COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 15.07.2026 N= 14025
(NOCNEOCBATENBHOCTE 0028)

OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOTI'O ITPEITAPATA

V JlaHHBI JEKapCTBEHHBIM Ipenapar MHOJIEKUT JOMOJHUTEIbHOMY MOHHUTOPHHIY. OTO
MO3BOJIUT OBICTPO BBIBUTH HOBYIO HHpoOpMamuio 1o Oe3omacHOCTH. Mbl  oOpamaeMcs K
CIIEIMAINCTaM CHCTEMBbl 3JpaBOOXpaHEHHUS € MPOCchOOH coo0ImaTh O JOOBIX TMOJ03PEBACMBIX
HEXKENaTeNbHBIX peakiusx. [lopsaok COOOIICHHsS O HEXeNaTeNbHBIX PEAKIMSIX IPEICTaBICH B

paznene 4.8.

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

boncnpu, 20 Mr, pacTBOp AJ1s1 IOAKOKHOTO BBEACHHUS.

2. KAYMECTBEHHBIN 1 KOJJUYECTBEHHBIN COCTAB

AxtuBHas dapmareBTU4ecKas cyoctanius: opatymymad™.

1 mpeaBapUTENIbHO 3amoJIHEHHBINH mmpull conepxkut 20 mr oparymymaba B 0,4 M pacTBopa Juis
MOJIKOKHOTO BBEJICHUSI.

*  peKOMOWHAHTHOE  TOJHOCTBIO  YEJIOBEYECKOE  MOHOKIOHAJIBHOE  aHTUTENo  Kiacca
ummyHorno0ynuHoB G1 (IgG1) k CD20, koTopoe 3xcnpeccupyetcs Ha B-mumdonurax yenoseka.
BemiectBa, Hajnuune KOTOPBIX HA/IO YUYUTHIBATh B COCTaBE JIEKAPCTBEHHOTO MpemnapaTa: HaTpuil (cMm.
pasnen 4.4).

[TonHbIi nepedeHs BCIIOMOraTeNIbHBIX BEIlECTB IPUBE/IEH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
PacTBOp 17151 TOJIKOYKHOTO BBEEHUS.
[Tpo3payHblii MM ClETKa ONAIECLUUPYIOIIUN PacTBOP OT OECLBETHOIO A0 CJIErKa KOPHUYHEBATO-

JKEJITOrO LBETA.
4. KIMHUYECKHUE JAHHBIE
4.1. llokazaHus K NPUMEHEHUI0

[Ipenapar boncnpu mokaszan JJsi J€4eHHUsS B3POCIBIX MAIMEHTOB B Bo3pacte crapuie 18 mer ¢
PEeLMIUBUPYIOUIMMH (POPMaMU pacCesTHHOTO CKJIepo3a ¢ MPU3HAKaMHM aKTUBHOCTU 3a00JI€BaHMs 110

JaHHBIM KIIMHHYCCKOT'O OGCJIG,[[OBaHI/IH HJIW JaHHBIM BU3YAJIU3UPYIOIIHUX METOAOB 06CJI€I[OB3HI/I5I.

4.2. Pe:kuM 103UPOBaHUSA U CIIOCO0 MPUMEHEHUsI
Jleuenue JOJDKHO MPOBOJAWUTHCS TIOJ KOHTPOJEM Bpaya, HMEIOUIEr0 ONBIT B JICUYCHHUH
HEBPOJIOTMYECKHUX 3a00JICBaHHM.

PexxumM 103upoBaHus
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PexomennoBanHas n03a npenapata boncnpu cocrtasisier 20 Mr myTeM MOAKOKHONW MHBEKIMH IO
HIDKCYKa3aHHOU CXEME.

e Hauanbnas no3a cocranisier 20 mr 1 pa3 B Henemnto Ha Henene 0, Hegene 1, Hegene 2.

e Ha nenene 3 npenapat HE BBOJIST.

e Hauunas c Henenu 4 u ganee — 20 mr 1 pa3 B Mecil.
[Iponyck 10361
B ciyyae nponycka ouepeHOW MHBEKIMHU €€ CIeAyeT BBECTH KaK MOKHO CKOpee, HE JOKUIasiCh
CIeqyIoIeH 3arIaHupoBaHHON 1036l [locneayromuie 10361 ClieAyeT BBOAUTH C PEKOMEHYEMbIMU
WHTEepPBaJaMH.

Oco0ble T'pYIIibl MAaIIMCHTOB

Jluya noscunozo 6o3pacma
UccnenoBanust odarymymadba y TOXWIBIX TaIMEHTOB C paccesHHbIM ckiepo3om (PC) He
npoBOAMIKCH. VICXOIs M3 MMEIONIMXCS OTPAHMYCHHBIX JTAHHBIX, KOPPEKIHS JI03bI Y MOKHUIIBIX
MaIMeHToB He Tpedyercs (cM. pazaen 5.1).
Tayuenmul ¢ noueunou HedoCmMamo4HoCmvio
Crienmanu3upoBaHHbIE UCCIIENOBaHUA oaTymyMada y MalMeHTOB ¢ HapylmIeHHEeM (QDYHKIIUH MOYEK
He MpoBoAMIUCH. [Ipeanonaraercs, 4To KOPPEKUUs 036l U NAIMEHTOB ¢ HApyIIEHHEM (yHKIHH
nmouek He Tpedyercs (cm. pazmen 5.1).
Iayuenmul ¢ neyuenouHou HeOOCMamMoYHOCMbIO
HccnenoBanus oparymymada y MalueHTOB ¢ HapyIIeHueM (PyHKIUU TIEYEHU HE TTPOBOIUIIHCH.
[Ipennonaraercsi, YTO KOPPEKIHsS MO3bI JUIsl MAIEHTOB C HapylleHueM (YHKIUU TEeYCHH He
TpeOyercs (cm. pazaen 5.1).

eTH
be3omacrocTs U 3ddexkTuBHOCTS 0daTymyMadba y aeteit B Bo3pacte ot 0 mo 18 mer Ha maHHBII
MOMEHT HE YCTaHOBJIEHBI. [laHHbIE OTCYTCTBYIOT.

Crocob npuMeHeHns

[TepBoe BBeneHME Ipemnapara cieayeT MPOBOIUTH MOJ KOHTPOJIEM MEIUIIMHCKOTO MepcoHaa (CM.
paznen 4.4). Ilpenmapat boHcnpu mnpeaHazHayeH IS CAMOCTOSITENIBHOTO MOAKOKHOTO BBEJICHUS
narrieHToM. CTaHAapTHBIMH MECTaMH JJIsl TOJKOXHBIX WHBEKIHN SBISIOTCS JKUBOT, OEIpO H
BEPXHSIsl HApy’KHAsl TOBEPXHOCTH IIJIeya.

[ToapoOHBIE MHCTPYKIIUK IO BBEJICHUIO MIPEICTABIICHBI B pasene 6.6.

4.3. [IporuBonoka3anus
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['unepuyBCTBUTETBHOCT, K odarymymaldy wiM Jr0OOMYy W3 BCIIOMOTAaTEIbHBIX BEIIECTB,
MEpPEUnCICHHBIX B paszzaene 6.1.

Tspkenpie UMMYHOKOMIIPOMETUPOBAHHBIE COCTOSIHUSA (CM. paznen 4.4).

Tsoxenbie MHGEKIMOHHBIC 3a00ICBaHUs B aKTUBHOM (Da3e BILIOTH 70 pa3penieHus (cM. pazaen 4.4).

III/IaFHOCTI/IpOBaHHLIC AKTHUBHBIC 3JIOKAYCCTBCHHBIC H013006pa30}3aH1/m.

4.4. Oco0Oble ykazaHus 1 Mepbl IPEJOCTOPOKHOCTH NP NIPUMEHEHUH

IIpocaexuBaeMocTb

B mensx ynmy4imieHWs TpPOCISKUBACMOCTH HEKENATCNbHBIX SBICHUH TPH IPUMCHECHUH
OMOJIOTHUECKHX JICKAPCTBEHHBIX MPENapaToB cJelyeT TOYHO 3aMKChIBaTh TOPrOBOE HANMEHOBAHUE U
HOMEp CepuH MPUMEHIEMOT0 JEKapCTBEHHOTO Iperapara.

NubeKMoHHbBIE PEAKIINHT

Crnenyer nmponHGOPMUPOBATH MAIMEHTA, YTO CUCTEMHbIE MHBEKIMOHHBbIC peakiuu (CHP), moryt
pa3BUBATHCS KaK MPAaBHIO B TEYCHHE 24 4acoB, Yallle BCETO IMOCIe epBOTO BBEACHUS (CM. pas3ien
4.8). Cumnromsbl, Hauboyiee 4yacTo HAOJIOJABIIMECS B KIMHUYECKHX HcciefoBanusix mnpu PPC
(penuIUBUPYIOIIHIA PACCESTHHBIN CKIIEPO03), BKIIOYAIN JINXOPAKY, TOJOBHYIO 00JIb, MHAIITHIO, 03HOO
¥ YyTOMJIIEMOCTD U ObUTH IpenMyIiecTBeHHO (99,8%) erkoit uimm yMepeHHoi creneHei Tsokect. B
KIMHUYECKUX uccienoBanuax npu PPC He OblI0 3aperucTpupoBaHO OMACHBIX IS )KM3HM CIIydaeB
CUP (cm. paznen 4.8).

Jomnonuutensusie crydan CUP, 3apeructpupoBaHHbIe B TOCTPETUCTPALMOHHBIN MIEPHO/, BKIIOYAIOT
CBITlb, KPAIMBHUILY, OJBIINIKY ¥ aHTMOHEBPOTHUYECKHI OTEK (HampuMep, OTEK S3bIKA, TJIOTKH WIIH
TOpPTaHU), a TAKXKe PEAKHE CIy4yau, KOTOpPbIe perHCTPUPOBAINCH Kak aHadmiakcus. HecmoTps Ha To,
YTO HEKOTOPBIE CEPhE3HBIE CITyYau MPUBENIN K MPEKPAIICHUI0 Tepanui opaTyMymMaOoM, ObUTH TaKkKe
Cepbe3HbIe CIy4aH, KOra NaleHThl MOTJIM IPOI0JIKUTH Teparuio oparymymadbom 0e3 gambHerIumx
MHIUJICHTOB.

Hexotopeie cumntombl CHUP MoOryT OBITh KJIMHUYECKH HEOTIMYUMBI OT OCTPBIX PEAKIIHiA
THIIEPYYBCTBUTEIBLHOCTH 1-ro THma (OmMOCpeqoBaHHBIX MMMYyHornoOynmuHamu E). Peakmus
THIIEPYYBCTBUTEILHOCTH MOXKET TPOSIBUTBCS BO BpeMs JHOOOW HMHBEKIUU, HO OOBIYHO HE
MPOSIBIISIETCS TPU NIEPBOM MHBEKIHH. [Ipy mocHeyomux HHbEKIUAX 00JIee Cephe3HbIe CUMITTOMBI,
yeM HaOMIOAaBIIMECS paHee, WM HOBBIE CEPbE3HbIE CHUMITOMBI JIOJDKHBI YKa3blBaTh Ha
MOTEHIIUAIBHYIO peaxIuio THIIEPYIYyBCTBUTEILHOCTH. [Tarmentam c M3BECTHOM
TUIEPUYYBCTBUTENBHOCTEIO K odarymymaly, OMNOCpPEIOBaHHON  uMMyHOrnoOynuHamu E,

MPOTHBOIIOKAa3aHa Tepanusi oparymymadbom (cM. pazaen 4.3).
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B xnuHMueckux wuccrnenoBanusx mnpu PPC oTMe4YeHO JUIIb OrpaHUYEHHOE MPEUMYIIECTBO
NpEeMEeIUKAINK TIIFOKOKOPTUKOCTepouaaMu. [Ipu pa3BUTHM WHBEKIIMOHHBIX PEAKIUH MPOBOMIST
CUMITOMAaTHYeCKOe JieueHue. Mcxos 13 BhIlIeCKa3aHHOTO, IPEMEANKAIIHS He TpeOyeTcs.

B xiIMHHYECKMX HCCIeTOBaHMIX HAONIONANHCh CIEAYIOUIHE (JIOKAJIbHBIE) CUMITOMBI PEaKIUU B
MeCTe BBEIICHUS: dIPUTEMA, IPUITYXJIOCTh, 3y B 00Jb (cM. paznuen 4.8).

[lepByto mHBEKIMIO mpenapara BoHCHIPH cienyeT BBINONHATH MOJ KOHTPOJIEM MEIULUHCKOTO
paboTHHKA C COOTBETCTBYIOIIEH MOATOTOBKOM (CM. pazzaen 4.2).

HNudexnmun

[lepen HavanoM Tepamuu MpermapaToM PEKOMEHOBAHO MPOBECTH OLEHKY WMMYHHOTO CTaTyca
MaIyeHTa.

Hcxonst w3 MexaHuW3Ma JEHCTBHS M JIOCTYMHOTO HAa JAaHHBIM MOMEHT KJIMHUYECKOTO OIbITa,
odarymymad o0iagaeT CriocOOHOCTHIO YBETUYMBATH PUCK PA3BUTUSI WHPEKIIMOHHBIX 3a00JI€BAaHUIMA
(cm. pazmen 4.8).

VY manueHToB ¢ aKTUBHBIM MHPEKITMOHHBIM MTPOLIECCOM TEPAIUIO MPENapaToOM CIeIyeT OTIOKHUTH J10
paspenieHust HHPEKIIMOHHOTO 3a00IeBaHN.

[Ipenapart Heb3s BBOAUTH MMALMEHTAM C TSDKEIBIMU UMMYHOKOMIIPOMETUPOBAHHBIMU COCTOSTHUSIMU
(HarpuMep, 3HaUMMasi HEUTPOTICHUS HITU JIMM(OTICHNS ).

[Iporpeccupyvromnas MyasTUdOKAIbHAS JIEHKOHIIEDATONATHS

ITockonbKy y manueHToB, noyy4yaBinx anturena k CD20 u npyrue npenapatsl ais jedenus PC, a
TAaKKE y TNAlMeHTOB, MONydYaBHIMX oO(aTymymMad B 3HAYUTENBHO OOJee BBICOKHX J103aX IIO
OHKOJIOTHYECKHUM MOKa3aHUSAM, OTMEUEHBI ClTydan pa3BUTUS UH(EKIINHU, BBI3BAHHOM BUpycoM J[>koHa
Kanaunarema (JC e6upyc), ¢ TOCIEIyIONIUM pPAa3BUTHEM IPOTPECCUPYIONIEH MyIbTU()OKAIBHON
neiikosnnedanonaruu (IIMJI), Bpauy cieayeT coxXxpaHsTh HACTOPOKEHHOCTh B OTHOIICHUN HAJTUYHSI
[IMJI B anamHe3e, a TakKe€ BO3MOXKHBIX KIMHHMYECKHMX CHUMITOMOB WJIM JIaHHBIX MarHUTO-
pe3onancHoi Tomorpaduu (MPT), mo3Bonstomux 3amono3putb [IMJL. Tlpu mogo3pernu Ha [TMJI
cienyeT IpUOCTAaHOBUTH JIeUeHHE MpenapaToM boHCIIpH 10 UCKITIOYEHUS JAHHOTO TUarHo3a.

PeaxtuBaig Bupyca renatura B

VY nanueHToB, nosy4daBmux npenaparsl antures k CD20, otmedanace peakTuBanus remnarturta B, B
psne ciydaeB NpUBOAMBIIAS K (PYJIbMHUHAHTHOMY TeNaTUTy, NEUYEHOYHOW HEIOCTaTOYHOCTU U
JIETaJIbHOMY UCXOJTY.

He cnenyet npumensTs npenapaTt boHcnpu y naimeHToB ¢ akTUBHBIM renatutoM B. [lepen navanom
Tepanuu NpernapaToM y BCeX MalUeHTOB CeyeT MPOBECTH CKPUHUHT HA HAJIUYKME BUpyca rernarura

B. MunumannHO B paMKax CKpHHHHIA CICAYCT HPOBECTU OIMPECACIICHUC TTOBEPXHOCTHOI'O AHTUT'CHA
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renatuta B (HBsAg) u anTturen Kk saepHoMy aHTureHy Bupyca rematuta B (HBcADb).
BeienepeurciieHHbIE METObI MOXHO JOIOJHUTH OIpPEJeICHUEeM APYTHMX MapKepoB MHEKIHUU B
COOTBETCTBMM C MECTHBIMU KJIMHUYECKHMH pekoMeHJauusmMu. C 1[enbplo MIpeaoTBpallieHHs
pEaKTUBAIMK BUPYCA MIPU MOJIO0KUTEIBHOM PE3yJIbTaTe CEPOJOTHUECKOr0 TECTUPOBAHUS HA IeMaTUT
B (mammume HBsAg wnmm HbcAb) mepen Hawamom Tepanuu CieayeT TOJYyYHUTh KOHCYJIBTAIHIO
rernaTosora ¢ peryJiipHbIM HaOJII0JEHUEM AllUEHTa U IIPOBEJEHUEM COOTBETCTBYIOIIETO JICUEHHS HA
NPOTSHKEHNUU TE€PAINIUU NIPENAPaTOM COINIACHO MECTHBIM KJIMHUYECKUM PEKOMEHAALUSM.

Jleuenue HUMMYHOKOMIIPOMCTHPOBAHHBIX ITAIIMCHTOB

He  cmemyer  HauMHaTh  Tepamuio  IpemapaToM y  TMAlMeHTOB  C  TSDKENBIM
MMMYHOKOMIIPOMETHPOBAHHBIM COCTOSIHMEM JI0 €r0 paspelieHus (cM. pasaen 4.3).

OnHOBpEeMEHHOE MPUMEHEHHE MHBIX HMMYHOCYTIPECCAHTOB ¢ 0aTyMyMaOoM He peKOMEHI0BaHO, 32
UCKJIFOYEHHEM TIIIOKOKOPTHUKOCTEPOUIOB C LIEJIbI0 CUMIITOMAaTHUYECKOr0 JieueHust oboctpenuii PC.
Baknunanus

Bce pexomeH10BaHHbIE MECTHBIM KaJIeHIapeM MPUBUBKH >KUBBIMH WA OCJIA0JICHHBIMUA BaKIIMHAMH
HEOOXOJMMO NPOBECTH HE IO3]HEe YeM 3a 4 HelelH, a WHAKTUBUPOBAHHBIMU BAaKIIMHAMU — HE
M03/IHEE YeM 3a 2 HeJleNu /10 HayaJla JISYSHHs! IIpernapaToM.

[Tpenapar BoHcpy MOXeET OKa3bIBaTh BIUSHUE HA AP (HEKTUBHOCTh NHAKTUBUPOBAHHBIX BAKIIHH.
beszomacHoCTh MMMYHU3AIMH KUBBIMH U OCJIa0JICHHBIMU BaKIIMHAMU TTOCJIE PUMEHEHHS IIpenapaTa
boncnpu He m3yuena. Bakuunanusi >KUBBIMH WM OCHAa0JICHHBIMH BaKIMHAMHU B MEPUOJ TepAIUH
IpernapaToM U IMociie ee OKOHYaHHsI He PEeKOMEHI0BaHa BIUIOThH IO BOCCTAHOBJIICHHS KOJIndecTBa B-
mumoruToB (cM. pasnen 4.5). CornacHo naHHbIM KiMHHYeckux uccinenoBanuil 111 dhaswl, Mmennana
BOCCTaHOBJICHUA KoyimuecTBa B-knetok no HmwkHen rpanuisl HopMmbl (HI'H, koTopas onpenensnachk
Kak 40 KJIETOK/MKJI) WIH A0 MCXOAHOTO KOJWYECTBA cOCTaBisieT 24,6 HeAenb Mmocie MpeKpaiieHus
Tepanuu (cM. pazzaen S.1).

Baknunanus MiajieHIa nocjie IpuMMEHEHMs TpenapaTa MaTepblo BO BpeMs 6€D€MCHHOCTI/I

JleTcKyro BaKIMHAIMIO XUBBIMU HJIM OCJIA0JICHHBIMUA BaKIMHAMH B CIy4yae, €CJIM MaTh IMOJIydYalia
TEpaIuIo MpenapaToM BO BpeMsi 0epeMEHHOCTH, HE CIIeyeT MPOBOAMTD /10 IOATBEPKACHUS TOTO, YTO
KOJIM4YeCTBO B-mrMQonTOB y MiTajieHIIa HAX0IUTCs B Iipeaenax HopMbl. CHIKeHne KonuyecTa B-
JUMQOLUTOB y TAKUX JETEl MOXKET YBEITMUMUBATh PUCKHU IPU IPUMEHEHUH KUBBIX UM OCJIA0JIEHHBIX
BaKI[1H.

NuakTuBUpOBaHHbIE BaKIIMHBI MOKHO MPUMEHSTH MO MOKA3aHUSM JI0 MOJATBEPXKIECHUS TOTO, YTO
KOJIM4ECTBO B-mMM@ouHUTOB HaXOoAUTCS B Mpeaenax HOPMBI, OJHAKO CIEAYET MPOBECTH OLEHKY

HMMYHHBIX peaKL[I/Iﬁ Ha BAKIUHBI, BKIIIOYas KOHCYJIbTAIUIO C KBaHI/I(l)I/II_[I/IpOBaHHBIM CIICOUaINCTOM
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JUTS OTIpeieNICHUs] HATMUUS 3alllUTHOTO UMMYHHOTO OTBeTa (CM. paszzen 4.6).

BcnomorarenbHbI€ BEIIECTBA

Hampuii
JlaHHBII IpemapaT coAaepKUT MeHee 1 MMoItb Hatpus (23 MT) Ha 103y, TO €CTh, IO CYTH, HE COJICPKHUT

HaTpHsl.

4.5. BzaumopneiicTBMe ¢ JAPYrMMH JIeKAPCTBEHHBIMH MpenapaTtamMM M Jpyrue BH/IbI
B3aUMOJeCTBUSA

NccnenoBannsa B3auMoecTBHS npenapaTta boHcnpy ¢ ApyruMu JIEKapCTBEHHBIMU IIperapaTaMu He
npoBogmwiock. Odarymymadl He uMeeT OOMMX NyTed KIUpPEeHca C TpernapaTamu, KOTOpbIE
MEeTa0OIU3UPYIOTCS MPU YIACTHH CUCTEMBI ITUTOXpoMa P450 winu aApyrux pepMeHTOB, yIaCTBYIOIIMX
B MeTa00JIN3ME JIEKapCTBEHHBIX CPEJICTB.

Baxyunayus

be3onacHOCTh JKMBBIX, OCITA0JICHHBIX WM MHAKTUBUPOBAHHBIX BAKIWH M CIIOCOOHOCTH BBI3BIBATH
NEPBUYHBIA WM BTOPUYHBIA OTBET MPH MX NPUMEHEHHH BO BpeMs JiedeHHs odaTtymymaOboM He
u3ydeHbl. OTBET Ha BaKIMHALMUIO MOXET OBITh oOciabiieH mpu aerenud  B-mumd@ounTos.
PexomeH10BaHO TIPOBECTH HEOOXOAMMYI0 MMMYHH3AIMIO 10 Hayaja Tepamud MpenaparoMm (Cm.
paznen 4.4).

HDVFI/IG HNMMYHOCYIIPECCUBHBIC NI UMMYHOMOAYJIHMPYIOMHUEC IMTPCIIapaThl

[Ipu onHOBpEeMEHHOM PUMEHEHHUH MpenapaTta boHcnpu ¢ Apyroil UMMYHOCYIPECCUBHON Tepanuein
HEOOXOAMMO YYUTHIBATh PUCK JOMOJHUTEIHFHOTO YTHETCHUSI UMMYHHON CHCTEMBI.

[Ipy WHUNMHMPOBAHWK TepanmuM IMpemapaToM boHCIpH HEOOXOAMMO YYHUTHIBATH MEXaHH3M H
JUTUTEIBHOCTH IEHCTBUS paHee MPUMEHSEMBIX MPEnapaToB, KOTOPbIe 001a1al0T MPOJOHKUTEITHHBIM
BJIMSHMEM HAa MMMYHHYIO CHCTEMY, B TOM YHCJIE€ OKpenusymaba, KiaapuOuHa, (UHroIuMoja,
HaTanu3zymata, TepuIyHOMHa, MUTOKCAaHTPOHA UM TUMeTHII(hyMapaTa B CBS3U C BO3MOKHOCTBIO

YCUICHUA UMMYHOCYIIPECCUBHOI'O BOSHeﬁCTBHH.

4.6. ®epTUIBHOCTb, 0€PEMEHHOCTH U JIAKTALMS

bepeMeHHOCTD

Knunuueckue nanHble Peructpa OepeMEHHBIX M HCCIIEJOBAHHMA WHTEHCUBHOTO MOHMTOPHHIA
ucxonoB 6epemennoctu (cokp. PRIM ot Pregnancy outcomes Intensive Monitoring) mo npenapary
boncripu He BBIABWIM IpoOseM O€30MacHOCTU A TeUEHUS OEpeMEHHOCTH WM HCXOJIOB JUIS
HOBOPO’KJAEHHOI'O II0CJI€ BHYTPUYTPOOHOrO BO3ZeWCTBUS mpenaparta boucnpu. BonbomHCTBO

NaIMeHTOK MPUMEHSUIH Tpenapatr boHcnpu B mepuos nepesa 3a4aTHeM W/WIK B TIEPBOM TPHUMECTpE
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o6epemeHHOCTH. OTIBIT MPUMEHEHHS BO BTOPOM M TPEThEM TPUMECTpaxX orpaHudeH (cM. Knunuueckue
OJaHHble HUKE).

B uccrnenoBaHusax y ®KHBOTHBIX TMOKa3aHO, 4TO odaTyMymMad MOKET MPOHHMKATH 4Yepe3 IUIAICHTY U
CHIXaTh KonmdecTBo B-mumdoruToB y mioma. He oOGHapyxkeHO TepaToreHHOTo 3d@dexTa mocie
BHYTPHBEHHOTO BBeACHHS odarymymada OepeMEeHHBIM 00e3bsiHaM B TIEPUOJ OpraHOTeHEe3a IPHU
3KCIO3ULINH, SKBUBaJIEHTHON 160-KpaTHOM 3KCIO3UIIMHN Y YeJOBeKa P TepareBTuyeckon ao3ze 20
Mr (cM. paszzen 5.3).

Y denoBeka TpaHcnopT IgG dYepe3 IuTalleHTY TPEACTaBIsET COOOW aKTHBHBIA MpoIecc,
OIOCPEIOBaHHbIN HeoHaTanbHBIM Fc-penienitopom (FcRn), ypoBeHb SKcIpeccun KOTOPOrO HHU30K B
MIEPBOM TPUMECTPE ¥ MOCTEIIEHHO MOBBIIIAETCS C HaYalla BTOPOTO TPUMECTpa.

Y MnaneHneB, poKIACHHBIX OT MaTepel, moiydyaBmmx mpenaparsl antuten kK CD20 Bo Bpems
OEpEeMEHHOCTH, OTMEYAJINCh HEMPOJOJDKUTENbHAs Aeruienus B-mum@onuToB B mepudepuyeckoi
KpoBH U JuMdouuToneHus. JnurenbHocTh Aerienuud B-muM@onuToB y aerel, MoaBeprmmxcs
BO3NelcTBHUIO odarymymaba in utero, a TakkKe BIWSIHHEC Ha 0€30MacHOCT, M 3(PPEKTUBHOCTH
MOCJICTYIOIIeH BaKIIMHAIIMK HEU3BECTHHI (CM. pasfensl 4.4, 5.1).

Jleuenue npenapatoM BoHcnpu He pekOMeHIyeTcs BO BpeMsi OepeMEHHOCTH, €CJIM MOTEHIaIbHAas
M0JTb3a JJIs MAaTePH HE MPEBBIIIACT MOTESHIIMATBHBIA PUCK JUIS TUIO/A.

Knunuueckue oannvle

ITo maraBIM Pernctpa 6epeMeHHbIX 1 TaHHBIM HccienoBanns PRIM o nmpenapaty boncnpu coOpanbl
naunabeie Oosee yeM o 1000 MpOCTIEKTUBHBIX CITydaeB OCPEMEHHOCTH C JKCIIO3HMIIMEH Mpernapara Ha
MaTh, BKIItouas nmpumepHo 500 ciydaeB ¢ U3BECTHBIMU MCX0JIaMU OEPEMEHHOCTH.

He Obuto BbIBICHO mpoOieM Oe30macHOCTH Il TEYeHHs] OCpEeMEHHOCTH WJIM HCXOJOB JIJIs
HOBOpOXIeHHOT0. He HalO01a0ch MOBBIIIEHHOTO PUCKA CEPbE3HBIX BPOXKIACHHBIX aHOMAJH.
BoNBIIMHCTBO MAIMEHTOK MOTyYaliu JIeUeHHEe TpenapatoM boHCpy B mepro 1 nepe;1 3a4aTueM U/ uitu
B TIEpBOM TpuMecTpe OepeMeHHOCTH. OTBIT NMPUMEHEHHS BO BTOPOM M TPETbEM TPUMECTpax
orpanuyeH. YacTora CaMONpPOU3BOJIBHBIX a0OpPTOB ObLIa COMOCTaBHUMA C TaKOBOW B 0OIIei
nomynsanrd. Ha ocHOBaHUM OIyONMKOBaHHBIX JIaHHBIX MO0 MPUMEHEHHIo Apyrux anturen k CD20 y
JKEHIIIUH C PaCCESHHBIM CKJIEPO30M, BHYTPHYTPOOHOE BO3ACHCTBHE HE OBLIO CBA3AHO C MOBBIIICHHBIM
PUCKOM HEOJIAaronpUsTHBIX UCXO10B O€PEMEHHOCTH WIIM HApyIIEHUH Y HOBOPOXKICHHBIX.

Jlakranus

JanHple 1O TpUMEHEHHIO0 odaTyMymala y JKEHIIMH BO BpEMs JIAKTAl[MKM OTPAHUYCHBI (CM.
Knunuueckue Oannvie Hyke). JlaHHBIE O BIMSHUM TpernapaTa BoHCHpU Ha MPOIYKIMIO MOJIOKA

OTCYTCTBYIOT.
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CornacHo JTUTEepaTypHBIM JaHHBIM, y JIFOJEH BblieNeHHe aHTuTeNn IgG ¢ MOJIOKOM MPOUCXOJIUT B
TEYCHHUE TEPBBIX HECKOIBKUX [HEH TOCie POXKICHHS, KOTOPOE BCKOPE CHIDKAETCS 10 HHU3KUX
KoHIIeHTpanwmii. Ce10BaTeIbHO, PUCK /ISl peOCHKA, HAXOAAIIETOCs Ha TPYAHOM BCKapMITUBAHHH, HE
MOJKET OBITh MCKIIIOUEH B TE€UEHHE ITOr0 KOPOTKOro mepuoja. Brnocnencrsuu odarymymad MOKHO
ObUTO OBI MCIIONB30BAaTh BO BPEMs I'PYAHOTO BCKaPMIIMBAHUS, €CIU 3TO KIMHUYECKH HEOOXOIHUMO.
OpHako, eciM TMalUeHTKa Jiedwnach o}arymymMaOoM [0 MOCIEAHUX HECKOJIbKUX MECSIIEB
OepeMEeHHOCTH, MOYKHO HAaUMHATh TPYTHOE BCKapMIIMBAHUE Cpa3y MOCIIE POXKICHUS.

Knunuueckue oannvle

B HaOnromaTtebHOM HCCIICOBAHMM SKEHIIMH B TEPUOJ JIAKTAllMW, TOJYYaBIIUX JICUCHUE
odarymymMaOboM, JIBEHAANATh JKEHIIMH HAYaJId TPYJHOE BCKapMJIMBaHHE, MOdydas oparymymad B
nepuoa ot 0,6 1o 19,6 mecsnes nocne poaoB. Konnenrtpanus boHcnpu B rpyJHOM MOsoke Oblia B
1esoM Hu3Koi. B oOpasmax Mosioka OT KEHIUH, UCKIIOYUTEIHHO KOPMSIIUX TPYyIblo, Te ObLI
obHapyxeH odarymymad (mpemen koimdecTBeHHOTO omnpeaeneaus 0,0015 Mxr/mi), cpemHss
koHnentpanus (Cavg) xonedbanace ot 0,002 go 0,012 Mxr/mi, a MakcuMasiabHas KOHIICHTPAIIHA
(Cmax) — o1 0,003 mo 0,017 mxr/mi1. B Tom e HabnrogaTeIbHOM UCCIIEA0OBAHUN Y TISITH MJIAJICHIICB,
JUIsL KOTOPBIX OBUIM JTOCTYTIHBI JIaHHBIE MO0 YPOBHIO B-1MMQonuTOB, Moka3aTesin COOTBETCTBOBAIH
HopMe. Bocemb MitaJieHIIeB, HAXOASIIUXCS HA TPY/THOM BCKapMJIMBAHUH, TIOJYYHIIN KUBbIC BAKIIUHBI
BO BpeMsi / TIOCJIE€ AKCITO3UIINH TMIperapaTa, OCI0KHEHH He Ha0Iroaanock. Y MiIaIeHIEB (B BO3pacTe
10 24 MecsIeB Tocie poAoB) HE OBLIO BBISBICHO OTKJIOHCHHWH B 4acTOTe MH(EKIUH, TPUMECHEHUH
AHTHOMOTHKOB, TOCTIUTATIH3AINHA WK 3a/IeP>KEK Pa3BUTHSL.

DepTUIBHOCTD

Konmpayenyus

[TanmeHTKaM ¢ COXpaHEHHBIM PETPOTyKTUBHBIM IMOTCHIIUATIOM CJISIyeT HCII0JIb30BaTh () (DEeKTUBHBIC
METO/IbI KOHTPALICTIIIUH (METO/IbI, KOTOPbIE PUBOAAT K MeHee ueM | % cirydaeB OEpeMEHHOCTH) BO
BpeMsl Teparuu IpernapaToM U B TEUCHUE 2 MECSIIEB MOCIIE €€ OKOHUAHUS.

Brnusanue na gpepmunvrocms

Het nmanHbIX 0 BIUSAHUYM Tpenapara Ha (pepTHILHOCTD y YeIOBEKa.

[To maHHBIM JAOKIMHHYECKUX HCCIEAOBaHUM, oaTymyMad He OKa3bIBa€T BIMSHUS HA IapaMeTphI

MY>KCKOM M KEHCKON (epTHIILHOCTH Y 00€3bsH.

4.7. BiausiHMe HAa CHOCOOHOCTH YNPABJSTH TPAHCMOPTHLIMHM CpeACTBAMHM W padoTarh ¢
MeXaHMu3MaMH

[Ipenapar BoHcrpu He OKa3bpIBaeT WIIM OKa3bIBaeT HECYIIECTBEHHOE BJIMSHHE Ha CIIOCOOHOCTH
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YHOpaBJIATb TPAHCIIOPTHBIMU CPEACTBAMU U pa60TaTI) C MCXaHHU3MaMHU.

4.8. HexxkenareJibHbIE peakunu

Pesrome npoduis 0e30macHOCTH

Haubonee BaXKHBIMH W 4YacTO PETHCTPUPYEMBIMH MOOOYHBIMU PEAKIHUSMHU SIBJISIOTCS WHQCKIUH
BEPXHUX JIbIXaTeNbHbIX myTer (39,4 %), cucteMHble MHBbEKIIHOHHBIE peakiuu (20, 6 %), peakuuu B
mecte uHbeKuu (10,9 %) m undpexmun moueBbBomsmmXx myted (11,9 %) (cm. paszmen 4.4 wu
nopasaen «Onucannue OTASIbHBIX HEXKENaTeIbHBIX PEAKIHil» HIDKE).

TabauyHOE pe3roMe HeXKeIaTeIbHBIX PEAKIIAI

Hexenarensubie nexkapctBennble peaknuu (HJIP), 3apeructpupoBaHHBIE B pErucTpaliiOHHBIX
KJIMHUYECKUX HCCIIEIOBAHUAX, & TAK)KE B IOCTPETUCTPALIMIOHHOM OIIBITE TPUMEHEHUS, IEPEUUCIICHBI
HI)KE B COOTBETCTBUU C CUCTEMHO-OPraHHBIM KJIACCOM MEAMIIMHCKOI'O CJIOBapsl sl HOPMAaTUBHO-
npaBoBoii gestensHocTH MedDRA. BuyTpum Kaxagoro cucrteMHO-opranHoro kimacca HIIP
CTPYINIIMPOBAHBI 10 YacTOTE€ BCTPEUAEMOCTH, HAYMHAs C HaWOOJee YacThIX, U TEPEUUCIICHBI B
nopsiike yObIBaHMs BaXXHOCTH. YacToTa BCTpeUaeMOCTH ONpEZeIeHa CIEAYIOIUM 00pa3oM: OYeHb
gacto (> 1/10); gacto (> 1/100, HO < 1/10); Hewacto (> 1/1 000, HO < 1/100); peaxo (= 1/10 000, HO
< 1/1 000); ouenn peako (< 1/10 000); gacroTa Hem3BecTHA (Ha OCHOBAHWH WUMEIONIUXCS JTAHHBIX
OIICHUTH HEBO3MOKHO).

Tab6smua 1: TaOJIHYHBIA CIHUCOK HeKeIaTeIbHbIX PeaKIMii

Kareropust yactoTbl ‘ HeskenareJbHble peaknuu

Ungpexyuu u unsazuu

Ouensb yacto NupeKuun BepXHUX JbIXaTeIbHBIX MyTeii!
NupeKny MOYEBbIBOISIINX TyTeH

Yacrto IIpocroii repnec

Hapywenus co cmoporbl UMMYHHOU cucCHEMbl |
YacToTa HEM3BECTHA ‘ PeakIuy runep4yBCTBUTEILHOCTH®

Hapywenus co cmoponbl neyenu u jHceiuesble00auyux nymeii ‘
UacToTa HEM3BECTHA ‘ [TopaxeHnue neueHu

Oouwgue napywenua u peakyuu 6 mecme 66e0eHus

OueHb JYacTo ‘ Peakuuu B MecTe HHBEKIINU

Tpasmbl, uHmOKCUKAUUU U OCTOHCHEHUA NPOUEOYD

Oyenp yacTo ‘ HNHbeknnoHHbIe peakinu (CUCTEMHBIC)

Jlabopamopnule u uncmpymenmaibHovle OaHHblE

Yacro CHuxeHnue cpeHed konnenTpaiuu [gM B kpoBu

1 — TpynnupoBKa MPEANOYTUTENBHBIX TEPMHHOB, KOTOpas BKIIOYAET  CIEIYIOIIEE:

Ha30(apuHTUT, UH(PEKINN BEPXHHUX JbIXAaTENbHBIX IyTeH, IPUMI, CHUHYCUT, OCTPBIH CHHYCHT,
OaKkTepUanbHbI CHHYCHUT, XDPOHUYECKUI CUHYCUT, pUHUT, BUPYCHBI PUHUT, BUPYCHAs HHEKIHS
BEPXHHUX JIBIXAaTeJNbHBIX IyTeH, TOH3WUIUT, JIAPUHIUT, (ApUHTUT  CTPENTOKOKKOBBIMH,
OakTepuanbHble, BUPYCHBIC (DAPUHIUTHI, BUPYCHBIH TOH3WIINT, Ha3aJIbHbIN reprec, Tpaxeur.

2 - IpynnMpoBKa NPEANOYTHTENbHBIX TEPMUHOB, KOTOpasl BKJIOYAET cleayroniee: HHGEKIHs
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MOYEBBIBOSIINX MyTEH, HIUCTUT, OECCUMIITOMHAsS OaKTEepUypHsi, OaKTepUuypus.
3 — M0 JaHHBIM MOCTPETUCTPALMOHHOIO ONBITA MPUMEHEHUS

Onucanne OTAENbHbBIX HEXKEIATeNbHbIX DEAKIIAI

Hnghexyuu

B xnmnnyeckux wuccnenoBanusx Il ¢das3pr obmas yactota cepbe3HbIX WHOEKINI y TaIMeHTOB,
nojryyaBIMx ogatrymymad, Oblla aHajlOrMyHa MalueHTaM, mnoiydasmuMm tepuduyHomusa (51,6 %
npotuB 52,7 % u 2,5 % npotus 1,8 % coorBercTBeHHo). [IBa manuenTa (0,2 %) npexpaTuiiv JieueHue
u 11 manmenTos (1,2 %) BpeMEHHO MpepBajy JEUYEHUE B CBSI3U C CEPhE3HON MH(EKITUEH.

Hugpexyuu sepxnux ovixamenbHuIX nymei

B stux nccnenoBanmsax y 39,4 %, nomydaBmux odarymymad, HaOMOJaINCh HH(EKIIMH BEPXHUX
JbIXaTeJbHBIX IMyTeH Mo cpaBHeHHIO ¢ M 37,8 % MAIMEeHTOB, IOJIy4aBIIUX TePUDIYHOMHUI.
Wudexuun ObUTM NPEUMMYIIECTBEHHO JIETKOM WM CpeIHEeH CTeNeHM TSHKECTH, U B OCHOBHOM
MPEICTABIISIIN Ha30()apUHTUT, MHPEKIIUU BEPXHHUX JIBIXaTSIbHBIX MYTEH U TPUIIIL.

Huvexyuonnvie peakyuu

B wimnndeckux wuccnenoBanusx III  ¢a3el HWHBEKIHOHHBIE peakuu (CUCTEMHBIE), ObUIH
3apeructpupoBansl y 20,6 manMeHToB, MoydaBux oarymymad.

YacTtoTa MHBEKIMOHHBIX peakuuii Oblia Hambosee BBICOKOW mpu mepBoM BBeaenuu (14,4 %),
3HAYUTEIHHO CHUXKASCH MPH MOCIEIYIOMNX HHbeKIuAx (4,4 % mpu BTOpoit u <3 % mpu TpeTheit
WHBEKIIAHN).

HubekoHHbIe peakiu Obuid B OCHOBHOM (99,8 %) nerkoii niu cpeHel creneHu TsokecTH. /[Boe
(0,2 %) manMeHToB C pacCesiHHbIM CKJIepo30oM, monydaBmux odarymymad (0,2 %), cooOumnu o
CEPbE3HBIX MHBEKIIMOHHBIX PEaKIUIX, HO HE YTPOXKAIOIMINX KU3HU. Hanbosee 4acThIMU CHMITTOMAMHU
(=2 %) sBIANAMCH TOBBIIICHHE TEMIIEpaTyphl Teja, TOJOoBHas 00Jb, MUAITHA, O03HOO M oOImas
YTOMJISIEMOCTb.

Peaxyuu 6 mecme unvexyuu

B xmuaMgeckux uccnenoanmsax 11 ¢aspl mpu paccessHHOM CKJIEpO3e Peakiid B MECTE MHBEKITUU
(mectHBIC) ObLTH 3aperucTpupoBansl y 10,9 % nanueHToB, moxy4asmuii ohatymymad.

MecTHble peakliii B MECTE BBEJCHHSI BCTPEUAIUCh OYEHb YacTo. Peakiiuu B MecTe HHbEKIHUN ObLIH
OT JIETKOM JI0 CpEeJIHEHW CTeNeHW TsHKECTH W Hecepbe3HbIMH. Hambomnee yacTto perucrpupyembie
CUMIITOMBI (> 2 %) BKJIIOYAJIM TOKPacHEHHE, 00JIb, 3y U OTEK.

Iopaoicenue neuenu

B mocTperucTpalilnoHHOM TEpHoje y MalueHTOB, Noidy4yaBmmx antutena k CD20, Bwi3bIBatomye

JACIIIICHHUIO B-J'II/IMq)OI_II/ITOB u O,Z[O6peHHBIe JJIA JICYHCHUS paCCCIHHOI0 CKJIICPO3a, BKIIKOYast BOHCHpI/I,
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OBUIH 3apETUCTPUPOBAHBI CITyYan MOPAKCHUS TIEYCHU 0€3 MPU3HAKOB BUPYCHOTO TEMaTHUTA.
Jlabopamopnuvie oannvie

B xone knmuuuueckux uccinenoanuii Il ¢as3el y manueHToB HaOMI0OJAIOCh CHIDKEHHE CPETHETO
3HayeHus nmmyHornooyimmaa M (IgM) (camxenne Ha 30,9 % depes 48 Henenb u cHnxenne Ha 38,8 %
gepe3 96 Helenb), KOTOPOe HE CONMPOBOXKIAIOCH YBEIIMUEHUEM PUCKA Pa3BUTHs WHQPEKIIHA, B TOM
gyucine cepbe3Hblx. Y 14,3 % mnauumeHnToB JjeudeHue o¢aTymMymaOoM IMPHUBENIO K CHUKEHMIO
KoHIeHTpamuu IgM, kotopoe nocturio 3nadenust Huxke 0,34 v/11. OTMedeHo BpeMEeHHOE CHUKEHUE
cpennero ypoBHs ummyHornoOynuHa G (IgG) Ha 4,3 % nocne 48 Henenb JedeHus U yBEeJIMUECHUE Ha
2,2 % yepe3 96 Henenb.

Coo011eHrEe 0 HeKeIaTeIbHbBIX PEAKIINIX

BaxxHO c0001IaTh 0 OJ03pEeBaEMBbIX HEXKETATEIbHBIX PEAKIUAX TIOCIIE PErHCTPAINU JIEKAPCTBEHHOTO
mpernapara ¢ IeNIbl0 00eCTieueHHs] HEMPEPHIBHOTO MOHHUTOPUHIA COOTHOILIEHUS «IIO0JIbh3a—PHUCK)
JIEKapCTBEHHOTO TIperapaTa. MEIUIIMHCKAUM pa0OTHHKAM PEKOMEHIYEeTCS COOOmaTh O JIFOOBIX
M0JI03PEBAEMBIX HEKENATSIBbHBIX PEaKIMAX JIEKAPCTBEHHOTO TIIperapara dYepe3 HalMOHAaIbHbIC
CHUCTEMBl COOOINEHHS O HEKeNaTeNbHBIX pEeaKIUsIX TOCyJapcTB — UWICHOB EBpasuiickoro
HKOHOMHYECKOTO COI03a.

Poccuiickag @eneparms

denepanbHas ciy)0a 1Mo HaJa30py B chepe 3apaBOOXpaHCHHS

Anpec: 109012, r. Mocksa, CnaBstHCKast TUIOIIAAb, 1. 4, cTp. 1

Tenedon: + 7 (800) 550-99-03

DnekTpoHHas rnoyra: npr@roszdravnadzor.gov.ru wiu pharm@roszdravnadzor.gov.ru

Caiit B nuH(pOpMaAITMOHHO-TEIIEKOMMYHHUKAITMOHHOH ceTH «HTepHeT»: www.roszdravnadzor.gov.ru

PecnyOmuka Kasaxcran

PI'TI na IIXB «HauuoHanpHbIA LEHTP 3KCHEPTU3bl JEKAPCTBEHHBIX CPEICTB U MEIULMHCKUX
m3nenuiny  Komwurera MeaumuwHCKOTO ®  (papMameBTHYECKOTO  KOHTPOJiIsS  MHMHHCTEpPCTBA
3npaBooxpanenus Pecnyonuku Kazaxcran

Anpec: 010000 r. Acrana, yi. A. Imanosa, 13, 4 stax

Tenedon: +7 (7172) 235-135

OnextpoHHas noyra: farm@dari.kz

Caiit B nuH(pOpMaITMOHHO-TEIIEKOMMYHUKAITMOHHOH ceTH « UHTepHeT»: www.ndda.kz

PecnyoOnuka benapych

VI «entp Oxcneptus u VcnplTanuil B 31paBOOXpaHEHUN»

Anpec: 220037, r. Munck, nep. ToBapurieckuii, 2a
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Tenedon / dpakc: +375 (17) 242 00 29
OnexTpoHHas moura: repl@rceth.by

Caiit B nH(QOPMAIIMOHHO-TEIEKOMMYHUKAITMOHHOM ceTn « MHTepHeT»: www.rceth.by

PecryOimka ApmeHus

I'HKO «llenTp sxcrepTU3bl JIEKApCTB U MEAULIMHCKUAX TEXHOJIOTHID)

Anpec: 0051, r. EpeBan, np. Komutaca 49/5

Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05

OnextpoHHas nmoyra: vigilance@pharm.am

CaiiT B uH(GOpMaIIMOHHO-TEIEKOMMYHHKAMOHHOM ceTn «VHTepHeT»: www.pharm.am

Keipreisckast PecoyOimka

JlemaptaMeHT JI€KapCTBEHHBIX CPEJICTB W MEOUIMHCKUX W3Jeiuid Tnpu  MUHHUCTEPCTBE
3npaBooxpanenust Keipreizckoit PecyOnnku

720044, r. bumkexk, yi. 3-s nunaus, 25

Tenepon: 0800 800 26 26

OnextponHas noyta: dlomt@pharm.kg

Caiit B uH(pOpMAITMOHHO-TEIIEKOMMYHHUKAIIMOHHOM ceTn « uTepHeT»: www.pharm.kg

4.9. Ilepeno3npoBka

CuMITOMBI

B xmuHnyeckux wucciaepoBanusx npu  PPC  ciayyaeB mepeno3MpoBKM - MpenapaToM  He
3aperucTpUpOBaHO.

B xnuHMuYeckux ucciaeaoBaHusX nauueHTtbl ¢ PC momywanu mpenapaT BHYTPUBEHHO B J103aX J10
700 mr 6e3 pa3BUTHSA JO30JUMUTHPYIOIIECH TOKCUIHOCTH.

Jleuenue

B cnydae mepeno3upoBKH cienyeT HaOM0JaTh MAIMEHTa C LEJNbI0 BBIBICHHUS MPU3HAKOB WM
CHUMIITOMOB HEXeJaTeJIbHbIX PEeaklUuid C COOTBETCTBYIOUIMM CHUMIOTOMATUYECKUM JICYEHHEM IPHU

HEOO0XOIUMOCTH.
5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHYecKHe CBOlicTBA
®dapmakoTepaneBTHUECKas IPyIINa: UMMYHOIETIPECCAHThI, MOHOKIOHAJIbHbBIE aHTUTEA.
Kox ATX: LO4AGI2.

Mexann3M encTBUg

Odarymyma0b npejcTaBisier coO0H MOJHOCTHIO YeIoBeYecKoe MOHOKIIOHabHOe anTuTeno (IgG1)
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CD20. Monekyna CD20 mpencraBiasieT coboif  TpancmeMmOpaHHbIE  docdonporens,
AKCIpeccUpyeMblid uMdoruTaMu - ot npe-B-mumdonuToB 10 3pensix B mumbormroB. Monekyna
CD20 skcnpeccupyeTcs Tak:ke HEKOTOPBIMH aKTUBUPOBAHHBIMH T-KJIE€TKAMH.

Ces3piBanne ogparymymadba ¢ CD20 umapynupyer musuc CD20+ B-mumd@onuToB, B OCHOBHOM
MOCPE/ICTBOM  KOMILJIEMEHT-3aBUCUMOM  LIUTOTOKCHYHOCTH, W B  MEHBIIEH CTENeHH -
AQHTHUTEJI03aBUCUMOI KJIETOYHON IMTOTOKCUYHOCTH. [lokazaHo, uTo oparymyMad HHAYLUPYET JTU3HC
KJIIETOK KaK C BBICOKOW, Tak W C HU3KOHM creneHbto 3kcnpeccun CD20. KonmuectBo T-kieTox,
skcnpeccupyromux CD20, Takxke cCHUXKaeTcs Ipyu NpUMEeHeHHH odaTymymaoa.

dapMakoIMHAMUYECKIE CBOMCTBA

Ymenvwenue xonuuecmea B- numgpoyumos

B xnmHndeckux uccnepoBanusax y nanuentos ¢ PPC npumenenne oparymymaba B go3ze 20 mr 1 pa3
B 4 Henenu nocie crapToBoro BBeAeHus 20 Mr B 1, 7 u 14 qHU MPUBOIMIIO K OBICTPOMY U CTOUKOMY
cHIKeHUI0 KonmdecTBa B-mumoruro menee HI'H (koTopas ompexnensiack kak 40 KI€TOK/MKIT)
y>Ke yepe3 2 He[eNH 1MOoce Hadaja JeUeHusl.

[lepen nawanom mnoanepxuBatomiei ¢aszpl Ha 4 Henene Tepanuu y 94 % NanMeHTOB OTMEYEHO
yMeHbllIeHHe o011ero konndyectsa B-mumdonnuros menee 10 kiaetok/mMki u 'y 98 % nanuenTos k 12
HeJiene, TaHHBIH YPOBEHb COXpaHsUICS Ha npoTshkeHuu 120 Henenb (Ha MPOTSHKEHUU BCETro MepHo/ia
JICYCHHUST).

Boccmanosnenue konuuecmsa B-numgpoyumos

CorracHo naHHbIM KTHIYecKkuX uccneaoanwnii 11 dhaser mpu PPC cpenamii meproa BOCCTaHOBICHUS
konuuectBa B-nmumdornmroB 1o HI'H wnm ucxomnoro ypoBHs coctaBisier 24,6 Heienb Tocie
npekpamieHuss — tepanud. JlaHHoe — HaOMIOleHHME — MOATBEPXKICHO  TakkKe  pe3yJsibTaTaMu
(apMaKOKMHETUYECKOTO MOJCTUPOBAHMSI W CHUMYJSIIIUM BOCCTAHOBJICHUS KOJW4YecTBa B-
JTUMQOILIUTOB, COTJIACHO KOTOPHIM IPOTHO3MpYEeMas MeIUaHa BOCCTAHOBJICHUS KOJIHYECTBa B-
mumdonutoB 1o HI'H cocraBuna 23 Hexenu nmocie nmpeKpamieHus Tepanuu.

Hmmynozennocms

B xmmanueckux wuccnepoBanusix Il ¢assr mpm  PPC  obmas wacrora oOpa3oBaHus
AQHTWJICKAPCTBEHHBIX AHTHUTEJ], WHIYLIMPOBAHHBIX Tepamueil, y MalHMeHTOB, IOJyYaBIINX
odarymymao, cocrasisia 0,2 % (2 uz 914), npu 3ToM He OOHAPYKEHO HEUTPAITU3YIOLIUX aHTUTEN
WIM aHTUTEJN, YCWIMBAIOUMX JeicTBUe mnpernapara. [lo mpuumHe HU3KOM 4acTOThl 00pa3zoBaHMS
AHTHJICKaPCTBEHHBIX aHTUTEI, aCCOIIMMPOBAHHBIX C 0aTyMyMaOoM, HEBO3MOXHO OLICHUTH BIUSHHE
oOHapyKCHHE TUTPa aHTUJICKAPCTBEHHBIX aHTUTEN Ha MPpoduib papMaKOKUHETHKH, 0€30MaCHOCTH

npenapara Wil JMHaMHUKy KOJIMYCCTBA B-kneTok.
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Knunanueckas 3 hekTUBHOCTL U 0€30aCHOCTD

D¢ dextuBHOCTH M Oe3omacHocTh odarymymaba oueHuBanu B uccienoBaHusix ASCLEPIOS u
ASCLEPIOS II — 1Byx paHIOMHU3HPOBAHHBIX JTBOWHBIX CJETBIX ONOPHBIX ucchenaoBanuii 111 ¢dazbr ¢
AaKTHBHBIM IIpENapaToM CPaBHEHHs OJMHAKOBOIO IM3aiiHa, ¢ yuyacThueM nauueHtoB ¢ PPC B Bo3pacte
ot 18 mo 55 et ¢ moka3zaresem 1o pacIIMpPeHHOM IIKaJIe OIIEHKH cTeneHu naBanuan3anuu (Expanded
Disability Status Scale, EDSS) ot 0 n0 5,5 Ha MOMEHT NpoOBeACHUS CKPUHUHTA, U HAIUIUEM I10
KpaiiHel Mepe OJTHOTO MOATBEPKISHHOTO 000CTPEHHS 3a MOCIEIHUN TO WIH JBYX 00OCTpEeHUN 3a
MOCJIETHUE JIBa T0Jla, WIK BBISIBIEHUEM B mocieanuit roj oyaroB npu MPT ¢ koHTpacTupoBanuem
rajionuHueM. B uccienoBaHusx y4acTBOBAIM MAIIMEHTHI KaK C BIIEPBHIC YCTAHOBIIEHHBIM JIMaTrHO30M,
TaK U MalKeHThl, paHee MOoJy4yaBIlIue Teparuio.

B stux uccnenoanusax 927 u 955 maumentoB ¢ PPC cooTBeTcTBEHHO OBLIM paHIOMU3UPOBAHBI B
cooTHoIIeHuu 1:1 B Tpymiy moJKOKHOTO BBeneHus: oatymymada B qo3e 20 Mr kaxkeie 4 Helenu
(HaunHas ¢ 4 HeJeNH TOCJe CTApPTOBOTO BBEICHUS 3 /103 ¢ MHTEpBAJIOM | Hemens B repBbie 14 aHEH
(8 1, 7 m 14 nHM)) v Tpynny IpUMEHEHHS TepuQIyHOMHUIA (KATCyJIbl U1 IpueMa BHYTpb, 14 Mr
1 p/cyT). Ins obecrieueHust cnenoro MeTo/a MaMeHThl MOJyJalld Tianebo mpernapaTta u3 JApyroi
rpynmsl (au3aiH ¢ 2 mianebo).

[Ipo10KUTENBHOCTD JICYEHHUS y PA3IMYHBIX YYAaCTHUKOB OTJIMYANIACh M 3aBHCENIa OT JOCTHUKEHUS
KpUTEpHEB OKOHYAaHUS HcCclieqoBaHUs. B 00ouX uccienoBaHUAX MeauaHa MPOJOJIKUTEIbHOCTH
nedeHusi coctaBmna 85 Hemenb, 33 % manumeHTtoB B Tpymme odarymymadba u 23,2 % B rpymnme
TepudIyHOMHUIA TIOTydYaIn Tepanuio oojee 96 Henemb.

[Tonmynsuuu vccaep0BaHUi U TPYIIIBI JIEYeHHUs. ObUIH JOCTATOYHO OJHOPOAHBI 10 JIeMOrpaduIecKiuM
JTAHHBIM U UCXOJIHBIM MOKa3aTessiM (cM. Tabmuity 2). CpenHuii BO3pacT MalueHToB COCTaBmII 38 JieT,
CpeIHSIs POJIOJKUTEIBLHOCTh 3a00JIeBaHus — 8,2 roJla ¢ MOMEHTA IEPBOTO MPOSBICHHUS CUMITOMOB,
cpennuil nokasarens no EDSS — 2.9, npu stoM 40 % nanueHToB He MOJydalu paHee Ipenaparsl,
u3MeHsitone tedenue paccesHHoro ckiepo3a (IIMTPC), u y 40 % Ha wucxomuoit MPT c
KOHTPACTHPOBAHHUEM TaIoNIMHUEM B peskuMe T1 ObUH BBISIBICHBI OUard JeMHUESTMHU3AIUH.
OCHOBHOW KOHEYHOW TOYKOWM B 0OOMX HCCICAOBAHMSIX ObLIa CpPEAHETOJ0Bas dYacToTa
nonaTBepkAaeHHbIX peruanBoB (CYP) ¢ omopoit Ha nokazarens EDSS. KitodueBsie qomnonHuTenbHbIE
KOHEYHBbICE TOYKM BKJIIOYAJM BpeMs JIO MporpeccupoBanus wuHBamuam3amuu no EDSS (c
MOATBEPXKACHUEM Yepe3 3 1 6 MecsIIeB), ONpeesieMoro Kak nossimenue 6amia mo EDSS > 1,5,> 1,
wi > 0,5 y manMeHToB ¢ ucxoanbiM nokasarenem EDSS 0, 1 - 5 unu > 5,5 cootBercTBeHHO. Takxke
B YHCJIO KJIIOYEBBIX JOMOJIHUTEIBHBIX KOHEYHBIX TOYEeK BXxonawino uucio Gd+ ouaroB na Tl-

B3BCHICHHBIX MPT, CpeaHCroa0oBasA 4aCTOTa IMOABJIICHUS WJIN YBCIIMYCHUS O4aroB Ha T2-B3BemeHHBIX
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n3o0paxkenusax KiroueBble JOMOMHUTENbHBIE KOHEYHBIE TOYKM WHBAJIMIU3ALUU OLICHUBAIA C
IIOMOIIBID MeTa-aHaium3a OoO0BeaMHEHHBIX naHHbIX wuccienoBanuii ASCLEPIOS cormacuHo wux
MPOTOKOIY.

Tabauna 2. JleMmorpaduyeckne JaHHbIE M HCXOAHbIE MOKA3ATEIN
IHoka3aTeaun Hccaenosanne ASCLEPIOS 1 Hccaenosanne ASCLEPIOS 11

Odarymymabd TepudayHOMIIT Odarymymad Tepudmynomua
(N =465) (N =462) (N =481) (N =474)

Bospact (cpennee +
CTaHJapTHOE 3949 38+9 38+9 3849
OTKJIOHEHUE, JIET)

Ion (:xenckwid, %) 68,4 68,6 66,3 67,3

IIponomxkurensuocts PC
C MOMEHTa
YCTaHOBIICHUS TUATHO3a 5,77 /3,94 5,64 /3,49 5,59/3,15 5,48 /3,10
(cpenunee
3HaYCHHE/MeIuaHa JIeT)

Panee nosryuasmue
IIUTPC (%)

KonuuectBo obocTpennii
B TCUCHHUE MOCICTHUX 12 1,2 1,3 1,3 1,3
MeCSIIIEB

ITokazarens EDSS
(cpenuee 2,97/3,00 2,94 /3,00 2,90/ 3,00 2,86 /2,50
3HAaYCHHUE/MEANAaHAa)

58,9 60,6 59,5 61,8

Cpennuii o0muii 06eM
ouaroB Ha T2-
B3BEIIIEHHEIX
M3006pakeHHax (cM’)

13,2 13,1 14,3 12,0

ITanments! ¢ Gd+
ouaramu Ha T1-
B3BCIICHHBIX
nzobpaxkeHmsx (%)

37,4 36,6 43,9 38,6

KonunuectBo Gd+ ouaros
Ha T1-B3BENIEHHEBIX
H300paXKeHUIX
(cpennee)

1,7 12 1,6 1,5

00630p pe3ynbTaToOB OlEHKH d(PPEKTUBHOCTH B 000MX HCCIIECOBAHUAX MPEACTABICH B Ta0IuUIE 3, HA
pucyHke 1.

B o6oux wuccnemoBanmsax III ¢a3er npu npumeHeHnn odatrymymada IO CpPaBHEHHIO C
Tepu(BIYHOMUIOM TMPOJEMOHCTPUPOBAHO CTATUCTUYECKH 3HAYMMOE CHW)KCHHE CPEIHErOo0BOi
4acTOThl 00ocTpenuit Ha 50,5 u 58,5 % COOTBETCTBEHHO.

[IpenBapuTeabHO HACTPOCHHBIM METa-aHAINW3 OOBEAMHEHHBIX JAHHBIX IMMOKa3aj, 4To odarymymad

CTAaTUCTUYCCKU 3HAYMMO CHHXKAJI PUCK IHNOATBEPKACHHOI'O IPOIrpeCCHUPOBAHHUA HHBAIUAWU3ALUH
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(TITTN) uepe3 3 mecsina Ha 34,4 % u yepe3 6 mecsteB Ha 32,5 % MO CpaBHEHUIO ¢ TEPUGITYHOMUIOM
(cM. pucyHoOK 1).

[To cpaBHeHHt0 ¢ TepuIyHOMUIOM O(arymymab CTATUCTHUYECKH 3HAUMMO CHUXKAJ KOJUYECTBO
ouaroB Ha TI1-B3BEmIEHHBIX W300paKEHUSAX C KOHTPACTUPOBAHHEM TAaJOJMHHUEM U YacCTOTY
yBENIWYCHHs / TIOSIBICHUST HOBBIX OYaroB Ha T2-B3BEIIEHHBIX M300pakeHusx Ha 95,9 u 83,5 %
COOTBETCTBEHHO (TI0 00bETUHEHHBIM JIAHHBIM JIBYX HCCIICIOBAaHUH).

B o6oux wuccienoBanusax III ¢a3er ormedeHo cxokee BiusHUE odaTymymada Ha KIFOUEBBHIE
pe3yabTaThl 3(EKTUBHOCTA IO CPAaBHEHUIO C TepU(DIYHOMHIOM B MOMCKOBBIX IOATPYIIAX,
c(OpMHUPOBAaHHBIX O MOJY, BO3PAcTy, Macce Tesla, HAIUYUIO MPEIIIECTBYIOMIEH HECTepOUIHON
Tepanun 1o moBoAy PC, a Takke 1O HMCXOJHOMY IOKa3aTeNl0 WHBAIMIU3AIMH M HCXOIHOMN
AKTUBHOCTHU 3200JICBaHMS.

Tabauua 3. O030p pe3yabraToB ucciaegopanuii 111 ¢passl y nanuentos ¢ PPC

KoneuHnble ToOuKkH HccnenoBanue HccnenoBanue
(ASCLEPIOS I) (ASCLEPIOS II)
Odarymymad | Tepudpaynomun | Odarymymadé | Tepudrynomua
20 mr 14 mr 20 mr 14 mr
(n =465) (n =462) (n =481) (n=474)

KoHeuHble TOYKH O0TAeIbHBIX HCCAeT0BAHMI

CpenneromoBas 4acToTa

oboctpennit (CHO, ocHOBHAS 0,11 0,22 0,10 0,25

KOHEYHas TOukKa)'

CHM)KEHUE 4acTOThI 50,5 % (p < 0,001) 58,5 % (p <0,001)

Cpennee uucio Gd+ owyaros Ha

T1-B3BEIIEHHBIX 0,0115 0,4523 0,0317 0,5141

n3o0paxenusx MPT

OTHOCUTETTFHOE CHUKEHHE 97,5 % (p <0,001) 93,8 % (p <0,001)

Yucao HOBBIX WK

YBEJIMUYMBIIUXCS 04aroB Ha T2- 0,72 4,00 0,64 4,15

B3BCIICHHBIX U300paKEHHSIX

OTHOCHUTENIFHOE CHIKCHHE 81,9 % (p <0,001) 84,5 % (p <0,001)

Koneunble ToUkH, 3apaHee MPe1yCMOTPEeHHbIE MEeTA-aHAJIU30M

Jloms marueHToR ¢
MOJTBEPKACHHBIM
IIPOrpeCCUPOBAHUEM 10,9 % mns obatymymaba u 15,0 % mns repudmynomuna
WHBaJIUAU3AINY yepe3 3
MecsIa’

CHmxkeHue pucka (MeTa-
aHaJIn3)

Jlomns marueHToB ¢
MOJTBEPKACHHBIM
IIPOrpeCCUPOBAHUEM 8,1% s oparymymada no cpaBueHuro ¢ 12,0 % mns repudaynomuga
VHBAJIMIA3AIIIN Yepe3 6
MecseB”

34,4 % (p = 0,002)
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| Cumxenue prcka 1 32,5 % (p=10,012) |
! HMOATBEPXKICHHBIC 000CTPEHNUS (COIPOBOKIAIONIIECS KIMHIUSCKH 3HAUYNMBIM H3MEeHeHneM nokasatenst EDSS)

2 oneHka no meroay Kammana-Meitepa B 24 mecsina. [IIIN3 u T1ITM6 oueHnBany Ha OCHOBaHUHU MPOCIIEKTUBHOTO
CIUIAHMPOBAHHOTO aHajim3a OO0OOIIEHHBIX MaHHBIX ABYX HccienoBanuii 11 ¢asel, M ompemensii Kak KIMHHYECKH
3HaYMMO€ yBeJIMYeHHe OlleHKH To mkane EDSS, coxpansiomeecss Ha MPOTSDKEHUHM KaK MUHUMYM 3 uid 6 MecsueB
cooTBeTcTBeHHO. KimHMuYecku 3HaumMoe yBenuueHue oueHku mo mkaie EDSS oT ucxonmHoil ompenensin Kak
yBeIHM4YCHHEe MUHIMYM Ha 1,5 6ana npu ucxonHoit npu onerke 0, yBelnueHrne Kak MUHIMYM Ha 1,0 6at mpu ucxoxHoM
omenke 1,0 — 5,0 u yBenuuenne MUHUMYM Ha 0,5 Oasia mpu HCXOIHOMU OIeHKe 5,5 6aysioB u 6osee.

Pucynok 1. Bpemsi 10 nmepsoro IIIIU, coxpansiomero B Tedenue 3 mecsiieB M0 rpynmnam
JeuyeHus (0o0beaquHeHHbIe AaHHbIe ucciaeqoBanuii ASCLEPIOS 1 u 2, nosinas BbIOOpKa AJsl
aHaJIu3a)

B nonb3y
odpatymymaba — TepudpnyHommaa CcP p

| Bce (N =1876; 100 %) --- 344% 0,002

‘:‘: 24 4 PPPC (N =1768, 94,2 %) - 300% 0,014

‘é 0o _| Axwensiit BIPC (N =108, 5,8 %) —— 540% 0,072
Q 20 Bce, 6e3 06ocTpeHuit B nepuoy 1ccrneaoBanms (N=1454,77,5 %) —— 413% 0,004

E Axtvstbii BIPC, Ge3 oGocTperuii 8 nepuog uccneposarns (N = 83, 4,4 %) , _._1 1 68,8% 0,024

g 1 8 = ' OTHOLLEHME PUCKOB

(]

= _ 16 15,0 Yl mmm e
g 44 =TT
= ®© ———a

= Q _ r

Eg 12 K, 10,9 %’
83 10 4 T

8

© 8 -

=

o 6 CHuxeHue pucka (CP): 34,4 %, p = 0,002
(%)

©

s 4 === TepudnyHomua (N = 932)
x

©

I 2 S —— Odatymymab (N = 944)
O
(o) 0 -

T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33

Mecsy nccnegoBaHus
Yucno nauneHToB B rpynne pucka

Odpatymymab 944 908 878 844 810 784 534 319 176 49 1 0
TepucnyHomug 932 901 841 804 756 718 478 298 146 41 1 0

1 - Iln¢psr Ha KPUBBIX MPEACTABISIIOT OIEHKY PHCKa ABIEHHUA B 24 Mmecamna mo meroqy Karmmana-Meitepa (0603HaueHO
BEpPTUKAJIbHON MYHKTUPHOW JIMHUEH )

B uccnenosanusix 111 dassl, nons narmentos ¢ HA (83,6 % u 84,2 %) u HS, npuBoasmMu K OTMEHE

tepamuu (5,7% u 5,2%), ObUT CX0XKHUM B rpynrne opaTrymymada u TepudIyHOMUIA.

5.2. ®apMakoKUHeTHYECKHE CBOICTBA

AOcopOuus

B paBHOBECHOM COCTOSIHMH TIPH €KEMECSYHOM TOJKOKHOM BBeleHUH odaTymymada B no3e 20 Mr
cpenuuii mokaszareib AUCtu coctaBiseT 483 MKr*u/mi, a Cmax— 1,43 MKr/miL.

CuuTaeTcs, YTO TIOCJIEC TOJKOKHOTO BBeAeHUs, odarymymad, Kak H Jpyrue Mpenaparhbl

MOHOKJIOHAJIBHBIX aHTHUTEI, a0COpOUpyeTCsi B OCHOBHOM JIMM(DATHIECKOH CUCTEMOM.
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Pacnopenenenue

OO0beM pachpefesieHusi B PaBHOBECHOM COCTOSTHHM TIOCJIE TOBTOPHBIX IMOJKOXHBIX WHBEKIIHA
odarymymada B 103e 20 Mr coctasisin 5,42 nutpa.

Buorpanchopmarus

SBnssce Genkom, odarymymad B Xoie MeTaboim3Ma pacmhagaeTcs Ha MEIKHE TENTHIbI |
AMUHOKHCJIOTHI MPH Y4acTUU IOBCEMECTHO PACIPOCTPAHEHHBIX B OpPTraHU3Me MPOTEOTUTUYECKUX
bepMeHTOB.

DJIMMUHALUS

Odatymymad BBIBOAMTCS JBYMS IyTSIMH: MUIICHb-OIIOCPEIOBAHHBIM C YYaCTHEM CBSI3bIBAHUS C B-
TUMQPOLUTAMH, U MHIICHb-HE3aBHCUMBIM, OIMOCPEAOBAHHBIM HECTICIM(DUUECKUM SHIAOIUTO30M C
MOCTEAYIONIMM BHYTPHKJICTOUYHBIM KaTaOolm3MoM, Kak u japyrue wmonekynbl 1gG. Hcxomnoe
KOJIMYECTBO B-KJIETOK MPHUBOAMT K MPeOoOJIaJaHuI0 MUIIEHb-OTIOCPEIOBAHHOTO KIIMPEHCA B Hadaje
tepanuu. [Ipumenenne odparymymada IpUBOIUT K 3HAYUMOMY CHIDKEHHUIO KOJIM4YecTBa B-kieTok, 4ro
BJICUET YMEHBIICHNE O0IIET0 KIUPEHCca.

B paBHOBeCHOM COCTOSHUM TIPH MOBTOPHOM TOJIKOKHOM BBeJeHUU odaTymymada B mo3ze 20 mr
Mepuo/ MOJyBbIBeIeHUs cocTaBisil 11 qHei.

JIMHEeWHOCTD / HENMMHENHOCTD

Odatymymald mMOKa3bIBaCT HEIMHEHHYIO (HapMAaKOKHMHETHUKY, YTO CBSI3aHO CO CHIDKEHHUEM €ro
KIIMPEHCA CO BPEMECHEM.

Oco0nlie T'PYIIIBI TAITMCHTOB

Macca mena

V nanuenTtoB ¢ PPC cornacHo pe3ylibTaram NepeKpecTHOro MOMYJISIIIUOHHOTO aHalu3a Macca Tefa
orpejesieHa Kak koBapuara 3kcro3uunu (Cmax 1 AUC) opatymymada. HecmoTps Ha 3T0, Macca Tena
HE BJIHsUIa HAa 0€30MaCHOCTh ¥ 3P PEKTUBHOCTh, KOTOPHIE OIICHUBAIH B KIIMHUYECKHUX UCCIICIOBAHUSX,
B CBSI3H C YeM KOPPEKIUS 1036l HE TpeOyeTcs.

Tloueunas nedocmamoynocmeo

Crienmanu3upoBaHHbIE UCCIIENOBaHUA oaTymMmymada y MalrMeHTOB ¢ HapylmIeHHeM (QYHKIIUH MMOYeK
HE MPOBOMIINCH.

B uccnenoBanusix oparymymaba ydyBCTBOBAJIHM MALMEHTHI ¢ HapylIeHHEM (DYHKIIUHU MTOYEK JIETKOM
crerieHd. Het omnbITa pUMeHEHUs Y NAllMEHTOB C HapyllIeHueM (PYHKINHU MOYeK CpeHEN U TKEJIoH
crenieHd. [lockonbky odaTtymymad HE BBIBOJUTCS C MOYOM, MPEAINONIAracTCs, YTO KOPPEKIUS T03bI
JUTSL IAIUEHTOB C HapylIeHHeM (yHKIIMH MTOYEK He TPeOyeTCsl.

ITleuenounasn nedocmamounocme
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Crienmanu3upoBaHHbIE HCcenoBaHus oaTymymMada y MalMeHTOB ¢ HapylIeHHeM (QYHKITUH TTeYeHH
HE IPOBOJAWINC.

[TockonbKy MOHOKJIOHQJIIBHBIE AaHTUTENA, Takue Kak odaTtymymad, MOIBEpPralwTcs KpaiiHe
HE3HAYUTEIHHOMY METabo0JIM3My B MEYEHH, MPEINOIaracTcs, YTo HapyuleHne QyHKINHA NEYeHN He
BIMSIET Ha ero (papMaKkOKMHETHKY. TakuMm 00pa3oM MPEAroyIoKEeHO, YTO KOPPEKIHsS 03Bl JUISA
NAIMEeHTOB C HapylIeHneM (YHKIIMU NIeYeHU He TpeOyeTcs.

Jluya noscunozo 6o3pacma

B cBsi3u ¢ orpaHHuYEHHBIM KJIMHHYECKUM OIBITOM, CIEIUAM3UPOBAHHBIC (HapMaKOKHHETUYCCKHUE
HCCJIEJIOBAHNUS y NAIIMEHTOB B BO3pAcTe cTapiie 55 JeT OTCYTCTBYIOT.

Llon

CornacHo pe3yJbTaTaM MEPEeKPEeCTHOrO MOMYJSIIUOHHOTO aHain3a, (akTop IoJia OKa3bIBaeT
ymepenHoe BiusiHue (12 %) Ha UeHTpaNbHBI 00BeM pacmpeneneHuss odarymymada ¢ Oomee
BBICOKUMHU Cmax 1 AUC y xeHmuH (48 % manueHToB B 3TOM aHanu3e ObuM MykuuHamu, 52 % -
xkeHmuHamu). Jlauuenid 3¢¢dexkt He sABigeTcs KIMHHUYECKHM 3HAYMMBIM, KOPpPEKLHs 03Bl He

PEKOMEHOOBAHA.

CTHu

UccnenoBanus papMakoknHETHKH oaTyMmyMada y AeTeit muaziie 18 neT He MpoBOIUITUCE.

5.3. JlaHHbIe JOKJIMHHUYECKOH 0e30MacHOCTH

B craHmapTHBIX MOKIMHUYECKUX HCCIEAOBAHUSAX TOKCHYHOCTH C MHOTOKPAaTHBIM IpPHUMEHEHHEM
npenapara, B TOM YUCJIe NPU aHAIM3€ KOHEYHBIX TOUYEK (hapMaKoJIOrHuecKoi 0€30MacHOCTH, PUCKOB
MPUMEHEHUS Mpernapara, CueluUUHBIX JIJIs YeI0BeKa, HE BBISBICHO.

HccnenoBanuii KaHIIEPOTEHHOCTH M MyTareHHOCTH odaTtymymada He npoBoamiu. [Ipeanonaraercs,
4TO, SBIISSCH aHTUTEIOM, ohaTymymad HanpsMmyto He B3aumozeictyer ¢ JJHK.

He Obuto oOHapyXeHO BIMSHHS Ha pPENPOAYKTHBHBIE IapamMeTphl, BKIOYash TOPMOHBI,
MEHCTpPYalbHBIA IMKJI, AHAINW3 CIEPMBl I THUCTOMATOIOTHYECKYIO OIIEHKY pPENpOIyKTHBHBIX
OpraHOB, y CaMIIOB M CaMOK 00€3bsH, KOTOPHIM BHYTPHBEHHO BBOAWIN oOdaTtymyMad (5
exenenenbHbixX 103 0, 10 u 100 mr/kr, 3atem aByxHenenbHbIe 10361 0, 3 1 20 MI/KT). DKCTIO3UIIHUS
npemnapara B 1ia3me (Ha ocHoBe AUC) npu BBICOKO# J103€, TPOTECTUPOBAHHOM Ha 00e3bsiHaX, Oosee
gyeM B 260 pa3 npeBbIIIaeT TAKOBYIO Y JIFO/IEH IIpU TepaneBTHUecKoi 1o3e 20 mr.

Hccnenosanus smopuoderansHoro pazsutus (EFD), a Taxxke pacumpeHHbIe HCCISIOBAHHS BIHSHUS
Ha Ipe- U MOCTHATAIbHOE Pa3BUTHE Y 00€3bsH MMOKA3ajIH, YTO BHYTPUBEHHOE BBe/IeHHE opaTymyMada

B II€PUOJ IreCTallui HC BBI3bIBACT SIBIICHHI MaTCpHHCKOﬁ TOKCHYHOCTH, TEPATOI'CHHOI'O I[CﬁCTBHH, n
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HE COMPOBOXKIAETCS HAPYLICHUSIMH SMOPHOQETAaTBHOTO0, @ TAKXKE Mpe- U IMOCTHATAILHOTO Pa3BUTHSL.
B nccnenoBanun EFD BHyTpuBeHHOE BBeneHHe odaTymymada (exenenenbubie 10361 0, 20 win 100
MT/KT) OepeMeHHBIM 00e3bsiHaM B iepuo opraHoreresa (¢ 20 mo 50 neH» 6epeMeHHOCTH ) HE IPUBEIIO
K HeOJarompusTHOMY BO3JICUCTBHIO HAa AMOpHO(eTaIbHOE Pa3BUTHE; OMHAKO MPH 00X J103ax
HaO0JIFOIAJTOCh UCTOIeHUe Yrciia B-kinetok npu ornenke Ha 100-i 1eHb OEpeMEHHOCTH. DKCTIO3UITUS
B Ma3Me, paccuntanHas Ha ocHoBe AUC, mpu no3e, He okasbiBatomen a¢dexra (100 mr/kr), mms
HEOJIaronmpusATHOTO BO3ACHCTBUS Ha sMOpuoderansHoe pazButue Obiia B 1300 pa3 Bbllne, 4em y
yeJioBeKa Ipu TepaneBTuueckoit 1o3e 20 mr. /losa, He oka3piBatomias 3¢ dexra Ha B-kieTku, He Obu1a
oTpesiesieHa; SKCIO3UIUS B IU1a3Me, paccuuTanHas Ha ocHoBe AUC npu HU3K0I(P(HEKTHUBHOM 03¢
(20 Mr/kr), mpeBbImIaNa 4YeJI0BEUSCKY0 MPUOIU3NTENbHO B 180 pa3 npu TepaneBTHUECKO# n03e 20
MT.

B pacumpeHHOM wuccienoBaHMM BIMSHHMS Ha Tpe- W MOCTHataibHOoe pa3Butue (ePPND)
BHYTpHBEHHOE BBejieHHE odarymymada (5 exeHemenbHbix 103 0, 10 w 100 wmr/kr, 3atem
nByxHeneabHbIe 10361 0, 3 1 20 M1/KT) 6epeMeHHBIM 00e3bssHaM ¢ 20-ro JHS 6EpEeMEHHOCTH JI0 POJIOB
HE MIPHUBEJIO K HEOIAronpusATHOMY BO3/I€HCTBUIO HA pa3BUTHE MOTOMCTBA. OHAKO MPU BHICOKOH J103€
100/20 Mr/kr y mTOTOMCTBa HaOJIOJAIIMCh IOCTHATAJIbHAs CMEPTh, HCTOIICHHE B-KIETOK u
HapylIeHHe UMMYHHOU (YHKIMH, JaHHBIE CIyd4ad CMEpPTH ObUTH PACICHEHBI KaK BTOPUYHBIC IO
OTHOIICHHUIO K UCTOIICHHUIO YKcia B-knetok. Dkcno3unus B miasme no nokasatento AUC y camok
P J103€, COOTBETCTBYIONIEH YPOBHIO OTCYTCTBHUS HekenaTenbHbIX 3¢ dektoB (100/20 mr/kr) ms
HEOJIAroNpUSATHBIX BIUSHUA HA pa3BUTHE, OblIa TpuMepHO B 160 pa3 BbIlIe, 4eM y YeloBeKa MpU
TepaneBTHdeckoil go3e 20 mr. MakcumanbHast HeTokcuuHas fo03a (cokp. NOAEL ot No Adverse
Events Level) odparymymaba (10/3 wmr/kr), obnmagaromias (papMakoJOTHYECKON aKTHBHOCTBIO Y
JICTCHBIIIA, HAXOJUTCS B MIPEJIENIax BEPXHEH IPaHUIIbI TUana30oHa 0e30MacHOW KOHIIEHTPAIIUH, U KaK
MUHMMYM B 22 pa3a mpesbliaer TepaneBrudeckyto AUC; mpu 3ToM dKcHo3uius opaTtymymada y
MaTEPUHCKON 0cOOM MPU MaKCUMaJIbHON HETOKCHYHOM 03¢ CpaBHUMA C aHAJIOTHYHBIM ITOKa3aTeIeM

JUIsl 4eJIOBEeKa IpH  TepaneBTHYecKoi 1o3e 20 mr.

6. PAPMAIIEBTUYECKUE CBOMCTBA
6.1. Ilepeyenb BCIOMOraTe/IbHbIX BelECTB
ApruHuH

Harpus anerarta tpuruapar

Harpus xnopun

[Tommcopbar 80
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HwuHatpus sgerar

XnopuctoBoaopogHas kuciaora 25 %

Bona nnag napeknuin

6.2. HecoBmecTumocTh

B cBsi3u ¢ oTcyTcTBHMEM HCCIEOBAaHWNA COBMECTUMOCTH, JAHHBIM JIGKAPCTBEHHBIM Mpernapar He
CJelyeT CMEIINBATh C APYTMMHU JIEKAPCTBEHHBIMU IIPENapaTaMu.

6.3. Cpox roaHocT# (CpoK XpaHeHHs)

3 roza.

6.4. OcoObie MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHHH

Xpauutb B xonoauwibHuke (2-8 °C) B OpUruHagbHOW KapTOHHOM Mavke /s 3aIliuThl oT cBera. He
3aMOpaXKMBaTh.

[Tpu HEOOXOAUMOCTH IOTYCTUMO XPAaHUTH Mpenapat boHcTpy BHE XOIOAMIFHUKA B TEYCHUE 7 CYTOK
npu temreparype He Bbime 30 °C. B ciydae ecnm mpemapar He ObUT HCIIONIB30BAaH B TEUCHHE
YKa3aHHOTO CPOKa, OH MOKET ObITh BO3BpAIIICH B XOJIOAUIBHUK JJIs1 XPAaHEHUs IPU Temreparype 2-8

°C B TeueHue He 6osee 7 CyTOK.

6.5. XapakTep u cofep:kaHue YNakOBKH

I[To 0,4 M B CTEKJISSHHOM ILIPHUIIE C 3aKPEIUICHHOW HIJIOW C 3al[UTHBIM YCTPONCTBOM UIJIbI
(TpenBapuTENIbHO 3alI0JTHEHHBIHN IIMPHIT).

[To 1 mpeaBapuTenbHO 3aMOIHEHHOMY INIPHILY, TOMEIICHHOMY B SIMEHKOBBIN MOJ/I0H, B OIUcTEpe.
I[To 1 6auctepy ¢ nmpeaBapUTEIbHO 3aMIOTHEHHBIM IIITPUIIEM BMECTE C IUCTKOM-BKJIQ/IBIIIEM B MAYKe
KapTOHHOW C KOHTPOJIEM MEPBOTO BCKPBITHUSI.

6.6. OcoOble Mepbl NMPEAOCTOPOKHOCTH NMPH YTHIN3AUMH HCIO0JH30BAHHOIO JIEKAPCTBEHHOIO
npenapara WjiH 0TX0A0B, MOJYYEHHBIX MOCJIe NPUMEHEHHUs JeKAPCTBEHHOr0 NMpenapara uiu
padoThI ¢ HUM

PactBop npenapata boucrpu 20 Mr juisi HOJKOXHOTO BBEJIEHHUS MOCTABJISETCS B MPEIBAPUTEIILHO
3aMoJIHEHHOM LINPHUIIE ¢ 3aUIUTHBIM yCTpOCTBOM MIJibl. He mpuMensiiTe mpenapar, eciid pacTBOp
MYTHBIN WM B HEM OOHAPYKUBAIOTCS YaCTHIIBI.

Becb ocraBumiics JeKapCTBEHHBIA Mpenapar U OTXOAbl CIEAYeT YHHUYTOKUTb B COOTBETCTBUHU C
YCTaHOBJICHHBIMH HAI[MOHAIBHBIM 3aKOHOAATEIHCTBOM TPEOOBAHUSIMHU.

MNHCTPYKIMHA 110 NPUMEHEHUIO

I/IHCprKIIPll/I M0 MPUMEHECHHUIO pacTBOpPa B IIPEABAPUTEC/IbHO 3AII0JTHCHHOM IIIIPHUIE

Ilepen npumeHeHueMm mpenapara BoHCIpH BHHMMATENBHO NPOYTUTE JAHHYK WHCTPYKIMIO,
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ybenurech, uTo Bbl oHsIIM cofieprkaluecs B HeM ykazanus, u cienyire um. Eciau y Bac octanuch

BOITIPOCHI, HpOKOHCYHBTprﬁTCCL C MCIUIITMHCKHUM pa6OTHI/IKOM nepea NpuMCHCHUEM IIpCIiapara.

ITomuwuTe:

e He ucnoas3yiite npenapar boHcnpu B mpeABapUTEIBHO 3alOJHEHHOM IIMPHUIE, €CIU
IIEJIOCTHOCTh OJMCTepa WIM KapTOHHOW TMAYK{ HApyIIeHA. XpaHWTE Ipernapar B 3aredaTaHHOU
KapTOHHOM Iayke, oKa Bbl HE Oy/1eTe rOTOBBI UCIOIb30BATh €T0.

e He BcTpsixuBaiiTe npeaBapUTEILHO 3aMOTHEHHBIN TITTPHIIL.

e [IpenBapuTenabHO 3aNOJHEHHBIN MIMPUI] UMEET 3alIUTHBIA KOXKYX, KOTOPbI aKTUBHPYETCS
MOCJI€ BBIMOJTHEHUS] MHBEKLIHUHA M 3aKPbIBAE€T MIJTYy. 3AUIUTHBIA KOKYX MOMOTAaeT MPeIoTBPATUTh
CIIy4aiiHbI€ YKOJIBI UTJION MOCIIE TOTO, KaK IIIPHI] ObLIT UCIIOIB30BaH.

e He cHUMaNTE KOJIMAYOK C UIJIbl JO MOMEHTA UHBEKIUH.

e He mnpukacaiiTech K JlallkaM 3alllUTHOTO KOKyXa IUINPHULA O BBIIOJHEHUS WHBEKLUU.
KoOHTaKT ¢ HUMH MOXKET NIPUBECTH K IIPEXKIEBPEMEHHOMN AKTUBALIMHU 3aIUTHOIO KOXKyXa.

e He wucnonp3yiiTe mnpeaBapuTENbHO 3alOJHEHHBIA MINPHUIl, €CIM OH yhal Ha TBEPAYyIO
MOBEPXHOCTh WJIN yHaJl ITOCJIE€ CHATHUS 3aIUTHOTO KOJIMAYKa UIJIBI.

o Vrunusupyiite (BBIOPOCUTE) TNPEABAPUTEIILHO 3alOHEHHBIM MINPHUI] Ccpa3y Mocie
ucnosib3oBanus. He menmoJib3yiiTe mNpuL NMOBTOPHO. YKa3aHUs MO yTHWIM3ALUUU NPUBEACHBI B
KOHLIE JaHHOW HMHCTPYKUMHU B paszznene «Kak yTWIM3MpoBaTh NPEIBAPUTENIHHO 3alOJIHEHHBINA

MIITPHUIL ITOCJIC UCITIOJIb30BAHUA .

Kak xpanuts npenapat bBoncnpu

e KapToHHyI Mauky c mnpernaparoM boHcCIpu B NpeABapUTENbHO 3alOJHEHHOM MLINPULE
cllelyeT XpaHUTh B XOJIOAWIbHUKE Ipu Temmneparype 2—8 °C.

e Jlns 3amuThl OT CBETAa MPEABAPUTENBHO 3allOJHEHHBIM IINPUIl CIEAYeT XpaHUTh B
OpPUTMHAIBHON KapTOHHOM MAayKe 10 MOMEHTA UCII0JIb30BaHUs.

e He 3amopaxuBaiiTe mpeABapUTEILHO 3aIOJTHEHHBIN ITIPUI] C IpenapatoM boHcmpu.

Kak u Bce 1pyrue JjiekapcTBa, XxpaHurte npenapat boncnpu B He1ocTyIIHOM /I ieTeii MecTe.

Pucynok A. BHeuiHuil BUJ U 4aCTH MPEABAPUTEIBHO 3aI0JTHEHHOTO MINPULIA
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wnpuua

\ f

CMOTpOBoe OKOLUKO |

OTMKETKA CO CPOKOM 3almMTHBIE Nanku
rogHocTU wnpuua

3alynTHBbIN Ynop ans OcHoBaHune
Konnayok nanbues NOpPLUHS
Vel 3aLnTHBIA KOXYX
MopeHb

Y10 HE00X0AUMO 1A HHHbEKIHH

COHCD)KI/ITCSI B YIIAKOBKC:

HoBgrrit npeaABapuUTCIbHO 3an0JHEHHBIN HIIpuIy € rmpemnapaTrom BOHCHpI/I.

He coaepXUTcs B yIaKOBKE (DI/ICVHOK B)

e | criupToBas canderka.
e | BaTHBIN MIAPHUK WU MapJieBast
canderka.

Pucynok b

o KonTeitHep /uisl yTHIM3AIUU OCTPBIX
MpEeAMETOB.

Cwm. paznen «Kak yrunuzupoBaTh
[peIBAPUTEIHHO 3aMIOJTHEHHBIHN MITPULL C
npernaparoM boHcIpu rmocie ucronb30BaHus»
B KOHIIE JaHHON MHCTPYKIMHU IO IPUMEHEHHUIO.

IMoaroroBKa K HHbEKINHU
ITar 1. HaiiguTe 4ncTyI0 XOPOIIO OCBEIIEHHYIO TNIOCKYIO Pab0dyt0 MOBEPXHOCTb.

Ilar 2. /locTaHbTe yNaKOBKY C MPENapaToM U3 XOJIOJAWIbLHUKA U OCTaBbTE €€, He BCKPbIBasi, Ha
15 — 30 MuHYT, 9TOOBI PACTBOP COTPEIICS O KOMHATHOHN TeMIIepaTypHhI.

[Tar 3. TmiatensHO BBIMOWTE PYKH BOJOM C MBUIOM.
Llar 4. JlocTaHbTe IpeABAPUTEIHHO 3aMOJHEHHBIN MINPHUIL U3 KAPTOHHOW MAaYKHU U U3BJIEKUTE €r0
u3 OImcTepa, Iep’Kachk 32 OCHOBHYIO YacTh 3alIUTHOTO KOXKyXa IIPHIIA.

IlTar 5. OcmoTpuTe TpenBapUTEIHHO 3aNOJHEHHBIN MmpHUIl. JKUAKOCTH BHYTPU NOJDKHA OBITH
MPO3pavyHON WM CJeTKa MYTHOW. Bbl MOXeTe yBHAETh HEOOJBIIOW IYy3BIPEK BO3IyXa, 3TO
HOpManibHO. He mcmosb3yiTe mpeaBapUTeNIbHO 3al0JHEHHBIN MINPHULL, €CIIH KUAKOCTh BHYTPHU
MYTHasl WIH COJIEP>KUT BUIUMBbIEC YaCTHULIBI.

Illar 6. He wucmoab3yiiTe NpPeIBApUTENILHO 3alOJHEHHBIM IUNPUL MNpPU HAPYLIEHUH €ro

LEJIOCTHOCTH. B 3TOM cilydae BepHUTE NpEABAPUTEIBLHO 3alI0JHEHHBIN IINPUILL U €r0 YIIaKOBKY B
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anTeKxy.

Pucynok B

[llar 7. He ucnoab3yiiTe npenapar mo
MCTEYCHUH CPOKa TOIHOCTH (pHCYHOK B).

BepHuute npenBapuTebHO 3aM0THEHHBIN

HITPHUI] C UCTEKIIINUM CPOKOM T'OJTHOCTH U €TO
YIOAaKOBKY B allTEKy. Cpok rogHocTy

Bb10op MecTa HHBbEKIMU H ero 00padoTKa

Pucynok I
e [Ipenapar MOXHO BBOAUTH B CIICIYIOIIHE

YYACTKHU Tea: e
O TepemHss MOBEPXHOCTH Oeep Lo
(pucynoxk I), (U
O HWXHSS 4acTh KHUBOTA, “
HCKITIOYast 00J1acTh BOKPYT
MyTnKa pagnycom 5 cm (2 . .
mroiimMa) (pucyHnok I).

Pucynox /|

(TOJIBKO TIPU BBITIOJTHEHUW WHBEKIIUN
MeAPaOOTHUKOM WJIH JIUIIOM,
- OCYIIECTBIISIIOIINM YXO/ 3 MAI[IEHTOM )
MEUIIMHCKUN PAOOTHUK WITH

O BCPXHAA HApYy KHas
MOBEPXHOCTH IJICYA, €CIIN
HWHBEKIUIO IIPOBOAUT

JIMIIO, OCYILECTBIISIONIEE YXO/ .
/
3a ManueHToM (pucyHoxk /JI). /
!
e MeHsiiTe MECTO HHBEKIIUU TIPU KaXKIOM
BBEJICHUM.
e He BBOAUTE Mpenapar B MecTa ¢
MOpaKeHHEM KOXKHBIX TIOKPOBOB (MCTOHUYCHHE,
MOKpacHEHHe, pa3apakeHue, yjaoTHEHHUE,

menymenue). Cnenyer n3derats BBEIACHUS B

00J1aCTh C pyOIIaMH UJTK PACTSKKAMHU.

Ilar 8. KpyroBeiMu JABIKEHUSIMH 00paboOTaiiTe MECTO HWHBEKIHU CIHHPTOBON Cal()eTKOM.
[Tomoxxaute, Mmoka Koxka BbICOXHET. He mpukacaiitech kK 00pabOTaHHOMY Yy4YacTKy KOXKH IO
UHBEKIINH.

BoinojiHenue HHBECKIIUN

ITar 9. OcTOpO’XHO CHUMUTE 3aLUTHBIN
KOJIITa4YOK C UTJIBI IPEIBAPUTEIHHO Pucynok E
3aroyHeHHOro mrnpuia (pucyHok E).

Yrunuzupyire 3auTHBIN Koanadok. Ha koHiie
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UTJIBI MOKET TOSBUTHCS KAIUIS XKUIKOCTH. DTO
HOPMAJIBHO.

IMar 10. AxkypaTHO coOepUTe KOXKHYIO

CKJIQJIKy MEX/y MalblIaMU B MECTE UHBEKIUH U
BBEAWTE WINy, KaK I[I0OKa3aHO Ha pHUCYHKE
(pucynok X). Bemaure urimy Ha BCIO JUIMHY,
9TOOBl ~ O0ECIEYHTHh  TOJHOE  BBEJCHHE

npernapara.

Hlar 11. O6xBaTuTe yHop IJis MajbleB, KaK
MOKa3aHo Ha pucyHke (pucyHok 3). MeajieHHO
Ha)KUMaliTe Ha MOPLIEHb 10 yIopa, MoKa
OCHOBAHUE MOPIIHS HE 3a(PUKCUPYETCS] MEXKLy
3alIUTHBIMU OOKOBBIMU JIAIIKAMH.

Iar 12. y)lep)l(HBaﬁTe HIITpuI] B JaHHOM ITOJIOKCHHUU C HAKAaTbIM JI0 YIIOpa MOPHIHEM B TCUCHUC 5

CEeKYH]I.

IITar 13. MeaJjieHHO OTIIyCTHTE IOPIIEHb U Pucynok 1

IO3BOJIBTE  aBTOMATHYECKOMY  3alIUTHOMY
YCTPOUCTBY CKPBITh UIITy (pucyHOK 1).

[lar 14. B mecTte HHBEKIINN MOYKET ITOSABUTHCS
HEOOJBIIIOE  KOJMWYEeCTBO KpoBH. K  mecty
WHBEKIUA MOXHO TPUIIOKUTH BaTHBIA WIH
MapJIeBbI TAMIIOH | yIEP)KUBATh €T0 B TCUCHHE
10 cexynn. He pactupaiite MecTo MHBEKIIWU.

HpI/I HCOGXOI{I/IMOCTI/I MOJXHO 3aKpbITb MECTO

HNHBCKIIMHU HEOOJIBIIIUM IJIaCTBIPEM.

Kak YTUIM3UPOBATH NPEABAPUTECIBHO 3anmoJIHeHHbIii HIIpHUIl IMOCJI€ UCITOJIb30BaHUSA
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Llar 15. VYTunuzupyiTe UCIOJIb30BAHHBIN

HmpHI: Pucynok K

® [IOMECTHTE HCIOJIb30BAHHBIM IIMPHI] B
KOHTEHHED JUTSt OCTPBIX MPEeIMETOB
(3aKpBIBAIONIUICS, YCTOWYMBBIA K MPOKOJIAM
KOHTeHHep, pucyHOK K).

e He yruiuszupyiiTe Impumbl BMECTE C
OBITOBBIMH OTXOJ/IaMHU.

e HenomycTuMO HWCHONB30BaTh IIIPHUIIBI
MIOBTOPHO.

XpaHuTe KOHTeiiHep JIsl OCTPBIX NMpPeAMETOB
B HEJIOCTYITHOM [IJIsl IeTeill MecTe.

7. AEPXKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA
[IBeiiapust
«Hosaptuc OBepcuz UnBectmentc Al'» / Novartis Overseas Investments AG

Jluxtmrpacce 35, 4056 bazens, Betinapus / Lichtstrasse 35, 4056 Basel, Switzerland

7.1. IlpeacraBuTe/ib Aep:KaTe/isi perucTPallMOHHOI0 YA0CTOBEPEeHHs
[Tperen3un notpeduTeNei HAPABIATH IO aJIPecy:

Poccutickas @edepayus

00O «Hosaptuc ®apma»

Anpec: 125315, r. Mocksa, JlennHTpaackuii mpocnexT, A. 70
Tein.: +7 (495) 967 12 70

®akc: +7 (495) 967 12 68

OnexTponHas mouta: drug.safety russia@novartis.com

Pecnybnuxa Kazaxcman

TOO «Hosaptuc Kazaxctan»

Anpec: 050022, r. Anmatsl, yi. Kypmanrassl, 95
Ten.: +7 (727) 258 24 47

DnexTpoHHas nmouta: drugsafety.cis@novartis.com

Pecnybauxa Benapyco

[IpencraButensctB0 AO «Novartis Pharma Services AG» (Lleiinapckas Kondenepauus) s
Pecrry6nuke bemapych

Anpec: 220069, r. Munck, nip-T JI3epxxunckoro, 5, mom. 3, opuc 3-1
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Ten.: +(375) 17 360 03 65
OnexrpoHHas moura: drugsafety.cis@novartis.com

Pecnybnuxa Apmenus

000 «ACTEPHUA»

Anpec: 0051, r. EpeBan, yn. Haupu 3apsn, 72/3
Ten.: +37411519070
OnextponHas nodrta: drugsafety.cis@novartis.com

Pecnybauxa Kvipevizcman

HpeIICTaBI/ITeJILCTBO OTCYTCTBYCT

OnextpoHHas moura: drugsafety.cis@novartis.com

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUAA
Poccuiickas @enepanust: JIIT-Ne(001332)-(PT-RU)

Pecny6nuka benapyce: JIIT-Ne001332-I'TI-BY

Pecny6muka Kazaxcran: JIIT-Ne001332-T'TI-KZ

Pecny6mmuka Apmenns: JITT-Ne(001332)-(I'TI-AM)

9. KATEI'OPUS OTITYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA

HeKapCTBeHHLIﬁ npenapaTt OTHOCUTCA K KaATETOPUU OTIIYCKa 110 PCLCIITY.

OO0masi XapakTepUCTHKa JICKApCTBEHHOTO Ipernapara BOHCIpU [OCTymHAa B €IMHOM pPeecTpe
3aperMCTPUPOBAHHBIX JICKAPCTBEHHBIX CPEACTB EBPa3sHiiCKOr0 HSKOHOMHYECKOTO COK3a W Ha
opuUIHATHFHOM caire YIOJTHOMOYEHHOTO opraHa (axcniepTHOMH OpTraHU3aIliN)

https://lk.regmed.ru/Register/EAEU _SmPC.
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