COOTBETCTBYET ZKCNEPTHOMY OTUYETY

IM-Ne001972-IM-BY oT 15.12.2023 N2 26358
COrfIACOBAHO (MOCNEOQBATENEHOCTL 0003)

MWHUCTEPCTBOM 3[1JPABOOXPAHEHWSA

PECTYBIIMK/A E%@@ﬂ XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

neukasom ot 31.01.2 o
MOC/EAOBATES/IbHOCTL 0009

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Jlopucta H, 12,5 mr + 50 Mr, TabJIeTKH, MOKPHITHIC TUICHOYHOU 000JI0YKOI

2. KAYECTBEHHBII 1 KOJJMYECTBEHHBII COCTAB
JleiicTByrOIME BEMIECTBA: THIPOXJIOPOTHAZH]T + JIO3aPTaH KaJIHs.
Kaxxmast rabmetka cogepxut 12,5 Mr rugpoxiopoTrasuaa u S0 Mr mo3apraHa Kausl.
BcnomorarenbHbIe BCIIECTBA, HAJIMYMUE KOTOPBIX HAJ0 YUYUTHIBATH B COCTABC JICKAPCTBEHHOI'O
mperapara: JakTo3bl MoHoTuapat — 63,13 mr (cm. pazmen 4.4.).

[TonHbI IEpeYeHh BCIIOMOTATEIBHBIX BEIIECTB MIPUBEEH B paszzeine 6.1.

3. JJEKAPCTBEHHAS ®OPMA
TabneTku, MOKpPHITHIE TIIEHOYHONH 000JI0YKOIA.
OBasnbHbIe, cerka ABOSKOBBIMYKJIbIE Ta0JIETKH, MOKPBITHIE MJICHOYHOH 000JIOYKON OT KEJITOro
JI0 KEJITOrO C 3eJI€HOBAaThIM OTTEHKOM L[BETa, C PUCKOM Ha OJIHOM CTOpPOHE.
Bun Ha nznome: Oenast mepoxoBaras Macca ¢ IJICHOYHON 000JI0UKON OT JKEITOT0 JI0 JKEJITOro C
3€JICHOBAThIM OTTEHKOM IIBETA.
Jluaus pasznoma (pucka) MpenHa3HAa4YeHa JIMIIb JUIS pas3jaMbIBaHUS C IIEJbI0 OOJIEerdeHHs

OporJyiaTblBaHusA, 4 HC IJId pa3sACJICHUA Ha PaBHBIC 1O3bI.

4. KIMHUYECKUE JAHHBIE
4.1. Iloka3anus K NPUMEHEHUIO
IIpenapar Jlopucra H nokas3an k NpMMEHEHUIO y B3pOCIBIX B Bo3pacTe oT 18 jier u crapiue:
e ApTrepuanbHas TUIIEPTeH3UA (TTaleHTaM, KOTOPhIM MOKa3aHa KOMOMHUPOBAHHAS TePATIHs).
e CHU)XEHHE PUCKA aCCOLIMUPOBAHHON CEPAEYHO-COCYAUCTOHN 3a00J1€BAEMOCTH U CMEPTHOCTH
y TAlUEHTOB C apTepHalbHON TuIepTeH3ueld M runeprpoduell JIEBOro xeiynodka,
MPOSIBJIAIOLIEECS] COBOKYITHBIM CHM)KEHHEM 4YacTOThbI CEPAEYHO-COCYIUCTOM CMEPTHOCTH,

YaCTOTbI HHCYJIbTA U I/IH(I)apKTa MHOKapJa.

4.2. Pe:xuM 103MPOBAHUS U CIOCO0 MPUMEHEHUs

PexuM o3upoBaHus

Apmepuanvhasn cunepmensus
Pekomenmyemass mo3a — 1 tabmerka mpemapara Jlopucra H (rumpoxmopormazun 12,5 mr +

no3apTaH 50 Mr) ouH pa3 B CyTKU. Y MalMeHTOB 0€3 a/leKBaTHOTO TEPANeBTHUECKOr0 OTBETA Ha
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npueM [ Tao0jeTku npeniapara Jlopucrta H onuu pa3 B cytku B TeueHue 2—4 Heaenb J03a
npernapara MoXKeT ObITh yBenauueHa 110 2 Tabnerok mpenapata Jlopucta H ogun pa3 B cyTku.
MakcumManbHasi cyTo4Has 1o3a — 2 tabnerku npenapara Jlopucra H onun pas B cytku. OObIYHO
MaKCHMAaJIbHBIA aHTUTUIIEPTEH3UBHBINA 2P (EKT JocTUTaeTCs B TeUCHHE 3-X HEJelb I0oCie Havana
Teparuy.

CHudicenue pucka accoyuupo8anHoll cepoeyHo-cocyoucmo 3a001e6aemocmu u CMEPMHOCIU Y
nayuenmog ¢ apmepuanvbHol  eunepmeHzuel U - eunepmpoguel  1e6020  dceny0ouKd,
nposasnAIoujeecs: COBOKYNHbIM CHUJCEHUEeM YACMOMmbl CepOeuHO-COCYOUCOU CMEPMHOCU,
Yacmomel UHCYIbMa U UHGaApKmMa MuoKapoa

Pexomennyemas HayasbpHast A03a Jio3apTaHa cocrasisier S0 Mr oAuH pa3 B cyTku. [lanuenram, y
KOTOPBIX HE YAaJOoCh JOCTUYb LEJIEBbIX 3HaueHUil aprepuanbHoro aaeieHus (AJ]) na cdone
npuemMa jo3aprana 50 Mr B cyTkH, Tpedyercs noadop Tepanuu myreM KOMOMHAIUY Jlo3apTaHa ¢
HU3KUMHU J03aMu rugpoxioporuasuaa (12,5 mr). Ilpu Heo0X0AMMOCTH MOYXKHO YBEIHUYUTH 103y
no3aptara 10 100 Mr B CyTKM B COYETaHUHM C THAPOXIOPOTHA3UIOM B J103¢ 12,5 Mr B CyTKH
(1 TabneTka mpenapata Jlopucta H 100 onuH pa3 B CyTKH), a B TajIbHEHIIIEM — YBEITUIHUTD 10 2-X
tabnetok npemnapara Jlopucra H (Bcero 25 mr ruapoxiiopornasuaa u 100 mr o3aprana) oquH pa3
B CyTKHU.

Ocobrie T'pynIbl TalKMCHTOB

Tayuenmul ¢ napyuwienuem GyHKYuU NOYEK UlU NAYUEHMbL, HAXOOAWUECS HA 2eMOOUATU3E

He tpebyercs monbop nawanmbHOW 1036l mpenapata Jlopucra H y mamueHToB ¢ yMEpEeHHBIM
HapymenueM ¢ynkuuu novek (kaupesc kpeatununa (KK) 30-50 mn/mun). [Ipenapar Jlopucra H
HE pEKOMEHYEeTCs NalleHTaM, Haxoasmumces Ha remoauanuse. [Ipenapat Jlopucra H He nomken
NPUMEHATHCS y NAIMEHTOB C TsDKeNbIMU HapyiieHusMu ¢pynkuuu nouek (KK menee 30 mn/mun)
(cm. paznmen 4.3.).

Tayuenmul co cnudicennvim 06vemom yupkyaupyrowei kposu (OL[K)

Ilepen wnHauvanom seueHust mnpemapatoM Jlopucta H cnemyer BoccranoButh OUK  w/mmm
cojiepKaHre HOHOB HATPHUA B IJIa3M€E KPOBHU.

Ilayuenmul ¢ Hapywenuem GynKyuu nevyeHu

[Tpenapar Jlopucta H mpoTruBOMOKa3aH maueHTam ¢ TSHKEIBIMU HapyIIeHUSIMH (QyHKIMH TICUYeHH
(cm. paznen 4.3.).

Tayuenmul nosicunozo 6o3pacma

He tpeOyercs mombop HauwanbHOM m03b1 mpenapara Jlopucta H 11 mamueHTOB MOXKMIIOTO
BO3pacTa.

CTH
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O(PYEKTUBHOCTh U 0€30IIaCHOCTh MPUMEHEHHMSI Ipenaparta y aeteil B Bo3pacrte ot 0 1o 18 net He
YCTaHOBJIEHBI. JlaHHbIE OTCYTCTBYIOT.

Crocob npruMeHeHNs

BHyTpb, HE3aBHCHMO OT IpHUEMa IHIIH, 3a1IHBAast JOCTATOYHBIM KOJINYECTBOM BOJIBI.

[Ipemapar Jlopucta H MOXHO mNpHHUMAaTh OJHOBPEMEHHO C JPYTMMHU THIIOTCH3MBHBIMHU

CpeACTBaMH.

4.3. [IpoTuBOoNoOKa3aHUA

e [UmepuyBCTBUTENBHOCTh K THAPOXJIOPOTHA3UAYy, JO3apTaHy W/Wid K Jo0oMy H3
BCIIOMOT'aTeIbHBIX BELIECTB, NEPEUUCICHHBIX B pa3jene 6.1.

e [ unep4yBCTBUTEIBHOCTD K JPYTHUM MPOU3BOAHBIM CYJIb(poHaMuUaA.

e Amnypus.

e Tsxensie Hapymenus Gynkiun nouek (KK menee 30 mi/mMun).

e Tsoxenbie HapymeHHs QYHKIUU TEYCHU.

e bepeMeHHOCTh U Mepro IPYTHOTO BCKapMiIMBaHus (cM. pazzen 4.6.).

e OJgHOBpEMEHHOE MPUMEHEHHE C AIMCKUPEHOM U TIperapaTaMu, COACPIKAITIMHE aJTUCKUPEH, y
MAIMeHTOB C CaxapHbIM JUabeTOM W/WIM YMEPEHHBIMH WJIH TSDKEIBIMH HapyIICHUSMU
gyHKuMM TOYeK (CKOpOCTh Kiy6oukoBoil ¢umbrpanuu (CK®) menee 60 mu/mun/1,73 m?
JIOMIA/N TIOBEPXHOCTH Tena) (cM. pasgen 4.5.).

e OnHOBpEMEHHOE TPUMEHEHHE C HMHTMOMTOpaMM aHTHOTEH3HMHIIpEBpallaromero (epMeHTa
(AII®) y manmenToB ¢ AnabeTnyeckoi HedpornaTruen.

e PedpakrepHas rumoxanueMusl.

e Pedpakrepnas runonarpuemMus.

e Pedpaxrepnas runepkanabIueMHUsL.

4.4. Oco0blie ykazaHusl 1 MePbI NPEAOCTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

JIByCTOPOHHHMH CTE€HO3 IOYEYHBIX apTepuil WM CTEHO3 apTepUM EIUHCTBEHHOM IOYKH,
TUMEepKaINEeMHUs, COCTOSHUS MOCNIe TPAHCIUIAHTALUU MOYKH (OTCYTCTBYET ONBIT IMPUMEHEHHUS),
AOPTAJBbHBIM WM MHUTPAJIbHBIN CTEHO3, TUnepTpodudeckas OOCTPYKTHBHAS KapAHOMHUOIIATHS
(FOKMII), xponmueckas cepaeunast HemoctarodyHocTh (XCH) ¢ COMyTCTBYIOMIMM TSKEIBIM
HapymeHueM (QYHKIUW TIOYeK, TshKenas cepaedHas HemoctatouyHocTh (IV dyHKIMOHABHBIH
knacc no knaccudukammu NYHA), XCH ¢ yrpoxarommMu )KU3HU apUTMUSMU, HUIIEMUYECKast
oonesnb cepana (MBC), mepedpoBackynsapHbic 3a001eBaHUS, TEPBUIHBINA THIIEPATHIOCTCPOHU3M,
AQHTMOHEBPOTHYECKUI OTEK B aHaMHE3e, apTepHajbHas TUNOTEH3Us, HapylmeHHs (yHKIHH
NICYEHH, HApyIIEHUs (PYHKIIUHM MOYEK, HapYILIEHUsI BOJHO-JIEKTPOJIUTHOrO OanaHca, malueHTam

co cHmwxkeHHbIM OLIK (Hampumep, moiydaromue jiedyeHHe OOJIBIIMMH JI03aMH JIUYPETHKOB) B
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CBA3M C BO3MOYKHOCTBIO BO3HMKHOBEHHUS CHUMITOMAaTHYECKOH apTepuasbHONM THIIOTEH3HUH,
TUMOKAJIMEMHUs,  TUIOHATpUEMUs,  TUIEpPKaJIbIHEMHs,  OJHOBPEMEHHOE  IPUMEHEHHUE
JEKapCTBEHHBIX IPENapaToB, KOTOPbIE MOTYT BBI3BIBATH MOJMMOPGHYIO HKEITYTOUYKOBYIO
TaXUKAPAMIO THIA «IUPY3IT» WIH YBEJIWYUBATh HPOAOIDKUTENbHOCTh uHTepBata QT Ha
anekrpokapauorpamme (OKI'), onHOBpeMEHHOE NpPHUMEHEHHE JIEKapCTBEHHBIX IIPENaparos,
CTIIOCOOHBIX BBI3BIBATH TMITOKAIMEMHUIO, CEPACYHBIX TNIMKO3UIOB, AJUIEPTHUECKHE PEaKIH Ha
NEHULWUIMH B aHaMHe3e, TUIepIapaTupeos, TMIEpypUKeMusi, MMOAArpa, HEMEIaHOMHBIA pak
koxxu (HMPK) B anamuese.

[Ipumenenne mnpenapara Jlopucra H y mnanmweHToB ¢ OCTpbIM HH(APKTOM MHOKapjaa He
PEKOMEHIYETCSl B CBSI3U C HEJAOCTATOYHBIM OIBITOM KIMHMYECKOIO IpHMeHeHHs. Takxke He
CIIEYEeT €ro MPUMEHATH Ul KyIIUPOBAHUS THIIEPTOHUYECKOTO KpH3a.

T'uapoxnoporuasua

Apmepuanvhasn cunomen3us u Hapyulenue 600HO-21eKMPOIUMHO20 OAlaHca

[Ipy TpUMEHEHWH THIIOTEH3WBHBIX CPEACTB Yy HEKOTOPHIX MAIMEHTOB MOXET pPa3BUTHCA
CUMITOMAaTHYECKasi apTepualibHas TUMOTeH3Us. llalMeHTsl JOJDKHBI HAOMIOJAThCS C IEINbIO
CBOEBPEMEHHOTO BBISBICHUS KIMHHUYECKHX IPU3HAKOB HApYIICHUS BOJHO-3JIEKTPOIUTHOTO
OamaHca, HampuMmep, OOE3BOKHMBAaHUWS, THUIIOHATPHEMHH, THIIOXJIOPEMHYECKOTO —aJKaio3a,
TUIIOMarHieMul WM TUIIOKAJIMEMUHU, KOTOpble MOTYT pa3BUThCA Ha (DOHE COMYTCTBYIOLICH
JIMaped WM PBOTHL. Y TaKUX MAIMEHTOB HEOOXOAWUM DETYISIpPHBIN KOHTPOJIb COACPIKAHHS
AJIEKTPOJIUTOB CHIBOPOTKU KPOBH. Y TMAIMEHTOB C OTEKAMH MOXET HaOII0IaThCs TUITIOIIMOHHAS
TUIMOHATPUEMHUS B JKAPKYIO MOTO/Y.

Memabonuueckue u 3HOOKpuHHbLE dhchexmbl

Tepanus THa3uaaMu MOXKET HapylIaTh TOJEPAHTHOCTh K TJIOKO3e. B psge ciydaeB MoOxer
NOTPeOOBaThCA KOPPEKIHMS J03bI TUIIOTIMKEMUYECKUX CPEJCTB, B TOM YHCJIE U MHCYIHHA (CM.
paznen 4.5.).

Tuasuapl MOTYT CHIDKATh BBIBEICHWE KAaJbIMsl MOYKAMH M BBI3BIBATH KPAaTKOBPEMEHHOE H
HE3HAUYMTEIbHOE TOBBIIICHUE COJEP)KAaHMsS KalblUsg B CBIBOPOTKE KpOBH. BrIpakeHHAS
TUMEPKaJIbIIMEMUs MOXET CBUAETEIbCTBOBATH O CKPBITOM THIEepHapaTupeose. B cBszu ¢
BIMSIHUEM THA3WJ0B Ha MeTaOoNM3M KajblMsi, HX TMPUEM MOXKET HCKaXaTb pPEe3yJIbTaThl
ucclieZIoBaHusl (DYHKIIMM TMapalUTOBUIHBIX JKEJe3, MO3TOMY IMepes HCCIeNOoBaHuEM (YHKIHH
NapaliMTOBUAHBIX KeJle3 THa3UIHbIN JUYPETUK JOJKEH ObITh OTMEHEH.

[oBbImeHne KOHIIEHTPAIIUHU XOJIECTEPHHA U TPUTIIUIEPHIOB B KPOBH TAK)KE MOKET OBITH CBSI3aHO
C Teparuei THa3uIHBIMH JHYPETUKAMHU.

v HCKOTOPLIX MAINUCHTOB NMPHUEM THA3UIAHBIX JUYPCTUKOB MOXCT NPHUBOAUTH K THIICPYPHUKECMHUU
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W/WIU pa3BUTHUIO TOAArpsl. I10cKoNIbKY J103apTaH yMEHbIIAET KOHUEHTPALMIO MOUYE€BOM KHCIIOTHI,
€ro OJHOBPEMEHHOE IPUMEHEHHWE C THUAPOXJIOPOTHA3UIOM CHHXKAET BBIPAXKEHHOCTh
TUIIEPYPUKEMUH, BBI3BAHHON THUYPETUKOM.

Hapywenue ¢pynkyuu nevenu

Tuasuapl cienyeT IpUMEHSITh C OCTOPOKHOCTBIO Y TIAIIMEHTOB C HAPYIICHUSIMHU (QYHKIIUU TICUYSHH
WIA TIPOTPECCUPYIOMNM 3a00JIeBaHUEM TIE€UYEHH, TTOCKOJIBKY 3TO MOXKET MPHBECTH K Pa3BUTHIO
BHYTPHUIIEYCHOYHOTO X0JIECTa3a, a He3HAYUTEIbHbIE N3MEHEHHS BOAHO-JIEKTPOJIUTHOTO OaaHca
MOTYT CIIPOBOIIMPOBATH Pa3BUTHE MEYEHOYHOU KOMBI.

[Ipemapar Jlopucta H mpoTuBomokasaH NalMeHTaM C TSOKEIBIMH HApYIICHUSIMU (DYHKIIUU
IICYEHHU.

XopuoudansHulii 6bInom, 0CmMpas MUORUSL U 6MOPUUHAS 3AKPLIMOY201bHAS 2NIAYKOMA
JlexapcTBeHHbIE MpenapaTbl Ha OCHOBE CYJIb(OHAMUIA WK MPOU3BOIHBIX CYJIb()OHAMHIA, MOTYT
BBI3BATh WIMOCHHKPA3MYECKYIO PEAKLHUIO B BHJE XOPHOMIAIBHOTO BBINOTA C Ae()EeKTOM MOoIs
3peHUs, TPAH3UTOPHON MHMOIMUU M OCTPON 3aKPBITOYrOJbHOW TJIayKOMbl. CUMITOMaMH 3THX
HapYyLICHU SBISAIOTCS HEOXKUIAHHOE CHIYKEHUE OCTPOTHI 3pEeHUs WK 00JIb B Iia3ax, KOTOpPbIC B
THUIAYHBIX CIIy4asX BO3HUKAIOT B TEUEHHE OT HECKOJIBKUX YacCOB JI0 HECKOJBKMX HEZAEINb IOCIIE
Hayasla TpUMeHeHHusl mpemnapara. Eciu He mpoBOOUTCS Tepamusi, OCTpas 3aKpbITOYyroibHas
IJIayKOMa MOJKET NMPHUBECTH K moTepe 3peHus. OCHOBHOE JICUEHUE COCTOUT B KaK MOXKHO Ooiee
OBICTPOI OTMEHE THIpoXJopoTHazuaa. HeoOXonuMo UMeTh B BHIY, YTO, €CJIH BHYTPHUIJIA3HOE
JTABJICHUE OCTAETCsl HEKOHTPOJIMPYEMBbIM, MOXKET OTPeOOBAThCS HEOTIIOKHOE KOHCEPBATHBHOE
win xupyprudeckoe nedenue. K pakropam prcka pa3BUTHS OCTPOH 3aKPBHITOYTOJIBHON TTIayKOMBI
MOYXHO OTHECTH CBEICHUS 00 aJIepTruu K cyab(pOoHaAMHUIaM WK MIEHUIMUIMHY B aHAMHE3e.
Hemenanomnwiii pax xoacu (HMPK)

B snuneMuonornyeckux uccaea0BaHUsAX HAOMI0AaCs TIOBBIIIEHHBIA PUCK HEMETAHOMHOI'O paKa
KOXH (0a3aJbHOKIETOYHOH KapUUHOMBI M IUIOCKOKJIETOYHOH KAapIMHOMBI) B CBSI3U C
YBEJIIMYCHUEM CYMMapHOH (HAaKOTICHHOMN) T03BI THAPOXJIOPOTHA3UIA. BO3MOKHBIM MEXaHU3MOM
passutust HMPK sBnsercs ¢porocencubmimsupyromiee 1eiicTBre IHIpOXJIOPOTHAZHIA.
[ManenTs!, IPUHUMAIOIINE THAPOXIOPOTHAZH]L, JOJKHBI OBITH OCBEJJIOMIICHBI O PUCKE Pa3BUTHS
HMPK. Takum mampieHTam cienyer peKOMEHI0BaTh COOII0IATh MPOPUITAKTUIECKIE MEPHI, TAKHE
KaK OrpaHMYCHHE BO3JCHCTBUS COJHEYHOTO CBETa U UCKYCCTBEHHBIX YIbTpaduoneroBsix (YD)
nyuell. [IanueHThl TOJKHBI pEryIsIpHO OCMAaTpPUBaTh CBOU KOXKHBIE IIOKPOBBI € LIEJBIO BBIBICHUS
TOOBIX HOBBIX TOJO3PUTEIBHBIX MOPAXKEHUH M HE3aMEUIUTENBHO COOOMIaTh O HUX Bpaudy. Y
nanuenToB ¢ HMPK B anamHe3e pekoMeHayeTcs mepecMOTpeTh 1eIeco00pa3HOCTh NPUMEHEHHS

ruApoxiopoTrasua (cm. paszaen 4.8.).
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cmpas pecnupamopHas MoKCUYHOCHb
[Tocne nmpuema rupoxiaopoTuasuaa ObUIM 3apPETUCTPUPOBAHBI OUYEHb PEAKHE CIIydau TSXKEJIOH
OCTpPOH pPECHUPATOPHON TOKCUYHOCTH, BKJIKOYAs OCTPBIA pPECHHMPATOPHBIN JUCTPECC-CUHAPOM
(OPJIC). Otek nerkux OOBIYHO Pa3BUBACTCS B TCUCHHE HECKOJIBKMX MUHYT HJIM YacOB IIOCIEC
npueMa THIPOXJOpoTHasuaa. B Hadane 3a0o0iieBaHUS CHMIITOMBI BKJIFOYAIOT — OJIBIIIKY,
JTMXOPAIKy, YXYAIICHHE COCTOSHUS JIETKUX W apTepUaibHYIO THIOTeH3u0. [Ipu mogo3pennn Ha
OPJIC cnenyer ormenutp mnpenapaT Jlopucta H um mpoBecTH COOTBETCTBYIOIIEE JI€UEHUE.
l'unpoxmopoTnasu He cieayeT Ha3HavaTh MAaIlMeHTaM, Y KOTOPhIX paHee HaOIoAancsl OCTphIi
pecMpaTOpHbI  JAUCTPECC-CHHAPOM TIOCHE TMpHEMa THAPOXJOPOTHA3HAA WM JPYroro
THA3WIHOTO JUypeTHKa (cM. paszen 4.8.).

Jpyeue agppexmui

VY nmanueHToB, IPUHUMAIOIIMX THA3UAHBIE JUYPETUKH, PEAKIIMH TUIIEPUYBCTBUTEIBHOCTH MOTYT
BO3HUKATh JaXe MPH OTCYTCTBUM B aHAMHE3€ AJUIEPTUYECKUX pPEaKIUd MM OpOHXUAIbHOM
actMbl. Coo0IIanocs O penuauBax WM YCYryOJeHMH TSKECTH TEUYEHUS CUCTEMHOM KpacHOM
BOJIYAHKH Y MMallMEHTOB, TPUHUMABIINX THA3UIHBIC JTHYPETHKH.

Ocobvie epynnel nayuenmos

Paca

AHanu3 JaHHBIX BCEH MOIMYJIAINN MAIMEHTOB, BKIIOYeHHBIX B uccneaoBanne LIFE mo nzydenuro
BJIMSTHHS JIO3apTaHa Ha CHUYKEHUE YaCTOTHI Pa3BUTHS NEPBUYHON KOHEUHOM TOYKH Yy MAllMEHTOB
C apTepuanbHOU TUIlepTeH3uel U runeprpodueil eBoro xxemyaouka (n = 9193), nmokaszan, 4ro
CIIOCOOHOCTH JI03apTaHa IO CPABHEHHIO C aTEHOJIONIOM CHMXkarth Ha 13,0 % puck pasBuTHs
CepIeYHO-COCYAUCTRIX ocnokHeHuil (p = 0,021) He pacmpocTpaHsieTcss Ha MalUEHTOB
HErpOUJHON packl, XOTs 00a pexxuMa Tepanuu 3(pPEeKTUBHO CHUXKaIU ypoBeHb AJl y JaHHBIX
nanreHToB. OMHAKO B JaHHOM WCCJICIOBAaHWM TMAIMEHTHl HETPOHMIHOW pachl, IMOJy4aBIIIHE
aTEHOJIOJN, UMEJIH MEHBIINNA PUCK Pa3BUTHs NEPBUYHON KOHEYHOMN TOUKH (CEPACUHO-COCYTUCTAS
CMEpPTHOCTb, MHCYJIBT M HMH(APKT MHUOKapAa) MO CPaBHEHHIO C MAIMEHTaMH TOH K€ pachl,
npuHUMaBIuMu o3aptad (p = 0,03).

Hayuenmol noocunozo sospacma

KiuHuueckne WCCIeIOBaHHS HE BBUIBHIM KAaKHX-THOO OCOOCHHOCTEH B OTHOIICHHUU
Oe3omacHocTd W dPPeKTUBHOCTH Tpenapara Jlopucta H y mammeHTOB MOXKHIOTO BO3pacTa
(cTapmie 65 ner).

JleTH ¥ OAPOCTKH

D¢ dexTuBHOCTH U 0€30MaCHOCTH MPUMEHeHNUs npenapara Jlopucra H y nereit u moapocTkoB oT

0 o 18 et He ycTaHOBJIECHBI.
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Ecnu y HOBOpOXKI€HHBIX, UbH MaTepu npuHUMaiu npenapat Jlopucra H Bo Bpems OepeMeHHOCTH,
HAOI0JaeTCs Pa3BUTHE OJMTYPUH WM apTEepHaIbHON THUIIOTEH3WH, HEOOXOJMMO TPOBEICHUE
CUMIITOMATHYECKOW Tepanuu, HamnpaBlieHHOW Ha mojjiepkanue AJl u moueuyHoi mepdy3uu.
MoxeT notpeboBaTbcs MepeauBaHUe KPOBU WM MPOBEACHUE AHAIN3a JJIS NPEeJOTBpaIlEeHUs
Pa3BUTHS apTepUAIbHON TUIIOTEH3UN W/UIH O IepKaHUs (PYHKIIUH MTOYEK.

Jlosapran

Apmepuanvnas eunomensus u cnudicenue OLIK

VY nanuentoB co cHwkeHHbIM OLIK mmm conepxaHueM HaTpus B KPOBM, pa3BUBLIMMMCA I10
MPUYMHE HUHTEHCUBHOM TEpanmuu TUYpPETHKAMHU, TUETHl C OrpaHUYEHUEM IOBApPEHHOW COJIH,
JMaped WIM PBOTHI, MOXET pa3BUBATbCA CHUMIITOMAaTHYECKas apTepuanbHas TUIOTEH3US,
0CcOOeHHO Mocine npueMa nepBoil no3bl npenapara Jlopucra H. Koppekiuio Takux cocTosHHMA
HE00XO0IMMO MPOBOAUTH 110 Ha3Ha4deHus npemnapara Jlopucra H.

Hapywenue 600no-snexmponummnozo bananca

Hapyiienue BogHO-31€KTpONIUTHOTO OanaHca ABISETCA XapaKTEPHbIM IS TALUEHTOB € TOYEYHON
HEJIOCTATOYHOCTHIO C CaXapHBIM JUadbeToM MM 0e3 caxapHOro nuadera, mo3ToMy HeOOXOJAUMO
TIIaTEIbHOE HAONIOJICHHE 3a JaHHBIMHM TarueHtamMu. HeoOXoauM TIIATeNbHBI KOHTPOIb
conepkanus kanus B kpoBu win KK, 0coGeHHO y MalMeHToB ¢ cepieYHON He10CTaTOUHOCThIO U
KK 30-50 mur/muH.

Bo Bpewms neuenus npenapatom Jlopucta H He pexomeHayeTcsi mpuHUMATh KajuiicOeperaronme
JMYPETHKH, IIperapaThl KaJlus WIK COJepKallie Kaluid 3aMEHUTEU MULIEBON COJIH.
AopmanvHuil unu mumpanvusiii cmenos, I OKMIT

Kak u Bce nexkapcTBeHHBIE CpeACTBa, OOJamaronIe BazoAWJIaTHpYOmMM aeiictBueMm, APA II
JIOJIKHBI Ha3HA4YaThCsl C OCTOPOKHOCTHIO MAallUEHTaM C a0PTaJIbHBIM MJIM MUTPAJIbHBIM CTEHO30M
ni 'OKMIL.

HUBC u yepebposackynsipnule 3a001e6anus

Kak u Bce nexapcTBeHHBIC CpeECTBa, 00JaJal0IIMe BazoAwaTupyromuM aerictBuem, APA 11
JIOJDKHBI Ha3HA4aTbCsl € OCTOPOKHOCThIO mamueHtam ¢ MBC unm nepedpoBacKyiIsipHBIMU
3a00JIeBaHUSIMH, TIOCKOJIBKY Upe3MepHoe CHIbKeHue AJl y maHHOW TpyNImbl MalueHTOB MOXKET
MPHUBECTU K Pa3BUTHIO MH(APKTa MUOKapia WK UHCYJIbTA.

Xponuueckas cepoeunasn nedocmamounocmes (XCH)

Kak w mpm npumeHeHMH JpYyrux JEKapCTBEHHBIX CPEACTB, OKa3bIBAIONIMX JIEWCTBHE Ha
pPEHHUHAHTHOTEH3UH-aba0cTepoHoBy0 cuctemy (PAAC), y mammentoB ¢ XCH u ¢ umm 6e3

HapylleHus: (pyHKIUHU MOYEK CYLIECTBYET PUCK Pa3BUTHUS TSKEJION apTepHaabHON THIOTEH3UU
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WK OCTpoU noyeuyHou HegocratouHoct (OITH).

Tepeuunwiii 2unepanvboocmepoHuIM

Tak kak y ManueHTOB C MEPBUYHBIM THUIEPATbI0CTEPOHU3MOM, KaK MPaBUIIO, HE HAOIOJaeTCs
MOJIO’KUTENBbHBIN OTBET HAa TEPAIUIO TMIIOTEH3UBHBIMU CPEICTBAMU, KOTOPbIE AEHCTBYIOT IyTEM
nnruoupoBanus PAAC, nmpumenenue mnpenapata Jlopucta H He pekomeHmyercs y OaHHOM
TPYIIIBI TAIUEHTOB.

Hapywenue ¢pynxyuu nevenu

Jlanuble papMaKOKHHETHYECKUX MUCCIIeIOBAHUH yKa3bIBAIOT HA TO, YTO KOHLIEHTPALUS JI03apTaHa
B IUIa3M€ KPOBH Yy MAIMEHTOB C IIUPPO30OM TI€UYECHU 3HAUMUTEIHHO YBEIMYMBAETCS, MOITOMY
MaleHTaM ¢ JIETKUM WIM YMEPEHHBIM HapylIeHUsIMU (QYHKIMM TEYEHH B aHAMHE3€ Ipernapar
Jlopucra H cnenyer Ha3Ha4aTh ¢ OCTOPOKHOCTBIO. OTCYTCTBYET OIBIT IPUMEHEHUS J03apTaHa y
MAIMEHTOB C TSOHKEJIBIMU HapyHmIeHUsMH (yHKIUH nedeHu (Oomnee 9 OamnoB mo mkane Yaidna-
[Ts10), mosTomy npenapart Jlopucra H He 1omKeH MPUMEHSATHCS y TaHHOM TPYIIIBI MAITUEHTOB (CM.
paznen 4.3.).

Hapywenue ¢hynxyuu novex

Bcenencteue umnruOupoBanmsi PAAC y  HEKOTOpBIX MPeApacloNioKEHHBIX —MAIMEHTOB
HAOMIOJANUCh W3MEHEHUs (YHKUMHU IOYEK, BKJIIOYas pa3BUTHE MOYEUHOW HEIOCTaTOYHOCTH.
JlanHble M3MEHEHHs NMOYEeYHOH (PYHKIMM MOTYT BO3BpAINAThCS K HOPME IOCIE MPEKpaIleHHS
JIEYEeHHUSI.

Hekotopsle JiekapcTBEHHbBIE CpEACTBa, OKasbiBaromue Bo3aeiictBue Ha PAAC, Moryr
yBEJIMYMBATh KOHLEHTPALMI0 MOYEBMHBI B IUIa3ME€ KPOBU M CHIBOPOTOYHOIO KpEaTMHUHA Yy
MalKMEeHTOB C JBYCTOPOHHHUM CTE€HO30M MOYEYHBIX apTepUil WM CTEHO30M IOYEYHON apTepuu
eauHCTBeHHOW movku. Coo0manock 0 BO3HUKHOBEHHMHM TOJOOHBIX 3((EKTOB Tpu mpueme
no3aprana. [lonoGHble HapymieHHss (YHKIMHM MOYEK MOTYT OBITh OOpaTHMBI IOCIE OTMEHBI
tepanuu. JlozapTaH AOMKEH MPUMEHSITHCS C OCTOPOXKHOCTHIO y MAIMEHTOB C JABYCTOPOHHUM
CTEHO30M IMOYEYHBIX apTePUil UM CTEHO30M NTOUYEYHOU apTepHUy €JUHCTBEHHOM MOYKH.
Yeenuuenue cooeporcanus xanus 6 coleopomke kpogu

OmHOBpEeMEHHOE TIPUMEHEHHE [PYTUX TIPEenapaTtoB, KOTOPbIE CIIOCOOHBI YBEINYHBATH
COJIep’)KaHNe Kallusl B CHIBOPOTKE KPOBH, MOKET MPUBECTH K PAa3BUTHIO THIEPKATUEMHH (CM.
paznmen 4.5.).

T'unpoxgopoTHasu + 1o3apTaH

Peam;uu cunepuyyecmeumejlbHocmu

Yy ManrEeHTOB C aAHTUOHEBPOTUYCCKUM OTCKOM B aHAMHE3€ (OTeK JIMna, Fy6, THOTKH/ ropTaHu /M


ЛП ГП СОГЛАСОВАНО


J1M-Ne001972-I'T1-BY e o o - -
COIMACOBAHO COOTBETCTEYET 3KCNEPTHOMY OTUYETY
ey BAMI ARV CD o1 15.12.2023 N 26358
MPUKA3OM OT 31.01.2025 Ne 95 (MOCNEOCBATENEHOCTE 0003)
NOCNEAOBATENLHOCTL 0009 T T o it

S3bIKA) HEOOXOMM KOHTPOJIb 32 COCTOSIHMEM ManuenTa (cMm. paznaen 4.8.).

Hapywenus ¢ynxyuu nouex u nevyenu

[Ipenapar Jlopucta H mnpoTuBomokazaH il NOPUMEHEHUS Yy NAalMEHTOB C TSDKEIbIMHU
HapyHICHUSIMH (DYHKINHU TEYeHH U TsOKenbIMH Hapymenusmu ¢GyHkimuu nodek (KK ne Oomee
30 mur/muR) (cM. pazaen 4.3).

Dmbpuomokcuunocmo

[Ipumenenue nexkapcTBeHHBIX cpeacTB, BozxaekcTByrommx Ha PAAC, Bo Il u Il Tpumectpe
OEpEMEHHOCTH CHIDKAeT (DYHKIIMIO TTOYEK TUIONIA U YBEJIUYMBAET 3a00J€Ba€MOCTh U CMEPTHOCTD
IoAa ¥ HOBOPOXJICHHBIX. Pa3BUTHE OJIMTOrMIPAMHHUOHA MOXET OBITh ACCOLUHPOBAHO C
TUNOIUIa3Hel JIeTKUX Tioja U aAedopManusmMu ckenera. Bo3sMoxkHbIE HeXelaTelbHbIe peakiiuu
(HP) y HOBOpOXXIEHHBIX BKIIOYAIOT TUIOIUIA3UIO0 KOCTEH ueperna, aHypHio, apTepHaJIbHYIO
TUIMOTEH3UIO, TMOYEYHYI0 HEIOCTaTOYHOCTh M JeTalbHbI Hcxol. IIpum auarHocTupoBaHUU
o6epemennoctu npenapat Jlopucra H nomxen ObITh cpasy oTMeHeH (cM. paznaen 4.6.).

BcnoMorarenbHble BelliecTBa

Jlakmo3zvl monozudopam

ITarmeHTaM C penko BCTpEYAlOLIEHCs HACIEACTBEHHON HEMEPEHOCHMOCTBIO TalaKTO3bl,
JIePUITITOM JIaKTa3bl WIH TITFOKO30-TATAKTO3HON MaibabcopOIuei He cienyeT MPUHAUMATh 3TOT
mpemnapar.

4.5. B3aumopeiicTBHMe ¢ [PYrUMH JIE€KAPCTBEHHLIMM IpenapaTaMu HW JApPyrue BHIbI
B3auMMOAeicTBUS

T'unpoxmoporuasung

[Ipy  OoAHOBPEMEHHOM MPUMEHEHUH C THUAPOXJIOPOTUAZUIOM HEPEUHCICHHBIX Jajee
JIEKapCTBEHHBIX CPEACTB OMUCAHBI ClIeAyIOIune 3P PEKTHI:

Dmanon, bapbumypamsl u HapKOMUYeCKUe aHAIbSeMUKY — MOTYT MIOTEHIUPOBATh PUCK Pa3BUTHS
OPTOCTATUYECKOMN TUIIOTEH3UH.

T'unozcnuxemuueckue cpedcmea (IUid TIpHeMa BHYTPb M HMHCYIMH) — MOXET MOTPeOOBaThCS
KOPPEKITUS 103l THITOTITUKEMUYECKUX CPE/ICTB.

pyaue ecunomenzusHvle cpedcmea — aJAUTUBHBINA dPPEKT.

Konecmupamun u xonecmunon — B TPUCYTCTBUM AaHHOHHBIX OOMEHHBIX CMOJ BCAaChIBaHHE
THIPOXJIOpOTHA3HIa HapymaeTcs. KolecTupaMuH M KOJECTHUIION B Pa30BOW JI03€ CBS3BIBAIOT
TUIPOXJIOPOTHA3HT M YMEHBIIAIOT €r0 BCACHIBAHUE B JKEIIYA0UYHO-KUIIEYHOM TpakTe Ha 85 % u
43 % COOTBETCTBEHHO.

Kopmuxocmepouowl, adpenokopmukomponHulil 20pMOoH (KOPMUKOMPONUH) UNU 2AIUYUPPUSUHOBAS

Kucnoma (cooepacumcs 8 Kopre CoJ100KU) — BBIPaXKEHHOE CHIKEHHUE JIEKTPOJIUTOB, B YACTHOCTH,
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PHCK pa3BUTHUS THIIOKATHEMUH.
Ilpeccopnvie amunvl (Hanpumep, snurepur) — BOSMOKHO CHIDKCHHE BBIPQKCHHOCTH OTBETA Ha
BBEJICHUE TPECCOPHBIX aMHUHOB, HO HE HCKIIOYAIONIEe BO3MOXXKHOCTh HMX OJHOBPEMEHHOTO
MPUMEHEHUS.

Muopenaxcanmoi Hedenoaapuzyowe2o muna oeticmeus (Hanpumep, myooxKypaput) — BO3MOKHO
ycuienue 3 dexra MUOpeTakcanToB.

Jlumuti — JOAYpPETUKW CHIDKAIOT TOYEYHBIM KIMPEHC JHUTHS W TOBBINIAIOT PHUCK Pa3BUTHS
TOKCHUYECKOTO JAeicTBUs nuTHA. He pexomeHayeTcss WX OTHOBPEMEHHOE npuMmeHeHue. Jlo
Ha3HAYCHUS MIPETIapaToB JINTUS O0PAaTUTECh K MHCTPYKIIMH MO0 UX IIPUMEHEHHUIO.

Hecmepouonvie npomusogocnarumenvuvle npenapamst (HIIBII) (éxniouas uneubumopul
yuknookcueenasvi-2 (LJOI-2) — y Hexkotopbix nauuentoB HIIBIL, B Tom uucne cenekTuBHBbIE
uarubutoper  [IOI-2,  MoryT  cHWXaTh  JAUYPETUYECKHH,  HATPUHYPETUUYECKUU U
AQHTUTUNICPTEH3UBHBIN AP PEKT AUYPETUKOB.

VY HEKOTOpHIX MAIMEHTOB C HApYIIEHHOW (yHKIMEH Movek (HarpuMmep, y MalMeHTOB MOXKUIOTO
BO3pacTa WJIM NAlHMEHTOB C O0E3BOKMBAaHMEM, B TOM 4YHCJIE MPUHUMAIOUIMX JUYPETHUKH),
nosyyaBimmx Tteparmmto HIIBII, Bxmrouas wmarmOurtoper I[[OI-2, nedeHme aHTaroHWCTaMu
peuenropoB anruorensuna Il (APA II) niu unruOutopamu AIID moxer BbI3BaTh AaibHEHIIEe
yxyamenue pyaknun noyek, Bkmrovast pazsutue OIIH. Jlannbie ddekTbl 00bIMHO 00paTUMBI.
[ToaToMy OHOBpEMEHHOE NTPUMEHEHHE JaHHBIX JICKAPCTBEHHBIX CPEICTB JOHKHO MPOBOIUTHCS
C OCTOPO’KHOCTBIO y MAIMEHTOB C HAPYLICHHOHN (PyHKIMEH Mmovek.

Yeenuuenue ummepeana QT (nanpumep, XuHuOuH, NPOKAUHAMUO, AMUOOAPOH, COMAJON) —
MOBBIIIICHUE PUCKA PA3BUTHSI TUPYITHOH KEMyJOUKOBOH TaXUKAPIHH.

Jlexapcmeennvie npenapamvl, npumensOwuecs O AedeHus nooazpvl  (npobeneyuo,
CYIBOUHNUPAZOH, ANTONYPUHOT)

MoxeT nmoTpeGoBaThCsl KOPPEKLUS 03 YPUKO3YPUUECKUX JIEKAPCTBEHHBIX MPENapaToB, TaK Kak
THIPOXJIOPOTHA3H]T MOXKET TMOBBIIIATh KOHIIEHTPALUIO MOYEBOM KHCIIOTHI B CHIBOPOTKE KPOBH.
Moxer mnoTpeOoBaThCS  yBEIMYEHHE JI03bl  MpoOeHeuuza WM  CyJb(UHIUpa3oHa.
OnHOBpEMEHHOE TPUMEHEHHE THA3HIHOTO JWYPETUKA MOXKET YBEJIWYHUTh YaCTOTY Pa3BUTHS
peaxiuii TMIepYyBCTBUTEIIEHOCTH HA aJUTOMTyPHHO.

AHmuxonunepeuseckue npenapamsl (Hanpumep, amponun, ounepuoen)

VBenuueHne OHOJOCTYIIHOCTH THA3HIHBIX JTUYPETHKOB 33 CYET CHIDKCHHS MOTOPHKH
KEITYIOYHO-KUIIEYHOTO TPAKTA M CKOPOCTH OTIOPOKHEHUS HKEITyIKa.

Memunoona
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MUCaHbl  Cllydal  ICMOJMTHYECKOM  aHEeMHUH TPH  OJHOBPEMEHHOM  IPHUMEHEHUU
THIPOXJIOPOTHA3UIA U METHIIIOIIBI.
Luxnocnopun
[Ipr oHOBpPEMEHHOM MPUMEHEHHHM THA3UIHBIX JUYPETUKOB W IMKJIOCIIOPHHA YBEIMYHWBACTCS
PHUCK pa3BUTHS THIIEPYPUKEMHH U O0OOCTPEHHUS TTOIaTPhI.
Kapbamaszenun
Puck pazButusi cumntToMaTHueckoi runonarpuemMud. Heo0xoanmo HabmoieHne 3a COCTOSIHUEM
MAIMCHTa U KIIMHUYCCKIUMH MTOKa3aTeJIIMUA KPOBH TIAIIMEHTA.
Ilpenapamsi kanvyus
Tua3uaHble AMYPETUKH MOTYT MOBBIIIATH COACPKAHUE KAJIBIIUSA B KPOBH BCIICACTBHE CHIIKCHHS
BBIBEJICHHS HMOHOB KaJblUsl MOYKamMH. Eciy HEoOXOAMMO OJHOBPEMEHHOE Ha3HAUYCHUE
KaJbLIUHCOACPKAIIMX JIEKAPCTBEHHBIX CPEICTB, TO CJIEAYeT KOHTPOJMPOBATH COJCpPIKAHUE
KaJIbI[Usl B TUIa3ME€ KPOBH M KOPPEKTHUPOBATh 103y MPENapaTroB KaJbIUS COOTBETCTBYIOIIUM
obpazom.
Hoocooepacawue konmpacmuvle eujecmea
OO0e3BokMBaHWEe opraHu3Ma Ha (PoHE MpHeMa THA3UAHBIX JIUYPETUKOB YBEIUYHMBAET PUCK
pasButus OITH, ocoOeHHO TpH MPUMEHEHWH BBICOKMX 7103 Hojacoaepskammx BemecTB. [lepen
MPUMEHEHUEM HOJICOIePIKAIINX BEIIECTB HEOOX0IMMO KOMIIEHCHPOBATh MOTEPIO JKUIKOCTH.
Cepoeunvle enuxo3uovl
I'unokamueMusi MOXKET MOBBIIIATh YYBCTBUTCIBLHOCTh WIIM YBEJIMYMBATH PEAKIIUIO CO CTOPOHBI
cep/lla Ha TOKCHYECKOE BO3ICUCTBHE CEPACYHBIX TJIMKO3UIOB (HApPUMED, YBEIUYCHHUEC
KeIyI0YKOBOM BO30YIUMOCTH).
Ilepedosupoeka «nemuaegblmuy Ouypemukamu (Hanpumep, Qypocemuoom), KapOeHOKCOIOHOM,
crabumenbHuIMU cpedcmeamu
I'uapoxyopoTHasua MOXKET YBEIUYHUTh MIOTEPIO KU M/WUJIA MarHusl.
Lumocmamuxu (nanpumep, yuxiogochamuo, memompexcam)
Tuasuapl MOTYT CHH)KATh DKCKPEIHIO MOYKAMHU ITUTOTOKCUYECKHMX MPENapaToB M yCHIUBATh UX
MUEJIO0CYIPECCUBHBIE (P (EKTHI.
Jlozapran
B KIMHWUYECKHX WCCIEIOBAaHUAX 10 HM3YYCHHI0 (DAapMaKOKMHETUYECKHX B3aMMOJICHCTBUI
JICKAPCTBEHHBIX CPEJICTB HE OBbLIO BBISBICHO KIMHUYECKH 3HAYUMBIX B3aUMOJICHCTBHI JI03apTaHa
C THIPOXJOPOTHA3UAOM, JIUTOKCHHOM, BaphapuHOM, ITUMETUIMHOM H (QeHoO0apOnuTaIoM.
Pudamnumun, sBISSACH WHIYKTOPOM MeETaOOJIM3Ma JICKAPCTBEHHBIX CPEJICTB, CHIDKAET

KOHICHTpAIWIO aKTUBHOI'O MeTadoauTa Jlo3apTaHa B IUIa3M€ KpPOBHU. B xinmHHuYecKux
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UCCIICIOBAHMSX ObUIO W3ydeHO NpPUMEHEHHE JByX HWHruoutopos wuzodepmenta CYP3A4:
KETOKOHA30J1a ¥ dpuTpoMHIIMHA. KeToKOoHAa30I1 He BIMSUT HA METa0O0I3M JIo3apTaHa 0 aKTHBHOTO
MeTaboiuTa TOCIe BHYTPHBEHHOTO BBEICHMS JIO3apTaHA. JPUTPOMHUIMH HE OKAa3bIBaJ
KJIMHUYECKU 3HauMMoro 3¢ddexra npu mpueme jo3apTaHa BHYTpb. DIyKoHa30J], MHTHOUTOP
nzodepmenta CYP2CY, cHIKaeT KOHIEHTPAIMIO aKTUBHOTO METa0OIMTa JI03apTaHa, OJIHAKO
(dhapMakogHAMHUYECKasi 3HAYUMOCTh OJTHOBPEMEHHOTO MPUMEHEHUS JI03apTaHa ¥ MHTHOUTOPOB
nzopepmenta CYP2C9 ne usyuena. [lokazaHo, 4TO y MaIMEeHTOB, HE META0OIM3UPYIOIIHUX
JI03apTaH B aKTHBHBIA META0OJIUT, UMEETCSl OUeHb PEAKUN U cieUpUUYHbIN AedeKT n3opepmenTa
CYP2C9. DTt nmanHHBIE MAIOT BO3MOXKHOCTH MPEIIOJaraTh, 4TO METa0OJIM3M J03apTaHa [0
aKTHUBHOTO MeTabonuTa ocymiecTBiusercss wu3odpepmentom CYP2C9, a He wu3odepMeHTOM
CYP3A4.

OnHOBpEeMEHHOE PUMEHEHHE JI03apTaHa, KaK M IPYTUX JICKAPCTBEHHBIX CPEICTB, OJIOKUPYIOIINX
anrvoreHsvd [l wmm ero sddekTs, ¢ KanuiicOeperaromuMyu JTUypeTHKaMu (HampuMep,
CHMPOHOJIAKTOH, TPUAMTEPEH, aMHJIOpUA), KaJauiicoaep KaluM1 100aBKaMH, COJISIMU Kallusl WK
JPYTMMH TIpenaparaMu, KOTOPbIE MOTYT YBEJIMYUTH COJIEPKaHHME Kajusi B CHIBOPOTKE KPOBU
(Hampumep, TpenapaTthl, COJIEpKaIlhe TPUMETONPHM), MOXET NPUBOIUTH K YBEIUYCHHUIO
COJIEpKaHUsI KaJlusl B CBIBOPOTKE KPOBHU.

Kak u nmpu nmpuMeHeHuM ApYyrux JIEKapCTBEHHBIX CPEACTB, BIMSAIOIIMX HA BBIBEJICHUE HATpuS,
JI03apTaH MOXKET CHWXKATh BbIBeAeHHUE JUTUA. [loaTOMy mpu OJHOBPEMEHHOM MPUMEHEHHUH
npenapatoB Jutus U APA Il HE00X0MMO TIIATEIbHO MOHMTOPUPOBATH COAEPIKAHUE JUTHUSA B
CBIBOPOTKE KPOBH.

HIIBII, B Tom uncne cenektuBHbie HHTHOUTOPHI LIOI'-2, MoryT cHmXaTh 3¢ ekt nunypeTnkoB u
JPYruX TUMIOTEH3UBHBIX cpeAcTB. BeneactBue storo anturunepren3uBHbii d¢pdext APA I unu
naruoutopos AII® moxer ObITh OciabneH npu ogHoBpeMeHHoM npuMmeHennn ¢ HIIBIL, B Tom
YHCIIe C CeIeKTUBHBIMU HHrHONTOpamu L{OI-2.

VYV HEKOTOpBIX MAIMEHTOB C HApYIIEHHOW (yHKIMEH Movek (HarpuMmep, y MalueHTOB MOKUIOTO
BO3pacTa WJIM MAalUUEHTOB € O0€3BOKMBAHUMEM, B TOM 4YHCJIE NPUHUMAIOIIUX JUYPETHKH),
nosydatormux  teparmmro  HIIBIT, B Tom 4mcne cemektuBHBIME uwHTHOMTOpamu [[OI-2,
onHoBpeMeHHoe mpuMeHeHHe APA Il winm wmarnbutopor AIID MokeT BBI3BaTh JabHEHIIEE
yxyamenne GyHKIUM nodek, Bkmoyas passutue OITH. JlanHble 23ddexTsl 00bIYHO 00paTHMBI,
MIO3TOMY OJTHOBPEMEHHOE PUMEHEHNE JaHHBIX JIEKAPCTBEHHBIX CPEJICTB JOKHO MPOBOJIUTHCS C
OCTOPO’KHOCTBIO y MAIMEHTOB C HAPYIICHHON (yHKIHEH TTOYeK.

JBoiinas Onokaga PAAC c npumenenuem APA II, unruburopoB AIlI® wnu anmckupeHa
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(MHTUOMTOpP pPEHHHA) acCOLMUPOBAaHA C IMOBBIIIEHHBIM PHUCKOM pa3BUTHUS apTEpUABHOM
TUTIOTEH3WH, 0OMOPOKa, THIIEPKATHEMHN U HapymeHud GyHkn modek (B Tom gucie OITH) mo
CpaBHEHHIO ¢ MoOHOTepanueil. HeoOxomum perymsipueiii koHTpoiab AJl, GyHKIMH TIOYEK H
COJIEp’KaHMs AJNEKTPOJUTOB B IJJa3Me€ KPOBH Yy NAIlMEHTOB, MPUHUMAIOIIUX OJHOBPEMEHHO
npenapar Jlopucra H u npyrue nekapctBeHHble cpenctBa, Biausitomne Ha PAAC. Ilpenmapat
Jlopucra H He noyKeH NPUMEHSTHCS OJHOBPEMEHHO C aJINCKUPEHOM Y MAlMEHTOB C CaXxapHbIM
nuadetoMm. OxnoBpemenHoe npumenenue APA Il ¢ mpenmaparamu, coiep:KaluMHu adTUCKUPEH,
MIPOTHBOIOKA3aHO Y MAIMEHTOB C CAXapHBIM AUA0ETOM W/WIIM C YMEPEHHBIMHU W/WIN TSHKEIBIMH
HapymenusmMu pynkiun nouek (CK® menee 60 mu/mun/1,73 M* muomaay HOBEPXHOCTH TeJa).
OpnnoBpemennoe npumenenne APA Il ¢ uaru6uropamu AII® npoTHBONOKa3aHO Y MAIIUEHTOB C
nuabernueckor Hedponatuel (cm. pasznen 4.3.).

I'peiindpyToBHIil COK COMEPKUT BELIECTBA, KOTOpBIe HHTHOUpYIo n3opepmentsl CYP450 u MoryT
CHIDKAaTh KOHIIGHTPALMIO aKTUBHOTO MeTaboimuTa Jlo3apTaHa, 4YTO MOXKET CHHU3UTH
TepaneBTudeckuii dpdexr. Bo Bpems mpuema mnpemapata Jlopucta H crnemyer wuszberath
yIOTpeOIeHUsI TPEHTIPPYTOBOTO COKA.

4.6. ®epTUIBHOCTD, 0EPEMEHHOCTH M JIAKTAUS

bepemenHOCTD

[Tpumenenue npenapata Jlopucra H nporrBonokazano npu 6epeMeHHOCTH.

[Tpu numanupoBaHuM GEPEMEHHOCTH PEKOMEHIYETCs MAIMEHTKY MEePEeBECTH Ha albTEPHATUBHYIO
TUIMOTEH3UBHYIO Tepamuio ¢ yderoM mnpoduias Oe3omacHOCTH. B ciyyae moaTBepkIeHUS
OepeMEHHOCTH cjenyeT NpekpaTuTh npueM mnpenapata Jlopucra H u mpu HeoOXoaumocTH
MEePEBECTU Ha aJTbTEPHATUBHYIO THIIOTEH3UBHYIO TEPAIHIO.

[Ipenapar Jlopucra H, kak u apyrue cpe/icTBa, okasbiBaromuye npsimoe BosneicTeue Ha PAAC,
MoxeT Bb3bIBaTh HP y miona (HapymeHue GyHKIUH MOYEK, 3aMeJICHHe OKOCTEHEHUsI KOCTEH
Yyeperna IUIOJA, OJIMTOTHAPAMHUOH) M HEOHATalbHbIE TOKCHYECKHE A(PQeKThl (modeyHas
HEJOCTaTOYHOCTb, apTepuaibHas TUIOTEH3Us, Tunepkaiuemus). Eciau Bce ke NpUMEHSIN
npemapar Jlopucta H Bo II-III TpumecTpax OepeMeHHOCTH, TO HEOOXOIUMO TPOBECTH
YJIBTPa3ByKOBOE MCCIIEA0BAHUE ITOUYEK U KOCTEH Yepena IUIoa.

JOKIMHNYECKUX JaHHBIX HEJOCTATOYHO.

CymecTByeT orpaHMYEHHBIA ONBIT MPUMEHEHUS THAPOXJIOPOTHA3HIA BO BpeMsl OEpeMEHHOCTH
(ocobenno B I tpumectpe). ['mapoxiiopoTHasu] TPOHUKACT dYepe3 IUIAllCHTApHBIA Oaphep,
ompenensieTcs B MyNoBUHHOW KpoBH. C ydeToM MexaHU3Ma (PapMakoJIOTHYECKOTO JIEHCTBHS
THIpOXJIopoTHa3uaa, ero npumeHenue Bo Il u III TpumecTpax GepeMEHHOCTH MOXKET HapyliaTh

(herorutanieHTapHy0 TIepPy3UI0 ¥ MPUBOJUTH K PAa3BUTHIO Y IJI0JIa ¥ HOBOPOXKIECHHOTO TaKHUX
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OCJIOKHCHMM, KaK JKCITyXa, HAPYIICHUS BOJHO-3JIEKTPOJIUTHOTO OanaHca U TPOMOOIMTOIEHHUSI.
OrnrcaHbl cy4yan pa3BUTHs TPOMOOITUTOIICHUN Y HOBOPOXKJACHHBIX, MATEPH KOTOPBIX MOIydaan
THA3UIHBIE TUYPETUKH.

[IpumeHeHne  THAPOXJIIOPOTHA3WIa  BO  BpeMs  OEpPeMEHHOCTH  MPOTHUBOIOKA3aHO.
I'uapoxnopoTrasu HeNb3si NPUMEHSTD ISl JIEYEHUS] T€CTO30B BTOPOM TOJIOBUHBI OEPEMEHHOCTH
(otexu, aprepuaibHash THUIEPTEH3US WM MPEdKIAMIICHS), TaK KaKk OH YBEJIMYMBAET PHUCK
camwkenns OLK u muranienTapHO# runonepdys3un, HO HE OKa3bIBaeT OJATOMPUATHOTO BIMSAHUS Ha
TEUYEHHE YKa3aHHBIX OCJIOXHEHHH OepeMEeHHOCTH. J(MypeTHKH He MpeAOoTBpAIalOT pa3BUTHE
TeCTO30B.

JlakTanus

IIpenapat Jlopucta H nmpoTuBomoka3an B nepuoj rpyAHOTO BCKapMIIMBAHUS, TaK KaK HET OMbITa
npuMeHeHusl. PexomeHayeTcss MpUMEHEHHE APYTuX TUMOTCH3UBHBIX MPENaparoB € y4ETOM
npoduns 6e3onacHocT. HensBecTHO, BBIAETSETCS JIM J103aPTaH C TPYIHBIM MOJIOKOM.
I'uapoxnopoTrasua NPOHUKAET B MATEPHHCKOE MOJIOKO, B CBSI3U C UEM €r0 MPUMEHEHHE B TIEPUO]T
TPYJHOTO BCKapMJIMBaHUS MPOTHUBOMNOKa3aHo. Eciiv mpuMeHeHne TupoXJIOpOTHa3nu/ia B MEPUO/T
JAKTAllMd ~ ABISIETCS  aOCOJMIOTHO  HEOOXOAMMBIM, TO CJEIyeT TPEKpPaTHTh TPYIHOE
BCKapMJIMBaHHE.

4.7. BansiHue Ha CIOCOOHOCTH YNPABJSATH TPAHCNOPTHBIMM CpeJCTBaMHM M padoTarb ¢
MeXaHU3MaMHU

B nauane tepanuu npenapar Jlopucta H MoxeT BeI3bIBaTh CHIDKEHUE AJl, TOJTOBOKPYXEHHE HIIH
COHJIMBOCTh, TAKUM 00pa3oM, KOCBEHHO MOBIIUATH HA TICUXO3MOIIMOHAIBHOE COCTOsTHUE. B 1emsax
0e30MacHOCTH Mepe] HayalloM JesATENbHOCTH, TPeOYIOIIeH MOBBINIEHHOTO BHUMAaHUS, TAllMeHTHI
JIOJDKHBI CHAaYaia OIleHUTh CBOIO PEAKIIMIO Ha MMPOBOJIMMOE JICUEHHE.

4.8. Hexkenare/ibHbIE peaKIun

Pesrome npodmiig 6€30m1acHOCTH

B KIMHUYECKMX WCCIIEOBaHUSX C KOMOWHAIMEH THAPOXJIOPOTHA3Wi + JI03apTaH He
Habmoganoce HP, cneumpuunbix st manHoro KoMOWHUpoOBaHHOTO mpemapara. HP
OTPaHUYMBAIUCH TEMH, O KOTOPBIX YyXK€ COOOLIaloch MPH NPUMEHEHHUHU J03apTaHa /WM
ruApoxiiopoTnasuaa B oraenbHoctH. Cymmaphas yactora HP, o xoTtopsix cooOmmanocs mnpu
NPUMEHEHUH JaHHOW KOMOMHamuu, ObUIa CONOCTaBUMA C TAKOBOM NMpU MPHUMEHEHUH Iuiane6o.
YacToTa OTMEHBI Tepanmuu OblIa TAK)KE COMOCTABUMA C TAKOBOHW y MAaIllMEHTOB, MPUHUMABIINX
iane0o.

B menom tepamms komMOMHAIMeW THIPOXJIOPOTHA3W] + JI03apTaH IMEPEHOCHSIAch xopomio. B
OoNbIIMHCTBE ciiydyaeB HP ObumM JnerkuMu, HOCHIM TPEXOMASIINNA XapakTep W He TpeOoBamu

OTMCHBbI TCpaIlu.
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B KOHTpOIMpYyeMBbIX KIMHUYECKMX HCCIEAOBAaHUSAX MPH JICUEHUU apTepUalbHON TUIEPTECH3UU
rOJIOBOKPYKEHHE ObUIO €JMHCTBEHHOM CBs3aHHOW ¢ mpueMoM mpenapara HP, yacrora koropoit
IIpeBbIIIAJIa TAKOBYIO MpU Ipueme mianedo oosnpmie yem Ha 1 %.

Kak 0110 TOKa3aHO B KOHTPOIMPYEMBIX KIMHUYECKUX HCCIICAOBAHUSAX, JI03apTaH B KOMOMHAITNH
C THUAPOXJIOPOTHA3UIOM B II€JIOM XOpOIIO MEPEHOCUTCS Yy MAIMEHTOB C apTepHaIbHOU
THIIEpTeH3UeN u runeprpodueii seoro xemynouka. Hanbonee vacteivu HP 6butn cuctemuoe u
HECHCTEMHOE I'OJIOBOKPYKEHHUE, CIa00CTh/TIOBBIIIEHHAs yTOMIISIEMOCTb.

B Xxozme mocTperucTpalioHHOrO MPUMEHEHUs Ipenapara, IPOBEICHHBIX KIMHUYECKUX
UCCIIEIOBAaHUIN W/UIIM MOCTPErUCTPALMOHHOIO IPUMEHEHHSI OT/ICJIbHBIX aKTUBHBIX KOMIIOHEHTOB
npernapaTa cooOIIaIoch O CISIYIOMIUX JONOIHUTEIbHBIX HOOOYHBIX PEAKIIUAX.

TabmuuHOE pe3roMe HekelaTeIbHBIX PeaKIni

YacroTa BCTpeUaeMOCTH OIpeNeieHa CieayrolmuM oOpa3oM: odeHb yacto (> 1/10), wacto
(ot > 1/100 mo < 1/10), meuacto (ot > 1/1000 mo < 1/100), peaxo (ot > 1/10000 mo < 1/1000),
oueHb penko (< 1/10000), yacroTa Hew3BecTHa (Ha OCHOBAaHWHM WUMECIOIIMXCS JAHHBIX OICHHUTH
HEBO3MOJKHO).

HP crpynmupoBaHbl B COOTBETCTBUHU C TIOPSIKOM Ha OCHOBAHWW CHCTEMHO-OPTaHHBIX KJIACCOB

(COK).

Tuopoxnopomuaszuo

COK HP I'mapoxnopotuasznn
JloOpokavecTBeHHBIE, HemenanomHBIM pak koxu | YacToTa HEeU3BECTHA
3710Ka4Ye€CTBEHHEIC U | (6a3aIbHOKIIETOYHAS KaplyuHoMa H
HEYTOYHEHHBIC MJIOCKOKJIETOYHAS KapIIMHOMA)

HOBOOOpa30BaHus (BKIIIOYast

KHUCTBI U HOJ'II/IHLI)

Hapymenuss co croponsl | Atiactuueckas aHemusi, remonutudeckas | Hewacto
KpOBH H JUM(pATHUECKON | aHEMUs, ICHKOTICHHUS, arpaHyIOIHUTO3

CHCTCMbI

Hapymienuss co croponsl | AHaUIAKTHYECKUE PEaKIIUN Penko

UMMYHHOU CHCTEMBI

Hapymenus merabonusma u | AHOpeKcHs, runepriavkemus, | Hewacro
NUTaHUS TUNEpYpPUKEMUs], HapylleHus OajaHca
JJIEKTPOJIUTOB KPOBH, B TOM 4YHCIE

TUIIOHATPUEMHUS U TUIIOKAJIMCMUSL

Ilcuxuueckue HapyLICHUS becconnnna Hewacto
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Hapymenuss co cropons! | Kcanrtoncus, mnpexonsmiee Hapymenue | Heuacto

opraHa 3peHust (b OKyCHUPOBKH 3peHUs
XopuoHanbHBIA BBINOT, OCTpass MUONM, | HacToTa HEU3BECTHA
BTOPHUYHAsA 3aKPBITOYTOJIbHAS [JIAYKOMa

Hapymenuss co cropons! | Hekpotudeckuit ~ anruut  (BackynuT), | Hedacrto

COCYyZI0B KOXKHBIN BaCKYJIHUT

Hapymienuss co cropoHsl | PecnupaTopHbIi JacTpecc-cuHapoM, | Hewacto

JbIXaTEeIbHON CHCTEMBI, | THEBMOHUT, OTEK JIETKUX

OpraHoOB TPYAHON KIETKH U

OPJIC (c™. paznen 4.4.)

Ouens penko

CpenoCTeHUS
KenynouHo-kuiieqHbie CuamaneHuT, TOITHOTA, pPBOTa, auapes, | Hewacto
HapyLIeHUs 3amnop

Hapymenuss co cropons! | Tokcuyeckuil snuaepMaibHblii Hekposus, | Hedacto

KOJKH Y IIOJIKOKHBIX TKaHEH

(dhoToceHCHOMTU3aIHS

Bonyano4yHo-1moA00HBIH CHHIPOM

YacToTa HEU3BECTHA

Hapymenuss co cropoHsl | MblleyHble CyA0pPOrH Heuacto
MBIIIEYHOM, CKEIETHOM U
COEIMHUTEIbHON TKAaHU
Hapymenuss co croponsl | [mroko3ypus, HapymieHus ¢GyHKuu moyek, | Hedacto
MOYeK M MOYEBBIBOSIINX | HHTEPCTUIIUAIBHBIA  HEPpPUT, TOYEHHAsS
IIyTeu HEJI0CTaTOYHOCTh
O6mme  wHapymenus  u | Jlmxopaaka Yacro
peaKlMK B MECTE BBEICHUS
Jlozapman

COK HP JlozapTan
Hapymienuss co cTopoHbl | AHEMUS Heuacto
KpoBU U JuMdarudeckoi | TpoMOOIUTONICHUS YacToTa HEU3BECTHA
CUCTEMBbI
Hapymenuss co cropoHs! | AHaMIIaKTHUECKHUE peakuuy, | Penko

HMMYHHOﬁ CUCTEMBI

aHFI/IOHCBpOTI/Iqe(IKI/Iﬁ OTCK, BKJINOYasA OTCK

ropTaHu u T'OJIOCOBBIX CKJIaao0K C

pasBUTHEM OOCTPYKIMHM  JBIXaTEJbHBIX
IyTeH W/Win OTeK JInIa, Ty0, TIOTKH W/UIn

si3BIKa. Y HCKOTOPLIX M3 3TUX IMMAIHUCHTOB
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HAMEIINCh YKa3aHUs Ha  pa3BUTHUE
AHTMOHEBPOTHUYECKOTO OTEKa B aHAMHE3e
[P NPUMEHEHHUU APYTUX JIEKAPCTBEHHBIX

CpEeICTB, B TOM 4Hciie uHruoutopos AIlD

AHadurakTHYeCKUe pPEeaKINH Penxo
Hapymenus merabonmu3ma u | AHOpeKCHS Heuacto
MIATaHUsA
[Icuxuueckne HapyIIeHHUs becconnuna Yacro
becnokoncTBO YacToTa HEU3BECTHA
Hapymenuss co cropons! | ['onoBHas 6016 Yacro
HEPBHOU CUCTEMBI Murpensb, napecre3us Heuacto
Hucres3us YacToTa HEU3BECTHA
Hapymenuss co croponsl | [Ipexoasmee Hapymenue ¢okycupoBku | Hedacto
oprasa 3peHus 3pEHHUs
Hapymenuss co cropons! | OmymieHue cepaieOneHus, Taxukapaus Heuacto
cepaua
Hapymenus co cropons! | [Jo3o3aBucuMas oprocTaTndeckas | HactoTa HEM3BECTHA
COCYyZI0B TUTIOTEH3US
Hapymenuss co cropons! | Kamens, 3a0xeHHOCTS HOCaA, HapywmeHus | Yacto
JbIXaTeIbHOM CHCTEMBI, | CO CTOPOHBI HOCOBBIX Ta3yX (CHHYCHT),
OpPraHoOB T'PYIHOHN KIETKU W | WH(GEKINN BEPXHHUX JbIXaTeIbHbBIX MyTei
CPEAOCTEHUS DapuHTUT Heuacto
KenynouHo-kuiIeyHbIE Hucnencus, 06oxab B >KuUBOTe, nuapes, | Yacto
HapyLeHUs TOIIHOTA
3anop, pBora Heuacto
[Tankpeatut, 330¢areanpHblii  peduroke, | YacToTa Hem3BecTHA
KEITYAOUHO-KHUIIIEYHAass KOJTUKa
Hapymenuss co cropons! | I'enatut, >xentyxa (BHyTpumedeHouHas | YacTtora HEM3BECTHA

TICYCHU U KCIIYCBBIBOOAIINX

nyrei

XOJIECTAaTUUECKasl HKENTyXa), HapylIeHHe

GYHKIMY IeUYeHH

Hapymienuss co cTOpOHBI

KOJKH Y IIOJIKOKHBIX TKaHEH

Koxnas cplnib, KOKHBIM 3y, myprypa (B
ToM uucie myprypa lllenneiina-I'enoxa),
KpaliBHHUIIA, PUTPOLEPMUS,

(hoToceHcHOMTM3aUS

Heuacto
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Hapymenuss co cropons! | bone B chnuHe, MbllieuHble cyaopord, | Hacto

MBIIIEYHON, CKEJIeTHOM | | MHAITHS

COEIMHUTEIbHOM TKaHU Aptpanrus Heuacro
MplieuHble cria3Mbl Yacrora Heu3BecTHA
Hapymenuss co CTOpOHBI | DpeKTWIbHAs TUCHYHKIHMS/UMIOTEHIINS Heuacto

PENPOSLYKTUBHOW CHUCTEMBI

1 MOJIOYHBIX XKCJIC3

O6mme  wHapymenus  u | bonb B rpymu, cmabocTh Yacro

peakuuu B MecTe BBeaeHUs | OTeku, Tuxopaaka Heuacro
Henomoranue YacroTa Heus3BecTHA

JlaGoparopHsie u | [loBbIieHue aktuBHoctu | Penko

MHCTPYMEHTAJIbHbIC JaHHbIE | amaHMHaMuHoOTpaHchepazsl  (AJIT) B

Ij1a3Me KpOBH

Jlabopamopnvie noxazamenu

B KOHTpoOmMpyeMbIX KIMHUYECKHX HWCCICJOBaHMAX Ha (oHE TpueMa KOMOHWHAIIUU
THAPOXJIOPOTHA3U + JI03apTaH PENKO HAOMIOJAINCh KIMHUYECKH 3HAYMMblE HW3MEHEHUS
CTaHIIAPTHBIX JTa0OpaTOPHBIX TMoKa3aTeneil. [ nnepkammemus (comepKaHue Kallvs B CHIBOPOTKE
KpoBH > 5,5 MakB/1) Habmromanace y 0,7 % manueHToB, OJHAKO B JAHHBIX HCCIEIOBAHUSIX HE
OBUIO HEOOXOJUMOCTH OTMEHBI JAaHHOW KOMOWHAIIMHM W3-32 BO3HUKHOBEHUS THIICPKATHEMUHU.
[ToBpIlIIeHHE CHIBOPOTOYHOW AKTHBHOCTH allaHMHAMUHOTpaHc(epas3bl HAOIIONAIOCh PENKO M
00BIYHO BO3BpAlAJIaCh K HOPME IOCJI€ OTMEHbI TEPAIIHH.

COO6IIICHI/IC 0 MOA03PEBACMBIX HEKCIIATCIBbHBIX PCAKITUAX

BaxHo coo0mare O MOJ03PEBACMbIX HEXKEIATEIbHBIX PEAKLUSIX II0CJIEe PErucTpaluu
JIEKApCTBEHHOT'O TIperapara ¢ IeJbi0 00eCIIeYeHUs] HENPEPBIBHOIO MOHUTOPHHTA COOTHOLICHUS
«T0JIb3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeIUIUHCKUM pPa0OTHUKAM PEKOMEHIYETCS
coo0mare 0 JHOBIX MOJ03PEBAEMBIX HEKENATEIBHBIX PEAKIHIX JICKApCTBEHHOIO Iperapara
4yepe3 HalMOHAIBHBIC CHCTEMbI COOOIICHUS O HEXENATeIbHBIX PEaKIHUAX rOCyJapCTB — YICHOB
EBpa3niickoro 5KOHOMHUYECKOr0 CO03a.

Poccuiickas @edepayus

109012, r. Mockga, CnaBsiHckast mi., 1. 4, ctp. 1

DenepanbHas ciayx0a 1Mo HaA30py B cdepe 3ApaBOOXpaHEHUS

Ten.: +7 (800) 550 99 03

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

Be0-caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa berapyco
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D 20315 r=rMarrcsgod oBapHieckuii mep., 1. 2a

Pecniybnukanckoe  yHutapHoe npenanpustue  «LleHTp sKkcmepTM3 M HMCHOBITaHUH B
3/IpaBOOXPaHEHUN

Ten.: +375 (17) 242 00 29

Anpec 311. moutsl: repl@rceth.by

Be6-caiit: www.rceth.by

Pecnybnuxa Kazaxcman

010000, pation baiikonsip, T. ActaHa, yi. A. manosa, 1. 13, BI| «Hypcaynet 2»

PI'TI na IIXB «HarmuoHansHBIN IIEHTP DKCIEPTU3BI JIEKAPCTBEHHBIX CPEJICTB M MEIUIIMHCKUX
u3nenuity Komurera MeauIMHCKOTO M (apMaleBTHYECKOTO KOHTPOJIs MUHUCTEpCTBa
3npaBooxpaHenus Pecnyonuku Kazaxcran

Ten.: +7 7172235 135

Anpec 31. moursl: farm@dari.kz

Be6-caiit: www.ndda.kz

Pecnybnuxa Apmenus

0051, r. EpeBan, nip. Komwuraca, 1. 49/5

«Hay4dHbIif TEHTp SKCHEPTU3bI JIEKAPCTB W MEIUIIMHCKAX TEXHOJOTUH WMEHHM aKaJeMHKa
9. lNabpuensHay

Ten.: +374 60 83 00 73

Anpec o11. moutel: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

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

Kuipevizckas Pecnybnuxa

720044, Uyiickas obnacts, T. bumkek, yi. 3-sa Jluawus, 1. 25

JlemapTaMeHT JIEKapCTBEHHBIX CPEJCTB U MEAMLIMHCKUX U3JEIUN

Ten.: +996 (312) 21 92 86

Anpec a11. moutsl: dlsmi@pharm.kg

Be6-caiiT: www.pharm.kg

4.9. Ilepeno3npoBka

I'mopoxiaoporuasun + jjo3apTad

Wudopmarun o nepeao3npoBke KOMOMHAIMEN THAPOXJIOPOTHA3H + JI03apTaH HET.

Jleuenue: cuMmnToMaTuyeckas W nojaepxuBaromas tepanus. CienyeT OTMEHUTh Mpernapar
Jlopucta H u TmarensHo HabmoaaTh 3a cocTosiHUEM HanueHTa. [Ipu Heo6XoauMOoCTH: BRI3BAaTh
pBOTY (eciaM MalMeHT HelaBHO MpHUHsI mpenapar), BocnoaHuTh OLIK, mpoBectu koppekiuio
HapyILIEHUI BOJHO-3JIEKTPOIUTHOTO 0OMEHA M BBIPAXKEHHOTO CHIKeHUS A/l

T'uapoxnoporuasua
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Citmmmonol.  Hanooee 4aCThIMU TMPOSIBICHUSIMU  NEPEIO3UPOBKU  TUIPOXIOPOTHAZUIOM
ABJIAFOTCSL ~ YBEJIMYEHUE JIHype3a, COINPOBOKIAIOLIEECS OCTPOM  IMOTEpEeN  KMIKOCTH
(meruzmparanusi) W DJEKTPOJUTHBIMH  HApyIIEHUSMH  (TUIIOKAJIMEMUS, TMIIOHATPUEMMS,
runoxjopemusi). Ilepeno3upoBka TIHUAPOXJIOPOTHAZHIOM MOXKET IPOSABIATHCA CIETYOUIUMHU
CHMITOMAaMU:

®  CO CTOPOHBI CEP/ICUHO-COCYIUCTON CUCTEMBI: TaXUKapaus, CHIKeHue AJl, mok;

® CO CTOPOHBI HEPBHOM CHCTEMBI: CIa0OCTh, CHYTAHHOCTh CO3HAHMSA, TOJIOBOKPYXEHHE U
CIIa3Mbl UKPOHOXHBIX MBIIIL, TAPECTE3Us], HAPYLIEHUE CO3HAHUS, YCTaI0CTbh;

e co croponsl JKKT: TomHoTa, pBOTa, )KaxKaa;

® CO CTOPOHBI OYEK U MOYEBBIBOMAAIINX MyTEH: TOIUYPHsI, OJIUTYPHS WU aHypus (M3-3a
TEMOKOHIICHTPAIINH ).

e jabopaTopHble MOKa3aTeNu: TUIOKAIMEMUS, TUIIOHATPUEMUS], TUTIOXJIOPEMUS], aJKaI03,
MOBBIIIEHHOE COJIEp’KaHUE a30Ta MOUEBUHBI B KPOBU (OCOOCHHO Yy MALIMEHTOB C MOYEYHOMN
HE/I0CTaTOYHOCTHIO).

Jleuenue: TIpU NEPENO3UPOBKE MPOBOJUTCS CHUMIITOMAaTHYECKass W MOAIEP/KUBAIOIIAs TEparusl.
Ecnu npenapar Obl1 IPUHAT HEJABHO, JUISl BBIBEACHUS THAPOXIOPOTHA3H/IA TOKA3aHbI HHAYKIIHS
PBOTHI WMJIM MPOMBIBaHHE XKelyaka. AOCOpOIHUIO THAPOXJIOPOTHA3WAAa MOXXKHO YMEHBIIUTH
MpPUEMOM BHYTPb AaKTUBHPOBAaHHOTO yris. B cmydae cHuxenuss AJl wim 1moka ciemyer
BocriosiHUTh OLIK (TryTem BBeneHHS M1a3M03aMEIAONINX KUAKOCTEH ) U IEDUIUT IIEKTPOIUTOB
(xammii, HaTpuit). [Ipu mpIXaTenbHOW HEJOCTATOYHOCTH TOKa3aHa WHTAJSIUS KUCIOPOAa WIIH
MCKYCCTBEHHAs! BEHTWIALUS JieTKuxX. CleayeT KOHTPOJIUPOBATh BOIHO-3JIEKTPOIUTHBIN OanaHC
(oco0eHHO cozep)kaHue Kajusi B CBIBOPOTKE KPOBH) U (PYHKIMIO TOYEK 0 MX HOpMAalU3alluu.
Crenuduueckoro aHTuaoTa HeT. ['MAPOXJIOpPOTHA3UA BBHIBOJUTCS NMPH TEeMOIUANIN3E, OIHAKO
CTEIICHb €T0 BBIBEICHUSA HE YCTAaHOBJICHA.

JlozapraH (gaHHbIE OrPaHUYEHBI

Cumnmomul: BeIpaxkeHHOE CHIKeHHe AJl, Taxukapusi, BO3MOXHa Opaaukapans, 00yclIoBIeHHas
apacuMIaTHYECKON (BarycHas) CTUMYJISLIUEH.

Jleyenue: cuMnTOMaTHYECKAs TEPAITUS, FeMOINATN3 HEI(PEKTHBEH.

5. ®APMAKOJIOTMYECKHE CBOMCTBA
5.1. ®apmakoauHaMuyecKue CBOiicTBa
dapmakoTepaneBTHUECKasi TPYIIa: CPEACTBA, JEHCTBYIONIME HAa PEHWH-aHTHOTEH3WHOBYIO
CHUCTEMY; aHTaroHUcTol perentopoB anruoteHsuHa I (APA II), komOuHanmu; aHTarOHUCTHI

pelienTopoB aHruoTeH3uHa Il u nuypeTuxu

Kog ATX: CO9DAO1
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CXaHH3M JCUCTBUA

Tuopoxnopomuasuo

MexaHnu3M aHTUTUIIEPTEH3UBHOTO JEHUCTBUS THA3MJOB HEW3BECTEH. Tua3uabl OOBIYHO HE
OKa3bIBAIOT BIMSHHS HA HOPMaJIbHBIN ypoBeHb A/l

I'uapoxnopoTnasu siBIsieTCsl TMYPETUKOM U THIIOTEH3UBHBIM cpeAcTBOM. OH BO3JEHCTBYET Ha
peabcopOIMI0  JJEKTPOJIMTOB B NUCTATBHBIX  KaHAIbIAX TMMOYeK. [ HIpoxiiopoTHasui
NpUOIM3UTETFHO B PAaBHOW CTEMEHW YBEIMYMBACT OKCKPEIHMI0O HMOHOB HATpUS W XJIOpa.
Hatpuiifype3 MOXeT COMpOBOKAATHCS HEOOMBIION MOTepell MOHOB Kanus U OukapOoHata. [Ipu
npueMe BHYTPb IUypeTHUECKU 3P PEKT pa3BUBACTCS B TE€UCHHE 2 YACOB, JOCTHTAaeT MAaKCUMyMa
B Cpe/IHEM uepe3 4 yaca U pooipKaeTcs ot 6 1o 12 Jacos.

Jlozapman

AmnrunotensuH Il aBnsieTcst MOIIHBIM Ba30KOHCTPUKTOPOM, TJIaBHBIM aKTUBHBIM ropMoHOM PAAC,
a TaKKe PELIAloIUM MaTOPU3UOIOTMUECKUM 3BEHOM IIPU Pa3BUTHUU apTEPUaIbHON TMIIEPTEH3UM.
Anrnorensut Il cBsspBaercs ¢ ATi-peuentopamu, HaXOASIIMMHUCS BO MHOTMX TKaHAX (B
IVIAJIKOMBIIIEYHBIX TKAHAX COCYIOB, B HAJIOYEYHUKAX, IOYKAX M CEpALE), U BBIIOJIHAET
HECKOJIKO BaKHBIX OMOJOTHMYECKUX (DYHKITHH, BKJIFOUYAs BA3OKOHCTPHUKIIUIO U BBICBOOOXKICHHE
ansaocrepona. Kpome storo, anrnortensuH Il ctumynupyeTr pazpacTaHue TIaJKOMBIIIEYHBIX
kieTok. AT>-perienTopsl — BTOpPO THI PELENTOPOB, C KOTOPHIMH CBSI3bIBACTCSl aHTHOTEH3UH 11,
HO €r0 POJIb B PETYISIIAH (DYHKITMH CEPIeYHO-COCYAUCTON CUCTEMBbI HEU3BECTHA.

JlozapTan — cenekTuBHbIN anTaroHUCT AT -perientopoB anrnorensuxa I, Beicoko3ppexTuBHbII
npu npueMe BHYTpb. Jlo3apTan u ero ¢apMakoJIOTHYeCKH aKTUBHBIM KapOOKCHIMPOBAHHBIH
metabomut (E-3174) kak in vitro, Tak u in vivo OJOKHPYIOT Bce (huznonoruyeckue 3¢¢GeKTsl
aHruoteHsuHa Il He3aBUCHMO OT €ro UCTOYHMKA WM IyTH CHHTE3a. B OoTiIMune oT HEKOTOPBIX
NEeNTHIHBIX AHTarOHUCTOB aHrnoTeH3uHa Il no3apran He 06sagaeT CBOWCTBaMU aroOHUCTA.
Jlozapran u3buparenbHO cBa3bIBaeTcsl ¢ AT -perientopaMu U He CBSI3bIBAETCS M HE OJOKHUPYET
peuenTopsl APYyrux FOPMOHOB M HOHHBIX KaHAJIOB, UIPAIOLIMX BaXHYI pOJIb B PEryIsSLUU
(GyHKIMM cepAeYHO-cocyaucTol cucteMsl. Kpome toro, nosapran He wunrudbupyer AlID
(xkwamHaza II), orBewarommii 3a paspymenune OpamukuHuHA. CriegoBatenbHO, d(h(EKTHI,
HaNpsSIMYI0 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

KommnonenTsl npenapara Jlopucta H oka3piBaroT agiuTHBHOE aHTUTUIIEPTEH3UBHOE NIEHUCTBUE,
CHIKasg ypoBeHb AJ] B Ooubliell CTemeHH, 4YeM KaxAblii W3 JEHCTBYIOIIMX BELIECTB B

OTACIIBbHOCTH. C‘II/ITaeTCH, 4qTo ,I[aHHbe/'I 9(1)(1)CKT O6y0J’IOBJ’ICH B3aMMOAO0IIOJIHAIOIIUM HeﬁCTBHGM
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000MX JEHCTBYIOUIMX BelecTB. BcnencrBue nmypermdeckoro >G¢GexTa THAPOXJIOPOTHA3U
MOBBINIAET AaKTHBHOCTh PEHUHA Tuia3Mbl KpoBU (APII), cTuMynupyeT cekpeuuio anpaocTepoHa,
yBEIMUMBAECT KOHIIEHTpAIMIO aHTnoTeH3WHa [l M cHmkaeT conxepaHue Kalusi B CHIBOPOTKE
kpoBu. [Ipuem no3aprana OnokupyeT Bce Qu3uonorndeckue 3¢ ¢dexTsl anruoTeHsuHa [ u
BCJIC/ICTBHE TOAABICHHUS d()(PEKTOB alIJI0CTEPOHA MOXKET CIIOCOOCTBOBATH CHIKEHHUIO 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 J03apraHa H THIPOXJIOPOTHA3UAA CIOCOOCTBYET  YMEHBIICHHIO
BBIPAKEHHOCTH TMIIEPYPUKEMUH, BEI3BAHHON AUYPETHKOM.

dapmakoauamMmmuyeckue 3P dHeKToI

Tuopoxnopomuasuo

MexaHu3M aHTUTHIIEPTEH3UBHOTO JEHCTBUS THA3U10B Hen3BecTeH. OObIYHO THA3UIBI HE BIMSIOT
Ha HopMaJsbHble 3HaueHus AJl. I'uapoxiopoTnasun sBisieTcs AMypPETUYECKUM U THIIOTEH3UBHBIM
cpeactBoM. OH BO3/I€HCTBYeT Ha MEXaHNU3M peabCOpOILIUH HIEKTPOIUTOB B TUCTAIBHBIX U3BUTHIX
MOYEYHBIX KaHaJIbLAX. [MAPOXIOPOTHA3UI YBEIMYMBAET SKCKPELHMIO HATpUd U XJIOpUia
NpUOIM3UTENBHO B OKBUBAJICHTHBIX KolWdecTBaxX. Harpuilypes MOXKET CONpOBOMKAATHCS
HEKOTOPOH MmoTepeit MoHOB Kamus U OukapOoHata. [locie mpuema BHYTph AMype3 HAaUMHACTCS B
TE€YEHHUE 2 4acoB, JOCTUTAaeT MAKCUMyMa B TEUEHHE IPUMEPHO 4 YacOB U JUIUTCA MPUMEpPHO 6—12
4acoB.

Jlozapman

Jlo3apTan mnoJaBisieT MOBBIINIEHUWE CHUCTOJIMYECKOro M auactonuueckoro A/l mpu unbpy3uu
anruotensuHa lI. B MOMeHT nocTMKeHHsT MakCUMallbHOW KOHIIEHTPALMU JIo3apTaHa B IUIa3Me
KpoBH (Cmax) Tocie nmpuema Jiozaprana B goze 100 Mr Boimeykazanubiil 3p ekt anrunorensuna 1
HoJaBisieTcs NpUOIU3UTENBHO Ha 85 %, a uepe3 24 yaca nocse 0AHOKPAaTHOTO U MHOTOKPAaTHOTO
npueMoB — Ha 26—-39 %.

B nepuop mpuema no3apraHa ycTpaHEHHE OTPHLATEIbHOM 0OpaTHOM CBSA3M, 3aKIIIOYAIOLICHCS B
nojaBieHnn aurnoreH3nHoM Il cexpennn penuna, Bener k ypenuuenuto APIIL. Veennuenne APII
MPUBOINT K YBEIMYCHNUIO KOHIICHTpauu aHrnoten3uHa Il B mmasme kposu. [lpu nnurensHoM (6-
HEJIETTLHOM) JICYSHHUH MAllMEHTOB C apTePHATLHON THIepTeH3uei 1o3apTanoM B 1o3e 100 mr/cyT
HaOmoanock 2—-3-KpaTHOe YBEJIUYEHHE KOHLEHTpaluu aHruoreHsuHall B mia3sme KpoBu B
MOMEHT JAOCTIKEHHSI Crax JI03apTaHa. Y HEKOTOPHIX MAIMEHTOB HAOMIONANOCh emle Oosibliee
yBEJIMYEHHE KOHIIEHTpaluu auruorensuta I, ocobenno npu HeOGONbIION ATUTETLHOCTH JICUESHUS
(2 nenenu). HecMoTpst Ha 3T0, B mpoliecce JeUeHUs] aHTUTUIIEPTEH3UBHBIN dPPEKT U CHUKEHHE

KOHICHTpAalIUKU aJIbJAOCTCPOHA B IIa3MC KPOBH NPOABIIATIUCH YCPE3 2u6 HEACIIb TCpallru, 4TO
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yKa3bIBaeT Ha 3(P(PEKTHBHYIO Onokany peuentopoB anruorensusa Il. [locne oTmens! o3aprana
APIl u xonmenrpanus anruoreHsusa Il cHwkamuch B TedeHwe 3 CyTOK JI0 3HAYCHUH,
HaOII0AABIINXCS bi (0] Hayana nprema JI03apTaHa. Bnusaue KOMOMHaIUU
THAPOXJIOpOTHA3ua + to3aptan Ha APII m koHneHTpanuio anrmoreHsuHa [l ObUTO cXOMHBIM C
HabmogaeMbIMu A dekTaMu Tpu prueme Jio3apraHa B 1o3e S0 mr.

[Tockonpky  so3apTaH  siBiIsercs — crnenupuyeckuM — aHtaroHuctoM  ATi-perentopos
anruotensuna Il, on ne marnbupyer AII® (kununaza II) — depMeHT, KOTOPHIII WHAKTUBUPYET
OpagukuHuH. MccnenoBanue, B KOTOPOM CpaBHUBAIUCH 3 (EKThI Jio3apTaHa B go3ax 20 Mr u
100 mr ¢ sddexkramu narHOUTOpa AllD MO BAMsSHUIO HA aHTMOTeH3WH I, anruoren3uH Il u
OpaJIMKUHUH, TTI0KAa3aJ10, YTO Jio3apTaH OnokupyeT 3¢ ekt anruoreH3ut | u anrnorensuna I, ve
OKa3bIBasi BIMSAHUSA Ha 3((deKThl OpafuKuHUHA. DTO 00YCIOBICHO CHeUU(DUIHBIM MEXaHU3MOM
nerctBus no3aptana. Muaruoutop AIID OGmoxupoBanm OTBETHBIE PEakiiW HA aHTHOTEH3WH | u
MOBBIIIAT BBIPAKEHHOCTh 3(PPEKTOB, 00YCIOBICHHBIX ACWCTBUEM OpaJuKWHUHA, HE BIUSAS Ha
BBIPOKEHHOCTh OTBETa Ha AaHrHOTeH3WH II, 4Tro geMoHCTpupyeT (apMakoIUHAMUYECKOE
pasnuuue MEeXIy Jio3apTaHoM U HHruoutTopamu AlID.

Konnentpanuu no3aprana ¥ €ro akTUBHOTO MeTa0oiWTa B IIJ1a3ME€ KPOBH, a TakKke
AHTUTUTIEPTEH3UBHEIN 3(D(PEeKT J03apTaHa BO3pacTarT ¢ yBEeIMUESHUEM JTO3BI IIpenapara. Tak Kak
J03apTaH M €ro akTUBHBIM MeTabonuT sBisiorcss APAII, oHm o0a BHOCAT BKIaJ B
AHTUTHIICPTEH3UBHBIN 3P (DEKT.

B uccinenoBanuu ¢ oITHOKpaTHBIM NMpPUEMOM Jo3apTaHa B o3e 100 mMr, B KOTOpO€ BKIIIOUYATUCH
3I0pOBBIE JOOPOBOJIBIBI (MYKYMHBI), TpPUEM IIpernapara BHYTPb B YCIOBHSX BBICOKO- H
manoconeBoid guerbl He BiauAn Ha CK®, »(dexkTuBHBIA MOYEUHBIH TMJIA3MOTOK H
dunsTparonnyo ¢paxiuto. Jlozapran obnanan HATpUHypeTHIECKUM 3 (HEKTOM, KOTOPBIN ObIIT
0oJ1ee BeIpaskeH MPU MaJoCOJIEBOM 1UeTe U, TO-BUIUMOMY, HE ObLI CBSA3aH C MOAABJICHUEM paHHEH
peabcopOM HaTpUsl B NPOKCHMAJbHBIX MOYEYHBIX KaHanbliaX. Jlo3apTaH Take BbI3bIBAI
IPEXO/IAIIee YBEIUUECHUE BBIIECIECHUS MOYEBOM KUCIOTHI IOYKAMHU.

VY manmueHToB ¢ apTepHa’IbHOM THUNEepTeH3ueH, mpoTenHypueil (He MeHee 2 1/24 yaca) 6e3
caxapHOro nuadera ¥ MPUHUMAIOIINX JI03apTaH B TeUeHUE 8 Heleb B 103¢ SO MT ¢ IIOCTETIEHHBIM
yBenmderneM a0 100 mr, HaONIOManoCh JTOCTOBEPHOE CHWKEHWE mporenHypuu (Ha 42 %),
(pakMOHHOW JKCKpenun anboymuHa u uMMyHOrnoOymuHoOB (IgG). YV maHHBIX ManueHTOB
no3aptan crabunuzupoBan CK® u ymeHbIan GpuibTpanuoHHyIO (paKIHIo.

VY JKEHUIMH B MOCTMEHOIay3aJbHOM IMEPUOJE C apTEpPUAIbHON THUIEpTEH3UEH, MPUHUMAaBLINX
no3apraH B 103€ 50 Mr B TeueHue 4 HeJeNb, He ObUIO BBISBICHO BIUSHUS TepaNUK Ha MOYEUHbII
U CUCTEMHBIH yPOBEHb MIPOCTATIaAHIUHOB.

.Ho3apTaH HC BJIMSACT HAa BCTCTATHBHBIC pC(I)J'IeKCLI n HC 06Ha,[[a€T JIIMTCIIbHBIM Sq)(i)eKTOM B
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OTHOILICHUM KOHLICHTPALMK HOPaJpeHalIrHa B MJIa3Me KPOBH.
VYV manueHToB C apTepuanbHOW THUIEPTEH3UEH no3apTaH B jJo3ax 10 150 Mr/cyT He BBI3BIBAI
KJIMHUYECKM 3HAYMMBIX HW3MEHEHHWH KOHLEHTpPAIUU TPUTIHUIEPHIOB HATOLIAK, OOLIEero
XOJIECTEPHHA U XOJIECTEPUHA JIMIIONPOTENHOB BHICOKOM INIOTHOCTH. B TeX ke no3ax no3zapraH He
OKa3bIBaJl BIMSHUS Ha KOHIICHTPAIMIO TJIFOKO3bl B KPOBH HATOIIIAK.

B nenom no3aptaH BhI3bIBaN CHUKCHHE KOHIICHTPAIMM MOYEBON KHCIIOTHI B CHIBOPOTKE KPOBHU
(xax paBmio, MeHee 0,4 Mr/mi1), COXpaHsBILIEECs MPH JUTUTEIILHOM JICYCHUU. B KOHTpoIMpyemMbIx
KIIMHUYECKUX HMCCIIEOBAHUAX C YYaCTHEM MAlMEHTOB C apTepUaJIbHOM THIEPTEH3UEN ciydyaeB
OTMEHBI NIpernapaTa B CBSI3U C YBEJIMUCHUEM KOHIIEHTPALUK KPeaTUHUHA WIN COJEP KaHMsI Kalus
B CBIBOPOTKE KPOBH HE 3apETUCTPUPOBAHO.

B 12-HenenbHOM mapaiiebHOM —HCCJIEIOBAaHMM, B KOTOpOE BKJIIOYAIM TMAllMEHTOB C
JIEBOXKEIyTI0YKOBOM HenocTtarouHOCThio (II-IV QyHKIIMOHANBHBIA KIIAcC MO KiIacCH(pUKAIUN
NYHA), OoibIIMHCTBO M3 KOTOPBIX HPUHUMAIN JUYPETUKU W/MIU CEpJACYHBIE TIIMKO3M[BI,
cpaBHHUBAINCH 3(PdeKTh 03apTana B po3ax 2,5, 10, 25 u 50 mr/cyr ¢ miane6o. B mo3ax 25 u
50 Mr/cytr mpemapaT MPOSBISUT MOJOXKUTEIBHBIE TEMOJMHAMHUYECKHE W HEHpOrOpMOHAIbHBIC
3¢ (deKThI, KOTOPhIE COXPAHSIINCh Ha MPOTSHKEHWH BCETO HCCIeNOBaHMS. | eMoInHaMHYecKue
3¢ (}eKTHl BKIIIOYAIH YBEITUYCHUE CEPACYHOTO MHIIEKCAa U CHM)KCHUE JaBIICHUS 3aKJIMHUBAHUS B
JETOYHBIX KamWUIsApax, a TaKkKe CHIKEHHE oO0mero mnepudepudeckoro COCyAHCTOTO
conporusienus (OIICC), cpennero cucremuoro AJl n yactotsl ceprednsix cokpamienuit (UCC).
YacTtoTa BO3HMKHOBEHHUS apTepUaIbHOW T'MIIOTEH3UM Y JaHHBIX MALMEHTOB 3aBHUCENd OT J03bl
npenapara. Hefiporopmonansubie 3 ()eKThl BKIIOYAIN CHUKEHHE KOHLIEHTPAIUH aJIbJJOCTEpOHA
Y HOpaJpeHaJIlHa B IUIa3Me KPOBH.

T'uopoxnopomuazuo + nosapman

[Ipenmapar  Jlopucta H  saBnseTrcss  KOMOMHHUPOBAaHHBIM  HpemaparoM  JoO3apTaHa |
THIPOXJIOPOTHA3UAA. Y TAIMEHTOB C apTepUANbHOW THUIEpTeH3ue u runeprpodueil ieBoro
JKEJIyl0uKa JIO3apTaH, B TOM YHUCJI€ B KOMOMHAIMHU C THMAPOXJIOPOTHA3HJIOM, YMEHBIIAET PUCK
CEpICYHO-COCYANCTOM 32a00JIeBAEMOCTH U CMEPTHOCTH, YTO OBLIO JIOKa3aHO C IIOMOIIBIO OIICHKH
KOMOMHHPOBAHHOW YaCTOTHI Pa3BUTHs WHCYIhTa M MH(ApPKTa MHUOKapa, a TAKKe IMOKa3aTels
CEPIIEYHO-COCYTUCTON CMEPTHOCTH Y JAHHOM KaTErOpUH MAIlIEHTOB.

5.2. ®apMakoknHeTHYECKHE CBOIiCTBA

dapMakOKMHETHKA JIO3apTaHa M THUIPOXJOpPOTHA3UAa NpPU OJHOBPEMEHHOM IIpHEME He
OTJIIMYAETCS OT TAKOBOM MPH UX pa3JeIbHOM IIPUMEHEHUH.

T'unpoxmoporuasung

Abcopbyus u pacnpedenerue
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['unpoxnopoTrasuj HEMmoJHO, OJIHAKO JOBOJIBHO ObICTpO BcackiBaeTcs. [locne mpuema BHYTph B
no3e 100 mr makcumanbHas KOHUEHTpaHsS (Cmax) THAPOXJOpPOTHA3WAA B IJa3Me KpOBHU
nocruraercs yepes 1,5-2,5 yaca. Ha Makcumyme auypeTudeckoil akTUBHOCTH (IIPUMEPHO Yepe3
4 yaca mocie npueMa) KOHIEHTPaLus THIPOXIOPOTHA3HU/IA B TUIA3ME KPOBU COCTABIIAET 2 MKI/MII.
CBsi3b ¢ Oenkamu T1a3mMbl KpoBH coctasiseT 40 %.

['mapoxnopoTrasujl MPOHWKAET 4epe3 IUIACHTAapHBI Oapbep M IKCKPETUPYETCS B TPYIHOE
MOJIOKO, HE MPOHUKAET Yepe3 reMaTodHIehamndeckuii oapbep.

buompancgpopmayua

lManpoxnopoTrasu B oOpranu3Me 4eaoBeKa He MeTa0oIu3uPyeTCs.

Inumunayus

[lepBuuHbIi MyTh BBIBEIEHUS depe3 MOUKH ((PUabTpanus U CEeKpelrs) B HEM3MEHEHHOM BHUJIE.
[IpumepHo 61 % npuHATOW BHYTPH N103bl BBIBOAUTCA B TeueHUE 24 yacoB. Y MalUEHTOB C
HOpMaJIbHOM moue4yHoi ¢QyHkiueld nepuon mnomyseiBeneHus (T'2) cocraBnser ot 5,6 1o
14,8 gacoB (B cpenHeM 6,4 daca).

Dapmakoxunemura y omoeibHvlx epynn nayuenmos

Hapywenus ¢hynkyuu novex

VY nanueHToB ¢ YMEPEHHOM MOYEYHON HEJOCTaTOYHOCTBIO T2 rHIpOXIIOpOTHA3H A COCTABIISAET B
cpemsem 11,5 gacos, a y manimenToB ¢ KK menee 30 mn/mun cocrapmnsiet 20,7 gacos.

Jlozapran

Abcopoyus

[Tocrne mpuema BHYTpH JIO3apTaH XOPOLIO BCACHIBACTCA M IOJABEPraeTcss MeTadoIu3My IpH
«TEPBUYHOM TPOXOXKACHUWY» dYepe3 IeueHb C OOpa3oBaHHWEM AaKTHBHOTO KapOOKCHIBHOTO
metabonuta (EXP-3174) u HeakTuBHBIX MeTaO0nUTOB. CHcTEMHasi OMOAOCTYITHOCTh COCTaBISIET
npuMepHo 33 %. Cpennue mnokazarend Cmax B IUIa3ME€ KPOBU JI0O3apTaHa U €ro aKTUBHOTO
MeTaboIHTa ToCcTUrarTes yepe3 1 yac u 3—4 yaca COOTBETCTBEHHO.

Pacnpeodenenue

bonee 99 % nozaprana u EXP-3174 cBsa3biBaercs ¢ GenkaMu Mia3mMbl KPOBH, IPEUMYIIECTBEHHO
¢ anpOymuHOM. O0BeM pacrpeneneHus Jio3apraHa paBeH 34 1. O4ueHb MJI0X0 MPOHHUKAET Yepes
remaTod3HIepamnyeckuii Gapbep.

buompancgopmayua

[Ipumepuo 14 % no3sl 103apTaHa, BBEAEHHOW BHYTPUBEHHO (B/B) WJIM TPUHSATOW BHYTPD,
MeTabonu3upyeTcst ¢ 00pa3oBaHUEM aKTHUBHOrO MeTabonuTa. [locie mpuema BHYTpb W/HIU B/B
BBeaeHus *C-103apTana Kamus HUPKYIUPYIOmas paJli0aKTHBHOCTD ILIa3Mbl KDOBH B OCHOBHOM
OlpeseNsulach JI03apTaHOM U €ro aKTUBHBIM MeTaboiautoM. Kpome akTuBHOTO MetabonuTa

06p3.3y}0TCH HCAKTHUBHBIC MeTa60J’II/ITI>I, BKJIIO4as ABa OCHOBHBIX MeTa6OJ'II/ITa, O6paSYIOILII/IXCH
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JTeM THAPOKCIINPOBanns OyTUIBHOM IPyMIIbI LIEMH, U HEOCHOBHOM MeTabonut — N-2-TeTpason
[JIIOKYPOHUI.

[Ipuem mnpemapara ¢ nuILEed HE OKa3blBaeT KIMHUYECKH 3HAYMMOIO BIMSHHSA Ha €ro
CBIBOPOTOYHBIE KOHIIEHTPALIUH.

Inumunayus

[Tma3mMeHHBIN KIMpPEHC Jio3apTaHa W €ro aKTUBHOTO Meraboiurta coctaBiser 600 miu/MuH U
50 MJI/MUH COOTBETCTBEHHO, TOYEUYHBIA KIMPEHC JI03apTaHa M €ro aKTHBHOTO MeTa0oIuTa —
74 mu/mMuH B 26 MiI/MUH cOOTBEeTCTBEHHO. [lociie mpuema BHYTph TOJIBKO 0KOJIO 4 % MpPUHATOM
J103bl BBIBOJUTCA B HEUW3MEHEHHOM BHJIE MOYKaMU U npuMepHo 6 % — B BUIE AKTUBHOIO
MeTabonuTa. PapMaKOKMHETUYECKHE TTapaMeTphl J03apTaHa U €ro aKTUBHOIO METa0OJIUTa MpH
npuemMe BHYTpb (B 103ax 10 200 Mr) TuHEHHBI.

T, B TepMuHanbHYIO (pasy j03apTaHa ¥ akTUBHOIO MeTaboIMTa COCTaBiseT 2 yaca u 6—9 yacos
COOTBETCTBEHHO. KyMyJliuu jg03apTaHa U ero akTUBHOTO MeTa0oJIuTa IpU MPUMEHEHUH B J103€
100 Mr oguH pa3 B CYTKH HET.

BrIBOINMTCS TIPENMYIIECTBEHHO Yepe3 KMIIEUHUK ¢ KeTubto (58 %), moukamu — 35 %.
Dapmakoxunemura y omoenbHbiX 2pynn nayuenmos

Hapyuwenus cvaKuuu neyernu

VYV nanmeHToOB C JIETKUM M CPEAHETSDKENBIM AJIKOTOJIBHBIM LIMPPO30OM TEYeHH MOocie MprheMa
BHYTpb JI03apTaHa, KOHIIEHTPALINH JIO3apTaHa U aKTUBHOTO METAa0OIUTa B IJIa3Me KPOBHU ObLIH B
5 u 1,7 pa3a Bbllle, 4eM y MOJIOABIX JJOOPOBOIBIEB MYKCKOTO 0JIa COOTBETCTBEHHO.

JlozapTaH 1 ero akTUBHBIA METa0OJIUT HE YAAISIOTCS MPU TeMOIUAIH3E.

Hauuenmbl noaHcuioco so3pacma

IIna3MeHHbIC KOHICHTpAIMU J103apTaHa, €ro aKTUBHOI'O MeTabonuTa u rUApoXJIopoTHasuaa y
MNAalUMCHTOB IMOKUJIOTO0 BO3pacTa C apTepHaHLHOfI FI/II'IepTeHSI/Ief/'I AOCTOBCPHO HE OTINYAJIUCH OT

TAKOBLIX Y TIAUCHTOB MOJIOAOI'O0 BO3pacCTa.

6. ®PAPMAIIEBTUYECKHE CBOVICTBA
6.1. Ilepevyens BcioMoraTeibHbIX BellleCTB
Kpaxman npesxenaTtnHu3npOBaHHBIN
Hemmono3a MukpokpucTamimaeckas (tum 102)
JlakT03B1 MOHOTHIPAT
Marhus creapat

0O00J104YKa IJIEHOYHAS

I'mnpomennosa

Makporon-4000
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Kpacuteins XxuHoanHOBbIN keThiid (E104)

Turana nuokcun (E171)

Tanpk

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok roqHocTH (CpOK XpaHeHHs )

5 z;er.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NP XPAHEHUH

XpaHuthb npu TemnepaType He Bbiiie 25 °C, B OpUruHaIbLHOM OJUCTEpE.

6.5. XapaxkTep u coaepkaHHe NEPBUYHONH YIIAKOBKH

ITo 7, 10 unu 14 Tabnetok B Onucrepe U3 komOMHUpoBanHoro marepuana [IBX/TIBJAX u ¢onbru
aJTIOMUHUEBOMU.

ITo 2, 4, 8, 12 wnu 14 6nuctepoB no 7 TabneTok, uiu 1o 3, 6 uinu 9 6mucrepoB no 10 TabieTok,
wi 1o 1, 2, 4, 6 unu 7 6mucTepoB 1o 14 TabieTOK BMECTE € JTMCTKOM-BKJIAJIBIIIEM TTOMEIIAIOT B
a4yKy KapTOHHYIO.

He Bce pazMepsl ynakoBOK MOTYT OBITH JOCTYITHBI JJIs1 peajTi3alliH.

6.6. OcoOble Mepbl TMPEIOCTOPOKHOCTH TPH YHUUYTOKEHUM MCIHOJIb30BAHHOIO
JIeKAapCTBEHHOI0  mpenapara WIM  OTXO0J0B, IMOJYYEHHBIX MOcCJe MPUMeHEeHHs
JIEKapCTBEHHOI'0 Npenapara, i Apyrue MaHUNyJasiMH ¢ MpenapaTomM

Hert oco0bix TpeOoBaHU K yTUITU3AIHH.

7. AEPXATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHUSA
CnoBenust
AO «KPKA, n.1., HoBo mecto», [lImapsemika necra 6, 8501 HoBo mecTo
Ten.: +386 7331 21 11
®axc: +386 7 332 15 37
Anpec a1 moutsl: info@krka.biz
7.1. IlpencTaBuTe b Aep:KaTe/s PeTHCTPALMOHHOIO Y10CTOBepeHus Ha Tepputopun Coro3a

IIpereH3un HOTD€6I/IT6J'IGI\/’I HaIIpaBJIATh 11O aApECy:

Poccuiickas @edepayus

000 «KPKA-PYC»

143500, MockoBckas o6:1., T. Uctpa, yn. MockoBckas, 1. 50
Ten.: +7 (495) 994 70 70

®akc: +7 (495) 994 70 78

Anpec a1. nouthr: krka-rus@krka.biz
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Beb-cant: www .krka.biz

Pecnybnuxa benrapyco

[IpencraButenscTBo AkmuoHepHoro obmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecniyonmuka CoBenusi) B Pecniy6nuke benmapych

220114, r. Munck, yn. ®uimMonoBa, 1. 2517, oduc 315

Ten.: 8 740 740 9230

daxkc: 8 740 740 9230

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

Beo6-caiiT: www.krka.by

Pecnybnuxa Kazaxcman

TOO «KPKA Kazaxcran»

050059, r. Anmarsl, ip. Anb-®apadwu, 1. 19, oduc 207

Ten.: +7(727) 311 08 09

®Daxkc: +7(727) 311 08 12

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

Beb6-caiit: www .krka.biz

Pecnybnuxa Apmenus

[TpencraBurensctBo «Kpka, 1.1., HoBo MecTo» B PecrryOnnke Apmenus

0001, r. Epesan, yn. Han6annsn, 1. 106/1 («CAAT-HOBA» BUSHEC-LIEHTP), oduc 103
Ten.: +374 11 560011

Anpec 511. moutsl: info.am@krka.biz

Be6-caiit: www.krka.biz

Kuipevizckas Pecnybnuka

IIpencraButensctBo AO «KPKA, ToBapHa 3apaswui, a.1., HoBo mecto» B Kbipreizctane
720040, Yyiickas obnacts, T. bumikek, 6ynbBap DpkuHAUK, 1. 71, 610k A

Ten.: + 996 (312) 66 22 50

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

Beo6-caiit: www.krka.biz

8. HOMEP PETMCTPAIIMOHHOI'O YIOCTOBEPEHMSI
JITI-Ne(001972)-(PT-RU)

9. JTATA NEPBUYHOM PETUCTPAIIUU (HOATBEPXKJIEHUS PETUCTPAILIUHA,
HEPEPEI'ICTPALINN)

JaTa nepBoii peructpanuu: 15 mapra 2023 T.
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U. JATA IIEPECMO1

A TEKCTA

COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 15.12.2023 N 26358
(MOCNEOCBATENBEHOCTL 0003)

OOmras xapakTepuCcTHKa JIeKapcTBEHHOTo npemnapara Jlopucra H noctynHa Ha ”HGOPMAaLMOHHOM
noptaie EBpazniickoro 3KOHOMHUYECKOTO €O03a B MH(POPMALMOHHO-KOMMYHHUKAIIHOHHON CETH

«MuTepueT» https://eec.eacunion.org.
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