KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. HME HA JIEKAPCTBEHUSA TIPOAYKT

Konakcon 40 mg/ml MDKEKIIMOHEH pa3TBOP B MpeABAPUTE/IHO HANMbJIHEHA CIPHHLOBKA
Copaxone 40 mg/ml solution for injection in pre-filled syringe

2. KAYECTBEH H KOJIHUECTBEH CbCTAB

| npeasapuTenHO HaItbIHEHa cripuHioBka (1 ml) nHxekuHoHeH pa3TBop chabpxka 40 mg
rMaTHpaMepoB aleTaT*, eKBUBANCHTEH Ha 36 mg rnaTupamep.

*I" naTupaMepOBHAT ALETAT € aLUETaTHA COJl Ha CHHTETHYHH MNOJIKHIMEITHAH, ChAbPKAIH YETHPH
€CTECTBEHO MOAYyYaBaHH aMUHOKHCETMHM: L-rimyTamMoBa kucenuHa, L-anavuH, L-Tupo3uH U L-nn3uH,
B MOJIapHH GpakuuH (axana3oH) csorsetHo 0,129-0,153, 0,392-0,462, 0,086-0,100 1 0,300-0,374.
CpeaHOTO MOJIEKYJTHO TETJIO Ha riaTHpaMepoBHa auerat papupa ot 5 000 xo 9 000 zanroHa. He Moxe
HaMBJAHO Ja ¢€ OnpeAerH NOoCcleA0BAaTETHOCTTa HA aMUHOKHCEIHHUTE B onpeneneu nmunem*uﬂ,
nopaay HErOBUA CJ0XEH ChCTaB, BLIPEKH Y€ KPaHHHUAT ChCTYE
HAITbJIHO NPOU3BOJICH.

3a MbIHUA CIMUCEK HA MOMOLIHHUTE BELLUECTBA BHDKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

HHxeKLUHOHEH pa3TBOP B NpelBapHTENHO HAITLTHEHA CNIPHH

bucTbp pasTBOop 63 BUAUMH YACTHULIH
UxektMOHHHAT pa3Teop e ¢ pH 5,5 — 7,0 v ocMonapuret okono 300 mOsmol/l.

4. KIHHHYHH JAHHH

4.1 TepaneBTHUHH NOKAIAHAS

KonakcoH e noka3aH 3a NedeHre Ha peliaANBHpallH GopMU Ha MHOKecTBeHa cKitepo3a (MC) (Bixk.
To4ka 5.1 3a BaxkHa HHGOPMAaLHE OTHOCHO MOITYJIALMATA, 38 KOATO € YCTaHOBREHa e(pHKACHOCT).

KonakcoH He e NoKa3aH NPy MbpBUYHA WK BTOpHYHa nporpecupaiia MC.
4.2 Jo3upoBKAa H HAYHH HA NPHJIOKEHHE

Unninkpasero Ha neyenune ¢ KonakcoH Tpabea aa ce HabnioaaBa OT HEBPOJIOT HIIH OT JIEKAp € ONHT B
neyenunero Ha MC.

Jlo3upoBka
[TpenoprunTENHaTa A03HMPOBKA NPH Bb3pacTHH € 40 mg rnaTtupaMepoB auerar (€1Ha NpeABapHTETHO
HATJHEHA CIIPUHIIOBKA), NPWIOKEHA KATO NOJAKOXKHA MHXKEKUHA TPH ITHTH CEAMHYHO Npe3 HaH-
Maiko 48 qaca.

[ToHacTOALLIEM HE € U3BECTHO KOJIKO ObJro TpadBa aa Obae NEKYBaH NauHEHTDT.
PeineHHe 3a nMpoBeXXAaHe Ha NPOALDKHTENHO JledeHUe TpAOBa a ce B3eMa 32 BCEKH
OT NieKaps, KOHTO NPOBEKAa TepalnuaTa.

bvbpeuno yspeoicoane
KonakcoH He € npoyu4BaH CEeLHAIHO NPHY NAUKMEHTH ¢ HBOPEYHH YBpeKIaHHA (BX.
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Cmapuecka sv3pacm .
KonakcoH He € npoyyBaH CneLyanHo NPy MauHeHTH B CTAPYECKa B3pacT.

lleouampuuna nonynayus
beszonacHocTTa H €(HMKACHOCTTa Ha [JIATUPAMEPOBHA aLIETAT NPH JELA H IOHOIHK HE Ca YCTaHOBCHH,

Jluncea goctarbyHo WHGoOpManus 3a u3non3paHero Ha Konakcon 40 mg/ml Tpy mbTH c€AMRYHO
(TIW) npu aeua v 10HOLIM Ha BB3pacT noa 18 roauuy, Ha Oa3aTa Ha KOATO Aa ce HanpaBAT NPENOPHKU
3a HerosaTa ynorpeba. [lopagyu Toea Konakcon 40 mg/ml TIW He Tpa0OBa aa ce W3non3ea npH Tasu

NOITyNnaLMA.

HauuH Ha NpUNoKEeHHE ,

KonakcoB e npeiHa3HAuY€eH 32 NOJAKOKHO NPUIOKEHHE.

MaumeHTHTe TPAOBa A2 6BAAT HHCTPYKTHPAHH Aa C& CAMOMHIKEKTHPAT M Tpa0Ba aa ObJar
HaOMIOAABaHH OT JIEKAp CNELHATHCT MPH MBPBOTO CAMOKHKEKTHPaHE U 30 MHHYTH Cli€[ TOBA.

3a BCAKO HIDKEKTHpaHe TpA6GBa a ce u3bupa paznH4HO MICTO, KaTO TaKa L€ C& HaMalli BepOATHOCTTa
OT Apa3HeHe WiH 6oNKa B MRCTOTO Ha HHDKEKTHpaHe. MecTarta 3a CBaMOHHKEKTHpaHe BKalOYBaT

KopeMma, polieTe, Oepata U XbadoumTe.

B ciyuaii ye nauueHTUTE XKenanT Aa HanpaBAT WHXKEKLMATA CH ¢ YCTPOHCTBO 32 HHXKEKTHpaHe €
HanuuHo u3aenuero CSYNC.

Usnennero CSYNC e aBTOMHXKeEKTOp, KOHTO ce u3non3ea ¢ KonakcoH npeasapuTeHO HATbJIHEHH
CIMIPUHLIOBKH H HE € TECTBaH ¢ JAPYTH NPEABAPUTEHO HAITRJIHEHH CNpHHLIOBKH. M3nenuwero CSYNC
TpAOBa Aa ce M3MoA38a, KaKTo € MPEnopbYaHo B HHPOpMaUMATa, MPeAoCTaBeHa OT NPOU3BOAWTENA Ha
H3ACJTHETO.

4.3 IIpormBonoxkasaHns

KonakcoH e npOTHBOMOKa3aH NPH CIEAHHTE CIyyaH:

- CBPBXYYBCTBHTEIHOCT KbM AKTUBHOTO BELLECTBO (IN1aTUPaMEPOB aLETaT) WIH KbM HAKOE OT
MOMOLLHHTE BELIECTBA, H3OPOEHH B TOuKa 6.1.

44 CoensajHH npeaynpexacnusd H NpeanNa3HA MEPKH NpH ynoTpeda

KonakcoH TpsaOBa na ce npunara caMo noakoxHo. KonakcoH He TpadBa nAa ce npuaara HHTPaBeHO3HO
HITH HHTPaAMYCKYJIHO.

[naTHpaMepOBHSAT aLICTAT MOXKE a NMPEAU3BHKA PCaKUMH Cle RIDKEKTHPAHETO, KAKTO U
aHaHAAKTHYHHM peakuuu (Bx. Touka 4.8):

PeakliUy ciel HIDKEKTHPAHETO
JlexapaT, KOHTO NpoBEXa JieUeHHeTo TPAOBa Aa 00ACHH Ha MAaLHEeHTa, Y€ B PAMKHTE HA HAKOMKO

MHHYTH CJIE[ HIDKEKTHpaHeTO Ha KOonakcoH € Bb3MOXKHO Ja BE3HHKHE PEaKLiys, CBbp3aHa ¢ MoHe
eJMH OT CJIEAHUTE CHMITTOMH: Ba3oAHJIaTalus (3auepBaBaHe), 6onka B rbpaUTE, AHCIIHESA, ChpLIeOHEHE
WK TaxHKapaus (Bx. Touka 4.8). boNHHCTBOTO OT TE3H pEaKLIHH Ca KPaTKOTPaHHH H OT3BY4aBaT
CIMOHTAHHO 0e3 HUKAKBH TOC/ICACTBHA. AKO C€ NOABH TEKKa HEXENaHa peakUHs, JICYCHHETO C
KonakcoH TpsbBa He3abaBHO Aa ce MpeKpaTH K MaUHEHTHT TPAOBa 1a ce CBbpXKe CHC CBOA JIEKap WiH
KOHTO M 712 € APYT JieKap Mo cneniHa MeanuyHa. CAMOTOMaTHYHO JiIeHeHHE MOXKe 1a OBbAe 3arOoYHATO

110 JIHYHA MPeLIeHKa Ha NeKaps.
HsMa ocHOBaHUSA fa ce nmpeanoara, ue 3a HIKOH ocobeHH rpynH NauudeHTH UMa CrICIHe /,- AR nt\
%I\ OTTE %t?o ..

NosiBa Ha Te3M peaklMH. HezaBUCHMO OT TOBa € HEOOXOAMMO MOBHILCHO BHHMAaHHE, KO / ’
D .t: -

ce Mpuaara npy MalKeHTH CbC CHITBTCTBALLM CHPACYHH HapylCHHA. Te3d NalMeHTH TP
NpOCieAABaHK PENOBHO MO BPEME Ha JICHEHHUETO.
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AHadHUNaKTHYHH peakuUy
Morart ga ¢e HaOnoZaBaT aHaUIAKTHYHH PEAKLUUH MATKO CJie] MPHIOXKEHHETO Ha rllaTupaMepoB

alieTarT, JOpH Mecely A0 roAHHH Clell 3anoysaHe Ha nedyeHueTo (BX. Touka 4.8). MmMa choOLueHns 3a
Cc/IyyaM ¢ NeTajeH u3xold. HAKOM npH3HaLM 1 CHMNTOMH Ha aHAQMIAKTHYHH PEAKUHUH MOXKe a ce
NPUNOKPHUBAT C PEAKLIHH Clell HHKEKTHPAHEeTO.

BcHuKH NaUMESHTH, NoNyYaBall neueHue ¢ KonakcoH, U 1Muara, KOMTO ce IprbKar 3a TAX Tpadea aa
6baaT HHMOpMHpaAHH 3a crieUHHUHHTE NPU3HALIM H CHMITTOMH HA aHa(WIAKTHYHH PEaKLIHH H 4e
TpsOBa He3abaBHO Ja MOTBPCAT CHELIHA METHLIMHCKA MOMOLL, B CJTy4al 4e NoTy4aT TakvuBa CUMITOMH

(Bk. TOuxa 4.8). |
AKO Bb3HMKHE aHaUNaKTHYHA peakiius, feyeHueTo ¢ KonakcoH TpaOBa Ja ce npekpatH (BiK.

TouKa 4.3).

PeakTHBHMW aHTHTENA CpELLY rIaTHpaMepOB alleTaT ca OMIM OTKPHTH B CEPYMH Ha NaLMEHTH MO BpeMe
Ha €KEIHEBHO ABLJTOCPOYHO NpHIoKeHHe Ha KonakcoH. MakcHMalIHH HHBA C€ TIOCTHIaT Cnell CpeaHa
NPONBDKHTETHOCT Ha JIEUEHHETO OT 3-4 Mecena, KOMTO CJIE/l TOBAa HAMANABAT H C€ CTaOMJIM3NpaAT A0
HHBA, MaJIKO MO-BHCOKH OT U3XOAHHUTE.

Hsama gokazaTencTsa, Y€ TE3W INIaTUPAMEpPOB alleTaT-peakTHBHH aHTHTEIA ¢a HEYTpanu3Hpally Hin
Y¢ CbLIECTBYBA BEPOATHOCT oOpa3yBaHETO HM [1a OKaX€ BIIMAHHE BBPXY KIHHHYHATA ePuKacHOCT Ha
K onakcoH.

[Tpr naumenTn ¢ OpOpeuHo yBpexaaHe OpOpeynarta pyHKUHA TpAOBa Aa ce npocaenssa, JOKaTO T¢
npoBexaat JeueHre ¢ KonakcoH. Burpeky ye HAMa J0Ka3aTeICTBO 32 OT/laraHe Ha HMyHHH
KOMILIEKCH B INIOMEPYJIUTE HA MALMUEHTH, Ta3H Bb3MOXKHOCT HE MOXKE J1a Ce H3KIIIOUH.

HabmonaBanu ca peiKH ciTy4ay Ha TeXKKO 4epHOAPOOHO yBPEXKIaHe (BKTIOYHTENHO XENAaTHT €
KBITEHHLIA, YePHOAPOOHA HEAOCTATBYHOCT U H30JIMPaHH ClyYaH Ha YEpHOAPOOHA TpaHCIUIAHTALKA).
UepHoapoOHO yBpexaaHe ce NPOSBABa OT AHH O NOIMHM CNe]l 3anoyBaHe Ha Tepanus ¢ KonakcoH.
[ToBe4eTo CIy4YaH Ha TEXKO YEPHOAPOOHO YBPEKAAHE OTIIYMABAT NPH NPEeKpaTIBaHE Ha JICUCHHETO.
B HAkOH CydaH Te3n peaklHH BL3HUKBAT NPH HAIHYHE HA MPEKOMEPHA KOHCYMaLHS Ha aIKOXOI,
HalMuMe WIH aHaMHE3a 34 MepHOAPOOHO YBPEXKAAHE H yNioTpeda Ha ApYrH NOTEeHLUHAIHO
XeMaTOTOKCHYHH JICKapCTBEHH NpoayKTH. [launeHTire TpabBa da ce npocneasaBaT peJOBHO 3a
NpHU3HALIH Ha YepHOOPOOHO YBpeXKAaHe U 1a ObAaT MHCTPYKTHPAHH 1@ NOTHPCAT CNELIHA MEAWLIMHCKA
NOMOLL B cJTy4ai Ha CHMITTOMH Ha 4epHOApoOHO yBpexaaxe. B cnyyai Ha KIIHHHYHO 3HAYHMO
yepHOAPOOHO yBpexKaaHe, TpAOBa Aa ce 0OMUCIU npekpaTaBaHe Ha KonakcoH.

4.5 BiaxkmoaelicTBHE ¢ IPYTH JIEKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aHMOAEHCTBHE
B3auMopneiicTByuaTa Meskay KonakcoH ¥ Apyry J€eKapCTBEHH NMPOAYKTH HE ¢a OPHLIMANHO OLIEHSBAHH.
HsMa naHHM 3a B3auMoaeHcTBUE ¢ HHTEpdEepOH DeTa.

HabnionapaHa € NOBHLLIEHA Y€CTOTA Ha pCakKLUHHTC Ha MACTOTO HA HHXXCKTHPAHC MNPH NAUHCHTH Ha
neyenue ¢ KonakcoH, KOUTO noay4aBat CAHOBPEMEHHO H KOPTHKOCTCPOHAM.

En#O in vitro Npoy4BaHe YCTAHOBSABA, Y€ INIaTHPAMEPOBUAT aLiETAT B KPbBTA CE CBbP3Ba B ro/ma
CTeNeH C MNa3MeHNTe NPOTEHHH, HO HE CE U3MECTBA OT PEHHTOHH KM KapaMazenuH OT MecTaTa 3a
CBBP3BaHE H CAMHAT TOH He ru uaMecTea. HezaBuchMo ot ToBa, Thil kaTo KonakcoH T€OpeTHUHO
MPHUTEKABa NOTEHLHAN 1a OKA3Ba BAHAHHE BbPXY Pa3npefeNIeHHETO Ha BELLECTBA, KOMTO Ce CBbp3BaT
¢ IUTa3MEeHHTE NPOTEHHHU, €AHOBPEMEHHOTO NPWIOKEHHE HA TE3W JIEKAPCTBEHH NPOLYKES Wg]-..-».
ce MpocneasBa BHHMATENHO. \* 0
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4.6 @epTHIHTET, OPEMEHHOCT H KbpMeHe

BpemeHHOCT
Heronsm obeM naHHH nipn OpeMeHHH xeHH (3a H3xoaa ot 300 no 1 000 ciyqas Ha OpeMeHHOCT) He

MOKa3BaT, Y€ rNIaTHPAMEPOBMAT aLICTAT MPHHKHHABA Ma(opMaLMK WK deTaniHa/HeOHaTaHa
TOKCHYHOCT.

[poyuBaHHATA NPH KUBOTHH HE MOKA3BAT PENPOYKTHBHA TOKCHYHOCT (8. TOUKa 5.3).
Axo e Heo6xoauMo, Moxe Aa ce cOMHcnu ynorpebara Ha KonakcoH 1o spemMe Ha OpeMEHHOCT.

KppMeHe

OH3HKOXHMMHYHHTE CBOMCTBA U HUCKATA NepopaiiHa abcopOLMs Npearnonarar, Y€ eKCro3uIHaTa Ha
rIaTHPAMEPOB aLETAT NpH HOBOpoAeHH/OebeTa upes KbpMaTa € He3HaUMTe/HA.
HeuHTepBeHLIMOHAIHO, PETPOCNIEKTHBHO NpoyH4BaHe NpH 60 kepMayeTa Ha MalikH, H3/103KEHH Ha
rnaTMpaMepoB aLeTaT, B cpaBHeHHe ¢ 60 kbpMaueTa Ha MaliKH, KOHTO He ca OHNH NOUIOKEHH Ha
HHKaKBa MoAH(HULIMpaLila 3a00n19BaHeTO Tepanus, KAKTO H OrPpaHHYCHH NOCTMAPKETHHIOBH JJaHHH
[PH XOpa He MOKA3BAaT HEraTHBHH €(EeKTH Ha rJ1IaTHPaMepoB alleTar.

Konakcou MOXe Jia Ce U3MOJI3Ba MO BPEME HA KbPMEHE.

4.7 EdexTn BLpxy cnocobnocTTa 3a modapane n padoTa ¢ MANIHEH

He ca npoBexaanu npoyyusaHH 3a epeKTHTEe BBPXY cnocoOHOCTTa 3a modupaHe B padoTa ¢ MalWHH,
4.8 HexelaHn JeKAPCTBEHH PeAKIHH

[ToBeueTo nanHK OTHOCHO Ge3onacHOCTTa Ha KOMakCcoH ca OT NMPUIOKEHHETO KATO MOAKOXKHA
viokekia Ha Konakcol 20 mg/ml eauu nbT AHeBHO. Ta3n TOUKa NpeacTaBg KyMyJIMPaHH JaHHK 34
6e30NacHOCT OT YEeTHPH Iuiauedo-KoHTponHpaHy H3nuTeanua ¢ Konakcou 20 mg/ml, npunaran
BEAHDbXK JHEBHO, KAKTO H OT KOHTpoAHpaHo ¢ Tuauedo wanureane ¢ Konakcox 40 mg/ml, npunaran
TPH ITETH CEAMHYHO.

HupexkTHO cpaBHeHHe Ha Oe3onacHocTTa Mexay Konakcon 20 mg/ml (npunaraH exxeaAHeBHO) H
40 mg/ml (npunaraH TpH METH CEAMHYHO) B CHLUOTO MpOYUBaHEe HE € H3BbPILIBAHO.

Konakcou 20 mg/ml (npuiaran ﬁe.q_ﬂhm  JIHEBHO)

B1B BCHUKK KNHHHYHHA W3NKTBaHHUA ¢ Konakcon 20 mg/ml, peakuuure Ha MACTOTO HA HHIDKEKTUPAHE
ca OWIH Half-yeCTHTe HEXENaHH peakLMH K ca cboO1LaBaHK NPH rofiiMa 4acT OT NMaLHEeHTHTE Ha
neuyeHue ¢ KonakcoH. B KoHTpoMpaHy KAMHHYHHA NPOYyUYBaHUg OpoAT Ha NALIHEHTHTE, KOHTO ca
ChOOIIMIM 34 T€3H peaKLdM NOHE BeAHBXK ¢ Oun no-sucok cael npuwioxenue Ha Konakcon 20 mg/ml
(70 %), OTKOJIKOTO MpPH NAUKHEHTHTE Ha JedeHne ¢ nnaunedo (37 %). Hail-uecto noknaapaHuTe
peaKku{H Ha MACTOTO HAa HHXKEKTHpPaHE, KOWTO ca HabmoAaBaHH MHOTO NMO-4ECTO MPH MaUUEHTH Ha
neueHne ¢ KonakcoH B CpaBHEHHE ¢ MAlMEHTHTE HA NEUEHHE ¢ rUiauebdo ca Ounu epurema, Honka,
MHIYpPaLHs Ha MACTOTO Ha HHXXEKTHpaHe, CbpOexk, OTOK, Bb3NaJEHHE U CBPLXYYBCTBHTEIHOCT.

Peakiiia cBbp3aHa ¢ NOHE €AWH WIH C MOBEYE OT CIEAHUTE CUMIITOMH: Ba30AWIATALIMA (3a4EpBABAHE),
Oonka B rbpAMTE, JUCIHES, MANNHTalMY WIH TaXHKapauna (BXk. Touka 4.4). Taiu peakuus Moxke aa ce
MOABH B PAMKHTE Ha MHHYTH cliell NpuwioxeHHeTo Ha KonakcoH. I1oHe eanH koMo HOJT-OT Task
peaxuHa HEMOCPEACTBEHO Cllell HHKEKTHPAHETO € OWj1 ChoDILEH NOHE BEAHDBK NMPRA W o y
nauueHTHTe Ha JeuecHue ¢ Konakcon 20 mg/ml B cpaBHeHne ¢ 13 % OT nanmeHT, s AN

nnauedo.

HexxenaHure peakuiMH, YCTAHOBEHH NPH KIHHHYHH NMPOYYBAHHUS H OT MOCTMAPK
npeAcTaBeHH B Tabnuuara no-gomy. Januure or KIMHHYHY NPOYYBaHHA ca NO \
NMHIOTHH, ABOHHO ClenM, mwiauedo KOHTPONUPaHU KIHHHYHH NPOYYBAHHsA € OOLLUC
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TpH OT KIMHWYHMTE NPOYYBaHUA Ha NPHCTBMHO-peMHTeRTHaTa MC (RRMS) BromIouBaT 06110 296
nampeHTH Ha neyeHue ¢ Konakcon 20 mg/nen v 271 nauxdeHTH Ha nevyeHne ¢ nianedo 3a nepHoa Ao
35 mecena. YeTBbPTOTO KIMHKYHO NMPOYUBAHE € MPH NALKEHTH, KOMTO Cca APeThpNean MbPBH
KJIMHHMYEH eMH30/ ¥ ¢a ONpeAc/IEHH KaTO BACOKOPHCKOBA PYIIa 33 Pa3sBUTHE Ha KIHHHYHO H3ABCHA

MHO)KECTBEHA CKJIEpO3a M BKIIOUBA 243 nauueHTH Ha nedeHHe ¢ Konakcon 20 mg/neH U

238 nauyeHTH Ha NieueHKe ¢ niauebo 3a neproa ao 36 Meceua.

CucreMo-

OpraHeH KJac
(SOC)

. Hudekin »
HHPecTaLH

Heonnasmu -
100pOKaYECTREHH
, AMOKaYeCTBEHH
H HCOMNMPEAC/ICHH
(BKN. KHCTH H
| IONHNH) _

e

Hapy1eHus Ha
KpbBTa H
NUM(pHaTa
cUCTEMA

HapyiueHna Ha
UMYHHATA
CHCTEMA

HapyiiieHns Ha
CHIOKPHHHATA
CHCTEMA

Hapywenus Ha
meTabonmima 4
XPAHEHETO

MHuoro uectH | YecTH HeuyecTH Peaxn C Hen3BecTHA
=1/10) (>1/100 po =1/1 000 g0 1/10 000 o YecTOTa
<1/10) <1/100) <1/1 000) (He Moxce aa Guae
onpeaeneHa Ot
HAMTHYHHTE
_ | . _ A2 HHH)
HHPEKIUA, OpOoHXHT, abcuec, uenynur,
rpun raCTpOCHTEpHT, | QYPYHKYII,
xepnec XEpIieC 30CTeEp,
CHMIUIEKC, OTHT | nNUenoHePpuT
Ha CpPEedHOTO
YXO, PHHHT,
360eH abcuec,
BarMHaaHa
KaHauao3a* L
nodpokadecTse | KOXEH KaplLHHOM
Ha KOXKHA
HEOILIAa3Ma,
HeofL1a3Ma
nuM¢ancHo- NeBKOLIMTO34,
narus* JIEBKOMEHHA,
CILIEHOMETAJIHA,
TPOMOOLIMTONEHHA,
NPOMEHEHA
nuMpouHTHA
MopdOoIIOTHA
CBPBLXUYBCTBUTE | aHAPWIaKTHYHA
JTHOCT peakuHa
rymwa,
XHNEPTHPEO-
HIH3bM _
AHOPEKCHA, aNKOXOJHA
YBEIH4YaBaHe Ha | HENOHOCHUMOCT,
TEJIECHOTO noaarpa,
Terno* XHMIEPJNITHI-
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CHucremo-

(SOC)

OpraHeH KJIac

Heumxuuau
HapyIlIeHUs

i

MHOr0o UecTH

| 21/10)

TPEBOXKHOCT™,
nenpecHs

HEPBHATA
CHCTCMA

|

OHUTC

HapyumeHuq Ha

rnasodonue,

YecmH

1/100 no
<1/10)

HewecTn
| =1/1 000 no
<1/100)

| HEPBHOCT

NaTOJOrHYHH
ChHHIIA,
o0BpKaHOCT,
eyPOpHUHO
HACTPOCHHE,

! XaMOLMHHALMH,

| BpaXacOHOCT,
MAHKA,
pasCTPOHCTBO HA
JHYHOCTTA, ONHT
| 3a caMoyOHHCTBO

Penxn C HeM3BeCcTHA

1/10 000 po 4$CTOTA

<1/1 000) (He moxe aa Gbae
onpeaeneHa oT
HAJIHYHHTE

I AAHHH) |

ANCTEY3HA,
XHNEPTOHUA,
MHIPEHa,
pa3CcTpOHCTBO
Ha peuTa,
CHHKOTI,

TpeMmop*

CHHAPOM Ha
KapHnaTHHA KaHan,
KOrHUTHBHO
pa3cTpoHcTBO,
KOHBYJICHH,
AHcrpagu,
AUCTEKCHA,
AHCTOHUA,
OBUrATENHA
anchyHKILHS,
MHOKIIOHYC,
HEBPHT, HEBPO-
MYCKYJIHA
Onoxaja,
HUCTArbM,
napaimnaa,
nepoHeanHa
nmapainsa,
CTYTOPp, NedeKTH
Ha 3PHUTENRHOTO
noJe

| HapyweHus na

AUILIONHA,
3PUTEHH
HapyleHuA*

KaTapakTa, Ne3ud
Ha KOPHEATA,
CYXO0Ta B QUHTE,
OYHa XeMOoparus,
MTO3a Ha KIenava,
MH/IpHa3a,

aTpo(dua Ha

YXOTO U
| 1abUpHHTa

| HapyuieHus Ha

CTYXOBH
HAPYIICHHA

e ey S ——

Copaeysn
HapyIUeHNs

najnuTanun®,

TaxuKapausa*

CbaoBH

rPbIHH H

HapyLIEeHHA

Hapy ILeHHA
‘ PecniupaTopHH,

B3300MNATA-
ums*

MCAHACTHHAIIHH
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3aqyX*

SPHTCIIHHA HCDB |

EKCTPACHCTOH,
CHHYCOBa
O6paaukapand,
napoKCH3MallHa
TAXHKapAHSA

BApHKO3HH BCHH *

KalLTHLIA,
CE30HEH PUHHT

NapHHIOCNasLM,
benoapobHo
HApYLIECHHE,

| uyBCTBO 38 3a1YX

anHes, eMECTAKCHC,
XHIIEPBEHTHIALMA,
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Cucremo- Muoro vectn | Yecrn Heuectn Penxu C HeM3BeCTHA
OpraHeH KJjac (=1/10) (=1/100 ao 1/1 000 no 1/10 000 no JeCTOTa
(SOC) <1/10) | <1/100) I <1/1 000) (ne Moxe na Gnae
| | onpeaeJiena o1
HATHYHHTE
| _ _ L __[ JAAHHH)
CroMamno- rageHe” aHOPEKTATHH KOJIMT, MOJIAN Ha
YpEBHH Hapy MEHHUA, KOJIOHa,
HapylLUeHMs KOHCTHIALIKA, €HTEPOKO/UT,
KapHec Ha ePYKTALlHH,
3LOUTE, e3odareanHa |
ANCTIENICHSA, | A3Ba,
| aucharus, ! MePHONOHTHT,
WHKOHTHHEHLMA | XeMmoparus ot
| Ha pekanuH, pPEXTYMA,
noBpbILaHE* yroneMsapaHe Ha
CMOHUYEHHUTE

' _ | KITE3H _ ‘

[ Xenaro- NaTOIOTrHYHH XOJIEINTHA3A, TOKCHUEH yepHOApOOHa
OunuapHu JepHOAPOOHM XenaroMeranus X€ETaTHT, { HepocTaTbuHOCT
HapyIICHUA (GyHKIHOHAIHH yepHoApoOHO

_ | M3ceBaHHs. YBpEXKAaHe . _
Hapywenus Ha obpue* eKXHMO34, AHTHOEIEM,
KOXaTa H XHOEPXUApo3a, | KOHTAKTEH
NOAKOXHATA MpPYPHUTYC, OepMAaTHUT,
ThKaH HapyLI¢HUA HA | epHTEMa
KoXxara®*, HOJI03YM, KOXEH

_ _ YpPTHKapHA | BB3EN
HapyumeHus Ha apTpalrus, OoJiKa BbB BpaTa | apTpHT, OYpPCHT,

MYCKYJTHO- fonka B Oonka B
CKelleTHaTa ropba* cnabuuure,
CHCTEMA H MYCKYJIHa
CbeAMHHTENHATA aTpodmus,
TbKaH _ _ OCTEOAPTPHT
Hapywmenns Ha YeCTH MO3HBH 3a | XEMATYPHA,
0nOpelre H YPUHHpPaHE, HegponuTHaza,
NHKOYHHTE NnoJIaKHypHH, HapylleHHs Ha |
IMTHINA 3a[[PBXKKA Ha MHUKOYHHTE
ypHHa MTbTHILA,
OTKAOHEHHA B
H3CNeIBAHUATA Ha
1 ypHHaTa .
mapymeﬂnn Ha yroneMsaBaHe Ha
Bb3NPOHIBOAHTEN IbPAUTE,
HAaT4d CUCTEMA H epeKTUNHA
rephata AnchyHKLHA,
| Ta30B MpoJaric, |
MPHATNHIBM,
HapyllleHUA Ha
MpOCTATAaTa,
| abHOpMHa
LEPBUKANTHA
! | { LHTOHAMAa3Ka,
3abonaBaHUA Ha
TECTHCHTE,
BarHHaNHO
| xbpBeEHe,
BYJIBOBArHHAJIHH
I | HapylUEHHS |
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Cucremo- | Muoro uectn | Yectn Heuectn Peaku C HeN3IBECTHA
OpraHeH KJjJac =1/10) 1/100 no 1/1 000 no 1/10 000 no YecToTa '
(SOC) <1/10) <1/100) <1/1 000) (ne Moxe aa Onae
onpenejieHa oT
HAJHYHHTE
|_ L | | | | AAHHMK)
O6u acTeHWs, CTydeHH KHCTA, I
HapyleHUs U | 6oaKa B TPbHKH*, OTOK MaxMypJivK,
edeKkTH Ha | repanTe*, Ha JTHLETO®, XHNOTEPMHUs,.
MACTOTO Ha peakUUy Ha aTpons Ha peakiHA
IPWIOKEHHE MACTOTO Ha MACTOTO Ha HENMOCPEACTBEHO
HHDKEKTHpPaHe | HHXCKTHpaHe®, | cnel F
*§, 6onka* | nokanHa HHKEKTHPAHETO,
I peaxuus®, Bb3NANEHHE, |
nepudepen HEKpO3a Ha |
OTOK, OTOK*, MACTOTO Ha
MUPEKCHA APUWIOKEHMHE,
. | 1Ie3MH MO
| . JUTABHLIUTE |
HapausBanus, _i_ NOCTBAaKCHHANEH
OTPaBAHHA H CHHAPOM
YCNOKHEHHA,
Bb3IHUKHANIH B
pe3yiTar Ha
HHTEPBEHLMA . _

A —Iﬁ

* noseye ot 2% (>2/100) no-BHCOKa 4eCTOTa B rpynara nauMeHTH Ha neyeHne ¢ KonakcoH, 0TKOJKOTO B
rpynara, naMeHTH Ha eueHHne ¢ niauebo. Hexenanu peakuyu 0e3 ciMBona * ca ¢ pasjiiiHa 4eCTOTa HiH Ca
[I0-MAJIKO OT WM ca paBHyu Ha 2%.

§ TepMMHBT ,,peakUMH Ha MACTOTO Ha HHXEKTHpaHe™ (pa3fiiuHK BUAOBE) 00XBallla BCHYKH HEXENIAHH peakiLiuu
Habmonasany Ha MACTOTO HA NPUNOKEHHE, C HIKIIOYECHUE Ha aTpogua M Ha HEKPO3a, KOHTO Ca MpEeACTaBCHH
OTAENHO B TabnKuaTa.

¢ Bkmousa TepMHHH, KOUTO C€ OTHACAT 10 JIOKATU3IHPaHa JIUNoaTpodusa Ha MACTOTO HA MPWIOKEHHE.

# CrolleHH ca HAKOJIKO ¢/Tydas ¢ 4epHoaApoOHa TpaHCILIAHTALIMA. -

B 4eTBBLPTOTO M3NHTBaHE, NOCOYEHO MO-rope, $a3aTa Ha OTKPHUTO JIEYEHHE € NOCNEABaHa OT Iuianedo-
KOHTpoaHpaH nepvoi. He e HabnioaaBaHa npoMsAHa B ycTaROBEHHs pHckoB npodua Ka Konakcon
20 mg/ml no BpeMe Ha OTKPUTHA NEPHO] HA MpOCAeAABaHE A0 > TOAHMHH.

Konakcon 40 mg/ml (npunaras TpH ITbTH CEIMUYHO)

BesonachHoctra Ha Konakcod 40 mg/ml € ouensrana Ha 6a3ara Ha ZBOHHO-CIIANO, KOHTPOIHPAHO C
wiauefo KIMHKYHO H3NUTBaHe npH naureHTd ¢ RRMS, npn o6uio 943 nauneHT!, 1IeKyBaHH C
Konaxcon 40 mg/ml Tpu nsTH ceamuuHo U 461 nauMeHTH, TpeTHpanH ¢ mianebo 12 Meceua.

Karo Lisu1o BUABT HAa HEXKEIAHHUTE JIEKAPCTBEHH peaKLMH, HAON0JaBaHK NPH NAaLHEHTHTE JIEKYBaHH C
Konakcon 40 mg/ml npunaral Tp MbTH CEIMHYHO Ca BEYE K3BECTHUTE M BKIIOYEHH B
unHopmalaTa Ha Konakcon 20 mg/ml npunarax exennerHo. flo-cnetnanto, HeXxeJJaHH peakUHH Ha
MACTOTO Ha uHbkekTHpane (ISR) U peakunn HenocpeacTeeno cnea uxekrupaxero (IPIR) ce
cbob1aBaT ¢ no-HUcKa yecrora npr KonakcoH 40 mg/ml, npunarad TpH 0bTH CEAMHYHO, OTKOJIKOTO
npH Konakcon 20 mg/ml npunaran exxeaHeBHO (cboTBeTHO 35,5% ¢/y 70% 3a ISR n 7,8% c/y 31% 3a
[PIR).

PeakLinH Ha MACTOTO Ha KHXKCKTHpPaHe ChoOWaBaT 36% OT NALMEHTUTE Ha
cpaBHeHHe ¢ 5% Ha ruauebo. Peakiu HeNOCPEACTBEHO ClIEA HHXEKTHPaH
nauuenTHTe Ha KonakcoH 40 mg/ml, B cpaBHenue ¢ 2% Ha ruaue6o.

3abenda3zaHu ca HAKONKO CNEUMPHUHH HEXKENAHN PEaKLUUH:

.

‘ﬁ .

o AHaQHUNAKTHYHH PEeaKLHH MOXeE 1a Bb3HUKHAT MAnKo ClIe/l fIpHIoKe qorge rn_a_'wpég@.pés
ALIETAT, AOPH MECELM 10 TOJMHH CJIC/l 3aMOYBaHE Ha IeHEHHETO (BK. TOWE Ay 65

o He ce cho0luaBa 3a HEKpo3a 8 MACTOTO HAa HHXKEKTHPAHE.

8
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° KoxeH epureM H Gonka B kpaiiHHUMTE, HesKTIOYeHU B HH(opMaunaTa Ha Konakcod 20 mg/ml,
ce croOwasar npH 2,1% ot naumMeHTHTE (3a Besika peakums) Ha Konakcox 40 mg/ml (MecTu:

> 1/100 no < 1/10).

° JlekapcTBEHO-HHAYLIMPAHO 4YePHOAPOGHO YBpeXK/aHE H TOKCHYEH XEMaTHT ¢e ChodILaBa OT
enuH nauueHT (0,1%) Ha Konaxcox 40 mg/ml (Heuectu: > 1/1 000 ao < 1/100).

CpobuiasaHe Ha NOAO3HPAHHM HEXKENAHU PEaAKLIMH

Cnob1aBaHeTo Ha MOAO3MPAHK HEXENAaHH PeakUHH CJie]] pa3pellaBaHe 3a yrnoTpeda Ha NeKapCTBCHHA
NPOAYKT € BaxHo. TOBa MO3BONABA A2 NPOABIKH HabIIOEHHETO HA CHOTHOWIEHHETO MOMI3a/PUCK 34
NIeKapcTBEHUS MPOAYKT. OT MEAMLIMHCKUTE CMELMAIMCTH CE€ H3KCKBA Ja ChoOLLABaT BCAKA
NoAO3MpaHa HeXXelNaHa peakius upe3 U3nbiHuTenHa areHUHs No NeKapeTeara, yi. ,.Jlaman

pyer* Ne 8, 1303 Codua, Ten.: +359 2 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpeao3upane

CHMOTOMH
MMma cbobieHns 3a npeaosupabe Ha Konakcod (ao 300 mg rmatupaMepos aueTar). Te3n ciyyaH He
ca CBBP3AHHU C KAKBHTO M Ja OWIO HeX(eNaHW peakiMy pa3IMuHK OT Te3H OMMCcaHM B TouKa 4.8.

OrnanaBaHe |
B cny4aii Ha npeao3HpaHe NauMeHTHTe TpsAdBa Aa Obaar HabJonaBaHH W TpabBa ga ce npoeege

ChOTBE€THATA CUMIITOMATHYHa U ITOJAbPIKAllla TCpaIlnil.

5. ®APMAKOJIOT'HYHH CBOHCTBA

5.1 ®@apmaxkoaHHAMHYHH CBOlicTBA

dbapMaKkoTepaneBTHYHA rpyna: AHTHHEOIUIACTHYHH H HMYHOMOIYIMpallH CPeacTBa, ApYry
umyHocTHMynanTi, ATC koa: LO3AX13

MexaHn3bM Ha ACHCTBUE
MexaHu3MBT, Upe3 KOHTO rMaTHPaMEPOBHAT ALETAT OKa3Ba TEpaneBTHYCH edexT npu nauueHTH ¢ MC

HE € HAITBJIHO M3ACHEH, HO CE CYHTA Y€ BKJIHOUBAa MOAYJIMpPaHe Ha UMYHHUTE npouecH. [IpoyusanunsaTa
MpPH XKUBOTHH M NpH NauHeHTH ¢ MC HaBexaaT Ha MHCBIITA, Y€ NIaTHPAMEPOBHAT aLeTaT AeHCTBA
BbpPXY KJETKHTE HA BPOJAECHHUS UMYHHTET , BKIIHOUMTETHO MOHOLIMTHTE, ACHAPHTHHTE KJIETKH H
B-KneTKUTE, KOUTO OT CBOA CTPaHa MOAYJIMPAT aganTHBHH GYHKLUHH Ha B- n T-kneTkure,
HHAYLHMPAIIH CEKPELiHA Ha NPOTUBOBB3IMNANUTENIHH H PETYNaTOPHH LIMTOKHHH. He € u3secTHO Aanu
TEPaneBTHUHHAT e(PEKT Ce MEAHHPA OT OMHCAHHTE MO-TOPE KNETHLYHH eEKTH, ThH KaTo
natopuzmonornata Ha MC e caMo 4aCTHYHO U3ACHEHA.

KnaunyyHa edukacHOCT U 6e30nacHOCT

TIpucmuvnno-pemMumenmna MHOJNCeCmeeRa CKriepo3a

JokazaTencTsa B nojikpena Ha egexTuBHOCTTa Ha Konakcon 40 mg/ml noako)KHO NpHIokKeHa
UHXKEKLIMA TPH TbTH CEAMHYHO MO OTHOLICHHUE HA HAMAJIABAHE YECTOTATa Ha PELINIMBHTE, Ca
MoAy4YeHH OT eaHO 12-MeceyHO KOHTPOIHPAHO ¢ Maledbo npoyysaHe.

B nHnoTHOTO KIIHHUYHO NPOYYBaHEe MPHCTBITHO-PEMHTEHTHATA MHOXKECTBEHA CKSHC
XapakTepHU3Npa WM ¢ Hafi-MaJIko €AMH JOKYMEHTHPAaH peLiHIHB B NOCICAHHTE A/ M\
MAJIKO JBa JOKYMEHTUPAHH PELIMANBA B MOCICAHUTE 24 Mecela, WM ¢ CIHH rl 9
Mexay nocneanute 12 u 24 Mecella ¢ HaH-MaJIKo €aHa 1OKYMeHTHpaHa T1-ysefig

JE€3UA MPH H3CJIEABAHC ¢ MAarHUTEH PE€30HAHC, HAMPABCHO MPE3 NOCJICAHHUTC ’ ﬁ '

Kpurepnii 3a nopBUyHaTa KpaitHa To4ka e o0luAT OpoH Ha MOTBbPAEHH pe !
propuunrTe AMP Kpaiiuy TOUKH BKIIOYBAT KYMYJ4aTUBHUA OpOH HOBH/yrojiemMen
KyMynaTuBHHs Opoil Ha yCcuneHuTe ne3ud Ha T1-TUTETHOCTHH H300paskeHus, 1 AE
Mecel 6 1 12,
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O6mo | 404 nauMeHTH ¢a PAaHAOMH3HUPaHHK B ChOTHOLIEHHE 2:1 na nomyyasat uau KonakcoH

40 mg/ml (n=943), win nnauebo (n=461). U apere neueGHH rpynu ca CpaBHUMH NO OTHOLLIEHWE Ha
H3XOAHHTE Aemorpadcky AaHHH, XapakTepuCTHKH Ha 3abonaBanero MC u napamerpure Ha JIMP.
[MauueHTHTE UMAT cpeano 2,0 peunanBa 2 rOOWHH NpeAH CKPHHHHIA.

B cpasHense ¢ ruianebo, nauneHTHTe JIeKyBaHu ¢ Konakcon 40 mg/ml Tpu mbTH CeAMHYMHO ca HMalH
M3pa3eHo H CTATHCTHYCCKH 3HAYMMO HAMaJIEHHE NO OTHOUICHUE Ha KPUTEPHHTE 3a ITEPBHYHA U
BTOPHYHH KpaifH¥ TOYKM, KOWTO CHOTBETCTBAT Ha JieueOHuA edexT Ha Konakcon 20 mg/ml npunaran

CXHCIAHCBHO.

Ha cnenpauara Tabnuua ca npeAcTaBeHH CTOMHOCTHTE HA KPHTEPHHUTE 3a NMbPBHYHA H BTOPWYHH
KpaiiHH TO4YKH 3a Intent-to-treat nomyauuaTa:

B - o mp_nr.upaﬂa cpeaAHa o
CTOHHOCT _ 1 p
KpuTepnH 3a KpaiiHH TOUKH Konakcon ]
(40 mg/ml) | &n:;::lﬁ)o CTOHHOCT
- | (N=94) :
Nognuina yectora Ha peuraus (ARR) 0,331 0,505 p<0,0001

Pa3nuka B abcomoTHus puck®* (95%

[AOBEPHUTEJTHH HHTEPBAJIH) -0,174 [-0,2841 no -0,0639]

Kymynatusen 6poi Horw/yronemenu T2 - 3.650 | 5,592 p<0,0001

JIC3HH B Mece_l-l_ﬁ_ H 12 — [ ]
¥ % 0 |

KoeduimenT Ha choTHOMIEHUE™** (95% 0,653 [0,546 1o 0,780]

JIOBEPHTETHH HHTEPBAJIH) — | - '

KyMmynaTtueeH Opo#i ycuieHu neauu Ha T1- 0,905 1,639 p<0,0001

| nIBTHOCTHY M300pakeHHsa B Meceln 6 1 12 —

L x 0

KoedmuimeHnT Ha cvoTHouienne** (95% 0,552 [0,436 o 0,699]

JOBEPHTEIIHH HHTEPBAIH)

* Painukara B aOCOMOTHHUA PHCK C€ OTNIPeaeNs KaTo pa3/iMKaTa B KOpUTMpaHaTa CpeaHa CTOHHOCT
3a ARR Ha GA 40 mg TIW u kopurnpanara cpeaHa croiiHocT Ha ARR 3a nnanebo.

** KoeMUHEHTLT Ha CHOTHOLIECHHKE CE onpenesis Kato choTHowWeHueTo Mexay GA 40 mg TIW ¢
rwanedo KOPHrHPAHUTE CPEHH CHOTHOLIEHHA.

JlnpekTHo cpaBHEHHE Ha edukacHOcTTa M GesonacHocTTa Mexxay Konakcon 20 mg/ml (npunaran
exxenHeBHO) U 40 mg/ml (mpunaraH TpH MbTH CCAMHYHO) B CBHLIOTO NMPOYYBAHE HE € H3BBPLIBAHO.

Konaxcon 40 mg/ml: B 12-Meceuno anebo konTponupano uacnensaHe (GALA), npoyusaHara
KpaiiHa TOUKA € MPOUEHTLT OT NalUeHTHTe ¢ 3-MeceYHa NOTBbLPACHA MPOrpeCH Ha HHBAJIHHOCTTA
(CDP). Tpumeceuna CDP e nabnionasana npu 3% u 3,5% oT nauMeHTHTE Ha Tepanui ChOTBETHO €
rutane6o u KonakcoH (koedpunuenr Ha sepoatHocture, OR [95% CI): 1,182 [0,661, 2,117]
(p=0,5726)). BpeMmero 0o 6-meceuna CDP e npoy4saHna kpaHa TOUKa BKIOYHTEIHO B OTKPHTOTO
NpoABDKEHHE Ha u3cneaBaHeTo (10 7 roavnn). B intent-to- treat KoxXopTaTa, NpH CpaBHABAHE Ha
rpynara, B koaTo KonakcoH € cTapTHpaH paHo, ¢ rpyrnara ¢ OTJIOKEH CTapT, KOe(pHUHEHTHT Ha PHCKA

(HR) [95% CI] e 0,892 [0,688, 1,157] (p=0,3898).

[ToHacTod1eM HAMa AaHHH 3a ynorpebara Ha KonakcoH NpH naueHTH ¢ MupBHY
nporpecypaiia OomnecT.

5.2 @OapMaKOKHHCTHUHH CBOHCTBA

dapMakOKHHETHYHH M3CJIeIBaHUA NPH MALKEHTH HE Ca MPOBEKIAHH. [n vit
AaHHM OT 3ApaBH ACOPOBONLM NMOKA3BAT, Ye C NOAKOKHOTO BbBEXKIAHE HA T
AKTHBHOTO BeLLEeCTBO ce abcopOupa NecHO H Ye roisMa 4acT oT Jo3aTa Obp3o
MAJIKH (parMEHTH OLIE B NQAKOKHATA ThKaH.
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5.3 Tlipeak/ HEHYHA AAHHR 33 Oe3onacHOCT

HeknuHU4HUTE AaHHH He MOKA3BaT oco0eH PUCK 3a Xopa Ha 0a3aTa Ha KOHBEHLIHOHAJIHHTE
¢dapMaKkoNOrMyHH NpOy4YBaHHA 3a 6€30MaCHOCT, TOKCHYHOCT MPH MHOTOKPATHO MpHJaraxe,
reHOTOKCHYHOCT, KApUMHOT€HEeH MOTEHLHA, PENpPONyKTUBHA TOKCHYHOCT H TOKCHYHOCT 33
Pa3BUTHETO H3BBH HHQOpPMALHATA BKITIOYEHA B PYTH TOYKM HA KpaTKaTa XapaKTepUCTHKA Ha
nponykTa. [lopaam nuncara Ha papMakKOKMHETHYHH JaHHH MPU XOpa, He MOrarT ia C€ YyCTaHOBSAT

rPaHULIMTE HA €KCMIO3ZHLIMATA MEKAY XOpa H )KHBOTHH.

OtnaraHe Ha HMYHHH KOMIUIEKCH B IIOMepyJiHTe Ha 6p6perinte e nokiansaHo npyu Mansk Opoi
NIbXOBE U MAlMYHH, TPETHPaHH Hali-Maiiko 6 Mecela. B €qHO 2-rogHiliHO H3CNIEABAHE HA MUThXOBE,
He ca 3abeNA3aHH MPU3HALIH 3a OT/1araHe Ha MMYHHH KOMIUIEKCH B FIOMepyJiHTe Ha 616peunre,

Hoxnanpanu ca ciy4au Ha aHadunakcua clie] NPWIoKEHHE Ha rIIaTHPaMepOB aLleTaT BbpXY
ceH3MOWIN3HPAHH )KHBOTHH (MOPCKH CBUHYETa HITH MUILIKH). 3HAYEHHETO HA TE3W NAHHH 3a XopaTa
HE € H3BECTHO.

TOKCHYHOCTTA HA MACTOTO Ha HHXEKTHpaHC € 4ECTAa HAXO0JKa CJiC] MHOIOKpaTHO IMIPHI0XKCHHE 1ITPH
AKHBOTHH.

[Tps mreXxoBe e HabAOAaBAHO JIEKA, HO CTATHCTHYECKH 3HAUMMa PEYKLIHA B HAAJaBaAHETO Ha
TENECHOTO TErJIO Ha MIOTOMCTBOTO, POAEHO OT MAaHKH, TPETHPAHH 10 BpeMe Ha OPEMEHHOCTTa H NO
BpeME Ha KbPMEHETO, C MOAKOKHH A03H > 6 mg/kg/neH (2,83 mbTH MakcHManHaTa peNnoOpbYHTENHA
JHEBHA 103a fIpH Xopa 3a 60-xinorpamoB Be3pacTeH, Ha 6a3a mg/m?*) B cpaBHeHHe ¢ koHTpona. Heca

HaOmonaBsaHKu APYIrH 3HAUYUMH €(PeKTH BBpPXY pacTeka Ha IOTOMCTBOTO H Pa3BUTHETO Ha
NOBEACHHETO.

6. ODAPMAHEBTHUYHH JAHHH
6.1 CorchK HA NOMOIHHTE BellleCcTBA

MauuTOon
Bona 3a MibkeKLHH

6.2 HechbBMeCTEAMOCTH

[1pu nHnca Ha Npoy4BaHHA 3a CHLBMECTHMOCT, TO3H IEKAPCTBEH NPOAYKT He TpabBa na ce cMecha ¢
APYTH JIEKAPCTBEHH MPOIYKTH.

6.3 Cpok Ha rognocT
3 ronHU
6.4 Chnensa/iBH YCJIOBHR HA ChbXpAHEHHE

CoxpaHsBaiiTe NpeABAPHUTEHO HAMJIHEHUTE CIPHHLIOBKH B KAPTOHEHATA OMakoBKa, 3a Jia ce
NpeanassT OT CBETIIHHA.

Ja ce cpxpaHsBa B xaaaunHHK (2°C — 8°C).

Ha He ce 3ampa3sgsa.

AKO MpeABapPHTETHO HAITbJIHEHHTE CIIPUHLIOBKH HE MOraT Ja 6baat ChbXpaHABaH
MOTaT Ja ce ChXpaHABaT Ha craiiHa Temnepartypa (ot 15°C go 25°C) eaHokpatHo
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Cnen TO3M eAHOMECEHEH nepHo, axo KonakcoH npeaBapHTENHO HAITBIIHEHH CIPHHLIOBKH HE ca OWH
M3NON3BaHU W €a CEXPaHABAHW B OPHIHHATHATA OMAKOBKa, T€ TpAOBa Aa c€ ChbXPAHABAT B XJJAJHIHHK

(2°C no 8°C).

6.5 BnuaucupaAbpKAHAE HA ONAKOBKATA

Konakcox 40 mg/ml vibkeKLIHOHEH pa3TBOP €€ ChAbPKa B MPEABAPHTENHO HAMMBJIHEHA CIIPHHLIOBKA,
KOSTO C€ ChCTOH OT CTHKJIEH LWIHMHABLP 1 ml ot fe3uBeTHO cTHKIO THN | ¢ mOCcTaBeHa Hrna, CHH
1aCTMAacoB CTBOJ Ha OYTanoTo, ryMeH cronep Ha OyTanoTo M Nnpeanasuren Ha Uriara.

Bcaka npeapapHTETHO HAMbTHEHA CMPUHLIOBKA € onakosaHa o1aenHo B PVC bancrep.

Konakcor 40 mg/ml ce npeanara B ONakoBKH, ChAbpaKauiy 3 win 12 npeasapUTeIHO HAMbAHEHH
cnpUHLOBKH ¢ | m] Hi>KeKUHOHEH pa3TBOp WM B KOMOMHHpaHa OnakoBka ¢ 36 (3 onakoBkH no 12)
NpeABAPUTENHO HATBJIHEHU CIIPHHLIOBKH ¢ | ml HHbkekilHOHEH pa3TBOP.

He Bcnuxy BHAOBE OMakoBKKA MoraT 4a Obaar nmycHaTH Ha nasapa.

6.6 Cnennajann npeana3HH MEPKH NPH H3XBLPJIsSHE H paboTa

Camo 3a efHOKpaTHa ynotpeba.

Heusnon3BaHuAT NekapcTBEH NPOAYKT WM OTNAABbYHUTE MaTepHaiM OT Hero TpAOBa Aa ce N3XBBPIIAT
B ChOTBETCTBHE ¢ MECTHHUTE H3HCKBAHHA.

7. TNPHTEXATEJI HA PAZPEHIEHHETO 3A YIIOTPEBA
TevaB.V.

Swensweg 5, 2031 GA Haarlem

Huzaepnanaus

8. HOMEP(A) HA PASPELLIEHUETO 3A YIIOTPEBA

Per. Ne 20160001

9. JIATA HA ITBPBO PAZPEHIABAHE/TIOJHOBABAHE HA PAZPEIHIEHHETO 3A
YHNOTPEBA -

Jata Ha mbpBo paspeiuaraHe: 06 sHyapu 2016 .
Jlata Ha nocsieAHO NOAHOBABaHeE: 29 aHyapu 2021 r.

10. JATA HA AKTYAJINZHUPAHE HA TEKCTA
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