MPUJIOKEHUE)

KPATKA XAPAKTEPI/ICTI/&IHA INPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Hdumerundymapar Mylan 120 mg croManiHo-ycTOHYMBH TBBPAH KaTCyJIn
Hdumerundymapar Mylan 240 mg croManiHo-yCTOHYUBY TBBPAH KaTCyIn

2. KAYECTBEH U KOJIMYECTBEH CbCTAB b

<

Jumermwindymapar Mylan 120 mg cToMalHo-yCTOMYUBYA TBHPAU KaIICYIIN ,&

Bcesika ctomamrHo-ycToiiunBa Karncyna cpabpxka 120 mg numerungymapar (dimethyl ful@te).

Jumetwindymapar Mylan 240 mg ctoManHo-yCTOHYUBYA TBBPAU KAICYIU

Bcsika cToManiHo-yCcToiuMBa TBhp/a Karcyia cbappxka 240 mg numetwidyma a??dimethyl
fumarate). Q‘?‘

3a MBJIHUA CHUCHK Ha IMOMOIIHUTE BElleCTBA BHKTE TouKa 6.1. Q/&
3. JEKAPCTBEHA ®OPMA /éb

CroMamHo-ycToWYMBa TBBpAA Karcyja (CTOMaHJHo—yCToﬁIH&a Rncyna)

Jlumetnindymapar Mylan 120 mg CTOMaHJHo-VCToﬁqHBH@;,pHH KaICcyJiu

Haamuc ,,MYLAN® nan ,,DF 120, ceappxaniu 0 0 MOYTH OCJIH MEJICTH C CHTEPOCOJIBEHTHA

00OBUBKa. @

JInmermindbymapar Mylan 240 mg cromamrygQ-yCTONYNBY TBEPIU KAIICYJIH

CromamnrHo-yCTOHYHNBY TBBPIY KAICylId B CI/IHLO—%gHo u Os10 ¢ ApKKHA 21,7 mm, ¢ oTrieyaraH

CToMaIHo-yCTOMYMBH TBBPAU Kchy@I/IHBOQGHeHO ¢ mppknHa 21,7 mm, ¢ oTrieyaTtaH HaJIIIuC
-MYLAN“nan ,,DF 240, cmmpma@ €JIM JIO TIOYTH OEJIH TIEJIETH C €HTEPOCOJIBEHTHA OOBUBKA.

NS

4.  KJUHUYHU ILAH}\Ig\ \

4.1 TepaneBTHYHH n@aﬂnﬂ

Hdumernndymapar € MOKa3aH 3a JICYCHNUE HA Bb3PACTHHU M NeIUaTPUYHH MALUEHTH Ha
BB3pacT 13 u nosg JIMHY C IPUCTHITHO-PEMHUTEHTHA MHOKecTBeHa ckiieposa ([TIPMC).

4.2 I[omponzh ¥ HAYMH HA NPUJIOKEHHE

HequHeJ@HGBa Jla C€ 3aIlouHe 110/ HAOJII0ICHUETO Ha JISKap ¢ ONUT B JICYCHUETO HA MHOXKECTBEHA
CKIIEpO3a.

s

@AqanHaTa no3a e 120 mg aa meTH nHeBHO. Chen 7 qHU 103aTa TpsiOBa Ja ce YBEIHYH JI0
QﬂpenopquTeHHaTa nojIbpaKaiia jgo3a ot 240 mg /Ba IbTH AHEBHO (BXK. Touka 4.4).

AKO ManyeHThT NPOIyCHE eIHa /1033, He TPsA0Ba Aa npueMa ABoiHa Ao3a. [lanueHTsT MoXe 1a
MpreMe IpoIyCcHaTaTa J03a caMo aKo MEXAY J03UTe ca MuHaIM 4 yaca. B mpoTuBeH ciydaif
MaIMEHTHT TPAOBa J1a U34aka JIo ciie/Balara jio3a 1o rpapuk.



Bpemenno HamansBane Ha jo3ara 10 120 mg 1Ba mbTH THEBHO MOJXKE J1a HAMAJIH IT0sBaTa Ha
3auepBsBaHE U CTOMAIIHO-YPEBHU HEXKENaHU peakiuu. B pamkute Ha 1 Mecel TpsiOBa na ce
BH300HOBU MPUEMBT HA MPEHOPBUUTEITHATA MTOIIbpKAIIA 1032 oT 240 mg JBa ITTH THEBHO.

Humernndymapat Mylan Tpsi6Ba na ce npuema ¢ xpana (Bx. Touka 5.2). [Ipu manmesTHTe, KOUTO
MO’KE J1a IMaT 3a4epBSIBAHE WM CTOMAITHO-YPEBHU HEXKEIAHN PEaKIny, IPHEMbT Ha b
Humetnnpymapar Mylan ¢ xpana Moxxe 1a moo0pu moHocuMocTTa (BK. Touku 4.4, 4.5 u 4.8). Q/

CrernyangHu oIy IAIHA ,&
Cmapuecka 6v3pacm Q
KnuanyanTe npoydyBanus Ha JUMETHI(PYMapaT ca POBEJCHU C OrpaHUdeHa eKcno3I/Ig§ npu
MAIUCHTH Ha BB3PAcT 55 ¥ NOBeYe rOJIMHU M HE BKJIFOUBAT JOCTAThUYCH OpOi MalueHTH Ha Bh3pacT 65

Y TOBeYe TOJUHH, 32 J]a C€ ONPEACH A Te OTTOBAPAT 110 pa3IMdYcH HAYUH, B C €HHE C T10-
MJIQNTE MMAMeHTH (BX. Touka 5.2). Ha 6a3ara Ha HauMHA Ha ACHCTBHUE HA aKTUBHOTO BEIIECTBO, HAMA
TEOPETUYHU OCHOBAHUSI 32 KAKBOTO H Jia OMJIO M3MCKBaHE 32 KOPEKIIMHU Ha JT MIPH TAUEHTH

B CTapuecKa Bb3pacrT. &

bvbpeuno u uepHodpobHo yepescoare Q/

Jdumerundymapar He € Mpoy4YBaH NpH MaUEHTH ¢ ObOpEUHO WiIn t@npo(ﬁo yBpexaane. Ha
0a3ara Ha KIMHUKO(APMAKOJIOTUYHHU MPOYYBAHHS, KOPEKIIHU Ha a He ca He0OXOJUMH (BK.
Touka 5.2). Heo0xoammo e moBUIIEeHO BHUMaHUE MPH JICYeHUE @unemn C TEXKa CTEIEH Ha
OBOPEYHO WK YePHOIPOOHO yBpeKaaHe (BkK. Touka 4.4). Q

Teouampuuna nonynayus
Jlo3upoBKaTa € eTHaKBa MPH Bh3PACTHH U NMEAHATPUY IIUCHTH HA BB3pacT 13 1 moBeve roAnHU.
Hanuunurte moHacTosIeM JaHHHU ca OIMCAaHHU B TO‘I®4.4, 4.8,5.1ub.2.

Bbe3onacHocTTa M ehuKkacHOCTTA HA TUMETHUII paT mpu Jena Ha Bb3pacT noA 10 roauHu Bee orre

MMa orpaHvyeHu JaHHU [IPU €La Ha BL3pacw5>~ﬂy 10 u 12 rogunu.
HE €a YCTAaHOBEHU.

O

Hauun Ha OPUIOKEHHE J&
3a mepopaIHo NPUIIOKEHHE. \%

Karicynara tpsi6Ba 1a ce mor. zﬁqa\uﬂna. Karmcynara unu cbIbpkKaHUETO M HE TPIOBa Ja ce uyIy,

pasnens, pa3TBaps, CMyue 'bBYE, THH KaTO EHTEPOCOJIBEHTHATA OOBUBKA Ha TEJICTUTE
IPEeIOTBPATSIBA JIPA3HEII] eKTH BbPXY YepBaTa.
4.3 TIporuBomox |

CBp’bXLIyBCTBI/ITeJ'IQCT KbM aKTHBHOTO BEIIIECTBO M KbM HIKOE OT MOMOIIHUTE BEIIECTBA,
n30poeHu B TouKa 6.1.
Honosnpangm MOTBBP/ICHA MPOTrpeckBHA MyaTH(OKaIHA JeBKoeHedaronatus (ITMJI).

4.4 (@na.mm Nnpeaynpe:xIeHus U Npeana3Hu MepKH MPH ynoTpeda

KD’@ na6op ATOPHHU TCCTOBEC

@pOMeHM B Pe3yJITaTUTE OT OBOPEYHUTE JIAOOPATOPHU TECTOBE Ca HAOJIIOJaBaHH B KIIMHUYHU

POYYBaHHMS MIPY MAIUEHTH, JIEKYBaHU ¢ quMeTHidymapar (Bxk. Touka 4.8). Knuanunure
MOCIIE/ICTBUS OT TE3W MPOMEHU ca Hen3BecTHU. O1ieHKka Ha ObOpevHaTa pyHKIUs (Harp. KpeaTHHHH,
ypeeH a30T B KPbBTA U U3CJICIBaHE HA ypUHATA) Ce NMPENopbyBa MPEAH 3aMo4YBaHe Ha JICYCHUETO, CIIE
3 u 6 Mecela JieueHue, Ha Bceku 6 0 12 mMecera ciej ToBa M KaKTO € KIMHUYHO MOKAa3aHo.

B pesynTat ot 1edeHrneTo ¢ TuMeTHIhyMapaT MOKe Ja Bh3HUKHE JICKAPCTBEHO MHIYITUPAHO



YBpEKIaHE HA YSPHUS AP00, BKIIOYBAILIO MOBUIICHUE HA YEPHOIPOOHUTE €H3UMHU (> 3 ropHara
rpanuiia Ha HopMmaTa (I'TH)) u yBenuuenue Ha HHMBaTa Ha ooOuius Ounupyous (> 2 I'TH). BpemeTo mo
HACTBIIBAHETO MOXKE J1a ObJIe BeIHAra, HIKOJIKO CEIIMUITM WU MO-IBIEI iepuo. Ciex criupaHne Ha
JICYCHUETO CEe HAOJII0/IaBa OTIIYMsBaHE Ha HexenaHuTe peakiuu. OIieHKa Ha CEPyMHUTE
aMuHOTpaHchepasn (Harp. anmanud amuHoTpanchepasa (ALT), acnaprar amuaoTpancdepasa (AST))
W HUBaTa Ha oOIIMs OMIMPYOHH ce pernopbuBa Mpe/Iy 3alloYBaHe Ha JICUCHUETO U M0 BpeMe Ha
JICYCHUETO, KAKTO € KIIMHIUYHO MOKA3aHO. Q/b

[TanmenTrTe, TeKyBaHU ¢ QUMETHIPyMapar, MoraT aa pa3BusT JuMboneHus (Bx. Touka 4.8 HU
OT aKTyaJlHa ITbJIHa KPhbBHA KapTHUHA, BKIIFOUUTEITHO 32 TUMQOIUTHTE, TPIOBA J1a ce nonyq@npe)m
3aroYBaHe Ha JICYCHUETO C IUMETHI(PyMapar.

AXoO ce yCTaHOBH, Y€ OpOsT Ha JIUM(OIMTHTE € 10T HOPMAJHUS Hana3oH, TpsOBa g ce HarpaBu
IIaTeJTHA OIICHKA Ha Bh3MOKHUTE MPUYMHY MIPEIX 3aI0YBAHE HA JICYCHUETO C [ ndymapart.
Jumetwidymapar He € MpoydBaH MPH MALKEHTH C MPEALICCTBAIM HUCKK cToiiHocTH Ha Opost Ha
AUMQOLUTUTE U TIPU JICYCHUETO HA T3 MALMCHTH € He0OX0IUMO ToBHIICHP BHIManue. [Ipu
TNALMENTH ¢ TexKa TuMponenus (6poii Ha mumdonutute < 0,5 x 10%1) He Ba JIa ce 3ar04Ba
Je4YeHHE C TUMEeTUII(Pymapar. )

Crnen 3anouBaHe Ha TepanusrTa Tpa0Ba Ja ce MPOBEKAAT I/I3CJ]CILB3H@ bJIHATA KPbBHA KapTUHA,
BKITIOUHTENTHO Ha TMM(OLUTHUTE, Ha BCEKH 3 Mecela. /O

[Tpu manmenTn ¢ TMMAOTIEHUS ce MPEToPHUBa /1a Ce MOAXO0XKAa (Q10BI/IHI€HO BHUMaHHE MOPaan
MIOBHUIIIEH PUCK OT MPOrpecuBHA MyNTH(OKaIHA neBKoeHue(édonaTHﬂ (ITMJ1), kakTo cnenBa:

[IpueMbT Ha TUMeETHIGYMapaT TpsOBa aa ce cngﬂpn HAaUEeHTH C MPOIBIDKUTEHA TEKKA
nmumponenus (6poit na mumdomutute < 0,5 x,10%1), nepcucruparua B poIbIKEHUE Ha OBEYE
0T 6 Mecena. N

[Tpy manmeHTy ¢ MPOABIKUTEIHO YME ngaMaﬂﬂBaHe Ha aOCcoMOTHUS Opoit Ha
nmumporutute > 0,5 x 1091 1o < 0,8 x 10°/1 B npoxbmkenue Ha moseue oT 6 Mecena,
CHOTHOIIEHUETO TONI3a/PUCK OT JIe QIGTO ¢ nuMeTmIymapat TpsOBa J1a ce MPEOIeHH.

J
ITpu marmenTu ¢ Opoii Ha U WTHUTE TOJ1 OJTHATa rpanuia Ha HopMarta ([II'H),
neduHHpaHa criopen pedep WSl TMana3oH Ha MECTHUTE J1adopaTopuu, ce MpernopbyuBa
PEOBHO MpociieAsiBaHe Ha a0COMOTHUS Opoil Ha mumdonutute. TpsiOBa na ce B3eMaT MpeaBul
nombIHATETHATE (akTePy, KOHUTO MOraT B OIe MO-TONIMA CTEIEH J1a OBHIIAT
VHJUBUYJIHUS PUC TIMJI (Bx. monroukara 3a [IMJI nmo-nosny).

%Ba Jla ce TpOocCITesiBa 10 o37paBsaBaneTo (Bk. Touka 5.1). Cren
ca Ha aNTepHATHBHU BapHaHTH 3a JICYEHHUE, PEIICHUATA AU Ja Ce 3all0YHe
aT, WIH He, CIIe]l CITUpaHe Ha JIEUYeHHETOo, TPSAOBa Ja ce OCHOBaBaT Ha

BposiT Ha TUMpOIUTHT
03/IpaBsIBAHETO U TP
OTHOBO JIMMETHII
KJIMHHYHATA TpeIeHKa.

H)_IDCHO-MaF]%eH pesonanc (JIMP)

IIpenu @qBaHe Ha JIeYeHHEeTo ¢ TuMeTmiIhymapar TpsioBa ja e Hanuie u3xoauo IMP
n300p@xKCHNEe (0OMKHOBEHO TIOTYYEHO B pAMKHUTE Ha 3-Te MPEIXOIHU MEecelia) 3a CIpaBKa.
He&nMocna ot pombiaHUTEeNHO SIMP ckanupane TpsiOBa Aa ce MmpeLeHsBa ChIiIACHO
OHAJTHUTE U MECTHUTE mpenopbku. IMP u3cneaBanus Moxe ga ce 00CHKIaT KaTO J4acT OT
%BnmeHaTa OIMTEITHOCT NP MAIFEeHTH, 32 KOUTO CE CMSITa, Y€ ca M3JI0KEH! Ha MOBHILEH PUCK OT
%MH. B citydaii Ha knmuauuHO cbMHeHue 3a [IMJ] He3abaBHO TpsiOBa na ce nposene IMP uscienBane
3a TUarHOCTUYHH LIETIH.



IIporpecusna Myatudokaiga geskoeHnedanronarus (IIMJI)

Cpoobmrasa ce 3a [IMJI npu nauueHTH, JiekyBaHu ¢ quMetmindymapar (Bx. Touka 4.8). [IMJ] e
OTIOPTIOHUCTUYHA UH(EKIHA, TPUUMHsIBaHa OT Bupyca Ha John-Cunningham (JCV), kosito Moke na
ObJe CMBPTOHOCHA WJIM J1a IOBEJIE IO TEXKKA CTEICH Ha HHBAIMAN3UPAHE.

(%

Cayuan Ha [IMJI ca Bb3HMKBAJIH [0 BpeMe Ha JICUeHUE ¢ AUMETHIPyMapaT U IPyTH JIEKapCTBEH b

MPOAYKTH, ChIbPKAIIU pyMapaTd, Ipy Hamngue Ha TuMmdorenus (Opoit Ha TUMQOIUTHTE 1O ).

[IpoapmxuTeTHaTa yMEpeHa 0 TEXKA TUMQOIIEHHUS M3TIIeKa YBEIMIaBa pUcka OT Bb3HUK a

I[IMJI o Bpeme Ha JeueHne ¢ JUMETHI(hyMapaT, HO MPU MALUEHTH C JeKa TUMPOTICHUS pI@’bT HE

MoOXKe Jja ObJie N3KITIOUEH.

HompnauTtenHnTe (haKTOPH, KOUTO MOXKE /1a AOMIPHHECAT 3a TOBUIIIABaHE HA PUCKA OT p&BHme Ha

I[IMJI npu Hanmure Ha TuMQOIIeHHS, ca:

. MPOABIDKUTEITHOCT Ha JiedeHneTo ¢ aumetmwipymapar. Coygan Ha [IMJI ¢ MBaJIU Clie]l
npubau3uTenaHo 1 1o 5 roguHu nedeHue, Makap TOUYHATa BPb3Ka C MPOABIKATEIIHOCTTA Ha
JICUCHHUETO J1a HE € U3BECTHA.

o 3HAYUTENIHO HamassiBane Ha Opost Ha CD4+ u ocobeno CD8+ T-kiie €, KOUTO ca Ba)XKHHU 32
MMYHHATa 3aIuTa (BX. Touka 4.8), u

. MPEIX0AHA UMYHOCYTIPECUBHA WJIM UMYHOMOTyJIHpAaIia Tepan&x. MO-707Ty).

.HCKapI/ITC Tp516Ba Ja HaHpaBHT OIICHKAa Ha MMalfuCHTUTEC CH, 3a Ja OBJT JaJIX CUMIITOMUTE Ca
MOKA3aTeJIHU 33 HEBPOJIOTUYHA JUCPYHKIIUS U, aKO € TaKa, 1 3U CUMIITOMH ca TUu4HH 32 MC
WU € BB3MOXKHO Jia ce nbnKaT Ha T[IMUJI. @

[Ipu mepBUTE NpU3HALM WM CUMIOTOMHU, IpeAnoaaranyu @UI, numeTrihymapar TpsiOBa aa ce crpe
U Ja C€ U3BBPIIAT CbOTBETHUTE AUATHOCTUYHH OLIEHK mountenHo onpenensue Ha JJHK na JCV
B niepeopocnmaanHara teqnoct (LICT) upes MeTona/38 KOTHIECTBEHO ONpeesTHe MoInMepa3Ha
BepikHa peakuus (polymerase chain reaction, PCR), " Cummromure na [IMJI Morar na Hanono6sisar
perauB Ha MC. TUNHMYHUTE CUMIITOMH, CBLp3® ¢ [IMJ1, ca pa3zHooOpa3Hu, Iporpecupar

B IPOIBJDKEHUE HA THHU 0 CEAMMLU U BKnmq@ Iporpecupaia ciabocT B eHaTa CTpaHa Ha TSIIOTO
WJIN HCIIOXBATHOCT Ha KpaﬁHI/IHI/ITe, CMy1II s Ha 3pCHUCTO U IIPOMCHH B MUCJICHETO, IIaMCTTa U
OpHUCHTAIHUATA, KOUTO BOJAT JI0 06Lp1<au@ IPOMEHH Ha JIMYHOCTTa. Jlekapure Tps6Ba 1a Ob1aT
0co0eHO HaOMIOJaTENHN 3a [10sIBaTa MIToMH, npeanonaramu [IMJI, konTo nauueHTsT MOXe J1a
He 3a0enexu. OcBeH ToBa naunenm@rp%Ba Ja ObJaT ChbBETBAHU Aa MHPOPMHUPAT CBOS TAPTHHOP
WIIN JIMLaTa, KOMTO CE TPIKAT 3a Tsid-3a JICUCHNUETO CH, Thil KaTo Te Morar Jia 3a0esiexar CUMIITOMH,
3a KOMTO MALMEHTHT HE CH z[ali{cn\/[ema.

IIMJI mo3ke 1a BB3HHUKHE C nipu Hanmuue Ha JCV undexnus. TpsaOBa 1a ce uMa NpeaBuI, ue
BIIMSIHUETO Ha JINMQoIIe BBPXY TOUHOCTTA Ha CEpyMHHUs TecT 3a aHTU-JCV aHTHTENa HE €
MPOYYEHO MPH HaLue %KyBaHI/I ¢ mumeTmipymapat. Heobxoaumo e chIlo Taka J1a ce 0TOenexH,
Y€ HAJIMYUETO Ha OT TesieH TecT 3a anTu-JCV aHTuTena (Ipy HaJIM4Kue Ha HOPMaJIeH Opoit
nuMdonuTH) He 1 Ba BE3MOJKHOCTTA 32 TocJieiBamio pazputie Ha JCV nHdekuus.

Axo naunem@&amne [IMJ1, neuenneto ¢ gumetmidymapat TpsiOBa 1a Ob1e OKOHYATETHO

MpeKpaTeH
L

[penxofito JieueHne ¢ IMYHOCYIIPECOPH MIIA HMYHOMOIYJIATOPH

N
H @I‘I%)OBC)KHE[HI/I MPOYYBaHHUS 32 OLICHKA Ha epukacHOCTTa M OE30MAaCHOCTTA Ha IUMETHI(dyMapar
PEBKIIIOYBAHE Ha MAIMEHTH OT APYTrH OosiecT-MOUPHUIMpPAIIN TEPauy Ha TuMeTI(gymapar.
3MOXHO € NPEAX0JHAa UIMYHOCYTIPECUBHA Tepanus Aa JolpuHece 3a pa3BuTrero Ha [IMJI npu
JIEKyBaHU C AUMETWI(pyMapaT HarueHTy.

Crnyuau na [IMJ] ca Bp3HUKHAIIM TIPY TAIIMEHTH, JIEKYBaHU NIPEIU TOBA C HATAIN3yMa0, 3a KOMTO
I[IMJI e ycranoBeH puck. Jlekapure TpsOBa f1a ca HasICHO, 4e mpu cirydante Ha [IMJl, Bb3HUKHATH
CJIe]] CKOPOIITHO CIIMpaHe Ha HaTAIM3yMald, MOXe Jia HIMa JTUM(OTICHHUSL.



OcBeH TOBa MOBEYETO MOTBBPACHH citydan Ha [IMJI nipu nedenue ¢ nuMetmidymapar ca Bb3HUKHAIN
MIPH MAIUEHTH C MPEAXOTHO UMYyHOMO Ty INPAIIO JICUeHHE.

[Tpu npeBkIrOYBaHE HA MAMEHTH OT JIpyra OojecT-MoauduIMpaIia Tepanus Ha TuMeTHidymapar,
MOJYXUBOTHT M MEXaHU3MBT Ha JICHCTBUE HA Ta3H JPyra Tepanus TPsAOBa Ja ce 00CHIAT ¢ el J1a ce
n30eTHE aJINTUBCH UMYHEH €(EKT, KATO ChIIIEBPEMEHHO Ce HAMAJIH PUCKBT OT MTOBTOPHO aKTHBHP
Ha MC. U3cnenBane Ha MbJIHA KPhBHA KapTUHA CE NIPEMOPHYUBA MPEIU 3aNI0YBAHE HA JICUCHHE

¢ ruMeTtmindymapaT U IeprHOANIHO B X012 Ha JIedeHHeTo (BXK. ,,KpbBHI/TabopaTopHU TECTOBE

rope). &
O

Texko 6b0peuHO U YEPHOAPOOHO YBpEKIAHE Q
Jumerundymapar He € MpoyyBaH IPU MALUEHTHU C TEKKa CTeNeH Ha ObOpeuHo ni H})I[p06HO
YBPEXK/aHE U, CIE€0BATEIHO, IPU TE3M NAIUEHTH € HEOOXOAUMO MOBUIIEHO BHU e (BK.

Touka 4.2). sz\

TexKo aKTUBHO CTOMALIHO-YPEBHO 3a001BaHe §/

JumetundymapaT He € IPoy4BaH MPU NAIMEHTH C TEKKO aKTUBHO CT HO-4PEBHO 3a00JI4BaHE U,

CJICOOBATCIHO, ITPU TE3U MAIIUCHTHU € HCO6XOI[I/IMO IIOBHIIICHO BHH

(%

3auepBsBaHe Q

[Ipu knuHUYHN npoyuyBaHus 34% OT JIeKyBaHUTE C nHMeTHn@]MapaT MAIMeHTH UMaT 3a4epBsIBaHe.
[pu mo-ronsiMaTa 9acT OT MAIUEHTUTE ChC 3aqepBﬂBaHe,®e JIEKO WJIM YMEPEHO I10 TexkecT. JlaHHnTe
OT NPOYYBaHUS IPH 3PaBH JOOPOBOIIIH MIPEATIONATaT, A€ CBBP3aHOTO C AUMETHI(PyMapar
3a4epBsBaHE BEPOSTHO € OMOCPEICTBAHO OT MPOCTALaHIMHU. EMH KpaThK Kypc Ha JIeYeHHE ChC

75 mg aneTUICaIUIIMIOBA KUCEINHA 0e3 emepocg@ﬂma 00BHBKa MOXKE Jia ObJie TI0JI€3eH MPU
MAIMEeHTH, KOUTO CTPAIaT OT HETTOHOCHMO 3auepBsiBanHe (Bk. Touka 4.5). B aBe nmpoyuBaHus npu
3apaBu 10OPOBOJIIIM HaMalsiBa MOsBaTa U Te&a Ha 3a4epPBSBAHETO B MIEPHO/IA HA MIPUIIOKCHUETO.

[Mpu KTMHUYHY IPOyYBaHMS 3 OT 0OIIO g%@ JIEKyBaHU C IUMETHII(PyMapar MarieHT H3UTBAT
CEpHO3HH CHMIITOMH Ha 3aqepB;{BaHe,-§u 0 BEpPOSITHO MPEICTABIISBAT PEAKLINH HA
CBPBXUYBCTBUTEITHOCT WJIM aHA(DUIL THH peakiuu. Te3u chOUTHS He ca JKUBOTO3aCTpallaBalliy,
HO BOJAT 110 Xocnuranu3anus. [1p CBAIIMTE JICKAPH U MAIJMEHTHUTE TPsOBa 1a BHIMABAT 3a Ta3H
BB3MOKHOCT B CJIy4ail Ha TE)KKH Peakiiy Ha 3auepBsiBane (BK. Touku 4.2, 4.5 u 4.8).

AHadUnaKTUYHU peaKkLnU :\&

Cries1 npuIIoKeHUE HA %‘HH@)}’M&}J&T B IIOCTMApPKETHHIOBHU YCIIOBHSI C€ ChOOIIABAT CITydau Ha
aHagunakcus/anad oujiHa peakins. CUMITOMUTE MOTAT Jia BKJIIOYBAT JTUCITHES, XUITOKCHS,
XHUITOTOHHSI, aHFI/I(% , OOpHB WK ypTHKapusi. MeXaHU3MbT Ha aHA()UIIAKCHsI, HHIyITUPaHa OT

I[I/IMeTI/IJ'I(l)yMapaT, HeusBecTeH. Te3n pcaknuuun OOMKHOBEHO BH3HHKBAT CJICA IbpBAaTa A103a, HO MOKE
ChIIO Ja Bb3H T BbB BCCKM MOMCHT 10 BpEME Ha JICHCHUCTO U MOT'aT Aa 6’[:.):[aT CCPUO3HU U
JKHMBOTO3acC aBaliu. HaLII/IeHTI/ITe TpH6Ba Ja 6’L,I[aT HWHCTPYKTHUPAHU [a MPCKPaTAT IpHEMa Ha

z[I/IMeTI/m&, paT ¥ Aa MOTHPCAT He3a0aBHO MEIUIIMHCKA TIOMOIII, aKO TOJTy4aT MPU3HAIM WIH
CI/IMHTO@ a aHagunakcus. JledenneTo He TPsAOBA 1a ce MOHOBABA (BXK. ToUKa 4.8).

Q
QQ’Q



HNudexnmu

[Ipu ¢aza Il nnaneGo-koOHTpoOIMpPaHU POyYBaHHs YecToTaTa Ha HHpekuuure (60% cpemy 58%) u
cepuosnute uHbekmu (2% cpenty 2%) e ToJo0Ha MPH MaIUEHTH, JICKYBaHU ChOTBETHO

¢ nuMetmindymapat mim anedo. Bernpeku ToBa, mopaayn IMyHOMOIYJIHPAIIATE CBOHCTBA Ha
mumeTridymapat (Bx. Touka 5.1), ako najieH manuenT pa3Bue ceprno3na nHeKIus, TpsoBa 1a ce
oOMucIH criupane Ha JeuenueTo ¢ Jumerundymapat Mylan u 1a ce HanpaBu MOBTOpPHA OLIEHKA
TIOJI3UTE ¥ PUCKOBETE MIPEIH J1a Ce IMOIHOBH Tepanusara. [lannenTure, nomy4asamy Junvernnd)
Mylan, TpsioBa 1a ObJaT MHCTPYKTHPAHH Ja ChOOIABAT HA JICKaps 32 CHMIITOMH Ha HH(EK
[MaumeHTHTE CHC CEpO3HM UHPEKIIMU HE TPsAOBaA Aa 3anousar Jieuenue ¢ Jumerundymap
JOKaTo MHPEKuuATa(uTe) He OTUIYMH(SIT).

He ce nabmronaBa yBenuuaBaHe Ha 4yecToTaTa Ha CEPUO3HUTE MHPEKIIUH NIPY TALUCHTH ¢ Opoii Ha
mumponurute < 0,8 X 10%1 mmu < 0,5 x 10%1 (k. Touka 4.8). AKo TepanusTa np KU TIPU
HaJIM4YKe Ha yMepeHa JI0 TeXKKa MPOABIDKATETHA TUM(OIICHNS, PUCKBT OT OIIOPIIOHHUCTHYHA
nHpekus, BkounTeHo [IMJI, He Moke ma 6b1e m3kiIodeH (Bx. Touka 4.4,.40Toukara OTHOCHO

TIMUI). &

Xepriec 30cTep HHPEKINH QQ/

HabnronaBanu ca ciiydau Ha Xepriec 30CTep MpH JICYCHUE C IUME ’,QyMapaT. [ToBeueto cirywan He ca
CEpUO3HH, HO ca ChOOIIABAHH U CEPHO3HH CIIy4aH, BKIHOUHUTEI CEeMHMHHUPAH XepIiec 30CTep,
xeprec 30cTep opTanMuKyc, XepIiec 30CTep OTHKYC, XepIiec 30CTép HeBPOIOTHYHA HH(DEKIIUS, XepIec
30CTep MEHHHTOCHIIE(AIUT U XEPIIEC 30CTeP MeHMHFOMMemQ/T €31 ChOUTHS MOTaT J]a HACTBIIT MO
BCSIKO BpeMe€ B Xo1a Ha jeueHueto. [IpocnensBaiite nauy@TnTe, npuemantu lumernndymapar
Mylan, 3a npu3HaLU U CAMITOMH Ha XepIIeC 30CTep O HO KOraTo € ChOoOIIaBaHa ChIIbTCTBALIA
nuMdonmToneHus. AKO ce pa3BHe Xeprec 300Tep,\¥23a Ja ObJie IPUIIOKEHO MOIXOISIIOTO

neuenne. OOMHUCIIETE MPEKbCBAHE HA JICUSHUETO C eTrndymapat Mylan nmpu nanmeHTH cbe
CEPHO3HU MH(EKINH 10 OTITyMSIBaHE Ha HH@)eK@ﬂTa (Bk. Touka 4.8).

Q

Jleuenuero ¢ Jlumerundymapar Mylad §6Ba Jla ce 3aroyHe MOCTENEeHHO, 3a J1a C& HaMaJlu 110sBaTa
Ha 3a4€pBsABAHE U CTOMAIIHO-UYPEBH eNlaHu peakuuu (BXK. Touka 4.2).

3amouBane Ha JSUYEHUETO

CunapoMm Ha Fanconi

AN

poMa Ha Fanconi mpu rlekapcTBEH MPOAYKT, ChIbPIKAIIL

usi ¢ IPYTH ecTepy Ha (ymapoBaTa KucenvuHa. PaHHaTa quarHo3a Ha
'bCBAHETO Ha JICUCHHETO C JUMETHIIPyMapaT ca BaKHH 3a

[IBAaHETO HA OBOPEUHO YBpEKAAHE U OCTEOMANIAIUS, Thi KATO CHHIAPOMBT
. Hait-BaxHUTE MPU3HAIM ca: MPOTEHHYPHSI, TIFOKO3YpHs (C HOPMATHU HHUBA
Ha KpbBHA 3aXap), XUrepaMuHoAIIypust U Gpocharypus (Bb3MOKHO € Jia € STHOBPEMEHHO

c xnno@oc@zn&hﬂ). [Iporpecusita Moxe Ja BKIIFOUBA CUMIITOMH KaTO TOJHYPUS, TIOIUIUATICUS 1
cnaboct B UMaITHUTE MYCKYJIH. B peiku ciydan Moe Jia HACThITH XunodochareMuuHa
0CTEOM C HeJIOKaNIMU3UpaHu OOJIKK B KOCTHTE, MOBHUIIICHA ankaiHa pocdarasa B cepyma u cTpec
(’ppaKTy@ KHO €, Ye CHHAPOMBT Ha Fanconi Moske J1a HACTHITH Oe3 MOBHUIIICHN HUBA HAa KPEaTHHWH
170071 a CKOpOCT Ha IJIoMepyJiHa GpuiiTpanus. B ciiydaii Ha HesICHU CUMIITOMHM TpsiOBa j1a ce
oGM&T cHHIpOM Ha Fanconi u na ce U3BbpHIAT MOIXOIAIIN H3CICABAHUS.

CroOmmaBanu ca ciyvad Ha
JuMeTwIgymMapaT B KOM
cuHIpoMa Ha Fanconi
NpeoTBpaTsIBaHe H
0OWKHOBEHO € 00D

@znnanMqHa HOMYJIaIs

[IpodpmrbT Ha Ge3omacHOCT € Mo00eH MPH NeTUATPHYHHUTE MMAMEHTH B CPaBHEHHUE C B3PACTHUTE
CJICZIOBATEITHO MPENYNPEKACHUITA U IIPEIIa3HUTE MEPKH Ca MIPHUIIOKHUMH U TP TTeIMATPUIHNATE
MalMeHTH. 3a KOJMYECTBEHUTE Pa3IMKH B ipodria Ha Oe30MmacHOCT BIKTe Touka 4.8.



JpnrocpodyHaTta 6e30MacHOCT Ha JUMETHIIQyMapart MpH MenaTpudHaTa MOoMyJaius Bce olle He €
yCTaHOBEHA.

C’I)H’I)D)KaHI/Ie Ha HaTpUu

To3u JekapcTBeH MPOAYKT ChAbpkKa mo-mManko ot 1| mmol narpuii (23 mg) Ha karcya, T.e. MO)KG%D
ce Kaxke, 4e MPAKTHUYCCKU HE ChABbPIKA HATPHIA. Q/

4.5 BzaumopeiicTBHe ¢ IPYTH JIeKAPCTBEHU MPOAYKTH U ApYyru (popmu Ha B3anMoz|e17K e

Hdumerundymapar Mylan He e mpoydBaH B KOMOMHAIMA C aHTUHEOIJIACTUYHHU UITH UMY TIPECUBHH
TEpanuy U CIEeI0BATEIIHO, IPH EAHOBPEMEHHO IIPUIIOKEHUE € HEOOXOAMMO [TOBUIICHO-BHHMAaHUE.
IIpu KIMHUYHN TPOYYBAHUSI HA MHOXKECTBEHA CKJIEP03a, €THOBPEMEHHOTO JIEUEHUEALA TIPUCTHIIUTE

C KpaThK Kypc Ha MHTPaBEHO3HO NMPUJIaraHu KOPTUKOCTEPOUIU HE € CBBP3aHO C V%LIHO 3HAYUMO

MTOBHUITIaBaHE Ha YecTOTaTa Ha HH(EKITHO3HN 3a00JITBAHHS. sz\
ChITBTCTBAIIO MPUIIOKEHUE HA HEXKUBU BAKCUHU B ChOTBETCTBUE C HAIIUO T€ UMYHHU3aIMOHHU
KaJIeHIapy MOXKe 1a ce OOMICIN TI0 BpeMe Ha Tepanwusrta ¢ JumeTundy Mylan. B xiauHIYHO

NpOyYBaHe, BKIIOYBAINIO 0010 71 manueHTn ¢ NprUCTHITHO-PEMUTEHT @.ﬁomeCTBeHa CKJIepo3a,
NalnKueHTHTe, MpueMay quMetuingymapar 240 mg aBa IbTH THEB POOBIDKEHNE Ha Hali-MaJIKo
6 Mecera (n = 38) wWin HEMETHIIMPAH UHTEPPEPOH B MPOIBIIKCHH l}%>Ha171-MaJH<0 3 mecena (n = 33),
HOCTHTAT CPaBHUM MMYHEH OTTOBOD (IeduHHpaH KaTo > 2-Kpa: BEJINYCHHE OT TUTHPA IPEIN
BaKCHHAIIMATA JI0 TUTHpA Clle]] BAKCHHAIIMATA) HA TeTaHUYEH TORGOU T (CEHCHOMIN3UpAI aHTUT'CH) 1
KOHIOTHpaHa MEHHMHIOKOKOBa nonn3axapuana C BakcuHa (H@éHTMreH), JIOKaTO UMYHHUST OTTOBOP
KBbM Pa3IMIHUTE CEPOTUIIOBE HA HEKOHIOTHpaHa 23-BajefiZHa ITHEBMOKOKOBA TTOJIM3aXapyIHa
BaKCcHHA (HE3aBUCHUM OT T-KIIETKH aHTUT'eH) Bapyupa U gzseTe rpymnu 3a nedenue. [lonoxurenen
UMYHEH OTTOBOD, Ie(UHUPAH KaTO > 4-KpaTHO yBEJUYCHHE Ha TUThPA Ha aHTHTENIaTa KbM TPHUTE
BaKCHHH, CE MOCTHUTa OT MO-MaJIKO YYACTHUIH U B e rpynu 3a jeuenue. KoHncratupanu ca Majaku
YHCIICHH Pa3IN4Ms B OTTOBOPA KbM TETaHUUCH wconﬂ Y THEBMOKOKOB TIOJIN3aXapHJl CEPOTHUIT 3B
M0J13a Ha HETIeTUIIMPAHUsI HHTEPPEPOH. @

JIlumcBaT KIMHAYHY TaHHU 32 e(bHKaCHO @I/I 0C30IMaCHOCTTA HA JXKMBUTE ATCHIOWPAHU BaKCUHU IIPpU

MNanueHTH, NprueMaln I[I/IMeTI/IH(I)yMaﬁ ylan. ’KuBuTe BaKCMHHA MOXKE Ja Ca HOCUTCIIM Ha ITOBUIIICH
PHUCK OT KIIMHNYHA I/IH(beKHI/ISI NHECT a Ja C€ Mpujiarat 1mpu nauueHTH, JICKYBaHU
C I[I/IMCTI/IJ'I(i)YMapaT Mylan, OCBEC B U3KJIOYHUTCIIHU ClIydad TO3U NOTCHIUAJICH PUCK CC CMCTHEC,

Y€ KOMIICHCHPA pHUCKa OT HCIIOCTABAHC HAd BAKCMHA HAa KOHKPCTHUS ITAIlUCHT.

ITo Bpeme Ha neuenue ¢ Jn ndymapat Mylan TpsiOBa 51a ce U30srBa €IHOBPEMEHHOTO
HPHIOKEHUE Ha IPYTH HQ OJIHU Ha (hyMapoBaTa KHCEIHHA (JIOKATHO WUITH CHCTEMHO).

IIpu xopa numeTnn aT ce MeTabOoJIM3Upa eKCTEH3UBHO OT ecTepasy IpeJy Ja JOCTUTHE
CHCTEMHOTO KPbB IIIEHUE, a IOMBJIHUTEIICH METa00JIN3bM CE OCHIIECTBSABA UYpe3 LMKbJIA Ha
TpUKapOOKCHITHATA XK CEINHA, Oe3 ydacTHeTo Ha cuctemara Ha uutoxpom P450 (CYP). Ilotenunanau
PHCKOBE 3a JIe TBCHHU B3aMMOJICHCTBUS HE Ca yCTAHOBEHH OT MPOYYBaHHs Ha IN Vitro uuxudupane
Y MHIYKLIN @ICYP, NpOy4BaHe Ha P-TIMKONPOTEHUH WIK NPOYYBaHUS HA CBBP3BAHETO C IPOTEHHU
Ha JIUMET Mapar ¥ MOHOMeTmiI(pyMapat (OCHOBEH METa0OIUT Ha AUMETHIPyMapar).

YecTg MBTI0I3BaHNTE JICKAPCTBEHU MPOAYKTH MPH NAIMEHTH C MHOYKECTBEHA CKIIepo3a — HHTepdepoH
Oe Y TJIATUPaMEPOB aleTaT, IPUI0KEHU HHTPAMYCKYIHO — Ca KIIMHUYHO TECTBAHHU 3a
n&eﬂunanHH B3aUMO/JICHCTBUS C IUMETHI(PYMapAT, IPH KOETO HE MPOMEHSAT (PapMaKOKWHETUIHUS

@y poduL.

JlaHHHTE OT IPOYUYBAHUS MPH 3APABH JOOPOBOJIIIH MTPE/IIONATaT, Y€ CBBP3aHOTO C JUMETHI(PyMapar
3a4€pBIBaHE BEPOSATHO € ONIOCPEACTBAHO OT IPOCTarjlaHAuHu. B aBe npoydBaHus Ipu 34paBU

JI0OPOBOJIIIK IPUIOKEHHETO Ha 325 mg (MM eKBUBAJICHTHA J103a) alleTHIICAIMIIAIOBA KUCeIMHa 0e3
EHTEePOCOJIBEHTHA 00BMBKA 30 MUHYTH Mpeau MpueMa Ha JUMeTHI(pyMapar, J03UPaHEeTO ChOTBETHO
B TIPOJIbJDKEHUE Ha 4 IHU U B paMKHUTE Ha 4 CEIMUIIM, HE IPOMEHST papMaKOKWHETUYIHUS MPODUIT Ha



nuMetnindymapat. [loTeHInamrHUTe PUCKOBE, CBBP3aHU C TEPAIHSTA C AlCTHICATHINIOBA KUCEINHA,
TpsOBa Ja ce pasriienaT Ipeayd eTHOBPEMEHHOTO TIpmiokeHue ¢ Jumerundymapar Mylan mpu
MaIMEHTH ¢ PUCThIHO-pemMuteHTHa MC. [IbarocpodynaTra HempeKbCcHaTa yrnorpeda Ha
alleTHJICATUIMIIOBA KUcenrHa (> 4 ceIMUIIN) HE € poydeHa (Bx. Touku 4.4 u 4.8).

CwrpreTBamia Tepanus ¢ HePOTOKCUYHU JICKAPCTBEHHU MPOAYKTH (HAPUMEp aMHUHOTITHKO3U/IH, ’O
JIUYPETUIIH, HECTCPOUIHH MTPOTUBOBB3MAIUTEIIHU CPEICTBA WIH JIMTUH ) MOXKE Ja MMOBUIIN b
MOTeHITaIa 32 ObOPEeYHN HeXXeJlaH! peakiui (Hamp. IPOTeHHYPHs, BXK. TOUKa 4.8) py NarneHTi
npuemariny Iumermidymapar Mylan (Bx. Touka 4.4, ,,KpbBHE/Ta00paTOpHH TECTOBE™). &

KOHCYMaHI/IﬂTa Ha YMCPCHHU KOJIUYCCTBA aJIKOXOJI HE TPOMCEH CKCIIO3ULIMATA HA JUMCT yMapart u

HE ce CBhP3Ba C YBEINYaBaHE HA HEXEaHUTE JIeKapcTBeHU peakiuu. Koncymanusita OJIeMU
KOJINYECTBA CHUIJIHU aJIKOXOJIHHU HamUTKH (TIoBeue oT 30% 00eMHO ChABbpKaHUE HA aiAKOX0M) TpsAOBa qa
ce n305TBa B paMKHUTE Ha €IWH yac oT npuema Ha Jumerundymapat Mylan, Toit AJIKOXOJBT

MOXK€ J1a IOBEAC N0 YBEINYAaBAHC HA Y€CTOTAaTa HAa CTOMAIIHO-YPCBHU HC)KCJI&%C OuTHS.

In vitro mpoyuBanus Ha unaykiusaTa Ha CYP He moka3Bat B3aMMOICHCTBH ny AUMETHIpyMapaT
Y [IEPOpAITHU KOHTPALIENITHBHH Cpe/cTBa. B eHo in Vivo mpoy4uBane eiH MEHHOTO TIPHIOKEHNE
Ha IuMeTIIhyMapaT ¢ KOMOMHHPAH MepopaeH KOHTPAENTHB (HOPT! aT ¥ eTUHHUJIECTPAAMOIN) He
MMPpEAN3BUKBA HUKAKBa CbOTBECTHA ITPOMAHA B €KCIIO3UIUATA HA IICP W KOHTPAUCITUB. He ca
IMPOBCKJaHU IPOYUBaHUA 3a B3aHMO[ICI71CTBPI5[Ta C mepopaiHu KO CITHUBU, CbAbpKalllu JPYTrrU
IPOTeCTOreHH, HO He ce 0OYakBa BiusHHE Ha JumeTnindymapat an BbPXY TAXHATA eKCIIO3UITHSL.

IlegpnaTpyyHa monyJiarust @

[IpoyuBanus 3a B3aMMOJAEHCTBUATA Ca IPOBEXKIAHH ca@npn BB3PACTHH.

4.6 @epTHauTeT, )PEMEHHOCT U KbPMEHe \)?j

<

BbpemeHnHoct @

JIumcBat WM ©Ma OrpaHUYCHH JaHHH O@Tp%am Ha JUMeTIIhyMapaT nIpu OpeMEHHH JKeHH.
[Ipoy4BaHMsATa PH )KMBOTHH TTOKa3Ba4 PEIPOITYKTUBHA TOKCHYHOCT (BK. Touka 5.3).
Hdumerundymapar Mylan ve ce pe YBa M0 BpeMe Ha OPEMEHHOCT U TIPH JKEHH C JIETePOACH
HOTEHIHAN, KOUTO HE N3MOJI3BAT ozsIIa KoHTpauenus (Bx. Touka 4.5). umetundymapar
Mylan tpsi6Ba na ce u3mon3Ba o BpeMe Ha OPEMEHHOCT CaMo MPU KaTeropuyHa HEOOXOAUMOCT U aKO
HOTEHIMAIHATA 110J13a OIIPaB oTennmanaus puck 3a deryca.

Kopmene @

He e n3BectHo nanu THII(hyMapaT Wi HErOBUTE METa0OJIMTH Ce eKCKpeTupar B Kbpmara. He
MOJKE /12 €€ U3KIII), CK 33 HOBOPOZCHUTE/KbpMadeTaTa. TpsOBa 1a ce B3eMe peleHne Jau 1a ce
IpeycTaHOBU KEPMOHETO WM Ja ce MpeycTaHoBH Tepanusita ¢ Jumernindymapar Mylan. TpsiOsa na
ce B3eMar Ipe 10J13aTa OT KbPMEHETO 3a IETETO U I0JI13aTa OT TepalusTa 3a KeHara.

CDCQTI/IJ‘II/I@

Jlum TIAaHHU 32 e(heKTUTE Ha JUMEeTHIdyMapaT BEpXyY depTuiiuTera npu xopa. JJanau ot
np HUYHUTE IPOYYBaHUsI HE MPEIojaraT Bpb3Ka MEXIy AUMETWI(PyMapaT U MOBHUILEH PUCK OT

Q/ eH pepruuTeT (BXK. Touka 5.3).



4.7 EdekTn BbPXY CIOCOOHOCTTA 3a modupaHe U padoTa ¢ MaIIUHU

Jumerundymapar Mylan He MOB/IHsIBa WK MTOBIIMSBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a modupaHe u
pabota c mammHu. He ca mpoBexJaHu Npoy4uBaHUs BPXY CIIOCOOHOCTTA 3a modupane 1 padbora

C MalllMHH, HO B KJIMHUYHUTE IPOYYBAHUS HE Ca YCTAHOBEHH CBBbP3aHU C IUMETHI(PyMapar eeKTH,
KOHMTO €BEHTYAITHO Jia TIOBJIHSABAT Ta3W CIIOCOOHOCT. c

4.8 Hexenanm JiekapcTBeHH peaKun QQ/

Pesrome Ha mpoduiia Ha Oe30macHOCT

O
<
Haii-uectute Hexenanu peaxiun (dectota > 10%) mpu manyeHTH, JeKyBaHU ¢ IUMETHIymapar, ca
3a4yepBsBaHE U CTOMAIIHO-YPEBHH CHOMTHSA (T.€. JUapus, rajeHe, KopeMHa 0onka, Qelka B ropHaTa
YacT Ha Kopema). 3auepBsSBaHETO U CTOMAIIHO-YPEBHUTE CHOUTHS ca C TCHICHIIN osiBa
B HAYallOTO Ha Kypca Ha JiedeHue (Hail-Beue Tpe3 MbPBUS Mecell), KaTo MPU MaueHTH ChC
3a4epBsBaHE U CTOMAIIHO-YPEBHU CHOUTHS, TE3H CHOUTHS MOTAT JIa MPOABIKAL Ja Ce MOSIBSIBAT
NEepUOJUYHO B X0/1a Ha JieueHneto ¢ Jumernndymapar Mylan. Haii-uecto [IABaHUTE HEXKEJIAHH
peaxIum, BOACIIH JI0 IPEyCTaHOBABaHE Ha JieueHneTo (dectora > 1%) 1 aI[MeHTH, JIEKyBaHU
¢ numetnwidymapar, ca 3aueppsiBane (3%) U CTOMAaIIHO-YPEBHU CHOU

B mane60-KOHTpOJUpPaHy M HEKOHTPOJIMPAHU KIIMHUYHH MPOYY ’?& 0010 2 513 manueHTH
MoJTyJaBaT IUMETHI(yMapaT 3a mepuou 10 12 roauau ¢ 001 O3UIIVs], EKBUBAJICHTHA Ha

11 318 gorekoroauuu. O6mo 1 169 narueHTr nojyyaBaT Hali-M&IKO 5 TOAMHHU JICUCHUE

¢ numetwindymapar, a 426 nanMeHTy NOTydaBaT Haﬁ-ManKoQU TOAMHU JICUEHHE C TUMETHI(hyMapar.
OnuThT MPU HEKOHTPOIUPAHUTE KITMHUIHH npquBaHm@ CHOTBETCTBHE C OIKTA MPH I1anedo-
KOHTPOJHMPAHUTE KITUHWUYHU TIPOYUBAHHUSL.

TabauyeH CIUCHK Ha HEXETAHU JICKApCTBCHU peaxvggﬁ

Hexenanute peakiyu, IPOSIBUIN C€ B KIMHUYBAL TIPOYYBAHHUS, IPU MOCTMAPKETHHTOBUTE
IpOYyYBaHUs 3a 6E30MACHOCT U MONTYYESHH OL CIIOHTAHHU ChOOIICHUSI, Ca MPEJICTABeHH B TabiuiaTa
T10- /10Ty 6

J
Hexenanute peakiuu ca mpeacTaBe TO mpeanountanu tepmun o MedDRA B cuctemo-
opraunu kinacose 1o MedDRA. Helkelanure peakiunu mo-0I1y ca MpeCTaBeHH B CIICIHUTE
KaTeropHu CIIOPEJl YeCTOTAaTa:
- Mtoro gectn (> 1/10) A\
- Yectu (> 1/100 o0 < )
- Heuectu (> 1/1 00 < 1/100)
- Penxu (>1/10 0 < 1/1 000)
- MHoro penkn 10 000)
- C HeI/I3BeCT§ croTa (OT HATMYHKUTE IAaHHHU HEe MOJXKe Jia Ob/ie HalpaBeHa OLICHKA Ha

YecToTara
CHCTeMo-@taHHn KJIacoBe Mo
Hexenana peakuust Kareropus nmo 4yecrora
MedD
I/IH(b@ 1 ¥ nHpeCcTaIu I"actpoenTeput Uecra
[IporpecuBna myntudoxanHa
C HeusBecTHa 4ecToTa
o) neBkoernedanonarus (ITMJI)
\% Xeprec 30cTep C HeHW3BECTHA YEeCTOTa
QA{apymeHm Ha KPBBTA U Jlumdonenus Yecra
muMmdHaTa cUcTeEMa JIeBkoneHus Yecta
TpomboruToneHus Heuecra
Hapymenwust Ha UMyHHaTa CBpBX4yBCTBUTEITHOCT Heuecra
cucremMa Anadunakcus C Heu3BecTHa YecTOTa
Hucnues C Heu3BeCTHA YeCTOTa
Xunokcust C Hen3BecTHa YecToTa

10



CuctemM0-0pranHu Kjiacose I10
MedDRA

Hexenana peakuust

Kareropus mo yecrora

XHUIIOTOHUSA

C Heu3BECTHA YECTOTA

AHruoenem

C HeusBeCcTHA YeCcToTa

Hapymenus Ha HepBHaTa

VYcemiane 3a napexe Yecta 1
cHucTeMa (
CbI0BH HapYIICHUS 3auepssiBane MHoro gecta n\*

['opemy BbJIHU UYecta [\“‘
Pecniuparopuu, rppaau u /g

PATOPHI, TPBIL Punopes C Hew3BeCTHA e
MEIMACTUHAJIHHU HapyIIeHUs o
CromamHo-4peBHU HapymeHus: | duapus MHoro yecta \Q

l'apene MHoro qecmﬂ

Bbonka B ropHara 4act Ha

MHoro

Kopema

Kopemna 6onka MHuordgecra

[ToBpbIane Yedia,"

Hucnencus Yecra

LCacTput S¢cta

CroManiHo-4peBHO HapymeHne(;t ecTa
XemnaToOWIMapHA HAPYIICHUS [ToBumena acnaprar 0) Yecra

amuHOoTpaHcdepasza A’O

IloBunieHa anaHuH \2

Yecra

amuHOTpanchepaza (7

JlekapcTBEHO UHIY UM PAHO
YBpEXKJIaHe Ha qqugf Jpob

C Heu3BecTHA YeCcTOTa

Ha JIEBKOIIUTHUTE

HapymeHnus Ha koxara u [Ipyputyc UYecta
MOJKOXKHATA ThKaH O6pus N Yecra
Epurem ,,‘/\ UYecta
Anoneqpﬁ,‘/ UYecta
Hapymenus Ha 6b0penuTe 1 v
HpO'gHypI/m Yecra
MTUKOYHHUTE MBTHUIIA e
OOG1u HapyieHust U epeKT HA | ¢, N
S@uaHe 3a TOIIMHA Yecta
MSICTOTO Ha IPWJIOKEHHE N\
Uscnensanus \2 aHHY 32 KETOHHU TeJa
A .:f MHoro yecra
B ypUHaTa
& \ | Hannune Ha anOymuH B ypuHara | Yecra
*& [lormkeHn cTOMHOCTH Ha Opos
A UYecra
D

O\[
&
oL
,{b
O
R
Q/{-
§
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Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

3auepessane

B mnane6o-koHTpoNMpaHnuTe MPOyYBaHIsI ChOTBETHATA YecToTa Ha 3adepBsaBane (34% cpemry 4%) u
ropemu BeHU (7% cperry 2%) ce MOBUIIaBa IIpH MAIMEHTH, JIEKYBaHU ¢ JUMETHIPyMapar,

B CpaBHEHHE c Miane0o. 3auepBsIBaHETO OOMKHOBEHO CE OMUCBA KaTO MPUJIMB Ha KPBB WM TOpe
BBJIHU, HO MOXE JIa BKIIFOUBA U JIPYTH CHOUTHSI (HAIIP. 3aTOILISHE, TOYSPBEHSIBAHE, ChPOCK U aHe
3a mapene). CrOUTHITA, CBEP3aHU ChC 3aUEpPBIBAHE, Ca ¢ TCHIACHITHS 32 MOSBA B HAYAJIOTO H ca Ha
neueHue (Haii-Beve mpe3 MbPBHsI MECell), KaTo MPU MallMeHTH ChC 3aUepBsABaHE TE€3U CHOUTETH MOraT
Jia IPOABIDKAT Aa Ce MOSBABAT MEPHOANYHO B X0a Ha jJeyeHueTo ¢ Aumerundymapat n. [Ipu
MO-TOJIIMATAa YaCT OT MAIMEHTHTE CHOUTHSITA, CBBP3aHU ChC 3aUepBABAHE, ca JICKH J0 ¥MEPEHH IO
TexxecT. 0010 3% OT manueHTuTe, IeKyBaHu ¢ AUMETHI(PYyMapaT, MpeyCTaHOBSIBATICUCHUETO

nopaju 3auepBsaBaHe. UecToTaTa Ha CEpPHO3HOTO 3a4epBIBaHE, KOETO MOXKE Ja Ce KTepu3upa
C TeHEpaTN3UpaH epuTeM, OOpUB U/WIIM IPYPUTYC, Ce HAOI01aBa IpH no—MaJI@\o 1% ot
NalUCHTHTE, JIEKyBaHH ¢ quMeTmidymapat (Bk. Touku 4.2, 4.4 u 4.5). Qj

Cmomamno—qpegnu &

<

10%], ranene [12% cpemry

YecroTara Ha CTOMAITHO-YPEBHUTE ChOUTHUS (Hamp. auapus [14% c
9%], 6oska B ropHaTa yacT Ha kopema [ 10% cperry 6%], kopemH, ka [9% cpenry 4%],
noBpbLIane [8% cpeiry 5%)] u nucnencus [5% cpeuty 3%]) e €Ha MpY MALUEHTH, JIEKYBaHU

¢ numetnindymapar, B cpaBHeHHe ¢ 1ane60. CToMaliHo-4YpeBHIE CHOUTHS ca C TEHISHIIMS 32 IMOsBa
B HaYaJloOTO Ha Kypca Ha JiedeHue (Haii-Beue npe3 mbpBUs Me@h), KaTo MpPHU MalMEHTH ChC CTOMAIIHO-
YPEBHU CHOUTHS, TE3U CHOUTHS MOTAT J]a IPOIBIDKAT Ja @)IO;IBﬂBaT MePUONYHO B X012 Ha
nedenuero ¢ quMetmwipymapar. [Ipu no-ronsmara gac MAMEHTHTE ChC CTOMAITHO-YPEBHA
CBHOUTHS, Te3U CHOUTHS ca JIEKU WITH YMEPEHU 10 TekecT. YeTnpu mporenta (4%) oT nanueHTure,
JIeKyBaHU ¢ AUMETHI(QyMapar, IpeyCTaHOBSBAT JI ﬁnem Mopajay CTOMAIIHO-YPEBHH CHOUTHSI.
YecroTaTa Ha CEPHO3HUTE CTOMAITHO-UYPEBHU CEOUTHS, BKIFOUUTEIHO TACTPOCHTEPHUT U TaCTPHUT, CE
Habronasa npu 1% oT manmeHTuTe, neKyBaH® umeTmwigymapar (BK. Touka 4.2).

Yeproopobna QyHkyus '@

J
Bb3 ocHOBa Ha AaHHUTE OT IL1aLEe60 ﬁponnpaﬂn MPOy4YBaHUs, MO-TOJIIMATA YacT OT MallUeHTHUTE
C TMOBUILEHHS Ha YepPHOAPOOHHUTE CaMHHAa3M ca ChC CTOMHOCTH < 3 IIBTH TOpHATa TPaHUILIA Ha
Hopmara (I'TH). [loBuiena yecToTa Ha MOBHUIICHUS HA YEPHOAPOOHNTE TPAHCAMUHA3H MIPU
TNAIMEHTH, IeKyBaHH C JuMeTHR(YMapaT, Cpsmo miare6o, ¢ Hab/IIo1aBaHa Haii-Beue pe3 IbPBUTE
6 mecena ot jedenuero. 1 SHUS Ha aJJaHMH aMUHOTpaHcdepas3arta U acraprar
amuHOTpaHchepazara > u I'TH ca nabmogaBanu cboTBETHO IpH 5% 1 2% OT MalMeHTUTe,
JIeKyBaHU ¢ Tu1aneoo, 6% u 2% OT manyeHTuTe, JeKyBaHu ¢ AuMeTHAPymapat. Yectorara Ha
MpeyCTaHOBSIBaHE H €HHETO TMOpa/ iy MOBUIIIEHH CTOWHOCTH Ha YEPHOAPOOHUTE TPaHCAMUHA3H €
< 1% u e nogobHa NalMEeHTH, JIEKyBaHU ¢ AUMETHI(hyMapaT WK 1uiane0o. YBearuueHus Ha
TparcamuHasuTe >'8 mbTH [ TH cbe chmbTcTBamM yBeMUUeHNs Ha o0mus OnnnpyouHd > 2 et [ TH
HE ce Ha6m01@ B TUIA1[e00-KOHTPOJIMPAHUTE TIPOYIBAHHUS.

Hom&meg@a YepHOJIPOOHHUTE EH3UMH M CITyYad Ha MPEAU3BUKAHO OT JEKapCTBOTO YBPEXKIaHe Ha
YepHUA 0 (yBenuueHus Ha TpaHcamuHasute > 3 bty [ TH cbe chbTCTBAIM YBEIMYCHUS HA
00111 npyouH > 2 metu 'TH) ce choO1iaBat oT mocTMapKETHHIOBHS OIMT CJIE]] MPUIIOKEHUE Ha
DIt (dymapart, KaTo OTIIyMsIBaT CJell CHHUpPaHE Ha JICUSHUETO.

\%

QQ/
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Jlum@onenust

[Tpu mnare60-KOHTPONIMPAHUTE POYUYBAHUS ITO-TOJIIMATA YacT OT marueHTure (> 98%) umar
HOPMAJIHUA CTOWHOCTH Ha TUMQOLUTUTE MIPEIU 3arl0uBaHe Ha jeueHueTo. [Ipu nedenue

¢ mumetmidymapar, cpenHUIT Opoli Ha TUM(POIUTHTE HAMAIISABA TIPE3 ITPBATa FOJIMHA C ITOCIICIBAIIQ
tato. bpost Ha muMonmTHTe HamMansBa cpeaHo ¢ mpubam3uTenHo 30% 0T M3X0aHATa CTOWHOCT,
CpenHuTe CTORHOCTH M MEJMAHUTE Ha OpOs Ha TMMQOIUTHTE OCTABAT B PAMKUTE Ha HOPMAJTHUT, b
rpanuny. CToiHOCTH 3a 6pos Ha mumdormTute < 0,5 X 10%1 ca nabmrogasanu npu < 1% ot éj
NAalMEHTHTE, JEKyBaHHU ¢ Ianedo, u npu 6% OT NanueHTuTe, JeKyBaHH! ¢ AUMeTHI(pymapat i Ha
mumporuTute < 0,2 x 1091 e Habmonapan npu 1 manueHT, 1eKyBaH ¢ AUMeTHI(yMapar, I/@I/I HHUTO
€/IVH OT MAIUCHTHUTE, JICKYBaHHU C TUIaIeoo0.

[Ipu kMMHUYHUTE pOyYBaHUA (KOHTPOJIUPAHU U HEKOHTpoaupanu) 41% oT mauueggure, TeKyBaHU

¢ numetmindymapar, umat auMponenus (aepuHupaHa Ipy Te3U NPOyIBaHUS KaT ,91 x 10%1).
ITpu 28% OT nanueHTHTE € HaOMoIaBana Jeka mumdonenus (6poi Ha mumdonutute > 0,8 x 1091 no
< 0,91 x 10%1); npu 11% ot nanmenTute € HabIIOAaBaHa yMepeHa TuMQorie Opoii Ha

mumporuTute > 0,5 x 1091 go < 0,8 x 10%1), nepcuctupamia B IPOAbIKEH a TIOHE IIECT MECEIIa;
npu 2% OT MallMEHTHTE € HaOJIIoJaBana Texka tuMdonenus (Gpoit Ha mmiponutute < 0,5 x 1091),
MepCUCTUPAIIA B TIPOJBIDKEHHE Ha MOHE IeCT Mecena. B rpymnara ¢ T nuMdoneHus OposT Ha
TUMQOLMTUTE Ha OBEYETO NanueHTH octasa < 0,5 x 10%1 npu np()}b aBaHE Ha TEpamusITa.

B nombiHeHne, B HEKOHTPOIUPAHO MPOCTIEKTHBHO TTOCTMAPKET, BO IIPOYyYBaHe, Ha cenmuna 48 ot
neyeHuero ¢ auMerundymapar (N = 185), 6post CD4+ T-knerkie 6un ymepeno (6poii > 0,2 x 101
10 < 0,4 x 10%1) unu 3nauntenso (< 0,2 x 10%1) nonmxen c%d'BeTHo mipu 10 37% wim 6% ot
nanueHTure, a CD8+ T-kierkuTe ca OMIIM MO-4eCTO MOHKKEHU IPU MaKCUMYM 59% OT MalMeHTuTe ¢
opoii < 0,2 x 10%1 u ipu 25% ot nauentute ¢ 6poit <O x 10%1.

B KOHTPOJIMPAHUTE U HCKOHTPOJIHUPAHUTE KIIMHUYH OYy4YBaHUA MAMUCHTUTEC, KOUTO ClIMpPaT
TepanusTa ¢ JuMeTuidymapar ¢ Opoii Ha TruMEoIL e ToJ ToJHaTa rpanuna Ha Hopmarta ([II'H), ca
HaOII0JaBaHM 32 BH3CTAHOBSIBAHE HA OpOS Ha IT omutute 10 ATH (Bx. Touka 5.1).

Hngpexyuu, exmovumenno IHIMJT u onopmr%tcgutmu uHghexyuu

IIpu neyenune ¢ qumeTuadymapar ca e S_laBaHI/I ciyvan Ha nH(pekmu ¢ Bupyca Ha John
Cunningham (JCV), npuuuHsBami i ecrBHa MynTU(OKanHa JieBkoeHleanonatus (IIMJT) (Bxk.
touka 4.4). [IMJI moxxe na Ob1e ¢ TOHOCHA WJIM 1 JOBEJE IO T€XKKA CTEIICH HA MHBAIUAU3UPAHE.
[Ipu eqHO OT KITMHUYHUTE U3MIUTBAHMUS, €UH MAlMEHT, TpUeMal TuMeTmidymapar, € passui [IMJI
TIPU HATTHYHE HA TPOXBIDKATSHA Ferxka muMdornenns (6poii Ha MMMpOIUTHTE TIPETHMHO

< 0,5 x 10%1 B mpoabIKEH 3,5 rojinHM), ¢ JieTalieH U3Xoa. B MOCTMapKEeTUHIOBUTE YCIOBHS
IIMJI e Bp3HUKBaTA U TIP) v4ue Ha yMepeHa u jieka mumdonenus (> 0,5 x 10%1 no < JITH,
JneuHUpaHa Criopes p8 HTHHS IAAa30H Ha MECTHUTE JTAOOpaTOpHn).

[Ipu HiKONKO CITy a IIMJI ¢ onpenenenu noarpynu T-KJIE€TKU KbM MOMEHTA Ha OCTABSIHE HA
nuarnosara [IMJI &ycranoseno, 4e 6post CD8+ T-knetku e nonmker 1o < 0,1 x 10%1, a
HaMaJIIBaHETO post CD4+ T-knetku e Bapupaio (B auanaszona ot < 0,05 10 0,5 x 10%) u e
xopenupaiQ fbkeue ¢ nsocTHata Texect Ha umdonenusita (< 0,5 x 10%1 no < JITH). 3atosa
CBOTHOLL 10 CD4+/CD8+ e 0uio yBenn4eHo npu Te3H MaIlUeHTH.

IIpo UTEIHaTa YMepeHa JI0 TeXKa TUM(OTICHH N3TIIeK A yBellMuaBa pUcka OT Bb3HHKBAaHE Ha
Hl\/iﬁx< BpeMe Ha JICYeHUE ¢ AUMETHI(PyMapaT, HO IPH MAUEHTH C JIeKa JIMMQONEHHS ChLIO0
BS&PYJ/[KBa I[IMJI. OcBen ToBa noBeuero ciaydan Ha [IMJI B mocTMapKeTHHTOBHTE YCIIOBUS ca
@lsHMKHanH NpY TTAIMEHTH Ha BB3pacT > 50 rouHu.

CrolmaBanu ca xeprec 30ctep HH(peKunu npu ynorpeda Ha aumetnidymapar. B npoabikasaio
JBJITOCPOYHO pa3lIMpeHo npoy4BaHe, B koeto 1 736 nanuent ¢ MC ca nekyBaHH

¢ numetwidymapar, npuOau3uTesHo 5% uMar euH WM I0BeYe ClIydyasi Ha XepIec 30CTep, IOBEYETO
OT KOUTO IO TEXKECT ca JIEKU 10 yMepeHU. [IoBe4eTo yqacTHUIM, BKIIFOUUTENTHO TE3U ChC CEPHO3HA
XepIiec 30¢Tep I/IH(beKuHﬂ, “Mar Opoi Ha JIHM(i)ouHTMTe HaJ JOJIHATa IpaHuIla Ha HOpMaTa.
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JlumdorneHusATa NP MOBEYETO YIACTHHUIM ChC CHITBTCTBAI Opoii Ha auMmdonuture mox JAI'H e
OIICHEHA KaTO YMEpeHa MIIM TeKKa. B TOCTMapKeTHHIOBUTE YCIIOBHUS MMOBEYETO CAyYaH Ha Xepriec
30cTep HH(DEKIUS HE Ca CEPHO3HU U OTLIYMSIBAT CiIe JieueHue. HamumdyHu ca orpaHuYeHr TaHHH 3a
aOcosoren Opoit Ha mumdormtute (absolute lymphocyte count, ALC) npu nauueHTH ¢ xeprec 30cTep
UH(EKIHS B TOCTMAPKETHHIOBUTE YCIOBHUS. BhIIpekn ToBa, KOraTo € cho0iaBana, TuMGorneHusTa
TIpU MOBEYETO NanueHTtH € ymepena (> 0,5 x 10%1 mo < 0,8 x 10%1) nnm texka (< 0,5 x 10%1 1o

0,2 x 10%1) (Bx. Touka 4.4). Q/b

Jlabopamopnu omxnouenus ,&
[Tpu mnane6o0-KOHTPOIUPAHUTE MPOYUBAHUS U3MEPEHATA CTOHHOCT Ha KETOHHHU TeJia B arta (1+
WM TTIOBEYe) € M0-BUCOKA MPH MalMeHTH, JeKyBaHu ¢ nuMeTiidymapart (45%), B cpa ue

¢ mnane6o (10%). Hexxenanu KTMHUYHY TOCIECANLM HE ca HAaOMI0JaBaH IPU KJ'H/IHWI/I [IPOYYBaHUSI.

Hugara na 1,25-quxunpoxcuButaMuH D ce MOHMKABAT MPH MAlMEHTHUTE, JIEKY a&

¢ numetwidymapar, cipsiMo miaanedo (MeanaHa Ha MPOLIEHTHOTO IOHIKECH WU3XOAHOTO HUBO
cien 2 TOAUHH ChOTBETHO ¢ 25% cpety 15%), a HUBaTa Ha MapaTUPEOUIH opmoH (I1TX) ce
MIOBHIIABAT NPH MALMEHTHUTE, JEKYBaHH C AUMETUI(yMapar, CpsiMo 1L 0 (MenuaHa Ha
MIPOLEHTHOTO MOBUIIEHUE OT U3XOIHOTO HHUBO CJIE]] 2 TOAHHU CHOTBE 29% cpery 15%).
CpenHuTe CTOMHOCTH 3a JIBaTa MapaMeThpa OCTaBaT B HOPMaJIHUS 30H.

[Ipe3 mepBUTE 2 Mecela OT TepanusiTa ce HaOIo1aBa IPeXoaH JTMYeHUE Ha CpeaHus Opoi
€03MHO(HIIH.

Q

[lenqnaTpryHa MOMyJIaIus Q/

B exqno 96-cenMuuHO OTKPUTO, PaHIOMHU3UPAHO, AKFYBHO KOHTPOJIMPAHO U3MUTBAHE MTPU

neauatpuanu narueHTu ¢ [IPMC na BB3pacT ot 1 nox 18 roauuu (120 mg 1Ba MbTH JHEBHO B
MPOIBKEHHE Ha 7 HU, nocaeaBaHo oT 240 mgiBa IbTH THEBHO 33 OCTaHAJIATa 4acT OT
MPOIBDKUTEITHOCTTA HA JICUCHUETO; MPOYYB omynanus n = 78) npoguIbT Ha OE30MACHOCT IPU

MNEAUATPUYHUTC MMaIUCHTHU U3IJTICIKIA HOZ[O%H a Ipeau ToBa Ha6JIIOILaBaHI/I$I IIpU Bb3paCTHU
IMaITMCHTH. &

J
Jr3aliHbT Ha NEIUATPUYHOTO KIIMH &/I?JH/ITBEIHG Ce pa3nuyaBa OT TO3U Ha
T1a1e00-KOHTPOIMPAHNUTE KIIMHA U3NUTBAHUS OpU Bb3pacTHU. ETO 3a110 HE MOXKe J1a ce U3KIII0UU
MPUHOC Ha Au3aliHa Ha KJIMHUYHOTO U3MUTBAHE 33 YUCICHUTE Pa3Inyuus IPU HEXKEITAHUTE PeaKuu
MCXKAY neauaTpuiHara IoIry. 3 U TonyJjianydaTa Ha Bb3paCTHU ITAIUCHTH.

CrnenHuTe HEXeNaH! Pea, ce cpo0Omarar no-uecto (> 10%) npu neauaTpuyHaTa nomysanus,

OTKOJIKOTO TIPH TTOITYJL A Ha BB3PACTHU MALUCHTH:

e [aBoGomue ce aBa rpu 28% OT manMeHTHTe, JeKyBaHH ¢ 1umeTwidymapar, cpsimo 36%
npu HauMeHTQ KyBaHH C HHTepepoH Oera-1a.

e CrOoMamrHO-UYpEeBHU HAPYIICHHS ce ChOOmaBar mpu 74% OT MalueHTUTe, JICKYBaHH C
JUMETHIT part, cripsiMo 31% npu nanueHTure, JeKyBaHu ¢ uHTepdepon 6era-1a. OT TsX mpu
JUMET apaT Haii-yecTo ce choOIaBaT KopeMHa 00JIKa U MOBPBILIAHE.

o Pecn}Q OpHH, TPBHHU U MEAMACTHHAIHU HapyIIEeHHs ce choOmanar npu 32% OT naureHTuTe,
neK@HH ¢ mumeTtmidymapar, cripsmo 11% ot manuenTure, ieKyBanu ¢ uarepdepon oera-1a. Ot
TAX)IpY AUMeTHI(QyMapaT Haili-uecTo ce choO1asar opodapruHreaiHa 0oJaKa U KallIuLa.

. cMeHopest ce choOIana pu 17% oT nanueHTuTe, JeKyBaHu ¢ AuMeTHIhymapar, crpsamo 7%
OT NauMeHTuTe, JIeKyBaHu ¢ nHTepdepoH Oera-la.

@CHHO MaJIKO 24-CeqMUYHO, OTKPUTO, HEKOHTPOJIMPAHO NPOYYBaHE MPH METUATPHYHH AIIUEHTH C
%PMC Ha BB3pact ot 13 1o 17 roguaum (120 mg aBa MbTH JHEBHO B MPOABDKCHUE HA 7 JTHH,

nociensato ot 240 mg 1Ba bTH JHEBHO 3a OCTaHajaTa 4yacT OT HPOABIDKUTETHOCTTA Ha JICYEHUETO;

oIy Tanus 3a 6e30macHoCT n = 22), mocieABaHo oT 96-ceAMUIHO pa3mmpeHo npoyusane (240 mg

JIBa IbTU JHEBHO; MOIMyJaius 3a 6e3omacHoct n = 20), npoduiabT Ha 0€301aCHOCT U3IJISKIA T0T00CH

Ha HaOJI01aBaHus [IPU Bb3PACTHU ITALUEHTH.
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MMa orpaHnyeHN TaHHM IIPH Jienia Ha Bh3pacT Mexay 10 u 12 roguan. bezomacHocTTa u
euKacHOCTTa Ha TUMeTHI(QyMapar IpH Jiela Ha Bb3pacT 1o 10 roJuHu Bee OIlle He ca YCTAaHOBCHH.

CnobInaBate Ha IMOI03MPAHN HEKEITAHHN PEAKITUH
Cro01maBaHeTo Ha IMOJIO3MPAHN HEXKENIaHU PEaKIIUH CIIe]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHHS
NPOAYKT € BaxkHO. TOBa MO3BOJISIBA J1a TIPOIBIKH HAOIOICHUETO Ha ChOTHOIICHHETO nonza/pncx%

JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCAKa
[I0I03UPaHa HeXKEIaHa Peakiys Ype3 HAIlMOHAIHA CUCTEMa 3a ChOOIaBaHe, OCOYCHA Q/
B [Ipunoxenne V. ,&

O

4.9 TIpenosupane Q

Nma cpobmieHwus 3a ciiydau Ha Tpeao3upane Ha auMeTmiigymapat. CUMITOMUTE, OMCaHH B TE3U
ClTydau, ChOTBETCTBAT HA M3BECTHHUS MPOMUIT HA HEXKETAHNUTE PEAKIINH HA TUMET MapaTt. Hama
W3BECTHU TEPANECBTHYHN WHTEPBEHIINH, KOUTO J]a YCKOPAT STMMHHUPAHETO HA JUMETHIIdymapar,
HUTO ITbK UMa U3BECTEH aHTHIIOT. B ciydvaii Ha mpeio3upane € IpernopbInT Tia ce 3aIl04He
CHUMIITOMATHYHO TOTBPIKAII0 JICUSHHE 10 KIIMHUYHHU MOKa3aHus. &

5. DPAPMAKOJIOTNYHU CBOUCTBA ,,Q

51 ®apmakoguHAMUYHH CBOICTBA Qb

dapmakoTepaneBTU4HA IPpyMa: UMYHOCYIIPECOPH, APYTH HM@)cynpecopM, ATC kox: LO4AX07

Q

MexaHn3pM Ha ieliCTBUE \2\

MexaHU3MBbT, 10 KOUTO AUMETHI(HYMapaT yIpax TEPANeBTHYHHU €(EKTH MPH MHOKECTBCHA
CKJIepO3a, HE € HAITBJIHO u3sicHeH. [IpeIKITMHUYHpTe IPOyYBaHus MIOKa3BaT, e (hapMaKoANHAMUIHHUTE
OTTOBOPH Ha TUMETHI(GyMapar U3riexaa ce Upar MpeJMMHO Ype3 aKTHBHPAHE Ha
TPaHCKPHIIIMOHHUS BT Ha saperus akrgp (etythroid-derived 2)-like 2 (Nrf2). loka3zaso e, e
JUMETHI(GyMapar peryiupa Bb3X0IsII0 -3aBHCHUMH aHTUOKCHAAHTHH T'€HHU NP NALMEHTH (HaIp.
NAD(P)H nexuaporenasa, XuHOH 1; 1]).

dapmakogrHAMUYHN e(DEKTH \%

Egpexmu ¢vpxy umynnama cughiema

[Tpu npeAKTMHAYHA U KITUX MpOYyYBaHUs TUMeTWI(PyMapar JeMOHCTpUpPA

MPOTHBOBB3MNATUTEIHI HOMOyJIUpally cBoiictea. JJumermidymapar 1 MOHOMETHII(yMapar,

KOMTO € OCHOBHUST M€ UT HA TuMeTWIQymMapar, 3HaYMMO HaMallsiBaT aKTUBAIMATA HA HIMyHHHUTE

KJIETKH U TOCIIeIBa CBOOOXK/IaBaHE Ha MPOBB3MATUTEIHU IMTOKUHU B OTTOBOP Ha

BBH3NATUTEIHH CT B NPeAKIMHIUYHYU Mojenu. [Ipyu KIMHUYHY IpOyYBaHMS NPH MALUEHTH

¢ rcopuasmic AuMeTHihymapaTt 3acara TMMQOUUTHUTE (PEHOTUIH Ype3 HU3XOSIIA peryanus Ha

npoduiIuTe Ha BBh3nanuTeIHUTe TUTOKUHU (TH1, TH17) 1 r1 OTKIIOHSBA KBM IIPOM3BOACTBO HA

IPOTHBOBH tenHu BemecTsa (Th2). Aumernndymapar nokassa TepaleBTUYHA AKTUBHOCT

B MHOXE MOJIeJI Ha BB3MAJIUTEIHU U HeBpouH(piamaTopHu nopaxenus. 1o Bpeme Ha daza 3

pOY4B &I npu nanmerty ¢ MC (DEFINE, CONFIRM u ENDORSE), neuenuero

c nn%mbyMapaT HamaJsiBa cpeHus Opoi Ha mumdonuTute ¢ npudmmsureaso 30% ot u3xoxHara

UM OCT B T€UEHHUE Ha IIbpBaTa roAMHA, C MOCIEIBAIIO MJ1aTo. B Te3u npoy4BaHus NaUEeHTHTE,
Ko&ro CHHpar TepanusiTa ¢ fuMeTmwigymapar ¢ Opoii Ha TUMQOIUTHTE 0] TOJTHATA TPAHUIIA HA

@Mam (ATH, 910 kneTkn/mm?), ca HaOMIOIABAaHHU 3a BE3CTAHOBABAHE HA OpPOs HA TUM(OLMTUTE 10

I'H.

®durypa 1 mokaszsa IeTbpT HA MMANIMEHTUTE, 32 KOUTO € M3YNCIIeHO, de me gocturHar J{I'H Bb3 ocHOBa
Ha merona Kaplan-Meier 6e3 npoabmkuTeiHa Texka sumdornenus. M3xoHaTa CTOWHOCT Ha
BB3cTaHOBsIBaHe (recovery baseline, RBL) e nedunupana karo nocneauus ALC no Bpeme Ha
JICYEHUETO NPEIH CrMpane Ha quMmeTridymapaT. 3UuciIeHUAT 11 Ha NAlMeHTHUTE, Bb3CTaHOBSIBAIIN
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ce no JITH (ALC > 0,9 x 10%1) na cenmuna 12 u ceqmuna 24, KOMTO MMAT JIeKa, yMEPEHA WJIH TEXKKA
numbonenus npu RBL, e npencrasen B Tabnuna 1, Tabnuna 2 u tadiumna 3 ¢ 95% ToukoBu
noBepuTeHd nHTepBand. CTaHaapTHaTa rpenka Ha nzuncierueto mo Kaplan-Meier va ¢pynkiusta
Ha MPEeKUBSIEMOCT ¢ U3YKMCIICHA C N3MOJI3BaHe Ha Gopmysara Ha Greenwood.

®urypa 1: Meroa Ha Kaplan-Meier; as.1 Ha nauueHTHTE ¢ Bb3CTAHOBSIBaHE 10
> 910 kaerku/mm?® JICH ot n3xoaHaTa cTOHHOCT Ha Bb3cTaHoBsiBane (RBL)

09
08
071
06
0s
04
034
02

01

JIan Ha MAUMEHTHTE ¢ Bh3cTAHOBSBaHe Ha ALC no JITH

RBL
Bpoli MAIHEHTH B PHCK.
RBL: ALC =500 knermmm’ 18
REL: ALC = 500 0 < 300 stern /mm’ 124

RBL: ALC > 800 go < 910 ererss /mm’* 86

CeaMana

@ —-— = [2) 500<= RBL ALC <8O0 (ne124)

(%

O

(1) RBL ALC <500 (n= 18}

(3) 800<= RBL ALC <910 (n= 86)

24

Ta6auna 1: Merox na Kaplan-Meier; asut na nawHTnTe, 32 KOMTO € M3YMCJIeHO, e 11e

pocrurnar JAI'H, nexa muvdgonennst npu u3xona

H3KJII0YeHHe HA NALUEHTH nponnnmnwnn@mna JuM¢poneHus

a cToiiHOCT HA Bh3cTaHoBsABaHe (RBL), ¢

Bpoii nanuenTH ¢ jJeka 6}(5)1}10 HHUBO Ceamuna 12 Cenmuua 24
JuMonenus® B puck A N=86 N=12 N=4
s, nocruramu J\ N 0,81 0,90
JAT'H (95% CI) O (0,71, 0,89 (0,81; 0,96)

@ [Tarmmentn ¢ ALC <910 u > 800 Kneskn'/mmE’ mpu RBL, ¢ u3kimovyeHne Ha TalMeHTH C MPOIBIDKATEITHA TEKKA

M (pOTICHHS.

Ta6auna 2: Meton Ha Ka
aocturnat AI'H, ymepe
H3KJII0YeHHe Ha nai

o)

-Meier; asi1 Ha NanMeHTHTE, 32 KOUTO € M3YHCJIEHO, Ye 1Ie
M(oneHusi NPU U3XO0HATA CTOMHOCT Ha Bb3cTaHoBsiBaHe (RBL), ¢
¢ NPOIBJKUTETHA TeKKa JUMponeHns

Bpoii naunenmﬁ‘epeﬂa H3xonHo HUBO Ceamuua 12 Ceamuua 24
aum¢poneHus B puck N =124 N =33 N =17
s, ToCTHE, 0,57 0,70
JATH (95%€ (0,46; 0,67) (0,60; 0,80)

2 Taumend SALC < 800 1 > 500 krerku/mm? mpu RBL, ¢ n3kimoueHne Ha MallMeHTH C MPOIBIDKUTENTHA TEXKA

J'II/IM(i)OH(H}SL

Ta@%a 3: Metoa na Kaplan-Meier; a1 Ha nanmeHTHTE, 32 KOUTO € H3YHCJIEHO, Ye 1I1e

Q

raat AI'H, Texka nuM¢poneHus: Npu U3X0HATA CTOITHOCT HAa Bb3cTaHOoBsIBaHe (RBL), ¢
éﬁc.moqeﬂne HA NAIEHTH ¢ NPOABJLKATE]THA TeKKA JTAMPONECHHS

bpoii nauneHTH ¢ TEXKKA HN3xoaH0 HUBO Ceamuna 12 Cenmuua 24
JauMoneHusi® B puck N =18 N=6 N=4
s, nocturamu 0,43 0,62
JITH (95% CI) (0,20; 0,75) (0,35; 0,88)
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@ [Tammentu ¢ ALC < 500 knerkn/mm3 npu RBL, ¢ u3KkiIouenne Ha NALUEHTH ¢ IPOABbIKUTEIHA TEKKA

JTUMQOTICHHUSI.

Kinnununa edbukacHocT 1 6€30aCHOCT

[IpoBenenu ca 1Be 2-TOMUIITHY, PAHAOMHU3UPAHH, TBOHHOCIICIH, IJ1ae00-KOHTPOIHPAHH IPOYYIB @
(DEFINE ¢ 1 234 narnuentd 1 CONFIRM c 1 417 naiueHTH) Ipy HalMEeHTH ¢ IPUCTHIIHO- %

HEC Ca BKIIIOUYCHU B TC3U MIPOYUBAHUA.

pemutenTHa popma Ha MHOKecTBeHa ckiiepo3a (IIPMC). [lanuenTu ¢ nporpecupamy Gpopmu 6@4&

EdukacHoctTa (BXK. TabiuiaTa mo-moiy) U 0e30MacHOCTTAa ca JIOKa3aH! MPY HaIllueHTH

pasmpeHara ckaia 3a naBanujeH cratyc (Expanded Disability Status Scale, EDSS)

nU300pakeHUEe Ha MO3bKa C SIPEHO-MarHuTeH pe3onanc (IMP) B pamkute Ha 6 ¢
paHIOMU3aIMATa, TOKA3BAIl0 HAl-MaJIKO €IHA YCUJICHA ¢ Tafoiaunaumii ge3us (Gd+):
[poyuBanero CONFIRM chabpika 3acierneH 3a oleHsBaIus (T.¢. JICKAPST 11

BKJIFOUHUTCIIHO, KOUTO UMAT ITIOHC 1 IIPUCTBII IIPE3 rognHarta npeau paHHOMHSaHHHT;ﬁ

HpOy‘IBaHCTO/ H3CJIEO0BATCIIAT, OLICHABAIL] OTTOBOPAa KbM ITPOYUBAHOTO JIE

J'ICKapCTBOTO) pe(pepeHTeH CpaBHUTCIICH MPOAYKT — INNIaTUPaAMCPOB allCTadL.

B DEFINE namuenTnTe uMar ciegHUTe MEANAaHNA HA H3XOIHUTE Xa
39 romuHM, TPOIBIKUTETHOCT Ha 3abomsBaneto — 7,0 roauHu, 06
Ocgen ToBa 16% ot nanuenTuTe umMat 061 coop mo EDSS > 3,
B IIpeAXOJHATa roAuHa, a 42% ca moyryyaBajiy Ipeay ToBa APYT
B koxoprara ¢ IMP uscnenBane 36% OT BKIIOYBAHUTE B I

M3XOHOTO HUBO (cpeneH Opoit Ha Gd+ nesunte — 1,4).

B cpaBrenue ¢ mane6o, npu TpeTI/I@

CTaTUCTUYECKU 3HAYUMO HaManeHQ% IbpBUYHATA KpaifHa Touka B mpoyuBaHeTo DEFINE, nsm Ha
MaIMEeHTHUTE C TIPUCTBHII 32 2 TOJMHHU; ¥ IbpBUYHATA KpaliHa Touka B npoyuBanero CONFIRM,
YeCTOTa Ha MPUCTHITUTE HA rox@m{a 6a3a (annualised relapse rate, ARR) 3a 2-roauiHus mepuo.

ARR 3a rmatupamepoB aii

OTTOBapsA HAa HaMaJICHUE
MMPEANUCBAIINTE JICK

=

% (p = 0,013), koeTo € B ChbOTBETCTBHE C 000peHaTa nHpOpMaLus 3a

Q

B CONFIRM mnamuenTrure uMat cieHUTEe MEANaHN ;;;
37 ronuHH, TPOIBIKUTEITHOCT Ha 3a00JISIBAHETO —
Ocgen ToBa 17% OT NallMEHTUTE UMAT 0011 CO0
B IIpeAXoHaTa roguna, a 30% ca momyyasain
B koxoprara ¢ IMP uscnenBane 45% ot BKI
M3XO0JTHOTO HHUBO (cpeneH Opoii Ha Gd

c@ CKOD 1O
0 5 Touku
R0

1 TIpeIn

BO, HC 3HAC KOC €

PUCTUKU: Bh3pacT —
op no EDSS — 2,0 touku.

ku, 28% umar > 2 npucThia
no0penu ekapcTsa 3a MC.
BaHeTO nanuerTn umar Gd+ neznu Ha

3XOJHHUTE XapaKTEPUCTUKHU: Bb3PacT —
onuHu, o611 coop mo EDSS — 2,5 Toukwu.

DSS > 3,5 Toukwu, 32% umar > 2 npuctbia

JTM TOBA IPYTH 0J00peHu JiekapcTa 3a MC.

BaHHUTE B MPOyYBaHETO nanueHTn umaTt Gd+ ne3nn Ha

+ 71 @Te —2,4).
S

TC C ,Z[I/IMGTI/IJ'I(i)YMapaT NanuCHTH MMa KIMHUYHO 3HAYMMO U

u mane6o e 0,286 u 0,401 crorBeTHO B poyuBaneTo CONFIRM, n

A
N\ DEFINE CONFIRM
sz\ Inage6o | Jumernndpym [lnanedo | Aumernndym |I'naTupameposn
Q/ apar apar anerar
&Q) 240 mg 240 mg
(j IBa MLTH IBa MHTH
Fa) JHEBHO JHEBHO
Hﬁﬂnq}m KpaiiHu Toukn®
\Bpoii Ha narmenuTe 408 410 363 359 350
ﬁeCTOTa Ha TIPUCTHITATE 0,364 0,172*** 0,401 0,224*** 0,286*
Q Ha rojuiHa 06asa
CroTHOIIIEHHE HA 0,47 0,56 0,71
YECTOTUTE (0,37; 0,61) (0,42; 0,74) (0,55; 0,93)
(95% CI)
s Ha yyacTHULIUTE 0,461 0,270*** 0,410 0,291** 0,321**
C IPUCTHII
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DEFINE CONFIRM
Iname6o | Jumetundym [lnamedo | Iumetnndym |I'aaTupamepon

apar apar anerar

240 mg 240 mg

ABa MbTH JABAa MbTH

JTHEBHO JTHEBHO /Afb
Koedumuent Ha puck 0,51 0,66 0,71 V)
(95% CI) (0,40; 0,66) (0,51; 0,86) (0,55r6,92)
st ¢ 12-cepmuano 0,271 | 0,164** 0,169 | 0,128* 0,1867<
HOTBBPCHO @)
porpecupaHe Ha ,Q
AHBAJINIU3UPAHETO ‘\
KoeduiueHT Ha puck 0,62 0,79 fb 0,93
(95% CI) (0,44; 0,87) (052;1,1 (0,63; 1,37)
Hsan ¢ 24-ceaMUuHO 0,169 0,128% 0,125 0,078#% i 0,108*
IIOTBBPJIEHO Qj
nporpecupase Ha &
MHBAJIMIU3HUPAHCTO N
Koeduuuent Ha puck 0,77 4%2 0,87
(95% CI) (0,52; 1,14) ,37; 1,03) (0,55; 1,38)
Kpaiinu Touku 3a IMP® D
Bpoii Ha mauueHTuTe 165 152 14Q 147 161
CpeneH (MenuaseH) Gpoit | 16,5 3,2 9" |57 9,6
HOBH HIIA HAHOBO (7,0) (1,0)*** 1,0) (2,0)*** (3,0)***
pasIIMpsIBaIIIN CE Q/
T2 ne3uu 3a 2 roquHU ‘2\
Cpenno choTHOLIEHHE HA 0,15 < 0,29 0,46
JIe3UUTE (0,10; @23) (0,21; 0,41) (0,33; 0,63)
(95% ClI) <
CpeneH (MeauaseH) 6poit | 1,8 01/ 2,0 0,5 0,7
Gd ne3un 3a 2 roguHK ()] ,@*** (0,0) (0,0)*** (0,0)**
CHOTHOIIICHUE HA 2JM,10 0,26 0,39
[IAHCOBETE Q\(0,0S; 0,22) (0,15; 0,46) (0,24; 0,65)
(95% Cl) O
Cpenet (vMeananen) 6poit | 5,7 & | 2,0 8,1 38 45
HOBH XHUIIOUHTEH3UBHU ,Q,Q) (1,0)*** (4,0 (1,0)*** (2,0)**
T1 ne3uu 3a 2 TOOUHU \S_
CpeHO ChOTHOIICHUE i 0,28 0,43 0,59
JIe3UnTe v (0,20; 0,39) (0,30; 0,61) (0,42; 0,82)
(95% CI) O

BCHYKU aHATH3H HE@II/I‘IHI/I KpaiiHu TOYKH ca intent-to-treat; *SIMP anamussT nsnonssa SIMP koxopTa

*P-croiiHocT < 0,05N*

-croitHoct < 0,01; ***P-croitnoct < 0,0001; #HsIMa CTaTUCTHYECKA 3HAUUMOCT

B otkpuro H@\{\TponnpaHo 8-romumiao pasumpero npoyusane (ENDORSE) ca Brito4ueHH

1736 mox
CONFI
IIME
(9095

H

1w 3a BkitouBaHe manueHTH ¢ [IPMC ot ocHoBHuTe npoyuBanus (DEFINE u
. [TbpBUYHAaTA 1I€T Ha TIPOYYBAHETO € JIa CE OLIEHH JBITOCPOYHATAa OE30MaCHOCT Ha
ymapart npu nanpenTt ¢ [IPMC. Ot o6mo 1 736 nanueHTH mpuOIU3UTETHO MOJIOBHHATA
%) ca IeKyBaHU B IPOIbJDKeHUE Ha 6 nim nmoBeye roaunu. 501 manueHTy ca 1eKyBaHu
KbCHATO ¢ nuMeTHiIdymapaT 240 Mg 1Ba IbTH AHEBHO U B 3-T¢ IpoyuBaHus, a 249 maiueHTH,

TO MIPEH TOBa ca noiy4daBany mane6o B npoyusanusta DEFINE u CONFIRM, nomy4dasat

S

euenue 240 mg nBa meTH AHeBHO B ipoyuBaHeTo ENDORSE. Ilanenture, KouTo nomy4daBaT
eueHHe JBa [I'bTH JHEBHO HEIIPEKbCHATO, Ca JIEKYBAaHH B POIBIDKEHHE HA MaKCUMYM 12 roguHu.

ITo Bpeme Ha npoyuBaneto ENDORSE noBedeTo oT MoyioBUHATa OT BCUYKH TAIIUEHTH, JICKYBaHH C
qumerwidymapar 240 mg aBa MbTH THEBHO, HE TMOJTyYaBaT NPUCTHITU. [Ipy manueHTuTe, JIeKyBaH
HEMPeKbCHATO /B IbTH JHEBHO U B 3-Te npoyuBanus, kopurupanata ARR e 0,187 (95% CI: 0,156;
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0,224) 8 mpoyusanusta DEFINE 1 CONFIRM u 0,141 (95% CI: 0,119; 0,167) B npoy4BaneTo
ENDORSE. Ilpu nanueHTuTe, KOWTO MIPEIU TOBA Ca MoJydaBaiH iamnebo, kopurupanara ARR ce
nonmkasa ot 0,330 (95% CI: 0,266; 0,408) B npoyuBanusta DEFINE n

CONFIRM no 0,149 (95% ClI: 0,116; 0,190) B mpoyuBanero ENDORSE.

MHBAIUAN3UPAHETO (M3MEpeHa KaTo yCTOHUMBa 6-MeceyHa porpecusi Ha HHBAJIHIAM3UPAHETO).
COopHHTE pe3ynTaTé OT TPUTE MPOYIBAHMS TIOKA3BaT, Ye JIEKyBaHUTE ¢ TUMETHI(GyMapar ma

MMaT TPaliHN M HUCKU CTETICHN Ha IOTBBpEHA MIPOrpects Ha HHBAIMIN3NPAHETO ChC cr1ado,
yBeaudeHue Ha cpennute ooimu coopose mo EDSS B ENDORSE. Onenkute ¢ IMP (10 6-@3
TOJIMHA, BKIIIOYUTEIHO 752 ManyueHTH, KOUTO Ipear ToBa ca BKIIOYeHH B KoxopraTa ¢ SANR B
npoyusanusTa DEFINE u CONFIRM) nokaspar, ue MHO3HHCTBOTO MAIUCHTH (npn6m%TenHo 90%)
HsmaT Gd-ycunBanm sie3un. Cren 6-Te roAMHN KOPUTHPAHUST Ha TOIUIITHA OCHOBa@en H Opoil HOBH

B npoyuBaneto ENDORSE muo03uHCTBOTO Manuentu (> 75%) HsMaT MOTBBPACHA TPOTPECHS Ha 60
"

WJIM HOBOpA3MIMPSABAIIM ce 12 ¥ HOBH |1 JIe3un 0cTaBa HUCHK. o)

EdukacHoCT Npy ManeHTy ¢ BICOKa aKTUBHOCT Ha 3a00JIsIBAHETO: ‘2\

B npoyusanusta DEFINE u CONFIRM e HabnronaBan TpaeH JiedeOeH ed BPXY IPUCTHIIUTE

B TIOATpyIarTa Ha MAalUeHTH C BUCOKA aKTHBHOCT Ha 3a00JISIBAHETO, JTOKA eKTHT BBPXY BPEMETO 32

yCTOMUYMBa 3-MeceuHa MPOorpecksi HA UHBAJIMU3UPAHETO HE € SICHO YC @bBeH. Ilopanu nuzaiina Ha

MPOYYBaHUATA BUCOKATa aKTHBHOCT Ha 3a00JIIBAHETO CE OMPEACIs 0 cle/Ba:

- [NaruenTy ¢ 2 Wiy OBEYE MPUCTHIIA 32 €THA TOJMHA U C € i oBeue Gd-ycuiBariu jJe3uu
npu SIMP Ha mo3bka (n =42 8 DEFINE; n = 51 8 CONF , Wi

- [TarueHTH, KOUTO HE Ca CE MOBJIUSIIM OT ITBJICH U TIOAXO IS Kypc (Hal-MaJIKo €/{Ha roIuHa
JiedeHue) ¢ Oera-uHTepPEPOH, UMAJIU ca Hal-MaJIko e%ﬁ MPHUCTBII MPe3 IPeaXoIHaTa TOIUHA,
JTIOKATO ca ce JISKyBaJH, U Hali-Maiko 9 T2—xnnep1/@H3HBHH ne3uu ipu SIMP Ha yepena wunn
Haii-mManko 1 Gd-ycuiBaiia Jie3us, Wi NalueHTHe HEIPOMEHEHA HITH MTOBHUIIICHA YECTOTa Ha
MPUCTBINTE MPE3 MPEAUIITHATA TOANHA, B cpa®eﬂne ¢ npeaxoauute 2 roaunu (n = 177
B DEFINE; n = 141 8 CONFIRM). N

<

IlegpnaTpyyHa monyJiamust @

bezomacHoctTa 11 eheKTUBHOCTTA Ha TN Q‘I(byMapaT npu neauatpuuda [IPMC ca oueHeHu B €1HO
PaHIOMU3UPAHO, OTKPUTO, AKTUBHO K ]ygmnpaﬂo (unTepdepon Oera-1a), mapaneTHOrPyNOBO
npoyuBaHe npu nanuentu ¢ [IPMC 3pact ot 10 1o mox 18 roguau. CTO M METAECET MalUeHTH ca
PaHIOMU3UPaHU HA TUMETHI(hYM 240 mg nepopajHo JBa IbTHU AHEBHO) WM UHTEP(EPOH
Oera-1a (30 pg i.m. BeIHBXK CEIMHUYHO) B MPOIbIDKEHNE HA 96 ceqmuIy. [IbpBHUYHaTaA KpaliHa TOYKA €
JIeNbT Ha MarueHTuTe 6e3 Ho HOBOYBeJIMYaBaIy ce T2-XunepuHTeH3UBHY Je3uu npu SIMP
CKaHHpaHe Ha MO3bKa Ha C 1a 96. OcHOBHATa BTOPUYHA KpaiHa TOYKA € OpOsIT Ha HOBUTE WIIH
HOBOYBeNHU4aBaly ce T2;XmijepuHTeH3uBHY Je3un npu IMP ckanupane Ha Mo3bka Ha cenMuna 96.
IIpencraBena e geckp a CTaTUCTHKA, Thil KaTo HAMa MpeBapUTETHO TUTaHUPaHa
MOTBBPKIABAIIA XU a 3a MbpBUYHATA KpalHa TOYKa.

I[GJ'I’LT Ha HaI_H/IeH’I% BITT nomyJjanusara ¢ HOBA WJIM HOBOYBECIINYaBaIlln €S T2 JIC3NH, YCTAaHOBCHU

npu SIMP, Ha uta 96 crpsiMo n3XoaHOTO HUBO € 12,8% 3a quMeTrndymapat cripsmo 2,8% B
rpymnara Ha pdepon Oera-1la. Cpenuusar Opoit HOBH WM HOBOyBenu4aBaiy ce T2 ne3un Ha
cenMuIa PSIMO U3XOJTHOTO HUBO, KOpUTHpaH 3a Opos T2 ne3un Ha M3XOAHOTO HUBO M BB3PacTTa

(Honyn@ ITT c uzkmouenuie Ha nanuenTure 6e3 AIMP nzmepBanus), e 12,4 3a numermidymapar u
32,6 QHTep@epOH oera-la.

STHOCTTA 33 KJIMHUYCH NMPUCTHI € 34% B rpynara Ha qumeTwidymapart u 48% B rpynara Ha
qbtrep(bepOH 6era-la xpM Kpas Ha 96-ceIMUYHNS TIEPHOJT HA OTKPUTOTO IIPOYYBaAHE.

[IpodmrbT Ha Ge30MaCHOCT NpH MEAUATPUIHNTE MAUEHTH (Ha BB3pacT oT 13 1o nox 18 roannm),

MOJTyYaBaliy JUMETHIPyMapaT, CH ChOTBETCTBA [0 KAYECTBO C MPEy TOBa HAOII0IaBaHUS TIPU
Bb3pacTHH MalUeHTH (BXK. Touka 4.8).
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5.2 dapMaKkoKHHETHYHH CBOWCTBA

Crienr mepopatHO MPUIOKEHHE JUMETHI(PYMapar ce mojjiara Ha Obp3a MpeJCHCTEMHA XUIPOIn3a OT
€CTepasu U Ce MPEBPbhINA B CBOSI OCHOBEH METa0OJIUT — MOHOMETHII(PyMapar, KOMTO ChIIO € aKTHBEH.
HumernndymapaT He ce onpeens KOJINIeCTBEHO B IJIa3MaTa ciell IepopaTHo MPIIIOKEHNE Ha

numetmidymapat. CregoBaTelHO BCHYKY (hapMaKOKWHETHYHN aHAJTN3U, CBBP3aHU fb
¢ nuMeTtwihymapart, ca U3BbPIIEHU ¢ TIa3MEHH KOHIICHTPAIIMA HA MOHOMETHUI(PyMapar. b
dapMaKOKHHETUIHUTE JJAHHU ca TIOYYCHH ITPH MAIMeHTH ¢ MHOXECTBEHA CKJIepo3a U 3/IpaBU Q/
JTOOPOBOJIIIH. ,&
Ab6copbuus Q

Tmax Ha MOHOMeTHIIpyMapar € oT 2 1o 2,5 yaca. Thii KaTO CTOMAIIHO-YCTOMYNBHUTEABBPIU KaICyIH
Hdumerundymapar Mylan cbabpKaT eHTEpOCOIBEHTHH NIENIETH, KOUTO Ca 3aIlHTe,

C EHTEePOCOJIBEHTHO MOKpUTHE, aOCOpOIMATa HE 3all0YBa, TOKATO HE HAITyCHAT Tz?axa (0OMKHOBEHO
3a mo-manko ot 1 gac). Cnex mpuem Ha 240 mg 1Ba IBTH JHEBHO C XpaHa M HaTa Ha ITMKOBaTa
koHueHTpaus (Cmax) € 1,72 mg/l, a ob1mara eKCro3uys IO 0/ KPHBa UC) e 8,02 h.mg/l mpu
MaIIeHTH ¢ MHOYKeCTBeHa ckitepo3a. Kato 1msmo, Cmax 1 AUC HapacTBaT &o B3€TO
MIPOTIOPITMOHATHO Ha J]03aTa B IPOyUYeHHs 1030B quana3oH (120 mg Qw mg). [Ipu ygactHUIIN

C MHOXECTBEHa CKJIepo3a ca pujaraiu jse 1031 ot 240 mg ¢ nep T 4 yaca MeXJy A03UTE KaTo
4acCT OT CXE€Ma Ha IMPUEM TPU IIBTH AHEBHO. Tosa BOAU 10 MUHHN KyMYyJIMPpaHC Ha CKCIIO3UIHATA,
KOETO JaBa roBuineHne Ha MmeananHata C ot 12%, B cpaBHEeHH uem jBa bty aHeBHO (1,72 mg/l
3a JIBa IbTU THEBHO B cpaBHeHHE ¢ 1,93 mg/l 3a Tpu mbTH I[HeB%, 0e3 HUKaKBH MOCIIEICTBHS 32
Oe3omacHocCTTA.

XpaHara He OKa3Ba KIMHHYHO 3HAUYUM €(EKT BBPXY € 3UIHATa Ha JuMeTmwI(hymapar. Bernpekn
TOBa TUMeTHI(GyMapaT TpaOBa Ja ce mpuemMa ¢ XpaHa, 3apajy Io-100paTa MOHOCUMOCT I10
OTHOIIIEHHE Ha 3a4EPBSIBAHETO UM CTOMAIITHO-YpP Te HeXKENIaHU ChOUTHs (BXK. TouKa 4.2).

<

PasnpeneneHue @

[TpuBumHUAT 00EM Ha pasnpeneeHne C eropaneﬂ mpuem Ha 240 mg nuMeTtundymapat Baprupa
mexay 60 1 u 90 1. Cepp3BaneTo Ha M eTudymapar ¢ mIa3MeHuTe NPOTEenHH pU Xopa
0OMKHOBEHO Bapupa Mexay 27% u

Buorpanchopmarus

AN
[Tpu xopa mumernindymapa eTabonm3npa eKCTeH3uBHO, kaTo nof 0,1% oT 1o3ara ce eKcKkpeTupa
KaTO HEIIPOMEHEH JJMET Mapar B ypuHaTa. [IbpBOHAYATHUAT METaOOINU3bM CE H3BBPIIBA OT

ecrepasu, KOUTO ca II0 €CTHO Pa3MPOCTPAHCHU B CTOMAIIIHO-YPEBHUS TPAKT, KPbBTA U ThKAHHUTE,
clie]l KOeTO aKTUBHO &mecmo MOCTHIIBA B CHCTEMHOTO KpbBOOOpaleHue. JJombaIHuTeneH
METa0O0IU3bM CE O CTBSIBa Ype3 IUKbJIA Ha TPUKAPOOKCHITHATA KHCEIHHA 03 Y4acTHETO Ha
cuctemara Ha nutoxpom P450 (CYP). [IpoyuBane Ha equHMYHA 1032 oT 240 Mg
14C-III/IMGTI/I@&[)3T uaeHTU(UITIPA TIII0KO03aTa KaTo IpeodJiaiaBall] MeTa0oIMT B IUIa3Mara npu
xopa. Hpyr MPKYyJTUpAA METabOIUTH BKIFOUBAT (hyMapoBa KHCEIMHA, JIMIMOHEHA KUCEINHA U
MOHOMET @Mapal MeTtabonmm3MbT Ha (hyMapoBaTa KHCEIMHA HA/IONY 110 BEPUTATa CE OCHIECTBIBA
upe3 uvéz Ha TPUKapOOKCHIIHATA KUCEMHA, KaTo u3auiiBaHeTo Ha CO2 CITy>KU 32 OCHOBEH ITbT Ha

CHHMQ/IpaHe.
%! WHUPAHC

%Lﬂ[HIHBaHGTO Ha CO; € OCHOBHHSAT BT 32 SIMMHHUPAHE HA TUMETHII(yMapaT, upe3 KOUTO ce
orcrpansiBa 60% oT mo3ara. brOPEeYHOTO U PEKATHOTO ETUMUHKIPAHE Ca BTOPOCTENICHHH THTHINA,
JIOTIPUHACSIIA CHOTBETHO 3a OTCTpaHsBane Ha 15,5% u 0,9% ot no3ara.

TepMUHATHUAT IOTYKUBOT HA MOHOMETHIIPyMapaT € KpaThK (IpUOIM3UTENHO | Yac) ¥ mpu MOBEYETO
WHIIMBUIU clie]l 24 4aca B KpBBOOOPAIIICHUETO HE ce OTKpHBAa MOHOMeTHIIhyMapat. Kymynupane Ha
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M3XOHOTO JIEKaPCTBO MIJIM MOHOMETHI(yMapar He HACTHIIBA MPH MHOTOKPATHU 103U
JUMeTUII(hyMapar B TepareBTUYHATA CXeMa.

JIngerHocT

Excrio3umsra Ha quMeTmidyMapar ce yBelnndaBa 1o IpHOIN3UTEITHO IPOIIOPIHUOHATICH Ha z[osa'JQ ’O
HA4YMH YU €ANHUYHY U MHOTOKPATHH JJO3H B IPOYYEHUS 1030B auamna3zoH oT 120 mg no 360 mgQ/

DapMaKOKHHETHKA P CIICIMATHY TPYITU NAIMESHTH ,&
Cnopen pesyararure oT nucrepcuonet ananu3 (ANOVA), TenecHOTO TErjio € OCHOBHA Bapuara
Ha excno3unusATa (upe3 Cmax 1 AUC) mpu manmenTu ¢ [IPMC, HO He moBnHsBa MepKHera
0e30MmacHOCT U ePUKACHOCT, OIICHCHU B KJIMHHYHUTE MTPOYYBAHUSI. ’O

[TorsT ¥ BB3pacTTa HE OKa3BAT KIMHUYHO 3HAYUMO BIMSIHHE BHPXY q)apMaKOIggggKaTa Ha
muMetmidhymapar. GapMakoKHHETHKATA PH MAIMEHTH Ha Bh3pacT 65 n HO]@ TOJMHY HE €

poydYeHa. &

THeouampuuna nonynayus Q/

®dapmakoKUHETHYHUAT pod i Ha 240 mg numeTnndymapar aBa 11 HEBHO € OLIEHEH B MAJIKO,
OTKPHUTO, HEKOHTPOIUPAHO MpoyuBane rpu narueHTu ¢ [IPMC u }b,paCT ot 13 no 17 rogunu

(n =21). ®apmakoKHHETHKATA HA AUMETHI(DYMApaT MpH T€3U CHTH B IOHOIIIECKA Bb3PAacT €

B CHOTBETCTBHE C HaOJFOIaBaHaTa Py TOBA MpU Bb3pacTHU nakueHTH (Cmax: 2,00 = 1,29 mg/l;
AUCo.124: 3,62 + 1,16 h.mg/], koeTo chOTBETCTBA Ha 001 n@ﬁﬂa AUC 7,24 h.mg/l).

bwvbpeuno yspescoane Q/

Tbit kaTo OBOpPEUHATA EKCKPELIMS € BTOPOCTEIICHEH HpT 3a SIMMUHUPAHE Ha TUMETUI(hyMapar, upe3
KOHTO ce oTcTpaHsaBaT noxa 16% ot npunoxeHata \5@ olLicHsIBaHe Ha (hapMaKOKMHETHKATa TIPU
WHAUBHIN C OBOPEdHO yBpEXKAaHE HE € H3BLpHJ@0.

Q
Yeproopobno yspedcoane
Toit kato TuMeTHIIhyMapaT © MOHOMET @MapaT ce MeTabOoIM3UpaT OT ecTepasu 06e3 yJacTueTo Ha
cucremara Ha CYP450, onensaBane Ha@aKOKHHeTHKaTa P WHAWBHIN C YEPHOIPOOHO
YBpEXKIaHE HE € U3BBPIICHO. O

5.3 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

Hexenanute PCaKknuun, ornu B TOYKHUTEC 3a TOKCUKOJIOTHUA U PEIIPOAYKTHBHA TOKCUYHOCT I1O-10J1Y,
HEC CC Ha6J'IIOI[aBaT IIpHU K. YHUTC IPOYyUYBaHUA, HO CC Ha6J'IIO,Z[aBaT IIpH ) XUBOTHHU IIPpU HUBA Ha
CKCIIO3HIIHA, HOI[O6HI/16 BaTa Ha KIIMHUYHA CKCIIO3HIIM.

MyTarenesa QQ

Jdumerunpym ¥ MOHOMeTWII(hyMapar JaBaT OTPHUIIATENICH pe3yJsTaT B 0aTepus oT in Vitro rectose
(Ames, xpo MHU abepalnu B KIETKH OT Oo3aitauim). lumernindymapar qapa oTpunareneH
pesynrar N ViVO MHKPOHYKJICapEeH TECT MPHU ILThXOBE.

Kan reHes3a

l—%yT-IBaHI/ISITa 3a KaHI[EpOT'CHHOCT Ha JIUMETHII(PyMapar ca MPOBEICHH 3a MEPUO/I JI0 2 TOAHHU MPH
@mmm " TIbpxoBe. JluMeTrnhymMapar € nmpuiaran IepopaaHo B 1o3u ot 25, 75, 200 u 400 mg/kg
%HGBHO NIpY MHUILIKH 4 B 1031 0T 25, 50, 100 u 150 mg/kg nHeBHO NpH mIbXO0BE.

[Ipu mMuIKK YecToTaTa Ha KaplHOMa Ha ObOpeuHuTe TyOyu ce yBenndapa npu 75 mg/kg 1HEBHO,
npu exBuBasieHTHA excrio3ulys (AUC) cipsimo npenopsunTeaHaTa A03a pu xopa. Ilpu murexose
YeCcTOTaTa Ha KapIIMHOMH Ha OBbOpEeYHHTE TYOYJIM U Ha TECTUKYJIAPHU aJICHOMH Ha KJIETKUTE Ha
Leydig ce yBermuara mipu 100 mg/kg nHEBHO, TIPH €KCIIO3UITUS TPHOIM3UTETHO 2 IIHTH ITO-BUCOKA OT

21



MPETOPHUYNTETHATA 1032 TIPY XOpa. 3HAYSHUETO Ha T€3H HAXOIKH 110 OTHOIIIEHHE Ha PUCKa IIPH X0Opa €
HEU3BECTHO.

YecToTaTra Ha CKBAMO3HOKJICTHYHHUS TAITMIIOM U KApIUHOM B HETJIAHAYJNapHUs cTOMax (IpeicToMax)
ce MOBHILABA [IPU €KBUBAJICHTHA €KCIIO3ULUS CIIPSIMO IIPETIOPBHUUTETHATA 1032 33 XOpa NIPH MUILKU U
0] HUBOTO HA €KCIIO3ULIMS CIIPSIMO MPENopbhUNTEIHATa [103a 32 X0pa IPH ILTbX0Be (Ha 6a3ara Ha

AUCQC). [IpeacromMaxbT NpH rpU3avUTE HAMA YOBEIIKH aHAJIOT. Q/b

ToxcHuKkoIorus ,&

HeknmuHau4HUTE NMpOyYBaHUS IPU TPU3avH, 32K U MaiMyHH Ca MPOBEJICHU ChC CYCIICHZM Ha
mumetmindymapat (qumetmwipymapar B 0,8% XuApOKCHIIPONMIMETHIIIEINTYII03a), TPUJIQXKEHA Upe3
nepopajiHa coHfa. XPOHUYIHOTO MMPOyYBaHEe NP KydeTa € MPOBEJICHO C MepOpaTHO ARUIIOKEHHE Ha

KarcyJjara ¢ AUMeTHIPyMapart. o)

IIpomenu B 660penuTe ca HAOIIOMaBaHH CIIe]] MHOTOKPATHO TIEPOPATHO TIP CHHUE Ha
JuMeTwymMapar Ipu MULIKH, TUTBXOBE, KydeTa 1 MaiiMyHH. Enutenna pergHCpanus Ha ObOpeyHnTe
TyOynu, mpeamnoiarama yBpexxane, ¢ HaOmo/[aBaHa Py BCHIKH KHBOT W BUIOBE. XUNEPIUIa3us
Ha OBOpeunnTe TYOYH € HaOIIogaBaHa MpH TUTHXO0BE C IOKUBOTEH 1T (2-TomuITHO TIPOYYBaHe).
[Tpu xyuera, momyyaBaau eKeJHEBHO [IEPOPATHH JI03H AUMETHIIDY T B IPOABIKEHUE Ha

11 mecelia, U3UMCIICHATA 32 KOPOBA aTPOQUs TOMYyCTHUMA IPaHUI] OJro/1aBaHa MpH 3 TbTU HaJl
mpernophUYNTeNHaTa 1032 Ha 6azata Ha AUC. Ilpu maiimyHwu, 1o, a,&Beum €XEIHEBHO MIEPOPATIHU 103U
nuMeTmiymapar B poabbKeHne Ha 12 mecena, HeKpo3a Ha C%HHHH KJIETKH € Ha0IIoaBaHa Mmpu
2 IbTH HaJ| MPETIOPbYUTEIHATA 032 Ha O6a3aTta Ha AUC. I/IH@pcmuHaﬂHa ¢ubpo3a u KopoBa
aTpodus ca HabIOJaBaH! IIPH 1032 6 ITBTH Hall HpGHOpI@TCJ‘IH&Ta nmo3a Ha O0azara Ha AUC.
3HauCHMETO HA TE3W HAXOAKH IPH XOpa € HEU3BECTHO.

B Tectucure Ha IIbXOBE M KydeTa € HaOII0JaBaH CHepalys Ha eNuTeNla Ha CEMEHHHUTE
kaHamyera. Haxonkure ca HaOmoqaBaHy IpH MIFBXOBE MPH /103, IIPHOIM3UTEITHO paBHA HA
MpenopbUYUTETHATA, U TIPH KyUeTa MpH J03a 3?224 HaJ npenopwsuntenHara (Ha 6azata Ha AUC).
3HaYeHUETO Ha Te3H HAXOJKH MPH X0pa € 813 €CTHO.

HaXOI[KI/ITe B IIp€ACTOMAaxa Ha MI/IIIIKH) %’BXOBC CC€ CBHCTOAT OT CKBAMO3HOKJICTbYHA CIIMTCIIHA
XUIICPIUIa3Ud U XUIICPKEPAaTO3a, Bb3 %I/Ie, 1 CKBAMO3HOKJICTHYCH MAINJIOM U KapIIUHOM IIpH
npoy4BaHUs C IPOABIDKUTCIIHOCT l&wceua WJIN IIOBEYEC. HpeHCTOMaX’BT IIpyU MUIIKHW U TIITBXOBEC HAMA
YOBCIIKHU aHAJIOT. & \

PenpoykTHBHA TOKCUYHOC!

[TepopanHOTO MTPUITOK %a JUMETHII(hyMapaT MPH MBKKH TUTBX0BE B 103U 75, 250 u 375 mg/kg
JTHEBHO TPEJU U Kb eHTa Ha Yu(TOCBaHETO HsAMA e(DeKTH BHPXY (epTHINTETa HA MBXKHTE
JKUBOTHH 10 Hai- aTa TecTBaHa 7103a (Hal-MaJko 2 IIbTH [10-BUCOKA OT NPENopbUnTeIHATA 1032
Ha 6a3aTta Ha AUC)>IlepopanHoTo npuiiokeHne Ha JUMETHI(yMapaT MpH )KEHCKU IITbXOBE B 103U
25,100 u 250 kg nHEBHO Mpenn 1 KbM MOMEHTa Ha YU TOCBAHETO, KAKTO | JI0 JIeH 7 Ha
OpemMeHHOC 'QmpentHKBa HaMaJlsiBaHe Ha €CTPYCHHUTE LMKIIM 3a 14-THEeBEeH NepHOA U YBEJINYaBaHe
Ha Opost BOTHHUTE C MPOABKUTEIICH AUECTPYC NIPH Hali-BUCOKaTa TecTBaHa 103a (11 meTu mo-
BHCOKA gT;%penoqumenHaTa no3a Ha 6a3ara Ha AUC). Te3u npomeHu obave He OBIHABAT
@epTQ{TeTa WK Ha Opos Ha MOTYYCHUTE KU3HECTIOCOOHH (ETYCH.

[(w&easaHo e, 4e AUMeTIIpyMapaT NpeMruHaBa TUIalleHTHaTa MeMOpaHa 1 ToNaJia BbB (eTaHaTa KPbB
@y] TUTHXOBE U 3aHIIH, ChC CHOTHOIICHUS Ha (peTaTHUTE KbM MAaUYMHHTE IJIa3MEHU KOHIICHTPAIIUH
boTBeTHO OT 0,48 10 0,64 1 0,1. He ca nabironaBanu MandopMaluy pyu HUKOS 1032 Ha
JuMeTwihymMapar IpH ITbX0oBe WK 3aiiy. [IpuioxkeHneTo Ha quMeTHIdyMapaT B IEPOPATHU 103U
ot 25, 100 u 250 mg/kg nHeBHO Mpy OpEMEHHU ILTHXOBE MPe3 MEPHOJIa Ha OpraHoreHe3aTa BOIH JI0
HEXXEeJaHU peakIlny MpH MaiKara 1pu 4 bTH MO-BUCOKA OT MPETOPhUNTENHATA 71032 Ha 0a3ara Ha
AUC, u 1o HuCcKO Teryo Ha ¢eryca u 3a0aBeHa ocudukanus (Merarap3aasu (ananru u Gananru Ha
3aIHUTE KpalHuIK) npu 11 Ty M0-BUCOKA OT MpernopbyuTeaHaTa 103a Ha 0azara Ha AUC. Huckoro
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Teryno Ha ¢eryca u 3a0aBeHaTa OCH(HKAIIUS ce CUUTAT 32 BTOPUYHU 10 OTHOIIICHUE Ha MaifunHaTa
TOKCHUYHOCT (HamaJsiBaHEe Ha TEJIECHOTO TETJI0 U KOHCYMAIMsITa Ha XpaHa).

[TepopanHoTo npuiIoKeHHe Ha AUMeTHIdyMapaT B 1o3u 25, 75 u 150 mg/kg nueBHO npu OpeMeHHH
3aiIIK IO BpeMe Ha OpraHoreHe3arta HsaMa e(ekT BbpXy eMOpHO-(eTaTHOTO pa3BUTHE M BOIH JI0
HaMaJsIBaHE Ha TEJICCHO TErjI0 Ha MalKarta MpH 7 II'bTH IO-BUCOKA OT IIPENOPbUYUTENIHATA 1033, U fb
yBenu4aBaHe Ha Oposi Ha abopTuTe mpu 16 mbTH Mo-BHcOKa OT MpenopbYUTEIHA 1032 Ha OazaTa

AUC. &Q

[TepopanHoTo npuinokeHne Ha quMeTwidymapat B 1o3u 25, 100 u 250 mg/kg nueBHO an@LXOBe
10 BpeMe Ha OpPeMEHHOCT U KbpMEHE BOJM 10 TIO-HUCKH TEJIECHH Terja B mokosneHnero FIZkakto u
3aKbCHEHHUS B IIOJIOBOTO Ch3psIBaHE IIPU MBXXKHUTE >KUBOTHY 0T F1 npu 11 mbTH no-BueQka ot
npenopbunTenHaTa Ao3a Ha 6a3arta Ha AUC. JlunicBar eekTr BbpXy QepTHINTETa BJIOKOJIECHHETO
F1. ITo-HMCKOTO TeNecHO Terjao Ha MOTOMCTBOTO CE€ CUMTA 32 BTOPUYHO 110 OTHOL‘.& Ha MailunHaTa

TOKCHUYHOCT. %

JIBe mpoyuBaHMs 32 TOKCHYHOCT MPY IOBEHUJIHH TUTBXOBE C €KETHEBHO I1€ HO IPUJIOKEHHE Ha
numetnidymapat ot noctHatanen aed (ITHJ) 28 mo ITHJT 90-93 (exBuB THU Ha TPHOIU3UTEITHO
3 ¥ TIoBeUe TOAWHY MPHU X0paTa) IMOKa3BaT MOJ00HA TOKCHYHOCT B Tap WTE OpraHu OBOpery u

npeacToMax KaTto HaOrolaBaHaTa Mpyu Bb3PacTHUTE KUBOTHH. B 1 0 MpOoyYBaHe
JuMeTwIhymMapar He 3acsira pa3BUTHETO, HEBPOIIOBEICHUCCKHUTE WU WA MBXKKHUS B KEHCKHUS
¢depTunmTeT 10 Hali-BUcoKarta a03a ot 140 mg/kg nHeBHO (IpH TenHo 4,6 mbTH

NpenopbYUTENHATA 1032 IPH XOpa Bb3 OCHOBA Ha orpannyeHy AduHu 3a AUC mpu neguaTpuyHu
nanueHTH). [1o mogoOeH HaYMH He ca HaOM0AaBaHU e(hEKTUBBPXY MBKKUTE PEMPOLYKTHBHU H
CrioMaraTeITH! OpraHH JI0 Hali-BHCOKaTa j03a auMeTmwidymapat ot 375 mg/kg THEBHO BEB BTOPOTO
MpOoyYBaHe MPH MBKKH IOBEHWIHA TUThX0Be (oKoo 15 st npeanonaraemara AUC mpu
IpernopbyulTeNIHaTa eAuaTpuiHa qo3a). Habmonasasg ce o6aue moHmkeHne Ha KOCTHOTO MUHEPAITHO
ChIbpKaHUE U TUTBTHOCTTA Ha (heMypa U TyMOaH MPELUIEHN [IPU MBXXKH IOBEHWIHH IIIHXOBE.
ITpomMeHu npH KOCTHA IEHCUTOMETPHSI Ca HAOIAABAHHU ChILO [IPU IOBEHUIIHH IUTBXOBE CIIEA

IEPOPAIHO NPUIIOKEHNE Ha JUPOKCUMEIIOB part, apyr ¢ymapareH ectep, KOHTo ce
MeTaboIM3Kpa 10 ChIIHs aKTUBSH MeTabouT MoHoMeTmiymapar in vivo. NOAEL 3a npomenute
MIPU IE€HCUTOMETPHUSITA [IPU FOBEHUJIHHU I1 Be e npubnu3uTenHo 1,5 mptr npegnonaraemara AUC
[IpY IPENOPBUYNUTENHATA TIEAUATPUIH . Bp3MoxHa e Bpb3Kka Ha eeKTuTe BbpXY KOCTHTE C I10-

HHCKO TCJIECCHO TCIJI0, HO HE MOXC [ H3KJIIOYU U HAJIMYHUETO Ha IPIAK e(i)eKT. KoctHaure HaXOJKH ca
C OrpaHUYCHO 3HAYCHUC 3a B’LSpaC@TG annuCHTH. 3Ha4YeHUETO 3a NEAUATPUIHUTEC MMAUCHTHU HC €

HN3BCCTHO.
&

6. DAPMAILIEBTHU JAHHHU
6.1 Cnucbk Ha I HHUTE BellecTBAa

Kancyinao cmmm&o (IIeJIETH C EHTEPOCOJIBEHTHA OOBHBKA)

Muxkpoxpuc a meiyJosa
Kpockap 3a HATpUi
Cnnnm@ HOKCHJI, KOJIOWJEH 0e3BOJAeH

Mar%ela creapar
Cmf@ €p Ha METaKpHJIOBa KHceNnHa U MeTuiMeTakpuiaat (1:1)
Cx&mnnMep Ha METaKpuiIoBa KucenrHa u etminakpwiar (1:1), 30-nmpouenTtHa qucrepcust

@puernnumrpar
Qrm

CpcTaB Ha Karcyjara

Kenarun
TuranoB nuokcua (E171)
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FD&C cunpo Ne 2 (E132)
JKuat xenezen okeun (E172)
Yepen xenezeH okcun (E172)

Orreyarad HaAIINC BbPXY KalcyJiara (YEpHO MacTHIIO)

(%
lenmax b
TIponuneHraukon Q/
~

AMOHUMEB XUJIPOKCH]T
Yepen xeneszen okeua (E172)

6.2 HecbBMecTHMOCTH
Henpunoxumo o;b

6.3 Cpok Ha rogHocT

3 roguHu &

6.4 ChnenuajJHu ycJI0BHUS HA ChbXpPaHeHHUe O)Q
Ha ne ce cpxpanssa Hax 30 °C. Q’O
6.5 Bwuxu chabpkaHNe HA ONAKOBKATA @

120 mg cromanHO-yCTORYNBH TBHPIU Kancyin: 14 CTQMAITHO-YCTOWYMBH TBHPAN KaTCyITH

B Onuctepu u 6muctepu ¢ eauandau 1031 ot PVC/PE/PVAC-AI u 6enu OyTHIIKK OT TOJIMETHIICH C
Bucoka mrbTHocT (HDPE) ¢ Gsi1a, Henpo3payuHa K Ka Ha BUHT OT IOJIUIIPONWIECH C UHAYKIIMOHHO
3armeyaTaHo alTyMHHHAEBO ()OJIHO, ChIbPIKAIIH 1@)‘[1/1 60 cTomManHO-yCTOWYNBH TBHPIU KATICYJIH.

240 mg cTOMaIIHO-yCTOWYHBY TBEPAN Kargns: 56 nim 168 cTomMamHo-yCTOHYMBY TBBPAH KaICyJn
B OmcTepy U OIHMCTEPH C SANHUYHH J103 PVC/PE/PVAC-AI u Genu OyTHIKH OT HOJUETHIICH C
Bucoka mrbTHocT (HDPE) ¢ 6s11a, Heﬂ@aqna Karayka Ha BUHT OT MOJUIPONMIEH C MHAYKIMOHHO

3arevaTaHo aTyMUHHEBO (OIHO, cm@ amu 56 wim 168 croManiHO-ycTOWYMBH TBBPAN KaTICyJIH.

He Bcuukn BHIOBEC OIMAKOBKH MOTIarT Ja 6T>,I[aT ITyCHATU Ha I1a3apa.

6.6 Cnenmnannu npezmﬁrMeplm NPH U3XBBPJIsTHE

B CbOTBETCTBUEC C MEC TC U3NCKBAaHUA.

Q

7. HPI/ITEQ%HATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Hewusmon3paHnusr HC@@% MPOAYKT WJIN OTHaABYHUTEC MaTCpUaJId OT HETO Tp$I6Ba Ja C€ U3XBBPJIAT

Mylan Ir ﬁa Limited
Unit 35 range Parade
Bald ndustrial Estate

Dub‘@ 3

Q/ HJIIAS
Q
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Humetnnpymapar Mylan 120 mg cromaiHo-ycTOWYMBY TBBPIU KAIICYIIN

EU/1/22/1634/001

EU/1/22/1634/002 {;
EU/1/22/1634/003 b
EU/L/22/1634/004 Q

Humetunpymapar Mylan 240 mg cromaiHo-ycTOWYMBY TBBPIU KAIICYIIN &

&
EU/1/22/1634/005 A
EU/1/22/1634/006 D>
EU/1/22/1634/007

EU/1/22/1634/008

%)
EU/1/22/1634/009 QO
EU/1/22/1634/010 §/
Q

9. JATA HA TBPBO PA3PEHIABAHE/HO}:[HOB$IBAH|;,§ PASPEHIEHHUETO 3A
YIIOTPEBA /O

[laTa Ha mepBO paspemarane: 13 maii 2022 r. Q

<
<

10. [JATA HA AKTYAJIMUBUPAHE HA TEKCTQ\

[NonpoOHa uH(pOpMAaIIUS 3a TO3U JICKAPCTBEH Hg;)%@e npeocTaBeHa Ha yeOcalita Ha EBporneiickara
areHIus mo Jiekapcraata http://www.ema.euro -
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(%
&
o~

O
<
%

%
2
&
Q
%’

MNPUJIOKEHHE || Q

MNPOU3BOJUTEI, OTFOBOPEI—@& OCBOBOXIABAHE

HA DAPTUIN szs
YCJIOBHUS WIHN OFPAHI/I\'}@QHH 3A JOCTABKA U
YIIOTPEBA <o

APYI'1 YCJIOBUS I/&’ICKBAHI/ISI HA
PASPELIEHUETO IIOTPEBA

E®OEKTUBH OTPEBA HA JIEKAPCTBEHMUSA

J
YCJIOBUA I/I@ PAHUYEHMUS 3A BE3OIIACHA U
MHPOAYKT
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A.  IIPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOXJABAHE HA
ITAPTU N

HMe u aipec Ha IPOU3BOAUTEINTE, OTTOBOPHU 3a OCB060)KI[aBaH6 Ha IapTUuauTe

McDermott Laboratories Limited t/a Gerard Laboratories fb
35/36 Baldoyle Industrial Estate (O
Grange Road, Q/
Dublin 13 &Q
Wpnannus

Mylan utca 1

O
" <
ylan Hungary Kft A
(%

Komarom, 2900

%
Yarapust
NS

Benzstrasse 1, Bad Homburg
61352 Hesse Q@

I'epmannus
AR

IleuaTHaTa TMCTOBKA HA JICKAPCTBEHUS IPOAYKT TpsiOBa Aa C”bq@ HMETO U ajipeca Ha
IPOU3BOJUTEIIS, OTTOBOPEH 32 OCBOOOKIaBaHETO Ha ChOTBETHAT IIAPTH/IA.

Mylan Germany GmbH §/

b. YCJIOBHUA NWIN OTPAHUYEHUA 3A I[Oqg{BKA N YIIOTPEBA

JlexapcTBEHUSAT NPOIYKT c€ OTITyCKa 10 orpaHHqiag{eKapcxo npenanucanue (Bx. [Ipunoxenue I
KpaTka xapakTepucTrka Ha IpOAyKTa, TOUKa 4.@./

Q

B. JAPYI'M YCJIOBUA U I/I3I/ICKJ@I/I$I HA PASPEHIEHUETO 3A YIIOTPEBA
J
. IHepuoguunu axwannmpax&xnaﬂn 3a 6ezonacHoct (ITAJIB)

W3uckBanusra 3a nogasane Ha [TAJIb 3a To3u nexapcTBeH NPOIYKT ca MOCOYEHH B CIIUCHKA

¢ pedepeHTHUTE AaTH HA EB@I&KI/M cbt03 (EURD cnucbk), npeasunes B ui. 1078, an. 7 ot
Hupexrtusa 2001/83/EO, n BCUUKH CJI/IBAIM aKTyaIN3alluK, TyOJUKYBaHU HA €BPOIICHCKHS
yeOmnopTai 3a JeKapcTBa &

O

I. YCJIOBI/I@I/I OI'PAHMYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIE&P TBEHUSA ITPOAYKT

o Hﬂazzg'ynpalmeﬂne Ha pucka (ITYP)

HpI/ITe)@eJIHT Ha paspenreHuero 3a yrnorpeba ([IPY) tpsbsa na u3BbpIBa H3NCKBAHUTE JCHHOCTH U

JeHCTBYs, CBBP3aHU C IPOCIeAsIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogo0penus [1YP,

0§ aBeH B Moayi 1.8.2 Ha pa3pelieHHeTo 3a ynorpeda, KakTo U BbB BCHUKH CJIC/IBALIH 0J00pEHH
anusanyy Ha [TYP.

QAKTY&J‘II/BI/IpaH ITYP tpsi6Ba na ce mopasa:
. 10 MCKaHe Ha EBporelickara areHuus 1o JeKapcTBaTa;
o BMHArH, KOTAaTO ce M3MEHS CHCTEMAaTa 3a yIpaBJieHHe Ha pUCKa, 0COOEHO B Pe3yiTar Ha
NoJy4aBaHe Ha HOBa MH(POPMALUS, KOSITO MOXE J1a I0BEJIE /10 3HAYNMH IIPOMEHU
B CHOTHOILICHUETO TIOJI3a/PHCK, WK CIIe]T JIOCTUTaHe Ha BayKeH eTarl (BB Bpbh3Ka
C TIpoclie/IsIBaHe Ha JIeKapCTBeHaTa 0€30MacHOCT MM CBEXKIaHe Ha PUCKA 10 MUHUMYM).
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MIPUJIOKEHUE (4

JAHHU BBPXY OHAKOB&A N JIMCTOBKA
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A. JIAHHH BBPXY OIl1
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA ONTAKOBKA
N
| 1.  MME HA JEKAPCTBEHMSI IPOJIYKT Y
2
Jumerungpymapar Mylan 120 mg cToManiHo-yCTONYHBY KaICyIIH Q
auMeTHIhyMapar é
N
| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A) N\ |
(o

Bcesika xancyna ceaspka 120 mg gumermndymapar Qs{b

3. CHOUCHK HA IOMOUIHUTE BEUIECTBA N |
QQ
)
| 4. JEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHAOTAKOBKA |
<

CroMaIHo-yCTOWYMBHY KaICyJIN @

14 cromamHO-ycTOHYMBY Kancynu sz\

14 X 1 croMamHoO-yCTOWYMBY KaTCyJIn Qj

O
Q.

5. HAYMH HA NPUJIOKEHME U ITEN(MILA) HA BbBEXK/IAHE

[TepopanHo npunoxeHue J z@
[Ipenu ymorpeba mpouerete HHCTOBKas&

NS

6. CIHHELHUAJIHO HP%I’KPE)K}IEHI/IE, YE JEKAPCTBEHUSAT ITPOAYKT TPABBA

JIA CE ChbXPAHS A MSICTO JAJIEYE OT MOTJIEJIA U JOCET A HA JELIA

I[a CC CbXpaHsBa Ha MSIC@HGI[OCT’LHHO 3a Jc€na.

A
| 7. IPYTH CRENMAJHU MPEIYIPEXJIEHUS, AKO E HEOBXOJAMMO |

3
[@Q/

8. JIATA HA U3THYAHE HA CPOKA HA F'OJIHOCT |

@
o

Q}J CHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ne ce cpxpansiBa Hax 30 °C.
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

0

11. MME M AJIPEC HA IPUTEJKATEJISI HA PA3PELLIEHMETO 3A YIIOTPEBA (7,7 |

Mylan Ireland Limited &Q
Unit 35/36 Grange Parade O
Baldoyle Industrial Estate Q
Dublin 13 A
WNpnannus O)’b

9.3
12. HOMEP(A) HA PA3PEIIEHHUETO 3A YIIOTPEBA K2

EU/L/22/1634/001 Q?)

EU/1/22/1634/002
AR

L0

13. TIAPTUJIEH HOMEP N

©

[Taptuna: Q/

NS

7>
| 14, HAYMH HA OTIIYCKAHE N |

<o
Q

N
| 15. YKA3AHMSI 3A YIIOTPEBA A~ |

O

| 16. MH®OPMAIIMSI HA JBPAIIIOBA A3BYKA |

Humernndymapar Mylané]%ﬁl

| 17.  YHUKAJEHUJIEHTUOUKATOP — JIBYU3MEPEH BAPKO/I
\‘
JBynsmepeH 6@0;[ C BKJIFOYCH YHUKAJIEH HACHTU(DHUKATOD
o)

18. Y(ﬁ)IKAJIEH NIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

a??
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MHUHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXKAT BJIUCTEPUTE U JIEHTUTE

BJIUCTEP
£
| 1.  MME HA JEKAPCTBEHMSI IPOJIYKT Y
Qo
Humetuipymapar Mylan 120 mg cTroMamHo-ycTOHYMBY Kancyau Q
JuMeTwihymapar &

&

| 2. MIME HA ITPUTE)KATEJISI HA PA3PEILIEHMETO 3A YIIOTPEBA ) |

‘O
Mylan Ireland Limited 0)

| 3. JIATA HA U3THYAHE HA CPOKA HA TOJIHOCT N

EXP O)Q

4, HHAPTUJAEH HOMEP

Lot Q

&
|5.  JIPYTO N
<

IIepopanno npunoxenue

32



JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA
2
| 1.  MME HA JEKAPCTBEHMSI IPOJIYKT Y
<
Jumerungpymapar Mylan 240 mg cToManiHO-yCTOWYHBY KaICYJIH Q
auMeTHIhyMapar é
N
| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A) N\ |
o

Bcesika xancyna ceaspka 240 mg qumermndymapar Qs{b

3. CHOUCHK HA IOMOUIHUTE BEUIECTBA N |
QQ
A2
| 4. JEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHAOTAKOBKA |
X

CTOManIHO-yCTONYHBH KAIICyIIH <

56 cToManIHo-yCTOHYMBH KaTCyIIH sz\

56 X 1 cTOManIHO-yCTOMYUBH KaICyIH Qj

168 cTomanIHo-yCTOHYNBY Karcyin N

168 X 1 cTomMamHo-yCTOHYNBY KaICyIn @

Fat

5. HAYMH HA NPUJIOKEHME HIThbT(MIIIA) HA BbBEXKJIAHE

[TepopaltHO PHUITOKEHUE @)

[Mpeau ynorpeba nmpoyereTe nHCTohTa.

AN

6. CIIEHUAJIHO IT YHPEXJIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE C'I)XPAI-W HA MSACTO JAJEYE OT HOTJVIEJA U TOCET'A HA JTEITA

O(

I[a CC CbXpaHsBa I—&QCTO, HCIOCTBIIHO 3a ACIA.

D
‘ 7. I[PYF@HEHI/IAJIHI/I NPEAYNPEXJIEHHUS, AKO E HEOBXOJIUMO ‘

Q
A
&

| 8../7YTATA HA U3TUYAHE HA CPOKA HA TOJJHOCT |

\k

Q JCH J10:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a He ce cpxpansa Hax 30 °C.
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10. CHELHUAJIHU IMPEANIASHU MEPKU INPU U3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

S
11. HME U AJIPEC HA IPUTEXXATEJISI HA PASPEIIEHUETO 3A YHOTPE];A‘(ﬂu \
AN
Mylan Ireland Limited QO

Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13 o3
Hpnannus 0)
L
12. HOMEP(A) HA PA3PELLIEHUETO 3A YIIOTPEBA ~N
@V
EU/1/22/1634/005 Q
EU/1/22/1634/006 &)
EU/1/22/1634/007 (¢
EU/1/22/1634/008 Q

Q

o,
13. TAPTHUJAEH HOMEP \)\(I
S

[Taptuna: \}Q/
R

| 14, HAYMH HA OTOYCKAHE .~ |

&U
J
)

| 15. YKA3AHMS 3A YIIOTPEBA |

AN
X

| 16. MHOOPMALIMS{HA BPAIJIOBA A3BYKA |
b 4

I[HM@THH(I)YMapaT@n 240 mg

9.3
| 17.  YHUKAJEH WIEHTU®UKATOP — IBYU3MEPEH BAPKO/I

ﬂBynzlvép%H 0apKoJ] ¢ BKJIIOUEH YHUKAJICH UAECHTH(UKATOD

Q

| 16— YHMKAJIEH UJEHTU®UKATOP — IAHHU 3A YETEHE OT XOPA
v
S

N

Z0

Z
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MHUHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXKAT BJIUCTEPUTE U JIEHTUTE

BJIUCTEP
£
| 1.  MME HA JEKAPCTBEHMSI IPOJIYKT Y
Qo
Jumetunpymapar Mylan 240 mg cToMamHo-yCTONYUBY KaICyIu Q
quMmeTHidymapar &

| 2. MIME HA IPUTE)KATEJISI HA PA3PEIIEHMETO 3A YIIOTPEBA ) |

‘O
Mylan Ireland Limited erb
R
| 3. JIATA HA M3THYAHE HA CPOKA HA TOTHOCT %
“
EXP Q
<
)
4. TIAPTUJEH HOMEP P
N4
Lot ng
Q,’
|5.  JOPYro D
Y]
Q
IlepopanHo mpunokeHue O
&
O
\
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JAHHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA U
ITBPBUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA M ETUKET HA BYTHUJIKATA

(0
| 1. HMME HA JIEKAPCTBEHHMSI TPOJTYKT oY |
Jumerungpymapar Mylan 120 mg cToManiHo-yCTOWYHBY KaICyIIH &Q
JuMeTuidymapar QO
| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIIECTBO(A) JReo) |
i
Bceska kancyna ceappika 120 mg aumetundymapat Qsjz\
\V
3.  CHUCHK HA HOMOUIHUTE BEILECTBA K |
0
| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJIFA OITAKOBKA |
v

CTOMaIHoO-yCTOMYMBH KamCyJau Q/

14 cTomanrHO-yCTOHYMBY Karcyu Qj
60 cTomMamIHoO-yCTOHYHNBY KaICyIn RN

5. HAYHH HA TPUJIOKEHUE I/I‘H\’BT(I/II[IA) HA BBBEXJAHE
A4
o
[lepopanHo mpuinoxeHue ¢
[Ipenn ynotpebda npouerere HHCTO@.

AR\
6. CHELMAJIHO IIP PE)K/JIEHME, YE JIEKAPCTBEHMSIT IMPOAYKT TPSIEBA
JIA CE CbXPAH HA MSICTO JAJIEYE OT MOTJIEJA U JOCET'A HA JELIA

)
[a ce cexpansBa Ha M@g, HEIOCTBITHO 3a Jela.

<

| 7. JIPYTUGHEIMAJHUA NPEAYPEXKJIEHHS, AKO E HEOBXOJJMUMO |
)
L
(8. (AXTA HA U3STHYAHE HA CPOKA HA FTOJHOCT |
S

ggﬂﬁ 10:
%neu orBapsiHe: 180 nHn
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ma He ce cpxpansasa Hax 30 °C.

YACT OT JJEKAPCTBEHUTE NPOJYKTHU WU OTHATBYHH MATEPUA
TSIX, AKO CE U3UCKBAT TAKHUBA Fe)

AN

N
11. MME M AJIPEC HA IPUTEJKATEJISI HA PABPELIEHMETO 3A YIIOTPEBA |
4

Mylan Ireland Limited O)
Unit 35/36 Grange Parade QO
Baldoyle Industrial Estate Qj

Dublin 13 &

Wpnanaus Q
o

12. HOMEP(A) HA PA3PELIEHMETO 3A YIIOTPEBA~ U

~
EU/1/22/1634/003 Q
EU/1/22/1634/004 Q

B
>
ITapTuna: @Q
O
[ 14, HAYWH HA OTHYCKAHE |\ - |

S

£
| 15.  YKA3AHMSI 3A YI@EBA |

N
4
| 16. MH®OPMANMS HA BPAIJIOBA A3BYKA |
\‘
I[HMeTI/In(byMaQ? Mylan 120 mg

o)

| 17.  YAPKAJIEH UWAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

O
10. CHELHWAJIHU NPEANTASHU MEPKHU IMNPU U3XBDBHPJISTHE HA HEI/I3HOJI3B1?/$U

13. TAPTHUJAEH HOMEP

bl {&peﬁ 0apKo/J] ¢ BKJIIOUEH YHUKAJICH HACHTH()UKATOD

QIS. YHUKAJIEH WAEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA U
ITBPBUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA M ETUKET HA BYTHUJIKATA

(0
| 1. HMME HA JIEKAPCTBEHHMSI TPOJTYKT oY |
Jumerungpymapar Mylan 240 mg cToManiHO-yCTOWYHBY KaICYIIH &Q
JuMeTuidymapar QO
| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIIECTBO(A) JReo) |
i
Bceska kancyna ceappika 240 mg auMeTungymapat Qsjz\
\V
3.  CHUCHK HA HOMOUIHUTE BEILECTBA K |
0
| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJIFA OITAKOBKA |
v

CTOMaIHoO-yCTOMYMBH KamCyJau Q/

56 cToManIHO-yCTOHYMBH KaTCYIIH Qj
168 cTomanHo-yCTOHYNBY Karcyinu N

5. HAYHH HA TPUJIOKEHUE I/I‘H\’BT(I/II[IA) HA BBBEXJAHE
A4
o
[lepopanHo mpuinoxeHue ¢
[Ipenn ynotpebda npouerere HHCTO@.

AR\
6. CHELMAJIHO IIP PEJK/JIEHME, YE JIEKAPCTBEHMSIT IMPOAYKT TPSIEBA
JIA CE CbXPAH HA MSICTO JAJIEYE OT MOTJIEJA U JOCET'A HA JELIA

)
[a ce cexpansBa Ha M@g, HEIOCTBITHO 3a Jela.

<

| 7. JIPYTUGHEIMAJHUA NPEAYPEXKJIEHHS, AKO E HEOBXOJJMUMO |
)
L
(8. (AXTA HA U3STHYAHE HA CPOKA HA TOTHOCT |
S

ggﬂﬁ 10:
%neu orBapsiHe: 180 nHn

38



‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ma He ce cpxpansasa Hax 30 °C.

YACT OT JJEKAPCTBEHUTE NPOJYKTHU WU OTHATBYHH MATEPUA
TSIX, AKO CE U3UCKBAT TAKUBA Fe)

AN

N
11. MME M AJIPEC HA IPUTEJKATEJISI HA PA3PEILIEHMETO 3A YIOTPEBA |
4

Mylan Ireland Limited O)
Unit 35/36 Grange Parade QO
Baldoyle Industrial Estate Qj

Dublin 13 &

Wpnanaus Q
o

12. HOMEP(A) HA PA3PELIEHMETO 3A YIIOTPEBA~ U

~
EU/1/22/1634/009 Q
EU/1/22/1634/010 Q

B
>
ITapTuna: @Q
O
[ 14, HAYWH HA OTHYCKAHE |\ |

S

£
| 15.  YKA3AHMSI 3A YI@EBA |

N
4
| 16. MH®OPMANMS HA BPAIJIOBA A3BYKA |
\‘
I[HMeTI/In(byMaQ? Mylan 240 mg

o)

| 17.  YAPKAJIEH UWAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

O
10. CHELHWAJIHU NPEANTASHU MEPKHU IMNPU U3XBDBHPJISTHE HA HEI/I3HOJI3B1?/$U

13. TAPTHUJAEH HOMEP

bl {&peﬁ 0apKo/] ¢ BKJIIOUEH YHUKAJICH UAECHTH()UKATOD

QIS. YHUKAJIEH WAEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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B. JMCTOBKAQ)
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Jumernndgymapat Mylan 120 mg croMamHo-ycTOiiYMBY TBBPAN KANCYJIH
Jumernndgymapat Mylan 240 mg croMamHo-ycTOiYMBY TBBPAN KANCYJIH
nmumetmingymapat (dimethyl fumarate) fb
IIpoyeTeTe BHMMATEIHO US1JIATA JUCTOBKA, MPEIH 12 3aI0YHETe 1A PHeMAaTe TOBA JIEKApC
Thil KaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.
- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH [J1a 51 IPOYETETE OTHOBO. Q
- AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, IoNUTainTe Bammms nexap nnn q)apMeu@rT.
- ToBa nexapcTBO € mpeanrcaHo JMYHO Ha Bac. He ro nmpeoTcThnBaiite Ha IpyTu X 0 MOXe
Jla UM HaBpeIy, He3aBUCUMO Y€ IIPU3HAIMTE Ha TSXHOTO 3a00JIBaHe ca ChIInTe-RaTo Bammure.
- AKO TOITyunTe HAKAKBU HEXXEJIaH! peakin, yBeaomere Bamms nexkap win dapmariet. Toa

BKJIIOYBA ¥ BCUYKH Bb3MOYKHH HEXKEJIaHU PEaKLIMHU, HEOMMCAHU B Ta3H JIUC . Buxre
TouKa 4. sz\

KakBo cbabpika Ta3u JUCTOBKA §/

1. Kakso mpencrasmsaBa Jumernndymapar Mylan u 3a kakBo ce 3Ba

2. Kakgo TpsiOBa ja 3Haere, npeau Aa npuemere Jumerundyma; ylan

3. Kak na npuemare JJumernndymapar Mylan /O

4. BB3M0OKHN HEXENTaHN PEaKIUuH Q

5. Kak na cexpansBare Jumernndymapar Mylan

6. ChbabpikaHue Ha ONIAKOBKATa M JOMIBIIHATEIHA I/IH(bop@hm{

1. Kaxkso npeacraBasasa {umerniagymapar D@an H 32 KaKBO Ce U3I0JI13Ba

Kakso npeacrasasia lumermiagymapar My@
Jumernmiagpymapat Mylan e nexapctso, K8T0 ChABPkKa aKTUBHOTO BEILECTBO AUMeTHI(yMapar.
3a KaKBO ce M3M0JI3BA Ilnmenmtbyn@r Mylan

Humerundymapar Mylan ce nzmo 3a JIeueHue Ha IPUCTHITHO-PEMUTEHTHA MHOXKECTBEHA CKJIep03a
(MC) npu manmeHTH Ha BB3pacT 13 ¥ moBede TOANHY.

MC e xpoHngHO 3a00IsIBaHE, &(a@:ﬁo 3acsra nenTpannara HepBHa cuctema (LIHC), Bxmrountentno
MO3bKa ¥ IpPhOHAYHUS MO3 puctbhiHO-pemuTeHTHaTa MC Cce xapakTepu3upa ¢ MOBTaPSIIIH ce
MPUCTHIH (PEIUIUBH) H MITOMU OT CTpaHa Ha HepBHAaTa crucreMa. CUMIITOMUTE ca Pa3IudHU TPH
OTJIEITHUTE TTAllMEHTH, %KHOBCHO BKJIFOYBAT JBUTATEITHU 3aTPYIHEHUS, YyBCTBO 3a 3ary0a Ha
paBHOBECHE U 3pUTE aTpyaHEHUs (HapuMep 3aMbIICHO WM JBOMHO BIDKIAHE). Te3u CHMITOMU
MOrar Ja U34e3Ha JTHO, KOTATO MPHUCTHITBT MIPUKITIOYH, HO HAKOW MPOOJIeMH MOTaT J1a OCTaHaT.

Kak ueﬁCTB@aeTnﬂq)yMapaT Mylan

Jnmernn SbapaT Mylan usrnex/a AeicTBa, KaTo He O3BOJISABA HA 3all[UTHATA CHCTEMa Ha
OpraHu a YBpeX/ia MO3bKa U rpbOHauHus By Mo3bk. ToBa ChIO MOXKE J]a IOMOTHE Jia ce 3a0aBu
61)neIQBnomaBaHe Ha Bamata MC.

e

QQ/
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2. KaxBo TpsdBa n1a 3HaeTe, npeau Aa npuemete Jumeruadpymapar Mylan
He npuemaiite lumerniigpymapar Mylan

- aKo cTe aJIePrUYHN KbM TUMeTWI(yMapaT WK KbM HAKOS OT OCTaHAINTE ChCTaBKM Ha TOBA
JekapcTBO (M36pOeHH B TOUKa 6).

- aKo MMa ChbMHEHHUeE, Ye UMAaTe PAAKA MH(EeKI U HA MO3bKA, HApeYeHAa NPOrpecuBHA b
myatudoxaana geskoenuedasonarus (IIMJI) unn ako IIMJI e ouaa HOTBLpueﬂa.QQ/

A

IIpenynpexaeHus U npeanasHu MepKH O
Humernndymapat Mylan Moxe fa moBnusie Ha Oposi Ha OelUTe KPbBHH KJIETKH, 0 nuTe U
yepuus Bu apo6. [Ipenu na 3anounere neuenuero ¢ JJumerundymapar Mylan, Bamusat jiekap me Bu
HampaBH U3ClIeBaHe Ha KPBBTA, 3a Ja onpeaenu 0pos Ha Oenute Bu KpbBHU Kile Jla IpOBEpHU

nanmn 0p0pennTe u YepHUIT Bu 1po6 pyHKImoHMpar mpaswmitHO. JIekapsT me mpoBexaa Te3n
W3CJIEIBAHMS TIEPHOJINIHO IO BpeMe Ha JIeYeHNUEeTo. AKo OposT Ha OenuTe BUKpBBHY KIETKH
HamaJiee 10 BpeMe Ha JICYCHHUETOo, Bamust jJekap MoXKe J1a peliu J1a Ha3Ha BBHPIIBaHC HA
JIOTIBITHUTEITHU M3CIICIBAHUS WIIH J1a TIPEKbCHE JieueHHueTo Bu. Q/

I'oBopete ¢ Bamus Jexap, npeau Aa nprueMere I[I/IMGTI/IH(I)yMapaT’@aH, aKo umare:

- TeXKa CTCIeH Ha 0BLOPeYHo 3a00IIIBaHe /O

- TeXKKa CTEIIeH Ha YePHOAPOOHO 3a009BaHe Q

- 3200JIsIBaHE HAa CTOMAXAa WJIH YepBaTa

- cepro3Ha uHpeKus (HanpuMep MHEBMOHUS) @

[Tpu nevenuero ¢ Jumernndymapar Mylan moxe na sIBU XepIec 30cTep. B Hikou cinyyaun

HACTBIIBAT CEpPUO3HM yClIokHEeHUs. TpAadBa 1a MH Muparte Bamms jekap He3a6aBHO, aKo
M0/103MpaTe, Y€ HMaTe CHMITOMH Ha XEPIIEC 30CTER

Axo cmsrare, ye Bamata MC ce Biomasa (H?%ep “MaTe ¢J1aboCT MM MMPOMEHH B 3PEHUETO) HITU
aKo 3a0eJIeKUTe HOBU CUMIITOMH, TOBOpeTe.c Baius iekap BeHara, 3aioTo Te MOXe Jia ca
CUMITOMH Ha psijika HH(EKINS Ha MO3bKaNHApEUYeHa IPOTPeCHBHA MYITH(OKATTHA
neskoeHnedanomarus (IIMJI). IIMJI e’{ygp%mmo 3a00J1s1BaHe, KOETO MOXKE JIa TOBEAE 10 TEXKA
CTeleH Ha MHBATUIU3UPAHE WITH CM’I@.

Cp0o011aBaHo € psIKo, HO TEXKKO 6;%136‘{H0 yBpexaane (cuaapoM Ha DaHKOHM) TIPH JIEKAPCTBO,
ChABPIKAIIO AUMETHIIDyMapar; §0M6I/IHauH;1 C IpyrH ecTepu Ha PyMapoBaTa KMCEIUHA, U3II0JI3BaHH
3a JIeYeHHe Ha ICOPHA3UC ( sIBaHE Ha KokaTa). AKO 3a0eJIexuTe, Ye OTILNIATE TI0BEUYE YPUHA,
MO-Ka/IH! CTE€ U THETE T1 TEYHOCTH OT 00MYaltHOTO, MyCKyJuTe Bu m3riexmar no-ciadwu,
MOJIyYUTE CUYIIBAHE H WJIM TTPOCTO UMaTe 00JIKHU, 00aeTe ce Ha Baius ekap Bb3MOKHO Hak-
CKOpO, 32 JIa MOXE T a ce MPOyYH MO-TI0POOHO.

Jleua u roHOIIHN Q

ITocouenur %—rope MpeIyTpEeXISHIUS U TIPeIa3Hu MEPKH Ce OTHACAT U 3a jaena. Jumermndymapar
Mylan m a ce M3II0JI3Ba MPH JIela U FOHOIIY Ha BB3pacT 13 u moBeue ronuHu. Jlumcsar qanan
pu 1€ 1 10-ToaumiHa Bb3pacT.

I[:ggekapcma u Jnmerniagymapar Mylan
B

T a 1a Ka)xeTe Ha Bamms nexap win apmaneBT, ako IpruemMaTe, HaCKOpO CTe IPHUEMalH WK €
Q MOJKHO J1a IIpUeMare Jpyry JeKapcTBa, I0-CIIeUaIHO:

- JIeKapCcTBa, KOUTO ChIBPKAT €CTepH Ha (ymapoBaTta KucenuHa (pyMapari), H3IOJI3BaHHU 3a
JIeUeHHE Ha [ICOPUA3UC

- JIeKapcTBa, KOMTO MOBJMABAT MMYHHATA CHCTeMAa Ha OPraHU3Ma, BKIIOYUTEITHO APYrH
JIeKapcTBa, M3M0JI3BaHM 3a jJedeHne Ha MC, HanpuMep (UHTOTUMOA, HaTAIU3yMao,
TepuIIyHOMUI, aeMTy3yMa0, okpenu3ymMad Wi KIaJApHUOUH, WM HIKOW YeCTO U3IOI3BaHH
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NMPOTUBOPAKOBH JICKaPCTBA (PUTYKCUMAO MM MUTOKCAHTPOH)

- JIeKapcTBa, KOMTO 3acAraTt 0bopenuTe, BKIAYNUTEIHO HIKOM AHTUOMOTUIM (M3TIOI3BAHH 32
JicueHUe Ha HHQEKIINN), ,0TBOAHABALIM TabaeTkn” (Ouypemuyu), HIKOU BUI0BE
0oJKOyCOKOsIBAIIU (HanpuMep HOYNpoQeH U APYry MOJO0OHH MPOTHBOBB3NATUTCITHU
CpEeJICTBa, KAKTO U JIEKapCTBa, 3aKyNEeHH 0e3 pellenTa OT JeKap) U JIeKapCcTBa, ChIbPIKAIIN
JUTHI /O

- IpuemsbT Ha JumMeTtrindymapat Mylan ¢ onpeiesicHd BHIOBE BAKCHHE (JtCUBU 6AKCUHIL)
na Bu npuaman nHQEKITNS 1 CIIeI0BaTEIHO TPsiOBa 1a ce n30sarBa. Bammst nekap mie B
MOCHBETBA i TPSIOBA J]a ce MpUJjIaraT APYTH BUIOBE BaKCHHM (HEKUBU BAaKCHHH). &

O

Jumernmigpymapat Mylan ¢ ankoxoJ Q

Koncymanusita Ha mo-rojsiMo koinudecTBo (moBede oT 50 ml) CHIHM alKOXOTHH HAJHTKH (ITOBEYE OT
30% o006eMHO Chabp)KaHUE Ha alKOXOJ, HalPUMEp ASCTHINPaH alKoXou) TpsOBa ;& n30srea

B pPaMKHTE Ha Yac oT npuema Ha umermndymapar Mylan, Thif KaTo aTKOXOIBT, MOKE Ja
B3aMMOJIEHCTBA € TOBA JIEKapcTBO. ToBa MOXe 1a IPeAU3BHKa Bh3IaJICHHE Héj omaxa (eacmpum),
0co0eHO TIpU X0pa, KOUTO Bede ca MpeApa3noIoKeH! KbM TaCTPHT. &

BpeMeHHOCT 1 KbpMeHe Q/

AKko cTe OpeMeHHa WU KbPMUTE, CMSITaTe, 4e MOXKe Ja CTe OpeM ”QHHH IUIaHUpaTe OPEMEHHOCT,
NochBeTBaTE ce ¢ Bamus nexap uinu GapManeBT Mpeau yrnorTp a Ha TOBA JICKapCTBO.

bpemenHocT @

He uznomspaiite J{umerundymapar Mylan, ako cre 6p62€HHa, OCBEH aKO CT€ OOCHIMIHN TOBA
¢ Bammus nexap. Qj

Kspmene @

He e u3BecTHO fajiv aKTUBHOTO BELIECTBO %MCTHH@yM&p&T Mylan npemiHaBa B KbpMara.
Humerundymapar Mylan ve TpsiOBa aa ¢ &omBa 10 BpeMe Ha KbpMeHe. Bammsar nekap me Bu
MIOMOTHE J]a PEeLINTE Ay TpsiOBa aa &e Jla KbpPMHTE WM Ja CIPETE Aa U3I0I3BaTe
Humerundymapar Mylan. Toa Bk IpELEHKA 32 [ToJ13aTa OT KbPMEHETO 3a JeTeTo Bu cipsamo
noJ3ara oT TepanusTa 3a Bac. \%

Hlopupane u padora c Maligln\

EdexrsT Ha [lumetundy T Mylan BbpXy criocoOHOCTTa 3a modupane 1 padoTa C MAITUHA HE €
u3BecreH. He ce ouyakp metwidymapar Mylan na nosnusie criocoonocTTa Bu 3a modupane u
paboTa ¢ MaIlIMHU. Q

I[nMeTnnq)yMilsi\ Mylan cbabpaxa HATpUid

Toga nekap QG ChAbpiKa mo-Manko oT 1 mmol narpuii (23 M) Ha Karcyna, T.e. MOXe Jia Ce Kake, 4e
npakTuucekiyHe ChabpsKa HATpUil.

O

3. /ﬁax na npuemarte Jnumerniagymapar Mylan

@)IHam MpreMaiTe TOBa JIEKapCTBO TOYHO KakTo Bu e ka3an Bammsr nekap. Ako He cTe CUTYpHHU
$ Hello, nonuTaiite Bamus nekap.

Hauaana g03a

120 mg nBa nbTH AHEBHO.
ITpuemaiite Ta3n HavaHa 103a Mpe3 IbPBUTE 7 HU, CIIe] TOBA IPHEMaiiTe CTaHAapTHATA 103a.
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CranaapTHa 103a
240 mg nBa MbTH THEBHO.
Humernndymapat Mylan e npenHasHaueH 3a mepopaiHoO MPHUIOKEHHE. 60

HorabmaiiTe BeAka KamnceyJa msiia ¢ Maiko Boga. He TpsOBa na pasnmenste, aynure, pa3TBa 4
CMyYeTe W IbBYETE KarcysaTa, Thid KaTo TOBa MOXKE J]a YBEIHMYH HIKOU HEXKEJIaHH peaKLu;Q

IIpuemaiite lumetnndgymapar Mylan ¢ xpaHa — ToBa MOXe Jja TOMOTHE 3a HaManﬂBa@\Ha MHOI'0
YeCTUTE HEKEIaHU peaknuu (M30poeHu B Touka 4).

AKo cTe MpHesn MoBeye 0T HeoOxoauMara n03a JAumernagymapar Mylan o;b

AKO cTe TpHuenu TBbp/Ie MHOTO KaIlCylld, yBeioMeTe He3adaBHo Bamus ne@%? Bb3MoxHO € 1a
MOJYYHTE HEXKEJIaH! Peakiyy, MoJ00H! Ha ONMICAaHUTE 0-10JTy B TOUKa 4.

<Q
o2

He B3emaiiTe nBoiiHa 1032, 32 1a KOMIIEHCHUpATE MPOIycHATaTa pﬁ

AKo cte npomycHaau aa npuemere JIumeruiagymapar Mylan

MoskeTte a mpueMeTe IpollycHaTaTa J103a, ako OCTaBaT Haﬁ-MaR) 4 gaca no cnenpamiara Bu no3a.
B nportuBeH ciydail u3yakaite 10 ciaeaBanaTa jiaHupaHa .

AKXO UMaTe HSIKAKBH JOMBJIHUTECIHHA BBIIPOCH, CBLp3aﬂ.®yn01pe6aTa Ha TOBA JIEKapCTBO, MOMUTATE
Bamus nexap uinu papmarienr. Qj

N
<

4, Bb3MOKHN HeKeTaHW peakuu @

KakTo Bcuuku ekapcTBa, TOBa neKapCTg@xce Jla IpeIU3BUKA HEXXEJIAHU PEaKLU1, BBIIPEKH e He
BCEKH T'l [10JTy4aBa. J&

CepuHoO3HH HexkeJTaH! PeaKIuu

Humerundymapar Mylan Moxe na ioHmwku 0post Ha muMdoruTruTe (BUI O KPBHU KIETKH).
Hanuunero Ha HamaneH Opoi &Iﬁ KPBBHHU KJIETKH MOXKE JIa TIOBUINM Bamust prck ot uHdekmus,
BKJTFOUHUTEITHO PUCKA OT P H(EKIMs Ha MO3bKa, HApEUCHA IPOTPECUBHA MYyJITH(OKAIHA
neBkoeHIedanomatus ( . [IMJI mo3e na noBee 10 TeKKa CTENEH Ha MHBATTMAU3UPAHE UK
cmbpt. [IMJI € HacThI nen 1 go 5 roauHM JedeHne U 3atoBa Bamuar jgexap TpsoBa ga
MPOIBIDKHU J1a CIIEIN Ha Bammre Oenu KpbBHHU KJIETKH B X0J1a Ha jieueHuero Bu, a Bue TpsoBa na
HaOJIrogaBare 3a Il nanHu cumnroMu Ha [IMJI, kakTo ca onucanu no-goiay. Puckst ot IIMJI
MOJKe J1a € TIO-BUCOK, aKO MPEIN CTe MPHEeMali JIEKapCTBO, KOETO BIomaBa PYHKIMATA HA UMyHHATA
cucTeMa Ha o& 3Ma.

CI/IMHTO&}&H& [IMJI moraTt na HaogoOsBaT Te3u Ha nmpucTbil HAa MC. Te mMorar ja BKIFOYBaT

HOBOHO@/I a Ce WJIX BIIOIIABAIA C€ CJIA00CT B €IHATA CTPaHA Ha TSAIOTO; HETIOXBATHOCT; IPOMEHHU

B 3peHMETO, MUCJICHETO WUJIM [TaMETTa; 00BPKAHOCT, IPOMEHHU HA JIMYHOCTTA WJIU 3aTPyTHEHHUS

B rdﬁ 1 OOIIyBaHETO, TPACIIX TIOBEYE OT HAKOJKO JHH. 3aTOBA € MHOTO BaXKHO Jla pa3roBapsTe

Bs&noncﬂo Haki-ckopo ¢ Baius nekap, ako cmstare, ue Bamara MC ce Biiomasa win 3a0eieKuTe

@BH CHUMIITOMH, JTIOKATO ce JekyBaTe ¢ Jlumetmidymapar Mylan. PazroBapsiiTe 3a jJeueHHUETO CH U
Bamus napTHbOp WiIH € TUIaTa, KOUTO ce Tprkar 3a Bac. Moxe na ce nmosiBAT CUMITOMH, Ha KOUTO

Bue Moxxe 1a He 0ObpHETE BHUIMAaHUE.

-  Cebpikere ce He3a0aBHO ¢ Bamus jekap, ako H3NUTBATE KOWTO M 12 € OT Te3H CUMIITOMM.
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Texkku AJIECPruvYyHu peakuuu

OT HAIMYHUTE JAHHU HE MOXE Ja ObJIc HAMpaBeHa OIICHKA HAa YECTOTATa HAa TEKKHUTE aeprUIHU
peakiyu (C HeM3BECTHA YECTOTA).

[TouepBeHsIBaHETO HA JUIIETO WIIH TAJIOTO (3auepésasane) € MHOTO YecTa He)KelaHa peakius. Bei
TOBa, aKO 3a4E€PBSBAHETO € MPUAPYKEHO OT YSPBEH OOPUB MJIHM YPTUKAPHSI M MMATe KOWTO H Ja ¢

CICOHUTC CUMIITOMMU Q

- OTOK Ha JIUIETO, YCTHHUTE, yCTaTa WK e3uKa (aneuoedem) O
- XPHIIOBE, 3aTPYIHECHO AUIIAHE WITH 331yX (OUCnHest, XUNnOKCusL) Q
- 3amaiiBaHe W 3ary0a Ha Ch3HaAHHE (Xunomonust) A
TOBA MOJXKE J[a TIPECTABIISABA TEXKKa alepruvHa peakuus (anagpuiaxcust). /;)@

-  Cupere npuema Ha J{umeruipymapar Mylan u ce cBbpikeTe mm@?o ¢ JIeKap.
MHOro 4ecTH HeXKeJIaHU peakuuu &

Morar na 3acernar nogeue om I na 10 oywu: Q
- MOYEPBEHSBAHE HA JIMLETO WM TSUIOTO, yCEIlaHe 3a 3aTolL ’QTOHHI/IHB, HapeHe Win cbpoex

(3auepsssane) Q

- penku u3npaxkueHus (ouapust)

- raacHe @

- 00JIKa B CTOMAaxa WX CIIa3sMH Q/

> I[puembT Ha BameTo JekapcTBo ¢ XpaHa € J1a [IOMOTHE 3a HaMaJIsIBaHe Ha
TOPEONUCAHUTE HEKETIAaHH PEAKITUH. \}s

BemecTBa, HapeYeHH KETOHU, KOUTO CE MTPOU JIaT €CTECTBEHO B OPraHU3Ma, MHOT'O YE€CTO CC

YCTaHOBSBAT IIPU U3CIICIBAHUATA HA ypHH%a o BpeMe Ha npueMa Ha {umermidymapar Mylan.

I'oBopere ¢ Bamus Jjiekap kak na ce@me C Te3W HeXKellaHW peakuuu. BamusaT nexap Moxe aa
HaMmasu no3ara Bu. He HaMamBaﬁTe@ aTa CH, OCBEH aKo JIEKapsT He Bu kaxxe J1a To HalpaBuTe.

NS

VUL
aTa Ha 4epBaTa (TaCTPOSHTEPUT)

YecTH HeKeJIAHU Peakunu

Morar na 3acersar oo I na
- Bb3NAJICHUE HA TN
- rajieHe (MoBpb
- JIOILIO XPaHOC e (mucnercus)

- BB3NAJICHUE raBulaTa Ha cToMaxa (racTpuT)
- CTOMAILIHO-4YPEBHO HApYyILICHHUE

- yCeIIaHOB napeHe

JIHM, YCeIl[aHe 32 TOIUIMHA

- CchpOER 1o KOKaTa (npypuryc)

- 30BU WJIM YEPBEHU ITIE€THA 110 KOXKaTa (EpuTeM)
- coraj (aIOoTeIHs)

Q JKEJIaHM PEaKIINK, KOMTO MOJXKE JIa C€ YCTAHOBST IPH M3CIICABAHMS Ha KPhBTA WK ypHHaTa B

- HUCKH HUBA Ha OeJInTe KPBbBHU KIETKHU (1umgponenus, nesxonenus) B Kpbra. Hamanenusrt Opoit
Ha OeNnTe KPHhBHU KJIETKU 03HAauaBa, 4e TsU10To BH pasmnonara ¢ mo-Maiku Bb3MOXKHOCTH Jia ce
0opu ¢ nHpeKH. AKO NMaTe cepro3Ha HH(EKIus (HarpuMep MHEBMOHHUSI ), TOBOPETE
He3abaBHO ¢ Bamms nexap.

- oentbiy (a16ymun) B ypuHata
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- MTOBHUITIABaHE Ha HUBaTa Ha yepHOApoOHUTE eH3uMu (AJIAT, ACAT) B XpbBTa
He4vecTn HeskeJaHH peaknuu
Morar na 3acersar 0o [ na 100 oywu:

- AJICPTUYHU PEAKIIMH (C8PBXYYECMBUMETHOCT) ’O
- HamajsBaHe Ha Opos Ha TPOMOOLUTHTE B KPBBTa :O

<

C Hen3BecTHA YecTOTA (OT HATMIHHUTE TAHHU HE MOXKe 1a OBbJe HalpaBeHa OICHKA) &Q

- BB3MAJICHUE HA YEPHUS AP00 U MOBUIIICHUE B HUBATa HA YSPHOAPOOHUTE CH3UMHU @aT unu
ACAT 6 xombunayus ¢ 6unupyou) Aa

- XepIiec 30CTep ChC CUMIITOMH, KaTO HAIPUMEP MEXYpPH, TapeHe, ChpOek MIIQOIKA 0 KOXKAaTa,
0OMKHOBEHO OT €[HaTa CTpaHa Ha TOPHATA YacT Ha TSUIOTO WIU JIMIETO, U CUMIITOMH
KaTo TpPecKa M clIadoCT pe3 paHHUTE (Da3u Ha HHPEKINATA, TOCTEABAHN,O0T CKOBAaHOCT, CHPOCIK
WM YEPBEHU METHA U CHITHA OOJKa QJQ\

- xpema (puHopes) &

Hdena (Ha Bb3pact 13 1 noBeye roAuHN) U WHOLIH

N30poenunTe mo-rope HeXKEIaH! peakiuy ce OTHACST ChUIO U 32 JIe QOHOIHH.

Hsxom HexxenaHu peaknuu ce cho0IIaBaT Mo-4ecTo Npy Jena u %ﬂu, OTKOJIKOTO TIPH BB3PACTHH,
HampuMep Ti1aBoOore, 60IKa B CTOMaxa MM CTOMAIITHU CI1a3 %prma}le, 0o0JKa B TBPIIOTO,
KallUTHIA ¥ 00Jie3HEHa MEHCTpPYaIHsl. @BQ

Cpo01aBaHe HA HeKeJIaHU pPeaKl U

AKO TOJTyunTe HAKAKBU HEXKEIaHHU JICKApPCTBEHU peaK yBenoMmere Bamus nekap nim ¢apmanesT.
ToBa BKJIIOUBa BCHYKH Bb3MO)KHH HEOIIHMCAHH B Ta3U-INCTOBKA HEXKEJIaHU peakuru. MoxkeTe ChIIo Aa
ChOOIIUTE HEXKENAaHHU PEaKIMU JUPEKTHO Upe3 Ha aJlHaTa cCUCTeMa 3a ChoOIaBaHe, OCOYeHa

B [Ipmioskenue V. Kato cpo011aBate He)XenaHWPCAKINU, MOKETE Aa AaJE€Te CBOS IPHHOC 32
MoJTy4aBaHe Ha MoBeue HH(POpMaIs OTHOCH OIIAaCHOCTTA Ha TOBA JICKapCTBO.

5. Kak aa cbxpansiBare ﬂnMeTnﬁ@apaT Mylan

I[a CC CbXpaHsBa Ha MsCTO, HGHOC@HO 3a Jc€na.

He n3non3Baiite ToBa nekapcphQ Cviell Cpoka Ha TOJHOCT, OTOEIA3aH BEPXY GIMCTepa i KapTOHEHaTa

omakoBka cien ,,EXP“ u ,,I 110:“ WM BepXy OyTuikara cien ,,Cien orsapsiae: 180 quu. CpokbT
Ha TOJHOCT OTTOBaps Ha €JIHHS IEH OT ITOCOYEHHS Mecell.
[a He ce cpxpansBa 0°C.

He uzxsbpisiite J&pCTBaTa B KaHaJIM3alWsiTa WIK B KOHTEHHEpa 3a JOMAIIHHA OTHAAbLIH.
ITonuraiite B (apMarieBT Kak J1a U3XBBPJISITE JIEKapCcTBaTa, KOUTO Beue He M3Mno3Bare. Te3n
MEPKH IIE C rHAT 3a Ola3BaHe Ha OKOJHATa Cpefa.

&

6. AbPKAHUEC HA OIMMAKOBKaTa U 10IMIbJAHUTETIHA I/I]-[(l)OpMaIH/Iﬂ

)

Q/K&eno cbabpaka JIumermiapymapar Mylan
KTUBHO BEILECTBO. TUMETHIIhyMapar.
HJumerundpymapar Mylan 120 mg: Besika karcyia cbabppxa 120 mg qumerungdymapar.

Humerundpymapar Mylan 240 mg: Bcsika karicyia cbbpka 240 mg quMeTtuindymapar.

I[pyrI/I CbCTaBKU: MUKPOKpHUCTATIHA LCIYJ103a, KPOCKAPMEII03a HanPIﬁ, TaJIK, KOJIOUACH 6C3BO,Z[CH
CUIIMOUEB AUOKCH/, MAarHE€3UEB CTCapaT, TPUCTUWIIUTPAT, CHIIOJIMMEP HAa METAKPUIIOBA KUCCIIMHA U
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metunmerakpuiat (1:1), 30-mporieHTHa AUCTIEPCHst HAa CHITOJIMMEP HAa METAKPHIOBA KUCEIMHA U
etwnakpunar (1:1), skexartun, TuranoB auokcu (E171), 6punsaraocuuso FD&C Ne 2 (E132), sxbiaT
xeneseH okeun (E172), miennak, NponuICHITHKO, aMOHHUEB XUIPOKCHU/T U YSPEH KEJIC3CH OKCH/T
(E172).

Kak m3rie:xkna Iumerningymapatr Mylan u KakBO CbAbPKA ONIAKOBKATa c /O
Jumerungpymapar Mylan 120 mg cToManiHo-yCcTOHYHBH TBBPAN KATICYJIH ca CTOMaIHHO-yCTO@
BPIKALIH

TBBP/IM KallCyJIM B CHHBO-3€JIEHO U Osu10, ¢ oTnevarad Haamuc ,,MYLAN“ max ,,DF 120 c
Oeu 10 moYTH OeJU TIeJICTH C SHTEPOCOJIBEHTHA OOBUBKA, U CE TIpejyiarat B OJUCTEpH, %@)Kaum

14 cTomamHO-yCTOHYMBY TBBPAM KaICYJH, OJUCTEPH ¢ SAMHUYHH 03U, ChABpKamM 1 MaIllHO-
YCTOWYMBH TBBPIH KAICyJIH, ¥ IUIACTMACOBH OyTWIIKH, ChIbprkany 14 nimm 60 CTOMaLH*-yCTOI‘;I‘H/IBI/I
TBBPIH KaIlCYJIH. ’O

Jumerungpymapar Mylan 240 mg cToManiHo-yCTOHYUBY TBBPAH KATICYJIN ca CTOMANTHO-YCTONYNBU
TBBPIU KallCyJI B CHHBO-3€JIeHO, ¢ oTnedaTtad Haamuc ,,MYLAN® nax ,,DF , ChIIbPIKAITH Oen
JI0 IOYTH O€M TeNIeTH C EHTEPOCOJIBEeHTHA OOBUBKA, U CE Mpeylarat B OMuelepy, ChIbpKaIiy 56 nin
168 karicynu, OIUCTEepH C SMHUYHU JTO3H, ChIbpKaIiy 56 min 168 xancywiy, v rmiacTMacoBu
OyTHIKH, chAbpKamm 56 mn 168 cToMantHo-yCTOWYHBHY TBHPAN Kall

He BcHuKM BUIOBE OMAKOBKHM MOTAT Jia ObJIaT MMyCHATH Ha na3apafbb

IpuTe:kaTes HA pa3pelieHHETO 3a ynoTpeda @Q
Mylan Ireland Limited Q/
Unit 35/36 Grange Parade, \2s

Baldoyle Industrial Estate
Dublin 13, \>g/
<

Wpnanaus
Q

O

McDermott Laboratories Limited t/a G Sd Laboratories
35/36 Baldoyle Industrial Estate O

Grange Road,
Dublin 13 ¥

Wpnannns & \

{_
Mylan Hungary Kft A
Ve

Mylan utca 1

Komarom, 2900, QO
Q

IIpousBoauTenn

VHrapus

Mylan GermamzsmbH
Benzstrasse QBad Homburg

61352 Hgéb
FepMa}@

3a @%HHTCJ‘IH& HH(OPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
CTaBUTEJI Ha TIPUTEKATEIIS Ha pa3pelIeHUETo 3a yrnoTpeda:

elgié/Belgique/Belgien Lietuva
Viatris Mylan Healthcare UAB
Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288
Bouarapus Luxembourg/Luxemburg
Maiinan EOO/1 Viatris
Ten: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00
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Ceska republika

Viatris CZ s.r.o.

Tel: + 420 222 004 400
Danmark

Viatris ApS

TIf: +4528 11 69 32
Deutschland

Viatris Healthcare GmbH
Tel: +49 800 0700 800
Eesti

BGP Products Switzerland GmbH Eesti filiaal
Tel: + 372 6363 052

EALGoa

Generics Pharma Hellas EITE
TnA: +30 210 993 6410
Espafia

Viatris Pharmaceuticals, S.L.U
Tel: + 34 900 102 712

France

Viatris Santé

Tél: +334 37 257500
Hrvatska

Viatris Hrvatska d.o.o.

Tel: +385 1 23 50 599

Ireland

Mylan Ireland Limited

Tel: +353 1 8711600

island

Icepharma hf

Simi: +354 540 8000

Italia &O
Viatris Italia S.r.l. J¢
Tel: + 39 (0) 2 612 46921 o

Kbmpog \%
Varnavas Hadjipanayis Ltd
TnA: +357 2220 7700 AN
Latvija {-
Mylan Healthcare SIA @

O

Tel: +371 676 055 80

(Belgique/Belgien)
Magyarorszag

Viatris Healthcare Kft
Tel.: +36 14652100
Malta

V.J. Salomone Pharma Ltd
Tel: +356 21220174
Nederland

Mylan BV

Tel: +31 (0)20 426 3300
Norge

Viatris AS

TIf: + 47 66 75 33 00
Osterreich

Arcana Arzneimittel GmbH
Tel: +43 1 416 2418
Polska

Mylan Healthcare Sp. z.
Tel: + 48 22 546 64 %Q/

(%
&
o~

O
<

o)’b

2

Portugal

Mylan, Lda. 0)
Tel: + 351 21 00
Romania

BGP Produé®/SRL
Tel: +40372 579 000

Sloveu,g&
Viatkis d.o.o.
M4

386 1 23 63 180

é\knské republika
Q) latris Slovakia s.r.o.

Tel: +4212 32 199 100
Suomi/Finland

Viatris OY

Puh/Tel: +358 20 720 9555

Sverige

Viatris AB

Tel: + 46 (0)8 630 19 00

United Kingdom (Northern Ireland)
Mylan IRE Healthcare Limited

Tel: +353 18711600

[dara Ha nocnenn@?epasmemaﬂe HA JIMCTOBKATA

JApyru H3To-@‘n Ha nHopmanus

ITonpo0® g?(bopMauHsI 3a TOBa JIEKapPCTBO € MpeIocTaBeHa Ha yebcalita Ha EBponeiickara areHus
no nexa@grsaTa: Error! Hyperlink reference not valid..

Q
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