HNPUIIOKEHME |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Humernndymapar Mylan 120 mg croManiHo-yCTOHYMBY TBBPAHU KaICylu
Humernndymapar Mylan 240 mg ctomamHo-yCTOHYNBH TBBPIU KaIlCyJIH

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Jumernndymapar Mylan 120 Mg ctoManrHo-yCTOHYUBY TBBPAN KaIICYJIH

Bcesika cTromaimHo-ycroifunBa karcyina ceabpka 120 mg numermndymapar (dimethyl fumarate).

Jumerundymapar Mylan 240 Mg cToMaIHo-yCTORYNBY TBBPIN KaICYIIH

Bcesika cTromaiiHo-ycroiiurnBa TBBp/a Karcyia chabpxka 240 mg numerundymapar (dimethyl
fumarate).

3a IBJIHKAA COIUCHK HA IIOMOIIHUTE BEIIECTBA BUXKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA
CromalrHo-yCTOWYHMBA TBBPAA Karcya (CTOMAIIHO-YCTOWYMBA KarlCyJia)

Jumernndymapar Mylan 120 mg ctoManrHo-yCTOWYUBY TBBPAN KaIICYJIH

CToManrHo-yCTOHYMBH TBBPIU KAllCYyJIM B CHHBO-3€JIEHO B OsUI0 ¢ Jb/bkuHa 21,7 mm, ¢ oTrneyaran
Hagmuc ,,MYLAN® nan ,,DF 120%, chappkaniu 6emd 1o mouTH Oeiv TeIeTH ¢ eHTEPOCOIBEHTHA
00BUBKaA.

Jumernndymapar Mylan 240 mg ctoManrHo-yCTOWYHBY TBBPAN KaAIICYJIH

CToManrHo-yCTOWYMBY TBBP/IU KaTCYJIM B CHHBO-3€JICHO ¢ AbDKUHA 23,5 mm, ¢ oTrevaTaH HamKuC
»MYLAN“ nanx ,,DF 240“, ceappsxamy 0emnu 0 Mo4TH OeNy MeNeTH ¢ eHTEPOCOJIBEHTHA OOBUBKA.
4, KIMHNYHA JAHHU

4.1 TepaneBTHYHU MOKA3AHUS

Humernndymapar Mylan e mokaszan 3a jiedeHre Ha BB3PACTHH U MEAMATPUYHY MAIMEHTH Ha
BB3pacT 13 u moBeye rOAMHH C MPUCTHITHO-PEMUTCHTHA MHOKecTBeHa ckiiepo3a (ITPMC).

4.2 J103MpOBKa M HAYHH HA MPHJIOKEHHE

Jleuenuero TpsOBa /1a ce 3amo4He 1Mo/ HaOJIFOCHHETO Ha JIeKap C OIKT B JICYCHHETO Ha MHOXKECTBEHA
CKJIepo3a.

AOSI/I[zoBKa

Havanmuara go3a e 120 mg aBa neté maeBHO. Cnen 7 mHU qo3aTta TpAOBA Ja Ce YBEIUYHU JI0
npenopbYMTEIHATA MOIbprKaIa 103a 240 Mg 1Ba mbTH THEBHO (BXK. Touka 4.4).

AKO ManMeHThT IPOMYyCHE eHa A03a, He TpsOBa 1a mpueMa JBoiiHa no3a. [lanueHTsT MoXke na
IpHeMe IpoIycHaTaTa 103a caMo aKo MEXIy A03UTe ca MuHanu 4 yaca. B npotuseH ciy4ait
MalMeHTHT TPsOBA Jla M34aka Jio cieBalara Jio3a 1o rpaduk.



Bpemenno HamansiBane Ha mo3ata 10 120 Mm@ ABa IbTH AHEBHO MOXKE J1a HAMAIIM MOsSBaTa Ha
3auepBsBaHE M CTOMAIIHO-YPEBHU HEXellaHW peaknuu. B pamkute Ha 1 mecen TpsOBa na ce
BB300HOBH MPUEMBT Ha MPENOPHUUTEIHATA TOAIbpKaIIa 1032 240 My JBa MBTH THEBHO.

Humernndymapar Mylan TpsioBa ja ce mpuema c xpana (Bx. Touka 5.2). [Ipu nmanuenTrTe, KOUTO
MOJXKE J1a ©MAaT 3a4epBsIBaHE UM CTOMAIIHO-YPEBHU HEKEINAHU PEAKL UM, IPUEMBT HA

Jumetundymapar Mylan ¢ xpana Moxe 1a moao0pu moHocuMocTTa (Bxk. Touku 4.4, 4.5 u 4.8).

Crenuaidy nonyJalnuu

Cmapuecka 6v3pacm

KnuanunuTe poyuBaHus Ha qUMETHI(QyMapaT ca MPOBEACHN ¢ OrpaHUuYeHa eKCITO3UIIHS TTPH
MaIMEeHTH Ha BB3PACT 55 U OBEYE TOJIMHY U HE BKIJIFOUBAT JIOCTaThUCH OO MaI[MeHTH Ha BB3pacT 65
Y TIOB€YE TOJUHH, 32 J]a CE OINPEAeNH Al T€ OTTOBAPST MO Pa3IM4YeH Ha4lH, B CPaBHEHHE C I10-
MJIQIUTE TalUeHTH (BXK. Touka 5.2). Ha 6a3ara Ha HaunHa Ha AEWCTBHE HA aKTUBHOTO BEIIIECTBO, HsMA
TEOPETUYHU OCHOBAHUS 3a KAaKBOTO U Jia OMJIO M3MCKBaHE 3a KOPEKIIMHU Ha J03aTa IMPH MallueHTH

B CTapyecKa BB3pacT.

bvopeuno u uepnodpobHo yepesicoane

HumMernndymapat He € TpOydBaH NpH NaueHTH ¢ OBOpeyHo uiIK YepHOoApoOHO yBpexaane. Ha
0azara Ha KIMHUKO(APMaKOJIOTHYHH MPOYYBaHMS, KOPEKIIMK Ha J103aTa HEe ca HeoOXoauMH (BXK.
Touka 5.2). HeoOxoauMo € moBUIIIEHO BHUMAaHUE MY JIeYeHNE Ha MAIlMEHTH C TeXKa CTeleH Ha
OBOPEYHO WM YEepHOAPOOHO yBpekaaHe (Bxk. Touka 4.4).

Ileouampuuna nonynayus

Jlo3npoBkara € enHaKBa MPHU BB3PACTHU U EAUATPUYHM ALIUEHTH Ha BB3pacT 13 u moBeye roAnHMU.
Nwma orpanwyenn qaHHH TpH Aena Ha Be3pacT Mexay 10 u 12 roguau. HanmndaanTte moHacTosAemM
JaHHU ca omucaHu B TOUkH 4.8 u 5.1, HO He Morar Ja ObIaT HaIPaBeHH MPENOPHKH OTHOCHO

AO03HUPOBKaArta.

besomacHoctTa n edukacHocTTa Ha AUMeTHI(QyMapar Ipu Aena Ha Bb3pacT nmof 10 ronuHu He ca
ycTaHOBeHH. JIumcBaT gaHHH.

Hauun Ha IIPHUIOKCHHUEC

3a mepopaliHO MPUIIOKEHHUE.

Kancynara Tpsi6Ba na ce reiata ustia. Kancynara uinm cbappxaHueTo U He TpsOBa Aa ce uylu,
paszens, pa3TBaps, CMy4e HJIM JbBYE, Thil KaTO EHTEPOCOIBEHTHATa OOBUBKA Ha MEJIETHTE
MpenoTBpaTsBa ApasHend eeKTH BbPXY CTOMAIIHO-YPEBHUS TPAKT.

4.3 TIlporuBomoka3aHus
CBPBXUYYBCTBUTEITHOCT KbM aKTUBHOTO BEUIECTBO MJIM KbM HSKOE OT MTOMOIIHHUTE BEIIECTBA,

n30poeHu B Touka 6.1.
[Momo3upana wim NOTBBpICHA MTporpecuBHa MynTH(GOKaHa JeBkoeHIedanomarus (I[TMJT).



4.4 CnenuajHu mpeaynpe;xIeHus: U NMpeIna3Hu MepKH Npu ynorpeda

KpbsBHI/11a00PATOPHU TECTOBE

bvopeuna ¢pynxyus

[IpomeHu B pe3yiTaTuTe OT OBOpEYHUTE JaOOPATOPHU TECTOBE Ca HAOIIOMaBaHU B KIMHUYHU
MPOyYBaHUs NIPH MAlUEHTH, JIGKyBaHH ¢ qumeTnadymapar (Bx. Touka 4.8). Knuauunute
MOCIIE/ICTBUSI OT TE3U TpOMeHU ca HensBecTHH. OtneHka Ha ObOpeuHara GyHKIus (Hamp. KpeaTHHUH,
YPEeH a30T B KPhBTA U U3CIICJBAHE HA YPUHATA) Ce IMIPETOPhUBa PEAN 3aN0YBAHE Ha JICYCHHUETO, CIE]T
3 1 6 Mecelia JedyeHne, Ha Bceku 6 1o 12 mecelna ciae ToBa U KaKTO € KIMHUYHO IMOKa3aHo.

Yeproopobrna ghynkyust

B pesynrar ot neuenuero ¢ numetuiadymapar Moxke /1a Bb3HUKHE JIGKapCTBEHO MHIYIIUPAHO
YBpeXIaHe Ha YepHHUsI [po0, BKITFOYBAIIO MOBUIICHIE HAa YEPHOAPOOHUTE eH3UMH (> 3 IIBTH rOpHaTa
rpanuna Ha HopMara (I'TH)) u yBennuenne Ha HuBata Ha oOmust Ounupy6ouH (> 2x I'TH). Bpemeto no
HAaCTBIIBAHETO MOJKE Ja Ob/ie JHM, HAKOJIKO CEAMULIM WM MO-ABIbI nepuoi. Cien cnupaHe Ha
JICYCHHUETO ce HaOJII0/1aBa OTIIyMsIBaHE Ha HeXenaHuTe peakuuu. OIeHKa Ha CEpyMHHTE
aMuHOTpaHcdepasu (Hanp. amanuH amuHoTpaHcdepasa (ALT), acmaprar amunotpancdepasa (AST))
Y HMBaTa Ha o01us OMIMpPyOUH ce mpenopbyBa MPean 3aroYBaHe Ha JEYSHHUETO U 110 BpeMe Ha
JICYEHUETO, KAKTO € KIMHUYHO MOKa3aHo.

Jlumepoyumu

[NanmmenTuTe, JEKyBaHu ¢ AMMETUI(yMapar, MOTat aa pa3BusT aumponenus (Bx. Touka 4.8). lananu
OT aKTyaJlHa [TbJIHA KPbBHA KapTHHA, BKJIIOYUTENTHO 32 JIUM(OUHUTHTE, TPSAOBA Aa ce MoIydaT npeau
3aroyYBaHe Ha JICYEHUETO C AUMETHI(hyMapar.

Axo ce ycTaHOBH, 4e OposT Ha JIMM(OLMTHUTE € IOl HOPMATHHMS JUara3oH, TpsiOBa J1a ce HalpaBu
IIaTeTHa OLIEHKa Ha Bh3MOKHHUTE IPHYMHH ITPEIH 3all0YBaHe Ha JiedeHuero. Jumernndymapar He e
MPOYYBaH MpPH MAIMEHTH C MPEIIISCTBANIN HUCKUA CTOWHOCTH Ha Opos Ha JIMM(MOLHUTUTE U TIPH
JICYEHUETO Ha Te3M MAlMEHTH € HeoOXOIMMO MOBHIIEHO BHUMaHuUe. [Ipy manueHTH ¢ Texka
mumornenus (6poit Ha mumborutute < 0,5%x10%/1) He TpsiOBa 1a ce 3amoYBa JCUEHHE.

Cnen 3amo4BaHe Ha TepalusiTa TpIOBa Jla ce MPOBEXKIaT U3CJISABAaHUSI Ha II'bIHATa KPbBHA KapTUHA,
BKJIFOUUTENIHO Ha TMMQOIUTHTE, HAa BCEKU 3 Mecerla.

ITpu manuenTH ¢ nuMdoneHus ce mpenopbyBa Ja ce MOAX0XK/]Ia C MOBUIICHO BHUMaHUE MTOPAIH
nosuieH puck ot [IMJI, kakTo cnensa:

. Jleuenuero TpsOBa Aa ce cripe MpH MalUEHTH C MPOABIDKATENHA TexKa TuMdoneHus (Opoii Ha
mumponutute < 0,5%10%1), mepcucruparia B IpoIb/DKEHHUE Ha ITOBEYE OT 6 Mecela.
o [Ipu marnueHTH ¢ MPOABIKUTEIIHO YMEPEHO HaMalsiBaHe Ha aOCOMIOTHHS Opoii Ha

mumponutuTe > 0,5%10%1 mo < 0,8x10°/l B mpoaskenne Ha moBeye ot 6 Mecera,
CHOTHOIICHHUETO TO3a/PUCK OT JICYEHUETO C TUMETHII(pyMapar TpsOBa J1a ce IPEOLEeHH.

. [Tpu nanuenTtu ¢ Opoit Ha MuMQoONUTHTE IO JoTHATA rpaHuIia Ha HopMata (JI['H),
neduHEpana cnopen pedhepeHTHHS TUaa3oH Ha MECTHHUTE Ja00paTOpHUH, Ce MPErnopbhuBa
PEIOBHO MpocieIsBaHe Ha a0ComoTHIS Opoit Ha iuMdormrute. TpsiOBa 1a ce B3eMaT MpeBH
JOI'BIHUTENHUTE (haKTOPH, KOUTO MOTAT B OLIE IMO-TOJIsIMA CTEIEH J1a TIOBHUINAT
naauBuAyaraus puck ot [IMJI (Bx. moaroukara 3a [IMJI mo-nomy).

Bpost Ha muMdoruTHTe TPAOBA 1A ce mpocieasBa 10 o3/paBsBanero (Bxk. Touka 5.1). Cnen
03/IpaBsIBAHETO U IPH JIUTICA HA AITEPHATHBHH BapHAHTH 32 JICUEHHUE, PEIICHHATA JIATH Ja CE 3aIll0YHE
OTHOBO JUMeTHII(yMapar, WiIn He, Clie]] CIUpaHe Ha Je4eHUeTo, TpsOBa 1a ce OCHOBAaBaT Ha
KIMHUYHATa IpeleHKa.



Sapeno-maruuren pesonanc (JIMP)

[Ipenu 3amouyBane Ha JeueHUETO ¢ quMeTHIQyMapar TpsdBa Jia € Hanmuie u3xoaHo SIMP
n3o0paxeHre (OOMKHOBEHO IMOIYyYEHO B paMKHTE Ha 3-Te MPEIXOJHN Mecela) 3a ClpaBKa.
HeobOxomumoctTa ot nombiauTenno SIMP ckanupane TpsOBa /1a ce mpeleHsBa ChbIIacHO
HaI[MOHATHUTE U MECTHUTE Tpenopbku. SIMP n3crnenBanus Moxe a ce 00CHKIaT KaTo 4acT OT
MOBHUILIEHATa OJUTETHOCT IIPH MALlMEHTH, 32 KOUTO C€ CMSITa, Y€ Ca U3JI0KEHH Ha MOBUILEH PUCK OT
[IMJI. B cnyuait Ha kimangyHo chMHeHUe 3a [IMJI, HezabaBHO TpsiOBa Aa ce mposenae SAMP
W3cieBaHe 3a AMAarHOCTUYHHU TETH.

IIporpecusua myntudokaana jJeskoeHedaronarus (IIMJI)

CoobmiaBa ce 3a [IMJI npu nauueHTH, JekyBanu ¢ aumeriindymapar (Bx. touka 4.8). [IMJT e
OTIOPTIOHUCTUYHA WH(DEKLMS, MPUIMHABaHa oT BUpyca Ha John-Cunningham (JCV), xosito Mmoxe aa
JIOBEZIE 10 JIETAIEH U3XO0/ MU JI0 TeXKKa CTeNeH Ha MHBAJIUAN3UPAHE.

Ciyuan Ha [IMJI ca Bb3HUKBAIU MO BpeMe Ha JIeYeHUE ¢ AUMETHIhyMapaT U APYyTH JISKApCTBEHU
POJYKTH, ChbpKAIU pyMapaTH, pu Hanuuue Ha tuMmponeHus (Opoit Ha mumpormrute moa JAT'H).
[MponpmxkuTeNHaTa yMEpEeHa 10 TeKKa TUM(POIIEHUS U3TISKIAa yBEMTNYaBa PHCKAa OT Bh3HUKBAHE Ha
[TMJI o BpeMe Ha JieueHue ¢ AMMeTHIIhyMapaT, HO MPH NAIl[UEHTH C JieKa JIMM(OTICHUsS PUCKBT He
MOe /1a Ob/1e M3KITIOUEH.

JlonbHUTEHUTE (PaKTOPH, KOUTO MOXKE J1a IOIIPUHECAT 3a MMOBUIIaBaHe Ha PUCKa OT pa3BUTHE Ha

[IMJI npu Hannuue Ha TUMGOTIEHUS, ca:

- MPOIBIDKUTEITHOCT Ha JieueHueTo ¢ quMeTruipymapar. Cinydan wva [IMJI ca HacThIIBaIH Clien
npubau3uTenHo 1 10 5 romuHM nedeHune, Makap TOYHATA BPB3Ka C MPOABHKUTEITHOCTTA Ha
JIEYEHUETO J1a HE € U3BECTHA.

- 3HAYNTENNHO HamaisiBaHe Ha Opost Ha CD4+ u ocobeno CD8+ T-kieTkurte, KOUTO ca BAXKHU 32
WMYyHHarTa 3amuTa (BX. Touka 4.8), u

- MpeaXoHa UMYHOCYIIPECHBHA WJIM UMYHOMOyJIMpalia Tepanus (Bxk. Mo-I0y).

JlekapuTe TpsiOBa 12 HATPaBAT OIICHKA HA MAIMEHTUTE CH, 32 JIa YCTAHOBST JTAIM CUMIITOMHTE Ca
MOKa3aTeNIHH 32 HEBPOJIOTUYHA U CHYHKIIUS U, aKO € TaKa, NI Te3W CUMIITOMH ca THITUYHU 3a MC
HUJIM € BB3MOXKHO Ja ce abipkar Ha IIMIJI.

[Tpu npBUTE TpHU3HAIM WK cumnToMH, peanonaranm [IMJI, numernndymapar tpsidBa na ce crpe
1 Jla Ce U3BBPIIAT ChOTBETHUTE JUATHOCTHIHA OIIEHKH, BKIIOUNTENHO onpenensHe Ha JJHK na JCV
B niepebpocnmuanHara TeyHocT (LICT) upe3 merona 3a KOMMYECTBEHO OIpeeliTHe MoJTMMepa3Ha
BeprkHa peakius (polymerase chain reaction, PCR). Cumntomute Ha [IMJI Morar aa Hamoao0siBat
pernuauB Ha MC. TunuuHauTe cCUMIITOMH, CBBp3anu ¢ [IMJI, ca pazaooOpa3Hu, mporpecupar

B POIBIDKEHHE HA JJHU /10 CEIMULIM U BKJIIOUBAT ITpOrpecrpalia caadocT B €AHaTa CTpaHa Ha TsUI0TO
WIT HETOXBAaTHOCT Ha KpaHULIMTE, CMYIICHUs Ha 3PEHUETO U IPOMEHH B MHCIICHETO, TaMeTTa U
OPHEHTAIUATA, KOUTO BOJAT 10 OOBPKAHOCT M MIPOMEHH Ha JTUYHOCTTA. Jlekapure TpsiOBa na Obaar
0co0eHOo HabII0AaTeTHU 3a MosIBaTa Ha cuMIToMu, peanonaranm [IMJL, kouro manueHTsT MOXeE J1a
He 3a0enexu. OCBeH ToBa MallMEHTUTE TPsOBa /1a ObAaT ChbBETBAaHU Ja HH(OPMHUPAT CBOSI aPTHHOP
WM JINLIaTa, KOUTO Ce TPHIKAT 3a TAX, 3@ JJIEYEHUETO CH, Thil KaTo Te MoraT Jia 3a0e/exar CUMIITOMH,
32 KOMTO MMalMEHTHT HE CH JaBa CMETKA.

I[MIMJT moxe na Bp3HUKHE camo nipu Hanmuure Ha JCV nndeknus. TpsoBa ia ce uMa peaBu/l, e
BIMSHHUETO Ha TUM(OIIEHUATA BEPXY TOYHOCTTA Ha cepyMHHs TecT 3a aHTH-JCV aHTHTENa HE €
MPOYYEHO MPH MaINEHTH, JeKyBaHu ¢ TuMmeTriidymapat. Heo6xoaumo e cbio Taka fa ce 0TOenexH,
Yye HATMYMETO Ha OTpullaTeNieH TecT 3a auTu-JCV anTuTena (Mpu HaIu4ue Ha HopMalleH Opoit
TUMQOLNTH) HE U3KITI0YBA BB3MOXKHOCTTA 3a mociensamo passutue Ha JCV nHdeknus.

Axo narueHThT pazpue [IMJI, nedenunero ¢ numeTmidymapar TpsOBa 1a Oble OKOHYATEITHO
MIPEKPaTEeHO.



IIpenxoaHo jJedyeHne ¢ KMYHOCYIPECOPH MM UMYHOMOOYIATOPH

He ca mpoBexpanu npoyduBaHus 3a OlleHKa Ha eUKacHOCTTa U 0€3011acCHOCTTa Ha AUMETUIIhymapar
MPH MPEBKIIIOYBAHE HA TIAIIMEHTH OT APYTH 00JiecT-MOIUUIIMPALIN Teparluy Ha AUMETHI(hyMaparT.
BB3MOXKHO € nmpenxoaHa MMYHOCYITPECHBHA Tepamus Ja JonpuHece 3a pa3sutrero Ha [IMJI npu
JIEKyBaHU C JUMETHI(pymMapar marnueHTH.

Cnyuan Ha [IMJI ce cro01maBar npu naueHTy, JeKyBaHu IIped TOBa ¢ HaTanu3yMao, 3a koiro [TMJI
€ yCTaHOBeH puck. JlekapuTe TpsOBa Ja ca HasICHO, 4e npu ciaydante Ha [IMJI, BR3HUKHAIH ciel
CKOPOILHO CIUpaHe Ha HaTadu3yMald, MOXe Aa HsiMa JTUMQOTICHHUSI.

OcBeH ToBa moBe4yeTo NOTBBpAcHH cirydan Ha [IMJI npu nedenne ¢ auMeTmndymapar ca Bb3HHKH AN
IIpY NAHEHTH € MPEIXOJHO UMYHOMOAYIMPAILO JEUEHHUE.

[pu npeBKkIIIOYBaHE HA TAIIMEHTH OT JIpyra OosiecT-MoauuIlMpaia Tepanus Ha AuMeTHiIhyMapar,
MOy KHUBOTHT U MEXaHU3MBT Ha JICHCTBYUC HA Ta3W JIpyra Tepamus TpsOBa Jia ce 00CHIAT ¢ 1SN Jia ce
n30erte aluTHBEH UMYHEH e(DeKT, KaTo ChIIEBPEMEHHO CE HaMaJld PUCKBT OT ITOBTOPHO aKTHBHUPAHE
Ha MC. W3cnenBane Ha MbJiHAa KPbBHA KapTHHA CE MPEMOPHYBA MPEIU 3aM04YBAHE HA JICUCHUE

¢ IuMeTuIhyMapar v MepruoJUIHO B X0Jia Ha JIeYueHHneTo (BX. ,,KpbBHU/TabopaTopHU TecTOBE” MO-
rope).

Texka creneH Ha OBLOPEYHO MU YEPHOAPOOHO YBPEKIAHE

JumMernndymapat He € TPOydBaH MPH MAIMEHTH C TeXKa CTeleH Ha ObOPEUHO UITH YepHOAPOOHO
YBpPEXK/aHE H, CICAOBATEIIHO, IPU TE3W NAIIMEHTH € HEOOXOAUMO MOBUIIEHO BHUMaHHE (BK.
Touka 4.2).

TeXKO aKTHBHO CTOMAIITHO-YPEBHO 3a00JIsIBAHE

I[I/IMeTI/IJ'Iq)yMapaT HC € IPOYUYBAH IMMPHU MALMCHTHU C TCIKKO AKTUBHO CTOMAITHO-YPECBHO 3abosiBaHe u,
CJICOOBATCIIHO, ITPU TE3U IMALIUEHTH € HCO6XO,Z[I/IMO IIOBUIIICHO BHUMAaHHC.

3auepBsaBaHE

[Ipu knuanuHM npoyuBanus 34% OT JIeKyBaHHUTE ¢ AUMETUI(PyMapar MalueHTH UMaT 3a4epBsBaHE.
ITpu nmo-romnsiMaTa 4acT OT HAllMEHTUTE ChbC 3aUepBsBaHE, TO € JIEKO WJIM YMEPEHO M0 TeXecT. JlaHHuTe
OT IPOYYBAHUS MPHU 3ApaBH AOOPOBOIIHM Mpeaoarar, 4e CBbP3aHoTO ¢ JUMeTHiI(ymapar
3auepBsBaHE BEPOSTHO € OMOCPEJCTBAHO OT MPOCTarIaHIuHu. EAUH KpaThk Kypc Ha JIEYEHHE ChC
75 mg aneTuicaTuIIuIoBa KUcenHa 0e3 eHTEpOCOIBEHTHA OOBUBKA MOXKeE J1a ObJie MOJIe3eH TTPH
HAIMEeHTH, KOUTO CTPaJaT OT HEITOHOCUMO 3auepBsBaHe (Bxk. Touka 4.5). B 1Be npoyuBanus npu
3/IpaBH JOOPOBOJIIM HAMAJIsIBA ITOSBATA M TEXKECTTA HA 3aU4EPBSIBAHETO B MIEPHOA HA IPHIIOKEHUETO.

[Mpu xmuHuYHE TpoyuBaHus 3 OT 0010 2 560 NeKyBaHU ¢ TUMETHIPyMapaT NalieHTH H3MUTBAT
CEpUO3HH CUMIITOMH Ha 3a4epBsiBaHe, KOMTO BEPOSITHO MPEACTABISBAT PEakUH Ha
CBPBXUYBCTBUTEIHOCT MJIM aHA(DUIAKTOMAHU peakuu. Te3n HexXelaHu peakiuu He ca
’KHBOTO3aCTpallaBally, HO BOJIT 0 XocnuTamm3anus. [lpennucpammTe sekapy 1 naiyeHTure Tpsiosa
Jla BHIMABAT 3a Ta3W BB3MOKHOCT B CIIydail Ha T&KKH peakIMy Ha 3adepBsiBaHe (BK. Touku 4.2, 4.5
u 4.8).



AxadUIaKTHYHU PEeaKIInuU

Cnen npriioxkeHue Ha JuMeTniihymMapar B MOCTMAPKETHHTOBH YCIIOBUS C€ ChOOINABAT CITydau Ha
aHaduaakcus/aHaduIaKTON THA peakius (Bxk. Touka 4.8). CHMITOMUTE MOTar Jia BKJIIOUBAT JTUCITHES,
XUTIOKCHSI, XUTIOTOHU S, aHTHOe/IeM, OOpUB UK ypTUKapua. MexaHU3MbT Ha aHadUIIaKCHs,
WHJyIIUpaHa OT AUMeTuIIhymMapar, € Hen3BeCcTeH. Te3u peakiiiu OOMKHOBEHO BB3HUKBAT CIIE]T
ITBpPBATa J103a, HO MOKE CHIIO J]a BB3HUKHAT BHB BCEGKM MOMEHT I10 BpeMeE Ha JICUCHHUETO U MOraT Ja
ObIaT CEPUO3HU W KUBOTO3acTpairaBamu. [larimeHTuTe TpsiOBA 1a OBbJAT MHCTPYKTHPAHU JIa
MPEKpaTAT MpreMa Ha JUMEeTHIIQyMapaT U 1a MOTHPCAT He3a0aBHO MEIUIMHCKA TTOMOIIL, aKO ITOJTyJar
MPU3HAIM WK CAMITOMH Ha aHadunakcus. Jledennero He TpsiOBa 1a ce moaHOoBsBa (BK. Touka 4.8).

Wudekmn

[Ipu nnanebo-koHTpOIMpanu mpoyuBanus ¢a3za 3 yectorara Ha nHPeknuuTe (60% cpemry 58%) u
cepuozauTe nHexkunu (2% cpemry 2%) e nmogoOHa MpU MALUEHTH, JEKYBaHU CHOTBETHO

¢ muMeTnipymapar uim niaanebo. Berpekn ToBa, mopaau HMyHOMOIYJIMPALINTE CBOWCTBA Ha
aumetridymapar (Bx. Touka 5.1), ako JajeH maiueHT pa3Bue cepuo3Ha uHdekIus, TpsaoBa na ce
0oOMMCIIH CIIMpaHe Ha JIEYEHUETOo ¢ AUMeTWI(hyMapar u J1a ce HallpaBH IOBTOPHA OLIEHKA Ha MOJI3UTE U
PHCKOBETE IIPEH J1a Ce IIOJHOBH Tepanusra. [lanuenTrre, moryyasamuy tumeTuidymapar, TpsoBa 1a
ObIaT MHCTPYKTHPAHU Jia ChOOIIaBAT Ha JISKaps 3a CHMIITOMH Ha WHpeKuu. [larmeHTuTe che
cepuo3HM MHQEKIINU He TPSIOBa Jia 3a1104Bar JiedeHue ¢ AUMeTuIIhymapar, T0KaTo HHPeKIusTa(ure)
HE OTIIYMH(ST).

He ce nabmrofaBa yBenuyaBane Ha 4eCTOTaTa Ha CEpUO3HUTE HHPEKIIUH TP MAalUeHTH ¢ Opoil Ha
mamponuTate < 0,8%10%/1 mn < 0,5%10%1 (Bk. Touka 4.8). AKO TepanusTa MPOABIKA MPH HATHYHE
Ha yMepeHa JI0 TeKKa IMPOIbDKUATENHA TUM(OIIEHHS, PUCKBT OT OTIOPTIOHUCTUYHA HH(EKITHS,
BrirounTennHo [IMJI, He Moxke na Obae u3kiIodeH (Bxk. Touka 4.4, moaroukara orHocHo [IMJI).

Xeprec 30cTep HHOEKINH

Cpo0miaBar ce cliy4au Ha XepIiec 30cTep IpH JiedeHue ¢ auMetuiadymapar (Bx. Touka 4.8). [Toeuero
CIIy4au He ca CepHO3HH, HO ca ChOOIIAaBaHH U CEPHO3HU CITy4yau, BKIIOUMTEIHO AUCEMUHUPAH XepIiec
30CTep, XepIec 30¢Tep OPTATMHKYC, XepIec 30CTep OTUKYC, XepIIec 30CTep HEBPOJIOTHYHA MHEK LK s,
XepIec 30CTep MEHUHTOCHIIEQATUT U XepIiec 30CTep MEHHHTOMUENUT. Te3n HexeaaH! peakiinu
MOrar J1a HaCTBIIAT MO BCSAKO BpeMe B Xo/a Ha JieueHunero. [lanmentute TpsaoBa na Obpaat
HaOJII0/IaBaHy 3a MPHU3HAIM ¥ CUMIITOMH Ha XepIiec 30cTep 0coO0eHO KOraro € chollaBaHa
ChITBTCTBAIIA TUM(OLHUTONEHHUS. AKO ce pa3BUE XepIiec 30CTep, TPIOBa 1a ObJIe MPHIOKEHO
MOIXO/IAIIOTO JieueHue. TpsiOBa 1a ce OOMHCIHN MPEKbCBAHE HA JICYCHUETO MPH MAIlUEHTH ChC
Cepro3HHM UH(DEKIUK 10 OTIIyMsBaHe Ha WHGeKIusaTa (Bx. Touka 4.8).

3anoyBaHe Ha JIEYEHUETO

Jleaenuero TpsOBa /1a ce 3arMovHe MOCTETIEHHO, 3a J]a € HaMaJlM 10sBaTa Ha 3a4epBsBaHE U
CTOMAIITHO-YPEBHU HEXKENaHU peakiuu (BK. Touka 4.2).

CunapoMm Ha Fanconi

CroO1maBanu ca ciydad Ha CHHApoMa Ha Fanconi ¢ iekapcTBeH MPOAYKT, ChIbPIKALL
auMetniadymapar B KOMOMHAIMS ¢ IPYTH ecTepu Ha GymapoBara KucelnHa. PanHaTa quarnosa Ha
cuHIpoMa Ha Fanconi u nmpekbCBaHETO Ha JICYCHHETO ¢ AUMETHI(hyMapar ca BaXKHH 32
MPEIOTBPATSIBAHE HAa HACTHIIBAHETO HAa OBOPEYHO YBPEKIAHE U OCTEOMAJIallHsl, Thid KaTO CHHIPOMBT
00MKHOBEHO e 00paruM. Haii-BaxHUTE IPU3HAIY ca: TPOTEHHYPHUS, TIFOKO3ypHs (C HOPMAIHU HUBA
Ha KpbBHA 3axap), XUIepaMuHoanuIypus u Gpocdarypus (Bb3MOXKHO € J1a € STHOBPEMEHHO

¢ xunodocdaremus). [Iporpecusita MOXKe a BKIFOYBA CHMIITOMH KaTO TOIHYPHSI, TIOJHTUTICHS H
cnaboCT B MPOKCUMAITHUTE MYCKYJIH. B penku cirydan Moxe Ja HacTblu xunodocdareMuyna
OCTeOMATAIUsI C HEJIOKATM3UPaHH OOJIKU B KOCTUTE, MIOBUIIICHA allKaTHa ocdaraza B cepyMa H CTpec
dbpaxtypu. BaxxHo e, ye cuHAPOMBT Ha Fanconi Mmoxxe 1a HacThITH O€3 OBUILICHH HUBA HA KPEATHHHH



HJIM HUCKa CKOPOCT Ha INiIOMEpyJjiHa (bI/IJ'ITpaIlI/ISI. B cnyqaﬁ Ha HCIACHU CHUMIITOMHU TpSI6Ba Ja ce
00MHUCITH CUHOPOM Ha Fanconi u Ja €€ U3BBbpIIAT MOAXOAAIIN U3CJICABAHH .

CoabpKaHue Ha HAaTpUH

To3u JIleKapCTBEH MPOIYKT ChABPKA MO-MaNKo oT 1 mmol Hatpuii (23 mg) Ha Karncyna, T.e. MOXe Jia
ce Kaxke, ue MPaKTHYeCKU HE ChAbPKa HATPHI.

4.5 BzaumopeiicTBHe ¢ APYrH JeKapCcTBeHH NPOAYKTH U ApYyru ¢opMH Ha B3auMo/eiicTBue

AHTHHeONJIaCTHYHA Tepanus, Tepanus C KMYHOCYIPECOPH MJIM KOPTHKOCTEPOH N

Jumernndymapar He € TpoydBaH B KOMOWHALMS ¢ aHTHHEOIUIACTUYHH VI HMYHOCYTIPECHBHHU
TEpanuu U CIeI0BaTETHO, PU CHII'FTCTBAILIO0 MPIIOKEHUE € HE00X0AMMO MOBUIIIEHO BHUMaHue. [Ipu
KJIMHUYHU [IPOYyYBaHU HA MHOXKECTBEHA CKJIEp03a, ChII'BTCTBAILOTO JICUEHUE HA IIPUCTHIIUTE

C KpaThbK KypC Ha MHTPABEHO3HO NPUJIAraH! KOPTUKOCTEPOUIN HE € CBBP3aHO C KIIMHUYHO 3HAaYMMO
MOBHUINIABaHE HA YecToTaTa Ha MH(MEKIMO3HU 3a00IsIBAHMSI.

Bakcnan

ChITBTCTBAIIO MPUIIOKEHUE Ha HEXKMBH BAKCUHH B ChOTBETCTBUE C HAIMOHATHUTE UMYHH3a{UOHHU
KaJICHIapu MOKE J1a ce OOMICIIA TI0 BpeMe Ha TepanusTa ¢ nuMetmidymapar. B kmmHudHO
npoyuBaHe, BkirouBamio oomo 71 nmanuentu ¢ [IPMC, nanueHTuTe, mpueMaiu JuMeTHadyMapat
240 mg aBa I'BTH THEBHO B MPOIBIDKEHNE Ha Hail-Manko 6 Mecena (n = 38) win Henmeruiupan
nHTep(EPOH B MPOIB/DKEHNE Ha Hali-Mako 3 Mecena (n = 33), moCcTUraT CpaBHUM UMYHEH OTTOBOP
(mepmHMpPaH KaTO > 2-KpaTHO YBEIMUYCHUE OT TUTHPA MPEAN BAKCHHAIIMATA 10 TUTHPA CIC]T
BaKCHHAIMATA) HA TETAHWYEH TOKCOW/T (CEHCH OMITU3MpaIl aHTUT'CH) U KOHIOTHPaHa MEHHHT'OKOKOBa
nonuzaxapuaHa C BakcuHa (HEOAaHTUTEH), TOKATO MMYHHHUSAT OTTOBOP KBM Pa3IMUHHUTE CEPOTUTIOBE
Ha HEKOHIOTHpaHa 23-BaJeHTHA MTHEBMOKOKOBA MOJIM3axapuHa BakCUHA (He3aBUCHUM OT T-KIeTKu
AHTUTCH ) Bapupa U B IBETE I'PyIH Ha jJeueHue. [lonoxuTeneH MMyHEH OTroBop, Aeh)rHUpPaH KaTo > 4-
KpaTHO YBEJIMYCHHUE HA TUThpPA HA aHTUTENaTa KbM TPUTE BAKCHHM, CE TIOCTUTA OT MO-MaJIKO
YYaCTHHIIY U B ABETE TPyIH Ha jiedeHre. KoHcTaTupaHy ca MalKy YU CJICHU Pa3JIndus B OTTOBOpA KM
TETaHWYEH TOKCOW]I U ITHEBMOKOKOB IMOJHM3axapHuj] CEPOTHI 3 B M0OJI3a HA HEllerHInPaHUsI
uHTepdepoH.

JluticBar KNIMHUYHM JAaHHU 32 epUKacCHOCTTA M 0€30MaCHOCTTa Ha JKUBUTE aTeHIOMPAHU BAKCUHU MPU
MaueHTH, pueManii ruMeTmwidymapar. JKuBure BAKCHHE MOJKE JJa ca HOCHTEIH Ha MOBHUILEH PUCK
OT KIMHUYHA WHPEKL M U HE TPsAOBa 1a ce mpuIarar npy ManueHTH, JeKyBaHu ¢ AUMeTuIpymapar,
OCBEH aKO B M3KJIIOUMTEIHU CIydad TO3M NOTEHLIMAJIEH PUCK C€ CMETHE, Y€ KOMIICHCUPAa PUCKA OT
HEIOCTaBsIHE Ha BAKCMHA Ha KOHKPETHUS MallUEHT.

Jpyru npou3BoaHH Ha GyMapoBaTa KHCEIHHA

[To Bpeme Ha neuenue ¢ gumerniymapar TpsOBa 1a ce n30srea eqHOBPEMEHHOTO MPUIIOKEHUE Ha
JIpyTyd TPOU3BOAHM Ha (hymMapoBaTa KHCeTnHa (JOKaJTHO HJIM CHCTEMHO).

[Mpu xopa qumermindymapar ce MeTaboIM3upa eKCTEH3MBHO OT €CTepasy Mpenu Aa JOCTUTHE
CHCTEMHOTO KPHBOOOpAIICHHE, A JOMBIHUTEIECH METa0O0IN3BM CE OCBIIECTBSBA Ype3 HUKbIA Ha
TprKapOOHOBUTE KUCETMHHU, Oe3 yuacTueTo Ha cucremara Ha mutoxpom P450 (CYP). [orennnanuu
PHCKOBE 32 B3aMOJICICTBUS HE Ca yCTAHOBEHU OT IIPOYYBAaHUS Ha IN Vitro nHXuOMpane U WHIYKIUS
Ha CYP, npoydBaHe Ha p-TIAMKOIPOTEHH WIIM MPOYYBAHUS HA CBBP3BAHETO C MIPOTEHHU HA
muMmeTniigymapar 1 MoOHOMeTHIIpyMapaT (OCHOBHUSAT META0OJIUT HA TUMETHI(PyMapar).



EdexTu Ha npyru BeunecTsa BbpXy AUMETHI(GyMapar

YecTo M3MOI3BAHUTE JIEKAPCTBEHU MPOILYKTH ITPH MAIMEHTH C MHOKECTBEHA CKIIepo3a — HHTEp(epoH
Oera-1la u rmatupaMepoB aineraT, TPUJIOKEHH UHTPAMYCKYJIHO — ca KIMHUYHO TECTBAHU 3a
MOTEHIIMATHU B3aUMOJICHCTBHS C IMMETUIPyMapar, Mpu KOETO HE MPOMEHST (DapMaKOKHHETHIHHS

My npodui.

JlaHHWTE OT MPOYUYBaHUS IPH 3[JpaBH JOOPOBOJIIM MPEAIoNarar, ue CBbp3aHoTo ¢ AuMeTuiIdhymapar
3a4epBsBAHE BEPOATHO € ONOCPEICTBAHO OT MPOCTArjJaHIuHu. B 1Be mpoyuBaHus npu 31paBu
JIOOPOBOIIIM TPHUIIOKEHNETO Ha 325 mg (MM eKBUBAJIICHTHA J1032) alleTUJICATMLIMIIOBA KHCEIHa 0e3
EHTEepOCONBeHTHA 00BMBKa 30 MUHYTH NpeAr MpHUeMa Ha AUMETUIdyMapar, puiaraie CbOTBETHO
B IIPOABIDKEHNE HAa 4 THU U B paMKUTE Ha 4 CeZIMULIH, HE TPOMEHS (papMaKOKMHETHIHUS PO HA
mametmndymapar. [loTeHImanHuTe pICKOBE, CBBP3aHHU C TEPAITHATA C AIETUIICATUIIMIOBA KICEIHHA,
TpsiOBa Jja ce pas3riiefiaT Ipeau eAHOBPEMEHHOTO NPIIIOKEHHE C JUMeTHI(pyMapaT Ipyu HalueHTH
¢ I[TIPMC. JIpnrocpouHara HempeKbcHATa yroTpeda Ha aleTuIICaTuIIUIIOBa KuceinnHa (> 4 ceaMuIm)
He e mpoyueHa (Bxk. Touku 4.4 u 4.8).

CorpreTBaIIa TEpanus ¢ HePOTOKCUYHH JICKAPCTBEHU MPOAYKTH (HAIPUMeEp aMUHOTIIMKO3U I,
IMYPETHIN, HECTEPOUIHU ITPOTUBOBB3MATUTEIHN CPEJCTBA WIIH JINTHIT) MOXKE J1a TIOBHINN
nmoTeHIMana 3a ObOpPEYHH HEXKETaHH PEeaKIMu (Harp. NPOTEUHYPHUs, BXK. Touka 4.8) Mpu NalueHTH,
npuemMariu aumeruipymapar (Bx. touka 4.4, , KpbBHU/Ta00paTOpHH TECTOBE ).

Koncymarnusita Ha yMepeHH KOIMUECTBA aJTKOXOJI HE TPOMEHSI €KCIIO3UIHTA Ha AUMeTUIIhymapar u
HE Ce CBBbP3Ba C yBeJIMYaBaHE HA HEKENaHUTE JIeKapCTBeHU peakunu. KoHcymarusaTra Ha roinemMu
KOJINYECTBA CHJIHU aJIKOXOJHU HAImUTKH (ToBede oT 30% 00eMHO Chabp KaHue Ha aJIKOXOJ) TpSOBa 1a
ce n30srBa B paMKMTE Ha €IMH Yac OT IpueMa Ha TUMeTHiI(ymapaT, Thi KaTo aIKOXOJIBT MOXE Ja
JIOBEZIE 10 YBEIMYaBaHE Ha YECTOTaTa Ha CTOMAIIHO-YPEBHH HEKENAaHU PEaKLIHH.

Edektn Ha quMmeTmiidyMapar BbpXY JPYTH BEIICCTBA

In vitro npoyuBanus Ha uHAyKUUATa Ha CYP He moka3Bar B3auMoACiCTBUE MEKIY TUMETHI(PyMapaT
U MepOpaHH KOHTPAICIITUBHHU CPEACTBA. B e1HO IN VIVO mpoyyBaHe eTHOBPEMEHHOTO MPUIIOKEHHE
Ha quMeTHI(ymapar ¢ KOMOMHMpPaH NepopajieH KOHTPALEN TUB (HOPTeCTUMAT ¥ €THHUIIECTPAIN0IT) He
IpeIU3BUKBA HUKAKBA CbOTBETHA IIPOMSIHA B €KCIIO3ULMATA HA IIepopalHus KoHTpauentus. He ca
MPOBEXKJIAHU MMPOYYBAHUS 32 B3aUMOJICHCTBUATA C TIEPOPATHH KOHTPALEITUBH, ChABPKAILU APYTH
IPOreCTOTeHU, HO HE CE€ OYaKBa BIMSHUE HA IUMETHI(PyMapar BbPXY TAXHATA EKCIO3HUITUS.

HCI[I/IaTDI/ILIHa nonyjganusa

[IpoyuBaHus 3a B3aUMOAEHCTBUATA Ca IPOBEKIAHU CaMO IIPU Bb3PACTHHU.

4.6 dDepruaurter, OPeMEHHOCT H KbpPMeHe

bpemenHoct

CoinectByBa HeroysiMm 06eM JaHHu npu OpemeHHu >xeHu (3a u3xoza ot 300 mo 1 000 cioyyas Ha
OpEMEHHOCT), OCHOBABAIIM C€ HA PETUCTHP Ha CllydyanuTe Ha OPEMEHHOCT U MOCTMaPKETHUHT OBH
CIIOHTAHHM ChOOIIEHUs. B perucrspa Ha cirydante Ha OpEMEHHOCT 3a TUMeTHIIpyMapar ca
JNoKyMeHTUpaHu 289 MpocreKTHBHO ChOpaHu JaHHU 32 OpeMeHHOCT NpH nanueHTku ¢ MC, kKouTo ca
OuiM ¢ excrio3unus Ha quMetuiadymapar. Meananata Ha TPOABDKUTETHOCTTA HA €KCIIO3UIIHS Ha
mameTiidymapar e 4,6 recTalliOHHY CEIMUIM C OTpaHUYCHA €KCITO3HIIMS CIIE IIeCTaTa recTallHOHHA
cenmuIia (n3xoj ot 44 6pemeHHocTH). Excrio3uiusara Ha TMMeTHIQyMapar o BpeMe Ha TOJIKOBa
paHHa OpEMEHHOCT He MOKa3Ba HAIWYNE HUTO HAa Maja(popMaTHBHA, HUTO Ha (heTanHa/HeoHaTaTHA
TOKCHYHOCT B CpaBHEHHE C 00mIara momyianus. PUCKBT OT MO-NMPOABIDKUTEIHA €KCITO3UIIHS Ha
IUMETHII(QyMapar Wi eKCIIO3UIIHS B MO-KbCHU CTaJMM Ha OPEMEHHOCTTa HE € M3BECTEH.



[poyuBaHwusiTa IPH KUBOTHU MOKA3BaT PEMPOTYKTHBHA TOKCHYHOCT (BK. Touka 5.3). Karo nmpesmasta
MsIpKa € 3a MPEAIOYUTaHE JAa Ce U30srBa ynmorpedara Ha AUMeTHIIPpyMapar 1o BpeMe Ha OpeMEHHOCT.
Jumerundymapat TpsOBa Jia ce U3MOI3Ba IO BpeMe Ha OPEeMEHHOCT caMo MPU KaTeropuyHa
HEOOXOIMMOCT M aKO MOTEHI[MATHATA 110JI3a ONpaBiaBa MOTSHIIMATHUS PUCK 3a (eTyca.

KepMeHe

He e u3BectHO nanm qumetuidymapar Uik HErOBUTE METa0OJIMTH ce eKCKpeTupar B Kbpmata. He
MOJKe Ja c€ M3KJII0YM PUCK 332 HOBOPOJICHUTE/KbpMadeTaTa. TpsiOBa 1a ce B3eMe pelieHne Jalu Ja ce
MPEyCTaHOBH KBPMEHETO WJIH JIa CE MPEYCTAaHOBH TEpaNusATa ¢ TUMETUI(PyMapar, Kato ce B3eMaT
IpEeBU/I 1T0JI3aTa OT KbPMEHETO 3a JISTETO M I10JI3aTa OT TepalusTa 3a KeHara.

DepTUIUTET

JlunicBat naHHM 3a eheKTHTE HA AUMETHII(QyMapaT BbpXy GepTuinTera npu xopa. JlaHHu OT
MpEeAKIMHIYHUTE IPOYYBAHUS HE TPEAIoaraT Bpb3ka MEX 1y AUMETWI(ymMapaT U MOBULIEH PUCK OT
HamasieH Qeptuautet (BK. Touka 5.3).

4.7 EdexTu BbpXy ciocO0HOCTTA 3a IO(pUpaHe U padoTa ¢ MALIMHU

JuMerundymapar He MOBIHSIBA UITH TTOBJIHSBA TPEHEOPEKUMO CIIOCOOHOCTTA 32 odupane u padbora
C MalIMHH.

4.8 Hexenanu JeKapcTBEHH PeaKIUU

Pe3rome Ha npoduia Ha 0€30MacHOCT

Haii-dyectuTe HexeNnaHu peakiuu ca 3auepssiBane (35%) u croManrHo-4YpeBHH ChOUTHUS (T.€. TUAPHS
(14%), rapene (12%), kopemua 6oska (10%), 6onka B ropHata yact Ha kopema (10%)).
3a4yepBsABaHETO U CTOMAIIHO-YPEBHUTE CHOMTHUS ca ¢ TeHICHIIUS 3a MOsIBa B HAYAJIOTO Ha Kypca Ha
neyeHne (Hai-Beye Mmpe3 IbPBUSI MECell ), KaTo MPH MAIEHTH ChC 3a4ePBsIBAHE U CTOMAITHO-YPEBHU
CHOUTHS, TE3W CHOUTHUS MOTAT Jia MPOJBIDKAT J]a Ce TOSBSBAT MEPHOJHYHO B XO/Ia HA JICUCHHETO

¢ ntumeruingymapar. Hait-uecto cho011aBanuTe HexxellaHU peakliiK, BOJCIIH JI0 IPEYCTaHOBsIBaHE Ha
nedeHuero, ca 3aueppsBane (3%) u cToMalHO-4YpeBHU CHOUTHS (4%).

B nnane6o-koHTpoMpaHu U HEKOHTPOJIMPAHU KIMHUYHH MpoyuBaHus ¢aza 2 u 3 o010

2 513 manueHTH MONyYaBaT AuMeTUIIhymMapar 3a nepuoau 10 12 rogauHu ¢ o0Iia eKCIo3ulus,
exkBuBajIeHTHA Ha 11 318 yoBekoroanuu. O6mo 1 169 mamueHTH MOJTydaBaT Hall-Majako 5 TOJAUHH
nedeHue ¢ qumernndymapar, a 426 nanueHTH noiydaBat Hail-mManko 10 roguHu nedeHue

¢ ntumerungymapar. OMUTHT IPH HEKOHTPOIUPAHUTE KIMHUYHYU IPOYYBAHUS € B ChOTBETCTBHE

C ONHTA MPH MIALE00-KOHTPOIUPAHNUTE KIMHUYHH IPOYUBAHHUSL.

TabaryeH CIUCHK HA HEXKENAHU PEAKIIUH

Hexenanute peakuiuy, NposBUIINA C€ B KIMHUYHU TPOYYBAHU S, IPU MOCTMAPKETUHT OBUTE
IpOy4YBaHMs 32 6E30MaCHOCT U MOJIYYEHU OT CIIOHTAHHM CHOOLIEHUS, ca IPeCTaBeHH B Tabiumara
IO-AOIy.

HexxenanuTe peakuu ca mpejcTaBeHu Karo npeanountanu tepMuau o MedDRA B cucremo-
opranau kiacose mo MedDRA. Hexxenanute peakiiuu 1mo-Iory ca MpeiCTaBeHU B CICAHUTE
KaTeropyy I0 YeCTOTa!

- Msuoro dectu (> 1/10)

- Yecru (> 1/100 mo < 1/10)

- Heuectu (> 1/1 000 no < 1/100)

- Penxu (> 1/10 000 mo < 1/1 000)
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Mmuoro peaxu (< 1/10 000)

C Hem3BecTHA 4ecTOTa (OT HATMYHUTE JJAaHHHW HE MOXKE Jia ObJic HalpaBeHa OICHKA Ha

YeCcTOTaTa)

CucreMo-0pranHu KjiacoBe 1o
MedDRA

Hexenana peakuus

Kareropusi no yecrora

Nudexkunu u nndecranum

I"acTpoenTeput

Yecra

[IporpecuBHa myntudokaiHa
neBkoeHnedanonarus (IIMJI)

C HeusBeCcTHA YECTOTA

Xeprec 30cTep

C HeusBecTHA YECTOTa

Hapymenus Ha kppBTa U Jlumdonenus UYecra

nuMQHaTa CHCTeMa JleBkomeHus UYecra
TpomOoLuTONIEHUSI Heuecra

Hapymienust Ha umyHHara CBpBXUYBCTBUTEIHOCT Heuecra

cucrema Anadunaxcus C HeusBecTHa 4ecToTa
Hucnues C Hen3BecTHa 4eCTOTa
XUIOKCHUS C Heu3BecTHa 4ecTOTa
XUNOTOHUS C Hen3BecTHA YeCTOTa
AHruoenem C HeusBecTHa 4YecToTa

Hapymenus Ha HepBHaTa
cucrema

VYcemane 3a napeHe

Yecra

Cb10BY HapyUICHUS

3auepBsiBaHe

Mmuoro uecrta

T'openiu BbJIHU

Yecra

Pecniuparopuu, rppanu u

Punopes C HeunsBecTHa 4YecTOTa
MEIMACTUHAIHY HapyLIEHUs
CromarrHo-uypeBHU HapywmeHus | Quapus MHoro yecra

l'amene MHoro yecra

bonka B ropHara gact Ha
Kopema

MmHoro decra

Kopemna 6onka

MmHuoro 4decra

IToBprbIane UYecta

Jucnencus Yecra

T'acTput Yecra

CromamHo-upeBHO HapymeHue | Yecra
Xenaroounapau Hapymieaus | [ToBumeHa acraprar Yecra

aMUHOTpaHchepasa

[ToBuiena ananuH

UYecra

aMHHOTpaHcdepaza

JlexkapCTBEHO MHAYLUPAHO P

YBpEXKJIaHE Ha YSPHUS APOO AKa
Hapymenns Ha koxara u [Ipyputyc UYecra
MOAKO)KHATa ThKaH O6puB Yecra

Epurtem UYecra

Anoneuust UYecra
Hapymenus na 6s0peunte u TpoTennypis Yecra
MMKOYHUTE IbTHUIIA
Ob1un Hapymienns u ehexru na VYcemane 3a TorHa UYecra

MSACTOTO Ha INPHUJIOKCHHUC

N3cnenBanns

JlaHHU 3a KETOHHHU Tena
B ypuHaTa

Mmuoro 4gecra

Hanwmune Ha anGymuH B ypruHara

Yecra

[Tonm>xeHM cTOMHOCTH Ha Opos
Ha JIEBKOI[UTHUTE

Yecra
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Onuncanue Ha N30paHy HEXKETaHU PEeaKInu

3auepesasane

B nnane6o-koHTpoimMpaHuTe MPOyYBaHMs CHOTBETHATA YECTOTa Ha 3auepBsiBaHe (34% cpemry 4%) u
ropemn BeIHU (7% cpenty 2%) ce OBUIIaBa P MAIlUEHTH, JIGKyBaHHU C JUMETHI(ymapar,

B CpaBHEHHeE ¢ miane0o. 3auepBsBaHeTo 0OMKHOBEHO CE OMMCBA KaTO MPUJIMB Ha KPBB WUITU FOpEIIN
BBJIHHU, HO MOYKE J]a BKJIIOYBA U APYTH CHOUTHS (HaMp. 3aTOIJISHE, TOYepBEHsIBaHe, ChbpOeXK 1 ycelllaHe
3amapene). ChOMTHSATA, CBBP3aHU ChC 3aUEPBSBAHE, Ca C TEHACHIIM 3 [10sIBa B HAUaJIOTO Ha Kypca Ha
nedeHue (Hali-Bede Mpe3 MbPBUS MEcell), KaTo IMPU MallMEeHTH ChC 3aUepBsBaHE T€3H CHOMTHS MOTaT
Jla TPOBIDKAT J1a Ce MOSABSBAT MEPHOJTUYHO B X0J1a Ha JIEYeHHETO ¢ AuMetuiidymapar. [Ipu mo-
rojisiMara 4acT OT NAlMEeHTUTE CbOUTHSTA, CBBP3aHU ChC 3aUEPBsBAHE, Ca JIEKH 10 YMEPEHH 110
Texxect. 0010 3% OT marMeHTHTe, JIEKYBaH! ¢ JUMETHI(ymapar, MpeyCTaHOBSBAT JICYEHUETO
nmopaju 3adepBsiBane. YecToTaTa Ha CEPUO3HOTO 3aUepBsIBaHE, KOETO MOXKE Ja CE XapaKTepHU3upa

C reHepaTu3upaH epuTeM, 0OpUB U/UIU NPYPUTYC, ce HaOII0AaBa IpU Mo-Majiako oT 1% ot
HAIMCHTHTE, JICKYBaHU ¢ AuMeTuidymapar (Bxk. Touku 4.2, 4.4 u 4.5).

Cmomauno- UPEBHU HedICe/laHU peaKyuu

UecroTara Ha CTOMaIIHO-YpeBHUTE chOuTHA (Hamp. nuapus [ 14% cpemy 10%], ragene [12% cpenry
9%], 6onka B ropHara yact Ha kopema [ 10% cpemy 6%], kopemHa 6onka [9% cpemry 4%],
noBpsinane [8% cpemnty 5% u qucnencus [5% cpemty 3%]) e nmoBuIieHa Npy MaMEHTH, JCKYBaHU
¢ nuMmetundymapar, B cpaBHeHHe ¢ T1ane6o. CToMamHo-4YpeBHUTE HEXKENaHU Peakluy ca

C TEHJEHIM 3a [10siBa B HA4YaJI0TO Ha Kypca Ha JieueHue (Haii-Bede mpe3 MbpBUs Mecell), KaTo IMpu
MAaIMeHTH ChC CTOMAITHO-YPEBHH CHOUTHS, TE3M CHOUTHS MOTaT Jia MPOIBIDKAT J1a Ce TOSBSBAT
MEePUOJUYHO B XO/Ja Ha JISYeHHUETo ¢ AuMeTuiadpymapar. [Ipu mo-ronsiMaTta 4yacT OT MaMEHTHTE ChC
CTOMAIIIHO-YPEBHU CHOUTH S, TE3U CHOUTHS ca JISKU U YMepeHH 1o Texkect. Yetnpu mporuenta (4%)
OT MMAaLMEeHTHTE, JIEKyBaHU C TUMETHI(PyMapaT, NPeyCTaHOBSBAT JCYCHNUETO MOPaal CTOMAIIHO-
YpEeBHH HEXeNaHU peakiuu. YecToTara Ha CEpUO3HUTE CTOMALTHO-UYPEBHU CHOUTHS, BKIIOUUTEITHO
racTpOEHTEPUT U TaCTPUT, ce HaOmoaaBa npu 1% oT mauueHTHTe, JEKYBaHU C TUMETIIPyMapar (BixK.
Touka 4.2).

Yeproodpobrna ghynxyusi

B®3 ocHOBa Ha naHHUKTE OT IJ1a11e00-KOHTPOIMPAHU POYUBAHHMS, O-TOIIMATa YacT OT MaluEHTHTE
C TIOBHIIICHUS Ha YePHOAPOOHHUTE TpaHCcaMUHa3| ca cbe ctoiHocTH < 3 bTH [ TH. IloBuimena
9YeCTOTa Ha MOBHUIIEHUS HA YEPHOAPOOHHUTE TPAaHCAMUHA3HU TIPH MAUEHTH, JIEKyBaHH

¢ auMmertundymapar, cpsamo mianedo, e HabaroraBaHa Hall-Bede Mpe3 MbpPBUTE 6 Mecena oT
neyenuero. [loBuieHns Ha aTaHMH aMUHOTpaHcdepasaTa U acapTaT aMMHOTpaHcpepasaTa > 3 MbTH
I'TH ca naGmtogaBanu cboTBETHO U 5% U 2% OT ManMeHTuTe, JIeKyBaHu ¢ 11anedo, u mpu 6% u 2%
OT MaMeHTUTe, JIEKyBaH! ¢ AuMeTuidymapar. YecroraTa Ha MpeyCTaHOBSIBaHE Ha JICUEHUETO TOPAIH
MOBUILIEHN CTOMHOCTH Ha YepHOAPOOHHUTE TpaHcaMuHa3H € < 1% u e mogoOHa Mpu MaueHTH,
JIEKyBaHU ¢ quMeTripymapar wim 1amnebo. YBennueHus Ha TpaHcamuHaszute > 3 bt [ TH cbe
CHII'BTCTBALIM yBEIMYEHUS Ha oOuus Oumupyoun > 2 meta [ TH He ce HaOmrogaBar B miamebo-
KOHTPOJIMPAHUTE MPOYUBAHUSL.

[ToBumeHne Ha YEPHOAPOOHUTE SH3UMH U CIyYau Ha MPEJU3BUKAHO OT JISKAPCTBOTO yBPEXKIaHE HA
yepHus Ipo0 (yBenmueHus Ha TpaHcamuHasute > 3 mbTH [ TH cbe chbTCTBAIM YBETHUCHUS HA
obmms ounupyoun > 2 et ' TH) ce choOmaBaT oT mocTMapKeTHHTOBHS OITUT CJIEH TTPHIIOKCHHE Ha
auMeTuidgymapar, Kato OTIIYMsIBAT Clie]] CIUPaHe Ha JEYESHHETO.
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Jlumgponenus

[Ipu nnane6o-KOHTPOIMPAHUTE IPOYUBAHUS [TO-TOJSIMATA YacT OT nagueHTute (> 98%) umar
HOPMAaJIHU CTOWHOCTH Ha Oposi Ha TUMGOLUTHTE MIpear 3arouBane Ha JieueHuero. [lpu neuenue

¢ nuMetundymapar, cpenHusaT Opoit Ha TMMPOIMTUTE HaMasiBa ITpe3 MbpBaTa ToiHa ¢ TTOCIIeIBAIIO0
mnaro. bposr Ha numdounTrTe HamassBa cpenHo ¢ npubnusutenHo 30% oT u3xoAHaTa CTOHHOCT.
CpenHute CTOMHOCTH M MEIMaHUTE Ha Oposi Ha IMMQOIUTHUTE OCTaBaT B PAMKHUTE HA HOPMAIHUTE
rpanunu. CroiiHocTr 3a 6post Ha mumdoruTute < 0,5%10%/1 ca HabmonaBanu npu < 1% oT
MaueHTHTe, JeKYBaHH ¢ manedo, 1 npu 6% OT MalueHTHTe, JIeKyBaH! ¢ tuMeTnipymapart. bpoit Ha
mumponutute < 0,2%10%/1 ¢ HabMrOAaBaH Npu | MAaIMEHT, JIeKyBaH ¢ AMMETUI(GyMapar, U Mpu HUTO
€IMH OT MAalUEHTHUTE, JEKYBaHU ¢ Ianedo.

[Ipu kMTMHUYHUTE TPOY4YBaHU A (KOHTPOJIMPAHU U HEKOHTposMpanu) 41% oT mauueHTure, JeKyBaHU
¢ mumetripymapar, umar suMbonenus (aeduHApana mpu Te3u npoyuanus kato < 0,91x10%/1). Ipu
28% ot nmanueHTuTe ¢ HabmroaaBana ieka tumdornenus (6poit Ha mumdonutute > 0,8%10%1 10

< 0,91x10%/1); mpu 11% ot nauueHtuTe ¢ HabIOAaBaHa yMepeHa auMdorneHus (Opoit Ha
mumporutute > 0,5%10%1 mo < 0,8x10%1), mepcucrupariia B IpoabIKEHIE Ha ITOHE IIECT MECel[a; Py
2% ot manueHTHTe € HabmroAaBaHa Texka muMbonenus (opoit Ha mumbonutute < 0,5%x10%1),
nepcucTrpana B poabDKEHHE Ha IMOHE IecT Mecerna. B rpymara ¢ Texxka mumgoneHus OposT Ha
TUMQOIUTUTE Ha MMoBedeTo namueHTn ocraBa < 0,5x10%/1 mpu mpoabkaBaHe Ha TeparusTa.

B nonbiHeHME, B HEKOHTPOIUPAHO MTPOCTIEKTHBHO IMTOCTMAPKETHHIOBO IIPOYYBaHe, Ha ceamuia 48 ot
neyeHuero ¢ mumeruadymapar (n = 185), 6post CD4+ T-kietku e 6uit ymepero (6poii > 0,2x10%/1 o
< 0,4x10%/1) nmm 3uaumtentHo (< 0,2x10°%/1) moHmKeH ChOTBETHO TpH 10 37% uitk 6% OT MAIlMCHTHTE,
a CD8+ T-kierkuTe ca OMITM MO-YECTO MOHMKEHH MPU MakcuMyM 59% oT mauuenTute ¢ Opoit

< 0,2x10%/1 u mpu 25% ot marmenTHte ¢ 6poit < 0,1%10%1. B KOHTPOIMPAHUTE U HEKOHTPOJIUPAHUTE
KIIMHUYHY TTPOYYBaHUS MAIMEHTUTE, KOUTO CIIHPAT Teparusira ¢ quMeTuiiymapar ¢ Opoit Ha
muMQpOIUTUTE IO AoTHATa TpaHuIia Ha HopMmarta ({I'H), ca HabnaromaBanu 3a Bh3CTaHOBSABAHE Ha
opos ua mumdponutute 10 JII'H (Bk. Touka 5.1).

Ipoepecusna mynmughoxanna nesxoenyegparonamus (IIMJI)

[Tpu neyenne c nuMeTUIPpyMapar ca cho0IaBaHu Cllydad Ha HHQEKIIUY ¢ BUpYyca Ha John
Cunningham (JCV), npuunnssam [TMJI (Bx. Touka 4.4). [IMJI moxe na Obie CMBPTOHOCHA HJIM J1a
JIOBEIC /IO TEKKA CTeNeH Ha WHBanuan3upane. [Ipyu eqHo oT KMTMHUYHUTE U3NUTBaHUs, | MarueHT,
npueMarl tumeTuiadymapar, € pazpui [IMJI npu Hainyre Ha MPOIBIDKUTENHA TEXKKA JIUMOOTICHHU ST
(6poii Ha uMporuTuTe npeaumuo < 0,5x10%1 B nmpoxbiokeHre Ha 3,5 TOAMHM), C JETATEH U3XOI.
B mocrmapkernnaroBute ycnopus [IMJI e Bp3HUKBaNA U IPH HATMYHE HA yMEPEHA U JieKa
mumornenus (> 0,5%10%1 mo < ITH, neduuupana copen pehepeHTHHS THana30H Ha MECTHHTE
nabopatopun).

[Mpu Hsikonko ciyyast Ha [IMJI ¢ onpeaenenn moarpynu T-KJIETKM KbM MOMEHTA Ha MOCTaBsHE HA
nuarxo3ara [IMJI e ycranoBeHo, 4e O6posit CD8+ T-knerku e monmken 10 < 0,1x10%1, a
HamaisiBaHeto Ha Opost CD4+ T-kietku e Bapupaio (B auamnazona ot < 0,05 mo 0,5x10%/1) u e
KOpeJupaio moseye ¢ suIocTHaTa Teskect Ha uMponenusta (< 0,5%10%1 no < ITH). 3aroBa
cboTHOIeHneTo CD4+/CD8+ e Ouio yBenn4eHo pH Te3W MaleHTH.

[IpogbkuTenHaTa yMmepeHa A0 TeKKa JUMQOIEHHs U3TJIekK/a YBeIrn4aBa pUcka OT Bb3HUKBaHE Ha
I[MIMJT mo Bpeme Ha nedeHue ¢ auMmeruiipymapar. Ho mpu nmanueHTH ¢ jieka TuMQOTICHUS ChIIO0
BB3HHKBa [IMJI. OcBen ToBa moBeuero ciayyan Ha [IMJI B mOCTMapKeTHHTOBUTE yCIOBHUS ca
BB3HUKHAIU TIPHU MAllMEHTH Ha BB3pacT > 50 roanHH.

Xepnec 30cmep ungexyuu
CpoOmaBanu ca xeprec 30ctep HH(pEKIUU Npu ynorpeda Ha qumeruiadymapar. B qpiarocpounoro

pa3mmpeHo npoyusane, B koeto 1 736 manuentu ¢ MC ca nekyBaHu, NIpUOIU3UTENTHO 5% UMaT equH
WJIM TIOBEYE CiTydasi Ha Xeprec 30cTep, oT kouto 42% ca neku, 55% ca ymepenu, a 3% ca TexKH.
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Bpemero 10 HacTBIIBAHETO OT IIbPBATA /1033 JUMETHII(YMapar Bapupa OT NPpUOIU3UTEIHO 3 Mecela
10 10 roguun. YeTnprMa NalMEHTH I1OTyYaBaT CEPUO3HU CHOUTHS, BCHYKH OT KOUTO OTINYMSBAT.
[ToBeueTo yyacTHHIIM, BKIFOYHTEIHO TE3H ChC CEPUO3HA XEPIIEC 30CTep MH(EKIUs, HMaT Opoii Ha
aMMQOLMTUTE HaJ JA0JHATA IPaHuIa Ha HopMaTa. JIMM(ONeHHsTa IPH MMOBEYETO YUYACTHHUIIH ChC
cepTcTBaN] Opoil Ha muMmbonuTuTe oy JII'H e olleHena karo yMepeHa Uild TeXKa.

B mocTMapKkeTHHTOBHTE YCIOBHS TIOBEYETO CIIydand Ha XepIec 30cTep HHPEKIHs He ca CEPUO3HU U
OTHIYMSIBAT CJiel jieueHne. Hanmmunu ca orpaHudeHy JaHHU 332 aOCONIIOTEH Opoii Ha JTUMQOLUTHTE
(absolute lymphocyte count, ALC) npu manueHTH ¢ Xeprec 30cTep HHOEKIHS B TOCTMapKETHHTOBUTE
yCIIoBHSL. BoIpeku TOBa, KOraTo € Cho0IaBana, JuM(pOIEHUTa IPH TTOBEYETO MAlHEHTH € yMepeHa
(> 0,5%10%1 mo < 0,8x10%1) unu texka (< 0,5%x10%/1 go 0,2x10%1) (Bk. Touka 4.4).

Jlabopamopnu omkionenus

[Ipu nname6o-KOHTPOIMPAHUTE MPOYYBAHNSI U3MEPEHATa CTOMHOCT Ha KETOHHM Tena B ypuHara (1+
WJIM TI0BeYe) € MO-BUCOKA MIPH MAIlMEeHTH, JIEKyBaHU ¢ AuMeTuipymapart (45%), B cpaBHEHUE
¢ mnare6o (10%). Hexenanu KITMHAYHY TOCTICAWIY HE Ca HAOTIOIaBaH! PH KJITMHUYHH ITPOYIBAHUSL.

Hugara na 1,25-muxuapokcuButamuy D ce moOHMIKaBaT MpH MallUEHTUTE, JIEKYBaHU

¢ muMmeruidymapar, cupsMo mianedo (MeanaHa Ha MPOLEHTHOTO MOHMKEHHE OT H3XOJHOTO HUBO
clie 2 TOOUHU ChOTBETHO ¢ 25% cpemty 15%), a HuBaTa Ha maparupeounnus xopmoH (I1TX) ce
MOBHUIIABAT IIPU MALlMEHTHUTE, JIEKYBaHU C AUMETHJIpyMapaT, CripsAMo Iutanedo (MeauaHa Ha
MPOI[EHTHOTO TMOBUIIIEHUE OT U3XOJHOTO HUBO CIeN 2 TOJUHH ChOTBETHO ¢ 29% cpemy 15%).
Cpennute CTOIMHOCTH 3a JBaTa apaMeTbpa OCTaBaT B HOPMATHUS JUANa30H.

I[Tpe3 nppBHUTE 2 Mecela OT TepanusTa ce HadlioJaBa NPEX0JHO YBEIUYCHUE Ha CPpeIHUs Opoit
€03UHODUIH.

IlenpaTpyuyHa MOMYJIALUS

B enHo 96-cenMUYHO OTKPUTO, PaHIOMU3MPAHO, AKTUBHO KOHTPOJIUPAHO U3MHUTBAHE MPH
nexuarpuyan nanpeHTd ¢ [IPMC (n = 7 na Bp3pact ot 10 10 mox 13 roguuu u N = 71 Ha BB3pacT MOA
18 roauuum) ca nekyBanu cbe 120 MQ 1Ba MBTH JHEBHO B MPOABKCHUE HA 7 JHHU, MOCIEABAHO OT
240 mg 1Ba METH JJHEBHO 32 OCTaHasaTa 4acT OT MPOJBDKUTEIHOCTTA Ha NieueHueto. [Ipodunst Ha
6e30macHOCT NpH MeAUATPUYHNUTE MAIUEH TH U3TJIeXK1a TOJ00EH Ha IMpeau ToBa HaOII0qaBaHus PH
BB3pPAcTHHU MAIlUCHTH.

JIu3aifHbT Ha EAUATPUYHOTO KIMHUYHO U3NUTBAHE CE pa3inyaBa OT TO3H Ha
J1a1e00-KOHTPOJIMPAHN TE KIIMHUYHY M3TM TBAHUS PU BB3PacTHH. ETo 321110 He MOKe Ja ce N3KITF0YH
IPUHOC Ha JM3aliHa Ha KIMHUYHOTO M3IUTBAHE 33 YHCICHUTE PA3JINYMsl IPH HEXKETaHUTE CHOUTHS
MEXTy TeMaTpHIHaTa MOIMyJIAIHS U MOIyJIAIKITa Ha BB3pacTHH HanueHTH. CTOMalIHO-YpEeBHUTE
HapyIIeHUs, a TaKa CBIO PECIUPATOPHUTE, TPHIHATE U MEHACTHHATHATE HAPYIICHHS M HEKeJTaHHUTe
cpOuTHS TIaBo0OIME U TMCcMeHopes ce chobmaBaT mo-decto (> 10%) mpu neauarpuvHara
MOMYJIAI KL, OTKOJIKOTO IIPH MOIMYJIAIUATa Ha Bh3PACTHUTE. Te3U HEeXeNaHu ChbOMTHS ce ChOOIIaBaT
CBhC CICIHHUTE MPOIEHTH MPU MEeIHATPUIHUTE MallHCHTH:

. I'maBoGonue ce cpoOmmaBa mpu 28% OT MAllMEHTUTE, JIEKYBaHHU ¢ JUMeTHiI(ymapar, CrpsaMo
36% npu manueHTuTe, JIEKyBaHU ¢ HHTEpQepoH Oera-la.
. CromanrHo-4peBHU HapylIeHus ce choOIasar npu 74% OT HaMEHTUTE, JIEKyBaHH C

mametridymapar, cnpsmo 31% mpu manueHTHTe, JeKyBaHu ¢ uHTepdepon Oera-la. Ot Tax
npu quMeTridymapar Hail-uecTo ce cho0IIaBatr KopeMHa 00Jika U TTOBPHIIIaHE.
. Pecnimparopuu, TpbIHI 1 METMACTUHAIHI HAPYIICHHS ce choOmaBaT npu 32% OT MaryeHTuTe,
JIEKyBaHU ¢ AuMeTuipymapar, cipsamo 11% ot nampeHTure, JeKkyBaHu ¢ nHTepdepoH Oera-la.
Ot Ts1x ipu AuMeTuIIhymMapar Haii-4ecTo ce cho0IIaBar opodapuHreanHa 00aKa U Kaliuia.
. Jucmenopes ce crobmasa npu 17% oT manueHTUTE, JICKYBaHH ¢ TUMETHI(QyMapar, cupsamo 7%
OT MalueHTHTe, JIKYBaHu ¢ nHTephepoH Oera-la.

B emro manko 24-cemMUYHO, OTKPUTO, HEKOHTPOIUPAHO MTPOYIBAHE MTPU NEANATPUYHY MAIUEHTH C
I[TPMC na BB3pact ot 13 10 17 roguuau (120 Mg nBa mMbTH AHEBHO B MPOABIDKCHUE HA 7 JTHU,
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nocneasaHo ot 240 Mg 1Ba I'bTU IHEBHO 3a OCTaHAJIATa YacT OT MPOAB/LDKUTENHOCTTA HA JIEYEHUETO;
n = 22), mociaeaBaHo oT 96-ceAMUYHO pa3inupeHo npoy4sane (240 mg nBa meTu qHEBHO; n = 20),
npodrIBT Ha 6€30MaCHOCT U3TIICK 1A TT0100eH Ha HAONIOaBaH sl IPH BB3PACTHU MAIl[UCHTH.

C’bO6HIaBaH€ Ha ITOA03UMPaHH HCXKCIIAaHHU PCAKIIUHU

CroO11aBaHeTo Ha MOI03MPAHN HEXKETaHH PEaKIMHK CIIe pa3peliaBaHe 3a ynoTpeda Ha JISKapCTBEHUS
MIPOAYKT € BayKHO. ToBa MO3BOJIsIBA J]a TPOIBIDKY HAONIOIEHUETO Ha ChOTHOIIEHUETO TT0JI3a/PUCK 3a
JIEKapCTBEHUS MPOMYKT. OT MEUITMHCKUTE CIIEITUAINCTU C€ M3UCKBA J]a ChOOIaBaT BCAKA
MOJI03MpaHa HeXeNlaHa PeakI[us Ype3 HAMOHAIHA CHCTeMa 3a Cho0IaBaHe, 0CoYeHa

B [Ipunoxenne V.

4.9 Ilpeno3upane

Nma cpobmienus 3a ciyvyan Ha mpeno3upane Ha auMmetuiipymapar. CAMITOMHTE, ONMCAHU B TE3H
Cliy4au, CbOTBETCTBAT HA U3BCCTHUA HpO(bI/IJ'I Ha 0e30I1acCHOCT Ha ,E[I/IMGTI/IJ'I(l)YMapaT. Hsma n3Bectaun
TEPANICBTUYHN UHTCPBCHIIN Y, KOHUTO J1a YCKOPAT CTUMMHUHUPAHCTO HA JII/IMGTI/IJ'I(byMapaT, HUTO IIBK UMa
U3BECTEH aHTUIOT. B ciyuail Ha npeno3upaHe € IpenopbUUTENHO Ja CE 3all0YHE CUMIITOMATHYHO
MOoAABbPIKAIIO JICUCHUEC ITO KIIMHUYHHA ITOKa3aHHs.

5.  ®APMAKOJIOI'MYHHU CBOUCTBA

5.1 ®apmakoaMHAMUYHU CBOIiCTBA

dapmakoTepaneBTHYHA TPya: KMyHOCYTIpecopH, npyru umyHnocymnpecopu, ATC kox: LO4AX07

MexaHn3bM Ha IeHCTBUE

MexaHHU3MBT, 10 KOWTO TUMeTHI(PyMapar mposiBsBa TEPANeBTUYHN e(DEKTH TPH MHOKECTBEHA
CKIIepO3a, HE € HAII'BIIHO U3siCHeH. [[peIKITMHIYHIUTE TPOYYBaHNS TOKA3BaT, 4e (hapMaKOoNHaAMHUYHNTE
OTrOBOPHU Ha AUMETHI(yMapar U3TIexKIa ce MEAMUPAT MPSIUMHO Ype3 aKTHBUPaHE Ha
TPaHCKPHUITIIMOHHUS BT Ha siapenus pakrop (erythroid-derived 2)-like 2 (Nrf2). Jlokasano e, ue
auMmerridymapar peryarpa Bp3xoasmnio Nrf2-3aBucumu aH THOKCHIAHTHU TeHH TIPH MAIMeHTH (Hamp.
NAD(P)H nexunporenasa, xunon 1; [NQO1]).

dapMakoauHaMUYHU eDEKTH

Edhexmu 6vpxy umynnama cucmema

[py npenkIMHUYHYE ¥ KIMHUYHE TPOYYBaHUS TUMETUIIPyMapaT JeMOHCTpUpa
MPOTHBOBB3NAIMTEIHA U KMYHOMOYJIMpAlI cBolicTBa. Jumermindymapar 1 MoHOMETHIIPyMapar,
KOMTO € OCHOBHHUAT META0OIUT HA AUMETHI(PymMapar, 3HAYMMO HAMAISIBAT aKTHBALMITA HA MMYHHHUTE
KJICTKH M TIOCIIEABATIOTO OCBOOOKIaBaHEe Ha MPOBB3MATUTEIHH [IUTOKWUHHE B OTTOBOP Ha
BB3MAJTUTEIHA CTUMYJIU B IPEAKIMHUYHU Mojenu. [Ipy KIMHUYHN MPOyYBaHUS TIPU MAllUCHTH

¢ rncopuasuc qumetwidymapar 3acsara JuMOOUUTHUTE (EHOTHIIN Ype3 HU3XOAAIIA peryianus Ha
npo¢uinnTe Ha MpoBb3nanuTeTHNTe TUTOKUHU (TH1, TH17) U ' OTKIOHABA KBM IPOM3BOJICTBO HA
npoTHBOBB3NANMTENHH BeniectBa (TH2). Jumernindymapar mokasBa TepareBTHYHA aKTHBHOCT

B MHOKECTBO MOJICJIM Ha BB3NMAJIUTEIHH M HEBpouHpamaropHu nopaxenus. [lo Bpeme Ha
npoyusanus $aza 3 npu nanuentn ¢ MC (DEFINE, CONFIRM u ENDORSE), neuenuero

¢ auMeTtuiadymapar HamassiBa CpeaHus Opoit Ha mumdouuTure ¢ npudnusutenno 30% ot u3xogHara
UM CTOITHOCT B T€UEHHUE HA IbpBaTa rOAMHA, C TOCIIEeBAILO [171aT0. B Te3u npoy4YBaHus MallMeHTUTE,
KOHUTO CITMPAT JIeYeHUEeTo ¢ Opoil Ha mMponnTHTe O J0THATA rpanuia Ha HopMata (AT'H,
0,9%10%/1), ca HabmomaBaHu 3a Bb3CTaHOBsIBaHE HA Opos Ha muMporutute 10 JTH.

®durypa 1 moka3Ba jiena Ha MaueHTHTe, 32 KOUTO € U3YUCIIEHO, 4e e nocturHat J{I'H B3 ocHOBa Ha
Metona Kaplan-Meier 6e3 nmpogpmkuTenna Texka numponenus. Vzxonnara cTofHOCT Ha
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BB3cTaHoBsiBaHE (recovery baseline, RBL) e nedpunupana karo mocneqaus ALC mo Bpeme Ha
JICYCHHUETO MPENU CIIMpane Ha AuMeTmwi(hymapar. I3uucineHusT A1 Ha allMeHTHTe, Bh3CTaHOBABAIIN
ce 1o JITH (ALC > 0,9%10%/1) na cenmuna 12 u cenmuria 24, KOUTO MMaT JieKa, yMEPEHa WM TEKKa
mumponenus npu RBL, e npencraen B Tabauua 1, Tabnuna 2 u Tabnuna 3 ¢ 95% ToukoBu
JoBepuTeHN nHTepBain. CTaHapTHaTa rpeika Ha u3uucienuero mo Kaplan-Meier Ha ¢pyHKIusATa
Ha IPEeXHUBAEMOCT € U3YUCIIeHa ¢ U3MoN3BaHe Ha (opmynara Ha Greenwood.

®urypa 1: Meroa na Kaplan-Meier; asii1 Ha nanueHTUTE ¢ BH3CTAHOBSIBAHE /10
> 910 kaerkn/mm® (0,9x10%1) ATH ot u3xoanara cToiiHocT Ha Bb3cranossBane (RBL)

(1]
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LE]

a2

ar

JIAT WA TRIRETHTE ¢ PRCTRIORAnAN: ma AL 1o JUH

L1
Eipodi msaumen & puck
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BBL: ALC %0 00 = B0 meemy o’ 174

BBL: ALC =53 oo = 510 oo ‘mmn B

Camuasnm

(INRBL AT <HED v 14
) S REL ALT S5O irem | 24
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M

benexka: 500 kinerkun/mm?, 800 kinerku/mm?e, 910 kireTkn/mmS ChOTBETCTBAT PECIICKTHBHO Ha

0,5x10%/1, 0,8%10%1 n 0,9x10%1.

Taoauua 1: Meroa na Kaplan-Meier; asj1 Ha manueHTUTe, 32 KOUTO € H3YHCJIEHO, Ye IIe
pocturnat JII'H, nexka numd¢onenuss npu U3XoaHATa CTOIHOCT Ha Bh3cTaHoBsiBaHe (RBL), ¢
U3KJII0YeHHe HA MAIMEHTH ¢ NPOIb/LKUTETHA Te:KKA JUM G oneHus

Bpoii manmneHTH ¢ Jieka HN3xoaH0 HUBO Cenmuna 12 Cenqmuna 24
JuMdoneHusi® B puck N = 86 N=12 N=4
Jstn, mocTuraru 0,81 0,90
JTH (95% CI) (0,71; 0,89) (0,81; 0,96)

a MMaruenTn ¢ ALC < 0,9x10%1 1 > 0,8%10%1 ipu RBL, ¢ u3K/II04eHNE HA TAIIMEHTH C

MMPOAB/DKHUTEIIHA TEXKKaA J'II/IM(i)OHCHI/IiL

Taoauna 2: Meroa Ha Kaplan-Meier; 15,1 Ha manMeHTHTE, 32 KOUTO € U3YHMCJIEHO, e 111e
pocturnat {I'H, ymepena num¢oneHust Npu U3X0AHATA CTOIHOCT HA Bb3cTaHOBsiBaHe (RBL), ¢
H3KJII0YeHHe HA MALUMEHTH ¢ MPOAL/KUTETHA Te:KKA JIUM oneHust

Bpoii nanueHTH ¢ ymepeHa HN3xoaH0 HUBO Cenmuna 12 Cenmuna 24
JuMdoneHns® B puck N =124 N = 33 N=17
Jstn, mocTuramntu 0,57 0,70
JATH (95% CI) (0,46; 0,67) (0,60; 0,80)

a MMaruenTn ¢ ALC < 0,8x10%1 1 > 0,5%10%1 ipu RBL, ¢ u3K/II04eHNE HA TAIIMEHTH C

MPpOAB/LKHUTCIIHA TCKKaA J'II/IM(l)OHeHI/IH.
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Ta6auma 3: Meron Ha Kaplan-Meier; a1 Ha manHeHTHTE, 32 KOUTO € H3YHCJIEHO, Ye e
pocturnat JAI'H, Texka sum¢onenusi npu M3XoHATa CTOMHOCT HA Bb3cTaHoBsABaHe (RBL), ¢
U3KJII0YEeHHe Ha MAUMEeHTH ¢ NPOIbJLKUTETHA TeKKA UM G oneHust

Bpoii manueHTH ¢ TEXKKa HN3xoaH0 HUBO Cenmuna 12 Cenqmuna 24
JuMoneHus® B puck N =18 N =6 N=4
Jstn, mocturanu 0,43 0,62
JT'H (95% CI) (0,20; 0,75) (0,35; 0,88)

a [Manmentu ¢ ALC < 0,5%10%1 npu RBL, ¢ u3kirodeHre Ha MAMEHTH ¢ MPOABIDKUTEIHA TEKKA
muMdoneHus.

Knuununa euKkacHOCT B 0€30IacHOCT

[IpoBenenwu ca nBe 2-rOAWIITHA, paHIOMIBUPAHH, JBOMHOCIENH, IUTale00-KOHTPOIMPAHN TPOYYBAHU S
(DEFINE c 1 234 nanimentd 1 CONFIRM c 1 417 nanuenTn) npu nanueHTtd ¢ [IPMC. [lanuerTn
¢ mporpecupaniu Gopmu Ha MC He ca BKIIOYCHH B TE3U MPOYUYBAHUSL.

Eduxacnoctra (Bk. Tabnuua 4) u 6e30macHOCTTa ca AOKa3aHHW MPH MalHeHTH ¢ 0011 CKOp MO
pasmupenara ckana 3a uaBanuzeH cratyc (Expanded Disability Status Scale, EDSS) ot 0 mo 5 Toukn
BKJIIOUHTEIIHO, KOUTO UMaT MoHe 1 MpUCTHII pe3 roanHaTa Mpead paHIoMHU3alnsTa HITH
n3o0paxxeHue Ha Mo3bka ¢ SIMP B pamkuTe Ha 6 ceMUIIM TPEIM PaH IOMHU3aIHTa, TTOKa3BaIllo Haii-
MaJKo eHa ycuieHna ¢ ragonuHuii esus (Gd+). [Ipoyusanero CONFIRM chabpika 3acieneH 3a
OLeHsBAIIUS (T.€. JIEKapsAT 10 IPOYYBAHETO/U3CIICAOBATEIIST, OLICHSBAILl OTTOBOPA KbM MPOYYBAHOTO
JIEKapCTBO, HE 3HAE KOE € JIEKapCTBOTO) pe)epeHTEeH CPAaBHUTEIICH MPOAYKT — IIIATHPAMEPOB alleTar.

B DEFINE namuenTnTe MMar clieTHUTE MEIUAHN HAa U3XOAHUTE XapaKTePUCTHKH: Bh3PacT

39 roguHu, MPOABIKUTETHOCT Ha 3a00saBaHeTo 7,0 ronnau, ooy coop mo EDSS 2,0 Touku. OcBen
ToBa 16% oT manuenTute umar oo coop mo EDSS > 3,5 Touku, 28% umar > 2 npucrbia

B MpeAXO/HAaTa roauHa, a 42% ca moiay4aBaiy IMpean ToBa Ipyru ompoOpeHu nekapcrsa 3a MC.

B koxoptara ¢ IMP uscneasane 36% ot BKIIIOUBaHHTE B IPOYUBAHETO NManueHTH uMat Gd+ ne3uu Ha
U3XO0JHOTO HUBO (cpeaeH Opoit Ha Gd+ ne3uute 1,4).

B CONFIRM mamuenTruTe MMaT CICAHUTE MEIUAaHU Ha U3XOJHUTE XapaKTEPUCTHKH: Bh3PacT

37 roguHu, MPOABIKUTEIHOCT Ha 3a0onsaBaHeTo 6,0 ronnau, ooy coop mo EDSS 2,5 Touku. OcBen
toBa 17% ot mauuentute umar obuy coop no EDSS > 3,5 Touku, 32% umat > 2 npucrsna

B IpeaxoaHara roauHa, a 30% ca mosrydaBainu mpead ToBa APYrd ogoOpenu jekapcrsa 3a MC.

B koxoptara ¢ IMP uzcneasane 45% ot BKIIIOUBaHHTE B IPOYUBAHETO ManueHTH nMatr Gd+ ne3uu Ha
M3XOIHOTO HUBO (cpeneH Opoit Ha Gd+ nezuute 2,4).

B cpaBHeHwue ¢ mane6o, npy JISKyBaHUTE C TUMETHIIpyMapar MalueHTH UMa KIMHUYHO 3HAYMMO U
CTaTUCTHYECKH 3HAYMMO HaMaJIeHH e Ha ITbPBUYHATA KpaifHa Touka B npoyusanero DEFINE, nsam na
MalMeHTHTe C TIPUCTHI 3a 2 TOJUHU; U MbPBUYHATA KpaitHa Touka B mpoyuBanero CONFIRM,
4yecToTa Ha IPUCTHIINTE Ha roauinHa 6aza (annualised relapse rate, ARR) 3a 2-roaumiHus IepUuo/I.

Taoauna 4: Knuanunu u SAMP kpaiinu Touku 3a npoyuBsanuss DEFINE u CONFIRM

DEFINE CONFIRM
[nauedo | Aumernapym [Lnanedo | Aumermiapym |([atupamepon
apar apar amerar
240 mg 240 mg
ABA MbTH ABA MbTH
JAHEBHO JTHEBHO
KianHu4yHM KpaiiHu ToYKu®
Bpoii Ha nanueHTUTE 408 410 363 359 350
UYecrora Ha npucteiute | 0,364 0,172*** 0,401 0,224*** 0,286*
Ha roaMIrHa Oa3a
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DEFINE CONFIRM
[lnauedo | Aumernidgym [[Inauedo | Aumerunadym |I'narupamepon

apar apar amerart

240 mg 240 mg

JABa bTH ABa MbTH

JTHEBHO JTHEBHO
CpOTHOIIIEHUE HA 0,47 0,56 0,71
YEeCTOTUTE (0,37; 0,61) (0,42; 0,74) (0,55; 0,93)
(95% CI)
Jlsu1 Ha yYacTHUIATE 0,461 0,270*** 0,410 0,291** 0,321**
C IPUCTHI
Koedunuent Ha puck 0,51 0,66 0,71
(95% CI) (0,40; 0,66) (0,51; 0,86) (0,55; 0,92)
s ¢ 12-cenmMuvHO 0,271 0,164** 0,169 0,128* 0,156*
MTOTBBPJCHO
mporpecupane Ha
WHBAJI IU3UPAHETO
Koedpunuent na prck 0,62 0,79 0,93
(95% CI) (0,44; 0,87) (0,52; 1,19) (0,63; 1,37)
Hsi1 ¢ 24-ceqMu4HO 0,169 0,128# 0,125 0,078" 0,108*
MOTBBPACHO
nporpecupane Ha
WHBATHIU3UPAHETO
Koedunment Ha puck 0,77 0,62 0,87
(95% CI) (0,52; 1,14) (0,37; 1,03) (0,55; 1,38)
Kpaiinu Touku 3a IMP?®
Bpoii Ha manuenTuTe 165 152 144 147 161
Cpenen (meauanen) opoii | 16,5 3,2 19,9 57 9,6
HOBH HJIM HAaHOBO (7,0 (1,0)*** (11,0) (2,0)*** (3,0)***
pasmupsBaIIK Ce
T2 ne3uu 3a 2 roguHU
CpenHo CHOTHOIIIEHHE Ha 0,15 0,29 0,46
JIC3UUTE (0,10; 0,23) (0,21; 0,41) (0,33; 0,63)
(95% CI)
Cpenen (Mennanen) opoii | 1,8 0,1 2,0 0,5 0,7
Gd ne3un 3a 2 TOAUHH (0) (Q)*** (0,0) (0,0)*** (0,0)**
CpOTHOILIIEHHE Ha 0,10 0,26 0,39
IIIaHCOBETE (0,05; 0,22) (0,15; 0,46) (0,24; 0,65)
(95% CI)
Cpenen (meamanen) 6poit | 5,7 2,0 8,1 3,8 4,5
HOBH XumouHTeH3uBHu | (2,0) (1,0)*** (4,0) (1,0)*** (2,0)**
T1 ne3uu 3a 2 TOOMHU
CpenHo ChOTHOIIICHHUE Ha 0,28 0,43 0,59
JIC3UUTE (0,20; 0,39) (0,30; 0,61) (0,42; 0,82)
(95% CI)

ABcHYKK aHaIM3W Ha KIMHUYHU KpaiHU TOYKH ca intent-to-treat; SSIMP ananu3st nsnonssa SIMP

KOoXopTa

*P-croitroct < 0,05; **P-croinoct < 0,01; ***P-croinoct < 0,0001; #usma cTaTHCcTHYECKA

3HAYUMOCT

B otkpuTO HekoHTponHMpaHo §-roaumHo pasmupeHo npoyusane (ENDORSE) ca BkmtoueHu

1 736 momxomsmu 3a BkarouBaHe nmanueHTH ¢ [IPMC ot ocHoBHUTe ipoyuBanus (DEFINE u
CONFIRM). [IwpBuyHara 11e1 Ha TPOYYBAHETO € J]a Ce OIIEHU JIBITOCpOYHAaTa 6e30MacHOCT Ha
mumetriipymapar npu nampent ¢ [IPMC. Ot o6mo 1 736 mamueHTH MPUOIM3UTEHO MOJOBUHATA
(909; 52%) ca neKyBaHHU B MPOIb/KEHHE HA 6 MK 1MoBede roarHu. 501 mainueHTH ca JeKyBaHU
HEeIpeKbCHATO ¢ AuMeTuiipymapar 240 Mg JBa MbTH THEBHO U B 3-Te NMpoy4BaHus, a 249 nanueHTH,
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KOUTO MpeAn ToBa ca nonyyaBanu manebo B mpoyuBanusita DEFINE u CONFIRM, nonyuyaBar
nedyenue 240 mg aBa nbTH JHEeBHO B mpoyuBaHero ENDORSE. [TaninenTurte, KOoUTO MojyyaBar
JIeueHue Ba I'bTH JHEBHO HEMPEKbCHATO, Ca JIEKYBAHU B MPOABIKEHUE HA MAaKCUMYM 12 TOIUHU.

[To Bpeme na npoyuBanero ENDORSE noBeueTo oT mosoBuHAaTa OT BCUUKH MalliE€HTH, JEKYBaH U C
mumetniidymapar 240 mg aBa IbTH JHEBHO, HE MOJyd4aBar npucTeiu. [Ipyu nanueHTure, JeKyBaHU
HEMPEeKbCHATO JIBa ITBTH JHEBHO U B 3-Te npoyuBanusi, kopurupanata ARR e 0,187 (95% CI: 0,156;
0,224) B npoyuBanusita DEFINE u CONFIRM u 0,141 (95% CI: 0,119; 0,167) B mpoy4BaHeTo
ENDORSE. Ilpu nanuenTrTe, KOUTO MPEIU TOBA ca MOTy4YaBaiy miaredo, kopurupanata ARR ce
nonmkasa ot 0,330 (95% ClI: 0,266; 0,408) B nmpoyuBanusita DEFINE u CONFIRM

1o 0,149 (95% ClI: 0,116; 0,190) B mpoyuBanero ENDORSE.

B npoyuBanero ENDORSE MH03uHCTBOTO nanueHTH (> 75%) HsAMAT MOTBBpACHA MPOrPecs Ha
WHBAIUIU3UPAHETO (M3MepeHa KaTto yCTOHYNBa 6-MeceuHa MPOrpecus Ha HHBAIU TH3UPAHETO).
COopHuTE pe3ysTaTi OT TPUTE IPOYUBAHMS IOKA3BAT, Y€ JIEKYBaHUTE C TUMETUII(yMapar MarueHTH
MMAaT TPalHHU U HUCKH CTETIeHH Ha MOTBBpIEHA IPOrpecHsi Ha HHBAMIN3UPAHETO ChC CI1abo
yBenuueHue Ha cpeqaute oomu coopose mo EDSS B ENDORSE. Onenkute ¢ IMP (10 6-tata
roMHA, BKIIOYUTENHO 752 MalMeHTH, KOUTO Mpeau TOBa ca BKIIIOYeHH B KoxopraTa ¢ SIMP B
npoyuBanustra DEFINE u CONFIRM) moka3sBar, 4e MHO3HHCTBOTO TariueHTH (puoamsutenHo 90%)
HsMaT Gd-ycunBamy se3un. Cien 6-Te TOAWHN KOPUTUPaHUST Ha TOAMIIHA OCHOBA CpefieH Opoi HOBH
Wi HoBopazmupsBauy ce T2 u HoBu T1 ne3un ocraBa HUCHK.

EquKaCHOCWl npu nayueHmu ¢ 6uCoOKa aKkmuerocnt Ha 3ab0156anemo:

B npoyuBanusita DEFINE n CONFIRM e HabnronaBaH TpaeH jiedeOeH e(eKT BbPXY MPUCTHITUTE

B MOArpyIaTa Ha NalMEeHTH C BUCOKA aKTUBHOCT Ha 3a00JIIBAHETO, TOKATO €EKTHT BBPXY BPEMETO 32

ycToiunBa 3-MeceuHa Mporpecusi Ha MHBAJUIU3UPAHETO He € AcHO ycraHoBeH. [lopanu nu3aiina Ha

MPOYYBAHUATA BUCOKATA aKTUBHOCT Ha 3a00JIIBAHETO CE OIpenesis KaKTo ClIeABa:

- [TanmenTy ¢ 2 nau moBeYe MPUCTHIIA 33 €HA FOJIMHA U ¢ enHa Win noBede Gd-ycumBamim ge3un
npu SIMP na mo3bka (n = 42 8 DEFINE; n = 51 8 CONFIRM), unu

- [TanmenTH, KOUTO HE Ca CE MOBJIUSIIN OT ITBJIEH U MOIXOMANI Kype (Hai-MajKo ejHa roaruHa
nedeHne) ¢ Oera-uHTep(HEPOH, UMK Ca Hall-Mallko 1 MPUCTHI Mpe3 MpeaXoaHaTa TOANHA,
JIOKATo ca ce JIKyBaIIU, U Haii-Manko 9 T2-xunepunteH3uBHu e3un npu SIMP Ha yepena vin
Haii-mManko 1 Gd-ycuiBaiia ne3us, Wi MaueHT! ¢ HeMpOMEeHEeHa MITH TIOBUIIIEHA YeCTOTa Ha
NPHUCTBIIMTE NPe3 MPEANIIHATA TOANHA, B CPaBHEHHUE C peaxoauuTe 2 roqunu (n = 177
B DEFINE; n = 141 8 CONFIRM).

HCI[I/IaTDI/ILIHa nonyjganusa

BbezomacHoctra u eukacHoctTa Ha AEMeTUIdymapar npu neauatpuyuna [IPMC ca orieHeHu B enHO
PaHIOMU3UPAHO, OTKPUTO, aKTUBHO KOHTpOJIMpaHo (MHTepdepoH Oera-1a), mapanemHorpynoBo
npoyusane npu narmentu ¢ [IPMC Ha B3pact ot 10 1o mox 18 ronuau. CTo U meTaeCeT MallueHTH ca
pangoMU3UpaHu Ha aquMmetuiihymapar (240 Mg nmepopaiHo qBa MBTH AHEBHO) WM HHTEpdepoH
Oera-1a (30 pg I.M. BeAHBXK CEAMUYHO) B IPOIbIKCHHE HA 96 cenmuti. [IbpBUYHATA KpaliHa TOYKa €
JebT Ha ManueHTHTe 0e3 HOBU MJIM HOBOYBEIMYaBaUlu ce T2-XunepuHTeH3uBHU Je3un npu SIMP
CKaHWpaHe Ha MO3bKa Ha ceMuiia 96. OcHOBHATa BTOPUYHA KpaliHa TOYKa € OposT Ha HOBUTE MU
HOBOYBeNM4aBanm ce T2-xunepuHTeH3uBHH Jie3nu npu SIMP ckanmpane Ha Mo3bKka Ha ceamuna 96.
[IpencraBena e AECKPUNITUBHA CTATUCTHKA, Thii KaTO HsIMa MPEABAPUTENHO IIJIaHUPaHa
MOTBBbPXKAaBallla XUII0TE3a 3a I'bpBUYHATA KpaliHa TOUKA.

Hensr Ha nanuentute B [ TT monmynanusira ¢ HOBM WM HOBOYBenuyaBamu ce T2 ne3uu, ycTaHOBEHU
npu SIMP, Ha ceqmuiia 96 cripsiMmo u3xoaHoTo HUBO € 12,8% 3a aumerundymapat crpsimo 2,8% B
rpynara Ha uHTepdepon Oera-1la. Cpeqaust Opoil HOBH WIJIM HOBOYBEIMYABaIU ce 12 yie3un Ha
cenmuiia 96 cnpsaMo U3XOAHOTO HUBO, KOpUTUpaH 3a Opost T2 je3un Ha U3XOTHOTO HUBO U BB3PacTTa
(momynauus ITT ¢ uskmouenue Ha nampentute 6e3 AMP nsmepBanus), e 12,4 3a numerundymapar u
32,6 3a uaTepdepon Oera-la.
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BepositHOCTTa 32 KinmHWYeH pUcThl € 34% B rpynarta Ha nuMetrindymapat u 48% B rpynara Ha
untepdepon Oera-la kbM Kpas Ha 96-ceIMUYHUS IEPUO HA OTKPUTOTO MIPOYUYBaHE.

[Ipodunst Ha Ge30macHOCT NpU NEAUATPUIHUTE MalUeHTH (Ha Bb3pacT oT 13 mo mon 18 romunnm),
MoJTydaBaiiy JuMeTHIIQymMapar, CH CbOTBETCTBA MO Ka4eCTBO C MPEAH TOBA HAOMIOJaBaHus IPH
BB3PACTHHU MAIMEHTH (BX. Touka 4.8).

5.2 @apMaKOKHHETUYHH CBOICTBA

Cren mepopaiHo MPUIIOKESHYE TUMETHI(GyMapar ce mojyiara Ha Obp3a MpecucTeMHa XUAPOIN3a OT
ecTepasy U ce MPEBPBHILa B CBOSI OCHOBEH META00JIUT — MOHOMETWI(HyMapaT, KOMTO ChIIO € aKTHBEH.
JumMerundymapat He ce onpelielis KOJMHYECTBEHO B IIa3Mara Clie/ MepopaliHo MPHIIOKEHUE Ha
mumetriipymapar. CliefioBaTellHo BCHYKH (hapMaKOKWHETHYHU aHATM3H, CBhP3aHu

¢ nuMeTuadyMapar, ca U3BBPIICHH ¢ MJIa3MEHHM KOHIIGHTPAIlMK Ha MOHOMETHI(yMapar.
dapMaKOKHHETHYHHUTE JJAHHU Ca MOJTy4YeHHU MPH MAIlMEeHTH ¢ MHOYKECTBEHA CKIIepo3a U 3/IpaBU
JIOOPOBOJIITH.

Abcopbius

Tmax Ha MOHOMeTHIIQYyMaparT € oT 2 110 2,5 yaca. Thil KaTo CTOMAIIHO-yCTOWYMBUTE TBBPAM KarlCyln
IUMeTHII(yMapar ChAbpkKaT EHTEPOCOIBEHTHHU MENIeTH, KOUTO ca 3alIUTEHU C EHTEPOCOIBEHTHO
MOKpUTHE, abcopOLMsTa HE 3aII0YBa, TOKATO HE HalmycHAT cToMaxa (0OOMKHOBEHO 3a MO-MaJlko OT
1 yac). Cnen npuem Ha 240 MQ 1Ba MBTH JHEBHO C XpaHa MeIuaHaTa Ha MUKOBATa KOHI[EHTPAIHsI
(Cmax) € 1,72 mg/l, a obmara excriozunus o nox kpusara (AUC) e 8,02 h.mg/l npu nauuenTn
¢ MHOXecTBeHa ckieposa. Karo 1smo, Cmax 1 AUC HapacTBat 00110 B3€TO MPONOPIHOHATHO HA
Ji03ata B IpoydeHust 1030B auamna3oH (120 mg no 360 mg). [Ipu yyacTHHIM ¢ MHOXXECTBEHA CKJIEpO3a
ca mpuiiaranu e 7034 ot 240 mg ¢ mepuo ot 4 "aca MeXIy JO3UTE KaTo 4acT OT CXeMa Ha MpUeM
TPH IIbTH JHEBHO. ToBa BOAM IO MUHUMAITHO KYMYJIMPaHE Ha €KCIIO3UIMATA, KOETO JaBa OBULICHUE
Ha meauanHaTa Cmax oT 12%, B cpaBHEHUE ¢ mpueM ABa 'bTH JHeBHO (1,72 mg/l 3a ABa BT THEBHO
B cpaBHeHue ¢ 1,93 mg/l 3a Tpu n'bTH THEBHO), O3 HUKAKBHU MMOCIEACTBHS 32 0€30MacHOCTTA.

XpaHaTa HEC OKa3Ba KIMHUYHO 3HAYUM e(l)eKT BBpPXY CKCIIO3UIUATA HA I[I/IMGTI/IJ'I(bYMapaT. B’BHpeKI/I

ToBa AuMeTuIymapar TpsOBa qa ce mpueMa ¢ XpaHa, 3apajay Mmo-a00para MOHOCHMOCT 110
OTHOIIICHUE HA 3aUePBSIBAHETO MJIM CTOMAIIIHO-YPEBHUTE HEXKEIaHU ChOUTHS (BXK. Touka 4.2).

Pasnpenenenue
[MpuBuaHUST 00eM Ha pa3mpeelieHue cies nepopaieH nmpueM Ha 240 mg mumeruiadymapar Bapupa
mexy 60 1 u 90 1. Cepp3BaneTro Ha MOHOMETHIIpyMapaT ¢ TIIa3MEHUTE TPOTEHMHH MPU XOpa

o0MKHOBEeHO Bapupa Mexay 27% u 40%.

Buorpanchopmanus

[Tpu xopa numeTnipymapar ce MeTaboJIM3upa eKCTeH3UBHO, Kato 1mox 0,1% oT mo3ata ce eKkCKpeTupa
KaTo HEMPOMEHEH auMeThiIdymapar B ypuHara. [IbpBoHadaIHAST MeTabOJIM3BM CE U3BBPIIBA OT
ecTepasu, KOUTO ca IIOBCEMECTHO PAa3NPOCTPAHEHHU B CTOMAIIIHO-YPEBHUS TPAKT, KPBBTA U THKAHUTE,
cliell KOeTo aKTUBHOTO BELIECTBO MOCTHIIBA B CHCTEMHOTO KpbBOOOpanieHue. [lombiHuTeneH
MeTaboJIM3BM Ce OCBHIIECTBSBA UPe3 LIUKBJIA Ha TPUKapOOKCHIIHATA KHCEeTMHA 0e3 yJ4acTHEeTO Ha
cucremara Ha mutoxpom P450 (CYP). [IpoyuBane Ha equHu4Ha 1032 oT 240 Mg

14C- numerundymapar uieHTHGUIIEPA TIF0KO3aTa Karto mpeodiagapail MeTaboluT B Iia3Mara npu
xopa. [Ipyrure nupKynupamu MeTaboIuTH BKIIOYBAT (pyMapoBa KHCEIWHA, TUMOHEHA KHUCETMHA U
MoHoMeTHI(ymapaT. Metabonn3MbT Ha (pymMapoBaTa KMcelnrHa HaJIoTy 10 BEPHUraTa ce OChIIECTBSIBA
Ype3 NUKBIa Ha TPUKapOOKCUITHATA KHCeHa, KaTo n3numiBaHeTo Ha CO2 ciry’ku 3a OCHOBEH ITBT Ha
SMTMMUHUPaHE.
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EnuMmuHupane

N3 mumBanero Ha CO2 € OCHOBHHUSAT BT 32 EMMMHUHHUPAHE HA TUMETUIIPyMapar, ype3 KOUTO ce
orcrpansBa 60% ot no3ara. BrOpeuyHOTO M PEKATHOTO ENMMUHHPAHE Ca BTOPOCTEIICHHH ITBTHINIA,
JTIOTIPUHACSIIHN CHOTBETHO 3a oTcTpaHsaBaHe Ha 15,5% u 0,9% ot gozara.

TepMUHATHUAT MOTYKUBOT HA MOHOMETUII(hyMapar € KpaTbK (MpUOIU3UTETHO 1 Yac) U IpH MOBEYETO
WHIAUBHUIM cliea 24 yaca B KpbBOOOpPAIIEHUETO HE Ce OTKpUBa MOHOMeTuIhymMapar. Kymynupane Ha
quMeTHIhyMapar Ui MOHOMeT/HII(hyMapar He HacThIIBa IPU MHOT'OKPATHU JIO3W TUMETHII(QyMapaT
B TepaleBTHYHATA CXeMa.

JInHeHOCT

Excnosunusra Ha quMeTIwI(gymapar ce yBelndasa 110 NpuOIU3UTENTHO NPONOPLUOHAJIEH Ha 103aTa
HA4YUH NPU €IUHUYHU U MHOTOKPATHU JIO3W B MPOYYEHHS A030B auara3oH ot 120 mg go 360 mg.

(Da]:)MaKOKI/IHCTI/IKa Py CIICHUMAJIHHU I'PYIIH MAaIIMCHTH

Cropen pesynrarute ot nucnepcuoHeH aHamm (ANOVA), TenecHOTo Terio € OCHOBHATa KoBapuara
Ha ekcriozunuara (upe3 Cmax 1 AUC) npu nanuentu ¢ [IPMC, HO He OBIHSIBAa MEPKHUTE 32
6e30macHOCT U e(pUKACHOCT, OI[EHEHH B KIMHUYHUTE IPOYUBAHHSL.

[ToabT 1 BB3pacTTa HE OKa3BaT KIMHUYHO 3HAYMMO BIIMSIHUE BBPXY (hapMaKOKHMHETHKATa Ha
mumetnidymapar. @apMakokrHETHKATa TPU MAIlMEHTH Ha BBh3pacT 65 u moBeve roquHu He €
poy4eHa.

bvopeuno yepeacoane

Trit kaTo OBOpEeUYHATA EKCKPELMsI € BTOPOCTENICHEH BT 33 ENMMMUHUpaHe Ha AUMeTUIdymapar, upes
KOHTO ce oTcTpaHsBat nox 16% oT nmpusioxeHara 703a, OlleHsBaHe Ha (JapMaKOKWHETUKATa MpH
WHIUBUIM ¢ OBOPEYHO yBpEXKIaHE HE € U3BBPIICHO.

YeprodpobHo yapesicoane

Twit kaTo TUMeTHI(PyMapaT 1 MOHOMeETUIIpyMapaT ce MeTaboIn3upaT OT ecTepa3u 0e3 y4acTHeTo Ha
cucremara Ha CYP450, oneHsBaHe Ha (hapMaKOKWHETHKATA TP MHIUBUIU C YESPHOIPOOHO
YBpeXIaHE HE € U3BBPIICHO.

Ileouampuuna nonynayus

dapmakokuHeTHUIHUAT podui Ha 240 mg muMeTniI(ymapar JBa MbTH JHEBHO € OLIEHEH B MAaJKoO,
OTKPHUTO, HEKOHTPOJUpaHo npoyuBaHe npu nanueHTu ¢ [IPMC Ha BB3pact ot 13 no 17 rogunu

(n = 21). ®apmakoKnHETHKATa Ha AUMETHI()yMapaT MpU TE3U MAIMEHTH B FOHOIIIECKA Bb3PacT €

B CHOTBETCTBHE ¢ HaOJFOIaBaHaTa Mpeau ToBa nmpu Be3pactHU nanueHTH (Cmax: 2,00 £ 1,29 mg/l;
AUCo.124: 3,62 £ 1,16 h.mg/l, koero croTBeTcTBa Ha 06Ima nHeBHAa AUC 7,24 h.mg/l).

5.3 TlpeAkITUHWUYHM JAHHH 32 §€30MACHOCT
HesxxenanuTe peakiiuu, OMUCAHY B TOUYKHUTE 32 TOKCUKOIOTHS U PENPOAYKTHBHA TOKCUYHOCT I10-]10ITY,

HEC CC Ha6JIIOIIaBaT IpHU KIIMHUYHUTE IIPOYyIBAHUA, HO CC H36J'IIOI[aBaT Ipu )XUBOTHHU IIPpHU HHUBA Ha
CKCIIO3HUII U, HOI[06HI/I Ha HUBaTa HAa KJIMHHUYHA CKCIIO3HUI U A.
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I'éeHOTOKCHYHOCT

Jumetuadymapar 1 MOHOMETHIIDYMapaT 1aBaT OTPUIATEIICH pe3yITaT B 0aTepust oT in VIitro tectose
(Ames, XxpoM030MHH abepariuu B KJIETKH OT O0o3aiiHuIn). JuMerundymapar nqaBa oTpuriaTesieH
pe3yaTat u B iN VIVO MEKPOHYKJICAPEH TECT MPH TLTBXOBE.

Kanneporenesa

[IpoyuBaHusiTa 32 KAHLIEPOr'€HHOCT HA AMMETII(PyMapar ca MpoBEIeHH 3a MEePUOJ A0 2 TOJUHU MPH
MUIIKH | ILTbX0Be. JJumernndymapar e npuiarad mepopaiso B 1o3u ot 25, 75, 200 u 400 mg/kg
JTHEBHO MPH MUIIKH U B 03U OT 25, 50, 100 u 150 mg/kg nHEBHO MpH MIBXOBE.

[Tpu MuIKH yecroTaTa Ha KapIMHOMa Ha OBOpeuHnTe TYOYNIM ce yBenndasa nmpu 75 mg/kg nHeBHO,
npu ekBuBanieHTHA ekcrio3unus (AUC) crpsiMo mpenopbuuTeNHata g03a npu xopa. llpu mirsxose
YyecToTaTa Ha KapIIUHOMH Ha ObOpedHHTe TyOyNM M Ha TECTUKYJIAPHU aJcHOMHU Ha KJIIETKUTE Ha
Leydig ce yBenuuasa npu 100 mg/kg AHEBHO, IPU EKCITO3UIIHS TPUOIM3UTENHO 2 ITBTH [TO-BHCOKA OT
IpenopbYNTENHATA 1032 IPU X0pa. 3HAYEHUETO Ha Te3W HAXOJIKH 10 OTHOIIIEHHUE Ha PUCKA PU Xopa €
HEU3BECTHO.

UecTtoTara Ha CKBaMO3HOKJIETHUHHS IANMIIOM U KapIMHOM B HErJaHAyIapHUs cToMax (IpeacToMax)
ce IOBMIIaBa IIPU EKBUBAJIEHTHA €KCIIO3U LU CIIPAMO IPEOpbUMTENIHATA 1032 33 X0pa [IPU MULIKU U
MO HUBOTO Ha €KCIIO3UIUs CIIPSIMO MPENOPhUUTENIHATA 1032 32 X0Opa IPH MIbXxoBe (Ha 0a3zara Ha
AUCQC). I[IpencromaxbT MpH rpu3aduTe HsIMa YOBEIIKH aHAJIOT.

Toxcukonorus

HexsmHUYHUTE pOyYBaHUS IPH TPU3a4M, 3alllM U MAWMyHH Ca IPOBEACHHU ChC CYCIICH3US Ha
mametmndymapar (mumerundymapar B 0,8% XuApOKCHIPONUIMETHIILETYII03a), TIPUIIOKEHA Ype3
nepopanHa conja. [IpoyuyBanero 3a XpoOHHYHA TOKCHYHOCT MPU Ky4eTa € IPOBEICHO C MEPOPATHO
IIPUJIOKEHHE Ha KallcyjaTa ¢ AUMEeTHII(hyMapar.

[Tpomenu B 6BOpenuTe ca HaOMIOJABAHU CIE€J MHOIOKPATHO IEPOPATHO MPHIIOKEHUE Ha
IUMeTHII(ymMapar Ipu MULIKH, IUTbX0BE, KydeTa 1 MaiiMyHu. Enurenna pereneparys Ha Ob0pedHuTe
TyOynu, mperonaraiia yBpekane, € Ha0JitoaBaHa Ipi BCUYKU )KMBOTHHCKU BUOBE. XUIIEPIIA3Us
Ha OBOpeyHuTe TyOYIHM € HaOmrogaBana Ipy IIbXOBE C I0KMBOTEH IPHEM (2-TOAMIIHO IPOYyUYBaHe).
[Ipu xydera, momydaBanu €KEAHEBHO NEPOPATHH 03U JUMeTHI(QyMapaT B TPOJAbDKEHUE Ha

11 mecerna, u34mciieHaTa 3a KOpoBa aTpodus JONyCTUMA I'paHuIla ¢ HaOIroqaBaHa Mpy 3 IMTH HaJ
npenopbunTenHara go3a Ha 6azara na AUC. Ilpu maiiMyHu, mory4aBaiiy eKeAHEBHO [IEPOPATHH 03U
muMmeTnigyMapar B mpoAbbKeHre Ha 12 Meceria, HeKpo3a Ha IMHAYHU KJIETKH € HaOJIrolaBaHa mpu
2 BTH HAJl IpemopbUNTeNHATa J103a Ha 0a3ara Ha AUC. UnTtepctunnania ¢pubpo3a u Kkoposa
arpo¢us ca HaOIIOJaBaHU IpHU 1032 6 IBTU HAJ MpENopbYHTENHATa 1032 Ha Oa3ara Ha AUC.
3HaueHMETO Ha Te3W HaXOAKHU MPU XOpa € HEU3BECTHO.

B TectrcuTe Ha IUIBXOBE M KydeTa € HaOoaBaHa JereHepanns Ha enuTea Ha CeMEHHUTE
KaHaimuera. HaxonxuTe ca HaOmofaBaHy NMpH IUIBXOBE IPH J103a, MPUOIN3UTEIHO paBHA Ha
IpernopbYnTeNHATa, U IPU KydeTa IpH J03a 3 MbTH HaJ npenopbunTenHara (Ha 6azata na AUC).
3HAYCHHUETO HA Te3W HAXOJIKH IPHU XOpa € HEU3BECTHO.

Haxonkute B npeacroMaxa Ha MUIIKH U IIJIBXOBE CE€ CbCTOAT OT CKBAMO3HOKJICTbYHA CIIUTCIIHA
XUIIEPIIasruAa U XUIIEPKEPATO3a; BB3IMAJICHUE; U CKBAMO3HOKJICTBYCH MMAIIUJIOM U KapUUHOM IIPU
IpOoy4YBaHMs C IPOABLKHUTCIHOCT 3 MeEcC€a HJIK ITOBCYC. HpeﬂCTOMaX’bT ITpHU MUIIKHU U IIJITBXOBE HAMA
YOBCIIKK aHaJIOr.

PGHDOZLYKTI/IBHa TOKCHYHOCT MU TOKCMYHOCT Ha pa3BUTUCTO

[TepopaHOTO MPUIIOKEHHE HA TUMETHIIDyMapaT P MBKKH TUTbX0BE B 103U 75, 250 u 375 mg/kg
JHEBHO MpeIy U KbM MOMEHTa Ha Yu(TocBaHETO HsMa epeKTH BBPXY (HEepTUIUTETa Ha MBKKUTE
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YKUBOTHHU JI0 Hali-BUCOKATa TECTBaHa /1032 (Hal-MalKo 2 MbTH [0-BUCOKA OT MPENOpbUMTENHATA 1032
Ha 6azata Ha AUC). [lepopanHoTo npuiokeHre Ha TUMeTHI(QyMapaT Py KEHCKHU IIIBXOBE B 103U
25, 100 u 250 mg/kg mHEBHO Mpean ¥ KbM MOMEHTA Ha YA (TOCBAHETO, KAKTO U JI0 JieH 7 Ha
OpeMEeHHOCTTa, TPEAN3BUKBA HAMAISBAHE HA ECTPYCHUTE LUKIIHN 32 14-1HEBEH Nepro/] U yBeInyaBaHe
Ha Oposi Ha )KUBOTHHUTE C MPOJABIDKUTENCH JUECTPYyC MPU Haii-BHCcOKaTa TecTBaHa Ao3a (11 nbetu mo-
BHUCOKA OT IIpenoprunTenHara go3a Ha 6azara Ha AUC). Tesu mpoMeHn 06aye He MOBIHSBAT
(depTunrTeTa UIK Ha OpOs HAa MOJYUYEHUTE )KU3HECTTOCOOHU (heTycH.

JlokazaHo e, ue AuMeTuidyMapar npeMruHana riianeHTHaTa MeMOpaHa  1morajia BB eTaiHara KpbB
MIPH TTBXOBE U 3aH1M, CbC CHOTHOUICHHS Ha (DEeTATHUTE KbM MalUYMHUTE IJIA3MEHU KOHIICHTPAITT
cpoTBeTHO OT 0,48 10 0,64 u 0,1. He ca HaGmonaBanu MangopMaliui Mpyu HUKOS J03a Ha
IUMeTIII(GyMapar npH IbX0Be nith 3aiiiu. [Ipunoxenuero Ha quMeTHiIQymMapar B IepopaiHu JO3H
ot 25, 100 u 250 mg/kg nHeBHO Npu OpeMEHHU ILIBXOBE Mpe3 Mepruoia Ha OpraHorenes3ara BOIH 10
HEXEJIaH! PeaKIMy MpH MalKara mpu 4 MbTH 10-BHCOKa OT penopbhyMTeIHaTa 103a Ha Oa3zara Ha
AUC, u 10 HECKO TerJio Ha eryca u 3a0aBeHa ocupuKamus (Meratap3anHu Gajanru ¥ Qananrya Ha
3aHUTE KpaWHUTM) Tpy 11 mbTH mo-BHCOKA OT peNopbYNTETHATA 1032 Ha 6azara Ha AUC. Huckoro
Terso Ha ¢eryca 1 3a0aBeHaTa ocuUKalKs ce CYMTAT 32 BTOPUYHHU 110 OTHOLIICHHE HAa MaiiunHaTa
TOKCHYHOCT (HaMaJIsIBaHe Ha TEJIECHOTO TEIJI0O U KOHCyMallUsTa Ha XpaHa).

[TepopaHOTO TIpHIIOKEHUE HA qUMeTHIIDyMapar B 1031 25, 75 u 150 mg/kg nHeBHO npu OpeMeHHU
3aifIK 1O BpeMe Ha OpraHoreHe3ara HsMa eekT BbpXy eMOpro-(eTaTHOTO pa3BUTHE U BOJU JIO
HaMaJsiBaHE Ha TEJIECHO TETJI0 Ha MaifkaTa Mpy / IMMBTH IT0-BHCOKA OT IMPENOPHYHTEIHATA J103a, H JI0

yBenuuaBaHe Ha Opost Ha abopTuTe mpu 16 mbTH MO-BHCOKA OT MpEeNOpbUMTENHA /1032 Ha 0a3ara Ha
AUC.

[TepopaHOTO TIpHIIOXKEHUE HA quMeTHIIDymapar B fo3u 25, 100 u 250 mg/kg nHeBHO mpH TIIHXOBE
0 BpeMe Ha OpeMEHHOCT ¥ KbPMEHE BOJIM JIO TIO-HUCKH TEIIECHH Terjia B MOoKojeHueTo F 1, kakto u
3aKBCHEHHS B MTOJOBOTO Ch3psiBaHE MPHU MBKKHUTE kUBOTHH OT F1 mpu 11 nbT mo-BrcoKa OT
npenopbpunTenHara n1o3a Ha 6aszata Ha AUC. Jluncear edexti BbpXy GepTHINTETa B IOKOJICHUETO
F1. ITo-HuCKOTO TeNecHO TErI0 Ha TOTOMCTBOTO CE CUMTA 32 BTOPUYHO M0 OTHOIIIEHHE Ha MalilunHaTa
TOKCUYHOCT.

TokcuuHOCT IIPHU IOBCHUJIHU XMBOTHHU

JIBe mpOoy4YBaHMs 32 TOKCHYHOCT IPU FOBEHHJTHU TLTHXOBE C €KETHEBHO MEPOPATTHO MPHIIOKEH Ne Ha
mumetundymapar ot noctHaraneH aeH (ITHM) 28 go ITHJL 90-93 (ekBuBaneHTHH Ha MPUOIU3UTEIHO
3 ¥ moBeYe TOJMHY NMPH XOpara) MOKa3BaT MOA00HA TOKCHYHOCT B TAPTreTHUTE OpraHu ObOpenu u
MpeacToMax Karo HadoaBaHara mpy Bb3pacTHUTE )KUBOTHU. B MbpBOTO poy4BaHe
IUMeTHI(ymapar He 3acsira pa3BUTHETO, HEBPOIIOBEICHUECKUTE PEAKIINU HJIN MBKKHS U JKEHCKUS
(deprunuTer 10 Hali-BUcokaTa go3a oT 140 mg/kg nHeBHO (pubIU3UTENHO 4,6 MHTH
MperopbUUTENHATA 1032 TIPA XOpa B3 OCHOBA Ha orpaHndeHu AaHHU 3a AUC npu nenuaTpuiHu
nanueHTH). [1o momoOeH HaYMH He ca HaOIroaaBaHu e(EeKTH BbPXY MBKKUTE PEIPOAYKTHBHU U
CIIOMararelH| OpraHu JI0 Hali-BHUCOKaTa Jj03a JuMeTuiadpymapar ot 375 mg/kg nHeBHO BBB BTOPOTO
MpOyYBaHe IMPU MBKKH IOBEHIIHU TLUIBX0BE (0K0J0 15 et npeamnonaraemara AUC nipu
IpenopbhUNTEIHATA TeAnaTprdHa 103a). Habmonasar ce o6aye moHMkeHHe Ha KOCTHOTO MUHEPAITHO
ChABPKAHME U TUITBTHOCTTA Ha (peMypa U JTyMOATHUTE NPELUICHN IPU MBXKH IOBEHUIHH ITBXOBE.
[MpomeHu mpu KOCTHA AEHCHUTOMETPHS ca HAOIOaBaHU CHIIO MPH IOBEHIIIHU TLIHXOBE CIIE
NEpOPATHO MPUIIOKEHHE HA AUPOKCHMENOB (ymapart, Ipyr ¢pymapareH ectep, KOWTO ce
MeTaboIM3upa J0 ChINUs aKTHBEH MeTaboauT MoHoMeTHiIdymapar in vivo. NOAEL 3a npoMeHuTe
MIPH JCHCUTOMETPHSITA IIPU IOBEHIWIHH ILIBX0BE € mpuoau3uTento 1,5 nmetu npeanonaraemata AUC
MIPH NIPETIOphUNTETHATA TEANATPUYHA 103a. Bp3MOKHA € Bph3Ka Ha e(peKTHTE BBPXY KOCTUTE C MO-
HUCKO TEJIECHO TEerJIo, HO He MOXKE JIa Ce M3KJIIOUM M HAIMYUETO Ha Npsk egext. KocTHuTe Haxomxu ca
C OrpaHMYEHO 3HAYCHHE 33 BE3PACTHUTE MAMEHTH. 3HAYCHHUETO 32 MeJHaTPUYHUTE MAlHEeHTH HE €
H3BECTHO.
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6. DOAPMALNEBTUYHU JAHHU
6.1 CnuchbK HA NOMOIIHUTE BelecTBAa

KancynHo ceappkuMo (IeNETH ¢ EHTEPOCOJIBEHTHA OOBUBKA)

MukpokpucraiHa 1eny103a

Kpockapmenosa Harpuit

CunuuueB AMOKCHUA, KOJOUIEH Oe3BOICH

Marne3ueB creapar

Coprmonumep Ha METaKpPHJIOBA KrcennHa-MeTuiaMerakpuiar (1:1)

Cprnonumep Ha METaKpHIIOBa KucenuHa-etuiakpuiar (1:1), 30-npouenTHa qucnepeus
Tpuernnuutpar

Tank

ChbCTaB Ha Kaln cyJjara

Kenatun

TutanoB muokcua (E171)

FD&C cunbo Ne 2 (E132)

Kont xenezen okeuna (E172)

Uepen xene3eH okcun (E172)

IMpeuricrena Boma (camo B Karcyaute ot 240 mg)

OtnevaTtad HaAIIMC BBPXY Karcynara (4epHO MacTHIIO)

[ennak

IIponunenrinkon

AMOHWEB XUJPOKCHU]T

Uepen xeneseH okeun (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha TOgHOCT

3 roguHu

6.4 CrnenuajJHu ycJIOBHS HA ChbXpaHeHHe
Jla He ce chxpanssa Hax 30 °C.

6.5 Buau chabpKaHHE HA ONMAKOBKATA

120 mQ cToManHO-yYCTOMYNBY TBBEPAN KallCYIn

14 cToMamHO-yCTORYMBY TBBPAU KAIICYJIU B OJIUCTEpU U OIUCTEPH C CAMHUYHU J03U OT
PVC/PE/PVAC-AI u 6enu OyTuiku oT noymetuwieH ¢ Bucoka mrsTHocT (HDPE) ¢ 6si1a, Hempo3pauHa
Kalavyka Ha BUHT OT [MOJHUIIPOITHIICH C HHAYKIIHOHHO 3ale4aTtaHo alyMHHHEBO (DOIHO, ChABPIKAIIN
14 wnu 60 cTOMaIIHO-yCTONYNBH TBBPAN KAICYJIH.

240 MQ cTOMAaIIHO-YCTOMYUBY TBBPAM KaIICYIIN
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56 unu 168 cromMaiiHo-yCTOWYMBY TBBPIU KAICYJIH B OIUCTEPU U OIMCTEPH C EAMHUYHH 03 OT
PVC/PE/PVAC-AIl u 6enu 6yTuiku ot moimerwieH ¢ Bucoka mibtHocT (HDPE) ¢ Gsia, Henpo3pauHa
Karayka Ha BUHT OT HOJMIIPOIUJICH ¢ HHAYKIIMOHHO 3ale4aTaHo aTyMHUHHEBO (OJIHO, ChABPIKAIIN
56 mim 168 cromManiHO-yCTONYMBY TBBPAM KAIICYIIH.

He Bcuuky BUIOBE OMAaKOBKH MOTar Aa ObAaT IIyCHATH Ha Ma3apa.
6.6 CnenmnaJHu npeana3Hu MePKH NPH U3XBBHPJsiHe

HeusnomsBanusr JICKapCTBCH NPOAYKT UJIN OTIIAABYHUTC MAaTCpHUAIN OT HET'O TpSI6Ba Ja CC U3XBBPJAT
B CBOTBETCTBHUEC C MCCTHUTC N3N CKBaAHU.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Wpnannus

8. HOMEP(A) HA PASPELHIEHUETO 3A YIIOTPEBA
Jumernndymapar Mylan 120 mg ctoManrHo-yCTONYMBY TBBPAHU KaICylTu

EU/1/24/1814/001
EU/1/24/1814/002
EU/1/24/1814/003
EU/1/24/1814/004

Humernndymapar Mylan 240 mg cToManrHo-yCTONYMBY TBBPAU KaIlCyu

EU/1/24/1814/005
EU/1/24/1814/006
EU/1/24/1814/007
EU/1/24/1814/008
EU/1/24/1814/009
EU/1/24/1814/010

9. JATA HA ITBPBO PAZPEINIABAHE/TTOJAHOBABAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

Jlata Ha TBpBO pa3pemraBane: 22 anpua 2024

10. JAATA HA AKTYAJIMBUPAHE HA TEKCTA

[MoxpoOHa mHdopmMarys 3a TO31 JEKapCTBEH MPOAYKT € MpeA0oCcTaBeHa Ha yebcaiita Ha EBporneiickara
areHIus o Jiekapcraara https://www.ema.europa.eu.
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HNPUJIOKEHME II

MMPOMU3BOAUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA
IHAPTHU AN

YCJIOBUS NJIN OTPAHUYEHUA 3A TOCTABKA "
YIHOTPEBA

APYI' YCJIOBUA U N3UCKBAHUSA HA
PABPEIIEHUETO 3A YIIOTPEBA

YCJIOBUS NJIK OT'PAHUYEHUA 3A BE3OITACHA U

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHMU S
HNPOAYKT
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A.  TIPOU3BOIAUTEJIN, OTTOBOPHHU 3A OCBOBOXKIABAHE HA TAPTUAU

HMe u ampec Ha IPOMU3BOIUTENNTE, OTTOBOPHH 34 OCBOOOKIABAHE HA IIAPTHINTE

Mylan Hungary Kft.
Mylan utca 1
Koméarom, 2900
VYHrapus

Mylan Germany GmbH
Benzstrasse 1, Bad Homburg
61352 Hesse

I'epmanus

[TeyaTtHaTa MMCTOBKA Ha JISKAPCTBEHUS MPOAYKT TpsIOBA Ja ChABpPXkKA UMETO U ajpeca Ha
MPOU3BOIUTENS, OTTOBOPEH 32 OCBOOOXKIaBaHETO Ha CHOTBETHATA MTAPTHU/IA.

b. YCJIOBUSA UK OT'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHHUST MPOAYKT C€ OTIYCKA [0 OPAaHUYEHO JIeKapcKko npexnucanue (Bx. [Ipunoxenue |:
Kpatka xapakTepucTuka Ha MPOIyKTa, TOUKa 4.2).

B. JPYI'M YCJOBUA U U3UCKBAHUSA HA PASPEIHIEHUETO 3A YIIOTPEBA

. IlepuoauyHU aKTyaJIU3HPaHu aokJaaau 3a 6ezonacHoct (IIALB)

N3uckBanusTa 3a nogaBane Ha [IAJIb 3a To3u jekapcTBEH MPOAYKT ca MOCOUYEHU B CIIUCHKA

¢ pedepentaute natu Ha EBponeiickus cpio3 (EURD cnucnbk), npensuyieH B un. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BbB BCHUKH CIEBALIN aKTyaJHU3alli, MyOJINKYBaHH Ha €BPOIEH CKHS
yeOnopTal 3a JieKapcTBa.

. YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA NTPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

[Tputexarenst Ha pazpemienunero 3a ynotpebda (IIPY) tpsOBa n1a n3BbpIBa H3UCKBAHUTE A HOCTH U
NIV CTBH S, CBBP3aHU C TIPOCIIE/sIBaHe Ha JIeKapCTBeHaTa 0€30MacHOCT, Toco4eHH B ojio0penust [TYP,
npenctased B Moayn 1.8.2 Ha pa3pemnierneTo 3a ynorpeda, KakTo ¥ BB BCUUKH CIIEABAIN OA00pEHHU
akTyanu3auuu Ha [TYP.

Axrtyammsupan [1YP TpsoBa na ce mozmasa:

. 1o uckaHe Ha EBponelickara areHIus 110 JIEKapCTBara;

. BHUHAru, KOraTto ce€ U3MeHs CHCTeMaTa 3a yIpaBJIeHHUE Ha PUCKa, 0OCOOEHO B pe3yJTar Ha
MoJlyyaBaHe Ha HOBa MH(pOPMAIUs, KOSTO MOXKE J]a TOBEZE 710 3HAYMMH POMEHH
B CHOTHOIICHHUETO MOJI3a/PUCK, WM CIIE/ JOCTUTaHe Ha Ba)KEH eTar (BbB Bpb3Ka
C IpocesiBaHe Ha JIEKapcTBeHAaTa 0€30MacHOCT MITH CBEXAAHE HAa PUCKA O MUHUMYM).
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MMPUJIOKEHHUE I

JAHHHU BbPXY OITAKOBKATA U JIMCTOBKA

28



A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPU

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Humernndymapar Mylan 120 mg cTomaniHo-yCTOWYMBY TBBPIN KaIlCyIH
muMeTnigymapar

| 2. OBSIBIBAHE HA AKTUBHOTO(HUTE) BELIECTBO(A)

Besika karicyna ceappka 120 mg mumernngymapar.

| 3. CIIUCBK HA IOMOIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJITHA OITAKOBKA

CromarnrHo-yCcTOWYHBa TBBPAA Karcyia

14 cromanrHO-yCTOWYNBYU TBBPIN KallCyJIH
14 X 1 cToMaIHO-yCTOMYMBHU TBBPAN KaTCyJIH

| S. HAYMH HA ITPUJIOKEHME U ITbT(MIIIA) HA BHBE/K/IAHE

[IepopanHo npuioxeHue
[Ipenn ynotpeba mpoueTere JMCTOBKATA.

6. CIIEUAJIHO MTPEAYHPEXIAEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT ITOT'JIEJA U TOCET'A HA JEINA

I[a C€ CbXpaHsBa Ha MsCTO, HEAOCTBIIHO 3a AClia.

| 7. APYT'U CHEHNUAJIHU NPEAYIIPEXIEHWSA, AKO E HEOBXOJANMO

|8. JIATA HA U3TMYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CIHELHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ne ce cexpanssa Haja 30 °C.
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10.

CIIEINMAJIHA ITPEJAITA3HA MEPKMU ITPU NU3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHHUTE NPOAYKTHU WIN OTHAABYHU MATEPUAJIU OT
TAX, AKO CE UBUCKBAT TAKHUBA

| 11.

HUME U AIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEGA

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Wpnannns

| 12.

HOMEP(A) HA PASPEHIEHHUETO 3A YHHOTPEBA

EU/1/24/1814/001
EU/1/24/1814/002

| 13,

IHAPTUJAEH HOMEP

[Maptuaa:

| 14.

HAYUH HA OTIIYCKAHE

| 15.

YKA3AHMUA 3A YIIOTPEBA

| 16.

WH®OPMAIIAS HA BPAIJIOBA A3BYKA

Jumerundymapar Mylan 120 mg

| 17.

YHUKAJIEH TAEHTUO®UKATOP — IBYU3MEPEH BAPKO/{

JIByn3zmepeH 0apkoj ¢ BKIIIOYEH YHUKAICH HISHTH(UKATOP.

| 18,

YHUKAJIEH UIEHTUO®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHMU, KOUTO TPABBA JA CbABPXKAT BJIIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Humernndymapar Mylan 120 mg cTomaniHo-yCTOWYMBY TBBPIN KaIlCyIH
muMeTnigymapar

| 2. HUME HA ITIPUTEXKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Ireland Limited

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUAEH HOMEP

Lot

5.  JAPYro

[IepopanHo nmpuioxkeHne
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JAHHU, KOUTO TPABBA A CbABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPU

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Humernndymapar Mylan 240 mg cTomaniHo-yCTOWYMBY TBBPIN KaIlCyJIH
muMeTnigymapar

| 2. OBSIBIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Bcesika kamncyna cpappka 240 mg numernidymapar

| 3. CIIUCBK HA IOMOIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJITHA OITAKOBKA

CromarnrHo-yCcTOWYHBa TBBPAA Karcyia

56 cTOMaIIHO-YCTOWYHBY TBBPIH KaICyJIH

56 X 1 croMalHo-yCTOHYMBY TBBPAU KaICyJIn
168 cromaIlHO-yCTOMYMBY TBBPAM KaIllCyJIx
168 X 1 croManIHO-yCTOHYMBYU TBBPAH KaICyJIn

5. HAYMH HA TIPUJIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

[IepopanHo npunoxenue
[Ipenu ymotpeba mpodereTe IMCTOBKATA.

6. CHELMAJHO IPEAYIIPEXKIEHUE, UE JIEKAPCTBEHUST MPOJAYKT TPSBBA
JIA CE CbXPAHSIBA HA MSICTO JIAJIEYE OT MMOTJIEJA U JOCETA HA JELA

Jla CC CbXpaHsABa Ha MACTO, HEAOCTBIIHO 3a ACIa.

| 7. APYI'U CIIEUAJIHUA NPEAYHPEXIEHUA, AKO E HEOBXOJIUMO

| 8. JATA HA UI3THNYAHE HA CPOKA HA TOJHOCT

T'onen mo:

| 0. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

Jla He ce chxpanssa Hajg 30 °C.
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10.

CIIEINMAJIHA ITPEJAITA3HA MEPKMU ITPU NU3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHHUTE INPOAYKTHU WJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

| 11.

HUME U AIPEC HA ITPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Wpnannns

| 12.

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEGA

EU/1/24/1814/005
EU/1/24/1814/006
EU/1/24/1814/007
EU/1/24/1814/008

| 13.

IHHAPTUJAEH HOMEP

[TapTupa:

| 14.

HAYMH HA OTHYCKAHE

| 15.

YKA3AHMUA 3A YIIOTPEBA

| 16.

WH®OPMAIIASA HA BPAMJIOBA A3BBYKA

Humernndymapar Mylan 240 mg

| 17.

YHUKAJIEH WIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

JIByn3MepeH 0apKoJ] ¢ BKIIOYCH YHUKAJICH HACHTH(QHUKATOP.

| 18.

YHUKAJIEH WIEHTUPUKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHMU, KOUTO TPABBA JA CbABPXKAT BJIIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Humernndymapar Mylan 240 mg ctomaniHo-yCTOWYMUBH TBBPIN KaIlCYyIIH
muMeTnigymapar

| 2. HUME HA ITIPUTEXKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Ireland Limited

| 3. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

EXP

4, IHAPTUJAEH HOMEP

Lot

|5.  APYro

[IepopanHo nmpuioxkeHne
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JAHHU, KOUTO TPABBA A CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BYTHJIKA

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Humernndymapar Mylan 120 mg cTomaniHo-yCTOWYMBY TBBPIN KaIlCyIH
muMeTnigymapar

| 2. OBSIBIBAHE HA AKTUBHOTO(HUTE) BELIECTBO(A)

Besika karicyna cpappika 120 mg mumernidymapar

| 3. CIIUCBK HA IOMOIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJITHA OITAKOBKA

CromarnrHo-yCcTOWYHBa TBBPAA Karcyia

14 cromanrHO-yCTOWYNBYU TBBPIN KallCyJIH
60 cToMaIHO-yCTOMYNBY TBBPAU KaIlCyJu

| S. HAYMH HA ITPUJIOKEHME U ITbT(MIIIA) HA BHBE/K/IAHE

[IepopanHo npuioxeHue
[Ipenn ynotpeba mpoueTere JMCTOBKATA.

6. CIIEUAJIHO MTPEAYHPEXIAEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT ITOT'JIEJA U TOCET'A HA JEINA

I[a C€ CbXpaHsBa Ha MsCTO, HEAOCTBIIHO 3a AClia.

| 7. APYT'U CHEHNUAJIHU NPEAYIIPEXIEHWSA, AKO E HEOBXOJANMO

|8. JIATA HA U3TMYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CIHELHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ne ce cexpanssa Haja 30 °C.
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10.

CIIEINMAJIHA ITPEJAITA3HA MEPKMU ITPU NU3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHHUTE NPOAYKTHU WIN OTHAABYHU MATEPUAJIU OT
TAX, AKO CE UBUCKBAT TAKHUBA

| 11.

HUME U AIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEGA

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Wpnannns

| 12.

HOMEP(A) HA PASPEHIEHHUETO 3A YHHOTPEBA

EU/1/24/1814/003
EU/1/24/1814/004

| 13,

IHAPTUJAEH HOMEP

[Maptuaa:

| 14.

HAYUH HA OTIIYCKAHE

| 15.

YKA3AHMUA 3A YIIOTPEBA

| 16.

WH®OPMAIIAS HA BPAIJIOBA A3BYKA

Humerundymapar Mylan 120 mg

| 17.

YHUKAJIEH TAEHTUO®UKATOP — IBYU3MEPEH BAPKO/{

JIByn3zmepeH 0apkoj ¢ BKIIIOYEH YHUKAICH HISHTH(UKATOP.

| 18,

YHUKAJIEH UIEHTUO®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CbAbPKA IIBPBUYHATA OIIAKOBKA

ETUKET 3A BYTHUJIKA

| 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Humernndymapar Mylan 120 mg ctomamHo-yCTOHYNBH TBBPIU KaIlCyIIH
muMeTnigymapar

| 2. OBSIBIBAHE HA AKTUBHOTO(HUTE) BELIECTBO(A)

Bcesika kamncyna ceappka 120 mg numernindymapar

| 3. CIIUCBK HA IOMOIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

CromarnrHo-yCcTOWYHBa TBBPAA Karcyia

14 cromanrHO-yCTOWYNBYU TBBPIN KallCyJIH
60 cToMaIHO-yCTOMYNBY TBBPAU KaIlCyJu

| S. HAYMH HA ITPUJIOKEHME U ITBbT(MIIIA) HA BHBE/K/TAHE

[IepopanHo npuioxeHue
[Ipenn ynotpeba mpoueTere JMCTOBKATA.

6. CIIEUAJIHO MTPEAYHPEXIAEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT ITOT'JIEJA U TOCET'A HA JEINA

I[a C€ CbXpaHsBa Ha MsCTO, HEAOCTBIIHO 3a AClia.

| 7. APYT'U CHEHNUAJIHU NPEAYIIPEXIEHWSA, AKO E HEOBXOJANMO

|8. JIATA HA U3TMYAHE HA CPOKA HA TOJHOCT

EXP

| 9. CIHELHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ne ce cexpanssa Haja 30 °C.
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10. CHELOUAJIHU MPEAINA3HU MEPKHU ITPU U3XBBPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHHUTE INPOAYKTHU WJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

| 11. HWME U AJIPEC HA ITPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Wpnannns

| 12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1814/003
EU/1/24/1814/004

| 13. TAPTHUAEH HOMEP

Lot

| 14, HAYMUH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIMS HA BPAIJIOBA A3BYKA

| 17. YHUKAJIEH HWIAEHTUDOUKATOP — JIBYU3MEPEH BAPKO/I

| 18. YHUKAJIEH WAEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CbABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BYTHJIKA

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Humernndymapar Mylan 240 mg cTomaniHo-yCTOWYMBY TBBPIN KaIlCyJIH
muMeTnigymapar

| 2. OBSIBIBAHE HA AKTUBHOTO(HUTE) BELIECTBO(A)

Bcesika kamncyna cpappka 240 mg numernidymapar

| 3. CIIMCBK HA IOMOIIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJITHA OITAKOBKA

CromarnrHo-yCcTOWYHBa TBBPAA Karcyia

56 cTOMamIHO-yCTOHYNBY TBBPAU KarCylu
168 cromaniHoO-yCTONYMBY TBBPIH KaICyIIH

| S. HAYMH HA ITPUJIOKEHME U ITBbT(MIIIA) HA BHBE/K/TAHE

[IepopanHo npunoxeHne
[Ipenn ynotpeba mpoueTere JMCTOBKATA.

6. CIIEUAJIHO MTPEAYHPEXIAEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT ITOT'JIEJA U TOCET'A HA JEINA

I[a C€ CbXpaHsBa Ha MsCTO, HEAOCTBIIHO 3a AClia.

| 7. APYT'U CIIENUAJIHU NPEAYIIPEXIAEHUSA, AKO E HEOBXOANMO

|8. JIATA HA U3TMYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CIHELHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ne ce cexpanssa Haja 30 °C.
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10.

CIIEINMAJIHA ITPEJAITA3HA MEPKMU ITPU NU3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHHUTE TPOAYKTHU WJIN OTHAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHUBA

| 11.

HUME U AIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEGA

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Wpnannns

| 12.

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEGA

EU/1/24/1814/009
EU/1/24/1814/010

| 13,

IHAPTUJAEH HOMEP

[Maptuaa:

| 14.

HAYUH HA OTIIYCKAHE

| 15.

YKA3AHMUA 3A YIIOTPEBA

| 16.

WH®OPMAIIAS HA BPAIJIOBA A3BYKA

Humerundymapar Mylan 240 mg

| 17.

YHUKAJIEH TAEHTUO®UKATOP — IBYU3MEPEH BAPKO/{

JIByn3zmepeH 0apkoj ¢ BKIIIOYEH YHUKAICH HISHTH(UKATOP.

| 18,

YHUKAJIEH UIEHTUO®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CbAbPKA IIBPBUYHATA OIIAKOBKA

ETUKET 3A BYTHUJIKA

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Humernndymapar Mylan 240 mg ctomamHo-yCTOHYNBH TBBPIU KaIlCyJIH
muMeTnigymapar

| 2. OBSIBIBAHE HA AKTUBHOTO(HUTE) BELIECTBO(A)

Bcesika kamncyna cpappka 240 mg numernidymapar

| 3. CIIUCBK HA IOMOIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJITHA OITAKOBKA

CromarnrHo-yCcTOWYHBa TBBPAA Karcyia

56 cTOMamIHO-yCTOHYNBY TBBPAU KarCylu
168 cromaniHoO-yCTONYMBY TBBPIH KaICyIIH

| S. HAYMH HA ITPUJIOKEHME U ITBbT(MIIIA) HA BHBE/K/TAHE

[IepopanHo npuioxeHue
[Ipenn ynotpeba mpoueTere JMCTOBKATA.

6. CIIEUAJIHO MTPEAYHPEXIAEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT ITOT'JIEJA U TOCET'A HA JEINA

I[a C€ CbXpaHsBa Ha MsCTO, HEAOCTBIIHO 3a AClia.

| 7. APYT'U CHEHNUAJIHU NPEAYIIPEXIEHWSA, AKO E HEOBXOJANMO

|8. JIATA HA U3TMYAHE HA CPOKA HA TOJHOCT

EXP

| 9. CIHELHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ne ce cexpansa Haja 30 °C.

42



10. CHELOUAJIHU MPEAINA3HU MEPKHU ITPU U3XBBPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHHUTE INPOAYKTHU WJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

| 11. HWME U AJIPEC HA ITPUTEXATEJIA HA PASPEHIEHHUETO 3A YIIOTPEBA

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Wpnannns

| 12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1814/009
EU/1/24/1814/010

| 13. TAPTHUAEH HOMEP

Lot

| 14, HAYMUH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIMS HA BPAIJIOBA A3BYKA

| 17. YHUKAJIEH HWIAEHTUDOUKATOP — JIBYU3MEPEH BAPKO/I

| 18. YHUKAJIEH WAEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA
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b. INCTOBKA
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JlncroBka: nHgopManus 3a NanueHTa

Jumernadymapar Mylan 120 mg cToManHo-yCTOHYUBY TBBPAU KANCYJIU
Jumeruadymapat Mylan 240 mg croMamHo-yCTOHYHBH TBBPAN KANCYJIH
mumetmndymapat (dimethyl fumarate)

IIpoyeTrere BHUMATEIHO LAJIATA JTUCTOBKA, IPEIHU 1a 3all04HeTe 1A IpHeMaTe TOBA JIEKapCcTBO,

TBH KAaTO TA CHAbP:Ka BaxkHa 3a Bac undopmanms.

- 3amaszere Ta3u JMCTOBKA. Moyke Ja ce HAI0XKU Ja s IPOYeTeTe OTHOBO.

- AKO nMare HSKaKBU JOMBIHUTEIHN BBIIPOCH, onuTaiiTe Bamus nekap unu gapmaiesT.

- ToBa nekapcTBO € mpennucano TM4Ho Ha Bac. He ro nmpeorcrenBaiite Ha ipyru xopa. To Moxke
Jla UM HaBPEAW, HE3aBHCHMO Ue IPU3HALNTE Ha TAXHOTO 3a00JIsIBaHe ca ChUINTE KaTo Bammure.

- AKO TONTyYHTe HSIKAKBY HEXKEJIaHHU PeaKiny, yBenomere Bamus nekap nium dapmanent. ToBa
BKJIIOYBA U BCUUYKH BB3MOKHH HEXEIAaHU peaklMu, HEOMMCAaH! B Ta3M JIMCTOBKa. Buxre
TouKa 4.

KakBo cbabpxa Ta3u JUCTOBKA

KaxBo npeacraBnssa Jumernndymapar Mylan u 3a kKakBoO ce U310I3Ba
KakBo TpsiOBa na 3naete, npeau aa npuemere Jumerundymapar Mylan
Kak na npuemare lumermndymapar Mylan

BB3MOkHU HEXeNnaH! peakuu

Kak na cexpansate JJumernndymapar Mylan

CobappkaHue Ha OMAKOBKAaTa U JON'BIHUTENHA HH(POPMALIUS

ocukrwnhE

1. Kakso npencraassa Jumerwigpymapat Mylan u 3a kakBo ce n3nojs3Ba

Kakso npeacrasiasisa Jlumermiipymapar Mylan
JAumernndymapar Mylan e nekapcTBo, KOETO ChIBbpXka aKTUBHOTO BEUIECTBO AUMeTHIdyMapar.

3a kakBo ce uznoassa Aumerniadymapar Mylan
Humerundymapar Mylan ce n3nomn3sa 3a jedyeHre Ha IPUCTHITHO-PEMUTEHTHA MHOKECTBEHA CKIIEpO3a
(MC) npu manueHTH Ha BB3pacT 13 U moBeye roJAvHM.

MC e xpoHHYHO 3a00JIsIBaHE, KOETO 3acsra neHTpaiaHara HepBHa cuctema (IIHC), BkmounTenHo
MO3bKa U TpbOHauHMs MO3BK. [IpucThiHO-peMuTeHTHATA MC Cce XapakTepu3upa ¢ MOBTapSIIN Ce
MPUCTHIU (PEIUINBI) Ha CHMIITOMH OT CTpaHa Ha HepBHaTa cucteMa. CUMIITOMHTE ca Pa3IuyHH MPU
OTJICTHUTE TTAl[UEeHTH, HO OOMKHOBEHO BKJIFOUBAT JABUTATEIHU 3aTpyJHEHU S, YYBCTBO 3a 3aryba Ha
paBHOBECHE U 3pUTEITHHA HapyIIeHH (HaprMep 3aMbIIICHO UITH IBOWHO BUXJaHe). Te3u CHMIITOMU
MOTarT Ja ©34e3HaT HAIl'bIIHO, KOTaTO MPUCTHITHT IPUKITFOUN, HO HSIKOHW MPOOIEMHU MOraT Ja OCTaHarT.

Kak aeiicrBa lumeruiagymapat Mylan

Humernndymapar Mylan u3riexaa neictBa, KaTo He MO3BOJIABA HA 3alIMTHATA CHCTEMA Ha
OpraHmu3ma Jia yBpexkJa Mo3bka u rpbOHauan s Bu Mo3bk. ToBa chiio Moe J1a TOMOrHE 1a ce 3a0aBu
Obzemro BiomanaHe Ha Bamara MC.

2. KaksBo TpsiOBa na 3Haere, npeau Aa npuemere [Aumerunndymapat Mylan

He npuemaiite lumernngymapar Mylan

- aKo cTe aJIepruYHM KbM TUMeTHI(PyMapaT Uil KbM HSIKOS OT OCTaHAINTE ChCTaBKU Ha TOBA
JeKapcTBO (M30pOeHH B TOUKa 6).

- aKo UMa CbMHEHHUe, Ye uMaTe PsiiKa nH(peKkuus HAa MO3bKa, HApeYeHa MPOrPecuBHA
myatudokanna geskoenuepanonarust (IIMJI), unu ako IIMJI e 6ui1a noTBbpAEHA.
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Ipexynpexnenusi ¥ NpeanasHu MepKHU

Humernndymapar Mylan moxke 1a moBiusic Ha Oposi Ha feluTe KPBLBHU KJIeTKH, 0bOpennTe 1
yepuus Bu apod. [Ipenu na 3amounere nedenuero ¢ Jlumerundymapar Mylan, Bamusr nekap nie Bu
HalpaBu U3CJeBaHe Ha KPBBTA, 3a Ja onpenenu Opos Ha 6enute Bu KpbBHU KIIETKU U A2 IPOBEPU
nanu 0p0penuTe U yepHusIT By 1po6 GyHKIHOHUpAT mpaBuiaHO. JIekapsT me mpoBexkaa Te3u
U3CIeIBaHUS TEPUOJUYHO 110 BPEME Ha JIEYeHHETO. AKO OposT Ha Genute Bu KpbBHU KIETKH
HaMmajiee 110 BpeMe Ha JIEYeHNeTo, BamusT iekap MoXe Ja peliy 1a Ha3Hauyu U3BBpPIIBAaHE HA
JOMBJIHUTENTHN U3CIEIBAHUS UK Ja MPEKbCHE JIeYeHueTo Bu.

I'oBopere ¢ Bammust nekap, npenu na npuemere Jumernndymapar Mylan, ako umare:
- TEXKa CTCIICH Ha 0bOpedYHo 3a00JIABaHe

- TEKKa CTETIeH Ha YepHOAPOOHO 3a00sBaHe

- 3abosBaHEe HA CTOMAaxa WJH YepBaTa

- ceprno3Ha nHGeknus (HampruMep MHEBMOHU)

[Ipu neyennero ¢ Aumernndymapar Mylan moxe na ce mosiBu xepriec 3octep. B Hsixon cirydan
HACTBIIBAT CEpUO3HU yclokHeHus. TpsioBa na undopmupare Bamms jexkap He3abaBHO, aKo
[10/103UpaTe, Y€ UMaTe CUMIITOMU Ha XepIIeC 30CTep.

Ako cmsrtare, ye Bamara MC ce Biomasa (HanpuMmep uMate ¢aabocT UIH TPOMEHU B 3PSHUETO) UITH
aKo 3a0eNeXuTe HOBH CHMIITOMH, TOBOpeTe ¢ Bamus nekap BemHara, 3aiioTo Te MOXe Ja ca
CUMIITOMH Ha psifika MHQEKIHSA Ha MO3bKa, HapeYeHa MPOrpecuBHA MyITH(OKAITHA
neBkoeHnedanonatus (IIMJI). IIMJI e ceprno3no 3abomnsBaHe, KOETO MOXKE Jia IOBEAE 0 TEXKKa
CTelleH Ha WHBATUAN3UPaHEe UITU CMBPT.

Cpo01maBano € paaKo, HO TEKKO OBOPEUHO yBpexaaHe, HapeueHo CHHIpoM Ha DaHKOHU, TpH
JIEKapCTBO, ChIIBPIKAIIO AUMETHUIIPyMapar, B KOMOMHAIIMS C IPYTH ecTepy Ha ymMapoBaTa KUCEIMHA,
M3IOJI3BaHHM 3a JIeueHUEe Ha Icopraszuc (3abomnsBaHe Ha Koxkara). AKO 3a0eNexuTe, e OTACIAITEe
MoBeYe yprHa, MO-’KaJH! CTE U ITHETE TT0BeYe TEYHOCTH OT 00MYaiiHOTO, MycKynuTe Bu m3rnexxaar
110-CJ1adu, MOJTyYUTEe CYYNBaHE Ha KOCT WM MPOCTO UMaTe 00JKH, obanere ce Ha Bamus siekap
BB3MOXKHO Hail-CKOpO, 3a J1a MOKE TOBA JIa c€ MPOYUH IO-TIOAPOOHO.

Jena u roHommM
He naBaiite ToBa nekapctBo Ha Jienia noJ 10-roauniaa Bp3pact, 3a1o0To JUICBAT JaHHHU MIPU Ta3H
BB3pPaCTOBA rpyIa.

Apyru nexapcrsa u Jumerniagymapar Mylan

TpsioBa na xaxere Ha Bamus nekap uim (apMmaieBT, ako mpuemMare, HaCKopo CTe MpUEMalld WK €

BB3MOJKHO Jla IpUeMaTe APy JIeKapcTBa, MO-CIEUalHO:

- JIEKapCTBa, KOUTO ChABPIKAT ecTepy Ha ¢pyMapoBara KucennHa (dhymapari), H3MOI3BaHU 3a
JIeYeHHE Ha TICOPHA3HC;,

- JIEKAPCTBA, KOUTO MOBJIMSBAT HMYHHATA CHCTEMA HA OPraHN3Ma, BKIIFOUUTEITHO JICKapCTBa
3a XHMHOTepanus, MMYHOCYIIPECOPH HJIU PYTH JIEKAPCTBA, M3MOJI3BAHHU 32 JieueHHe Ha
MC;

- JIEKAPCTBa, KOUTO 3acATaT ObOpennTe, BKIIOYATETHO HIKOW AaHTHOMOTHIIN (M3M0JI3BAHA 32
JiedeHrue Ha HH(peKIun), ,0TBOTHSIBALIM TadaeTkn” (duypemuyu), HIKOU BHIOBE
foakoycnokosiBamm (Hampumep uOynpodeH U Ipyru mogo0HU MPOTHBOBB3NATUTEITHU
CpEICTBa, KaKTO U JIEKApCTBa, 3aKyIleHH 0e3 pelenTa oT JIeKap) U JIEKapcTBa, ChbpiKallu
JIUTHI,

- npuemsbT Ha Jumernndymapar Mylan ¢ onpezieneHy BUIOBE BAKCHHM (JfCUBU 8AKCUHU) MOXKE
na Bu npuunaM nHQEKIns U ciegoBaTeTHoO TpIOBa a ce n30srea. Bammsr exap e Bu
MIOCHBETBA iy TPsOBa Ja ce MpHIarar Apyru BUJOBE BAKCUHU (HEXUBU BaKCHHM).
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JAumernndymapar Mylan ¢ aakoxos

KoHcymarusra Ha mo-TossiMo KoudecTBo (moBeye oT S0 ml) CHITHH aJTKOXOJIHU HAIUTKH (TIOBEYE OT
30% oGeMHO ChABpKAHHME HA AIKOXOJI, HAIPUMEP CIIMPTHU HAUTKHM ) TpsiOBa /1a ce n30sraa

B paMKHUTE Ha 4ac oT npuema Ha J(umermndymapar Mylan, Thil KaTo alKOX0JI'BT MOXKE J1a
B3aMMO/ICHCTBA C TOBA JiekKapcTBO. ToBa MoJe Jla Mpean3BUKa Bh3NAICHUE HA cToMaxa (eacmpum),
0cO00EHO TIpH XOpa, KOUTO BeUe Ca MPEapas3noioKeHH KbM TacTPHT.

BpemennocT u KbpMeHe
Axko cTe OpeMeHHa WM KbPMHUTE, CMATATE, Y€ MOXKE JIa CTe OpeMeHHa WM NIJIaHupare OpeMEeHHOCT,
OoChBETBalTE ce ¢ Bamus nexap nim apmaneBT npeau yrnorpedara Ha ToBa JICKapCTBO.

bpemenHocT
Nma orpannyeHa uHpopMaIus OTHOCHO e(peKTUTe Ha TOBA JIEKAPCTBO BBPXY HEPOJICHOTO JETE MPH

M3I0JI3BaHe 110 BpeMe Ha OpeMenHocT. He n3nomsaiite Jumerundymapar Mylan, ako cre OpeMeHHa,
OCBEH aKo CTe 00CHIUIN TOBa ¢ Bamus nekap u ToBa JiekapcTBO He € abCOMOTHO HeoOxo 1Mo 3a Bac.

Kepmene
He e u3BectHO Janm akTHBHOTO BemlecTBO Ha JIlumerundymapar Mylan mpeMrnHaBa B KbpMara.

Bammsr nekap me Bu nmoceBerBa nanu tpsiOBa 1a cripere Ja KbpMUTE WM Aa CIPETe Aa U3I0I3Bare
Humernndymapar Mylan. ToBa BkiItouBa mpelieHKa 3a moisaTra oT KbpMeHeTo 3a Jaereto Bu crpsmo
moJizara OT Tepanusra 3a Bac.

lodupane n padora ¢ MalIUHU

He ce ouakBa Jlumermndymapar Mylan na mosnusie cnocobHoctTa Bu 3a modupane u padora

C MalIMHH.

Jdumerundymapar Mylan cbabp:xka HaTpuil

ToBa nekapcTBO ChABPKA Mo-Manko ot 1| mmol varpuii (23 mg) Ha Karcya, T.e. MOKe J1a Ce Kaxe, 4e
MPaKTUYECKH HE ChIbPIKa HATPUII.

3. Kak na npuemare Jumerniadpymapar Mylan

Bunaru npuemaiite ToBa JiekapcTBO TOUHO KakTo Bu e xazan Bamusrt nekap. Ako He CTe CUTYpHU
B HEIIO0, MONMHUTalTe Bamms nekap.

Hauanna go3za: 120 mg n1Ba mbTH JHEBHO.
IIpuemaiitTe Ta3u HadauHa j03a Ipe3 MbPBUTE 7 JHU, CIIE] TOBA IpUEMaliTe cTaHAapTHAaTa J03a.

CranaaptHa no3a: 240 mg n1Ba mbTH THEBHO.
Humernndymapar Mylan e mpeaHa3HaueH 3a NepOpaTHO MPUIIOKCHHE.

I'paTaiiTe Beaka KamncyJa maja ¢ manko Bona. He TpsOBa ma pasnmensre, uynmute, pa3TBapsre,
CMy4YeTe UM AbBUETE KallCcyjaTa, Thil KaTO TOBA MOXE Ja YBEINYU HAKOU HEXKEIAHU PEAKIUU.

IIpuemaiite {lumernngymapar Mylan ¢ xpana — ToBa MOKe a TOMOTHE 3a HAMAJISIBaHE Ha MHOTO
YECTUTE HEXENIaHH peakiuu (M30poeHu B Touka 4).

AKO cTe TIpHeJIH OBeYe 0T HeoOxogumaTa Ao3a Aumerundymapar Mylan
AKO cTe mpueny TBBpJe MHOTO Karcysiu, yBeaoMeTe He3a0aBHO Bamms Jiekap. Br3moxxso e na

MOJIy4nTE HEXKeNaH! peakiuu, oJ00HN Ha ONMHMCAHUTE M0-/I0]Ty B TOUKa 4.

AKko cTe nponycHaau aa npuemere Jumerundymapar Mylan
He B3emaiiTe qBOIHA 1032, 32 1a KOMIIEHCHpAaTe MPOITycHATaTa /103a.
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Moskete a mpueMere mpoIycHarara J03a, ako OcTaBaT Hall-Maiko 4 Jaca 1o cienBaiiara Bu nosa.
B nmpoTtuBeH crnyyail u34yakanTe 10 cieBalaTa iIaHupaHa J103a.

AKO ¥Mate HIKaKBH JOM'BIHHUTEITHA BBIPOCH, CBBP3aHU C YIIOTpedaTa Ha TOBA JIGKAPCTBO, TOMUTANTE
Bammust nexap unu ¢papMarieBT.

4, Bb3MOKHM HeKeJaHW peakInu

KakTo Bcuukn JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a MPECAN3BHUKA HEXKCITIaHU pCaKIIUH, BBIIPCKH Y€ HC
BCCKHU I'M ITOJIy4yaBa.

CepHO3HH He:KeJTaHU PeaKIuu

Humernndymapar Mylan Moxe 1a moHUXHU Opost Ha TUMQounuTUTE (BUA OCIM KPHBHU KIIETKH ).
Hanmnuuero Ha HamaseH Opoii Oenu KpbBHU KJIETKH MOXeE Jia TOBUINN Bamus prck oT nHbEKus,
BKJIFOYMTEITHO PUCKA OT psAKa MH(EKIINSI Ha MO3bKa, HapedeHa IPOrpecuBHA MYJITH(OKATHA
neskoeHedanonarus (IIMJI). IIMJI Moxe na goBeae A0 TeKKA CTCIICH Ha MHBAIHAN3UPAHE UITU
cMbpT. [IMJI e HacTeiBana cien 1 1o 5 roavHM jJedeHue U 3aToBa Bammst nexap TpsOBa na
MPOABIDKY Ja ciequ Opos Ha Bammre Genn KpbBHU KIIETKH B X012 Ha JedeHnero Bu, a Bue TpsoBa na
HaOmoAaBare 3a moreHUuanHu cumintomu Ha [IMJI, kakTo ca omucanu mo-uxony. Puckst ot [IMJI
MOJKe J1a € O-BUCOK, aKO IPE/IN CTe IPUEeMalIi JIEKapCTBO, KOETO BJIONIaBa (PyHKIMITAa HA UMyHHATa
CHCTeMa Ha OpraHu3Ma.

Cumnromute Ha [IMJI Morar aa Hamoao6sBar Te3u Ha npuctbl Ha MC. Te Morat ja BKIrOuBatT
HOBOIIOSIBMJIA CE MJIM BJIOIIABAIIA CE CIa0OCT B €HAaTa CTpaHa Ha TSAIOTO; HEMTOXBATHOCT; IIPOMEHHU
B 3pEHUETO, MUCIICHETO UJIM MaMeTTa; OOBPKaHOCT, TPOMEHHU Ha JIMYHOCTTA WM 3aTPyAHECHHS

B FOBOpa U OOIIYBAaHETO, TPACIIU MTOBEYE OT HAKOJKO JHU. 3aTOBA € MHOTO BaKHO Ja Pa3roBapsre
BB3MOKHO Haii-ckopo ¢ Bamms nekap, ako cMsrare, ye Bamara MC ce Biomasa uim 3a0enexure
HOBH CUMIITOMH, IOKaTO ce JekyBare ¢ Jumernndymapar Mylan. Pasrosapsiite 3a neuenuero cu u
¢ Bamus maptHbop MM ¢ nuiara, KOMTO ce rpukat 3a Bac. Mose 1a ce mosiBAT CUMIITOMU, Ha KOUTO
Bue moxe na He 00bpHETE BHUMAHHE.

-  Cebpikere ce He3a0aBHO ¢ Baums Jjiekap, ako H3MUTBATE KOMTO M /1a € OT Te3H CHMIITOMH.
Texkn anepruyHu peakuuu

OT HAIMYHUTE JAHHU HE MOKe Ja ObJie HalpaBeHa Ol[eHKa Ha YeCTOTaTa Ha TEXKUTE AlePrHYHH
peakunu (C HEM3BECTHA YECTOTA).

IMTouepBeHsABAHETO Ha JIUIIETO HIM TSUIOTO (3auepesiséarne) € MHOTO YeCTa He)KellaHa peakius. Berupekn
TOBA, aKO 3aUEPBSABAHETO € IIPUAPYIKEHO OT YEPBEH OOPHUB MIIM YPTUKAPUS M UMAaTe KOMTO M Jia € OT
CIIEJIHUTE CUMITTOMH:

- OTOK Ha JIMIIETO, YCTHUTE, yCcTaTa Win e3uka (aneuoeoem)

- XPHUIIOBE, 3aTPYAHCHO IHIIAHe WK 3aayX (Oucnues, Xunokcus)

- 3aMaiiBaHe MK 3ary0a Ha ch3HaHue (Xunomomust)

TOBa MOKE JIa IIPEJICTABIIABA TEKKA alleprudyna peakuus (anaguraxcus).

-  Crpere npuema Ha J{lumerningymapar Mylan u ce cBbpikeTe He3a0aBHO C JieKap.

JIpVYIM HeJKeJIaHU peaKIuu

MHmuoro yectn (Morar aa 3acersar noseue ot 1 Ha 10 qymn)

- MovepBeHsIBaHE Ha JIMLIETO UITH TSUI0TO, yCEIaHe 3a 3aTOIUIsIHE, TOIJIMHA, TapeHe HIH ChpOex
(3auepsssane)

- peaKH u3NpaXHEHUs (ouapusi)

- rajieHe
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- 00JIKa B CTOMAaxa MU CIIa3Mu

> HpHeM'bT Ha Bamerto JIEKAPCTBO € XpaHa MOXXE J1a IOMOIHE 3a HaMaJIIBaHE Ha
TrOpCONMMUCAHNUTC HCKCIIAHU PCAKIINH .

BemecTBa, Hape4eHN KETOHM, KOUTO C€ NMPOU3BEKIAT ECTECTBEHO B OPTAaHU3Ma, MHOTO YECTO CE
yCTaHOBSIBAT IIPH U3CIICABAHUATA Ha YpUHATa [0 BpeMe Ha npuema Ha umMernndymapat Mylan.

I'oBopete ¢ Bamms Jiekap Kak 1a ce COpaBUTE C Te3W HEKENaHU peaklnu. Bammsar gekap Moxe 1a
Hamanu go3ata Bu. He HamansBaiiTe mo3ata cu, OCBEH aKko JieKapsT He Bu kaxe 1a ro HarmpaBuTe.

Yectu (Morar ja 3acernar 10 1 Ha 10 mymim)

- BB3NAJICHNE HA IUTaBUIIaTa Ha YepBaTa (racCTPOCHTEPUT)
- rajgere (MOBpBILAHE)

- JIOIIO XpaHOCMUIIAHE (JIMCTIETICH )

- BB3MAJICHUE HA JIUTaBULlaTa Ha cToMaxa (racTpuT)
- CTOMAIIHO-YPEBHO HapyIICHUE

- ycelaHe 3a napeHe

- ropely BBJIHU, YCEIlaHe 3a TOIIMHA

- cbpOex Mo Koxkara (IpypUTyc)

- 00puB

- PO30BH MJIM YEPBEHH IMETHA MO KOXKaTa (epuUTeM)
- Kocora (anormerus)

Hexenanu peakiinu, KOUTO MOXKE J1a C€ YCTaHOBST P M3CICBAHNS HA KPHBTA WM yYpuHAaTa Bu

- HUCKU HWBA Ha OeNuTe KPBBHU KIETKU (1umghonernus, 1eexonenus) B KpbBTa. Hamanerust 6poit
Ha 6enuTe KPHbBHU KJICTKH 03HA4aBa, 4e TsU10To By pasmonara ¢ mo-Manku BE3MOKHOCTH Ja e
Oopu ¢ nuHpekun. AKo nMaTe cepro3Ha HHGEKIUs (HarpuMep MHEBM OHHS), TOBOPETE
He3zabaBHO ¢ Bamus nekap.

- oentbuu (ar10yMur) B ypuHarTa

- MOBHIIIaBaHE HA HUBaTa Ha YyepHOApoOHUTE eH3uMu (AJIAT, ACAT) B XpbBTa

Heuectn (Morar ga 3acernar g0 1 va 100 qymm)
- AIEPTUYHH PEAKIUU (CEPBXUYBCMEUMENTHOCT)
- HaMansBaHe Ha Oposi Ha TPOMOOIIMTUTE B KPBBTa

Penxu (Morar na 3acernar no 1 va 1 000 mymim)
- BB3IAJICHNE HAa YepHUS Jpo0 U MOBUIICHUE B HUBaTa Ha YepHoaApoOHUTe eH3uMu (AJIAT unu
ACAT 6 xombunayus ¢ oOunupyoun)

C Heu3BecTHA 4ecTOTAa (0T HATMYHUTE JAaHHU HE MOXe Aa ObJe HalmpaBeHa OL[eHKa)

- XEpIIEC 30CTEP ChC CUMIITOMHU, KaTO HallpUMEP MEXYypH, ITapeHe, CbpOexk Uik 00JIKa 10 KOKaTa,
OOMKHOBEHO OT €J[HaTa CTpaHa Ha rOpHATa 4acT Ha TSUIOTO WJIIHM JINLIETO, U IPYTH CUMIITOMHU
KaTo Tpecka u cnabocT npe3 paHHUTE (Pa3u Ha MHPEKIMSATA, TOCIEABAHA OT CKOBAHOCT, ChPOeK
WITM YepBEHHU TeTHA U CHJIHA 00JKa

- xpema (puHopes)

Jdena (na Bb3pact 13 1 noBeye roJUHU) U IOHOLIHU

N3bpoennTe mo-rope HeXKEeNaHu Peakiuy e OTHACST CHIIO M 3a JIela U FOHOIIIH.

Hsaxon Hexenann p€akuuun ce C'bO6H_IaBaT IMO-4€CTO IpH ACa XU FTOHOIIH, OTKOJIKOTO IIPpHU BB3PACTHH,
HarpuMmep FJ'IaBO6OJ'II/Ie, 0o0/IKa B CTOMaxa WA CTOMAIIHHU CltasMH, MOBPBIIAHE, 0ojKa B I'bpPJIOTO,
Kanuia v 0oje3HeHa MEHCTpyaIlusl.
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Cho0maBaHe Ha HeKeJIaHU PeaKIum

Axo MOJYYHUTC HAKAKBU HCKCIIAHU JICKAPCTBCHU PCAKI[NU, YBCAOMETC Bamus JICKAap Ujiu (bapMaHCBT.
ToBa BKIIFOYBA BCMUKHM BB3MOKHH HEOIMMCAHH B Ta3M JIMCTOBKA HEXXEIIaHN pCaKkuyu. Mosxere ChIIIO Oa
ChOOIHUTE HEXKEIIAaHW PEaKI[UK JUPEKTHO Ype3 HAIlMOHAJTHATa CHCTeMa 33 ChoOIaBaHe, TOCOYeHa
B [Ipuioxkenue V. Karo cpoOiiaBare HexenaHu peakIuu, MOXKETe Ja JaJieTe CBOsI IPUHOC 3a
MoJTyyaBaHe Ha MoBeue MH(POPMAIAs OTHOCHO 0€30IaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansaBarte Jumerwiapymapat Mylan
Jla ce cpxpaHsiBa Ha MsCTO, HEIOCTBITHO 3a JeLa.

He n3non3BaiiTe ToBa JIeKapcTBO CIIE/ CPOKa Ha TOJHOCT, OTOSNA3aH BBPXY OMUCTepa UK OyTUIIKATa
U KapTOHEHaTa onakoBka cnen ,,EXP*“. CpokbT Ha TOAHOCT OTTOBApS Ha MOCIACAHUS ACH OT
MOCOYEHUS MECELI.

Jla He ce chxpanssa Haja 30 °C.

He u3xpppisiiTe ekapcTBara B KaHAIM3aLMITa MM B KOHTEWHEPa 3a IOMALIHU OTHAIbIIH.
[HomuTaiiTe Bammms dpapmaleBT Kak Ja H3XBBPISATE JeKapCcTBaTa, KOUTO Bede He H3Moa3Bare. Te3n
MEpKHU 1€ CIIOMOTHAT 3a Olla3BaHE Ha OKOJIHATa Cpeaa.

6. CbabpikaHue HA ONAKOBKATA U AONBJHUTEIHA HH(pOPMALHUSs

Kakpo coabpaxa Jumerniadgymapar Mylan

AKTHBHO BEILECTBO: qUMETHI(ymapar.

Humernndymapar Mylan 120 mg: Bcsaka kancyna ceappxka 120 mg qumernndymapar.
Humernndymapar Mylan 240 mg: Bcsaka kamncyna cpappxka 240 mg qumernindymapar.

Jpyrute chCTaBKM ca MUKPOKPHCTAIHA IEITyJ103a, KPOCKapMero3a HaTpui (BUKTe TOUKa 2
SAumerungdymapar Mylan ceabpska HaTpuii®), Tauk, KOJIOUAEH 0€3BOJCH CHIINIIUEB TUOKCHU],
MarHe3ueB cTeapar, TPUETHIIIUTPAT, ChIIOJIMMEp Ha METaKpHIIOBA KHCeTMHa-MeTwIMeTakpuiar (1:1),
30-miporieHTHA TUCTIepCHs Ha ChIIOJIMMEDP Ha METaKpHJIOBa KucennHa-etunakpunar (1:1), xenatus,
tutanoB quokcua (E171), opunsatHocHEB0 FD&C Ne 2 (E132), sxbat xenezen okeun (E172),
IIeJJIaK, MPOMUJICHTJIMKOJ, aMOHHEB XUAPOKCU]I, YepeH rxkene3eH okcun (E172) u npeuncrena Bona
(camo B karcynute ot 240 mg).

Kak m3ruexna Jumermwigpymapat Mylan u kakBo chbIbpka oNaKoBKaTa

Humernndymapar Mylan 120 mg ctoManHo-yCTOHYMBY TBBPAN KAINCyIH ca CTOMAIIHO-yCTOMYNBHU
TBBPIM KAICyJId B CHHBO-3€JI€HO U 05110, ¢ oTnevarad Haamic ,, MYLAN nax ,,DF 120, cpappxanm
0emnu 10 MouTH OeNy MeNieTH C EHTEPOCOIBEHTHA 0OBUBKA, M Ce MpeAarat B OJIHCTepH, ChIbPIKaIlu
14 cromamHO-yCTOWYNBH TBBPAH KATICyIH, OIMCTEPH C EIMHUYHH J03HU, ChIbpXKaIM 14 ctoMarnHo-
YCTOWYMBH TBBPIH KAICYJIH, U TNTACTMACOBHU Oy TUIIKA, ChAbpKamu 14 v 60 cToManrHo-yCcToiInBH
TBBPIU KarCyJH.

Humernndymapar Mylan 240 mg cToManrHo-yCTOHYMBH TBBPIU KAIlCYJIH Ca CTOMAIIHO-YCTOHYNBH
TBBPM KaICyJId B CHHBO-3€JICHO, ¢ oTredyaran Haamuc ,,MYLAN® nan ,,DF 240, ceappxaniu oenu
710 TOYTH O€JM MeJIeTH C eHTEPOCOIBEHTHA OOBUBKA, U € IIpeyIaraT B OIMCTepH, ChbpIKaIM 56 Uin
168 cromarHO-yCTOHYMBY TBBPAM KAICyNIH, OMUCTEpH C SIMHUYHH 03U, ChABpPXKAIIN 56 Win
168 cromaniHO-yCTONYMBY TBBPAM KAICyJH, M TIACTMAaCOBU OYTHIIKH, ChIABPKAIIU 56 UiH

168 cromaniHo-yCTOHYMBY TBBPAU KAICYIIH.

He Bcnuknu BHJOBC OIIAKOBKH MOTaT Aa 6’I>I[aT IMyCHATH Ha I1a3apa.

50


https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

IIpuTekaTen Ha pa3pelleHHETO 3a YIOTpeda

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Upnanaus

IIpousBoauTenn
Mylan Hungary Kft.
Mylan utca 1
Komarom, 2900
YHrapus

Mylan Germany GmbH
Benzstrasse 1

Bad Homburg

61352 Hesse
I'epmanus

3a JOnBJIHUTEIHA I/IH(I)OpMaHI/Iﬂ OTHOCHO TOBa JICKAPCTBO, MOJIA, CBBPKETC CC C JIOKAITHUA

MpeCTaBUTEN Ha MPUTEKATEN Ha Pa3pelIeHHeTo 3a yrnoTpeoda:

Belgié/Belgique/Belgien
Viatris

Tél/Tel: + 32 (0)2 658 61 00
Bnarapus

Maiinan EOOJ]

Ten.: +359 2 44 55 400

Ceska republika
Viatris CZ s.r.o.

Tel: + 420 222 004 400
Danmark

Viatris ApS

TIf.: +45 28 11 69 32
Deutschland

Viatris Healthcare GmbH
Tel: +49 800 0700 800
Eesti

Viatris OU

Tel: + 372 6363 052
EALGda

Viatris Hellas Ltd

TnA: +30 2100 100 002
Espafia

Viatris Pharmaceuticals, S.L.

Tel: + 34 900 102 712
France

Viatris Santé

Tél: +33 4 37 25 75 00
Hrvatska

Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599
Ireland

Viatris Limited

Tel: +353 1 8711600

Lietuva

Viatris UAB

Tel: +370 5 205 1288
Luxembourg/Luxemburg
Viatris

Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)
Magyarorszag

Viatris Healthcare Kft.
Tel.: +36 1465 2100
Malta

V.J. Salomone Pharma Ltd
Tel: + 356 21 22 01 74
Nederland

Mylan BV

Tel: +31 (0)20 426 3300
Norge

Viatris AS

TIf: + 47 66 75 33 00
Osterreich

Viatris Austria GmbH

Tel: +43 1 86390

Polska

Viatris Healthcare Sp. z.0.0.
Tel.: + 48 22 546 64 00
Portugal

Mylan, Lda.

Tel: + 351 21 412 72 00
Romania

BGP Products SRL

Tel: +40 372 579 000
Slovenija

Viatris d.o.o.

Tel: + 386 1 23 63 180
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Island Slovenska republika

Icepharma hf. Viatris Slovakia s.r.o.
Simi: +354 540 8000 Tel: +4212 32 199 100
Italia Suomi/Finland

Viatris Italia S.r.1. Viatris Oy

Tel: + 39 (0) 2 612 46921 Puh/Tel: +358 20 720 9555
Kvbztpog Sverige

CPO Pharmaceuticals Limited Viatris AB

TnA: +357 22863100 Tel: + 46 (0)8 630 19 00
Latvija

Viatris SIA

Tel: +371 676 055 80
JlaTa Ha MOCJIeHO NPePa3IIeKIaHe HA JTHCTOBKATA
Apyru u3TtouHunu Ha nHGopManus

[Mompo6ua nH}opmMarus 3a TOBa JIEKapcTBO € MpeocTaBeHa Ha yeOcalita Ha EBponeiickara areHius
o JiekapcrBara https://www.ema.europa.eu.
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