INPHUJIOKEHHE 1
KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Humerundymapar Neuraxpharm 120 mg cToMaIiHo-yCTOHYMBY TBBPAN KANCyIn
Humerundymapar Neuraxpharm 240 mg cTOMaIIHO-yCTOHYMBU TBBPAN KAICYIn

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Jumernndymapar Neuraxpharm 120 mg cToMamHo-yCTOMYUBY TBBPAU KAIICYIIN

Bcesika ctomanmHo-ycToiiunBa TBbpAa Kancyna cbabpka 120 mg aumetunadymapar.

JTumerrndymapar Neuraxpharm 240 mg cToManiHO-yCTOWYHUBY TBBPAN KATICYIIN

Bcesika cromamnrHo-ycToiiunBa TBhp/a Karcynia chabpika 240 mg numeTundymapar.

3a IBJIHAS CIIMCHK HA ITOMOIHUATE BEIIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
CroMalHo-ycTol4YMBa TBBPAA Karcya

JTumerundymapar Neuraxpharm 120 mg cToMalHo-yCTOMYUBYA TBBPAM KAIICYIIN

TBBpaM sKEIATHHOBY KAICYJH ¢ IBIDKUHA: 19 mm, ¢ 0510 TSUTO U CBETIIO3€JICHO Karade, ¢ OTIedaTaH
BBPXY Ts0TO Haamuc 120 mg.

Jumermndymapar Neuraxpharm 240 mg cToMamHo-yCTOWYHMBY TBBPAU KAIICYIIN
TBT)pI[I/I KCIIATUHOBU Kancynn C OIbJIDKHWHA: 23 mm, CBETJIO3CJICHHU, C OTIICUaTaH BT)pXY TAJIOTO HAOIINUC
240 mg.

4, KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

Humvetundymapat Neuraxpharm e mokasaH 3a jeueHue Ha Bb3PacTHH U MEAUATPUYHU MALICHTH Ha
BB3pacT 13 u moBeve roJJMHM ¢ MPUCTHITHO-PEMUTEHTHA MHOXKecTBeHa ckieposa ([IPMC).

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

JleyenneTo TpsiOBa Jia ce 3arovYHe 107 HAOIIOICHUETO Ha JIEKap C OIUT B JICUSHHETO HA MHOXKECTBEHA
CKJIepo3a.

ﬂo:«mpoma

Havamnara no3a e 120 mg aa mbTu qHeBHO. Cren 7 qHU q03aTa TpOBa J1a Ce YBEIHYH JI0
MIpeTophYNTETHATA IO AbPIKaIIa 1032 oT 240 mg 1Ba TBTH THEBHO (BXK. TOUKa 4.4).

AKO ManMeHThT MPOITYyCHE €/IHA /1033, He TpsiOBa Ja mpreMa JBoiHa 1o3a. [lanueHThT MoXxe a
MpueMe MpoIycHaTaTa 703a CaMo aKko MEX/y J03UTe ca MUHAIHK 4 yaca. B mpoTHBEH ciiydait
MMalACHTHT TPOBa Ja M3daka A0 CieaBalara 103a 1mo rpaduk.



BpemennoTto HamansBane Ha fgo3ata 10 120 mg 1Ba bTH AHEBHO MOKE J1a HAMAJIM MOsBaTa Ha
3adepBsABaHE M CTOMAITHO-UPEBHA HEXETaHH peakinu. B pamkute Ha 1 Mecer TpsOBa 1a ce
BH300HOBH MPUEMBT Ha MPEIIOPHUNUTEIIHATA O IbprKamia g03a 240 mg 18a IHTH THEBHO.

Hdumernndymapar Neuraxpharm tpsa6Ba na ce nmpuema c xpasa (Bx. Todka 5.2). [Ipu manuenTure,
KOHUTO MOJKE JIa UMaT 3a4epBsBaHE WIN CTOMAIIHO-YPEBHU HEXKEIAHU PEAKLUH, IPUEMbT Ha
Humerundymapar Neuraxpharm ¢ Xxpana MoXe Jia mol00pu MOHOCUMOCTTa (BXk. TOUkU 4.4, 4.5 u 4.8).

Cneyuannu nonynayuu

Tlayuenmu 6 cmapuecka 6v3pacm

KnuananuTe npoy4BaHus Ha TuMETHI(yMapaT ca MPOBEACHU C OrpaHUYEHA EKCIIO3HUIIUS TIPU
MAIMeHTH Ha BB3PACT 55 U NOBEUE rOJIMHU M HE BKJIFOYBAT JOCTAThUYCH OpOH MalMeHTH Ha Bh3pacT 65
U [I0BEYE FOJIMHU, 3a J]a CE ONPEAEIIN Jaju TE€ OTTOBAPAT 10 Pa3JIMU€H Ha4yuH, B CPABHEHUE C I10-
MJIAJWTE MaUeHTH (BX. Touka 5.2). Ha 6a3ara Ha MeXaHHM3Ma Ha IEHCTBHE HAa aKTHBHOTO BEIIIECTBO,
HSMa TEOPETHYHU OCHOBAHMUS 32 KAaKBOTO M JIa OWITO M3UCKBAaHE 3a KOPEKITMHU Ha J103aTa IPH MMallueHTH
B CTapuecka Bb3pacT.

bvbpeuno u ueproopobro yspesicoane

Jdumetnndymapar He € MpoydBaH NpH MAMEHTH ¢ ObOPEYHO MK YepHOAPOOHO yBpexaaHe. Ha
0a3ara Ha KIMHUKO(apMaKOJIOTHYHH [TPOYYBaHUs, KOPEKIMHU Ha 103aTa HE ca HE0OX0AUMH (BIXK.
Touka 5.2). HeoOxoaumMo e NoBUIIEHO BHUMAaHHE NPH JIeYeHHE Ha MALMEHTH C TeXKO ObOPEeYHO M
TEXKO YepHOAPOOHO yBpexkaaHe (BK. Touka 4.4).

THeouampuuna nonyrayus
[o3upoBKaTa € eHaKBa NpU Bb3paCTHU U NEAUATPUYHU MTALIMEHTU Ha BB3pacT 13 U moBeye roguHu.

Wwma orpanndeHy AaHHU OpU Aena Ha Bb3pacT Mexay 10 u 12 rogunu. HanumunuTe noHacrosmeM
JaHHY ca ONUCaHu B TOYKH 4.8 1 5.1, HO He Morar Aa ObAAT HalPaBEHH PENOPHKH OTHOCHO

JI03UPOBKATA.

be3omacHocTTa 1 C(l)I/IKaCHOCTTa Ha ,Z[I/IMCTI/IH(I)YMapaT IIpu Aena Ha Bb3pacT oA 10 TOAWHU HE Ca
YCTaHOBCHU. Jluncear JaHHH.

Hauun Ha npuIoXeHHE

3a mepopasHo MPUIOKEHHE.

Kancynara TpsioBa na ce reita nsa. Karncynara wim csaspikaHueTo U He TpsiOBa Jia ce Uy,
paszenis, pa3TBapsi, CMyde WU AbBYE, Thil KATO CHTEPOCOJBEHTHOTO MOKPUTUE HA TPAHYJIUTE
MPEeIOTBpaTIBA Apa3HeIy e()eKTH BbPXY CTOMAIIIHO-YPEBHUS TPAKT.

4.3 IIpoTuBOMOKA3aHHSA

CBpBXYYBCTBUTEIIHOCT KbM aKTUBHOTO BEIIECTBO WM KbM HIKOE OT ITOMOIIHHUTE BEIICCTBA,
n30pocHM B TOUKA 6.1.

[Momo3upana wiv NOTBBp/ICHA porpecuBHa MyiTudokaina jgeskoenuedatonatus (ITMJI).

4.4  CpneuuajHu npeaynpe:xkaeHus U NpeIna3Hu MepKH MPH ynorpeda

KpbBHW/11a00paTOPHU TECTOBE

bvopeuna gpynxyus
[IpomMenu B pe3ynraTute OT ObOPEUHHUTE JTa00PATOPHHU TECTOBE Ca HAOJI01aBaHU B KIIMHUYHH
MIPOYYBaHUs NPYU NAIIMCHTH, JICKyBaHH ¢ IuMeTIiIhymMapart (BxkK. Touka 4.8). Knuananure



MOCIIEICTBUS OT TE3W MPOMEHHU ca HensBecTHU. OleHKa Ha ObOpeuHara GpyHKIus (Harp. KpeaTUHYH,
YPEEH a30T B KPbBTA U U3CJICIBAaHE HA ypUHATA) Ce MPEIOPbYBa MPEAH 3aII0UBaHE Ha JICUCHUETO, CIIE/
3 u 6 Mecella JeucHME, Ha BCEKH 6 10 12 Mecelia ciie ToBa, U KaKTO € KIIMHUYHO ITOKA3aHo.

Yeproopobrna pyurkyus

B pesynrat ot nedeHuero ¢ auMeTuiagymapaT MOKe J1a Bb3HUKHE JIEKAPCTBEHO HHAYIUPAHO
yBpeXJaHe Ha YepHHs AP00, BKIIOYBAIIO MMOBUILICHUE HA YEPHOAPOOHUTE eH3UMH (> 3 IIbTH TOpHaTa
rpanuna Ha HopMmata (I'TH)) u yBenmnuenne Ha HuBaTa Ha oOuwst Omnmupyous (> 2 x ['TH). Bpemero
JI0 HACTBIIBAHETO MOJKeE J1a ObJie B paMKHUTE Ha JHU, HAKOJIKO CEAMUIIM WIN NO-AbJIBI nepuoa. Cnexn
CIIMpaHe Ha JICYEHUETO ce HalJltojaBa OTUIyMsIBaHE Ha HexxenaHuTe peakiuy. OLieHKa Ha CepyMHUTE
aMUHOTpaHc(epasu (Hamp. ananuH amuHoTpaHcdepasa (ALT), acmaprar amuHoTpancdepasa (AST))
W HMBaTa Ha oOLIMst OMIMpyOHH ce pernopbyBa IIpeay 3all0YBaHe Ha JICUYSHHUETO U [0 BpeMe Ha
JICYEHUETO, KaKTO € KIIMHIUYHO MMOKa3aHo.

Jumpoyumu

[TanmeHTHTE, JICKYBaHU C TUMETHIPyMapaT, MOTaT 1a pa3BuIT TuMdorieHus (Bx. Touka 4.8). Jlanau
OT aKTya/IHa I'bJIHA KPbBHA KapTHWHA, BKIIFOYUTCIIHO 3a J'II/IM(i)OHI/ITI/ITe, Tp$[6Ba Aa C€ Mnojriy4yat npeau
3aro4BaHe Ha JICYCHUETO C JUMETHIPyMapar.

AKO ce YyCTaHOBH, Ye OposT Ha TUM(OIMTUTE € 10T HOPMATHUS TUANAa30H MPE/IH 3a0YBaHe Ha
JICYCHUETO, TPSIOBA J1a CE HAIIPABH 33IbJIOOYCHA OIICHKA HA Bh3MOXKHUTE MPUUUHH. [JuMeTuidpymapar
HE € POYYBaH MPH MAMEHTH C MPeIIISCTBAIIN HUCKH CTOWHOCTH Ha Opost Ha TMM(OIMTUTE U TIPH
JICYCHUETO HA TE3W MAIIMEHTH € HE0OXOANMO MOBHUIIICHO BHUMaHHE. [IpU MaIl[MEeHTH ¢ TeXKa
mumbornenus (6poii Ha mumpormtuTe <0.5 X 10%/1) He TpAGBa 1A ce 3amoYBa JCUCHHE.

Cren 3armouBaHe Ha TepanusATa U3CIEIBAHNS Ha ITbJIHATA KPhBHA KapTHHA, BKIIFOUUTEITHO HA
TaMQOTTUTHTE, TPSOBa Ja ce MPOBEXK AT HA BCEKH 3 Mecerla.

[pu naruenTu ¢ TMMQONICHUS Ce MPENOPHYBA JIa CE MOAXO0XK/A C TOBUIIIEHO BHUMAHKE MOPAIH
nosuited puck ot IIMJI, kakTo cienBa:

. Jleuenmero TpsiOBa 11a ce crpe MPH MAIMEHTH ¢ IPOIBIDKUTEITHA TeXKa TuMoneHus (Opoii Ha
mamdornuTaTe <0,5 X 10%/L), mepcucTupan B NpoIbDKeHIe Ha HoBeYe 0T 6 Mecela.
. [Ipu manueHTH ¢ MPOABIKUTETHO YMEPEHO HaMallIBaHe Ha aOCOIIOTHHS Opoitl Ha

muamorutuTe >0,5 X 10%1 10 < 0,8 x 10%1 B MPOIBIDKEHUE Ha MIOBeUe OT 6 Mecera
CHOTHOIIICHUETO TI0JI3a/PUCK OT JICUCHUETO ¢ TUMETHII(PyMapat TpssOBa 11a Ce TIPEOIeCHH.

. IIpu maruenTH ¢ Opoii Ha TMMQOIMTHTE IO JoJTHATA TpaHuIia Ha HopMmata ([II'H),
nedbuHupana ciopes pedepeHTHHUS TUama30H Ha MECTHATA JIa00paTopHsl, Ce MPEophHIBa
PENOBHO TIpOCIesIBaHe Ha a0CONFOTHUA Opoit Ha muMdortute. TpsaOBa 1a ce B3eMaT mpeaBuI
JOITBTHATETHATE (PaKTOPH, KOUTO MOTAT B OIIIE MO-TOJISIMA CTETICH Ja TIOBUILIAT
uHAuBHyanHUs puck ot IIMJI (Bx. moapazaena 3a [IMJI mo-gomy).

Bpost Ha mumbonmTrTe TPsAOBA M@ ce mpociesaBa 10 03paBsBaHeTo (BXK. Touka 5.1). Cnen
03/IpaBsIBAHETO U TIPH JIUTICA HA ANITEPHATHBHU BapHUaHTH 3a JICUCHUE PEIICHUATA TN Ja ce
3alo4He OTHOBO JUMETHI(PyMapar WK He e/ CIUpaHe Ha JICUSHUETO TPsOBa J1a Ce OCHOBaBaT
Ha KJIMHAYHATA TPeleHKa.

Slapeno-margured pesodanc (SIMP)

[Ipenn 3amouBaHe Ha JICUCHHUETO ¢ TUMETHIGyMapar TpsiOBa na ¢ Hamie n3xoaao IMP
m3oopakenne (0OMKHOBEHO MOJYYCHO B PAMKHUTE Ha 3-T€ MPEIXOTHU MECera) 3a CrpaBKa.
Heo0OxonumocTTa oT qonbinauTeHO SIMP ckanupaHne TpsOBa Ja ce mpeleHs Ba ChriIaCHO
HaI[MOHATHUTE ¥ MEeCTHHUTE Tpenopbku. SIMP u3cienBanus Moxke 1a ce 00CHKIAT KaTo 4acT OT
MTOBHUINIEHATa OAWTETHOCT MPH MAIMEHTH, 32 KOUTO CE CMSATA, Ye ca M3JI0KEHH Ha TIOBUIIIEH PHCK OT
[IMJI. B cnyuaii Ha kimHUYHO cbMHeHUe 3a [IMJI He3abaBHO TpsiOBa aa ce nposene AMP usciensane
3a TUarHOCTUYHH IEJIH.



IIporpecusna myiarudokansa geskoenuedanonarus (ITMJI)

CroOmiana ce 3a [IMJI npu maunenTH, JexKyBanu ¢ nuMeTmiIdymapart (Bx. Touka 4.8). [IMJI e
OTIOPTIOHUCTHYHA WH(EKIH, TPUUUHsIBaHa OT BUpyca Ha John-Cunningham (JCV), xosaTo moxe na
JOBEJIE 70 JICTAJICH U3XO0JI MM JI0 TeKKa WHBAINUIHOCT.

Cayuaun ra [IMJI ca Bb3HMKBAJIH IO BpeMe Ha JICYUCHUE C TUMETII(pyMapar u Ipyru JIeKapCTBEHH
MIPOJYKTH, ChIbPKAIU PyMapaTy, Ipu Hanaue Ha muMmdoreHus (0poit Ha muMdorurure nox JIH).
[IpoasmxuTenHaTa yMepeHa 10 TeXKa JIMMGOICHNS U3ITIeKa yBeIyaBa pUCKa OT Bb3HUKBAHE Ha
I[IMJI o Bpeme Ha neueHne ¢ JUMETHIPyMapaT, HO TIPY MAIUEHTH C JieKa JIUMQOIICHHS PUCKBT HE
MOKe Ja ObJie U3KITIOUEH.

JombinauTeHUTE (PaKTOPH, KOUTO MOJXKE Jia JIOIPUHECAT 32 MOBHUILIABAHE HA PHCKA OT Pa3BUTHUE HA

[IMJI npu Hanuure Ha TuMQOIIeHHS, ca:

- MPOABIDKUATEHOCT Ha JiedeHneTo ¢ auMermwidymapar. Ciyqan Ha [IMJI ca HacThIBanm ciex
npuOmM3uTeNHo 1 10 5 TOAMHM JedeHne, Makap TOYHATa BPB3Ka C MPOIBIDKUTETHOCTTA Ha
JICYCHHUETO JIa HE € U3BECTHA.

- 3HAYUTENIHO HamassiBaHe Ha Opost CD4+ u ocobeno CD8+ T-kieTkH, KOUTO ca BayKHH 32
UMyHHaTa 3ammuTa (BX. Touka 4.8), u

- MPEeIX0THa UMYHOCYIIPECHBHA WIIM UMyHOMOJTYJIATOpHA Tepanus (BXK. MO-I0JTY).

JlexapuTte TpsiOBa Ja HAMPABSIT OIICHKA HA MAIMEHTUTE CH, 3a J1a YCTAHOBAT M CUMIITOMUTE ca

[TOKA3aTeJHU 32 HEBPOJIOTUYHA AUC(YHKINS U, aKO € TaKa, Jaji Te3H CUMIITOMH ca TUIHYHH 32 MC

WJIM € Bb3MOXKHO Ja ce abjpkaT Ha [IMJL

[Ipu mepBUTE NPU3HALK WK CUMIITOMH, nipennonaramny [IMJI, numernndymapar TpsoOBa ia ce crpe

U J]a C€ U3BBPILAT CbOTBETHUTE AUATHOCTUYHU OLEHKH, BKIounTenHo onpenensHe Ha JHK na JCV B

nepedbpocnmHaHaTa TegHocT (IICT) upes MeToma 3a KOJIMYECTBEHO OIpeaeiisTHe, oJuMepa3Ha

BepmkHa peakius (polymerase chain reaction, PCR). Cumnromute Ha [IMJI Morar na Hanono0sBar

Te3u Ha npucthi Ha MC. Tunuynute cumnrTomu, cebp3anu ¢ [IMJI, ca pasHooOpa3Hu, Mporpecupar B

MIPOBIDKEHNE Ha THU IO CEMUIIN U BKIIOUBAT MTPOTpecHpartia c1adocT B e1HaTa CTpaHa Ha TsUTOTO

WU HETIOXBATHOCT HA KPaWHUIIUTE, CMYIIIEHUS HA 3pEHUETO U IPOMEHH B MHUCIICHETO, TTaMETTa U

OpUEHTAIUATA, KOUTO BOJAT 10 OOBPKAHOCT U MIPOMEHH Ha TUYHOCTTA. JIekapuTe TpsOBa na 6b1atT

0COOCHO HAOIOIATENHY 32 TI0sBaTa Ha CUMIITOMH, npeAnonaramy [IMJI, konTo manueHTsT MOXe 1a

He 3a0enexn. OCBeH TOBa MAIUEHTUTE TPsIOBa 1a ObIaT CHBETBAaHH Ja HH(MOPMHUPAT CBOS TAPTHHOP

WJTY JIAIIaTa, KOUTO Ce TPYKAT 3a TSIX, 3a JISUCHUETO CH, ThI KaTo Te MoraT J1a 3abejekaT CHMITTOMY,

3a KOUTO MAI[UEHTHT HE CU JaBa CMETKA.

IIMJI moxe na Bp3HUKHE caMo Tipu Hamuure Ha JCV undeknus. TpsoBa ga ce Ma MpeaBHI, de
BIIUSTHUETO HA TUM(OIICHUATa BHPXY TOUHOCTTA HAa CEPYMHHUS TeCT 3a aHTU-JCV aHTHTENa HE €
MIPOYYCHO TIPH MAIUCHTH, JICKYBaHU ¢ quMeTuiadymapar. HeoOXoauMo e chIlo Taka a ce 0TOSIexH,
Ye HAIMYUETO Ha OTpHUIIaTeNIeH TecT 3a aHTu-JCV anTHTena (mpy HaIMIUe Ha HopMajeH Opoi
TuM(OLKTH) HE U3KII0UBa BB3MOKHOCTTA 32 TocieaBamo pa3sutie Ha JCV nHpexus.

Ako nanueHTsT pa3sue [IMJI, neaenueto ¢ mumetmindymapar TpsOBa qa Ob/ie OKOHYATEITHO
MIPEKPATEHO.

IIpenxoaHo NCYCHUE C UMYHOCYIIPECOPH I MMYHOMOIYJIATOPH

He ca npoBexnanu mpoy4BaHus 3a OlicHKa Ha e(pUKACHOCTTa U O€30IaCHOCTTA Ha JUMETHI(yMapar
[IpY IpEMHUHABAHE Ha MAIlMEeHTH OT APYTH 00IecT-MOIUPHUIMPALIN Tepaui Ha AUMETHIPyMaparT.
BB3MokHO € mpeaxoiHa UMYHOCYTIpECHBHA Tepanus Ja JonprHece 3a pazsutrero Ha [IMJI mpu
JIEKyBaHH ¢ AUMETWI(GyMapaT NauyueHTH.

Cayvan na I[IMJI ce cro0ImaBaT npy NallMeHTH, JIEKYBaHH MIPEIH TOBA C HaTaIM3yMao, 3a koito [IMJI
€ ycTaHOBeH puck. JIekapure TpsOBa na ca HasicHO, Ue mpu ciaydaute Ha [IMJI, Bp3HUKHAIM cien
CKOPOIIIHO CITUPaHEe Ha HaTaNIu3yMad, MOKe J1a HsiMa JTUMQOTICHUSI.



OcBeH TOBa MOBEYETO MOTBBPAcHH citydau Ha [IMJI npu nedenue ¢ mumerniagpymapar ca Bb3HUKHAIN
TIPH TAIEHTH ¢ MIPEAX0THO UMYHOMOIYTUPAIIO JICUCHHE.

[Ipu npemMuHaBaHe Ha MAIUEHTH OT JpyTa 00IeCT-MOIU(UIMPAIIa TepAUs Ha JTUMETUI(PyMapar
MOJY>XHUBOTHT M MEXaHU3MBT Ha JICHCTBUE HA Ta3H JApPyra Tepamnus TpsOBa Ja ce 00CHIAT ¢ 1el 1a ce
n30erHe aJIUTUBCH UMYHEH e(eKT, KaTO ChIIEBPEMEHHO Ce HAMaJIi PHCKBT OT MOBTOPHO aKTHBUPAHE
Ha MC. U3cneaBanus Ha MbJIHAaTa KPbBHA KAPTHHA C€ TPENOPHUBAT MPEAU 3all04YBaHEe Ha JICYEHUE C
JUMETHI(GYMapaT v EPUOMYHO B X0/1a Ha JieueHueTo (BXK. ,,KpbBHU/Tab0paTopHH TeCTOBE” TO-
rope).

Texka crened Ha ObOPEYHO WK YEPHOAPOOHO YBpEXKIAHE

Jumetnidymapar He € MPOoyuBaH NP MAIMEHTH ¢ TEKKa CTEIeH Ha ObOPEYHO WIIM TEXKKA CTETICH Ha
YEpHOJIPOOHO YBpPEXKIaHE U, CIICJIOBATEIHO, IPU TE€3H MAIUCHTU € HEOOXO0IMMO MTOBUIIICHO BHUMAHHUE
(Bxk. Touka 4.2).

TeXK0 aKTUBHO CTOMAIITHO-YPEBHO 3a00JIsIBaHE

Jdumetnndymapar He € poydBaH MpH MAIMEHTH C TEKKO aKTHBHO CTOMAITHO-YPEBHO 3a00JISIBaHE H,
CJIeIOBATEIHO, TIPY TE3H MAIMEHTH € He0OX0IMMO TIOBHUIIICHO BHUMAHUE.

3auepBsBaHe

[pu xmuanaHYM npoyuBanus 34% OT JeKyBaHHUTE ¢ AUMETHIPyMapaT MAlMeHTH UMaT 3a4epBsIBaHe.
[Ipu mo-ronsiMara yact OT MALMEHTUTE ChC 3aUEPBsIBAHE, TO € JIEKO WM YMEPEHO 1o TexecT. [lannure
OT IPOYYBaHUsI IIPU 3ApaBH JOOPOBOJILIM NIPEIIONArar, 4e CBbP3aHOTO ¢ AUMETUI(ymapar
3auepBsIBaHEe BEPOATHO € MEAUHUPAHO OT MpOoCTaryiaHAuHN. ENWH KpaThK Kypc Ha JiedeHue cbe 75 mg
aleTWICAIMIIIIOBA KUCENTMHA 6€3 CTOMAITHO-YCTOHYMBO OKPUTHE MOXKE J1a OBb/Ie TToJIe3eH MpH
MAIMEHTH, KOUTO CTPasaT OT HEIOHOCHMO 3auepBsiBaHe (Bk. Touka 4.5). B nBe npoyuBanus npu
37paBu JOOPOBOJILIM HAMAJISBa TOSBATa M TEKECTTA Ha 3a4EPBIBAHETO B MEPHOJIa HA IPUIOKEHHUETO.

[Ipu knmHUYHY npoyuBaHus 3 oT 06110 2560 nexyBanu ¢ AUMETHII(QyMapaT MaUeHTH U3ITHTBAT
CEpHO3HU CUMITOMHU Ha 3auepBsiBaHE, KOUTO BEPOSITHO NPECTABIISIBAT PEAKLH Ha
CBPBXYYBCTBUTEITHOCT WJIN aHA(DHUIAKTOMIHHU peakiuu. Te3n HeKeIaH! peakny He ca
KHBOTO3aCTpalllaBallly, HO BOJIAT 10 XocnuTanu3auus. [Ipennucsamyre gekapu 1 NalMeHTUTE TpsiOBa
Jla BHUMABaT 3a Ta3u BH3MOKHOCT B CITyJail Ha TeXKKH PEakIUU Ha 3auepBsiBaHe (BX. TOUKH 4.2, 4.5
4.8).

AHabWwIakTUYHU peakuu

Crnen npuioxeHue Ha TUMETHIQyMapaT B MOCTMAPKETUHTOBH YCJIOBHUS C€ ChOOIIAaBaT Ciy4yan Ha
aHadunakcus/aHapUIaKTONIHA peaknus (Bk. Touka 4.8). CHMIOTOMUTE MOTAT /1a BKIIOYBAT TUCITHES,
XHUIOKCHS, XUTTOTOHHSI, aHTHOeIeM, OOpUB WM YPTHKapHs. MexaHU3MbT Ha aHa(UITaKCHs,
HMHAYLUpaHa OT AuMeTuIdymapar, € HeusBecTeH. Te3n peakiuu 0OMKHOBEHO Bh3HUKBAT CIIC
IbpBaTa /1033, HO MOXKE ChHIO J1a BE3HUKHAT BHB BCEKH MOMEHT IO BpEME Ha JICUEHHUETO U MOraT Ja
ObIaT CepHO3HU M JKMBOTO3acTpamaBamy. [lanuenTire TpsOBa 1a Ob1aT HHCTPYKTUPAHU /12
MIPEKPATAT MpUeMa Ha AUMETII(hyMapat U Jia MOThPCAT He3a0aBHO MEIUIIMHCKA MTOMOIII, aKO MOJIydaT
MPU3HAIM WK CUMITOMU Ha aHadmiakcus. JIledeHneTo He TpsAOBa Jia ce MoIHOBsBA (BXK. TouKa 4.8).

HUudeximn

[Ipu nnane6o-KoHTpoNMpaHy poy4BaHus ¢asa 3 yectorata Ha nHpekauute (60% cpemry 58%) u
cepuo3nuTe nHpexnnu (2% cpemry 2%) e mogodHa IpH NAIMEHTH, JIEKyBaHH CHOTBETHO C
JUMETHI(PyMapaT HiTH 1uianeoo.



BrIpeku ToBa mopaiu IMyHOMOAYJIMPAIUTE CBOMCTBA HA AuMeTWI(hymapart (BK. Touka 5.1), ako
Ja7CH MAIMEeHT pa3BHe cepruo3Ha MHGPEKIHs, TPSAOBA 1a ce 0OMHCITH CIIUPAaHE Ha JICUCHUETO C
JUMETUI(yMapar 1 Jia Ce HallpaBH MOBTOPHA OIICHKA Ha MOJ3UTE U PUCKOBETE, MPEHU Ja Ce MOJHOBU
tepanusta. [lanuenTure, monyvyapamny guMeTiIdymMapart, TpsOBa ga ObIaT HHCTPYKTUPAHH Ja
CHOOII[ABAT HA JICKaps 32 CUMIITOMH Ha HHMeKIuK. [TanueHTuTe ChC CEPUO3HN MHDEKIIUH HE TPsIOBa
Jla 3aIIoYBaT JICUCHHNE ¢ TUMETHIPyMapaT, T0KaTo HHGEKIuITa(UTe) He OTITYMHU(ST).

He ce nabmonaBa yBennuaBaHe Ha 4YeCTOTaTa Ha CEPUO3HUTE MHQEKIMU NP MALMEHTH ¢ Opoil Ha
mumoormraTe <0.8 X 10%/1 10 <0.5x10%/1 (Bx. Touka 4.8). AKO TepanusTa IPOIBIDKH IPH HAIMYHE HA
yMEpEeHa JI0 TEXKKa MPOIBIDKUTENHA TUM(OTIEHUSI, PUCKBT OT ONMOPTIOHUCTHYHA HH(EKIIHNS,
BkitounTenHo [IMJI, He Moske fa Obae M3KITI0UeH (BXK. Touka 4.4, monroukara oTHocHo [TIMJD).

Xeprmec 30ctep HHDEKIUU

CpoOmiaBar ce ciiydan Ha Xeprec 30cTep npH quMetmipymapar (Bx. Touka 4.8). [ToBeyero cimydan He
ca CEepHO3HH; HO ca ChOOIIAaBaHN M CEPHO3HHU CIIy4aH, BKIIOYUTEIHO TMCEMHHUPAH XepIec 30CTep,
xeprec 30ctep opTaIMHUKyC, XepIiec 30CTep OTUKYC, XEPIIEC 30CTep HEBPOJIOTUYHA HHPEKIHSI, XepIiec
30CTep MEHUHTOSHIE(DANUT U XepIiec 30CTep MEHUHTOMUENUT. Te3u HexkeslaH! peakluy MoTraT Ja
HACTBIIAT IO BCAKO BpeMe B X0J1a Ha jedeHuero. [lanmmenture TpsiOBa 1a Ob1aT HAOIIO1aBaHU 3a
MIpU3HAIM U CUMIITOMH Ha XepIIec 30CTep, 0COOEHO KOTaTo € ChoOIaBaHa ChIIbTCTRAIIA
auMpounToneHus. AKO ce pa3BHe XepIiec 30CTep, TpAOBa Ja 0b/ie MPHUIOKEHO MOIXOASIIOTO
nedenue. TpsOBa 1a ce 0OMUCITH IPEKbCBAHE HA JICYCHUETO NPH MAIUSHTH ChC CEPUO3HU HHPEKINH
JI0 OTITyMsiBaHe Ha WH(DEKIuATa (BX. Touka 4.8).

3amoyBaHe Ha JICYCHUETO

Jleuenuero TpsiOBa 1a ce 3all0YHE MOCTENEHHO, 3a J1a € HaMaJIM I0sBaTa Ha 3a4epBsiBaHE U
CTOMAIITHO-YPEBHU HEXXEJaH! peakiuu (BXK. Touka 4.2).

CunapoM Ha Fanconi

CpoO1mmaBanu ca ciaydad Ha CHHIpoMa Ha Fanconi ¢ JekapcTBEeH MPOAYKT, ChABPIKAIL
muMeTmipymapar, B KOMOMHAINSA ¢ APYTH eCTepH Ha pymMapoBara KucesnuHa. PaHHaTa auarHosa Ha
cuHapoMa Ha Fanconi v mpekbCBaHETO Ha JICYCHUETO C JUMETHII(PyMapaT ca BaKHH 3a
IpeIoTBpaTsIBaHEe Ha HACTHIIBAHETO HAa OBOPEYHO YBpEXKIaHE U OCTEOMAJIalUs, Thil KATO CHHAPOMBT
0OMKHOBEHO € oOpaTtnM. Hali-BakHUTE IPHU3HAIM ca: TIPOTEHHY UL, TIIOKO3ypHs (C HOPMAJIHN HUBA
Ha KpBbBHA 3aXap), XuMepaMuHOAUIypust U pochaTypus (Bb3MOXKHO € J]a € eTHOBPEMEHHO C
xunodocdaremust). [Iporpecusita Moxe J1a BKIIOYBA CUMIITOMH, KATO HAIIPUMEP TOJINYPHS,
MOJUANTICHS U cITa00CT B MPOKCUMATHUTE MYCKYJIH. B penku ciryuan Moxke J1a HacThIIN
xunogochareMuIHa OCTEOMATIALNS ¢ HEJIOKATU3UPAaHHU OOJIKK B KOCTHTE, OBHIIICHA aJIKaIHA
¢docdaraza B cepyma u cTpec QpaxTypu.

Baxno €, U€ CHHAPOMBT Ha Fanconi moxe Ja HACTBIIN 0e3 MOBUIIICHH HUBA HA Kp€aTUHUH WJIK HUCKa

CKOPOCT Ha TjoMepyiHa ¢punrpainus. B ciydaii Ha HEICHU CUMIITOMHM TPsiOBa Ja ce OOMHCIN CHHIPOM
Ha Fanconi u 1a ce U3BBPIIAT TOIXOISIIY U3CIICABAHMSL.

TloMo1Hu BemecTna

To3u nexkapcTBeH NPOAYKT Chabpxka mo-Manko ot 1 mmol (23 mg) narpuii Ha Karncyna, T.e. MOKe 1a
ce KaXke, 4e MPaKTUYECKH HE ChABPKa HATPHIA.

45 BzaumopeiicTBHE ¢ IPYTH JeKAPCTBEHH MPOAYKTH U APyru (OpMH HA B3aUMoeiicTBHE

AHTHHEOIIACTUYHA TEPAINSL, TEPAINS C UMYHOCYIPECOPH MM KOPTUKOCTEPOUINA




Jumetniadymapar He € MPOyuBaH B KOMOUHAIIMS ¢ AaHTHHEOIUIACTHYHHN WK KMYHOCYIIPECUBHU
TepaHI/II/I u CJICea0BaTCIIHO, HpI/I CBhIIBTCTBAIIIO HpI/IHO)KeHI/Ie c HeOﬁXOIII/IMO IIOBUIIICHO BHUMAHHUC. HpI/I
KJIIMHUYHYU TIPOYYBaHMs HA MHOXECTBEHA CKJIEP03a, ChITBTCTBAIIOTO JICUCHHE HA TIPUCTHITUTE C
KpaThK KypC Ha MHTPABEHO3HO MPUJIAraHu KOPTUKOCTEPOUIN HE € CBHP3aHO C KIMHHUYHO 3HAYNMO
TTOBUITIIaBaHE Ha YeCcTOTaTa Ha NH(EKITNO3HN 3a00JITBaHMUS.

Bakcunn

ChIrbTCTBAIIO PUIOKCHUE HA HEKUBU BAKCUHH B ChOTBETCTBUE C HAIIMOHAIHUTE MMYHHU3AI[MOHHU
KaJIeHIapy MOKe Jla ce OOMUCIIM 110 BpeMe Ha Tepanusita ¢ numeTidymapar. B KIIMHU4HO
poy4BaHe, BKIrOUBamio o0mo 71 manuentu ¢ [IPMC, manuenTute npueMariu guMmetrnigymapar 240
mg JiBa ITTH JHEBHO B MPOABDKEHHUE HA Hali-Masiko 6 mecera (n = 38) win Ha HENETHIIUPaH
nHTep(EpPOH B MPOIBIDKESHUE Ha Haii-Mako 3 Mecena (n = 33) IOCTUraT CpaBHUM UMYHEH OTTOBOP
(medmHUpaH KaTO > 2-KpaTHO yBEMUYCHUE OT TUTHPA MPEIH BAKCUHAIIHATA JI0 TUTHPa CIIe]
BAaKCHHAITMATA) HA TETAHWYCH TOKCOU (CCHCHOMIN3NpAI aHTUTeH) W KOHIOTHpaHa MCHIHT OKOKOBa
noym3axapuaia C BakcuHa (HEOAaHTHUIEH), T0KaTO IMYHHHST OTTOBOP KbM Pa3InIHUTE CEPOTHUIIOBE
Ha HCKOHIOTUpPaHa 23-BaJicCHTHA THEBMOKOKOBA TIOJIM3aXapyiHa BaKCUHA (HE3aBUCUM OT T-KIIECTKU
aHTHUTEH) BapHpa M B IBETE TPYIH 3a JieueHue. [lonoxxnreneHn uMyHeH OTroBop, AeuHUpaH Kato > 4-
KpaTHO YBEJIWYCHUE HA TUTHPA HA aHTUTENATa KbM TPUTE BAKCHHHU, CE TIOCTUTA OT MO-MaJIKO
YYaCTHUIIM U B JIBETE TPYIU 3a JiedeHne. KOHCTaTUpaHU ca MAJIKK YUCIICHU Pa3INuus B OTTOBOPA KbM
TETAaHWYEH TOKCOW] ¥ THEBMOKOKOB ITOJIN3aXapyu CEPOTHUI 3 B 10132 HA HETICTHIIMPAHHUS
HHTEpPEPOH.

Jluncear KIMHUYHU JaHHU 3a e(l)I/IKaCHOCTTa 1 0e30MMacHOCTTa Ha ATCHIOUPAHUTC BAKCUHU IIPU
ManUeHTH, IpUEMaIln ,I[I/IMCTI/IJ'I(i)YMapaT. JKuBuTe BakCMHU MOKE Ja ca HOCHUTCIIM Ha IIOBUIIICH PUCK
OT KJIMHUYHa I/IH(beKI_[I/ISI n HC Tp$I6Ba Jla C€ npujarat npu nanveHTH, JICKyBaHu C )Z[I/IMGTI/IJI(bYMapaT,
OCBCH aKO, B U3KJIFOYUTCIIHU ClIydau, TO3U MMOTCHIHUAJICH PUCK C€ CMETHE, Y€ KOMIICHCHUPA PUCKA OT
HEIIOCTAaBAHEC Ha BAKCHMHA HAa KOHKPETHUA IMAIIUCHT.

Jpyru npou3BOgHHA Ha d)VMaDOBaTa KHUCCIINHA

ITo Bpeme Ha eueHne ¢ TUMETHI(GyMapaT TpsaOBa 1a ce U305ArBa eTHOBPEMEHHOTO NPHIIOKEHHE Ha
JpYyTH MPOU3BOIHY Ha ymMapoBaTa KrcenrnHa (JIOKATHO MITH CHCTEMHO).

IIpu xopa numetundymapar ce MeTaboIM3Upa EKCTEH3UBHO OT €CTEpas3y, IPEAU 1a JOCTUTHE
CHCTEMHOTO KpbBOOOpallleHue, a JOMbIHUTEIEH METa00IN3bM CE OCBIIECTBSABA Upe3 HUKbJIA Ha
TpruKapOOHOBHTE KHCEIMHH, Oe3 y4acTHeTo Ha cuctemara Ha nuroxpom P450 (CYP). [lotenunanau
PHCKOBE 32 B3aUMO/ICHCTBYSI HE Ca YCTAHOBEHH OT NPOYYBaHM Ha iN Vitro nHXuOMpaHe 1 MHAYKIHS
Ha CYP, npoyuBane Ha p-TIMKONPOTENH WU MPOYIBAHNUSA HA CBBP3BAHETO C IPOTEHHHU Ha
JUMeTHI(pyMapaT 1 MOHOMETHII(pYMapaT (OCHOBHUST METa0OIUT HAa AUMETHIPYMapaT).

BiusiHre Ha IpyTH BEIIECTBA BbPXY AMMETUIGYMApaT

YecTo M3M0I3BaHUTE JEKAPCTBEHHU MPOAYKTH IIPH NAlMEHTH C MHOYKECTBEHA CKJIepo3a — MHTep(epoH
Oera-la u raTupamMepoB aleTaT, IPUI0KEHH HHTPaAMYCKYJIHO — Ca KJIMHUYHO TECTBAHH 32
MTOTEHIIMAIHN B3aUMOJIEHCTBUS ¢ JUMETUIIPyMapar, Ipy KOETo HE MPOMEHAT (papMaKOKUHETHIHHS

My pOoQuIL

JlarHnTE OT MPOYYBaHUS IIPH 3/IpaBH TOOPOBOIIIHN MpEoiIaraT, 4e CBbP3aHOTO ¢ AUMEeTII(hymapar
3auepBABaHE BEPOSATHO € MEIUUPAHO OT MpOoCcTarjaHAuHu. B 1Be npoy4yBaHus mpu 37paBu
JOOPOBOIIIY MPUIIOKEHUETO Ha 325 mg (Wi eKBUBAJIEHTHA J103a) alleTUIICATUIIIIOBA KHUCEeTnHa 0e3
CTOMAIIHO-YCTOWYNBO ToKpuTHe, 30 MUHYTH IIpeAn MpreMa Ha TuMeTriIdyMapaT, MpriiaraneTo
CHOTBETHO B NPOJABIDKEHUE HA 4 THU U B paMKHUTE Ha 4 CEIMUIIM, HE MPOMEHs (hapMaKOKHMHETHUHUS
npodun Ha aumetwidymapar. [loTeHIIMAaTHUTE PUCKOBE, CBBP3aHU C TEPAIUsITA C AllCTHIICATUITUIOBA



KHCeNInHa, TpsAOBa Aa ce pas3riear npean eIHOBPEMEHHOTO NPUIIOKEHHE C TUMETIIhyMapat npu
manuenty ¢ [IPMC. JIpnrocpodnara HempeKbCHATA yIIoTpeda Ha aleTHIICATHITIIOBA KuceanHa (> 4
CEe/IMHUIIN) HE € MpoyueHa (BX. ToUkH 4.4 u 4.8).

ChropTcTBaIIA TEpanus ¢ HeHPOTOKCHYHH JIEKaPCTBEHHU NMPOAYKTH (HapuMep aMHUHOTIIMKO3U/IH,
JUypPETHLN, HECTEPOUIHU IPOTUBOBB3NATUTEIHN CPEACTBA WM JIUTHH) MOXKE /1a TIOBUILIU
MOTEHIMaNa 32 ObOPEYHH HeXeJlaH! peakiuu (Hamp. IpOTeUHypus, BXK. Touka 4.8) mpu NarueHTH,
mpuemany quMetundymapar (Bx. Touka 4.4 KpbBHH/TabopaTopHH TECTOBE).

KOHCYMa]_[I/IHTa Ha YMCPCHU KOJINYCCTBA aJIKOXOJ HE IMIPOMEHA CKCIIO3UIMATa HAa I[I/IMeTI/IJI(I)YMapaT n
HE CC€ CBBbP3Ba C YBCIIMYAaBaHC Ha HCIKCIIAHUTC JICKAPCTBCHU PCAKIIUU. KOHcyMaLII/ISITa Ha rojJieMu
KOJMYECCTBA CUJTHHU AJIKOXOJIHU HAIIUTKH (HOBeqe ot 30% obemHO ChbABPIKAHUC HaA aJ'IKOXOJ'I) TpH6Ba Ja
ce u30sArBsa B paMKUTE Ha €JUH YaC OT MprucMa Ha Z[I/IMeTI/IJ](i)YMapaT, THHU KaTO aIKOXOIBT MOXKE Ja
AOBCAC N0 yBCIMYAaBAHC HA Y€CTOTATA HA CTOMAIIIHO-YPCBHU HEKCIIAHU PCAKIIUU.

BrnusHre Ha tuMeTHIIGyMapaT BbPXY IPYTH BEIIeCTBA

In vitro mpoyuBanus Ha uaayKimsaTa Ha CYP He moka3BaT B3auMOJICHCTBHE MEXKIY TUMETHIPyMapar
U [IepOpAITHU KOHTPALICNITHBHY CPeJIcTBa. B eHo in VIVO mpoy4BaHe eIHOBPEMEHHOTO MPUIIOKEHHE
Ha TUMeTwIhymMapar ¢ KOMOWHHUpaH MepopalieH KOHTpaIeNnTHB (HOPrecTUMAT M eTHHIIIECTPAINON) HEe
MpeIn3BUKBA HUKaKBa CbOTBETHA IIPOMSIHA B €KCIIO3UIMATA HAa IEpopaHus KoHTpauenTus. He ca
MIPOBEKAAHU MPOYUBAHMS 32 B3AaUMOACHCTBUATA C IEPOPATHA KOHTPALIEITHBH, ChABPKALIN JPYTH
IIPOTECTOT€HH, HO HE C€ 0YaKBa BIMSHUE HA TUMETII(yMapaT BbPXY TAXHATa EKCIO3UIIMSL.

[leqmaTpryna momyaamus

IIpoyuBaHus 3a B3aUMOAECHUCTBUATA Ca IPOBEXKIAHNA CaMO IPU Bb3PaCTHHU.

46 @epTHANTET, OPEMEHHOCT U KbpMeHe

bpemenHoct

CrhInecTByBa HETOIIM 00eM JaHHM NMPU OpeMeHHH *xeHH (3a m3xoa ot 300 go 1000 cayyas Ha
OpEMEHHOCT), OCHOBABAIIIM CE Ha PETUCTHP HA CIIy4YauTe Ha OPEMEHHOCT M MOCTMAPKETHHT OBH
CIIOHTaHHH ChOOIIeHUs. B peructbpa Ha cnyyante Ha OpEeMEHHOCT 3a JUMETHIPyMapar ca
JTIOKyMEHTHpaH! 289 MPOCTIEKTUBHO ChOpaHHU JaHHM 32 OpeMEHHOCT MpH manueHTku ¢ MC, KouTo ca
omm ¢ CKCIIO3HIIU Ha IlI/IMCTI/IJI(i)YMapaT. MeanaHaTa Ha IPpOABJDKUTCIIHOCTTAa Ha CKCIIO3UIIHA Ha
quMeTuiapymapar € 4,6 TeCTallMOHHU CEIMUIU C OTPaHHUYeHa SKCITO3UIUS CIIE [IeCTaTa TrecTallMoHHa
cenmuna (u3xox ot 44 6pemenHoctn). Excriozuiusta Ha auMeTwindymMapar 1o BpeMe Ha TOJIKOBa
paHHa OPEMEHHOCT HE MMOKa3Ba HAJIMYKE HUTO Ha MajiopMaTHBHA, HUTO Ha (peTasHa/HeOHATaIHA
TOKCUYHOCT B CpaBHCHHUEC C o61uaTa nomyJaanus. Puckst ot NO-OpOABIJDKUTECIIHA CKCIIO3UILIMA Ha
TUMETHI(PyMapar Wi eKCIIO3UIHS B IT0-KbCHU CTaJIMU Ha OPEMEHHOCTTA HE € H3BECTEH.

[Ipoy4uBanusTa pH )KMBOTHM MOKA3BaT PEMPOAYKTHBHA TOKCUIHOCT (BXK. Touka 5.3). Karo npexamaszna
MsIpKa € 3a MperovnTane Aa ce n30sraa ynorpedara Ha AuMeTHIPymapar 1o BpeMe Ha OpeMEeHHOCT.
Jumetnndymapat TpssOBa J1a ce W3IMOJI3Ba 10 BpeMe Ha OpEMEHHOCT caMo TPH KaTeropuyHa
HEOOXOIMMOCT W aKo IMOTEHIMAIHATA 110J13a OIIpaB/aBa MOTEHIMAIHUS PUCK 3a (deTyca.

Kspmene

He e u3BecTHO nanu quMeTUiIpyMapar Wik HETOBUTE META0OIMTH Ce eKCKPETUpaT B KbpMaTa. He
MOJKe Ja ce M3KIIFOYH PHCK 32 HOBOPOJICHUTE/KbpMadeTaTa. TpsiOBa fa ce B3eMe pellieHne Aalii J1a ce
MIPEYCTaHOBH KbPMEHETO WIIH Jla C€ MPEyCTaHOBH TEPAINUATa C TUMETHII(yMapaT, KaTo ce B3eMar
MpeBU/I 1o13aTa 0T KbPMEHETO 3a JIETETO M MoJI3aTa OT TepanusTa 3a )KeHaTa.



PepTUANTET

Jlurncar naHHU 3a eEKTUTE HAa AUMETHIPyMapaT BpXy QepTHiIuTeTa npu xopa. JJlanHu ot
MPEIKINHIYHUTE IPOYYBAHUA HE MPEaronarat Bpb3ka Ha AUMETHII(PYyMapaT ¢ TIOBUILIEH PHCK OT
HamasieH ¢pepTunTeT (BXK. Touka 5.3).

4.7 EdexTu BbpXY cioco0HOCTTA 3a modupaHe U padoTa ¢ MAIIUHA

Jumetnmndymapat He TTOBIUSBA WU TIOBIIHAABA MPEHEOPEKNMO CTIOCOOHOCTTA 3a Modupane u padbota
C MallluHU.

4.8 HexejlaHu JEKAPCTBEHHN PEAKIIUH

O0600611eHre Ha podwia Ha OE30IaCHOCT

Haii-uecture HeXxxenanu peakmmu ca 3auepBsiBane (35%) 1 cToManrHO-4YpeBHU CHOUTHSA (T.€. THAPHS
(14%), ranene (12%), xopemua 6omka (10%), 601kxa B ropHaTa gacT Ha Kopema (10%)).
3auepBsABAHETO M CTOMAIITHO-YPEBHUTE CHOUTHS Ca C TCHIICHITUS 3a IOsABa B HAYAIOTO HAa Kypca Ha
nedeHue (Haii-Bede mpe3 MbPBUSI MECell), KaTo MY MAIUeHTH ChC 3a4epPBABAHE U CTOMANIHO-YPEBHU
CHOUTHS, T€3U CHOUTHUS MOTAT Jia MPOBIDKAT Ja Ce TMOSABIBAT IIEPUOJAUYHO B X012 Ha JICYSHUETO C
muMmetwipymapar. Haif-uecto cho0IIaBaHUTE HEXKEIaHW PEAKIMU, BOJICIIN 10 TPESyCTAHOBSIBAHE HA
JIYeHUETO ca 3auepBsiBaHe (3%) U cTOMaIIHO-uYpeBHU ChOUTHS (4%).

B nnane0o-KOHTpONIMpaHu 1 HEKOHTPOJIMPAHHU KIMHUYHY MPOy4YBaHus ¢asza 2 u 3 o010

2513 manueHTH Mmoy4aBar AuMeTwiIgpyMapar 3a nepuoau A0 12 roguHu ¢ o0Ia eKCcro3uus,
expuBasicHTHA Ha 11 318 woBekoroauuu. O6mo 1169 maruenTH MoaydaBat Hal-MaJKo 5 TOIMHI
JieueHHe ¢ qUMeTHIIhyMapar, a 426 malueHTy mojiyyaBar Haii-Manko 10 roauHu JedeHue ¢
nuMetuipymapar. ONUTHT IPU HEKOHTPOIMPAHUTE KIIMHUYHU NMPOYYBAHUS € B CbOTBETCTBUE C OITUTA
TIpH T1a1e00-KOHTPOINPAHNTE KIIMHUYHH MTPOYIBaHUS.
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TabnuueH cCOUChK Ha HEKEITAHUTE PCAKIIN

Hexenanute peakuuu, MPOSBIIN C€ B KIMHUYHY MMPOYYBAHUSA, TIPU IIOCTMAPKETHUHTOBUTE
MIPOyYBaHUs 3a 0€30MACHOCT U MOJIyYCHU OT CIIOHTAHHU ChOOIIEHUS, Ca TIPEACTABeHU B Ta0IHIIaTa
0-J10TTy.

Hesxenmanute peakiuu ca npeacTaBeHu KaTo npeArnodnTanu repMuan mo MedDRA B cucremoopranau
knacose o MedDRA. Hexxenanute peakiiuu mo-10i1y ca NpeICcTaBeHH B CICAHNUTE KATETOPUH I10
4eCcTOTa:

Mtuoro yectu (> 1/10)

Yectu (= 1/100 mo < 1/10)

Heuectu (> 1/1000 m0 < 1/100)

Penku (> 1/10 000 mo < 1/1000)

Mmuoro peaku (< 1/10 000)

C HeusBecTHA YecToTa (OT HAIMYHKUTE JaHHH HE MOXe Jia ObJle HalpaBeHa OICHKA)

CucreMo-OpranHu KJacoBe 1o He:xenana peakuus Kareropus no
MedDRA yecToTa
WNudexmn u uHbECTAITIN l'acTpoenTepur Yecta
[IporpecuBHa mynrudokanHa C Heu3BeCTHA YeCTOTa
neBkoennedaronarus (IIMJI)
Xeprnec 30cTep C Heu3BeCTHA YeCTOTa
Hapymenns Ha kpbBTa 11 TuMpHaTa |JlumdorneHus Yecra
cnereMa JleBKOTIEHUS Yecra
TpomOoruToneHus Heuecra
Hapymienus Ha umyHHaTa cucteMa  |CBpBXUyBCTBUTEITHOCT Heuecra
Anadunmakcust C HeW3BeCTHA YeCcToTa
HucnHes C Heu3BeCTHA YeCTOTa
Xunokcus C Hem3BecTHa yecToTa
XUNOTOHHSA C Hem3BecTHa YeCTOTa
Anruoenem C Heu3BeCTHA YeCTOTa
HapyuieHns Ha HepBHaTa cucTeMa | YcCellaHe 3a mapeHe Yecta
CbII0BY HApYIICHUS 3auepBsBaHe MHoro Jecta
lNopewu BbiIHK Yecra
PecniupaTopHu, rppaHu U Punopes C Hem3BecTHa yecToTa
MEMAaCTUHAIHU HapyIICHUS
CromanrHo-4peBHU HapyIIEHUs Huapust MHoro yecta
T'anene MpHuoro yecta
Bonka B ropHaTa yact Ha Kopema MHoro yecta
Kopewmna 6oika MHoro ugecra
[ToBprbinane Yecra
Hucnencus Yecta
T'actpur Yecta
CromainrHo-4peBHO HapyIICHUE Yecra
XenaToOWIMapHU HapyIICHUS [ToBumena acnaprar|Yecta
aMHHOTpaHchepasza
[NoBuiena anannn amuHoTpancdepasa|ecrta
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CucTeMo-opraHHH KJIacoBe 1o Heskenana peakuusi Karteropus no
MedDRA gyecrora

JlekapCTBEHO MHAYIMPAHO YBpexaaHe|Penku
Ha yepHHs Apo0

HapyueHnus Ha koxata u IIpypuryc Yecta

MOJIKOXHATa ThKaH O6puB Yecra
Epurem UYecra
Anonenus UYecra

Hapymenns wHa  OwnOpenute  m|lIporemnypust Yecrta

MUKOYHUTE ITBTUINA

OO6mm HapymeHuss ¥ eQeKkTH Ha|YcellaHe 3a TOIUTMHA Yecra

MACTOTO Ha IIPUIIOKEHUE

W3cnenBanns JlaHHM 3a KETOHHH Tella B ypHUHATa MHoro 4ecta
Hanuuue na anGymuH B ypuHaTa UYecra

[Tonmxkenn cTOWHOCTH Ha Opost Ha|Uecta
JIEBKOLIUTUTE

Onucanue Ha I/I36D3.HI/I HCXKCIaHH JICKaApCTBCHHU PCAKIIMN

3auepsasane

B nnane0o-KOHTpoIMpaHuTe NpOy4BaHUs ChOTBETHATA YecToTa Ha 3auepssiBane (34% cpemy 4%) u
ropemu BBJIHU (7% cperry 2%) ce MOBHUIIaBa IpH NAIMEHTH, JIEKyBaHH ¢ AUMETWIpyMapar, B
cpaBHeHHe ¢ Tuiane0o. 3auepBsIBaHETO OOMKHOBEHO CE OIMCBA KAaTO MPUJIMB Ha KPBB WM TOPEIIN
BBJIHH, HO MOJKE J1a BKITIOYBA U JPYTH CHOUTHS (HAMp. 3aTOIUISHE, TOYEPBEHsABaHE, ChPOEXK H yCelaHe
3a mapene). CrOUTHATA, CBBEP3aHU ChC 3aUepPBsIBAHE, Ca ¢ TSHIACHITUS 3a MOSBa B HAYAJIOTO Ha Kypca Ha
nedeHue (Haii-Bede mpe3 MbPBUS MECEI), KaTo MPH MAallMeHTH ChC 3aUepBsBaHe T€3U CHOUTHS MOTaT
Jla MPOABIDKAT /1a CE TOSIBABAT MEPUOJUYHO B X0/1a Ha JICUCHUETO ¢ AuMeTHiIpymapat. [Ipu mo-
rojsMara 4acT OT MaIleHTUTe ChOUTHATA, CBEP3aHH ChC 3aUepPBsIBaHE, Ca JIEKH JI0 YMEPEHH 110
texxect. O0mmo 3% oT manueHTuTe, JIeKyBaH! ¢ AUMETHI(pymMapar, mpeycTaHOBSBAT JEUEHUETO
nopaju 3auepBsBaHe. UecToTaTa Ha CEpPHO3HOTO 3a4epBsiBaHe, KOCTO MOXKE Ja Ce XapaKTeph3upa ¢
reHepajJu3upaH epuTeM, OOPUB U/WIIK IPYPUTYC, ce HaOmo1aBa py No-Majiko ot 1% oT mauueHTure,
JIEKyBaHH ¢ AuMeTmiIpymapat (Bx. Touku 4.2, 4.4 u 4.5).

Cm0MamH0-’ip€6HM HeoiceNanu peakyuu

UecToTaTa Ha CTOMAaNTHO-UYpeBHUTE chOMTHS (Hamp. auapus [ 14% cpemry 10%], ramene [12% cpemry
9%], 6onka B ropHara yact Ha kopema [ 10% cpernty 6%], kopemna 6omka [9% cperty 4%],
nospbane [8% cpeuty 5%) u aucnencus [5% cperty 3%]) e moBuIlIeHa IPH NALMEHTH, JIEKYBaHH C
nuMeTridyMapar, B cpaBHeHHE ¢ Mu1ane0o0. CTOMAaIIHO-UPEBHATE HEXKEIaHU PEAKIMU Ca C TeHACHINS
3a [osiBa B HAYaJIOTO HA Kypca Ha JieueHue (Haifi-Beue Ipe3 MIbpBU Mecell), KaTo MPH MAI[MeHTH ChC
CTOMAIIHO-YPEBHHU CHOUTHSI, TE3H CHOUTHS MOTaT 1a MPOIBIDKAT Ja Ce MOSBSIBAT NEPUOJUYHO B X012
Ha JieueHneTo ¢ nuMmetwidymapar. [Ipu mo-rossimara 4acT OT HAMEHTUTE ChC CTOMAIIHO-YPEBHU
CHOUTHS T€3U CHOUTHS Cca JIEKH WM YMEpEeHHU 1o TexecT. Uetnpu mpoueHTa (4%) OT maienTure,
JIEKyBaHH ¢ TUMeTWI(ymMapar, peycTaHOBSBAT JICYEHUETO MOPaId CTOMAIIHO-YPEBHN HEKEJIaHH
peaknuu. YecToTaTra Ha CEPUO3HUTE CTOMAIIHO-YPEBHU CHOUTHS, BKIIFOUUTETHO TACTPOCHTEPUT U
racTpur, ce Habmonasa mpu 1% OT manuenTuTe, JeKyBaHu ¢ nuMeTuiIhymapar (Bx. Touka 4.2).

Yeproopobra pyurkyus

Bb3 ocHOBa Ha TaHHHUTE OT IU1a1e00-KOHTPOJIUPAHHU MPOYIBAHUS [TO-TOJIIMATA YacT OT MAI[HEHTHUTE C
MTOBUINIEHUS HA YEPHOIPOOHHUTE TpaHCAaMHUHA3H ca cbe cToiHOCTH < 3 hTH [ TH. [loBummeHna gectora
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Ha TIOBUIIICHHS HA YSPHOAPOOHUTE TpaHCAMUHA3H TIPU MAIIMEHTH, JICKYBaHU C IUMETHII(QyMapar,
cripsMo 1ane6o, € HaboaBana Hal-Bede Mmpe3 MEPBUTE 6 Mecela OT JiedeHneTo. [loBumieHms Ha
aJlaHWH aMMHOTpaHc(epasara U acraprar aMmuHOTpaHcdepaszara > 3 et [ TH ca HaOr01aBanu
ChOTBETHO TipU 5% 1 2% OT MalueHTHTE, JISKyBaHU ¢ Tuiane0o, u npu 6% u 2% OT NalueHTUTe,
JeKyBaHH ¢ nuMeTmidymapat. Uectorata Ha MpeyCcTaHOBSBAaHE Ha JICYSHUETO TIOPAIX TTOBHIIICHH
CTOWHOCTH Ha YepHOAPOOHHTE TpaHCaMUHAa3M € < 1% u e moJ00Ha PH MaIlMeHTH, JIEKYBaHH C
IUMeTHII(pyMapaT uin tiane6o. YBenunueHus Ha TpaHcamuHaszute > 3 bt [ TH cbe chrbreTBam
yBeNW4YeHHs Ha 001mus ounupyoun > 2 et [ TH He ce HaGmronaBat B miarie00KOHTPOIUPAHUTE
MIPOYYBaHUSI.

[oBuieHne Ha YepHOAPOOHUTE SH3UMH U CITy4ad Ha MPEAN3BUKAHO OT JIEKAPCTBOTO YBpEXKJaHE Ha
4yepHHs ApoO (yBeIHueHMs Ha TpaHcaMuHasuTe > 3 mbTH [ TH cbe chbTeTBaIIM YBETUUEHHS HA
oOmms 6mmpy6us > 2 meti ['TH) ce cho6maBaT oT HOCTMapKETHHTOBHUS ONIUT CJIE MPHIIOKEHUE Ha
IUMETHI(pyMapaT, KaTo OTUIYMSIBAT CJIe/ CIIMPaHe Ha JIEYCHUETO.

Jumponenus

[Ipu mane60-KOHTPOIMPAHNTE MPOYIBAHNSA, TIO-TOISIMATA YacT OT manueHTure (> 98%) nmar
HOpPMaJIHH CTOHHOCTH Ha Opos Ha TMM(OUUTHTE NPEAH 3arouBaHe Ha JieueHueTo. [1pu neuenue c
auMeTmIhyMapar, CpeJHUSAT Opoit Ha TMM(OLMTUTE HaMaJIsIBa Ipe3 IbpBaTa roAMHA C ITOCIIEABAIIIO
mw1ato. bpost Ha mumdonuTHTe HaMasBa cpenHo ¢ mpudmmsuTenHo 30% oT U3XoaHaTa CTOHHOCT.
CpenHure CTOMHOCTH M MeTUaHUTE Ha Oposi Ha IMMQPOLUTUTE OCTaBaT B PAMKUTE HA HOPMAJIHUTE
rpanuny. Bpoii Ha mumdormTuTe <0.5 X 10%/1 ¢ Habmoaapany pu < 1% OT NaIlUEHTHTE, JEKyBaHH C
mrane6o, u mpu 6% oT marMeHTuTe, JeKyBanu ¢ nuMeTiidymapart. bpoit Ha mumdomnmTuTe <0.2 X
10%1 e nabmonaBan Opy 1 MAlMEHT, TeKyBaH ¢ AUMETHI(YMapar, U TP HUTO €IMH OT HALUEHTHTE,
JIeKyBaHH ¢ 111ane0o.

[Ipu KIMHUYHKTE IPOYyYBaHUA (KOHTPOJIUPAHU U HEKOHTpoJupanu) 41% oT manueHTuTe, JeKyBaHH ¢
nuMeTHI(GyMapat, uMat nuMdonenus (JeduHIpaHa pu Te3u npoyuBanus kato <0.91 x 10%1). Ipu
28% OT MaIMeHTHTE € HaOIo1aBaHa Jeka TuMporenns (6poii Ha mamdomutaTe >0.8 X 10%/1 10 <0.91
x 10%1); mpu 11% ot marmenTHTE € HabMIOAaBaHa yMepeHa uMbonenus (6poii Ha TUMMOLIUTHTE
>0.5 x 10%L no <0.8 x 10%1), mepcucTupania B MpoIbIKEeHHE Ha TIOHE IeCT Mecena; mpu 2% oT
MaMeHTHTE € HabJroaBana Texxka JuMdornenus (6poit Ha mumdormture <0.5 X 1091),
MEepPCHUCTHpAIIA B IPOIBDKEHNE Ha MTOHE IIECT Mecena. B rpymnara ¢ Texka mumdornenus OposT Ha
nMUMQOITHTE Ha TTOBEYeTo namueHTn octapa <0.5 x 10%/1 npu nposinkaBaHe Ha TEpanusTa.

B nmomeiHEHME B HEKOHTPOJIMPAHO MPOCTIEKTHBHO MIOCTMAPKETHHTOBO MTPOyYBaHe Ha ceamuia 48 ot
nedenneTo ¢ auMmetundymapar (n = 185) 6post CD4+ T-knetku e 6w ymepeno (6poit >0.2 x 10%1 o
<0.4 x 10%1) unu 3pauntenno (<0.2 x 10%1) monmskeH croTBeTHO TIpH 10 37% 1mu 6% OT
naruerTute, a CD8+ T-kneTkuTe ca OUITN MO-4€CTO OHWKEHN TPH MaKCUMYM 59% OT MaIeHTuTe ¢
6poit <0.2 x 10%1 u npu 25% ot manmenTute ¢ 6poit <0.1 x 10%/1. B koHTpoIHpaHuTE N
HEKOHTPOJMPAHUTE KIIMHUYHU MIPOYYBAHUS MMAIMEHTUTE, KOUTO CIIMPAT TEPaIusITa ¢
muMmetuidpymapar ¢ 6poii Ha mumdonutute ox AI'H, ca HabmonaBanu 3a Bp3CTaHOBSIBaHE HA OpOS
ma auMpormrute 10 JIITH (Bk. Touka 5.1).

Ilpoepecusna mynmughoxanna neexoenyepanronamus (I11MJI)

[pu nevenue ¢ qumeTnidymapar ca cho0IaBaHU ClTydan Ha HHPEKIMH ¢ BUpyca Ha John
Cunningham (JCV), npuuunsiBam [IMJI (Bxk. Touka 4.4). [IMJI Mmoxe f1a 0bJie CMBPTOHOCHA WU /14
JIOBEJIE IO TeXKa MHBATUAHOCT. [Ipy eJHO OT KTMHUYHUTE U3MUTBAHUS | MalMeHT, mprueMaiy
nuMeTmigymapart, ¢ passwi [IMJ] npu Hadugre Ha TPOIBIDKUTETHA TeXKa TuMoneHus (Opoii Ha
mamdonuTuTe IpeauMuo <0.5 X 10%1 B npoabKkenue Ha 3,5 TOAMHY) ¢ JeTadeH U3Xoa. B
noctMapkeTuHToBHTE yenoBus [IMJ] e Bp3HUKBaNA U IPU HAIMYKE HA YMEPEHa U Jieka JTUM(OTeHHS
(>0.5 x 10%/1 no < JITH, nedunupana criopea pedepeHTHHS AUANa30H HAa MECTHATA J1ab0paTopHs).

13



[pu Hsakonko cinyvas Ha [IMJI ¢ onpenenenu moarpynu T-KiIeTKH KbM MOMEHTA HA MTOCTaBSHE Ha
nuarnosara IIMJI e ycranoBeHo, ue 6posit CD8+ T-kieTku e moxmikeH 10 <0.1 x 10%1, a
HaMaJsBaHeTo Ha 6post CD4+ T-kieTku e Bapupaio (B auanasona ot <0.05t0 0.5 x 10 n e
KOpEIMpaso IoBeye ¢ II0CTHATA TexecT Ha mumponenusta (<0.5 x 10%1 no < JITH). 3atosa
cpoTHOmeHneTo CD4+/CD8+ e Ouio yBenmn4eHo MpH Te3H MaIeHTH.

HpOIIT)JI)KI/ITeJIHaTa YMEPEHaA 10 TCXKKa J]I/IM(l)OHeHI/ISI H3rijexaa yBejindaBa puCKa OT Bb3HUKBAaHC Ha
[IMJI o Bpeme Ha neueHue ¢ auMeTmwidpymapar. Ho npu nanueHTy ¢ nexa TuM(GOTIeHUs ChIIO
BB3HMKBa [IMJI. OcBen ToBa moBeueTo cimydan Ha [IMJI B mOCTMapKEeTHHTOBHUTE YCIIOBHS Ca
BB3HUKHAIM MPHU TAITUEHTH HA Bb3pacT > 50 ronuHu.

Xepnec socmep ungexyuu

CrobmaBanu ca xeprec 30ctep HH(eKIuH npu ynorpeda Ha tumeTuindymapar. B nparocpoynoTo
pa3mupeHo Npoy4BaHe, B KOETO ca JeKyBaHu 1736 manuentu ¢ MC, npubausurenno 5% umMat eaux
WJIM TIOBEYe CITydasl Ha Xepriec 30ctep, oT kouto 42% ca nexu, 55% ca ymepenn, a 3% ca TexXKH.

BpemeTo 10 HacTBIIBaHETO OT MBpPBaTa 032 TUMETHII(hyMapaT Bapupa OT IPUOJIM3UTEITHO 3 Mecena
1o 10 roguan. Yetnpnma maneHTy NoaydaBaT CEPHO3HN CHOUTHS, BCHIKH OT KOUTO OTIIYMSBAT.
[ToBedeTo y4acTHHIIM, BKIIOYUTEIHO TE3H ChC CEPUO3HA XepIiec 30¢Tep HHGEKIUA, UMaT Opoii Ha
TUMQOLUTUTE HAJ JOJTHATA TpaHUIla HAa HopMarta. JInM(poneHusTa Ipy OBEYETO YYACTHHUIU ChC
chIBTCTBaII Opoii Ha TuMdonutute mox JAI'H e omeHeHa kato yMepeHa win Texka. B
ITOCTMapKETHHTOBHUTE yCIIOBHS [TOBEYETO CITyYad Ha XepIiec 30cTep HH(EKIHS He ca CEPHO3HU 1
OTIIYMSBAT CJie] JieueHue. Hanuunu ca orpannueHu JaHHH 3a aOCOMOTEH Opoi Ha TUMQOIUTHTE
(absolute lymphocyte count, ALC) npu namuenTs ¢ xeprec 30ctep HHPEKIUs B TOCTMAPKETHHTOBUTE
ycnoBus. Berpeku ToBa, Korato € cho0IaBana, IMM(OIICHUATA IPU TIOBEYETO MAIUECHTH € yMepeHa
(<0,5 x 10%1 mo 0,8 x 10%1) nmnm Tesxka (<0,5 x 10%1 10 0,2 x 10%/1) (Bx. Touxa 4.4).

Jlabopamopnu omxionenus

[Mpu nane60-KOHTPOIMpPaHUTE TIPOYUBAHHS U3MEpEHaTa CTOMHOCT Ha KETOHHH Tena B ypuHara (1+
WJIU TIOBEUE) € MO-BHUCOKA MPH MAIMEeHTH, JIeKyBaHU ¢ nuMeTundymapar (45%), B cpaBHEHHE C
iane6o (10%). HexxenaHu KIMHUYHU TOCICIUIN HE ca HAOIIOIaBaHU PU KIMHUYHH [TPOYYBaHUSI.

Husara Ha 1,25-guxuapokcuBuTamMut D ce moHMKaBaT NMPH MallUEHTHUTE, JIEKYBaHH C
JUMeTHIpyMapart, cupsmMo ianeo (MeauaHa Ha IPOLIEHTHOTO MOHMKEHUE OT U3XOAHOTO HUBO ClIE]
2 rouHU chOTBETHO ¢ 25% cpeuty 15%), a HuBaTa Ha naparupeounHust xopmoH (IITX) ce
[IOBUIIABAT MPH MALMEHTHUTE, JEKYBaHH ¢ IuMeTWI(ymapar, cipsMo mianedo (MeanaHa Ha
MIPOIIEHTHOTO MOBUIIIEHUE OT U3XOJHOTO HHUBO CJIEN 2 TOAWHH CHOTBETHO ¢ 29% cperry 15%).
Cpennure CTOMHOCTH 3a ABaTa MapaMeTbpa 0CTaBaT B HOPMAaJIHUS IUAlla30H.

ITpe3 mbpBuUTE 2 Mecela OT TepamnuiTa ce HabI0JaBa IPEXOAHO YBEINYEHHE HA CpeHus Opoit
€03MHO(HIH.

HeI[I/IaTDI/IqHa TIOITyJIaIrs

B enHO 96-cemMUYHO OTKPHUTO, paHIOMHU3UPAHO, AaKTUBHO KOHTPOJIUPAHO U3MUTBAHE MIEAMATPHIHU
manuenTy ¢ [IPMC (n=7 Ha BB3pact ot 10 mo mox 13 roguau u n=71 Ha BB3pact ot 13 1m0 mox

18 ronuum) ca JiekyBanu ¢be 120 mg aBa IbTH JHEBHO B IPOABDKEHUE HA 7 THH, MOCJICABAHO OT
240 mg nBa MBTH THEBHO 33 OCTAHAJIATA YaCT OT MPOIBDKUTEITHOCTTA Ha JiedeHneTo. [Ipoduabt Ha
0e30MacHOCT MPH MMeIUATPUIHATE TIAITUEHTH M3TIIekK A Mo00eH Ha IpeIr ToBa HaOII0qaBaHus IPH
BB3PACTHU MAITUEHTH.

I[I/IBaf/iH’LT Ha NCAUAaTPUIHOTO KIMHUYHO U3NUTBAHC CC pa3jindaBa OT TO3U HA rmaue6o—
KOHTPOJIMPAHUTEC KIIMHUYHU U3TIUTBAHUA IPU Bb3PACTHU. Eto 3al10 HEC MOXKEC J1a CC€ U3KJIIOYU ITPUHOC
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Ha IU3aifHa Ha KIMHUYHOTO M3MUTBAHE 32 YHCICHUTE Pa3Inuus IPU HEXKETaHUTE CHbOUTHS MEKIY
neAraTpuyHaTa MMOMyJIalys U TOMyJaIHsITa Ha Bb3pacTHH nanueHTH. CTOMaITHO-YpEBHUTE
HapyLICHHUs, a TaKa ChIIO PECIUPATOPHUTE, IPBAHUTE U MEAHACTHHATHUTE HAPYIICHUS  HE)KEITaHUTE
CHOUTHUS TI1aBOOOIINE U AUCMEHOpes ce choOmmaBaT no-4ecto (>10%) npu neauaTpuyHaTa MOMyIaLus,
OTKOJIKOTO TIPH MOMYJIAHATa Ha Bb3pacTHUTE. Te3u HexeNaH! ChONTHA ce ChOOIIaBaT ChC CIETHNUTE
MPOLICHTH MIPU NEeIUaTPUYHHUTE MALIUCHTH:

e [maBoGOonwme ce crobmana nmpu 28% OT MaMeHTHTe, JISKYBaHU ¢ TUMeTHIdyMapar, cupsmo 36%
MIpH MAIUCHTHUTE, JICKYBaHH ¢ HHTep(epoH OeTa-1a.

e CroManrHo-4peBHH HAPYIICHUS c€ ChoOIIaBaT npu 74% OT MaIlueHTUTE, JEKyBaHU C
quMeTungymapar, cnpsmo 3 1% npu nanueHTHTe, JeKyBaHu ¢ uHTepdepon O6era-1a. OT TIX npu
TuMeTHadyMapar Hall-uecTo ce cho0IIaBaT KopeMHa 00JiKa U IOBpPBINAHE.

e PecrnupatopHu, TPHIHU U MEANACTUHAIIHN HapyIIeHHUs ce ChoOmanat npu 32% OT manueHTHuTe,
JIEKyBaHH ¢ IUMETIIQymapar, cripsamo 11% ot manmenTtute, nexkyBanu ¢ nuaTepdepon dera-la. Ot
TAX NpU AUMeTWI(PyMapar Hail-4ecTo ce choOIIaBaT opodapuHreanta 00iKa U Kaluidia.

e Jlucmenopes ce cpo0OmaBa npu 17% OT HalUEHTUTE, JICKYBaHU C TUMETHI(dyMapar, cupsiMo 7%
OT MAIMEeHTHUTE, JIEKyBaHH ¢ MHTepepoH OeTa-1a.

B enHo maiiko 24-ceIMUYHO, OTKPUTO, HEKOHTPOJIUPAHO MTPOYUBAHE MPH MEIUATPUYHN TAIIUCHTH C
ITPMC na BB3pacT ot 13 go 17 roguau (120 mg n1Ba MbTH THEBHO B MIPOIBIDKEHNE HA 7 THH,
nociensano ot 240 mg ABa IbTU JHEBHO 32 OCTAHAJATa YacT OT MPOIBDKUTEIHOCTTA HA JICUEHUETO;
n=22), mocneaBaHo oT 96-ceaMuyIHO pa3mupeHo npoyusae (240 mg aBa mbTH 1HEBHO; n=20),

PO IIHT Ha 6€30MMaCHOCT U3TIIeXkKAa MoJ00eH Ha HAOJI0IaBaHUs IIPH BH3PACTHH MAIMCHTH.

Cro0I111aBase Ha IIOM03UPAHN HEKEIAHU PEAKIINU

Cro0IaBaneTo Ha MOJIO3MPAHN HEeXKEIIAaHH PEaKIUK CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
HOPOIYKT € BayKHO. ToBa MO3BOJISIBA 1a TIPOABIDKM HAOIOICHUETO HA ChOTHOLICHHETO TT0J13a/PUCK 32
JeKapCTBEHUS MPOAYKT. OT MEAMIIUHCKUTE CIIEI[MATMCTH CE M3MCKBA Ja ChOOIIABAT BCSIKA
MOJI03MPaHa HEeXeNlaHa Peakius uype3 HallMOHAIHA CHCTeMa 3a ChoOIaBaHe, mocoueHa B [Ipuioxenue
V.

4.9 Ilpeno3mpane

Nma cprobmienns 3a ciaydan Ha ipefo3upane Ha quMmetwidgymapar. CAMITOMUTE, ONHCAHH B TE3H
Cllyyad, CbOTBETCTBAT Ha U3BECTHUS MPO(MUI Ha HEKENaHUTE peakuy Ha quMeTuindymapar. Hama
W3BECTHU TEPANEBTUYHN WHTEPBEHLMH, KOUTO []a YCKOPAT €TMMUHUPAHETO HA TUMETHI(yMapar,
HUTO ITbK MMa U3BECTEH aHTUAOT. B ciyuail Ha mpego3upaHe € IpernopbhUYUTENHO J1a Ce 3al04He
CHUMIITOMaTHYHO ITOABPIKAIIO JICUCHHE TI0 KIIWHIUYHH MTOKa3aHusl.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 dapmakoaMHAMUYHHU CBOHCTBA

dapmakoTepaneBTryHa rpyna: imynocynpecopu, npyru umysnocymnpecopu, ATC xoxa: L04AX07

MexaHU3bM Ha JIEHCTBUE

MexaHu3MBbT, 10 KOUTO JUMeTHII(hyMapaT MPOsBABA TEPANIEBTHYHH €(EKTH IPU MHOXKECTBEHA
CKJIEpO3a HE € HAIIbJIHO u3sicHeH. [IpeaximanyanTe NpoyyBaHus II0Ka3BaT, ye (hapMakoANHAMUIHUTE
OTrOBOPH Ha TUMETWI(yMapar U3TJekKaa ce MeIMUPAT MPEIUMHO Ype3 aKTHBHPAHE Ha
TPAHCKPHIILIMOHHKS BT Ha sapenus daktop (erythroid-derived 2)-like 2 (Nrf2). [lokasaHo e, ue
muMmetuiagpymapar perynupa Nrf2-3aBUCME aHTHOKCHIAHTHY TeHU nipu nanmenTty (Hanp. NAD(P)H
nexuaporenasa, XxuHoH 1; [NQO1]).
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®dapMakoIHHAMUYHU e(DEKTH

Egpexmu evpxy umynnama cucmema

[Ipu penKIMHUYHN ¥ KIMHUYHU TPOYYBaHUS TUMETHI(DyMapaT JeMOHCTpUpPa
MIPOTHUBOBB3NAIUTEHH K UMyHOMO Ty TUpaIIy cBoicTBa. JuMeTnindymapar 1 MOHOMETHI(pyMapar,
KOHTO € OCHOBHHAT METa0OIUT Ha AUMETWI(PyMapar, 3HaUMMO HaMalsBaT akKTUBAIIUATa HA UMYHHUTE
KIJIETKH ¥ MTOCIIEABAIIOTO OCBOOOK/IaBaHE HA MTPOBB3MAIUTEIHH IIMTOKHHN B OTTOBOD Ha
BB3MAJUTETHH CTUMYJIH B IPEAKINHIYHN MoJenu. [Ipy KITMHNYHYE TpOoydYBaHus Ha MAIUEHTH C
Ncoprasuc TuMeTmidymapar 3acsra TMMQOIUTHUTE GEHOTHITH Ype3 HU3XOIAIIA PEryiaus Ha
npodunute Ha NpoBb3nanuTenHuTe TUTOKMHU (TH1, TH17) 1 T OTKIOHSIBAa KM IIPOU3BOJACTBO Ha
MIPOTUBOBB3NANUTENHH BemecTa (Tr2). JnmeTundymapaT mokasa TeparieBTHYHA aKTUBHOCT B
MHO’KECTBO MOJIEJIH Ha BBH3MAIMTENHN U HEBpouH(pIamaTopHu nopaxkeHus. [lo Bpeme Ha npoydBaHus
¢aza 3 mpu naruentu ¢ MC (DEFINE, CONFIRM u ENDORSE) nedenuero ¢ numermindymapar
HamassiBa cpeqHus Opoit Ha muMdouuTute ¢ npudbau3uTeaHo 30% or u3xonHaTa UM CTOHHOCT B
Te4YeHHe Ha ITbpBaTa TOANHA, C ITOCIEABAIIO IJIaTo. B Te3u mpoyduBaHUs MalUEHTUTE, KOUTO CIIHPAT
JledeHneTo ¢ Opoii Ha TMM(OIMTHTE 110/ A0NHATA IpaHuIa Ha Hopmara (LLN, 0.9x10%L), ca
HabJIroaBaHM 3a Bb3CTaHOBsABaHE Ha Opos Ha muMmdonutute 1o JIH.

Ourypa 1 mokasBa IeTbT Ha MAIUEHTUTE, 32 KOUTO € U3YUCIICHO, ue e nocturaar JI'H, Bs3 ocHOBa
Ha metona Kaplan-Meier, 6e3 npoabsmkuTeNHa Texka tuMdonenus. M3xomaara CTOMHOCT Ha
BB3CTaHOBsIBaHe (recovery baseline, RBL) e nedunupana karo nocinenuus ALC mo Bpeme Ha
JICYEHUETO TPEH CITUpaHe Ha JIedeHNueTo. 3uncaeHusT 151 Ha MalueHTHTe, BH3CTAHOBSBAIIH CE 10
JITH (ALC > 0,9 x 10%1) na Cemmuma 12 u Cenmunia 24, KOUTO UMAT JIeKa, YMEPEHa HITH TEXKKA
mumdornenus npu RBL, e npencrasen B Tabnuma 1, Tabmuma 2 u Tabnuma 3 ¢ 95% ToukoBu
nmoBepuTeTHN HHTepBany. CTaHgapTHATA Tpelka Ha u3guciennero no Kaplan-Meier Ha dhyHKITHAATA
Ha MPEXKMUBICMOCT € N3YHUCIICHA ¢ U3MOJI3BaHe Ha ¢opmyiaTa Ha Greenwood.

®@urypa 1: Metoa na Kaplan-Meier; A5171 Ha mauMeHTUTE ¢ Bb3CTAHOBsIBaHe 10 > 910
kiaerkn/mm3 (0,9 x 109/1) JITH ot u3xoaHaTa cTOMHOCT HA Bb3cTaHoBsiBaHe (RBL)
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—_— (1) RBL ALC <500 (n= 18)
- = (2) 500<= RBL ALC <800 in=124)
-_—— 13) 800<= RBL ALC <910 (n= 86)

Proportion of Patients with ALC Recovery to LLN

RBL {F 24

Weeks
Number of Patients at Risk

RBL: ALC = 300 cells’am® 12 6 4
RBL: ALC = 500 to < 800 cells/mm?* 124 33 17

RBL: ALC = 800 to =910 cells'mm* 6 12 4

Benexxka: 500 xnerkn/mm?®, 800 xiaerkin/mm3, 910 kireTkin/mm3 ChOTBETCTBAT pecniektuBHO Ha 0,5 X
10%1,0,8 x 10%1 u
0,9 x 10%1.

Tabauna 1: Metoa Ha Kaplan-Meier; 11,1 Ha manMeHTHTE, 32 KOUTO € M3YHUCIEHO, Ye e
pocturnat Al'H, nexka num@onenns npu u3XoaHaTa cTOiiHOCT Ha Bb3cTaHoBsABaHe (RBL), ¢
H3KJII0YEeHHE HA MALUEeHTH C MPOIbJKUTE]IHA TexKKA JuMGoneHnst
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Bpoii nanuenTH ¢ geka HN3x0aHO HUBO Ceamuna 12 Cenmuna 24
JuM¢oneHus® B pucK N=86 N=12 N=4

Jsn, mocturariu 0,81 0,90

JAT'H (95% CI) (0,71, 0,89) (0,81, 0,96)

a IMaruentn ¢ ALC < 0,9 x 10%1u > 0,8 x 10%1 pu RBL ¢ u3kimoueHne Ha manyueHTH ¢

MPOAB/DKUTEIIHA TEXKKA J'II/IM(bOHCHI/IH.

Tadauua 2: Metox Ha Kaplan-Meier; 15,1 Ha nanMeHTHTE, 32 KOUTO € U34HUCJIEHO, Ye 1Ie
nocruriat AI'H, ymepena tumdonenus npu u3XoaHATa CTOHHOCT HA Bh3cTaHoBsiBaHe (RBL), ¢
H3KJII0YEeHHE HA MANMEHTH ¢ MPOIbJKUTETHA TexKKA JuMboneHus

Bpoii nauuenTn ¢ ymepena HN3x0aHO HUBO Ceamuna 12 Cenmuua 24
JuM¢oneHus® B pucK N=124 N=33 N=17

Jsn, mocrurariu 0,57 0,70

AT'H (95% CI) (0,46, 0,67) (0,60, 0,80)

2 Tammentn ¢ ALC < 0,8 x 101 1> 0,5 x 10%1 npu RBL ¢ u3kntoueHne Ha MalueHTy ¢

MPOAB/DKUTEIIHA TEXKKA J'II/IM(I)OHCHI/ISI.

Tabauua 3: Meroa Ha Kaplan-Meier; 15,1 Ha nanMeHTHTE, 32 KOUTO € U34HUCJIEHO, Ye 1Ie
nocruriat AI'H, Texka mumdoneHus npu u3xoaHaTa cToiiHoOCT Ha Bb3cTaHoBsiBaHe (RBL), ¢
M3KJII0YEeHHE HA MANMEHTH ¢ MPOIbJKUTETHA TexKKA JuMboneHns

Bpoii nauueHTH € TEKKA HN3x0aHO HUBO Ceamuna 12 Cenmuua 24
JuM¢oneHus® B pucK N=18 N=6 N=4

Jsn, mocrurariu 0,43 0,62

JAT'H (95% CI) (0,20, 0,75) (0,35; 0,88)

2 MammenTtn ¢ ALC < 0,5 x 10%1 npu RBL ¢ u3kitoueHne Ha MalueHTH ¢ TPOIBIDKUTENTHA TEXKKa

JUMQOTICHUSI.

Kiouanuna ed)I/IKaCHOCT 1 0€30MacHOCT

[IpoBenenwu ca nBe 2-roJUIIHK, PaHJAOMH3UPAHH, TBOWHOCIIEITH, TUTale00-KOHTPOIUPAHU IPOYYBAHUS
(DEFINE c 1 234 natentd 1 CONFIRM c 1417 nanuentu) npu nauuent ¢ [IPMC. TlamuenTu ¢
nporpecupanty hopmu Ha MC He ca BKITFOUCHHU B TE3H MTPOYIBAHUS.

EduxacnoctTa (BX. Tabnuma 4) 1 6e30MacHOCTTA ca 0Ka3aHH NpH IMALUEHTH ¢ 001l CKOp 110
pasimupeHara ckana 3a naBanuaeH cratyc (Expanded Disability Status Scale, EDSS) ot 0 mo 5
TOYKH BKJIFOYUTEJIHO, KOUTO UMAT MOHE | MpUCTHII IIpe3 roiMHaTa NpeId paHI0MHU3AIHATa HIIH
n300pakeHue Ha Mo3bKka ¢ SIMP B pamkuTe Ha 6 CeAMHIIM IPEN PAaHJIOMHU3AIMATA, TOKA3BaII0O Hai-
MaJIKo efHa ycuiieHa ¢ ragonunuii ne3us (Gd+). [Ipoyusaneto CONFIRM cbabpixa 3acieneH 3a
oLeHsBalMs (T.€. JIEKapsAT 10 IPOYYBAHETO/N3CIIEN0BATENAT, OLEHIBAL OTTOBOPA KbM IIPOYIBAHOTO
JIEKapCTBO, HE 3Hae KOE € JICKApCTBOTO) pe)epeHTEH CPABHUTEIICH POIYKT — IIIATUPAMEPOB alleTar.

B DEFINE namnuentuTe uMar clieJHUTE MEIMaHU HA N3XOTHUTE XapaKTEPUCTUKHU: BH3PaCT

39 roauHu, NPOIBIIKUTETHOCT Ha 3a00JsBaneTo — 7,0 roaunu, o6 coop mo EDSS — 2,0 Touku.
OcseH TOBa, 16% oT manuentute uMat oour coop nmo EDSS > 3,5 Touku, 28% umar > 2 npuctsia B
npeaxoaHara roauna, a 42% ca moxydaBaid Ipeiu ToBa Apyrd ogobpenu jekapersa 3a MC. B
koxoprara ¢ SIMP n3zcnensane 36% OT BKITIIOYBaHHUTE B IPOyYBaHETO manueHTH nMat Gd+ ne3un Ha
M3XOAHOTO HUBO (cpeneH 6poit na Gd+ nesunte — 1,4).

B CONFIRM manueHTHTE UMAT CIIETHUTE MEANAHN HAa U3XOQHHUTE XapaKTEPUCTUKH: BH3PacT
37 roauHu, MPOIBIIKUTEIHOCT Ha 3a00ssBaHeTo —6,0 roaunu, 061 coop mo EDSS — 2,5 Toukwu.
Ocgen ToBa 17% ot nauueHtute umar obu coop mo EDSS > 3.5, 32% umat >2 npucrbna B
npeaxonHara roguna, a 30% ca momydaBaiy Ipenu ToBa Apyrd ogodpenu nekapersa 3a MC. B
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koxoprara ¢ IMP uzcnenpane 45% oOT BKIIOYBAHHUTE B IPOYYBAHETO NanueHTH uMat Gd+ ne3un Ha
H3XOIHOTO HUBO (cpeneH 6poit na Gd+ nesunre — 2,4).

B cpaBHenue ¢ manedo, npu TpeTUpaHuTe ¢ JUMETHI(hyMapaT MalueHTH UMa KIMHIYHO 3HAYUMO U
CTaTHCTUYECKH 3HAYNMO HaMaJieHHe Ha ITbPBUYHATA KpaliHa Touka B nmpoyusanero DEFINE, s Ha
TTAIICHTUTE C TIPUCTHII 3a 2 TOAWHU, U IFPBUYHATA KpaiiHa Touka B mpoyuBanero CONFIRM gectora
Ha MPUCTHITNTE Ha rouiiHa 6a3a (annualised relapse rate, ARR) 3a 2-roaumuiaus mepro.

Tadoauua 4: Knuanunau u AMP kpaiinu Touku 32 npoyusanusi DEFINE u CONFIRM

DEFINE CONFIRM
Mnauned | Jumeruiadpym | [lnauned | Jumerundym | Imatupame
0 apat 240 mg 0 apat 240 mg poOB anerar
IBa MbTH IBa MHTH
JHEBHO JHEBHO
Kiunanynn kpaitHu
TOYKH®
Bpoii Ha manMeHTHTe 408 410 363 359 350
YecroTa Ha MPUCTHITUTE 0,364 0,172%** 0,401 0,224*** 0,286*
Ha rojuiinHa 0asa
CBOTHOIIIEHHE Ha 0,47 0,56 0,71
YeCTOTUTE (0,37,0,61) (0,42, 0,74) (0,55, 0,93)
(95% CI)
Jls1 Ha yYaCTHHUITUTE C 0,461 0,270*** 0,410 0,291** 0,321**
MPUCTHI
Koedwumnuent Ha 0,51 0,66 0,71
pHUCK (0,40, 0,66) (0,51, 0,86) (0,55, 0,92)
(95% CI)
Js ¢ 12-cenMu9HO 0,271 0,164** 0,169 0.128% 0.156*
MOTBBPACHO
MpOrpecupaHe Ha
HHBAJIMIHOCTTA
Koedwumnuent Ha 0,62 0,79 0,93
pHUCK (0,44, 0,87) (0,52, 1,19) (0,63, 1,37)
(95% CI)
Js ¢ 24-cenMUYHO 0,169 0.128# 0,125 0,078# 0,108#
MOTBBPICHO
MPOrpecupaHe Ha
HHBAJIMIHOCTTA
Koedumnuent na 0,77 0,62 0,87
pHUCK (0,52, 1,14) (0,37, 1,03) (0,55, 1,38)
(95% CI)
Kpaiinu Touxu 3a AMP°
Bpoii Ha manuenture 165 152 144 147 161
CpeneH (menuanen) opoii | 16,5 3,2 19,9 5,7 9,6
HOBH HITH HAHOBO (7,0 (1,0)*** (11,0) (2,0)*** (3,0)***
pasmmpsBaniy ce T2
JIe3UH 3a 2 TOIUHA
Cpenno 0,15 0,29 0,46
CHOTHOIIICHHE Ha (0,10, 0,23) (0,21, 0,41) (0,33, 0,63)
J1e3UuU
(95% CI)
Cpenen (MmenuaneH) opoit | 1,8 0,1 2,0 0,5 0,7
Gd ne3un 3a 2 rouHN ()] (0)*** (0,0) (0,0)*** (0,0)**
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DEFINE CONFIRM
naned | Jumernadpym | [lnauned | Jumermiadpym | I'matupame
0 apar 240 mg 0 apart 240 mg poB anerart
JBAa MbTH IBA IbTH
JTHEBHO JHEBHO
ChoTHOIIEHHE Ha 0,10 0,26 0,39
[IAHCOBETE (0,05, 0,22) (0,15, 0,46) (0,24, 0,65)
(95% CI)
CpeneH (MmenuaHen) opoii | 5,7 2,0 8,1 3,8 45
HOBH WU (2,0) (1,0)*** (4,0) (1,0)*** (2,0)**
XANnonHTeH3uBHU T'1
JIE3UH 3a 2 TOINHU
Cpenno 0,28 0,43 0,59
CHOTHOILIEHHE Ha (0,20, 0,39) (0,30, 0,61) (0,42, 0,82)
JIE3UH
(95% CI)

ABcHYKY aHAIM3K Ha KITMHAYHY KpaliHu TOUKH ca intent-to-treat; SSIMP ananusst usnonssa SIMP koxopra
*P-croiinoct < 0,05; **P-croiinoct < 0,01; ***P-cToitHoct < 0,0001; #HsIMa CTaTUCTUYECKA 3HAUMMOCT

B oTtkpuTo HekoHTposnmpaHo 8-roauiHo pasmupeno npoyusane (ENDORSE) ca BxitoueHH

1 736 noaxopsum 3a BkiarouBaHe nanueHTt ¢ [IPMC ot ocHoBHuTe nipoyuBanus (DEFINE u
CONFIRM). I[TepBryHaTa 11€]T HAa IPOYIBAHETO € JIa CE OICHM IBITOCPOIHATA 0€30MTaCHOCT Ha
muMetrngymapat npu nanueaTr ¢ [IPMC. Ot 06mo 1 736 nanueHTH npuOIH3UTENHO MOJOBUHATA
(909; 52%) ca mexyBaHU B MPOABIDKCHUE HA 6 HITH MOBeue rouHu. 501 marueHTH ca JeKyBaHH
HEeNpeKbCcHaTO ¢ nuMeTmidymapat 240 mg 1Ba IbTH JHEBHO U B 3-Te MpOy4YBaHU, a 249 mamuenTw,
KOHWTO TIPeIH TOBa ca mosrydaBai miarne6o B nmpoyuBanusata DEFINE u CONFIRM, moiryaaBat
nedenue 240 mg nBa mbTH qHEBHO B poyuBaHeTo ENDORSE. Ilanentute, KOUTO moiyyaBaT
JICYCHHE /IBa ITbTH JTHEBHO HENPEKBCHATO, Ca JIEKYBaHU B IPOABIDKCHUE HA MAKCUMYM 12 rouHM.

ITo Bpeme Ha npoyuBanero ENDORSE moBedeTo oT mojioBUHATa OT BCHYKH MMAIIMCHTH, JICKYBaHH C
auMeTungymapat 240 mg ABa IbTH JHEBHO, HE MOyYaBaT NPUCTHIN. [Ipy manueHTuTe, JeKyBaHH
HEMPEKbCHATO JIBa MMBTH JHEBHO U B 3-Te mpoyuBaHus, kopurupanara ARR e 0,187 (95% CI: 0,156;
0,224) B npoyuBanusita DEFINE u CONFIRM u 0,141 (95% CI: 0,119; 0,167) B npoyuBaHeTo
ENDORSE. [Ipu naunenTuTe, KOUTO MpEAH TOBA ca MOIy4aBany Iamnedo, kopurupanarta ARR ce
nonmkasa ot 0,330 (95% ClI: 0,266; 0,408) B mpoyuBanusita DEFINE u

CONFIRM ro 0,149 (95% Cl: 0,116; 0,190) B mpoyuBanero ENDORSE.

B npoyuBanero ENDORSE muo3uHCTBOTO nTatteHTH (> 75%) HAMAT MOTBBbpACHA Mporpecus Ha
WHBAIMTHOCTTA (M3MEpeHa KaTo yCTOHYHNBa 6-MecevdHa porpecHs Ha MHBATHAHOCTTa). COOpHHTE
pe3yATaTH OT TPUTE MPOYIBAHMS IOKA3BAT, Y€ JIEKYBaHUTE C MUMETHI(yMapar ManueHTd uMaT
TpaiHU U HUCKH CTEIICHH Ha MOTBBPJICHA MPOrPECUs HA HHBAIMUTHOCTTA ChC CJIA00 YBEIMUCHUE HA
cpenaute o6 coopose mo EDSS B ENDORSE. Onenkute ¢ IMP (1o 6-Tara roguHa, BKIIOYHTEITHO
752 manueHTH, KOUTO MPEIN TOBa ca BKIIIOUYeHU B koxopTaTa ¢ SIMP B mpoyuBanusta DEFINE u
CONFIRM) nokasBar, 4e MHO3UHCTBOTO narueHTu (nmpudausutentno 90%) usmar Gd-ycunsamiu
ne3uu. Cries 6-Te TOAWMHA KOPUTHPAHUAT Ha TOAMIITHA OCHOBA CpeJieH Opoil HOBU MITH
HoBopasmupsaBamiu ce T2 u Hopu T1 ne3uun ocraBa HUCHK.

Ed)UKCICHOC‘m npu nayuermu ¢ 6UCOKa aKmueHOCm HA 3abonsasanemo

B nmpoyuBanusata DEFINE u CONFIRM e nHa0GnrogaBan TpaeH jgedeOeH eeKT BEPXY IMPUCTHIINTE B
MOJArpyrara Ha MalUeHTH ¢ BUCOKA aKTUBHOCT Ha 3a00JISIBAHETO, IOKATO €PEKTHT BHPXY BPEMETO 3a
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ycTol4MBa 3-MecevHa MporpecHs Ha MHBAIMAHOCTTA He € ICHO ycTaHoBeH. [lopaau nu3aiina Ha

MIPOYYBaHMUATA, BHCOKATa aKTUBHOCT Ha 3a00JISIBAaHETO CE OMPEAETsl, KAaKTO CIIE/BA!

- [TarmenTy ¢ 2 wiM moBeve MPUCTHIIA 32 €/1HA TOANHA U ¢ eAHa WK nmoBeue Gd-ycuiBamy Jie3un
npu JAMP na mo3bka (n =42 B DEFINE; n =51 8 CONFIRM), unu

- [TaruenTH, KOMTO HE Ca CE MOBJIMSIN OT IThJICH U aJIeKBaTeH Kypc (Hal-MaKo e{Ha To/IiHa
nedeHne) ¢ oera-nHTepGEPOH, MATH ca Hal-MaJIKO €TUH IPUCTBHIT IIPE3 MPeIXoIHaTa TOANHA,
JIOKATo ca ce JIEKyBalu, U Hai-Manko 9 T2-xunepuHreH3uBHU je3un npu IMP Ha uepena wium
Haii-manko 1 Gd-ycunBaia Jie3us, WM NalueHTH ¢ HEMPOMEHEeHa WIIH TTOBHIIIEHA YECTOTa Ha
MPUCTHIIATE TIPe3 MPEaUITHATA TOIHHA, B CPaBHEHHUE C IPEIXOTHUTE 2 ToquHu (n = 177 B
DEFINE; n = 141 8 CONFIRM).

IlenqnaTpryna nmomnyaamus

BeszonacnocrTa n epukacHocTTa Ha umernndymapat npu neguarpuana [IPMC ca onieHeHH B €1HO
PaHIOMHU3UPAHO, OTKPUTO, aKTUBHO KOHTpOJIMpaHo (nHTepdepoH Oera-1a), mapaierHOTpyIIoBO
npoyuBane npu manueHTy ¢ [IPMC Ha BB3pact ot 10 mo mox 18 roguau. CTo U IeTAeceT MalueHTH ca
panaoMu3upanu Ha nuMmetmindymapar (240 mg nepopaiiHo J1Ba ITbTH JHEBHO) WU HHTepepoH OeTa-
1a (30 pg i.m. BegHBX CEMUYHO) B IPOIbIDKCHUE Ha 96 cenmuiy. [IbpBUYHaTa KpaiiHa TOYKa €
JIETHT Ha TAITUEHTUTE 0€3 HOBU WJIM HOBOYBEHMUYABAIIHN ce T2-XUIepuHTEH3UBHY Jie3nn mpu SIMP
CKaHUpaHe Ha MO3bKa Ha ceamuna 96. OcHOBHaTa BTOpUYHA KpailHa TOUka € OpOoAT Ha HOBUTE WUJIH
HOBOYBeIH4aBauy ce T2-XxunepuHTeH3uBHY Je3un npu JAMP ckanupane Ha Mo3bka Ha cenmuia 96.
[IpencraBeHa e AECKpUNITUBHA CTATUCTHKA, Thil KATO HAMA MIPEBAPUTEITHO TUIAHUPaHA
MTOTBBPIKIaBallla XUITOTe3a 32 MbPBAUYHATA KpaifHa TOYKa.

Henbt Ha nanenTute B [TT nomynanusta ¢ HOBU WIM HOBOYBeJIWYaBaly ce T2 e3uu, yCTaHOBEHU
pu SIMP, Ha cenqmua 96 cnpssmMo u3xoaHOTO HUBO € 12,8% 3a qumertmndymapar cipsmo 2,8% B
rpynara Ha uHTepdepoH Oera-1a. Cpequusar Opoii HOBH WIIM HOBOYBeNM4uaBaIny ce T2 ne3un Ha
cenmuna 96 cpsaMo U3XOAHOTO HUBO, KOpUTUpaH 3a Opost T2 ye3nu Ha U3X0IHOTO HUBO M BB3pacTTa
(momrymamust ITT ¢ m3kimouenue Ha nmanuerTute 6e3 IMP usMmepBanus), ¢ 12,4 3a mumeTmgymapar u
32,6 3a uarepdepon Oera-la.

BepositHocTTa 32 KITMHWYEH NpUCThI € 34% B rpynara Ha auMeTuiadymapat u 48% B rpynaTa Ha
nHTepdepoH OeTa-1a KM Kpas Ha 96-CeIMUIHUS TIEPHOJT HAa OTKPUTOTO MIPOyIBaHE.

[IpodunpT Ha Ge30macHOCT NpH NMEAUATPUUHUTE HauKeHTH (Ha Bb3pacT oT 13 1o nox 18 ronunn),
MOJIy4aBalyu AMMEeTHI(hyMapaT, CH ChOTBETCTBA 10 KAYECTBO C IPEIU TOBa HAOII0AaBaHUsI IIPU
Bb3paCTHH NAalUEeHTH (BXK. TOUKa 4.8).

5.2 dapMaKOKHHETHYHHU CBOHCTBA

Cren nepopaitHo MpUJIOKEeHUE JUMETHI(yMapaT ce oaara Ha Obp3a IpeACUCTEMHA XUIPOIn3a OT
ecTepasu U ce IPEeBPhIAa B CBOSI OCHOBEH META00IHUT — MOHOMETHII(hyMapaT, KOUTO ChIO € aKTUBEH.
JlumeTundymapar He ce Onpelielis KOJIMYECTBEHO B TIa3Mara clie/l epopaTHO MPUIIOKEHHE Ha
numetuindymapat karcynd. CieoBaTeTHO BCHYKH (papMaKOKMHETHYHH aHAIHU3H, CBBP3aHH C
JUMeTHII(hyMapar, ca M3BbPILIEHH C IJIa3MEHU KOHIICHTPald Ha MOHOMETHII(hyMapar.
dapMaKOKMHETUYHUTE JAHHH Ca MOJyYSHH NP MAIUSHTH ¢ MHOXKECTBEHA CKJIEP03a H 31]PaBU
JIOOPOBOJIIIH.

AOcopbuus

Tmex Ha MOHOMeTHII(pyMapar e oT 2 1o 2,5 yaca. T’ KaTO CTOMAIIHO-YCTOMYMBHUTE TBBPAH KaICYJIH
TUMeTHI(hyMapar ChbAbPKAT TPAHYIIN C eHTEPOCOIBEHTHO TIOKPUTHE, a0COpOIUsATa HE 3all04Ba,
JIOKaTO TPaHyIUTE HE HAITyCHAT cToMaxa (0OMKHOBEHO 3a mo-Maiko ot 1 gac). Cien npuem Ha 240 mg
JIBa ITbTH JIHEBHO C XpaHa MeUaHaTa Ha MUKoBaTa KoHueHTpaius (Cmax) e 1,72 mg/l, a oOmiara
excriozunyst o nox kpusara (AUC) e 8,02 h.mg/l npu manueHTH ¢ MHOKeCTBEeHa ckiiepo3a. Karto
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15110, Cmax 1 AUC HapacTBat 001110 B3€TO MPOMOPIIMOHAIHO HA J03aTa B IPOYYCHHS J030B AUANa30H
(120 mg mo 360 mg).

[Ipu yyacTHHIIM ¢ MHOXECTBEHA CKJIEpO3a ca mpuiIaranu ase 1o3u 240 mg ¢ nepuos oT 4 yaca MexIy
JI03UTE, KaTO YacT OT CXeMa Ha IIPHEM TPHU ITbTH JHEBHO. ToBa BOAM 10 MUHUMAIHO KyMYJIHpaHe Ha
eKCIIO3ULHSTA, KOETO J1aBa MOBHIIEHNE Ha MeauaHHaTa Cmax OT 12%, B cpaBHEHHE C IPUEM IBA IBTH
nueBHo (1,72 mg/l 3a nBa mbTH JHEBHO B cpaBHeHue ¢ 1,93 mg/l 3a Tpu mbTH AHEBHO), 0€3 HUKAKBU
MIOCJIC/ICTBHUS 32 OE30IIaCHOCTTA.

XpaHara He OKa3Ba KIIMHUYHO 3HAYMM e(EeKT BPXY EKCIIO3UIHATa Ha AUMETHIPyMapaT. Brrpexu

TOBa, Z[I/IMCTI/IJ'I(l)yMapaT Tp;[6}3a Aa C¢ npuema € XpaHa, 3apain no-,u06paTa IIOHOCHMOCT I10
OTHOLICHHUEC HA 3a4YCPBABAHCTO UJIKM CTOMAITHO-YPCBHUTEC HCKCIIaHN CHOUTHUSA (B)K. TOYKa 42)

Pasnpenenenue
[IpuBnmHUAT 00eM Ha pa3mpeneicHue cliel nepopaiieH mpueM Ha 240 mg quMeTmIgymMapaT Bapupa
Mexay 60 11 90 1. Cepp3BaHeTo Ha MOHOMETHI(hyMapar ¢ MIa3MEHUTE TPOTSHHHM MTPH XOpa

00UKHOBEHO Bapupa Mexay 27% u 40%.

BuorpancdhopMarus

[Ipu xopa mumeTmndymapar ce MeTabonm3npa eKCTeH3UBHO, kKato oA 0,1% ot go3ara ce ekckperupa
KaTo HEeTpOMeHeH quMeTmidymapar B ypruHata. [IppBoHadaHUAT METaOOIHU3BM CE N3BHPIIBA OT
ecTepasu, KOUTO ca MOBCEMECTHO Pa3lPOCTPAaHEHH B CTOMAITHO-UYPEBHUS TPAKT, KPbBTa U ThKAaHHTE,
CJIe]] KOETO aKTHBHOTO BEIIECTBO IMOCTHIIBA B CHCTEMHOTO KphBOOOpaIienne. JJompIHuTeneH
MeTabOoJIM3bM C€ OCHIIECTBSIBA UPE3 IMUKbIIA Ha TPUKApOOKCHUIIOBAaTa KHCEIIMHA, 0€3 YJaCTHETO Ha
cucTeMaTta Ha rutoxpoM P450 (CYP). ITpoyusane Ha eauHMYHA 1032 oT 240 mg *C-
JUMETHI(pyMapaT HASHTUUIMPA TII0K03aTa KaTo MpeodaaiaBall MeTaboIuT B IUIa3MaTa [pH Xopa.
JpyrrTte mupKyIupany MeTaboIUTH BKITIOYBAT (pymMapoBa KUCENWHA, TUMOHEHa KICEeTTNHA U
MoHOMeTHII(hyMapar. MeTaboIu3MbT Ha yMapoBaTa KHCEIHHA HAJ0y 110 BEPHUTraTa ce OChIIECTBIBA
Ype3 IIMKbJIa Ha TPUKapOOKCHIIHATA KHCEeNIMHa, KaTo u3animBaHeTo Ha CO; CITy>KH 3a OCHOBHUS BT Ha
eNMMUHUPAHE.

Enumunupane

M3mumBanero Ha CO;2 € OCHOBHUAT IBT 32 SIMMUHUPaHE Ha TUMETHIhyMapar, Ipe3 KOUTO ce
orctpansaBa 60% ot go3ara. BrOpedHOTO U (HEeKATHOTO ETUMUHUPAHE ca BTOPOCTEIICHHH ITHTHINA,
JOTPUHACAIIM ChOTBETHO 3a oTcTpaHsaBane Ha 15,5% u 0,9% ot mo3ara.

TepMHHATHUAT MOTYKUBOT HA MOHOMETWI(hyMapar € KpaThK (MPUOIU3UTENHO | Yac) U IpH [MOBEYETO
WHAWBUAN cliesl 24 yaca B KpbBOOOpAIEHUETO HE ce OTKpUBa MoHOMeTHIIpyMapat. Kymynupane Ha
JUMeTHIhyMapaT WiId MOHOMETHI(yMapaT He HACTHIIBAa IPH MHOTOKPATHHU 103 AUMETHI(hyMapaT B
TepaleBTUYHATA CXEMa.

JIunenHOCT

Excnio3umusara Ha quMetnndyMapar ce yBenndana o IpHOIN3UTEIHO IPONOPIHOHATIEH Ha 103aTa
HA4MH, IpU €IMHUYHA U MHOTOKPAaTHHU J031, B IPOYUYEHHS 030B Auana3oH oT 120 mg no 360 mg.

dapMaKOKWHETHKA IIPY CHISITHATHN TPYIHU MAIUEHTH

Cnopen pesynatatute ot aucnepcuoneH aHaian3 (ANOVA), TeJecHOTO Terjo € OCHOBHATa KOBapuaTa
Ha excriosunuATa (upe3 Cmax 1 AUC) npu naruenTn ¢ [IPMC, HO He TOBIHsIBA MEPKUTE 3a
0e301acHOCT 1 e(PUKACHOCT, OIICHEHH B KIIMHUYHUTE MTPOYYBAHUSI.
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[TorbT 1 BB3pacTTa HE OKA3BAT KIMHHUYHO 3HAYMMO BIHMSHUC BHPXY (hapMaKOKHHETHUKATA HA
muMmetripymapar. @apMakOKMHETHKATa IPY TAIIMEHTH Ha Bh3pacT 65 U moBeve TOJMHA HeE €
Ipoy4eHa.

bvopeuno yepescoarne

Tbii kaTo OBOpeUHaTa EKCKPELMs € BTOPOCTEIICHEH ITBT 33 SIMMUHUPAHE Ha TUMETUI(pyMapar, upe3
KOWTO ce oTCTpaHsaBaT oA 16% oT npuiiokeHaTa 03a, OlleHsABaHe Ha PapMaKOKWHETHKATa MTPH
WHIUBUIU C OLOPEUHO YBpEXKIaHE HE € U3BBPIICHO.

Yeprodpobro yepesicoane

Twii kato mTuMeTHIIhyMapar 1 MOHOMETHIIDyMapaT ce MeTaboJIM3UpaT OT ecTepasu, 0e3 yuacTHEeTO Ha
cucremara Ha CYP450, onensiane Ha (hapMaKOKHMHETUKATA PU UHIUBUIH C YePHOPOOHO
YBpEkKAaHE HE € U3BBPIICHO.

Ileduampuuna nonyarayus

dapMaKOKHHETHIHHAT pod i Ha 240 mg quMeTmiihymapaT 1Ba MbTH JHEBHO € OIICHEH B MAJIKO,
OTKPUTO, HEKOHTPOIHPaHO npoyuBane mpu manuentu ¢ [IPMC Ha Bp3pact ot 13 1o 17 roguan
(n=21). ®apmMakoKUHETHUKATa Ha JUMETHI(PYMapaT MPH TE3H MALMEHTH B IOHOIIECKa Bb3PacT € B
CHOTBETCTBHE C HAOJI0JaBaHaTa IPeIn TOBa IpH Bb3pacTHU nauueHTu (Cmax: 2,00+1,29 mg/l;
AUCO0-124: 3,62+1,16 h.mg/l, koeTo croTBeTCTBa Ha 001Ia MHEBHA AUC 7,24 h.mg/l).

5.3 IlpenxkJIMHUYHM JAHHH 32 0€30MACHOCT
Hexemanure p€aKknru, ONMCaHU B TOYKHUTE 34 TOKCUKOJIOTUA U PENIPOAYKTHBHA TOKCHUYHOCT I10-10J1Y,
HE CC H36HIOI[aBaT IIpU KIIMHUYHUTE IPpOYUBaHUsA, HO CC Ha6JIIOI[aBaT IIpU JKUBOTHU IIPpHU HUBA Ha

CKCIIO3UIIMA, HOZ[OGHI/I Ha HUBAaTa Ha KJIMHUYHA CKCIIO3HIINA.

I'eHOTOKCHYHOCT

Jumerundymapar 1 MOHOMETHI(PYMapar 1aBaT OTPHUIIATEICH pe3yJiTar B 6arepust ot in Vitro tectoBe
(Ames, XxpoM030MHH abepaliiy B KJISTKU OT 0o3alinuim). JJumetnndymapar 1aBa OTpULIATEIICH
pe3yaTat u B iN VIVO MUKPOHYKIICAPEH TECT MPH MITHXOBE.

Kanueporenesa

[IpoyuBaHusTa 32 KAaHIIEPOTEHHOCT Ha AUMETWI(PyMapar ca MPOBEICHH 3a MEPHOJ 10 2 TOIUHH MPH
MHUIIKH ¥ ITbX0BE. JluMetundymapar e npuiiaran nepopaito B go3u ot 25, 75, 200 u 400 mg/kg
JTHEBHO TIPY MUIIKH U B 1031 oT 25, 50, 100 u 150 mg/kg nHEeBHO npw TIIBXOBE.

[Ipu MumK® YecToTaTa Ha KapIIMHOMA Ha OBOpeuHuTe TYOYNIM ce yBenndaBsa ipu 75 mg/kg nHeBHO,
pu ekBuBasieHTHA ekcrio3uius (AUC) cipsMo npenopbynTenHara g03a npu xopa. [Ipu mrexose
YecToTara Ha KapluHOMa Ha OBOpeUHUTE TYOYNIM U Ha TECTHKYJIApHU aJICHOMU Ha KJICTKUTE Ha
Leydig ce yBenmmuana nipu 100 mg/kg nHeBHO, pH €KCIIO3UIIHS, PHOIU3UTEIHO 2 ITHTH MO-BHCOKA OT
npernopbUYUTEIHATA A03a IIPH XOopa. 3HaYeHUETO HA TE3N HaxXOJKH 110 OTHOIINCHUE Ha pUCKa IIpU Xopa €
HEU3BECTHO.

UYecroTara Ha CKBAMO3HOKJIETHYHHS MATMIIOM U KapIIHOM B HETJIaHAYJIapHUS cToMax (TpeacToMax)
CC MOBHIIIaBa MPpU EKBUBAJICHTHA CKCIIO3UIHA CIIPAMO NPCTIOPBUUTEIIHATA 103a 3a XOpa IMMPpU MUIIIKU U
II0JT HUBOTO HA €KCITO3UIIHSI CIIPSIMO NPEMOPBHUUTEIIHATA 1032 32 XOpa MpH TUIbXoBe (Ha O6a3ara Ha
AUQ). [IpeacToMaxbT MPH TPU3AUNTE HIMA YOBEITKH aHAJIOT.
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ToKCHUKOJIOTHS

HexnuanyHuTe MpOyyYBaHUs MpY TPU3auH, 32l U MAaTMYHH ca NMMPOBEJICHH ChC CYCIICH3Hs Ha
nuMeTrngymapat (quMetaiapymapat B 0,8% XUIPOKCHIPONMIMETHIILETYI03a), TPUIIOKEHA Ype3
nepopanHa conna. IIpoydBaHeTo 3a XpOHUYHA TOKCHYHOCT IPH Ky4deTa € IPOBEACHO C IEPOPATHO
IIPUJIOKEHHUE Ha KalcyJiara ¢ JuMeTmihymapar.

[Ipomenu B OBOpenuTe ca HAOMIOIaBaHU CIIe]l MHOTOKPATHO ITEPOPAITHO MPIIIOKEHNE Ha
TuMeTriIdymMapar Mpyu MUIIKH, TDTbXOBE, KydeTa u MaitMyHHU. EnnTenna pereaeparus Ha Ob0pedHnTe
TyOyJH, IpeAroaraia yBpexaane, ¢ HabtoJaBaHa Mpu BCUYKU )KUBOTUHCKH BUIOBE. XHUIIEPILIa3Us
Ha ObOpeuynnTe TyOyH e HaOJltoJaBaHa MpH ILTBXOBE C I0KUBOTEH MPHEM (2-TOAMIIHO MPOyYBaHe).
[Ipu kydera, moTy4aBaiv eXXEIHEBHO TIEPOPATHH 03U AUMETWI(PpyMapar B IpoabKeHne Ha 11
Mecella, N3YUCIIeHaTa 3a KOpoBa aTpodusi TOMyCTUMa IpaHulla € HabmrogaBaHa Mpu 3 MbTH HAJ
npenopbunTenHaTa go3a Ha 6azara Ha AUC. [lpun MaliMyHH, OTy4aBajin €KEAHEBHO EPOPaTHH 03U
TUMeTHI(dyMapar B MpoAb/DKeHHe Ha 12 Mecela, HeKpo3a Ha eJUHIYHU KJIETKH € HaOroaaBana npu 2
ITETH HaJ MpenophINTENHATA 1032 Ha Oa3zaTta Ha AUC. UnTepcTrnmanta ¢pudpo3a u KopoBa aTpodus
ca Ha0JII01aBaHu MPH J103a 6 IBTH HAJI IPENOPhUYMTEIHATA 1032 Ha Oa3zata Ha AUC. 3HaueHHeTo Ha
TE3U HAXOJKH 32 XOpa € HEeU3BECTHO.

B tectrcute Ha mIpX0BE M KydeTa € HabJojaBaHa IereHepanys Ha enrTeNNa Ha CEeMEHHUTE
kaHaryera. Haxonkure ca HaO0gaBaHyu MpH IUTBXOBE MIPH 1032, IPUOIM3UTEITHO paBHa Ha
MPeNopPbUYUTENHATA, U IPY Ky4yeTa IpH 103a 3 IbTU HaJ pernopbuuTennata (Ha 6asara na AUC).
3HAYEHUETO HA TE3U HAXOJKH 32 XOpa € HEM3BECTHO.

HaXOZ[KI/ITe B IpCACTOMAaxa Ha MUIIKU U INIBXOBC CE€ CbCTOAT OT CKBAMO3HOKJICTbYHA CIIUTCIIHA
XUIIEPILIa3rud U XUIIEPKEpATOo3a, Bb3NAJICHNUE; U CKBAMO3HOKJIETHYCH IMAallMJIOM U KapIIUHOM IIpH
IIpoy4dBaHUs C IIPOABIKUTCIIHOCT 3 MeEcea UJIn IOBCYC. HpeZ[CTOMaX’I)T IIpyU MUIIKHA U IIJIEXOBE HAMA
YOBCIIKHU aHAJIOrT.

PCHDOI[VKTI/IBHa TOKCHUYHOCT M TOKCHUYHOCT HAa Pa3BUTUCTO

[lepopamHOTO MpHIIOKEHUE HA AUMETIIPYMapaT IpU MBXKKH IUTbX0Be B 103u 75, 250 u 375 mg/kg
JHEBHO IIPEIM U 110 BpeMe Ha Yu(TOoCBaHETO HAMA e(heKTH BPXY (PEpTUINTETA HA MBXKHUTE )KUBOTHU
JI0 Hall-BHCOKaTa TeCTBaHa /103a (Haii-MaJIko 2 ITbTH MO-BUCOKA OT MpenophUYUTEIHATa 1032 Ha Oa3zaTta
Ha AUC). [lepopanHoTo npuiokeHHe Ha JUMETHI(yMapaT MpH XKEHCKHU ITbX0Be B 1031 25, 100
250 mg/kg mHeBHO Tpeau U 110 BpeMe Ha 9nToCcBaHeTo, KakTo U 10 JleH 7 Ha OpeMEeHHOCTTa,
MpeIM3BUKBA HAMaJsIBaHEe Ha €CTPYCHUTE LUKIM 32 14-THEBeH Mepro U yBelu4aBaHe Ha Opos Ha
KUBOTHUTE C MPOABIDKUTENEH AUECTPYC MPH Hal-BUCOKaTa TecTBaHa A03a (11 mbTH Mo-BUCOKa OT
npenopbunTenHaTa go3a Ha 6azara Ha AUC). Te3zu npomenn o0aue He TOBIMABAT PEPTUINTETA WU
Ha Opos Ha MOIYYEHHTE )KU3HECTTOCOOHH (heTycH.

Jlokazano e, ye mumetridymapar MIpeMHHaBa IUTalleHTHaTa MeMOpaHa 1 Torajia BbB (heTaiHaTa KpbB
TIPH TLTBXOBE W 3aHIIH, ChC CHOTHOIIEHHS Ha (DeTATHUTE KbM MAaYMHUTE IJIa3MEHN KOHIIEHTPAITUN
crotBeTHO OT 0,48 10 0,64 1 0,1. He ca HabnrogaBanu MangopMaliuy Ipu HAKOS 1032 Ha
JUMETHI(pyMapaT MpH IUTbX0Be Wi 3aiiiu. [IpunoxkeHrneTo Ha AUMETHIPYMapaT B IEpopaiHi JO3H
ot 25, 100 u 250 mg/kg nHeBHO ITpH OpeMEHHH TUTEXOBE TIPe3 IMeproIa Ha opraHoreHe3aTa BOIH 10
HEXeJIaHW PeaKIuy IPH MalKara MpH /1033, 4 IbTH M0-BUCOKA OT MPENOPbUYUTEIHATA 032 Ha 0a3ara
Ha AUC, 1 10 HHCKO TerJI0 Ha ¢eTyca u 3abaBeHa ocudukanms (Merarap3aidu (ananry u ananrua
Ha 33IHATE KPaHUIM) IIPH 71032, 1 1 IhTH 1O-BUCOKA OT MpenopbunTeNnHaTa 103a Ha 6azara Ha AUC.
Huckoto Terno Ha dheryca u 3a0aBeHaTa OCH(DHUKAITUSA CE CUUTAT 32 BTOPHYHHU IO OTHOIIICHHE Ha
MaluyuHATa TOKCHYHOCT (HaMaJIIBaHE Ha TEJIECHOTO TETJIO U KOHCYMaIlHsITa Ha XpaHa).

[lepopamHOoTO MpHIIOXKEHNE HA AUMeTHIpyMapar B go3u 25, 75 u 150 mg/kg naeBHO pn OpeMeHHN

3aiIM 1O BpeMe Ha OpraHoreHe3aTa HiaMa eeKT BEPXY eMOpHO-(ETATHOTO Pa3BUTHE U BOIH 10
HaMaJIsIBaHe Ha TEJIECHO TETJI0 Ha MaiKaTa Impu 103a, 7 IBTH MTO-BUCOKA OT npernopbpYNUTEIHATA 1034, U
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JI0 yBelIM4aBaHe Ha Oposi Ha a0OpTHUTE IIPH 1033, 16 TTH MO-BUCOKA OT MPEMOPHUKUTEIHA 1032 Ha
Oaszara na AUC.

[epopannoTo mpunoxkeHue Ha guMeTHiIdymapar B 1o3u 25, 100 u 250 mg/kg AHEBHO NPH TBXOBE
10 BpeMe Ha OpeMEeHHOCT ¥ KbpMEHE BOJIH JI0 TIO-HUCKH TEJIECHHU TerJja B MmokoJyieHneTo F1, kakro
3aKbCHEHUS B MOJOBOTO Ch3PsIBaHE MPU MBXKKUTE ®KUBOTHU OT F1 mipu f103a, 11 mbTH nmo-BrcoKa OT
npenoprUUTeNHATa 1032 Ha 6a3zata Ha AUC. JlunceaT edektu BrpXy depTrinTeTa B okoiaenueTo F1.
[To-HHCKOTO TeNecHO TerJI0 Ha MOTOMCTBOTO CE CYHTA 332 BTOPUYHO 10 OTHOIIICHWE HAa MallyiHATa
TOKCHUYHOCT.

TokcuyHOCT IpHY IOBCHUJIHH JKMBOTHH

JIBe mpoy4BaHuUs 32 TOKCHYHOCT NPY FOBEHWJIHHU ILTHXOBE C €XKEJHEBHO MEPOPATHO MPUIIOKEHHE Ha
nuMeTringymapat ot noctHaraneH neH ([TH/I) 28 mo [TH/ 90-93 (ekBuBajeHTHH Ha MPUOIU3UTEITHO
3 ¥ moBeue rOJMHYU IPH XOpaTa) MOKa3BaT M0A00HA TOKCHYHOCT B TAPT€THUTE OpraHu Ob0penu u
IIpeIcToMax KaTto HaOmoaBaHaTa Ipyu Bb3PACTHUTE KUBOTHU. B mbpBOTO npoyuBaHe
TMMETHII(yMapaT He 3acsira pa3BUTHETO, HEBPOIIOBEACHYECKUTE PEAKIINU HITH MBKKHUS H KESHCKHUS
¢deprunuTeT H0 Hail-BUcoKarta a03a oT 140 mg/kg nHeBHO (MpUOIM3UTENHO 4,6 TBTH
[IPENOPBUYMTENHATA 032 IPU XOpa Bb3 OCHOBA Ha orpanuyenu aaHHu 3a AUC mpu nenuaTpuyHu
TIAIAEHTH).

[To momo6en HaunH He ca HaOIro1aBaHu e)eKTH BbPXY MBKKHTE PEIPOAYKTUBHHU U CIIOMaraTelIHU
OpraH| JI0 Haifi-BHCOKaTa J103a qUMeTIIPpymapat ot 375 mg/kg mHEBHO BHB BTOPOTO MPOYIBAHE TIPH
MBXKKU FOBEHWIHHU IUTHX0BE (0koJo 15 mbTu mpennonaraemata AUC npu npenopbunTeIHaTa
neanaTpuyHa 103a). HabmonaBar ce o0ave MOHMKEHHE Ha KOCTHOTO MHHEPAITHO ChAbPIKaHUE H
IUTBTHOCTTA HA (heMypa 1 TyMOATHUTE MPENIeHA IPU MBKKH IOBeHHIIHH TLTbX0Be. [Ipomenn mpu
KOCTHA JIEHCUTOMETPHS ca HAOII0JaBaH! ChIIIO TPH IOBEHIIHHU TUIBXOBE CIIE TEPOPaITHO
MPWIOKEHUE Ha IUPOKCUMEN GyMapar, Apyr pyMapareH ectep, KOWTO ce MeTa0OoI13upa 10 ChITUSL
aKTHBEH MeTa00JINT MOHOMETH ymapar in vivo. NOAEL 3a mpoMeHHTe TPy TEHCUTOMETPHUATA TIPH
FOBEHWIHH IUTHXOBE € MpuOIn3nuTenHo 1,5 mbTu npeanonaraemara AUC npu nmpenopbhuIrTeTHaTa
neauaTpuyHa 103a. Bp3MoxkHa e Bpb3ka Ha e(heKTUTE BBPXY KOCTUTE C MO-HUCKO TEJIECHO TErJIO, HO
HE MOXe€ JIa C€ M3KIIIOYU M HATMYUETO Ha MpsK ePekT. KocTHUTEe HaXOAKH ca ¢ OrpaHUYeHO 3HAYCHHE
3a B3pPACTHUTE MANMEHTH. 3HAYEHUETO 32 MeJUATPUIHUTE ITAIMEHTH HE € H3BECTHO.

6. ODAPMAIEBTUYHU JAHHHA
6.1 ChnucebK Ha IOMOIIHHUTE BelleCTBA

KancynHo cbabpxumo

Kpockapmenosa Hatpuit

CunuuueB JUOKCHUI, KOJIOUIEH 0e3BOJCH

Harpues creapundymapar

Crrnonumep Ha METaKpHIIOBa KHceTuHa-MeTunMeTakpuaat (1:1)

Chrnonumep Ha MeTakpriIoBa KucennHa-etunakpuiar (1:1), 30-npoueHtHa nucnepcus
Tank

Tpuernnuurpar

[Momucopbar 80

I'munieponoB monocteapar 40-55

CncTaB Ha Kalcynara
Kenatun

Turanos nuoxcun (E171)
XKbar xenesen okcun (E172)
bpunsuTHo cuabo FCF (E133)
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Orneyarad HaJNHUC BBPXY KarcyaaTra (YepHO MacTHJIIO)

[lennax

Uepen xeneseH okcup (E172)
[pormunenrnukon (E1520)

AwmonwneB xunpokcun 28%

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoCT

3 roguHU

6.4 CroenmuajHu yCJI0BHS HA CbXpaHeHHe
Ha e ce cpxpanssa vag 30°C.

6.5 Buawu chabpikaHue HA ONAKOBKATAa
CToMaIIHO-yCTOMYUBY TBBPAX Kancyiau 120 mg

14 nm 56 xancynu B 6ymmcrepu ot Aluminium//PVC/PVDC.
14 x 1 xancynu B nepdopupanu Aluminium//PVC/PVDC Gnuctepu ¢ eTUHUYHA A03H.

CroMalnHo-ycTOW4YMBY TBEPAU Kancyiau 240 mg
14,56, 168 unu 196 kancynu B 6auctepu ot Aluminium//PVC/PVDC.
56 x 1 xancynu B nepdopupanu Aluminium//PVC/PVDC Bbaucrep ¢ equHUYHN 103H.

He Bcuky BUj0BE OAKOBKH MOTAT Jia ObIaT MMyCHATH Ha 1a3apa.
6.6 CneuuajHu ycJa0BUS NPU U3XBbPJIsSTHE

Hewusnon3sanusT JICKAPCTBCH MNPOAYKT WM OTHAABYHUTC MAaTCpUAIIA OT HETO Tp$[6Ba Ja C€ U3BXBLPJIIAT
B CHbOTBCTCTBUEC C MCCTHUTC U3MCKBAHMA.

1. INPUTEXATEJI HA PABPEHIEHUETO 3A YIHOTPEBA

Neuraxpharm Pharmaceuticals, S.L.
Avda. Barcelona 69

08970 Sant Joan Despi - Barcelona
Hcnanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1810/001
EU/1/24/1810/002
EU/1/24/1810/003
EU/1/24/1810/004
EU/1/24/1810/005
EU/1/24/1810/006
EU/1/24/1810/007
EU/1/24/1810/008
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9. JATA HA ITBPBO PA3PEINABAHE/IIOJJHOBSIBAHE HA PAZPEIIEHHUETO 3A
YIHOTPEBA

Jara Ha TBpBO pa3pelnIaBaHe:

10. JOATA HA AKTYAJIU3BUPAHE HA TEKCTA

[ToapoOHa nHGOpPMAITHS 32 TO3U JICKAPCTBEH MPOAYKT € IpeIocTaBeHa Ha yeOcalita Ha EBponeiickara
arcHIMS 10

JekapcTBara http://www.ema.europa.eu.
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NNPUJIIOXEHUE I1

INPOU3BOAUTEJI(M), OTTOBOPEH(HHN) 3A
OCBOBOXKJIABAHE HA ITAPTHU/IN

YCJIOBUS NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYI'N YCJIOBUSA N UBUCKBAHUSA HA
PASPEIIEHUETO 3A YIIOTPEBA

YCJIOBUA NI OTPAHUYEHUS 3A BE3OITACHA U

E®EKTUBHA YIIOTPEGA HA JIEKAPCTBEHUSA
HPOAYKT
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A. M[POM3BOJUTEJI(M), OTTOBOPEH(HU) 3A OCBOBOK/IABAHE HA TAPTUJU

HmMe m afipec HA NPOU3BOJIMTENSA, OTTOBOPEH 3a 0CBOOOK/IaBaHE HA MAPTUIUTE

Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski, [Tomnmra

WITH
Zaktady Farmaceutyczne POLPHARMA S.A.
Oddziat Produkcyjny w Nowej Debie

ul. Metalowca 2, 39-460 Nowa Deba, ITomra

NJIn

Neuraxpharm Pharmaceuticals, S.L.
Avda. Barcelona 69

08970 Sant Joan Despi

Barcelona — Vcnanus

NJIn

Neuraxpharm Arzneimittel GmbH

Elisabeth-Selbert-Strake 23
40764 Langenfeld - I'epmanust

[lewaTHaTa MTUCTOBKA HA JIEKAPCTBEHHS MPOAYKT TPsIOBa Ja ChABPKA IMETO U aJpeca Ha
MIPOM3BOAMTENS], OTTOBOPEH 32 OCBOOOYKAABAHETO HA CHOTBETHATA MAPTH/IA.

b. YCJIOBUSA NWJIN OI'PAHUYEHUS 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUSAT MPOYKT C€ OTITyCKa [0 OrPaHUYCHO JieKapcKo npeanucanue (Bxk. [Ipunoxenue [:
Kpatka xapakTepucTuka Ha MpOayKTa, Touka 4.2).

B. JPYI'U YCJIIOBUA U U3NUCKBAHMS HA PASPEILIEHUETO 3A YIHOTPEBA

. IlepuoguyHu aKTyaJU3MpPaHu T0KIaau 3a 0e3onacHoct (IIAZIB)

M3uckBanusTa 3a nojgaBane Ha [IAJIb 3a TO3M JieKapCTBEH MPOIYKT Ca MTOCOUYEHH B CIUCHKA C
pedepentaute natu Ha EBpomneiickus crro3 (EURD cruchk), npensuaeH B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCUUKH CJICABALIN aKTyalU3aluy, MyOIMKyBaH! HA €BPONEHCKHUS
yeOImopTa 3a JeKapcTaa.

r. YCJI0Bus NJIU OTPAHUYEHUSA 3A BE3OIIACHA U E®OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA ITPOAYKT

. Ilnan 3a ynpasjenue Ha pucka (IITYP)

[IpurexarensaT Ha pa3pemieHneTo 3a ynotpeda ([IPY) TpsOBa qa n3BbpIIBa N3UCKBAHHUTE
NEHHOCTH U AEWCTBUS, CBBP3aHU C MIPOCIeIsBaHe Ha JIeKapCTBEHATa 0€301MacHOCT, TOCOUYEHH B
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onoopenus I[TYP, npeacrasen B Moayn 1.8.2 Ha pa3pemieHneTo 3a yrnorpeda, KakTo U BbB
BCHUKH CIICABAIIM 0A00peHH akTyanu3anuu Ha [TYP.

Axryammsupas [1YP Tps6Ba na ce monasa:
e 110 UCKaHe Ha EBpormelickara areHuus 1o JIeKapcTBara;
® BUHATH, KOTaTO ce€ U3MCEHS CHCTEMara 3a yIpaBlIeHHE Ha PHCKa, 0COOCHO B pe3ynrTaT Ha
NoJIy4aBaHe HAa HOBa HH(OPMALUS, KOSTO MOXKE J1a IOBEE O 3HAaYUMH IPOMCHH B
CHOTHOILCHUETO I10JI3a/PUCK, WIN CIIeJ JOCTUTaHE Ha BayKEH eTal (BbB BPb3Ka ¢ IpoCcieIsiBaHe
Ha JIeKapcTBeHaTa 0€30IacCHOCT WJIM CBEXKJaHEe Ha PUCKa 10 MUHHUMYM).
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INPUJIOKEHHUE III
JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. TAHHU BbPXY OITAKOBKATA
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JAHHHU, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA

| 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Jumetundymapat Neuraxpharm 120 mg cToManiHo-yCTONYUBH TBHPAM KANCYIIN
TUMETHIhyMapar

| 2. OBSIBABAHE HA AKTUBHUTE BEILIECTBA

Bcska cromaniHo-ycToiturBa TBbpa Karcyia ceabpxka 120 mg mumetundymapar.

| 3. CHOUCHK HA HOMOIIHUTE BEIECTBA

| 4. JEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

14 cTOMaIIHO-YCTOWYMBH TBHPIU KAICYJIH
56 cTOMAIIHO-YCTOHYMBH TBHPIU KaICYIH
14 x 1 cToManIHO-yCTOWYHUBH TBHEPAY KaIICYyJTH

5. HAYUH HA ITPUJIIOKEHUE U ITBT HA BBbBEXK/IAHE

[peau ynotpeba nmpovereTe JINCTOBKATA.

[IepopanHo nmpunoxxeHue

6. CIHEOUAJIHO NMPEAYHNPEXXAEHUE, YE JIEKAPCTBEHUAT IMPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA IELIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 34 ACIA.

| 7. APYI'Y CHEHUAJIHU TPEAYIPEXJIEHUS, AKO E HEOBXOJINMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

| 9. CIHEHHUAJIHHU YCJIOBUS HA CbXPAHEHUE

[a He ce cvxpansBa Hax 30°C.
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10. CHELOUAJIHM NPEAITAZHU MEPKH IIPU U3XBDBPJISIHE HA HEU3IIOJ3BAHA
YACT OT JIEKAPCTBEHUMTE INPOAYKTHU NN OTIHHAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AAPEC HA IIPUTEXXATEJISA HA PASPELHHIEHUETO 3A YIIOTPEBA

Neuraxpharm Pharmaceuticals, S.L.
Avda. Barcelona 69

08970 Sant Joan Despi - Barcelona
Wcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1810/001 14 cToManIHo-yCTONYMBH TBBPIH KAIICyJIH
EU/1/24/1810/002 14 x 1 cToManIHO-yCTOMYMBH TBBPAU KaTCyJIN
EU/1/24/1810/003 56 cTOManIHO-yCTOHYHBY TBBPAN KaICyin

13. TAPTHUJAEH HOMEP

[TapTugen Ne

| 14. HAYMH HA OTIIYCKAHE

.HeKapCTBCHI/IHT MMPOAYKT CC OTIIYCKa IO OrPpaHUYCHO JICKAPCKO NPCANNCAHUC

| 15. YKA3AHUNSA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIJIOBA A3BYKA

Jumetundymapat Neuraxpharm 120 mg

| 17. YHUKAJIEH HIEHTUH®UKATOP — IBYU3MEPEH BAPKOJL

JBym3aMepeH 6apKoj ¢ BKIIOYCH YHUKAICH HACHTH(PUKATOP.

| 18. YHUKAJIEH HWIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA

| 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Jumetundymapat Neuraxpharm 240 mg cToManiHoO-yCTONYUBH TBHPAM KANICYIIN
TUMETHIhyMapar

| 2. OBSIBABAHE HA AKTUBHUTE BEILIECTBA

Bcska cromaniHo-ycToiturBa TBbpa Karcyia chabpxka 240 mg muMeTuindymapar.

| 3. CHOUCHK HA HOMOIIHUTE BEIECTBA

| 4. JEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

14 cTOMaIIHO-YCTOWYMBH TBHPIU KAICYJIH

56 cTOMaIIHO-yCTONYHBH TBBPAH KalCyIn
168 cToManTHO-yCTOWYHNBH TBHPIH KaTICyIH
196 cromanIHO-yCTOMYUBY TBHPAU KaICyTH
56 x 1 croManIHO-yCTOMYUBY TBBPAU KaIlCyJIH

5. HAYHNH HA ITPUJIO’KEHUE U ITbT HA BBbBEXKXJIAHE

[Ipenu ymorpeda mpovereTe JIUCTOBKATA.

ITepopanHo npunoxeHue

6. CIHEHUAJIHO NNPEAYHNPEXAEHUE, YE JIEKAPCTBEHUAT NMPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOT'JIEJA U JOCEI'A HA JEIIA

Ja ce cpxpaHsBa Ha MSICTO, HEJOCTHITHO 34 JICTIa.

| 7. JAPYT'U CHHEOUAJIHU ITPEAYIIPEXJIEHUS, AKO E HEOBXOJINMO

| 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'oneu no:

| 9. CHHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ne ce cpxpansna Hang 30°C.
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10. CHELNUAJIHM IPEAIIAZHUA MEPKHU IIPU U3XBBPJIISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU NJIN OTHAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Neuraxpharm Pharmaceuticals, S.L.
Avda. Barcelona 69
08970 Sant Joan Despi - Barcelona

Wcnanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1810/004 14 croMaIHO-yCTOWYMBY TBBPAU KaICyJIx
EU/1/24/1810/005 56 CTOMAIIIHO-YCTONYHNBH TBHPIH KAIICYJIH
EU/1/24/1810/006 56 x 1 cTOMAaIIIHO-yCTOWYHBY TBHPIH KAIICYJIH
EU/1/24/1810/007 168 cTOMAaINIHO-YCTONYMBU TBHPIH KAICYIIH
EU/1/24/1810/008 196 cToManIHO-yCTONYNBH TBHPIH KAIICY I

13. TAPTUIAEH HOMEP

[TapTugen Ne

14, HAYMUH HA OTITYCKAHE

.HeKapCTBCHI/IHT MMPOAYKT CC OTITYCKaA IO OrPpaHUYCHO JICKAPCKO NPCANNCAHUC

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. HWH®OPMAIUA HA BPAIMJIOBA A3BBYKA

Humernndymapat Neuraxpharm 240 mg

| 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKOJI

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKAJICH UACHTH()HKATOP.

| 18. YHUKAJIEH NWITEHTUO®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:

35



MUHHUMYM JAHHHU, KOUTO TPABBA A CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP ®OJINO

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

Humerundymapar Neuraxpharm 120 mg cToMaIHo-yCTOHYMBY TBBPAN KANCyn
JUMeTHIpyMapaT

| 2. HUME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Neuraxpharm Pharmaceuticals, S.L.

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

EXP

| 4. HAPTUJAEH HOMEP

Lot

|5.  JIPYIO
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MUHHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJINCTEP ®0OJINO

| 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Humerundymapar Neuraxpharm 240 mg cToManIHoO-yCTONYUBH TBBPAM KaICyIIH
TMETHIpyMapar

| 2. HUME HA ITPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Neuraxpharm Pharmaceuticals, S.L.

| 3. JATA HA UI3TUYAHE HA CPOKA HA 'OJHOCT

EXP

| 4.  HAPTHJEH HOMEP

Lot

|5.  JIPYIO
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b. IUCTOBKA
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JIncroBka: nHGpopMAanMs 3a NOTpeOUTEJIs

Jumernagymapar Neuraxpharm 120 mg cToManiHo-ycToiYMBY TBBPAN KANCYJIH
Jumernagymapart Neuraxpharm 240 mg cToManiHo-yCTOWYMBH TBHPIH KANCYJIH
mumerungpymapar (dimethyl fumarate)

IIpouyereTe BHUMATEIHO LsJIaTa JUCTOBKA, MIPEIH Ja 3alI09HeTe a U3M10JI3BaTe TOBA JIEKapCTBO,
Thil KaTO T ChAbP2Ka BaskHa 3a Bac undopmanus.

o 3amasere Ta3u IUCTOBKAa. MoJKe /1a ce HaJoXkHU Ja sl IPOYETETe OTHOBO.

. AKO MaTe HSIKaKBH JIOMBIIHUTEIHN BBIIPOCH, oNUTaiTe Bammus nekap unu gpapmanesT.

. Tosa sekapcTBO € npeanucaHo au4Ho Ha Bac. He ro npeorcrsiBalite Ha npyru xopa. To Moxke
Jla UM HaBpeIH, He3aBUCUMO Y€ IPU3HALMTE Ha TAXHOTO 3a00JsBaHe ca ChIIUTE KaTo Bammure.

. AKO MonyynTe HIKaKBH HEXXEJIaHU peakuuu, yBeromere Bamms nekap nnu ¢apmanest. Tosa

BKJIIOYBAa BCUYKH BB3MOXKXHU HCOMMMCAHU B Ta3u JIMCTOBKA HEXKECJIaHU PCaKIIHH. Bumkre TOuka 4.

Kakgo CbhbABbPiKa Ta3u JIMCTOBKA

Kakso npencrasnssa Jumermindymapar Neuraxpharm u 3a KakBO ce H3I0JI3Ba
KaxkBo Tpsi6Ba na 3Haete, npeau aa npuemete Jumerundymapar Neuraxpharm
Kak na mpuemare umernndymapar Neuraxpharm

BBb3MOKHH HEXENAHU PEAKIIUU

Kak na cexpansBate JJumetundymapar Neuraxpharm

CpappikaHre Ha ONIAKOBKaTa U JOIBIHUTETHA HH)OpMALUs

oML E

1. Kaxso npencrasiasasa Iumerniadymapat Neuraxpharm u 3a KakBo ce U3noJi3Ba
Kaxkso npeacrasasasa JIumerniagymapat Neuraxpharm

Hdumernndymapar Neuraxpharm e 1ekapcTBO, KOETO ChIIbpKa aKTHBHOTO BEIIECTBO
AuMeTHJIdyMapar.

3a kakBo ce u3noJsBa JIumermiagymapar Neuraxpharm

Jdumermiapymapar Neuraxpharm ce u3no/i3sa 3a JiedeHHe HA IPUCTBIIHO-PEMUTEHTHA
MHOKecTBeHa ckiepo3a (MC) nmpu mauueHTH HA Bb3pacT 13 u moBeve roauHH.

MC e xpoHHYHO 3a00JIsIBaHe, KOETO 3acara LeHTpanHata HepBHa cucteMa (LIHC), Brmounrentno
MO3bKa U rpbOHauHusI MO3bK. [IpucThnHO-pemurenTHaTa MC Cce Xapakrepu3upa ¢ IOBTapsILu ce
MPUCTHIN (PEUHINBH) HA CHMIITOMH OT CTpaHa Ha HepBHaTa cucteMa. CHMITOMUTE ca Pa3InIHU
MIPU OTAETHUTE MAIMEHTH, HO OOMKHOBEHO BKJIIOYBAT ABUTATEIHU 3aTPYyJHEHUS, YyBCTBO 3a 3aryba
Ha paBHOBECHE ¥ 3pUTEIHN HapyLIeHUs (HapuUMep 3aMbIIICHO WK ABOIHO BrxaaHe). Te3n
CHUMIITOMH MOTAT Jja N34€3HAT HAIIBJIHO, KOI'aTO MPUCTBIIBT IPUKIIOUH, HO HIKOU MPOOJIEeMH MOTaT
Jla ocTaHar.

Kak neiictBa Jumeruiadymapart Neuraxpharm
Humetnndymapar Neuraxpharm usriexa JeiicTBa, KaTo HE TIO3BOJISBA HA 3al[UTHATA CHCTEMa Ha

opraiusma jia yBpexsa Mo3bka U rphOHauHus Bu Mo3bk. ToBa ChIlo MOXKeE Jja MOMOTHE Ja ce
3a0aBu OBIEIIO BIOMIaBaHE Ha BameTo 3a0oiaBaHe.
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2. Kakgo TpsadBa na 3Haete, npenu aa npuemere Jumerniadymapar Neuraxpharm
He npuemaiite Jumerniagymapar Neuraxpharm

- aKo CTe aJIePruYHH KbM ANMeTWIhyMapaT Uik KbM HAKOS OT OCTaHAJIUTE ChbCTaBKH Ha TOBA
JIEKapCcTBO (M30pOCHU B TOUKA 6).

- aKo UMa CbMHeHMe, Ye HMaTe psiAKka MH(peKuHusa Ha MO3bKa, HAapeYeHa MPOorpecuBHA
MyJaTtudokaana geskoeruepasonarusa (IIMJI) uiau ako IIMJI e Ouiia noTBbpaeHA.

IIpenynpesxaenust U npeanasHu MepKH

Humverundymapat Neuraxpharm mMoxke J1a moeiusic 6posi Ha OeluTe KPbBHU KJIETKH, 0bOpennTe u
yepuusi Bu 1po6. [Ipenu na 3anounere neyenueto ¢ Jumernnpymapar Neuraxpharm, Bamust nexap
me Bu HampaBu m3cienBaHe Ha KpbBTa, 3a Ja ompenesnn Opost Ha Oenute Bu KpBbBHU KIIETKH W 1A
npoBepu Aanu 0pOpennTe u 4epHUSAT Bu npo6 paboTsaT mpaBuiHO. JlekapsT e mpoBexaa Te3d
W3CIeIBaHUs TIEPHOANYHO 110 BpeMe Ha JIeYeHHUETO. AKO OposT Ha Oenute Bu KpbBHH KIIETKH HaManee
[0 BpEME Ha JIEUEHUETO, BammsT jiekap MoXke J1a pelly Ja Ha3HAYd U3BbPLIBAHE HA JONBIHUTEITHU
W3CIIEIBAHUS WIN Ja MIPEKbCHE JICYEHHETo Bu.

TI'oBopete ¢ Bammus Jexap, npeau aa npuemere Jumermndymapar Neuraxpharm, ako umate:
. TEXKO 0BOPedHo 3200IABaHe

J TEXKO YepHOAPOOHO 3a00Is1BaHE

J 3a00JsIBaHE Ha CTOMAaXa WM YepBaTa

J cepuo3Ha HH(peKkuus (HapuMep MHEBMOHUS)

[Ipu neuenueto ¢ tumeTHIpymMapaT MOXKe Ja ce TOSBU XepIiec 30cTep. B HiKoM cilydyan HaCThIIBAT
cepuo3HH ycioxkHeHus. TpsioBa na uadopmupare Bamus nexkap He3a0aBHO, aKo MOJ03UpaTe, U
MMaTe CUMIITOMH Ha XepIIeC 30CTep.

Axko cmsTate, ue Bamara MC ce Bnomaga (HanpuMmep UMaTe CIadoCT WM IPOMEHH B 3PSHUETO) WU
aKko 3a0eNexuTe HOBH CUMIITOMH, TOBOpeTe ¢ Barms iekap BemHara, 3aoTo Te MOXKe J1a ¢a CHMITTOMHE
Ha psnka nHbeKus Ha Mo3bka, HapedeHa [IMJL. [TMJI e cepro3Ho 3a00isBaHe, KOSTO MOJKE J1a JOBEIC
[0 TCKKa UHBAJIMUAHOCT UJIU CMBPT.

Cp0011aBaHo € pSIKO, HO TeXKKO ObOPEUHO YBpexkaaHe (HapedeHo CHHApoM Ha DaHKOHM) TIPpH
JIEKapCTBO, ChIBPKALIO TUMETUI(QymMapar, B KOMOWHAIINS C PYTH eCTepH Ha yMapoBaTa KHCEIHHA,
M3II0JI3BaHHM 3a JICUCHUE Ha TICOpUA3uC (3a00JsBaHe HAa KOXKaTa). AKO 3a0€NIe)KHTe, Y€ OTICIATS
MOBEYE YPUHA, MTO-)KAHHU CTE U MHETE MOBEYE TEUHOCTH OT 00UUAiHOTO, MycKynuTe Bu usrnexaar
o-c1abwu, MOyIUTe CUyIBaHEe Ha KOCT WU IIPOCTO UMate 0oJku, obanere ce Ha Bammms nekap
BB3MOXKHO Hai-CKOPO, 32 Jla MOXE TOBa J]a C€ MPOYYH MO-TIOAPOOHO.

Jleua v roHOIIH

He naBaiiTe ToBa JiekapcTBO Ha jeria moj 10-roguirHa BB3PACT, 3al[OTO JIUNCBAT JAHHHU TPH Ta3d
BB3PACTOBA IpyIma.

JApyru gexkapcrea u lumerniagymapar Neuraxpharm

TpsaodBa na kaxkere Ha Bammus jJekap uiam papmaneBT, ako NpremMaTe, HaCKOpPO CTe MpUEMaId WU €

BB3MOJKHO J1a IPUEMATE APYTHU JIEKAPCTBA, MO-CIEIIHATHO:

- JIEKapCTBa, KOWTO ChABPKAT ecTepPH HA (h)yMapoBaTa KuceduHa (pyMaparn), U3MOI3BaHH 32
JieYeHue Ha TICOPHA3MC;

- JIEKAPCTBA, KOUTO MOBJIUSIBAT HMYHHATA CHCTEMA HA OPraHU3Ma, BKIIOYHTEITHO
JIEKapCTBa 32 XMMHOTEpPanus, MMYHOCYIIPECOPH WIH APYTH JIeKAPCTBA, H3MO0JI3BAHM 32
Jeuyenue Ha MC;
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- JIEKapPCTBA, KOUTO 3acArat 0b0penure, BKINYUTEIHO HIKOU AHTUOMOTHLM (M3I0JI3BAaHU
3a JledeHne Ha MH()EKIUK), ,,0TBOAHABALIM TabaeTku” (Ouypemuyis), HAKOH BHIOBE
0oJKoycnokosiBalu (HarpuMep HOynpodeH u ApyTH MoJ0OHHU TPOTHBOBB3MATIUTETHH
CPEJICTBa, KAKTO U JICKAPCTBa, 3aKyICHH 0e3 perenTa OT JeKap) U JISKapCTBa, ChIbpXKAIU
JIATHIA;

- npuembT Ha Jumetmwidymapat Neuraxpharm ¢ onpeneneHu BUIoBe BaKCUHH (JCUBU 6AKCUHL)
Moxe Jla By npuanHy HHQEKIHs U cIe0BaTeTHO TPsOBa Aa ce n30srea. Bammsar exap mie
Bu moceBeTBa ganmu TpsiOBa J1a ce MpHUiIarat APYTH BUIOBE BAKCUHY (HEXKWBU BaKCHUHH).

Jdumernidpymapar Neuraxpharm ¢ ankoxoJi

KoncymanusTa Ha mo-roysiMo kosim4ecTBo (rmoseye oT 50 ml) CHIIHYU aJKOXOJNHU HATUTKH (TIOBEYE OT
30% 006eMHO ChIbpKaHHE Ha ANTKOXOJI, HAIPUMEP CIIMPTHHU HAIIUTKK) TPsiOBa Jia ce n30sTrBa B
pamkuTe Ha 4yac oT npuema Ha Jumermndymapar Neuraxpharm, Thif KaTo aJIKOXOIBT MOXKE Aa
B3aMMO/ICHCTBA C TOBa JiekapcTBO. ToBa MOKe J]a IpeIM3BHKa Bh3IaJICHHE Ha cToMaxa (eacmpum),
0c00€HO MPH XOpa, KOUTO Beue ca INPEeAPa3IoJIOKEHH KbM racTpHUT.

BpeMeHHOCT U KbpMeHe

Axo cre OpeMeHHa MM KbPMHTE, CMSTAaTe, Y€ MOXKE Jia cTe OpeMeHHa WM TUIaHupare OpeMEeHHOCT,
MochBETBaTE ce ¢ Bamms nexap wiu gpapmanesT rpeau ynorpedaTa Ha TOBA JIEKapCTBO.

BpemenHoct

Nma orpanudeHa nHGOpMAIUs OTHOCHO e(hEeKTHTE Ha TOBA JIEKAPCTBO BbPXY HEPOACHOTO JIETE MPH
M3MOJI3BaHe 1O BpeMe Ha OpemenHocT. He m3nmomssatite JInmermndymapar Neuraxpharm, ako cte
OpeMeHHa, OCBEH aKo CTe€ 0OCHIMIN TOBa ¢ Bamus gexap u ToBa JICKapCTBO HE € aOCOIIOTHO
HeoOxo 1Mo 3a Bac.

Kspmene

He e u3BecTHO nanu akTuBHOTO BewecTBo Ha Jumernindymapar Neuraxpharm npeMiuHaBa B
KbpMaTa. BammusaT nexap me Bu nocsBeTBa nanu TpsOBa Aa cpeTe Aa KbpPMUTE WM J1a CIIpeTe 1a
n3nomsBate Jumernindymapar Neuraxpharm. ToBa BKIIIOYBa MpeIeHKa 3a 110J13aTa OT KbPMEHETO 3a
nereto Bu ciipsmMo momn3aTa ot TepanusiTa 3a Bac.

Hlodupane u paéora ¢ MAIIMHU

He ce ouaksa Aumetundymapat Neuraxpharm na nosnusie cnoco6Hoctta Bu 3a modupane u padora
C MAaIlHH.

JAumermiadpymapar Neuraxpharm cbabpska HaTpuid

ToBa nekapcTBO ChABbPKA MO-MaiKo oT 1 mmol (23 mg) HaTpuii Ha KarcyIIa, T.e. MOXKe Jja Ce Kaxe, 4e
MPaKTUIECKU HE ChbPKa HaTPUH.

3. Kaxk na npuemare Iumernndymapar Neuraxpharm

Bunaru npuematitTe TOBa JISKAPCTBO TOYHO KakTo Bu e kazanm Bammwmsr nekap. AKo He CTe CUTYPHU B
Hello, nonutaite Bammus nekap.

Havanna no3a: 120 mg ABa IbTHU AHEBHO.
IIpuemaiiTe Ta3u HavaliHa J103a Mpe3 MbPBUTE 7 JHU, ClIe]l TOBA IpUEMaiiTe cTaHaapTHaTA J1034.

CranpaptHa no3a: 240 mg 1Ba MbTH JHEBHO.
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Jumvetnndymapat Neuraxpharm e npeHazHaueH 3a MEPOPATHO MPUIIOKEHHE.

I'vaTaiiTe BesKka KamcyJa msajia ¢ Maiko Boja. He TpsOBa na paznensre, 4ynure, pa3rBapsre,
CMyYeTe WM JhBUETE Karcyinara, Thi KaTO TOBa MOXKE /1a YBEIIMYH HAKOU HEXKEIIaH! PEaKIny.

IIpuemaiite Iumernngymapar Neuraxpharm ¢ xpaHa — ToBa MOXe€ Ja [IOMOTHE 33 HAMAJIsIBaHE Ha
MHOT'0 YECTHUTE HEXXEJTaHU peakuu (M30poeHn B TouKa 4).

AKO cTe mpueJiM MoBe4ye 0T HeoOxoauMaTa no3a J{umerwingymapat Neuraxpharm

AKO cTe IpHeny TBbPJE MHOTO KallCylH, yBeloMeTe He3a0aBHo Bamus jiexkap. BeamoxHO e na
MIOJTyYUTE HEXKEJIaH! PeaKkliy, MOJ00HN Ha OMUCAHNUTE TO0-I0JTy B TOUKa 4.

AKko cTe nponycHau 1a npuemere J{umerunpymapar Neuraxpharm
He B3emaiiTe qBoiiHa 1032, 32 1a KOMIICHCUpATE [IPOIlyCHATATa 103a.

Moskere Jja mpueMeTe NMpoIycHaTaTa J103a, ako ocTaBaT Hail-maiko 4 Jaca Jio cieaBamniata Bu noza. B
MIPOTUBEH Cy4ail M34akanTe 0 cleaBamaTa IiiaHupaHa 103a.

AKO0 UMaTe HIKaKBH JIOMBJIHUTEITHN BBIIPOCH, CBBP3aHU C YIOTpedaTa Ha TOBA JIEKAPCTBO, MOMUTANTE
Bamms nexap wnm papmareBr.
4, Bb3MokHM HeKeJTaHU peakIun

Kakro BcHukn JICKapCTBa, TOBA JICKAPCTBO MOKE Ja MPCAU3BUKA HCKCIIAaHU PCAKIUHN, BBIIPCKU Y€ HE
BCEKH T'Y ITOJIy4aBa.

Cepuo3HHM HeKeJIAHU PeaKIuu

Humernndymapat Neuraxpharm Moxe 1a moHMWKH Opos Ha muMdonuTaTe (BUI 67T KPHBHU KIETKH).
Hanmnuuero Ha HamaneH Opoif 6enu KpbBHM KIJIETKH MOXE Jia MOBUIIK Barust puck ot nHQpeKus,
BKJTFOUUTEITHO PUCKA OT psaKa WH(EKIHs Ha MO3bKa, HapedeHa MporpecuBHa My ITH(OKAITHA
neskoentedamonarust (IIMJI). [IMJI moxe na moBene 10 TeKKa HHBATHIHOCT Wid cMbpT. [IMJI €
HacThIBaNA ciied 1 10 5 roauHM JedeHne U 3aToBa Bamusar gexap TpsOBa ga MpoabIDKH J1a CIEIN
Opos Ha Bamwute Oenmu KpbBHU KJISTKH B X0/1a Ha JieueHHeTo Bu, a Bue TpsOBa na HabnronaBare 3a
noteHuuaHu cumnroMu Ha [IMJI, kakTo ca onucanu nmo-ao0iy. PucksT ot [IMJI Moke 11a € mo-BUCOK,
aKo Mpeau CTe MPUEMAJTH JICKAPCTBO, KOETO BiioNIaBa (yHKIMATA HAa UMyHHATa CUCTEMa Ha
OpraHmu3ma.

Cumnromute Ha IIMJI Morar na Haomo6sBaT Te3u Ha npucThll Ha MC. Te Morar fga BKIIOYBAT
HOBOIIOSIBIJIA C€ MJTH BIIOIIABAIla ce CI1a00CT B €IHATa CTpaHa Ha TSUIOTO; HEMOXBATHOCT; MPOMEHH B
3pEHUETO, MUCJICHETO WM IMaMeTTa; 00bPKAHOCT, POMEHU HA JIMYHOCTTA WU 3aTPyJAHEHUS B TOBOpa
1 OOIIyBaHETO, TPACIIH TIOBEYE OT HAKOJIKO THH. 3aTOBA € MHOTO BayKHO J]a pa3roBapsTe Bb3MOKHO
Hai-cKopo ¢ Bammms nekap, ako cmsaTtate, ue Bamara MC ce BiomaBa uin 3a0€lIe)KUTe HOBH
CUMIITOMH, JTOKaTo ce JekyBare ¢ Jumerundymapar Neuraxpharm. Pa3roBapsiite 3a JIedeHHETO CU U
¢ Bamms mapTHROp MK C THIIaTa, KOUTO ce TprKart 3a Bac. Moe aa ce MmosBAT CUMIITOMH, Ha KOUTO
Bue moxxe 1a He 00bpHETE BHUMAHHE.

— CBbprkeTe ce He3a0aBHO ¢ Bamus jgekap, ako M3MUTBaTe KOWTO U 1a € OT Te3H CUMIITOMHU

TeXKKH aJIEPrUUHHE PeaAKIHH
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OT HaJIMYHUTE JAHHU HE MOXe Ja ObJe HalmpaBeHa OICHKA HA YECTOTAaTa HA TEXKKUTE aJepPrHYHH
peakmuu (C HEM3BECTHA YECTOTA).

[TovepBeHsIBAHETO HA JIMIIETO WITH TSIIOTO (3auepéssane) € MHOTO 4eCTa HeKellaHa peakius. Berpeku
TOBA, aKO 3a4YEPBSIBAHETO € MPHUIPYKEHO OT YEPBEH OOPHB WJIM YPTHKAPHs M UMaTe KOWTO M Jia € OT
CIICTHATE CUMITTOMH:

- OTOK Ha JIUIIETO, YCTHHUTE, YCTaTa WK e3uKa (aneuoedem)

- XPHIIOBE, 3aTPYIHEHO JUIIAHE WK 3ayX (OUCHHEs, XUNOKCUsL)

- 3aMaiiBaHe WK 3ary6a Ha Ch3HAHHE (XUNOMoHUL)

TOBA MOYKE J1a TIPEJICTABIIsIBA TS)KKA allepriuyHa peakuus (anaguiaxcus).
- Cnperte npuema Ha JJlumerniapymapar Neuraxpharm u ce cBbpiKeTe He3a0aBHO ¢ JieKap

JIpYru HesKeJIaHHU peakKIuu

MHuoro yectn (MOKe 11a 3acerHar noseue om 1 na 10 oywu)

- MIOYEPBEHSBAHE Ha JIUIICTO WU TSUIOTO, YCCIIAHEe 3a 3aTOIUISHE, TOIUIMHA, TAPSHE WIH ChPOCK
(3auepsssane)

- peIKu M3NpakHeHus (Ouapust)

- rajicHe

- 00JIKa B CTOMAaxa WU CIIa3MH. —

—>le/leM”bT Ha Bamerto JICKAPCTBO € XpaHa MOXC 1a IOMOT'HE 3a HaMaJIIBaHC Ha TOPCOINNCAHUTE
HEXKCJIaHU pCaKIuu

BemecTBa, Hape4eHN KETOHH, KOMTO C€ NPOU3BEXKIAT €CTECTBEHO B OPraHM3Ma, MHOIO YECTO CE
yCTAaHOBSIBAT NIPU U3CIICJIBAHUATA HA YPHUHATA 110 BpeMe Ha npuema Ha IuMeTmndymapat Neuraxpharm.

TI'oBopete ¢ Bamus Jekap Kak Jia ce CpaBUTE C TE3M HEXKEJIaHW peakiuu. Bamusar nekap Moxe 1a
HaMainu no3ara Bu. He HamansBaliTe go3aTta cH, OCBEH aKko JieKapAT He By kaxke 1ja ro HanpaBure.

Yecru (Moxe 1a 3acernat do I na 10 oyuu)

- Bb3MAJICHHUE Ha JINTABUIATA HA YyepBara (eacmpoenmepum)
- MOBPBbINIAHE

- JIONIO XpaHOCMUIaHe (ducnencus)

- Bb3MaJICHHUE Ha JIMTaBHIlaTa Ha cToMaxa (eacmpum)
- CTOMAIITHO-YPEBHO HapyIICHUE

- yCellaHe 3a napeHe

- TOpelIy BBIIHH, yCEllaHe 33 TOTUINHA

- chpOeK 1Mo Kokara (npypumyc)

- o0puB

- PO30BH MIJIM Y€PBEHU METHA MO KOXKaTa (epumem)

- CTOMAIIHO-yCTOWMYHBH.

Hexxenanu peakiyu, KOUTO MOXKE JIa CE YCTAaHOBST IIPH U3CJICABAHUS HA KPbBTa WK ypuHaTa Bu

- HUCKH HUBA Ha OeNTE KPBBHU KIICTKH (um@onenus, reskonenus) B KpbTra. HamaneHusIT Opoit
Ha OenuTe KPphBHU KIIETKH 03Ha4YaBa, 4e TsUI0To B pasnoiara ¢ mo-Majiky Bb3MOKHOCTH J1a Ce
0opu ¢ nHpEeKIMU. AKO UMaTe cepruo3Ha HH(EKUUs (HanpuMep MHEBMOHHS), TOBOpPETE
He3abaBHO ¢ Bamms nekap

- oentwity (an6ymun) B ypuHaTa

- NOBHUIIIaBaHe HA HUBaTa Ha yepHoApoOHHUTe eH3UMU (AJIAT, ACAT) B KpbBTa

HeuecTn (Moxe ma 3acerHar oo I na 100 oyuu)
- ANICPTUYHU PEAKIHHU (CEPBXUYECMEUMENHOCHT)
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- HaMaJIsIBaHC Ha 6pO}l Ha TpOM6OL[I/ITI/ITC B KpbBTa

Penxu (Moxxe ma 3acerrar g0 1 na 1 000 mytm)
- Bb3nasieHne Ha YepHuA 4pob 1 NoBuWeHMEe B HUBaTa Ha YepHOAPObHUTe eH3umu (AJTIAT uau
ACAT 8 KombUHayuA ¢ bunupybuH)

C Hen3BecTHa YecTOTA (OT HAIMYHUTE JAHHHU HE MO>KE J1a ObJie HallpaBeHa OLICHKA)
- XepIlec 30CcTep CbC CUMIITOMHU, KaTO HAIpUMEP MEXYpH, IIapeHe, ChpOesk UK 00jIKa [0 KOXKaTa,
OOMKHOBEHO OT eHaTa CTPaHa Ha TOpHATa YacT Ha TSUIOTO WM JULETO, U APYTH CUMIITOMU,
KaTo TpecKa U cnabocT npe3 paHHUTe a3y Ha MHPEKIHATA, HOCIEBAHN OT CKOBAaHOCT, ChpOexK
WIN YEPBEHU NEeTHA U CUIIHA O0JIKa
- Xpema (puHOpes)

Hena (Ha Bb3pacT 13 u noBeye roguHu) U WHOIIH

N30poennTe mo-rope HeXeNaH! peakilii ce OTHACAT CHIIO U 32 JIela U FOHOIIIH.

Hsikou HexenaHu peakiuu ce choOIIaBaT Mmo-4eCcTo MPH Jiela U IOHOIIH, OTKOJIKOTO MIPH Bh3PAacTHH,
HanpuMep rIaBoooue, 60JIKa B CTOMaxa WM CTOMAIITHH CIIa3MH, TIOBPbIaHe, 00JIKa B I'bPJIOTO,
KaluAia 1 0oJie3HeHa MEHCTPYaIvsl.

Cro01IaBaHe HA HEXKeJIAHU peakiuu

AKO MONMy4YnTe HIKAKBHM HEXETAHU JICKAPCTBEHU peakivy, yBeaoMere Bamust gekap uiav hapMarieBT.
ToBa BKJIFOYBA BCHYKH BH3MOXHH HEOMCAHU B Ta3H JIMCTOBKA HEXEJIAHN peakinu. MoxeTe ChIIo 1a
CHOOIIMTE HEXKEJIAHU PEaKIMU TUPEKTHO Ype3 HallMOHAHATAa CUCTeMa 3a ChOOIIaBaHe, MOCOYCHA B
[punoxenue V. Karo chobiaBare HexenaHu peakiiuy, MOXeTe J1a TaJeTe CBOsI MPUHOC 3a
MoJly4aBaHe Ha ToBede HH(OopMaIHs OTHOCHO 0€30ITaCHOCTTA Ha TOBA JIGKApPCTBO.

5. Kak n1a coxpansBare [Iumeruiapymapar Neuraxpharm
Jla ce cbxpaHsABa Ha MsCTO, HEJJOCTHITHO 32 JIela.

a ue ce cpxpanssa vaa 30°C.

He u3non3Baiite TOBa JIGKAPCTBO CJIE]] CPOKA HA TOAHOCT, OTOENSI3aH BhPXY KapTOHEHATA OMTAaKOBKA
cuen ,,l'oneH 10:“. CpokbT Ha TOJHOCT OTrOBaps Ha MOCJIEIHUS JEH OT MOCOYEHUS MECell.

He u3xBwpisiiTe gekapcTBaTa B KaHAIM3ALUATA UM B KOHTEMHEPA 32 JOMAIIHU OTHAAbIH.
[NonwuraiiTe Bamms dapManeBT Kak Ja U3XBBPIATE JIEKapCTBaTa, KOUTO BeUue He u3IosBare. Te3u
MEpKH 1€ CIOMOTHAT 3a Olla3BaHe Ha OKOJIHATa Ccpeia.

6. Cbabp:xaHue HA ONAKOBKATA M TONBJIHUTEIHA HH(OpMAaLUs
Kakso cbabp:xa Iumerniadymapat Neuraxpharm

AKTHBHO BelllecTBO: ANMETHI(PyMapar.

Humerundymapat Neuraxpharm 120 mg ctoManiHo-yCTOHYMBH TBBPAM Kancynu: Beska kancymna
chabpka 120 mg numeTtundymapar.

Humernndymapar Neuraxpharm 240 mg croMantHo-yCTOMIUBY TBBPAM Karcynu: Besika karcyna
cbabpka 240 mg numeTtmindymapar.

Jpyru ¢bCTaBKH: KallCYJIHO ChABPKHUMO: KPOCKapMen03a HaTpUi, CHIIMIUEB JUOKCH, KOJIOHIEH
0e3BoIeH, HATpUEB cTeapmwidyMapar, ChIIoJINMEp Ha METaKpIIOBA KucennHa u Metwiakpuiar (1:1),
CBIIONIMMEp Ha MeTaKpuioBa KucenuHa uernnakpunat (1:1), 30-nporienTHa aucnepcus, Tajk,
TPUETHIILIUTPAT, ojucopdar 80, rauueponoB MoHocTeapaT 40-55; chcTaB Ha Karcynara: KelaTHH,
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tutanoB auokcun (E171), xbit sxkeneseH okeup (E172), 6punsatao cuabo FCF (E133); mactuio:
mesIak, yepeH xenesed okcup (E172), mpormmnenrimkon (E1520), amonueB xuapoxcua 28%.

Kak m3raexxna {lumerniigymapar Neuraxpharm n KakBo cbAbp:Kka OIaKOBKATa
Jumvetundymapat Neuraxpharm 120 mg cToManiHo-yCTOHYUBH TBBPAM KATICYJIU Ca TBBPAU
KEJATUHOBHU KaICyJIU ¢ AbDKUHA: 19 mm, ¢ 0510 TSUI0 U CBETIIO3€JICHO Kamade, ¢ OTIeYaTaH BbpXY
Tsmoto Haamuc 120 mg u ce mpejiarat B OMaKOBKH, Chabpxkamu 14 unm 56 xancymu u 14 x 1
KarlcyJu B iepGopupany OJIUCTepH ¢ €ANHUYHH JO3H.

Humerundymapar Neuraxpharm 240 mg cToManiHo-yCTONYMBY TBBP/M KAICYJIH ca TBbPIH
JKEJIATUHOBHU KaIlCYJIU C JbJDKMHA: 23 mm, CBETJI03€IeHH, C OTIIeYaTaH BbpXY Ts10To Haanuc 240 mg
U ce mpeJiarat B OaKkoBKH, chabpxaiu 14, 56, 168 unu 196 xancynu u 56 x 1 xancynu B
neppoprpaHu OJIUCTEPH C SAUHUIHU JO3H.

He Bcruky BuioBEe OAKOBKM MOTaT J1a ObJaT IyCHATH HA Ma3apa.
IIpuTe:kaTes HA pa3pelIeHHETO 32 yNoTpeda

Neuraxpharm Pharmaceuticals, S.L.
Avda. Barcelona 69

08970 Sant Joan Despi - Barcelona
Hcnanns

Ten.: +34 93 475 96 00

Nwmeiin: medinfo@neuraxpharm.com

ITpousBoauTen

Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski
ITomnura

Zaktady Farmaceutyczne POLPHARMA S.A.
Oddzial Produkcyjny w Nowej Debie

ul. Metalowca 2, 39-460 Nowa Deba

[omnma

Neuraxpharm Pharmaceuticals, S.L.
Avda. Barcelona 69

08970 Sant Joan Despi

Barcelona — cranwst

Neuraxpharm Arzneimittel GmbH
Elisabeth-Selbert-StralRe 23
40764 Langenfeld - 'epmanus

3a gombiHHUTENHA MH(POpMANUs OTHOCHO TOBA JICKAPCTBO, MOJIS, CBBPIKETE C€ C IPHUTEKATeNs Ha
pa3peleHneTo 3a ynorpeoa:

Belgié/Belgique/Belgien Lietuva

Neuraxpharm Belgium Neuraxpharm Pharmaceuticals, S.L.
Tél/Tel: +32 (0)2 732 56 95 Tel:+34 93 475 96 00

Bouarapus Luxembourg/Luxemburg
Neuraxpharm Pharmaceuticals, S.L. Neuraxpharm France

Ten.: +34 93 475 96 00 Tel/Tel: +32 474 62 24 24
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Ceska republika
Neuraxpharm Bohemia s.r.o.
Tel: +420 739 232 258

Danmark

Neuraxpharm Sweden AB
TIf.: +46 (0)8 30 91 41
(Sverige)

Deutschland

Neuraxpharm Arzneimittel GmbH
Tel: +49 2173 1060 0

Eesti

Neuraxpharm Pharmaceuticals, S.L.

Tel: +34 93 475 96 00

EXAada
Brain Therapeutics IKE
TnA: +302109931458

Espafia
Neuraxpharm Spain, S.L.U.
Tel: +34 93 475 96 00

France
Neuraxpharm France
Tél: +33 1.53.62.42.90

Hrvatska

Neuraxpharm Pharmaceuticals, S.L.

T +34 93 475 96 00

Ireland
Neuraxpharm Ireland Ltd.
Tel: +353 (0)1 428 7777

island

Neuraxpharm Sweden AB
Simi: +46 (0)8 30 91 41
(Svipj6o)

Italia
Neuraxpharm Italy S.p.A.
Tel: +39 0736 980619

Kvnpog
Brain Therapeutics PCIKE
TnA: 302109931458
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Magyarorszag
Neuraxpharm Hungary Kft.
Tel.: +3630 464 6834

Malta
Neuraxpharm Pharmaceuticals, S.L.
Tel.:+34 93 475 96 00

Nederland
Neuraxpharm Netherlands B.V.
Tel.: +31 70 208 5211

Norge

Neuraxpharm Sweden AB
TIf:+46 (0)8 30 91 41
(Sverige)

Osterreich
Neuraxpharm Austria GmbH
Tel.: + 43 (0) 1 208 07 40

Polska
Neuraxpharm Polska Sp. z.0.0.
Tel.: +48783423453

Portugal

Neuraxpharm Portugal, Unipessoal Lda

Tel: +351910259536

Romania
Neuraxpharm Pharmaceuticals, S.L.
Tel: +34 93 475 96 00

Slovenija
Neuraxpharm Pharmaceuticals, S.L.
T +34 93 47596 00

Slovenska republika
Neuraxpharm Slovakia a.s.
Tel: +421255425562

Suomi/Finland
Neuraxpharm Sweden AB
Puh/Tel: +46 (0)8 30 91 41
(Ruotsi/Sverige)

Sverige
Neuraxpharm Sweden AB
Tel: +46 (0)8 30 91 41



Latvija
Neuraxpharm Pharmaceuticals, S.L.
Tel: +34 93 475 96 00

JaTa Ha mocJeaHo mpepa3riexaaHe Ha gucroBkata {MM/I'TTT}.

IToapoOHa nHpopmanus 3a TOBa JIEKapcTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBporneiickara areHIus
110 JIeKapCcTBaTa:

http://www.ema.europa.eu.
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