOB C TSKEJIBIMM HapyLIEHUSMHU
¢ynaknmn noyek (KK menee 30 mur/mun) (cM. pasnen 4.3.).
Tayuenmol co crudcenHviM 06vemom yupkyaupyrowet kposu (OLK)
IIpenapar Jlopucrta H/[ He nODKEH NPUMEHATHCA NI HAYAJIbHOM TEpanuy y IAIUEHTOB CO
camkeHHpIM OLK.
Tayuenmul ¢ napyuienuem yHKyuu neveHu
[Ipenapar Jlopucta H/] npoTrBonoka3an namyeHTaM ¢ HapylmeHneM (QyHKIMU MeYSHH TsHKEIon
crenieHu (cMm. pasaen 4.3.).
Tayuenmul noswcunozo 6o3pacma
Ilpenapar Jlopucta HJl He nmomkeH NpPUMEHSThCA AN HayajdbHOM Tepanuu y MalueHTOB
MOKUJIOTO BO3pacTa.

eTH
D¢ dexTuBHOCTH 1 6€30MaCHOCTH MPUMEHEHHS ITpernapaTa y aeteil B Bo3pacte ot 0 1o 18 et He
YCTaHOBJICHHI. J[aHHbIE OTCYTCTBYIOT.

Cnocob npuMeHeHus

BryTpb, HE3aBHCHMO OT TpUEMA ITHILH, 3aIIUBAst TOCTATOYHBIM KOJIMYECTBOM BOBI.

IIpenapar Jlopucta H/I MO0XHO HpUHUMATH OJHOBPEMEHHO C JPYTMMU THIOTEH3UBHBIMU

CpeICTBaMH.

4.3. [IpoTuBONOKA3aHUA

e ['WMNepuyBCTBUTENHLHOCTh K THIPOXJOPOTHA3HIY, JO03apTaHy W/WIM K JO00OMy U3
BCIIOMOTaTENLHBIX BEUIECTB, EPEUUCIICHHBIX B pasene 6.1.

¢ ['Mnep4yBCTBUTENBHOCTH K IPYTUM ITPOU3BOJHBIM CyIb(GOHAMUIA.
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Anypusi.
Hapymenue ¢pynkiun nouek tsoxenoit crenenu (KK menee 30 mn/mun).

Hapymenue pyHKIMY eUeHH TSAKEeN0H CTENEH!.

bepeMeHHOCTb 1 IEpUOJI TPYIHOTO BCKapMIIMBaHus (cM. paszzen 4.6.).

OnHOBpEMEHHOE MPUMEHEHHUE C AIMCKUPEHOM M IIperapaTaMy, COAEPKAIUMH aTUCKUPEH, Y
MAIMEHTOB C CaxapHbIM JUA0ETOM W/WIM C YMEPEHHBIMH WJIM TSDKEIBIMH HapYIICHUSMU
yHKIMM T0YeK (CKOpOCTh Kiy6oukoBoil ¢umbrpanuu (CK®) menee 60 min/mun/1,73 m?
IUTOIIAIU TIOBEPXHOCTH TeJa).

OOHOBpEMEHHOE NPUMEHEHHWE C MHICMOMTOpaMM aHTMOTEH3UHIpPEBpallaronero (epmeHra
(AII®) y manueHToB ¢ AMa0eTHYSCKON He(hpOTIaTHEH.

Pedpaxrepras rumoxanueMusl.

Pedpaxrepnas runoHaTprueMus.

PedpaxrepHas runepkaabueMusl.

4.4. Oco0ble ykazaHusi 1 Mepbl PeI0CTOPOKHOCTH NPH MPUMEHEHHH

C 0CTOPOKHOCTBIO

I[ByCTOpOHHI/Iﬁ CTCHO3 IIOYCYHBIX apTepI/Iﬁ WJIn CTCHO3 apTCpuu GHHHCTBGHHOﬁ IIOYKH,

TUIICPKATIUCMUA, COCTOAHUA IIOCJIC TPAHCIIJIAHTAIIUU ITOYKH (OTCYTCTByeT OIIBIT HpI/IMeHeHI/Iﬂ),

AOpTAJbHBIA WJIM MHUTPAJbHBIH CTEHO3, THIEpTpodHuuecKas OOCTPYKTHBHAs KapAHOMHONATHS

(COKMII), xponuueckas cepaeudHass HemoctarodHocTh (XCH) ¢ comyTCTBYrOMMM TSKENbIM

HapymieHneM (GYHKIHM TOYeK, TshKenas cepiaedHas HemocTtaToyHocTh (IV GyHKIMOHAIBHBIHA

kiacc no kinaccupukamn NYHA), XCH ¢ yrpokaromumu KU3HH apUTMUSIMH, HUIIEMHYECKast

6onesnb cepana (MBC), mepedpoBackysipHbie 3a00JI€BaHus, TIEPBUYHBII THITEPATTBI0CTECPOHH3M,

AQHTHOHEBPOTUYECKUH OTEK B aHAMHe3€, apTepHaibHas TUNOTEH3Ms, HapylleHue (QYyHKIUH

NIEYCHH, HapylIeHue (pyHKIUH MOoYeK, HapyIIeHne BOJHO-IIIEKTPOIUTHOTO OajlaHca, ManueHTaM

co camwkeHHpM OIIK (Hanpumep, mosrydaromuye JiedeHWe OOJBIIMMH J03aMH JHYPETHKOB) B

CBSA3HM C BO3MOXXHOCTHIO BO3HUKHOBEHHUS CHMIITOMATHYCCKOM apTepHanLHoﬁ TUIIOTCH3UH,

THUITIOKAJIMCMHU, TUIIOHATPUCMUA, TUIICPKAJIbIUEMHUA, OIHOBPEMEHHOC IIPUMECHCHUC

JICKApCTBCHHBIX IIPCIIapaToB, KOTOPBIC MOI'YT BbI3bIBATb HOHI/IMOp(I)HYIO KCITYAOYKOBYIO

TaXUKaApAWIO TUIIA <«IIHPYIT» MWW YBCIWYHUBATH HNPOJOJDKUTCIBHOCTD HWHTCpPBaAa QT Ha

anekrpokapauorpamme (OKI'), onHOBpeMeHHOE NpHUMEHEHHE JIEKapCTBEHHBIX IPEnaparos,

CITOCOOHBIX BEI3HIBATH THIIOKAJIMEMHIO, 4 TAKIKC CCPACUHDBIX I''TMKO3HUI0B, AJJICPTUICCKUC PCAKIIUU

Ha MCHUIWJIMH B aHAMHE3€C, TUICpriapaTupco3, rTulicpypukeMusd, mnoaarpa, HEMEIIaHOMHBIN pakK

koxxu (HMPK) B anamuese (cm. paznen 4.4.).
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[IpriMenenne tipenapata Jlopucta Hl y mnamueHToB ¢ OCTphIM HMH(ApPKTOM MHOKapjaa He
PEKOMEHIYETCs B CBSI3U C HEJJOCTATOYHBIM OIBITOM KJIMHUYECKOT0 MpUMEHEeHUs. Takxke npenapat
Jlopucta HJI He cnegyeT NpUMEHATH AJIs KyIHPOBAaHUS THIIEPTOHMYECKOTO KpH3a.

I 'mapoxopornasug

Apmepuanvhas eunomensus u HapyuieHue 00HO-31eKMPOIUMHO20 OANaAHCA

[Ipy npUMEHEHWW THUIIOTEH3UBHBIX CPEICTB Y HEKOTOPHIX NAlUEHTOB MOXKET Pa3BHUTHCS
CHMITOMAaTHYECKasi apTepualibHas TMIOTeH3Us. [lallMeHThl MOJDKHBI HAOMIONATBCS C IEIbIO
CBOEBPEMEHHOT'O BBISIBJICHUS KJIMHHYECKHX IPU3HAKOB HAPYIICHUS BOJIHO-3JICKTPOIUTHOTO
OanaHca, HampuMmep, OO0E3BOXKHMBAaHUS, THIIOHATPUEMHH, THUIIOXJIOPEMHYECKOTO —allKano3a,
THIIOMAarHUEMHH WM THIOKAIHEMUH, KOTOPBIE MOTYT DPa3BUThCsS Ha ()OHE COMYTCTBYIOIICH
JIMaped WM PBOTHL. Y TaKUX MAIMEHTOB HEOOXOAUM PETYJSIPHBIA KOHTPOJb COJCpPIKaAHHS
AIIEKTPOJIUTOB CHIBOPOTKH KPOBHU. Y MAIMEHTOB C OTEKAMU MOXKET HAONIOIAThCS TUITIOUOHHAS
THIIOHATPUEMHS B KAPKYIO ITOTOJY.

Memaboauueckue u 3HOOKpuHHble dhhexmbl

Tepanus THazugaMu MOXKET HApyIIaTh TOJEPAHTHOCTH K TJIOKO3€. B psze ciiydaeB MoOXkeT
NOTPeOOBaThCS KOPPEKIIMS JI03bI TUIMOTJIMKEMUYECKUX CPEJCTB, B TOM YHCJIC W WHCYJIUHA (CM.
pasnen 4.5.).

Tuazuapl MOTYT CHIDKATh BBIBEACHUE KaJbLUs MOYKAMU M BBI3BIBaTh KPATKOBPEMEHHOE H
HE3HAYUTEIBHOE TMIOBBIIICHUE COJEPXKAHUS KaNbLUS B CHIBOPOTKE KpOBH. BbIpaxkeHHas
THIEPKAJIbIIMEMHUs] MOXET CBHJCTENbCTBOBATH O CKPHITOM TumIepnaparupeose. B cBs3u ¢
BIMSHUEM THA3UJIOB Ha META0OJNW3M KalblHs, WX I[PUEM MOXKET HCKaXaTh pPe3yJbTaThl
ycciieoBanus (PYyHKIMHM MapalluTOBUIHBIX JKelle3, MOITOMY Mepe] HCCIIeTOBaHHEeM (QYHKIUH
NapanMTOBUIHBIX JKeJIe3 THA3UIHBIA AUYPETHK JIO0JKEH ObITh OTMEHEH.

[ToBbIIIeHHE KOHIICHTPAIIMY XOJICCTEPHHA U TPUTIIHICPHIIOB B KPOBH TaK)Ke MOXKET OBITh CBS3aHO
C TepaIueil THa3UIHBIMH JHYPETUKAMHU.

Y HEKOTOPBIX MAIMEHTOB MPHEM THA3UIHBIX JUYPETHKOB MOXKET MPUBOIUTH K THIIEPYPUKEMHUH
W/WIM pa3BUTHIO ofarpbl. [I0CKONBKY J103apTaH YMEHBIIAET KOHIICHTPAIIUIO MOYEBOM KUCIIOTHI,
€ro OJHOBPEMEHHOE MPUMEHEHHE C THIPOXJIOPOTHA3UIOM CHIDKACT  BBIPAKEHHOCTD
THIIEPYPUKEMHHU, BBI3BAHHON TUYPETHKOM.

Hapywenue ¢ynrxyuu nevenu

Tuazuap! ciaeayeT NPUMEHATh C OCTOPOKHOCTBIO Y MAIEHTOB C HAPYIICHUSIMH (DYHKIIUH IIEYCHH
WU TIPOTPECCUPYIONIMM 3a00JICBAHUEM TCUCHHU, MMOCKOIBKY 3TO MOXKET MPUBECTH K Pa3BHUTHIO
BHYTPHIICUCHOYHOT'O X0JIECTa3a, & He3HAYMTENIbHBIC U3MEHEHHUS BOJHO-3IICKTPOJIIUTHOTO Oananca

MOTYT CIIPOBOLIMPOBATH PA3BUTHC MIEYSHOUYHON KOMBI.
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[Ipenapat JIopucta H/[ TIpOTHBOIOKa3aH MNAalMEHTaM C TSOKEJIbIMU HapyIIEHUSMU (DYHKLIUU
MEeYEHHU.

Xopuouoanvnulii 8b1n0M, OCMPAsk MUORUS U GMOPULHAS 3AKPLIMOY20IbHASA 2NAYKOMA
JlexapcTBEHHbIE MpenapaThl Ha OCHOBE CyJIb(hOHAMUIA UK TPOU3BOAHBIX CylIb(pOHAMHIA, MOTYT
BBI3BaTh WAMOCHHKPA3MUYECKYIO PEAKIMIO B BHJIE XOPHOUAAIBHOTO BBINNOTA C Je(PEKTOM MOJIs
3pEHUs, TPAH3UTOPHOM MHMOIMUU M OCTPON 3aKPBITOYTOJbHOM TiIayKoMbl. CUMOTOMaMH 3THX
HapyIIEHUH SBISIOTCS HEOXKHUIAHHOE CHUKEHHE OCTPOTHI 3pEHUS WM 00JIb B TJ1a3ax, KOTOPbIE B
TUIIMYHBIX CITyyasX BO3HUKAIOT B TEUEHHE OT HECKOJBKUX YacOB J0 HECKOJIBKHX HENeNb Mocie
Hayaja MpUMEHEHUs mpenaparta. Ecnm He mpoBoauTCs Tepamus, ocTpas 3aKpbITOYrojbHas
rJIayKOMa MOKET MPHUBECTH K moTepe 3peHus. OCHOBHOE JICUEHUE COCTOUT B KaK MOXKHO Ooiiee
ObICTPOM OTMEHe rujpoxioporuazuaa. Heo6xonumo uMeTs B BUAY, YTO, €CJIM BHYTPUIJIA3HOE
JIABJICHUE OCTAETCsI HEKOHTPOJIMPYEMBbIM, MOXKET OTPeOOBAThCS HEOTIIOKHOE KOHCEPBATHBHOE
WM Xxupyprudeckoe jiedenue. K gpakropam prucka pa3BUTHS OCTPON 3aKPBITOYTOJIBHOM II1ayKOMBI
MOKHO OTHECTHU CBE/ICHUS 00 aJuIepru K Cylb(OHAMUAAM WIHM NEHUIMUIMHY B aHaMHe3e.
Hemenanommuwiii pax xoorcu (HMPK)

B snupeMuonornyeckux uccaea0BaHUsIX HAOII0JalICs TTOBBIIICHHBIH PHCK HEMEITAHOMHOT'O paKa
KOXHM (0a3aJIbHOKJIETOYHOW KapIMHOMBI M IJIOCKOKJIETOYHOM KapLUMHOMBI) B CBSI3U C
YBEIIMUYEHHEM CyMMapHOM (HaKOIUIEHHOM) 103bI THAPOXJIOpOTHA3NnAa. BO3MOXKHBIM MEXaHU3MOM
passutust HMPK sBisiercs oToceHcuOmnmmsupyroiiee 1eiCTBHE THAPOXIOPOTHAZHIA.
[TanueHTsl, NpUHUMAIOIIME THAPOXJIOPOTHA3H, JOJHKHBI OBITH OCBEJOMIICHBI O PUCKE Pa3BUTHUS
HMPK. TakuMm nanueHTam ciieyeT peKOMEHI0BaTh COOTI0AaTh MPO(PUIAKTHUECKUE MEPHI, TAKUE
KaK OTpaHHuYEHUE BO3JICHCTBHSI COJIHEYHOTO CBETA M MCKYCCTBEHHBIX YNbTpaduoiaeToBeix (YD)
sydel. [TauMenThl TOJKHBI PEryJIsIpHO OCMAaTPUBATh CBOM KOXKHBIE IIOKPOBBI C LIENbIO BBISIBICHUS
JHOOBIX HOBBIX IOJIO3PUTEIBHBIX MOPAKEHUH M HE3aMeIUIMTENFHO COOOIIaTh 0 HUX Bpady. Y
nareHToB ¢ HMPK B anamHe3e pekoMeHIyeTcs HepeCMOTPETh 1eNIeCO00Pa3HOCTh TPUMEHEHHS
TUAPOXJIOpOTHa3naa (cM. paszen 4.8.).

Ocmpas pecnupamopnas moKcUu4HOCMb

[Tocne mpuema rugpoxiaopoTuaszuaa ObUIM 3apPETUCTPUPOBAHBI OYEHb PEIKUE CIydau TSKEIOoN
OCTpPOH pecnupaTOpHONW TOKCUYHOCTH, BKIIIOYAs OCTPBIA pPECHUPATOPHBIA IUCTPECC-CHUHAPOM
(OPJIC). Otek nerkux OoOBIYHO Pa3BUBACTCS B TCUCHHE HECKOJBKMX MHUHYT HJIM YacOB IOCIE
npueMa THAPOXJopoTHasuaa. B Havame 3a0oneBaHMsS CHMIOTOMBI BKIIIOYAIOT  OJIBIIIKY,
JIUXOPAAKY, YXyAIIEHUEe COCTOSHMSI JIETKUX U apTepuaibHyto TurnoTeH3uto. [Ipu momo3pennn Ha

OPJC cnenyer ormenuth mpemnapaT Jlopucta HJl m mpoBecTu COOTBETCTBYIOIIEE JICUCHUE.
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I'iApOoXiIOpOTHA3UI HE CICAyeT Ha3HauaTh MAalMeHTaM, Y KOTOPhIX paHee HaOIoAalcs OCTpPbIi
pecnupaToOpHBI  AUCTPECC-CUHAPOM IOCiEe IMpueMa TUAPOXJIOPOTHAa3UAa WM  JIPYroro

THA3UIHOTO JUypeTHKa (cM. paszen 4.8.).

lpyeue s¢ghpexmoi

VY nmanueHToB, MPUHUMAIOIIMX THA3UIHBIC JUYPETUKU, PEAKIIMHA TUTIEPUYBCTBUTEIHBHOCTH MOTYT
BO3HUKATh Ja)Xke IMPH OTCYTCTBUM B aHAMHE3€ AJJIEPIrMUECKUX PEAKIMHA WM OpOHXUAIBbHOM
actTMbl. Coo0IIanocs O penuaMBax WM YCYryOJCHHH TSKECTH TEUYCHUS CHUCTEMHON KPacHOM
BOJIYAHKH Y MalMEHTOB, IPUHUMABIINX THA3HIHBIC JUYPETHKH.

Ocobvle epynnvl nayueHmos

Paca

AHanu3 JaHHBIX BCEH MOIMYJISILMY NalUEeHTOB, BKIOYEHHBIX B UccienoBanue LIFE no nzyuenuto
BJIMSIHMS JIO3apTaHa HA CHU)KEHUE YacTOTHI Pa3BUTHS EPBUYHON KOHEUHOM TOYKH y MAllMEHTOB
C apTepHuaIbHON THIEPTEH3WEH W THIepTpodueid JeBoro xemyaodka (n = 9193), mokasan, 4To
CHOCOOHOCTh JIO3apTaHa MO CPaBHEHHIO C aTEHONIONIOM cHWkath Ha 13,0 % puck pa3BUTHA
CeplIevHO-cOCyTUCThIX ocioxHenud (p = 0,021) we pacnpocTpassieTcsi Ha MalUEHTOB
HETPOUIHON packl, XoTs 00a pexumMa Tepanuu 3(G(eKTUBHO CHIDKaIM ypoBeHb A/l y JaHHBIX
nanrenToB. OMHAKO B JAaHHOM HCCJIEIOBAaHMM MAIlMEHThl HETPOMIHONW pachl, MOJy4YaBIIHE
aTEHOJIOJ, UMEJIM MEHBIIMHA PUCK Pa3BUTHUS NEPBUYHON KOHEYHOM TOUKH (CEpIeYHO-COCYTUCTAs
CMEpPTHOCTh, MHCYJIBT M HMH(APKT MHUOKApAa) MO CPAaBHEHHUIO C TAIMEHTAaMH TOH K€ pPackl,
npuHUMaBIUMU Jto3aptaH (p = 0,03).

HauueHmbl noaotcusioco so3pacma

Knuamueckne wWccnenoBaHUsT HE BBIABHIM KaKUX-THOO OCOOCHHOCTEH B  OTHOIICHHUH
6e3omnacHocT U 3¢dexkTuBHOCTH mnpenapaTta Jlopucta HJ[ y mamueHTOB MOXMIIOrO BO3pacTa
(cTapmie 65 ner).

JleT’ U HoAPOCTKH

D¢ dexTuBHOCTH N Ge30maCHOCTH MpUMeHeHus npenapara Jlopucta H/I y neteii u moapocTkoB oT
0 o 18 net He yCTaHOBJICHBI.

Ecnmm y HOBOPOXIECHHBIX, YbM MaTepu HIpuHuManu npenapar Jlopucra HII BO Bpems
0epeMEeHHOCTH, HaOII0JaeTCsl pa3BUTHE OJIUTYPUU WU apTEPHATIbHON TMIIOTEH3UU, HEOOX0AUMO
IPOBEACHNE CHMITOMAaTHYECKON Tepamuu, HalpaBlIeHHOW Ha noanepxkaHue AJl M mouyedHoit
neppy3un. Moxker noTpeboBaTbcid IEpeNBaHME KPOBH WIM IPOBEIEHHE [AUANN3a UL

NPEeIOTBpAIlEHUs Pa3BUTHS apTePUATIbLHON TUIIOTEH3UN W/WIIK TOAep KaHusl QYyHKIIUU TTOYEK.

Jlozapran
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Apmiepuiancrias eunomensus u chudxcenue OLIK

VY mammentoB co cHmwkeHHbIM OLIK wnm conepkanneM HaTtpusi B KpPOBH, Pa3BUBIIMMHUCA IO
MPUYMHE HUHTEHCUBHOW TEpanmuu IUYpPETHUKaMH, JUEThl C OrpaHUYEHUEM ITOBApPEHHOM COJIH,
JMaped WIA PBOTHI, MOXET pa3BUBATbCA CHUMIITOMAaTHYECKas apTepuanbHas TUIOTEH3uS,
0coOeHHO Toce npuema nepBoi A03bl npenapata Jlopucra HI. Koppekiuio Takux cocTosHui
HE00XO0MMO TTPOBOJUTH JI0 Ha3HaYeHUs npenapaTa Jlopucra H/I.

Hapywenue 600no-snexkmponrumnozco banranca

Hapymienne BOTHO-3IEKTPOIUTHOTO OalaHca SBISIETCS XapaKTEPHBIM ISl HAIIMEHTOB C OYEYHOM
HEJOCTATOYHOCTHIO C CaXapHBIM IuabeToM miu 0e3 caxapHOro nuadera, mo3ToMy HEOOXOAUMO
TIIaTeIbHOE HAONIOJICHHE 3a JaHHBIMU NarueHtamMu. HeoOXoauM TIIATEeNbHBIH KOHTPOJIb
coneprkanus kanus B kpoBu mwin KK, 0coOeHHO y maliMeHToB ¢ cepiedYHON HE10CTATOUHOCThIO U
KK 30-50 mur/muH.

Bo Bpems nedenus npenaparom Jlopucra H/I He pekomenayercst npuHUMAaTh KanuiicOeperaromue
JTUYPETUKH, IpenapaThl Kajaus WU COAEpIKalUe Kalui 3aMEHUTEIH MULIEBON COJIH.
Aopmanvuouii unu mumpanvusiii cmenos, I OKMIT

Kak u Bce nexkapcTBEHHBIE CpEICTBa, OOJNAJAIOMIME Ba30AWIATUPYIOLUIUM JCHCTBHEM,
aHTaroHucTsl perientopoB anruotrensuHa [l (APA II) nomkHbl HazHAYATHCSI ¢ OCTOPOMXKHOCTHIO
MalyeHTaM C a0PTANBHBIM WIM MUTPaIbHBIM cTeHo30M min [[OKMII.

HUEC u yepebposackynsapnule 3a001e6anus

Kak u Bce nexapcTBeHHBIC CpeEICTBa, OOJaJaroIIMe BazoAwiaTupyromuM aerictBuem, APA 11
JOJDKHBI Ha3HAyaTbCs € OCTOpoXkHOCThIO manueHtam ¢ MBC wmm 1nepeOpoBacKymnspHBIMU
3a00JIeBaHUSAMH, TIOCKOJIBKY upe3MepHoe cHibkeHue AJl y maHHOW TpyNmbl MAalMEeHTOB MOXKET
MPUBECTU K PA3BUTHIO UH(APKTAa MUOKapia WK UHCYJIbTA.

Xponuueckas cepoeunas neoocmamounocmo (XCH)

Kak w mpu npumeHeHuHm [Opyrux JEKapCTBEHHBIX CPEACTB, OKAa3bIBAIOUIMX JIEUCTBHE Ha
PEHHUHAHTHOTEH3UH-anba0cTepoHoBY0 cuctemy (PAAC), y manuentoB ¢ XCH u ¢ unm 6e3
HapylleHus: (pyHKIUU MOYEK CYILIECTBYET PUCK Pa3BUTHUS TSXKENIOH apTepHaabHON THIOTEH3UU
WM OCTpoid moueuHoi Hegoctarounoctr (OITH).

Ilepeuunpiii cunepanbO0ocmepoHu3M

Tak kak y ManyeHTOB C MEPBUYHBIM THIEPAIbJOCTEPOHU3MOM, KaK MPABUIIO, HE HAOIIOAeTCs
MIOJIOKUTENBHBIA OTBET HA TEPAIUIO THIIOTEH3UBHBIMU CPEACTBAMH, KOTOPBIE ICUCTBYIOT ITyTEM
unarubupoBanus PAAC, npumenenmne mpenapara Jlopucra HJ] He pekomenmyercs y AaHHOM

Tpynnbl IaOUEHTOB.
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Hapyweritie Qynxiyii neven
Jlanuble (papMaKOKMHETHUECKUX MCCIIEJOBAaHUN YKa3bIBAIOT HA TO, YTO KOHLIEHTPALIUS JI03apTaHa
B IUIa3Me€ KPOBH y MAIMEHTOB C LIMPPO30M IE€YEHH 3HAYUTEIHHO YBEIMYUBACTCS, MO3TOMY
MaleHTaM ¢ JIETKUM WM YMEPEHHBIM HapyIIeHUsMU (PyHKIUM MEYeHH B aHAMHE3€ IMpernapar
Jlopucta HJ[ cnenyer Ha3HA4aTh ¢ OCTOPOKHOCTHIO. OTCYTCTBYET OIBIT IPUMEHEHHUS J03apTaHa
y TAlIMEHTOB C TSDKEJIBIMU HapylIeHus MU (QyHKIuU rnedeHu (6onee 9 6amios o mkane Yaiina-
[Is10), moatomy npenapat Jlopucra HJl He nomKeH MPUMEHSTHCS y JaHHOM TPYIIBl NAIlMEHTOB
(cm. paznen 4.3.).

Hapywenue ¢hynkyuu novex

BcenencrBue unrubupoBanuss PAAC y  HEKOTOpPBIX —IPenpacloyioKEHHBIX — MAIMeHTOB
HAOMIOJAIUCh W3MEHEHUs (YHKLUUHU IOYEK, BKJIOYas pPa3BUTHE MOYEUYHOW HEIOCTaTOYHOCTH.
JlaHHbIE M3MEHEHHWS TOYEYHOW (DYHKIIMM MOTYT BO3BpAIIaThCS K HOPME IOCIE TPEKpamieHus
JICUYEHUSI.

HekoTtopsle nexapcTBeHHBIE CpencTBa, OKasbiBaromme BozaeiictBue Ha PAAC, wmoryr
YBEJIMYUBATh KOHIIEHTPAIMIO MOYEBHMHBI B IIa3Me€ KPOBH W CBIBOPOTOYHOTO KpEaTHMHWHA Y
MAIMEHTOB C JBYCTOPOHHUM CTEHO30M IOYEYHBIX apTepUil WM CTEHO30M MOYEYHOW apTepuu
eAuHCTBeHHONM moyku. Coo0Ianock O BO3HUKHOBEHMM MOJOOHBIX A(PQPEKTOB MpH NpUEMe
no3apraHa. [lomoOHbIe HapymieHus (YHKIMH IMOYEK MOTYT OBITh OOpaTHUMBI IMOCIE OTMCHBI
tepanuu. JlozapTaH IOJDKEH NPUMEHSTHCS C OCTOPOXKHOCTBIO Y TMALIMEHTOB C JIBYCTOPOHHUM
CTEHO30M MOYEYHBIX apTePUil UM CTEHO30M IOYEUHOM apTepuy €TUHCTBEHHOM MOUKH.
Yeenuuenue cooeporcanus kanus é coleopomke Kpogu

OnHOBpEMEHHOE NPUMEHEHHE JPyruxX IpenapaToB, KOTOpbIE CIIOCOOHBI YBEIHUYUBAThH
COJIEp’KaHNe KaJlusi B CHIBOPOTKE KPOBH, MOXKET MPUBECTH K PAa3BUTHIO TMIEPKATUEMHU (CM.
pasznmen 4.5.).

I 'uapoxsopornasug + 1o3aptad

Peaxyuu eunepuyscmeumensrnocmu

VY manueHToB ¢ aHTHOHEBPOTUYECKUM OTEKOM B aHaMHe3€ (0TEeK JINIa, ry0, TIIOTKH/TOpTaH! W/ 1!
sI3bIKa) HEOOXO0IUM KOHTPOJIb 3a COCTOSTHUEM TarueHTa (cM. pazaen 4.8.).

Hapywenus ¢ynxyuu nouex u nevenu

[Ipenapar Jlopucra H/[ mnporuBOmokazaH pAjii NPUMEHEHUS Y NALUUMEHTOB C TKEIbIMU
HapyleHus MU (YHKIMU TI€UYeHU U TshKenbiMu Hapymenusmu ¢ynkiun nouek (KK ne Oonee
30 ma/muH) (cM. pazzaen 4.3).

OmbpuomokcuuHocmo
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[IpriMEeHEHNE JIeKapCTBEHHBIX cpenacTs, BosneiictByronmx Ha PAAC, Bo II u III Tpumectpe
OEpEMEHHOCTH CHIKaeT (PYHKIMIO MOYEK IUI0/IAa U YBEIMUYUBAET 3a00J€Ba€MOCTh U CMEPTHOCTD
IUI0Ia U HOBOPOXKACHHBIX. Pa3BUTHE ONMIOTMAPAaMHHOHA MOXXET OBITh AaCCOLMHPOBAHO C
THIOTIIa3Mel JIETKUX IUIofa U AedopmanusmMu ckenera. Bo3MokHbIe HexXenaTeabHbIe PeaKIUuH
(HP) y HOBOPOXAECHHBIX BKJIIOYAIOT THUIOIJIA3MI0 KOCTEW deperna, aHypulo, apTepuaIbHYIo
TUTOTEH3UIO, TOYE€YHYI0 HEIOCTaTOYHOCTh W JIETANbHBIA HCcXoX. [Ipum muarHoCTHpOBaHWUU
o6epemennocTu npenapat Jlopucra HJl nomken ObITh cpa3dy oTMeHeH (cM. pasnen 4.6.).

BcrnomMmorarensHble BenecTsa

Jlakmo3svl monozuopam

ITarmuenTaMm C penko BCTpedarolelcss HACIEeJACTBEHHON HEMEePEHOCHUMOCThIO TajlaKTO3bl,
JIe(UIIMTOM JIAKTa3bl WM TIIIOKO30-TaTaKTO3HOW ManbabcopOnmei He clieyeT MPUHUMATD 3TOT
npenapar.

4.5. BzaumoneiicTBHe ¢ JAPYrUMH JIEKAPCTBEHHBIMH TMpenaparaMu M Jpyrue BH/bI
B3aMMoOAeiicTBUS

I 'mapoxopoTnasug

I[Ipy  omHOBpEeMEHHOM TPHMEHEHHWH C THIPOXJIOPOTHAZUIOM TEPEUYHCICHHBIX Jajiee
JIEKapCTBEHHBIX CPEJICTB ONMHUCAHBI ciieaytonue 3 (eKTor:

Omanon, bapbumypamsl u HapKOMU4ecKue aHaIbeemuKy — MOTYT ITIOTEHIUPOBATh PUCK Pa3BUTHUS
OPTOCTAaTHYECKOUN THIOTEH3UU.

T'unoznuxkemuueckue cpedcmea ([Uld TpUeMa BHYTPb M MHCYIMH) — MOXET HOTpeOOBaThCs
KOPPEKIUS 103l TUIIOTTTUKEMUYECKUX CPE/ICTB.

Hpyeue cunomensusnvle cpedcmsea — AATUTABHBIN 3D (DHeKT.

Konecmupamun u xonecmunon — B NPUCYTCTBUU AHUOHHBIX OOMEHHBIX CMOJI BCAachIBaHHE
TUIPOXJIOpOTHA3KHa HapymaeTcs. KojgecTupaMuH M KOJIECTUIION B Pa30BOW JI03€ CBS3bIBAIOT
THIPOXJIOPOTHA3H]T M YMEHBIIIAIOT €r0 BCACHIBAHHUE B JKEIYJAOYHO-KUIIEYHOM TpakTe Ha 85 % u
43 % COOTBETCTBEHHO.

Kopmuxocmepouowl, adpernoxkopmuxomponHulii 20pMoH (KOPMUKOMPONUH) UU 2TUYUPPUIUHOBAS
KUCTOMA (COOepAHCUMCS 8 KOPHe CON00KU) — BRIPAKCHHOE CHIKECHHUE JIEKTPOJIUTOB, B YaCTHOCTH,
PHCK pa3BUTHUS TUIIOKAINEMUH.

Ilpeccopuvie amunsl (Hanpumep, snunedpur) — BOSMOKHO CHUYKEHUE BHIPAXKEHHOCTH OTBETa HA
BBEJICHHE TPECCOPHBIX aMHHOB, HO HE WCKIIOYAroiee BO3MOKHOCTh WX OJHOBPEMEHHOTO
pUMEHEHUS.

Muopenaxcanmoi Hedenoaapuzyowe2o muna oeticmaus (Hanpumep, myboxypaput) — BO3MOXKHO

ycuneHue 3¢ (hekra MUOPETaKCaHTOB.
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umunu — JAYPCTHKU CHMXKAKOT IIOYCYHBIM KIHMPCHC JIMTHA W IIOBBIIIAIOT PUCK Pa3BUTHUA

TOKCHYECKOTO JeiicTBusi ynuTtHa. He pekomeHayeTcs uX OJHOBpeMEHHoe mpumeHeHue. Jlo
Ha3HAYCHHUS IPENapaToB JUTHS OOPATUTECh K HHCTPYKIMH MO UX IPUMEHEHHIO.

Hecmepouonvie npomugogocnarumenvuvie npenapamvi (HIIBII) (éxnouas uneubumopul
yuxnooxcueenasvl-2 (IJOI-2) — y Hexotopeix maruenToB HIIBII, B ToM uucie celeKkTHBHBIC
unruburopsr  LIOI-2, Moryr  cHmWXaTh  AUYPETUYECKHM,  HATpUHypeTHUYeCKHH U
AQHTUTUINIEPTEH3UBHBIN AP PEKT TUYPETUKOB.

YV HEKOTOpPHIX MAIMEHTOB C HApPYIICHHOW (yHKIMEH MoveKk (HarpuMep, y MalueHTOB MOXKUIOTO
BO3pacTa WJIM NAlMEHTOB C O0E3BOKMBAHMEM, B TOM YHUCIE MPHUHUMAIOLINX JUYPETUKH),
nomydaBmnx Tepanuio HIIBII, Bkmtouas wunruburopsr LOI'-2, neuenne APAIl wumm
uaruburopamu All®D Moxer BbI3BaTh AalibHEWIEe yXyalIeHWE (QYHKIUHU TOYEK, BKIIHOYAS
passutue OITH. /lannbie 3¢ dexTs 00b19HO 00paTuMbL. [103TOMY 0/IHOBpEMEHHOE NPHUMEHEHUE
JAHHBIX JIEKAPCTBEHHBIX CPEJICTB JOJDKHO TPOBOIUTHCS C OCTOPOKHOCTBIO Y TTAIIMEHTOB C
HapyleHHOW (DyHKIMEH MoYeK.

Yeenuuenue ummepsana QT (hanpumep, XuHUOUH, NPOKAUHAMUO, AMUOOAPOH, COMANON) —
TTOBBIIIICHUE PUCKA Pa3BUTHUS MMUPYITHOHN JKEITYTOIKOBON TaXUKAPIUH.

Jlexapcmeennvie npenapamvl, npumensowuecs O aedenus nooazpvl  (npobeneyuo,
CYNbOUHRUPAZOH, ANTONYPUHOT)

MoskeT moTpeboBaThCsI KOPPEKIHS 03 YPUKO3YPHUECKUX JIGKAPCTBEHHBIX MPENapaToB, TaK Kak
THIPOXJIOPOTHA3H]T MOXKET MOBBIIIATh KOHIIEHTPALUIO MOYEBOM KHCIOTHI B CHIBOPOTKE KPOBH.
Moxer moOTpeOOBaThCs  yBEIMUYEHHE JO03bl  NpoOeHenuaa WM  CyJIb(pHUHIHpaA3OHA.
OmHOBpPEeMEHHOE TMPUMEHEHHE THA3UIHOTO IUYPETHKA MOXKET YBEIUYHUTh YacTOTY pPa3BUTHS
peakuuii runepyYyBCTBUTEIILHOCTH HA aJIOMYPHHO.

AHmuxonunepeuyecKkue npenapamol (Hanpumep, amponu, obunepuoen)

VBenuuenne OHWOMOCTYMHOCTH THA3WAHBIX JIUYPETHKOB 3a CYET CHWKCHHS MOTOPHKH
KEITYIOYHO-KUIIIEYHOTO TPAKTa U CKOPOCTH OTIOPOKHEHUS JKEITy KA.

Memunoona

Onucanpl  cilydyam  TEeMOJHTHYECKOW  aHEeMHH TpH  OJHOBPEMEHHOM  MPHUMEHEHHH
THIPOXJIOPOTHA3HIA M METUJIJIOTIBI.

Luxnocnopun

[Ipu omHOBpeMEHHOM TPUMEHEHHH THA3UIHBIX JHYPETHUKOB M IUKIOCIOPUHA YBEINIHBACTCS
PHUCK pa3BUTHA TUIEPYPUKEMUHN U 000CTPEHHUS MTOIAarPHI.

Kapbamaszenun

10
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PITK PaSBUTHA CUMITOMATHYCCKON THIIOHATPUECMHUH. HeO6X0,Z[I/IMO HaﬁJ‘IIO,I[eHI/Ie 3a COCTOSIHUEM

MaIMeHTa U KIMHHYSCKUMU TIOKa3aTeIIMH KPOBH TTAIMCHTA.

IIpenapamur kanvyus

TuaszuaHble AUYPETUKU MOTYT MOBBIIIATH COJCPKAHUE KANBIUS B KPOBH BCIIEICTBHE CHU)KCHHUS
BBIBEJICHUS HMOHOB KajblUsl Mo4ykamMHu. Eciny HEoOXOAMMO OJHOBPEMEHHOE Ha3HAuYCHUE
KaJbLIUHCOACPKAIINX JIEKAPCTBEHHBIX CPEICTB, TO CJEAYeT KOHTPOJHUPOBATH COJEpIKaHUE
KaJbliMsl B IUIa3ME€ KPOBU M KOPPEKTHPOBATH O3y MpPENapaToB KaJbIMsS COOTBETCTBYIOLIMM
o0pazom.

Hoocodepocawyue konmpacmuvle seujecmea

OO0e3BoxMBaHNE OpraHu3Ma Ha ()OHEe HpueMa THA3UAHBIX IUYPETHKOB YBEIHMYMBACT DPHUCK
pasButus OITH, ocoOeHHO TpH MpUMEHEHWH BBICOKMX 103 Hojacoaepskammx BemecTB. [lepen
MIPUMEHEHUEM HOJICOIEePKAINX BEIIECTB HEOOX0IUMO KOMITEHCHPOBATH MOTEPIO JKUIKOCTH.
Cepoeunvle enuKko3uovl

['unokameMus: MOXKET MOBBIIIATh YYBCTBUTEILHOCTh WIIM YBEIMYHBATH PEAKIIUIO CO CTOPOHBI
cepllla Ha TOKCHMYECKOE BO3JCUCTBUE CEpPACYHBIX TJIMKO3HIOB (HAlpUMEp, YBEIUYCHHE
KETYT0UYKOBOH BO30YIMMOCTH).

Ilepeoosuposka «nemaesvimuy ouypemuxamu (Hanpumep, ypocemuoom), KapOeHoKCOIOHOM,
crabumensHulMU cpeocmeamu

I'uapoxyopoTrasua MOXKET YBEIUYHUTh MOTEPIO KU W/WUJIA MarHusl.

Lumocmamuxu (nanpumep, yuxiogochamuod, memompexcam)

Tuazuasl MOTYT CHMXKATh SKCKPEIHIO TTOYKAMHU IIUTOTOKCUYECKUX TpenapaToB M yCUINBATh UX
MHeNoCypeccuBHbIC A (DEKTHI.

Jlozapran

B KkIMHUYECKMX MCCIENOBAHUSAX MO M3YYEHUIO (HapMaKOKMHETHYECKUX B3aMMOJCHCTBUIM
JIEKapCTBEHHBIX CPEJICTB HE OBUIO BBISBJICHO KIIMHUYECKHA 3HAYMMBIX B3aWMOJICHCTBHIA JI03apTaHa
C TUAPOXJIOPOTHUA3UIOM, JUTOKCHUHOM, BappapuHOM, IUMETHUIUHOM U (eHobapourtaiom.
Pupammuiun, sBISACH HMHAYKTOPOM MeTaboilu3Ma JIEKapCTBEHHBIX CPEACTB, CHHXKAET
KOHIICHTpAIIMI0 aKTHBHOTO MeETa0oJHTa Jio3apTaHa B IUIa3Me KpOBH. B  KIMHHYECKHX
WCCJICJIOBAHUAX OBUIO M3Y4YEHO TNpPUMEHEHHE [BYX HHruoutopoB wuzodepmenta CYP3A4:
KETOKOHAa30J1a M S)pUTpOMHIIMHA. KeTOKOHA30J1 He BIUSUT HA METa0O0JIN3M JI03apTaHa 10 aKTUBHOTO
MeTaboiMTa TIOCIEe BHYTPHUBEHHOTO BBEICHHS JIO3apTaHa. OJPUTPOMUIIMH HE OKa3bIBal
KJIMHUYECKH 3HAaYMMoro 3¢ddekra mpu mpueme no3apraHa BHYTph. DIyKoHa30J7, MUHTHOUTOP
nzodepmenta CYP2C9, cHIKaeT KOHIIEHTPAIMIO aKTUBHOTO METa0OJMTa JI03apTaHa, OJHAKO

(apmakogMHaAMUYECKasi 3HAYMMOCTh OJJHOBPEMEHHOI'0 NMPHUMEHEHHS JI03apTaHa U MHIMOUTOPOB
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nzopepmenta CYP2CY He usywena. IlokazaHo, 4TO y HalMEeHTOB, HE META0OIM3UPYIOILHX
JI03apTaH B aKTHUBHBIM METa0OIUT, UMEETCsl OUeHb PEAKHNA U criennuuHbIi qedekT nzodhepmenTa
CYP2C9. OTtu naHHBIE JAIOT BO3MOXKHOCTH MpPEANOJaratb, 4To METa0OIU3M Jio3apTaHa 0
akTuBHOro Metabonuta ocymectsisiercs uzopepmenrom CYP2C9, a He wu3odepmeHTOM
CYP3A4.

OnHOBpeMEHHOE MPUMEHEHHE JI03apTaHa, KaK M JPYTUX JEKapCTBEHHBIX CPEICTB, OIIOKUPYIOIINX
anrvoreHsvd [l wmm ero sddekTs, ¢ KamuiicOeperaromuMyu TUypeTHKaMu (Hampumep,
CIHMPOHOJIAKTOH, TPUAMTEPEH, aMIJIOpUA), KaTuiicoaepKaluMK 100aBKaMH, COJISIMU KaJlusl UJIH
JIPYTUMU TIpenapaTamM#, KOTOPhIE MOTYT YBEIWYHUTHh COJIEp)KAHHE Kalus B CHIBOPOTKE KPOBHU
(Hampumep, mpenapathl, COJIEpKaIlWe TPUMETONPHM), MOXKET NPUBOIUTH K YBEIUYECHHUIO
COJIEpKaHMsI KaJlusl B CBIBOPOTKE KPOBH.

Kak u mpu mpuMeHeHUH APYrux JIEKAPCTBEHHBIX CPEACTB, BIUSAIONIMX Ha BHIBEIICHUE HATPHS,
J03apTaH MOXKET CHIDKATh BhIBeJeHHE JUTHUS. [103TOMY mpu OIHOBPEMEHHOM TNPUMEHEHUHU
npenapatoB Jutus 1 APA Il Heo6X0aMMO TIIATENbHO MOHUTOPUPOBATH COAEPIKAHUE JIUTHUSA B
CBIBOPOTKE KPOBH.

HIIBII, B ToM uncne cenekTuBHbie HHTHOUTOPHI [{OI'-2, MoTyT cHUXaTh ) (PEKT TUYPETHKOB H
JIPYTHX TUIIOTEH3WBHBIX CpelCTB. Benencrsue 3Toro anturuneptreH3uBHbIN 3Qdext APA 11 wim
uHTHONTOPOB AIID MoXeT OBITh OciabiieH npu ogHOBpeMeHHOM npuMeHeHnn ¢ HIIBII, B Tom
YHCIie C CeNeKTUBHBIMU HHrHOUTOpamu L[OT-2.

VY HEKOTOpPBIX MAIMEHTOB C HAapyIIEHHOW (yHKIMEH Movek (HarpuMmep, y NalUueHTOB MOKUIOTO
BO3pacTa WIM MAIMEHTOB C 00€3BOXKMBAaHHEM, B TOM YHCJIE NPHUHUMAIOIIUX IHYPETHKH),
nonyyatommx teparmmo  HIIBIT, B Tom 4mcne cenektuBHbIME uHTHOMTOpamu [[OI-2,
onHoBpemeHHoe mpuMmeHeHHe APA Il wnn warnbutopor AIID MokeT BBI3BaTh JaIbHEHIIEE
yxyameHue GyHKIUHU modek, Brirouyas pazsutue OITH. JlanHbie 3¢ ¢dexTsl 00bI9HO 00paTUMBL,
MO3TOMY OJJHOBPEMEHHOE MTPUMEHEHNE JTAaHHBIX JIEKAPCTBEHHBIX CPEICTB TOJHKHO TPOBOIUTHCS C
OCTOPOKHOCTBIO Y MAIMEHTOB C HAPYIICHHON (yHKLIMEH TOYeK.

HBoitnas G6mokanma PAAC c¢ npumenenunem APA II, unarubutopoB AII® wnmm anuckupena
(MHTUOMTOp pPEHWHA) acCONMMPOBAaHA C TMOBBIIICHHBIM PHUCKOM pa3BUTHS apTEpUATBHOMN
TUIOTEH3UHU, 0OMOPOKa, THUIIEPKATUEMUN U HapymeHui GyHkuu novex (B Tom yucie OITH) mo
CpaBHEHHUIO ¢ MoHoTepanueil. Heob6xoaum peryssipuelii koHTpoiab AJl, GyHKUMH TOYEK H
COJIEp)KaHMsI AJIEKTPOJIUTOB B IIa3Me€ KPOBH y TAIMEHTOB, MPUHUMAIONIMX OJHOBPEMEHHO
npenapat Jlopucta HJl u apyrue nexapcTBeHHBIE cpeacTBa, Biusitomne Ha PAAC. [Ipenapar

HOpI/ICTa HI[ HEC JOJIKCH IMPUMCHATHCA OJHOBPEMEHHO C aJIMCKUPCHOM Y NAIUCHTOB € CaXapHbIM
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Ja0eToM. UanospeMmentoe npuMmenenue APA Il ¢ mpenaparamu, coiepiKaluMHu aJTUCKUPEH,
MIPOTUBOIIOKA3aHO y TIAIIMEHTOB C CaXapHbIM AHA0CTOM W/WIH C YMEPEHHBIMH W/WITH TSHKEITBIMU
HapymenusMu pynxiuu nouek (CK® menee 60 mia/mun/1,73 M? miomanyu HOBEpXHOCTHU TeJia).
OpnnoBpemennoe npumeHenne APA Il ¢ uarun6uropamu AII® npoTHBONOKa3aHO y MALMEHTOB C
nuaberndeckoit Hepomarueit (cMm. pazaen 4.3.).

['pelindpyToBBIii COK CONEPIKUT BEIeCTBA, KOTOphIe MHTHOUpYIo n3odpepmeHTs CYP450 u MmoryT
CHIDKAaTh KOHIIGHTPALMIO aKTUBHOrO MeTaboimuTa Jlo3apTaHa, dYTO MOXKET CHHU3UTH
TepaneBTHUYeCKUi 3Pdekr. Bo Bpems mnpuema mnpenapara Jlopucra HJ[ crmenyer wuszberats
ynoTpeOIeHus: TpeingpyToBoro coka.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD M JAKTALMS

bepemMeHHOCTB

[Ipumenenue npenapata Jlopucra HJI npotuBonokasano npu 0epeMeHHOCTH.

JIOKIIMHNYECKUX JTaHHBIX HEJOCTATOYHO.

CyliecTByeT OrpaHMYEHHBIH ONBIT MPUMEHEHUS THIPOXJIOPOTHA3HIa BO BpeMsl OEpeMEHHOCTH
(oco0eHHO B IepBOM TpuMecTpe). ['MapoxsIopoTHa3u MPOHUKAET Yepe3 IUIaleHTapHbli Oapbep,
onpenensercd B MyNOBUHHOW KpoBH. C ydyeToM MexaHu3Ma (papMakoJIOrH4ecKOro JeHCTBHS
THJIPOXJIOPOTHA3H/IA, €T0 IPUMEHEHHE BO BTOPOM M TPETHEM TPUMECTpax OEpEMEHHOCTH MOKET
Hapymath GeTorianeHTapHyo nep@y3uio 1 MPUBOIUTH K PA3BUTHIO Y IO U HOBOPOKAEHHOTO
TaKUX OCJOXHCHH, KaK »IKEeNTyXa, HApYyIICHUs BOIHO-IJICKTPOJIUTHOTO OaiaHca U
TpomOoIuTOonIeHus. ONMUCAHbBI CIy9al Pa3BUTHS TPOMOOIIMTONICHUH Yy HOBOPOXKICHHBIX, MaTepH
KOTOPBIX MOJTYYalld THA3UIHBIE TNYPETUKH.

[IpumeHeHne  THUAPOXJIIOPOTHA3HWIAa  BO  BpeMsi ~ OEpeMEHHOCTH  MPOTHUBOIOKA3aHO.
IunpoxmopoTrasu HeNb3s MPUMEHSTH IS JICYCHHUS T€CTO30B BTOPOM MOJIOBUHBI OEpEMEHHOCTH
(oTeku, aprepuanbHas THUIEPTCH3WS WIM MPEdKIAMICHs), TaK KaK OH YBEJIHMYMBAET PHCK
camwkenns OLIK u manenTapHoii runonepdysun, HO HE OKa3bIBA€T OJArOMPUSTHOTO BIUSHUS HA
TEUYEHHE YKAa3aHHBIX OCJIOXKHEHHHA OepeMEeHHOCTH. J[MypeTHKH He NpeJOTBPAIalOT pa3BUTHE
rECTO30B.

JlexapcTBeHHBIE TpemapaThl, BO3AcHCTBYOIIHE HemocpencTBeHHO Ha PAAC, moryr craThk
MPUYMHON CEPbE3HbIX MOBPEXKIECHUH U THOeNH pa3BUBAIOLIETOCS IUI0[a, IOITOMY MpH
nuarHoctupoBanuu OepemenHoctu npenapart Jlopucta H/I nomkeH ObITh cpa3y OTMEHEH.

XoTs HET omblTa MPUMEHEHMs mpenapara y OepeMEHHBIX, JOKIMHUYECKHE HCCIEeI0BaHMUs Ha
KUBOTHBIX MOKA3aJIM, YTO MIPHUEM JI03apTaHa MPUBOIUT K PA3BUTHUIO CEPbE3HBIX IMOPHOHAIBHBIX
1 HEOHATAJIbHBIX MOBPEXJIEHUH M rulenu 1ioaa wiv noroMctBa. CUMTAETCs, YTO MEXaHHU3M

JIAHHBIX SIBIIEHUH 00ycnoBieH Bo3nericTeuem Ha PAAC.
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[1ouednast iepy3us y mioaa, 3aBucsias ot pa3sutusi PAAC, nossisieTcss BO BTOPOM TPUMECTPE,
IIO3TOMY PUCK JUIs IIOZIa BO3pacTaeT, ecau npenapat Jlopucta HJ[ mpumensieTcst BO BTOPOM WU
TPETbEM TPUMECTPE OEPEMEHHOCTH.

[Ipumenenue nekapcTBEHHBIX CPeEJCTB, BozaeicTByromux Ha PAAC, BO BTOpOM U TpeTheM
TpUMecTpe OEpEMEHHOCTH CHIDKAeT (DYHKIHMIO MOYEK IUIO/A M YBEJIMYMBACT 3a00J€Ba€MOCTh U
CMEpPTHOCTh IUIOZA ¥ HOBOPOXJAEHHBIX. Pa3BUTHE ONWUTOTHIAPAMHHOHA MOXXET OBITH
ACCOLMUPOBAHO C TUMOIUIA3UeH JeTkux rmioja u aedopmanusmu ckenera. Bosmoxusie HP y
HOBOPOXICHHBIX BKJIIOYAIOT FMIIOIUIA3HI0 KOCTEH Yepena, aHypulo, apTEepUaNIbHYI0 THIIOTEH3HIO,
MOYEYHYI0 HEJOCTATOYHOCTD U JIETAIbHBINA UCXOL.

VKka3aHHble BbIIIE  HEKEJNATENbHbIE  HMCXOIbl  OOBIYHO  OOYCJOBICHBI  NMPUMEHEHUEM
JIEKapCTBEHHBIX CpEACTB, Bo3aeWcTByromux Ha PAAC, BO BTOPOM M TpPEThEM TPHUMECTPE
OepeMeHHOCTH. BONBIIMHCTBO 3MUAEMHOIOIMYECKUX HCCIEJOBAHUNA MO H3YYEHHUIO DPa3BUTHS
AHOM&JIMM IUIOAA TOCJE€ NPUMEHEHHs THIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEACTB B IIEPBOM
TpuMecTpe OEpeMEHHOCTH HE BBISBWIM DPA3IMUYUA MEXIy JIEKapCTBEHHBIMH CpEACTBaMH,
Bo3gelcTByromuMu Ha PAAC, u apyruMu TMIOTEH3MBHBIMM cpeiacTBamu. Ilpyn HasHaueHuM
THIIOTCH3UBHOM Teparnuu OEPEMEHHBIM BaKHO ONITUMHU3UPOBATh BOZMOKHBIC UCXOIBI TSI MAaTepU
U IUI0J1A.

B cmydae, ecnm HEBO3MOXHO TOA00paTh aJIbTEPHATHBHYIO TEPAlIMI0 B3aMEH TEpaIuH
JIeKapCTBEHHBIMU CPECTBaMH, Bo3aeicTByromuMu Ha PAAC, Heo0X01uMo TponH(POPMHUPOBAThH
NAalMEHTKY O BO3MOXKHOM PUCKe Tepanuu aist mioaa. Heodxoaumo nposeaeHue nepuoindeckux
yIbTPa3BYKOBBIX HCCIIEJOBAHUHN C LIEJIbIO OLEHKH MHTPAaMHUOTHYECKOIo IMpocTpaHcTBa. llpu
BBISIBJICHUU OJIUTOTUIPAMHUOHA HEOOXOIMMO MpeKpaTuth npuem npenapara Jlopucra HJI, ecnu
TOJILKO OH HE SIBJSIETCA JKM3HEHHO HEOOXOMUMBIM sl Marepu. B 3aBUCMMOCTH OT Heaenu
OEpEMEHHOCTH HEOOXOIMMO OCYIIECTBUTh IPOBEJAEHUE COOTBETCTBYIOUIMX TECTOB ILIOJA.
[TanpeHTKH ¥ Bpadu AOJKHBI 3HaTh, YTO OJMTOTHAPAMHHOH MOJKET HE BBISBIIATHCS A0 NOSBIICHUS
HeoOpaTUMBIX ~ TOBpexaeHW miaoga. HeoOxomumo — TmartenbHoe — HaOmogeHue — 3a
HOBOPO>KACHHBIMH, YbH MaTepH NMpuHUMai npenapat Jlopucra HJ] Bo Bpemsi GepeMeHHOCTH, C
1EeIbI0 KOHTPOJIS apTePUATBHON THIIOTEH3UH, OJIUTYPUH U TUTIEPKATHEMHUH.

JlakTanmsa

IIpnmenenne npenapara Jlopucra HJ[ mpoTHBOIIOKa3aHo B IEPUOJ TPYTHOTO BCKAPMITMBAHUS.
I'uppoxnoporuasuj NPOHUKAET B MATEPUHCKOE MOJIOKO, B CBSA3H C YEM €r0 IPUMEHEHHE B IIEPUO
TPYJHOTO BCKapMIIMBAaHMsI NMPOTUBOIIOKa3aHO. Eciu nprMeHeHrne THIPOXJIOpOTHa3uaa sBIsETCS
a0COIOTHO HEOOXOIUMBIM, TO CJIEAYET MPEKPATUTh TPYAHOE BCKapMIIUBAaHHE.

HCI/ISBGCTHO, BBIACIACTCA JIM J1IO3apTaH C I'PyYAHBIM MOJIOKOM.
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Tak Kak CyleCTBYeT DUCK pPa3BUTHS BO3MOXHBIX HeOIAaronpusaTHeIX 3¢QdexkToB y pebeHKa,
HAaXOJAILErocs Ha TIPYyJHOM BCKapMJIMBAaHUM, CIEAYeT NPUHATH PELUIEHUE O IPEKpalleHUH
IPYAHOTO BCKapMIIMBaHUsI WM 00 oTMeHe npenapara Jlopucra HJI ¢ yueTom HE0OX0UMOCTH €r0
npuema JJisi MaTepu.

4.7. Banssnue Ha CHOCOOHOCTHL YNPAaBJSATHL TPAHCIOPTHBIMH CpeICcTBAMHM M padorarh C
MeXaHMu3MaMH

He mnpoBomwiock wucciaeqoBaHWM U1 OLEHKM BIMSHHS Ha CIHOCOOHOCTh  YIPABIATH
TPAHCIIOPTHBIMU CPEACTBAMHM, MeXaHu3MaMmu. [Ipu ynpaBieHHU TpaHCIOPTHBIMHU CPEACTBAMU,
MEXaHU3MaMu  CJleQyeT  COOJI0AaTh  OCTOPOXKHOCTb — M3-32  BO3MOXHOCTH  Pa3BUTHS
TOJIOBOKPYKEHHS WK clabocTu (cM. pasnen 4.8.).

4.8. HeskenareJbHbIe peakuu

Pesrome npodming 6e30mmacHOCTH

B kiIMHHMYECKMX HCCIEIOBaHUSX C KOMOMHAIMEH TUAPOXJIOPOTHA3UI + JI03apTaH  He
HaOmonanocs HP, cmemuduuublx U1 gaHHOTO KOMOMHHMpOBaHHOrO mnpemapara. HP
OTPaHUYMBAIUCH TEMH, O KOTOPBIX YK€ COOOLIANIOCh NMPU NPUMEHEHMH JIO03apTaHa W/WUiH
rUpoxJIopoTHasuia B otaenbHocTd. CymmapHas dactora HP, o xoTopeix cooOmianock mnpu
NPUMEHEHUH JaHHOW KOMOMHAIMM, ObUIa CONOCTaBUMa C TAKOBOW NpPU MPUMEHEHUH TuTaredo.
YacroTra OTMEHBI Tepanuu Obljla TaKKe COMOCTaBUMAa C TAaKOBOH y MAallMEHTOB, MPUHUMABIINX
iane0o.

B menom tepamms koMOWHAIMEW THIPOXIOPOTHA3W] + Jl03apTaH IMEpeHOCHIach xopomio. B
OonpIMHCTBE ciydaeB HP ObuiM JIerKuMH, HOCWIIM MPEXOISIIMA XapakTep W He TpedoBaiH
OTMEHBI TEPAINHH.

B xoHTponupyeMbIX KIMHMYECKUX HCCIEIOBAaHUAX IPU JICYEHUH apTepHaIbHOM THUIEPTEH3UU
TOJIOBOKpYK€HHE ObUIO €TUHCTBEHHOM CBS3aHHOMW C mpueMoM mpenapara HP, ywacrora koTopoit
IpeBbIIIaja TAKOBYIO MPH MpueMe ianebdo 6osbiie ueM Ha 1 %.

Kak Op110 Moka3aHo B KOHTPOJIUPYEMbIX KIMHUYECKUX MUCCIEI0BAaHUIX, JI03apTaH B KOMOMHALIUU
C TUOPOXJIOPOTHA3UIOM B ILEJIOM XOpPOIIO IEPEHOCUTCS Yy MalMeHTOB C apTepHabHOMN
runepTeHsuei u runeprpodueil nesoro xenynouka. Han6onee yacteimu HP O6butn cuctemHoe u
HECHCTEMHOE TOJIOBOKPY)KEHHE, CIIa00CTh/TIOBBIIICHHAS YTOMIIIEMOCTb.

B xome mocTperucTpalliOHHOTO TMPUMEHEHHsI Tpernapara, MNPOBEACHHBIX KIMHHYECKHX
WCCJICJIOBAHUN W/WIIA TIOCTPETUCTPAITMOHHOTO IPUMEHEHHS OT/ICITBHBIX AKTUBHBIX KOMITOHEHTOB
npernapara cooOIanoch O CIESAYIOMNX TOTMOTHATETbHBIX HP.

TabauuHOE pe3IOME HEXKEIATENbHEBIX DEAKIIUI

YacToTra BCTPEYaEMOCTH OTpEJCICHA CICAYIONMM o0Opa3oM: odeHb dacto (> 1/10), yacto

(ot > 1/100 mo < 1/10), meuacto (ot > 1/1000 mo < 1/100), peakxo (ot > 1/10000 mo < 1/1000),
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O4YCHb PEAKO (X 1710000), 4acToTa HEW3BeCTHa (Ha OCHOBAaHMHM WUMECIOIIMXCS JAHHBIX OICHHUTH
HEBO3MOXKHO ).

HP CTPYIIIHUPOBAaHbl B COOTBETCTBUH C MOPSAAKOM Ha OCHOBAHHUH CUCTCMHO-OPraHHBIX KJIACCOB

(COK).

T'uopoxnopomuaszuo

COK HP I'mapoxnopotuasznn
JloGpokayecTBEHHBIE, Hemenanomubiit pak Koxu | YacTtoTa HEM3BECTHA
3JI0KaYECTBEHHBIE u | (6a3anbHOKJIETOYHAs KapLUHOMA u
HEYTOYHCHHbBIE IUIOCKOKJIETOYHAsl KapIlIMHOMa)

HOBOOOpPa3oBaHUS (BKIIOYAs

KHUCTBI U HOJ'II/IHH)

Hapymenns co cropoHBl | AmacTudeckasi aHeMus, reMoautndeckas | Hedacro
KPOBU M JUM(ATHUECKON | aHEMUsI, JEUKOIICHNUS, arpaHyIOLUTO3

CHCTEMbI

Hapymenuss co croponsl | AHaQUIAKTHYECKUE PEAKITUN Penxo

UMMYHHOU CHCTEMBI

Hapymienus merabonusma u | AHOpeKcHs, runepriaukemusi, | Heuacro
MUTaHUS TUIEpYpUKEMHs], HapyuleHus OanaHca
JJIEKTPOJUTOB KPOBH, B TOM 4YHCIE

THIIOHATPUCMHA U THIIOKAJIMCMU A

[Icuxndeckue HapylIeHHS becconnnna Hewacto

Hapymenuss co cropons! | Kcanromncusa, mnpexonsmiee Hapymenue | Hedacto

opraHa 3peHHs (OKyCHUPOBKH 3peHUS

XopuouansHbIN BBINOT, OCTpasi Muomnus, | YacToTra HeU3BeCTHA

BTOpHUYHAs 3aKPbITOYTOJIbHAA I''layKoOMa

Hapymenuss co cropons! | Hekpotuueckuit ~ anruut  (BackyauT), | Hedacto

COCYJIOB KOKHBIN BaCKYJIUT

Hapymenus co cropossl | PecimpaTopHsIii JucTpecc-cuHapoM, | Hegacro
JIbIXaTeIbHOM CHUCTEMBI, | THEBMOHUT, OTEK JIETKUX

opranoB rpyznHoi kinetku u | OPJIC (cm. pasmen 4.4.) OueHb pesiko
CpeloCTeHus

XKenynouHo-KUIIIEUHbIE CuananeHut, TOIIHOTa, pBOTa, nauapes, | Hedacto
HapyIICHUS 3amnop
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HapyiicHus  Co  CTOPOHBI

KOJKH Y IIOJIKOKHBIX TKaHEH

Tokcuyeckuid snuAepMaIbHbI HEKPOJIU3,

(hoToceHCHOMTU3aIHS

Heuyacto

Bonyano4yHo-1mog00HbIH CHHIPOM

YacToTa HEH3BECTHA

Hapymenuss co cropoHs! | MbllieuHble Cyqoporu Heuacto
MBIIIEYHOHM, CKEIECTHOH U
COECIMHHATEIBHON TKaHU
Hapymenuss co croponsl | I'mroko3ypusi, HapymeHus GpyHkuuu nouek, | Hewacro
MOYEK W MOYEBBIBOJAIINX | HHTEPCTUIMANBHBIA  HE(PPUT, TOYCHHAS
IIyTeu HEJI0CTaTOYHOCTh
O6mme  wHapymenus  u | Jlmxopaaka Yacro
peaKlMM B MECTE BBEICHUS
Jlozapman
COK HP JlozapTan
Hapymienuss co cTopoHbl | AHEMUS Heuacrto
KpoBU U JuMparudeckoi | TpoMOOIUTONCHNS YacToTa HEM3BECTHA
CUCTEMBI
Hapymenuss co cropoHsl | AHa(MIIaKTHUECKHUE peakuny, | Penko
MMMYHHOU CHCTEMBI AQHT'MOHEBPOTHUYECKHUM OTEK, BKIIFOYAsl OTEK
TOPTaHU M  TOJIOCOBBIX  CKJIAOK C
pazBuUTHEM  OOCTPYKIIMM  JIbIXaTEIbHBIX
MyTed W/WIN OTEK JIUIIA, TYO, TIIOTKH H/HITH
SI3bIKA. Y HEKOTOPBIX M3 ATHX MAlMECHTOB
HMMEIUCh YKa3aHUS Ha  pa3BHUTHE
AHTMOHEBPOTHYECKOIO0 OTEKa B aHaMHeE3e
[P NPUMEHEHUU APYTUX JIEKAPCTBEHHBIX
CpeICTB, B TOM 4rciie nHruoutopos AIlD
AHa(puIaKTHYECKUE peaKiuu Penko
Hapymenus merabonusma u | AHOpeKcHs Heuacto
MUTaHUA
[Tcuxuueckue HapyllIeHHUs becconnuna Yacto
becnokoiicTBO YacToTa HEM3BECTHA
Hapymenuss co cropons! | ['onoBHas 601 Yacto
HEPBHOM CHCTEMBI MurpeHns, napecTesus Heuacto

JlucreB3us

YacToTa HEM3BECTHA
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Hapymiernist  co  croponsl | [Ipexonsmee nHapymenne ¢okycupoBku | Hedacto
opraHa 3peHHus 3peHus
Hapymenuss co croponsl | OmymieHue cepaueOueHus, Taxukapaus Heuacro
cepaua
Hapymenuss co croponsl | Jlo303aBucumas oprocraThueckas | Yactora HeM3BECTHA
COCYyZI0B TUIOTEH3US
Hapymenuss co cropons! | Kamens, 3a5105keHHOCTS HOCa, HapymeHus | Yacto
JbIXaTEeIbHON CHCTEMBI, | CO CTOPOHBI HOCOBBIX Ma3yX (CHHYCHT),
OpPraHOB TPYIHOW KJIETKH U | MH()EKIUH BEPXHHX JIbIXaTeIbHBIX ITyTeH
CPENOCTEHUSA DapuHTUT Heuacto
JKenynodHo-KUIIEUHBIE Hucnericuss, Ooyib B KHBOTe, jauapes, | Hacto
HapyIICHUA TOIIHOTA

3anop, pBoTa Heuacto

[Tankpeatut, 330¢areanbHblii pedIIroKc,

JKCITYAOYHO-KHIICYHAA KOJIUKaA

YacToTa HEen3BECTHA

Hapymenuss co cTopoHbl

NCYCHU U KCITYCBBIBOIAIINX

Il'ematut, xentyxa (BHyTpHUIIEYEHOUYHAs

XoJecraTudccKasa menTyxa), HapyHmICHUC

YacToTa HeU3BeCTHA

yTeu GYHKIMY IeUeHH

Hapymenuss co cropons! | KoxkHas cwinb, KOXHBIN 3y, nypnypa (B | Hedacro

KOXKH M TOJKOKHBIX TKaHeH | ToM uucne myprypa lllenneiina-I'enoxa),
KpaIrvuBHHUIIA, SPUTPOLEPMUS,
dboToceHcHOMIM3aHS

Hapymenuss co cropons! | bone B chnuHe, MblieuHble cynopord, | HYacto

MBIIIEYHON, CKEIETHOM W | MHAITHS

COEIMHUTEIbHON TKaHU Aptpanrus Heuacto

MpbI1euHbIe CIa3Mbl

YacToTa HEeU3BECTHA

Hapymenuss co  cTopoHBI | DpeKTuiabHas TUCHYHKINS/ UMITOTCHIINS Heuacto
PENPOyKTUBHON CHUCTEMBI

M MOJIOYHBIX JKeJie3

OO6mme  wHapymenus  u | bonb B rpymu, cmabocTh Yacto
peakuuu B MecTe BBeleHHs | OTeku, TuXopaaKa Heuacto

Henomoranue

YacToTa HEeU3BECTHA
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JlaGopaTopHbic 7 | [loBwimienne akTUBHOCTH | Penxo

MHCTPYMEHTAJIbHBIE JaHHbIC | amaHMHaMuHOTpaHcdepazsl  (AJIT) B

1a3Me KpoBU

Jlabopamopnvle noxazamenu

B KoHTponmupyembIX ~KIMHMYECKHX HCCIEIOBaHUSAX Ha (oHE TmpuemMa KOMOWHAIUU
TUAPOXJIOPOTHA3HU] + JI03apTaH  PEIKO HAOMIOJAINCh KIMHUYECKH 3HAYUMbIE W3MEHEHUS
CTaHAAPTHBIX JTA0OPATOPHBIX MOKa3areiel. [ nnepkanuemus (colaepKaHue Kalus B CHIBOPOTKE
KpOBH > 5,5 MakB/1) Habmromanack y 0,7 % mammMeHToB, OJHAKO B JAHHBIX MCCIEIOBAHUSIX HE
OBUTO HEOOXOTUMOCTH OTMEHBI JAHHOW KOMOWHAIIMHM W3-32 BO3HUKHOBEHUS THIICPKATHEMHUHU.
[ToBpIlIIeHWE CHIBOPOTOYHOW AKTHMBHOCTH ajJaHMHAMUHOTpaHc(epasbl HaOII0OMANOCh PEIKO M
00BIYHO BO3BpaIaach K HOPME IOCJIE OTMEHBI TEPATIHH.

COO6III€HI/IG O MOJA03PCBACMEBIX HCXKCIIATCIBHBIX PCAKITUAX

BaxHo coo0marh 0 TMOAO3pEBAaEMBIX HEXKENATeNbHBIX PEAKIHUSIX TI0CTe PEruCTpaluu
JIEKapCTBEHHOTO Tperapara C Leiblo 00ecredeHns: HepepbIBHOTO MOHUTOPUHTA COOTHOIIICHUS
«ToNb3a — PHUCK» JIEKAPCTBEHHOrO TMpenapara. MeAMIMHCKAM paOOTHHUKAM PEKOMEHIYeTCs
coo0maTh 0 JOOBIX MOJ03PEBAEMBIX HEKEJIATEIbHBIX PEaKIUsIX JIEKapCTBEHHOTO TMpenapara
yepe3 HAI[MOHAIbHbIE CUCTEMBl COOOIIEHHS O HEKENaTeNbHbIX PEAKIHUAX TOCYIapCTB — YWICHOB
EBpa3uiickoro 5KOHOMHU4ECKOr0 CO03a.

Poccuiickas @edepayus

109012, r. MockBa, CnaBsHcKas mi., A. 4, ctp. 1

®denepanbHas ciryx06a 1o Haa30py B cepe 31paBoOXpaHEHUs

Temn.: +7 (800) 550 99 03

Anpec 311. mouThl: pharm@roszdravnadzor.gov.ru

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

Pecnybnuxa berapyco

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

Pecniyonukanckoe  yHutapHoe npeanpusthe  «lleHTp sKkcnmepTM3 M HCOBITaHUH B
3JIpaBOOXPAHEHUI

Tem.: +375 (17) 242 00 29

Anpec 311 moutsl: repl@rceth.by

Be6-caiiT: www.rceth.by

Pecnybnuxa Kaszaxcman

010000, paiion baitkonsip, r. Actana, yn. A. Imanosa, 1. 13, BL] «Hypcaynet 2»
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PI'TI na IIXB «HalOHATbHbBIM LIEHTP JKCIEPTU3BI JIEKAPCTBEHHBIX CPEJICTB M MEAUIMHCKUX
m3nenuiny KoMurera MeOUIIMHCKOIO M (apMaleBTHUECKOr0 KOHTpOIsl MuHUCTEpCTBa
3npaBooxpaHeHus Pecnyonuku Kazaxcran

Ten.: +7 7172 235 135

Anpec s11. moutsl: farm@dari.kz

Be6-caiit: www.ndda.kz

Pecnybnuxa Apmenus

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

«HayyHplii LEHTp HKCHEPTHU3bl JEKApCTB W MEIULMHCKUX TEXHOJIOTMA HMEHH aKaJeMHKa
0. l'abpuensHay

Ten.: +374 60 83 00 73

Anpec a11. mouthl: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

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

Kuipevizckas Pecnybnuka

720044, Yyiickas obnacts, T. bumikek, yin. 3-s Jlunausg, 1. 25

JlemapTaMeHT JIGKapCTBEHHBIX CPEJCTB U MEAMIIMHCKUAX H3ICITHIA

Tem.: +996 (312) 21 92 86

Anpec s11. moutsl: dlsmi@pharm.kg

Beo6-catiT: www.pharm.kg

4.9. Ilepeno3npoBka

T'unpoxmoporuasua + Jo3apran

Her JTAHHBIX 0 cnenuduyeckom JICUEHUHN NePeI03UPOBKU KOMOMHaIMen
TUIPOXJIOPOTHA3H + J1o3apTaH. JleueHue sBIsSETCS CUMOTOMATHUYECKUM M MOJAECPKUBAIOIIUM.
[Ipuem npenapara Jlopucra HJ[ nomken ObITh MpeKkpalleH, a NalUeHT MOAJEKUT HAOII0ICHHIO.
B cinyuae, ecniu mpemapaT HpUHAT HEOABHO, PEKOMEHAYETCS IPOBOKAIMs PBOTHI, a TaKke
yCTpaHEHHE O0€3BOKHMBAaHUSA, BOIHO-IJIEKTPOJIUTHBIX HApYILIEHUM, IE€YEHOYHOH KOMBI M
cHwkeHue A/l craHIapTHBIMU METOIaMHU.

I'mnopoxigopoTrnasun

Cumnmonmvl

HaI/I6OJIee YaCTbIM IPOABJICHUEM INEPCHO3UPOBKU THAPOXJIOPOTHUAZHUIAOM ABJIIACTCA YBCIMUYCHUC
JIype3a, CONMPOBOXKIAIOIICECS OCTPON MOTepel MKUAKOCTH (JeTUapaTanusi) U dACKTPOITUTHBIMU
HapyLIEHUAMU (runoxanuemus, TUIIOHATPUEMHUS, THIIOXJIOPEMHS). [Iepeno3upoBka
TUAPOXJIOPOTHA3HUIOM MOXKET IMMPOABIATHCA CICAYIOIINMHA CUMIITOMaMMU:

® CO CTOPOHBIL CCpI[G‘IHO-COCy,HHCTOﬁ CHUCTCMbI: TaXUKapAWsd, CHUKCHHC AI[, 10K,
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® CO CTOPOHBI HCPBHOM CHCTEMBI: CJIa00CTh, CIIyTAaHHOCTH CO3HAHHS, TOJIOBOKPYKCHHE W
CIa3Mbl HKPOHOXHBIX MBIIIII, TTAPECTE3Ms, HAPYIICHUS CO3HAHUS, YCTaIO0CTh;

e co croponsl KKT: TomrHoTa, pBOTA, XKaXKIa;

® CO CTOPOHBI TIOYEK W MOUYEBBIBOMASAIINX MYTEH: MOIWYPHUs, ONUTYPHsI WU aHypHs (HM3-3a
TEMOKOHIICHTPAIIUN );

e 1a00OpaTOpHBIC TMOKA3aTEH: TUMOKAIUEMHs], TUIIOHATPUEMHS, THIIOXJIOPEMHs, alKano3,
MOBBIIIICHHOE CO/IEp)KaHHE a30Ta MOYEBUHBI B TIa3Me KPOBH (0COOEHHO y MAIMEHTOB C
MMOYEYHON HEIOCTATOYHOCTHIO).

Jleuenue

[Ipu mepemo3upoBKe MPOBOIUTCS CHUMIITOMATHUYECKass W TOJJIEp)KUBAOImas Ttepanus. Ecin
npenapat ObUT IPUHSAT HEAABHO, JIJIS1 BBIBEICHUS THAPOXIOPOTHA3H/IA TIOKA3aHbI MHIYKIIHS PBOTHI
WU TIPOMBIBAaHUE JKelyaka. AOCOpOIUIO THUAPOXIOPOTHA3Ua MOXKHO YMEHBIIUTH MPUEMOM
BHYTPb aKTUBHUPOBAHHOTO yrisa. B cimydae cHmxenust AJl wim moka cneayet BocmoiaHuTs OIK
(TyTem BBeJIEHUS M1a3MO3aMEILAOIINX KUKOCTEN) U IeQUITUT SIEKTPOIUTOB (Kalluid, HATPUiA).
[Ipu ppIxaTenbHOM HEMOCTATOYHOCTH TIOKa3aHAa HMHTAJSIUS KHUCIOpPOJa WM HCKYCCTBEHHAas
BEHTWISAIMS JIeTKuX. ClieqyeT KOHTPOJHMPOBATH BOTHO-JICKTPOJIMTHBIA OanmaHc (0COOEHHO
CoNlep)KaHWE Kaldus B CHIBOPOTKE KpPOBH) M (PYHKIUIO IOYEK JIO WX HOPMaJTU3alluu.
Crierududeckoro aHTHA0Ta HET. [ MApOXJIOPOTHA3WA BBIBOAUTCS TPH TEMOIUAIIN3E, OTHAKO
CTETICHb €T0 BHIBEJICHHS HE YCTAaHOBIICHA.

JlozapTan

CBezicHHS O TIEPEI03UPOBKE OTPaHUYCHBI.

Cumnmonmbol

Hawuboinee BepossTHOE MPOSIBICHKE MTEPEA03UPOBKH — BEIPAKEHHOE CHIDKeHHE A/ 1 Taxukapaus,
OpaaukapIusi MOKET BOBHUKHYTh BCJIEJICTBHE MAPACUMIIATHIECKON (BarycHas) CTUMYJISIINU.
Jleuenue

CumnToMaTudeckas Tepamnusi; B CIy4ae pa3BUTHS CHMIITOMATHYECKON apTepUaTbHON THTIOTCH3UN
MOKa3aHa MOAAePKUBAIOIIAS TEPATIHS.

H03apTaH 1 €r0 aKTUBHEIN METa0OHUT HE BBIBOJATCA C IOMOIIBIO I€MOAMAIN3a.

5. ®APMAKOJIOT'MYECKHE CBOMCTBA
5.1. ®apmakoauHaMHYecKHe CBOIiCTBA
dapMakoTepaneBTUYECKAsT TPYIIA: CPEICTBA, ACUCTBYIOIIME HA PEHUH-AaHTHOTEH3WHOBYIO
CHCTEMy; aHTaroHUcThl perentopoB anruoteHsuHa I (APA II), komOuHanmu;, aHTarOHUCTHI

peuenTopoB anruoteH3uHa Il u nuypeTnku

Kong ATX: CO9DAO1
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Tuopoxnopomuasuo

MexaHnu3M aHTUTUIIEPTEH3UBHOTO JEHUCTBUS THA3MJOB HEW3BECTEH. Tuaszuabpl OOBIYHO HE
OKa3bIBAIOT BIMSHHS HA HOPMaJIbHBIN ypoBeHb A/l

I'mapoxnopoTnasu siBIsieTCsl TUYPETUKOM U TUIIOTEH3UWBHBIM cpelicTBOM. OH BO3JIEHCTBYET Ha
peabcopOIMI0  JJEKTPOJIMTOB B  JUCTANGHBIX  KaHAIbIAX TMMOYeK. [ HIpoxiiopoTHasui
NpUOIM3UTETFHO B PAaBHOM CTENEHW YBEIMYMBAET OHKCKPEIHI0O HMOHOB HATPUS W XJIOpa.
Hatpuiifype3 MOXeT cOMpOBOKAATHCS HEOOMBIION MOTepell MOHOB Kanus U OukapOonata. [lpu
npueMe BHYTPb AUYypETHUECKUH 2P PEKT pa3BUBAETCS B TE€UCHHUE 2 YACOB, JOCTHTAaeT MAaKCUMyMa
B Cpe/IHEM uepe3 4 yaca U pojoipKaeTcs ot 6 1o 12 Jacos.

Jlozapman

AnrunotensuH Il aBnsieTcst MOIHBIM Ba30KOHCTPUKTOPOM, TJIaBHBIM aKTUBHBIM ropMoHOM PAAC,
a TaKKe PELIaloIUM NaTOPU3UOIOTHUECKUM 3BEHOM MIPH Pa3BUTHH apTePUATIbLHON THIIEPTEH3UH.
Anrnorensut Il cBsspiBaercs ¢ ATi-peuentopamu, HaXOASIIMMHUCS BO MHOTMX TKaHAX (B
IVIAJKOMBIIIEYHBIX TKAHAX COCYJIOB, B HAJIOYEYHUKAX, IOYKAX M CEpALE), U BBIIOJIHAET
HECKOJIKO BaKHBIX OMOJOTHMYECKUX (DYHKITHH, BKJIFOUYAs BA3OKOHCTPHUKIIMIO U BBICBOOOXKICHHE
anpaoctepoHa. Kpome storo, anrmorensuH Il cTumynupyer paspacTaHue TIIIaJKOMBIIICYHBIX
kieTok. AT>-perienTopsl — BTOpO# THI PELENTOPOB, C KOTOPHIMH CBSI3bIBACTCSl aHTMOTEH3UH 11,
HO €r0 POJIb B PETYISIIAH (DYHKITMH CEPIeYHO-COCYAUCTON CUCTEMbI HEU3BECTHA.

JlozapTan — cenekTuBHbIN anTaroHUCT AT -perientopoB anrnorensuxa I, Beicoko3ppexTuBHbII
npu npueMe BHYTpb. Jlo3apTan u ero ¢apMakoJIOTHMYecKH aKTHBHBIN KapOOKCHIMPOBAHHBIM
metabomut (E-3174) kak in vitro, Tak u in vivo OJOKHPYIOT Bce (huznonorunyeckue 3¢ HexTsl
aHruoteHsuHa Il He3aBUCHMO OT €ro UCTOYHMKA WM IyTH CHHTE3a. B OoTiIMune oT HEKOTOPBIX
NEeNTHIHBIX AHTarOHUCTOB aHrnoTeH3uHa Il no3apran He 06sagaeT CBOWCTBaMU aroOHUCTA.
Jlozapran u3buparenbHo cBsa3bIBaeTcsl ¢ AT -perientopaMu U He CBSI3BIBAECTCSA U HE OJOKHUPYET
peuenTopsl APYrux FOPMOHOB M HOHHBIX KaHAJIOB, WIPAIOLIMX BaXXHYI pOJIb B PETyIsALUU
(GYHKIMH cepAeYHO-cocyaucTol cucteMel. Kpome toro, nosapran He wunrubupyer AIID
(kwamHaza II), orBewarommii 3a paspymenune OpamukuHuHA. CriegoBaTenbHO, A((HEKTHI,
HaTpsSMYI0 HE CBsi3aHHBIE C Oyokanoil ATi-perentopoB, Takne Kak YCHJICHHE OpaTuKWHWH-
OTIOCPEIOBAHHBIX 2P (EKTOB WK pa3BUTHE OTEKOB (J1o3aptaH 1,7 %, mane6o 1,9 %), He UMEIOT
OTHOIIICHUS K JIEUCTBUIO JI03apTaHa.

Tuopoxnopomuasuo + nozapman

Komnonents! npenapata Jlopucta HJl oka3piBatoT alIuTUBHOE aHTUTUIIEPTEH3UBHOE IEUCTBUE,
cHIKasg ypoBeHb AJ] B Oouiblieil CTemeHu, 4YeM KaKIbld M3 JCHCTBYIOIIMX BEIIECTB B

OTACIIBbHOCTH. C‘II/ITaeTCH, 4qTo ,I[aHHbe/'I 9(1)(1)CKT O6y0J’IOBJ’ICH B3aMMOAO0IIOJIHAIOIIUM HeﬁCTBHGM
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000HX  ACHCTBYIOIOMX BCIICCTB. BCJ‘[eI[CTBI/Ie ANYPETUYIECKOTO Bq)(beKTa THAPOXTIOPOTHA3HU

MOBBINIAET AaKTHBHOCTh peHUHA Tuia3Mbl (APIT) KpoBH, CTHMYIHPYET CEKpPEeLHUIO allbA0CTepPOHa,
yBEIMUMBAECT KOHIIEHTpAIMIO aHTnoTeH3WHa [l M cHmkaeT conxepaHue Kalusi B CHIBOPOTKE
kpoBu. [Ipuem mo3aprana OnokupyeT Bce Qu3uonorndeckue 3¢p¢dexTsl anruoteHsuHa [ u
BCJIC/ICTBHE TOAABICHHUS d()(EKTOB AlIBJI0CTEPOHA MOXKET CIIOCOOCTBOBATH CHIIKEHHUIO MOTEPH
KaJus, CBSI3aHHOM C MMPUEMOM INYPCTUKA.

JlozapTan 065a1aeT yMEPEHHBIM U TPEXOISAIIAM YPUKOZYPHUECKUM dPPEKTOM.
FI/IIIpOXHOpOTI/IBBI/II[ BEBI3BIBAET HEOOJIBIIOE MOBBIIIEHHE KOHICHTpaluu MOUYEBOM KHCJIOTHI B
kpoBu. KomOuHamms Jo03apraHa © THIPOXJIOPOTHA3UAA CIOCOOCTBYET  yYMEHBIICHHIO
BBIPAKEHHOCTH TMIIEPYPUKEMUH, BEI3BAHHON AUYPETHKOM.

dapmakoauamMmmuyeckue 3P dHeKToI

[Ipemapar  Jlopucta HJ[  sBnseTrcss KOMOMHUPOBaHHBIM  IpemapaToM Jio3apTaHa |
THPOXJIOPOTHA3KAa. Y MAalMEHTOB C apTepHajbHON TUNEpTeH3Hed U runeprpoduei JieBoro
JKEJIyl0uKa JIO3apTaH, B TOM YHUCJI€ B KOMOMHAIMHM C THAPOXJIOPOTHA3HUJIOM, YMEHBIIAET PUCK
CepACYHO-COCYIUCTO 3a0071€Ba€MOCTH M CMEPTHOCTH, YTO OBIIO JOKA3aHO C TIOMOIIBIO OIICHKH
KOMOMHHPOBAaHHOW YacTOTHI Pa3BUTHS WHCYIhTa M MH(ApPKTAa MHUOKapja, a TaKKe IMOKa3aTels
CEPIIEYHO-COCYTUCTON CMEPTHOCTH Y IJAHHOM KaTErOpUH MAaIleHTOB.

Tuopoxnopomuaszuo

MexaHu3M aHTUTHIIEPTEH3UBHOTO IEHCTBUS THA3UIOB Hen3BecTeH. OOBIYHO THA3UIBI HE BIHSIIOT
Ha HopMasbHble 3HaueHus1 AJl. T'unpoxiaoporuasua ABisercsa JUyPETUUECKUM U THIIOTEH3UBHBIM
cpenctBoM. OH BO3JEICTBYET HA MEXaHU3M peabCoOPOIIMU JIEKTPOIUTOB B IUCTAIBHBIX H3BUTHIX
MOYEYHBIX KaHajbUaxX. [ HMIpOXJIOpPOTHMA3HU] YBEJIWYMBAET OJKCKPELUIO HATpHUs U XJIOpUIa
OpUONIM3UTEIBHO B OKBUBAJICHTHBIX KoNIWdecTBax. Harpuilype3 MOXeT COMpOBOXKIATHCA
HEKOTOPOH noTepeit moHoB Kanust u OukapOoHara. [locne mpuema BHYTph 1Mype3 HAUMHAETCS B
TE4YEeHHE 2 4acoB, IOCTUTAeT MAaKCUMyMa B TEUEHHE IPUMEPHO 4 4acoB U JJIUTCS IPUMEPHO 6—12
YacoB.

Jlozapman

JlozapTan MONABJSET TOBBINICHHE CHCTOIMYECKOTO W Amactoimdeckoro A/l mpu wuHby3um
anruotreHsuHa I[I. B MOMEHT HOCTH)XKEHHSI MAaKCHMalbHOW KOHUEHTpPAIMU JI03apTaHa B IUIa3MeE
KkpoBH (Cmax) TTOCIIE TpUeMa Jio3apTana B o3¢ 100 Mr BeImeyka3zanHbIi 3 dekT anrrnorenzuna 1
noJIaBisieTcs MpUOIM3UTENbHO Ha 85 %, a uepe3 24 yaca mocie OAHOKPATHOTO U MHOTOKPAaTHOTO
npuemMoB — Ha 2639 %.

B nepuoa mpuema siozapraHa yCTpaHEHHE OTPHULIATENIbHOM 00paTHOM CBS3M, 3aKIIOYAIOIIEHCS B
nojanieHuu auruoreH3uHoM Il cekpennu penuna, Beaer k ysenuuenuto APIL. Vennuenne APIL

NPUBOAMT K YBEITMUEHUIO KOHIIEHTpauuu auruorensusa Il B mnazme kposu. Ilpu nnurensHom (6-
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HEJICIHbHOM) JICUCHHUM HAlUEHTOB C apTepHalbHON runepTeH3ueil nozapranom B 1o3e 100 mr/cyt
Habmoganoch 2—3-KpaTHOE YBEIMYEHUE KOHILIEHTpaluuu aHruoreHsuHall B 1uiasme kpoBu B
MOMEHT AOCTHKEHHSI Cmax JI03apTaHa. Y HEKOTOPHIX HAIlMEHTOB HAOIIONANOCH elle Oosibliee
YBEJIMYEHHE KOHLIEHTPALUU aHruoTeH3nHa I, ocobeHHo npyu HeOONbIION ATUTETLHOCTH JICUEHUS
(2 menenmn). HecMoTpst Ha 370, B mpoliecce JeUeHUs] aHTUTUTIEPTEH3UBHBIN dPGEKT U CHIDKEHHE
KOHIICHTPAIMH aJIbJOCTEPOHA B TUTa3Me KPOBH TNPOSBISUIACH Yepe3 2 u 6 HEeNeNb TepaIu, 9To
yKkasbiBaeT Ha 3(dekTuBHyr0 On0Kany perentopoB anrnorensuna Il. [Tocie oTmens! no3aprana
APIl wm xonmneHtpanus anruotreHsuHa Il cHwkamuce B TedueHHe 3 CyTOK [0 3HAUYEHUH,
HaOII0AaBIIUXCS bi (0] Havana npuemMa J03apTaHa. Bnusiaue KOMOMHAIIUU
rupoxyiopoTuasua + nozaprad Ha APIl u konunenrpauuto anrumoreHsuHa Il Obu1o cXoaHBIM C
HabmogaeMbIMu 3¢ dekTaMu npu npueme jo3apraHa B 1o3e S0 Mmr.

[lockonbky  no3apran  sBhseTcd  cnenu@uueckuMm  aHtaroHucrom  ATi-perientopon
anruorensuna I, on He marnoupyer AII® (kuaunaza II) — pepMeHT, KOTOPBIH MHAKTUBUPYET
OpanukuHuH. VccnenoBanue, B KOTOPOM CPaBHHUBAIHCH (P EKTH j1o3apTaHa B f03ax 20 MT u
100 Mr ¢ addexramu naruOuTopa AIlD mo BiamMsHWIO Ha aHTHOTeH3WH I, anrmoreHsuH II u
OpaIuKUHKH, [T0KA3aJ10, YTO Jo3apTaH O1o0kupyeT 3¢ dexTs! anrnorensut | u anrnorensuna I, ve
OKa3bIBasi BIUSAHUS Ha d((HEeKThl OpaguknHUHA. DTO 00YCIOBICHO CHENU(DUIHBIM MEXaHU3MOM
neiictBus no3apraHa. MarunOutop AIID GokupoBas OTBETHBIE PEAKIMM HAa aHTHOTEH3WH | 1
MIOBBIIIAN BBIPAKEHHOCTH 3(PPEKTOB, 0O0YCIOBICHHBIX ACWCTBHEM OpaJuKWHUHA, HE BIUSAS Ha
BBIPQXKEHHOCTh OTBETa Ha aHruoreH3uH II, 4To nemoHcTpupyeT (dapmMakoIUHAMHYECKOE
pasnuyuue My JiozapraHoM U uHruouropamu AllD.

Konnenrpanuu noszaprana W €ro akTUBHOTO MeTa0oiuTa B IJ1a3M€ KPOBHM, a Takke
AHTUTUNEPTEH3UBHBINA 3(()EKT J03apTaHa BO3pacTaloOT ¢ yBEIMYEHUEM JI03bI ITpenapaTa. Tak Kak
Jo3apTaH M €ro akTuBHbIA Metabosnut sBisitorca APAIL, oHm o0a BHOCAT BKJIaJ B
AQHTUTUTNIEPTEH3UBHBINA YPPEKT.

B uccnenoBanuu ¢ 0HOKPATHBIM NPUEMOM Jio3apTaHa B Jo3e 100 Mr, B KOTOpO€ BKIIIOYAIUCh
3I0OpOBBIC JTOOPOBOJBIIBEI (MY)KYHMHBI), TPUEM TIperapara BHYTPh B YCIOBHSAX BBICOKO- H
manoconeBod guerst He Bmsm Ha CK®, »sddexTtuBHBII MOYeUHBIH IUIA3MOTOK H
¢unpTpanronnyto ¢ppaxuro. Jlozapran obmanan HaTpuHypeTHIECKUM dPPEKTOM, KOTOPBINA OBLT
0oJ1ee BBIpaykeH MPH MaJIOCOJIEBOM IUETE U, TIO-BUIMMOMY, HE ObLIT CBS3aH C MOAABICHUEM paHHEH
peabcopOumu HATpHUsi B MPOKCHMAIbHBIX IMOYEYHBIX KaHambliaX. Jlo3apTaH TakyKe BBI3BIBAJ
NPEXO/IAIIee YBETUUECHUE BBIICICHUS MOYEBON KUCIOTHI TOYKAMHU.

VYV nauMeHToB C apTepualbHOW THIEpTeH3HeH, mporeuHypuei (He MeHee 2 1/24 yaca) 6e3
caxapHoro aua0eTa v IPUHUMAOIIKX J03apTaH B TeueHue 8 Hezlelb B 103e S0 MI' ¢ IOCTENEHHBIM

yBesindeHueM a0 100 mr, HaOmI0#anoch JOCTOBEPHOE CHM)KEHUE mpoTenHypuu (Ha 42 %),
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(PARTNORHON JRCKpennn  adbOymMuHa ¥ uMMyHornoOynmuHoB (IgG). YV aaHHBIX ManueHTOB

no3apTad crabunu3upoBail CK® u ymensiman GpuiabTpanuoHHy0 GPaKIuio.

VY KEeHIUH B MOCTMEHOINAYy3aJbHOM IEPHUOJE C apTEepPUATbHON T'MIIEPTEH3HEH, MPUHUMABIINX
J03apTaH B 103e¢ 50 Mr B TeueHue 4 Heelb, He ObIIIO BRISBICHO BIUSHUS TEPANUH HA TIOYEYHBIH
Y CHCTEMHBII YPOBEHb MPOCTATIaHINHOB.

JlozapTan He BIMSET Ha BEreTaTUBHBIC peduieKChl M He 00JIaaeT UIUTENbHBIM d(PQPEKTOM B
OTHOIIIEHUH KOHIIEHTPAIIMN HOPaJpEeHAINHA B TJIa3Me KPOBH.

Y manweHToB C apTepuanbHON THUNIEPTEH3UEH Jo3apTaH B jo3ax Jjo 150 Mr/CyT He BBI3BIBAI
KJIMHUYECKM 3HAUYMMBIX M3MEHEHHWH KOHLEHTpPAIMM TPUTIIMIEPUIOB HATOMIAK, OOIIEro
XOJIECTEPHHA U XOJIECTEPUHA JIMIIOIPOTENHOB BHICOKOH TNIOTHOCTH. B TeX ke no03ax no3apTaH He
OKa3bIBaJl BIMAHUS HAa KOHLEHTPALUIO TIIOKO3bI B KPOBH HATOIIAK.

B nenom no3apTaH BbI3bIBaJI CHUKEHHE KOHIIEHTPALMU MOYEBOW KHMCIOTBHI B CHIBOPOTKE KPOBH
(xak npaBmiio, MeHee 0,4 MI/11i1), COXpaHsBILIEECs NIPH JUIUTEIILHOM JIEYeHUU. B KOHTposnpyembIx
KJIMHUYECKUX HCCIIEIOBAHMSIX C Y4aCTHEM IallMEHTOB C apTepUalbHOM T'MIIEpTEH3UEH CilydaeB
OTMEHBI IIpenapara B CBA3M C yBEJIUUYEHUEM KOHIIEHTPALMY KPEaTUHNHA WIN COACPKaHUS Kalus
B CBIBOPOTKE KPOBHU HE 3apETHCTPUPOBAHO.

B 12-HenmenpHOM TapaisiebHOM HCCJICNOBAaHWHM, B KOTOpOE BKJIIOYAIM TIAIIMEHTOB C
JIEBOXKEIY0YKOBON HemocTarouHOCThIO ([I-IV ¢yHKIMOHANBHBIN Kiacc 1o KiaccuuKaluu
NYHA), GonbmIMHCTBO M3 KOTOPBIX MPUHUMAIN TUYPETUKH W/MIU CEPJCUHBIC TIIMKO3HIBI,
cpaBHUBAIUCH 3G (dEKThl Jo3apTana B go3ax 2,5, 10, 25 u 50 mr/cyr ¢ mmanebo. B no3ax 25 u
50 mr/cyt mpemapar MNpOSBIISI MOJOXKHUTEIbHBIE T'€MOJAMHAMUYECKHE U HEHPOropMOHaJbHBIC
3P eKThl, KOTOPhIE COXPAHSUIMCh HAa MPOTSHKEHUM BCEro MCCIeNOBaHMA. | eMoauHaMuYecKue
3¢ (eKThl BKIIOYAIN YBETUUYEHUE CEPACYHOrO MHJIEKCAa U CHU)KEHUE JABJICHUS 3aKJIMHUBAHUS B
JIETOYHBIX KamWUIsApax, a TaKkKe CHIDKEHUuEe o0mero nepudepuyeckoro CoCcyaucToro
conpotusnenus (OIICC), cpennero cuctemHoro AJl u gactoTsl cepaeunbix cokpamienuii (UCC).
YacTtoTa BO3HUKHOBEHMS apTEpHUaIbHOM TMIIOTEH3UM Yy JaHHBIX MAllMEHTOB 3aBHCENa OT J03bI
npemnapara. HefiporopmoHaibHbie 3QEKThI BKIIIOYAIN CHUKEHHE KOHIIEHTPAIIUH aJIbJOCTEpOHA
¥ HOpaJpeHaJINHA B TIa3Me KPOBH.

5.2. ®apMakokMHeTHYECKHE CBOIicTBA

I'uapoxiopornasug

Abcopbyus u pacnpedenerue
lMunpoxsiopoTrasua He B IOJTHOU Mepe, 0JTHAKO 10BOJIbHO ObicTpo BeackiBaeTcs u3 JKKT. Ilocie
npueMa BHYTpb B n03¢ 100 mr makcumanbHas KOHUEHTpauusi (Cmax) THAPOXJIOPOTHA3UAA B

Maa3Me KpoBW JocTuraercs uepe3 1,5-2,5 yaca. Ha makcumyme auypeTH4ecKOW aKTHUBHOCTH
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(mpuMepHO 4epe3 4 daca 10cie NpueMa) KOHLEHTpalusi THAPOXJIOpPOTHA3HIa B IIa3Me KPOBH
cocranisieT 2 MKI/Mi1. CBs3b ¢ Oenkamu maa3mMsl KpoBH coctaisieT 40 %.

I'uapoxmnopoTnasua MpOHMKAET 4Yepe3 IUIALEHTAPHBI Oaphep M IKCKPETUPYETCS B TPYAHOE
MOJIOKO, HE MIPOHUKAET Yepe3 reMaTodHIeaTndeckuii 6apnep.

Buompancgopmayusa

I'mapoxyiopoTrasu B OpraHn3Me 4esioBeka He MeTaboIu3upyeTCs.

Dnumunayus

[lepBuuHBI MyTh BBIBEIEHUS 4Yepe3 MOUKH ((pUabTparyst U CEeKpeurs) B HEM3MEHEHHOM BHJIE.
IIpumepHo 61 % npuHATON BHYTPH A03bl BBIBOAMUTCA B TeueHUE 24 yacoB. Y NALUEHTOB C
HOpMaJIBHOM TmoueuHoi (yHkmel nepuon mnoxyseiBenenus (T'2) cocraBnser ot 5,6 10
14,8 yacoB (B cpeaneM 6,4 yaca).

Dapmakoxunemuka y 0coovix epynn nayueHmos

HaDVWeHM}Z CbVHKuMM no4exK

Y  nmauueHToB ¢ TMOYEYHOW  HENOCTaTOYHOCTBIO  CpelHEH  CTemeHu TskecTh 172
THJIPOXJIOPOTHA3K 1A COCTaBiIsIeT B cpenHeM 11,5 gacos, a y manmmentoB ¢ KK menee 30 mu/muH
cocrasyseT 20,7 4acoB.

JlozapTtan

Abcopbyus

[Ipn mpueme BHYTpH JI03apTaH XOPOIIO BCACBIBACTCS W TMOJBEPraeTcs MeETa0oIu3My IpH
«TEPBUYHOM TIPOXOXKACHUN) Yepe3 MeueHb ¢ 00pa3oBaHMEM aKTUBHOTO KapOOKCHMIMPOBAHHOTO
MeTabomuTa M HEaKTHBHBIX MeTabonuToB. CucTeMHas OHMOAOCTYHMHOCTh Jio3apTaHa B
TabneTupoBaHHON (popme coctaBisgeT npuOaM3UTENsHO 33 %. Cpenuue Cmax JI03apTaHa U €ro
AKTUBHOTO MeTa0oJuTa JocTUraioTcs uepe3 1 uyac um yepe3 3—4 yaca cooTBeTcTBEHHO. [Ipu
IPUMEHEHHUH JI03apTaHa B MpoLecce 0ObIYHOr0 MpHUeMa MUIIHM KIMHUYECKH 3HAaYMMOT'0 BIUSHUS
Ha MPOoQIH KOHIEHTPALUH J03apTaHa B IUIa3Me KPOBH BBISBICHO HE OBLIO.

Pacnpeoenenue

JlozapTaH u ero aKTUBHBIA META0OJIHUT CBS3BIBAIOTCS C OelNKaMH IIa3Mbl KPOBH (B OCHOBHOM C
anpOyMuHOM) He MeHee deM Ha 99 %. OO0beM pacmpeneseHus Jio3apTaHa COCTaBIsieT 34 1.
HccrenoBannss Ha KpbIcaX IIOKa3alld, 4YTO JIO3apTaH NPAKTUYECKH HE TPOHHMKAET dYepes
remaTtosHIepamnyeckuii oGapbep.

buompancgopmayua

[Ipumepno 14 % 1036l JI03apTaHa Npu B/B BBEICHUH WU MpUEMe BHYTPb MPEBPAIIACTCS B €ro
akTuBHBIA MeTabonut. [locne mpuema BHYTph WM B/B BBEIACHHUS MEUYEHHOTO PAaTUOAKTHBHBIM
yrinepogoM noszaprana (*C 1osapTana) paJuoakTHBHOCTh LUPKYIUPYIOMIEH ILIa3Mbl KPOBH,

MpexKacC BCCTO, 06YCJIOBJ'I€Ha HaJU4ueM B Hel JI03apTaHa U €ro akKTUBHOI'O MmeTabonuta. Huskas
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3((PEKTUBHOCTH IPEBPALLCHHSI JJ03apTaHa B €r0 aKTUBHBIM METa0OIUT HAa0I0Ja)1ach MPUMEPHO Y
1 % nmanueHToB, y4acTBOBABLIMX B UCCIIEI0BAaHUH.

[TomuMoO akTHBHOTO MeTabonIHUTa 00pa3ylTCsl OMOJOTHYECKH HEAKTHUBHBIE METa0OJIHUTHI, B TOM
YHcie ABa OCHOBHBIX METa00JIMTa, OOPA3yIOIIUXCS B PE3yIbTaTe THAPOKCHINPOBAHUS OOKOBOM
OYTHJIOBOH IIETIH, ¥ OJIH BTOPOCTETIEHHBIN — N-2-TeTpa3oJ-TIIOKYPOHH/I.

Inumunayus

[Tna3MeHHBIN KIMPEHC JI03apTaHa ¥ ero aKTHBHOTO METa00JIMTa COCTaBIIsAeT 0Kojio 600 MII/MHUH 1
50 ms/MUH COOTBETCTBEHHO. lloyeuHblii KIMpEHC Jio3apTaHa M €ro aKTUBHOTO METadoJHTa
COCTaBJISIET MPUMEPHO 74 MI/MUH U 26 MJI/MUH cOOTBETCTBeHHO. [IpH mpueme no3aprana BHYTPb
0k0J10 4 % 103bl BBIBOJUTCS NOYKAMH B HEM3MEHEHHOM BHUJIE U OKOJIO 6 % 103bl BBIBOJUTCS
NOYKaMU B BHJE aKTHUBHOro Metabonuta. Jlo3apTaH M €ro akTUBHBIM METaOOIUT UMEIOT
JUHEHHYI0 (papMaKOKHHETHKY U IpUeMe BHYTPb Jo3apTaHa B f1o3ax A0 200 mr.

[Tocne nmpuema BHYTpb IUIa3MEHHbIE KOHLEHTPALMH JI03apTaHa M €ro aKTUBHOIO MeTadoiuTa
CHIDKAIOTCSL TOJMIKCIIOHEHIIMAIBHO C KOHeuHbIM T2 mpubnmsurensHo 2 yaca u 69 gacos
cooTBeTcTBeHHO. [Ipu pexxume nozupoBanus npemnaparta 100 Mr oauH pa3 B CyTKH HE POUCXOIUT
3HAYMMOT'0 HAKOIJICHHS B TUTa3Me KPOBH HU JIO3apPTaHa, HA €r0 aKTUBHOT'O METa0OJUTA.
BriBenenne no3apraHa W €ro MeTaOOJMTOB OCYIIECTBISIETCS TMOYKAMH M Yepe3 KHIIECYHUK C
xkenupto. Ilocne mpuema BHYTph *C no3apraHa y MyK4uH OKono 35 % paJMOaKTUBHOCTH
obHapyxuBaeTca B Mode U 58 % — B kane. Ilocie B/B BBemenus '‘C nozaprana y MykuuH
npumMepHo 43 % paanoakTUBHOCTH OOHapy)uBaeTcst B Moue u 50 % — B Kaue.
Dapmakokunemuxa y 0coowvix 2pynn nayueHmos

Lon

OTMeueHo, 4YTO KOHIIEHTpalMs Jio3apTaHa B IUIa3M€ KPOBU Yy JKEHIIUH C apTepUalIbHOM
TUIEpPTEH3Me B JiBa pa3za BBIIIE COOTBETCTBYIOLIErO 3HAUYEHHUS Yy MYXYMH C apTepuanbHON
TUNepTeH3ne. D10 (papMaKOKMHETHYECKOE pa3iMyue HE HMEeT KIMHUYECKOIO 3HaueHUs.
KoHnuenrpariyst akTHBHOT0 METa0O0INTA y MY)KUYHH U JKEHIIMH HE pa3anyaiach.

Hapyuwenus (;vaKuuu neyernu

ITpu mpuemMe so3apraHa BHYTPb NALMEHTaMU C JETKMM U YMEPEHHBIM QJIKOIOJIBHBIM LIUPPO30M
NEYeHW KOHIIEHTPAIMM J03apTaHa M €ro akTHBHOI'O MeTabolWTa B IJIa3Me KPOBH OKAa3alliCh
COOTBETCTBEHHO B 5 1 1,7 pa3a BblIlIe, YeM Y MOJIOJIBIX 3/I0POBBIX JOOPOBOJIBIIEB MYKCKOT'O 110JIA.

Hapyvwenus qbwmuuu no4yexk

Konnenrpanuu no3aprana B miazme kposu y nanueHToB ¢ KK Boime 10 Mia/MUH He OTIHYATUCh
OT TaKOBBIX Yy TMAalMEHTOB C HEW3MEHEHHOM QyHKuueil mnouek. Ilmomanp mnox KpuBOiA
«xoHueHTpauus-speMs» (AUC) no3apraHa y NaueHTOB, HAXOAAIIMXCS Ha TeMoanainse, Oblia

IpUMEpHO B JiBa pasa Oosbiie no cpaBHeHuto ¢ AUC no3apTraHa y HalMeHTOB ¢ HOPMAJIbHOM
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(I)YHKLII/Iel/I IIOYCK. KOHL[GHTpaI_[I/II/I aKTUBHOI'O MeTabOJUTa B ILIa3Me KpOBH HE HU3MCHSINCH Y
MNAalUCHTOB C HAPYHICHHUEM (bYHKLII/II/I MOYCK WM Yy IMAlIMCHTOB, HAXOAAIIHUXCA HAa rEeMOJUaIn3cC.
.HOS&pTaH M €T0 aKTUBHEIN METaO0OJIUT HE BBIBOJATCA C IOMOIIBIO T€MOAMAIN3A.

T 'mapoxopoTnasu + J03apTal

Dapmakokunemuxa y 0coovix epynn nayueHmos

Layuenmul noscunoco so3pacma

KOHHCHTpaHHI/I Ji03apTaHa U €ro akTUBHOI'O MeTaboIMTa B IJIa3Me KpOBH U CKOPOCTH BCACBIBaAHUA
TUAPOXJIOpOTHA3Kda y MAlMCHTOB IMOXXUJIOTO BO3pacTa C apTepHanLHoﬁ FHHCpTeH3HCﬁ 3HaAa4YUMO

HC OTJIIMYAIOTCA OT JaHHBIX rnoxkasarejeu Y MOJIOABIX MAIUEHTOB C apTepHaHbHOfI FHHCpTCHSHeﬁ.

6. ®PAPMAIIEBTUYECKHUE CBOVCTBA
6.1. Ilepeyens BcioMoraTeIbHbIX BENIECTB
Kpaxman npesxenaTHHU3UPOBAHHBIH
[ennrono3za MuKpokpucTaminyeckas, Tam 102
JlakTO3B1 MOHOTHIPAT
Marsnus cteapat

0O06010YKa IIIIEHOYHAS:

I'mopomernosa

Makporon-4000

Kpacurens xunonuHoBblIi sxentoiii (E104)

Turana nuokcun (E171)

Tanpk

6.2. HecoBMecTuMOCTH

Henpumenumo.

6.3. Cpok roaHocTu (CPOK XpaHeHHs )

5 ner.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUH

XpaHUThH IIpU TeMIiepaType He Boimie 25 °C, B OpUrHHAIBHOM OJHcTepe.

6.5. XapakTep u coaep:kaHue NePBUYHONH YIAKOBKH

ITo 7, 10 nnm 14 Tabnerox B 6muctepe n3 komOoumanpoBanHoro Matepuana [IBX/TIB/IX u ponbru
AJTIOMUHUEBOM.

ITo 2, 4, 8, 12 wiu 14 Gimcrepos 1o 7 TabeToK, WiH 1o 3, 6 unu 9 GimcrepoB 1o 10 TabeTok,
umu o 1, 2, 4, 6 unu 7 6muctepoB 1o 14 TabieTok BMECTE C JIMCTKOM-BKJIAJIBIIIIEM ITOMENIAIOT B
NayKy KapTOHHYIO.

He Bce pazMepsl ynakoBOK MOT'YT OBITh JOCTYIHBI JJIs1 peaTu3aliiH.
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6.6. UCo0bIC MeEpbI MPEeaA0CTOPOKHOCTH npu YHUUYTOKCHUHU HUCII0JIb30BAHHOI'O

JIEKApCTBEHHOI'0  Ipenapara MJIM  OTX0A0B, IMOJYYEeHHbIX IOcCJe TpPHUMEHEeHHus
JIEKapCTBEHHOI'0 Npenapara, U Apyrue MaHUNyJIsIMH ¢ IpenapaToM

Het ocoObIx TpeOoBaHuil K yTuIu3anuu.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS
CrnoBeHus
AO «KPKA, n.1., HoBo mecToy, [lImapsemika necra 6, 8501 Hoso mecto
Ten.: +386 7331 21 11
®axkc: +386 7 332 15 37
Anpec s11. moutsl: info@krka.biz
7.1. llpeacraBuTeib Aep:KaTelisi perHCTPAIIMOHHOIO yA0cTOBepeHus Ha Tepputopun Coro3a

IIperen3un norpeduUTENE HAOPABIATH 110 AAPECY:

Poccuiickas @edepayus

000 «KPKA-PYC»

143500, MockoBckas o61., T. Uctpa, yin. MockoBckas, 1. 50
Ten.: +7 (495) 994-70-70

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

Anpec an. noutsl: krka-rus@krka.biz

Beb-caiit: www.krka.biz

Pecnybauxa benapyco

[IpencraButenscTBO AkmuoHepHoro obmiectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecyonka CrnoBenusi) B PecniyOuke benmapych
220114, r. Munck, yi. ®unmmonoBa, 1. 2517, oduc 315
Ten.: 8 740 740 9230

daxkc: 8 740 740 9230

Anpec a51. mouTtsl: info.by@krka.biz

Beb6-caiiT: www.krka.by

Pecnybnuxa Kaszaxcman

TOO «KPKA Kazaxcran»

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

®axc: +7(727) 311 08 12

Anpec a1. mouTts: info.kz@krka.biz

Be0-caiit: www.krka.biz
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Pecnybnuxa Apmemii
[IpencraButensctBo «Kpka, a.1., HoBo mecto» B PecriyOnuke Apmenust

0001, r. EpeBan, yn. Hanb6angss, 1. 106/1 («CAAT-HOBA» BUSHEC-LIEHTP), oduc 103
Ten.: +374 11 560011

Anpec 1. moutsl: info.am@krka.biz

Beb6-caiit: www .krka.biz

Kuipevizckas Pecnybauka

[IpeacrasutensctBo AO «KPKA, ToBapHa 3apasui, a.1., HoBo mecto» B Kbipreizctane
720040, Yyiickas obmnacts, r. bumkek, OynpBap IpKuHAMK, 1. 71, 610K A

Ten.: + 996 (312) 66 22 50

Anpec 511. noutsl: info.kg@krka.biz

Beo6-caiit: www.krka.biz

8. HOMEP PETMCTPALIMOHHOI'O YOCTOBEPEHUSI
JITT-Ne(001992)-(PT-RU)

9. JTATA NEPBUYHOM PETUCTPAIIMU (IIOJATBEPKJIEHUS PETUCTPAILIUH,
NEPEPEI'NCTPAIINN)
Hara nepBoii peructparuu: 17 mapra 2023 1.

10. JATA IIEPECMOTPA TEKCTA

OOmiass  xapakTepucTUKa JieKapcTBeHHOro mnpemnapara Jlopucra HII  nmoctymHa  Ha
UH(OPMAIIMOHHOM TopTaje EBpa3uiickoro 3SKOHOMHYECKOrO COK3a B HH(POPMAIMOHHO-
KOMMYHUKaIMOHHOM cetn « HTepHeT» https://eec.eacunion.org.
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