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OBLIASI XAPAKTEPHCTHKA JIEKAPCTBEHIOFG TIPEITAPATA 1002

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

JIO3BAPTAH ®apmacunTes, TaOIETKH, TOKPHITHIE TUICHOYHON 000JI0YKOM

2. KAYMECTBEHHBIN U KOJTUYECTBEHHBIA COCTAB

JlelicTByrolee BEIECTBO: J03aPTaH.

Kaxnas TtabieTka, MOKpbITas IUIEHOYHOM 000JI04KOH, comepxkur 50 Mr jio3apTaHa Kaius.
BcnomorarenbHble BelecTBa, HaJMYUE KOTOPBIX HAl0 YYUTHIBATh B COCTAaBE JIEKAPCTBEHHOI'O
npernapara: JJakTo3bl MOHOruapar (cM. paszaen 4.4.).

[TonHbIN TepevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBEJIEH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTKH, MOKPHITHIC TNICHOYHOU 000TI0YKOM.

Kpyribie 1BOSKOBBITYKIIbIE I1aIKKE TaOJIETKU, HOKPHIThIE INIEHOYHON 000JI0YKOH, OT O6€10r0 10
noyTH 0esIoro 1BeTa.

Ha nonepeynoM paspese sapo TabIeTKH oT 6esoro 0 moyTy 0enoro mnaera.

4. KIMHUYECKUE JAHHBIE
4.1. Tloka3aHusl K IPUMEHEHHUIO

e AprepuanbHasi TUIIEPTEH3US;

e CHMXEHHE PHCKA ACCOLIMMPOBAHHOM CEPJEUHO-COCYAUCTON 3a00J1€BAEMOCTH U CMEPTHOCTH
y MAalUEeHTOB C apTEepUAJIbHON THUMNEepTeH3ued W Tuneprpopuei JeBOro KemyJouka,
IIPOSIBJISIFOIIEECS COBOKYITHBIM CHHMYKEHHEM YacCTOThl CEpACYHO-COCYIAMCTOW CMEPTHOCTH,
4aCTOThl MHCYJIbTA U MH(pAPKTa MUOKAPAA;

e XpoHuueckas OOJIE3Hb MMOYEK y MALMEHTOB C apTepUalbHOM THIEepTeH3HEeH U caXapHbIM
nuabeToM 2 THNAa € COMYTCTBYIOUIeW mnporeuHypued > 0,5 T/CyTKH B KadecTBe
AQHTUTUIIEPTEH3UBHOIO CPEACTBA B COCTABE KOMIIJIEKCHON TEpaIuH;

e XpoHMUecKas cep/ieyHasi HeIOCTATOYHOCTh MpU HEAPPEKTUBHOCTH JIEUEHHUSI UHTUOUTOpaMU
All® wnu HenepeHocumocTH uHruoOutopoB AIID. He pekomennmyercs mNepeBOIUTH
MAIMEHTOB C XPOHUYECKON CepJeYHON HEeIOCTAaTOYHOCTHIO U CTAOMIBHBIMU MOKa3aTeIsIMU
npu npueme uHruoutTopoB All® na tepanuto npenaparom JIO3APTAH ®dapmacunres.

4.2. PesxuMm 103MpOBaHNs U C1IOCO0 MPUMEHEHUs!

Pexxum go3upoBaHus

s obecrieueHus! yKa3aHHBIX HHMXKE PEKMMOB JI03UPOBAHUSI TP HEOOXOAUMOCTH MPUMEHEHUS
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IPOM3BOIUTENEH B JIEKapcTBEHHOU (hopMe «TabieTku 25 Mr» ¢ puckoit uim «tadaetku 50 Mr» ¢
KpPecTooOpa3HOM PUCKOH.

[Ipenapar JIOBAPTAH ®apmacuHTe3 MOXHO TMPUHUMATh B KOMOWMHAIIMM C JAPYTHMH
TUIIOTEH3UBHBIMU CPEJCTBAMHU.

AprepuanbpHas THIEPTEH3UA

CranpapTHas HayallbHAs U TOJ/ICPKUBAIONIAs 1032 7151 OOJBIIMHCTBA MAI[MEHTOB cocTaBisieT S0
mr nipenapara JIO3ZAPTAH ®apmacuntes 1 pa3z B cyTku. MakcuMaabHbI aHTUTUIIEPTEH3UBHBIN
ekt nmocturaerca uepe3 3—6 HeAenb OT Hayala Tepanuu. Y HEKOTOPBIX MAIlMEHTOB JIs
JOCTIOKEHUS 001b1Ier0 AP QeKTa 103a MOKET ObITh YBEIMUYCHA 10 MAKCUMAJIbLHON CyTOUHOM JT03BI
100 mr npenapata JIO3BAPTAH ®apmacuntes 1 pa3 B CyTKH.

VY ManueHToB €O CHI)KEHHBIM OOBEMOM IUPKYJIUPYIOUIEH KpOBH (HAmpuMep, MpU IMpHEMe
0OJBIINX 103 AUYPETUKOB) HAUAIbHYIO O3y J03apTaHa CIeayeT CHU3HUTH 110 25 MT 1 pa3 B CyTKH
(cMm. pasnen 4.4).

Her neobxomumocTn B 1moadope HA4YaubHOW O3Bl JJIS TOXKHIIBIX IMAllMEeHTOB M ITAlMEHTOB C
HapylieHneM (QyHKIUU OYeK, BKII0Yas MallMeHTOB, HAXOIALINXCS Ha UATU3e.

[TaruenTam ¢ 3aboneBaHreM MEYCHH B aHAMHE3€ PEKOMEHAYeTCsl Ha3HavyaTh 0oJiee HU3KHE JT03bI
npenapara JIOSAPTAH ®apmacunres (cM. pazzen 4.4).

CHIDKCHHE PHCKA aCCOIMHMPOBAHHOM CEPACYHO-COCYAUCTOM 3a00JIeBACMOCTH M CMEPTHOCTH Y

manuedToB ¢ Al u FHHCDTDOd)Heﬁ JICBOT'O KCIIYJJOYKa

CranpaprtHas HauanbHas no3a npenapara JIO3APTAH ®apmacunres cocrasiser 50 mr 1 pas B
cyTku. B nanpHelimem pekoMeHAyeTcss NOOaBUTh TUAPOXJIOPOTHA3HU] B HM3KHUX J033aX HWIH
yBenuuuTh 103y npenapata JIO3APTAH ®apmacunTes 10 MakcuManbHON cyTouHOU A03b1 100
Mr 1 pa3 B CyTKHU C y4ETOM CTENEHH cHUKEeHUs A/l

XpOoHMYECKasl HEAOCTATOYHOCTh MOYEK V NAIIMEHTOB C apTePHUaIbHOM TUIIEPTEH3UEW U CaXapHBIM

nradeToM 2 THIA C COMYTCTBYIOIIEH TIpoTernuypuen > 0.5 r/cyTku

CranpmaptHas HavanbHas go3a npenaparta JIO3APTAH ®apmacuntes cocrasisier 50 mr 1 pa3 B
cytku. B nansnedimem no3y npenapara JIOSAPTAH @®apmacuHTE3 MOXHO YBEIWYMTH J0
MakcuManbHOU cyTouHOM 10361 100 Mr 1 pa3 B cyTku ¢ yuetom crenienu cHukenus A/l. Ilpenapar
JIOBAPTAH ®apmacunTe3 MOKET ObITh Ha3HAYEH B KOMOMHAIMY C APYTUMHU TMIIOTEH3UBHBIMU
CpelacTBaMu (Hampumep, AUYPETHKaMH, OJIOKaTOpaMu «MEIJICHHBIX» KaJlbIIMEBBIX KaHAJIOB,
anb(a- u Oera-agpeHoOIOKATOPaMU, TUIIOTEH3UBHBIMHU CPEJICTBAMHU IIEHTPAJIBHOTO JIEHCTBHS),
WHCYJIMHOM M JPYI'MMH THUIIOTJIMKEMUYECKMMHU CpEACTBAMU (HAlpUMEp, IPOU3BOJHBIMHU
CyJb()OHMUIMOYEBUHBI, TTIUTA30HAMU U MHTUOUTOPaMHU TIIIOKO3UIa3bl).

XDOHquCKaSI cepacuyHasg HEAOCTATOYHOCTD
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NPaBUJIO, 1032 TUTPYETCS C HEACTBHBIM UHTEpBaIOM (T.e. 12,5 mr/cyT, 25 mr/cyt, 50 mr/cyT, 100
MT/CyT, 10 MaKCUMaJIbHOM (TOJIbKO JJIsi JAHHOTO MoKazaHus) m03bl 150 mr 1 pa3 B cyTku) B
3aBUCUMOCTH OT MHAMBUIYaIbHOMN IEPEHOCUMOCTH.

Croco0 rmpuMeHeHus

[Tpenapat JIO3APTAH ®dapmacuHTe3 NpUHUMAETCS BHYTPb BHE 3aBUCUMOCTH OT IpUEMa MUILH.

4.3. IIpoTuBONOKA3AHUS

o ['unep4yBCTBUTEIBHOCTS K JIO3apTaHy KaJlUs WU JTF0OOMY U3 BCLIOMOTaTEIbHbBIX BEIIECTB,

MEepEUYUCIICHHBIX B pasaene 6.1.;

e bepeMeHHOCTH U MEPUO IPYAHOTO BCKAPMITHUBAHUS;

e Bo3spacr g0 18 et (3¢pPpexTHBHOCTH U 6€30MaCHOCTh IPUMEHEHHSI HE YCTaHOBJICHBDI);

e OpHOBpEMEHHOE MPUMEHEHHE C ATMCKUPEHOM WM AIMCKUPEHCOIEPKAIIMMHU MIperapaTaMu y
MAIMEHTOB C CaxapHbIM JIUa0ETOM W/HMIW YMEPEHHBIMH WM TSDKEIBIMU HapyIICHUSMU
dyskmun nouek (CK® menee 60 mn/mun/1,73 M? miuomany HOBEPXHOCTH Tena) (CM. paszen
4.5);

e HacnencrBeHHass HENEPEHOCHUMOCTh JIAKTO3bI, JAEe(DUIUT JaKTa3bl, CHHAPOM TIHOKO30-
raJIaKTO3HOH MabaObCoOpOIHH;

o Tspkenpie HapymieHUsT QYHKIIUHU IEYEHU (OTCYTCTBYET OTBIT IPUMEHEHUS );

e OpHoBpeMeHHOe mpuMeHeHue c uHruoutopamu AllD y mnamueHToB C auabeTHYECcKOH
HedpomnaTuei.

4.4. OcoOble yKka3aHUs M MepPbl NPEI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTEIO

JIByCTOPOHHUI CTEHO3 IIOYEYHBIX apTepUldl WIM CTEHO3 AapTEepUM E€IWHCTBEHHOW IIOYKH;
TUIEPKAIIMEMUS]; COCTOSIHUS TOCIIE TPAHCIUIAHTALUU MOYKU (OTCYTCTBYET ONBIT NPUMEHEHHUS);
AOPTaJbHBIA MM MUTPAJIbHBIA CTE€HO3; rUnepTpoduueckas 0OCTPyKTUBHAS KapJHOMHOIATHS;
XpOHHUYECKasl cep/ieuHasi HeA0CTaTOYHOCTh € COMYTCTBYIOIINUM TSXKEJIBIM HapylleHueM QyHKIUU
MOYEK; TsDKENass XpOHWYEeCKast cepaeuHas HenoctatouyHocTh (IV GyHKIMOHAIBRHOTO Kjacca 1o
kinaccupukanun NYHA); xpoHuueckasi cepaeyHast HeIOCTaTOYHOCTh C YIPOXKAIOUIMMHU JKU3HU
apuUTMHAMH; UIIEMUYecKas OONe3Hb cepAla; LepeOpOoBacKyJApHbIE 3a00J€BaHMs; IEPBUYHBIN
TUIEePaIbJI0CTEPOHN3M; AHTHOHEBPOTHUECKUN OTEK B aHaMHE3€; apTepualbHas TUIIOTEH3US;
HapylLIeHUsT BOJHO-DJIEKTPOJIUTHOrO OajaHca; HapylleHus (YHKUUU T[E€YeHH; HapyLIeHHs
(GYHKINU TOYEK.

[TatmenTamM cO CHIDKEHHBIM OOBEMOM IMPKYJIUPYIOMIEH KpOBH (HampuMmep, HOIyYaroluM
JedeHre OOJIbIIUMH 103aMH JTUYPETHUKOB) — MOXKET BO3HUKATh CUMIITOMAaTHUYECKasl apTepraibHas

THUIIOTCH3 .
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Peaknmm TunepyyBCTBUTEIILHOCTH

VY nanueHToB ¢ aHTMOHEBPOTUYECKHM OTEKOM B aHaMHe3e (OTEK JINIa, ry0, TTIOTKA/TOPTaH! U/1ITN
sI3bIKa) HEOOXOAMM KOHTPOJIb IPUMEHEHHsI ITpernapara (cM. paszen 4.8).

:‘)M6DI/IOTOKCI/I‘IHOCTB

[IprumeHeHue JIeKapCTBEHHBIX CpeNCTB, Bo3neucTByrommx Ha PAAC, BO BTOPOM U TpPEThbEM
TpuMecTpe OEPEeMEHHOCTH CHIDKAeT (QYHKIUIO MOYEK IJI0Ja M YBEIUYHUBAET 3a00JIeBa€MOCTh H
CMEpPTHOCTh IUIOJA ¥ HOBOPOXJIEHHbIX. Pa3BuTHEe OJAUTrOrMaApaMHUOHA MOXKET OBITh
ACCOLIMMPOBAHO C TUIMOIUIA3UEH JIeTKUX IuloAa u jAeopMmaiusMu ckeiera. Bo3moxkHbIe
HE)KeJlaTeJIbHbIC SBJICHUSI Y HOBOPOKICHHBIX BKJIIOYAIOT TMIIOIIA3UI0 KOCTEH depena, aHypuio,
apTepUalbHYI0 THUIOTEH3UI0, T[IOYEUHYI0 HEJOCTaTOYHOCTh M JieTalbHBIM ucxon. [lpum
ycTaHOBIIeHHH (DakTa OEpeMEHHOCTH JI03apTaH JA0JDKEH OBbITh Cpa3y OTMEHEH (CM. paszen 4.6).

AprepuanpHas TMIIOTEH3US M HapyIICHHE BOJAHO-3JIEKTPOJIUTHOIO OajaHca WM CHI)KEHHE

00BbeMa LUPKYIUPYIOMIEH KPOBU

VY mnamuentoB co cHmwkeHHBIM OIIK (Hampumep, MoTy4arommx JICYCHHE OOJBITUMH J[03aMHU
JTUYPETUKOB) MOXKET BO3HUKATh CHUMIITOMATH4YECKas apTepuaibHas runoteH3us. Koppekiurio
TaKUX COCTOSHUN HEOOXOAMMO MPOBOJUTH /10 Ha3HAUEHUS JI03apTaHa WM HAUYMHATH JICYEHUE C
0oJiee HU3KOM 036l mpemapara (cM. pasaen 4.2).

Hapymienne BOAHO-3JIEKTPOIUTHOTO OajlaHCca SBJISIETCS XapaKTePHBIM [UIS TAIMEHTOB C
HapymeHneM (YHKIMH MOYEeK C CaXxapHbIM auabeToM mim 0e3 caxapHoro auadera, mOITOMY
HEOOXOUMO THIATeNTbHOE HaONMIOJIeHWe 3a JaHHBIMH TMaluMeHTaMH. B KIMHUYeCcKuX
HCCIICIOBAHMUSIX C y4YacTHEM TAIMeHTOB C caxapHbIM auabeToM 2 TUMA C NPOTEHHYPHEH
KOJMYECTBO CIIy4aeB PAa3BUTUSI THUIEPKAIMEMUHU OBbUIO OOJBINE B TpyNIe, MPUHUMABIICH
J03apTaH, 4YeM B IpyInre, IpuHUMaBIlel miaaneto. Heckonbko manueHToB NpeKkpaTHId TEPANHIo
B CBSI3M C BO3HUKIIIEH Tunepkanuemueii (cm. pasaen 4.8 JlabopaTopHbie moKa3zaTenn).
OpnHOBpeMEHHOE TPUMEHEHHE JAPYTuX TMpenaparoB, KOTOpPHIE CIOCOOHBI  YBETUYHBATH
COJIEpKaHUE KaJlusl B CHIBOPOTKE KPOBHM, MOXKET MPUBECTU K PA3BUTHUIO THIEPKATHEMHHU (CM.
paznen 4.5).

Bo Bpems eueHus 103apTaHOM HE PEKOMEHIYeTCsl IPUHUMATh KalnicOeperamine JnypeTHKH,
npenaparsl Kajlus Wiu coJiepKalllie Kaluil 3aMEeHUTENN MUIIEBOM COMu.

AODT&J’IBHLIf/i NN MI/ITDaJ'H)HI)II\/'I CTEHO3, FI/IHCDTDO(bI/IquKaSI 06CTDVKTI/IBH3$I KapaAnoOMHUOIIaTHUA

Kak m Bce nmekapcTBeHHBIE CpeACTBa, OOJagarolue BazoauiaTupyromum aerictuem, APA 11
JIOJ>KHBI HA3HAYAThCS C OCTOPOKHOCTBHIO MALIMEHTAM C A0PTAJIbHBIM MUJIM MUTPAIIbHBIM CTEHO30M
WA TUIEPTPOYUUECKON 0OCTPYKTUBHOM KapMOMUOTIATHEH.

HNmemunueckas 00JIE3Hb CEPIA M IIEPEOPOBACKYIIAPHBIE 3a00JI€BaAHMS

Kak m Bce nmekapcTBeHHBIE CpeACTBa, OOJaJarolIue BazoauiaTupyromum aerictuem, APA 11
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1epeOpOBACKYIIAPHBIMU  3a00JIEBaHUSIMH, TIOCKOJIBKY 4pe3MepHoe cHuxkeHue AJl y naHHOM
IPYMIIBI TAIMUEHTOB MOYKET MPUBECTU K Pa3BUTHIO HH(PAPKTa MHUOKap/1a MM HHCYJIbTA.

XpoHnYecKas cepAcUHas HeIOCTaATOYHOCTh

Kak u nmpu npuMeHeHnu Ipyrux JICKApCTBEHHBIX CPEICTB, OKa3bIBatonux aercteue Ha PAAC, y
naruenToB ¢ XCH u ¢ unu 6e3 HapyieHus GyHKIMH MTOYEK CYIIECTBYET PUCK Pa3BUTHS TSDKEION
apTepUaNtbHON TUIOTEH3UH WM OCTPOTO HapylmeHHs (PyHKIUHM MOYeK. Tak KaK OTCYTCTBYET
JIOCTATOYHBIM OMBIT MPUMEHEHHS JI03apTaHa Yy MAlMeHTOB C CEpJCYHON HEIOCTAaTOYHOCTBHIO U
COITYTCTBYIOIIUM TSKEJIBIM HapylleHHeM (DYHKIMU MOYeK, Y HMAIllMeHTOB C TSDKEJIOW cepleqHON
HenocratouHocThio (IV ynkumonansHoro kiacca mo kimaccuduxannu NYHA), a Taxke y
NAIMEHTOB C CEpPACYHOM HEJOCTaTOYHOCTHhIO U CHUMITOMAaTHYECKHMMH YIPOKAIOLIUMU KU3HU
ApUTMHUSMH, JIO3apTaH CleAyeT Ha3HA4YaTh C OCTOPOKHOCTHIO MAIlMEHTaM JaHHbBIX TPYIII.

IlepBUYHBIN THIEPAIHIOCTEPOHU3M

Tak KaK y MaIMeHTOB C MEPBUYHBIM THIEPATBIOCTEPOHU3MOM, KaK MPaBUIIO, HE HAOIrOIaeTCs
MOJIO’KUTEJIbHBIN OTBET HAa TEPAIIUIO TMIIOTEH3UBHBIMU CPEICTBAMU, KOTOPBIE IEUCTBYIOT ITyTEM
unrubupoBanus PAAC, npuMeHeHue Jo3apTaHa HE PEKOMEHIYeTCs Y JaHHON TpyIIb
MAIUEHTOB.

HaDVIHCHI/Ie d)VHKIII/II/I IISCYCHU

JlanHble papMaKOKHHETHYCCKUX UCCIICIOBAaHMH YKa3bIBAIOT HA TO, YTO KOHIICHTPAIIHS JI03apTaHa
B IJJa3Me€ KPOBHM y TAIMEHTOB C IIUPPO30OM MEYEHH 3HAUUTEIHHO YBEIUYUBAETCS, MOITOMY
nanueHTaM ¢ HapylieHrneM (yHKIUU ITeYeHN B aHaMHe3€ CJeyeT Ha3HayaTh Jo3apTaH B Oojee
HU3KOW J03e. OTCYTCTBYeT ONBIT MPUMEHECHHS JI03apTaHa y TAIMEHTOB C TSKEIBIMH
HapyHIeHUSIMH (DYHKITUHU TIEYEHU, IO3TOMY TperapaT He JODKEeH IPUMEHSATHCS Y JAaHHON TPYIIIThI
nanueHToB (cM. paszenst 5.2; 4.3; 4.2).

Hapyuienue d)VHKHI/II/I NOYCK

Bceneacreue wunrubupoBanuss PAAC y  HEKOTOpBIX IPEIpAClONOKEHHBIX —IAallMEHTOB
HAOMI0JaNMCh M3MEHEHUs! (YHKIMM TOYeK, BKJIIOYas Pa3BUTHE MOYEYHOW HEIOCTATOYHOCTH.
JlaHHble M3MEHEHMs NMOYeyHOH (YHKIMU MOTYT BO3BpalllaTbcsd K HOpME MOcie MpeKpalleHus
JICYCHMUS.

HekoTopsie InekapcTBEHHBIE CpeACTBa, OKas3biBaronue BoszaeiictBue Ha PAAC, woryt
YBEIMYMBATh KOHIIEHTPALMIO MOYEBHUHBI B KPOBU U CBIBOPOTOYHOTO KPEaTUHHHA Yy MAIIMEHTOB C
JBYCTOPOHHUM CTE€HO30M II0YEYHBIX APTEPUN WIA CTEHO30M II0YEYHOU apTEepUH €JUHCTBEHHOU
noyku. Coo011anocs 0 BO3HUKHOBEHUH 1M01I00HBIX 3¢ (eKToB mpu npueme jo3aprana. [logooHsie
HapyLIeHUs] PYHKIMH MOYEK MOTYT ObITh OOpaTUMBI MOCIEe OTMEHBI Tepanuu. JlozapTan qomxeH

MIPUMEHATHCSI C OCTOPOKHOCTBIO Y IMAIIMEHTOB C JBYCTOPOHHUM CTEHO30M MOYEYHBIX apTEPUIl
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WJIM CTEHO30M MOYEYHOW apTepUH €IMHCTBEHHOM OYKH:

BcrmomorarennHbIC BCIIICCTBA

[Ipenapar JIOBAPTAH ®apmacunre3 coaepX uT JakTo3sl MoHorujapar. [lanuentam c peako
BCTPEUAIOUIMMUCS  HACJIEJCTBEHHBIMU 3a00JIEBaHUSAMH, TaKUMH KaK HENEePEeHOCUMOCTb
raJlakTo3bl, HEMEPEHOCUMOCTh JIAKTO3bI BCJICACTBUE ASPUIIUTA JIAKTa3bl UM CUHAPOM TIIFOKO030-
raJIakTO3HON MallbabcopOIMu, HE ClieAyeT MPUHUMATh JTaHHBIN JIEKapCTBEHHBIN TIperapar.

Oco0Bble IPYIIILI MAIUEHTOB

Paca

AHanu3 JaHHBIX BCEH MOMYJIALMHU NAMEHTOB, BKIIIOYEHHBIX B uccieaoBanue LIFE no nzydenuto
BIIMSIHUS JI03apTaHa Ha CHUYKEHUE YACTOThI Pa3BUTHUS MEPBUYHON KOHEUHON TOUKHU Y MAIIMEHTOB
¢ AI' u runeptpodueit neBoro xenygouka (N = 9193), nokasai, 4To CrIOCOOHOCTH JI03apTaHa 110
CPaBHEHHMIO C aTeHOoJIONIOM CcHmwkKaTh Ha 13,0% puck pa3BUTUS CEPACYHO-COCYIUCTHIX
ocinoxHeHud (p = 0,021) He pacnpocTpaHseTCs Ha TMAIMEHTOB HETPOMHOM pachkl, XOTsA 00a
pexuma Tepanuu 3pPeKTUBHO CHUKAIK yYpoBeHb AJl y maHHbIX narueHToB. OIHAKO B JaHHOM
MCCJICIOBAHUM TALIMEHTHl HETPOUJIHOM pacChl, MOJYyYaBIIME ATEHOJION, UMEIN MEHBIIUM PHUCK
pa3BUTHUS NMEPBUYHON KOHEYHON TOUYKHU (CEPIICYHO-COCYANCTAass CMEPTHOCTh, MHCYIBT U UH(APKT
MHOKap/1a) 10 CPaBHEHUIO C MAIUEHTAMH TOH K€ pachl, MpUHUMAaBIIUMU Jo3apTaH (p = 0,03).
Tayuenmsr nodxcunozo eospacma

Kinunuueckne wucciaenoBaHus HE BBIABIIM KAaKUX-JIMOO OCOOGHHOCTEH B OTHOUICHUU
6e3omacHOCTH U 3G (HEKTUBHOCTH JI03apTaHa y MallMeHTOB MOKHUIIOTO Bo3pacTa (crapiie 65 nerT).

JleTH ¥ MOAPOCTKHU

O¢ddexTuBHOCTh U Oe3onacHOCTh TpuMeHenus npenapara JIO3APTAH ®apmacunTes y nereit u
MOJAPOCTKOB 710 18 JIeT He yCTaHOBIICHHI.

Ecin y HOBOpOXIeHHBIX, ybM MaTepu npuHuManu npenapar JIO3APTAH ®dapmacunre3 Bo
BpeMsl OepeMEeHHOCTH, HaOJI0JaeTCsl pa3BUTHE OJMTYPUM WM apTepHabHONW TMIIOTEH3HH,
HE0OXO0JMMO MPOBEIEHNE CUMIITOMATUYECKON Tepanuy, HampaBiIeHHON Ha noaaepkanue AJl u
noueyHoi nepdys3un. MoxxeT norpedoBaThCs NepeIuBaHie KPOBU WM IPOBEACHHUE JUaIn3a JJs
NPEOTBPALICHUS PA3BUTHS apTEPUATBHOM TMIIOTEH3UH W/WITM MOAJIEpKaHUs (QYyHKIIMU TOYeK.
4.5. B3amMmopeiicTBHe ¢ JAPYrHMH JIEKAPCTBEHHBIMH MpenapaTtaMd M JApyrue BH/bI
B3aUMO/eHCTBHI

B xinMHHYecKuX HCCIEeNOBaHUSAX 10 U3yYEHUIO0 (apMaKOKMHETHYECKHX B3aMMOJEHCTBHIA
JIEKapCTBEHHBIX CPEJICTB HE OBIJIO BBISBJICHO KIMHIUUECKH 3HAYMMBIX B3aUMOJICHCTBUI JI03apTaHa
C THAPOXJIOPOTHAZUJIOM, TUTOKCHMHOM, BappapuHOM, LHUMETHIMHOM H (eHobapOHuTaIoM.
Pudamnuuun, SBASSCH HMHAYKTOPOM MeTaOoiM3Ma JIEKApCTBEHHBIX CPEACTB, CHUXKAET

KOHILCHTPAIUKO aKTHBHOI'O MeTadoInTa Jio3apTaHa B KpPOBH. B ximHmueckmnx HUCCICIOBAaHUAX
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spuTpomuLirHa. KeTokoHa30m He BIMsI Ha METaboNIM3M JIo3apTaHa IO akKTUBHOTO MeTaboiuTa
110cJie BHYTPUBEHHOI'O BBE/ICHUS JI03apTaHa. DPUTPOMUIIMH HE OKa3bIBaJl KIIMHUYECKU 3HAUUMOTO
ahdexra nmpu npueme jgo3apraHa BHYyTpb. DiykoHazon, uaruOutop msodpepmenta P450 2C9,
CHIJKAeT KOHLIEHTPALMI0 aKTUBHOIO METaboIMTa JI03apTaHa, OJHAKO (apMakoJWHaAMHUecKas
3HAYMMOCTh OJJHOBPEMEHHOTO MIPUMEHEHUS JI03apTaHa U MHruOuTopoB m3opepmenta P450 2C9
He u3yueHa. [loka3zaHO, YTO y MAlMEHTOB, HE META0OIM3UPYIOIIMX JI03apTaH B AKTHUBHBIN
MEeTabOoJIUT, UMEETCSl O4YeHb penkuil u cnenuduunbiii nedext m3odpepmenta P450 2C9. Dtm
JJAaHHbIE Jal0T BO3MOXKHOCTb IIpEAIojaraTh, 4To METAa0O0JIM3M JI03apTaHa [0 AaKTHUBHOI'O
MeTabonuTa ocyriecTBisiercss uzopepmentom P450 2C9, a ne uzodepmentom P450 3A4.
OnHOBpEeMEHHOE TPUMEHEHHE JI03apTaHa, KaK U JPYTUX JIEKAPCTBEHHBIX CPEACTB, OJIOKUPYIOIIAX
anruotreH3uH Il wumm ero »ddexTs, ¢ KanuiicOeperamomyMyu AUYpEeTUKaMH (Hampumep,
CIMPOHOJIAKTOHOM, ~ SIUIEPEHOHOM, TpPUAMTEPEHOM, aMWJIOPUIOM), KaluicoaepKalluMu
no0aBKaMH, COJISIMH Kalusg WM JPYTHMH IperaparaMH, KOTOpPbIEé MOTYT YBEIHYUTh
KOHIEHTPALMIO KaJKsl B CBIBOPOTKE KPOBU (HaIpUMeEp, MIpenapaThl, COAEpKaIie TPUMETOIPUM),
MOJKET IIPUBOJUTH K YBEITMUYEHHUIO CONEP KAHUS KAl B CBIBOPOTKE KPOBH.

Kak n npu npumMeHeHMM ApPYTUX JEKAapCTBEHHBIX CPEACTB, BIMSIOLIMX HA BBIBEICHUE HATpHS,
J03apTaH MOXET CHM)KaTh BBIBEIECHUE JUTHS, MOITOMY IMPU OJHOBPEMEHHOM NPUMEHEHUU
npenapatoB autus 1 APA 11 HeoOXoauMo TIaTeIbHO MOHUTOPHPOBATH KOHIICHTPALIMIO JIUTUS B
CBIBOPOTKE KPOBH.

Hectepounnsie nporusoBocnanutensHbie npenaparsl (HIIBII), B ToM 4ncne cenexkTHBHbIE
MHrHOUTOpHl LKKIoOKcureHaspl-2 (LIOI'-2), moryt cHukarb 3(pQexT AUypeTHKOB U APYTUX
TUIIOTEH3UBHBIX CpelncTB. BcenenctBue sroro anturunepreH3uBHb 3ddext APA I wnwm
uHruoutropoB AII® moxer ObITh ocnalieH npu oxHoBpeMeHHOM npuMeHeHun ¢ HIIBII, B Tom
qucie ¢ CeNeKTUBHBIMU HHIHOUTOpamu L1OI'-2.

Y HEKOTOpBIX MAIMEHTOB C HapylIeHUEM (DYHKIMU MOYEK (HApuMep, y MOKUIBIX MMalMEeHTOB
WIM MAUEHTOB ¢ 00€3BOKMBAaHUEM, B TOM 4YHCJI€ MPUHUMAIOLIUX JUYPETUKH), MOTYUYaIOLIUX
tepanuto HIIBII, B Tom uucne cenektuBHbIMU uHruouropamu LlOI'-2, ogHOBpemeHHOE
npumeHenne APA II unu uarun6uropos AII® moxer BpI3BaTh JanbHelIIee yXyALLICHHE QYHKIUT
MOYEK, BKIIOYAs Pa3BUTHE OCTPOM MOUYEYHOW HemocTaTouyHOCTH. J[aHHBIE 3(P(EKTH 0OBIYHO
o0paThMbl, TIO3TOMY OJHOBPEMEHHOE MPHUMEHEHUE JAHHBIX JIEKAPCTBEHHBIX CPEACTB JIOJIKHO
MPOBOJIUTHCS C OCTOPOKHOCTBIO Y MAITUEHTOB C HapyIlIeHHeM (QyHKIMH MOYeK.

JBoiinas 6nokaga PAAC c¢ npumenenuem APA 1I, uaruburopo AII® wnnm anuckupeHa
(MHTUOUTOP pEHMHA) acCOLUMUPOBAHA C TIOBBIIIEHHBIM PHUCKOM pAa3BUTHUS apTepHATIbHOM

TUIOTEH3UH, 0OMOpPOKA, TUIEpKaTMEMUN U HapylIeHnH (yHKUIMU MOoYeK (B TOM YHCIIE OCTPOM
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KOHTpotb AJl, (YHKIIMM TOYEeK W COJCpXKAHUS DJICKTPOIMTOB B KPOBU Y TAIMEHTOB,
npuHUMaomux ongHoBpeMeHnHo npenapaTt JIO3APTAH dapmacunres u 1pyrue jgeKapCTBEHHBIE
cpenctBa, Biustomue Ha PAAC. OnpnoBpemennoe mnpumenenue APA 11 ¢ npemaparamu,
COJIepKallUMH aJIMCKUPEH, MPOTHUBOMOKA3aHO Yy MAIlMEHTOB C CaxapHbIM JuUabeToM W/WIU C
YMEPEHHBIM WIH TEKeNbM HapymenneM (ynkuuu nodek (CK® menee 60 mn/mun/1,73 m?
TJIOIA I TTIOBEPXHOCTH TeJa).

OpnHoBpeMeHHOE TMPHUMEHEHHE AHTArOHHUCTOB pelenTtopoB aHruoteHsuHa Il ¢ uHruburTopamu
ATI® npoTHBOIMOKAa3aHO Y MAIIMEHTOB ¢ AuabeTudeckoit Hedponarueii (cM. pasaen 4.3).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTALMS

bepeMeHHOCTB

Jlekapcmeennvle cpedocmea, eo3oeiicmeayroujue Henocpeocmeenno na PAAC, mozym cmamp
RPUYUHOIL CEPLE3HBIX NOBPEHCOCHUN U 2UDeNU PA3BULAIOULECOCA NLOOA.

Tepanuto 103apTaHOM IIPOTUBOIIOKA3aHO HAYMHATH BO BpeMs OepeMeHHocTH. Eciin narueHTkam,
IUTAHUPYIOIIUM O€PEMEHHOCTb, MPOJIOJDKEHUE TEPANIuU JI03aPTAaHOM CUMTAETCS HEOOXOJUMBIM,
ClelyeT 3aMEHUTDH JI03apTaH Ha aJbTEPHATUBHBIE TMIIOTEH3UBHBIE CPEICTBA, KOTOPHIE MMEIOT
YCTaHOBJICHHBIH Mpoduib OE30MacHOCTH MpH MPUMEHEHHH BO Bpemsi OepemeHHocTH. [Ipu
yCTaHOBIICHHH (aKTa OEpeMEHHOCTH JIEYCHHE JIO3apTAHOM JOJDKHO OBITh HEMEIJICHHO
IIPEKPALLIEHO U, €CIIM HEOOXO0AMMO, Ha3HAUEHA albTepHATUBHAs TUIIOTEH3UBHAs TEpaIusl.

XOTs HEeT ombITa MPUMEHEHHUs JI03apTaHa y OEpeMEeHHBIX, JOKIMHUYECKUE HCCIETOBaHHS Ha
JKUBOTHBIX TIOKA3aJld, YTO MPHUEM JI03apTaHa MPUBOJIUT K Pa3BUTHIO CEPbE3HBIX IMOPHUOHATBLHBIX
Y HEOHATaJbHBIX MOBPEXKICHUN M rubdenu mioaa wiu notoMcrBa. CuuTaercs, 4To MEXaHU3M
JIAaHHBIX SBJICHUI 00ycioBieH Bo3aeicTBueM Ha PAAC.

[Toueunas nepdysus y mnona, 3aBucsimas ot pazsutus PAAC, nosiBisieTcs BO BTOPOM TPUMECTPE,
MIO3TOMY PHMCK IS IUIOZIa BO3PAcCTaeT, €CIH JI03apTaH NMPHUMEHSETCS BO BTOPOM WIIM TPETbEM
TpuMecTpe OEpeMEHHOCTH.

[IpuMmeHeHre JeKapCTBEHHBIX CPeACTB, Bo3iaelcTByrommx Ha PAAC, Bo BTOpoM M TpeTbeM
TpUMecTpe OepeMEHHOCTH CHMXAaeT (YHKIMIO MOYEK IUI0/Ia M YBEIWYMBAET 3a00J€BaeMOCTh U
CMEPTHOCTh IJIOJ]a W HOBOPOXICHHBIX. Pa3BUTHE ONUTOTHAPAMHUOHA MOXET OBITH
aCCOLIMMPOBAHO C TUMOIJIA3MEN JIeTKUX Iulofa H JAepopMmanusMu ckeiera. Bo3moxkHbie
He)KeJlaTeJIbHbIE SBJICHUSI Y HOBOPOKICHHBIX BKJIIOYAIOT TMIOILIA3UI0 KOCTEH depena, aHypuio,
apTepHaJIbHYIO THIIOTEH3HUIO, IOYEYHYIO HEAOCTATOYHOCTD U JIETAIBHBIN UCXOI.

VYkazaHHBIE BBIIIE HEXKENATeIbHbIE HCXOAbl  OOBIYHO  OOYCIOBIIEHBI  MPUMEHEHUEM
JIEKapCTBEHHBIX CpPENCTB, Bo3AcicTByronmx Ha PAAC, BO BTOpOM M TpeTheM TPUMECTPE

6epeMeHHOCTI/I. bonapmuHCTBO MU ACMHOJIOTHYCCKUX I/ICCJ'ICJIOBaHI/Iﬁ M0 H3YYCHUIO PA3BUTHA
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TpUMecTpe OEpeMEHHOCTHM HE BBIIBWIM DPA3IMUYUA MEXKIY JICKapCTBEHHBIMH CPEICTBAMH,
BozaeiicTByromuMu Ha PAAC, u IpyrumMu TUIOTEH3UBHBIMU cpeacTBaMu. llpu HazHaueHun
TUIIOTEH3UBHOH Tepanuy 0epeMEHHBIM BaKHO ONITUMHU3UPOBATh BO3MOXKHbIE UCXO/IbI IIsl MATEpU
U IUIOAA.

B cnywae, ecnu HEBO3MOXHO M0a00paTh albTEPHATUBHYIO TEPANUI0 B3aMEH TEparuu
JIEKapCTBEHHBIMH CPEJCTBaMu, Bo3eicTBytommmMy Ha PAAC, Heo0Xx0o1uMo mponH(pOPMUPOBAThH
NAlMEHTKY O BO3MOXXHOM pHUCKe Tepanuu Ais miojna. Heo0xoaumo nposeeHre NEpUOINIECKUX
YJIBTPa3BYKOBBIX HCCIICJOBAHUM C LEJBI0 OLEHKA MHTPAaaMHUOTHYECKOTO NpocTpaHcTBa. [Ipu
BBISIBIICHUH OJIUTOTHIPAMHUOHA HEOOXOIMMO MPEKPATHTD MIPHEM JI03apTaHa, €CIH TOJIBKO OH HE
ABJIIETCS JKU3HEHHO HEOOXOAMMBIM Juisl MaTepu. B 3aBucuMocTH OT Henenu OepeMEHHOCTH
HE00X0IMMO IPOBE/IEHUE COOTBETCTBYIOIINX TECTOB I10/1a. [TaliueHTky 1 Bpauu 10JIKHbI 3HATB,
YTO OJIMTOTUAPAMHUOH MOXKET HE BBISABIIATHCS 10 MOSIBIEHUS HEOOPaTUMBbIX TOBPEXKIEHUH 1012,
Heo0Oxonumo TiarenbHoe HaOII0EHUE 32 HOBOPOXKACHHBIMH, YbH MAaTEPU IPUHUMAJIH J03apTaH
BO BpeMsi OCpEMEHHOCTH, C WEJIbI0 KOHTPOJIA apTepHalbHOW THIIOTEH3WH, OIUTYPUU U
TUIIEPKAIMEMUH.

Jlakranus

HeussectHo, BeIeNsIeTCS U J103apTaH C TPYJHBIM MOJIOKOM. Tak Kak MHOTME JIEKapCTBEHHbIE
CPEICTBA BBIJCIAIOTCS C TPYJHBIM MOJIOKOM U CYIIECTBYET PHCK Ppa3BUTHUSI BO3MOXKHBIX
HeOnmaronpusaTHEIX 3((PeKkToB y pedeHKa, HaxXOAIIErocsi Ha rpyAHOM BCKapMIIMBaHUH, CIEIYyeT
IOPUHATH PELICHHE O MPEKPaLIeHWH TPyAHOTO BCKAapMIIMBaHMS WIM 00 OTMEHe IpemnapaTta C
Y4€TOM HEOOXOMMOCTH €ro MpHeMa JUisi MaTepH.

4.7. Bausinue Ha cnOCOOHOCTH YNPAaBJAATH TPAHCHOPTHBIMHU CPeCTBAMH H pPadoTaTh €
MeXaHHU3MaMH

He mpoBoaunoce wHcciaeqoBaHUM JUIsl  OLEHKM BIMSHHUA Ha CIOCOOHOCTh  YIPaBIsATh
TPAHCIIOPTHBIMU CPEACTBAMU M paboTaTh ¢ MEXaHHW3MAaMM, OJHAKO HEOOXOIMMO COOIIOIATh
OCTOPOXKHOCTh NPU NPUMEHEHUU TUIOTEH3UBHONW TEpanuu U YNPaBICHUHM TPAHCIOPTHBIMU
CpeACTBaMu WM paboTe ¢ MeXaHU3MaMH, MMOCKOJIbKY BO3MOYKHO Pa3BUTHE I'OJOBOKPYKEHHUS U
COHJIMBOCTH, 0OCOOEHHO B HayaJle Tepanuu Wiu MpH YBEJINYSHUH J103BI.

4.8. He:xesnaTesibHbIEC peaKIMU

TabanuHoe pE3I0ME HEXKENATCILHBIX PeaKIIMH

Yacrora HexenarenbHbIX siBieHud (HS), ykasaHHBIX HUKE, MPUBEICHA B COOTBETCTBUU CO
crenyronie knaccudukarueit: oueHb yactoie (> 10%); gacteie (> 1% u <10%); neuactsie (> 0,1%
u < 1%); penkue (> 0,01% u <0,1%); ogens peaxue (< 0,01%); gacToTa HEM3BECTHA: HEBO3MOKHO

OLCHUTH YaCTOTY Ha OCHOBAaHUH JOCTYIIHBIX TaHHBIX.
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xapaktep u He TpeOyroT oTMeHbl npenapara. CymmapHas yactora HS mpu nmpueme no3aprana
COMOCTaBUMa C JIAHHBIM TTOKa3aTesieM IpH MpueMe mianedo. B KOHTpoIupyeMbIx KIMHUYECKUX
MCCJIETOBAHMSIX YaCTOTa OTMEHBI Teparuy Mo MPUYKHE KIMHUYECKHU BhIpaxkeHHbIX HS cocTaBuia
2,3% B rpyIine nanueHToB, IPUHUMAaBIINX JIO3apTaH, U 3,7% B rpynie NauueHTOB, IPUHUMABIINX
1anebo.

KonTtponupyembie KIMHAYECKHE MCCIEAOBAHUS MOKa3ajid, YTO JI03apTaH B OCHOBHOM XOPOIIO
nepeHocutcs nauuentamu ¢ Al u runeprpodueii 1eBoro xeyaouka.

B uccnenoBanuu LIFE y mamuenToB 6e3 caxapHoro nua0eTa B aHaMHE3€ YacTOTa IOSBIICHUS
HOBBIX CIIy4aeB caxapHOro auadera Obula HUXKE MPHU MPUMEHEHUH J03apTaHa MO CPAaBHEHHIO C
npumenenueM arenosona (p <0,001). ITockonbKy B JaHHOM HCCIEAOBAaHUU HE OBLIO TPYIIIBI
NAIMEHTOB, MPUHUMABIINX T1a11e00, HEU3BECTHO, SBISETCS JIH 3TO MOJIOKUTEIbHBIM 3 PexToM
J03apTaHa WK HeKeNaTeNIbHBIM SIBJICHUEM aTeHOJI0a.

KoHTponupyembie KIMHAYECKHE MCCISAOBAHMS MOKAa3ajid, YTO JI03apTaH B OCHOBHOM XOPOIIO
MEPEHOCUTCS MAIlUEHTAMU C CaXapHbIM 11a0eToOM 2 TUIIA U IPOTCHHYPHUEH.

KonTponupyemble KIMHUYECKHE WCCIEIOBAHUS MMOKa3alu, YTO JIO3apTaH B OCHOBHOM XOPOIIIO
nepenocutcs nanuentamu ¢ XCH. HS, nabmronaBuivecss B Xxo/ie KIMHUYECKUX HCCIIEIOBaHU,
OBLTN XapaKTEPHBIMU IS TAaHHOW TPYIIIBI MAIlHEHTOB.

Tadaumma 1. Yacrora HeXelaTeJbHbIX Ppeakuid, BbIIBJIEHHBIX B ILJianedo-

KOHTPOJIMPYEMBbIX UCCICA0OBAHUAX U ITPA MOCTPErUCTPALIUOHHOM Haﬁ.moz[ennn

CucremHo- Hexena YacroTa HexKeIaTEJIbHBIX PEAKIUIl B Apyrue
OpPraHHBbIi | TeJbHas peaKkuus 3aBMCHMOCTH OT IIOKA3aHUS K IPUMEHECHHIO
KJacc Aprepuna | Ilanuen Xponuuec IHanuen IHoct
JbHast TBI € Kast THI ¢ perucrp
runepre aprepua cepaevHasi caxap a
H3UA JbHOM HEI0CTATOY HBIM IIMOHHOE
THIIEPTEH3 HOCTh auadeToM | MpUMeHe
Heil u 2 THHA K HHe
TUIEPTPO NPOTEUHY
dueit puei
JIEBOT0
JKEeJTYyA0UK
a
Hapywenus | AHemus yacmoele | yacmoma
CO CMOpOHbI Heuzgecm
Kposu u Ha
numepamuyec | TpoMOOIUTONICHHUSI yacmoma
Kot Heuzgecm
cucmemul Ha
Hapywenus | Peakuuu peoKue
CO CMOpOHbL | TUIIEPIYBCTBUTEID
UMMYHHOU HOCTH,
cucmemul aHa(MITaKTHYECKHE
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peaximu, (MOCHEQOBATERBHOCTE 0002)
AHTHOHEBPOTHYECK
uii otek’, BacKynT?
Tcuxuuec- Hemnpeccust yacmoma
Kue Heuzeecm
HapyweHus Ha
Hapywenus | '0110BOKpyKeHHE uacmole uacmole uacmole uacmole
CO CMOpOHbI Heyacmol
HepeHOU COHJIMBOCTH e
cucmemul Heyacmol
[onoBHas 601b e redacimote
Heyacmol
Hapyuenus cHa e
ITapecresns peoKue
Murpesn yacmoma
Heuzgecm
Ha
Jlucres3us yacmoma
Heuzgecm
Ha
Hapywenus | CuctemHoe yacmole yacmole
CO CMOpOHbL | TOTIOBOKPYIKEHHE
opeana ciyxa | (BEpTHTO)
u [ITym B ymax wacmoma
nabupunma Heuzgecm
Ha
Hapywenus | Omymenue Heyacmol uyacmole
cOo cmopoHvl | cepALeOueHHs e
cepoya Crenoxapaus Heuacmul
e
O6MOpOoK peoxue
OUOpHILIAIIHS peokue
npeacepaunit
Hapymenne peoKue
MO3TOBOTO
KpOBOOOpaIeHus
Hapywenus | (OprocTatrdeckas)
CO CMOpOHbL | TUIIOTEH3US
cocy0os (BKITIOHAS
OTIOCPEIOBAHHEIE Hedacbt yacmole yacmole
0301 €
OpTOCTaTUYECKUE
> dexrnr)®
Hapywenus | Opplika Heuacmbie
co cmoponvl | Kamens Heuacmule yacmoma
OblxamenbHo Heuzgecm
U cucmemsl, Ha
opeanos
2pyoHol
KAEeMKU u
cpedocmenu
A
JKenyoouno- | bonb B o0nacTu | Heuacmol
Kuleurvle KUBOTA e
Hapywienusi | 3anop Heuacmol
e
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e e e e e g e ey e
Jluapest 1 redadree ™ | =T TETY S T dienioma
Heuzgecm
Ha
TomHoTa Heyacmoie
PBora Heyacmoie
ITankpeatut yacmoma
Heuzgecm
Ha
Hapywenus | I'enatur peoxue
co cmoponwl | Hapymenns yacmoma
neyeHu U | (QyHKIIUH TIeYeHH Heuzgecm
HCENUEBLIBOO Ha
Awux nymetu
Hapywenus | KpanueHnna Heyacmoie yacmoma
CO CMOpoHbl Heuzeecm
KoY u Ha
nooxodcuvix | KoxHbIi 3y Heyacmble yacmoma
mKane Heuzgecm
Ha
Coinb Heyacmol Heuacmule yacmoma
e Heuzgecm
Ha
doToceHcnOUII3a yacmoma
s Heuzgecm
Ha
Hapywenus | Munanrus yacmoma
CcO CMopoHbl Heuzgecm
MbIUEYHOT, Ha
cKenlemHou u | ApTpairus yacmoma
coeounumen Heuzgecm
bHOU MKAHU Ha
Pabnomuonus yacmoma
Heusgecm
Ha
Hapywenus | Hapymenns yacmule
co cmoponsl | GYHKLIUH TTOYEK
noyek u | Tloueunas yacmole
MOUeBbl800s | HEIOCTATOYHOCTh
wux nymeu
Hapywenus | DpexTunbHas yacmoma
co cmopoHvl | TUCHYHKIUS Heuseecm
penpooykmuy | UIMIIOTEHIINA Ha
6HOI
cucmemuvl U
MOJIOYUHBIX
Jncenes
Obwue Crnabocth Heyacmul | Heuacmvle Heyacmoie Heyacmule
HapyweHus u e
peaxyuu 6 | IloBpimeHHast Heyacmul | Heuacmvie Heyacmoie Heyacmboie
Mecme YTOMJISIEMOCTh e
66edenus Ortékn Heyacmol
e
Oo01ee yacmoma
HEZI0MOraHHue Heuzgecm
Ha
Jlabopamop | I'unepkanueMus uacmoie nevacmore’® wacmoie’
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MO CAEQOEATERERCC T 0002

Hble u | IoBeimenune peoxue

uUHCmpymeH | aKTHBHOCTH

manvHble ATAHMHAMHUHOTPAHC

OaHHble depasbl (AJIT)S
VBenndeHne yacmole
KOHIICHTPALHH
KpeaTHHHHA,

MOYCBHHBI U
COJACPpXKaAHUA Kalusd

B KPOBH
T'unonarpuemus uacmoma
Heuzeecm
Ha
l'unornukemus uacmole

1. Briouas aHrmoHeBpOTHUECKHT OTEK TOPTaHH, ITIOTKH, JIHIIA, I'y0, TIIOTKU H/HIIH A3bIKa
(BBI3BIBAOIIME OOCTPYKLHUIO ABIXAaTENIBHBIX MyTEH); Y HEKOTOPBIX U3 ITUX MALUEHTOB B
aHaMHe3e ObUIM yKa3aHHs Ha MEPEHECCHHbBI aHTMOHEBPOTUYECKUI OTEK IPU TpUEMe JPyTUX
JIEKapCTBEHHBIX CPEACTB, BKI0Uasi HHruouTopsl AIID).

2- Brmowas mypmypy Ilenneiin-TI'enoxa.

3- Oco6eHHO Y MAIMEHTOB CO CHUKEHHBIM 00HeMOM HUPKyIupytomei kposu (OLIK),
HarpuMep, y MalueHTOB C TSHKEJION CTENEHBIO CEPICYHON HEJOCTATOYHOCTH MIIM TTallMEHTOB,
HOJIYYaroIUX JeYSHHE BBICOKUMH JJO3aMU AUYPETHKOB.

- YacTo y manuenToB, NPUHUMABIINX JI03apTaH B 03¢ 150 MI' B CyTKH, 4eM y IalUeHTOB,
NPUHUMABILUX J03apTaH B 103€ 50 MI' B CYTKH.

°- B KJIMHUYECKOM HCCIIE0BAHKH C yU4aCTHEM NAIMEHTOB C CaXapHbIM AHabeToM 2 TUMA U
Hedponatueil runepkanueMus (6omnee 5,5 Mmons/) Habmoaanach y 9,9% nanuenTos,
npuaumMasiux npenapat JIO3APTAH ®dapmacunres, u 'y 3,4% nauueHToB, IPUHUMABIINX
iane0o.

®- O6b14HO BO3BpaIANACh K HOPME HOCIE OTMEHBI TEPAITHH.

Coo011eHne 0 mMoI03pEBAEMBIX HEXKEIIATEIbHBIX PEAKIIHIX

BaxxHo coo0miath 0 mo103peBaeMbIX HEXeNaTeNbHbIX PEAKIUAX IIOCIIE PETUCTpalMK IIpenapara ¢
LEeNbl0  O0ecreyeHus: HENMpepbIBHOTO MOHUTOPUHIA COOTHOIIEHHUS «I0JIb3a — PHCK»
JIEKapCTBEHHOTO Mpemnapara. MeIuIMHCKIM pa0OTHHKaM PEKOMEHIYeTCsl coo0IaTh O JHOOBIX
MIOJI03PEBAEMBIX HEXKENNATEIbHBIX PEaKLUAX JIEKAPCTBEHHOIO IperapaTa 4epe3 HallMOHAJIbHBIC
CUCTEMBl COOOIEHUSI O HEXKeNaTeIbHBbIX peaKkUMsIX TocylapcTB — wieHoB EBpasuiickoro
HKOHOMUYECKOTO COI03a!

Poccuiickas ®enepanus

DdenepanbHas ciry:x0a 1o Hag30py B cdepe 3apaBooxpanenus (PoczapaBuanzop)

Anpec: 109012, r. MockBa, CraBstHCKas Iomiaap, 1. 4, ctp. 1

Ten.: +7 (499) 578-06-70 (106. 187), +7 (499) 578-02-20

OnekTponHas noyra: info@roszdravnadzor.gov.ru, pharm@roszdravnadzor.gov.ru

WutepHer-caiit: WWWw.roszdravnadzor.gov.ru

4.9. llepeno3npoBka

CUMOTOMBI
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BbIpa)keHHOE CHIkeHue AJ] u Taxukapaus; OpagukapIuss MOKET BO3HUKHYTH BCIEICTBUE
[apacuMIIaTU4YeCKONW (BarycHoil) cTumyisuuu. B ciydae pa3BUTHUS CUMITOMAaTHYECKOU
apTepHaJIbHON TMIIOTEH3UH [T0Ka3aHa MOAAEPKUBAIOIIAs Tepamusl.

Jleuenue

CumnromaTuyeckas Teparnus.

JlozapTaH M €ro akKTUBHBIH METa0OJIUT HE BBIBOASTCS C TIOMOIIBIO TEMOIHATN3A.

5. ®APMAKOJIOITMTYECKHE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHEe CBOICTBA

®apmMakoTepaneBTUYECKas IpyIa: aHTarOHUCT PeLeNTOpoB aHrnoTeH3uxa II.
Kong ATX: CO9CAO].

MexaHu3M ASHCTBUS

Anrunoren3uH Il siBisieTcs MOLIHBIM Ba30KOHCTPUKTOPOM, IJIABHBIM AKTUBHBIM TOPMOHOM PEHUH-
AHTUOTEH3MH-aNbA0CcTepoHOBOH cucTteMbl (PAAC), a Takxke pemarommuM naTopu3noIorHIeCKuM
3BEHOM IIpH Pa3BUTHUHU apTepuanbHoil runeprenzuu (Al).

Anrunorensun Il cBsasbiBaercs ¢ ATi-penentopamu, HaxoIAUIMMHUCS BO MHOTMX TKaHIX (B
[JIaJJKOMBIIIEYHBIX TKAaHSIX COCYZOB, B HAJIIOYEYHHKAX, [OYKAX U CEepJLE), U BBIIOJIHACT
HECKOJIBKO BAXKHBIX OMOJOTWYECKHX (PYHKIWH, BKIIOYAsT BA30OKOHCTPUKIUIO M BBHICBOOOXKICHUE
anbrocrepona. Kpome atoro, anrnoreHsun Il crumynupyer paspacraHue IriaJKOMBIIIEYHBIX
K1eToK. AT2-penentopsl — BTOPOH THUII PELIENITOPOB, C KOTOPBIMH CBSI3bIBACTCA aHTHOTEH3UH I,
HO €0 POJib B PEryJIsiUN QYHKIMH CEPI€YHO-COCYJUCTON CUCTEMbI HEM3BECTHA.

Jlozapran — cenexTuBHbIN aHTaronucT ATi-perientopoB anruoreH3uHa I, BbicokoahhekTuBHBIN
npu npueme BHYTpb. Jlo3apTaH u ero ¢apMakoJIOTHYECKH aKTHBHBIN KapOOKCHIIMPOBAaHHBIN
merabomut (E-3174) kak in vitro, Tak u in Vivo GIoKupyrT Bce ¢u3noaornueckue 3pdexts
aHrnoteHsuHa Il He3aBUCHMO OT ero UCTOYHHMKA WIM MyTH CUHTE3a. B oTin4ne oT HEKOTOpbIX
NEeNTHIHbIX aHTarOHUCTOB aHTHoTeH3uHa 1 1o3apTan He o0nanaeT cBOWCTBaMHU aroHUCTA.
JlozapTan u3buparenbHO cBA3bIBaeTca ¢ ATi-pernientopaMu U HE CBSI3bIBAETCS, U HE OJOKHPYET
peLenTopsl JAPYruX TOPMOHOB M MOHHBIX KaHAJOB, UTPAIOIIMX BAXHYIO pPOJIb B PEryJsLuu
GyHKIUMM  ceplieyHO-cocyaucToil cuctembl. Kpome Toro, mo3apraH He HHTUOHpYeT
anrnoteHzuHnpespamaomuii pepment (AIID, kununasza II), oTBedaromuii 3a paspyuieHue
OpaaukuHuHa. CrnenoBarenbHO, 3(QQEKTh, HANpsIMyl0 He CBs3aHHble ¢ Onokamoi ATi-
peLenTopOB, TaKMe KaK YCWJIEHHE OpaJMKHMHHUH-OIOCPENOBaHHBIX 3((eKToB MM pa3BUTHE
otekoB (Jto3aptaH 1,7%, mnane6o 1,9%), He UMEIOT OTHOIIEHHUS K ICUCTBUIO J03apTaHa.

dapmakoagnaammudeckue YO HeKTol
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nasienust (A/l) npu wmHby3um anruorensuHa II. B MOMEHT AOCTHXKEHHsSI MaKCHUMalbHOM
KOHLIEHTpaluu Jjo3apraHa B ma3Me KpoBH (Cmax) Iocie mpuema JiozapraHa B jgo3e 100 mr
BbIIlIeyKa3aHHbIN 3 dekT anrnorensuna Il nogasnsercs npubnusutensHo Ha 85%, a yepes 24 u
MOCJIe OAHOKPATHOTO ¥ MHOTOKPATHOTO MpueMoB — Ha 26—39%.

B nepuon npuema no3apraHa ycTpaHeHHE OTPHIATEIILHOW 0OpaTHON CBSI3H, 3aKJIIOYAIOLICHCs B
NOJIaBJICHUM aHTMOTeH3MHOM Il cexpennu peHMHa, BEAET K YBEIMUYEHUIO aKTUBHOCTH PEHHHA
ma3Mbl kKpoBu (APII). Yeenuuenue APII npuBoaUT K yBETUYCHUIO KOHIICHTPAIIMY aHTHOTCH3MHA
IT B urazme kpoBu. [lpu qurenbHOM (6-HEIETbHOM) JICUEHUH MAalMeHTOB ¢ Al j03apTaHoM B
no3e 100 mr/cyr HaOmromanoch 2—3-KpaTHOE YBEIMYCHHE KOHIICHTpAaMu aHruoTeH3wHa Il B
IU1a3Me KPOBU B MOMEHT JOCTHKEHUS Cmax J103apTaHa. Y HEKOTOPBIX MAIEHTOB HAOII0AATIOChH
eme Oosbliee yBeJIMYEHHWE KOHIIEHTpalMu aHruotreH3nHa Il ocoOeHHO mpu HEOONbIION
JUIUTETLHOCTH JieueHus (2 Henenu). HecmMoTps Ha 3T0, B ipoliecce JIUeHHsI aHTUTUTIEPTEH3UBHBIN
3pEeKT U CHUKEHNE KOHLEHTPAIMH aJbJI0CTEPOHA B IIa3Me KPOBU MPOSIBISUIMCH Yepe3 2 U 6
HEJIeNb Teparuy, 4TO YKa3bIBaeT Ha AP PeKTHBHYIO 010Kaay perenrropos aHrnorensuna II. [Tocne
otMeHsbI so3apTana APII u xoHneHTpanus anruotensuna Il cHukanuce B TedeHne 3 CyTOK JI0
3Ha4YeHU, Ha0JII01aBIIUXCA /10 Havyalla prueMa Jio3apTaHa.

[Tockonpky n03apTaH ABseTCs cnenupuIeckuM aHTaroHucToM ATi-penenTopoB aHTHOTEH3UHA
II, or ne uarudupyer AIID (xununazy II) — pepmeHT, KOTOPHIII MHAKTHBUPYET OpaJMKHHUH.
HccnenoBanue, B KOTOPOM CpaBHMBAJIUCHh 3(PQeKThl Jo3apTaHa B go3ax 20 mr u 100 mr c
spdexramu uaruoutopa AIl® no BnusHUIO Ha aHrHOTeH3UH I, anrnoteHsuH Il u GpaguKuHMH,
MOKa3aJio, 4To jo3apTad OnokupyeT 3 dextsl anrnoteH3nHa | u anrunorensuna Il, He okaspiBas
BIUHUS Ha dPPEKThl OpauKUHUHA. ITO 00YCIIOBIEHO CHEIU(DUUHBIM MEXaHU3MOM JEHCTBUS
no3aptana. Uuruburop AIID OrnokupoBan OTBETHbIE peaKLMU HAa aHTMOTEH3MH | M MoBbIIIan
BBIP@KEHHOCTh AP (PEKTOB, OOYCIOBIEHHBIX JEHCTBHEM OpaJuKMHMHA, HE BIMSII Ha
BBIPQXEHHOCTh OTBETA Ha aHTMOTEH3HH 11, 4To JeMoHCcTpupyeT papMakoAMHAMUYECKOE pa3indue
MEXIy J103apTaHoM 1 uHruouTopamu AllD.

KoHueHnTpanun Jio3apraHa M €ro akTUBHONO MerTabosMTa B IUIa3Me€ KpPOBHM, a TakKxke
AHTUTUIIEPTEH3UBHBIN 3((eKT 103apTaHa BO3pacTalOT C YBEIWYSHHUEM JI03bI Ipenapara. Tak Kak
JI03apTaH M €ro aKTUBHBIA METaOOJIUT SIBJISAIOTCS AaHTarOHUCTAMHU PELENTOpPOB aHrnoTeHsuHa 11
(APA 1I), onu 06a BHOCST BKJIaJ B aHTUTUIIEPTEH3UBHBIN 3(DPexT.

B uccnenoBanum ¢ 0JHOKpaTHBIM NPUEMOM Jo3apTaHa B 103e 100 mMr, B KOTOpO€ BKJIIOYAIHUCh
310pOBBIE JTOOPOBOJBIBI (MYXKYMHBI), MpPHEM Ipernapara BHYTPb B YCIOBHSX BBICOKO- H
MaJIoCOJIEBOM METhl HE BIUSI Ha CKOpocTh KiryboukoBor ¢unbsTpannu (CK®D), sgdexTuBHbIi

MOYEYHBIN TIa3MOTOK U (UIBTPAIMOHHYIO (pakiuio. JlozapTan obnagan HATPUHYPETHUECKUM
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CBsI3aH C TIOJIaBIICHHEM paHHEH peabcopOIiny HATPUs B IPOKCUMATBHBIX MOYEYHBIX KAHAIBIIAX.
Jlo3apraH Take BbI3bIBaJI IPEXOASIIEE YBEIUUEHUE BbIICICHUSI MOYEBOM KHUCIOThI MOYKaMuU. Y
nanueHToB ¢ Al', mpoteunypueii (He MeHee 2 1/24 4), 6e3 caxapHoro nuadera U MPUHUMAIOITUX
J03apTaH B TedyeHWe 8 Henmenb B J03¢ S0 MI ¢ NOCTENEeHHBIM YyBenudeHuem 10 100 wr,
HAOJI0/IAIOCh JIOCTOBEPHOE CHIDKeHHE mporenHypun (Ha 42%), (paKIMOHHON 3KCKPEIH
anpOymuHa 1 UMMYyHOTTI00yIMHOB (IgG). Y naHHbIX nanueHToB jo3apTaH cradmimupoBai CKO
U YMEHbIIaN QUIbTPALUOHHYIO (PPaKIIUIO.

VY KeHIIMH B MOCTMEHoNay3ajlbHOM mepuojie ¢ Al', mpuHUMaBIIUX Jo3apTaH B go3e 50 Mr B
TeyeHue 4 HeJellb, He ObLIO BBISBICHO BIUSHUS TePAlMU HA TMTOYCYHBIA M CUCTEMHBIA YPOBCHb
IPOCTarjaH 1HOB.

JlozapTan He BIHUSET Ha BereraTuBHbIE pediekchl U HEe o0nanaeT MIUTENbHBIM 3((EKTOM B
OTHONIICHUU KOHIIEHTPAIIUU HOPaJApEHAIMHA B TJIa3Me KPOBHU.

VY mammentoB ¢ Al mosapran B mo3ax g0 150 mr/cyT He BBI3BIBAT KIMHUYECKH 3HAYUMBIX
M3MEHEHUH KOHUEHTpPAlMU TPUIVIMLIEPUAOB HATOLIAK, OOILIEro XOJEeCTepUHa M XOJIECTEpUHA
JUTONPOTENHOB BBICOKOW IUIOTHOCTU. B Tex e qo3ax Jo3apTaH HE OKas3blBall BIMSHUA Ha
KOHIIEHTPAIUIO TJIFOKO3bI B KPOBU HATOIIAK.

B xknuanueckoe uccnenosaune HEAAL 10 olleHKe BIMSHUS BBICOKOM M HU3KOH 10361 APA 11
(J1o3apTaHa) Ha pe3yJbTaT JICYEHUs MAllMEHTOB C XPOHUUYECKON CEpeYHON HEA0CTATOYHOCTHIO
(XCH) Obumn Bxmrouensl manueHTol (n=3834) ¢ XCH (II-IV dyHkimonansHOro kiacca mo
knaccupukanun NYHA) u HenepeHocuMocTbio MHTHOUTOpOB AIID. [Tanuentsl HabmogaIMCh
Oonee 4 ner (MeauaHa JUIMTEIBPHOCTU HAOMIOJAEHUS cocTaBwia 4,7 JeT) ¢ LeIbl0 CPaBHUTH
s dexTsl mo3apTana B go3e S0 Mr/cyt u B 103e 150 MI/CyT Ha CHMI)KEHHUE CMEPTHOCTU OT BCEX
NPUYHMH WU TOCMUTAIN3ALNH 110 TTOBOJY CEpJeYHOM HEOCTAaTOYHOCTH. [laHHOE HccneqoBaHue
MOKa3ajo, 4To Jio3apTaH B 03¢ 150 MI/CyT 3HAYMTENBHO CHUXAJl PUCK CMEPTHOCTH OT BCEX
IPUYMH WM TOCIUTAIN3AIUH 10 TTOBOJY CEPACYHOM HEAOCTATOYHOCTHU 10 CPABHEHUIO C 10301
50 mr/cyt (oTHOMIEHUE puckos [OP] 0,899, p = 0,027).

B nenom no3apTtan BbI3bIBaJ CHMKEHUE KOHLEHTPAMM MOYEBOUM KUCIOTHI B CHIBOPOTKE KPOBHU
(xak mpaBuio, meHee 0,4 Mr/n), coxpaHsBIIeecs IPH JITUTEIBHOM JIeUeHUU. B KOHTpOIUpyeMbIX
KIIMHUYECKUX MCCIIEIOBAaHUAX C ydacTheM marueHToB ¢ Al' ciiyqaeB OTMEHBI MperapaTa B CBSI3H
C YBEIMYCHHEM KOHIICHTPAIUU KpPEaTHHHHA WM COJIEPKaHUsS KalHs B CHIBOPOTKE KPOBU HE
3apeTuCTPUPOBAHO.

B 12-HenenpHOM mapajyienbHOM HCCIEJOBAaHUMM, B KOTOPOE BKIIIOUAIM IMAIIMEHTOB C
neBoXkenyoukoBoid HenmoctaTouHOCThI0 (II-IV dyHKIIMOHANTBHOTO KJacca Mo KiaccUpUKaIuU

NYHA), 60oapmMHCTBO M3 KOTOPBIX NPUHUMANU IUYPETHUKU W/WIN CEepJEeUHbIe TIUKO3U[BI,
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MI/CYyT TpenapaTr MpOSBIISI TOJOXKHUTEIbHbIE TEeMOJUHAMUYECKHE M HEWPOropMOHaJIbHBIC
3 PEeKTH, KOTOPBIE COXPAHSUIMCh HA MPOTSDKEHHHM BCETO HMCCIeNOBaHUA. | eMoImHamMHUYecKue
3¢ (deKThl BKIOYAIN YBEIUYEHUE CEPACUHOr0 MH/AEKCA U CHIKEHHUE JAaBJICHHS 3aKIMHUBAHUS B
JETOYHBIX ~KaMWUIApax, a TakkKe CHIXKEHHe OoOlero nepudepruueckoro cocyaucToro
COINPOTUBIIEHUS, CPeAHEro cucreMHoro AJ[ u 4acToThl cepAeuHbIX cokpameHuil. Yacrora
BO3HUKHOBEHUS apTepUaAIbHON I'MIIOTEH3UH Y JAHHBIX MMAlIMEHTOB 3aBHCENA OT 03Bl IIpernapara.
HeiiporopmoHanbhble 3(Q@EKTbl BKIIOYAINM CHUXKEHHUE KOHIEHTpALUMU ajbJOCTEpOHa U
HOpaJpEHAINHA B KPOBHU.

5.2. apmMaKoKHHeTHYeCKHUe CBOHCTBA

AOGcopouus

[Ipu mpueme BHYTpb JI03apTaH XOPOLIO BCAChIBAeTCSd U IMOJBEpraercs MeTaboiu3My INpU
«TEPBUYHOM IPOXOKICHUNY Yepe3 MeYeHb ¢ 00pa30BaHUEM aKTUBHOIO KapOOKCHIMPOBAHHOIO
MeTa0oJINTa ¥ HEaKTHBHBIX MeTabomuToB. CucremMHass OHOJOCTYNHOCTh JIO3apTaHa B
TabyieTupoBaHHON Gopme coctapisier npuOIM3UTeNbHO 33%. Cpenaue Cmax J03apTaHa W €ro
aKTUBHOI'O MeTaboyuTa Jocturaircs yepe3 1 4 u uepe3 3—4 4 coorBercTBeHHO. Ilpu mpueme
J03apTaHa B Ipolecce OOBIYHOTO MpHeMa MUY KIMHUYECKH 3HaYMMOT0 BIMSHUSA Ha IPOQHIIb
KOHIIEHTpALlMK JIO3apTaHa B IJIa3Me KPOBH BBISIBJICHO HE ObLIO.

Pacnpenenenne

JlozapTaH M €ro aKTUBHBI METaOOJIUT CBSI3BIBAIOTCS C OENIKaMu IJIa3Mbl KPOBU (B OCHOBHOM C
anp0yMUHOM) He MeHee 4eM Ha 99%. O0beM pacripesieneHus Jio3apTaHa cocTaBisier 34 1.
HccnenoBanuss Ha Kpbicax IOKa3alM, YTO JIO3apTaH MPAKTUYECKH HE MPOHUKAET 4Yepes
remaTodHIehaTHIeCKUuil Oapbep.

buotp aHC(bODMaHI/IH

[Tpumepno 14% 03Bl Jl03apTaHa MPH BHYTPUBEHHOM BBEACHUM WM IpHEME BHYTpPb
IpeBpallaeTcs B €ro akTUBHbIA MeTabonuT. [locne npuemMa BHYTpb WIIM BHYTPUBEHHOTO BBEICHHUS
MEUYEHHOTO paJMOAKTUBHEIM yriaepojgoM nosapTana (XC rosapraHa) paamoakTHBHOCTB
LUPKYJIHUPYIOLIeH MIa3Mbl KPOBH MPEXkJIE BCEro o0ycaoBIeHa HATMYUEM B HEll 103apTaHa U ero
akTUBHOro Mertabonurta. Huskas s¢ddekTnBHOCT mpeBpalleHus Jo3apTaHa B €ro aKTHUBHBIN
MeTabonut HaOdoAanack MpuMepHo y 1% ManueHToB, Y4YacTBOBABIIMX B MCCIIEOBAHUU.
[TomMrMoO akTHUBHOTO MeTaboIUTa 00Pa3yrOTCsl OMONIOrMYECKH HEaKTUBHBbIE METaOOIUTHI, B TOM
qucyIe ABa OCHOBHBIX METa00JMTa, 00pa3yomuxcs B pe3ybTaTe THAPOKCUINPOBaHUs OOKOBOM
OyTHIJIOBOH 1I€TIH, U OJIMH BTOpOCTENEeHHbII — N-2-TeTpa30i-TJIIoKYpPOHHI.

OIMMUHALUA

IIna3MeHHbIH KIIMPCHC JI03apTaHa U €T0 aKTUBHOT'O MeTa00uTa CoCTaBIsIeT 0K010 600 MII/MUH U
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COCTaBIISICT MPUMEPHO 74 MII/MUH U 26 MJI/MUH COOTBEeTCTBEHHO. [Ipu mpreme o3apTana BHyTpb
0K0JIO 4% J103bl BBHIBOAUTCS MOYKAMU B HEU3MEHEHHOM BHUJEC M OKOJIO 6% J103bl BBIBOJMUTCS
MOYKaMHU B BHUJAE AaKTHMBHOrO MeraboiuTa. Jlo3apraH M ero akTUBHBIM METa0OIUT HMEIOT
JTUHEHHYI0 (hapMaKOKHHETUKY TP MPUEeME BHYTPb Jio3apTaHa B qo3ax 1o 200 mr. [Tocie mpuema
BHYTPh IUIA3MEHHBIE KOHIEHTpAIlMU JIO3apTaHa W €ro aKTUBHOIO METa0OJIUTa CHUXKAIOTCS
MOJIMIKCIIOHCHIIMATTFHO ¢ KOHEYHBIM TIEPUOJOM IOJYBBIBEICHUS MPUOIU3UTEIRHO 2 U 6-9 4
cooTBeTcTBeHHO. [Ipu pexxume posupoBanus mnpemnapara 100 mr 1 pa3 B CyTKH HE TPOUCXOIUT
3HaYUMOT0 HAaKOIUICHUS B IJIJa3Me KPOBH HU JI03apTaHa, HU €ro akTUBHOTO METa0O0IHTa.
BriBenenue o3apraHa U €ro MeTa0OJUTOB OCYIIECTBISICTCS MOYKAMH U 4epe3 KUIICYHUK C
xkemupto. Ilocne mpuema BHYTph *C j103apTaHa y MYKYMH OKOJNO 35% paaMOAKTHBHOCTH
obHapyxuBaeTcs B Moue M 58% B kane. Ilocie BHyTpuBeHHOro BBeieHus -*C josapraHa y
MY>K4iH npuMepHo 43% paanoakTUBHOCTU OOHapyx uBaeTcs B Mode u 50% B kaie.

HaIII/IeHTI)I C HApYILUICHHUECM d)VHKIII/II/I IICYCHHU

IIpu npueme no3apTaHa BHYTpb NMALIMEHTAMU C JIETKUM U YMEPEHHBIM QJIKOTOJIbHBIM LIUPPO30M
IIEUYeHN KOHLEHTpAIMM JI03apTaHa M €ro akTUBHOIO MeTa0ojuTa B IJIa3Me KPOBU OKAa3alUCh
COOTBETCTBEHHO B 5 U 1,7 pa3a Bblllie, Y4eM y MOJIOJBIX 3/I0POBBIX JOOPOBOJIBLIEB MY KCKOTI'O 110JIA.

HaIII/IeHTI)I C HApYILUICHHUECM d)VHKIII/II/I IIOYCK

KonuenTpanuu no3apraHa B 1iasMe KpoBU y NMalUEHTOB ¢ KiaupeHcoM KpeatnHuHa (KK) Bbiie
10 MJI/MUH HE OTJIMYAIIUCh OT TAKOBBIX Y MAlIMEHTOB ¢ HEM3MEHEHHOM (pyHKIMe nouek. [Tnomanp
noJ KpuBOM «koHIEHTpauus-Bpems» (AUC) no3apraHa y ManUeHTOB, HAXOAALIMXCA Ha
reMoManuse, Obljia MpuMeEpPHO B 2 paza Oobiie 1o cpaBHeHuto ¢ AUC yio3apTaHa y naiueHToB ¢
HOpMalbHON (yHKIMEH nmouek. KoHUeHTpaluu akTUBHOrO MeTaboJIMTa B IUIa3ME€ KpOBU HE
U3MEHSUINCh Y TMAIMeHTOB C HapylleHWeM (PyHKIMM MOYeK WM MAalMeHTOB, HAXOJAIUXCS Ha
remoauanuse. JlozapTaH M €ro akTUBHBIM METa0OJUT HE BBIBOJAATCS C MOMOIIBIO MPOLETYPHI
reMoJuamsa.

JInia moyKuJIoro Bo3pacra

KonuenTpanum g03apTaHa 1 €ro akTHBHOT'O MeTaboJInTa B IUIa3Me KPOBU Y TIOXKHIIBIX MMAallUEHTOB
MY’KCKOro nona ¢ Al' 3HauMMO HE OTJIMYArOTCS OT JIaHHBIX IOKa3aTeIeil y MOJIObIX MalluEHTOB
My>KCKoro nosa ¢ Al

ITon

3HaueHusl KOHILIEHTpAlMM JI03apTaHa B IIa3Me KPOBM y KeHIIMH ¢ Al' B 2 pas3a npeBbllIaH
COOTBETCTBYIOIIME 3HaUeHUS Y My*4uH ¢ Al'. KOHIIeHTpaluu akTHBHOTO METa0O0IUTa Y MY KUUH
Y JKEHIIMH He pa3inyaiuch. ITo IBHOE (hapMaKOKMHETHUECKOE pa3Inine TeM HE MEHEee He UMEET

KIMHHUYCCKOI'O 3HAYCHUA.
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6. PAPMAIIEBTUYECKHE CBOHCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BelIeCTB

S npo TabieTkn

JlakT03B1 MOHOTHIpPAT

[emrono3a MUKPOKPUCTAIIINYECKAS
Kpaxman KkyKypy3HbIi

['unposioza

Kpockapmennosa marpus

Marnus creapar

IInenouynas 000JI0UKa

['unpomennosa 2910

[TommaTrnenrinukonbs 6000 (makporon 6000)

[Tonmucop6at 80 (TBUH 80)

Turana quokcuy

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpok rognocTu (CpoK XpaHeHus1)

4 rona.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHCHUHU

XpaHWTb B 3aILMLIEHHOM OT CBETa MECTE IIPU TeMneparype He Bolme 25 °C.

6.5. XapakTep u coaepkaHue NePBUYHON YIAKOBKHU

[To 10 mnu 14 TabneToK B KOHTYPHYIO SIUEHKOBYIO YIIAKOBKY U3 IUIEHKH MOJIMBUHUIXJIOPUAHON U
(bonbru aFOMUHUEBOH MEYaTHOM JaKUPOBAHHOM.

ITo 10, 14, 20, 28, 30, 50, 60, 90 win 100 TabGnerok B OGaHKY HOJMMEPHYIO C KPBILIIKOM
HATATUBAEMOW C KOHTPOJIEM IMEpPBOTO BCKPHITHSA. CBOOOJHOE MPOCTPAHCTBO MOXKET OBITH
3aroJIHEHO BaToil MeaunuHCKON. Ha GaHKu HakIenMBalOT STUKETKU U3 OyMaru 3TUKETOYHON WITH
MUCYEH, WIN U3 NTOJIMMEPHBIX MaTEPHATIOB, CAMOKJIESIIINECS.

[Mo 1,2,3,5,6,9 nnu 10 KOHTYPHBIX STYEHKOBBIX yIakoBOK 10 10 TabneTok wim 1, 2 KOHTYpHBIX
AYEHKOBBIX YIAKOBOK 1O 14 TabneTok BMeCTe ¢ MHCTPYKIHUEH MO MEAUIIMHCKOMY MPUMEHEHHIO
MOMEIIAIOT B NauKy M3 KapToHa. Ha mauky mMoxkeT ObITh HaKJI€eHa caMOKJIESAIIasicsl 3TUKETKA C
MapKUpOBKOH u3 Oymaru. [Tauku moMeniaroT B TpyIOBYIO YIIaKOBKY.

[To 1 Ganke BMecTe ¢ MHCTPYKIHMEH MO MEAMIMHCKOMY MPUMEHEHHIO MOMEIIAI0T B MAuKy M3
KapTOHa JIJIsl TOTpeOUTeNbCcKoi Tapbl. Ha mauky MoxkeT ObITh HakJIeeHa CaMOKIIESIIAsCs STUKETKA

C MapKupoBKoW u3 Oymaru. JlomonHUTENhHO HAa MauyKy MOTYT HAKJIEWBATh JiBa IPO3pPAvyHbIX
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YIaKOBKY.
6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH TPH YHUYTOKEHUM MCIOJb30BAHHOIO
JIEKAPpCTBEHHOr0  MpenapaTra MJIH  OTXO0J0B, TMOJYYeHHbIX MoOcCJe TNpPUMEHEeHHus
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaHUMYJISIHAH ¢ PenapaTomM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA
Poccuiickas @enepanus

000 «®apmacunTe3-TIOMEHBY

625059, Tromenckas o0in., T. TroMeHs, TpakT Bemmkanckuit 7 kM, 1. 2
Ten.: 8 (345) 239-38-56

Anpec snekTponHo# moutsl: info-pst@pharmasyntez.com

7.1. [IpeacTraBuTe/Ib AepKATENsI PETHCTPANMOHHOTO YI0CTOBEPEHMS

[Iperen3un norpedbuTeNed HAOPABIATE 110 aAPECY:

Poccuiickas ®@enepanus

000 «PapmacunTe3-TrOMEHBY

625059, Tromenckas o0., T. TroMeHs, TpakT Bemmkanckuit 7 kM, 1. 2
Ten.: 8-800-100-15-50

Anpec anexTpoHHO# mouThl: info-pst@pharmasyntez.com

8. HOMEP PETHCTPALHMOHHOI'O YAOCTOBEPEHUA

9. IATA NEPBUYHOM PETMCTPAILIMU (IOATBEPXIEHUS PETUCTPALIUU,
INEPEPETUCTPAIIN)

Jlata nepBoii peructpanuu:

10. JATA IEPECMOTPA TEKCTA
OO6mas xapakTepucTuka JekapctBeHHoro npenapara JIO3BAPTAH ®apmacuHTe3 10ocTynHa Ha

MHPOPMALIMOHHOM moprane EBpa3suiickoro 5SKOHOMHYECKOrO cOK3a B HMH(OPMAILMOHHO-

KOMMYHHUKaIMOHHOM ceTn «HTepHeT» http://eec.eaeunion.org/.
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