1 HME HA JEKAPCTBEHHA ITPOAYKT

Pemypen 40 mg/ml HrkeKILHOHEH Pa3TBOP B MPEXBAPHTENIHO HAITBIHEHA CIIPHHLIOBKA
Remurel 40 mg/ml solution for injection in pre-filled syringe

2 KAYECTBEH H KOIHYECTBEH ChCTAB

1 npeapapHTenHO HambaHEHa cnpuHUoBKa (1 ml) HKeKkUMOHEH pasTBOp ChABPH#a 40 mg
THaTHpaMepos aneTat* (glatiramer acetate), exBuBanenTeH Ha 36 mg rnatupamep 6asa.

* 'naTupaMepoBHAT aLIETAT € ALETATHA COJl HA CHHTETHYHH IIOJIMIIENTHAH, ChABKAIM YETHPH
€CTeCTBEHO NMOTyYyaBaHH aMHHOKHCENMHHU: L-rimyramoBa kicenmHa, L-ananun, L-taposnH 1 L-nu3nn,
B MOJapHH (pakunH (anana3oH) cwxoTeeTHo 0,129-0,153, 0,392-0,462, 0,086-0,100 u 0,300-0,374,
CpenHoTO MONIEKYIHO TEINIO Ha FIATHPAMEPOBHA alleTaT ¢ B AHanaszona 5000-9000 nantona.

He Moxe HambIHO Ja ce ONpejeNd NOCNEO0BAaTENHOCTTA Ha AMHHOKHMCENIHHHTE B ONpelaelcH
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NIOJTHNIETH]I, IOPaIH HETOBHA CIIOXKEH CHCTAB, BBIIPEKH Y€ KPAHHHST-5ET eTar
HE € HAITEJTHO NPOH3BOJNEH. W3NLIAHWTENHA ATEHLMA 110 N EKAPCTBATA
Kpamxa xapaxmepucmusa wa npogyxma - Npumomerm 7
32 T OTACE 12 IOMOUIUTE BmeoTna BIATe TOUA 6.1 |y g ... AOLXOIY
-, J7 PP
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BucTsp 6eauperen go GnenosibiT/kadeHrkar pasTEop 6€3 BUAMME YACTHLH.
Hmxexuuonnuar pasteop uMa pH 5,5 — 7,0 1 ocMonaputer ot okono 300 mosmol/l.

4 KJIHHAYHHA JAHHHA
4.1 TepanesTEYHH NOKA3ARHS

I'natyipamMepoBHAT aleTar € MOKA3aH 33 JIeYeHHe HA PeUMAMBHpAIIH GOPMH HA MHOXKECTBEHA
crieposa (MC) (Bx. Touka 5.1 3a BakHa MHGOPMALKA OTHOCHO TIONY/IALMATA, 32 KOATO € YCTAHOBEHA
edukacHocT).

['naTHpaMepoBuAT aleTaT He © IOKA3aH [PH TbPBHYHA WM BTOPHYHA Nporpecupama MC,

4.2 [I03HpOBKA H HAYHH HA OPRJIOKEHHE

HHHIMApaHeTO Ha NEYeHHE ¢ MIATHPaMEPOB aUETaT TpAGBa 1a ce HabmonaBa OT HEBPOJIOT HIIH OT
JIEKAp ¢ OIHT B JleuenHeTo Ha MC.

Hoszuposka

Ilpenopwaurennara fo3npoBKa NPy BH3pacTHH € 40 mg rIATHpaMepos aueTaT (€IHa NPEIBaPHTENTHO
HAITLIHCHA CIPHHIIOBKA), MPWIOKEHA KATO NOAKOXKHE HHXEKLMA TPH ITTH CEMHHYHO Tpe3 Hai-
Manko 48 yaca.

ITonacTosieM He e H3BECTHO KONKO ABANO TpsGRa Jla GhAe NEKYBAH NAUMEHTET.

Pewrerre 3a nposesxaane Ha NPOABLIDKHTENHO NiedeHHe TpaGBa 1a Ce B3eMa 32 BCEKH OT,
OT JieKaps, KOWTO IPOBEKAA TEPAITHATA.



Cneuuaunu honyrayui

Crap4ecka BE3pacT
[naTHpamMepoBHAT alIETAT HE € NPOYYBAH CNELHATIHO NMPH NALMEHTH B CTapyecka Bh3pacT.

brbpeuno yBpexnane
[ matipaMepoBHAT aLETAT HE € POYYBAH CHELHAIHO TIPH NIALHEHTH ¢ GROPEIHH YBPEKNaHUS (BK.

TouKa 4.4).

Heduampuina nonyrayus

besonacHocTTa H €pMKACHOCTTa Ha MATHPAMEPOBHS ALIETAT NPH AEUA M IOHOIUH HE ¢4 YCTAHOBEHH.
Jluncea jjocTaTeHO HHOOPMALHSA 3a H3MON3BAHETO HA rNaTHpaMepos auertaT 40 mg/ml Tpu meTH
CEIMHYHO IPH JISLa M I0HOWH Ha rB3pacT noj 18 roaunu, Ha 6aza Ha KOATO 1@ c€ HanpasAT
NpeNopBKH 32 Herosara ynoTpeba. [lopaau Tosa rnaTupamepos amerat 40 mg/ml TpH IBTH CEAMHYHO
He TpA0Ba 12 ce M3MOo3Ba IPH Ta3H NOMyJIaLHA.

Hauun na npuroocenue
I'maTHpaMepoB aleTar € NpeAHa3HAYEH 32 TIOAKOXKHO NPUIOKEHHE.

TlauperTHTe TPaGBa 1a 6BAT HHCTPYKTHPAHH [1a Cé CAMOMHKEKTHpAT B TpaOBa da Guaar
HabmonaraHH OT NeKap CHELHATHCT NPH ITEPBOTO CAMOHHKEKTHPaHe U 30 MHHYTH Clle]l ToBa.

3a BCAKO WIKEKTHpane TPAGBa Ja ce H36Hpa PasTHYHO MACTO, KATO TaKa Ie C& HaMall BEPOATHOCTTA
OT ipa3sHeHe WM GOKA B MACTOTO HAa HIGKEKTHpaHe. MecraTa 3a cCaMOHHXKeKTHpaHe BKIIOYBaT
Kopema, paliete, GenpaTa H XBAGOUHTE.

HaneyHo € HIDKEKLMOHHO YCTPOHCTBO Autoxon, B Ciiydal, ue NALMEHTHTE HCKAT A3 HAIIPABST
HHKEKLUHMATA CH ¢ HHXEKUHOHHO YCTPONHCTBO. AutoXon € aBTOMHXKEKTOp, koHro TpaGBa na ce
H3MI0M3Ba ¢ MPEIBApPHUTEHO HANBINEHH CIIPHHIOBKH MIaTHPAMEPOE alleTaT H HE € TECTBAH ¢ JpYyrH
NpPEIBAPHTENHO HAITEJIHEHH CNIPUHLCBKH. Autoxon TpAGBa Ja ce HU3NON3Ba CBINIACHO NPENOPEKHTE B
HHGOPMALIMATE, TIPEAOCTABEHA OT NPOH3BOLUTEINA Ha HHMKEKIHOHHOTO YCTpoMCTRO.

4.3 IIporusonokazanus

I'naTtupaMepoBHAT aiieTaT € IPOTHBOTIOKA3aH NIPH CIEAHHATE CITyYaH; _
. CBp’Bx‘IyBCT BHTCITHOCT KBEM AKTHBHOTO BEILECTEO HJIH KbM HAKOES OT IOMOLIHHUTE BCIUCCTEA,
u30poens B Touka 6.1,

44 Cnennansad npeaynpexIenHs H NpeJNa3HA MEPKH HpH ynorpeéa

I'natnpamepoBuaT anerat TpaGa ia ce prIara camo MOAKOKHO. [ IaTHpaMepoOBHAT aLETAT He
TpAOBa 12 Ce IpHIara HHTPaBeHO3HO WK HHTPAMYCKYJIHO.

JlexapsT, KOHTO NpoBEXAa IeYEHHETO, TPAOBA T8 0GACHH HA MALMEHTA, Y€ B PAMKHTE HA HAKOJIKO
MHHYTH CJTe]l HEDKEKTHPAHETO Ha IIIaTHPAMEPOB alleTaT € BL3MOXKHO /12 BE3HMKHE PEakiys, CEbP3aHa
¢ MIOHE e{H OT CNEAHHUTE CHMNTOMH: Ba30o/AUNaTaIMA (3auepeapaHe), Gonka B rbpAHTe, IHCIIHER,
¢hpuebueHe WIH TaxHKapaud (Bxk. Touka 4.8). BomuMHCTBOTO OT Te3H peakiH ¢a KPATKOTpaifHi H
OT3BYYaBaT CHOHTAHHO 063 HHKAKBH MOCASACTBHA. AKO C& TIOABH TE/KKA HEKCIIAHa PEaKLs,
TCYEHHETO ¢ INIaTHPaMEpOR aleTaT Tpabea He3abaEHO Aa Ce MPEKpaTH U NAlMEeHTHT TpabBa

AeueHHEe MOXKe ga Obje 3an09HaTO MO JHYHA IIpEHCHKA Ha TEKapA.

HsMa ocnoBanus fa ce npennonara, ue 3a HAKOH 0COGEHH TPYINH MALKEHTH HKMA
nodBa Ha Te3H peakuud. HezaBHcHMO OT TOBa € HEOOXOAMMO IOBHINEHO BHAMAHI



MIIATHPAMEPOB aLIeTaT Ce NPHIIATa IPH NALMEHTH ChC CHITBTCTBAIIM CHPACYHH HapyuieHus. Tesn
NalMeHTH TpabBa fa 6baaT NpoCHeIABAHH PEIOBHO MO BpeMe Ha JICHEHHETO.

Konpyncuu W/wii aHadWIAKTORAHH HAK ANEPrHYHK peakiHi ca JOKIaJBaHH pAAKO. B peakn ciy4au
MOTAT 2ia ce HabJIoAaBaT CEPHO3HH PEAKIMH Ha CBPEXYYBCTBHTENHOCT (KaTo GPOHXOCTA3EM,
aHa(HIAKCHA HITH YPTHKAPHs). AKO PEaKLIMUTE Ca TEKKH, TpAOBa Aa ce NPHI0KH NMOIXOAIIIo
JIeYCHHE ¥ NIPEIIOAEHHETO HA TIIaTHPaMEepOoB alleTaT TpaOBa a ce NMPeKpaTH.

PeakTHBHH Tena cpenly rmaTupamMepor aleTar ca GHaN OTKPHTH B CEPYMH Ha MALMEHTH N0 BPEME Ha
e3eIHEBHO XPOHHYHO MPHIOKEHHE Ha I1aTHpPaMepoB alleTaT. MakCHMAaIHH HHBA Ce MOCTHIaT cnej
Cpe/iHa NPOALIDKATETHOCT HA JISYEHHMETO OT 3-4 Mecela, KOMTO CJIEf TOBA HAMA/IABAT H Ce
CTaOWIH3HPAT JO HHBA, MAJIKO MO-BHCOKH OT H3XOIHUTE,

Hama A0Ka3aTe/ICTEA, Y€ TEIH IMaTHPaAMEpPOB ALCTaT-PCAKTHBHH aHTHTENA ¢a HEYTPpaJHZHPAlild HITH
HE CBINCCTBYBA BCPOATHOCT oﬁpasynaﬂero MM 32 OK&XKe BIHAHHE BbPXY KIHHHYHATA e@uxacnoc*r Ha
rIaTHpaMEepOEHA alCTaT.

[1pu naupenTH ¢ 656peunc yspexaane Gs0peunaTa gynkums TpaGBa a ce mpocaeassa, JOKATO Te
TIPOBEJKIAT JIeYeHME C TNIATHPAMEPOB alleTaT. BhIpeky ue HAMa JOKa3aTe/NCTRO 3a OTHaraHe Ha
HMYHHH KOMILIEKCH B TJIOMEPYJIHTE Ha MAllMeHTH, TA3H BE3MOXKHOCT HE MOXeE Ia e H3KITIOUH.

4.5 BiaAMogelicTBHe ¢ IPYTH JeKAPCTBEHA NPOAYKTH H APYTA GOpMHE Ha B3auMoAelicTBHe

BsaumopeiicTerATa MEXKTY MIATHPAMEPOBHA ALETAT M APYTH IEKAPCTBEHN NPOAYKTH HE ¢a
opHLIHATHO OLIEHABAHH.

Hsima nannw 3a B3auMopeiicteue ¢ uarepepoH Hera.

HabnronasaHa e MOBHINEHA 4€CTOTa Ha PCAKIHUATS HA MACTOTO Ha HHXKCKTHPAHE NPH IMallHeHTH Ha
JICYCHHE C rITaTHPAMEPOR alleTaT, KOHTO NOTY4YaBaT EAHOBPEMEHHO H KOPTHROCTEPOHOH.

Eano in vitro npoy4saHe ycTaHOBABA, Y€ TJIATHPAMEPOBHAT ALETAT B KPHBTa Ce CBBP3Ba B ro/uiMa
CTENCH ¢ MNa3MEHHTE MPOTCHHU, HO HE ¢ H3IMECTBA OT eHHTOMH WM kapbaMa3eluH oT MecTaTa 34
CBBP3BAHE H CAMHAT TOH HE I'H H3MecTBa. He3arHcHMO OT TOBa, Thif KaTo TAATHPaMEpOBHAT ALIETAT
TEOPEeTHYHO MPHTEXABA MOTECHLIHAT A4 OKA3Ba BIIMAHHE BBPXY Paslpe/e/iCHHETO Ha BEIIIECTBA, KOHTO
€€ CBBP3BAT C [U1a3MEHHTE IIPOTEHHH, €THOBPEMEHHOTO NPWIOKEHHE HA TE3H nekapc'mcﬂn HPOMYKTH
TpsAGBa Ja ce MpOCNeIABa BHUMATENHO.

4.6 @eprunnTeT, GpEMEHHOCT H KbPMEHE

Bpemennoct _

[MpoyuBaHusaTa NPH 5KMBOTHH HE MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BXK. TOuKa 5.3).

Hacrosiure qanHH ot ynotpebaTa Ha riaTHpaMepoB aletar 20 mg/ml npu GpeMeHHH XKeHH
NOKAa3Bar, Y€ HAMA JaHHH 3a MandopMalliy WiH ¢eTo/HeoHaTaNHa TOKCHYHROCT. JlaHHHKTE 32
ynorpebara Ha rnaTHpaMepos atierat 40 mg/ml ca B CHOTBETCTBHE C Te3H KOHCTATAlHH. [lo MOMEHTa
HAME& CHOTBETHH eNKeMHONOrHYHK JaHHH. Kato npeanasHa mApka € 3a ipeanodkTane 1a ce u3bsrea
ynorpebara Ha IJIaTHPaMEPOB ALIETAT MO BpeMe Ha GPeMEHHOCT, OCBEH aKko NoN13aTa 3a MaikaTa
HaABHLIABA PHCKA 3a IUIOAA.

KnpMmene
He e n3BecTHO namy ratHpaMepoBHST aUETAT WIH HETOBHTE MeTaGOIIHTH ce elccxpe'mpa'r B KBPMATA.

OpeMeHHOCTTa U IO BpeMe Ha KbpPMEHETO (BXK. TouKa 5.3).



PucxeT 32 HOBopoaenuTe/GeberaTa He Moxe fa ce uakmoun. Tpabea ga ce B3eMe peleHHe qau Aa ce
MPEYCTAHOBH KBPMEHETO HITH Na C¢ NPEYCTAHOBH/HE Ce NPHJIOXKH TepanuaTa ¢ PeMypen, Kato ce
B3CMAT NPEABH] 110/13aTa OT KEPMEHETO 38 ASTETO H N0/13aTa OT Tepanidra 3a >KkeHara.

4.7 EdexTn Bbpxy cnocobnoctTa 32 modupane 1 pabora ¢ MAIIMAH

He ca nporexxpanu npoyueanus 3a ed)eKTHTE BEPXY CIOCOGHOCTTA 3a modupane H paboTa ¢ MaLIHHH.

4.8 HekelaHH JeKapCTBEHH PeaKlHA

IToBedeTo AatHu OTHOCHO GE30MACHOCTTA Ha FIATHPAMEPOB ALIETAT ¢a OT IPHIOKEHHETO KaTo
NIOZAKOKHA MHDKEKLWs Ha riiaTHpaMepos aneTaT 20 mg/ml enuu meT AHeBHO, Tasu To4Ka MpeacTaBs
KyMy/HpaHH TaHHH 32 6e30nacHOCT OT YETHPH IWIaLeGo-KOHTPONHPAaHH H3THTBAHKUA € [JaTHPaMepoB
auerar 20 mg/ml, npunaran BeJHEK JHEBHO, KAKTO H OT KOHTPO/JIHMPaHO ¢ iauedo H3NHTBaHE ¢
rnarupamepos auetat 40 mg/ml, npunaraH TpH IETH CEAMHYHO.

JMpexTHO cpaBHeHHe Ha (e30TIaCHOCTTa MEXIY MIaTHPAMepoB alleTaT 20 mg/ml (nmpunaran
exeaHeBHO) 1 40 mg/ml (mpunaran TpM METH CEAMHYHO) B CHINOTO [POYYBAHE HE € H3BBPUIBAHO.

TnarupamMepos anerat 20 mg/ml (nprnaran eRHEX AHEBHO)

BbB BCHYKH WIHHHYHH H3ITHTBAHWSA C [IATHPaMepoB aueTat 20 mg/m] peakuHHTe Ha MACTOTO Ha
HIDKEKTHpaHe ca GHIIH Hali-4ecTHTE HeXXelaHH peaklMH H ca choOIaBaHu OT [10-TONISMATa YacT OT
MaLHeHTHTE Ha JIeYeHHE C TNIATHPaMepoB alleTaT. B KOHTpoMpaHH KNHHEYHH MPOYYIBaHHA OATET Ha
MANHEHTHTE, KOHTO Ca CHOGIIIUTH 32 TEe3H PeaKUUH [IOHe BEAHBXK, € OH/1 MO-BHCOK CITEA NPHIIOKESHHE
Ha ratupamepos aterar 20 mg/ml (70%), 0TkONKOTO TpH HHXeKIMuUTE ¢ wianebo (37%). Haii-uecto
AOKIABAHHTE PEAKUMH Ha MACTOTO Ha MHJKEKTHpaHe, KOUTO ¢a HabnionaBaHH MHOTO TIO-UECTO IpH
NAIMCHTH Ha JICYeHHe ¢ riaTapaMepos anerat 20 mg/ml B cpaBHEHHE ¢ NAIMEHTHTE HA JISYEHHE C
nnaue6o ca Gunu epurema, G0mKka, HHIYPalHA HA MACTOTO Ha HIDKEKTHpaHE, Chplex, OTOK,
BB3MANEHHE U CBPBXIYBCTRMTEIHOCT.

Peaxuns, cBup3aHa ¢ [OHE €WH WK TIOBEYE OT CIIEJHUTE CHMITTOMH, € OTTMCAHA KAaTO peaKius
HETIOCPEACTBEHO ClTe/| HIDKEKTHPAHETO: Ba3OMWIATAIH, GONKA B rbPAMTE, AHCTIHES, TANNHTAIMH WITH
TaxXUKapAKA (BK. Touka 4.4). Tasu peakuss MOXKe 4 Ce [I0MBH B pAMKHTE Ha MHHYTH CJIe]
TIPANIOKCHHETO HA rAaTHpaMepoB aueTaT. [loHe €aMH KOMIIOHEHT OT Ta3H PeaKi[HA HEMIOCPEICTBEHO
clieql MIDKEKTHpaHeTo ¢ 01T ChobwIeH NoHe BeAHbXK NpH 31% OT nalMeHTHTE Ha JIeYCHHE C
rnatupamepoB auetat 20 mg/ml B cpasrenne ¢ 13% ot nanuenTHTe Ha NedeHHe ¢ IUIauedo.

BeHuky Hexenanu peakuMH, KOMTO ¢e ¢bhoBIIABAT NO-4eCTO NpH raaTHpaMepos aperar 20 mg/ml
OTKOJIKOTO TIPH NALMEHTH Ha JieueHHe ¢ Iaue6o, ca npeactaseny B Tabnuuara no-xony. Tesu TaHHHA
¢4 NOMTY4YEHH OT YETHPH OMIOTHH, JBOHHO chenu, miaunebo KOHTPOAHPAHH KIMHHIHHA DPOYYBaHUT C
0610 512 nawueHTH Ha igdeHHe ¢ rIaTHpaMepoB aueTaT 20 mg/neH U 500 nauHeHTH Ha leyeHue C
mauedo B IpoabmKkeHHe Ha 10 36 Mecena, TpH OT KIHHHYHHTE NPOYYBAHHUA HA IPHCTITHO-
pemureHTHTaTa MC (RRMS) BRUTIOuBaT 061110 269 MAlMEHTH Ha JIeUeHHe ¢ riaTHpaMepos anerar 20
mg/aeH 1 271 nalHeHTH Ha JledeHNe ¢ yaueGo B Npoms/KeHHe HA 110 35 Meceua. YeTBrpToTO
KIHHHYHO NPOYYBaHe € NPH NaiHeHTH, KOUTO ¢a TIPEThpIeH M5PBH KIHAMYEH eNH30/1 1 ca
OMpEeNENCeHH KATO BHCOKOPHCKOBA TPYTIa 32 pasBHTHE HA KIHHHYHO H31BeHa MHOXKECTBEHA CKIepo3a U
BKJIFOYBA 243 NALMEHTH Ha IE9CHHe ¢ CNaTHpaMepos auetaT 20 mg/aeH ¥ 238 MAHEHTH HA Ne9EHKE C
maueto B npogwbKeHHe Ha 110 36 Mecelia.

Cucremo-opranen knac | MHoro yecrn YecTu Heuecrn
(SOC) (= 1/10) (= 1/100 go < 1/10) & 1/1000 mo <
Hudexin v undectaunn | vudexuns, rpun 6poHXAT, racTpoeHTepHT, | abeon
Xeprec CHMIUIEKC, OTHT Ha | hypyk

CPEIHOTO YXO, PHHHT, 30CTH
suleH abcugc, BarHHaIHa




KaHAHAo3a*

Heomnamu ~
nobpokadecTBeHH,
HIOKAYECTBEHH H
HEONpEAEICHH (BKT,
KHCTH H TIOJIHITH)

AoGpoKaYecTBEHA KOXKHA
HeonnasMa, HeornasMa

KOXKEH KapuUHHOM

Hapymenns Ha kpnBTa H namMdpageromaTHT * AEBKOLHTO3a,
numdHaTa cHCTEMa JIEBKONEHHH,
CIUIEHOMErTHA,
TPOMGOLHMTONICHHS,
npoMeHeHa nHMQOUHTHA
Mopdonorua
Hapywmenns Ha uMyHHaTa CBPBXIYBCTEHTENIHOCT
CHCTEMa
Hapymenus Ha rywa,
CHAOKPHHHATE XHBIIEPTHPEOHTH3EM
cMeTeMa '
Hapyuwenusa Ha AHOPEKCHA, YRETHYABAAE | ANIKOXO0NHA
MeTaboH3Ma H XpaHeHeTo Ha TelleCHOTO Terno™ HENOHOCHMOCT, NoAarpa,
XHIIEPITHITHAEMHS,
MOBHUIEHO HUBO Ha
CEPYMHHA HATPHH,
HAMAJIEHO CEPYMHO
KENAI0
TcuxuaHH Hapymenns TPEBOXHOCT®, AETIpECHA | HEepBHOCT MATONOrHYHH ChHHIIA,

ofBpKaHOCT, eyQOpHYHO
HacTpOcHHUE,
XAMOLHHALHH,
ppaxaebHoOCT, MAHH,
pa3CTPOHCTBO Ha
JHYHOCTTA, OTIHT 3a
caMoyOHiicTRO

Hapynienua Ha repBHaTa
CHCTEMa

rnapobonmue

AHCTey3H1, NOBHIIEH
MYCKYIleH TOHYC,
MHTpeHa, pa3cTpoicTBO
Ha pevTa, CHHKOII,

TpeMop*

CMHIPOM Ha KapIaaHUg
KaHaJl, KOTHHTHEHO
pascrpoiicTro,
KOHBYJ/ICHK, qucrpadus,
IMCNEKCH, AHCTOHHA,
IBHFATENHA JACHYHLKHS,
MHOKJIOHYC, HEBPHT,
HEeBPOMYCKynHa 610Kaza,
HHCTarbM, Tapanusa,
TIepOHEANHA Napanusa,
CTYNop, fAedeKTH Ha
3PHTENHOTO NONE

Hapyuienus xa oumre

JIMIUTONUSA, 3PUTEIHH
HapyineHua*

KaTapaKTa, Ne3us Ha
KOpHeATa,

4

YIYELSS



HapyineHHa Ha yxoTo u
na0HPHHTA

CITYXOBH HapyIIEHAA

ChpneyHy HapynleHHa copuebuene®, €KCTPACHCTONH, CHHYCOBA
Taxukapaus* Gpanukapams,
napoKcH3MalHa
TaxX#HKapaus
CuRoBM HapyHieHus Ba3oAHIATAIIHA* BApHKO3HH BEHH
Pecnupatophu, rppEHM H | AuciHes™® KAI/IuIiZ, CE30HEH PHHKT | anHes, enHCTaKCHC,
MeIHACTHHANHH XHIepBEHTHNALMS,
HapyLIeHHS TIAPHHTOCTIA3HM,
GenonpobHO HApYIICHHE,
ycemaHe 3a 3a/1y1laBaHe
CroMalmHO-9peRHN rajene* AHOpEKTANHH HAPYIIEHUA, | KO/HT, IOJHKII HA KOJIOHA,
HapyIeHHA KOHCTHITIUHA, KAPHEC HA | EHTEPOKONHT, ePYKTALHH,
3E0HTE, DHCTIENCHE, ¢30daruanna 13ea,
aucdarus, NEPHONOHTHT, XEMOpAaria
HHXOHTHHEHIHA Ha OT PEKTYMA, YrofleMaBaHe
dekanuu, noppemane* Ha C/IIOHYCHHTE XKIE3H
XenaTobunnapHu TATOIOrMYHH XONENHTHA3A,
HAPYHWIEHHA qepHoApoGHU XenaToOMeraris
DYHKIEMOHATHH
H3CNIE/IBAHHA
HapylueHns Ha kokaTa v | o0pup* eKXMO33, XHIIEPXHAPO3a, | aHrHOeAeM, KOHTaKTeH

IMOJKOXKHATAa ThKAH

NPYPHTYC, HApYIICHHA Ha
KoxkaTa*, ypTHEapHa

JCPMATHT, €PHTEMA
HOOO3YM, KOXKEH BR3EA

HapymeHna Ha myckynHo-

aprpanrus, 60/Ka B

Gonka BEB BpaTa

apTpurt, OypcuT, Go/ka B

CKeJIETHATa CHCTEMa B repba* cnabUHHTE, MyCKy1Ha
CBe[IHHHTENHATa ThKaH aTpodHs, OCTEOAPTPHT
Hapymenns Ha 6u0peunte YeCTH NOIHBH 33 XeMaTypHs,

H TMHKOYHHTE MHTHIIA YpHHHpaHe, NONAKKyphs, |HedponuTHasa,

38PLKKA Ha YPHHA

HapyIIeHHs: Ha
TIHKOYHHTE MHTHILA,
OTK/NOHEHHS B
H3C/ICIBAHHATA Ha
ypHHaTa

ChCTOAHHA CBBP3AHHE C
GpeMeHHOCTTa, POAOBHA H
MOoCAEPONOBHA MEPHOA

abopT

Hapynrenus Ha
Bb3NPOH3BOAMTENHATA
CHCTEMA H bpHaTa

yronemaBaHe Ha FBPAMTE,
epPeKTHIIHA THCOYAKLIMA,
TA30B IpoJamnc,

MPHAMH3bM, HApYIIEHHA
Ha IpocTaTaTa, aGHOpMHa




BYJIBOBATHHAIHH
HapylueHHsa

OO0mH HapyluleHHA U
edeKTH Ha MACTOTO Ha
NPHIOKEHHE

acteHus, OONKa B
rbpaMTe*, peakiHH Ha
MACTOTO Ha
HHxeKTHpaHe*§, Gonka*

CTyZieHH TPBIKH*, OTOK Ha
nuueTo*, atpodus Ha
MACTOTO HA
HHKeKTHpaHe®, NokanHa
peaxius*, nepudepex
OTOK, OTOK, ITMPEKCHS

KHCTa, MaXMypIyK,
XMIOTEPMHSA, PEaKIHA

HEMOCPE/ICTBEHO CIe]|
HHKEKTHPaHETO,
BEIMANCHHE, HEKPO3a Ha
MACTOTO Ha IPHACKCHUE,

JI€3HH 110 AHFABHLIMTE

HapaHsBaHud, OTpaBaHux
H YCIOXKHCHHA,
BB3HHKHANK B PE3YITAT HA
HHTEPBCHLHA

TIOCTBAKCHHANEH
CHHIpOM

* Iogeue ot 2% (> 2/100) no-BHcoKa YeCTOTA B rpyNaTa MALMEHTH HA JEYEHHE C [TTATHPAMEPOB
aneTaT, OTKOJIKOTO B IpynaTa NalHeHTH Ha jiedeHHe ¢ miatebo. Hexenany peaximu 6e3
CHMEONA * ¢a ¢ pa3NHYHA Y€CTOTA WIIH ¢a [I0-MATKO OT HITH ca paBHM Ha 2%.

§ TepMEHBT ,,peakIMH HA MACTOTO Ha HHIKEKTHpaHe™ {pa3IIHH BHI0Be) 06XBalla BCHIKH
HeXENaHH peakiiuy, HabNIofaBaHH Ha MCTOTO Ha NPWIOKEHHE, ¢ H3KIIOUYEHHE Ha aTpodud 1
Ha HEeKPO034, KOHTO Ca NPEICTaBeHH OTACIHO B TabIHIATA.

# BxmoqBa TepMHHH, KOMTO Ce OTHACAT O TOKAIH3UPAHA JTHIIOATPOMHS Ha MACTOTO HA
NPHIOKEHHE.

B ueTBBpTOTO H3NMTRAHE, TOCOUEHO NO-TOpe, (ha3aTa HA OTKPHTO JieUeHHE ¢ MOCHEABaHA OT ILTane6o-
KOHTPOHpaH nepuoll. He e HabmonaBaHa NMpoMsaHa B YCTAHOBEHHS PHCKOB MPO(H HA [IATHPAMEPOB
aterar 20 mg/m! o Bpeme Ha OTKPHUTHA MEPHO HA NPOCCAABAHE IO 5 TONHHH.

Penxu (= 1/10 000 no <1/1000) crobiienns 3a aHahHIaKTOMIHH PeaklMH ca CBGpaHH OT NalHEHTH ©
MC, nexyBaHH ¢ raTHpaMepoB AUETAT B HEKOHTPOIHPAHH KITHHHYHH npquBaH}m HOT
NOCTMAPKETHHIOBKSA OIHT ¢ FNAaTHPAaMEPOB ALIETAT.

I'natupamepos anerar 40 mg/m| (Npuiarad Tpu ObTH CEIMHYMHO

BesonacHocTTa Ha rnarupaMepos anerar 40 m g/ml e ouensBana Ha 6asara Ha ABOHHO-CAAIIO,
KOHTPOJTHPAHO ¢ mialebo KIHHHIHO WIHTBaHe npy narmenTi ¢ RRMS, nipu 06mo 943 nauyeHTH,
JIEKYBaHH ¢ rnaTHpaMepoB auerat 40 mg/ml TpH meTH cemMUuHO U 461 nalmerm{, TPETHPAHH ¢
nianebo 12 mecena.

Kato usino BRABT Ha HexcenaHHTe eKapcTBeHM PeakiiH, HaGJTIONABAHY TIPH TIALHEHTHTE, JICKYBAHH ¢
riaTHpamepoe auertar 40 mg/ml, mpMnaras TpU METH CEIMHYHO, €A BEYE H3BECTHHTE H BKITIOMCHH B
MHQOPMALHATA Ha IIaTHPaMepoB aueraT 20 mg/ml, npunaran exennesHo, ITo-ClieLHANHO HOKETAHH
PeaKIHH Ha MACTOTO Ha HHkekTupaHe (ISR) U peaxium HenocpencTeeHo cnen HipkekTHpareto (IPIR)
Ce ChOOIIABAT C NMO-HHCKA YECTOTA NPH IaTHPaMepoB atieTat 40 mg/ml, mpunarax TPH OBTH
CeIMMMHO, OTKOMIKOTO NpH ri1aTHpamepos auerar 20 mg/ml, npunaran €KEIHEBHO (cvoTBETHO 35,5%
cfy 70% 3a ISR u 7,8% cfy 31% 3a IPIR).

Peaxipu Ha MACTOTO Ha HIDKEKTUpaHe CHo0masat 36% OT MaliHeHTHTE Ha rnampaMepon anerar 40
mg/ml B cpasHeHue ¢ 5% Ha miauebo. Peakiyy HENOCPEACTBEHO ClIeH HEDKCKTHpaHeT
8% ot maumeHTHTE Ha MaTHpamepos auetat 40 mg/ml B cpaBHeHHe ¢ 2% Ha IWlaly

3abenszanm ca HAKOIKO crIeLUMHIHH HEKETAHH PEAKITHH:
¢ AnabuiakTH9eH 0TroBop ce HabmoaaBa no-paako (> 1/10 000, < 1/1600)
NIeKyBaHH ¢ rnaTHpaMepos aretat 20 mg/mi B HEeKOHTPONHPAHH KITHHHYHK



[IOCTMAPKETHHTOBHA ofHT. Crobmaga ce oT 0,3% oT mauneHTHTE Ha INIaTHpaMepoB aueTar 40
mg/ml (Heuectn: > 1/1000 zo < 1/100).

e He ce crobiasa 3a HCKPO3a B MACTOTO HAa HHDKCKTHPAHE.

¢ Koxen epurem 1 Goska B KpaitHMUMTE, HEBKITIOYEHH B WH(OpMaiATa Ha rnaﬁupamepos auerar
20 mg/ml, ce cxobmasar npu 2,1% oT nauMeHTHTE (32 BCAKA peakims) Ha mampamepon aleTaT
40 mg/ml (YectH: >1/100 o < 1/10).

s JleKapCcTBeHO-MHIYLUHMPaHO YepHOAPOGHO YBPEXKAaHe H TOKCHYEH XSNATHT CBluo ce Habmonasar
pAnKo npH naimeHTH ¢ MC, nekysanu ¢ rnatupamepos anerat 20 mg/ml B nocTMapKeTHHIOBHSA
neproA Ha HabmoAeHHe, KaTo BeAka ce chobuasa ot eanH nauueHt (0,1%) wa rnarnpamepos
auetaT 40 mg/ml (Hewecrn: >1/1000 mo < 1/100).

Crof1iapane Ha MOJOIUPAHH HEXNKENAHH PEAKIIHH

CrobulapaneTo Ha IOJO3UPAHH HeXENAHH PEaKLMK CIIefl paspelliapaHe 3a yroTpefa Ha JIeKapCTBEeHHS
NIPOAYKT € BasKHO. TORa 103B0O/IABa NPOABIDKHTENHO HAOMIOAEHHE Ha CHOTHOLICHHETO T10N13a/PHCK 3a
JIEKapCTBEHHA MPOAYKT. OT MEJHIHHCKITE CTICLIHANHCTH C¢ H3HCKEa A3 ChOOINABAT BCAKA
MOJI03HPaHa HeXeNaHa peakups Ipe3 M3mbIAHTeTHA areHIusA o NeKapcTBara, yi. ,,Jaman ['pyes”
Ne 8, 1303 Codms, ren.: +359 28903417, yebeaiit: www.bda.bg.

4.9 IIpeaosupane

CHMIITOMH

Hwma crobmenus 3a Npefoznpane Ha raatupamepoB auetat (xo 300 mg rnatupamepos auerar). Tesn
Coyuas He Ca CBBP3aHH ¢ KAKBUTO H A2 610 HexKeNaHH PeaKLHH, Pas/IH4HM OT T€3H, ONMHCAHH B TOUKA
48.

Opaanasane
B ciyuaii Ha npeao3upaHe nanpenTute Tpsadea Aa 6vaaT Habmogasanu U Tpabsa Ja ce nposese
CBOTBCTHATA CUMITTOMATHMHA H noAnbPIKaIIa Tcpamm

5 GAPMAKOJOIrHYHA CBOHCTBA
5.1 ®apmakoIHHAMHYHH cBOHCTBA

DapmakoTepanesTiHa rpyna: Jpyrn umysoctuMynanti, ATC kom: LO3AX13

MexaHH3BM Ha AcicTRUE

MexanH3MET, Ype3 KONTO raTHpaMepOBHAT alleTAT OKA3BA TEPANIEBTHIHH ecbem IIpH TTAIHEHTH ¢
pennanerpany opmu MC He € HAMBIHO W3ACHEH, HO CE& CUMTA, Y€ BKIIOYBA MOlIY.TlHDaHe HA

HHUTE npoiiecH. IT a TIpH XKHBOTHH M NIpH _nauMenTH ¢ MC HaBexAaT Ha MHCHITA, Y€
CIATHPAMEPOBHAT ALETAT NCHCTRA BE KIETKHTE Ha BPOASHUI HMYHHTET, BKTIOUHTEIHO
MOHOUMTHTE, NCHAPHTHWTE KIETKH ¥ B-kneTkyTe, KOUTO OT CBOA CTPaHA MOJYTHPAT afalTHRHH
bysxunH Ha B- 1 T-kieTkuTe. MHIYLHApAIH ceKPeLHA HA IPOTHBOBB3IATHTCIHH U PETYIIATOPHA

kuHHE. He e M3BecTHO fanin TepaneBTHyuHUAT edekT ce Me a OT OTTHCAHWTE MO-Tope KISThYHH

etexru, Thi KaTo naroduzHonorusTa Ha MC e YacTHUHO M3ACHEHA,

KnunuiHa eMracHOCT u Be3omacHocT

Hpucmuvnno-pemumenmua muoxcecmsena ckreposa _
HokasaTencTea B oxkpena Ha e)eKTUBHOCTTA Ha IiIaTHpaMepos auerar 40 mg/m!
MMPHIIOXKCHA HIDKCKIHA TPH OBTH CEAMHYHO ITO OTHOLIEHHE HA HAMAJIABAHE 1Y¢C
€a NOMyHeHH OT eAHO 12-MeceuHO KOHTPOIHPaHO ¢ ITauefo NpoyyBaHe.




B IHIOTHOTO KITMHMMHO MPOYYBAaHE NPHCTHIHO-PEMHTEHTHATA MHOXKECTBEHA CKIIepo2a ce
XapaKTepH3Hpa WIH ¢ Hal-MaJKo eHH JOKYMEHTHPaH pelldHB B mocaeaHaTe 12 Mecera, HIH ¢ Ha#-
MaJIKO JBa NOKYMEHTHpPAHH pelHAHBa B [TocAeJHHTE 24 Mecella, HIH ¢ e1H JOKYMCHTHPAH PeLAUE
Mex Iy nocnenuute 12 u 24 Mecena ¢ Hail-MaTko eqHa noKyMeHTHpaHa T1-ycuneHa ¢ raltolHHHA
JIe343 MIPH H3CACBAHE C MArHHTEH Pe30HAHC, HAMPaBeHO Mpe3 nocaeaHuTe 12 Mecena.

Kpwurepuii 3a mppBHYHATa KpaifHa TOYKA € o5IHAT Gpoii Ha NOTRRpACHH peupauBy. Kpureprute 3a
BropudHuTe AMP KpaHHM TOYKH BKIIOYBAT KyMyJnaTHBHHA Opoii HOBH/yroleMeHH T2 JIesHH
KyMynaTHBHMA 6poii Ha ycuneHuTe ne3nH Ha T1-mwisTHOCTHH H300paXKeHHs, ¥ JBETE HIMEPEHH B
Mmecen 6 1 12. :

O61uo 1404 maumeHTH ca paHAOMHZMPAHH B CHOTHOLLIEHHE 2:1 /1a NOMy4aBaT WIH [IaTHPaMEpOB
auetar 40 mg/ml (n = 943), wim mnane6o (n = 461). H arere neveGHU rpyIH ca CpaBHUMH [0
OTHOLIEHHE HA M3XOJHHTE JeMorpadcKH AaHHH, XapaKTepHCTHKH Ha 3a6onasanero MC u
napamerpure Ha SIMP, TlaunieHTHTE MMaT cpeqHO 2,0 periHBa 2 TOZHHH NPEAH CKPHHMHIA.

B cpasnenne ¢ ruane6o naukeHTHTe NeKyBaH# ¢ mIaTHpaMepoB anetat 40 mg/m! TpH TETH CeAMUIHO
Ca HManM M3paseHo U CTATHCTHYECKH 3HAYMMO HAMATICHHE 110 OTHOIICHHE Ha KPHTEPHHTE 33
[IBPBMYHE W BTOPHYHK KpaiHH TOYKH, KOHTO CHOTBETCTBAT Ha AedeOHNS eleKT Ha ITIaTHPaMepoB
aterar 20 mg/ml, nprnaran exeHeBHO.

Ha cneppamata Tabnnua ca npeacTaBeHH CTONHOCTHTE Ha KPHTEPHMTE 3a TbPBHYHA H BTOPHIHU
KpaifHH TOYKH 32 intent-to-treat monmynaupsara:

KOPHATHpPAHA CPeANa CTORHOCT

KpuTepnn 3a kpaliHu T09kH GA (40 mg/ml) | IInanebo P-croiinocr
(N=943) (N=461)

I'oanuza wecToTa Ha peuaus (ARR) 0,331 0,505 p < 0,0001

rasyika B aGeomoTH pHeict 0,174 [-0,2841 z0 -0,0639]

95% moBepHTENHH HHTEPBAIH)
Kymynatupen 6poii HoBW/yronemenu T2
JIe3HH B Mecen 6 u 12
Koeduumenr Ha croTHomreHne** (95% 0,653 [0,546 10 0,780]

JOBEPHTETHH HHTEpBANIH)
Kymynarueen 6poit ycrmenH nesun na T1 —
IUTETHOCTHH H300paskeHHs B MeceliH 6 1 12
KoednuueHT Ha cooTHOWeHHE** (95%

AOBCPHTENHH HHTCPERAIIH)

3,650 5,592 ) p <0,0001

0,905 1,639 : p <0,0001

0,552 [0,436 no 0,699]

* PasnmkaTa B aGCONOTHHA PHCK ce ONMpeaend KaTo pazHKara B KOPHIHpPaHaTa cpeaHa cToiHocT 32 ARR
Ha GA 40 mg TIW u xopurnpanata cpeana ctofinoct Ha ARR 3a mnaueGo.

ok KoehpHUHEHTET Ha CROTHOLIEHNE Ce OTIPee/id KAaTo ChOTHOmeHHeTo Meskny GA 40 mg TIW u nnaneGo
KOPHTHPAHHTE CPEJIHH CHOTHOINIEHMUA.

HupexTHO cpaBHeHHE Ha epHUKACHOCTTA M Ge30macHOCTTa MEXTY IIaTupaMepos aLerar 20 mg/ml
(npunaran exennesHo) u 40 mg/ml (Tpraaran TpH ITETH CEAMWYHO) B CHILOTO NPOYYBAHE HE €
U3BBPLIBAHO.

Inatupamepos auetar 40 mg/ml; 8 12 Meceuno miane6o koHTponupado Hicnempate (GALA),
Npoy4BaHaTa KpaiHa TOUKa € NPOLEHTHT OT MANHEHTHTE ¢ 3-MeCeTHA MOTRBP/EHA IPOrpecs Ha
npanuaHoctTa (CDP). Tumeceuna CDP e HaGmoaasana npu 3% u 3,5% ot naimeHTHTe Ha Tepanus
CBTBETHO ¢ nianedbo u rnaTupamep (koeduuuent Ha BepostHocTiTe, OR [95% CI): 1,182 18-664
2,117] (p=0,5726)). Bpemero no 6-meceqna CDP e npoyusaHa kpaiiHa TOYKA BKIIOULE
OTKPHTOTO NPOABIDKEHHE Ha H3ceasaHeTo (Ko 7 romuHH). B infent-to-treat xoxop
CpaBHABaHE Ha rPyIaTa, B KOATO IIaTHPAMEP € CTAPTHPaH PaHo, ¢ MPYNAara C OT/Id
koepuurenTsT Ha prcka (HR) [95% CI] e 0,892 [0,688, 1,157] (p=0,3898)




HOHaCTOHH.[eM HAMa JJaHHH 24 yno*rpeﬁa’ra Ha rjlaTHpaMepoB aleTaT [pH NauHeHTH ¢ ITEPBAYHA HITH
BTOPUYHA niporpecupaua 6omnect.

Pemypen ¢ xubpunen nexapersen npoaykr. [logpoGHa HHGOpMALA € HATHYHA B HHAEKCA Ha 7
OPOAYKTHTE Ha PHKOBOJMTENNTE Ha ATEHLMHTE 110 lekapeTsara: hitp://mri.medagencies.org/Human/.

3.2 QapMaKOKHHETHIHH CBOHCTBA

DapMaKOKHHETHYHH H3CIEABAHHS IIPH [TALMEHTH He Ca TIPOBEXAAHH. In Vitro JaHHA ¥ OrpaHUICHH
NaHHH OT 3APaBH A0GPOBOIIIM TOKA3BAT, Y€ ¢ NOIKOKHOTO BHBEKAAHE Ha IMIATHPAMEPOB aleTaT
aKTHBHOTO Bell[ecTBO ce abcoplHpa ecHO M 9e rojlama 4acT oT Jo3aTa Obp30 ¢e pasnajia 10 no-
MATKH ()ParMeHTH OIne B [TOAK(KHATA TEKAH.

5.3 IlpeaxknuHHYHH JauHA 323 GezomacHoCT

HexnmuHuYHHTE JaHHH He NMOKa3BaT ocobeH PHCK 34 XOpa Ha fasara Ha KOHBCHIIH_OH&UIHHTB
CbapMaKOJIOI‘H‘IHH NpOY4YBaHHUA 3a GEBOHHCI{OCT, TOKCHYMHOCT MPH MHOIOKPaTHO NpHIAranc,
FEHOTOKCHYIHOCT, KADUHHOICHCH MOTCHUMA, PEIIPOIYKTHBHA TOKCHYHOCT H TOKCHYHOCT 3a
Pa3BHTHCTO H3BBH HHCI)OPMRH}ISIT&, BKJIKOYEHA B APYTH TOYKH HA KpPaTKAaTa XapaKTepHCTHKA Ha
IIpOOyKTa. Hopa,uﬁ JIMIICaTa Ha (bapMaKOKHHeTH‘-IHH JaHHH MPH XOpa HE MOraT Ja ¢¢ YCTAHOBAT
FPaHHIHTE HA CKCITO3IHIMATA MEXKY X0pa H XKHBOTHH. .

Otnarase Ha HWMYHHH KOMIUTEKCH B IltOMepy/IMTe Ha Gp6peLiHTe € NoKiagsaHo npd Marsk Opoii
ILTEXOBE ¥ MalfiMyHH, TPETHPaHH Hali-manko 6 Mecena. B eqHo 2-roauiuno HiclieBaHe HA MIILXOBE HE
ca 3a0e/IA3aHH NIPH3HALM 38 OT/Iarate Ha HMYHHH KOMIUIEKCH B IJIoMepy/iuTe Ha Grbperyre.

i

HoxnamsaHu ca cIyyau Ha aHaQWIAKCHA CIIE MPIIOKEHHE Ha MIATHPAMEPOB ALIETAT BHPXY
CEeH3MOMTHIHPAHH KHUBOTHH {MOPCKH CBHHYETA WIH MHIUIKH). 3HAYEHHETO Ha TE3H JAAHHH 3a XOpara
HE € H3BECTHO. '

TokeHIHOCTTA HA MACTOTO Ha HHIDKEKTHPAHE € UeCTa HaxX0odKa cli¢ MHOTOKPATHO NMPHIOKCHHE [1PH
JKHBOTHH.

Ilpn naexoBe e HaGMoIaBaHa JieKa, HO CTATHCTHYECKH 3HAYHMA PeYKUHS B HAA/IABAHETO Ha TCISCHO
TEr/10 Ha NOTOMCTBOTO, POEHO OT Maliki, TPETHPaHH Mo BpeMe Ha OpPeMEHHOCTTa M 110 BpEMe Ha
KbPMEHETO ¢ MOAKOKHY 1034 > 6mg/kg/neH (2,83 NLTH MaKCHMAaNTHATa TPeNOPBLYHTENTHA JHERHA 1032
npH xopa 3a 60-KHWIOrpaMoB BE3pacTeH, Ha Gaza mg/m?) B cpaBHeHHe ¢ KoHTpona. He ca
HaBmoaaBaHy JIpyTH 3HAYMMH eeKTH BBPXY PAcTeka Ha MOTOMCTBOTO M Pa3BHTHETO Ha
[IOBEACHHETO. '

6 GAPMAINEBTHYHH JAHHH
6.1 CHouchbK Ha NOMOIHATE BellECTBA
Manuron

Bona sa smoxexiyu

6.2 HecnBMecTAMOCTH

Ilpw nuncara Ha NpOy4BaHKS 33 CEBMECTHMOCT TO3H JICKAPCTBEH NMPOAYKT He TpAGBa Ja ce cMecBa ©
JApYTH NeKApCTBEHH IIPOMYKTH.
6.3 Cpok ma rogaoct

3 roauHmH.

6.4 CnennanHH yc/OBES Ha ChXpaHeHHe

,ZIa Ce CBEXpaHiIBA B OPHIHHAIHATA OITAKOBKA 34 npeanaiBaHe OT CBCTIIHHA.




Ha ce cexpanaea B xmamwiHdk (2°C no 8°C).
Ha He ce 3ampassea.

AKO Npe/IBAPHTE/THO HAITBIHEHHTE COPHHLIOBKA He MOraT Ja OBbJaT ChXpaHABAaHH B XJIAMIIHHK, TE
MOTaT Jia Ce ChXpPaHsBaT Ha cTaliHa Temnepatypa (ot 15°C no 25°C) eanoxpaTo no 1 Mecen.

Crnea TO3H €AHOMECEUESH IEPHO], KO IIATHPaMEPOB AleTaT MpeBapHTENHO HATBIHEHH CIPHHLIOBKH
He ca OWIH H3M0A3BaHHA H Ca ChXPAHABAHH B OPHIHHAHATA OMAKOBKa, T¢ TpA6Ba Ja ce ChXpaHABAT B
xnaaunaek (2°C go 8°C).

6.5 Bua = cHABLPKAHEE HAa ONAKOBKATA

CucTemara 3a 3aTBapsHe Ha OMAKOBKATA C€ CBCTOM OT CTHKIIEH LIIMH/BD HAa CIPWHIIOBKA C
HHTErpHpaHA HIVIa 33 eJHOKpaTHa ynotpeba. B nMHaspa e nmocTapeHa ryMeHa 3amyuaika
(6pombyTHnioBa, THN 1) 32 3aTBapAHe, KOATO AeicTBa KaTo GyTano no BpeMe Ha HHKeKTHpaHeTo. KM
ryMeHaTa 3aImyIajiKka ¢ 3aBHHTEHO HApaBaBamo jgoctde. Mrnara ¢ nokpHTa ¢ npeanasHa Kanavxa.

OGeMET Ha pasTBOpa B CIpHHIIOBKaTa ¢ 1,0 ml.

3 npeaBapHTENHO HATLIIHEHH CTIPHHIIOBKH
12 npeaBapUTENHO HAITBIIHEHH CHPHHLIOBKH
36 (3 x 12) npenpapuTenHO HAITBIHEHH CIIPHHLIOBKH

He scHuku BuaOBe oNMakoBKu Morat Aa Gb0aT mycHaTH B npoaax6a.

6.6 Cpoenmanuu npeanasnE MEPKH NPH H3XBLPJAHE H paboTa

Camo 3a eaHokpaTHa yrnorpeba. Heusnonssauusr JIEKApCTBEH NPOAYKT MM OTHaAbIHHTE MaTePHAIH
QT HET'O TpSIﬁBa Aa C€ H3XBEDPIAT B CHOTBCTCTBHE ¢ MCCTHHATE H3IHCKBAHMA.

7 OPHTEXATEJ HA PAJPEIIEHHETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,
Dolni Mécholupy
102 37, Prague 10
Yemxa peryOiunxa

8 HOMEP(A) HA PASPELIEHHETO 3A YIHOTPEBA
Per. Ne 20170354

9 JAATA HA ITbPBO PA3SPEINABAHE/MIOAHOBABAHE HA PASPEIIIEHUETO 3A
YIIOTPEBA
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10 JIATA HA AKTYAJM3HPAHE HA TEKCTA
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