COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

ot 21.05.20 24 N= 9293

OBILAS XAPAKTEPUCTHKA JEKAPCTBEHHOFG TIPEITAPATA Y002

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O IIPEITAPATA

I'enrraBup-150, 150 mr, TaGNIeTKH, MOKPHITHIC MIICHOYHOU 000IOYKOM.

2. KAYECTBEHHBIA 1 KOJTMYECTBEHHbBII COCTAB

JleicTBYyIOIIEE BEIECTBO: JJAMUBY/IHH.

Kaxnas Tabnerka, MOKphITas INICHOYHOH 0005109K0# comepkuT 150 Mr taMuByAnHA.

[TomHBIi IepedeHpb BCIIOMOTaTeIbHBIX BEIIECTB pUBEIeH B pasaene 6.1.

3. JJEKAPCTBEHHASI ®OPMA

TabneTku, NOKPHITHIE MIIEHOYHOU 000I0UYKOM.

KancynoBuaasie Ta0neTKH, NOKPBITHIE MIJIEHOYHON 00004K0#1 6enoro 1Bera, ¢ TucHeHueM «H»
Ha OJIHOM cTopoHEe M TUCHEHUEM «30» W pUCKOU Ha Jpyroi cropoHe. Aapo oT 6enoro A0 MOUYTH
0eroro 1BeTa.

4., KIIMHUYECKHUE JAHHBIE

4.1. TlokazaHusl K NPMMEHEHUIO

I'enTaBup-150 moka3aH K MPUMEHEHHUIO Y B3pPOCHBIX U AeTei s yeuenus BUY-undexuun B
COCTaBe KOMOMHHUPOBAHHOW aHTUPETPOBUPYCHOM TEpaITH.

4.2. PexxuMm 103UPOBAHUS U CTIOCOO MPUMEHEHHSI

[Ipemapar T'enraBup-150 ngopKeH Ha3HAYaThCs BpayoM, HMEKOMIMM oOnbIT JedeHus BUY-
WH(EKIINH.

PexxuMm fo3upoBanus

B3pocnvle

Pexomenayemast no3a namuByauna coctanisier 300 mr B cytku: o 150 mr 2 pa3za B CyTKH WM 11O
300 mr 1 pa3 B cyTKH.

[Ipu mepexone oT pexuma mpuema 2 pa3za B CYTKH K pexuMy npuema | pa3 B CyTKH CleqyeT
MPUHSATH MEPBYI0 PEKOMEHIYEMYIO OJTHOKPATHYIO 103y MpUMEpPHO Yepe3 12 1 mocie nocieanen
NPUHATOW O3Bl IO PEXKUMY JBYKpAaTHOTO TIpUeMa, a 3aTeM MpoJIoJDKaTh IPUHHUMATH
PEKOMEHIYEMYIO OJTHOKPATHYIO 103y IpUMEpHO Kaxable 24 u. [Ipu Bo3BpaTe K pekuMy mnpuema
2 pa3a B CYTKH CI€AyeT IPUHSITH IEPBYIO0 PEKOMEHAYEMYIO /103y [0 PEXUMY ABYKPATHOTO MpHUEMa
MIPUMEPHO uepe3 24 4 nociie NocieHeld NPUHATON 0 JTHOKPATHOM J103bI.

[Ipu nmepexone ot mpueMa mpemnapara B popMe pacTBopa K mpuemy mnpemnapara B Gopme TabIeTox,
Wi HaoOOpOT, HEOOXOAMMO CIIeZIOBaTh PEKOMEHJAIMSIM IO JO3UPOBAaHUIO Mpernapara,
YCTaHOBJICHHBIM JJIs1 K&XKIO0H KOHKPETHOM JIEKapCTBEHHOU (POPMBL.

Oco0nie I'pyIibl NannMCHTOB

Hauueﬁmbz NnoJHCUNI0C0 8o3pacma
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JlaHHBIE 0 NPUMEHECHUIO JIAMUBYJIWHA Yy 3TOU KaTerd;%:l;I&t;gﬁ‘%J %@bﬁgﬁ;ﬁf;‘ :(I)'—EI:{IaKO

ClIeIyeT cOOI0IaTh 0COOYI0 OCTOPOKHOCTH MPH MPUMEHEHHUH TIperapara y TaKuX MalueHTOB B
CBSI3M C BO3PACTHBIMH HM3MCHCHHSIMH, TAaKUMHU KaK yXyIIIeHHE (DYHKIUU MOYEK U M3MEHEHHE
MOKa3aTese KpOBU.

Iayuenmoi ¢ HapywieHuem OYHKYuU noyex

VY MmanueHToB ¢ HapymieHHeM (QYHKIMHA TOYEK CPETHEH M TSDKEIOW CTETICHW KOHIICHTPAIUs
JAMUBYJIMHA B IUIa3ME KPOBU IUIOMAAb MO (hapMAKOKUHETHYECKON KPHBOW «KOHIICHTpPAIIHS-
Bpems»» (AUC) moBsIieHa BCIIEACTBHE CHIDKEHUS KiMpeHca. [103ToMy y arueHTOB ¢ KIIMPEHCOM
kpeatuHnHa MeHee 30 MJI/MUH i1 CHUXKEHHUS J103bl HEOOXOJIMMO MPHUMEHSTH JIAMUBYIUH B
JIeKapCTBEHHOU (hopMe pacTBOP Uil MpUeMa BHYTPb (CM. TaOJIHIly HUXKE).

Pexomengamum no noadopy 10361 y B3pOCIIBIX U I€TEN C Maccoll Tena He MeHee 25 Kr

KimmpeHnc kpeaTuHuHa IlepBas no3a IHoanep:kuBaromas 103a
(My1/MUH)
Ot 30 no 50 150 mr 150 mr 1 pa3 B cyTkun
Menee 30 [IpoTtuBomnokazano (i JaHHOW JE€KapCTBEHHON (OpMBI).
Heob6xonumMo npumeHeHne JaMUBYIMHA B JIEKAPCTBEHHOU popme
pacTBOp AJIs IpHEMa BHYTPb.

VY nereii ¢ maccoit Tena ot 14 kr 10 MeHee 25 Kr U HapylieHueM (YHKIIUUA TTOYeK HE0OX0IMMO

MpUMEHEHHE JTaMHUBYANHA B JIEKAPCTBEHHON (hopMe pacTBOP [UIsl pHeMa BHYTPb.

Tlayuenmul ¢ Hapywenuem ynkyuu neveru

JlaHHble, MOJYYEHHbIE y MAIMEHTOB C HapylleHHeM (YyHKIUM TeYeHU CpenHedl U TsKenon

CTENEeHH, MOKA3bIBAIOT, YTO MUCHYHKIHS IMEYEHH HE OKA3bIBAET CYILECTBEHHOE BIIMSHHUE Ha

(bapMakOKMHETHKY JaMuBynuHa. Mcxoass M3 STHX OaHHBIX, AJS MAIUEHTOB C HapyIICHHEM

(GYHKIHMY TIEYEHU CPEAHEH U TSHKENIOM CTeNeHN KOPPEKIHUs A03bl He TpeOyeTcs, 3a UCKII0YEHHEM

CllydaeB, KOT/Ia HapyllleHrue (yHKIMH MeYeHU COMPOBOXKAAETCS HapylIeHuEeM (yHKIIMH MTOYEK.
eTH

[emu ¢ maccoii mena ne menee 25 ke

Pexxum 103upoBaHus HE OTIUYAETCS OT PEKUMA JO3UPOBAHUS Y B3POCIBIX.

Jlemu ¢ maccoti mena om >20 ke 0o <25 ke

Pexomennyemas oOmias cyrouHas 03a JaMUBYIHHA COCTaBIsEeT 225 MT:

- 1/2 Tabnerku 150 mr (75 mr) yrpom u 1 nienas tabnerka 150 mMr Beuepom, niu

- 1 u 1/2 Tabnerku 150 mr (225 mr) 1 pa3 B cyTkH.

Jlemu ¢ maccoui mena om 14 ke 0o <20 ke

Pexomenayemas oOmias cyrouHas o3a JaMUBYIHHA cocTaBisieT 150 mr:

- 1/2 Tabnerku 150 mr (75 Mr) 2 pa3a B CyTKH WIH
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(MOCNEOOBATENEHOCTE 0003)

- 1 nenas tabnetka 150 mr 1 pa3 B cyTku.

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

[Tpumenenwue npenapara B popme TabJICTOK y AeTel ¢ Maccoi Tenia MeHee 14 Kr mpoTHBOTIOKA3aHO
B CBSI3U C HEBO3MOXHOCTBIO KOPPEKIIMH JI03bI B 3aBUCUMOCTH OT Macchl Tena. JleTsiM ¢ maccoi
Tenma MeHee 14 Kr cienyeT Ha3Ha4YaTh mpenapar B popMe pacTBopa Ui IprueMa BHYTPb.

Cnoco0 nmpuMeHeHust

[Ipenapat I'entaBup-150 npuHUMarOT BHYTph BHE 3aBUCHMOCTH OT IpUEMa MHILH.

Jlyis oOecrieueHus TOYHOCTH JIO3UPOBAHUS Tperapara TaOJIeTKU PEKOMEHIYETCS MPOTIIaThIBATh
MOJHOCThIO, 0Oe3 wu3MenbueHUs. JlJId TalUeHTOB, KOTOpPbIE WCHBITHIBAIOT TPYAHOCTH C
nporjaTeiBaHUEM TaOJETOK, MpeJHa3HadeHa JeKapCTBEHHas ¢dopma pacTBopa Hjsi MpueMa
BHYTpb. B KadecTBe albTepHATHUBBI JOIMYCKAETCS H3MEIbYCHHE TaOJETOK C MOCIEAYIOIIUM
MEePEeMEITNBAHUEM C HEOOJBITUM KOJIMYECTBOM IOJYTBEPAON MHINU MU XKUAKOCTH, MIPH ITOM
MOJTYYCHHYIO CMECh HEOOXOIMMO MPUHSITh BHYTPH MOJTHOCTHIO i HE3aMETUTEIIBHO .

4.3. TIpoTuBoNOKa3aHusl

['umepuyBCTBUTENBHOCT, K JIAMHUBYIMHY WJIH K JIIOOOMY W3 BCIOMOTAaTEIbHBIX BEIICCTB,
MEePEUYNCIICHHBIX B pa3zzene 6.1.

B cnenyromux coydyasx npuMeHeHHe Mpenapara B JEKapcTBEHHOU popMe TaOlIeTKH HEBO3ZMOKHO
B CBSI3M C HEOOXOAMMOCTHIO KOPPEKIUHU J03bl; B JAHHBIX CIydasX CJelyeT HCIOJIb30BaTh
mpemnapar B JIEKapCTBEHHOH (hopMe pacTBOp UIs IpHUeMa BHYTPh (cM. paszaen 4.2):

. JIETH C Maccoi Tena MmeHee 14 Kr (a1 TaHHOM JIeKapCTBEHHOW (OPMBI);

. JIETH C Maccoi Tesa oT 14 kr 10 MeHee 25 Kr 1 HapylmeHrneM (yHKITUU TIoYeK (1l JTaHHOM
JIEKapCTBEHHOU (POpMBI);

. B3pOCIIbIE U JIETH C MAaccod Teja HE MeHee 25 KI' M HapylleHueM (PyHKIUU MOYeK MpH
KJIMpeHce KpeaTuHUHA MeHee 30 Mu/MuH (711 JAaHHOM JIEKapCTBEHHOU (DOPMBI).

4.4, OcoOble ykazaHusi 1 MepPbl MPeI0CTOPOKHOCTH NPH MPUMEHEeHHH

[Ipumenenue npenapata ['entaBup-150 B kauecTBe MOHOTEpANUU HE PEKOMEHIYETCS.

Ilepenaua BUY-undeximu

XoTs ObLIO JOKa3aHO, uTO 3P (PEKTUBHOE MOJABICHHUE BUPYCa C MIOMOIIBIO aHTUPETPOBUPYCHOM
Tepanuu CyIIECTBEHHO CHUXAeT puck nepegaun BUY npyrum oM npu MoJoBbIX KOHTAKTaXx,
UCKITIOYATh 3TOT PHUCK MOJHOCTHIO HeNb3s. [109ToMy manueHThl JOHKHBI MPOI0JKATh COOMI0IATh
COOTBETCTBYIOIINE MEPHI IPENOCTOPOKHOCTH.

Hapyiienue (bVHKHI/II/I MNOYCK

Y namueHToB ¢ HapyHnIeHUEM (I)YHKI_II/II/I ITOYCK CpC,Z[HCfI U TSDKEJIOM CTEeNeHHU KOHIOCHTpAausa
JJaMHMBYJIMHA B IUIa3ME KpOBHU (AUC) TMOBLIIICHA BCJICACTBUC CHUIKCHUA KIIMPCHCA JIaMUBYJIHMHA,
MMO2TOMY TAKUM MALUCHTaAM Tpe6yeT05{ KOppCKUUA OJO3bI.

TpoiiHag HYKJI€O3UAHASI TeEpaIus
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beumn mosiydeHbl cOOOIIEHUSI O BBICOKOM 4YagTOTE cﬁ%&j%ﬁg&g‘g&&%ﬁ{ﬁ%%ﬁ

BO3HUKHOBCHUHN PC3UCTCHTHOCTU HA PAHHCM I3TallC MpH IMPUCME JIaMUBYAWHA B KOMGI/IHaHI/II/I C
TeHO(oBUpa AU30MpPOKCHIIA (yMapaToM M abakaBUPOM, a TAKXKE C TEHO(POBUPA TU3OMPOKCHUIIA
(dbymapaToMm U JUIAHO3MHOM B PEKHME OJIUH pa3 B CYTKH.

ONIIoOPTYHUCTHYECKNE HHPEKIINHU

Y mamueHtoB, monydaromux mpenapat [entaBup-150 wunm apyrue  aHTHPETPOBUPYCHBIC
IpernapaThl, MOTYT Pa3BUTHCS ONMIOPTYHUCTHYECKHE MH(EKINU WK Apyrue ocioxuenus BNY-
MH()EKINH, TO3TOMY HAIMEHTHI JOJKHBI HaXOIUTHCS MO/ TIIATEIbHBIM Ha0JI0/IEHUEM BpaueH,
MMEIOIIUX OMBIT JIeueHHs nanueHToB ¢ BUY-accounnpoBaHHbIMU 3a0071€BaHUSIMHU.

[Tankpeatut

Onucansl pelkue ciy4ad pa3BUTHs MaHKpeaTHTa MpPH NMpUMEHEHUH jJamuByauHa. OnHaKo He
YCTaHOBJIEHO, BBI3BAHO JIM 3TO OCJIOKHEHUE JENCTBUEM JIEKAPCTBEHHOTO ITpenapara WiH sBJIsSETCA
clieicTBUeM OCHOBHOTO 3aboseBanus — BUY-undekunn. Jleuenne npenaparom ['enraBup-150
HEOOXOJIMMO HEMEJIEHHO TMPEeKpaTUTh MpH TMOSBICHUM KIMHUYECKHX CHMITOMOB WIIU
71a00paTOPHBIX JIaHHBIX, CBUJCTENBCTBYIOIIMX O pPAa3BUTHUU NaHKpeatuta (00Jb B JKUBOTE,
TOILIHOTA, PBOTA WJIM MOBBIIICHUE 3HAUYCHUH OMOXMMUYECKUX MapkepoB). Cienyer mpeKkpaTuTh
IIPYEM IIpenapara A0 UCKIYECHNs JUarHo3a NaHKPeaTuT.

JlaxkTOanM103 ¥ BHIPAKECHHAS TENATOMETAINS CO CTEaTO30M

HmeroTcst coOoOIEHNsI O pa3BUTUH JAKTOAIM 1032 U BBIPAKEHHOH I'elaToOMEeraiiy co CTeaTo30M, B
TOM 4YHCJIE C JICTAIBHBIM MCXOJOM, BCIIECIACTBHE AHTHUPETPOBUPYCHOW TepanmuM aHaJoraMu
HYKJICO3UI0B B BHUJE OTJCJIBHBIX IpenapaToB WIM B KOMOMHAIMM, BKJIIOYas JAMHUBY/UH.
ITotoOHBIE SBIEHUSA OTMEUYAINCH TIIaBHBIM 00pa30M Yy XKEHIIHUH.

KimHnyeckne cMMITOMBI, KOTOPBIE MOTYT YKa3blBaTh Ha Pa3BUTHE JIAKTOALUA03d, BKIIOYAOT
o011y10 €1a00CTh, AHOPEKCHIO0, CTPEMUTENBHYIO0 HEOOBCHUMYIO IIOTEPIO MACChl TeJa, CHMITOMBI
MOPAKEHUS JKEJIyJIOUHO-KUIIEYHOIO TpakTa (TOIIHOTA, pBOTa M 00Jb B JKUBOTE) U OPraHOB
IbIXaHUs (OBIIIKA U TAXUIIHO?), HEBPOJIOTUYECKHE CUMIITOMBI (BKJIFOYasi MOTOPHYIO CI1a00CTh).
JleueHne aHajoraMum HYKJICO3UJOB HEOOXOAMMO HPEKpPaTUTh B  Cclydae  pa3BUTHS
CUMIITOMATUYECKOM  TUMeplakTaTeMMM W METa0OoJIMYEeCKOro  aIuJ103a/JIakToaln03a,
MPOrpeCCUpPYIOIIeH TernaToMerajauy Wik ObICTPOro MOBBIIIEHUS aKTUBHOCTH aMUHOTpaHchepas.
Jlaktoaru103 0OBIYHO Pa3BUBAETCS MOCIE HECKOIBKUX MecsleB jedeHus. Cienyer cobmoaaTh
OCTOPOKHOCTh TpPH NPUMEHEHUH AaHAJOroB HYKJIEO3WJIOB JUIS JICUEHHs JII0OOro MalueHTa
(0cOOEHHO — >KEHIIMH ¢ 0)KMPEHHEM) C TeraToMeraiuei, renaTuToM Win IpyTUMHU U3BECTHBIMU
dakTOpaMM puUCKAa TMOpPaKEHUS TeUYeHM U CTEeaTo30M Ie4YeHH (BKJIIOYas MpUMEHEHHE
OTIpe/IeIEHHBIX JICKAPCTBEHHBIX MIPENapaToB U YHOTPEOIEHUE aJIKOTOJIs).

MuTtoxoHapHUaIbHasS III/ICd)VHKI_II/ISI B pE3YJIbTATC BHV’TDI/IV’TDO6HOF0 BO3ACHCTBUS
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AHanoru HyKJI€03UI0B U HYKJICOTH]IOB CIIOCOOHBI BBI3BIIQIT¥:D1§J‘§I§% %%%EEMEéHHSI

MUTOXOH/IpUH, YTO HauOoJiee SIPKO MPOSIBISETCS NPU NPUMEHEHUU CTaBY/AMHA, IWJAaHO3UHA U
3UJOBY/IMHA. 3apETUCTPUPOBAHBI CIydal Pa3BUTUS MHUTOXOHApHAIbHON muchynkmmu y BUY-
OTpULATENbHBIX JI€TeH, MOJBEPraBIIMXCS BO3ICHCTBUIO aHAJIOTOB HYKJIEO3UI0B BHYTPUYTPOOHO
W/WIH TIOCIIe POXKICHUS; TJIABHBIM 00pa3oM 3TH CiIydad OBLIM CBSI3aHBI CO CXEMaMH JICUCHHS,
colepkauluMu  3uA0BYyAUH.  OCHOBHBIMM  HEXEJATEIbHBIMU  DPEAKLMSIMH  SABJISJIUCH
reMaToJorM4eckue HapylmeHus (aHeMus, HEUTpOINeHus) W HapylmeHUuss oOMeHa BEIIECTB
(rumepiakrareMusi, TUIEPJIMIIA3EMHUsA). OTHU HEXKEJaTeJIbHblE pEeaKIUu YacTo SIBISUIUCH
TPaH3UTOPHBIMU. BBIIM 3aperucTpupoBaHbl PEAKHE CIIydyad HEBPOJIOTMYECKUX PACCTPONCTB C
MO3JHUM HayaJioM (TOBBIIIEHHWE TOHYCA MBI, CYAOPOTH, HApYLIEHUS NOBeIeHus). SIBistoTCs
JIM JJaHHbIE HapYIIEHUS TPAH3UTOPHBIMHM WM MOCTOSHHBIMH, B HACTOSIEE BPEMSI HEU3BECTHO.
BeposiTHOCTE pa3BUTHS MUTOXOHAPUANBHON TUCHYHKIMHU CIEAYeT paccMaTpUBaTh y JIIOOOTO
pebeHKa, MOJBEpraBIIErocs BHYTPUYTPOOHOMY BO3ACHCTBHIO aHAJIOTaMH HYKIEO3UIOB U
HYKJIEOTH/IOB, C BBIPA)KEHHBIMM KIMHUYECKMMU CHUMITOMaMH HESICHOM OJTHOJIOTUH, B
0COOEHHOCTH HEBPOJIOTMYECKUMHU PACCTPOUCTBAMH.

[IpencraBiacHHbIE [aHHBIE HE BIMSAIOT Ha TEKyIIHE PEKOMEHJALMM II0 IPHMEHEHUIO
aHTUPETPOBUPYCHOM Tepanuu y OEpEeMEHHBIX JKEHIIMH JUIi NPOQWIAKTUKHA BEPTUKAIbHOMN
nepenaun BUY-undexnnn.

Macca Tena u 0OMeH BEIIECTB

Macca TEJIa, a TAKKC KOHLCHTpAMA JIUIIMAO0OB U I''TFOKO3bI KPOBU MOT'YT IIOBBIIMIATECSA BO BPEMA
aHTI/IpCTpOBI/IPYCHOfI TEpaIinu. OTH U3MEHEHHUS MOI'yT OBITH YaCTUYHO CBS3aHBI C KOHTPOJIEM
3a00J1€BaHus U O6p8,30M JKU3HH. bplm INOJIY4YE€HBbl JAHHBIC, IOATBCPKIAAIOIINE B HEKOTOPBIX
ClIydadaX BJIMAHHUE TCPAIIMKU HAa KOHLOCHTPAIUIO JIUIIMA0B, B OTHOIICHUHN YBCIIMYCHUS MACChl TClla
TaKHUE€ JAaHHBIC OTCYTCTBYIOT. Cnez[yeT IIPOBOAUTH KOHTPOJIb KOHICHTPAINH JIMIINA0B 1 I''TFOKO3bL
KpOBHU B COOTBCTCTBHUU C YCTAHOBJICHHBIMU PCEKOMCHIAALIUAMU II0 TCPAIIUU BI/Iq'I/IH(beKL[I/II/I.
HapymeHI/I;I JIUITMAHOT'O oOMeHa H606XOI[I/IMO KOPPCKTUPOBATh B COOTBCTCTBUHU C KIIMHUYCCKUMHA
IIPOABJICHUAMU.

CuHIpPOM BOCCTAaHOBJICHHS MMMYHHUTETA

Y BUY-uHOUIMPOBAHHBIX NAlMEHTOB C TSKEIbIM MMMYHOAE(UIIMTOM Ha MOMEHT Havaia
aHTUPETPOBUPYCHOM TEpamuM BO3MOXKHO pa3BUTHE BOCHATUTENBHOW peakuuu Ha QoHe
0eCCUMITOMHBIX OMMOPTYHUCTUYECKUX MH(PEKIMHA WM UX OCTATOYHBIX SBJICHHUH, YTO MOMKET
CTaTh MPUYMHON CEPHE3HOTO YXYALICHUS COCTOSHUS WU YCYI'yOJIeHus: cuMnToMaTuKu. OObIYHO
9TH peaklUu BO3HHUKAIOT B TEUEHHUE INEPBBIX HECKOJIBKUX HEIENb WIH MECSLEB MOCIE Hadana
aHTUPETPOBUPYCHON Tepanuu. THUIMUYHBIMM TpUMEpPaMH  SIBJISIOTCS LIUTOMEraJOBUPYCHBIN

PETUHUT, TCHCPAJTIN30BaHHAA U/MIIA  O4YaroBas HH(beKHHﬂ, BbI3BaHHas MI/IKO6aKTepI/ISIMI/I, n
5
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THEBMOHUS, BbI3BaHHasi Pneumocystis jirovecii (Tg%;lé:'m%%aTEﬁlkHI%%JBR/IQEQ@%H@.&I

nueBMoHus, [II1). TlosBneHwe IOOBIX CHUMOTOMOB BOCHAIEHUS TPeOyeT HEMEIICHHOTO
oOcie[oBaHus U, TPU HEOOXOJUMOCTH, JICUCHHUSI.

AyTtouMMyHHbIE 3a00s€eBaHus (Takue Kak 0oje3Hb I'peiiBca, 1 ayTOMMMYHHBIN T'€NIaTUT) TaKKe
HabOmroanuch Ha (JOHE BOCCTAHOBJICHUS MMMYHHUTETA, OJHAKO BPEMs TIEPBUYHBIX POSBICHHI
BAapbUPOBAJIO, U 3a00JI€BaHNE MOTJIO BO3HUKATh YEPE3 MHOTO MECSLEB [10C/IE Hayala Tepanuu u
MHOTJIa UMEJIO aTUIIMYHOE TEUEHUE.

3aboJsieBaHMs IEUEHU

[MTanmentsl ¢ xpoHumdeckuM renmatutoM B wimm C, mnomydaroniue KOMOWHHUPOBAHHYIO
AHTUPETPOBUPYCHYIO TEPAIHUIO, XapPAKTEPUIYIOTCS MOBBIIIEHHBIM PUCKOM Pa3BUTHUS TSKEIBIX U
MOTEHIIMAJIFHO JICTAIIBHBIX HEXKENaTeIbHbIX peakIuil CcO CTOpOHBI Te4YeHH. B cioydae
COTYTCTBYIOIIEH MPOTUBOBUPYCHOMU Tepanuu renatuta B unu C cienyer Takke 03HAKOMHUTHCS C
COOTBETCTBYIOIIMMHU WHCTPYKIMSIMU TI0 IPUMEHEHHIO JAHHBIX JICKAPCTBEHHBIX MTPEMapaToB.
Pe3ynbraThl KIMHWYECKUX WCCIIENOBAHMN M JIaHHBIE TOCTPETHUCTPAIIMOHHOTO HAOIIOACHUS
YKa3bIBaIOT Ha TO, YTO Y HEKOTOPBIX MAIIUEHTOB C COIMYTCTBYIOIIUM XPOHUYECKUM BUPYCHBIM
renatutom B (HBV) mnpum oTMeHe namMuBynMHa MOTYT BO3HHKATh KIWHUYECKHE WIIH
nabopaTopHble MpPHU3HAKW pElHIMBAa TeNaThTa, KOTOpble MOTYT HMETh OoJiee TsKelble
MOCJIEJICTBUS Y MAIlEHTOB C JEKOMIIEHCUPOBAHHBIM 3a00JIeBaHHEM MeueHu. B ciiyuae oTMEHbI
npenapara ['entaBup-150 y mamueHTOB C COMYTCTBYIOIIMM BHPYCHBIM rematutom B criemyer
paccMOTpeTh BO3MOKHOCTh IPOBEACHUS MEPUOIUYECKOTO0 KOHTPOJIA (YHKIUH TEYEHU HU
MapKepoB peruIMKaluy BUpyca remnatura B.

VY ManueHToB ¢ YK€ CYIIeCTBYIOIUM HapylieHneM (QyHKIUY [IeUYeHH, BKII0Yas akTUBHYIO (opMy
XPOHUYECKOI0 rernaTuTa, OTMEYAeTCs YBEJIMYEHHE YAacTOThl HapylleHUH (QYHKIUU MEYEHU BO
BpeMsi IPOBEACHUSI KOMOMHUPOBAHHOW aHTUPETPOBUPYCHOM Tepanuu. Takue manueHThl JOIKHbI
HAXOJUThCS TOJ] HAOMIOJEHHWEM B COOTBETCTBHUU CO CTAaHAAPTHOW KIMHUYECKOM MPAKTHKOIL.
Heo6xomumo paccMOTpeTs BOZMOKHOCTH IPUOCTAHOBJICHH S UIH ITPEKPAILIEHUS JICUCHUS B ClTydae
MPOSIBIICHUH YXYAIIEHUs 3a00JIeBaHUS MTEYSHH Y TAKUX MAIlUEHTOB.

OcTeoHeKpo3

HecmoTps Ha TO, 9TO STHONOTHS JAHHOTO 3a00JEeBaHUS SBISETCS MHOTO(AKTOPHOU (BKIIOUYast
MpHEM TIIOKOKOPTHUKOCTEPOUIOB, YMOTPEOIEHHUE aJKOTOMs, TSHKETYI HMMYHOCYIIPECCHIO,
BBICOKHMI MHIEKC MAacchl Tela), ciydal OCTEOHEKpO3a Yallle BCEr0 BCTPEUAIHCh Y MallMeHTOB Ha
npoaBuHyToil cramuu BUY-undexkunu w/vam IIUTETHHO NMPUHUMABIIUX KOMOWHUPOBAHHYIO
aHTHPETPOBUPYCHYIO Tepamnuto. [lannenTam ciaenyetr oOpaTuThes K Bpady, €ClIu OHU UCTTBITHIBAIOT
001 U CKOBAaHHOCTb B CyCTaBax WM TPYAHOCTH TPH JABMKCHHUU.

BzauMopelicTBHe ¢ APYTUMH J€KaPCTBEHHBIMM CpeJICTBAMU
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[Ipenapar I'entaBup-150 He creayer NpUMEHSTh OLIHOBIB-%:EIELEQ%%I@J&HE EJ@&QQL%&AMH

JJaMHUBYJUH WU 3MTpI/IL[I/ITa6I/IH.

[IpumeHeHHe TaMUBYMHA B KOMOWHAITUY C KJIAJPUOMHOM HE PEKOMEHTYeTCsl.

eTH

B kiuHMYECKHX HCCIENOBAaHUAX Yy JACTEH, MOJy4yaBINIUX JIAMUBYIWH B (popme pacTtBopa ajs
npreMa BHYTPbh OJHOBPEMEHHO C JPYTMMH aHTHPETPOBUPYCHBIMH IpenaparamMmud B (opme
pacTBopa Jyisl IpreMa BHYTPb, 4acTOTa CYMPECCUM BUPYCa U SKCIO3UIUSA JIAMUBY/IMHA B TIJIa3Me
KpOBH OBUIM HHMXXE, a PE3UCTEHTHOCTh BHpyCa pa3BUBAJIACh 4Yallle, YeM y JETeH, MOJIyuyaBIINX
npemnapatsl B popme TabyIeToK.

[To BO3MOXHOCTM HEOOXOAMMO HCIOJIB30BATh PEXKUM aHTUPETPOBHUPYCHOM  Teparmw,
BKJIIOUAIOUIUI Bce mpemnapartsl B ¢popMe Tabnetok. JlamuByaun B ¢opme pacTBopa [uisl mpuema
BHYTPb, TPUMEHSIEMBI OJHOBPEMEHHO C COPOHMTOJ-COACPKAIIUMHU  JICKAPCTBEHHBIMHU
npenaparamu, cleayeT NMPUMEHSATh TOJbKO B TeX CIIydasxX, KOrJa HEBO3MOYXHO MPUMEHEHHE
peXHrMa Teparny, BKIIIOYAIOLIEro Bce Mpenaparsl B popMe TablIeTOK, U KOT/a M0JIb3a MPOBeIeHUs
JICUEHHUS MPEBBIIIACT BOZMOXKHbBIE PUCKH, BKIIIOUYasi HU3KUN YPOBEHb cynpeccuu Bupyca. Cremayer
paccMOTpeTh HEOOXOIUMOCTh OO0Jie€ YacTOrO KOHTPOJs BUpycHOW Harpy3sku BUY-1 mpu
OJIHOBPEMEHHOM TPUMEHEHUHM JIAMHMBYAMHA C JUIMTEIbHO NPHUMEHSEMbIMH COPOUTONI-
COJIeprKallUMHU IpenapaTaMu.

4.5. B3aumopeiicTBusi ¢ JPYrHMH JeKApCTBEHHbIMHM IMpenaparaMd W Apyrue BH/bI
B3aHMMOJAEHCTBUSA

HccnenoBanus JeKapcTBEHHBIX B3aUMOICUCTBUIN ObLITU ITPOBEIEHBI TOJIBKO C YUaCTHEM B3POCIBIX
MAIMEHTOB.

MeTtabonnueckoe B3auMOICHCTBUE TaMUBYIMHA C APYTUMU MperapaTaMyu MajlOBEPOSITHO B CBSI3U
C €ero He3HAYUTEIbHBIM METab0IM3MOM, OTPAHUYEHHBIM CBS3BIBAHUEM C O€JIKaMU IUIa3Mbl KPOBU
Y IPAKTHYECKHU MOJIHBIM BBIBEJICHHEM Yepe3 MOYKU B HEM3MEHEHHOM BH/IE.

OpHoBpeMeHHOE TPUMEHEHNE KOMOWHAIIMU TPUMETOIPHUM + cyiabhamMeTokca3on B 1o3e 160 mr +
800 Mr (Ko-TpUMOKCa30J1) MPHUBOJAUT K TOBBIIICHUIO AKCHO3UIMH JamuByAuHa Ha 40%, 4To
00yCIIOBJICHO HAJTMYKMEM TPUMETONIPUMA; HATTUUHE CYlIb(aMeToKca30Jia He OKa3bIBAaeT BIUSHUE HA
(dbapMakoKUHETHKY JNamMuByauHa. OOHAKO, 3a WCKIIOUYEHHEM TMAalMEeHTOB C TOYEYHOU
HEJOCTAaTOYHOCTHIO, KOPPEKIUsS M03bl JTaMUByAUHA He TpeOyercs. JlaMuBynuH He OKa3bIBaeT
BIUsSIHUE Ha (apMaKOKHMHETHKY TPHUMETONpUMa WM cyibdameTokca3ona. B ciydae, xorma
OJIHOBPEMEHHOE TMPHUMEHEHHE KO-TPUMOKCA30Jia SBIISETCS OIMpaBIAHHBIM, MAI[UEHTHI JIOJIKHBI

HaxXoaAUTHCA 11O KIIMHHYCCKHM Ha6JIIOI[CHI/IeM. Cnez[yeT n30eraTb COBMECTHOTO MMPUMCHCHU
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JIAMUBYJIMHA C KO-TPUMOKCA30JIOM B BBICOKHUX J033X 'E&:M“J@EEBQ&T %Q’;]%{-'Hoﬁ

Pneumocystis jirovecii, u Tokcoriazmosa.

Cnenyer yuuThIBaThb BO3MOXKHOCTh B3aUMOJICHCTBUS JaMHUBYIUHA C JIPYTMMH OJIHOBPEMEHHO
MIPUMEHSEMBIMH JICKAPCTBEHHBIMHU IIPETIapaTaMy, B 0COOCHHOCTH C TEMH, Y KOTOPBIX OCHOBHBIM
MEXaHHU3MOM BBIBEJICHUS SIBJISIETCS aKTUBHAS KaHAJbLIEBasl CEKPELMsl Yepe3 CUCTEMY TPaHCIIOpTa
OpraHMYECKUX KaTUOHOB (Hampumep, Tpumeronpum). [lpyrue nedcTByrolue BEIIECTBA
(HampuMep, paHUTHAMH, LUMETUAMH) JIUIIb YAaCTUYHO BBIBOJAATCA C IOMOILIBIO YKa3aHHOTO
MEXaHHW3Ma U HE€ B3aUMOJICHCTBYIOT C JIaMUBYAMHOM. AHAJIOTM HYKJIEO3UA0B (HampuMep,
JM/IaHO3WH, 3UI0BYIUH) HE BBIBOJSTCS IOCPEACTBOM JAaHHOIO MEXaHU3Ma, U MX B3aUMOIECTBHE
C JIJAMUBY/IMHOM MAaJIOBEPOSITHO.

[Ipn ogHOBpEeMEHHOM NPHUMEHEHUH JIAaMUBYJIMHA U 3UJO0BYIMHA HaOIIOAaeTcs yMmMepeHHoe (Ha
28%) yBennyeHne MaKCUMaabHOU KOHIEHTPAIUH (Cmax) 3HI0BYAMHA B TUIa3Me KPOBH, TIPH 3TOM
obmrass skcrozunuss AUC (mmomans 1o (papMaKOKHMHETHYECKOW KPUBOW «KOHIICHTPAIIHS-
BpEMSs») CYILIECTBEHHO HE U3MEHSETCs. 3UI0BYIMH HE BIIUSET Ha (DapMaKOKWHETHKY JIAMUBY/IUHA.
[Ipemapar I'entaBup-150 He cienyeT NpUHUMATh OJHOBPEMEHHO C JPYTUMHU aHAJIOTaMH
UUTUANHA, TAKUMU KaK SMTPUIMTAOMH, B CBA3M C €0 CXOJCTBOM C JaHHBIMHU IperapaTami.
Kpome Toro, mpemapar ['enraBup-150 He creayeT mNpUHUMATh C JIIOOBIMH JIPYTUMU
JIEKapCTBEHHBIMU TperapaTaMu, COJepKalliMH JJaMUBYTUH.

In vitro nmamMUBYIMH HHTHOMpYET BHYTPUKICTOYHOE (GOCHOPHUINPOBaHHE KIAJAPHOWHA, YTO
oOycnaBiaMBaeT NOTEHLUUAIbHBIA pHUCK TOTepu dJ(PPEKTUBHOCTH KiIagpuOMHA B CIydae
KOMOMHUPOBAHUS B YCIIOBUAX KIMHUYECKOM NMPakTUKU. HekoTopble KIIMHUYECKUE TaHHBIE TAaKKe
MOATBEPKIAI0T BO3MOKHOCTH B3aUMOJICHCTBUS MEXKAY TAaMUBYIMHOM U Kiaapuounom. [Tortomy
OJIHOBPEMEHHOE MPUMEHEHHE JaMUBYIMHA U KJIapuOrHa HE pEeKOMEHI0BAHO.

[utoxpom CYP3A He BOBIeYeH B MeTaOOJM3M JIAMHBYJIMHA, TO3TOMY B3aMMOJICHCTBHE C
JIEKapCTBEHHBIMU TIperaparaMu, KOTOpble METaOONM3HPYIOTCS 3TOM cucTteMoil (Hampumep, ¢
WHTUOUTOpPaMU TIPOTEa3bl), MATIOBEPOSTHO.

OpHoBpeMeHHOE MpUMEHeHue pacTBopa copoburona (3,2 r, 10,2 , 13,4 r) c oIHOKpATHOM H030H
namuByauHa 300 mr B (hopMe pacTBOpa JUTs IpreMa BHYTPb y B3POCIIBIX 3J0POBBIX I00POBOJIBIEB
MPUBOAMIIO K JI0303aBUCHMOMY CHUKEHHUIO dkcno3uiuu gamuByanHa (AUCx) Ha 14%, 32% u
36% u Cmax namuByamHa Ha 28%, 52% wu 55%. Ilo BO3MOXXHOCTH cleayeT wu30eraTh
OJTHOBPEMEHHOT'O0 TMPUMEHEHHUs JIaMUBYJIUHA M COPOMTONI-COJEpKAIlMX IpenapaToB, JHO0
ClIelyeT pacCMOTPETh BO3MOXKHOCTH 0o0Jiee 4acTOro KOHTpOJis BUpYCHOHM Harpysku BUU-1 B
cllyyasiX, KOTJla HEBO3MOXKHO H30eXaTb UIMTENBHOTO OJHOBPEMEHHOIO MPUMEHEHMS STHX
IIpenapaToB.

4.6. ®epTWIBLHOCTD, 0€PEMEHHOCTb U JIAKTALMS
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bepemeHHOCTD

Kak npaBuio, mpu NpuHATUY pereHus 00 UCTI0JIb30BaHUH aHTUPETPOBUPYCHBIX MPENapaToB s
neuennst BUY-undexnuu y OepeMeHHBIX >KEHIIMH M, KaK CJIEICTBHE, JUIS CHIDKEHHUS PHUCKa
BepTUKaIbHON mepenaun BUY-uHpekunn HOBOPOXKICHHOMY CIEAYyeT YYWTHIBATH JaHHBIC
MCCIIEIOBAaHUI HA KUBOTHBIX, & TAK)KE KIIMHUYECKUHN OTIBIT IPUMEHEHHSI y OepeMEHHBIX )KESHIITHH.
HccnenoBanus mo NpUMEHEHUIO JIAMMBYAMHA y JKUMBOTHBIX II0Ka3aJd YBEIMYEHUE DaHHEU
SMOPHOHAIBHONW CMEPTHOCTH Y KPOJIMKOB, OJHAKO y KPbIC AaHHBIH 3¢ ekt He Habmoaancs. beuio
YCTaHOBJIEHO, YTO Y YeJIOBEKa BO3MOKHA Nepejaua JaMUBYHHA Yepe3 IIIALEHTY.

VY GepeMeHHBIX JKEHIIMH, TOoJydyaBIIuX JIaMuByIuH, 6osiee 1000 ncxomoB 6epeMEeHHOCTH TIOCIIe
MIpUMEHEHHUs] BO BpeMsi mepBoro Tpumectpa u 6onee 1000 mcxomoB OepeMEHHOCTH IOCIie
MPUMEHEHHUsI BO BpEeMS BTOPOTO U TPETbErO0 TPUMECTPAa JAEMOHCTPUPYIOT OTCYTCTBHE
Maib(GOpMaTUBHOTO U (HeTaJbHOTO/HEOHATAIBHOIO BO3JeicTBUA. JlekapcTBeHHBIN mnpemnapar
lentaBup-150 MOXXHO TpUHMMATh BO BpeMs OEPeMEHHOCTH B Cilydyae KIMHUYECKOU
HeoOxonuMocTd. Ha OCHOBaHMM JOCTYNMHBIX JaHHBIX MOXKHO CJE€NIaTh BBIBOJ O TOM, YTO IMPH
MPUMEHEHUH JaMUBYJMHA Y Y€JIOBeKa PUCK BPOKICHHBIX MAaTOJIOTUI MaJOBEPOSTEH.

Jst BUY-unduImpoBaHHBIX JKCHIIMH C KO-WH(MEKIIMEH BHPYCOM TemaTHTa, MOJIyYaroInX
TEpaluIo JIAMUBYJMHOM, B CIy4ae HACTyIUIEHHs OEpeMEHHOCTH cJelyeT Y4MUThIBaTh
BO3MOYXHOCTb PELIUJMBA IeNaTUTA [TOCIIEC IPEKPALICHNS IPUMEHEHMS JIAMUBYIUHA.
Mumoxonopuanvrasn oucyHkyus

B uccnenoBanusx in Vitro u in Vivo ObLIO MPOJEMOHCTPHPOBAHO, YTO aHAJIOTU HYKJICO3HIOB H
HYKJICOTUOB CHOCOOHBI BBI3bIBATh MOBPEXKIAECHUSI MUTOXOHAPUHN pa3iauyHON creneHu. bpum
3aperucTpUpOBaHbl COOOIIEHUS O MUTOXOHAPUAIBHON AUCHYHKLIUHU y AeTel, MOoABepraBIINXCs
BO3/ICHCTBUIO aHAJIOTOB HYKJIEO3UJIOB BHYTPUYTPOOHO M/UJIU B IIOCIEPOIOBOM IIEPUOJIE.
Jlaktauus

Ilocne mnpuema BHYTpPh JIAaMUBYIMH BBIIECIAETCS B TIPYIHOE MOJIOKO B KOHIICHTpaLMsIX,
aHAJIOTUYHBIX KOHIIEHTPALUAM, OOHAPYKEHHBIM B CBIBOPOTKE KpoBU. Ha OCHOBaHMM pe3ynbTaToB
uccinenoBanus Oosiee 200 map «MaTh/pebeHOK», mnosydaBmux Tepanuto BUY-undexuuy,
KOHLEHTpalUs JIaMMBYAMHA B CBIBOPOTKE KpPOBM JIeT€H, HAaxXOIALIMXCA Ha TIPYyAHOM
BCKapMJIUBaHUM y Marepei, mosydaBmiux Tepanuio BUY-nndexnuun, ouenr Hu3ka (<4% ot
KOHIICHTPAllUU B CBIBOPOTKE KPOBU MATEPH) U MOCTENEHHO YMEHBIIIAETCS IO HEONPEAEIsieMOro
YPOBHSI IIPU JOCTHKEHUH TPYAHBIMH A€ThbMH 24-HeeIbHOr0 Bo3pacTa. JlaHHbIe 110 6€30MacHOCTH
IIPUMEHEHMs IAaMUBYMHA Y JieTel MiaJiiie Tpex MecsieB oTcyTcTByoT. BUU-undumpoBaHHbIM
KEHIIUHAM HHU TP  KaKUX OOCTOSTENhCTBAX HE PEKOMEHAYeTCsl MPOBOIAUTH TPYIAHOE
BCKapMJIMBaHHe BO u3bexanue nepenaun BUY pebenky.

DepTUabHOCTD
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Pe3ynbTaThl Uccnea0BaHU HA )KMBOTHBIX MTOKABaJIH, quﬂ%Q&MPﬁJ %H]‘%@J Eﬁ;;gﬂ% Ha

(bepTUITBLHOCTD.

4.7. BausiHHe HA CIMOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMH CPEJACTBAMHM M PadoTarh ¢
MeXaHH3MaMHu

CrienMaibHbIC MCCACAOBAHMS MO0 U3YYCHHIO BJIMSIHHUS CPEACTBA HA CIOCOOHOCTH YIPaBJIATH
aBTOMOOMJIEM WM  JBIKYI[MMHUCS  MEXaHM3MaMH  HE  MPOBOJAMIKCH.  YUHTHIBas
(bapMakoI0OruyecKue CBOMCTBA JaMHUBYANHA, TAKOE BIHUSHHEC MalOBEpOATHO. Tem He MeHee,
IpPU  OILEHKE CIOCOOHOCTH TMallMeHTa YIPaBIATh aBTOMOOWIEM/MEXaHHU3MaMU CIEAYET
MPUHUMATh BO BHUMaHHE €ro 00Iee COCTOSHUE, a TAKXKe XapaKTep HeXeNaTebHbIX PeaKiini
JaMUBYIMHA.

4.8. HexkesiaTeibHbIE peakuu

TabauaHOoE pe3roMe HEXKEIATEIBHBIX PeaKIIUN

OnucaHHble HWXKE HEXKeJIaTelbHblE peakluuu OoTMevyanuch npu JjedeHun BUY-undexnun
JIAMUBYIMHOM.

HexenarenbHble peakuuu, KIacCU(PHUIMPOBAHHBIE KaK CBSI3aHHBIE WJIM BO3MOXKHO CBSI3aHHBIE C
Tepanuei JaMUBYAUHOM, NIEPEYNCIICHbl HUKE B COOTBETCTBUH C MOPAKEHUEM OPIaHOB M CUCTEM
OpraHoB M 4YacTOTOM BcTpedaeMocTH. YacToTa BCTPEUaEMOCTH OMPENEsIeTcs CIASAYIOUINM
obpazoM: oyeHp vacto (>1/10), wacto (>1/100 u <1/10), mewacro (>1/1 000 u <1/100), peaxo
(>1/10000 u <1/1000), ouenr pemko (<1/10000). B mpemenax KakI0W KaTeropuu YacTOTHI

HECXKEIATCIbHBIC PEAKIIUN IIPEACTABJICHBI B IIOPAIKE Y6BIBaHI/I$[ CCPBE3HOCTH.

Taomuua 1.
YacToTa BCTpEUaeMOCTH HEXKENIATEIbHBIX PEaKIIUM
CucTeMHO-OpraHHbIi HesxkenarenbHble peakuuun
KJIACC
Hapywenus co cmoponwl kposu u tumgamuieckou cucmemol
Heuacto Helitporienuss u anemus (uHOTOa B  TsDKenoil  Qopme),
TPOMOOIIUTOTICHHS
OuyeHsb penko Wctunnas sputponurapHas amiasus
Hapywenusa memabonuzma u numanus
Yacto I'unepnakratemus
OueHsb penko Jlakroannios
Hapywenus co cmoponwvl nepénoii cucmemvl
Yacto T'omoBHas 0016, OECCOHHMIIA
OueHsb penko [Tepudepryeckas HeliponaTHsi, B TOM YHCJE MAPECTE3UH
Hapywenus co cmoponwvl OvixamenvHoll cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPeOOCMeHUs.
YacTto | Kamenb, Ha3aJIbHBIE CUMIITOMBI
Kenyoouno-kuweunvie napyuenus
YacTto TomrHoTa, pBOTA, 00JIb WIIH CIIA3MBI B )KUBOTE, TUapest
Penko [Tankpeatut, MOBHIIIIEHNE AaKTUBHOCTH CHIBOPOTOYHON aMUJIa3bl
Hapywenus co cmopoHbvl neuenu u scenuesvi8o0aumux nymeti
Heuacto \ TpanzuropHoe MOBBIILICHUE AKTUBHOCTHU MEYEHOYHBIX

10
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depmenToB  amdHHHAMEHOTPAHCHCpA3H! ':J(IR'JE![‘T ' adirap'r-
aramuHotpanchepassl (ACT)

Penko I'enatur

Hapywenus co cmopoHvl Kodtcu u N0OOKOINCHBIX MKAHell

Yacro ChIIlb, aonenus

Penko AHTIMOHEBPOTUYECKUHN OTEK

Hapywenus co cmopoHrvl Mblule4HOU, CKeIeMHOU U COeOUHUMENbHOU MKAHU

Yacto ApTpanrusi, MplllIEYHbIE HAPYIICHUS

Penko Pabnomuoinus

Obwue napywenus u peakyuu 8 Mmecme 86e0eHus.

Yacro ] YyBCTBO yCTajI0CTH, HEIOMOTAHUE, JTUXOPAJIKa

Onucanue OTICILHBIX HSXKEIATCIbHBIX PEaKIINN

3aperucTpupoBaHbl Cllydal pa3BUTHUS OCTEOHEKpPO3a, B YAaCTHOCTH, Yy TMAaLHUEHTOB C
oOLIeNpU3HAHHBIMU (aKTOpaMu pUCKa, HAa NpoABUHYTOM craguu BUY-undexuuum wnm npu
JUINTETbHOW KOMOWHHMPOBAHHON aHTUPETPOBUPYCHOM Tepamuu. YacToTa BCTPEYaeMOCTH 3TOTO
SIBJIICHUS] HEM3BECTHA.
Bo Bpems mpoBe/ieHNs] aHTUPETPOBUPYCHON TEpANTUU MOXKET OTMEUAThCS YBEIMUEHUE MACCHI Tea,
a TaK)Ke MOBBIIICHUE KOHIICHTPAIIMH TJTFOKO3BI U JIMITUIOB B KPOBH.
Y BUY-uHOUIMPOBAHHBIX IMAIIMEHTOB C TSKEIBIM HMMYHOJE(MUIIUTOM HAa MOMEHT Havaia
KOMOMHHUPOBAaHHOW aHTUPETPOBUPYCHON Tepamuy BO3MOKHO Pa3BUTHE BOCIAIUTENBbHOMN peakinu
Ha (oHe OEcCCUMNTOMHBIX ONMOPTYHHUCTHYECKUX HHGEKUUH HIM KX OCTATOYHBIX SBJICHUH.
AyTtonMMyHHBIC 3a00seBaHus (Takue Kak 0oje3Hb ['peiiBca M ayTOMMMYHHBIM T'€MaTUT) TaKkKe
HaOmoganuch Ha (OHE BOCCTAHOBJICHHS MMMYHUTETA, OJHAKO BpeMs IMEPBUYHBIX MPOSBICHUN
BaphUPOBAJIO U 3a00JIEBAaHUE MOTIJIO BOSHUKATh Ye€pe3 MHOTO MECSIEB MOCIE Hayauna Tepanuu.

eTu
669 nereit B Bo3pacte oT 3 MecsieB no 17 ner, ununupopanHsix BIUY-1, kotopsie noydann
abakaBUp W JIAaMHBYAMH OJWH WIM JBa pa3a B CYTKH, IPUHUMAIU y4yacTUE B HCCIEAOBAHUU
ARROW Trial (COL105677). Y mauueHToB JETCKOTO BO3pAacTa, MPUHUMABIIKX MPErapaT OauH
WIM JBa pa3a B CYTKHA, HE ObUIM BBISBJICHBI JOIMOJIHUTENbHBIE MPOOJIEMBI, CBA3aHHBIE C

6630HaCHOCTBIO, 10 CPAaBHCHHIO CO B3POCJIbIMU ITAITUCHTAMMU.

COO6H_ICHI/IC 0 IO A03PE€BACMBIX HEXKCIIATCIILHBIX PCAKIIUAX

Baxwuo COO6IJ_IaTB 0 HOJAO3PCBACMBIX  HECKCIATCIBHBIX PCAKIOUAX IIOCJIC pPErucrpanuun
JICKApCTBCHHOT'O Ipfcriapara € HCJIbIO oOecreueHust HETIPECPBIBHOTO MOHHUTOPHUHI'a OTHOUICHUSA
«II0JIb3a — PHCK» JICKAPCTBCHHOI'O IIpCriapara. MeauIHCKIM pa6OTHI/IKaM PECKOMCHAYCTCA
COO6H_IaTL 0 JIFOOBIX Mo AO3PCBACMEBIX HCIKCIATCIbHBIX PCAKIUAX JICKAPCTBCHHOI'O ITpCIIapaTta 4€pe3
HallMOHAJIBHBIC CHUCTCMbI COO6H.[CHHﬁ 0 HCXKCIATCIIbHBIX PCAKIUAX TOCYAapCTB — YJICHOB

EBpa3suiickoro 5KOHOMHUYECKOT0 COI03a:

11
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Poccniickas @enepanus

denepanbHas ciryx0a o Hag3opy B cdepe 3apaBooxpanenus (POC3/JPABHA/I30P)
109012, r. MockBa, CriaBstHCKasl TUIOIIA b, 1. 4, cTpocHHE |

Tenedon: +7 (499) 578-06-70, +7 (499)578-02-20

DnekrponHas nmoura: pharm@roszdravnadzor.gov.ru

Anpec B nHQOPMAIIMOHHO-TEIEKOMMYHUKAIMOHHOH ceTH «HTepHET»:

www.roszdravnadzor.gov.ru

4.9. llepeno3upoBKa

CHUMIOTOMBI

JloCTyIHBI OrpaHWYEHHBIC JAHHBIE O TOCIEACTBHSIX OCTPOM TEPEIO3WPOBKH JIAMHUBYIWHA Y
genmoBeka. Cilydan JIETAIBHOTO HWCXOJa HE YCTAHOBJICHBI, COCTOSHHE BCEX IMAI[MEHTOB
HOpMan30Baioch. Kakue-mubo crnenuduyeckue NPHU3HAKK KW CHUMIITOMBI IT€PEI03UPOBKHU
JTAMUBYJINHA HE BBISBIICHBI.

Jleuenme

B cnydyae mepemno3upoBKH ClIeAyeT KOHTPOJIMPOBATH COCTOSHUE IMAIMEHTAa M 10 HEOOXOIMMOCTH
MPOBOJIUTh CTAHJAPTHYIO TMOJICPKUBAIONIYIO Tepanuio. [I0CKONIbKY JTaMUBYIWH BBIBOJUTCS W3
OopraHu3mMa C TIOMOIIbIO JWau3a, IJIs JICYCHUS TIEPEIO3UPOBKH BO3MOYKHO TPHUMCHECHHE

HCIIPEPBIBHOT'O reMoJualin3a, O THAKO CIICHUAJIBHBIC NCCIICA0OBaHNA HE IIPOBOAUINCE.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1. dapmakoguHamMHuYecKHe CBOiCTBA

dapmakoTepaneBTHUECKasi TPYIIa: MPOTUBOBHPYCHBIE CPEICTBA CUCTEMHOTO JCHCTBUS;
MIPOTHBOBUPYCHBIE CPEICTBA MPSIMOTO JIEHCTBUS; HYKJICO3UIHBIC M HYKJICOTHIHbIC HHTHOUTOPBI
00paTHOM TPaHCKPUIITA3bI

Kon ATX: JOSAF05.

MexaHu3M ASHCTBUS

JlaMUBYIMH — aHaJOr HYKJIEO3WJ0B, OONaJarollUii AaKTHBHOCTBIO B OTHOLIEHHM BHpYca
ummyHosiepunurta yenoseka (BMY) u Bupyca remarura B (HBV). JlamuBynun nonBepraercs
BHYTPUKJIETOYHOMY MeTab0JIn3My ¢ 00pa30BaHMEM aKTUBHOI'O IPOM3BOIHOIO — JIAMUBYIUHA 5’-
Tpudocdara. OCHOBHON MEXaHU3M €ro AEUCTBUS — OJOKMpPOBAHUE CHUHTE3a IIeNH B IpoLecce
oOparHoi TpaHckpunuu BWY. Tpudocdar obnagaer ceneKTUBHONM HMHTHOMpYOLIEH
aKTUBHOCTBHIO B OTHoIIeHWHW perutukanuu BUY-1 u BUY-2 in vitro, a Takke akTUBHOCTBIO B
OTHOILIEHUM PE3UCTEHTHBIX K 3MJOBYAMHY KIMHUYecKuX u3oistoB BUY. He nabmomamuch

aHTaroHucTuyeckue 3dexTs! in Vitro mpu 0 JHOBpEMEHHOM MPUMEHEHUH JIAMHUBYIMHA U IPYTUX
12
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

Y 3UJIOBY/IUH).

Pe3ucreHTHOCTD

PesucrerTHOCTE BUY-1 K TaMuByiHY 00YCIIOBIICHA 3aMEHOM aMUHOKHCIOTE M 184V BOIM3H
aKTHUBHOI'O IIEHTpa BUpycHOM oOpaTtHOM Tpanckpumnrtasbl (OT). JlaHHBIM BapuaHT MyTaluu
BCTpPEYAETCs Kak B YCJIOBUAX IN Vitro, Tak u y uHpuuupoBanubix BUY-1 manueHTOB,
MOJIy4YaBIIMX aHTHUPETPOBUPYCHYIO TEpaluio, BKIIOUYAlONIyl0 JaMuByauH. [lpu myranuun
M184V 3HAUUTENbHO CHUXKAETCAd YYBCTBUTEIBbHOCTh K JIAMUBYAMHY U YMEHbIIAeTCs
CIOCOOHOCTh BUpyCa K peIuIMKaiiuu in Vitro. B uccienoBanusx in Vitro ObIJIO yCTaHOBIIECHO,
YTO PE3UCTEHTHbIE K 3UJOBYIUHY H30JIATHl BUpyCa MOTYT CTAHOBUTHCSA YYyBCTBUTEIBHBIMHU K
€ro JEHCTBMIO, €ClIM Yy O3THUX H30JSATOB OJIHOBPEMEHHO pPa3BUBAETCS PE3UCTEHTHOCTh K
naMuByIuHY. OJHAKO KIMHMYECKOE 3HAUYE€HHE ATUX JIaHHBIX O HACTOSIIET0O BPEMEHU He
OTIpeIeNICHO.

JlanHbIe iN VItro, Kak mpaBHiIo, YKa3bIBAIOT HA TO, YTO MPOJIODKCHHUE IPUMEHECHHU S TAMUBYTHHA
B COCTaBE€ aHTHUPETPOBUPYCHOM Tepamuu, HECMOTPs Ha pa3zBuTthe Myrtauuu M184V, moxer
MPUBECTH K TOSBJICHUIO OCTAaTOYHOW aHTUPETPOBUPYCHOW AaKTUBHOCTH (BEpOSATHO, B
pe3yabpTare yXyAIICHUs PEIIMKaTUBHOW crocoOHOcTH Bupyca). KinumHuueckas 3HauMMOCTh
3THUX PEe3yJbTAaTOB HE YCTAHOBJIEHA. B NEWCTBUTENBHOCTH, TOCTYIIHbIE KIMHUYECKUE JaHHbIE
OYEeHb OTPAHUYEHBI U HE MO3BOJISAIOT CAENIAaTh OJHO3HAYHBIN BBIBOJ B 3TOH obnactu. B mob6om
ciaydae, Hadyano npumeHenus HUMOT, k koTopeIM BuUpyC BCe €lle YyBCTBUTEJEH, BCErla
JOJDKHO OBITH OoJiee MPEeANOUYTUTENbHBIM, YeM MPOJAO0JKEHUE Tepauy JaMUBYIUHOM. Takum
00pa3oM, MPOI0HKEHUE TEpaNuy JIAMUBYJIUHOM, HECMOTPS Ha MOsBJICHUE MyTaruu M184V,
CIEyeT pacCMaTpUBaTh TOJBKO B Clydyae OTCYTCTBUS Apyrux aktuBHbIX HHAOT.

Myranus OT M184V npuBoauT K Pa3sBUTHUIO MEPEKPECTHONW PE3UCTEHTHOCTH TOJBKO K
AHTUPETPOBUPYCHBIM TMpernaparaM Kiacca HYKICO3UJHBIX HHTHOUTOPOB. 3UAOBYIUH U
CTaBYIUH COXPAaHAIOT aHTHUPETPOBUPYCHYIO aKTUBHOCTh B OTHOIIEHWM mTamMmmoB BUY-1,
PE3UCTEHTHBIX K JIAMUBYAMHY. AOakaBUp COXpaHSAET aHTUPETPOBUPYCHYIO aKTUBHOCTH B
oTHomeHnn MmTamMmmMoB BUHY-1, pe3suCTeHTHBIX K JIAMUBYAMHY H OOJaJaloIHUX TOJIBKO
mytanued M184V. Illtammel ¢ myranueir OT M184V nemoHCTpUpYyIOT MEHEE ueM 4-KpaTHOE
CHIJKEHHME UYBCTBUTEIBHOCTH K JAWAAHO3MHY; KIMHMYECKOE 3HAUEHHE OTUX JaHHBIX
HEM3BECTHO. TecThl Ha YyBCTBHTEJIBHOCTH IN VItr0 He OBUIM CTAaHAApPTU30BaHBI, M HX
pe3yNbTaThl MOTYT BapbUpPOBaTh B 3aBUCUMOCTH OT METOJI0JIOTMUECKUX (PAKTOPOB.

In vitro mamuBynuMH OKa3biBaeT Ciab0€ IHUTOTOKCHYECKOE JEHCTBHE Ha JUMQOLHTHI
nepupepruieckoil KpoBU, Ha YCTOMUMBBIE TUM(POLHUTAPHBIE © MOHOLIUTAPHO -MaKpodaraibHbIe

KJICTOYHBIC JIMHUU U PpAJ KICTOK-IIPCAIICCTBCHHUKOB KOCTHOTO MO3ra.
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(MOCNEOOBATENEHOCTE 0003)

5.2. dapmMakokMHeTHYeCKHe CBOiiCTBa

AOGcopOrms

JlaMMBYZIMH XOpOIIO BCACHIBACTCA M3 JKEIYIOYHO-KHIIEYHOTO TpPaKTa, OHOJOCTYMHOCTh
JaMHUBYMHA y B3pOCHBIX MOCJE MpuemMa BHYTPh 00bIYHO cocrtaBisieT 80-85%. Ilocne mpuema
BHYTph cpeaHee BpeMs (fmax) ITOCTHIKEHHS MaKCHMaJIbHOW KOHIIGHTPAIMH JIAMUBYJIWHA B
ceIBOPOTKE KpOBU (Cmax) cocTaBiseT okojio 1 4. Ha OCHOBaHMM MaHHBIX, IOJY4CHHBIX B
WCCIICZIOBAaHUH C YYaCTHEM 37J0POBBIX JOOPOBOJIBLEB, IIPU MPUEME TEPANIEBTUIECKOH 0361 150 mr
nBa pa3a B cytku cpeanss (KB — koaddunuenT Bapuanum) paBHoBecHast KOHIEHTPAUSI Crmax ¥ Cmin
JAaMUBYJIMHA B IJIa3Me KpoBU cocTaBiseT 1,2 Mkr/mi (24%) u 0,09 mxr/mi (27%) cOOTBETCTBEHHO.
Cpemnss (KB) AUC (tutommans mon papMakOKWHETHYECKOW KPUBOW «KOHIICHTPALIUS-BPEMS») B
WHTEpBaJie MeXy npueMamu 12 1 coctasisieT 4,7 mxrxu/mi (18%). Ilpu TepaneBTrueckoi q03e
300 mr otuH pa3 B cyTku cpennsis (KB) paBHoBecHas koHIEHTPAUS Cmax, Cmin 1 AUC B HTEpBae
Mexay npueMamu 24 4 coctaBisioT 2,0 Mxr/mi (26%), 0,04 Mxr/ma (34%) u 8,9 mxrxu/mi (21%)
COOTBETCTBEHHO.

Tabnerka ¢ go3upoBKoit JamuByarHa 150 Mr 6MosKkBUBaIeHTHA Ta0bneTke ¢ qo3upoBkoid 300 Mr B
oTHOmEeHUH AUCw, Cmax 1 tmax, 3HaUE€HUS YKa3aHHBIX ITAPaMETPOB sl TAOJIETKH C J03UPOBKOM 150
Mmr 1 300 Mr OTIIMYAIOTCSI TIPOMOPIIMOHATILHO J103e. [IpuMenenne namuByauHa B (popme TabieTok
OMOSKBUBAJIEHTHO MPUMEHEHUIO JaMUBYIMHA B (hopMe pacTBOpa Ui preMa BHYTPb B OTHOIIICHUH
AUC, 1 Cmax Yy B3pOCIIBIX MTAIIMEHTOB. MeX Iy B3pOCIBIMU MAIlUCHTAMH U JACThbMHU HAOTIOIAINCH
pa3nnuus B CTENICHU BCACHIBAHUSI.

[Ipuem namMuByaMHA BMECTE C MHUIIEH BBI3BIBACT yBeNUYEHHUE {max M cHIKeHUE Cmax (Ha 47%),
OJIHAaKO HE BJMsET Ha OOIIYI0 CTeneHb abcopOuuu JaMUBYIUHA (PACCUMTAHHYIO HAa OCHOBAHUU
Beanunasl AUC).

He oxwumaercs, yTo npueM HW3MENbYEHHBIX Ta0JETOK C HEOOJBIIUM KOJHMYECTBOM MOJYyTBEPAOH
MUY WK KUAKOCTU TIOBIHUSET Ha (hapMaKoJIOTUYECKHEe CBOWCTBA Mpernapara u, CiIeI0BaTeNbHO,
Ha KIMHUYECKUH 3(pPeKT. DTOT BHIBO OCHOBAH HA (PU3UKO-XUMHUYECKHUX U (DapMaKOKUHETHIECKUX
JAHHBIX MPU YCIOBHUH, YTO MAIMEHT MU3MENbUaeT U CMEIIMBAeT C muied win xuakocteio 100%
TabJIeTKU, U IPUHUMAET HE3aMEATUTEIBHO.

CoBMecTHOE IPUMEHEHNE 3UI0BY/IMHA TPUBOJUT K YBEJIMUESHHUIO SKCIIO3UINH 3UJJ0ByIMHA Ha 13%
Y YBEJIMUEHUIO MAKCUMAJIbHON KOHIIEHTPAILIMHU B TU1a3Me KpoBU Ha 28%. DTO sBIEHHUE HE CUUTAETCS
3HaYMMBIM JUIs O€3011aCHOCTH MAI[MEHTOB U, CJIeI0BAaTEIbHO, HE TpeOyeT KOPPEKIUH J103.

Pacnpenenenue

Ilo pgaHHBIM KIMHHMYECKHUX HCCIeIOBaHUI IIpu BHYTPUBCHHOM BBCIACHUU CpeI[HI/Iﬁ 00BEM
pacnpeaciiCHUusd JIaMHUBYJINHA COCTABJISACT 1,3 J'I/KT, a Ha6JHO,[[aeMBIﬁ nepruoa MnmoJyBoIBEACHUA — 5-

74. CpenHWil CHUCTEMHBIH KIMPEHC JaMHMBYAWHA CcocTaBiseT mnpuoiausurenbHo 0,32 n/u/kr,
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OOJIBIIIYI0 YacThb KOTOPOTO COCTABISCT MOYCUHBIN 'QW%&EEQEHE&J Dfik%ﬁ@ﬁoma

OpraHuYecKux KaTuoHoB (6omee 70%).

JlaMuBYIUH TPOSIBIISICT JUHEHHYIO (apMaKOKHMHETUKY IMPU MPHUMCHEHHH B TEPaleBTUYCCKOM
JIMara3oHe 7103 U HU3KYIO CTENICHb CBA3BIBAHHS C OCHOBHBIM OEIKOM IUIa3Mbl KPOBH - alIbOYMHHOM
(<16%-36% 1o cpaBHEHUIO C CHIBOPOTOYHBIM aJIbOYMHHOM B UCCJICIOBAaHHSX IN VItro).
OrpaHuyeHHbIE JaHHBIC YKA3bIBAIOT HA TO, YTO JIAMUBYIHH NPOHHUKAET B IEHTPAIHHYIO HEPBHYIO
CHUCTEMY M CHUHHOMO3roBYI0 XuakocTh (CMIXK). Uepes 2-4 u mocne mepopaibHOro mprema
COOTHOIIIEHUE KOHIeHTparmu JamuByanHa B CMOK U CBIBOPOTKE KPOBH B CPEIHEM COCTABIISIIO
npubmmsurensHo 0,12. VcTHHHAsS cTeneHh NMPOHMKHOBEHHS, a TaKKe CBS3b C KIMHUYECKOH
3¢ (HEKTUBHOCTHIO HEM3BECTHBI.

Buorpaucdopmariis

AxTuBHasg Qopma JIaMHUBY/AMHA — BHYTPUKJIETOUYHBIA JaMuByauHa TpudocdaTr — obnagaer Gosee
JUTUTEIIbHBIM KOHEYHBIM TEPUOJOM TOJYBbIBEAeHUsT W3 KieTok (16-19 1) mo cpaBHeHUIO C
MEPHOJIOM TOJYBBIBEJICHHS €r0 U3 M1a3Mbl KpoBH (5-7 4). CorjlacHO IaHHBIM, TOJy4eHHBIM y 60
B3POCJBIX 3/IOPOBBIX JIOOPOBOJBIEB, (PAapMaKOKMHETUYECKHE IapaMeTphl JaMHBYAHHA B
PaBHOBECHOM COCTOSIHUM Tpu npueme B 103¢ 300 Mr oiMH pa3 B CyTKH SKBUBAJIEHTHBI TaKOBBIM
mpu npueme B 03¢ 150 mr nBa pasza B cytku B oTHOmEHUH AUC24 B Ciax JUT BHYTPHUKIIETOYHOTO
namMuByauHa Tpudocdara.

JlaMUBYIMH NMPEUMYIIECTBEHHO BBIBOJUTCS B HEM3MEHEHHOM BHJIE€ MOYKaMU. MeTaboiaudeckue
B3aUMO/ICHCTBUS JIAMUBY/IMHA C IPYTUMHM JIEKAPCTBEHHBIMU IpernapaTaMy MallOBEpOSITHBI BBUY
HE3HAYUTENIbHOTO MeTabonm3ma B nedeHu (5-10%) v HU3KOM cTeneHW CBS3bIBAHUS C OelnKamMu
J1a3Mbl KPOBH.

DJIMMUHAUSA

B nccnepoBanusx ¢ yyacTueM MalMEHTOB C MOYEYHOW HEJOCTATOYHOCTHIO OBUIO MOKa3aHO, YTO
HapylieHue (GYHKIMM TOYEK BIMSIET HA BBIBEJCHHE JIAMHUBYJIMHA. PeKoMEHAyeMblil pexum
JO3UPOBAHUS JUTsI TAIMEHTOB C KIIMPEHCOM KpeaTHHHHA MeHee 50 MJI/MUH NpUBEACH B pazene 4.2.
BsaumoneiicTBue ¢ TpUMETONPUMOM — KOMIIOHEHTOM KO-TPHUMOKCAa30J1a — IPUBOAUT K OBBIIIICHUIO
JKCIO3ULMU JaMuByArHa Ha 40% npu NpUMEHEHUH B TEPAlleBTUUECKUX J103aX. TeM He MeHee, 3a
UCKJIIOUEHHEM MAallMeHTOB C IOYEYHOM HEeI0CTaTOYHOCTBbIO, KOPPEKIMs J03bl HEe TpedyeTcs.
Crnenyer TIIaTENbHO OLIEHUBATh BO3MOXKHOCTh OJHOBPEMEHHOTO TPUMEHEHHS KO-TPUMOKCa30J1a ¢
JAMUBYJIMHOM Y IMALIUEHTOB C MIOYEYHOM HEIOCTaTOUYHOCTHIO.

ITanueHTHl MOKUIIOr0 BO3pacTa

JlanHbIe 10 (hapMaKOKWHETHKE JJAMUBYIMHA Y MAIMEHTOB CTapIe 65 JeT OTCYTCTBYIOT.

IlanueHThl ¢ HapyIlIeHueM d)VHKHI/II/I IIOYCK

VY nanueHToB ¢ HapylIeHHeM (PYHKIMM MOYeK KOHIEHTpalys JaMuByiMHa B 11a3me kpoH (AUC)
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KpeaTuHHHA MeHee 50 MJI/MUH HE0OXO0JMMO YMEHBIIICHUE J03bI IAMUBYIMHA.

IlanueHThl ¢ HapyIIeHuEM d)VHKHI/II/I TICYCHU

JlaHHBIEC O TPUMEHEHHH JIAMUBYMHA y TAIIMEHTOB CO CPEIHEN U TSHKEJIONW CTETIEHBIO HAPYIICHHS
(YHKIMU MTEYeHU CBHJCTEIBCTBYIOT O TOM, YTO HapylIeHHne (PyHKIMH MEYEHU CYIIECTBEHHO HE
BIMsIET HA (PapMAKOKMHETHKY JIAMUBYIMHA.
bepeMeHHOCTB
dapMaKOKMHETHKA JIAMUBY/IMHA TTPU OEPEMEHHOCTH HE OTIUYAETCS OT ero (hapMaKOKWHETHKH B
cilydae OTCYTCTBHsI OepeMeHHOCTH. KOHIleHTpanus JaMUBy/IMHA B CHIBOPOTKE KPOBH JIETEH IMPH
POXKICHUN ObLTa aHAJIOTHMYHA TAKOBOW B CHIBOPOTKE KPOBH MAaTepH WM IYIOBHHHOW KPOBH Ha
MOMEHT pPOJOpa3pelIeH s, YTO COIJIacyeTcsl C JaHHBIMH O TIACCHBHOM IPOHUKHOBEHUH
JAMHBY/IMHA Yepe3 IJIAIeHTY.

eTH
AOcoroTHast OMOJOCTYITHOCTh JJaMUBYIMHA (TIpUMepHO 58-66%) OblTa HIDKE U O0Jiee BapradenpHa
y nereii muamie 12 net. [Ipuem namuByauHa y aereit B Gopme TabieTOK OJHOBPEMEHHO C APYTUMU
AHTUPETPOBUPYCHBIMH TIpemnaparaMu B ¢opme TabiaeTok oOecrneunBan 0osiee BHICOKHE 3HAYCHUS
AUC, 1 Cmax TaMUBYIMHA B TUIa3ME€ KPOBH IO CPAaBHEHHUIO C PACTBOPOM JJisi TIpHEMa BHYTPb,
MIPUHUMAEMbIM OJJHOBPEMEHHO C APYTMMHU aHTUPETPOBUPYCHBIMU MpenapataMu B popme pacTBopa
JUIA TIpYeéMa BHYTpb. Y JleTeil, MoaydyaBIIuX JaMUBYIUH B GopMe pacTBopa AJisl MpuemMa BHYTPb B
COOTBETCTBUU C PEKOMEHJOBAHHBIM PEKHMOM JIO3UPOBaHMS, ObLIa JOCTHUTHYTA AKCHO3UIUS
JaMUBYJIMHA B IUIa3ME€ KPOBM, 3HAYEHUS KOTOPOM HAXOAWIUCH B JAMAIla30HE, MOJIYYEHHOM Y
B3POCJIBIX MAIlMEHTOB. Y JeTell, MPUHUMABIIUX JaMUBYAUH B (hopMe TabJIETOK B COOTBETCTBUU C
PEKOMEHIOBAaHHBIM PEXHUMOM JO3MPOBAHMS, SKCIO3UIMUS JIAMUBYIMHA B IUIa3Me KpOBH Oblia
BBIIIIE, YEM Y JIeTe, MPUHUMABIINX JIJAMUBYIMH B (hopMe pacTBOpa i pueMa BHYTPb, IOCKOJIbKY
[IpH [IprieMe npernapara B popMme Ta0lIeTOK MalMeHThI OMy4yaloT 0osiee BEICOKHE JA03bI B IEpecyeTe
Ha MI/KI Macchl Tella, W JaMHBYIOHH B (opme TabIeTOK XapakTepusyercs Ooliee BBICOKOI
O61o0CcTyMHOCThI0. DapMAKOKUHETUUECKUE UCCIEOBAHUS MPUMEHEHUS JIAMUBY/IMHA Y JeTel B
dbopme pacTBOpa i IpueMa BHYTPb U B (hopme TabJIeTOK MMOoKa3alid, 4YT0 MPHeM Mpenapara oJIuH
pa3 B cyTku skBUBajieHTeH o mokazatemo AUCo.24 mpueMy mpemapaTa JBa pa3a B CYTKH NPHU
OJIMHAKOBOM 00111e cyTouHo# o3e. JlaHHbIe 10 (papMaKOKHHETHKE Ipenapara y JeTeil B Bo3pacTte
MiIagme 3 MecsAleB OrpaHWYeHbl. Y HOBOPOKICHHBIX Ha IEpBOM HeZAENe JKHU3HU KIMPEHC
JTaMUBYJIMHA TIPU TIpUEME BHYTPb ObLIT CHUKEH 10 CPABHEHHIO C IEThbMU O0Jiee CTapIIero BO3pacTa,
BEPOSATHO, BCJEJACTBHE HE3PEIOCTH BBLACIUTENbHON (YHKIMM TIOYEK U HENOCTOSHCTBA
nokaszateneit abcopOrun. Takum 00pazom, U JOCTHXKEHUS SKCIIO3UIUH, CXOJHOM C TaKOBOW y

B3pPOCJIbIX U HCTCf/'I, PCKOMEHAOBAaHHAA N03a OJIA HOBOPOXKACHHBIX COCTABIISICT 2 Mr/kr JBa pa3a B
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cyTku. J[aHHBIE MO MPUMEHEHHUIO Mperapara Yy HOBOp&QEE&J}EQg%%IW&EJﬁéJ E':'Eéﬂenn

OTCYTCTBYIOT.
6. ®APMAIEBTHYECKHE CBOWCTBA

6.1. IlepeuyeHb BcOMOraTeJbHBIX BelIECTB

Aopo mabremxu:

Lemntono3a mukpokpucramumyeckas (MKILI-102)

Kap6okxcumerniakpaxman HaTpHUs

Maruus creapar

Inenounas obonouka mabremxu:

I'mnpomennosa

Tutana TMOKCU]T

Makporoa

[Tomucopbar-80

6.2. HecoBmecTUMOCTD

He npumennmo.

6.3. Cpok rogHocT# (CpOK XpaHeHus1)

3 roxa.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH NMPHU XPAHEHUH

B cyxoM, 3anunieHHoM OT CBeTa MeCTe Mpu Temneparype He Boime 25° C.

6.5. Xapakrep u conepkaHue NePBUYHON YIIAKOBKH

60 TabneTok B OaHKE U3 MOJUATUIICHA HU3KOTO JaBJICHUS, YKYIOPEHHOUM KPBIIIKOM C KOHTPOJIEM
MIEPBOTO BCKPBITHS, JUIsI JIEKAPCTBEHHBIX CPEJICTB.

CBoOoJIHOE TMPOCTPAaHCTBO B OaHKE MpU HEOOXOJMMOCTH 3allOJIHAIOT BaTOM MEIUIUHCKOM
TUTPOCKOMUYECKOM.

Ha 6aHky HakienBarOT 3TUKETKY U3 OyMaru 3TUKETOYHON caMOKJIesIIeics.

1 6aHka BMecTe ¢ HHCTPYKIIMEH 0 MEAUIIMHCKOMY TPUMEHEHHUIO (JIMCTKOM-BKIIABIIIEM ) B [TAYKE
U3 KapToHA.

6.6. OcoOble Mepbl NPEAOCTOPOKHOCTH  NPH  YHUYTOKEHHM  HMCHOJIb30BAHHOIO
JIEKAPCTBEHHOI0 NPenapaTa Ui 0TX040B, MOJY4YEeHHBIX I0CcJIe IPUMEHEHHUs JIEKAPCTBEHHOI 0
npenapara, u Ipyrue MaHUIMyJISIUU C NPenapaTom

Oco0ble TpeboBaHMS OTCYTCTBYIOT.

7. JAEPKATEJb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA
Nunus

Xetepo Jlabc JIumuten
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<Hetero Corporate»y, 7-2-A2, Industrial Estates, $Sanath N&BQFHW%T%@‘I@ﬂ_lé'r%’éﬂé:’o‘tate,

India.
«Xerepo Kopnopeiit>, 7-2-A2, Unnactpuan Ocreiire, Canat Harap, Xaiinapabang — 500018,

Tenanrauna, Magus.

7.1. [IpeacTaBuTe/Ib AepKATes1 PErHCTPANMOHHOTO YI0CTOBEPEHHS

IIperen3un HOTDG6HT€JICI71 HalmpaBJIATH 110 aAPECy:

Poccniickas @enepanns

MockoBCKO€ MpeACcTaBUTENbCTBO KoMnaHuu «Xetepo Jladbe Jlumurten» (Muaus)
109029, r. MockBa, ABTOMOOMIBHBIN Mpoe3, 1.6 cTp. 5

Tenedon/dakc: +7 (495) 981-00-88

Anpec snektponHo# moutkl: DrugSafety-Russia@heterodrugs.com

8. HOMEP PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

9. JATA NEPBUYHOM PETUCTPAIIUW (IIOATBEPXKIEHUSA PETMCTPAILIMU,
IHEPEPETUCTPALIUN)

JlaTa nepBoil perucTpauu:

10. JATA IEPECMOTPA TEKCTA

OOmass  xapakTepucTUKa JIeKapCcTBeHHOro nmnpemnapara ['enraBup-150  goctymHa  Ha
uH(popMallMOHHOM THopTasie EBpa3uiickoro 3KOHOMHUYECKOro Coro3a B HH(OpPMALMOHHO-

KOMMYHHKAITMOHHOM cetn «MHTepHeT» http://Www.eurasiancommission.org.
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