COOTBETCTBYET QKCIHEPTHOMY QTYETY
at 11,10.2023 Ne 20179
OBLIASI XAPAKTEPHCTHKA JIEKAPCTBEHHOFQ IIREMAPATAL, 00073)

V JlaHHBIN JIEKapCTBEHHBIM Mpenapar MOJICKUT JOTOJIHUTSILHOMY MOHHUTOPHHTY. DTO TO3BOJIUT
OBICTPO BBISBUTH HOBYIO MH(OpMaInio 1o 6e3omacHocTd. Mbl oOpamaemcsi K pabOTHHKaM CHCTEMBI
37paBOOXpAHEHUs] ¢ MPOCHOOH cOOOMmaTh O IIOOBIX ITOI03PEBAEMBIX HEKENATEIbHBIX PEAKIUIX.
[Mopsimok cooOmeHNs 0 HeKeNaTeIbHBIX PeaKIUsIX IPEICTaBIeH B paszene 4.8.

1. HAMUMEHOBAHMUME JIEKAPCTBEHHOTI'O IIPEITAPATA
[Inerpuan, 125 MKT, pacTBOp 1Sl BHYTPUMBIILIEUHOTO BBEACHHUS

2. KAUECTBEHHBIN U1 KOJIUMYECTBEHHBIN COCTAB

2.1. O0u1ee onucanue

[IsrunTtepdepon Oera-la siBisieTCsl KOBAIEHTHBIM KOHBIOTaTOM HMHTepdepoHa Oera-la ¢ omgHOM
JUHEHHON MOJIEKYJIOM METOKCHU-TIONH(3TUIICHTIIUKOIIB )-O-2-MEeTUIITTPONMOHATIBIETHIA MacCoi
20000 Ja (20 xla mIIDT-O-2-MeTunnponuoOHaIbIAETHI), CO CTENEHbIO 3aMmelleHus | Moiib
noymMepa Ha Moyib Oenka. OOmIast MoJekyJspHas macca cocraBisger npuMmepHo 44 klla, w3
KOTOPBIX JI0JIs1 OCTKOBBINA YacTH COCTaBIsET OKojo 23 k/la.

[TosrydeHo U3 KIETOK ANYHMKA KHTAHCKOTO XOMSUKA.

AKTHUBHOCTh JAHHOTO JIEKAPCTBEHHOTO TMpermapara He CJeIyeT CpaBHUBATh C JPYyTUMH
NEeTHIMPOBAHHBIMI ~ WJIM  HENETHJIMPOBAHHBIMH ~ OCNIKaMH, OTHOCAIIMMHUCS K TOH ke
(apmakoTepaneBTUUecKoil rpynme (moapoOHy0 nHpopMaIHIo cM. B pazzaeie 5.1).

2.2. KayecTBEeHHLIH M KOJHYECTBEHHLIHA COCTAB
JleticTBytoliee BemecTBo: MIruaTepdepon 6era-1a.

Kax b1t mmpur conepxut 125 Mxr maruntepdepona dera-1a (B mepecuere Ha O6€JI0K).
BcnomorarensHble BEIIECTBa, HAJIMYHE KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: HaTpuit (cM. paznen 4.4).

[TonHbIi IepeyeHb BCIOMOTaTeIbHBIX BEUIECTB MPUBENIECH B pa3aene 6.1.

3. JEKAPCTBEHHAS ®OPMA
PactBOp 111 BHYTPUMBILIIEYHOT'O BBEACHUS.

[Ipo3paunblii WK ClIeTKa ONANIECIUPYIOMUNA OECIBETHBIN WM CJIa00-)KEITBIA PacTBOP.

4. KIMHUYECKUE JAHHBIE

4.1. IToka3aHus1 K NPUMEHEHHUIO
[Ipenapar Ilnerpuau mokasaH K MPUMEHEHHUIO y B3pOCIBIX B Bo3pacTe 18 jer u crapue s
JIEYEHUsI PEMUTTUPYIOILEr0 PacCESHHOIO CKJIEpO3a.

4.2. PexxuM 103MpOBaHNs U CNIOCO0 MPUMEHEHUs!
[Tpumenenue npenapata [Inerpuan Heo6Xx01MMO HaUMHATH TIOJ] HAOIIOJEHUEM Bpada, UMEIOLIETO
OIIBIT B JICYEHUH PACCESIHHOIO CKIIEPO3a.

[Ipemapar Ilmerpuau BBOAMTCS BHYTPUMBIIIEYHO C  HCIOJB30BAHMEM  OIHOPA30BOTO
MpEeABAPUTENILHO 3aM0JTHEHHOTO HIMPHUIIA.
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Pexcnm 103upoBaHus (NOCNEOOBATENEHOCTE 0003)
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(14 nuen).

Hauano mepanuu

Jleyenune pekoMeHayeTCs HAUYMHATh € 10361 63 MKT (11032 1, 1ensp 0), 3aTeM MoBBIIATh €€ 10 94 MKT
(mo3a 2, nenb 14) u qocturarh MoTHON 10361 125 MKT (1032 3, neHb 28). 3aTeM Kaxaple 2 HeJenu
(14 nneit) pekoMeHIyeTCsl BBOIUTH MONMHYIO 103y (125 Mkr) (cM. Tabnuiry 1).

YnakoBka npenapara Jisi BHyTPUMBILLEYHOT O BBEICHUS CONEPKUT MOJIHYIO 103y 125 MKT B OTHOM
IIPEIBAPUTEIILHO 3aII0JHCHHOM IINPULE.

st Toro, 94TOOBI OrpaHUYHTh 03y 10 63 MKT (1032 1, MOMOBUHA OT MONMHOW 03bI) U 94 MKT
(mo3a 2, To ecth 3/4 oT moxHOM 103b1), B 7HU O U 14 UCTIONB3YIOTCS CHEIUATBHBIC 3aKUMBI TS
TUTPOBaHUA J03bl mpemnapara Ilmerpuan (okentoro u (hUOIETOBOTO IBETA, COOTBETCTBEHHO).
Kaxxnprit 3aKuM 1711 THTPOBAHUS 1036l Ipenapara [nerpuan Heo0X0MMo HCTIoNb30BaTh 1 pas,
[I0CJI€ Y€r0o €ro BhIOPAChIBAIOT BMECTE C OCTABIIMMCS JICKApCTBEHHBIM mpenaparoM. C nHs 28 u
nanee (kaxaple 14 mHeW) manmweHTaMm ClenyeT BBOJIWTH IMOJHYIO 103y, paBHyI 125 Mkr (6e3
3aKHUMAa).

Tabmuua 1: Cxema noadopa 1036l B Havasle JICUSHHsI TPU BHYTPHUMBIIICYHOM BBEJICHUH

Jlo3a Bpewmst* Jlo3upoBka (MKT) 3a)kKuM JIJ1 TATPOBAHUS JO3BI
Hoza 1 Henn 0 63 Kenteii

Jloza 2 Jenb 14 94 DUOJIETOBBIN

Jlo3za 3 Jlens 28 125 (monHas no3a) 3akuM He TpeOyeTcs

*OnHa uHbeKIus Kaxaeie 2 Henenu (14 nHei)

[locrenenHoe yBenuueHHE [03bl B Hayale JICYCHHUS CIIOCOOCTBYET Jyd4lllell NepeHOCHMOCTH
TPHITITONOI00HBIX CHMIITOMOB, KOTOPBIE MOTYT BO3HHKATh B Hadaje MPUMEHECHUS HHTEP(HEPOHOB.
[Mpodunakruyeckoe 54 COITyTCTBYIOLLIEE [IPUMEHEHUE IIPOTUBOBOCITAIIUTEIBLHBIX,
00€300JTMBAIOIINX W/WIU SKAPOMOHIKAIONTNX CPEACTB MOXKET MPEIOTBPATUTh WM OOJIETYUTH
TPUTITONO00HBIE CHMITTOMBI, HHOT/Ia BOSHUKAIOIINE MPH JIEYCHHH UHTEepPepoHamMu (CM. pazien

4.8).

[lepexox MexIy MOIKOXXHBIM M BHYTPUMBIIICYHBIM BBEJIECHHEM M HaoOOpoT He u3ydeH. Ha
OCHOBAHHWU TIPOJICMOHCTPUPOBAHHON OMOAKBUBAICHTHOCTH JIBYX CHOCOOOB TPHUMEHEHHS
npenapara, HC IpCAIoJIaracTcs, 4To npu rnepexoe ¢ mOAKOKHOTO BBCACHHA HAa BHYTPUMBIIIICYHOC
WM HA000POT MOTPeOyeTCsl TUTpALUs 10361 (CM. pasnenst 5.1 u 5.2).

IIpu cinydallHOM IpOMYCKE AO3bI IIperapara €€ CIeAyeT BBECTH IIPU IEPBOM BO3MOXHOCTHU B
COOTBETCTBUU C YKA3aHUSIMU HUXKE:

e Ecmu ocranoce 7 mHel wiam Oosee 10 CIASAYIOMICH IMIaHOBOM JI03bI: MAIUEHTY CIEAYyeT
HEME/IJICHHO BBECTH MPOIMYIIEHHYIO 103y. [lanee jeueHUE MOXKET OBITH MPOJOIKEHO
corjacHo rpaduky.

e Ecnum ocramoce MmeHee 7 qHeW A0 CIENYIONIEH IJIAHOBOW JO3bI: MALMEHTY CIEAYET
HEME/IJICHHO BBECTH MPOMYIICHHYIO 03y M HayaTh HOBBIH 2-HEJENbHBIN Tpaduk
MJIAHOBBIX UHBEKIIUN CO JTHS BBEACHUS MPOMYIIEHHOM 103b1. [TaliueHT He N0KEeH BBOJIUTH
BTOpPYIO 103y ITuHTepdepoHa Oera-la panpiie, yeM depe3 7 AHEW IOCIEe BBEICHUS
MIePBOM JT03BI.

Oco0ble rpyInbl NALKMEHTOB




ot 11.10.2023 Ne 20179
Hayuenmor noscunozo éospacma (65 nem u cnjapwe) ([OCNIENOBATENEHOCTE 0003)
¥V manmenToB B Bo3pacre crapiie 65 jer, 6e30
la u3yyeHa HENOCTATOYHO H3-3a OrPAHUYEHHOI'O KOJMYECTBA IMAIMEHTOB 3TOW BO3PACTHOM
T'pyHIibl, BKIIFOYCHHLBIX B KIMHUYCCKUC UCCIICIOBAHUA.

Iayuenmuol ¢ Hapywenuem GyHkyuu nouex

CornacHO JaHHBIM KJIMHHYECKUX HCCIEIOBaHUM, y MAIMEHTOB C JIETKOH, CpemaHel, TshKenoi
MOYEYHON HEIOCTAaTOYHOCTBHIO, @ TAKXKE€ TEPMHHAIBHOW CTaJAUEd MOYEYHOM HEIOCTATOYHOCTH,
KOPPEKIHHU 03Bl IIpenapara He Tpedyercs (cM. pasaensl 4.4 u 5.2).

Ilayuenmsi ¢ HapyuwieHuem GyHKyuy neveru
[IsrunTtepdepon Oera-1a He U3yUEH y MALMEHTOB C IEYEHOYHON HEJTOCTaTOYHOCTHIO (CM. paszen
4.4). JlanHbIC OTCYTCTBYIOT.

eTu

be3onacHocTh u 3 pexTrBHOCT MATHHTEP(DEpOHa OeTa-1a y merei U mMoJIPOCTKOB B BO3pPACTE OT
0 mo 18 ;mer myig nedyeHHs] PEMUTTHUPYIOUIETO PACCESIHHOTO CKJIEpO3a Ha JaHHBIA MOMEHT HeE
YCTaHOBJICHBI. JJaHHBIE OTCYTCTBYIOT.

Croco0 nmpuMeHeHUst

Pexomenayercs, 4TOoOBI MEAMIIMHCKHN pPaOOTHUK OOYYMJI MalMeHTa NPaBHUIBHOM TEXHUKE
CaMOCTOSITENILHOTO ~ TMPOBEJICHUST  BHYTPUMBIIICYHBIX  MHBEKIMH C  HCIOJH30BAHHEM
MIPEABAPHUTEIILHO 3alOJIHEHHOTO mimpunia. [lanuentam ciemyer peKoMeHI0BaTh MEHSTh MECTO
BHYTPUMBIIIICYHBIX WHBEKIUNA Kaxable 2 HeOend. BHYTpUMBIINICYHbIE HWHBEKIIMH MperapaTa
[Tnerpuan 0OBIYHO MPOBOMAT B MBIIIITY Oepa.

[IpenBapuTeNnbHO 3aMOTHEHHBIN MIPUI TpenapaTa [lnerpuay A5t BHY TPUMBIIIIEYHOTO BBEICHUS
MOCTABJISIETCS B BUJC MPEI3ANOJHEHHOTO MITPHUIA C OTASIBHON WTIJION AJI1 BHYTPHUMBIIIICUHBIX
WHBEKITUH.

[IpeaBapuTebHO 3aMIOTHEHHBIC IITTPHUITEI Tpenaparta [ierpuau A1t BHy TPUMBIIIIEYHOTO BBEICHHS
npeIHa3HauYeHbl TOJBKO I OJHOKPATHOTO NPHUMEHEHHUS W TIOCIEe HWHBEKIUU HUX CIEIyeT
YTHUJIU3UPOBATh.

Mepwi npedocmopodicHocmu nepeod npumeHeHuem npenapama

[lepen nabeKIMEH U3BICUCHHBIA M3 XOJIOUIBHUKA TIpenapat [lnerpuan momkeH ObITh HarpeT B
€CTECTBEHHBIX YCIOBHMSAX A0 KOMHAaTHON Temneparypbl (mo 25 °C) B teuenue 30 muH. He
UCIIOJB3YHTE BHEUIHME HCTOYHHUKHU TEIlIa, HAIPUMED, TOPSAYYI0 BOLY, AJIA HArpeBa Ipenapara
[Inerpunn.

[TpenBapUTEIBHO 3alIOJIHEHHBINM IIITPUL] HE JOJDKEH HCIOJB30BATHCA, €CIM OH MMEET TPEIUHBI
WIM TOBPEXJEHUS, PacTBOp B IINPHIIE IMOMYTHEJ, OKPAaCWICSd WM COJAEPKUT HHOPOIHBIE
yacTULBI. PacTBOp B IINPHIE JOJKEH COOTBETCTBOBATh ONMCAHUIO: MPO3PAYHBbIM WM CIETKa
omnajecuupyomui 6eCIBETHBIN U ¢1a00-KENTHII pacTBOD.

4.3. llpoTuBONOKA3aHUS
e [ 'unepuyBCTBUTENBHOCTh K €CTECTBEHHOMY WJIM PEKOMOMHAHTHOMY MHTepdepoHy Oera,
WIN K MI3TUHTEP(EPOHY, UIIH K JII00OMY U3 BCIOMOTaTeIbHBIX BEIIECTB, HEPEUUCICHHBIX B
paszene 6.1.
e BripaxkeHHas nenpeccus U/WiH CyuIuAaIbHbIe MBICTH (CM. pa3zaensl 4.4 u 4.8).

4.4. OcoOble ykazaHusl M MepPbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

OddexkTuBHOCT,  TATUHTEpdEepoHa  Oera-la  mpu  TMOAKOKHOM  BBEACHHUH  ObliIa
MPOJIEMOHCTPHUPOBAHA B CPaBHEHUH ¢ Iare00. JJaHHbIe MPSMBIX CPABHUTEIHHBIX UCCIICOBAHMIA
3
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00 spdexTrBHOCTH M3rMHTEPQEPOHA O€Ta-1a B cpaBHCHMN ¢ HEREIMAMPOBAHHEIMMHTER(EPOHOM

66Ta, a TAKXC Yy MallMCHTOB, NCPCBCACHHDLI

JI€YCHUS] HENETWIINPOBAHHBIM HHTEPPEPOHOM OeTa, OTCYTCTBYIOT. DTO HEOOXOJMMO YUUTHIBAThH

IpY TIepexo/ie C NETIMPOBAHHOTO HHTEPPEPOHA Ha HEMETHIIMPOBAHHBIN U HA00OPOT (CM. pa3nen

5.1).

OTtcnexxuBaHue

Jlns oTcnexuBaHMS OMOJIOTHUYECKHUX IPETapaToB CIEAyeT 3alrCchiBaTh HAUMEHOBAaHHE U HOMEP

CepuH MPHUHSITOTO Mpernapara.

[TopaxxeHue IeYeHU

Ha ¢one npumenenuss npemapatoB HHTepdepoHa Oera OBUITM 3aperuCTPUPOBAHBI CIIyYau
NOBBIICHUS AKTUBHOCTH II€YCHOYHBIX TPAHCAMHUHA3 B CHIBOPOTKE, IENAaTUTAa, ayTOMMMYHHOTO
rernaTuTa ¥ peliko — TSHKeNol eueHOYHOH HegocTarouHocTH. [Ipu npumenennu nmaruatephepoHa
Oera-la HaOmIOAAMMCH Cilydyad MOBBIIMIEHUS AKTUBHOCTU IEYEHOUYHBIX (epMeHTOB. IlanueHTs
JOJDKHBI  HaXOMUTHCS TOJ HAOJMIOAEHUEM Ui CBOCBPEMEHHOI'O BBISBICHUS CHMIITOMOB
MOPaKEHUsI TIeUYeHU (CM. pazzen 4.8).

EGHQGCCH}I

[IarunTepdepon Oeta-la crnemxyer BBOJUTH C OCTOPOKHOCTBIO MTAIIMEHTaM, Y KOTOPBIX OTMEYEHBI
JETPEeCCUBHBIC paccTpoiicTBa B aHamHe3e (cM. pasmen 4.3). [lempeccus damie BCTpedaeTcs y
MAIIMEHTOB C PACCESTHHBIM CKJIEpO30M H Ha (hoHe mpuMeHeHust nHTepdepoHa. [lannentam cnemxyer
PCKOMCHAOBATL HCMCIJICHHO COOGH.I&TB O CUMIITOMAx ACHpCCCUu I/I/I/IJII/I CYyHUIIUAAIBbHBIX MBICIAX
CBOEMY JieUalleMy Bpauy.

Bo BpeMms Tepanuu npenapaToMm ciaeayeT TIIATEIbHO KOHTPOIMPOBATH TALUEHTOB C IENIPECCUen U
Ha3HAYaTh MM COOTBETCTBYIOIIEE JieueHHe. B TMOMOOHBIX Cilydasx CIEAyeT paccMOTPETh
1eJ1eco000pa3HOCTh OTMEHBI AruHTEpdepona 6eta-1a (cMm. paznen 4.8).

Peaknyu runepuyBCTBUTEIEHOCTH

Cepbe3Hble  peakUMW THIIEPUYYBCTBUTEIBHOCTH, BKIIOYas aHA(QUIAKTHUYECKHE PEaKIIUH,
PETUCTPHUPOBAIM B PEAKHX CIIydasX KakK OCJIOXXHEHHE Tepamuu MHTep(EepoHOM OeTa, BKIIOYAS
mrunTeppepon Oeta-la. IlamueHt nomkeH ObITh NMPOMH(GOPMHUPOBAH O TOM, YTO B Clyyae
pa3BUTHA aHA(DMITAKTUYECKON PEeaKIUK W TSHKETIOH PeaKkIMy THIEePIyBCTBUTEILHOCTH CIIEIyeT
NpeKpaTUTh MPUMEHEHHE MIruHTepdepona 6era-1a u HeMeAIeHHO 00pPaTUTHCS 32 MEAMIIMHCKOM
nomoinbo. [Ipogomkates Tepanuio maruHTepdepoHom Oera-1a He crneayert (cM. pazzaen 4.8).

Peakimn B MecTe MHBEKIIMKU

[Ipu monkoxHOM BBelleHUM WHTep(depoHa O0eTa OTMEUaIUCh CIIydau Pa3BUTHs PEaKIMil B MECTE
WHBEKLIHH, BKIKOYAs HEKPO3 B MECTE MHBEKUMH. IS CBEIEHUS 10 MUHUMYyMa pUCKa Pa3BUTHUS
peakiuii B MECTe MHBEKIUH, MallUCHTOB HEOOXOIUMO MPOUHCTPYKTHPOBATH O HEOOXOIUMOCTH
BBEJICHUSI TIpermapara ¢ coOmtoneHueM TpeboBanmii acentuku. CleayeT NEpUOANYECKH
KOHTPOJIMPOBATh CaMOCTOSITEIbHOE BBEACHHE TIpermapara IMalMeHTOM, OCOOCHHO ecCiu
PETUCTPUPOBAIUCH PEAKLIUM B MECTe MHbEKUMU. Ecii y mamueHTa nosBUIOCH IMOBPEKICHUE
KOKH, KOTOPOE MOXET COMPOBOKAATHCS MPUITYXJIOCTHIO UJIN MOSBIICHUEM KUJIKOTO OTAEISIEMOTO
U3 MeCTa MHBEKIMH, TO MAIHEHTY CIeAyeT oOpaTuthbcs K Bpady. [Ipw MOAKOXKHOM BBEACHHUH
mruaTepdepona 6era-1a B paMKax KIMHUYECKOTO MCCICIOBAHUS y OJHOTO IMAIMEHTa Pa3BUIICS
HEKpPO3 B MECTE HHBEKIMHU. PemieHue O NnpekpalleHUH Tepanuu BCIEACTBUE NOSBICHUS
€IMHCTBEHHOT'0 YYacTKa HEKPO3a Ha KOXKE 3aBUCUT OT BEJIMUYMHBI HEKpo3a (cM. pasnen 4.8).

CHikenue uncia GOpMEHHBIX SJIEMEHTOB niepudeprudeckoll KpoBU
VY manweHToB, MOJMydYaBIIMX HHTEpGEpoH OeTa, OBUIO OTMEYEHO CHIKCHHE 4YHCIa JIF0OBIX
(OpMEHHBIX 3JEMEHTOB Nepudeprudeckoil KpOBU, BKJIIOYAs PEIKHE CIy4ad MAHIIUTONEHUU U

4
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TSDKENoK TpomOouuTonenuu. Ilpu npumeneHun mruptepheponn Qekar 19| FaKmke O REHANHCH
Clly4ad LUTOIIEHUH, BKIIIOYAsl PEAKUE SBIICHU €JI0H HeWTpolleHHH U TpomdouuToLeHuH. Ha

¢oHe edeHnss He0OXOIMMO KOHTPOINPOBATh HAJTMYHE Y MAIlEHTA MPOSIBICHUN CHIDKECHHS YNCIIa
(OpMEHHBIX 3JIEMEHTOB Iepudeprueckoil KpoBu (cM. pazzen 4.8).

Hapynierne co cTOpOHEI MOYEK ¥ MOYSBBIBOJIAIICH CUCTEMBI

Hegpomuueckuii cunopom (knacc-agpgexm)

[Ipu neuenun mpenaparamu HHTEpPepoHa OeTa OTMEUEHBI CIydau pPa3BUTHUS HEYPOTHUECKOTO
cuHIpoMa Ha (oHe pa3nuuyHbBIX HedpomaTHi, BKIOYAs CKICPO3UPYIOMHUH, (OKaIbHO-
cerMeHTapHbId  TioMepysiockiepo3 (OCIY), munowmansii Hedposz (JIH), memOpano3HO-
nposnpepatuBHbii riomepynonedgput (MIII'H) u mem6panosnyto rmomepynonaruto (MI'TI). Otu
SIBJICHHSI PETHCTPHPOBAJIMCH HAa PA3HBIX dTalax JICYSHUSI U MOTJIM BOZHUKATh Yepe3 HECKOIBKO JIET
nocJie JeueHus: uureppepoHom 6era. PekomenayeTcst nepuoandeckoe o0cae10BaHUE MAIUEHTOB
C UENBI0 BBISABICHHUS PaHHUX MPU3HAKOB WJIM CUMIITOMOB, HAI[PUMEpP, OTEKOB, MPOTCHHYPHH H
HapymeHus QyHKIMHA 0YeK, 0COOEHHO y MAIlEHTOB C MOBBIIICHHBIM PHCKOM ITOPAXKEHUS TOYCK.
TpeOyeTrcss CBOEBPEeMEHHOE JIeYeHHWE HEPPOTHUECKOTO CHHIPOMA, a TaKKe OICHKa
11e51eco00pa3sHOCTH MPEKPAIIeHUs Tepanuy IruHTepdepoHom Oera-1a.

Taocenas noveunas He0OCMamoyHOCMb
[Iruarepdepon Oera-la MPUMEHSIOT C OCTOPOXKHOCTHIO Y TMAIMEHTOB C TSDKEIOW TMOYEHYHOMN
HEJOCTATOYHOCTBIO.

TpomboTtuyeckas mukpoanruonatus (TMA) (knacc-3ddexr)

[Ipu npumeHeHUH npernapaToB HHTEpdepoHa O6eTa 3aperucTpupoBansl ciydan TMA (B TOM 4uciie
U C JICTAIIBHBIM HCXOJIOM), MPOSIBISBIINECS B BUIE TPOMOOTHUECKOW TPOMOOLMTOIEHUYECKOM
nyprnypsl  (TTII) unu remomutudeckoro ypemuueckoro cuuapoma (I'YC). Dtu  sBieHuHs
PErUCTPUPOBATIUCH HA PA3HBIX ATANax JEUEHUsI, U MOTJIM BO3HUKATh Ye€pe3 HECKOJIbKO HEJeb WU
JIeT MOocje Hayayla jedeHus uHTepdepoHoM Oera. PaHHME KIMHMYECKHE NMPU3HAKH BKIIOYAIOT
TPOMOOIIMTONCHUIO, BIIEPBBIC PA3BUBLIYIOCS apTEPHAIbHYIO TUIEPTEH3UIO, JIHMXOPAJKY,
CUMITOMBI MOPAYKEHUSI LIEHTPAIbHON HEPBHOM CUCTEMbl (HalpUMeEp, CIIyTaHHOCTb CO3HAaHMS,
napesbl) U HapylleHue (yHKIMU nouek. JlabopaTtopHble nposBiIeHUs, XapakTepHbie it TMA,
BKJIIOYAIOT CHI)KEHHME 4YHCIIa TPOMOOIMTOB, MOBBIIICHHME AKTHUBHOCTU JIAKTATIEIHIPOTeHa3bI
(JIAT) BcmenacTBhe reMoiiM3a W MIMCTOIUTO3 ((hparMeHTaIusi 3pUTPOLMTOB) B MasKe KPOBH.
[TosToMy, mnpH BBISIBICHUM KIMHUYECKUX TMpuU3HakoB TMA, peKoMeHayeTcsi MpPOBECTH
JOTIOTHUTENIFHBIC HMCCIEIOBAaHUS YUCiIa TPoMOOUUTOB, KoHIeHTparuu JIJII', Ma3koB KpoBu u
¢bynkunn movek. Ecnu nmuarno3 TMA moarBepkneH, TpeOyeTcss HEMENJICHHOE MPeKpalieHue
Tepanuy MmrunTepdepoHoM Oera-1a u 6e30TinararenabHOE JeueHue (BKI0Yas miasmadepes).

V3meHeHus 1a00paTOPHBIX MOKa3aTenen

Tepanust uaTephEpOHAMU CONTPOBOKAACTCS U3MEHEHUSIMH J1a00paTOpHBIX Mokasareneit. [lomnmo
CTaHJAPTHBIX JIAOOPATOPHBIX TECTOB, KOTOPBIE OOBIYHO BBINOIHSIIOT Y MAI[IEHTOB C PACCESIHHBIM
CKJIEpO30M, Nepe] HayalloM Tepamnuu IMITUHTepdepoHoM Oera-la, peryssipHO MOcCie Hadajia
Tepanuy U Jajgee NepUuoJUYecKd (MPH OTCYTCTBUU KJIMHUYECKUX CHMIITOMOB) PEKOMEHIYETCs
BBITOJIHATH MOJHBIN KJIMHUYECKUH aHAINW3 KPOBU C MOJCUETOM (DOPMEHHBIX 3JIEMEHTOB KPOBH,
BKJIIOYAsl YMCIO TPOMOOIMTOB, OMOXMMHUUYECKHI aHAJIN3 KPOBH, B TOM 4HCI€ (DYyHKLIHMOHAIbHbIE
neuyeHOYHbIe TPoOKI (HampuMep, Ha OIpeaesieHre YpoBHS acmapTaramMmuHoTpancdepassl (ACT),
anmanmHaMuHOTpaHcamuHasbl (AJIT)).

[Manentam ¢ Muenocynpeccuell MOXeT IMOoTpedoBaThcs 0ojiee MHTEHCHUBHBIH MOHUTOPHHT
HoKa3aresel KIMHUYECKOro aHalln3a KPOBHU C IMOACYETOM YHuciia (POPMEHHBIX 3JIEMEHTOB KPOBU U
qrciaa TPOMOOIUTOB.
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Hapyuienns co cTOpoHbI IMTOBHIHOM JKele3k (NOCNEOOBATENEBHOCTE 0003)

[Ipn nmpuMeHeHUU TpenapaToB UHTEPPEPOH

Ouenky GyHKIOUM IIATOBUAHON JKele3bl PEKOMEHAYETCS MPOBOAMTHL M0 KIMHHUYECKUM

MOKA3aHUsIM, a MAlUeHTaM ¢ TUCHYHKITUEH IMHUTOBUIHOM jKeTe3bl B aHAMHE3€ - PEryJISIPHO.

ONUICNTHYECKUE TPUCTYIIBI

[Ibruntepdepon Oeta-la HEOOXOAMMO MPHUMEHSATH C OCTOPOXKHOCTBIO Y TALMEHTOB C
AMMICNTHYECKUMH MPUCTYTIAMHU B aHaMHe3e, y MAIMEeHTOB, MOy YarOIINX
NPOTHBOAMIICITUYECKUE TIpernaparbl, OCOOEHHO €CIU MPHEM IMPOTUBOIIMMICTITHICCKUX
MpenapaToB He 00ECTICUNBACT aICKBATHBIN KOHTPOJIb AIHICTICHH (CM. pasnen 4.8).

3aboseBaHus cepana

Ha pone npumenenus nuarepdepona 6era HabIIOTATMCh CITyYan yXyAIICHUsI 3a00JI€BaHUs ceplia.
YacroTa cepieuHO-COCYJUCTHIX SIBJICHUN OblIa CXOXKell MpU MPUMEHEHUH MITUHTepdhepoHa OeTa-
la (125 mMkr xaxaple 2 Henmenw) u miuanebo (7% B kaxaol rpymme). B xome ocHoBHOTro
kiuHuueckoro wuccinenoBanuss ADVANCE He 3apeructpupoBaHO CEpPhE3HBIX CEPECUHO-
COCYAMCTBIX SIBICHUH Y MalMEHTOB, MOJy4yaBIIMX MAruHTepdepon Oerta-la. Tem He MmeHee,
HEOOXOJUM TIOCTOSTHHBIA KOHTPOJb 3a MAIIMEHTAMHU C TSOKEIbIMH 3a00JCBaHUSMHU Cep/la B
aHaMHe3e, TAKUMHU KakK 3aCTONHas cepJieuHas HEeIOCTaTOYHOCTh, UIlleMUYecKasi 00JIe3Hb cepAla
WIH apUTMUSI, JUISI CBOEBPEMEHHOTO BBISIBIICHUS BO3MOXKHOT'O HapacTaHUS TSKECTH CHMITTOMOB,
0COOEHHO B HaJaJie Teparuu.

NMMYHOTr€HHOCTD

[Tpu neuennn mIruHTEpPEpoHOM OeTa-1a y nalMeHTOB MOTYT MOSIBUTHCS aHTUTENA K IIpenapary.
[Ipu AMUTENPHOCTH TEpanuu MOAKOXKHON (opmoil maruntepdepona Oera-la mo 2 et ObUTH
OTMEYEHBI Cllyyau MOSBJICHHUS NEPCUCTUPYIOIMX HEHUTPAIM3YIOUIMX aHTHTEN K HHTep(epoHy
Oera- la B cocraBe maruHTepdpepona Oeta-la (menee 1%, 5 ciaywaeB Ha 715 manueHTOB).
Heiirpanu3syromue aHTUTENNa MOTYT CHU3UTh 3G (GeKTUBHOCTh Tepanuu. OnHako GpopMHUpOBaHUE
aHTUTEN K UHTEp(EpOHY, BXOAIIEMY B COCTaB MITMHTEpdepoHa 6era-1a, He oKa3aio OYEBUIHOTO
BIUSHUS Ha 0e30MacHOCTh W 3G(HEKTUBHOCTh MAITrMHTEpdEepoHa Oera-la, XOTS JOCTOBEPHOCTH
IPOBEIEHHOTO aHaJIN3a OrpaHHuYeHa BCIIEICTBIE HU3KONH HIMMYHOT'€HHOCTH Tpernapara.
[TosiBneHne NepCUCTUPYIOIIMX aHTUTEN K MErHIMpYoIeMy KOMIOHEHTY NMAruHTepdepoHa dera-
la ObUTO 3aperUCTPUPOBAHO y TpeX MpoLeHTOB mauueHToB (y 18 u3 681). B mpoBenenHom
KJIMHUYECKOM HCCIEIOBaHMM (OPMUPOBAHUE aHTUTEN K HNETWIMPYIOLIEMY KOMIIOHEHTY
mruarepdepona o6era-la He 0ka3zaao BUAMMOIO BIUSHUS Ha 0€30MacCHOCTh WK 3PPEKTUBHOCTD
(B TOM YMCIIE CPETHETOI0BYIO YacTOTy OOOCTPEHHH, MOSBICHHE OYaroB MO JaHHBIM MAarHUTHO-
pesonancHoi Tomorpaduu (MPT), mporpeccupoBaHie HHBATUIN3AINN ).

[leyeHOUYHAsI HEIOCTATOYHOCTD

[TaruenTamM ¢ TsDKEIOW TEUEHOYHOM HEJOCTATOYHOCTHIO IATHHTEphEepoH OeTa-la ciemyer
Ha3HAa4YaTh C OCTOPOXKHOCTHIO M TIIATEIHHO KOHTPOJIMPOBATH €ro mpuMeHeHue. HeoOxommmo
NEepuoIMYecKd 00CIeI0BaTh MAIMEeHTOB Ha HAJMYMe CHUMIITOMOB IMOpakeHus nedeHu. Kpome
TOTO, CIIEyeT C OCTOPOKHOCTHIO MIPUMEHATh HHTEP(EPOHBI Ha (POHE COIMYTCTBYIOUIETO JCUCHUS
JPYTUMH IIperapaTaMu, CIOCOOHBIMU BBI3bIBATH OpAXKEHHE TeUeHH (CM. pasaen 4.8. u pasznen 5).

ConepxxaHue HaTpus
Jannblii mpemapaT coaepKuT MeHee 1 mmons (23 mr) HaTpus Ha 125 Mkr maruaTepdepoHa dera-
la, TO ecTb, 10 CyTH, HE COIEPIKUT HATPHUSI.

4.5. B3aumoneiicTBMe ¢ JPYrHMH JIEKAPCTBEHHbIMH IMpenaparaMd W JApyrue BHIbI
B3aUMOJAeHCTBUSA
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HUccnenosanus B3anMoIeHCTBUM npenapaTa rprunTepdepona Gerasla u mpymMK| IeKapcTBERHbIX
MpenaparoB HE MPOBOJUIIHUCE. COFHaCHO KJIMHUYCCKUM [IaHHbIM, HALUCHTbl C PACCESHHbIM

CKJIEPO30M MOTYT TIIOJlydaTh COYETaHHYIO Tepamuio IoruarepdpepoHom Oera-la u
[JIIOKOKOPTUKOCTEPOUAaMU BO BpeMst oOocTpeHuil 3aboneBanHus. VHTephepoHBI MOHMKAIU
aKTHBHOCTH (DEpMEHTOB cUCTeMBbI ITuToXpoma P450 nedenn y yenoBeka u )KkMBOTHBIX. ClieayeT ¢
OCTOPOXKHOCTBIO HPUMEHATHh IMArHHTEpdepoH Oera-la B KOMOMHAIMM C JIEKapCTBEHHBIMH
npernaparamMy ¢ Y3KMM TEPareBTUUYECKIM HHIEKCOM, Y KOTOPBIX KIMPEHC CYIIECTBEHHO 3aBHCUT
oT cucTeMbl 1uroxpomMa P450 meueHw, Hampumep, ¢ HEKOTOPBIMH  KJIacCaMH
HPOTHUBOSIMIICTITHYECKUX CPEJCTB M aHTHCTIPECCAHTAMH.

4.6. DepTUIBLHOCTDH, 0EPEMEHHOCTb U JIAKTALMS

bepemeHHOCTD

Bonbmioit 06beM maHHBIX 0 OepeMeHHBIX keHmuHax (6omee 1000 mcxomoB OepeMEHHOCTH) U3
PETHCTPOB U TMOCTPETHCTPAIMOHHOTO OMBITa MPUMEHEHHUS CBUICTEIHLCTBYET 00 OTCYTCTBUU
MOBBILIIEHHOT'O PUCKA CEPhE3HBIX BPOXKIEHHBIX TOPOKOB Pa3BUTHS IIPU IPUMEHEHUHU HHTEpPepoHa
Oera B MEpHOJ 10 3a4aTvs WIH B MEPBOM TpumecTpe OepemeHHOCTH. OIIHAKO, NIUTEILHOCTD
NPUMEHEHHUS B IEPBOM TPUMECTPE TOUHO HE U3BECTHA, T.K. JaHHbIE ObUIM MOJyYEHBI B MEPHO]I,
KOTJa NmpuMeHeHHe uHTepdepoHa Oera BO BpeMs OCpEeMEHHOCTH OBUIO NMPOTHUBOINOKA3aHO, H
JICYCHHE, CKOpEe BCEro, MPEKpamaioch, Korma OepeMEeHHOCTh Oblla BBIABICHA H/WIH
noareepkaeHa. ONbIT MPUMEHEHHS BO BTOPOM M TPETHEM TPUMECTPAX OYCHb OTPaHUYCH.
HccnenoBanust penpoIyKTUBHOW TOKCMYHOCTH Ha KUBOTHBIX (CM. paszzeln 5.3) CBUACTEIbCTBYIOT
0 HAJIMYUH TOBBIIIEHHOT'O PUCKA CIIOHTaHHOTO abopTa. Meromuiics 00beM JaHHBIX HE MTO3BOJISIET
aJIecKBaTHO OILIGHUTh PUCK CIIOHTAHHOTO abopTa y OEpeMEHHBIX >KCHIIUH IpU NPUMEHEHHUH
uHTepdepona 6eTa, OHAKO, 3TH JaHHBIE HE CBUICTEIHLCTBYIOT O HAJTMYUU TOBHIIIIEHHOTO PUCKA.
[Ipumenenue maruaTepdepona Oera-la Bo Bpemsi OEpEeMEHHOCTH MOXKET OBITh PACCMOTPEHO
UCXO0JIs U3 KIIMHUYECKOH HEOOXOMMOCTH.

Jlakranus
JlocTymHbIe OTpaHWYCHHBIE JaHHbIE O MPOHUKHOBEHUU MHTEepdepoHa Oeta-la/myrunrepdepona

Octa-la B TpyaHOE MOJOKO, a TakXe XHUMHYECKHE/(PU3NOIOTHIECKUE XapaKTePUCTUKHU
uHTepdepona 6era-la/myruntepdepona Oera-1a, MO3BOIAIOT MPEANOT0KHUTH, YTO KOHLIEHTPALHS
uHtepdepona Oera-la/myruarepdepona Oera-la, BBIIETAEMOTO C TPYIAHBIM  MOJIOKOM,
He3HauuTenbHa. HebnaronpusTHOro BIMSHUA Ha HOBOPOXKIECHHOTO (pebeHKa), HaXOqAIIerocs: Ha
IpyIHOM BCKapMITUBAHHH, HE 0XKUACTCSI.

[IsrunTtepdepon Oeta-la gomyckaercsi IPUMEHATH B IIEPHOJ TPYAHOTO BCKAPMIIMBAHUSL.

DepTUIbHOCTD

JlanHble 0 BIUSHUM IATUHTEpdepoHa Oera-la Ha (QepTHIBHOCTH YEIOBEKAa OTCYTCTBYIOT. Y
KMBOTHBIX aHOBYJIATOPHBIE 3(h(HeKTH HAOIIOJATNCh IPH BBEJCHNH Npernapara B OYeHb BHICOKHX
no3ax (cM. pazaen 5.3). [lanHble 0 BIUSHUM MArHHTEpdepoHa 6era-1a Ha GepTUIBLHOCTH CaMIIOB
OTCYTCTBYIOT.

4.7. Bausinue Ha CNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeACTBAMM M PadoTaTth ¢
MeXaHU3MaMu

[Ibrunatepdepon Oera-la He oOKa3zpiBaeT MO0 OKa3bIBa€T  HECYIIECTBEHHOE BIIMSHHE Ha
CHOCO6HOCTB YHOpaBJIATh TPAHCIIOPTHBIMU CPCACTBAMU U paGOTaTB C M€XaHU3MaMHU.

4.8. He:xkenaTesibHbIE peaKIIUU
Pesrome mpoduiist 6e3onacHOCTH
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Haunbonee gacTbiMu (KOTOPBIE ITPU 3TOM BCTPEYAITUCE [FANIE, | HEM JIPH [TEPHMEHEHHAHIIANe00)
HCIKCJIIATCIbHBIMH  JICKAPCTBCHHBIMU  PCaK HOM — HPpUMCHCHUHN
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mruaTepdepona 6era-la B mo3e 125 MKr Kaxasie 2 Heeau, ObUIH dpUTEMa B MECTE€ WHBEKIIHH,
IpUNNONONO0HBIA CHHAPOM, JIMXOpaJKa, TOJOBHAs 00Jib, MUAITUs, O3HOO, OONb B MecTe
WHBEKIINH, aCTCHHUSI, 3yl B MECTE WHBEKITUH, apTPAJITHS.

Haub6ounee vacroit HJIP, mpuBenieii k oTMeHe Tepanuu m3ruarepdeponom 6eta-1a B noze 125 Mkr
MOJKOXKHO KaKJIbIe 2 HeJeH, ObUT TPUMIONO00HbIH cuHIpoM (<1%).

TabauvHOe pe3roMe HeKeNaTeIbHBIX PeaKIIHi

B xome knmHWYECKHMX wucCcienoBaHuii 1468 marmeHToB moydasm maruHTepdepon Oera-la
MOJAKOXKHO B TeueHHe 278 Henmenb (oOmias SKCHO3WIMS SKBHUBaJICHTHA 4217 manueHTo-JieT).
1285 manueHToB TOJyYaJld TEpanuio MIruHTepdepoHoM Oeta-la B TeueHHWE, KaK MHUHUMYM,
1 rona, 1124 nauueHToB, KaK MUHUMYM, B TedeHue 2 jer, 947 manueHToB, KaKk MUHUMYM, B
TeueHue 3 neT u 658 marueHToB, Kak MUHUMYM, B TedeHue 4 jeT. ConocTaBuMbIe JaHHBIC OBLITH
MOJly4eHbl B XOJIe TUIANE00-KOHTPOIUPYEeMOl (a3bl paHAOMU3UPOBAHHOTO HCCIEIOBAHUS
ADVANCE, nnuBmietics 1 rog 1 HEKOHTPOJIUPYEMO# (a3bl TOTO K€ MCCIICIOBAHUS, JJTUBIICHCS
emte 1 rox, a Taxke npoayeHHoro uccaenoBanus rmo 6e3omnacHoct ATTAIN (manueHTs HomyJyanu
TEpanuio MpernapaTom 10 4 JeT).

B tabnuie 2 Huxe npuBeaeHb! 0000eHHBIE nanHble 0 HJIP, gare BRISBISBIINXCS Y MAIIUEHTOB,
KOTOPBIM TOJIKOKHO BBOJIUIIU IMAITUHTEPEpOoH OeTa-1a B o3¢ 125 MKr kaxasie 2 Henenu (n=512),
B CPaBHCHHMH C TAIlMEHTaMH, ToiydaBimumu mianedo (n=500) B TeueHue 48 Henenb, a TaKXKe
JAHHBIE OCTPErUCTPALIMOHHOTO TPUMEHEHHS.

HJIP npencraBiensl B BUE NPeANOYTUTENbHBIX TepMUHOB MedDRA, pacnipeneneHHbIX 110 Kaccy
cucreM u opranoB MedDRA.

Yacrora HJIP, npuBeAeHHBIX HIKE, ONIPEACIISIIACh COOTBETCTBEHHO CIICAYIONIEH KiTacCU(PUKAIIIN:
oueHb vacto (>1/10)

gacto (>1/100, HO <1/10)

HevacTo (>1/1000, Ho <1/100)

penxo (>1/10 000, vo <1/1 000)

oueHb penko (<1/10 000)

4acTOTa HEU3BECTHA (Ha OCHOBAaHUY UMEIOIIUXCS JaHHBIX OIIEHUTh HEBO3MOYKHO).

Tabanna 2. HexkenateabHble peakiuy IPH NPUMEHEHNH ITHHTepdepona Gera-1a

CucremHo-opranublii kjace | He:kesiatesibHasi peakuus Yacrora
Hapymenust co  CTOpOHBI | TPOMOOIMTONCHHUS Heuwacto
KpOBU ¥  JMM(ATHYECKOH | TpoMOOTHYECKAsS MUKpoaHruomnarus, | Penko
CUCTEMBI BKJIIOYast TPOMOOTHUYECKYIO

TPOMOOIIUTONIEHUYECKYIO

MypIypY/TeMOJIIMTHUECKUI ypPEMUYECKUI

CUHIpOM™
Hapymienust co  CTOPOHBI | aHTHOHEBPOTUYECKUN orek, | Hewacro
MMMYHHOU CHUCTEMBI TMIIEPYYBCTBUTEIBHOCTD

aHa)UIAKTHIECKUE peaKiuy’ Yacrora

HEU3BECTHA

[Tcuxuyeckne HapyIICHUS JENIPECCHsT Yacto
Hapymenust co  cTOpoHBI | roJOBHas 60JIb OueHb yacTo
HEPBHOM CHUCTEMBI SMUJIENTUYECKUE TPUCTYTIBI Heuacro
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Hapymenust co  CTOpOHBI | JierouHas ap epnaﬂbﬂaa-mnpprg:glgﬂi [E 1+ HenseoTHo! |
JBIXaTEIbHON CUCTEMBI, :
OpraHOB TPYAHOW KIETKH H

CpEelOCTEHUS

KenynouHo-KuIieuHsle TOLIHOTA, PBOTA Yacto
HapyLIECHUs

Hapymenus co  CTOPOHBI | AIONENHS, 3y Yacto

KOXXH Y ITOJKOYKHBIX TKAHEH | KpamMBHUIIA Heuacro
Hapymienust co  CTOPOHBI | MUAITHs, apTPAITUs Ouenb yacto

MBIIIICYHON, CKEJIETHOM |
COCIMHUTEILHOM TKaHeH

Hapymiennst co  cTOpoHBI | HEHPOTHUESCKUN CUHIPOM, Penxo
IMO4YCK UM  MOUYCBBIBOAANIUX | TTIOMCPYJIOCKIICPO3
nyTen
O6mme HapyUIEeHUs U | TPUMINONOAOOHBI  CHHAPOM, JHXOpajaka, | OueHb 4acTo
pCaKknuu B MCCTC BBCICHUA 03H06, SpuTcMa B MCCTC HHBCKIHU, 60.Hb B

MECTe HHBEKIMH, 3yJ B MECT€ WHBEKIIHH,

aCTEeHHUS

rUnepTepMus,  BocnajieHue B MecTe | YacTo

WHBEKIMH, O00Jb, TeMaToMa B  MECTE
WHBEKIAH, TPUNYXJIOCTh B MECTE WHBEKIINH,
OTEK B MECTE€ MHBEKIIUH, BLICHIIIAHUS B MECTE
WHBEKIUH, OIIYIIEHHEe TeIla B MECTE
UHBEKIMHY, U3MEHEHHE IIBETa KOXHU B MECTE

WHBEKIUU
HEKpPO3 B MECTE MHBEKLIUU Penko
Jlaboparopubie U | NIOBBILIEHUE akTUBHOCTH | YacTo
MHCTPYMEHTAJIbHbIE JaHHBIE | alaHMHAMUHOTpaHchepassbl, MTOBBIIICHHE
aKTUBHOCTH  acmapTaTaMHHOTpaHcdepassbl,
MTOBBIIICHHE AKTUBHOCTH ramma-

rIyTamMuiaTpancdepasbl, CHUKCHHE YHCIA
JIEUKOIIUTOB,  CHUXEHHUE  KOHLIEHTpAIUU
reMOrJIO0MHA, MOBBIIIIEHUE TEMIIEPATyPhI T

CHIDKEHHE YHCIIa TPOMOOIIMTOB Hevacrto

* Knacc-addexr s unTepdepoHoB Oeta (cM. paznen 4.4).

t Knacc-s¢dexr s uureppepoHoB (cM. Hmke noapasen «JIerounas aprepuanbHas THICPTCH3U).
$ Knacc-sQext ayis uHTEpPEPOHOB.

! HesxenatenbHple peakinm, HAOIIOJABUIMECS TOJBKO B TIOCTPETHCTPAIIMOHHOM MIEPHOJIE.

Onucanue OoTAEILHBIX HEXKEIATEIbHEIX PEAKIITHI

I punnonodobuwvle cumnmomul

['punmonono6HbIN cuHApOM oT™Mevanu y 47% manueHToB, NoJy4YaBIINX MIruHTepdepoH oera-la
B no3e 125 Mkr kaxzaele 2 Hexenu, U y 13% mnanumeHToB, monyyaBIIuX Iutane6o. Yacrtora
TPHUMTIONOI00HBIX CUMIITOMOB (HampuMep, TPHUMIONOJ00HOE COCTOSIHUE, 03HOO, THIIEPITUPEKCHS,
MBILIEYHO-CKeJIeTHast 00JIb, MUAIITHSL, OOJIb U JINXOpaaKa) ObuIa HauOOJbIIEH B HaYalIe TeParuu 1
00OBIYHO CHMIKATAch B TeYeHHE MEPBBIX 6 MecsieB. 90% OTMEUEHHBIX CIy4YaeB TPHUMIONOA00HBIX

9
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CHMIITOMOB OBLIM JIETKMMH WM CPEIHUMH 1@ CBOEH THmecTh g 0nmio fepydaen (perucrpanum
IPHUIIIONOA00HOIO0 CUMITOMA KaK CEPhE3HOM cnatcnbHOW peakunu. McHee 1% nanucHToB,

=

MOJTy4YaBIIUX TMATUHTEPPEPOH OeTa-1a Bo BpeMs Mm1anedo-KOHTPOTHPYEMOi (a3bl UCCIIeTOBAHMS
ADVANCE, npekpaTuiy Tepanuio BCJIEACTBHE TI'PUIMONONO0HBIX CHUMOTOMOB. B OTKpbITOM
UCCJIEIOBAaHHH, Y TAI[UEHTOB, IEPEBEIEHHBIX C TEPANUU UHTEpPEepoHOM OeTa Ha MIruHTepdhepoH
Oera-la, oneHMBAIM BpeMs Hayala W MIPOAOIDKHUTEIBHOCTh NPO(PUIAKTHUYECKOTO JICUCHHS
rpUnmnonogo0HeIX cuMOTOMOB. CpeiHee BpeMs Hauasa MOsBICHHSI TPUIIIONOJ00HBIX CUMIITOMOB
o6buto 10 vacoB (MEXKBapTWJIBHBIM pasmMax OT 7 1o 16 4YacoB) mocie MHBEKIHHU, CPEAHSS
MPOJIOJDKUTEIBHOCTD Obl1a 17 4acoB (MEKKBapTHIIBHBIN pa3Max oT 12 10 22 9acoB).

Peakyuu ¢ mecme unvexyuu

Peakiuu B MecTe MHBbEKIIUU (HAIIPUMED, 3pUTeMa, 00JIb, 3yl UJIH OTEK) OBLIN 3apETUCTPUPOBAHBI
y 66% manueHToB, MOJyyaBIIUX MATHHTEpQepoH OeTa-1a B mo3e 125 MKr Kaxkable 2 HElENH, 110
cpaBHeHUIO ¢ 11% manmeHToB, ToJly4aBmIMX Iuianieb6o. DpuTeMa B MECTe WHBEKIMU ObLia
Hanbosee JacToil peakuuend. 13 oTMEUEHHBIX peakiuii, B MeCTe UHbEKIUU 95% ObUTH JerKuMH
WJIM CPETHUMU T10 TsDKECTH. Y oHOTO M3 1468 marnueHToB, moaydaBmux mruarepdepon Oera-la
BO BpeMs KIMHHUYECKHX MCCIECOBAHUM, pa3BUIICS HEKPO3 B MECT€ HHBEKIHH, KOTOPBII
pa3pemmics mociae CTaHJapTHOM MEIMKaMEHTO3HOW TEeparivi.

Hzmenenus akmugHocmu ne4eHOuYHbIX MPAHCAMUHA3

YacToTa ciay4daeB MOBBIIIEHUS AKTMBHOCTH ()EPMEHTOB II€UeHH OblIa BBINIE Yy MAlMEHTOB,
NOJyYaBIIUX IATUHTEpdepoH Oera-la, MO CpaBHEHMIO C YAacTOTOM B Tpymme Iuianedo. B
OOJBIIMHCTBE CIIy4aeB aKTUBHOCTh ()EPMEHTOB INEUYEHU IMPEBBIIAa BEPXHIO I'PAaHUIy HOPMBI
(BI'H) wmenee, uem B 3 pa3a. [loBblmieHHMe aKTHMBHOCTH aJaHMHAMHHOTpaHC(eEpa3bl H
acnapraTaMuHoOTpaHcdepasbl 6onee, ueM B 5 pa3 Boiiie BI'H, ormeuensr y 1% u <1% nanueHTos,
noiay4yaBmux Iwrane6o, u 2% wu <l% mnamueHToB, MOMy4yaBIIMX IATUHTEpdepoH Oeta-la
COOTBETCTBEHHO. COYeTaHHOE MOBBIIIEHUE AKTUBHOCTH ()EPMEHTOB NEYEHW M KOHLIEHTpALUH
OunupyOuHa B m1a3Me KpOBHU HAONIONANOCH y 2 MAIlMEHTOB, Y KOTOPBIX paHee, 10 MOTyYCHHS
mruHTeppepoHa Oera-la B pamMkax KIMHUYECKUX HCCIIEIOBAaHUM, BBISBIECHBl OTKIOHEHMS B
GyHKUMOHANBHBIX Mpobax medeHu. OOa ciyyas pas3pelIwIich TOCIEe OTMEHBI Tepanuu
mruHaTepdeponom dera-1a.

I'emamonocuueckue napyuieHus

CHmwxkeHne umcna JeiikormToB <3,0 x 10°/1  oTMedeHsI y 7% mNalueHToB, MOIY4YaBIINX
mruHTepdepon 6era-1a, u'y 1% naruenTos, monydaBmux mianedo. CpeaHee 4ucio JeHKOIUTOB
0CTaBaJIOCh B MpeJieiax HOPMbI y NAIleHTOB, MOyYaBIINX JiedeHre mruaTepdeponom Gera-1la.
CHIDKEHUE YHClia JIHKOLMTOB HE COMPOBOXKIATOCH MOBBIIICHHBIM PUCKOM Pa3BUTHS WH(EKIIHIA
WIH cepbe3HbIX MHPeKiui. YacToTa MOTEHIMAIbHO KIMHUYECKH 3HAUMMOTO CHIDKEHHS 4ucia
mamponutoB  (<0,5 x 10%/m) (<1%), umcma wmeiTpoduno (<1,0 x 10%/1) (<1%) wu umcna
Tpom6GoruToB (<100 x 10°/1m) (<1%) 6blna cXoxkel y MalMeHTOB, MOMyYaBIIMX IAIHHTEP(HEPOH
Oera-la u momy4aBmux miane6o. J[Ba cepbe3HbIX Clydast ObLTH 3apETUCTPUPOBAHBI Y MAIUEHTOB,
nojlydyaBIIUX MAruHTepdepon Oeta-la: y oxgHoro mnammeHnta (<1%) pa3Buiach TsKenas
TpomGonuTonenus (uuciao tpomdouutos <10 x 10°/1), y apyroro marumenta (<1%) pasBuiach
TsKeas Heiftponenus (uucno Heiirpodunos <0,5 x 10°/1). Y 060MX MaIEHTOB YHCIO KIETOK
KPOBHM BOCCTAHOBMJIOCH TIOCJIE OTMEHBI Tepamuu MiIruHTepdepoHoM Oera-la. HeznaunrtenbHoe
CHI)KEHHE YHCIIa SPUTPOLIUTOB OTMEUEHO Y MallMEeHTOB, MOJyYaBIIUX JI€YEHUE MAITHHTEPHEPOHOM
Oera-la. YacToTa MOTEHIMATBHO KIIMHUYECKH 3HAUUMBIX CITy9aeB CHIDKEHUS YHUCTIa SPUTPOIIUTOB
(<3,3 x 10'%/m) 6B11a cX03Keil y MalMeHTOoB, MONYYaBIIMX MITHHTEpdEpoH OeTa-1a , o CPaBHEHHIO
C MAIMEeHTaMH, TTOTyYaBIINMH Ia1e0o0.

Peam;uu cunepdyecmeumelbHocmu
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Peakuuu runepuyBCTBUTENBHOCTU OBbUIM 3apErUCTpUPQBAHBY ¥ 16%6: HaUHGHIQB; (TIDMYIABIIHX
mruHTepdepon 6era-la B 103e 125 MKT Kariable—2-HeHAe i Hi—t=y—tdYo-Haliie HEO Byr—HOM I aBHHE%

Y 1
mwiane6o. Menee uem y 1% mnanueHToB, MONydYaBUIMX MArUHTEpdepoH Oera-la, pa3BUIIHCDH
CEpbE3HBbIE PpPEAaKUMM T'MIEPYYBCTBUTEIBHOCTU (HAallpUMEpP, AHTMOHEBPOTHUYECKUH  OTEK,
KpalMBHUIA), HO OHU OBICTPO KYIHPOBAIUCH IOCIE MPUMEHEHHS aHTHTUCTAMUHHBIX H/HIIH
[JIFOKOKOPTUKOCTEPOUIHBIX IIpenaparoB. B IMOCTPErncTpalliOHHOM IEPUOAEC IPUMEHEHUS
npenapara mIruHTepdepoH Oera-la cooOmanock 0 Ciydasx pa3BUTHS CEPHE3HBIX PpPEaKIUil
THIIEPYyBCTBUTEIBHOCTH, BKIIIOYAs aHAPHIAKTUUECKUE PEaKINK (YaCTOTa Pa3BUTHSI HEU3BECTHA).

Jlecounas apmepuanvras cunepmen3us

NmeroTcst cooOuieHns o ciydyasix pa3BUTHS JIETOUYHOM aprepuanbHoil runeprensun (JIADY) npu
npuMeHeHnn uHTephepoHoB Oera. O pa3BUTHM TaKUX CIIy4aeB COOOIIAIM B Pa3THYHBIX
BpPEMEHHBIX paMKax, BKJI0Yast MEPHUO/ A0 HECKOJIBKUX JIET II0CJIe Havalla JIeueHus: HHTepepoHoM
Oera.

Buympumviweunwiii nyme 66edenus

B oTkpbITOE mEepekpecTHOE HCCIeNOBaHUE OBbUIO BKIOYECHO 136 TalMeHTOB IS OICHKH
OMOPKBUBAJICHTHOCTH OJHOKPATHOTO MOJKOXXHOTO M BHYTPHUMBIIIEYHOTO BBeACHHUS 125 MKT
mruHaTepdepona Oeta-la y 3m0poBBIX 100poBObIIeB. Hambosee dYacThie HeXenaTelbHBIC
saBieHus (Ha0ogaBIurecs ¢ yactoroit >10% B mo6oi rpymme) B 006a neproaa JieueHus BKII0Yalu
03H00 (35,6% mocne BHYTPUMBILIEUHOTO BBeACHUS U 26,9% 1ociie MoAKOKHOTO BBeIeH!Us ), 00JIb
(22,0% mocne BHYTPUMBIIIEYHOTO BBeleHUs U 14,2% mocie MOAKOKHOTO BBEACHHs), 0OIb B
mecte uHbBeKIMU (11,4% mociie BHyTpuMBIIIeUHOTO BBeAeHUs U 14,9% mociae moAKOKHOTO
BBE/ICHUS), SPUTEMY B MecTe MHBEKIUH (2,3% mociie BHYTPUMBIILIEYHOTO BBeneHUs u 25,4%
MocJie MOAKOKHOTO BBEJIEHUS) U TOJIOBHYIO 0016 (35,6% mocie BHYTpUMBIIIEYHOTO BBEIACHUS U
41,0% mnocne nmoakoxHOro BBeAeHUs). [lociie BHYTPUMBIIIEYHOTO BBEJICHUS YAaCTOTa PEaKlHil B
MecTe nHbeKIMu O0b1a Huke (14,4%), yem nocie noaxkoxxHoro BeeaeHus (32,1%).

[Iporennypus O6wina obHapyxkena y 1/130 (0,8%) yuacTHHKA TOCIe TIOJKOKHOTO BBEICHUS U Y
4/131 (3,1%) yyacTHMKOB TIOCNi€é BHYTPUMBIIIEYHOIO BBEJIEHUS, NPU OSTOM Kakue-In0o
HEe)KellaTelIbHbIC IEKAPCTBEHHBIC PEAKIIMH OTCYTCTBOBAIIH.

Co00011eHNS 0 1M0/103PEBAEMBIX HEKEIATSIbHBIX PEaKIHIX

BaxxHo coo0miare o mo103peBaeMbIX HeXKeIaTeIbHBIX PEaKLUAX ITOCIE PETUCTPALIH IIperapara C
Heabl0  OOeCreYeHUs]  HEMpPEephIBHOTO  MOHHMTOPHHIA  COOTHOUIGHUSI  «IIOJIb3a-PHCK»
JIEKapCTBEHHOTO Tpenapara. MeJUIMHCKUM Pa0OTHUKAM PEKOMEHIYEeTCsl COOOIaTh O JIFOOBIX
HOZI03PEBAEMbIX HEXKENATEIbHBIX PEaKIMAX JICKApCTBEHHOT'O IIperapaTra yepe3 HalMOHAIbHBIC
CHCTEMBl COOOILEHHUS O HEXeNaTeNbHBIX pPEaKUUsAX TOCYAapcTB — wieHOB  EBpasuiickoro
HKOHOMHYECKOTO COI03a.

Poccuiickas @enepanus

®denepanbHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
Anpec: 109012, r. MockBa, CnaBsiHcKast miiomanis, .4, crp.l

Ten.: +7 (495) 698-45-38, +7 (499) 578-02-30

DnekTpoHHas rmoyta: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpMAIIMOHHO-TEJIEKOMMYHHUKALIMOHHOM ceT «HTepHEeT»:
https://roszdravnadzor.gov.ru

4.9. [lepeno3upoBka
CUMINITOMBL: TIEPEIO3UPOBKA MAaJOBEpPOSTHA TMpU JaHHOW (opme BBITyCKa MperapaTa
(TIpeBapuUTENBLHO 3aMOTHEHHBIN IITTPHIT).
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Jleuenue: npu MepeIO3UPOBKE MAMEHTHI MOIYT OBITH (TOCHHTHINBAPOBIHL] | A1 HAOTHO ICH NS, 1
MIPOBEJICHHS COOTBETCTBYIOLIEH MMOIEPKUBAKMHSH-ESPari

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHYeCKHe CBOHCTBA
dapmakoTepaneBTHUECKas TPyIna; IMMYHOCTHUMYJISITOPBI; HHTEP(PEPOHBI.

Kong ATX: LO3AB13

[IsrunTtepdepon Oera-la — 3T0 mHTEpdepoH Oera-la, KOHBIOTMPOBAHHBIA C OIHON JIMHEHHOMN
MOJIEKYJIOH METOKCH-TIOMH(3TUIICHTJIMKOJIB)-O-2-MeTrinponuonanpaeruaa maccon 20000 Jla
(20 x/1a MIIOI'-O-2-MeTUANPONMOHATBAETH ), TIPU 3TOM CTETICHb 3aMEIICHHsI COCTaBIIAET 1 MOIb
noymMepa Ha Moyib Oenka. OOmIast MoJeKyJspHas macca cocraBiser npumepHo 44 klla, u3
KOTOPBIX JI0JIsI OCITKOBBINA 9acTH COCTaBIsET Okojo 23 k/la.

MexaHu3M J1eHCTBUS

Tounblii MexaHuW3M JeiicTBus TAITUHTEpdepoHa Oera-la mpu paccesHHoMm ckieposze (PC)
HensBecTeH. [IarunTepdepon Oera-la cBs3wbIBaeTCs ¢ perentopamu uHTepdepoHa | Tuma Ha
MOBEPXHOCTH KIETOK M 3allyCKaeT KacKaJl BHYTPHUKIIETOUHBIX PEAKIUi, NPUBOAAIIUX K
pPeryJIMpOBaHUIO AKCIPECCHU TEHOB, 3aBUCHUMBIX OT HMHTepdepoHa. buomorunueckue 3¢ ¢heKTsl,
BO3MOXKHO, OIOCPEIOBAaHHBIE MATUHTEPPEPOHOM OeTa-la, BKIIOYAIOT YCHIJIEHHE SKCIPECCHH
MIPOTHUBOBOCTIAJIUTEILHBIX IUTOKWHOB (Hampumep, wHTepaehkuna-4 (MUJI-4), NJI-10, NJI-27),
CHI)KEHHME OKCIIPECCUM IPOBOCHAIUTENBHBIX LUTOKMHOB (Hampumep, WJI-2, WJI-12,
unrepdepona-y, ¢aktopa Hekpo3a omnyxomu o (PHO-0)) w momaBmeHue MuUrpanuu
aKTUBUPOBAHHBIX T-KJIETOK uepe3 remarosHIedanudyeckuii Oapbep; OJHAKO MOTYT OBITH
3aJIeiCTBOBAHbl U JOMOJIHUTENbHbIE MexaHu3Mbl. [lockonbky martodusuonorus PC BbsicHeHa
JUIIb YaCTHYHO, TOUHBIA MEXaHU3M JICUCTBUS TpernapaTa miruaTepdepona 6era-la HeM3BeCTeH.

PapmakoanHamuyeckne 3 HeKTh

[IsrunTtepdepon Gera-la mpencrasnser coOoif uHTEpPepoH Oera-1a, KOHBIOTUPOBAHHBIN 1O N-
KOHIICBOMY aMHHOKHCJIOTHOMY OCTaTKy ajib(})a-aMUHOTPYIIIBI C OJHOW JIMHEHHOW MOJICKYJIOH
MeTOKCHUTIOIuITUIeHT KOs (20 k/1a).

HuTepdeponsl — ceMelcTBO OENKOB €CTECTBEHHOTO MPOUCXOKICHHS, HHAYLUPYEMBIX KIETKaMH
B OTBET Ha OMOJIOTMYECKHE U XUMUYECKHUE CTUMYIIBI, OTIOCPEIYIOT MHOTOUHCICHHBIE KIIETOUHBIC
peakuuu, KJIacCUpUIIpyEMbIe KaK MIPOTUBOBUPYCHBIE, aHTUnponrdepaTuBHbIE,
uMMyHOMOAyHpyromume.  DapmakolordndecKkue  CBOMCTBa  mATHHTepdepoHa  Oera-la
COTJIACYIOTCSI CO CBOMCTBaMH MHTep(depoHa OeTa-la u, Kak CUYMTACTCs, ONOCPEIYIOTCS OCIKOBOM
YaCTbIO 3TOM MOJIEKYJIBI.

dapMakoJMHAMHYECKHE OTBEThl OLIEHWBATM IyTEM H3MEPEHUs] HWHIYKIUH HHTEepPEpOH-
3aBUCHMBIX T'€HOB, BKIIOUas TeHbI, Komupytomme 2',5'-omuroaaenunarcuarerasy (2,5'-OAS),
0esoK A Pe3sUCTEHTHOCTH K MUKCOBUPYCY (MXA), 1 HECKOJIBKO XeMOKUHOB U ITUTOKHHOB, a TAKXKe
Heontepud (D-sputpo-1, 2, 3-TpUrHAPOKCUIIPONMMINTEPHH), BEILECTBO, OOpasyromieecs IMOA
nericteueM uaTepdepoH-uHAyIIIpyemoro Gpepmenta — I TO-mukmoruapoinassl 1. UamynmpoBanue
TEHOB Yy 3JIOPOBBIX TOOPOBOJIBIEB OBLIO BHIIIIE MPU OLIEHKE KaK [0 MAaKCUMAaIIbHOW KOHIIEHTPAIIUH,
TaK U 0 AKCMO3UIMHU (IJIOMIAaah 10 KPUBOHM 3aBUCUMOCTH 3¢ @deKkTa OT BpeMeHH) Ha (oHE
npUMeHeHHs MIruHTepdepoHa Oera-la 1Mo CpaBHEHUIO C HENETMIMPOBAHHBIM HHTEPPEPOHOM
Octa-la (B/M) mpu BBEeIEHMH OOOUX TMPEMAPATOB B OJWHAKOBOW J03€, PACCUMTAHHOM IO
aktuBHOCTH (6, MME). DToT OoTBer Ob1 OoOJiee YCTOWYWB W AOJbIIEe HaOMOAancs Ha (OHE
MpUMEHEHUs MITHHTEpepoHa OeTa-1a: moBbIIIeHHAs] KOHIICHTPAIHS COXpaHsiach 10 15 mHei mo
CpPaBHCHHMIO ¢ 4 JHAMU TP TNPUMEHEHHHM HENErmJIMPOBaHHOTO uHTepdepoHa Oeta-la.
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ot 11.10.2023 Ne 20179
IToBhbINIEHHBIE KOHLIEHTPALMK HEONTEPUHA OIPEIEIIH KaK: Y [BAPDOBLIKI00POBOIBUECE) TaK) 1
MAlMEHTOB C PACCESIHHBIM CKJIEPO30M, IIO 5 :
HENpPEephIBHOE M JJIMTENbHOE MOBBIIEHHE B TedeHue 10 qHeil Habmromanoch MpU NPUMEHEHHUH
mruarepepona Oera-la mo cpaBHEHUIO ¢ 5 AHSIMH TP NMPUMEHEHUH HETETUIMPOBAHHOTO
uHTepdepona 6eta-1a. KoHmneHnTparuis HeonrepruHa CHIXKAETCS 1O MCXOTHBIX 3HAUCHHH Yepe3 JIBe
HCACIIN MOCJIC MPUMCHCHUS NIpCIiapara

Knunnueckas 3 pexkTHBHOCTL U 6€30MacCHOCTh

D¢ dexkTrBHOCT, U OE30MACHOCTH Mpernapara MmIruHTepdepoHa Oera-la OlEHUBATU B TEUCHHE
1 roma B mane00-KOHTPOIHPYEMOit (aze IBYXJIETHETO PaHIOMU3HPOBAHHOTO JBOHHOTO CJIETIOTO
UCCIICIOBAaHUS Yy TAIMEHTOB C PEMUTTHPYIOIIUM PACCESIHHBIM CKIIEPO30M (HCCIIeI0BaHHE
ADVANCE). 1512 nanuenToB OBUTM paHAOMH3WUPOBAHBI M TOJYYMIIM TOJKOXKHO Ipernapar
mruHTepdepon 6era-1a B 1o3e 125 Mukporpamm ouH pas B 2 Hegenu (n=512) win oauH pas B
4 nepenu (n=500) wm mane6o (n=500).

[TepBuuHOi KOHEUHON TOYKOW OblIa cpemHeromoBas dactota oboctpeHuit (CHO). [usaitn
HCCJIEIOBAHMSI U UCXOJHbIE TTOKA3aTeNN MMallMeHTOB B UCCJIEI0BAaHUY MPECTAaBIIEHbI B Tabiuie 3.
[IpsIMBIX CpaBHUTENBHBIX HWCCIECAOBAHUM KIMHUYECKOH H(PQPEKTUBHOCTH M 0€30MacHOCTH
NErnJIMPOBaHHOTO U HEMETHIIMPOBAHHOTO HHTEpepoHa OeTa-1a, a Takke mepeBo/ia MaueHTOB C
JIeYCHHsI HeNeTWJIMPOBAHHBIM Ha JICYCHHE NETMIMPOBAHHBIM HHTEP(PEPOHOM, HE TIPOBOIUIIH.

Ta6nuna 3. JIuzaitH ucciaeqoBaHus

AHamMHe3 3a00J1eBaHUs TTareHTsl ¢ PEMUTTUPYIOIINUM PacCesHHBIM
CKJIEPO30M, UMEIOIIHNE HE MEeHee 2 000CTpeHHI 3a
MoCJeAHNE 3 ToJa U OJTHO 000CTPEHUE 3a
MOCJICTHUHN T01, cyMMa OaytoB o EDSS<5,0
[TpomoKUTETFHOCTD HAOTIOACHS 1 rox

Uccnenyemas nomynauus 83% paHee He JIEUCHHbIE MTAIIUEHTHI

47% >2 0boCcTpeHuH 3a TOCIIECTHIA IO

38% ne menee 1 Gd" ouara Ha ucxonHoit MPT
92% >9 T2-ouaros Ha ucxonHoit MPT

16% EDSS>4

17% paHee nonyJaBLIKE JICYEHUE MAIIMEHTHI

I/ICXO,Z[HI:IC IIOKa3aTC/In

Cpennuii Bo3pact (J1et) 37

[IponomkuTenbHOCTH 32a00JIeBaHUS 3,6/2,0
(cpenssisi/MenuaHa, JeT)

Cpennee uncino o0ocTpeHui 3a mocienuue 3 roga | 2,5

Cpennuit ucxomgapiii 6ami mo EDSS 2,5

EDSS - expanded disability status scale, Pacuupennas [lkana Ouenxu UuBanuausanuu
Gd": ouaru, HaKaIIMBAIOIIUE IaI0THHUI

[IrunTepdepon Oera-1a, BBOAMMBIN OJIMH pa3 B 2 HEACIH B TCUCHHUE T'0J1a, TOCTOBEPHO YMEHBIITHIT
CPEIHETOZ0BYIO 4acTOTy o0ocTpeHuit Ha 36% B cpaBHeHUU ¢ 1wianebo (p=0,0007) (Tabmuna 4).
DddeKT coxpaHsIcs IPH aHATIM3E 110 TOATPyIaM, 00bEIUHEHHBIM Ha OCHOBE JIeMOTpaduuecKux
MOKa3aTeNel U UCXOAHBIX XapaKTepUCTHK 3a0oneBanus. [ ruarepdepon O6era-1a B cpaBHEHHH C
mianedo Takke JOCTOBEPHO YMEHbLIWN puck oboctpenuit Ha 39% (p=0,0003), puck cToikoro
MPOTPECCUPOBAHMS UHBAIMAU3AIMH, IOTBEPKACHHOTO yepe3 12 Hexenb, Ha 38% (p=0,0383), a
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TIOATBEP)KIEHHOT0 uepe3 24 Henenu (MO0 JdHHBIM PETPOCHEKTHBHORG [AHAIMBA): T+, BA) 4%
(p=0,0069), urcno HOBBIX MJIU YBEIHMYUBAIO 9 -
ouaroB Ha 86% (p<0,0001), unciao HoBbIx T1-runomHTeHcUBHBIX oyaroB Ha 53% (p<0,0001).
Knunnueckass >QQekTHBHOCTh Oblla OTMEYEHa yXKe uYepe3 6 MecsleB OT Hayajga BBEICHUS
mruaTepdepona Oera-la B moze 125 MKr omuH pa3 B 2 HENENMW, NMPU ITOM YHCIO HOBBIX H
yBenmuuuBaromuxcst T2-odaroB cHu3miock Ha 61% (p<0,0001) B cpaBHenuu c mnare6o. [lo
KOHEYHBIM TOYKAaM, CBSI3aHHBIM C OOOCTPEHUSIMH U JaHHBIMH MarHUTHO-PE30HAHCHOM
tomorpadguu (MPT) 3a rox B rpymnne, noiy4asmeil myruateppepon Oera-la B mo3e 125 Mkr
Kaxaple 2 Hepenu, 3¢ dekT Obul Oojiee BBIPAKEHHBIM B CPAaBHEHHH C TPYMIOW, MOJIyYaBIICH
npenapar Kax/ple 4 Heleu.
AHanu3 JaHHBIX, TMOJYYEHHBIX 3a 2 TOJa UCCIEIOBaHMs, MOATBEPAUS COXpaHEHHUE
3(pPEKTUBHOCTH, OTMEUCHHOM dYepe3 1rox JeueHus (mociie 3aBepllieHUs Iuianedo-
KOHTpOJIUpyeMoi  ¢a3bl). PeTpOoCneKTUBHBIN aHaMW3 JaHHBIX, IOJIY4YEHHBIX 3a 2 Toja
UCCIIEIOBaHMsL, TTI0KA3al, YTO B TPYIIE MalMEHTOB, OIYYaBIINX MIrUHTEphepoH Oera-la B q03e
125 MKT Kaxkaple 2 HeIeJIM, B CPABHEHUU C TPYIIIOW, MOJyYaBUIEH Mpenapar Kaxabie 4 Heaemnu,
ObUIa JJOCTOBEPHO MEHBILIE YaCTOTa JOCTIIKEHHUS KOHEYHBIX TOUEK, BKIOYAs CPEIHET0/I0BYIO
yactoTy oboctpenuii (Ha 24%, p=0,0209), puck oOoctpenus (Ha 24%, p=0,0212), puck
IPOTPECCUPOBAHMS CTOMKOW WHBAIMIW3AIMH, MOITBEpXkAEeHHOW uepe3 24 Hexenu (Ha 36%,
p=0,0459), n koHeuHBIX TOUEK 1O HaHHBIM MPT (uncio HOBBIX/ yBenmuuuBaronmxcs T2-ouaros Ha
60%, Gd"-ouaros Ha 71%, HOBBIX T1-TUIOMHTEHCHBHBIX 04aroB Ha 53%, mia Beex p<0,0001).
B pacmmpennom uccnenoBanuu ATTAIN, nonrocpounas 3¢ dekTuBHOCTh MITUHTEphEepoHa OeTa-
la coxpansiyach mpu HENPEPHIBHOM JIEYEHUU 110 4 JIeT, Kak nokazanu kiauHudeckue u MPT
n3MepeHns: akTUBHOCTH 3aboneBanus PC. M3 1468 marmuenToB, 658 ManMeHTOB MPOI0JDKATH
JeyeHre mruHTeppepoHom Oeta-1a He MeHee 4 neT.

Pe3ynbrarhl 3TOrO0 Hccae0BaHus IPEACTABICHBI B TAOIHIIE 4.

Tabmuua 4. Knunnveckue pe3ynbTaTsl U pe3yiabratel MPT

[Tmare60 [Iruarepdepon [Iruntepdepon
Oera-la Oera-la
125 MKT 125 MKT
KaXIple 2 HeAeIn | Kakable 4 Helean

KinuHnyeckue KOHEeUHbIE TOUYKH
N 500 512 500
CpenHerooBas 4acToTa 000CTpEHUI 0,397 0,256 0,288

OTHoOIlIEHHE PUCKOB 0,64 0,72

95% AU 0,50-0,83 0,56 -0,93

P p=0,0007 p=0,0114
Jlonst y4aCTHUKOB C 00OCTPEHUSIMHU 0,291 0,187 0,222

OTHoIlIEHHE PUCKOB 0,61 0,74

95% AU 0,47 -0,80 0,57 - 0,95 p=0,020

P p=0,0003
JloJIs y9aCTHHKOB C MIOATBEPKISHHBIM Uepe3 0,105 0,068 0,068
12 Henens mporpeccupoBaHUEM
MHBAJIUIU3aIHUN ™

OTHOIIICHHE PUCKOB 0,62 0,62

95% AU 0,40-0,97 0,40 - 0,97

P p=0,0383 p=0,0380
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Jlo11s1 y4aCTHHKOB C HOATBEPKICHHBIM Yepes3 0,084 MOCNERMBEATENEHOCHRESI003)
24 Henenyu nporpeccupoBaHrEM i
WHBATHAM3AIMHA*

OTHoIlIEHHE PUCKOB 0,46 0,67

95% I (0,26 —0,81) (0,41 -1,10)

P p=0,0069 p=0,1116
Koneunsie Touku MPT
N 476 457 462
CpenuHee 3HaueHUE [MenMaHa] Yucia HOBBIX 13,3 16,0] 4,1[1,0] 9,2 13,0]
WM yBeTauBIImXcs 12- (0—148) (0-169) 0-113)
TUTICPUHTCHCUBHBIX 0YaroB (Juana3oH)

OTHOIIICHHE CPETHETO YHCiIa 0YaroB 0,33 (0,27, 0,40) 0,72 (0,60, 0,87)

(95% AN) p=<0,0001 p=0,0008

P
Cpennee 3HaueHUE [MenraHa] arcia 1,4%*10,0] 0,2 0,0] 0,9 [0,0]
KOHTPAaCTUPYEMBIX TaI0IMHAEM 04aroB (0-39) (0-13) (0-41)
(nmnamna3on)

% CHIDKEHHE 110 CPAaBHEHHIO C 86 p<0,0001 36 p=0,0738

mramnedo

P
CpenuHee 3HaueHUE [MenMaHa] Ynucia HOBBIX 3,8 [1,0] 1,8 10,0] 3,1[1,0]
T1-runmoWHTEHCUBHBIX 0YaroB (JIuana3oH) (0-56) (0-39) (0—61)

% CHIDKEHHE 110 CPAaBHEHHIO C 53 p<0,0001 18

mianedo 0,0815

P

JW: noBeputenbHbI UHTEPBAI

* Crolikoe TIporpeccupoBaHNE MHBAIHIA3AIINH ONPEACIIIIOCh KaK yBEIMUEHNE TI0 KpaiiHel Mepe Ha 1
Oait ot ucxoaHoro 3HadeHus EDSS >1 wim yBenuuenue Ha 1,5 6amia y marueHToB ¢ UCXOHON
onenkort EDSS = 0, coxpanstometics B Teuenne 12/24 Henenb.

** n=477

[TanenToB ¢ npemecTByomiel HeaPEeKTUBHOI Tepanueil paccesHHOTO CKIIepo3a B aHAMHE3€ B
HCCJIEJOBAHNE HE BKIIIOYAIH.

Bt npoBenen ananu3 3h(peKTUBHOCTH B MOATPYIIAX MALMEHTOB C IMOBBIIIEHHOW aKTUBHOCTBIO
3a001eBaHus, BBIICIICHHBIX 10 YacToTe 00ocTpeHuit 1 MPT-kpurtepusim.

e B moarpymre mamueHToB, UMEBIUX 21 000CTpeHuit 3a mocneaauit roa u >9 T2-ouaros uim
21 Gd'-owara (n=1401), cpeaneromoBas uactoTa 0bOOCTpeHMH cocraBuma: 0,39 — y
nojy4aBmux rwane6o, 0,29 - y nomyuaBmux mruatepdepon Oera-la kaxaple 4 Henenu 1
0,25 — y monyuaBmux maruatepdepon Oeta-la xaxasie 2 Henenu. B manHo#l moarpymrme
PE3yNbTAThI OBLTH COMIOCTABUMBI C OOIIIEH MOMYJISIHEH, BKIIFOUSHHOU B UCCIICIOBAHHE.

e B moarpymnme nanueHToB ¢ 22 000CTpEeHUI 3a MOCIEAHHUNA TOJ U, IO KpailHel Mepe, OTHUM
Gd"-ouarom (n=273), cpenneromosas yactora o6ocTpennii cocrasuia: 0,47 - y mojy4aBuimx
miane6o, 0,35 - y momyyaBimx npenapar mruarepdepon oeta-1a kaxasie 4 Henenu u 0,33 -
y ToJTy4aBImuX mruatepdepon 6era-1a kaxapie 2 Henenu. B nanHON moArpyIne pe3yibTaThl
B YHCJIOBOM BBIPOKEHUU OBLIM COMOCTaBUMBI C OOIIe MOMyJisiuuel, BKJIIOYEHHOH B
UCCJICIOBAHKE, HO 0€3 CTATUCTHUUYECKU 3HAYNMBIX Pa3ITUIHA.

Hccnedosanue buosxsusarenmuocmu SBHYMPpUMbIUEYHO2O U NOOKONCHO20 86€0CHUS
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B oTkpbITOE MEpEeKpeCTHOS HCCIeAOBaHNE PBUIO BKNIQWCHO: IF0RYHACTHMKOB (7Y (QUEHKH
OMOIKBUBAIEHTHOCTH  OJHOKDPATHOTO  BHYEPHMbHEGUHOEQ e OO HOE OB B S GHHHS

mruHTepdepona 6eta-1a B qo3e 125 y 3M10pOBBIX JOOPOBOJIBIIEB.

Hns papmakonuuamudeckoro (DJ]) ananuza onpenensiyiv KOHIICHTPAIIMIO HEONTepHUHA, MapKepa
aKTUBHOCTH MHTEep(epoHa-0eTa, B CRIBOPOTKE MOCe BBeAeHUs 125 MKT marunTepdepona 6era-la
BHYTPUMBIIIEYHO U TIOJIKOKHO.

KpuBble 3aBUCHMOCTH KOHIIEHTpAIMil HEONTEpHUHA B CHIBOPOTKE OT BPEMEHH MIOCTIE OTHOKPATHOTO
MOJIKOYKHOTO WJTM BHYTPUMBIIIIEYHOTO BBeIeHUs 125 MKTr marunTepdepoHa 6era-1a ObIIH CXOXKH,
MakcuMaibHble KOHUEHTpAUUU (Epeak) mocturanucs ¢ menuanoil Etmax, paBaoit 40,1 u 44,0 yaca,
COOTBETCTBEHHO. YBEIWYCHHE CPEIHUX I'eOMETPUUYECKUX YPOBHEH HEONTEpPHHA OT UCXOIHOTO
3HAYEHUS JO0 MAaKCHUMAallbHOM KOHIEHTpAlMU MpH 2 MyTSAX BBEACHHS ObUIO CXOXHUM: IOCIEe
MOJKOXXHOW WHBEKIMH OTMedanoch yBenuuenne ¢ 8,0 mo 22,6 HMOIB/I, a Tmocie
BHYTPUMBIIIEYHON HHBEKIMKU — ¢ 8,1 mo 23,2 umoup/n. OOmIas cUCTeMHas SKCIO3ULIUS
HeontepuHa (EAUCo 3364 1 EAUCo.5044) IpH 2 crioco6ax BBEJECHUS TaKxkKe ObLIa CX0XKa.
[Tockonpky ObUTa MOATBEp)KAEHA OMOKBUBAJIEHTHOCTh BHYTPHUMBIIIEYHOTO U IOJKOMXHOIO
BBEJICHUA, IMIPEIIoJaraeTcs, 4YTo JIeKapcTBeHHBbIE (opMbl maruHrepdepona Oera-la s
BHYTPHUMBIIIICYHOTO U TTOJIKO’KHOTO BBEACHUS OYIyT CXOXKH 1O PO ITI0 3P (HEKTUBHOCTH.

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

[lo cpaBHeHHMIO ¢ HENETHWJIUPOBAaHHBIM HWHTEpPEepoHOM OeTa-la, mepuoa MOTYBBIBEICHUS
mruaTepdepona  Oeta-la W3  CHIBOPOTKHM KpoBH Oojee anurenbHbIM.  KoHIeHTpamms
mruHTepdepona O6era-la B CHIBOPOTKE KpPOBU ObUIa J0303aBUCHMMOM B AHanazoHe OT 63 110
188 MKT, Kak OTMEYEHO B UCCIIEOBAHNUHU C OJTHOKPATHBIM U MHOTOKpPaTHBIM BBEICHUEM Ipenapara
30pOBBIM 100poBosbLaM. [lapamerpsl (apMaKOKMHETHKH, ONpEAeseMble Yy MAIMeHTOB C
paccestHHBIM CKJIEPO30M, COTJIACOBBIBATIUCH C MMapaMeTpaMu y 3I0POBBIX JOOPOBOJIBLIEB.

AOGcopbuus
[Tocne moxKoXXHOTO BBEIEHHS MATHHTEpdepoHa OeTa-la manueHTaM ¢ pacCessHHBIM CKIEPO30M,
MakcuManbHas KoHIeHTpauus mnpenapara (Cmax) docturamach uepes 1 — 1.5 qua. Ilocre

MHOTOKPAaTHOTO BBeACHHS (Kaxkaple 2 Hemenu) 03kl 125 MKT, Cmax (CpemHsas + cTaHmapTHas
ommoOka) coctaBuia 280 + 79 nr/m.

OnHoKpaTHOE TIOJIKOKHOE BBelIeHHME MATuHTepdepoHa Oera-la B mozax 63 (6 MME), 125
(12 MME) u 188 (18 MME) MKT, COOTBETCTBEHHO, 00ecreunBaio npuMepHo B 4-, 9-, u 13-pa3
OOJIBIITYIO DKCMO3UIINIO (TII0MAas o1 KpuBoi KoHIeHTpanus-Bpems, AUC 68 «) B, TPUMEPHO, B
2-, 3,5- u 5-pa3 6onee Bbicokoe 3HaUCHUE Cmax, 0 CPABHEHHUIO C BHYTPUMBIIIICYHBIM BBEICHHEM
HeTermwimpoBanHoro nureppepona dera-1a B noze 30 (6 MME) Mkr.

Pacnpenenenue

ITocne MHOTOKpaTHOTO MOAKOXHOI'O BBEICHHS Ipenapara B 103axX 125 MKr Kaxable 2 HeIenu
MalMeHTaM C PAaCcCesHHBIM CKJIepo3oM, o0BeM pacrpeneieHusi mdIruHTepdepona Oera-la 6e3
KOPPEKIIMK Ha OMOJIOCTYITHOCTD (CpeiHee + cTanaapTHas ommobka) coctaBui 481 + 105 1.

Buorpancdopmanus v sauMUHAINAS

[TodyeuHbIii KIUPEHC OMpEAesieH KaKk OCHOBHOW IyTh BBIBEACHHUS TATHHTepdepoHa Oera-la.
KoBanentHo cBsizanHbId ¢ OenkoM (uHTepdepoHoM Oera-la) GparMEeHT NOIMITHUIICHTIUKOISA
(IT3I') MOkeT U3MEHATH in Vivo CBOMCTBA HEMOJIU(DHUIIMPOBAHHOTO O€iKa, BKIIIOYAs CHUKCHUE
MIOYEYHOTO KJIIMPEHCA M YMEHbBIIIEHUE IPOTEO0IIN3a, TEM CaMbIM IIPO/IJIeBast IEPHOJ ITOTYBbIBEICHHS
u3 KpoBOoTOKa. COOTBETCTBEHHO, y 37J0POBBIX JOOPOBOJIBIEB MEPHO] MOTYBbIBeACHUS (t1/2) IS
mruHTepdepona 6era-1a npuMepHo B 2 paza 0oJbIlie, 4eM AJIs HENeTIMPOBaHHOT0 HHTep(hepoHa
Octa-la. Y mamueHTOB C pacCesHHBIM CKJIEpo3oM ti (cpeaHee =+ cTaHAapTHas OIIMOKa)
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moru"repdepona 6era-1a B paBHOBECHOM COCTPAHMU CoqTaBmi (18415 gacop, | (Upennge 3navenue
KJINPEHCA B PABHOBECHOM COCTOSIHUM II3TUHTE 0.4 n/uac

[TpriMeHeHre B 0COOBIX MONYJISAIUIX

Hapywenue ¢pynxyuu novex

HccnenoBanue ¢ OAHOKPAaTHBIM BBEJCHHUEM 3/I0POBBIM J100pOBOJIBIIAM U MAIIMEHTAM C TOYEYHOM
HEJOCTAaTOYHOCTHIO PA3HOW CTEMEHW TSDKEeCTH (JIETKOW, CpeqHEed M TSKENo, a Takke ¢
TEPMHUHAJIBLHON CTaIueld MOYEYHON HEIOCTATOYHOCTH), MOKa3ajio HM30MpaTeIbHOE YBEIUYCHHE
AUC (13-62%) u Cmax (42-71%) y mamueHToB ¢ Jerkou (pacueTHas CKOPOCTh KITyOOUKOBOM
dunsTpanmu ot 50 mo < 80 mn/mumn/1,73 M?), cpemHei (pacdyeTHas CKOPOCTh KIyOOUKOBOIA
dunpTparuu ot 30 mo < 50 mu/mun/1,73 M%) M TsKenoi (pacueTHas CKOPOCTH KIIyGOUKOBOI
dunsTpanun < 30 Mn/mMun/1,73 M?) MouedHO HEOCTATOYHOCTHIO, IO CPABHEHHIO C TTALIMEeHTAMH
C HOpMalbHON (QyHKIHMEH mouek (pacueTHas CKOpOCTb KiyOoukoBod ¢uibTpanuun >80
mi1/muH/1,73 M2). V manueHToB ¢ TEpMUHAIBLHOW CTaIMEN TOYEYHOM HEAOCTATOYHOCTH, KOTOPBHIM
remoauanus tpebdosasucs 2-3 paza B Henemo, AUC U Cmax ObUIM CXOXKHMHU CO 3HAUCHHUSIMU 3TUX
nokasaTesiei y J0OpOBOJIbIIEB C HOpMabHOH (yHKIHEH mouek. KormnenTpanus maruatepdepoHa
Oera-la cHmkamach mpUMEpHO Ha 24% mocie KaXA0ro ceaHca reMOAMan3a, U3 Yero MOXKHO
cieNaTh BBIBOJ, YTO T€MOAMAIIU3 CITIOCOOCTBYET YaCTUYHOMY BBIBEICHUIO MAruHTepdepona Geta-
la U3 cCTEeMHOT0 KPOBOTOKA.

Hapywenue ¢ynkyuu nevenu
[MapameTpsl ¢apmakokuHeTHKH TArHHTEpdepoHa Oera-la y NaUMEHTOB C TEYCHOYHOH
HEJIOCTaTOYHOCTHIO HE OLIEHUBAJIH.

Tayuenmor noxcunozo eospacma

OnbIT KITMHAYECKOTO IPUMEHEHUS ITperapara y alMeHTOB B BO3pacTe crapiie 65 JeT orpaHuyeH.
OpHako pe3yibTaThl MOMYJSIIMOHHOTO aHalu3a (PapMaKOKUHETHUECKUX JTaHHBIX (y MalUeHTOB B
BO3pacTe 70 65 JeT) MOKa3bIBalOT, YTO BO3PACT HE BJIMSICT Ha KIMPEHC MIruHTEpdepoHa Oera-1a.

Ilon
[TomynauuoHHBINH aHanU3 (PapMaKOKMHETHUUYECKUX JaHHBIX HE BBISBHJI BJIMSHUS 10J1a MAI[EHTOB
Ha rapaMeTpbl (papMaKOKMHETHKH MIruHTepdepona Oera-1a.

Paca
[TonmynauuoHHBINH aHanu3 GapMaKOKMHETUYECKUX JaHHBIX HE BBISBUJ BIMSHUS pachl MAlIEHTOB
Ha rapaMeTpbl (papMaKOKMHETUKH MIruHTepdepona Oera-1a.

Hccneoosanue 6Ou03K6UBANCHMHOCIIU NPU BHYMPUMBIULEYHOM U NOOKONCHOM 88e0eHUU

[Ipopunmu dapmakoxuneruku (PK) mocne 0AHOKPATHOrO BHYTPUMBIIIEYHOTO U IOJKOKHOTO
BBeleHUs 125 Mkr moruHTepdepoHa Oera-la y 370pOBBIX JTOOPOBOJBIIEB OBLIHM CXOXH,
MaKCHUMaJlbHbI€ KOHLIEHTpAUu AocTuranuch yepes 40,0 yacoB nociie MHbEKIMH (KaK MOJKOXKHOM,
TaK U BHYTPUMBIIIICYHOW ), 3HAUCHUS t12 cocTaBmsmin 97,1 u 79,1 vaca, coorBeTcTBeHHO. B X018
cratructuueckoro  aHamm3a Cmax u  AUC, Obula  JONOJHUTENBHO — TOATBEp)KICHA
OMO3KBUBAJICHTHOCTh IATUHTEpdEpoHa OeTa-la Mpu ero BHYTPUMBIIICYHOM M TOAKOXHOM
BBeleHUM B Jo3e 125 wmkr. OTHoOLIeHUWE CcpeaHux reomeTpuueckux 3HaueHuin (90%
TOBEPUTENbHBIA UHTEPBAT) Cmax MPU BHYTPUMBIIICYHOM U TIOJIKOKHOM BBEACHHHU OBLIO PaBHO
1,08 (0,98 — 1,20), a AUC»— 1,09 (1,02 — 1,16). DTu 3HaueHUsS BXOIAT B 3aJaHHBIA JTHAITa30H
sxBuBasieaTHOCTH 0,80 — 1,25.

5.3. JlaHHbIe JOKJIUHHYECKOH 0€30MacHOCTH
TOKCHUYHOCTE
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ITocie MHOTOKPAaTHOTO MOJKOKHOTO BBEJCHHS IDTUHTEP(Hepona OpTas la[y-YaKag-pe3yc Bo3ax,
NPEBBIMIAIOIINX PEKOMEHIYEMYIO TEpaneBTHY
AUC), He 6bUT0 OTMEUECHO HUKAKHUX d()PEKTOB MOMUMO JIETKUX (HapMaKOJIOTHYECKHX OTBETOB HA
uHTeppepon Oera-la mocine THepBO W BTOPOH eKeHEeNeNbHON HHBEKIMH. MccnenoBaHus
TOKCUYHOCTH [P MHOTOKPATHOM BBEJICHUU ObUIM OTpaHUYECHBI 5 HEJIEISIMH, TOCKOJIbKY, HAaUMHAS
C TpeThell HeAenH U Jlanee, OTMEYaIoCh 3HAUMMOE CHIDKEHHE SKCIIO3UIIUH U3-32 00pa30BaHUA Yy
MaKak-pe3yc aHTHTEN K yejoBedeckomy nHTepdepony Oera-la. Takum oOpa3om, Ha OCHOBaHHH
TUX UCCIECIOBaHUA HEBO3MOXXHO OIEHHUTh O€30MaCHOCTh JOJITOCPOYHOIO IMPHUMEHEHHS
mruHTepdepona 6era-1a y mamueHToB.

MyTareHHocThb

[I>runtepdepon Oeta-la He MPOSBIST MyTareHHOW aKTUBHOCTH B UCHBITAHUAX Ha OOpaTHbIE
MyTaliK y 6akTepuii in vitro (Tect DiimMca), a TaKKe KIACTOTCeHHOM aKTUBHOCTHU B UCCIICOBAaHUH
TuM(dOIIUTOB YeIIOBEKa in Vitro.

KaHnneporeHHoctb

HccnenoBanus KaHIEPOT€HHOCTH IATHHTEpdepoHa Oera-la Ha KUBOTHBIX HE MPOBOIMINCE. Ha
OCHOBAaHMM M3BECTHOTO (hapMakoIOruyeckoro aeucTBus wuHTepdepoHa Oera-la u ombITa
KJIMHUYECKOTO IPUMEHEeHNS HHTepepoHa OeTa, KaHIIEPOTeHHBIN IIOTEHIMAT CUNTACTCSI HU3KUM.

PenpoaykTuBHAast TOKCUYHOCTD

PenpoayKTHBHYIO TOKCHYHOCTh MAIruHTepdepona 6era-1a y 6epeMEeHHbIX KUBOTHBIX HE U3yUalH.
beutn  mpoBeneHwl wWccnenoBaHus (EPTUIBHOCTH M PAa3BUTHS IJIOJAa Y MaKak-pe3yc ¢
UCIIOJIb30BaHNWEM HeNerwinpoBaHHOro uHTepdepona Oera-la. [Ipm odeHb BBICOKHX [03aX
OTMEUAIIUCh IPEKPAIICHUE OBYIISAIUN U YBEIHMYEHHE YacTOThl abopToB. Kakas-mubo nnpopmarus
0 BO3MOYKHOM JieicTBUH TIAITHHTEp(depoHa 6eta-1a Ha GepTUIBLHOCTL CcaMIlOB OTCYTCTBYET. [Ipu
MHOTOKPAaTHOM BBEJCHHH MITHHTEpdEepoHa OeTa-1a moaoBo3pesiM caMKaM 00e3bsiH 0TMEYaioch
BJIMSTHUE HA JUIUTEIbHOCTh MEHCTPYaJIbHOTO IIUKJIa M YPOBHU IporecTepoHa. beiia moarsepxkaeHa
00paTUMOCTh U3MEHEHUH MEHCTPYAIBHOTO IUKJIA. 3HAYUMOCTD 3TUX JOKIMHUYECKUX JaHHBIX JJIs
YyeJloBeKa HEM3BECTHA.

PesynbpTaThl uWCcnenoBaHUN APYTUX COEAMHEHUN UHTepdepoHa Oera CBUACTEIBCTBYIOT 00
OTCYTCTBUH T€pAaTOTEHHOT0 MOTEHIIMAJA y 3TOT0 Ipemnapara. JloctyneH nuiib HeOonbIoi o0beM
JTAHHBIX O BIMSHUY UHTEpepoHa OeTa-1a Ha mepu- U MOCTHATAIBHBIN TEPUO/I.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
Harpus anerara tpuruapar

VYKCycHas KucinoTa aeasHas

ApruHHUHA THIPOXJIOPH]T

[Tomucopbat 20

Bonma miist uHBeKIui.

6.2. HecoBMecTUMOCTH
B cBs3U ¢ OTCYTCTBHEM HCCIETOBAHUN COBMECTUMOCTH, TAHHBINM JICKAPCTBEHHBIN Mpenapar He
CIIeayeT CMEINBATEL ¢ APYTUMHU JIEKaPCTBEHHBIMU IIpenapaTaMu.

6.3. Cpok rogHocTu (CPOK XpaHeHHUs )

3 roxa.

B pamkax yka3aHHOrO CpoKa TOJHOCTH U IIPU OTCYTCTBUM XOJIOJIMUJIBHUKA, IIPENapaTr MOKHO
XpaHUTh TIpH Temmeparype He Bbie 25 °C B 3alUIeHHOM OT cBeTa Mecte He Oonee 30 gHEl.
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Ecnu Ilnerpuav XpaHwics NpH KOMHATHOM | TeMeparype B [reucHue 130 augityere, cuenyer
HCHOHB3OBaTB HHH yHHqTO)KHTB' ECHH He AR FaY Vpﬂl’il’lﬂf\ﬂ 11 WTIDFpYI'VT‘iI ﬁpl’l 1 I'\III'TO'T‘I'TI'\Y\;'

7

temriepatype 30 mHel uiau O0JbIIIe, €0 CIIeyeT YHUUTOXKHTD.

6.4. OcoOble Mepbl MPE0CTOPOKHOCTH NMPH XPAHEHU U

Xpanutb B xonoguwibHuKe (ipu Temneparype ot 2 °C go 8 °C).

He 3amopaxuBars.

XpaHUTb B OPUTMHAIILHOM KAPTOHHOM IMayKe, JUIS 3alUTHI OT CBETA.

VYcnoBus XpaHeHUs JIEKapCTBEHHOT O Mpernapara npyu KOMHATHOW TeMIepaType cM. B pasnene 6.3.

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKHU

ITo 0,5 mMn mpenapara B IINpUIE U3 CTEKJIA TUNA | BMECTUMOCTBIO 1 MII C IUTOK-TIOPIIHEM C
OpOMOYTHIIOBBIM YIIJIOTHUTEIEM U UIJION U3 HEPIKABEIOIIEH CTaJIH.

[lo 2 mmnpuna B 3ane4aTaHHOM IIJJACTUKOBOM NOA0HE. [I1acTUKOBBIN OJA0H BMECTE C JINCTKOM-
BKJIAJIBIIIIEM B KADTOHHOMU ITaYKe.

Kapronnast nmauka AOMOJIHUTENBHO MOKET UMETh KOHTPOJIb [IEPBOTO BCKPBITHUS.

6.6. OcoOble Mepbl MNPeJOCTOPOKHOCTH TPH YHUYTOXKEHHMHM HCHOJb30BAHHOIO
JICKAapCTBEHHOI0  Ipenapara MJIM  OTX0A0B, IOJYYEHHBbIX IOC]A€¢ IPHMEHEHHH
JICKApPCTBEHHOI'0 Npenapara u Apyrue MaHUIYJISIUM C PenapaToM

[TpenBapuTEIBbHO 3alIOJIHEHHBIN UL npenapara [Inerpuay s BHyTPUMBIIIEYHOTO BBEACHHUS
IIpeIHA3HAYEH TOJIBKO ISl OAHOKPATHOTO IPUMEHEHHS.

[lepen mnpumeHeHueM HeoOXOAMMO MPOBEPUTH IIMpHUL] ¢ mpenaparoM. IIpeaBaputenbHO
3al0JIHEHHBIN IIIPULl HE JODKEH INPUMEHATHCS, €CIM OH MMEET TPELIMHbI WM MOBPEXICHUS,
PacTBOP B LIIIPUILIE IOMYTHEI, OKPACHIICS WM COACPKUT HHOPOIHBIE YaCTUIIBL. PacTBOp B mmpuie
JIOJKEH COOTBETCTBOBATH OMHMCAHUIO: MPO3PAYHBIN WM CIIETKa ONANEeCHUPYIOMNN OeClBETHBIN
WJIU CJTa00-KEIThIN pacTBOP.

[lepen nabeKIMEn W3BIICUEHHBIN U3 XOJIOAWIbHUKA npenapart [lnerpuan nomkeH ObITh COTPET B
€CTECTBEHHBIX YCIOBUSX JI0 KOMHATHON TemiiepaTypsl (110 25 °C) okomo 30 muH.

He ucnonp3yiiTe BHENIHNE HCTOYHUKH TEIJIa, HAIIPUMED, TOPSUyI0 BOAY, AJI HarpeBa lpenapara
[Tnerpuam .

JI11 BHYTpUMBIIIEYHOTO BBEJEHUS MHbEKIMM Ipenapata [lnerpuau B no3e 63 MKr u 94 MKr,
NAIUEHTBl JOJDKHBI MCIOJIB30BaTh CIELUAIBHBIC 3aXUMBI [UIsI TUTPOBAHMS J03bl IIperapara
[Inerpuan, KOTOpbIe MPUKPEIIIAIOTCS K WIIPULLY JUIsl OTPAHUYEHUS TO3BI.

Bechk ocTaBmMiCs JIEKapCTBEHHBIN MPENapaT U OTXOABI CIEAYET YHUYTOXKHUTh B YCTAHOBJICHHOM
HOpsJIKE.

7. AEPKATEJIb PETUCTPAHMOHHOI'O YAOCTOBEPEHUSA
Hunepnanbt

buoren Hunepnanns b.B.

[Tpunc Mopuiptaan 13, banxysenopm, 1171LP, Huaepianast

Tem.: 31 20 542 2000

On.moura: regulatory.netherlands@biogen.com

7.1. llpeacraBuTe/ib Aep:KaTessi PeruCTPAIIMOHHOIO YA10CTOBEPEHUs
IIpeTeH3uM NOTPEOUTENEH HAIPABIATE IO aIPECY:

Poccniickas @enepanys

000 «/Ix)xoncon & J[>KOHCOH»
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121614, r. Mocksa, yi. Kpeinarckas, a. 17, kopr. 2. ([OCAEOOBATENBEHOCTE 0003)
KonraktHbIie TenedoHBbI:

Ten.: (495) 755-83-57
®dakc: (495) 755-83-58
Oi. moura: DrugSafetyRU@)its.jnj.com

8. HOMEP PEIT'HCTPAIMOHHOI'O YAOCTOBEPEHMUSA

9. JIATA TIEPBUYHOW PEIMCTPAIIMMA (IIOATBEPXKJIEHUS PETMCTPALIUM,
NEPEPETUCTPALIUN)
JlaTa nepBoii peructpanuu:

10. JIATA IEPECMOTPA TEKCTA

OOmrast xapaKTepUCTHKA JIEKapCTBEHHOTO npernapara [lnerpuau qocTymHa Ha HHPOPMAITMOHHOM
noprtane EBpa3suiickoro 3KOHOMHUYECKOTO COI03a B MH(POPMAITMOHHO-KOMMYHHUKAIIMOHHON CETH
«uTeprer» http://eec.eaeunion.org/
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