-~ KPATKA XAPAKTEPUCTUKA HA NMPOLOYKTA

1. TBbPIrOBCKO UME HA NEKAPCTBEHWA NPOQYKT
Betaferon 250 microgram/ml

beragepon 250 mukporpama/mi

I"Ip'ax Y pasTBOpPUTEN 3a WHXEKUMOHEH pasTBop.

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Pexombunanmer Viumepgbepon 6ema-1b 250 microgram (8.0 million IU) ¢ 1 m!
om npuzomeeHxUsi pasmeop.

Betaferon crdnpxa 300 microgram (9.6 million IU) pexomburaxmen
Yumepghepor 6ema-1b ebe ¢briakoH

3a riomoLHuTe BeulecTsa Bink 6.1 HUKUCTEPCTBO HA 37PABEONASBAHETO
3. NEKAPCTBEHA ®OPMA '

Tipinoenis koM
Fpax n pasTeopurTErn 3a MHXEKLIMOHEH pasTBop. paspeweniie saynorpeballe LO & 9\’5\ 0 ﬁ.\i.o*\
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4. KAWHWYHU BAHHK TP MY I3 AT TP Z
S

41 TEPANEBTUYHUW NOKA3AHUS BEptERY)-R =

Betaferon e nokasaH 3a fiedeHue Ha nayueHmuU ¢ rpuciTbiiHo-peMumeHmHa
MynmunneHa ckrieposa ¢ 0sa unu roseye npucmbia 8 nocnedHume dee s00UHU.
Betaferon e nokasaH U 3a nayueHmu ¢ MOPUYHO fipozpecupaiya MynmurnneHa
cKiieposa ¢ akmusHocm Ha 3abosisisanemo, dokasaHa ¢ npucmbiu.

4.2 J[O3NPOBKA MW HAYMH HA YITOTPEBA

JleuenueTto ¢ Betaferon Tpsfsa ga ce 3anoqHe nNoj KOHTPOAA Ha Rekap, C OnnT B
nevyeHueTo Ha 3abonsasBaHeTo.

Bt2pacThu nauuenty ( = 18 rogutn )

MpenopbyBanarta fosa Betaferon npu naumeHTy ¢ APUCTBAHO-PEMUTEHTHA 1
BTOPUYHO nporpecupatia MynrunieHa ckineposa e 250 Mukporpama

(8.0 million [U), kouto ce cbgbpxaT B 1 ml oT npuroTeeHua pasteop (Bux 6.6
“lMpenopbku npu ynotpeba “) nHxekTnpaHa NOAKOXHO Npes JeH.

OnTumanHaTa [O3VpOBKa olle He € HaMbRHO YyTOYHEeHa.
Ha 1031 eTan He e W3BECTHO KOIKO Bpeme TpHGBa Aa NPpoabLImdit nevyehneto.

Mpw ApucTLNHO-peMUTEHTHa chopMa Ha MyNTUNneHa ckneposa euKkacHocTTa
MY HE € [O0CTaThbYHO AOKasaHa 3a nosede oT gee rogmHu. [pu BTopuyHo
nporpecupalta dopma Ha MyNTUANeHa ckieposa eKacHOCTTa € OTYETEHA B
YCNoBUATA Ha KOHTPONUPaHO KIMHUYHO NPoYYBaHE 3a NEepPUoL OT OBe roguHn ¢
orpaHduyeHu faHHn 3a Nepuop, KO TpY FOAWHU NeveHne.

Fipu BouukK NayueHTn TpaAbBa Aa ce npaBu LUsOCTHa KNMHUYHA OHEHE%‘@;B;%?{IQ\
RS e \\
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Om nposederume KnNUHUYHU MIPOyYeaHuUs, HaMa 0aHHU 3a npuno»gegug\ﬁaﬂé' / o
npodykma 3a nepuod, no-0nfiba 0m mpu 200UHU PU fauueHmu 5@Dpﬁgﬁgﬁq§ﬁ,
peMumeHmHa popma Ha MyamunneHa ckieposa u 4.5 200uHu rpu nagHebmue”

LABE TOONHN. y /‘\ RN
JlexysalumsT nexap TpadBa Aa npeleHsBa KHANBALYARHO npy BG‘.,é,_lg‘j/I fgliie! \
HeoBbXxoauMocTTa OT NPOABLIKUTENHO SIeUeHne. 7 ( 3




8MOpUYHO-NIpoepecupalya MysiimurieHda ckneposa. JleweHuemo He ce
fperiopsYa8a rpu nayueHmu ¢ fpucmbiIHO-peMUMeHnHa hopma Ha MynamurieHa
CKIIepOo3a, Koumo ca umaru rno-maxko om 2 npucmbia rpes nociedHume 2
00UHU UfTU 7IPU MaUUSHITIH C GMOPUYHG-Ipospecupauia MymmuinieHa ckepo3sa,
Koumo He ca nokasasnu obocmpsiHe Ha 3abonsisanHemo 6 rnpedxodHume Jdse
200UHU.

AKO nauveHTLT He ce NOBRAWABAE, Hanpumep Npu NocTosiHHa nporpecusd o EDSS
3a 6 mecella Uny ce Hanara redexsne ¢ Han-manko 3 kypca ACTH unn
KOpPTHKOCTEPOMAN 3a NEepUOoA OT eaHa roauHa, Buhpeku Tepanusita ¢ Betaferon,
nevenneto ¢ Betaferon Tpsadea pa ce cnpe.

Heua un roHowiu ( < 18 rofinHu )

EdwikacHocTTa 1 BesonacHocTTa Ha Betaferon we ca npoyyusanu npu geua u
foHowm riof 18 rogunn. CnegoeatenHo Betaferon ve Tpsbea pa ce npunara npu

Tasu BL3pPacToBa rpyna.
4.3 NPOTUBOIOKA3AHUA
o bpemeHHOCT (B1x 4.6 “BpemMeHrHOCT 1 KbpmeHe”).

o [laumenTn ¢ aHamHesa 3a CBpbX4YBCTBUTENHOCT KbM €CTECTBEH UNK
pexombuHaHTeH nHrepdepon-, Yoeelky anbymyH UM HAKOS OT
OCTaHanuTe CbCTaBKM Ha npoaykTa.

o [TlaumeHTn ¢ aHamHes3a 3a Texka Aenpechs whwniu cyynunany onntu.

{ Bk 4.4 "Creunanty npoTMBOMOKa3aHWA U cneumanin npeaynpexaeHns
rpy ynotpeda” u 4.8 “Hexxenann nekapcreeHn peakumu”)

o [llaumeHTu ¢ gekoMneHcuparo YepHogpobHo 3abonseane. (BUX 4.4
“Creyuanii NpoTNBONOKasaHua ¥ cneyyaniy npelynpexaenns npn
notpeba” n” 4.5” llekapcreenn u apyr B3auMmoaeiicteusa’ n 4.8
y
“Hexenauun nekapcTeeH peakumn™).

o [MauueHTn ¢ ennnencus, KoATo He e Jobpe KOHTponvpaHa, BLMPEKn
nevenueTo. (Bk 4.4 “CneLumantn NpoTMBONOKasaHksa W cneuvanin
npepynpexaenns npyw ynotpeda” n”,4.5” llekapctBeHu u gpyru
B3avmonencTena” n 4.8 “Hexxenaxu nekapcTeenn peakunn®)

4.4 CrEUNAITHN NPOTUBOIMNOKA3AHWA U CINELIMATTHWN
NPEOYINPEXIAEHWA 3A YITOTPEBA

MaumenTute, KOUTO We BbaaT nekysaHu c Betaferon, Tpsbea aa 6baat
NHOPMUPaHK, Ye KaTo HEXenaHa peakuus OT TepanusaTa MoraT Aa Ce NoABAT
Aernpecuy i CyMUMaHK HaKNnOHHOCTK, 3a KOUTO Tpsibea He3abarHo aa chobLUAT Ha
nekysawns rnexkap. B pefku criydan Tesu cUMToMK MoraTt jhia poBenart Ao onuT
3a camoybuncTso. [auneHTuTe ¢ genpecun U cynuuaHY HaKnoHHOCTH TpsibBa aa
ce npocnegsisat oT6nuso 1 Aa ce 0bcbAM NPEYCTaHOBSIBAHE Ha NEYEHNETO.,

T

L
Betaferon tpabsa fa ce npunara BHUMaTeNHO Npu NaLMENTH © genpe\?pﬂﬁmw;\
MWHana aHaMHesa 3a Jenpecui, ¢ aHamHesa 3a npunagbuy U np /T/esm"‘T(é@To
, A RSl
NEeKyBaT € NPOTUBOENUNENTUYHY MeanKaMeHTH {(BUK 4.5 ‘ﬂeKapo Bel-f m* pﬁrm
B3anmogencTenn”). Tpsbea ga ce noaxoxaa BHUMaTENHO 1 Npu n\a’u(a
N /

cTpajnaT oT CbhpAeyHu 3abonaBanus.
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Morat fa ce HabniogasaT Cepro3HK peaKkLv Ha CBPbXYYBCTBUTENHOCT (PSZKO
cpettaHu, HO TEXKYM OCTPY peakuuu, kaTo BpoHxocnaskM, aHadmnakcus u
ypTUKapust). AKC peakuuMTe ca cCUHo uapasenu, Tpsibea ga ce NpeycTaHoBK
npunoxeHneTo Ha Betaferon u pa ce npunoxum noaxoasiwo nevenue. Mpu gpymm
CPEeaHO USpaseHn 40 CEePUO3HY HeXenaHu peakLui MoXe 4a ce HanoXy NpoMsHa
B pexiuMa Ha fosnpaHe Ha Betaferon unv aopy cnvpane npunoxeHWeTo Ha
npoaykra.

pepu HayanoTo Ha Tepanus ¢ Betaferon v no Bpeme Ha nevenneTo TpsGeBa Oa
Obgar nscneaBaky pefoBHO NbHA KPLBHA KapTuHa ¢ antepeHuuanto bpoete
Ha nesKounuTy.

pepu 1 no Bpeme Ha Tepanus ¢ Betaferon Tpabea pa 6baaTt uscnenBaHn
penosHo ASAT(SGOT), ALAT(SGPT) v y-GT. lNpn nosulLiaBaHe Ha CEpyMHUTE
TpaHcamMuHasn, nauwesTute Tpadsa aa ce NpocneasBaT U ako CTOUHOCTUTE ce
yBenu4yaT 3Ha4YuMTeNnHo UNn ca CBbP3aHy CbC CUMITOMI Ha NosiBa Ha XenaTuT,
nevyexueTo ¢ Betaferon ga ce npeycranosu. lNpu NMRca Ha KNMHWYHKW BaHHK 3a
YepHoApoOHO yBpeXaaHe U crnefl HopManuaMpaHe Ha YepHoapobHUTEe eHauMU
MoXe fa ce 0bcban 3ano4BaHe Ha NIEYEHVIETO OTHOBO, KaTto ce npocneaasar
YepHOAPODHUTE hyHKUMN.

B peaku cniyyau npu nevenve ¢ Betaferon ce Habniogasa nankpeatuT, KolTo
YECTO ce CLMNPOBOXAa OT XUNepTpUrnuLepuaeMus.

Hsama paHHu 3a naumenTh ¢ 0b0peydHo yBpexagane. Korato Takusa nauveHTy ce
riekysat ¢ Betaferon, Tpatea BHumaTenHo ga ce npocnensisa 6u6pevdara

hyHKUMA.

B npoyysarusima 3a mynmurinera cknepo3sa, 29% om nayuenmume ( Mexoy 28%
u 41% nipu pasnuyHume npoyysaHusi ) passusarm cepymHa UHmepgepoH bema-
1b Heympanusupala akmusHocm, nomebpdeHa om murumym dea nocnedoea-
meJiHU ronoxumenHu mumpu, om mesu nayueHmu 49% ( mexdy 37% u 55%
fipU PasnuyHUuIme ApoyYsanus ) nepMeHaHimHo eybsm masu Heympanusupaua
aKmusHoCm 8 CbO-8eMHUSA epuod Ha Habnwderue e xo0a Ha 0adeHo

npoyyeaHe.

Passusanemo Ha Heympanusupaiya aKimueHOC € C8bP3aHo C HamMalleHUe Ha
KNUHUYHama e(ﬁUKaCHOC-‘m, caMa 10 CMHoWeHUe Ha aKimusHocmima Ha
npucmsriume.

Crioped HsiKou aHanusu mosu eghexm moxe da e no-uspaseH npu rnavyueHmu ¢
M10-8UCOK MUMBP Ha HEYMpanuaupaua akmueHocm.

Peuienuemo 3a npodbibkaeare Uunu npexkbceaHe Ha mepariusima mpsibea da e
basupaHo Ha KIUHUYHO NposieeHama akmusHocm Ha 3abofiseaHemo, a He Ha
cmamyca Ha Heympanusupalia akmusHocm.

Bb3HUKBaAHETO Ha HOBW HEXeNaHW peakuMn HE CE CBbP3Ba C PasBUTUETO Ha
HeyTpanuaupatla aktTuBHocT. JeMoHcTpupaHo e in vitro, ye Betaferon pearupa
KpBCTOCaAHO C ecTecTBeHUs untepdepon beta. Toea obaue, He e gokasaHo in
ViVO U KIMUHWYHOTO MY 3HauYeHWe e HeCUIYPHO.
‘E
Bﬁl
L
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C'bLL[eCTBYBaT ManKo K1 HGY68,UMTBJ'IHM AaHBK 3a naulheHTn, KOUTo caﬁ,as
o

HeyTpanusupalla akTUBHOCT 1 ca 3aBBLPLIMIIM FieueHueTo ¢ Betaferoff, &
S [t
MNpu nayueHTn, nekysaHy ¢ Betaferon ce cbobujaea 3a Hekposa Ha ac g10;

nxekTupaHe (Brx 4.8 “Hexxenadm nekapcrBeHn peakuun”™). Ta MO 61:(33@

obLmpHa 1 fa aHraxupa MyckynHaTta dracuima, KakTo U MacTHaTa ThK @ / N
nosene fo obpaasyeane Ha Bener. B peaky cnyvan MoxXe aa ce Hanox 5./4':,(3 FLINHA 2
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nebpuaomar ¥ olle No-pagKo KoXHa TPaHCNNaHTaUna KaTo 3asfpaBaBaHEeTO MOXe
fa npoabmku Ao 6 meceua.

AKO naLmeHTuTEe UMaT MHOXECTBO J1e3un, NpunoxeHueTo Ha Betaferon Tpsibea ga
ce NPeYCTaHOBK A0 AbNHOTO UM U3NEKyBaHe.

MauveHTUTE C €QUHUYHN NE3uKk MoTaT A4a NpoabibkaT neveHneTo ¢ Betaferon,
aKo HeKposaTa He € TBbpAe obluMpHa KaTo Npu HAKOW € HabnaaBaHo U3nekKy-
BaHe Ha HekKposaTa Ha MSCTOTO Ha UHXXEKTUpaHe No BpemMe Ha NPUNoXeHne Ha
Betaferon.

3a HamanseBaHe Ha pucka 0T pa3BUTWE Ha HEKPO3a Ha MSACTOTO Ha UHXeKTUpaHe
nauneHTnTe Tpabea ga Obaar cbeeTBaHy ;

. Ha nanonasar acenTuuHa TEXHWKA Ha nHXeKrupase

. [a NMPOMEHAT MACTOTO HA MHXEeKTUPaKke Py BCsika posa

CaMoCcToATENHOTO NOCTaBAHE Ha MHXEKUMUTE OT nauueHTa TpFIﬁBa [Aa Ce KOHTPO-
nupa nepoinyHo, ocobeHo axko ce noseaT peakui Ha MACTOTO Ha MHXeKTupa-
He.

Betaferon Tpsbea ga ce npunara BHUMATENHO NpK NaLKeHTn ¢ MUENOCYTIpecus,
aHeMUs Unn TPOMOOLINTONEHNS,; NaLMeHTUTe, KOUTO PasBusAT HeyTporeHus, Tpsab-
Ba [a ce NnpocneassarT 3a nosisa Ha hebpunuret unu uidekuus.CoobluasaHo e
3a TpoMBoLUMTONEHNS ChC 3HaYMTESIHO Hamanene Ha Bpos Ha TpomBouuTuTe.

Wma crobllenns sa pegky cnyyYam Ha kapauommonaTtus: AKO ce NosiBK TaKoBa
CbCTOSHUE U e NMpeanonara, Ye 7o € cBbp3aHo ¢ Betaferon, nevennerto tpabaa

Aa ce nNpeyctaHoBN,

B eauHudHn cnyvau, NpunoXxeHneTo Ha UMTOKUHK napKr nayneHTn ¢ MOHOKNoOHanHa
raManartia € CBbp3aHOo C Ppa3BuTUE Ha CUCTEeMHO KanAApHO yepeXnaHe C
UJOKOI'IO,EIOﬁHM CUMITTOMW N cbaTaneH na3xoa.

4.5 IEKAPCTBEHW U IPYI 'Y B3AUMOLENCTBUSA

He ca nposexgaHun HacoYyeHn NpoyyBaHns 3a fekapcTBeHU B3anuMoaeicTBus ¢
Betaferon.

EdextsT Ha anTepHupalioTo npunoxeHue Ha 250 microgram (8.0 million U }
Betaferon Bbpxy nekapcreeHus metabonnssm nNpu nauyeHTh ¢ MynTUnneHa
CKIeposa e HenssecTeH. JleueHneTo Ha NPUCTLINTE C KOPTHUKOCTEPOULM WITK
ACTH 3a nepnopn [0 28 nhn ce noHacs aobpe o1 nauneHTUTe neKkysaHu ¢
Betaferon.

Flopagu nMncara Ha KNHWYeH onut npy AaUMeRT ¢ MynTUMneHa cKneposa,
ynotpebata Ha Betaferon saeaHo ¢ MMyHOMOZYNaToOpK, PasfnUYHM OT KOPTUKO-
crepougn nnu ACTH, He ce npenopbyea.

Vima cboblieHus, Ye MHTepdepornTe HamanaeaT akTMBHOCTTA Ha uep ogpeﬁ-‘n" ;,\\\
HUTE uuToxpom P450-3aBucumMim eH3umn Npu Xxopa v MBoTHU. Beta rfon/;rtpsﬁaa\ LR
fa ce KomBuHupa BHUMAaTESTHO C APy JIEKapCTBEHK NPOAYKTY C TE ghéTepéi 7

TUYEH UHAEKC M 3aBUCUMMM B FOIISIMa CTEMNEH OT YepHoapobHaTa LpraX 57\?1’
KNMMPBHCOBA CUCTEMA, Hanp. NPOTHUBOENUNENTUYHUTE MEANKAMEHT G
Heobxogumo e BONbIHWUTENHO BHUMAaHWE Npy KoMBUHMpaHo neveH
B/ NEKapCTBa, KOWTO NOBMUABAT XeMoroesara.
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He ca nposexgany npoyqBaHus 3a B3auMOAENCTBUE C NPOTUBOEMUNENTUYHY
rieKapCTBEHW NPORYKTU.

4.6 BPEMEHHOCT U KbPMEHE

BpemeHHocT

He e usBectHo panv Betaferon moxe pa yspean nnoaa, B cry4aii ue ce npunara
rpu BpemenrHn wrin ga nosnuse Ha penpoiykKrmBHuTe cnocobHocTy npu Xopa. B
KOHTPOVPaHn KAHWYHY NpoyyBaHus Ma cbobLeHns 3a CnoHTaHRn abopTn npn
naumeHTkM ¢ MynTunneHa ckneposa. Criegosarento, Betaferon e npotusonoka-
3aH no Bpeme Ha BpemeHHocCT. (3a " MpegknuHnyHUTE aaHHy 3a besonacHocT”

BTe 5.3)
HeHu B penpogykTMBHa Bb3pacT

>KenuTe B penpoAyKTvBHa BbapacT TpsibBa fa B3emaTt NooXo4silM MepKky 3a
KOHTpauenuysi. AKo naunenTka sabpemeHnee unu nnadupa bpemMeHHoCT, 4oKaTo
ce nekysa ¢ Betaferon, 1a TpsGea pa 6bpe uHgopmypasa 3a noTeHuranHuTe
ONacHoOCTK 1 fa ce npenopbL4a NpekpaTasade Ha TepanusiTa.

(32" IpegknuHUYHNTE BaHHK 3a Be3onackoCcT BWKTEe 5.3)

Kupmehe

He e naBectHo panu nHtepdepoH beta-1b ce nsnbupa B kepmarta. [Nopagn
OMacHoOCTTa OT CEPUO3HK HEXenanu peakunn KbM Betaferon npu kbpmaveTa,
TpsAbBa Aa ce NpeueHn gany Aa ce NpekpaTh KbPMEHETO UM NPUIIOXXEHUETO Ha
Betaferon.

4.7 EQEKTU BBPXY CINOCOBHOCTTA 3A LHLO®UPAHE U PABOTAC
MALLMHN

He ca nposexaanu npoyysaHns,

Ipw Hakou nauueHT, ynotpebarta Ha Betaferon moxe pa fosefe Ao Hexenann
neKapcTBeHW peakumyt 0T CTpaHa Ha UeHTparnHaTa HepBHa cucTema, KouTo [a ce
OTPasAT Ha criocobHocTTa 3a paboTa ¢ MallvHK U liothupatre.

4.8 HEXXENAHU NEKAPCTBEHW PEAKUAN

A./ B Ha4anoTo Ha NeYeHUETO HeXenaHuTe NeKapCTBEHY PeaKkLny ¢a YeCTh,HO
TE U34e3BaT B Xosa Ha Tepanusta.Halk-yectnte HeXxenann peaxkuun ca rpuno-
rnogobeH CuMITOMOKOMANEKC (Temriepatypa, pasTpucaHe, rmasobonue, Muanris,
apTpanritd, HePasmoTOXEHNE 1 U3F0TABAHE) 1 peaxuitil Ha MACTOTC Ha VHXEKTH-

paHe.

B / CnegHute HeenaHu nekapcTBeHW peakuun ce DasupaTt Ha foKnaau oT
KNUHWYHW npoyysaHus (Tabnuua 1, HexxenaHu NexapcTseHu peakuun HeCTOTa,,

>10% ¥ CLOTBETHUS NPOUEHT ¢ niauebo, 3HauMMOo U3SIBEHN HEKenaHys  » MEL:: 4 \
rexapcieeHmn peakuun <10% ) 1 OT NOCTMapPKETUHIOBO KIMHUYHO aﬁnro’,qeﬂme ~

m‘*(‘“?
TBEHIT

(rabrmua 2), 6asnpaHa Ha CNOHTaHHW CLODLLEHNS 3a HeXernaHn ne’ a;E)cr.
peakuu, kKnacuduumupann Kato mHoro vyecti (>10%), yectn (<10%:g "t%e ;

HEUeCTH (<1%-21%s), penku (<1%0->1/10 000) , mHoro penku (<1/10, 00 Y npl/t-«*
ynotpeba Ha Betaferon. sf
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OnutbT ¢ Betaferon npu nayuentu ¢ MC e orpaHnyeH, cregoBarternto, e
Bb3MOXHO BCE OWje fa He ca HabsiofaBan HexenaHu nekapcTBeHy peakummn ¢

MHOIO HUCKa 4eCToTa.

Tabnuua 1

(Hex<enaHy nexkapcTBeHu peakuun ¢ YectoTa = 10% 1 croTBETHUA NPOUEeHT ¢
nnauebo: 3Ha4yrMOo N3BEHN HesxenaHw nexkapcrsenu peakuun <10% )

Hexenara nexapcreera Bropuuko BropuuHo MpucTbnHO-
peakuvs nporpecupaiya nporpecupaLua peMyuTeHTHa
MYITVANEHa MyATUNNIEeHa MyTITUIIIeHa
cKneposa ckIieposa cKNeposa
(EBponeiicko (AMepurKaHCKO
npoy4saHe ) npoyvBaHe }
Betaferon Betaferon Betaferon

250 muxporpama
( Nrauebo)
n=360 { n=358)

250 mukporpama
( Mnauebo)
n=317( n=308)

250 muKporpama
( Mnauebo)
n=124 (n=123)

Hapyiienus B KpbBHaTa U MMM HaTa cucTema

JTimmcpouutit <1500/mm3°

53%( 28% )

88%( 68% )

82%( 67% )

Abc.6poit HeyTpoduriv
<1500 /mm 3 *°

18 %( 5% )

4%( 10% )

18%( 5% )

JNeBkouut <3000 /mm 3 *
o]

13% ( 4%)

13%( 4% )

16%( 4% )

JinmcbapeHonaTtua

3% ( 1% )

11%( 5% )

14%( 11% )

HapyweHuna Ha meTabonus

Ma 1 XpaHeHeTo

ALAT > 5 nbT Hap
bazanHara* °

14% (5%)

4% (2%)

19 % (6 %)

KpbBHa 3axap< 55 mg/dL

27% (27%)

5% (3%)

15 % (13 %)

bentbk B ypuHa> 1+ 14% (11%) 5% (5%} 5% (3 %)

ASAT > 5 nbTu H

A >Th Hal 4% (1%) 2% (1%) 4 % (0 %)

MepudepHn oTouy 7% (7%) 21% (18%) /\\( z./6~(89’)\

Hapywenuns B HepBHa cuctema

1,

£

£ ,&5‘

BueHe Ha ceAT

14% (14 %)

28% (26%) || 2

BeacbHue 12% (8 %) 26% (25%) \* \3~1 %f‘(ss %)/
Aenpecun 24% (31%) 44% (41%) ‘%%@5‘%@4%)
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MoBuLieH TOHYC®

41% (31 %)

57% (57%)

26 % (24 %)

Hanpernatoct

6% (5 %)

10% (11%)

15 % (13 %)

QuHM CUMATOMM

KoHoHKTBUT

2% (3 %)

6% (6%)

12 % (10 %)

YIUHU onnakBaHus U HapylueHus B naGupuHTa

borika B yluute

<1% (1 %)

6% (8%)

16 % (15 %)

ChbpaevyHo-cLAOBM OnilakBaHus

Ctpuebuene* 2% (3 %) 5% (2%) 8% (2 %)
CHA0BM HapyleHns!

MurpeHa 4% (3 %) 5% (4%) 12 % (7 %)
BasogvnaTtauus 6% (4%) 13% (8%) 18% (17%)
XuneptoHus® 4% (2 %) 9% (8%) 7 % (2 %)

OnsiakBanus oT cTpaHa Ha

AnxarenHarta cucrema

Cunnyant 6 % (6%) 16% (18%) 36 % (26 %)
Kawnuua 5% (10%) 11% (15%) 31% (23%)
3anyx* 3% (2 %) 8% (6%) 8 % (2 %)

raGTPOHHTeCTHHaﬂHM ornfiakBaHus

35 % (29 %)

Dvapun 7% (10 %) 21% (19%)

3anek 12% (12 %) 22% (24%) 24 % (18 %)
lapeHe 13% (13%) 32% (30%) 48% (49%)
MoepLiyaHe 4% (6 %) 10% (12%) 21 % (19 %)

OnnakeaHuA oT CTpaHa Ha

KOXa 1 NMOJKOXHW ThEKaHW

KoxHu cumntomin

4% (4%)

19% (17%)

6% (8%)

Obpus®

20% (12%)

26% (20%)

27% (32 %)

[NoTene®

6% (6%)

10% (10%)

23% (11 %)

OnnakBaHuA OT cTpaHa Ha

ABHUratenHa cucremMma

Muansi* © 23% (9 %) 19% (29%) 44% (28 %)
MuacTenus 39% (40 %) 57% (60%) 13% (10 %)
OnnakBakvuAa or CTpaHa Ha oThaennrerina cucTeMa

3aapwkKa Ha ypuHa 4% (6% 15% (13%) -
YecTo ypuHupaHe 6% (5%) 12% (11%) f// %t(ﬁ%)\»\\

WanyckaHe

8% (15%)

20% (19%)

UecT Nosven 3a
ypuHupaHe

8% (7%)

21% (17%)

OnriaKBaHMsa OT cTpaHa Ha

nonoBa cucTema v rspaa

i B
A\W Y ”,
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0-’7!?: = “"{i“ g

Ancmenopesn

<1% (<1%)

6% (5%)

T %)




HapyiieHns Ha uw@na* 9% (13%) 10% (8%) 17% (8 %)
MeTpoparus 12% (6%) 10% (10%) 15% (8 %)
VmroTeHTHOCT 7% (4%) 10% (11%) 2% (1%)

OBLUM ONMRAKBAHUSA U MECTHW PEAKLINM HA MACTOTO HA UHKEKTUPAHE

Peakunn Ha MsCTO Ha
nxeKTupane™ °

78% (20 %)

89% (37%)

85% (37 %)

Hekposu Ha macTo Ha
UHXEeKTupaHe * °

5% (0 %)

6% (0%)

5% (0 %)

masobonne

AT% (41 %)

55% (46%)

84 % (77 %)

Temnepatypa* °

40% (13 %)

29% (24%)

59 % (41 %)

INpunonogoBer cunagpom™ °

61% (40 %)

43% (33%)

52 % (48 %)

Bonku

31% (25 %)

59% (59%)

52 % (48 %)

Bonka B8 rpbaHUst KOLL®

5% (4%)

15% (8%)

15% (15%)

bornka B rep6a 26% (24%) 31% (32%) 36% (37%)
AcTteHus* 63% (58 %) 64% (58%) 49 % (35 %)
Wndpekuuu 13% (11%) 11% (10%) 14% (13%)
Pastpucane® © 23% (7 %) 22% (12%) 46 % (19 %)
Kopemnua bornka 11% (6 %) 18% (16%) 32 % (24 %)
HepasnonoxeHoct” 8% (5 %) 6% (2%} 18 % (3 %)
Abcuec® 4% (2 %) 4% (5%) 1% (6 %)

bBorixkn no kpavuwuure

14% (12 %)

0 % (0 %)

* 3Hauumo naseeny peakumn npy nevenne ¢ Betaferon Ha MNPMC, p < 0.05

° 3HauyrMMo nsaBeHn peakuwn npu neyenne ¢ Betaferon Ha BITMC , p < 0.05

Tabnuya 2 (6asnpaHa Ha CMOHTaHHW ChOOLUEHUs 38 HEXXenaHn NeKkapcTBEHN
peakiuy Knacuduupadn kato mHoro Yectu( 2 10%) yectn(<10% >-1% ),
HeuecTh (<1%- =1 %o ), peakn (<1%oe->1/10 000 ), mHoro pegku (<1/10.000 )

Hapyenun B kpbBHaTa U nuMmdprara [Hedectu AHemus //»;i—:-“:m -
Lo BEERES ], T,
cucrema TpomBo : Ton’eH»:rrg?\"e;ﬂ\
fleBkon ¥ T

Penkn




Hapyl.l.IEHHﬂ B eHGOKpHHHaTa CUCTEeMa

Penxun

XunepTmpeonansbm
Xurnorupeonanssm

HapywueHun Ha
hyHKUMATA Ha
L xresa

Hapyiehus Ha meTaGonusma u
XpaHeHeTo

HeuecTtn

ALAT nouLliern
CTOWHOCTH

ASAT nosiitiieHn
CTOKHOCTH

Penku

Mama GT noBuLleHKe

noBuLleHme Ha
TpyurnhulepngnTe

Muoro Pegimn

Aunokanuuemnsi

Xunepypukemus

Hapyuehunn B HepBHa CUCTEMa

HeuecTn

lNoButtieH ToHyC
Henpecus

Penky

Konsyncuu
ObbpkBane
HarnpersarocT

EwmounoHanra
nabwnrocT

Muoro Pegku

,Elenepco:-lan naatmna

Ctppeury Hapylwenus

Peakn

Kapguomuonatus
Taxukapavs
Ctpuebuene

Ctri0BM HapyiieHusA

HeuecTtwn

XvnepToHus

HaprJEHMﬂ B QUXaresriHa cucremMa

Pepnku

bpoHxocnasbm
AuncnHes

HapyueHus B racTpoMHTECTUHAIHA
cucTeMa

HevecTn

MageHs
lNoepbiuaHe

Penxun

{laHKpeaTi=———=
p }”' 'EJ:..!H‘; uqx

o ‘?-

Xenato-OMnmapHuM HapylleHrs

Pegxn

&t
by
a

o=
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OnnaxBaHWA OT CTPaHAa Ha KoXa 1 Heueciu Anoneuns
fIOAKOKNE Yprukapnsi

Copbex
O6pus

Pegku 3aryba Ha nurmeHT
WanoTtaeane

Hapywenus B gBuratenta cuctema |Heuvectn Muwarnrus

HapyweHnsa B noroBa cucrema Penkn Hapywenust Ha
MEHCTpYarHus

UMK

O6uy onnakBaHusa U MecTHU peakuuu [MHoro yecTi "puno-nogoten
Ha MSACTOTO Ha MHXeKTupaHe cuHgpom®

Tobnaku™
Temneparypa®

Peakuuu Ha MACTOTO
Ha uHxexkTupaHe®

Btananenuna*

Bornka Ha MsCTOTO Ha
NHXeKTupaHe™

Uectn HeKpo3n™

Peakn Cyuuuasn onuTy

AHadunakTu4Hu
peakun

QObuwia
HepasnonoXxeHoCT

bonku B rp.kow

* yecmoma crioped 0aHHuUme om KIIUHUYHU IpoyYyeaHust

¢) Nprno-nogobHMst CUMITTOMO-KOMANEKC
(TemnepaTypa,pasTpucate,rnasobonue, MUanris, apTpanrus, HepasnomnoXeHne
1 n3noTABaHe) ce Habmoaasa YecTo U ce SbITKK [MaBHO Ha apMaKoorMyHUTe
edeKTin Ha JIeKapCTBEHWSA NPOaYKT.

Yecto cneg npunoxenne Ha Betaferon ce nosesiBat peakumu Ha MACTOTO Ha
UHXXEKTUpaHe.3avepBsisaHe, nogyeBaHe, NPpoMsiHa B LiBeTa, BbananeHue, bonka
CBPBXYYBCTBUTENHOCT, HEKPO3A U HECIELIMIUHIA PeaKuyn ce CBbp3BaT AQ

Yima goxnansany v criyyan Ha numdaneHonaTis. Yectotarta Ha peak; !/ o
MSICTOTO Ha MHXeKTupaHe 0BUKHOBEHO HaMarnsBa B X04a Ha JeYeHu
l
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TepanuaTta ¢ Betaferon. (Bux 4.4 “Crielnanyi npoTUBONOKa3anus U cheLmanHu
ripepynpexXaeHns npu ynotpeta”).

4.9 TNPEOO3UPAHE

Nurepdepor BeTa-1b e npunarax 6e3 nossa Ha CEPUO3HK HEXENaHU peakunm,
Kacaeluy XusHeHUTe MYHKLNA NPY BL3PacTHN NaLKUeHTU C KapLIMHOM B
nHauBKayanHu 1osn Ao 5.500 microgram (176million [U) i.v. Tpu mbw cegmMuyHo.

5. GAPMAKONOrMYHM OAHHU
51 ®OAPMAKOOWHAMUYHU CBOWUCTBA
GapmakoTepanesTuyiHa rpyna: Vintepdepon, ATC Kog L03 AB

ViHTepheponute NpuHanexart KbM CEMENCTBOTO Ha UWTOKMHNTE, KOUTO Ca
ecTecTseHn npoteunHu. ViHtepdepoHnte umat monexyrnHa maca ot 15,000 oo
21,000 panTtona. lNosHaTth ca Tpu roriemu kniaca nHtepdeponu: anda, berta u
rama. intepdepoH anda, nitepdepoH beta u uHTepdepoH rama umar npuno-
KpuBaLlyn ce ¥ B CbILOTO BpemMe pasnuydu GruonorvyHn ceolictea. CeolicTearta

Ha uHTepdepoH Heta-1b ca BUZOBO orpaluyeHy 1 criefoBaTenHo, Hail-nocToBep-
HaTa thapmakornoriyyHa nHhopmauust 3a HEro ce nosy4yasa oT UacnefBaHus Ha
KIMeThYHY YoBELLUKI KyNnTYpU Unn M3cnedsaknsg ¢ xopa in vivo.

[okasaHo e, ye uHTepdepoH beta-1b npuTexxasa aHTUBUPYCHO U MMYHOMOZY M-
pawlo fenctere. Mexanusmure, no kouTo ToW gelcTea fipn MynTuniieHaTa
CKIepo3a He ca U3SICHEHN HambiHo. buonornynnre cBolicTea Ha uHTepdepoH
Geta-1b uspaseny B mopynupaHe Ha UMYyHHUA OTTOBOP Ce MEeAUNpaT Ypes
B3aUMOeNCTBMATa MY ChC cneludnyHn KNeTeYHY PeLenTopK Ha NOBbLPXHOCTTA
Ha YoBellukuTe KnetTkn. CBbpaBaHeTo Ha uHTepdepor Beta-1b ¢ Tesn peuentopy
MHOYLMpa excripecusaTa Ha ronsamM Bpoii reHHM NpopykTH, KOUTO ce cYMTaT 3a
meanatopu Ha BronorudHuTe AelicTBrs Ha uHTepgepoH Beta-1b. YacT or Tesi
NPoAYKT ca OUnM naMepeHn B cepyma v knetTeyHuTe ipakumi Ha KpbLB oT na-
UMeHTW, nekysaHu ¢ untepdepon Beta-1b. MHTepdepon beta-1b Hamansiea
auHuTETa Ha CBLP3BAHE U 3acUITBa NHTEPHanu3auMsiTa, Bpos Ha peuenTopuTe
3a uHTepcepoH-rama. Ton 3acurea CbLUO CynpecopHaTa akTUBHOCT Ha MOHO-
Hykneapute B nepudepHaTa KpbB.

He ca npasenu oToenHn rnpoy4ysaHis o oTHOLLEHNE BNusiHneTo Ha Betaferon
BbpXY ChpAEUHO ChhoBara cucTema, Auxateniara cucrema u yRkUMSTa Ha
EHAOKPUHHUTE OpTraHi.

[Tposedero e e0HO KOHMPONUPAaHO KIUHUYHO npoyvyeare Ha Betaferon npu

NPpUCITBITHO PemMumeHrmHa hopma Ha MyImunneHa ckiieposa , npu nayuexHmu,
Koumo mozam 0a xodsam 6e3 yyx0a nomow ( ¢ u3xodHo Hueo o EDSS 0 do 5.5 ).

lTayuenmume, rioniyyasawlu Betaferon ca nokasanu HaMareHue Ha yecmomama
( 30%) u mexecmma Ha KIuHUYHUMe npucmbiu Kakmo u 6 bpos Ha xocnumart-

S

W

Hsama Ookaszamerncmea 3a ecbexma Ha Betaferon ebpxy npodbimxume: ;}f\
Ha npucmbAume Uil Ha CUMmmomume Mexoy npucmbsiume U He e picd }
3Ha4yumeneH eheKkm ebpXy npoapecusama Ha 3aboaeaHemo Ipu np ol 52

S/

pemumeHmHa ¢hopma Ha MynmuriieHa CrRNiepo3a.
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lIposedeHu ca 0se KOHMPOIUPaHU KITUKUYHU [TPOy48aHUs, sKimodeatlt obLyoc
1657 nalueHmu ¢ emMoOpuUYHO Npospecupalia hopma Ha MyImuiineHa cxiieposa,
(u3xodHo Hueo 3 do 6.5 no EDSS m.e nayuenmu ¢ eb3amoxxHocm Ga xodsm ).
Mayuenmume ¢ nexko 3abonsearHe u me3u ¢ HGBBSMO)KHOCHI Ja x00am He ca
npoy4eatu.

Heeme KnuHuYHU NPoyYsearus roKassam npomueopedusy pes3yimamu no
oTHOLUEeHWe Ha OCHOBHaTa kpaliHa TouKka “Bpeme [0 NoTBbpAeHa nporpecus’,
npefcTaBnsigalln sabaBsHe Ha NporpecnsaTa Ha MHBaIMAHOCTTA.

EAHOTO OT NpoyysaHusita JeMoHCTprpa CTaTNCTUYECKN 3HayuMe 3abaBsAaHe BLB
BpemeTo [0 nporpecus Ha wHsanngHocTtTa.( CTeneH Ha puck=0.69, 95%
uHTEpBan Ha goseputenHoct ( 0.55, 0.86 ), p=0.0010 ckoTBeTCcTBaW Ha 31%
HamansisBaHe Ha pucka briarofnapeHue Ha Betaferon ) v BbB Bpemeto fo
AOCTUraHe 4o 3aBUCUMOCT OT MHBANWAEH CTON.)

( Ctenen Ha puck=0.61, 95% nHTepBan Ha goeeputenHocm ( 0.44, 0.85),
p=0.0036 cwomeemcmeawy Ha 39% HamarnaseaHe Ha pucka brnazodapeHue Ha
Betaferon) npu nayuenmume nekyeatu ¢ Betaferon.To3u echexkm npodwimkaea u
8 nepuolda Ha raboderue 00 33 Mecelya. E(hbekmbim O eYeHuemo ce
nosiesiga npu uscnedsanu nayueHmu ¢ pasiuyHl cmerieHU Ha UHeanudHocm u
He3asucuMo om akmusHOCIIMAa Ha npucmoiume.

BB BTOpOTO Npoy4uBaHe ¢ Befaferon npu emopuyHo npozpecupatya myamunii-
eHa Ckrepasa He e HabmodasaHo 3abassHe eke epemMemo 00 Ipoapecusi Ha
uHeanudHocmma. Mima dokazamericmea ye nayueHmume eKkmovYeHy & moaa
npoy4saHe Kamo U0 UMam [10-HUCKa akimueHocm Ha 3abornsisaHemo 8 cpas-
HeHue ¢ dpy2omo fIpoyveaHe Ha rayueHmu C 8mopuUYHo rpozpecupawya
MyJImuriieHa cknepo3sa.

B pempocnexmusen Memaananu3 skiodeaw) 0anHume om deeme rnpoy4yeaHus e
HaMepeH YsiocmeH mepanesmuyeH eghekm Kolimo e cmamucmuYyecku 3Havum

( p=0.0076; 8 MIU Betaferon cpewyy scuyku nayueHmu Ha nnayebo )

PempocnexmueeH aHarnus e nodapyriume roKkassa Yye ehekmbin OmM fIeYeHUemo
8bpXY fipo2pecusima Ha UHgaiudHocnma e MHO20 eeposimeH Nnpu nayuesmu ¢
akmusHocm Ha 3abonsaeanemo rpedu Hadanomo Ha neveruemo. ( Cmenex Ha
puck=0.72, 95% unmepsan Ha dosepumennocm ( 0.59, 0.88 ), p=0.0011,
cromeememealy Ha 28% Hamanseane Ha pucka briasodaperue Ha riedeHue ¢
Betaferon npu nayuenmu ¢ npucmbIiu Uu uspaseHa npozpecusi no EDSS, 8 MU
Betaferon cpeuwy scuyku nayuenmu Ha nnayebo)

Om mo3u pempocriekmugen aHanus e nodzpynume uma Gokasamerncmea
Koumo ripednionazam Ye npucmbiiime, KaKmo U u3apaseHama npoapecust 1o
EDSS ( EDSS >7 unu > 0.5 3a EDSS > =6 g npeduwrume Jse 200uHU )
mozam Oa nomozHam 0a 6s0am uSermudhuUupanu NauueHmume ¢ akmueHo
3abonsieane.

1 & dseme npoyyeaHus nayueHmume ¢ 8MOPUYHO NpozpecupaLya MynmunneHa

CKIepo3a, Koumo ca Ha meparius ¢ Betaferon nokazsam namarnerue g /  AEl: :\
Jecmomama Ha knuHudHume npucmsiuf 30%). Hama Gokaszamencmea \
/ 5

Betaferon okazsa echekm ebpx npolbmKumentocmma Ha npucmz:r; / me o
Bre scuyku npoyqsans Ha MynmunneHa ckneposa , Betaferon e rQ\g 3

ehbeKkmueHocm e HaMmarsAeaHe akmusHocmmima Ha 3abosseaHemo (oc\ OO A" ,i
eb3r1asieHue 8 UeHmpanHama HepeHa cucmeMa u nepMaHeHmHomo @pe)i{déy:lﬁ/ R,
H8 MbKaHUme ) OUEHEHO C MasHUMHO —pe30HaHCHO u3obpaxerue. (MPM St
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Baaumospwaxama Myx0y akmusHOCINIIIMa Ha Mynmurninedama cKiepo3a
oyereHa ¢ MPH u knuxHuyHUs U3X0Q ece oLle He e HalTbfIHO pa3bpaHa.

5.2 GAPMAKOKWHETUYHYK CBOMACTBA

CepymHuTe HuBa Ha Betaferon ca npocniegssann npu nauunenT n fobposonuyu
upes He HanbnHO crneludnyer BruonoriueH criocob. 1-8 yaca cnien MOAKOXHO
npunoxexne Ha 500 microgram (16.0 million 1U) nHtepdepon Beta-1b ca
YCTaHOBEHN MaKCManHu cepyMHu Husa oT okono 40 1U/ml.

OT pasnu4Hu nacnegsadus e npeleHeHo, Ye cpegHaTa CKOPOCT Ha OYUCTBAHE U
nonyxuBOTa Ha OTAENHITe a3y OT cepyma ca CbOTBETHO Hal-MHOro

30 ml. min™ kg™ v 5 yaca pecnektueHo. VinxekTupareTo Ha Betaferon ripes neH
He BOAW L0 NOBULLIABaHE Ha CEPYMHOTO HMBO W NO BPEME Ha NEYEHUeTo
chapMaKoOKMHeTUKaTa He Ce NPOMEHS.

AbconioTHaTa B1oHanNNMYHOCT NPY NOAKOXKHO NpUIoXKeHe Ha uHTepdepot bera-
1b e npnbnunsutenyo 50%.

5.3 [NPEOKINUHWYHKM OAHHU 3A BESOMACHOCT

He ca nposexgaHn n3cnegeaHnus 3a 0CTPa TOKCHMYHOCT. Tbif KaTo rprusadnTe He
pearupart Ha JYoBelukns HTtepdepor beTa, MpoyvBakns ¢ NOBTapsSLUy ce 403K ca
npaBeHu c pesyc maliMyHn. HabnogaeaHa e npexonHa XunepTepmus, a CbLUo U
3HaYMTENHO yBEAMYEHUE Ha NUMMOLMTUATE U Hamasnehne Ha TPOMOOoLUTHTE 1
cermeHTosiapenuTe HeyTpodmnu. He ca npoBexnaHy NpogbmKUTENHN
uacneneaHun. Miscneasanusata Bbpxy penpofyKTMBHOCTTA Ha MaliMyHN pesyc
nokKazsaT TOKCKMYHOCT Npu MalikaTta v nnojaa, KOeTo BoaW 4o npeHatanHa
cMBbpTHOCT. He ca Habriogaearu Mandopmauvu npy ouenennTe XuUeoTHW. He ca
NpOBEXAAHW NPoyYBaHuA BbPXY heptunuteTa. He e HabnogaBaHo snvsaxne
BbPXY €CTPOresHusi UuKbi Ha MaimyHute. OnuTsT © gpyrte nktepdeponn
npennonara HapyLleHnsl B MBXKUA 1 XXeHCKNA (bepTunuTeT.

B egHo egunHCTBEHO U3CefBaHe HA reHOTOKCUMHOCTTa (TecT Ha Ames) He e
HabntogaeaH MytareHeH edekr. He ca nposeXxaaHu rpoyusaHus BLpxy
KaHueporesesaTa. KneteMHUAT TpaHchopmauMoHeH TeCT in vitro He nokassa
TYMOpOreHeH noteHunan. Miacnepgsanusita Ha nokanHaTa noHOCUMOGT Chef
NOOKMKHO NpniiokeHne ca Gunu oTpuuaTtentin. B KNMHWYHWTE N3CNeaBaHus
obave, ca HabmogaBany fokansy peakumuy cnepg npunoxenne Ha Betaferon.

6. ®PAPMALEBTU4YHN OAHHW
6.1CNMUCbK HA MOMOUIHM BEIHECTBA U TEXHWUTE KOJIMYECTBA
Hurnan albumin

Mannitol

PasTteoputen: Sodium chloride 0,54 na cto
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6.2 DUINKOXUMUYEW HECBBMECTUMOCTHU

To3u nekapcTBEH NPOAYKT He TpsOBa [a ce CMecBa C Opyri NekapcTBeHn
NPOAYKTU C U3KNIOYEHKE Ha Pa3TBOPUTENS,MPUMOXEH B ONaKkoBKaTa.

Bwx 6.6 “UHcTpyKuuvu 3a ynoTpeba ”

6.3 CPOKHATORBHOCT
2 rofinHn.

Cnep pasteapsHe ce npenopbyBa He3abaBHO Npunoxerne, obaye npoy4ysaHns
3a XUMMYHA 1 (hrandHa cTabUNHOCT Ha pasTBOPEHUS NPOAYKT NOKa3BaT

crabunHocT 3a 3 yaca npu 2-8°C.
6.4 CNEUUATIHK YCNOBKA HA CBbXPAHEHUE

CobxpaHsiBaiiTe nNpodykTa nNpu Temnepatypa 4o 25°C. [la He ce sampassisa.

6.5 [OAHHW 3A ONMAKOBKATA

Mpax 3a nHxekunoHeH pasteop B 3 ml cTekienu cdnakoHy (creknio un il ) ¢
ByTunoea rymMena Kanauka w anymvHuesa obkatka v pastsopuTten B 3 mi
CTbKNeHu dnakoHy ( cTeknio TUN | } ¢ OyTunoBa rymeHa Karaudka n anymuHuesa

obKaTka

Kytusi, copibpattia 15 dnakoHa uHTepdepoHr 6eta-1b v pastesopuren

6.6 [PEMOPDBKW NP YITOTPEBA

3a ga pasteopuTe nuochunusnpanus uHtepdgepoH beva-1b 3a nikekuus,
nanonseanTe cTEpUNHN CNpUHLIOBKA 1 Urna, 3a ga WHxektuparte 1,2 ml ot
npunoxeHusn pasreoputen (pasTeop Ha HaTpues xrnopuf, 0.54 Ha cT0) BbB
thnakoHa ¢ Betaferon. PasteopeTte HanbnHo npaxoobpasHoTo BellecTBO Ges Aa
ro paskratwiate. lposepete pasTBOpeHUs NPOAYKT BU3YyanHo npegu ynotpebda.

PasTeopeHusaT nponykT e 6esuseTeH Q0 CBETNOXLAT U NEKO onanecumpaly oo
onanecuupall. MaxebpneTe pasteopa, ako Cbabpa Markyi YacTuum Unv e

noTbMHAnNL.

7. WME W AIIPEC HA MPUTEXATENA HA PA3PELIEHUMETO 3A

YNOTPEBA

Schering Aktiengesellschaft

D-13342 Berlin ,GermanyTen.: (030) 468-11 11
NMPOU3BOLOAUTEN

Schering Aktiengesellschaft

D-13342 Berlin ,GermanyTen: (030) 468-11 11

8.HOMEPA HA PASPEWUTENHOTO 3A YINOTPEBA
EU/1/95/003/001
EU/1/95/003/002
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BG 9700380/15.08 1997

9. OATA HA IMTBbPBO PA3PELUABAHE 3A YIIOTPEBA HA NEKAPCTBEH
NPOAYKT/IMOJHOBABAHE HA PA3PEILUEHUETO

30.11.1995
26.11.1996
03.04.2001
15.08 1997 BG

10. BATA HA YACTUYHA AKTYANU3AUUA HA TEKCTA
12.07.2004 r.
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