OBIIAA XAPAKTEPUCTUKA JIEKAPCTBEHHOT O IIPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O ITPEITIAPATA
I'mopoxnopornasun + Jlozapran - TAH, 12,5mr + 50 mr, TaOneTkd, TOKPHITHIE TUICHOYHOM
06oouKkon
I'mopoxnopornasun + Jlozapran - TAH, 25 mr + 100 mr, TabGneTkd, MOKPHITHIE IUICHOYHOM

000JI0YKOH

2. KAUECTBEHHbBIN U KOJIMYECTBEHHbIA COCTAB
JleficTByI0IIME BEMIECTBA: THAPOXIOPOTHA3ZHT + JI03apTaH KaJIHs.

I'napoxnoporuasun + Jlozaprad - TAJL, 12.5mr + 50 mr, TabJeTKH, IOKPBLITHIE IJICHOYHOM

060s10uKOH

Kaxxnas tabnerka comepxkut 12,5 Mr ruapoxinopoTrasuaa u S0 Mr jio3aprana Kajusl.
BcnomoraTenbHble BelecTBa, HAIMYKE KOTOPBIX HAZO yUYMUTHIBATH B COCTABE JIEKAPCTBEHHOTO
mpenapara: JakTo3sl MOHOTHIIpaT (cM. pa3aenst 4.3., 4.4.).

I'mapoxmoporuasun + Jlozaprad - TAJ, 25 mr + 100 Mr, TaOJIeTKH, HOKDPLITHIE IIJIEHOYHOH

0007104KOH

Kaxxnas tabnerka comepxut 25 mr rugpoxinopornazuaa u 100 mr go3apTaHa Kamusl.
BcenomoraTenbHble BellecTBa, HAJMYKME KOTOPBIX HAJIO YYUTHIBATh B COCTaBE JIEKAPCTBEHHOTO
nmpenapara: JakTo3sl MOHOTHIIpaT (cM. pa3aenst 4.3., 4.4.).

ITonHbIH NEPEUYCHDb BCIIOMOT'AaTC/IbHBIX BCIICCTB MPHUBCACH B pa3aciic 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE MIIEHOYHON 000IOYKOM.

I'mapoxmoporuasun + Jlozaprad - TAJL, 12.5mMr + 50 mr, TaOJeTKH, IOKPBLITHIE IJIEHOYHOMH

000109KOM

OBanbHbIE, CTeTKa JBOSKOBBITYKIIbIE TAONETKH, TOKPHITHIC TNICHOUYHOW 000JIOUYKON OT KEITOTO
JI0 SKEJITOrO C 3€JICHOBATHIM OTTEHKOM IIBETA, C PUCKON HA OJHOU CTOPOHE.

Buy Ha u3nome: Oenas mepoxoBaTas Macca ¢ TMJICHOYHONH 000JOYKON OT MKEJITOTO JO KEJITOTO C
3€JICHOBATHEIM OTTCHKOM IIBETA.

Jlunaus paznoma (pucka) TpefHa3HAYCHA JIMINL JUIS pa3jiaMbIBaHUS C IENBbI0 OOJCr4eHus
MpOTrJaThIBaHUs, a He JUIsl pa3/ieJIeHUs] Ha paBHBIE JO3BI.

I'napoxnoporuasun + Jlozaprad - TAJ, 25 mr + 100 Mr, TabIeTKH, HOKDPBLITHIE IIJIEHOYHOU

0007104YKOH



OBEU'ILHLIG, CJICTKa OBOSKOBBIITYKJIBIC Ta6J'ICTKI/I, IOKPBITHIC IJICHOYHOH 00O0JIOYKOM OT JKENITOr0
J0 XKCJITOro C 3€JICHOBATBIM OTTCHKOM IIBCTA.
Bun Ha uznome: Oemnas mepoxoBaTad Macca € IJICHOYHOH 00O0JOYKOM OT KEJITOTO J0 KCJITOro €

3CJIICHOBAThIM OTTCHKOM IIBCTA.

4. KNIMHUYECKHUE JAHHBIE
4.1. Iloka3aHusi K NPUMeHEHUIO
[Ipenapar T'mapoxnoporuasun + Jlozaptan - TA/] mokazaH K NPUMEHEHUIO y B3pOCIHBIX B
BO3pacTe oT 18 jer u crapiue:
e ApTepuanbHas runepTeH3us (MauueHTaM, KOTOPbIM IT0Ka3aHa KOMOMHHUPOBAaHHAs TEPATINS).
e CHIKEHHUE PUCKA aCCOIIMUPOBAHHOH CEPACTHO-COCYANCTON 3a00I€BaEMOCTH 1 CMEPTHOCTH
y TAaIMeHTOB C apTEepHAIbHON TUIEPTEH3WEH M TUNEpTpoHel JIEBOTro >KeIyHodKa,
MIPOSABIIAIOLIEECS] COBOKYITHBIM CHMKEHUEM HaCTOTHI CEPIIEYHO-COCYIUCTON CMEPTHOCTH,
4acTOThI MHCYJIbTA U HH(APKTa MUOKApAA.
4.2. Pe:xum 103UPOBAHNSA U CTIOCO0 MPUMEHEHM S

PexumM go3upoBaHus

Apmepuanvrasn cunepmen3us

KomOuHnanus rujpoxnopoTruasuj + g03apTaH oKazaHa NMalueHTaM, y KOTOPBIX IPH pa3/ielbHOM
MPUMEHEHNN THAPOXJIOPOTHA3UAA WIIM JIO3apTaHa He 00ecredrBacTCs aJeKBATHBIM KOHTPOJb
aprepuanpHoro nasienus (Al).

Pexkomenayercst THTpOBaHUE 03Bl THAPOXIOPOTHAZH]IA H JIO3aPTaHA TIEPE IEPEBOAOM MallMEeHTa
Ha Tepamuio mperaparoM [ uapoxmoporuasun + Jlosapran - TAJl. [Ipu HeoOxomumocTu (TpH
HeaJleKkBaTHOM KoHTposie AJl) MoxeT ObITh pPacCMOTPEH BOIPOC MEpeBOja MalMeHTa ¢
MOHOTEPAINH JI03apTaHOM Ha Teparuio mnpemnapaToMm I napoxmoporuasun + Jlozapran - TAZL.
HauvanbHas M mojzepkuBarollas pekoMeHayemas Jgo3a — | TabimeTka mpemnapara
Iuppoxnopotnazux + Jlozapran - TAJ] (ruapoxmnopotuasua  12,5mr + jozapran 50 mr).
MakcuManbHBIH aHTUTHIICPTEH3UBHBIN AP PEKT JOCTUTACTCS B TeUEHUE 3-X HEeNeNb Tepanun. J{is
JIOCTHKEHHsI Oosiee  BbIpaKeHHOro 3(d@dekra BO3MOXKHO YBEIMYEHHE [J03bl Ipernapara
I'unpoxnopornasuy + Jlozapran - TAJl. MakcumanbsHasi cyTo4Has 703a — | Tabnerka mpenapara
IMunpoxnoportrazux + Jlozapran - TAJ] (ruapoxaoporuasun 25 mr + nozaprad 100 Mr) oauH pa3
B CYTKH.

CHuoicenue pucka accoyuuposantol cepoeyHo-cocyoucmoul 3a001e6aemocmu U CMEPMHOCIU Y
nayueHmos ¢ apmepuaibHoOu 2unepmeHzueu U eunepmpoqpueri  1e6020  dHcenyo0ouKa,
nposenaueecs COBOKYNHbIM CHUICEHUEM YaACmOmyl CepOeyHO-COCYOUCOL CMepmHOCHIU,

4acmomul UHCYILIMA U UHPAPKMA MUOKAPOA



CrangapTHas peKkOMEHAyeMasi HayajabHas 1032 Jo3apTaHa cocTaBisieT 50 MI OJUH pa3 B CyTKH.
[TarenTam, y KOTOPBIX HE yIAIOCh TOCTHYB LENeBBIX ypoBHEH A/l Ha doHe mpuema o3apraHa
50 Mr B cyTkH, TpeOyeTcss moA0op Tepanuu MmyTeM KOMOMHALMY JI03apTaHa ¢ HU3KUMU J103aMU
ruapoxioporuasuaa (12,5 mr) (1 rabnerka mpenapara ['mnpoxnoportuasua + Jlozapran - TA/,
cozepkamias ruapoxyiopornazua 12,5 mr + mozapran 50 mr). [Ipm HEoOXommMoOCTH crlemyer
YBEIMYUTh JA03y Jo3apTana np0 100Mr B CyTKM, NPHUHHMAEMYyI0 OJIHOBPEMEHHO C
TUAPOXIIOPOTHAZHIOM B J03€ 12,5 MT' B CyTKH, B TaJLHEHUIIIEM — YBEITUYHUTH 103y 10 1 TabmeTku
npenapara ['mapoxnoporuasup + Jlozapran - TA/l, conmepxkameld ruapoxyiopoTHasua 25 Mr u
no3apran 100 Mr, onuH pa3 B cyTku. [Ipu HEOOXOJAMMOCTH JIOTIOJTHUTEIBHOTO CHYDKEHUS AJl
ciefyeT 100aBUTh APYTHe THIIOTEH3UBHBIE NIPENapaThl.

[Ipenapat ['mapoxnoporuasuy + Jlozapran - TAJl MOXHO TIpUHUMATE B KOMOMHAIIMHN C IPYTUMHU
TUIIOTEH3UBHBIMU CPEICTBAMHU.

Oco0bIe rpyIIIEl NAUEHTOB

IHayuenmvl ¢ Hapywenuem GyHKYuY novex uny nayueHmsl, Haxo0AWUecs Ha 2eMoOUANU3e

He tpebyetcst mombop HavanmbHOUW 10361 mpemnapata ['mapoxmoporuaszun + Jlozapran - TALl y
MAIMeHTOB C yYMEPEHHBIM HapymieHneMm ¢yHkuun mouek (xmmpeHc kpearnHuHa (KK) 30—
50 mur/mun). Tlpenapar I'mapoxmoporuaszun + Jlozapran - TAJl He peKOMEHJyeTcs Ha3HAdaTh
ManuenTaM, HaxoAsmmMcs Ha remoguanuse. [Ipemapar ['mapoxmoporuasun + Jlozapran - TAJ]
HE JIOJDKCH MPUMEHSTHCS y TAIMEHTOB C HapylmeHHeM (YHKIUU TOYEK TSHKEJIOH CTETeHH
(KK < 30 mu/muH) (cM. pazaen 4.3.).

Hayuenmul co chudicennvim 0bwvemom yupkyaupyrowet kposu (OL[K)

[lepen nauamom Tepanum mpemaparoM [uapoxnoporuasus + Jlozapran - TAJl HeoOxoammo
BoccranoBuTh OLIK w/mm comepskanne HaTpHs B TUIa3Me KPOBH.

Ilayuenmul c napywienuem yHKyuu nevenu

[Ipenapar ['mapoxmopotuasun + Jlozapran - TAJl mpoTHBONOKa3aH NAlMEHTaM C TKEIBIMU
HapyleHussMA QYHKITUY 1iedeHu (cM. paszen 4.3.).

Tlayuenmor nostcunoeo ospacma

He Tpebyercs mombop HaudambHOW 1036l mpemapara ['mapoxmopornasup + Jlozapran - TALL y
MAaIMEHTOB MOXHJIOTO BO3pacTa.

JleTH ¥ TOAPOCTKH

be3zonacHocTs 1 3pPeKTUBHOCTS TPUMEHEHHUS TIperapara y JeTeid U MOAPOCTKOB B BO3pAcTe OT
0 mo 18 ner He ycTaHOBNEHBI. JJaHHBIE OTCYTCTBYIOT.

Criocob npuMeHeHus

BHYTpB, HE3aBHCHUMO OT IIpHEMa MU, 3alluBasA JOCTATOYHBIM KOJIMYCCTBOM BO/IbI.

4.3. lIpoTuBONOKA3aHUA



e [ 'UnepyyBCTBUTEIBHOCTh K THUIPOXJIOPOTHA3UIY, JIO3apTaHy W/WiIM K JoOOMy U3
BCIIOMOTaTENbHBIX BEIIECTB, IEPEUUCICHHBIX B pa3zaene 6.1.

e [ WmepuyyBCTBUTEIHHOCTD K APYTHM MPOU3BOIHBIM CyIb(OHAMUIA.

e AHypus, HapylieHue GyHKImH nodek Tsokenoit crenenn (KK < 30 mu/muH).

e Hapymenne GyHKINH MEYESHHU THKEIIOW CTETICHH.

e OnHOBpeMEHHOE NPUMEHEHHE C AJMCKMPEHOM W IpernaparaMH, COAEpKalluMU
QIMCKUPEH, Y TMAMEHTOB C CaXapHBIM JHAa0ETOM W/WJIH C YMEPEHHBIMHU HJIH TSKEIBIMU
HapyIIeHUSIMA ~ (QYHKIIMH TIO04eK (CKOpPOCTh KiIyOoukoBoil  ¢ustpammu  (CKO)
< 60 mu1/mMun/1,73 M? IIOIMAAN TTOBEPXHOCTH TeJIa).

e OmHOBpEeMEHHOE NPUMEHEHUE C HHTHONTOPAaMH aHTMOTEH3UHIIPEBPAIIAIOIETO epMeHTa
(AII®D) y naneHToB ¢ tuabeTuyecKoi HeypomaTHEn.

e PedpakrepHas rumnokaauemus, pedpaxkrepHas TUINOHATpUEMHMs, pedpakTepHas
TUIepKaIbIMEMusl.

e bepeMeHHOCTh U IEPUOJ TPYIHOTO BCKapMiuBaHus (cM. pasaen 4.6.).

e Jletu u moapoctku B Bospacte oT 0 no 18 mer (3¢d¢dexTuBHOCTH M 0€30MaCHOCTH
MPUMEHEHUS HE YCTAaHOBJICHBI).

e Penxo BcTpewaromias HacJIeACTBEHHAs] HEMEPEHOCUMOCTh TalaKTO3bl, AEHUIIUT JTaKTa3bl
WM TITFOK030-TaTaKTO3HAsI MAIbaOCcoOpOIIHs.

4.4. Oco0ble yka3aHUs1 U Mepbl IPEI0CTOPOKHOCTH NIPH IPUMEHEeHHHI

C 0CTOPOKHOCTBIO

JIByCTODOHHUI CTE€HO3 TIOYEYHBIX apTEPHil WM CTEHO3 apTepuu CEIWHCTBEHHOW IIOYKH,
TUIEepKaTUeMHUs, COCTOSIHUS MOC]Ie TPAaHCIUIAaHTAMKM MOYKH (OTCYTCTBYET ONBIT IPUMEHEHHs),
AOPTaJBHBIA WM MUTPAIBHBIA CTEHO3, THMEPTpoduIecKkas OOCTPYKTHUBHAS KapIHOMHOMATHS
(FOKMII), xponuueckas cepaeuyHas HegoctarodHocTh (XCH) ¢ comyTCTBYIOMIMM TSKEJIbIM
HapylmeHneM (QYHKIMH TOYeK, TsDKenmas cepiaedHas HemoctarodHocTh (IV GyHKIMOHAIBHOTO
knacca o knaccuukamun NYHA), XCH ¢ yrpoxaroniMu )XKU3HA apUTMUSIME, UIIEMHYECKast
6ouse3nb cepaua (MBC), nepedpoBackynsgpHble 3a001€BaHNs, TEPBUUHBIN THIIEPATIbI0CTEPOHH3M,
AQHTMOHEBPOTHYECKHI OTEK B aHaMHE3e, apTepuaibHas TUIIOTEH3US, HapylleHHe (QyHKIHN
NeYEHH, HapylleHue (QyHKIMU MOYEK, HapyIIeHNs] BOAHO-3JIEKTPOIUTHOrO OajaHca, MarueHTam
co cHmwxkeHHbIM OLIK (Hampumep, mosydaromuM JiedeHue OOJbIIUMH J03aMHU JUYPETHKOB) B
CBA3M C BO3MOMKHOCTBIO Ppa3BUTHs CHMIITOMAaTHYECKOM apTepHaJbHOW TMIIOTEH3HH,
TUIIOKAJIMEMUs], TUIOHATPUEMHMs, THUIEpKadblUueMus, yuinHeHue wuHTepBana QT Ha
anekTpokapauorpamme (OKI'), ogHOBpeMeHHOE NIPUMEHEHHE JIEKAPCTBEHHBIX INPENaparos,
KOTOpbIE MOTYT BBI3bIBaTh HOJIMMOP(MHYIO KEIYAOUYKOBYIO TaXWKapAHIO THUIA «HHPYIT» H

yBenuueHue mnpoxaospkutenbHoctn uHTepBana QT nwa OKI, omHOBpeMeHHOE NpUMEHEHHE
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CEpACYHBIX TJIMKO3HMIOB U JICKAPCTBEHHBIX MPENapaToB, CIOCOOHBIX BBI3bIBATH TMITOKAIAEMHUIO,
AIJICPTUYCCKUE PEaKIMi Ha TCHUIWILIMH B aHaMHE3e, THIepIapaTupeos, THICPYPHKEMUS,
nojarpa, HemenaHoMHbIH pak koxku (HMPK) B anamuese (cm. pazuen 4.4.).

IIpenapat 'mapoxaopornasu + Jlozapran - TAJL

Peaxyuu eunepuyscmeumenvrnocmu

Y manueHTOB ¢ aHTHOHEBPOTUYCCKIM OTEKOM B aHaMHe3¢ (OTEK JINIA, T'Y0, TJIOTKH/TOPTaH! /W
sI3pIKA) HEOOXOUM KOHTPOJIh MPUMEHEHHUS Tiperapara (cM. paszaen 4.8.).

Hapywenus ¢pynxyuu novex u nevenu

[Ipenapar ['mapoxmoporuasun + Jlozapran - TAJl mnpoTwBomoKazaH uis MPUMEHEHUS Y
MAlMEHTOB C HapyIIEHUSMU (DYHKIUU TIEYCHU TSKENOW CTENCHH M HapylIeHUsSMHU (pyHKIUU
nouek Tsoxenoit crenenu (KK < 30 mn/mun) (cm. pasgen 4.3.).

OmbpuomoxcuuHocms

[Ipumenenue JIEKapCTBEHHBIX CPEJICTB, BO3JICHCTBYIONINX Ha pEHUH-
aHruoTeHsuHaipgocTepoHoByto cucteMy (PAAC), Bo BTOpOM H TpETbeM TPHUMECTpPE
OepeMEeHHOCTH CHUXKaeT (YHKIIMIO MTOYEK TI0/Ia ¥ YBETUYHUBaeT 3a00J1eBaeMOCTh U CMEPTHOCTD
MI0Ja W HOBOPOXKJCHHBIX. Pa3BHTHE OJIMTOTHAPAMHHOHA MOXET OBITh ACCOIMHUPOBAHO C
TUIOIDIa3UeH JISTKUX IIoja U eGopMalusaMu ckeneta. Bo3MOXKHBIC He)KeNaTeIbHbBIC IBJICHUS Y
HOBOPOKJICHHBIX BKJIFOUAIOT THITOTUIA3HIO KOCTEH uepera, aHypHio, apTepUaTbHYIO THIIOTCH3HIO,
MOYCYHYIO HEIOCTATOYHOCTh M JICTAIbHBIA HcxoJ. [Ipy IHArHOCTHUPOBAHMHM OCPEMEHHOCTH
npenapat ['mapoxmoporrnazun + Jlozapran - TAJl qomkeH OBITh Cpa3y OTMEHEH (cM. paszen 4.6.).

T'unpoxyiopoTHasun

Hemenanommuwiii pak koorcu

B mByx (hapMakodmuaeMHOIOTHYECKIX HCCIICOBAHMUIX, BBIMTOJIHEHHBIX C HCIOJIH30BAHUEM
JaHHBIX JlaTCKOro HaIMOHAJIBHOIO PErucTpa paka, Oblla MPOAEMOHCTPHUPOBAHA CBSI3b MEXKIY
IIPUEMOM THAPOXJIOPOTHA3UIA U TIOBBIIEHHBIM puckoM pa3Butud HMPK — 6azansHoKI€TOUHOM
KapUUHOMBI W TIOCKOKJIETOYHOM KapuuHoMbl. Puck paszsutuas HMPK Bospactan npu
YBEJIMUEHUH CYMMAapHOH (HaKOIUIEHHOM) 03Bl TUAPOXJIOPOTHA3H1a. BO3MOXKHBIM MEXaHU3MOM
passutus HMPK sBrsiercs ¢poroceHcnOnnmm3upytomiee AeHCTBHE THAPOXIOPOTHAZHIA.
[TanMeHTs!, TPUHUMAIOLIME THAPOXJIOPOTHA3HL B KAUECTBE MOHOTEPAINY WM B KOMOMHALIMY C
JPYTMMHU JIEKapCTBEHHBIMH IIpenapaTaMy, JOJDKHBI OBITb OCBEAOMJICHBI O PHUCKE Pa3BUTHUS
HMPK. TakuM manpeHTaM peKOMEHIYETCS PETYJISIPHO OCMATPUBATH KOKHBIE TOKPOBBI € LENBIO
BBISIBJICHUS JIIOOBIX HOBBIX [TOJ03PUTENBHBIX OPAXKEHUH, a TAK)KE U3MEHEHUHN YK€ UMEIOIINXCS
MOPAXEHUU KOXKH.

O00 Bcex MOJO3PUTENBHBIX M3MEHEHMSX KOXKU CleyeT He3aMeIJIUTEeIbHO cooOLaTh Bpauy.

HO,I[OSpI/ITeJ'H:HLIC Y4aCTKH KOXHU TOJIKHBI OBITh O6CJ'I€I[OB3.HLI CIICIUAJINCTOM. J_IJ'IH YTOYHCHHUA



JIMarHo3a MOXKET MOTPeOOBaThCs TMCTOJIOIMYECKOE UCCIIE0BaHIE OMONTATOB KOXKH.

C nenpto MuanMH3anuu prucka pasutust HMPK nanuenTtam ciemyer pekoMeH10BaTh cOOII0IaTh
NpOoQMIAKTHYECKUE MEpbl, TaKHMe KaK OrpaHHYEHHE BO3ICHUCTBUS COJHEYHOI'O CBETa MU
yineTpaduoneroBeix (Y®) nydeil, a Takke HCIOIB30BAHWE COOTBETCTBYIONIMX 3alUTHBIX
CPEICTB.

Y mammertToB ¢ HMPK B anamHe3e pekoMeHIyeTcs NEepecMOTPETh IeJIecOo00pa3HOCTh
MPUMEHEHUS THIPOXJIOPOTHAZHIA.

Ocmpas pechupamopHas MoKCUYHOCHb

[Tocne mpuema ruapoOXJIOpOTHasUAa ObLIH 3apErHCTPUPOBAHBI OUCHBb PEIKUE CIIydal TSDKEIIOH
OCTpPOH pPEeCHUpPATOPHON TOKCHUYHOCTH, BKJIIOYAs OCTPBIA PECHUPATOPHBIN JUCTPECC-CUHAPOM
(OPJIC). Otex nerkux OOBIYHO pa3BHBACTCA B TEUEHHE HECKOJBKHUX MHUHYT WIIM 4YacoB TOCIE
npuemMa THApOXJopoTHasujga. B Hauanme 3a0oneBaHHsS CHMITOMBI BKJIIOYAIOT —OBIIIKY,
JIUXOPAIKY, YXyAUIEHUE COCTOSHUS JIETKUX U apTepHalbHyI0 TMnoTeHsuto. Ilpu nogo3penun Ha
OPAC cnenmyer ormeHuTh npenapar [uapoxinoporuasup + Jlozapran - TAl u nposectu
COOTBETCTBYIOLIEE JeueHue. [ uapoxsiopoTHasul He ciefyeT Ha3HayaTh [MallieHTaM, Y KOTOPBIX
paHee  HaOMIOZANCS  OCTPBI  PECHUPATOPHBIM  AMCTPECC-CHHAPOM  IOCIe  MpHema
TUAPOXJIOPOTHA3UAA WIH IPYTOro THA3UAHOTO ANYPETHKA.

Hapywenue ¢ynxyuu nouex

Y manmueHToB ¢ HapymieHHeM (YHKIUH IOYeK NPUMEHEHHE THIPOXJIOPOTHA3HUIA MOXKET
BBI3bIBaTh  a30oTeMuto. [Ipm  mO4YedyHON  HEAOCTATOYHOCTH  BO3MOXKHA  KyMYJISILUS
THUAPOXJIOPOTHA3UAA. Y TIAIIMEHTOB CO CHIKCHHOMN (DyHKIIMEH MOYeK He0OXO0MM TIEPHONISCKUT
koHTpoab KK. Ilpu mporpeccupoBanuu HapylieHHs (DYHKIMM IOYEK H/WIM HACTYIUICHUH
ONUTYpHH (aHYPHsI) THIPOXJIOPOTHA3HU CIETYyET OTMEHUTb.

Hapywenue ¢ynxyuu nevenu

IIpy mpuMeHeHHMH THa3UIHBIX IUYPETUKOB Yy MAIMEHTOB C HapylleHHeM (YHKIUU MHEYeHH
BO3MOXHO  pa3BUTHE  IE4YEeHOYHOH  »Huedanonatuu. [lammeHtamMm ¢ IEYEHOYHOM
HEJ0CTaTOYHOCTBIO TSDKEJIOH CTENEeHU WK NeYeHOYHOM HHIIe(danonaTueil npuMeHeHNe THa3HI0B
MIPOTUBONOKA3aHO. Y MAMEHTOB C MEYEHOYHON HEJOCTATOYHOCTBIO JIETKOM U CPEHEH CTEICHH
TSHKECTH W/WIN TIPOrpecCUpPYIOINM  3a00J€BaHUEM IE€YEHU T'HAPOXJIOPOTHA3U] CleoyeT
MPUMEHSTH C OCTOPOKHOCTBIO, IIOCKOJIbKY Jake HEOONIbIIOe H3MEHEHNE BOJAHO-3JIEKTPOIUTHOTO
OanaHca M HaKOIUICHHE aMMOHHS B CBIBOPOTKE KPOBH MOXKET BBI3BIBATh MEUCHOYHYIO KOMy. B
cllydae TIOSIBJICHHS CHMIITOMOB OHIE(ANIONAaTHH TPHEM IHYPETHKOB CJEIyeT HEMEIEHHO
MPEKPATUTb.

Boono-anexkmponummusiii 6anranc u memabonuueckue Hapyulenus

Tuasuaasle AUypeTHKH (BKJIIOYas THAPOXJIOPOTHA3WA) MOTYT BbI3bIBaTh yMmeHblieHne OLIK



(TMIIOBOJIEMHIO) U HApYyLIEHHUs BOAHO-3JIEKTPOJIMTHOTrO OajaHca (B TOM YMCIIE TMIIOKAIHEMHUIO,
TUNIOHATPUEMHUIO, THUIIOXJIOPEMHUYECKUN ankano3). KinHu4eckuMH CHMNTOMaMu HapylIEHUH
BOJIHO-3JIEKTPOJINTHOTO OajiaHca SBJISIIOTCSA CyXOCTh CIIM3UCTON 000JI0UKU MOJIOCTH PTa, JKaX/1a,
c11aboCTh, BSUIOCTH, YTOMIISIEMOCTh, COHJIMBOCTD, OECITIOKOHCTBO, MBIIIIEUHas! 00JIb HITH CyIOPOTH,
MBIILIEYHAsA CJIa0OCTh, BBIpAKEHHOE CHIKeHHEe AJl, onaurypus, TaxukKapaus, apuTMHUi U
HapyUICHUsI CO CTOPOHBI >KEIYyAOYHO-KMIIEYHOTO0 TpakTa (Takue Kak TOLIHOTAa M pBOTA). Y
MAIMEHTOB, MOJYYAOIIUX TEPAIHI0 THIPOXIOPOTHAZHUIOM (0COOEHHO TPH MPOAOIDKUTEIHHOM
KypCOBOM JICUEHHMHM), CJIEAYeT BBISABIATh KIMHUYECKHE CHUMITOMbBI HapylIeHUH BOJHO-
3JIEKTPOJIUTHOTO OajaHca, PeryyispHO KOHTPOJIUPOBATH COJEP)KAHUE DIICKTPOJIUTOB B ILIa3Me
KpOBH.

Hampuu

Bce mauypernueckue npenapaTsl MOTYT BbI3bIBaTh T'MIIOHATPUEMHIO, MHOIZA NPUBOASILYIO K
TSKEJIBIM OCJIOKHEHHSIM. [ MITOHAaTprueMMsl ¥ TMITOBOJIEMUSI MOTYT IPUBOJUTH K 00€3BOKHBAHUIO
U OpTOCTaTUYECKOU rUnoTeH3uu. COMmyTCTBYIOIIEE CHIDKEHNE HOHOB XJIOPa MOKET IPUBOJUTH K
BTOPUYHOMY KOMIIEHCATOPHOMY METa00JIMYeCKOMY ajKajlo3y, OJHAKO YacToTa M CTEHeHb
BBIPAKEHHOCTH 3TOT0 d(h(hekTa He3HAUNTENBHBI. PEeKOMEH /TyeTCs OTIpeNIeNInTh COIepKaHNE HOHOB
HaTpus B IUTa3Me KPOBH J0 HA4aJla JICYEHUS U PETYIIPHO KOHTPOIUPOBATH HTOT MOKA3aTeNb HA
(doHe mpuemMa THAPOXIOPOTHAZHIA.

Kanuii

[lpy nmpUMEHEHWW THA3UAHBIX M THA3UIOMOJOOHBIX TUYPETUKOB CYIIECTBYET PHCK PE3KOTO
CHIDKEHUS COJIEPKaHUs KalKsA B IUIa3Me KPOBHU M Pa3BUTHS TUIIOKAIHEMUH (COAEp KaHNE Kaus B
mwiasMe KkpoBu < 3,4 MMonb/i). I'mnokanmueMuss MOBBINIAET PHUCK Pa3BUTHS HapyIICHUM
CEpICYHOT0 pUTMa (B TOM YHCJE TSKEJIBIX apUTMUN) M YCHIMBAET TOKCHYECKOE JCHCTBHE
cepAeUHbIX INIMKO3uA0B. Kpome Toro, rumokamuemust (kak u Opaaukapiausi) sBiseTcs
COCTOSIHUEM, CIIOCOOCTBYIOIIMM DPAa3BUTUIO MOIMMOP(HON KeTyJ0YKOBOM TaxMKapAUU THIA
«IHPYIT», KOTOpask MOXKET NIPUBOIUTH K JIETAIBHOMY UCXOAY.

['unoxanuemus npencTaBiasieT HauOOJBIIYIO0 ONTACHOCTD AJIS CIEAYIOLIMX IPYII MAIMEeHTOB: JIUIa
MTOXKWJIOTO BO3pacTa; MallMEeHTHI, OJHOBPEMEHHO TMOIYYalOIUe TEPANui0 aHTHAPUTMHUIECKUMHU U
HEaHTUAPUTMHUYECKUMH ITpenapaTaMy, KOTOPbIE MOTYT BBI3bIBATh OJMMOP(HYIO KETyA0UKOBYIO
TaxUKapIUIO0 THIA «IHPYIT» WM YBEIMYUBATH MPONOJDKUTENbHOCTh MHTEepBana QT na OKI;
MayeHTs! ¢ HapymeHusMu ¢ynakuauu nedenu, MUbC, XCH. Kpome Toro, k rpyrie moBBIIIEHHOTO
pHUCKa OTHOCATCA MAalMEHTHl ¢ yAnuHeHHbIM uHTepBasioM QT. Ilpu 3TOM HEe MMeeT 3HaYeHHUS,
BBI3BAHO 3TO YBEJIINYEHUE BPOXKACHHBIMY PUINHAMH WIH ICHCTBHEM JIEKAPCTBEHHBIX CPEACTB.
Bo Bcex omMcaHHBIX BBIIIE CIy4asx HEOOXOOUMO M30eraTh pUCKa pa3BUTHUS TMIOKATUEMHUH U

pPEeryIsipHO KOHTPOJMPOBATH COJAEpKaHWE KalWsg B IUIasMe KpoBH. llepBoe wu3MepeHue



COJIep>KaHUsI HOHOB KaJIsl B IJ1a3Me KPOBH HEOOXOAMMO ITPOBECTH B TEUEHHUE NEPBOM HEJENU OT
Havaia JiedeHus. [Ipy BBISBICHUYM TUMOKATHEMHUH TOJDKHO OBITHh Ha3HAYEHO COOTBETCTBYIOIICE
neueHue. [UMokamueMuo MOXHO KOPPEKTHpPOBaThb HPHUMEHEHHEM KaluiCcoJepiKaIiux
MpernapaToB WIH MPHEMOM MHIIEBBIX ITPOIYKTOB, OOTaThiXx KamneM (CyXO(ppyKTbI, (QpYKTHI,
OBOIIIA).

Kanvyuii

Tuasumaple JUYPETHKH MOTYT yYMEHBIIATh BBIBEACHHWE MOHOB KAJBIUS MOYKAMH, MPHUBOMAS K
HE3HAUUTEIbHOMY M BPEMEHHOMY IOBBILICHUIO COJEpXaHUS KalblUs B IJIa3Me KpOBU. Y
HEKOTOPBIX TMAIEHTOB MPH JIUTEIHHOM MPUMEHEHWH THA3UIHBIX JUYPETUKOB HAOIIOJAITNCH
NaTOJIOTHYECKHE  W3MEHEHUs  MNapallUTOBUIHBIX  JKelle3 ¢ TUIepKajJblueMueil |
runepdocdaremueli, HO 03 TUMUYHBIX OCJIOKHEHUW TuUIeprnaparupeo3a (HedpomuTuas,
CHIDKCHHE MMHEPaJbHOM IJIOTHOCTM KOCTHOW TKaHM, SsI3B€HHas OOJIE3Hb OJKEIyAKa WIH
JIBEHA/IIIATUIIEPCTHOM KUIIKM). BbIpakeHHas TI'UIIEpKaJblIMEMHUS] MOKET OBbITh IPOSBIECHHEM
paHee HeIMarHOCTUPOBAHHOTO THIEpIaparupeo3a. M3-3a cBoero BIMsSHUS Ha MeTabOIH3M
KaJablMg THA3UABI MOTYT BJIMATH Ha J1abOpaTopHbIE MOKa3aTenu (PyHKIMM MapainiuTOBHIHBIX
xene3. ClieayeT MpeKpaTHTh NPUEM THA3UAHBIX JUYPETUKOB (BKIIIOYAsl THIPOXIOPOTHA3ZHI)
Nepe UCClleIoBaHneM (PYHKIUH MMapalIuTOBHIHBIX KeJle3.

Maenuii

Y cTaHOBNIEHO, YTO THA3HIBI YBEIUYNBAIOT BBIBEACHNE MarHUS IOYKaMH, YTO MOXKET MPUBECTH K
rurnomMaraueMuu. Kimmandeckoe 3HaYeHne THIIOMarHUeMHN OCTAeTCs] HESICHBIM.

Tnoxoza

Jleuenne THA3UIHBIMU JUYPETUKAMH MOKET HapyllaTb TOJEPAaHTHOCTh K TIirokose. Ilpum
MPUMEHEHUU TUAPOXJIOPOTHA3UIA Y TTAIMEHTOB C MAaHU(ECTHBIM MJIM JTATEHTHO MPOTEKAOIIUM
caxapHbIM JMa0ETOM HEOOXOIUMO PETryJSIpHO KOHTPOJMPOBATh KOHLEHTPALMIO TJIOKO3bI B
KpoBU. MoskeT mnoTpeboBaTbcsd KOPPEKLUs J03bl T'MIIOIJIMKEMHYECKUX JIEKapCTBEHHBIX
IIpenaparos.

Mouesas kucioma

VY nanueHToOB C MOAArpoid MOXET YBEIMYMBATHCA YacTOTa BOSHUKHOBEHHS IPHCTYIIOB HIIH
000CTpATHCS TeueHue nojaarpsl. HeoOXoquM TIIATeNbHbIH KOHTPOJIb 32 HAllUEHTaMU C 110arpon
¥ HapyIICHHEM MeTa0oIi3Ma MOYEBON KUCIIOTHI (TUIIEPyPUKEMHUS).

Jlunuowi

[lpy mpuUMEeHEHNH THIPOXJIOPOTHA3UAA MOTYT IOBBIIIATHCS KOHICHTPAIIMH XOJIECTEPHUHA H
TPUTIIAIEPUIOB B IJIa3Me KPOBH.

Xopuouoanvhwiil 861nom/ocmpas MUONUA/6MOPULHAS 3AKPbIMOY20NbHAS 21AYKOMA

anpoxnopomasm[ MOXET BbBI3bIBATb HWAHWOCHHKPA3ZHUYCCKYIO0 PCAKIWIO, IPUBOAAINYIO K



Pa3BUTHIO XOPUOMJAJIBHOIO BBHINOTA C AC(PEKTOM MOJs 3pEHUs, OCTPOH MHUONUU U OCTPOMY
MPUCTYNy BTOPUYHON 3aKpBITOYTOJIbHON Ti1ayKoMbl. CHMIOTOMBI BKJIIOYAIOT: BHE3AIHOE
CHIKEHHE OCTPOTHI 3pEHUs M 00JIb B IJ1a3aX, KOTOPBIE NPOSIBIIAIOTCS, KaK MPaBUIIO, B TEUCHHUE
HECKOJIbKMX YacOB WJIM HEJeNb OT Hayala Tepanmuu THAPOXJopoTHasuaoMm. Ilpu oTcyTcTBUH
JICUYSHHSI OCTpasi 3aKPBITOYTOJIbHAS TIayKOMa MOKET NMPUBECTH K HEOOPAaTHUMOH MoTepe 3peHusl.
[lpy mTOSBIEHUH CUMITOMOB HEOOXOIMMO KaKk MOXXHO OBICTpee TPEKpaTUTh MpUeM
TUAPOXJIOpOTHasuaa. Eciau BHyTpUIiazHoe NaBJICHHE OCTAeTCS HEKOHTPOJIUPYEMBIM, MOKET
NOTPeOOBaTHCSl HEOTJIOKHOE MEIMKAMEHTO3HOE JICUCHHE WIM XUPYpPrHYecKoe BMEIaTelbCTBO.
@akTOpOM pHCKAa Pa3BUTHUS OCTPOM 3aKPBITOYTONIBHOW TJIayKOMBI SIBIISIETCS ajuleprudeckas
peakuus Ha cyJb(OHaMU/Ibl WM TIEHUIWIJIMH B aHaMHE3e.

Hapywenus co cmopomnbt umMmyHHOU cucmembl

NmeroTes cooO1IeHNS O TOM, UTO THAa3UIHBIE AUYPETHKH (B TOM YHCIIE THIPOXIOPOTHA3HUT) MOTYT
BBI3bIBaTh O0OOCTPEHHE WM IPOrpecCCUpPOBaHME CHCTEMHOM KpacHOM BONYAHKHM, a TaKxkKe
BOJIYaHOYHOTIOTOOHBIE PEAKIIHH.

VY nanueHToB, NOIYYaroIliUX THA3UIHBIE IUYPETUKH, pEaKIIMU [TOBBIIIEHHON YyBCTBUTEIbHOCTH
MOTYT HaOJIOAaThCs ake MPU OTCYTCTBHM YKa3aHWW HA HAIMYME B aHAMHE3E aJJICPrHUECKUX
peakuuii WM OpOHXHUAITBHOW aCTMBL.

DomoyyscmeumenbHoCHb

Ecte umHpoOpMamms o ciaydasx pasBUTHA peakiyii (OTOUYBCTBUTEIBHOCTH TIPU MpHUEME
THA3UIHBIX JHYPETHKOB. B cimydae mosBieHus (HOTOUYBCTBUTENFHOCTH Ha (OHE mpHuema
THAPOXJIOPOTHA3UAA CIEAyeT MPEKpPaTHTh JieueHue. Ecnu mpomoinkeHWe mnpuema IuypeTHKa
HE00XO0UMO, TO CIEYeT 3alUIIaTh KOKHbIE TOKPOBBI OT BO3JEHCTBUS COJHEUHBIX JIyded WiIn
HCKYCCTBEHHBIX Y D JTydei.

Cnopmcmenvl

I'mppoxnopoTnasus MOXKET AaBaTh IOJOXKHUTEIBHBIM pe3yibTaT INPU IPOBEIACHUM JIOIUHI-
KOHTPOJISI Y CIIOPTCMEHOB.

Ilpouee

VY manmeHTOoB ¢ BBIPaKEHHBIM aTEPOCKIEPO30M IepeOpabHBIX M KOPOHAPHBIX apTepHuil ClIeayeT
¢ 0C000H OCTOPOXKHOCTBIO IPUMEHSTH THAPOXJIOPOTHASU.

TuasumHbIe JHYPETUKH MOTYT CHIDKATh KOJMYECTBO KO/, CBA3AHHOTO C OeITKaMH TJIa3MbI KPOBH,
0e3 MpOosBICHHUS PU3HAKOB HAPYIICHUS ()YHKIIUH IIATOBUIHON KEJIC3HI.

JlozapTan

Ueotinas oroxaoa PAAC

OnHOBpeMEHHOE TMPUMEHEHHE aHTaroHUCcToB peuentopoB anruoteHsuHa ll (APAID) c

npenapaTaMu, COACPKAIMMH aJTUCKUPEH, TIPOTUBOIIOKA3aHO Y MAalMEHTOB C CaXapHbIM JuabeToM



W/WIH C yMEpEeHHOH M TsDKelIol ModyeuHoi HejpocTatoyHocThio (CK® < 60 mn/mun/1,73 m?
IUIOLIAM TOBEPXHOCTH Telld) U HE PEKOMEHIyeTcs y APYrux mauueHToB. OTHOBpeMEHHOE
npumenenrne APA Il ¢ uaruouropamu AII® npoTHBonoka3aHo y MalMeHTOB ¢ AMa0eTHYeCKOH
HeponaTuei u He PEKOMEH/YeTCs y IPyTUX MaIllueHTOB.

Apmepuanvrasn cunomensus u cHudicenue OLIK

VY nanuenToB co cHukeHHbIM OLIK 1 co CHUKEHHBIM COJIep)KaHUEM HaTpus B IIa3Me KPOBH,
Pa3BHUBAIOIIMXCS MO NPUYMHE MHTCHCHUBHOM Tepanmuu JUYPETUKAMH, IUETHl C OrpPaHUYCHHUEM
[IOBapEHHOM COJIM, IUaped WM PBOTHL, MOXKET Pa3BUBATHCA CHUMIITOMAaTHYECKas apTepHalbHas
THITIOTEH3HUs1, 0COOCHHO TTOCIIe TpreMa MepBoii 10361 penapata [ 'mapoxmopornasua + JlozapraH -
TA-L.

Koppekuuto Takux COCTOSHMH HEOOXOOUMO MPOBOAWUTH JI0 Ha3HAueHHWs MpenapaTa
IM'mapoxnoporuasun + Jlozapran - TAJL.

Hapywenue 600no-snexmpoarummnozo 6anranca

Hapymenne BOgHO-371€KTPOIMTHOTO OasiaHca SIBISIETCS XapaKTEPHBIM [ TALIMEHTOB C TOYEYHOMN
HEJO0CTaTOYHOCTBIO C CaXapHbIM JuabeToM WM 6e3 caxapHOro auadera, mo3ToMy HeoOXO0AUMO
THIaTENIbHOE HAOMIO/IeHHEe 3a ManueHTamMu. HeoOXoauM TIaTenbHBIH KOHTPOJIb COICpIKaHUS
kays B Tuiazme kpoeu win KK, ocoOeHHO y manueHToB ¢ cepaeyHol HemocratouyHocThio U KK
30-50 mu/mMuH.

Bo Bpems newennss mpenapatom [‘mapoxmoporuasup + Jlosapran - TAJl He pekomeHmyeTcs
NPUHUMATH KaJuiicOeperaronme JUypeTHKH, Tperaparsl Kajlus, 3aMEHUTENN MHUINEBOW COIH,
coJieprKalllue Kajuil, Ui APYyTue MmpenapaThl, KOTOPbIE MOTYT HOBBIIIATH CONEPKAHUE KAIHS B
IU1a3Me KpOBU (HaIpumep, JeKapCTBEHHBIE Mpenaparhl, CoJepiKaIliie TPUMETOIIPUM).
Aopmansrsiii unu mumpansvHoiti cmernosol, I OKMIT

Kak u Bce nekapcTBeHHBIE cpeicTBa, 0ONajaroniue BazoAuIaTHpyromumM aercteuem, APA 11
JOJDKHBI HA3HAYATHCS C OCTOPOKHOCTBIO NAIIMEHTaM C Aa0PTAJIbHBIM MIIM MUTPalIbHBIM CTEHO30M
i 'OKMIL.

UBC u yepebposackynapHuvle 3a601e6aHUsL

Kak m Bce nexapcTBeHHBIE CpeAcTBa, OONamaroIIve BazomuiaTupyromuM nerictBueMm, APA 11
JOJKHBl Ha3HAdaThCsl ¢ OCTOPOKHOCThIO manueHtam ¢ MBC nnm nepebGpoBacKyspHBIMU
3a00JI€BaHUSMHE, TTOCKOJIBKY BBIpOKCHHOE CHIKEeHUE A/l y MaHHOW TpYMITBI MAIIHEHTOB MOXKET
MIPHUBECTH K Pa3BUTHIO MH(APKTa MUOKAP/Ia MITH HHCYIITA.

XCH

Kak u npu npuMeHeHnn Apyrux JIEKapCTBEHHBIX CPEACTB, OKa3biBatomux Aeiicteue Ha PAAC, y
nanuenToB ¢ XCH ¢ nnu 6e3 HapymeHus QyHKIMU MTOYEK CYLIECTBYET PUCK Pa3BUTHS TSKENOM

apTepHaIbHOMN THITOTEH3UH WU OCTPOM MOYEYHON HEJOCTATOYHOCTH.
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Ilepsuunvtii cunepanv0ocmepornusm

Tak Kak y ManuMeHTOB C MEPBUYHBIM THIEPATbJAOCTEPOHU3MOM, KaK MPaBUIIO, HE HAOII0AaeTcs
MOJIOKHUTEIBHOTO OTBETA HA TEPAIUIO TUIIOTEH3UBHBIMU CPECTBAMU, KOTOPBIE IEHCTBYIOT IIyTEM
unrubupoBanusi PAAC, mpumenenue mnpenapata [ 'mapoxnoporuasun + Jlozapran - TAZl He
PEKOMEHIyeTCs y JAaHHOW IPyMIIbl TAllMEHTOB.

Hapywenue ¢ynkyuu nevenu

JlanHbIe (hapMaKOKHHETHYECKUX HCCICIOBAaHUH yKa3bIBAIOT HA TO, YTO KOHIIEHTPAIIH JI03apTaHa
B IUIa3M€ KPOBU Yy MALMEHTOB C LUPPO30M IE€YEHU 3HAUUTEIHHO YBEIUYMBAETCS, MOITOMY
MaIMeHTaM C HapyIICHUAMH (YHKIIUHU TIEUECHH JISTKON WIIH CPEeTHEeH CTETICHN TSYKECTH B aHAMHE3¢e
npenapar ['mapoxnoporuasun + Jlozaptan - TAJl crnemyeTr Ha3HayaTb C OCTOPOYKHOCTBIO.
OTcyTcTBYET ONBIT NMPUMEHEHHs J03apTaHa y MAIMEeHTOB C HapylleHHeM (YHKIHMU MEeYeHU
TsDKenod  crereHn  (Oonee 9 GanmoB  mo  mkame Yaknn-llsio), mosTomMy mpemapar
I'mapoxnoporuasun + Jlozapran - TAJl mpoTuBOmOKa3aH y JaHHOM TpYINbl MallMeHTOB
(cm. pazmenm 4.3.).

Hapywenue ¢ynxyuu nouex

Bcenencreue wmHrnOupoBanmst PAAC y  HEKOTOPBIX — INPEIpacHoOiOKEHHBIX —ITallIeHTOB
HAOIOAMNCh M3MEHEHHS (YHKIUHM TMOYEK, BKIIOYAs Pa3BUTHE IMOYEYHOH HEIOCTATOYHOCTH.
JlaHHBIC M3MEHEHUS MOYEYHOW (YHKIMU MOTYT BO3BPAIIATHCS K HOPME IMOCTE MPEeKpaIleHHs
JICUCHUS.

Hexotopsie nekapcTBeHHBIE CpPENCTBA, OKasbBaromue Bo3aelicteue Ha PAAC, woryt
YBEIMYMBAaTh KOHLIEHTPAallMd MOYEBHHBI M KpEaTMHHHA B IUIa3M€ KpPOBH Yy NAIMEHTOB C
JIBYCTOPOHHHM CTE€HO30M ITOYEYHBIX apTepUil MM CTEHO30M IOYEYHOH apTepuu €JUHCTBEHHOM
nouyku. Coo0Ianoch 0 BOSHUKHOBEHUH MTOT00HBIX 3 PEKTOB MpH mpreMe jJo3apTana. [loqooHbIe
HapyleHus QyHKIMU oYeK MOTyT ObITh 0OpaTHMBI 11OCNIe OTMEHBI Tepanuu. Jlo3apTan cienyer
MPUMEHSTH C OCTOPOKHOCTHIO Y MAILIMEHTOB C JBYCTOPOHHUM CTEHO30M ITOYEUHBIX apTepHil UITH
CTEHO30M IIOYEYHOH apTepuH €ANHCTBEHHON MOYKH.

Oco0bIe rpyIIIEl NAUEHTOB

Omuuueckue ocobennocmu

AHanu3 JaHHBIX BCeW MOMYJISALMU MAalMEeHTOB, BKIItOUeHHbIX B uccienoBanue LIFE no uzyuenuto
BIIMSHUSL JI03apTaHa Ha CHUKEHUE YaCTOTHI PA3BUTHSI OCHOBHOTO COCTaBHOTO KPUTEPHS OIEHKH
WCCIICIOBaHNS y TAIMEHTOB C apTepuanbHol TumepreHsueid (Al) m rumeprpodueli neBoro
xenypouka (n=9193), nokazan, 4TOo CIOCOOHOCTH JI03apTaHa IO CPAaBHEHHUIO C aTCHOJIOJIIOM
CHI)KAaTh PUCK Pa3BHUTUS WHCYJbTAa U WH(pApPKTa MHOKApJa, a TAKKE YMEHBINATH MMOKA3aTeb
CEPJICYHO-COCYTUCTON CMEPTHOCTH y MaIueHToB ¢ Al u runeprpodueii 1IeBOro xemyaouka (Ha

13,0 %, p=0,021) He pacnpocTpaHsAeTCS Ha MAIMEHTOB HETPOUIHON pachl, XOTsS 00a pexuMa

11



Tepanuu 3pQPEeKTUBHO CHUXKAIK YpoBeHb A/l y NaHHBIX manueHToB. B 1aHHOM HccieloBaHUU
J03apTaH 10 CPAaBHEHHWIO C AaTCHOJIOJIOM YMEHBINANI TI0Ka3aTeNlb CepIeYHO-COCYIUCTON
3a00J1€BaEMOCTH U CMEPTHOCTH y aniueHToB ¢ Al" u runeptpogueil 1eBoro xeayaouka Bcex pac,
kpome HerpommHod (n=8660, p=0,003). OxHako B JaHHOM UCCJICIOBAHUH TAIUEHTHI
HETPOMJIHOM pAachl, TONyYaBIIME AaTEHOJOJ, WMENH MEHBIIWH PHCK Pa3BUTHS OCHOBHOTO
COCTaBHOTO KPHUTEPHS OICHKH HCCIENOBAaHUS (TO €CTh MEHBIIYI0O KOMOMHHUPOBAHHYIO YacTOTY
Pa3BUTHS CEPACYHO-COCYAUCTON CMEPTHOCTH, MHCYJIbTA U HH(pAPKTa MUOKapAa) 10 CPAaBHEHHIO C
MalueHTaMH TOU e pachl, MpUHUMaBIIMMH Jo3apTad (p = 0,03).

Iayuenmur nosicunoeo eospacma

Knuauyeckue wuccnenoBaHus HE BBIABWIM KaKuX-IMOO OCOOEHHOCTEH B  OTHOIICHUH
6e3onacHocTu U 3pdexTnBHOCTH Npenapata ['uapoxnopornazus + Jlozapran - TA/l y nanueHToB
MOKUIIOTO Bo3pacTa (crapiie 65 ner).

JeTu 1 moApoCcTKH

D¢ dexTuBHOCTH W 0€30MACHOCTh NMPUMEHEHHS KOMOMHAIMU THUAPOXJIOPOTHA3HI + JI03apTaH Y
JETEN U IOPOCTKOB B BO3pacTe 10 18 JeT He yCTaHOBIIEHBI.

Ecnn y HOBOpPOXXIEHHBIX, YbM MaTepH NPHHUMAIN npenapat I'mapoxnopornasun + Jlozapran -
TAJl Bo Bpems OepeMeHHOCTH, HAONIONACTCS pAa3BUTHE ONUTYPUH WM apTepHATbHOMN
THIOTCH3WH, HEOOXOJMMO TPOBEICHHE CHMITOMATHYECKON Tepamnnu, HamnpaBIeHHOH Ha
nojuepxkanne AJl m mouednoir mepdysuu. Moxer moTpeOoBaThCsl MEpeTMBaHUE KPOBU HIIH
MpOBEICHUE JWaNn3a Uil TPEJOTBPALICHUS PAa3BUTHA apTEPHATBHON THUIIOTEH3UH W/HIH
noJIepskaHust QyHKIMN TTOYEK.

BcnomoraTenbHbIe BeliecTBa

Jlakxmo3svl monocuopam

[lanmenTam ¢ peako BCTPEHANOLIECHCS HACIEACTBEHHOM HENEPEHOCHUMOCTBIO TIajaKTO3Hl,
epUIUTOM JIaKTa3bl MM TIHOKO30-TalaKTO3HON ManbabcopOiuel He clieyeT NPUHUMATh 3TOT
npemnapar.

4.5. B3auMopeiicTBHe ¢ JPYrMMH JEKAPCTBEHHBIMH IIpenapaTtamMM H Jpyrue BHABI
B3aMMOJAeHCTBUA

I'uapoxaopoTHazus

HepeKOMeH()y@Mble couemarus 1eKapCcmeernblx npenapanios

Ilpenapamul aumus

IIpn OIHOBpEMEHHOM IPUMEHEHHH THAPOXJIOPOTHA3WJa M IpEenaparoB JHUTHUS CHIKAETCA
MOYEYHBIN KIMPEHC JIUTHUS, YTO MOXKET MPUBECTH K MOBBILICHUIO KOHLIEHTPALIUHU JIUTHUS B IIJIa3Me
KpPOBM M YBEIMUYCHHIO €ro TOKCHYHOCTH. IIpn HEo0X0AMMOCTH OJHOBPEMEHHOI'O MPUMEHEHHS

THIPOXJIOPOTHA3HAA CIIEAYeT TIATEeIbHO NOAOMPATh 103y MPEnapaToB IJUTHS, PETYISPHO
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KOHTPOJIMPOBATb KOHUOCHTPALHUIO JHUTHUA B IIJIa3MC KpPOBH U COOTBETCTBYIOLIUM 06pa30M

nmoaduparTh A03y Mpemnapara.

Couemanus JleKapCcmeeHHblx npenapamoe, mpe6yr0u;ue 006020 BHUMAHUSL

IIpenapameur, CROCoOHbLE _ BbL3LIBAND I’lOJlUMODd)HVIO 2UCeNYO0UKOBYIO MAXUKAPOUIo _munda

«nupyany

Crnenyer ¢ 0co00H OCTOPOKHOCTBIO MPUMEHATH THAPOXJIOPOTHA3UI OJHOBPEMEHHO C TaKHMH

npernapaTam, Kak:

aHTHApPUTMHUUYECKUE JICKApCTBEHHBIC mMpemapaTtsl [A kiacca (XWHUAWH, TUAPOXHHUINH,

TU30TTUPaMUJI, TIPOKAWHAMH]);

aHTHapUTMHUYECKUe JieKapcTBeHHble mnpenapatel Il kmacca (noderwnua, uOyTHmuz,

OpeTuiHst TO3UJIaT), COTAI0, IPOHEIapPOH, aMHOAAPOH;

npyrue (HeaHTHApUTMUYECKHE) JIEKapCTBEHHBIE CPE/ICTBA (B CBSI3U C YBEIMUCHHEM PUCKa

pPasBUTHS  JKEIyIOYKOBBIX  aAPUTMHUH, OCOOCHHO TOJMMOP(PHON  IKEIyJI0YKOBOU

TaXMKapAuU TUIA «ITUPYIT» ((pakTop pucKa — THIOKATHEMUS ):

- HelponenTuKu: (EHOTHA3WHBI (XJIOPIPOMA3MH, IMaMEMa3lH, JIEBOMEIPOMAa3HH,
THOpHIA3uH, TpudiayornepasuH, ¢uydenasuH), OeH3aMuAbl  (aMHCYIBIPHUT,
CYIBTONPHU/, CYJIBIUPHI, THANPHI), OyTHPO(EHOHBI (IPONEPUIOIN, TAIOTIEPHION),
NUMO3HU/T, CEPTHHIOM;

- AQHTHUJENPECCAHTHI: TPULMKINYECKUE AHTHUAEHPECCAHTHI, CEJIEKTUBHbIE WHTUOUTOPHI
00paTHOTO 3axBaTa CEPOTOHMHA (LIUTATIONPAM, ICIUTAIONPAM);

- aHTHOaKTepuanIbHBIE CPe/ICTBA: PTOPXHUHOIOHKI (JIeBO(IOKCaIIMH, MOKCU(IOKCAIIWH,
cnapgIiokcanuH, TUIPO(IOKCAINH), MAKPOIUABI (SPUTPOMHUILINH IPU BHYTPHBEHHOM
BBEICHUH, A3UTPOMMLUH, KIAPUTPOMHULMH, POKCUTPOMHIMH, CIUPAaMHUIMH), KO-
TPUMOKCa301;

- IPOTHBOIPHOKOBBIE CpEJICTBA: a30Jibl (BOPMKOHA30J, UTPAKOHA30JI, KETOKOHA30,
(haykoHazomn);

- TPOTHBOMAISIpUHHBIE CpEACTBAa (XWHUH, XJIOPOXUH, Me(IOXWH, TaJohaHTPUH,
nymehaHTpHH);

- TPOTHBONPOTO30MHBIC CPEICTBA (IEHTAMHINH MPH MTAPEHTEPATILHOM BBEICHUH);

- aHTUAHTHHAJbHBIC CPEACTBA (PaHONA3UH, OCTIPUIN);

- TIPOTHBOOITYXOJIEBBIE CPEACTBA (BaHAECTAaHHO, MBIIIBSIKA TPHOKCHJ, OKCAIUIUIATHH,
TaKpOJIUMYC);

- IPOTHBOPBOTHBIE CPEACTBA (JOMIEPUAOH, OHJAHCETPOH);

- CpeICTBa, BIUSIOMINE HA MOTOPHUKY KETYIO0YHO-KHIIEYHOTO TPaKTa (I[M3aIlpH.);

- AHTUT'MCTaMHUHHBIC CPCICTBA (aCTCMI/ISOJ'I, Tep(l)eHa,Z[I/IH, MI/ISOJ'IaCTI/IH);
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- TMpoude JIeKapCTBEHHBIE CpeACTBa (aHarpenuji, Ba3oNpeccuH, audeMaHuIa
MeTWwICynb(haT, KeTaHCepHH, MpoOyKod, mpomodod, ceBodIypaH, TEpIUIPECCHH,
TEPOJUIIVH, IIUJI0CTA30).

Cnenyer omnpenenuTh COAEpP)KAaHME Kaiug B IUIa3ME€ KPOBU M TNPH  HEOOXOAMMOCTH
KOPpPEKTHpPOBaTh €ro 10 Hayaja KOMOWHHPOBAHHOM Tepamuu THUAPOXJIOPOTHAZUAOM C
yKa3aHHBIMH BBIIIE Tpenapatamu. HeoOXoauM KOHTPOIJIb KIMHWYECKOTO COCTOSHUS TAalMeHTa,
COJIep KaHMs AIICKTPOIUTOB IIa3Mbl KpOBHU U Tokazareneit OKI'. ¥V marmeHToB ¢ runokanmueMuei
HEOOXOUMO TIPUMEHATh JIEKAPCTBEHHBIE CPEJICTBA, HE BBI3BIBAIONINE MOIUMOPHHYIO
KEITyT0YKOBYIO TAXUKAPIUIO THIIA KITHUPYIT».

ﬂEKaDCWl@eHHble cpe()cmea, Ccnocoomble yeeiudueaniv nDOdO/ZDfCMmeJZbHOCWlb urnmepeauia OT

OnHOBpEeMEHHOE MNPHUMEHEHHE THIPOXJOPOTHAa3HIa C JIEKapCTBEHHBIMHM IIpernapaTrami,
CIIOCOOHBIMH YBEJIMYMBATH MPOAOIDKUTENbHOCT HHTepBasa QT, HOKHO OCHOBBIBATHCS Ha
THIATEJIbHOW OLIEHKE IS KaKJOro IallMeHTa COOTHOIUEHHS OXXKHUIAeMOW TMOJb3bl U
MOTEHINAJIBHOTO PUCKA (BO3MOKHO YBEIIMYEHUE PUCKA PA3BUTHS TOIUMOPGHOHN KETYTOIKOBOH
TaXMKapAUU THUNA «IUPYIT»). IIpu mpuMeHeHuH TakuX KOMOHMHAIMH HEOOXOIUMO peryJisipHO
peructpupoBarb JOKI' (myisa BeisiBieHus: yanuHeHus: naTepsana QT), a Takke KOHTPOIUPOBATH
coJiep>KaHue KaJlvs B IUIa3Me KPOBH.

Ilpenapameur, CnocobHble _BbI3bIEAINb 2UNOKAUCMUIO: amd)omepuuuﬁ B (npu enympusennom

86e0eHUl), 2NI0KO- U MUHEPAIOKOPMUKOCIEPOUobl  (MpU_ CUCMEMHOM __NPUMeHeHul),

mempaKo3axmuo (A0pEeHOKOPMUKOMPONHbLLL 2OPMOH), 2IUUUPPUSUHOBAS Kucioma

(KapOenoKCcoIon, npenapamvl, _cooepicawue KOpenb COoa00Ku), caabumenbhble cpeocmed,

cmumyaupyrouwiue  Momopuky KulleudHukda, nepedos’upoeka «nemJiesvimMu) 0uvpemuKaMu

(nanpumep, pypocemuoom)

VBenuueHue pucka pa3sBUTHA THIOKAJIMEMHMH TIpU  OAHOBPEMEHHOM IPHMEHEHHU C
THJIPOXJIOPOTHA3UIOM (I IUTHBHBIN 3pdexT). HeoOxonum perynspHblii KOHTPOJIb COAEPKaHUS
Kaqus B IUIa3Me€ KpOBH, INpU HeoOXoauMocTd — ero koppekuus. Ha ¢one Ttepanuu
THJIPOXIJIOPOTHA3UIOM PEKOMEHIyEeTCSl IPUMEHSTh CIa0UTeIbHbIE CPEACTBA, HE CTUMYJIUPYIOLIHIE
MOTOPHUKY KHIICYHHKA.

Cepoeunvie 2nuxo3uovl

l'nnokanuemuss W TUNOMarHuemusi, OOYCIIOBJICHHBIE MACWCTBUEM THAa3UAHBIX JAUYPETHUKOB,
YCHUJIMBAIOT TOKCHYHOCTh CEPAECYHBIX TJIIMKO3HIOB. IIpHm OAHOBpEMEHHOM NPUMEHEHUHU
TUAPOXJIOPOTHAZUIA U CEPAECUHBIX TJINKO3UA0B CIIETYET PETYIApHO KOHTPOIUPOBATH COAEPIKAHNE
Kanus B Iu1a3Me KpoBH, nokazatesnu JKI 1 npu Heo6X0IUMOCTH KOPPEKTUPOBATH TEPAIIHIO.
Couemanus nexapcmeeHHbIX npenapamos, mpebyoujue 6HUMAaHUs

Llpyeue cunomen3usnvle npenapanibl
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[ToreHnMpoBaHNEe aHTUTUIEPTEH3UBHOTO NEHCTBUS THIPOXIOPOTHA3H A (aANTUBHBIN 3 deKT).
MosxeT mOSBUTHCS HEOOXOAUMOCTh B KOPPEKIUH J03bl OJHOBPEMEHHO HA3HAYEHHBIX
TUIIOTEH3UBHBIX IIPENapaToB.

PekoMenayercss mpeKkpaTUTh NpPUEM THAPOXJIOPOTHA3WAa 3a 2—3 [HSA A0 Havajga Tepanmuu
unruOutopamu All® nans mpenoTBpalleHHs Ppa3BUTHS CHMITOMATHYECKOW apTepuaibHON
TUIOTeH3uu. ECiii 3T0 HEBO3MOXKHO, TO CIIEyeT CHU3UTh HAYaJIbHYIO 03y HHTHOUTOpOB AIID.

Omanon, bapbumypamoi, AHMUNCUXOMUYECKUE CPEOCMBA (HeUpOAenmuKiL), anmuoenpeccamnmol,

AHKCUOJIUMUKU, HAPKOMUYEeCKUe arnajlbveemuxKu u cpedcmea 01 061/1461/7 anecmesuu

B03MOXHO ycHIIeHHE aHTUTUIICPTECH3UBHOTO JEHCTBUS THAPOXIOPOTHA3HIA M MMOTSHIIMPOBAHUE
OpPTOCTATHYECKON TUMOTCH3UH (ATUTUBHBINA d3PPEKT).

Heodenoaapusyrowue muopenakcanmol (Hanpumep, myookypapum)

Bo3MoxkHO ycunenue s¢pdexTa HeAenoIIpU3YIOIIX MHOPETaKCaHTOB.

Aopenomumemuku (npeccopuvie amuiivl)

I'uapoxiopoTrasuy, MOXKET CHIKaTh AYPQPEKT aIpeHOMHUMETHKOB, TAaKHX KaK OJIHHEPPUH
(ampenanuH) U HopanMHEDPUH (HOpAJPEHAINH).

Hecmepouounvle _npomusosocnanumenvuvie _npenapamul  (HIIBII), exnrouas _cenexkmuenvie

uncubumopul _yuknookcuzenasoi-2 (LOI-2) u_ evicokue 0036l auemuicaiuyuiosol KUuciombl

(= 3 e/cymxu)

HIIBII MoryT CHMKAaTh JUYPETUUYECKOE Y AHTUTUIEPTEH3UBHOE ACUCTBUSA THAPOXJIOPOTHA3UAA.

IIpy OOHOBPEMEHHOM TNPUMEHEHMHM CYIIECTBYET pHUCK PA3BUTHS OCTPOM IMOYEUHOU
HeJocTaToOYHOCTH BejenctBue cHwkenns CKO. ['mapoximopoTuazusi MOXKET yCHIMBATh
TOKCHYECKOE AECHCTBHE BBICOKUX J103 CAJIMIMIIATOB HA IIEHTPAIbHYIO HEPBHYIO CUCTEMY.

Tunoznuxemuueckue cpedcmaa 0 npuema 8Hympb U UHCYaUH

TuasugHele JIUYPETHKHM BIMSIOT Ha TOJEPAaHTHOCTh K IUIIOKO3€¢ (BO3MOXKHO pa3BUTHE
TUNEPIIIMKEMUN) W CHWXKAIOT 3(QQEKTUBHOCTh T'HUIOTIMKEMUYECKUX CPEICTB  (MOXKET
NOTPeOOBATHCS KOPPEKIMS JO3bI TUIIONTTMKEMUYECKUX CPEJICTB).

Crenyer ¢ OCTOPOKHOCTBIO OIHOBPEMEHHO MPUMEHATh THAPOXJIOPOTUA3U U MET(POPMHUH B CBA3U
C PpHUCKOM pa3BUTHA JaKToalma03a Ha (oHEe HapymeHHs (QYHKIHMH IOYEK, BBI3BAHHOTO
TUAPOXJIOPOTHAZUIOM.

bema-adpenobrokamopwl, ouazokcuo

OnHOBpEeMEHHOE MPUMEHEHUE THA3HIHBIX AUYPETHKOB (BKIIOYAs THAPOXJIOPOTHA3NA) ¢ Oera-
aZipeHo0I0KaTOpaMy MITH THA30KCHIOM MOXKET YBEITHYMBATH PUCK PA3BUTHUS TUIICPTIMKEMHUU.

Jlekapcmeennvie _npenapamol, NpuMeHAwuecs O Je4enus nooazpbl (npo6eneuu0,

CYIbDUHNUDAZOH, ATIONYPUHOL)

Moxer moTpeboBaThCs KOPPEKLHUS 03Bl YPUKO3YPHUECKUX JICKAPCTBEHHBIX CPENICTB, TaK Kak
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THIPOXJIOPOTHA3U YBEIMYUBACT KOHIEHTPAI[MIO MOYEBOH KHCIOTHI B CHIBOPOTKE KPOBH.
TuasumHbe TUYPETUKN MOTYT YBEITMUUBATh YaCTOTY Pa3BUTHS PEAKIIMN TUIIEPUyBCTBUTEILHOCTH
K QJUIOITYpUHOITY.

Amanmadun

Tuasumaple TUYpeTUKH (BKIIIOYAsT THIPOXJIOPOTHA3H]) MOTYT CHIDKATh KIMPEHC aMaHTaJWHa,
MPHUBOJIUTH K MOBBIIICHUIO KOHIICHTPAIMU aMaHTaIlHA B TUIa3Me KPOBH U YBEIMIHBATH PUCK €TO
HE)KenaTeNbHBIX () (HEeKTOoB.

AHmWOﬂMHeDZMU@CKue npenapambvl (xoxzw—to@zoxamopbz)

AHTUXONMHEPTUYECKUE TIpermaparbl (HampuMmep, AaTponuH, OHWIEPHICH) yBEITHYUBAIOT
OMOOCTYIHOCTh THA3UIHBIX IUYPETUKOB 32 CUET CHUYKEHHUS MOTOPUKHU KETYJOYHO-KHILIEUHOT'O
TpaKTa U CKOPOCTH OIIOPOKHEHUS JKEITy KA.

Lumomoxkcuueckue (npomueoonyxonesvie) npenapamoi

TuasuIHbple TUYPETHKH YMCHBIIAIOT MOYCYHYHO SKCKPEIMIO IIMTOTOKCHUYSCKHUX JIEKAPCTBEHHBIX
cpenctB  (Hanpumep, 1nwkiIodochamMuaa W METOTpeKcara) W MOTEHIUPYIOT — HX
MUEIIOCYTIPECCUBHOE JCHCTBHE.

Memundona

Onucanpl  Cllydad  TEMOJIUTHYCCKOW  AQHEMHM TNPH  OJHOBPEMCHHOM  TIPHUMEHCHHUH
THUAPOXJIOPOTHA3UAA U METHIIIOTIBI.

IIpomusosnunenmuueckue npenapamol (Kap6amasenuH, OKCKapbaszenum, monupaman)

Puck pasBuTHMd CHUMITOMAaTHYECKOW THNOHATpUEMHUH. IIpy OJXHOBpEMEHHOM HNPHMEHEHHH
THIPOXJIOPOTHA3HIA U KapOamasennHa Heo0X0auMo HaONIO/IeHHE 32 COCTOSHUEM NalieHTa |
KOHTPOJIb COAEP)KAHUS HATpHUs B CHIBOPOTKE KpoBU. lIpm OIHOBpEMEHHOM IPUMEHEHUU
TUAPOXJIOPOTHA3HUIA U TOMpPaMaTa TaKKe CIIETyeT KOHTPOJIMPOBATh KOHIICHTPALUIO TONMpaMaTa
B CBIBOPOTKE KPOBH, IPU HEOOXOAMMOCTH Ha3HauaTh IpenapaTbl Kajlus WIM KOPPEKTUPOBATh
7103y TolHpamara.

Cenexmugnvle uneubumopusl oopammuozo 3axeama cepomonuna (CHO3C)

IIpy onHOBpEMEHHOM INPHUMEHEHUU C THA3UAHBIMHM JUYPETUKAMHM BO3MOYKHO IOTEHLIMPOBAaHUE
runonatpueMuu. Heo6xonum KOHTPOIb CoAepKaHUs HATPHS B IJIa3Me KPOBU.

Lluxnocnopun

IIpn OHOBpEMEHHOM NPHMEHEHWHM THA3UIAHBIX THUYPETHUKOB M IUKIOCTIOPHHA YBEITHYMUBACTCA
PHUCK Pa3BUTHS TULIEPYPUKEMHUH U O0OCTPEHMS MTOATPHI.

Ilepopanvrvle aumuxoazyisiHmol

TuasumHbie TNYPETUKHA MOTYT YMEHBIIATH dPPEKT MepOopabHBIX aHTHKOATYIISTHTOB.

Ho@codep:)fcamue KOHmpacninvle seuiecniea

OOe3BokMBaHWE OpraHu3Ma Ha (OHE TpUEeMa THA3HIHBIX IUYPETHKOB YBEIHYUBACT DPHUCK

16



Pa3BUTHUA OCTPOHW MOYEYHOW HEAOCTATOYHOCTH, OCOOCHHO NpPHU MPUMEHEHWH BBICOKHX J103
HoJcoaepKallluX KOHTPACTHBIX BewecTB. [lepen mpuMeHeHneM HOACOAEPKAMNX KOHTPACTHBIX
BEII[ECTB HEOOXOIUMO KOMITEHCUPOBATh MOTEPIO KUIKOCTH.

Ilpenapamul kanvyus

IIpu 0IHOBpEMEHHOM MPUMEHEHUH BO3MOKHO MOBBILICHUE COACPKAHUA KaJbLIKs B TU1a3M€E KPOBU
U pa3BUTHUE TUTNIEPKATbIUEMUH BCICICTBUE CHUKEHUSI BBIBEICHUSI MOHOB KaJbIMs OUYKaMu. Ecin
HEOOXOMMO OTHOBPEMEHHOE Ha3HAYCHWE KaBIIMUCOACPKAIINX JIEKAPCTBEHHBIX CPEJICTB, TO
clenyeT KOHTPOJMPOBATh COAEpKAHUE KajblMsi B IJIa3M€ KpPOBU U KOPPEKTHPOBATH 03y
MpenaparoB KaJbIus.

AHnuonnbie 0bMmeHHble CMOJIbL (KOJZ@CWZMDCIMMH u KO./Z@CWZMHOJZ)

AHNOHHBIE 0OMEHHBIE CMOJIbl YMEHBINAIOT a0copOLIMIO THApoxIopoTHasuia. OTHOKpaTHbIE 1036l
KOJIECTUpAaMMHA M KOJIECTHIIOJIAa YMEHbIIAIOT BCACBIBAHME T'MIPOXJIOPOTHA3UIA B KEITyIAOUYHO-
KHILIEYHOM TpakTe Ha 85 % u 43 % COOTBETCTBEHHO.

JlozapTan

B KIMHHMYECKMX MCCIEOBAaHMAX M0 M3YYEHUIO (apMaKOKMHETHUECKHX B3aUMOIECHCTBUM
JIEKapCTBEHHBIX CPEACTB HE OBUIO BBISBJICHO KIIMHUYECKH 3HAYNMBIX B3aUMOJICHCTBUI JT03apTaHa
C THUIPOXJIOPOTHA3HUIOM, IUTOKCMHOM, Bap(apwHOM, IUMETHAWHOM U (eHoOapOHuTamIoMm.
PudammunuH, SBISSACH MHIYKTOPOM MeTaOonmM3Ma JICKQpCTBEHHBIX CPENCTB, CHIDKACT
KOHIEHTPALMIO aKTUBHOTO MeTaboiMWTa J03apTaHa B IUIa3ME€ KpPOBH. B  KIMHUYECKHX
WCCIIIOBAaHMAX OBIJIO HM3y4eHO TPUMEHEHHE AByX HHTruOmropoB wn3zodepmenta CYP3A4:
KETOKOHA30J1a ¥ S)pUTPOMHUIIHA. KeTOKOHA3071 HE BIIUSUT Ha METa0O0JIM3M JI03apTaHa 10 aKTHBHOTO
MeTaboauTa IOcie BHYTPUBEHHOTO BBEJECHUS Jio3apTaHa. OPUTPOMHUIMH HE OKa3bIBal
KIMHAYECKH 3HaunMoro 3¢ddekra mpu mpueme jo3zapraHa BHYTpb. DIyKOHa30J, UHTHOUTOD
nzopepmenta CYP2C9, cHukKaeT KOHIIEHTPAIMIO aKTHBHOT'O MeTa0oJuTa JIo3apTaHa B Iia3Me
KpPOBH, OJJHAKO (hapMaKoJMHAMUYECKask 3HAUNMOCTh OJJHOBPEMEHHOI'O PUMEHEHHMSI JI03apTaHa U
narubutopoB m3odepmenta CYP2C9 ne wusyuena. IlokazaHo, uYTO y MalMEHTOB, He
MeTa0O0IM3UPYIOIIUX JIO3apTaH B aKTUBHBIM METa00INUT, UMEETCS OYEHb PEAKUH U crielu(UIHbIH
nedext nzopepmenta CYP2C9. Otu naHHbple JaF0T BO3MOXKHOCTH IPEJIOJIaraTh, 4TO METa00IH3M
Jo3apTaHa JI0 akTHUBHOro MeTabomuTta ocymecTtBiusercs uzodepmentom CYP2C9, a He
nzopepmernrom CYP3A4.

OnHOBpEeMEHHOE IPIMEHEHHE JI03apTaHa, Kak M APYTHX JEKapCTBEHHBIX CPEICTB, OIOKHPYOLTIX
aarnoTeH3uH Il wimu  ero addekTs, ¢ KamuiicOeperalomuMu JTUYypEeTUKaMU  (HAIIpUMep,
CIUPOHOJIAKTOH, TpUaMTEpPEeH, aMWIOPHJ, S3IUICPEHOH), MpenapaTaMu Kajius, 3aMEHHUTEISIMU
MUILEBON COJM, COAEPKAIMMH KA, WM JPYTUMH IpernapaTamMu, KOTOpble MOTYT MOBBIIIATh

coJlep>KaHUE Kajus B IJla3Me KpPOBH (HAampuMep, JEKapCTBEHHBIE Mpenapathl, COAEpKallue
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TPUMETOIIPUM), MOXET MPUBOAUTH K YBEIMUCHUIO COJEp)KAHUS Kallisl B CBIBOPOTKE KPOBH.
OpnHOBpeMEHHOE IPUMEHEHHE JAHHBIX MIPENapaToB HE PEKOMEHIYETCS.

Kak u npu npumeHeHMH OpYIMX JIEKapCTBEHHBIX CPEICTB, BJIMSAIOIIUX HA BBIBEJEHHE HOHOB
HaTpusl, JI03apTaH MOXET CHIKaTh BbIBeleHUE JuTusA. [losToMy ©0pu OZHOBPEMEHHOM
npuMeHeHnn TpemnaparoB JutHs U APA Il HeoOXoammMo TIIATENTPHO MOHHTOPHPOBATH
KOHUEHTPALHUIO JIUTUS B CBIBOPOTKE KPOBH.

HIIBII, B Tom uucne cemexktuBHble L[OI-2, MoryT cHWXaTh 3QQPEKT AUYPETHKOB U JIPYTHX
TUTIIOTEH3UBHBIX CpeACTB. BcenenctBue 3Toro anturunepTeH3uBHBI 3pdext APA Il wumm
uarnouTopoB AII®D MoxeT ObITH ocnmabieH nmpu oxHoBpeMeHHOM npumenennu ¢ HIIBII, B Tom
YHClie C CeNIeKTUBHBIMU HHTHOUTOpamu 1{OI'-2.

VY HEKOTOpPBHIX NALMEHTOB C HapylleHHeM (QYHKIMH MOoYeK (Hampumep, y MalHeHTOB MOKHIIOTO
BO3pacTa WM MAIMEHTOB ¢ O0E3BOKMBAHMEM, B TOM YHCIE MNPUHUMAIOIIUX JUYPETUKN),
nonydatonux Tepanuto HIIBII, B ToM umcne cenekTuBHbIMU wuHruOutopamu [[OI-2,
omHoBpeMeHHoe npuMeHeHrue APA Il wim uarnoutopoB AII® MoxeT BBI3BIBAThH JNaTbHEHINEE
yXyJauieHue (GyHKIUU MOoYeK, BKJIIOYas pa3BUTHE OCTPON MOYEYHON HEAOCTaTOYHOCTHU. [laHHBIE
3¢ peKTsl 00BIYHO 00pAaTUMBI, TIOATOMY OJHOBPEMEHHOE NMPUMEHEHHE TaHHBIX JEKAPCTBEHHBIX
CPEZICTB JIOJKHO TIPOBOIUTECS ¢ OCTOPOKHOCTBIO y MAIIMEHTOB C HapyIIeHNEeM (QYHKIIUH TTOYEK.
JBoiinast Omokama PAAC c mpumenenmem APA I, uarubutopoB AII® wmm amuckupeHa
(MHTUOUTOP pEHMHA) AacCOLMUPOBAaHA C IMOBBIIICHHBIM PUCKOM Pa3BUTHUS apTEPUAIBHOM
THITIOTEH3UH, 0OMOpPOKA, TUIEPKATMEMUH W HapyIMeHUH (YHKIUH MOYeK (B TOM YHUCIE OCTPOH
MOYEYHOUW HEIOCTaTOYHOCTH) IO CPaBHEHUIO ¢ MoOHOTepamuedl. HeoOxommm peryispHbIi
KOHTpodb AJl, GYHKUUHU MOYEK M COJEpPXKAHUSA DJIEKTPOJIUTOB B IUIa3ME KPOBU y MALMEHTOB,
MPUHUMAIOIMX OJAHOBPEMEHHO mnpenapaT [mapoxioporuasun + Jlosapran - TAIl u apyrue
JeKapCcTBeHHbIE cpeacTBa, Bausiommue Ha PAAC. OnnoBpemennHoe npumenenue APA Il c
npernapaTamu, COASPKAIMMH aTUCKUPEH, TPOTUBOIIOKA3aHO y NALMEHTOB € CaXapHbIM 11abeToM
W/UIM yMEpeHHOH W Tskelol mouedHol HenocTtatounocThio (CK® < 60 mn/mun/1,73 m?
IUIOIAAM IOBEPXHOCTH Te€la) M HE PEKOMEHIYEeTCsl y APYrMX MauueHToB. OJHOBpEeMEHHOE
npumeHerne APA Il ¢ uarnburopamu AII® mpoTHBOMOKAa3aHO Yy MAMEHTOB C JHA0CTUIECKOM
HedponaTtueil u He PeKOMEHIYeTCsl y IpyTuX MalueHTOB.

['peiindpyToBBIf COK COAEPKUT BEIIECTBA, KOTOpble MHTHOMPYIOT m3opepmeHTsl CYP450 u
MOTYT CHWXATh KOHIEHTPALMIO AaKTHBHOTO METAa0ONHTa JI03apTaHa, YTO MOKET CHU3UTH
TepaneBTHYECKH P dexT. Bo Bpems mpuema npenapata ['mapoxnopornasuy + Jlozapran - TALL
ciemyet n3beraTb ynoTpeOIeHns TperndpyToBOTo coKa.

4.6. ®epTHIBHOCTH, 0€PeMEHHOCTD U JIAKTANNS

BbepemeHHOCTD

18



T'uopoxnopomuasuo + Jlozapman - TA/]

JlexapcTBeHHbIE Tpemnaparbl, Bo3AeicTBylomme HemnocpeacTBeHHo Ha PAAC, moryt crarte
NPUYMHON Cephe3HBIX MOBPEXICHUH M TIHOENM pa3BUBAIOIIETOCS IJI0AA, IO3TOMY IpH
JIMAarHOCTHPOBaHUHM OepeMeHHOCTH mpemapar [ wunpoxioportuazun + Jlosapran - TAJl nomken
OBITh Cpa3y OTMEHEH.

XOTs HET OmbITa NMPUMEHEHHsS KOMOWHALMH THIPOXJIOPOTHA3U[ + JI03apTaH y OepeMEHHBIX
XKEHILWH, JOKJIWHUYECKHE HCCIENIOBAaHUS HAa >XUBOTHBIX IOKa3ajld, YTO MNpPHUEM Jio3apTaHa
MPUBOJAUT K Pa3BUTHIO CEPhE3HBIX AMOPHUOHAIBHBIX U HEOHATAJIbHBIX MOBPEXKACHUH M THOenH
102 Wik NoToMcTBa. CUUTAETCSI, 9YTO MEXaHU3M JIaHHBIX SBJICHUN OOYCIIOBJIEH BO3ACHCTBUEM
Ha PAAC.

[Toueunas nepdysus y mioaa, 3aBucsiuas ot passutus PAAC, nossiseTcst BO BTOpOM TPUMECTpE,
IIO3TOMY PHUCK Ul IUIOZAA BO3PACTaeT, eciu npenapar I'mapoxioporuasup + Jlosapran - TA/]
MIPUMEHSETCS BO BTOPOM MJIM TPETHEM TPUMECTpE OEPEMEHHOCTH.

[IpumeHeHnne JeKapCcTBEHHBIX CpeacTB, Bo3aewcTByrommx Ha PAAC, Bo BTOpOM U TpeTheM
TpUMecTpe OEpEeMEHHOCTH CHM’KaeT (DYHKIMIO MOYEK IUI0Ja M yBEIUYMBAeT 3a00J€BaEMOCTh U
CMEPTHOCTh IUIOZA W HOBOPOXKIEHHBIX. Pa3BuTHe OMUTOrWApaMHHUOHA MOXET OBITh
aCCOIIMMPOBAaHO C THIIOIUIA3MEH JIerkux Iuiona W aedopmammsMu ckenera. Bo3mokHbIe
HeXeJaTeJIbHbIEC SBJICHUS] Y HOBOPOXACHHBIX BKJIIOYAIOT THUIOIJIA3HI0 KOCTEH depena, aHypHIo,
apTepHabHYI0 TUIIOTEH3UIO, TOUYEYHYIO HEAOCTATOYHOCTD U JIETaJIbHBINA UCXOI.

VYka3aHHbIE BBIIIE  HEXENaTeNbHbIE MCXOJIbl OOBIYHO  OOYCJIOBIEHBI MPUMEHEHUEM
JIEKApCTBEHHBIX CPENCTB, Bo3AeucTByrommx Ha PAAC, BO BTOPOM W TpPETbEM TPUMECTPE
O0epeMeHHOCTH. BOJBIIMHCTBO 3MUAEMUOIOIMYECKUX MCCIEOBAaHUM MO H3YyYEHHMIO pa3BUTHSA
aHOMaJIMM IJI0Aa TOCJEe NPUMEHEHHUS TUIIOTCH3MBHBIX JIEKAPCTBEHHBIX CPEACTB B IEPBOM
TpUMecTpe OEpeMEHHOCTH He BBIBWIM pPAa3Uuuil MEXAy JIEKapCTBEHHBIMH CpEJICTBAMH,
BozaeiicTByromuMu Ha PAAC, u IpyruMu THNOTEH3UBHBIMHU cpeiacTBamu. lIpu HasHaueHuu
TMITOTEH3UBHON Tepanuu OepeMEeHHBIM BaKHO ONITUMHU3UPOBATh BO3MOYKHBIE UCXO/IbI AJIS1 MAaTEpH
U IUI0AA.

B cnywae, ecnmm HEBO3MOXHO TIOA00paTh albTEPHATHBHYIO TEpPANMI0O B3aMEH TEpaluH
JIEKapCTBEHHBIMHU CpeACcTBaMU, Bo3aehcTByomMy Ha PAAC, Heo6xo1uMo nporH(pOpMHUPOBAThH
MAIMEHTKY O BO3MOKHOM PHCKE Tepanuu uis miona. Heo6xonumo npoBeieHue mepruoanIeckux
YIbTPa3BYKOBBIX MCCIEAOBAHUHN C LIEIbI0 OLIEHKM WHTPaaMHUOTHYECKOTO MpocTpaHcTBa. [lpu
BBISIBJICHUU OJIUTOTHJIPAMHHOHA HE00X0IMMO MPEKPATUTH npueM npemnapara
Tunpoxnopotrazua + Jlozapran - TA/JI, ecinu TOJBKO OH HE SIBJIICTCS KU3HEHHO HEOOXOIMMBIM
s Matepu. B 3aBHcMMocTM  OT Ccpoka OEpeMEHHOCTH HeoO0XOAMMO IPOBEIEHUE

COOTBETCTBYIOIIUX TECTOB IIJIOAA. HaLII/IeHTKI/I " Bpayu OOJDKHBI 3HATH, YTO OJIMTOTrHMAPaMHHOH
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MOXET HE BBIABIATHCS [0 MOSIBICHUS HEoOpaTHMBIX MOBpexJAeHHH mmioga. Heobxoaumo
TIIATENIEHOE HAOJIOJEHUE 3a HOBOPOXKICHHBIMHM, YbH MaTepH MPHUHUMAIHA [penapaT
Iunpoxnopotrazun + Jlozapran - TAJ[ Bo Bpemsi OEpeMEHHOCTH, C TENbIO KOHTPOJI
apTepuaNbHON TUITOTEH3UH, OJUTYPUH U TUIICPKATAEMHUH.

Tuopoxnopomuazuo

CymecTByeT OrpaHWYCHHBIA OTBIT IPUMEHEHHS TUAPOXJIOPOTHA3UAA BO BpeMs OCpEeMEHHOCTH
(ocobenHo B mepBoM TpumecTpe). JloKIMHUYECKHWE NTaHHBIE B OTHOLICHWU O€30MacHOCTH
HEJ0CTaTOYHBI.

['uppoxnopoTrasua MpoOHUKAET Yepe3 IUIALEHTApHBIM Oapbep W ONpeAessieTcs] B IyINOBHHHOMN
kpoBu. C yueroMm MexaHM3Ma (apMaKoJIOIMYECKOro JeHCTBUS T'MIPOXJIOPOTHA3HMIA, €ro
IPUMEHEHHE BO BTOPOM U TpETheM TpPUMECTpax OEpeMEHHOCTH MOXET HapyllaTbh
¢deTomtaneHTapHyo nepdy3uio U NPUBOAUTH K PAa3BUTHIO y IJIOJA U HOBOPOXKAEHHOI'O TaKUX
OCJIOKHEHHH, KaK JKeNTyXa, HapyleHHs BOJHO-3JIEKTPOJIUTHOTO OajlaHca U TPOMOOLIUTONIEHUS.
Omnmcansbl cay4and pa3BUTHS TPOMOOIIMTONICHUH Y HOBOPOKACHHBIX, MATEPH KOTOPBIX TTOTyYaln
TUA3UHbIE AUYPETHKH.

[IpumeHnenre ruApoXIOpOTHa3uAa Mpu OEpeMEHHOCTH MPOTUBOMOKA3aHO. | mapoxiopoTuazug
HENb3s TPHUMEHSATHh JUIA JICYCHHS TECTO30B BTOPOH TIOJOBHUHBI OEpeMEHHOCTH (OTEKOB,
apTepuabHON TUTICPTEH3UU WU TPEIKIAMIICHH ), TAK KaK OH yBelInuuBaeT puck cHmkenns OLIK
W Pa3BHUTHUS IUIAICHTapHOW Tumornepdy3uu, HO HE OKAa3bIBAaCT OJIATONPHSATHOTO BIHMSHUS Ha
TEUCHHE YKa3aHHBIX OCJIOXHEHHUH OepeMeHHOCTH. JMypeTHKH HE NPEeAOTBPAILIAIOT Pa3BUTHE
TEeCTO30B.

Jlakranms

Tuopoxnropomuasuo + Jlosapman - TAJ]

Tax kak MHOTHE JIEKapCTBEHHbIE CPE/ICTBA BBICIISAIOTCS C TPYIHBIM MOJIOKOM, U CYLIECTBYET PUCK
pa3BUTHs BO3MOXKHBIX HEOIAronpusTHeIX 3((deKkToB y pedeHKa, HaXOAALIerocs Ha TPYIAHOM
BCKapMJIMBAHUH, CIIEAYET NPUHATH PelICHUE O MPEKPALICHUU I'PyTHOrO BCKapMIIMBAHUS WIH 00
oTMeHe npenapara ['unpoxioporuasun + Jlosapran - TAJl ¢ yuetom HEOOXOJUMOCTH €T0 MpHeMa
IUISL MaTepu.

T'uopoxnropomuaszud

I'uppoxiiopoTrasua MpoHUKAET B MAaTEPUHCKOE MOJIOKO. llpuMeHeHHe ruapoxjiopoTuasuja B
MEpUOJT TPYJHOTO BCKapMIIMBAaHUS POTHUBOIIOKA3aHO. Eciy mpuMeHeHne TuapoXIopoTHa3uaa B
MEPUOJ JIAKTAIlUW SIBISETCS Aa0CONIOTHO HEOOXOIUMBIM, TO CIEAYeT IPEKPaTHTh TPYIHOE
BCKapMJIMBaHUE.

Jlozapman

HCI/IBBCCTHO, BBIACTIACTCA JIU JIO3apTaH C Py JHBIM MOJIOKOM.
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4.7. Bausinde Ha CNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CpeICTBAMHM W PadoTath C
MeXaHU3MaMHu

He mnpoBommnoch wucciefnoBaHuid A OLEHKM BJIMAHUS Ha CIIOCOOHOCTb  YIIPaBIAThH
TPAHCIOPTHBIMU CPENICTBAMU M PadOTaTh ¢ MexaHu3Mamu. [Ipu ynpaBieHHU TPaHCTIOPTHBIMU
CPEICTBAaMH U MEXaHU3MaMH CIieAyeT COOII0AaTh OCTOPOXKHOCTD M3-3a BO3MOXKHOCTH PA3BUTHS
TOJIOBOKPY>KEHUS Wi cirabocTu (cM. pazzern 4.8.).

4.8. HexesaTe/ibHbIE peakl A

Pesrome npodmiist 0e300acHOCTH

B KIMHUYECKUX HCCIEOBAaHMSIX C TPUMEHEHNEM KOMOMHALIMY THAPOXJIOPOTHA3U + JT03apTaH He
HaOJI01AIOCh HE)KENATEeNIbHBIX Peakyif, XapaKTepHBIX s JaHHOTO KOMOMHHPOBaHHOTO
npenapata. HexenarenabHble peakiiuy OrpaHUYUBAINCH TEMH, O KOTOPBIX YK€ COOOLIAIOCh MPH
MPUMEHEHUH JI03apTaHa U/UIM THAPOXIJIOPOTHA3H 1A B OTICIBHOCTH.

B kxoHTpomupyeMBIX KIMHUYECKMX HCCIENOBaHMAX IpU JICUEHUH JCCeHUManbHOU Al
TOJIOBOKPY>KEHHE OBUIO EIMHCTBEHHON CBS3aHHON C NpPHEMOM IIperapara HeKeJlaTeJIbHON
peakuuei, 4acToTa KOTOpO MpeBbIlliana TaKOBYIO NP NMPUMEHEHHH I1anedo, y 1 % unu 6onee
MalIMEHTOB, IPUMEHSBIINX KOMOMHALIMIO THAPOXJIOPOTHA3K + J03apTaH.

TabinuHOE pe3roMe HEXENATEIbHBIX PEAKIINHA

YacrtoTa BCTPEYaEMOCTH OIpPENEICHA CICIyIOIMMM o0pa3oM: oueHb dYacto (> 1/10), gacto
(or>1/100, HO < 1/10), Hewacro (ot > 1/1000, HO < 1/100), peaxo (ot > 1/10000, Ho < 1/1000),
oueHb peako (< 1/10000), yacTtora Hen3BecTHA (HA OCHOBAHWU HMMEIONIUXCS JAHHBIX OICHUTH
HEBO3MOXHO).

HexenaTtenbHble peakiivu CrpyNIUPOBAHBI B COOTBETCTBUU C TIOPSAKOM Ha OCHOBAHWUU CHCTEMHO-
opranusix kKiaccoB (COK).

HexenarenbHbie pCaKkuru, CBA3aHHBIC C IPUMCHCHUCM ' APOXJIOPOTHUA3N /4, JIO3apTaHa:

COK He:xenareabHasi peakuusi I'mppoxnoporuasunn | Jlozapran

HobpokauectBeHHble, | HemenaHOMHBI pak KOXH ¥ TyOBI | 9acTOTa HEM3BECTHA | -
3J0KadecTBEHHbIe W | (0a3aJIbHOKJIETOYHAs KapUMHOMa KOXH H
HEYTOYHCHHbIE TUIOCKOKJIETOYHAsI KAPIIMHOMA KOXKH)
HOBOOOpA30BaHMs
(BiIOWask KHCTHI H

TIOJTHIIBI)

Hapymenus cO | ArpaHyJIOIINTO3, anjlacTUYecKas aHeMus, | HEYacTo -
CTOPOHBI KpOBH M | FeMOJMTHYECKas aHeMMs, JelKoneHus,

numMdaTrHueckon MypIypa, TPOMOOIUTONICHHS

CUCTEMBI Anemusi, mnypnypa Illenneitn-I'enoxa, | - HEYacTo

9KXHWMO3, TCMOJIU3
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TpomGoruToneHus

qacToTa

HEU3BCCTHA

Hapymenus co
CTOPOHBI ~ UMMYHHOM

CHUCTEMBbI

AHadunakTHdecKas peakiys

peaKo

I'unep4yBCTBUTEILHOCTS!
aHauIaKTHYECKHE peakiuu,
AHTMOHEBPOTHUECKUH OTEK, BKIIIOUAsi OTEK
FOPTaHH U CYXXCHHE TOJIOCOBOW IIEIH,
BBI3BIBAIOIINE OOCTPYKIIUIO TBIXaTEIbHBIX
nyTed, W/WiM OTeK Jula, ry0, TIJIOTKU
W/WNH S3bIKA; Y HEKOTOPBIX MAI[MEHTOB
AHTHOHEBPOTHYECCKUN OTeK ObLI
3aperucTpUpPOBaH paHee B CBI3M C

MPUMEHEHUEM JPYTUX JIEKAPCTBEHHBIX

MpernaparoB, BKIO4as HHruoutopsr ATID

penko

Hapymenus
MeTaboan3Ma u

INMHUTaHUA

AHopexkcusl, TUNEPTIUKEMHS,

TUTIEPYPUKEMUSI, HApYIICHUS  BOIHO-
AIEKTPOJIUTHOTO OanaHca (B YacTHOCTH
THITOKATHEMHUS u TUIIOHATPUEMHUS,
TUMIOMAarHUEMHSI W THUIOXJIOpEMHUs, a
Jleuenue

TaKXKe  THIEPKAJIbIUEMHU).

THA3UJaMHU MOKET CHH)KATh
TOJICPAHTHOCTh K TJIFOKO3€, JIATEHTHO
MPOTEKAIONINA CaxapHbBI AHa0eT MOXKET

MaHHU(ECTUPOBATh

HCYACTO

Merabonuueckuil anKaaos3

OYCHB PEIIKO

AHopekcus, ogarpa

HCYaCTO

Ilcmxudueckue

HapyIIeHUs

becconnunma

HCYaCTO

qacTo

TpeBora, TpEBOXKHOE  PacCCTPONCTBO,

MaHUYECKOE PaCCTPOUCTBO, CIYTAaHHOCTh
HEOOBIUHBIE

CO3HaHus, Acnpeccus,

CHOBHACHMA, HapylmieHue CHa,

COHJIMBOCTb, HAPYIICHUEC ITaMATHU

HCYaCTO

Hapymenus co
CTOPOHBI HEpBHOH

CUCTEMBI

Hedanrus

qacCTo

T'omoBHast 60I1b, TOIOBOKPYKEHHE

qacTo

[oBblIeHHAs BO30YIUMOCTD, TAPECTE3HS,
nepudepuydeckas HEUPONATUS, TPEMOP,
MUTPEHb, 00MOPOK, 1IepeOPOBACKYISPHBIC

COOBITHS

HCYaCTO
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Hucres3us - yacrora
HEeH3BEeCTHA
Hapymenus co | I[Ipexonsee HapylleHue 3pEHHUs], | HEYacTo -
CTOPOHBI opraHa | KCaHTOIICHS
3peHus CHuxeHue IPOAYKLMU CJIE3HOH | peaxo -
KUIKOCTU
KoHbBIOHKTUBUT OU€Hb PENIKO -
OcTpast MuoOmnMsa, OCTpas BTOpUYHAs | YACTOTAa HEU3BECTHA | -
3aKpBITOYTOJIbHAs IIayKoMa
Heuerkocth 3peHu, OLIYIIEHHUE | - HEeyacTo
JOKSHUS/0CTpast 60J1b B ryasy,
KOHBIOHKTUBHUT,  CHIKEHHE  OCTPOTHI
3peHHUs
XoprouniaibHbIN BHIIOT 4aCTOTa HEU3BECTHA | -
Hapymenus co | Bepruro, 3B0H B ymax - HEYacTo
CTOPOHBI OpraHa ciyxa
1 TabupuHTA
Hapymenus co | AprepuanbHas TUIOTEH3Us, | - HEeyacTo
CTOPOHEHI cepra OpTOCTaTUYECKast TUIOTEH3US,
CTEpHAJITUs (601 B rpynuHe),
CTEHOKapAus, aTPUOBEHTPUKYJISIpHAs
Osrokana II creneny, HapyllIeHHE
MO3TOBOTO KpOBOOOpaiieHus, WHPapKT
MHOKap/a, OLIyIleHHe cepaueOueHus,
aputMud  (QUOpWILIALKSA  TpEACEPAMIA,
CHUHYCOBasi OpaiuMKapIusi, TaxXUKapAus,
HKEITyI0OUKOBas TaxuKapaus,
(HUOPHILTAIIUS KETY TOYKOB)
Hapymenus co | Hekpotusupyromuil aHruur (BacKyjMT, | HEYacTO -
CTOPOHBI COCYZIOB KO>KHBIH BaCKYJIHT)
Backynut - HE4acTo
Oprocratuyeckue 3 deKTH | - yacTora
(no303aBucUMBIN 3P PEKT) HEU3BECTHA
Hapymenus co | [pixatenpHas HEJ0CTaTOYHOCTD, | HEYACTO -
CTOPOHBI pecnupaTopHbIi JUCTPECC-CUHAPOM
JBIXaTebHON B3pOCIBIX, BKJIIOYas MHEBMOHHT U OTEK
CHCTEMBI, OpraHoOB | JIETKUX
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rpyaHoii  kierku U | Kamrens, UH(EKIUs BEPXHUX | - 4acTo
CpEIOCTEHUS JIBIXaTENbHBIX MTyTeH, 3aJ105)KEHHOCTh HOCA,

CHUHYCHUT, HapylIEHHE CO  CTOpPOHBI

MPUIATOYHBIX [TA3yX HOCA

Huckomdopr B  TIIOTKe, (QapuHTHT, | - HEYacTo

JApUHTUT, OABIINIKA, OPOHXHUT, HOCOBOE

KPOBOTEYEHHE, PUHUT, 3aJI0)KEHHOCTh

BEPXHUX JIbIXATCIbHBIX MMyTEH

OPJZC (cMm. paznen 4.4.) OUYEHb PEJIKO -
Kemynouno- CuananeHuT, chmasmbl, pa3ApaXeHUE | HEYacTO -
KHIIIEYHbIC HAPYIIICHHS | XKENy/IKa, TOITHOTa, pBOTA, IUapesi, 3a1op,

MaHKPEeaTuT

Bonp B o0Omactu ’kuMBOTa, TOLIHOTA, | - 4acTo

Juapest, TUCTIeTICHS

3amop, 3yOHasi 00ib, CyXOCTh CIM3HCTOH | - HEYacTo

00ONIOYKM TOJOCTH PTa, METEOPHU3M,

TacTpuT, pBOTAa, KHIIeYHAS

HENPOXOJAUMOCTD
Hapymenus co | 'emarur peaxo peaxo
CTOPOHEI meuyeHn M | JKenryxa (BHYTpHUIIEYEHOUHBIHN X0JecTa3) | HEYacTo -
JKEITYEBBIBOASIIINX Hapymenus GpyHKIUHN eueHn - 4acToTa
nyTen HEN3BECTHA
Hapymenus co | KoxxHast kpacHasi BOTYaHKa 4acToTa HEM3BECTHA | -
CTOPOHEI ~ KOXKH M | CBETOUYBCTBUTEIILHOCTb,  KpalHWBHHIA, | HEYACTO -
MOJIKOYKHBIX TKAHEH TOKCUYECKHH dTHJIEPMAaIbHBIN HEKPOIIN3

Agnorienusi, J€pMaTUT, CYXOCThb KOXH, | - HEYacTo

3pUTEMA, TUIIEpEMUS,

CBETOUYBCTBHUTEIBHOCTh, KOXXHBIA 3Y/I,

KOXHasl ChIIb, KPAITMBHHUIIA, TIOBBIIIEHHOE

MOTOOT/IeNICHHE, POTOCCHCUOMITU3AITHSI
Hapymenus co | MebImevHble cria3mbl HEYacTo -
CTOPOHBI MBILIEYHOH, | MBIlICYHBIE CIIa3Mbl, OOJIb B CITUHE, 00Jb | - 4acTo
CKEJIeTHOMN U | B HOraX, MHAJITHUs
COEIMHUTEITLHON Bonp B pykax, NpHIYXJIOCTh CYCTaBOB, | - HEYacTo
TKaHHU 00llb B KOJICHE, CKEJIETHO-MBILICYHAS

0omb, 0O0Ib B IUICYEe, CKOBAaHHOCTh B
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cycTaBe, apTpalrus, apTpUT, KOKCalrus,

(hubpomMuaTHs, MbIIEUHAs CIA00CTh

Pabmomuonus - yacToTa
HEeHU3BEeCTHA
Hapymenus co | I'mroxo3ypus, MHTEPCTULHAIbHBIA | HEYacTo -
CTOPOHBI  MMOYeK W | HeQpHUT, HapyumieHHe QYHKIUH IOYeK,
MOYEBBIBOIAILIUX [0YeyHas Hel0CTaTOUHOCTb
nyTen Hapymenne ¢yHKIMH mTOdYeK, HodYedHas | - 4acTo
HEIOCTaTOYHOCTh
Huxkrypus, yyameHHoe MOUYEHCITyCKaHUe, | - HEYacTo
MH(EKIHI MOYEBBIBOSIIUX ITyTeH
Hapymenus co | CHuxenue nuouno, JpEKTUNbHAS | - HEYacTo
CTOPOHBI JUCYHKIMA/MMIOTEHLUS
PEenpOSYKTUBHON
CUCTEMBl U MOJIOYHBIX
Kenes
OO6uue HapymieHus: u | JIuxopaaka, TOJIOBOKpYKEHHUE HEYacTo -
peakuMM B MECTe€ | ACTCHHUs, TOBBINICHHAS YTOMIISEMOCTb, | - 4acTo
BBEJICHUS 0016 B TpyaH
OTek nuia, OTeKH, IMXopaaKa - HEYacTo
I'punnononoOHbIe CHUMIITOMBI, | - 4yacrora
HEeIOMOTaHHe HEeH3BEeCTHA
JlabopatopHbie u | ['unepkanuemusi, MOBBIIEHNE aKTUBHOCTH | PEIKO penko
HMHCTPYMEHTAJIbHbIE anmannHaMuHOTpaHchepazsl  (AJIT) B
JlaHHbIE IU1a3Me KPOBH
Tl'unepxanuemus, HE3HAYUTEJbHOE | - 4acTo
CHIDKEHHE T'eMaTOKpHTa M TeMOTJIOOMHA,
TUIOTIIMKEMUS
HesnauutensHoe MOBBIILICHHE | - HEYacTo
CBIBOPOTOYHBIX KOHLIEHTPALIUH MOYEBUHBI
U KpeaTHMHUHA
[loBbllIeHNE AKTUBHOCTH «IIE€YEHOYHBIX» | - OueHb
(epMEHTOB M KOHIICHTpanuy OminpyOuHa penko
B IJIa3M€ KPOBU
l'unonatpuemus - yacrora
HEeH3BEeCTHA

Coo00I11IeHrE 0 TTOJ03PEBAEMbBIX HEKEIATSABLHBIX PEAKIIHMIX
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BaxHo coobmarb O TNOJ03pEBAEMBIX HEXKEJATENbHbIX pEaKUMAX I[0CI€ PErucTpaLuu
JIEKApCTBEHHOTO TpernapaTa ¢ eNbi0 00eCTIedeHUsT HETPEPHIBHOIO MOHUTOPHUHTA COOTHOIICHUS
«I0JIb3a — PUCK» JIEKAPCTBEHHOIO Ipenapara. MeJUIMHCKUM pPaOOTHHKAM pPEKOMEHIyeTCs
coo0maTe 0 JIOOBIX IMOJ03PEBACMBIX HEKENATEeIbHBIX PEaKIHsIX JCKapCTBEHHOTO IIperapara
Yyepe3 HalMOHAIBHBIE CHCTEMBI COOOIIECHHS O HEXeNaTeIbHBIX PEaKIUIX TOCYAapCTB — YICHOB
EBpazniickoro 3K0HOMHYECKOTO COI03a.

Poccuiickaa @eoepayus

109012, r. MockBa, CnaBgHckas 1., 1. 4, cTp. 1

®enepanpHas cayx0a 1o Hag30py B cepe 3ApaBOOXpaHCHHS

Ten.: +7 (800) 550 99 03

Anpec 311. moutsl: pharm(@roszdravnadzor.gov.ru

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

4.9. IlepenosupoBka

T'uapoxyiopoTHasun

Cumnmonmbi

HaunbGonee wacTbiIMM TPOSBICHHUSIMH IEPEIO3UPOBKH  THUAPOXJIOPOTHAZUIOM  SIBISIOTCS
YBEJIMUYEHUE JUYype3a, COMPOBOXKIAIOIIEECS OCTPOM MOTeped >KUAKOCTH (Ieruaparaunven) u
3JEKTPOJIUTHBIMA ~ HAapyWICHUSIMU  (TUIOKAJHEMHUs,  TUIOHATPHUEMHS,  TUIIOXJIOPEMHUS).
ITepeno3npoBka rHIPOXIOPOTHAZUIOM MOKET MPOSABIIATHCS CIEAYIOIAMHA CHMITOMAMH:

® CO CTOPOHBI CEPACTHO-COCYTUCTON CHCTEMBI: TaXUKApAUs, CHIKeHue A Jl, moxk;

® CO CTOPOHBI HEPBHOH CHCTEMBI: CI1a00CTh, CIIyTAHHOCTh CO3HAHUS, TOJIOBOKPYKECHUE U
CITa3MBbl MKPOHOKHBIX MBIIIII, TAPECTE3Ns, HAPYIIEHNS CO3HAHHUS, YCTAIOCTh;

® CO CTOPOHBI JKEIYTOYHO-KHIIIEYHOTO TPAKTa: TONIHOTA, PBOTA, KAXKA;

® CO CTOPOHBI TOYEK W MOUYEBBIBOMSIIMX IyTEH: NOJIUYpPHS, OJNUTYpUS WIH aHypus
(BcreacTBHE FTEeMOKOHILEHTPALINN);

e j1a0opaTopHbIE MOKA3aTeNU: THIOIVIMKEMHUsI, TUIIOHATPUEMHUsl, TUIIOXJIOPEMHUS], aJKajo3,
MOBBIIIEHHAs KOHIIEHTPAIMs OCTATOYHOTO a30Ta MOYEBHHBI B I1a3Me KPOBH (OCOOEHHO Y
MAIMEHTOB C MOYE€YHOI HE0CTaTOYHOCTHIO).

Jleuenue

IIpn nepeno3upoBKEe NPOBOOUTCS CHMITOMAaTHYecKas M IOAJEp)KUBamoLias Tepanus. Eciu
npemnapat ObUI IPUHAT HEABHO, JUIS BHIBEIEHHSI THAPOXJIOPOTHA3U A TOKA3aHbI HHIYKIHS PBOTHI
WIM TpPOMBbIBaHUE JKelyaka. AOCOpOLUIO THMAPOXJIOPOTHA3UIa MOXKHO YMEHBUIMTH NPHUEMOM
BHYTpPb aKTUBHUPOBaHHOTrO yrisl. B ciydae camkxenust A/l winm moka cienyer Bocronauts OLIK
BBEJICHUEM IIJIa3MO3aMEIIAIONINX JKUIKOCTEH U AeULUT 3IeKTPOIUTOB (Kaiauid, Hatpuii). [Ipu

HBIX&TCHLHOﬁ HEOOCTATOYHOCTH TIIOKa3aHa HHraiinousa KHUCIOpOoJa HWJIM HUCKYCCTBCHHaA
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BeHTWISIIMSL JieTkuX. CreayeT KOHTPOJIMPOBATh BOJHO-3JIEKTPONUTHBIA OanmaHc (0cOOEHHO
COJICp)KaHUE KIS B CBIBOPOTKE KPOBH) U (DYHKITHIO TIOUYCK JIO MX HOPMAJTU3aIINH.
Crennguyeckoro aHTHAOTa HET. [ MAPOXIOPOTHA3W BBIBOAWTCA NPU TeMOIHAIU3€, OTHAKO
CTETICHBb €TI0 BBIBCJICHUS HE YCTAaHOBJICHA.

Jlozapran

Cumnmomwi

CBeneHUsT 0 TIEPEIO3UPOBKE JI03apTaHa oOrpaHudveHbl. Hawboyiee BepoOSTHOE TPOSBICHUEC
MepeI03UPOBKH — BhIpaKEHHOE CHIDKeHUE AJl U Taxukapaus, OpaauKap s MOKET BOSHUKHYTh
BCJIC/ICTBHC TTAPACUMIIATHUCCKOM (BaryCHOM) CTUMYJISIIIAH.

Jleuenue

Cumnromarnyeckass Tepamus. B cioydae pa3BUTHS CHMOTOMAaTHYECKOHW —apTepHallbHOM
TUTMOTEH3WHU TI0Ka3aHa MoJjiepKuBatonias tepanus. JlozapTaH U ero akTUBHBI METa0OJUT He

BBIBOJATCA C IIOMOIIIBIO Ir€MOJHUAIN3A.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA
5.1. ®apmakoaMHaAMU4YeCKHE CBOWCTBA
dapmakoTepaneBTUUECKass TPYIIA: CPEACTBa, ACHCTBYIOIME HA PEHWH-AHTHOTEH3WHOBYIO
CHCTEMY; aHTarOHUCTHI PELENTOPOB aHTHOTeH3MHA [I, KOMOMHAIINY; aHTarOHHUCTHI PEIETITOPOB
aHrnoteHsuHa Il u nnyperukn
Koxg ATX: CO9DAO1

MexaHu3M JIEUCTBUS

Ipenapam 'uopoxnopomuasud + Jlozapman - TAJ]

HeiictByromme BemiectBa mpenapara [uapoxmoporuasun + Jlosapran - TAJl  okaspiBaioT
aJTUTUBHOE AHTUIMIIEPTEH3UBHOE AEUCTBHE, CHMXas ypoBeHb AJl B Oousbliel CTeneHH, 4eM
KaX/IbIi M3 KOMIIOHEHTOB B OTAeNbHOCTH. CuuTaercs, 4To AaHHBIA 3(dekT o0ycrnoBieH
B3aMMO/IOTIOJIHSIOIINM JIeHCTBHEM 000MX KOMIOHEHTOB. BeneacTBue auypernyeckoro s dexra
THJIPOXJIOPOTHA3H/ TOBBIIIAET AKTUBHOCTh peHMHA Iuia3Mbel KpoBu (APII), crumynupyer
CEKpELHIO albJ0CTEPOHA, YBEIMUNBAECT KOHIEHTPAINIO aHTHOTEH3HHA [I 1 CHIKaeT copepxanue
Kaaus B chIBOpOoTKe KpoBH. Ilpuem nosaprana Omokupyer Bce (uznonorndeckue 3¢dexts
aaruoteHsuHa Il u BcnencTBue monaBieHUs d()(EKTOB aNIbJOCTEPOHA MOXKET CIIOCOOCTBOBATH
CHWDKEHUIO MTOTEPH KaJIHs, CBSI3aHHOM C IPUEMOM JUYpPETHKA.

I'uapoxiopoTrasuy; BBI3BIBACT HEOOJBIIOE MOBBINICHHE KOHIIEHTPAIIMH MOYEBOW KHCIOTHI B
a3me KpoBu. Jlo3apTan obnagaeT yMEpEeHHBIM H MPEXOASIINM yPUKO3YPHIECKUM 3P PEKTOM.
KomOuHnanus ruapoxiopoTuaspaa U JI03apTaHa CIIOCOOCTBYET YMEHBIICHHIO BBIPA)KEHHOCTH

TUIEPYPUKEMHUH, BBI3BAHHON ANYPETUKOM.

27



T'uopoxnopomuasuo

MexaHu3M aHTHTUTIEPTEH3UBHOTO JCWCTBUS THA3WI0B HEW3BECTCH. TWa3zuabl OOBIYHO HE
OKa3bIBAIOT BIMSIHUSA HA HOPMaJbHBIN ypoBeHb AJl.

IM'uppoxnopoTrasua sBIsieTCSI JUYPETUKOM M TMIIOTEH3UBHBIM cpeacTBOM. OH BO3AEHCTBYET Ha
peabCcopOIMIo  3JEKTPOJIMTOB B JUCTAIBHBIX KaHalbIAX IMOYeK. [ MOpOXIOpOoTHA3H[
NpUOIM3UTENIBHO B PaBHOW CTENEHH YBEIWYHMBAECT OSKCKPELMI0O HMOHOB HATPUS U XJIOpA.
Hatpwuitypes MoKeT conpoBOKAATHCS HEOOIBIION MTOTepEil MOHOB Kaslusl 1 OukapOoHara.

IIpu npueme BHYTph auypeTuueckuil 3¢ ¢exT pa3BUBaeTCs B TEUCHHME 2 YacOB, JOCTHTaeT
MaKcUMyMa B cpeiHeM depes 4 yaca 1 mpozospkaercs oT 6 1o 12 vacos.

Jlozapman

Anruorensus 1l ABisieTcs MOIHBIM Ba30KOHCTPUKTOPOM, INIaBHBIM aKTUBHBIM TOpMOHOM PAAC,
a TaKkXke pelmarmmM NaToU3NOIIOTUYeCKUM 3BeHOM npu pazButud Al'. Axnrunorensus Il
cBs3biBaeTcst ¢ ATi-perentopamu, HaXoAJIIMMHCS BO MHOTHX TKaHSX (B IVIQAKOMBIIIEYHBIX
TKaHSIX COCYJOB, B HAJAMOYEYHHMKAX, MOYKAX WU CEPIALE), U BBINOJHAECT HECKOJIBKO Ba)KHBIX
Ouostornueckux QyHKIMHA, BKIII0Yasi BA3OKOHCTPUKIIMIO M BBICBOOOXKIEHHE albaocTepoHa. Kpome
3Toro, anrnoteH3uH Il crumynupyer pa3zpacranue riaaKkoMbledHbIX KineToK. AT2-penentopsr —
BTOPOH THII PELIEITOPOB, C KOTOPHIMH CBSI3BIBAETCS aHTMOTEeH3MH I, HO ero poisk B perynsuuu
(GYHKINU CepIeTHO-COCYIUCTON CHCTEMbI HEM3BECTHA.

Jlozaptan — cenexktuBHBIN anTaroHucT ATi-perenropos anruotensuna II, Beicokod¢h ek THBHBII
npu npueme BHYTpb. JlozapraH m ero (hapMakoJIOTHYECKH AaKTUBHBIA KapOOKCHIMPOBAHHBIH
metabomut (E-3174) xak B yCIOBHSX in Vitro, Tak W in vivo OIOKUPYIOT Bce (pU3HOIOTHIECKHE
3¢ dexTsl aHrnoTeHsuHa Il He3aBUCHMMO OT €ro MCTOYHMKA WJIM NMyTH CHHTe3a. B oTinmuume ot
HEKOTOPBIX MENTHIHBIX AHTaroHUCTOB aHruoTeHsuHa Il mo3zapran He oOiajgaer cBOHCTBaAMU
aroHuUcCTA.

JlozapTan usbuparensHo cBsizbiBaeTcs ¢ AT -penientopaMu U He CBA3BIBAECTCA, U HE OJIOKHpYET
pEeLEenTopsl APYruX INOPMOHOB U HMOHHBIX KaHAJIOB, MIPAIOIIMX Ba)XKHYIO pOJIb B PEryJALIUN
(GYHKIIUM  ceplievHO-cOCYTUCTON cucTeMbl. Kpome Toro, nozapran He wuHruompyer AllD,
OTBEUAIOUIMI 3a paspymeHue OpamukuanHa. CrenoBaTenbHO, A(PQEKTH, HANPIMYIO HE
cBsi3aHHbIE ¢ Oyokanoil ATi-penenTopoB, Takue Kak yCHJICHHE OpaJuKHHHMH-ONOCPEJOBaHHBIX
s dekToB nau pa3sBuTHE 0TEKOB (JTo3apTan — 1,7 %, tiane6o — 1,9 %), He UMEIOT OTHOIICHHS K
JEHCTBHIO JIO3apTaHa.

dapmakoauHamMuyeckue 3 dexTo

[Ipenapar ['mapoxmopornaszua + Jlozapran - TAJl sBasieTcss KOMOWHHUPOBAHHBIM TpENapaToM
THAPOXJIOPOTHA3UAa U Jo3apTaHa. Y manueHToB ¢ Al m rumepTpodueil JeBoro xemyaodyka

Jio3apTaH, B TOM YHUCJIE B KOM6I/IH3.LII/II/I C THOAPOXJIOPOTHAZUAOM, YMEHBIIAET PUCK CEPACUYHO-
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COCYIUCTOM 3a00/€Ba€MOCTH M CMEPTHOCTH, 4YTO OBLJIO JOKa3aHO C IOMOILBIO OIIEHKU
KOMOWHHPOBAHHOW YacCTOTHI Pa3BUTHSA MHCYJIbTa M WH(pApKTa MHOKAp/a, a TaKKe MOKa3aTes
CEpIEYHO-COCYJUCTON CMEPTHOCTU y JAaHHOM KaTErOpUHU NallMEHTOB.

Tuopoxnopomuazuo

MexaHnu3M [OEHCTBUSI THA3UAHBIX JUYPETHKOB (THA3WIOB) M3YYEH HE IOJHOCTHIO. THa3zuisl
OJIOKUPYIOT peabCcopOIMI0 MOHOB HATPHS M XJIOpPa B Hayalile MOYCYHBIX KaHAJIBIEB. Takum
00pa3oM, OHM YBEITMYUBAIOT SKCKPELUIO HATPHS U XJIOpa M, CIIEAOBATEIHHO, BEIBEICHIE BOJIBI U3
Opranusma.

B pesyabTare ModeroHHOTO AEHCTBHS THApOXJIopoTHasuaa ymenbinaercs OLIK, BciencTeue yero
YBEJIIMUUBAECTCS aKTUBHOCTb PEHMHA U KOHIEHTpalus albJOCTEpOHa B IUIa3ME€ KPOBU. OTO
MIPUBOJIUT K YBEJIUYEHUIO 3KCKPELIMH NOHOB KajKsl IOUKAMU U CHUKEHUIO COAEP)KaHUS Kalus B
I1a3Me KpoBU (THMokanuemus). ['MIpoXJIopoTHasuj TakkKe yBEIUYHMBACT IKCKPELHI0 HOHOB
Mar"ysi U CHUXAET 3KCKPELMI0 MOHOB KajbLMs MOYKAMU. THA3UIHBIE ITUYPETUKH CHMIKAIOT
JKCKPELHUIO0 MOYEBOM KHCIOTHI IOYKAMH M YBEIMYUBAIOT €€ KOHIEHTPAIUIO B TUIa3Me KPOBH.
TuasuaHble OUYpPETUKU TakKe YMEHBINAIOT aKTUBHOCTh KapOOaHruapasbl MyTEeM YCHICHHS
BBIBEJICHHS HOHOB OnkapOoHaTta. Ho 310 neiicTBrue 0OBIYHO MpOSBISIETCS €1a00 U HE BIUSAET Ha
pH moun.

B MakcuManbHBIX TEpaneBTHYECKUX J103aX JNYPETHUCCKUN/HATPUIYPETHUECKUI dPPEKT BCex
THA3UIHBIX JUYPETUKOB TNPHUOIM3UTENBHO OJWMHAKOB. Harpuilype3 u auype3 HaAcTymamT B
T€YeHHE 2 4acOB W JOCTUralOT MakCUMyMa NpuUMepHO uepe3 4 daca. [IpomomKuTensHOCTh
JUYPETHUECKOTO IEHCTBHUS THAPOXIIOPOTHAZHIA COCTABIISAET OT 6 10 12 "acos.
I'mapoxiopoTrasuj 06s1aaeT aHTUTUIIEPTEH3UBHBIM JieiicTBueM. Ha HopmanbHoe Al THa3uaHbIe
JUYPETHKH BIMSHUE HE OKA3BIBAIOT.

Jlozapman

JlozapTaH mopaBiseT MOBBILIEHHE CHUCTOJIMYECKOro M auacroiuueckoro A/l mpu uHdy3um
aHruorensuHa II. B MoMeHT gocTwkeHus MakcuMalbHOW KOHIEHTpalH (Cmax) J103apTaHa B
1a3Me KpoBH Mocie mprueMa Jo3aprana B 1o3e 100 Mr Belieyka3anHbIi Qe anrnoteH3uHa 1
MOIaBIIsieTCs MPUOTU3UTENBHO Ha 85 %, a uepe3 24 yaca nocie 0JHOKPATHOTO ¥ MHOTOKPaTHOTO
pueMoB — Ha 26-39 %.

B nepuon mpuema o3apraHa ycTpaHeHHE OTPUIATEIbHON 0OpaTHON CBS3H, 3aKITIOUYAIOIICHCS B
nmojasiieHNH aHTnoTeH3uHOM Il cexpennu penuHa, BeneT k yBennueruio APIIL. Yeennuenune APII
MPUBOJIUT K YBEIMUEHHUIO KOHLIEHTpauuy aHrnotensuna Il B mnasme kposu. [lpu qnmurensHom (6-
HEJIeNbHOM) JiedeHuH narueHToB ¢ Al mo3apranom B go3e 100 mr B cyTku Habmoganocs 2—3-
KpaTHOE yBEIMUYEHHE KOHILIEHTpAllMH aHruoreHsuHa Il B mima3Me KpoBHM B MOMEHT TOCTHIKEHUS

Cmax JO3apTaHa. Y HEKOTOPBIX TMAlMCHTOB HAONIONATIOCh eIle OOJIbIIce YBEIMUYCHUE
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KOHIIEHTpaluK aHruotrensuHa I, ocobenHo npu HeGOIbIION JUIMTENLHOCTH JeueHus (2 Henenn).
HecmoTpss Ha 3TO, B Tmpomecce JIeYeHUS aHTHTUIEPTCH3UBHBIA dS((EeKT M CHUKEHHUE
KOHIIEHTPALMK albJOCTEPOHA B IJIa3Me KPOBU HPOSIBISUIMCE Yepe3 2 U 6 Heledb Tepanuu, 4To
yKasbiBaeT Ha 3¢ dexkTuBHyI0 O10Kamy peunentopoB anrunoTensuHa 1. [Tocae oTmensl no3aprana
APIl w xoHmeHTparusi aHTHOTeH3WHA [l CcHWXamnch B TedeHHE 3 CyTOK 10 3HA4YCHUH,
HaOJII01aBIINXCSI IO HadaJia IpreMa Jio3apTaHa.

[Mockombky  mo3apran  siBisiercss  cnenupuyeckuM  aHTaronuctom  ATi-penentopos
anruotensuna I, on ve uarnoupyer AllD (kununaza II) — pepmeHT, KOTOPHII WHAKTUBUPYET
OpanukuHuH. MccrenoBanue, B KOTOPOM CpaBHHUBAIHCH () (eKTh J03apTana B qo3ax 20 Mr u
100 Mmr ¢ sddexkramu unrudburopa AIlD mo BiamsHMIO Ha anruoTeH3wH I, anrmoreH3uH Il u
OpaZlMKMHUH, 110Ka3aJ10, YTO JI03apTaH OnokupyeT 3¢ ekt anrnoTeHsuHa [ u anrnorensuna II,
HE OKa3bIBas BIMAHUSA Ha 3P PEKThI OpauKUHUHA. ITO 00YCIOBICHO CENU(PUIHBIM MEXaHU3MOM
neiictBust no3aprana. Maruourop AIID OGnmoxkupoBan OTBETHBIE peaKIMU HA aHTUOTCH3WH [ U
MOBBIIIANT BBIPAKEHHOCTH d(PPEKTOB, 00YCIOBICHHBIX NEHCTBUEM OpaJWKWHWHA, HE BIHAS Ha
BBIPQKEHHOCTh OTBETa Ha aHruoTeHsuH lI, 4ro geMoHcTpupyer ¢dapMakoIUHAMUYECKOE
pasnuyre MexXay Jio3apTaHoM u nHruoutopamu AIlO.

KonuenTpanuun 7o3apraHa ¥ e€ro akTUBHOTO MeTaboiudTa B IUIa3Me€ KPOBH, a Takke
aHTUTHIIEPTEH3UBHBIN 3(p(eKT o3apTaHa BO3pacTaroT ¢ yBeIHMYSHHUEM JI03BI ITpemnapaTa. Tak kak
J03apTaH W ero akTUBHBIM Mertabomut sBistorcs APA I, oHm 00a BHOCAT BKIaa B
AQHTUTUTICPTCH3UBHBIN 3D PEKT.

B uccnenoBannu ¢ oIHOKpAaTHBIM IpHEMOM Jjo3apTaHa B no3e 100 mr, ¢ yyacTueMm 3J0pOBBIX
I00pOBOJIBLIEB (MYXUYMHBI), TIPUEM IpenapaTa BHYTPb B YCJOBHUSX BBICOKO- M MAalOCOJIEBOM
muetsl He BiusT Ha CK®, ¢ eKTHBHBIN TOYEYHBII TIIa3MOTOK U (DPUIBTPALMOHHYIO (PPAKIIHUIO.
Jlozapran obnanman HatpuilypetndeckuMm 3(hdekToM, KOTOpbIli ObUT 0OoJiee BBIpaXKEH NpHU
MaJIOCOJIEBOM JMeTe U, MO-BUAMMOMY, HEe ObUI CBf3aH C IOJABJICHMEM paHHeW peabcopOIuu
MOHOB HaTpHUs B IPOKCHMAJIbHBIX MOYEUYHBIX KaHabIaxX. JIo3apTan Taxke BbI3bIBAI Mpexoasiice
yBEJIMYEHHE BbIJICJICHHS] MOUEBOH KUCIIOTHI TOYKAMHU.

VY mammentoB ¢ Al', nmporennypueii (He <2 1/24 4) Ge3 caxapHOTO AMadeTa W MPUHUMAIOIINX
Jo3apTaH B TedeHHe § Henmenb B fo3e S0 Mr ¢ mocreneHHbIM yBenndeHueMm 10 100 mr,
HAOJIOIATOCh TOCTOBEPHOE CHIDKEHHE NpoTemHypun (Ha 42 %), (pakmnOHHOW IKCKPEINH
anpOymuHa 1 uMMyHOTIT0OyTuHOB (IgG). YV naHHBIX manuenToB go3apTad ctabummsupoBan CKD
¥ YMEHbIIAN QUIBTPAIIHOHHYIO (PPAKIUIO.

VY JKeHUIMH B MOCTMEHomay3aldbHOM nepuoje ¢ Al, mpuHuMmaBmux yno3aprad B no3e S0 mr B
TedyeHue 4 Helelnb, He ObLIO BBIABIECHO BIMSHUS TE€PANlUU HA MOYEYHBIH U CHUCTEMHBIH ypOBEHb

nmpocTrarjiaHAIuHOB.
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JlozapTan He BIMsET Ha BereTaTHBHbIE peduieKChl U HE 00JanaeT UIMTENbHBIM 3(PPEeKToM B
OTHOIICHUHW KOHIIEHTPAIMK HOPAApEHAINHA B TJIa3Me KPOBH.

VY nmaumentoB ¢ Al jo3aptaH B Ao3ax 0 150 M B CyTKM HE BBI3bIBaT KJIMHUYECKH 3HAUUMBIX
W3MEHEHUN CBIBOPOTOYHOW KOHIEHTPALMH TPHUIIMIEPUAOB HATOLIAK, OOILIEro XoyiecTepuHa U
XOJIeCTepHHA JIUIIONMPOTEHHOB BBICOKOM IUIOTHOCTH. B Tex ke mo3ax Jio3apTaH HE OKa3bIBaj
BIMSTHUS HA KOHLIEHTPALUIO TJIFOKO3bl B KPOBHU HATOLIAK.

B nenom no3apraH BbI3BIBa] CHMKEHHE KOHLIEHTPALMH MOYEBOM KUCIOTHL B CHIBOPOTKE KPOBU
(xax mpaBwio, < 0,4 Mr/mi), coxpassBlIeecs NPU ATUTEILHOM JICUCHUU. B KOHTponupyembIx
KJIIMHUYECKUX MCCIIEJOBAHMSX C yJYaCTHEM ManueHToB ¢ Al cilydaeB OTMEHBI Ipenapara B CBsI3U
C YBEJIMYEHHEM KOHLEHTpAallMd KpeaTHHHHA WM COJEp:KaHUS Kalusi B ChIBOPOTKE KPOBHM HE
3aperuCTPUPOBAHO.

B 12-HenmenpHOM mapayieIbHOM HCCIEIOBAaHMH, B KOTOPOE BKIIOYAIM IAlMEHTOB C
JeBOXKeTyA04KoBOM HemoctaTouHocThio (II-IV ¢dyHkmonansHOro Kitacca mo kiaccuduxanuu
NYHA), GOnbIIMHCTBO M3 KOTOPBHIX NPHUHUMANN AUYPETHKH W/WIH CEPIACYHBIC TIMKO3HIBI,
cpaBHUBAIUCH d(()eKTHI T03apTaHa B 103ax 2,5 MT B cyTKH, 10 MT B cyTkH, 25 Mr B cyTkH U 50 MT
B CyTKH ¢ Tuiane6o. B mo3ax 25 mr B cyTku 1 50 MT B CyTKH IpenapaT MPOsBIISII TOJIOKUTETIbHEIE
reMOJMHAMHYECKHE W HEHPOTrOpMOHANBHEIE d()(EKTHI, KOTOPhIE COXPAHSIINCH HA MPOTSHKCHHH
BCero uccienoBanus. I'emogumaaMudeckue 3G PeKThl BKITIOUAIN YBETHIEHUE CEPICTHOTO HHCKCA
U CHW)KCHHE JABJICHHA 3aKIMHHUBAHMUA B JIETOYHBIX KaNWUIIPax, a TaKKe CHI)KCHHE 0OIIero
nepu(epuIeckoro COCYANCTOTO CONMPOTUBIICHUS, CpenHero cucreMHoro AJ] u 9acToThl
CEpICUHBbIX COKpamleHnid. YacroTa BO3HHMKHOBEHHUS AapTEepPUaJbHOW TUIIOTEH3HH Y JaHHBIX
MAIMEeHTOB 3aBHCeNa OT 03kl Npenapara. HeliporopmoHanbHble 3 QEKThl BKIIOYAIN CHUKEHUE
KOHIEHTpalui albI0CTEPOHA U HOPAAPEHAINHA B TJIa3M€E KPOBH.

5.2. apmakoknHeTHYEeCKHE CBOMCTBA

T'uapoxaopoTHazua

Abcopbyus u pacnpedenenue

I'mapoxiopoTrasuj He B MOJHON Mepe, OJJTHAKO JTIOBOJIBHO OBICTPO BCACBIBACTCS U3 KETYyJOYHO-
KumevyHoro tpakta. [locne mpuema ruapoxioporuasuga BHYTpb B 03¢ 100 Mr Cmax B miazme
KpoBH jgocTturaercs uepe3 1,5-2,5 yaca. Ha makcumyme quypeTHuecKoil akTHBHOCTH (TIPUMEPHO
yepe3 4 yaca mocie mpreMa) KOHLEHTpALUsl THAPOXJIOPOTHA3UAa B IJIa3Me KPOBU COCTaBIISIECT
2 Mkr/mit. Csi3b ¢ Oenmkamul Tura3Mbl KpoBu coctaBiseT 40 %. 'mapoxiiopoTnasua mpoHUKAET
Yyepe3 IUIAICHTApHBIA Oapbep M JKCKPETHPYETCs B TPYTHOE MOJIOKO, HE TPOHUKAET Uepes3
reMaTodHIeQpaTunIecKuii bapbep.

Bbuompancpopmayus

IM'uppoxnopoTrasua B OpraHu3Me YelnoBeKa He MeTa0OIU3UPYETCs.
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Inumunayus

[lepBrYHBIA yTh BBIBEACHUS MOYKaMH ((PIIBTpAIMsl W CEKpelrs) B HEM3MEHEHHOM BHJIC.
[Ipumepro 61 % npuHATON BHYTpb O3Bl BBIBOOUTCS B T€YeHHE 24 4acoB. Y IAILMEHTOB C
HOpMaNbHON TMouYedHoW (QyHKIMed mnepuon mnoxyBeiBenenus (T'2) cocraBmser ot 5,6 1o
14,8 gacoB (B cpeanem 6,4 vaca).

JlozapTtan

Abcopbyus

IIpy mpueme BHYTph JI03apTaH XOpOLIO BCAChIBAETCA M IOABEpPraercss MeTaboau3My IpH
«TIEPBUYHOM TIPOXOXKICHUN» Yepe3 MeYeHb ¢ 00pa30BaHUEM aKTHBHOTO KapOOKCHIMPOBAHHOTO
MeTaboauTa M HEAKTUBHBIX MerabonuroB. CucremMHass OMOJOCTYNHOCTb JIO3apTaHa B
TabneTupoBaHHOUN (opMme coctapnsieT mpuOAM3UTENbHO 33 %. Cpeaane Cmax JI03apTaHa U €ro
aKTUBHOI'0 MeTaboIMTa ocTUrarTcs yepes 1 yac u uepes 3—4 yaca cooTBeTcTBEeHHO. [Ipn pueme
J03apTaHa BO BpeMs OOBIYHOIO IpHeMa MUINM KIMHUYECKH 3HAYMMOTO BIIMSHHUS Ha Mpopuiib
KOHIICHTPAIIUH JI03apTaHa B IJIa3Me KPOBHU BBISIBJICHO HE OBLIO.

Pacnpeoenenue

Jlo3apTaH M ero akTUBHBIN META0OJIUT CBA3BIBAIOTCA C OEIKaMU IJIa3Mbl KPOBU (B OCHOBHOM C
anpOymMuHOM) He MeHee deM Ha 99 %. O0beMm pacmpeneneHus jJo3apTaHa COCTaBIsIeT 34 I
UccnenoBanust Ha Kpbicax IOKa3ald, 4YTO JIO3apTaH INPAKTUYECKH HE MPOHHUKAET Yepe3
reMaTodHIeQaTuIeckuii bapbep.

Buompancpopmayus

[Ipumeprno 14 % mo3bl n03apTaHa Npud BHYTPUBEHHOM BBEACHUM WIM TpPHEME BHYTPb
IIPEBpaIaeTcs B €ro akTUBHBINA MeTabouT. [locie npuema BHyTph WM BHYTPUBEHHOT'O BBEICHHS
J03apTaHa, MEYEHHOTO PpajHoakTUBHbIM yriepomoM (*C  jnosapTana), pamMOaKTUBHOCTD
LUPKYJIUPYIOIIEH MIa3Mbl KPOBU IIPEXk/ie Bcero o0ycaoBIeHa HAIMYMEM B HEH j03apTaHa U ero
akTUBHOro Merabonuta. Huskas 3¢(¢deKTuBHOCTh NpeBpallleHHs Jo3apTaHa B €ro aKTUBHBINA
MeTaboauT HabMronanack NpuMepHo y 1 % manueHToB, yuacTBOBAaBIIUX B UCCIIEIOBAHUY.
IToMumo akTHBHOro MeTaboauTa 00pa3yroTcss OMOJOTMYECKH HEAKTHBHBIE METa0OIMTHI, B TOM
YHCIIe ABa OCHOBHBIX METabO0JMTa, 00pa3yIOIIMXCS B PE3yIbTaTe THAPOKCHINPOBAHUS OOKOBOM
OyTHIJIOBOM 1IN, ¥ OJIMH BTOPOCTENEHHBINH — N-2-TeTpa30i-TIIIOKYPOHH/I.

Onumunayus

[Tma3mMeHHBIN KIMPEHC J03apTaHa U ero aKTHBHOTO METabO0IUTa COCTaBiseT 0KoI0 600 MII/MUH 1
50 Ma/MHH cOOTBETCTBEHHO. [loyeuHBIN KIMpEHC J03apTaHa W €ro aKTUBHOTO MeTaboiuTa
COCTaBISICT IPUMEPHO 74 MII/MHUH U 26 MII/MUH COOTBETCTBeHHO. [Ipn mpreme o3aprana BHYTpb

0Kk0JI0 4 % 11036l BBHIBOJMUTCS MOYKAMH B HEM3MEHEHHOM BHJE U OKOJIO 6 % 03Bl BBEIBOAMTCS
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MIOYKaMH B BHJE aKTUBHOro Merabonura. JlozapTaH M ero akTHBHBI MeTaOOIUT HMEIOT
JTUHEWHYIO (hapMaKOKMHETHKY MTPH MpUeMe BHYTPb J03apTaHa B 03ax 10 200 mr.

[Tocne mpuema BHYTph MJIa3MEHHbIE KOHLIEHTpALMM JI03apTaHa U €ro akTUBHOIO MeTabosnTa
CHIDKAIOTCA TOJHMIKCIOHEHIIMABHO C KOHEYHbIM 172 mnpubmmuzurensHo 2 u 69 gacoB
cooTBeTcTBeHHO. [Ipu pexxume no3uposanus npemnapara 100 Mr oivH pa3 B CyTKH HE IPOUCXOIUT
3HaYMMOTO HAKOIJICHHUS B IIa3Me KPOBH HU JI03apTaHa, HU €r0 aKTHBHOTO METa0OoJHTa.
BriBenieHne no3apTaHa W e€ro MeTa0OJIHMTOB OCYIIECTBISETCS MOYKAaMH M Yepe3 KUIICYHHK C
xemupto. Ilocne mpuema BHYTph '“C no3apTaHa y Mys4uH OKoNno 35 % paaMoaKTUBHOCTH
obHapyxuBaeTca B Moue u 58 % — B kaie. [locne BHyTpuBeHHOro BBeieHus *C nmoszaprana y
MY>K4MH IpuMepHO 43 % paaroakTUBHOCTH oOHapy»kuBaercst B Moue U 50 % — B Kaie.

DapMaKOKMHETHKA Y OTACIbHBIX TPYIIN HallMEHTOB

Ipenapam 'uopoxropomuasud + Jlozapman - TAJ]

HauueHmbz NnoJ2HCUNI020 603pacma

KonuenTpanuu 103apTana ¥ €ro akTUBHOT'O META00JINTA B IJ1a3Me KPOBH U CKOPOCTh BCACHIBAHHUS
TUAPOXJIOPOTHA3KAA y NAIMEHTOB IOKWIOro Bo3pacta ¢ Al' 3HaunMO HE OTJIMYAIOTCS OT JaHHBIX
MOKa3aTesIe y MOJIOABIX ManueHToB ¢ Al

Tuopoxnopomuazuo

Hayuenmul ¢ Hapyuienuem d)VHKuuu no4exk

Y manueHToB ¢ TOYEYHOM  HEJNOCTAaTOYHOCTBIO CpeAHEeW CcTemeHw Tsbkectn 1%
THAPOXJIOPOTHA3UAA COCTABIIACT B cpeaHeM 11,5 gacoB, a y mammentoB ¢ KK <30 mu/mun —
20,7 yacos.

Jlozapman

Llon

3HavyeHus] KOHUEHTpAIMK JIo3apTaHa B IJa3Me KpPOBH y KeHIIMH ¢ Al' B 2 pa3a mpeBbllIaNH
COOTBETCTBYIOITUE 3HaUeHUs Y Myx4uH ¢ Al'. KoHIIeHTpaliu akTHBHOTO METa00INTa Y MY>KUMH
1 KEHIIUH He pa3Indajinch. JTO siBHOE (hapMaKOKMHETHYECKOE pa3iniue, TeM He MEHee, OHO He
HMeeT KJIMHUYSCKOTO 3HAUYCHHS.

layuenmul ¢ Hapyuienuem d)VHKuuu nevdeHu

IIpu npueme no3apTaHa BHyTpb NAIMEHTAMU C JIETKMM U YMEPEHHBIM AJIKOTOJIbHBIM LIUPPO30M
MEYEeHN KOHIICHTPAIlMH JI03apTaHa W ero aKTUBHOTO MeTaboNMTa B TUIa3Me KPOBH OKA3aJUCh,
COOTBETCTBEHHO, B 5 1 1,7 pa3a BbIIIIe, 4eM y MOJOBIX 3I0POBBIX TOOPOBOJIBIIEB MY>KCKOT'O TTOJIA.

layuenmul ¢ HapyuieHuem d)VHKuuu nodexk

KonnenTparuu io3aprana B miia3Me kposu y manueHToB ¢ KK Beimie 10 MiI/MUH He OTIUYAITUCH
OT TaKOBBIX y TAIMEHTOB C HeW3MeHeHHOW ¢QyHkuuerd mouek. [lnomans moa KpuBoOi

«xoHuentpanus-spems» (AUC) no3zapTana y MaiydeHTOB, HAXOASIUXCS HAa TeMOIUalIn3e, Oblia
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npuMepHo B 2 paza Oonbiie mo cpaBHeHnto ¢ AUC nozapraHa y HalMeHTOB ¢ HOPMaJbHOUN
noyeuHo ¢yHkuuer. KoHIIeHTpanuy akTHBHOTO METa0ONTa B TUTa3Me KPOBH HE H3MEHSIIHNCH Y
NAIMEHTOB C HapylleHueM (DyHKIMH MOYeK WM MalMeHTOB, HaXOAAILIMXCS Ha IeMoJuau3e.

H03apTaH M €r0 aKTHBHEIN METa0OIHUT HE BBIBOJATCA C IIOMOIIBIO I'€MOAHATIN3A.

6. ®PAPMAIEBTUUYECKHUE CBOVMCTBA
6.1. IlepeyeHb BCoMOraTe/iIbHbIX BEIECTB
Kpaxman npexenaTHHH3UPOBAHHBIH
Lemrono3a MUKPOKPHCTAILTHYECKAS
JlakTo361 MOHOTHIPAT
Marnus creapar

O060s10YKa TICHOYHAS:

lN'unpomennosa

Maxkporon-4000

Kpacutens xunonmuuoBsii xentoiid (E104)

Turana quokcung (E171)

Tanpk

6.2. HecoBMecTuMoOCTH

Henpumennmo.

6.3. Cpok roqHocTH (CPOK XpaHeHH)

5 rer.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh npH TeMiieparype He Boie2S °C, B OpuruHaibHOM OJUCTEpeE.

6.5. XapaxTep ¥ coaep:kaHue MEPBUYHONH YIAKOBKHU

ITo 10 nnm 14 Tabnetok B Gnucrepe u3 komOuHUpoBaHHOTO Matepuana [IBX/TIBJAX u donbru
AJTIOMHUHHUEBOM.

3, 6 unu 9 Gnucrepos o 10 Tabnetok v 1, 2, 4, 6 niu 7 6auctepos no 14 TabneTok BMECTE C
WHCTPYKIHEH MO MTPUMEHEHNIO TOMEIIAIOT B MAYKy KapTOHHYIO.

He Bce pa3Mepbl yakoBOK MOT'YT OBITh IOCTYIIHBI AJISl peaTn3aliii.

6.6. OcoOble Mepbl NPETOCTOPOKHOCTH NPH YHUYTOKEHHUHM HCHOJIb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemapata WJIH  OTXO0A0B, TMOJYYEHHBIX TMOcjJe MNPUMeHEeHUs
JIEKAPCTBEHHOI'0 Mpenapara, u APyrue MAaHUNYJIAIUHU ¢ TPenapaTom

Het 0co0bI1x TpeOoBaHUi K yTHIIN3AIH.

7. JEPXKATEJIb PETUCTPAIHUOHHOI'O YAOCTOBEPEHUSA
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I'epmanus

TAJl ®apma I'm6X, Xaitan-Jlomann-IlTpacce 5, 27472 Kykcxaden

Ten.: +49 (4721) 606-0

daxkc: +49 (4721) 606-333

Anpec a1 outsl: info@tad.de

7.1. IlpeacTaBUTEb epKATEJIs] PerMCTPALIMOHHOTO Y10CcTOBepeHus Ha Tepputopuu Coro3a

IIpereH3un noTpedOUTENEH HAPABJIATH 110 AJIPECY:

Poccuiickas @eoepayus

000 «KPKA-PYC»

143500, MockoBckas 00:1., T. McTpa, yin. MockoBckas, 1. 50
Ten.: +7 (495) 994-70-70

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

Anpec a1. moutsl: krka-rus@krka.biz

8. HOMEP PETUCTPAIIMIOHHOT'O YIOCTOBEPEHUSI
JITI-Ne(003261)-(PT-RU)

9. JIATA IEPBUYHOM PETUCTPAIIMM (IIOATBEPXKJIEHUSI PETUCTPAILIUAH,
HEPEPETUCTPALIMN)

Hara nepoii peructpanuu: 25 centsiopsa 2023 r.

10. JATA IEPECMOTPA TEKCTA
21 mas 2024 1.

OO0mas xapakTepuUCTHKa JeKapcTBeHHOTo mpemapara [ uapoxmoporuaszun + Jlozapran - TAJL
JOCTYyIHa Ha HMHGOpPMAlMOHHOM moprane EBpa3uiickoro 5SKOHOMHMYECKOIO CO103a B
nH(OPMaIMOHHO-KOMMYHHUKaIMOHHOM cetn «HTepHeT https://eec.eaeunion.org.
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