HNPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA TPOAYKT

Humetungymapat Accord 120 mg cToMaHO-yCTOHYNBY TBBPAH KAIICYIIH
Humetnndymapar Accord 240 mg cTOMAITHO-YCTOWYHBH TBBPAN KaICyJIx

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Jumerundymapar Accord 120 mg cToOMaIHO-yCTOHYUBY TBBPAU KaICYIU

Besika cromariiHo-ycToiuMBa TBbp/a Karcya cbabpxka 120 mg numetundymapat (dimethyl
fumarate).

Jumermwindymapar Accord 240 mg cTOMaIIHO-YCTOWYMBY TBHDAN KAIICYIIH

Bcesika cTomamHo-ycToiiuuBa TBbpAa Karncyna cbabpika 240 mg aumetundymapat (dimethyl
fumarate).

3a IBIHUA CIIMCHK HA IMTOMOIIHUATE BEIIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
CroMalHo-ycToH4MBa TBBp/Ia KarcyJia (CTOMaIIHO-yCTOHYMBA KarcyJia)

Jumermindymapar Accord 120 mg cTOMaIHO-yCTOMYMBH TBBPAU KAICYIH

TBBpAM KeTaTUHOBY Karcyu ¢ pasmep “0” (mpubnuzurenno 21,3 x7,5 mm) cbe 3e7eHo Kanave u
Osw10 TS0, ¢ oTrevatad Haxnuc “HR1” ¢ yepHO MacTHIIO BBPXY TAJIOTO Ha Kalcynara, ChIbpKaIlo
Oenu 10 mouTH O6eH, KPBIUIU, ABOMHON3IBKHAIN MUHUTA0JICTKH C €HTEPOCOIBEHTHO MTOKPHUTHE,
[JIaJIKN OT JABETE CTPAHHU.

Jumermindymapar Accord 240 mg cTOMaNIHO-YCTOMYMBY TBBPAU KAICYIH

TBBpAM KeTaTHHOBY Karcyiu ¢ pasmep ,,0¢ (mpubnuzutenno 21,3 x 7,5 mm) cbc 3e1eHO Kanayde u
TSJT0, ¢ OTHeYaTaH Haamuc ,,HR2“ ¢ gepHO MacThiIo BEpXy TSAIIOTO HA KarcyiaTa, ChIbpPKaIH OeIH 10
HOYTH O€JH, KPbIJIU, IBOHHOU3II'bKHAIN MUHUTA0JIETKU C €HTEPOCOIBEHTHO IIOKPUTHUE, INIAJAKH OT
JIBETE CTpaHM.

4. KJIMHUYHU JAHHHA

4.1 TepaneBTUYHHU NMOKA3ZAHUS

Jumerungymapar Accord e mokasaH 3a JIeUeHHE HA Bb3PACTHU M EeIUATPUYHH NAlMEHTH Ha
BB3pacT 13 u noBeye roJuHM ¢ IPUCTHITHO-PEMUTEHTHA MHOXKecTBeHa ckiepo3a (IIPMC).

4.2 Jlo3upOBKA M HAYMH HA NMPUJIOKEHHE

Jleuenunero Tp$[6Ba Ja C€ 3aIlI04YHEC I10Q H36H}OI[CHI/ICTO Ha JICKap € OIMUT B JICHCHUCTO HAa MHOXECTBCHA
CKJIEpO3a.

EOSI/IQOBKa

Havamnara no3a e 120 mg aBa et qaeBHO. Cren 7 qHE q03aTa TpIOBa 1a CE YBEIHYH JI0
npenopbYUTENHaTa Mogabpxaa 1o3a 240 mg nBa mbTU AHEBHO (BXK. Touka 4.4).



AKO MManiMeHTHT MPOIyCHE eIHa J03a, He TPsAOBa /1a mpreMa JIBoiHa 1o03a. [[anueHTsT Moke 1a
MIpueMe TIPOoITycHATaTa 1033, CaMo ako MEXIY JO3UTe ca MUHAIH 4 Jaca. B mpoTuBeH cirydait
MAIUEHTHT TPSAOBaA J1a M34aKa JI0 Cie/BaIara Jg03a mno rpauk.

Bpemenno namansBane Ha mo3ara 10 120 mg aBa IbTH JHEBHO MOJKE J]a HAMAJIH TTOsIBaTa Ha
3auepBsiBaHE U CTOMAIIHO-UYPEBHU HEKeNaHu peakiuu. B pamkure Ha 1 Mecen TpsOBa aa ce
BH300HOBY NPUEMBT HA IPENOPHUNTEITHATA MO IbpKAIIa 1032 240 mg JBa ITbTH THEBHO.

Hdumerungymapar Accord TpsiOBa Ja ce npuemMa ¢ xpana (Bx. Touka 5.2). IIpu nanuenture, Kouto
MOJKE J]a UMaT 3a4epBsiBaHE WM CTOMAIIHO-YPEBHH HEXKENAaHU PEaKLrH, IPUEMbBT Ha

Jumerungpymapar Accord ¢ xpaHa Moske Jia TotoOpH TOHOCUMOCTTA (BXK. ToukH 4.4, 4.5 u 4.8).

CHCI_II/IaIIHI/I nonyJjannunu

Cmapuecka evspacm

Knuanunute npoyuBanus Ha umetundymapaT Accord ca mpoBeaeHH C OTpaHuYeHa eKCIIO3ULUS TIPH
MalMeHTH Ha BB3pacT 55 W MmoBeue rOJUHM U HE BKJIIOYBAT AOCTAThUCH OpOi MalMeHTH Ha Bb3PacT

65 1 noBeye rofiMHMY, 32 J1a C€ OIIPEeIU Jajld T€ OTTOBAPST MO PAa3IuueH HAaYKH, B CPABHEHHE C I10-
MJIQINTE TALMeHTH (BX. Touka 5.2). Ha 6a3ara Ha MexaHHW3Ma Ha JeHCTBHE HAa aKTHBHOTO BEIIECTBO,
HSIMa TEOPETUYHU OCHOBAHMS 32 KAKBOTO M /1a OMIJIO M3UCKBAHE 3a KOPEKLMH Ha 103aTa NPH NAHEeHTH
B CTapyecka Bb3pacT.

bvopeuno u uepnodpobno yepesicoarne

Humetundymapat Accord He € IPOyUYBaH MPH NALKUEHTH ¢ OBOPEUHO WM YEPHOIPOOHO yBpEXKIaHE.
Ha 6a3aTa Ha KITUHHKO(GapMaKOJIOrHYHH POYYBaHUS KOPEKIIMHU Ha JI03aTa HEe ca He0OX0IUMH (BXK.
Touka 5.2). Heo6xonumo e noBuIieHo BHUMaHUE [IPH JICUCHUE HA TALUEHTH C TEKKa CTEICH Ha
OBOpEUHO WK TEXKA CTETEH Ha YepHOIPOOHO yBpexkaaHe (BX. Touka 4.4).

THeouampuuna nonynayus
Jlo3upoBKaTa € eJHaKBa IMPHU B3PACTHH U NIeANATPUYHY MAIMEHTH HA BB3pacT 13 1 moBeye TOANHY.

Nma orpannyeny gaHHu npu Aena Ha Bb3pacT Mexay 10 u 12 ronunu. HannanuTe noHacrosmemM
JIaHHU ca OIMCaHu B Touku 4.8 1 5.1, HO He MoraT Aa ObAaT HAIlPaBEHHU NPETIOPHKH OTHOCHO

JA03UpPOBKATa

BezomacHocTTa 1 emkacHOCTTa Ha qUMETHIdyMapar IpH Jera Ha Bb3pact noj 10 roguHu Bee orre
He ca ycTaHoBeHH. JlurcBar naHHu.

HauuH Ha ipuaoxeHue

3a mepopaTHo MPUIIOKECHHUE.

Kancymara tpsioBa na ce reita nsia. KarncynaTta win cChIbp:KaHUETO M He TPsOBa J1a ce IyIiH,
paszens, pa3TBapsi, CMy4e WIH JbBUE, Thi KaTO CHTEPOCOJIBEHTHOTO MMOKPUTHE HA MUHUTAOJICTKUTE
MPeOTBpPAaTIBA Jpa3HeIn eekTH BbPXy CTOMAITHO-UYPEBHUS TPAKT.

4.3 IIporuBomokazanus

CBp’bX‘IyBCTBI/ITeHHOCT KBbM aKTHBHOTO BCIICCTBO MJIM KbM HIAKOC OT IIOMOIIHUTEC BCIICCTBA,
n30poeHu B Touka 6.1.

[Nonmo3upana wim MOTBLPICHA MPOTrpecuBHA MynTH(OKaTHa neBkoeHedamonatus (IIMJI).

4.4 Coenuajanu npeaynpeskaeHust U MpeANa3sHH MEePKH NPH ynoTpeda

KpbBHI/1a00pPATOPHH TECTOBE

Bbvopeuna dynuxyus




[Ipomenu B pe3ynraTuTe OT ObOpedHHTE Ta00PAaTOPHHU TECTOBE ca HAOI0IaBaHH B KIITMHHYHU
MIPOYYBAHUS TIPH MMAIIMECHTH, JICKYBaHU ¢ TuMeTHiIhymapar (Bx. Touka 4.8). Kimmanaaure
MOCIIEACTBUS OT TE3U MPOMeHHU ca Hem3BecTHU. O1eHKa Ha OhOpeuHarta GyHKIWs (Hamp. KpeaTHHUH,
ypeeH a30T B KPbBTa M U3CJICJIBAHE HAa YPUHATA) CE IPENOPhYBA MIPE/IH 3all0YBaHEe Ha JICUYCHHUETO, CIIe]]
3 u 6 Mecela JJeueHue, Ha Bceku 6 10 12 Mecena ciie TOBa M KaKTO € KIMHUYHO IMOKAa3aHo.

Yeproopobna gynkyus

B pesynarat ot sieueHneTO ¢ TMMETHI(GYyMapaT MOXKe 1a Bb3HUKHE JIEKAPCTBEHO HHAYIUPAHO
YBpEXIaHe Ha YepHHsI Jpo0, BKIIIOYBAIIO MOBUIIEHHE Ha YePHOAPOOHHUTE €H3UMH (> 3 ropHarta
rpannua Ha Hopmata (I'TH)) u yBennuenune na HuBaTa Ha o0mmsa 6unmupy6ous (> 2 I'TH). Bpemero no
HACTBIIBAHETO MOJKE J]a Ob/ie B pAMKHUTE Ha THH, HAKOJIKO CEMUIH W MO-IbIbI epuoa. Cren
CTIMpaHe Ha JISYEHHETO ce HAaOJro1aBa OTIIyMsBaHE HA HeXXeNaHuTe peakiun. OeHKa Ha CepyMHHUTE
aMHHOTpaHc(epasu (Hanp. adaHuH aMmuHoTpaHcdepasa (ALT), acnaprat amunorpancgepasa (AST))
W HHUBAaTa Ha OOIIHsI OMITMPYOHH ce MpernopbyuBa Mpe/i 3alI0YBaHe Ha JICYUSHUETO U M0 BpeMe Ha
JICYEHUETO, KAKTO € KIIMHUIHO ITOKa3aHo.

Jumpoyumu

[TanmeHnTHTE, JIEKYBaHHU C TUMETHI(GyMapat, MoraT Aa pa3BusiT TuMdorienus (Bx. Touka 4.8). lanan
OT aKTyaJlHa IThJTHA KPhBHA KAPTHUHA, BKIFOUUTETHO 32 TUM(GOIUTHTE, TPIOBa J1a ce TOIydaT Mpe;Iu
3aro4BaHe Ha JICYCHUETO C TUMETHIIyMapar.

Axo ce ycTaHoBH, 4e OposT Ha IUM(OIUTHTE € 1T0]] TPAaHUIMTE HAa HOPMaTa IpeIH 3all0YBaHe Ha
Jie4YeHneTo, TPSIOBa 1a ce HampaBH 3abJI00UeHa OLIEHKA HAa BB3MOXKHUTE NpU4KuHU. uMeTnndymapat
HE € MPOYYBaH MPH MALUEHTH C MPeIIIeCTBAIIN HUCKH CTOWHOCTH Ha Oposi Ha TUM(OLUTUTE U IPH
JICYEHUETO Ha TE3U MalUeHTH € HeOOXO0MMO MTOBHIIICHO BHUMaHue. [Ipy nanueHTy ¢ Texka
numdonenus (6poii Ha mumdponurute < 0,5 x 10%/1) He TpsOBa J1a ce 3a04Ba JICYEHHE.

Cren 3amoyBaHe Ha TepanusTa U3CJICABAHUS HA ITbJIHATA KPhBHA KApPTUHA, BKIIOUUTEIHO Ha
numbonuTUTe, TPSIOBA Ja Ce MPOBESXKIAT Ha BCEKU 3 Mecella.

ITpu manmenTty ¢ muMdorneHns ce MpernopryBa 1a ce MOAX0Xk/1a ¢ TIOBUIICHO BHUIMAaHUE OPaan
noBuuieH puck ot IIMIJI, kakTo cinexasa:

o Jleuenunero TpsiOBa Ja ce cupe MpH NaLKMEeHTH ¢ MPOABIDKUTENIHA TeXKa TuMdonenus (Opoit Ha
mumponutute < 0,5 x 109/1), nepcucrupaiia B IpoAbIKEHUE Ha [TOBeYe OT 6 Mecela.
o [Ipy manuenTy ¢ NPOABIKUTEIIHO YMEPEHO HaMaJIsiBaHEe Ha a0COMOTHHA Opoii Ha TUMQonUTHTE

>0,5 x 109/1 mo < 0,8 x 109/1 B mpoxbDKEHNE Ha MTOBeUe OT 6 Mecela, ChOTHOIIIEHUETO
I10J13a/PHUCK OT JICUSHUETO C AUMETHIhyMapar TpsiOBa Jia ce IPEOIICHU.

° [Ipu marenTy ¢ Opoii Ha TUMQOIUTHTE IO JOJIHATa rpaHuiia Ha Hopmarta ([II'H), nepunupana
cnopen peepeHTHUTE TPAHUIIM Ha MECTHATA JJadopaTopHs, CE MPEophuBa PEAOBHO
MpOoCIIesiBaHe Ha a0COTIOTHUS Opoii Ha auMdorrute. TpsOBa 1a ce B3eMaT MPeaBU/I
JIOITBJIHUTEITHUTE (haKTOPH, KOMTO MOTaT B OIIE HO-T0JIIMa CTEIICH Ja MOBUIIAT WHIWBUYATHUS
puck ot [IMJI (Bx. moaToukara 3a IIMJI no-nomy).

Bpost Ha mumbonmTrTe TpsAOBA 1A ce MpOCensaBa 10 03apaBsiBaHeTo (Bx. Touka 5.1). Cnen
037]paBsIBAHETO M MIPH JINIICA HA AITCPHATUBHU BapUAHTH 3a JICUECHUE, PEIICHUATA TaJIK Ja CE 3arl0UHE
OTHOBO JUMETUI(yMapar Wik HE CJIe/ CIIMPaHe Ha JICUSHUETO TPsIOBa J1a Ce OCHOBaBaT Ha
KIIMHUYHATA TPETeHKA.

Slnpeno-marauted pesonanc (SIMP)

[Ipenu 3amouBaHe Ha JEUESHUETO C TUMETHI(yMapaT TpsiOBa fa e Hamile u3xoaHo SIMP u3o0paxenue
(0OMKHOBEHO TIOJIYICHO B PAMKHUTE Ha 3-Te MPEIXOTHU Mecella) 3a cripaBka. HeobxoqumocTra oT
nomreHATENHO SIMP ckanmpaHe TpsaOBa Ja ce mpeleHsBa ChIIIaCHO HAITMOHATIHUTE M MECTHUTE
npernopbku. IMP uscnensanus Mmoxe a ce 00CHKIAT KaToO YacT OT MOBUIIICHATa OTUTEITHOCT IPU
MalMEHTH, 32 KOUTO CE CMSTa, Y€ ca U3JI0KEHU Ha noBuilieH puck ot [IMJI. B ciyuaii Ha KTMHUYHO
cepmHenue 3a [IMJI me3zabaBHO TpsOBa ma ce mposene AMP m3cnenBane 3a TMarHOCTHYHU TICITH.



IIporpecuBna myntudokaina jeskoeHuedanonarus (IIMJI)

Cpobmana ce 3a [IMJI npu nanuenTH, JeKyBanu ¢ nuMmetmindymapar (Bx. Touka 4.8). [IMJI e
OTIOPTIOHUCTHYHA MH(EKIHS, TPHIUHIBaHa OT BUpyca Ha John-Cunningham (JCV), kosTo MoXxe 1a
JIOBEZIE A0 JIETaJeH U3XO0/ WIH JI0 TeKKA MHBAIUIU3aLUs.

Cayuan ma [IMJI ce cpo0mmaBar o BpeMe Ha JIeUeHHE ¢ AUMeTWI(Gymapar u Ipyru JeKapCTBEHH
MPOIYKTH, ChAbPKAIIN (ymMapaTh, IpH Hann4ue Ha uMmdornenus (Opoi Ha mmdorurute mon JJTH).
[IpoabmxuTenHaTa yMepeHa 10 TeXKa JIMMQOINCHNS U3TIIeKAa yBeInyaBa pucKa OT Bb3HUKBaHE Ha
[IMJI o Bpeme Ha jeueHne ¢ JUMETHI(yMapaT, HO NPU MALUEHTH C JIeKa JIUM(OIICHUS PUCKBT HE
MOJKe J1a ObJIe U3KIIIOYEH.

JlombiauTeTHUTE (PAKTOPH, KOUTO MOXE J1a JIOIPUHECAT 32 MOBUIIIABAHE HAa PHCKA OT Pa3BUTHE Ha

[IMJI npu Hann4me Ha TUMQOTICHMS, ca:

- MPOAB/DKUTEIIHOCT Ha JIedeHneTo ¢ numetwidpymapar. Ciyuau Ha [IMJI ca HacThIBamu cien
MpUONIM3HUTENHO | 110 5 TOMHM JIeUeHHEe, MaKap TOYHATA BPB3Ka C POIBIDKUTEITHOCTTA Ha
JICYCHUETO J1a HE € M3BECTHA.

- 3HA4YNTENHO HamansiBane Ha Oposi CD4+ u ocobeno CD8+ T-kieTku, KOUTO ca BaXKHU 3a
MMyHHaTa 3amuTa (BX. Touka 4.8), u

- MpeIX0AHa IMYHOCYTIPECUBHA WJIM UIMyHOMOTyJIaTOpHA Tepanus (BXK. T0-101Ty).

Jlexapure TpsOBa 1a HAMPaBAT OLIEHKA HA MAIUEHTHUTE CH, 32 J]a YCTAHOBAT JaJl CUMIITOMUTE ca
MOKA3aTEJIHU 33 HEBPOJIOTMYHA TUCPYHKIIMS U, aKO € TaKa, Jajid Te3H CUMITOMH ca TUIUIHU 3a MC
WU € BB3MOXKHO Ja ce abipkat Ha IIMUJIL.

[Ipu mbpBUTE PU3HALY WIK CUMITOMH, nipennoaran [IMJI, aumeruindymapar TpsOBa jaa ce crpe u
Jla ce M3BBPIIAT CHhOTBETHUTE JUATHOCTUYHH OLICHKH, BKIIOUUTENHO onpeaensue na JJHK na JCV B
nepedpocnuHanzaTa TeqHocT (LICT) upes3 Merona 3a KOMUYECTBEHO ONpeeNsHe, ToInMepa3Ha
BepmxkHa peakuus (polymerase chain reaction, PCR). Cumnromute Ha [IMJI morar ga HanmomoOsBaT
peunans Ha MC. Tunuunure cumntomu, cBbp3anu ¢ [IMJI, ca pasHooOpa3HH, Iporpecupar B
MPOABIDKEHHE Ha IHU JI0 CEIMHUIIM M BKIIIOYBAT Iporpecupaiia caadocT B €jHaTa CTpaHa Ha TAJI0TO
WM HETIOXBAaTHOCT Ha KPalHUINTE, CMYILIICHNS HAa 3pEHUETO U IPOMEHHU B MUCIICHETO, IAMETTA U
OpPHEHTAIMATA, KOUTO BOJAAT 10 0OBPKAHOCT U MPOMEHH Ha TMYHOCTTA. JIekapuTe TpsOBa qa Obaat
0co0eHO HaOJII0JaTeNHN 3a [10sIBaTa Ha CUMIITOMH, npeanonaramy [IMJI, kouto nanueHTsT MoXe 1a
He 3a0enexu. OCBeH TOBa MAIUEHTUTE TPSOBA Ma ObIaT CHbBETBAHU 1a HH(POPMHUPAT CBOS TAPTHHOP
WJIM JIMIATa, KOUTO Ce TPIKAT 3a TAX, 3a JICYCHUETO CH, Thil KaTo Te MOraT Ja 3a0elekaT CUMIITOMH,
3a KOMTO MAIMEeHTHT HE CH JjaBa CMETKA.

[IMJI mo>xe na Br3HUKHE camo nipu Hannuue Ha JCV undeknus. TpsOBa qa ce uma npeiaBul, ue
BIUSHUETO HA TUMQOIICHUITa BhPXY TOYHOCTTA HAa CEpyMHUsI TeCT 3a aHTu-JCV aHTHTENA HE €
MIPOYUEHO TIPH MAITUEHTH, JIeKyBaHu ¢ nuMeTmiIdhymapar. Heooxoammo e ChImo Taka aa ce 0TOeIexKH,
Ye HUTMYUETO Ha OTpUIaTesieH Tect 3a antu-JCV anturena (pu HaJIMIUe Ha HOpMajeH Opoit
TUMQOIINTH) HE U3KITI0YBA BE3MOXKHOCTTA 3a MocieABanto pa3sutue Ha JCV nHpeknus.

Axko nanueHTsT passue [IMJI, nedenueTo ¢ nuMeTriadymapaT TpsiOBa 1a ObjIe OKOHYATETHO
MIPEKPATEHO.

HDCI[XOZ[HO JICYCHHUE C UMYHOCYIIPECOPH HUIH UMYHOMOJAYJIAaTOPH

He ca npoBexiany mpoy4YBaHus 3a OIICHKA Ha e(pUKACHOCTTA U O€30MaCHOCTTA Ha JUMETHIhyMapat
MY TIPEMUHABAHE HA MAI[HEHTH OT APYTH 00JIeCT-MOTUPHUIUPAIIY Tepaluy Ha AUMETHADYMaparT.
BB3MOKHO € npeaxoiHa IMyHOCYTIPECUBHA TEPAIUs Aa JOIpHHece 3a pasputueto Ha [IMJI mpu
JIEKyBaHU C JUMETHI(QyMapaT MalueHTH.

Cnyuan va [IMJI ce cro0mmaBar npu NalMeHTy, JeKyBaHHU NIPEH TOBa C HaTanu3ymao, 3a koito [IMJI



€ yCTaHOBeH pHucK. JIekapure TpsOBa 1a ca HasCHO, ue Tpu ciaydante Ha [IMJ], Be3HUKHAIH crief
CKOPOIITHO CITUpaHe Ha HATATM3yMal, MOXKe J1a HsIMa JIMMQOTICHHS.

OcBeH ToBa MOBEYETO MOTBLPIeHH cirydan Ha [IMJI nipu nedenue ¢ mumetwiihyMapar ca Bb3HUKHAIH
MY MAIUEHTH C TPEAXOTHO UMYyHOMOIYJIMPAIIO JIeUeHHeE.

[Ipu npemMuHaBaHe Ha MALMEHTH OT Apyra 0ojecT-MoAupHUIMpalia Tepanys Ha JUMETHI(yMapat
MOJYKMBOTHT M MEXaHU3MBT Ha JICHCTBUE HA Ta3M JApyra Tepanvs TpsOBa Ja ce 0OCHIAT C 1el Jia ce
n30erHe aAuTUBEH UMYHEH e(eKT, KaTO ChLIEBPEMEHHO Ce HaMaJIl PUCKBT OT MOBTOPHO aKTHBUPAHE
Ha MC. M3cnenBanus Ha IbJIHATa KPbBHA KapTHHA CE PENOPBHYBAT MPEIHU 3aI0UBAHE HA JICUEHHUE C
TUMETHII(hyMapaT v EPUOAMYHO B X0JIa Ha JieueHneTo (BX. ,,KpbBHI/Ta00paTOpHH TeCTOBE™ TIO-
rope).

Texka cTened Ha 0LOPEYHO MM YEPHOAPOOHO YBPEKIAHE

Jumetundymapatr He € MPOydYBaH NPU MAIMEHTH C TeXKKa CTEIIeH Ha ObOPEYHO MM TEXKKa CTEICH Ha
YepHOIPOOHO YBpPEXKIaHE U, CJIICJIOBATEITHO, MPU TE3U MAI[UCHTH € HEOOXOIUMO MOBHUIIICHO BHUMaHUE
(Bx. Touka 4.2).

Texk0 aKTHBHO CTOMAIITHO-YPEBHO 3a00JIIBaHE

Jumetnndymapat He e MpoydBaH NPH NAIMEHTH C TeKKO aKTUBHO CTOMAITHO-YPEBHO 3a00IIsBaHe U,
CJIEJIOBATEITHO, MPU TE3H MAIUCHTH € HEOOXO0IMMO MOBHUIIICHO BHUMAHUE.

3adepBsiBaHE

[Tpu xmmHMaHN npoyuBanus 34% OT JeKyBaHHUTE ¢ AUMETHIPYMapaT MAMEHTH UMAT 3a4epBsIBaHe.
IIpu no-ronsiMarta 4yacT OT ALIMEHTUTE ChC 3a4EePBsIBaAHE TO € JIEKO MM YMEPEHO 110 TexecT. JlaHHuTe
OT IPOYYBaHUsI [IPU 37paBU JOOPOBOIILIM MIPEIIONarar, 4e CBbP3aHOTO ¢ AUMETUI(yMapar
3a4epBsIBaHE BEPOATHO € MEAUHUPAHO OT MPOCTANIAHANHH. ENMH KpaThK Kypc Ha JIe4eHHe cbe 75 mg
alleTWICAIMIMIIOBA KUCEINMHA 0€3 eHTEPOCOIBEHTHA 00OBUBKA MOJXKE /1a Ob/Ie I0JIE3EH NPU NAlUEHTH,
KOHUTO CTpajiaT OT HEMOHOCHMO 3a4epBsBaHe (BXK. Touka 4.5). B n1Be nmpoyuyBaHus pH 3paBU
JI00OpOBOJILIM HAMAJISBA ITOSIBATA M TEXKECTTA Ha 3a4E€PBSIBAHETO B IEPHO/Ia HAa PUIIOKEHHUETO.

[Ipu xknmHUYHY poyuBaHus, 3 oT 0010 2 560 nexyBaHu ¢ TuMeTHIGyMapar MaueHTH U3MUTBAT
CEpHO3HU CUMIITOMH Ha 3a4€pBSIBAHE, KOUTO BEPOATHO MPEJICTABIABAT PEAKIIMH Ha
CBPBXUYYBCTBUTEIHOCT WM aHA(PUIAKTOMIHU peakyu. Te3u HexKeIaHu peakuy He ca
KHBOTO3aCTpalllaBallly, HO BOJAT JI0 XocTHTanu3amus. [Ipennucsaniire iekapy 1 MalMeHTHTE TpsiOBa
Jla BHIMABaT 3a Ta3u BH3MOXKHOCT B CITy4yail Ha TE)KKH peakIlui Ha 3adepBsaBaHe (BK. ToUku 4.2, 4.5

u 4.8).

AHaQWIaKTHYHA peaKuy

Crnen npuiioxxeHUe Ha AUMETII(PpyMapaT B TOCTMapKETHHTOBHU YCIOBHS C€ ChOOIIaBaT Cy4yan Ha
aHaduiakcus/aHaduIaKTOMaHA peakiys (Bx. Touka 4.8). CUMITOMUTE MOraT Jia BKIIFOUBAT IUCITHES,
XHITOKCHS, XUTIOTOHUSI, aHTHOEIeM, OOPHB WM YPTUKapHs. MeXaHu3MbT Ha aHaduiakcus,
WHAYIUpPaHa OT AUMeTwIpymMapar, € Heu3BecTeH. Te3n peakiinu 0OMKHOBEHO Bh3HUKBAT CJIC
bpBaTa 71033, HO MOXKE CHIIO J]a Bh3HUKHAT BHB BCEKH MOMEHT 10 BpeMe Ha JICYUSHHETO U MOTaT Ja
OBJaT CEpHO3HU U )KUBOTO3acTpamaBaniy. [lanuenTuTe TpsOBa qa ObJaT HHCTPYKTHPAHH J1a
MPEKPATAT preMa Ha AUMETHIPyMapar U 1a TOThPCAT He3a0aBHO METUITMHCKA ITOMOII, aKO TOJTydat
MPU3HAIM WK CUMIITOMU Ha aHadwiakcus. JleueHreTo He TpsOBa 1a ce MOAHOBsBA (BXK. ToUKa 4.8).

Hndeknmn

[pu da3za 3nnane6o-KOHTPOIUpPaHH MPOYYBaHUs, yecToTaTa Ha mHpekuuTe (60% cpemry 58%) u
cepuosHnTe nHOpekImu (2% cpenty 2%) e noJo0Ha IPH MAIMEeHTH, JISKYBaHH CHOTBETHO C
quMeTradymapar win miamne6o. Brrupeku ToBa mopajay UMyHOMOTyJIMPAIUTE CBOMCTBA Ha



nuMeTuiIdymapar (BxK. Touka 5.1), ako JaieH ManyeHT pa3Brue cepro3Ha HHPEKIns, TpsOBa 1a ce
OOMUCIIH CIIpaHe Ha JICYCHUETO C JUMETHI(yMapaT 1 Jia ce HalpaBH ITOBTOPHA OIIEHKA Ha TIOJI3UTE U
PHUCKOBETE, TIPS/ JIa CE MOTHOBY TepanusaTa. [lanuenTure, modydyaBaiy 1uMeTuidymapar, TpsaoBa 1a
OBbJaT MHCTPYKTHPAHU JIa ChOOIIABaT Ha JIeKaps 32 CHMIITOMH Ha nHpeKImy. [larenTiTe cbe
cepro3HU MH(EKIMK He TPsAOBaA J1a 3a110YBaT JICUCHUE ¢ TuMeTHIhyMapaT, J0Kkato nHeKusITa(uTe)
HE OTIIYMH(AT).

He ce HaGmroaBa yBenmuaBane Ha 4YeCTOTaTa Ha CEPUO3HUTE NHPEKIMH NIPHU TAIUSHTH ¢ Opol Ha
mumdonuruTe <0,8 X 10%/1 nm <0,5 x 10%/1 (Bxk. Touka 4.8). AKO TepanmusATa MPOIBIKA IPU HATMUHE
Ha YMEpeHa JI0 TeKKa MPOAbIDKUTETHA TUM(OTICHUS, PUCKBT OT OTIOPTIOHUCTUYHA UH(EKITHUS,
BrurountenHo [IMJL, He Moke na Ob1e u3kioueH (Bx. Touka 4.4, moarodkara orHocHo [IMUJT).

Xeprec 30cTep HHOEKIINU

CnoOI11aBar ce ciiydad Ha XepIiec 30¢Tep npu JuMetwigymapar (Bxk. Touka 4.8). [loBedyero ciiydau He
ca CepUO3HH, HO ca ChOOIIaBaHH U CEPHO3HU CIy4au, BKIIOYUTEIHO JUCEMHUHUPAH XEpIecC 30CTep,
xeprec 30cTep oQTaIMHUKYC, XepIec 30CTep OTUKYC, XEPIIEC 30CTep HEBPOIOTHYHA HHPEKIHSI, XepIec
30CTep MEHUHTOCHIIE(AIUT U XepIIeC 30CTep MEHUHIOMUENUT. Te3u HeXKeJlaH! Peaklii MoraT Jia
HACTBIIAT MO BCSIKO BpeMe B X0/Ia Ha JieueHueTo. [lanmentuTe TpssOBa na Objat HabIroIaBaHy 32
MPU3HALM U CHMITOMH Ha XepIiec 30cTep, 0cOOEHO KOraTo € cho0IIaBaHa ChbIIbTCTBAIIA
muMdonuroneHus. AKo ce pa3BHe XepIec 30cTep, TpsiOBa 1a 0b/ie MPHIOKEHO MOIXOAALIOTO
neuenne. TpsiOBa ja ce 0OMUCITH MTPEeKbCBaHEe Ha JICUYCHUETO MPH MAIMEHTH ChC CEPHUO3HU HHPEKITUH
JI0 OTHIYMSIBaHE Ha MHQeKnuaTa (BK. Touka 4.8).

3amouyBaHe Ha JICYEHUETO

Jleuennero TpsAOBa 1a ce 3aMoyHe MOCTENEHHO, 3a ]a C€ HaMallu MosBaTa Ha 3a4epBsBaHe U
CTOMAITHO-YPEBHHU HEXEJIaH! PeakuH (BXK. Touka 4.2).

Cunapom Ha Fanconi

Cro0mraBanm ca caydan Ha cHHApoMa Ha Fanconi ¢ tekapcTBEH MPOAYKT, ChIABPKAII
quMmetwidhymapar, B KOMOWHAINS C JIPYTH ecTepH Ha ymMapoBara KucennHa. PaHHaTta quarHosa Ha
cuHApoMa Ha Fanconi U mpeKhCBAaHETO Ha JICUCHUETO C TUMETHII(hyMapaT ca BXKHHU 3a
MPEJI0TBPATsIBaHE HA HACTHIIBAHETO HA OLOPEUHO YBPEXKIAHE M OCTEOMANIAITHS, Thi KATO CUHAPOMBT
00uKHOBEHO € 0OpaTtuM. Haii-BaxxHUTE MPHU3HAIM ca IIPOTEHHYPUSI, TIIOKO3YpHS (C HOPMAJTHH HUBA HA
KpbBHA 3aXap), XUMepaMUHOANUAYPUS H hochaTrypus (BH3MOKHO € J1a € €ITHOBPEMEHHO C
xunogocdaremust). [Iporpecusita Moxe Ja BKIIFOUBA CUMIITOMHE, KaTO HAIIPUMEP ITOJIHYPHUS,
TIOJIMAUIICHSA U ci1abocT B IMPOKCUMAJIHUTE MYCKYJIH. B PEAKH Ciiydan MOXKE Ia HACTBIIN
xunodochareMrUyHa OCTEOMAIIAIUS C HEIOKAIN3UpaHU O0JIKM B KOCTUTE, TIOBHIIICHA aJKaIHA
(docdaraza B cepyma u ctpec dppakTypu. BaxHo e, ye cuaapomMbT Ha Fanconi moke 1a HacThim Oe3
MOBHIIICHU HUBA HA KPEaTHUHUH MM HUCKA CKOPOCT Ha TJoMepyiiHa (uiarpaius. B ciaydait Ha HesICHU
CUMIITOMH TpsIOBa J1a ce 0OMHUCIM CHHAPOM Ha Fanconi 1 1a ce U3BBPIIAT HOIXOASIIN H3CICABAHMS.

IToMonIHM BemecTBa

ToBa sekapcTBO ChIBPKa MO MajiKo oT 1 mmol HaTpuii (23 mg) Ha Karncyna, T.e. MOXKe Jja ce Kaxe, 4e
MPaKTUYECKU HE ChIbPKa HATPUH.

4.5 B3aumopgeiicTBHe C APYTH JeKAPCTBEHU NMPOAYKTH U APYTd opmMu Ha B3auMoaeiicTBHE

AHTHHEOIIACTHYHA TEPANHs, TEPAUs ¢ IMYHOCYIIPECOPH MIIH KOPTHKOCTECPOHIN

JumetundymapaT He € MPOyIBaH B KOMOMHAIMS C aHTUHEOIJIACTUYHHU M UMYHOCYTIPECHBHHI
TEpaInuy U CIeI0BATEIHO, IPH ChITBTCTBALIO NPUIOKEHNE € HE0OX0JUMO MOBHUIICHO BHUMaHue. [Ipu
KJIMHUYHU IIPOYyYBaHUsI HA MHOKECTBEHA CKJIEPO3a, ChIIBTCTBAILIOTO JEUCHHUE Ha IPUCTHIIUTE C KPaThK
KypC Ha MUHTPaBEHO3HO MPUIIaraH! KOPTUKOCTEPOUIN HE € CBBP3aHO C KIMHUYHO 3HAYUMO



MOBHINIABaHE HA YeCTOTaTa Ha MH(EKIIMO3HU 3200 IIBaHMS.
Bakcunu

CpIrpTCTBRAIIO PUIIOKEHHE HA HEKUBU BAKCHHHU B ChOTBETCTBHE C HAITMOHATHNUTE IMYHHU3AI[MOHHU
KaJIeHIapy MOJKe J1a ce OOMHCIIH TI0 BpeMe Ha TepanusiTa ¢ tuMeTuidymapar. B knmuanano
npoyd4Bane, BkitoyBao oomo 71 manuentu ¢ [IPMC, naunentute, npuemMariu AuMeTuiapyMmapaTt
240 mg 1Ba IHTH THEBHO B IIPOIBIDKEHUE Ha Hail-Manko 6 Mecena (n = 38) win Ha HEETUIIUPaH
UHTEp(EPOH B MPOABIDKECHNE Ha Hail-Maliko 3 Mecena (n = 33), mocTUrat CpaBHUM UMYHEH OTTOBOP
(medrHMpaH KaTO >2-KPaTHO YBEIIMYCHHUE OT TUTHPA MPEIN BAKCUHAIMSTA 0 TUTHPA CIIE]
BAaKCHHAIIMATA) HA TETAHWYEH TOKCOU (CEHCHOMIM3NUpAII] AHTUTEH) ¥ KOHIOTHpaHa MEHUHTOKOKOBA
nonuzaxapuaHa C BakcuHa (HEOAHTHTEH ), TOKaTO UMYHHHUST OTTOBOP KbM Pa3IMYHHATE CEPOTHUIIOBE HA
HEKOHIOT'HpaHa 23-BajleHTHa THEBMOKOKOBA MOJIM3aXapyHa BaKCHHA (He3aBUCHM OT T-KiIeTku
AQHTUTEH) Bapypa U B JIBETE TPYITU Ha JieueHHe. [10I0KUTENIeH UMYHEH OTTOBOD, JeUHUpPaH KaTo >4-
KpaTHO yBeJIWYeHNE Ha TUThpa Ha aHTUTEaTa KbM TPUTE BaKCHUHH, C€ TIOCTHUTa OT ITO-MaJIKO
YYaCTHULM U B ABETE IPYNH Ha JiedeHne. KoHCcTaTHpaH! ca MaJIKH YUCIIEHU pa3iINyus B OTTOBOPa KbM
TE€TaHUYEH TOKCOMJ U MTHEBMOKOKOB MONHM3aXapyl CEPOTHUII 3 B M0J13a HA HEMIETMITUPaHUs
HHTEP(EPOH.

JIuncBaT KIMHUYHA JaHHHU 3a e(i)I/IKaCHOCTTa 1 0e30MMacHOCTTa Ha ATCHIOUPAHUTC BAKCUHU IIPpU
NManueHTH, NprueMaliu I[I/IMeTI/IJI(l)YMapaT. JKuBuTe BAaKCUHU MOXKE Ja ca HOCUTCJIM Ha MMOBUILICH PUCK
OT KJIMHUYHa I/IH(beKHI/IH 1 HC TpH6Ba Ja C€ npujarat npu rnmanyveHTH, JICKyBaH! C )Z[I/IMeTI/IJ'I(l)YMapaT,
OCBCH aKO, B U3KJIFOUUTCIHU ClIydau, TO3U IMOTCHIHUAJICH PUCK C€ CMETHEC, Y€ KOMIICHCHUPA PUCKA OT
HCIMOCTAaBsAHC HAa BAKCMHA HAa KOHKPCTHUS ITAIIUCHT.

HDVFI/I OPOM3BOJHH Ha d)VMaDOBaTa KHCCJIMHAa

o BpeMe Ha sedeHne ¢ AUMeTHIPymMapaT TpaOBa Ja ce u30srBa eTHOBPEMEHHOTO MPUIIOKEHUE Ha
JIPYTH TIPOU3BOIHN Ha (pymMapoBaTa KACEINHA (JIOKATHO WIJIM CHCTEMHO).

ITpu xopa numeTHa(gymMapat ce MeTaboIn3upa eKCTEH3UBHO OT ecTepasH, MPeH Aa JOCTHIHE
CHCTEMHOTO KpbBOOOpaleHUe, a IOITbJIHUTEICH METa00IN3bM CE OCBIIECTBSABA Ype3 LIUKbJIA Ha
TpUKapOOHOBUTE KUCENTUHH, 0€3 ydacTHeTo Ha cucTeMaTa Ha uutoxpoM P450 (CYP). [lorenunanun
PHCKOBE 32 B3aMMOJICHICTBUS HE Ca yCTAaHOBEHH OT NPOYUBAHUS HA i1 Vitro NHXUOUpaHEe U HHIYKLUS
Ha CYP, npoyuBaHe Ha p-TIIMKONPOTENH WIIH IPOYYBaHHsI HA CBHP3BAHETO C MPOTEHHU HA
quMmetTwidymapar 1 MOHOMeTHII(hyMapat (OCHOBHHUAT METaOOJINT Ha TuMeTWIdymapar).

BrnusiHre Ha IpyTH BEIISCTBA BbPXY AUMETUIA(YMApaT

YecTo U3NOI3BAHUTE JCKAPCTBEHHU NMPOAYKTH MPH NAMEHTH C MHOXKXECTBEHA CKJIepo3a — HHTEp(EepoH
Oeta-1la ¥ TIIaTHPaMEpPOB aleTaT, MPUIOKEHN HHTPAMYCKYJTHO — ca KIIMHUYHO TECTBAaHH 32
MOTEHIMATHU B3aUMOCHCTBYS C TUMETHI(GyMapaT, IpH KOETO He IPOMEHAT (papMaKOKUHETHYHUS My
npodu.

JlaHHUTE OT MPOYYBAHUS MIPHU 3APaBH JOOPOBOJIIHN MPEJIIOIAraT, 4e CBbP3aHOTO C JUMETHIPyMapaT
3a4epBsIBaHE BEPOATHO € MEAUHUPAHO OT MPOCTarJIaHANHA. B IBe MpoydYBaHus NpH 31paBU
JI0OpOBOIILIM NPUIIOKEHNETO Ha 325 mg (MM eKBUBaJICHTHA J103a) alleTHIICAIULIMIOBA KUCEInHA Oe3
€HTEepOCOJIBEeHTHA 00BUBKa, 30 MUHYTH ITpeIy IpuemMa Ha ANMeTHI(pyMapar, mpunarane CbOTBETHO B
MPOJBIDKEHNE Ha 4 JIHU M B paMKUTE Ha 4 ceZIMUIH, HE TPOMEHS (hapMaKOKHHETHIHUS IpodriT Ha
nuMetungymapar. [loTeHIManHuTe pUCKOBE, CBBP3aHH C TEPANUATA C alleTHIICATIHLINIOBA KHCEINHA,
TpsiOBa J1a ce pasriieAaT npely €THOBPEMEHHOTO MPHIIOKEHNE ¢ AUMETHI(PYMapaT PpH HalueHTH C
I[MIPMC. IsarocpouHaTa HenpeKbCcHATa yrnoTpe0a Ha aleTHICAIHINIOBA KUCeIUHA (> 4 CeIMUITN) HE
e npoyueHa (Bx. Touku 4.4 u 4.8).

ChrpTcTBaIa TEpanus ¢ HePPOTOKCUYHH JIEKAPCTBEHHU MPOAYKTH (HapHMeEp aMHHOTIIMKO3U/IH,
JTUYPETHULIN, HECTEPOUAHN POTHUBOBB3MAIUTETHHI CPEICTBA WU JINTHIT) MOKE /1a IOBUIITU



MTOTEHITHAIIA 32 OBOPEYHN HEXKETIaH! PEaKITuH (HaIp. IPOTCHHYPHS, BXK. ToUKa 4.8) NMpu HaIueHTH,
npuemMary gumetuiadymapar (Bx. touka 4.4 KpbBHU/1ab0opaTOPHHU TECTOBE).

KoncymanusiTa Ha yMepeH! KOJIHMUYECTBA AJIKOXOJI HEe IIPOMEHSI €KCIIO3HIIUATA Ha JUMETHI(hyMapar u
He Ce CBhP3Ba C yYBeIMYaBaHe Ha HEXKEJIAaHUTE JIEKAPCTBeHH peakiuu. KoHcymMarusta Ha ToneMu
KOJIMYECTBA CUITHH aJKOXOJIHHU HarmuTKHU (moBede oT 30% 00eMHO ChAbpIKaHUE HA ATIKOXOJ) TpsiOBa 1a
ce m30srBa B paMKHTE Ha €1H Yac OT MpHUeMa Ha TUMETHII(yMapaT, Thil KaTo aIKOXOTbT MOXE J1a
JIOBEJIE 10 YBEJIMYaBaHE Ha YECTOTAaTa Ha CTOMAITHO-YPEBHH HEXEaH! PeaKilny.

Binsiaue Ha qjumerundyMapar BbPXY APYIH BENIECTBA

In vitro mpoyuBanus Ha nHIyKnuaTa Ha CYP He moka3BaT B3anMOJEHCTBHE MEX Y AUMETHIIDyMapaT
Y TIepOpaTHA KOHTPAIEITHBHU CPEICTBA. B €HO in vivo MpoydBaHEe ¢THOBPEMEHHOTO MPHIIOKEHUE
Ha quMmeTwIpyMapaT ¢ KOMOMHHUpaH IepopaieH KOHTPAIEITHB (HOPTeCTUMAT M CTHHIJISCTPAINOI ) He
MpeIM3BUKBA HUKAKBa CHOTBETHA MIPOMSIHA B €KCIIO3UITUATA Ha IEpOpaTHuI KOoHTparenTus. He ca
MTPOBEXKAaHU POYUYBAHUS 32 B3aMMOJICHCTBHATA C IIEPOPATTHU KOHTPAIICTITUBH, ChIABPXKAIIHU IPYTH
MPOTeCTOTCHH, HO HE C€ OYaKBa BIMSHUE Ha TUMETHII(yMapaT BbPXY TAXHATA EKCITO3UIIHSL.

IleguaTpryHa IOMYJIAIHS

[IpoyuBanus 3a B3anMOIEHCTBHUATA Ca IPOBEXKIAHU CaMO TIPH Bb3PACTHH.

4.6 dDeprrauTer, )peMEHHOCT U KbPMeHe

BbpemenHocT

CrIiecTBYyBa HEToJIsIM 00eM JTaHHY TP OpeMeHHU xeHH (32 uzxona ot 300 xo 1 000 coyyas Ha
OpEMEHHOCT), OCHOBABAIIIN CE Ha PETUCTHP HA CIIydanTe Ha OPEMEHHOCT M ITOCTMAPKETHHTOBU
CIIOHTAHHM CHOOIIEeHU. B perucTspa Ha cirydante Ha OpeMEHHOCT 3a TUMETHI hymMapar ca
JIOKYMEHTHpaHu 289 MpOoCeKTHBHO CHOPaHU JaHHU 3a OpeMEeHHOCT Ipu narueHTku ¢ MC, kouto ca
OWJIM ¢ eKCIIO3UIMS Ha JuMeTHIdyMapaT. MenuanaTta Ha MPOBIKATETHOCTTA HAa €KCTIO3UIIHS Ha
mumetniadymapar € 4,6 TeCTallMOHHN CEMUIIM C OTpPaHIMYEHa eKCTIO3MIIMS CJIE] ecTaTa TeCTallMOHHA
cenmuna (u3xox ot 44 6pemeHHocTH). Ekcriozuiusita Ha auMeTuiipymMmapar 1o BpeMe Ha TOJIKOBa
paHHa OPEeMEHHOCT He MMOKa3Ba HAIMYUE HUTO Ha MallOpMaTUBHA, HUTO Ha (eTaTHa/HeOHATATHA
TOKCHYHOCT B CpaBHEHHE C 00I1aTa Momynanus. PUCKBT OT MO-NIPOIBIKUTEIHA EKCITO3UIINS Ha
muMeTHahyMapaT Wil eKCIIO3UIHS B TO-KbCHU CTaINU Ha OPEMEHHOCTTA HE € N3BECTCH.

[IpoyuBaHusATa IpH )KUBOTHU MOKA3BAT PEIIPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3). KaTto npeanasna
MsIpKa € 3a MPeANoYrTaHe Jla ce U30srea ynorpedara Ha AUMETHI (pymMapaT 1o BpeMe Ha OPEeMEHHOCT.
Humerundymapat TpsiOBa 1a ce U3M0I3Ba [0 BpeMe Ha OpEMEHHOCT caMo IPU KaTeropuyHa
HEO0OXO0ANMOCT M aKO IOTEHIMAIHATA [10J13a ONIPaB/aBa MOTEHINATHHS PUCK 3a (eTyca.

Kopmene

He e m3BecTHO nanm qumetnidymapar Wik HETOBUTE METAOOJIHUTH Ce eKCKpeTupar B Kbpmara. He
MOJKE J]a ce M3KJII0YH PHUCK 32 HOBOPOJICHUTE/KbpMaueTaTa. TpsOBa Ja ce B3eMe pellieHue Jaju Ja ce
MPEYCTaHOBU KbPMEHETO WIIH Ja C€ PEyCTaHOBH TEPAIUATA C TUMETII(yMapaT, KaTo ce B3eMar
MIpeBU/ TT0JI3aTa OT KbPMEHETO 3a JIETETO U I0J13aTa OT TepamusTa 3a )KeHara.

depTuaurer

JluncBar naHHM 3a epekTuTe HA TUMETHI(GyMapaT BbpXy (epTHianTeTa npu xopa. JJannu ot
NPEIKIMHUYHUTE IPOYYBaHUs HE MPeanosaraT Bpb3ka Ha JUMETHII(PyMapaT ¢ MOBUILIEH PUCK OT
HamalieH QepTUIINTET (BXK. ToUKa 5.3).



4.7 EdexTu BpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIMHA

JumetundymapaT HE TOBIUSABA WM MOBJIHsIBA MPEHEOPEKUMO cITocOOHOCTTa 3a modupane u padorta
C MallIMHU.

4.8 Hexenanu JeKapcTBeHH PeaKIuH

Pestome Ha podia Ha 0€30IMacHOCT

Haii-uecture HexxenaHu peakuuu ca 3auepBaBane (35%) U cTOMaIIHO-YpEBHH CHOUTHUS (T.€. AUAPUS
(14%), ranene (12%), kopemHa 6onka (10%), 6onka B ropHara gact Ha kopema (10%)).
3auepBsBaHETO U CTOMALIHO-YPEBHUTE ChOUTHUS ca C TEHJIEHIIMS 3a [105IBa B HA4aJIOTO HA Kypca Ha
nedeHue (Hai-Bede Mmpe3 MbPBUS MECel), KaTo MPH HALMeHTH ChC 3aUepBABaHE U CTOMALITHO-YPEBHU
CbHOUTHS T€3U CHOUTHS MOTIaT Jla MPOABIIKAT Ja CE MOSIBSIBAT IIEPHOANYHO B XOa Ha JIEUCHUETO C
mumetnindymapat. Hali-uecto cho0maBaHuTe HeXXEeTTaHU PEAKIIH, BOJACIIH 10 TPEyCTaHOBSBAaHE Ha
JedeHneTo ca 3ayepBsiBade (3%) u ctomamHo-upeBHU chOUTHA (4%).

B mutane60-KoHTpOIMpaHy U HEKOHTPOJIUPAHH KIIMHUYHHU Tpoy4uBaHust (haza 2 u 3, o010

2 513 nanueHTy mojiy4aBar AMMETHIPyMapar 3a nHepruoau 10 12 roguHu ¢ o0I1a eKCIIO3UIHs,
exBuBasieHTHA Ha 11 318 woBexoromuuu. O6mo 1 169 nanuienTn noay4yaBaT Hal-MaaKo 5 TOAUHA
JiedeHne ¢ qTuMeTmihymapar, a 426 malnueHTH mojrydaBar Haii-Manko 10 ronuHu JedeHue ¢
muMmeTriadymapat. OnUTHT NP HEKOHTPOJIMPAHUTE KIMHHYHYU MPOYYBAHHS € B CBOTBETCTBHE C OIUTA
Y I1a1e00-KOHTPOIMPAHNUTE KIIMHUYHH MTPOYYBaHUSI.

TabauyeH CIUCHK HA HEXEIaH!U PEaKIuU

Hexenanute peakiu, IpOsSBUIN C€ B KITMHUYHY MTPOYYBAHUS, IPU IIOCTMAPKETHHTOBUTE MPOYYBAHUS
3a 0€30MaCHOCT U MOJIYYSHH OT CIIOHTAHHHU ChOOIICHMUS, ca MIPEICTABCHHU B TaOauIaTa mo-1A0y.

Hexenanute peakiuu ca npeACcTaBeHU KaTo mpeanoynTany TepMuau mo MedDRA B cucteMo-
opranuu kiacose o MedDRA. Hexxenanute peakiuu mo-a01y ca MpeJCTaBEeHU B CIACIHUTE
KaTeTOPHH I10 Y€CTOTA!

- MHoro uectu (> 1/10)

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

- Heuectu (> 1/1 000 mo < 1/100)

- Peaxu (> 1/10 000 mo < 1/1 000)

- MHoro peaku (< 1/10 000)

- C Heu3BecTHA YecToTa (0T HAIMYHUTE TAHHHU HE MOXKe J1a Objic HalpaBeHa OIICHKA Ha

YeCcTOTaTa).

Cuctemo-opranuu k1acose mo Hexenana peakuus Kareropus no yectora

MedDRA

Wndexnum u nndecranuu lNactpoenTeput Yectn
[IporpecuBHa MynTHdOKaIHA

C Hemn3BecTHa yecToTa

neBkoeHnedamonatus (IIMJI)
Xeprmec 30cTep C HeW3BeCTHA YECTOTA

Hapymenus Ha kpbBTa U Jlnmdonenus Yectn

numbHaTa cucTeMa JleBKoneHus Yectn
TpoMOOIUTONICHHUS Heuectu

Hapymenns na nmyHHata CBpBXUYBCTBUTEITHOCT Heuectn

cucremMa AHnadunakcus C HeusBecTHa yecToTa
Hucnues C HewW3BeCTHA YECTOTA
XHUTIOKCHS C Hem3BecTHa 4ecTOTa
XUNOTOHHS C Hem3BecTHa 4ecToTa
AHrnoeneM C Hem3BecTHa 4ecToTa
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CucreMo-opraHHu KJiacose 110
MedDRA

Hexenana peakuus

Kareropus mo yecrora

Hapymienus Ha HepBHaTa
CHCTEMA

VYcemlaHe 3a napexe

Yectn

Cb10BY HapYIICHUS

3adepBsiBaHE

MHoro uectn

T"opeiu BbJIHU

Yectu

Pecnimparopuu, rpbIHu U

Punopes C HeW3BeCTHA YECTOTa
MEJMACTUHAIHY HapYIICHUS
CromarmHo-upeBHH Hapymieaus | Jluapus MHoro dyectu

lanene MHoro yectu

Bboiika B ropHara yact Ha
KopeMma

MHoro uectu

Kopemna 6onka

MHoro uectu

MSCTOTO Ha IMPUIIOKCHHUE

IToBpbiiane Yectu
Jucnerncus Yectu
lactpur Yectn
CromamiHo-upeBHO HapymeHne | Yectu
XernmaTtoOommapHu HapyIICHHSI IToBumiena acnaprar Yecrn
amuHOoTpaHchepasza
[ToBumeHa ananux
Yectu
amMuHOTpaHc(epasa
JlexkapCTBEHO HHIYIIUPAHO Pekit
YBpEXKIaHE Ha YePHHUSI IPOo0
Hapymenus Ha xoxkaTa u [Ipypuryc Yectn
MOJKOXKHATA ThKaH OG6pusB Yectu
Epurem Yectn
Adnonerust UYectn
Hapymienus Ha 660peruTe u TpoTentypus Yeern
MUKOYHHUTE MBTHILA
OO1w HapymeHus u eheTu Ha VYcemane 3a TOIUIMHA Yectn

WzcnenBanns

JlaHHY 3a KETOHHH Teja B
ypuHaTa

MHoro gectn

Haynnuue Ha anGymMuH B ypuHaTa

Yectu

[TonmxeHn CTOWHOCTH Ha Opos
Ha JICBKOIIUTHUTE

Yectu

Onucanne Ha N30paHU HEXEIAHN PEAKIINHU

3auepsasane

B mutane60-koHTpoIMpaHuTe POYYBaHUS CHOTBETHATA YecToTa Ha 3auepssiBane (34% cpeiry 4%) u
ropetu BbJIHU (7% cperry 2%) ce MoBUIIaBa pU NAIMEHTH, JISKyBaHU ¢ AUMETWI(pyMapar, B
cpaBHeHHE ¢ 1Uane0o. 3aduepBsaBaHETO OOMKHOBEHO CE OTHCBA KaTO MPWIUB HA KPHB WM TOPEIN
BBJIHH, HO MOJKE /1a BKITIOYBA U APYTH CHOMTHS (HATp. 3aTOIUISIHE, TOYEPBEHABAHE, ChPOEXK H yCellaHe
3a napene). CpOuTHsITa, CBBP3aHU ChC 3aUepPBABaHE, Ca C TCHJICHIIM 32 MM0sBa B HAYAJIOTO HAa Kypca Ha
JieveHue (Hal-Bede Ipe3 IbPBHS MECell), KaTo MPH MAIUeHTH ChC 3aUepBsIBaHe T€3U ChOUTHUS MOraT Ja
mpoABJIKAT Aa CE MOABABAT IEPHUOJUYHO B X04a Ha JICUCHUETO C )II/IMeTI/I.H(i)yMapaT. HpI/I Ho-roJisiMara
4acT OT MAIMCHTUTE ChOUTHATA, CBBP3aHU ChC 3aYepPBSABAHE, Ca JICKH JI0 YMEPEHH 10 TexkecT. Q0110
3% OT mManueHTHTe, JIKYBaHHU C JUMETWI(PyMapar, IpeyCcTaHOBSIBAT JISYCHUETO TIOPaIU 3a4epBIBaHE.
YecroTaTa Ha CEpUO3HOTO 3aUepPBsBAHE, KOCTO MOXKE JIa C€ XapaKTepU3npa ¢ FTeHepaI3upaH epUTeM,
0OpHB H/WJIH MPYPHUTYC, c€ HAOI0OAaBa MTPH MTO-MajKo OT 1% OT HMallMEeHTHUTE, JICKYBaHH C
numetwidymapar (Bx. Touku 4.2, 4.4 u 4.5).
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Cmomamno—qpeenu Heofcelanu peakyuu

YecroTaTa Ha CTOMAITHO-UYpEeBHUTE chOUTHS (Hanp. nuapus [ 14% cpeuty 10%], ranene

[12% cpemry 9%], 6omka B ropHaTa 9acT Ha kopema [ 10% cpenry 6%], kopemHa 6omka

[9% cpemty 4%, moBpwiIane [8% cpeury 5%] u qucniencust [5% cpemry 3%) e moBHIIEHa TPU
MalMEHTH, JIEKYBaHU C JUMETHI(yMapaT, B CpaBHEHHUE ¢ Tuiane0o. CTOMAIIHO-UpEBHUTE HEXKETaHU
peaxImu ca ¢ TEHASHIMSA 32 M0sBa B HAYAJIOTO Ha Kypca Ha JieueHHe (Hail-Bede npe3 MbPBHsI Mecell),
KaTo MY MalMeHTH ChC CTOMAIIHO-YPEBHU CHOUTHS, TE3U CHOUTHS MOTAT J]a IPOJIBIDKAT JIa ce
MOSABABAT MEPHOANYHO B X0/1a Ha JIEYEHUETO ¢ AuMeTriadymapat. [Ipu mo-roasimara yact ot
MalMEHTUTE ChC CTOMAIIHO-YPEBHU CHOUTHUS, T€3U CHOUTHSI Ca JIEKW WM YMEPEHH IO TeXecT. UeTnpu
nporieHTa (4%) OT ManueHTHTe, JEKyBaHH ¢ JUMETHI(QyMapaT, IPeyCTaHOBSIBAT JICYCHUETO TTOPaIN
CTOMAIITHO-YPEBHU HEXENaH! peakiun. YectoTaTa Ha CEpHO3HUTE CTOMAITHO-YPEBHH CHOUTHS,
BKITIOYHUTEIIHO TaCTPOCHTEPUT U FaCTpPHT, ce HaOmoaasa npu 1% oT mauueHTuTe, JIEKyBaHuU C
quMmetwidymapar (BxK. Touka 4.2).

Yeprnoopobdua ghynxyus

B®3 ocHOBa Ha JJaHHUTE OT TUIAIIe00-KOHTPOIMPAHH [TPOYUYBAHUS, [TO-TOISIMATA YaCT OT MAI[EHTHTE C
MOBHILIEHUS HA YePHOIPOOHNUTE TpaHCaMHUHAa3M ca cbe cTorHocTH < 3 mbTH [ TH. [loBumena yectora
Ha MOBHILIECHMS Ha YEPHOAPOOHUTE TPaHCAMUHA3H IIPH NALMEHTH, JIEKYBaHU ¢ AUMETHIPyMaparT,
cnpsiMo Tuianebo, € HabMro1aBaHa Hail-Beue Ipe3 TbpBUTE 6 Mecena ot JiedeHneto. [loBuiieHus Ha
aJlaHWH aMUHOTpaHc(epas3ara u acmaprat amuHoTpanchepaszata > 3 bt [ TH ca HabmonaBaHu
cpoTBeTHO TIpH 5% u 2% OT MaMeHTHUTE, JIeKyBaHH C 1arebo, v pu 6% u 2% OT marueHTure,
JIEKyBaHH ¢ AuMeTHIPyMapaT. HectoTara Ha IPeyCTaHOBSBAHE HA JICYCHUETO MOPaAN ITOBUILECHH
CTOMHOCTH Ha YEPHOAPOOHUTE TpaHcaMuHa3u € < 1% u e o j00Ha MPH MalUeHTH, JICKYBaHH C
nuMeTridhyMapaT uid miamne0o. YBenndeHus Ha TpancamuHazute > 3 bt [ TH che chmrpTcTBamUN
yBenmdeHus Ha oOmmwst OmmmpyonH > 2 meti [ TH He ce HabmogaBaT B miane60-KOHTPOIUPAHNATE
MPOYYBaHUSI.

[NoBuIIeHNE HA YEPHOAPOOHUTE CH3UMH | CITy4ad Ha MPEIU3BUKAHO OT JIEKAPCTBOTO YBPEKIAHE Ha
yepHus Apo0 (yBenuueHus Ha TpaHcamMuHa3ute > 3 bt [ TH che ChITbTCTBAIIM YBEIMUCHUS HA
o06mus Ounupy6un > 2 ety [ TH) ce choOIaBar oT mocTMapKETHHIOBHSI OTIUT CJIC]| TIPUIIOKCHUE Ha
JuMeTwIhymMapar, Kato OTIIYMSBAT Clie]] CTUpaHe Ha JICUCHHUETO.

Jlumgponenus

[Tpu mae60-KOHTPOIMPAHUTE MPOYIBAHHS MTO-TOJIIMATa YacT OT nmaruentute (> 98%) umar
HOPMAaJIHH CTOMHOCTH Ha Opos Ha TMM(OLUTHTE TpeAr 3ari04BaHe Ha JiedeHueTo. [Ipu nedenue ¢
JuMeTwIymMapar CpeiHUST Opoid Ha TMM(GOLUTHTE HaMaNsABa Npe3 bpBaTa roMHA C TOCIIEIBAILIO
iaro. bposT Ha muMdonTHTe HamMansiBa cpeaHo ¢ mpuban3uTenHo 30% OT n3XoHATa CTOWHOCT.
CpeaHuTe CTOMHOCTH M MEJMaHUTE Ha Opos Ha JIMMQOLUTHTE OCTAaBAT B PAMKUTE HA HOPMAITHUTE
rpanui. CroitHocTr 3a 6post Ha umormrure <0,5 x 10%/1 ca nabmogasanu npu < 1% ot
MalUCHTHUTE, JIEKyBaHU ¢ IU1ane0o, u npu 6% OT MalMeHTUTe, JEKyBaHu ¢ AuMeTHiIpymapar. bpoit Ha
mumponutute <0,2 x 10%/1 ¢ HabmrogaBau npy 1 manuenT, JeKyBaH ¢ UMETHI(YMapaT, U PH HATO
eIMH OT MAIMEeHTHUTE, JICKYBaHHU ¢ I1aneoo.

[Tpu KTMHUYHKUTE TPOYYBaHHs (KOHTPOJIUPAHU M HEKOHTpoaupaHu) 41% OT manueHTuTe, JeKyBaHH C
nuMeTundgyMapar, uMaT JTuMQporneHus (nepuHUpana Ipy Te3u npoydsanus kato <0,91 x 10°/1). Tpu
28% OT MALMEHTHTE € HabIoJaBana jJeka mumdornenus (6poit Ha mumdormTute > 0>0,8 x 10%/1 u
<0,91 x 10°/1); npu 11% ot nauuenTute € HabIIOIaBaHa yMepeHa auMdornenus (6poi Ha
mumdouutute > 0,5 x 10%/1 1 <0,8 x 10%/1), nepcuctupania B MPOIbIKEHHUE HA MIOHE IIECT MECENA; PU
2% OT MALMEHTHTE € HabJI0JaBana Texka mumdonenus (Opoit Ha muMpomutute <0,5 x 10%/1),
MEepPCUCTHPAIIA B IIPOIBIDKCHUE Ha MTOHE HISCT Mecela. B rpynara ¢ Texka iumdorneHus OposT Ha
TUMQOLMTUTE HA MOBEYETO MaruenT octasa < 0,5 x 10%/1 npu npobkaBaHe HA TEPAIMATA.

B nombriHeHME, B HEKOHTPOJIIMPAHO MPOCTICKTHBHO IIOCTMAPKETHHIOBO IIPOYYBaHE HA ceAMUIa 48 oT
neyennero ¢ auMetrwipymapar (n = 185), 6post CD4+ T-kietku e 6un ymepeno (6poii >0,2 x 10%/1 go
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<0,4 x 10°/1) mmu 3raunTenHo (<0,2 x 10%/1) moHMKXeH CHOTBETHO NpH 10 37% Win 6% OT NALlUMEHTHTE,
a CD8+ T-xierkure ca OWIM MO-4€CTO MOHIKEHU TIPU MakCUMyM 59% oT marueHTuTe ¢ Opoit

<0,2 x 10%/1 u ipu 25% ot manuentute ¢ 6poit <0,1 x 10%/1. B KOHTPOIUPAHUTE U HEKOHTPOIUPAHUTE
KIMHUYHY TIPOYYBaHUS MAIMEHTHTE, KOUTO CIIUPAT TepaIusITa ¢ TuMeTiihymapar ¢ Opoi Ha
numbonutute nmox JAI'H, ca HaOmogaBaHu 3a Bh3cTaHOBsSIBaHE Ha Opos Ha uMdormrute 10 JIIH (Bxk.
Touka 5.1).

Ilpoepecusna mynmugpoxanna nesxoenyepanronamus (IIMJI)

[Ipu neyenue ¢ numetnidymapar ca cboOIaBaHU cllyyan Ha HHGEKIHUH ¢ BUpyca Ha John
Cunningham (John Cunningham virus, JCV), npuuunsBaii nporpecuHa MynTH(poKaiHa
neBkoernedanonatus (IIMJI) (Bx. Touka 4.4). [IMJI moxe m1a 1oBeAe 10 JIETAICH U3XOJ HIIH 10
TeXKa nHBanuaAn3anys. [Ipu eqHo OT KIIMHUYHHUTE U3NMUTBAHKUA | MAlMeHT, IpueMall
nuMetungymapar, e passuwi [IMJI npu Hannvre Ha IPOIBIDKUTENHA TEXKA TuMborieHus (Opoit Ha
muMdouutuTe npeaumuo <0,5 x 10%/1 B mpoabimkenue Ha 3,5 TOAMHN) C JIETATEH U3XO/I.

B noctmapketunrosute yciosus [IMJ] e Bp3HMKBaNA U [TPU HAJTMYME HA yMEpeHa U JieKa
mumdonenus (>0,5 x 10%/1 no < ATH, nedunupana copen pedepeHTHHS AUATIA30H HA MECTHATA
nmabopaTopus).

[pu msxomnxo ciryuas na IIMJI ¢ onpenenenn noarpynu T-KiIeTKH KbM MOMEHTA Ha MOCTaBsIHE Ha
nuarnosara [IMJI e ycranoseHo, e 6post CD8+ T-kneTku e nonmker 10 <0,1 x 10%1, a
HamasBaHeTo Ha 6post CD4+ T-kineTku e Bapupaio (B aquanaszona ot <0,05 10 0,5 x 10°/) u e
KOPEJMPAJIO TIOBEYE C ISUIOCTHATA TekecT Ha tuMmponenusTa (<0,5 x 10%/1 no < JIT'H). 3arosa
ceoTHOmEHHEeT0 CD4+/CD8+ e 610 yBeInyeHo Mpy Te3H NalHueHTH.

[IpoapmxuTenHaTa ymMepeHa 10 TeKKa TUMQOIIEHUS H3TIeK A YBeInyaBa pucka OT Bh3HUKBaHE Ha
[IMJI mo Bpeme Ha jieueHUe ¢ AUMETWI(PyMapar, HO TIPHU MAIUEHTH € JeKa JTUMQOTICHUS CHIIO0
Bb3HMKBA [IMJI. OcBen ToBa moBeueTo ciydan Ha [IMJI B mocTMapKETHHTOBHUTE yCIIOBUS Ca
BB3HUKHAJIM TIPH MTAIIUEHTH Ha BB3pacT > 50 roauHm.

Xepnec 30cmep unghexyuu

CrobmaBanu ca xeprec 30cTep HH(peKunu npu ynorpeda Ha tumetwidgymapar. B nparocpouyHoro
pa3mupeHo npoyusane, B koeto 1 736 manuentu ¢ MC ca nekyBaHH ¢ tumeTwidymapar,
NpHOIM3UTEIHO 5% MMAaT eIMH WM TI0BEYE CIydas Ha XepIrec 30cTep, oT Kouto 42% ca jeku, 55% ca
yMmepend, a 3% ca TexXku. BpemeTo 10 HacThIBaHETO OT IbPBaTa 4033 AMMETHIIGYyMapaT Bapupa OT
npubnusutento 3 mecena A0 10 rogunu. YeTnpuma NauueHTH MOJIy4aBaT CEPUO3HN ChOUTHUS, BCHUKH
OT KOHTO OTHIyMsBat. [[oBeUeTO y4acTHHIIM, BKIFOUUTEIIHO TE3U ChC CEPUO3HA XEPIIEC 30CTEP
nHOpEKMs, UMat Opoit Ha TUMQOIMTHTE HAJI OJIHATA TPaHUIa Ha HopMaTa. Jlumdonenusita mpu
MOBEYETO YYACTHUIM ChC ChIIBTCTBAIL Opoit Ha tumdorutute nox JI'H e ouenena kato ymepeHa nnu
TeXKa. B TOCTMapKeTHHTOBHUTE YCIIOBHS MTOBEYETO CITydal Ha XepIiec 30CTep HHPEKIHs He ca
CEpHO3HHU U OTLIYMSBAT clie/l JjeueHne. Hannunu ca orpaHnyeHy ganHu 3a abCOM0TeH Opoi Ha
mumponurute (absolute lymphocyte count, ALC) npu maueHnTu ¢ xeprec 30cTep HHQEKIHUS B
MOCTMAapKETHHIOBUTE yCIOBUs. Beipeku ToBa, Korato € cho0OuiaBana, TMM()OIEHUITA TIPU TIOBEYETO
nanuenTtr € ymepena (> 0,5 x 10%/1 mo < 0,8 x 10%/1) nnm texka (< 0,5 x 10%/1 1o 0,2 x 10%/1) (k.
Touka 4.4).

JlabopamopHu omkioHeHus

[Tpu mnane60-KOHTPOIMPAHUTE POYYBAHHS, U3MEPEHATA CTOMHOCT Ha KETOHHHU Tela B ypuHara (1+
WJIM TTOBEYE) € MM0-BUCOKA MU MAIUEHTH, JeKyBaHu ¢ numeTiidymapart (45%), B cpaBHEHHE C
mwiane6o (10%). Hexenanu KIMHAYHY TOCACAUIIN HE ca HAOIF0O1aBaHU IPY KJIMHUYHH MTPOYYBAHUS.

Hugara na 1,25-nuxuapokcuButamut D ce moHM>XaBaT Npu NALUEHTUTE, JICKYBAHU C
IuMeTHahyMapar, CpsMo miare0o (MearaHa Ha MPOLEHTHOTO MOHUKEHHE OT U3XOHOTO HUBO CJIS]
2 roauHN CHOTBETHO ¢ 25% cpenty 15%), a HuBaTa Ha mapatupeounaus xopmoH (I1TX) ce moBumaBar
MY MAIUEHTHTE, JIEKYBaHU C AUMETWI(PyMapar, CpsAaMo mianedo (MenuaHa Ha POIICHTHOTO
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MOBHIIIEHUE OT U3XOAHOTO HHUBO CJIe]] 2 TOAMHU CHOTBETHO € 29% cpemry 15%). Cpeqnure cToiHOCTH
3a JIBaTa mapaMeTbpa OCTaBaT B HOPMAJTHUS JTUAITa30H.

[Ipe3 mepBUTE 2 Mecela OT TepanusaTa ce HadIoaaBa IPEeX0IHO YBEIMYCHUE Ha CPpeaHISI Opoit
CO3UHO(DUIIH.

HCI[I/IaTDI/I‘lHa IomyJanusa

B enno 96-cenMu4HO OTKPUTO, paHIOMHU3UPAHO, KOHTPOJIUPAHO C AKTUBHO BELLIECTBO U3MUTBAHE MPH
neanaTpuanu nanuent ¢ [IPMC (n=7 na Bp3pact ot 10 10 moa 13 rogunau u n=71 Ha Bb3pacT noxl8
TOJIMHHU) ca JIeKyBaHH ¢bC 120 mg nBa mbTH AHEBHO B MPOABDKCHHE HA 7 THU, TTocieaBaHo oT 240 mg
ZIBa ITBTH JHEBHO 32 OCTAaHAJAaTa 4acT OT IPOBDKUTEIHOCTTA Ha jJedeHueTo. [IpogursT Ha
0e30macHOCT NpH MeAUATPUYHUTE NALUEHTH M3TIeXkKAa TOZ00EH Ha peaAr TOBA HAOMI0AaBaHuUs IIPH
BB3PACTHH MAI[UCHTH.

JM3aiiHbT Ha MEANATPUIHOTO KIMHUYHO U3MIUTBAHE CE Pa3inuaBa OT TO3H Ha
1ane60-KOHTPOIMPaHUTE KIIMHUYHN U3IUTBAHUS IPY Bb3pacTHU. ETo 3a1110 He MOke 1a ce U3KII0UU
MPUHOC Ha JM3aiiHa Ha KIMHUYHOTO U3MHUTBAHE 33 YHCICHUTE PA3ITUYIMs PH HEXKENAHUTE PEAKITUH
MEXy TIeTUaTpruyHaTa IMOIyJIAlHs U TOMyJIallusITa Ha Bh3pacTHH nanueHTH. CTOMaNTHO-UYpEeBHUTE
HapyLIEHHS, a TaKa ChILO PECIUPATOPHUTE, TPHAHUTE U MEIUACTUHATHUTE HAPYIICHHUS U HEXEJIaHUTE
CBHOUTHS TIIaBOOOIIHE U IUCMEHOpES ce choOIaBaT mo-4ecto (>10%) npu nexuaTpruyHaTa MOMmyianus,
OTKOJIKOTO TIPH MOIyJIAIMATA Ha Bb3pacTHUTE. Te3n HexkeNnaHu ChbOUTHS ce ChOOLIaBaT ChC CIEIHUTE
MPOLEHTH P MEAUATPUIHNTE TTALUCHTH:

e ['nmaBoOosue ce choOIaBa npu 28% OT NalMeHTUTE, JCKYyBaHU ¢ TUMETHI(hyMapaT, crpsamo 36%
NIpH MAIMEHTHUTE, JIEKYBaHU ¢ HHTepdepoH Oera-1a.

e CroMamrHoO-4peBHU HapyLIeHUs ce choOImaBar npu 74% Ot ManueHTuTe, JICKyBaHu C
nuMetuigymapar, cupsmo 3 1% npu nanueHTuTe, JeKyBaHu ¢ uHTepdepoH oera-1a. OT TIX npu
auMeTmIhyMapaT Hai-4ecTo ce ChoOIaBaT KopeMHa 00JKa U MOBPBIIAHE.

e PecrupaTopHH, TPBAHU H MEIUACTHHAITHHE HAPYyIIEHHUs ce choOmaBat npu 32% OT MaueHTHTe,
JIEKyBaHU ¢ AUMETHI(pYyMapaT, cupsamo 11% ot nauueHTuTe, NeKyBaHu ¢ uaTepdepoH dera-la. Ot
TSX MIPU AUMETHIIPYyMapaT Hail-4ecTo ce choOmarar opodapruHreaHa 0oaKa U KallIuia.

e JlucmeHopes ce cpobmana npu 17% OT mauuMeHTuTe, JeKyBaHH ¢ tuMeTuidymapar, crpsmo 7%
OT MAIUCHTHUTE, JICKyBaHU ¢ UHTep(hepoH OeTa-1a.

B enno manko 24-cemMU4HO, OTKPUTO, HEKOHTPOJIUPAHO MIPOYUBAaHE NPU NEAUATPUIHH MAITUEHTH C
I[MPMC Ha BB3pact ot 13 1o 17 rogunu (120 mg aBa MbTH THEBHO B MPOIBIDKCHUE HA 7 JIHH,
nocsieBaHo oT 240 mg 1Ba MbTH THEBHO 32 OCTaHAIATa YacT OT NMPOIBIDKUTEITHOCTTA HA JICUCHUETO;
n=22), mocieaBaHo oT 96-ceamudHO pa3mmpeHo npoyusaHe (240 mg aBa mbTH 1HEBHO; n=20),
npoduIbT Ha OE30MaCHOCT M3TJIEkKAa TOA00eH Ha HaOMI0JaBaHus IPH Bb3PacTHH MAIlUEHTH.

C’BO6H_IaBaHe Ha IMoa03upaH HCXCIIaHU PCAKITUN

Cpo01IaBaHeTo Ha TIOIO3UPAHN HEKETIaHU PEaKITH cIie] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHHUS
MPOJYKT € BaXKHO. TOBa MO3BOJISIBA J]a MPOIBJIKKM HAOIIOIECHUETO Ha CHOTHOIIICHUETO TT0JI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICITHAINCTH CE M3MCKBA J1a ChOOIaBaT BCIKa
[OI03MPaHa HeXKeIaHa PeaKIlys Ype3 HaI[MOHAIHA CUCTeMa 3a ChOoOIaBaHe, MOCOYCHA B

[Mpunoxenue V.

4.9 Ilpeno3upane

Nma cpobmienus 3a ciiyyau Ha ipeo3upaHe Ha auMeTwipymapar CUMITOMUTE, ONMCAHU B TE3U
CIIy4ad, CbOTBETCTBAT Ha MU3BECTHHUS PO Ha 0€30MAaCHOCT Ha HEXKEJIAHUTE PEeaKIuy Ha
mumetniadymapar. Hima u3BeCcTHH TepareBTUYHN MHTEPBEHIINH, KOUTO /1a YCKOPST EIMMHHAPAHETO
Ha JuMeTwipymMapar, HUTO ITbK UMa U3BECTEH aHTHUIOT. B city4aii Ha mpepo3upaHe € IpernopbUruTEITHO
J1a C€ 3all0YHE CUMIITOMATHUYHO MOJIbPKAIIO JICUCHUE N0 KIMHUYHU TOKA3aHUS.
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5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakogUHAMHYHM CBOIiCTBA
dapmakoTeparneBTuyHa Tpyna: MmyHnocynpecopu, apyru umyHnocymnpecopu, ATC kox: LO4AX07

MexaHU3bLM Ha IeHCTBUE

MexaHu3MBT, 10 KOMTO JUMETHI(yMapaT MposIBSBa TEPANIEBTHYHH €(EKTH MIPU MHOKECTBEHA
CKJIEpO3a, HE € HAITBJIHO U3ACHEH. [ IpeIKTMHNYHNTE TPOYYBaHUS TIOKA3BaT, 4ye (hapMaKOIMHAMUYHUTE
OTrOBOPH Ha JUMETWI(yMapaT U3rIex1a ce MeANNpaT MPEeJUMHO Ype3 aKTHBUPAHE Ha
TPaHCKPUITIIMOHHUSA BT Ha Anpenust dakrop (erythroid-derived 2)-like 2 (Nrf2). loka3zaHo e, ue
nuMetungymapar perynupa Nrf2-3aBucuMy aHTHOKCHIAHTHYU reHu Tipu nanuenTty (Hamp. NAD(P)H
nexuaporenasa, xuaoH 1; [NQOT1]).

d)apMaKo JUHAMWUYHHN e(beKTI/I

Eghexmu evpxy umynnama cucmema

[Ipu npeAKTMHUYHY ¥ KITMHUYHY TPOYYBaHUs JUMETHI(hyMapaT IeMOHCTPUpa
HPOTUBOBB3NAINTEIHNA U IMyHOMOIYJIMPAIIU cBoicTBa. IuMeTnndymapar 1 MoHOMETIIIhyMapar,
KOWTO € OCHOBHHAT META0OINT Ha JUMETWI(yMapaT, 3HAYMMO HaMaJIsBaT aKTUBALIMATA HA UIMYHHHTE
KJIETKH U TOCIIEIBATIOTO OCBOOOXKIaBaHE Ha MPOBB3MAIUTEIHN IUTOKMHU B OTTOBOP HA BH3NATUTEIHN
CTUMYJIU B NIPEIKIMHUYHE Moaenu. [Ipn KIMHUYHY poyYBaHMs Ha MALMEHTH C IICOPHA3HC
TuMeTHIyMapar 3acara TuMGOIUTHATE PEHOTUTIH Ype3 HU3XO/IAIIa PeryIalus Ha MpopuIuTe Ha
npoBb3naguTenHuTe TUTOKUHU (Tx1, Tyl7) v ru OTKIOHSIBa KbM NMPOU3BOACTBO Ha
NPOTUBOBB3NANIUTENHH BeulecTBa (Th2). AumeTnndymapat mokassa TepaneBTUYHA aKTHBHOCT B
MHO>KECTBO MOZIEJIH Ha BB3MAIUTEIHI U HEBPOUH(IaMaTOpHH nopakeHus. [1o Bpeme Ha mpoy4yBaHUS
¢aza 3 npu naruentr ¢ MC (DEFINE, CONFIRM u ENDORSE) nedenueto ¢ numeTuindymapat
HamalsBa cpegHus Opoil Ha nuMdouunTuTe ¢ Npudau3uTeIHo 30% OT U3X0IHATa UM CTOHHOCT B
TE4YEHHUE Ha ITbpBaTa OJIMHA, C IIOCJIEABALIO IUIaTo. B Te3u nmpoy4BaHus nalueHTuTe, KOUTO CIUpar
JICYeHUETO ¢ nuMeThiIhymMapat ¢ Opoit Ha tuMdoIUTHTE IO/ T0JIHATa rpaHulia Ha HopmaTa (JIT'H,
0,9 x 10%/1), ca HabO1aBaHK 3a BH3CTAHOBsBaHe Ha Opost Ha mumonurute 10 JJTH.

®durypa 1 mokasBa IeTbT HA MAIUEHTUTE, 32 KOUTO € U3YUCIICHO, Ue mie Jocturaar JII'H, Bb3 ocHoBa
Ha metofa Kaplan-Meier 6e3 npoabikuTenHa TexKka Tumdonenus. M3xoaHara croiHOCT Ha
BB3CTaHOBsBaHe (recovery baseline, RBL) e nepunupana karo nocnequus ALC o Bpeme Ha
JICYCHUETO NpeIU CIHPaHe Ha JICYCHUETO. MI3UNCIeHUAT 5T Ha TMAIUEHTHTE, Bh3CTAaHOBSABAIH CE JI0
JIH (ALC > 0,9 x 10°/1) na Cexvuna 12 u Ceqmuna 24, KOUTO MMAT JIeKa, yMEPEHa MU TeXKKa
mumdonenus npu RBL, e npeacrasen B Tabnuua 1, Tabnuua 2 u Tabnuna 3 ¢ 95% ToukoBu
noBepuTeHN HHTepBany. CTaHaapTHaTa rpenika Ha n3zunciennero no Kaplan-Meier Ha GpyHKImATa
Ha MPEXUBSIEMOCT € U34YHCIIeHa ¢ H3Moa3BaHe Ha (opmynaTta Ha Greenwood.
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®urypa 1: Metoa na Kaplan-Meier; A51J1 Ha naliMeHTUTE ¢ Bb3CTAHOBsIBaHeE 10

> 910 kaerku/mm? (0,9 x 10°/1) JITH ot u3xoaHara cToiiHocT HA Bb3cTanoBsiBane (RBL)

o9

os

07

06

o5

04

JIsi1 HA TALHEeHTHTe ¢ Bh3cTaHoBsBane Ha ALC 1o JI'H

RBL
Epoifi mallAeHTH E PHCK
RBL: ALC <500 xemsarmm® 18
RBL: ALC 500 70 < 300 swerss fmm® 124

RBL: ALC = 800 g0 = 910 xneTss am* 86

CemuHImE

(1) RBL ALC <500 (m= 18)

= = = (2)500%= RBL ALC <800 (n=124)

(3) 800<= RBL ALC <910 (n= 80)

Benexka: 500 knetku/mm?, 800 kiaeTku/mm?, 910 KIeTKH/mm?® ChOTBETCTBAT PECIEKTHBHO HA

0,5 x 10%/1, 0,8 x 10%1 1 0,9 x 10/1.

Tabauua 1: Metoa na Kaplan-Meier; 15171 Ha nanMeHTHTE, 32 KOUTO € H3YUCJIEHO, Ye 11e
aocturHat AI'H, neka numdonenns npu u3xoaHara cToiiHOCT HA Bb3cTaHoBsABaHe (RBL), ¢
U3KJ/II0YeHHe HA MAIMEeHTH ¢ MPOABJLKUTEHA TeKKA JUMponeHus

Bpoii nanueHTH ¢ Jeka H3xoaH0 HUBO Ceavuna 12 Cenvmuna 24
JuMponeHusn”® B pucK N=86 N=12 N=4
Jsi, qocturamm 0,81 0,90
JI'H (95% CI) (0,71; 0,89) (0,81; 0,96)

@ Manuentn ¢ ALC < 0,9 x 10%1 u> 0,8 x 10°/1 npu RBL ¢ u3K/I0oueHHe Ha NALHEHTH C MPOIBIKHTEIHA TEKKA

MM OTICHHMS.

Ta6auna 2: Metoa Ha Kaplan-Meier; A51,1 Ha MaNlMEHTHTE, 32 KOUTO € H3YUCJIEHO, Ye IIe
pocturnat JAI'H, ymepena simmdoneHus: Npu N3X0AHATA CTOHHOCT Ha Bb3cTaHoBsiBaHe (RBL), ¢
H3KJTI0YEeHHE HA MAIUEeHTH ¢ MPOIbJKUTETHA TeXKKA JuMQoneHus

Bpoii nannenTu ¢ ymepeHna HN3x0onH0 HUBO Ceamuua 12 Ceamuna 24
JuMdoneHus” B puCK N=124 N=33 N=17
Jsm, qocturammu 0,57 0,70
HAI'H (95% CI) (0,46; 0,67) (0,60; 0,80)

a Tlanuentn ¢ ALC < 0,8 x 101 m > 0,5 x 10%/1 npu RBL ¢ u3knroueHne Ha ManUeHTH ¢ IPOIBIDKATENHA TEXKKA

TuMGOTICHHUSL.

Ta6auna 3: Metoa Ha Kaplan-Meier; A51,1 Ha MallMEHTHUTE, 32 KOUTO € H3YUCJIEHO, Ye IIe
aocturiat JAIH, Texka mumdonenns npu M3X0AHATa CTOHHOCT HA Bb3cTaHoBABaHe (RBL), ¢
H3KJII0YEeHHE HA MAIUeHTH ¢ MPOAbJKUTEIHA TexKKa JuMdoneHust

Bpoii manueHTH ¢ TEKKA H3x01HO HUBO Ceamuua 12 Ceamuna 24
JuMponeHus”® B pucK N=18 N=6 N=4
Jsn, nocturamu 0,43 0,62
JT'H (95% CI) (0,205 0,75) (0,35; 0,88)

4 [ampentn ¢ ALC < 0,5 x 10%/1 mpu RBL ¢ u3K/II0YCHHE HA TAIMEHTH C MPOXBIDKATEITHA TEKKA TNMMOIICHHS.

16




Kanangna egbI/IKaCHOCT 1 0€30IMacHOCT

[IpoBenenu ca aBe 2-roUIIHA, paHIOMU3UPAHU, JBOWHOCICTIH, TUTAle00-KOHTPOIUPAHY TPOYIBAHHS
(DEFINE ¢ 1 234 manmeat 1 CONFIRM c 1 417 narmentn) npu manuentu ¢ [IPMC. Ilanuentn ¢
nporpecupamnty hopmu Ha MC He ca BKIIIOUYCHU B TE3H MPOYIBAHUS.

Edwukacnoctra (Bk. Tabnuia 4) u 6e30macHOCTTa ca JOKa3aH! MPH MAIUEHTH ¢ 001 CKOP TT0
pasuipeHaTa ckaja 3a uaBanuaeH craryc (Expanded Disability Status Scale, EDSS) ot 0 1o 5 Touku
BKITIOUHMTEITHO, KOUTO UMAT MOHE | MPUCTHIT MPe3 roJUHATA TPEIH PAHIOMHU3AIMSATA UITH
n3o0paxkeHne Ha Mo3bka ¢ SIMP B pamMkuTe Ha 6 CEIMUIIN TIPEAN PAHTOMU3AIUATA, TOKA3BAIIO Hali-
MaJIko efHa ycuieHa ¢ ragonuauii nes3us (Gd+). IIpoyusanero CONFIRM chabprka 3aciienex 3a
OIICHSBAIIH (T.€. JICKApAT 10 IPOYYBAHETO/U3CIICIOBATEIIAT, OICHIBAILl OTTOBOPA KbM IPOYYBAHOTO
JIEKapCTBO, HE 3Hae KOE € JIEKApCTBOTO) peepeHTECH CPABHUTENCH MPOAYKT — INIATUPAMEPOB aIleTar.

B DEFINE nanueHTuTe UMaT CICTHUTE MEANAaHN HAa U3XOHUTE XapaKTEPUCTUKH: Bh3pacT 39 ronunu,
MPOABIDKUTENHOCT Ha 3a0omsaBaneto 7,0 ronuan, oom coop mo EDSS 2,0 rouku. Ocsen ToBa, 16% ot
nareHTuTe uMart ooy coop mo EDSS > 3,5 Ttouku, 28% umMat > 2 pucThIIa B IpeX0HATA TOINHA, a
42% ca moxy4aBaiu Ipeau ToBa Jpyru onoopenu gexapersa 3a MC. B koxoprata ¢ SIMP uscnensane
36% OT BKIIIOYBAHUTE B IPOYYBaHETO ManeHTd uMaT Gd+ j1e3un Ha 3XO0AHOTO HUBO (cpeneH Opoit
Ha Gd+ nesuunte 1,4).

B CONFIRM mnanuenTruTe UMatT ClIeIHUTE MEANaHN Ha U3XOIHUTE XapaKTePUCTUKU: Bb3pacT

37 roauHU, TPOIBIDKUTETHOCT Ha 3abomsBaneTo 6,0 ronuau, 061 coop mo EDSS 2,5 touku. OcBeH
ToBa, 17% ot marmenTute umat oot coop mo EDSS > 3.5 touxn, 32% umart > 2 npuctsia B
npenxoaHara roguna, a 30% ca nojayyaBaiy Ipey TOBa IPYrd 0100peHH JiekapcTsa 3a MC.

B xoxoprara ¢ IMP uscnenBane 45% ot BKIOYBaHHUTE B IPOYyUBaHETO nauueHT uMaTt Gd+ ne3un Ha
M3XOJTHOTO HUBO (cpeneH Opoii Ha Gd+ nesunte 2,4).

B cpaBHenue ¢ miane6o, npy JIEKyBaHUTE ¢ AMMETWI(QyMapar NanueHTH MMa KIMHUYHO 3HAYUMO U
CTATUCTUYECKHU 3HAUYMMO HaMaJICHUE Ha: IbpBUYHATA KpaiiHa Touka B npoyuBaHeTo DEFINE, nsan Ha
MAIMEHTHUTE C MPUCTBHII 32 2 TOAUHM; U ITbpBUYHATA KpaiiHa Touka B npoyuBaHeTo CONFIRM ugecroTa
Ha MPUCTBIINTE HA roauinHa 6a3a (annualised relapse rate, ARR) 3a 2-ronuimnus nepuo.

Ta6auua 4: Knunuunu u AMP kpaiinu Toukn 3a npoyuBanuss DEFINE u CONFIRM

DEFINE CONFIRM
Ilnanedo| Inmerniagpyma [Inanedo | Iumernadpym |I'matmpameposn
pat apar amerart
240 mg 240 mg
ABA MbTH JIBa IbTH
JTHEBHO JTHEBHO
KiaunnyHu kpaitHu
TOYKH?
Bpoii Ha nanmeHTuTe 408 410 363 359 350
YecToTa HA MPUCTHITUTE 0,364 | 0,172%** 0,401 0,224%** 0,286%*
Ha ToumIHa 6asza
CBOTHOILIIEHHE Ha 0,47 0,56 0,71
YECTOTHUTE (0,37, 0,61) (0,42, 0,74) (0,55, 0,93)
(95% CI)
Jls1 Ha yJacTHUIIMTE 0,461 0,270%** 0,410 0,291** 0,321**
C IPHUCTBHIT
Koedwuruent na 0,51 0,66 0,71
pHcK (0,40, 0,66) (0,51, 0,86) (0,55, 0,92)
(95% CI)
Jstn ¢ 12-cemmuanO 0,271 | 0,164** 0,169 0,128* 0,156"
MOTBBP/ICHA TIPOTPECHS
Ha WHBAJTWIHOCTTA
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DEFINE CONFIRM
Iname6o Aumernndpyma [lnamedo | Jumerundym |I'a1aTupamepon
pat apar amerar
240 mg 240 mg
ABa MbTH JABa MbTH
JAHEBHO JHEBHO
Koedwuruent na 0,62 0,79 0,93
pHcK (0,44, 0,87) (0,52, 1,19) (0,63, 1,37)
(95% CI)
Jsn ¢ 24-cenmudaHO 0,169 | 0,128# 0,125 0,078# 0,108#
MOTBBP/ICHA TIPOTPECHS
Ha MHBAJMIHOCTTA
KoedurueHr Ha 0,77 0,62 0,87
pHcK (0,52, 1,14) (0,37, 1,03) (0,55, 1,38)
(95% CI)
Kpaiinu Touku 3a AMP°
bpoit Ha manmenTHTe 165 152 144 147 161
Cpenen (Menuana) Opoit 16,5 3,2 19,9 5,7 9,6
HOBY WJIM HAHOBO (7,0) (1,0)%** (11,0) (2,0)%** (3,0)***
pasmupsBanty ce T2
JIE3WH 32 2 TOOUHU
Cpenno 0,15 0,29 0,46
CHOTHOIIIEHUE HA (0,10, 0,23) (0,21, 0,41) (0,33, 0,63)
JIe3UUTE
(95% CI)
Cpenen (menuanen) opoit | 1,8 0,1 2,0 0,5 0,7
Gd ne3un 3a 2 roguHA (0) (0)*** (0,0) (0,0)*** (0,0)**
CBOTHOILIICHHE Ha 0,10 0,26 0,39
[IAHCOBETE (0,05, 0,22) (0,15, 0,46) (0,24, 0,65)
(95% CI)
Cpenen (Menmnana) Opoit 5,7 2,0 8,1 3.8 4.5
HOBH WJIH (2,0) (1,0)%** (4,0) (1,0)%** (2,0)**
XUMOUHTEH3UBHU T1
JIE3UH 3a 2 TOIWHU
Cpenno 0,28 0,43 0,59
CHOTHOIIIEHUE Ha (0,20, 0,39) (0,30, 0,61) (0,42, 0,82)
JIC3UUTE
(95% CI)

“BeUUKM aHATW3M HA KIMHUYHY KpallHU TOUKH ca intent-to-treat; SSIMP ananuswt nsnonsea SIMP koxopra
*P-croiiHoct < 0,05; **P-croitnoct < 0,01; ***P-croitnoct < 0,0001; #HsMa cTaTUCTUYECKA 3HAUUMOCT

B otkputo HekoHTponupano §-roauuiao pasmupero npoyusane (ENDORSE) ca Bkimoyenu
1 736 mogxomsimu 3a BrrouBaHe narueHT ¢ [IPMC ot ocHoHuTE ipoyuBanus (DEFINE u
CONFIRM). [TppBuuHaTa 11e71 Ha IPOYYBaHETO € Ja CE OLICHHU IBITOCPOYHATa O€30MaCHOCT Ha

mumetundymapart rpu narperty ¢ [IPMC. Ot o6mo 1 736 naruenTy npubIM3UTETHO TOJIOBUHATA
(909; 52%) ca mexkyBaHH B MPOIBIDKEHHUE HA 6 WK ToBede ToauHu. S01 manueHT ca JIeKyBaHU
HETIPEKbCHATO ¢ quMeTwihymapat 240 mg 1Ba MbTH AHEBHO U B 3-T€ MpOyYBaHUs, a 249 manuenTu,
KOUTO Mpeay ToBa ca nonydasaiu mianedo B npoyusanusita DEFINE u CONFIRM, nony4asat
nevenne 240 mg aBa bt AHEBHO B ipoyuBaHeTro ENDORSE. [Tannentute, KOUTO oTy4yaBaT
JIeYeHHue /IBa MbTH JTHEBHO HEMPEKBCHATO, Ca JIEKYBaHHU B MPOIBIDKEHIE HA MAKCUMYM 12 roiuHu.

ITo Bpeme Ha mpoyuBaneTo ENDORSE noBedeTo oT nosioBUHaTa OT BCUYKHU MALIUEHTH, JIEKYBaHH C
mumetwidymapar 240 mg fBa bTH JTHEBHO, HE TIOJTyYaBaT NpUcThiu. [Ipu nanuenTuTe, JeKyBaHu
HENpPeKbCHATO JBa MTH THEBHO U B 3-Te npoyuBanus, kopurupanara ARR e 0,187 (95% CI: 0,156;
0,224) B mpoyuBanusita DEFINE u CONFIRM u 0,141 (95% CI: 0,119; 0,167) B npoyuBaHeTO
ENDORSE. [Ipu nanueHTHTe, KOUTO MPEAM TOBA Ca MoTy4aBaiu miaiedo, kopurupanata ARR ce
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nmormkasa ot 0,330 (95% CI: 0,266; 0,408) B mpoyuBanusita DEFINE u
CONFIRM pno 0,149 (95% CI: 0,116; 0,190) B mpoyuBanero ENDORSE.

B mpoyusanero ENDORSE muO31uHCTBOTO ManmeHTH (> 75%) HSIMAT MOTBBpIEHA MPOTpecHs Ha
WHBAJIMTHOCTTA (M3MepeHa KaTo yCTOMYNBa 6-MeceuHa Mporpecus Ha HHBAIHAHOCTTa). COOpHUTE
pe3yATaTH OT TPUTE NMPOYUBAHUS TIOKA3BAT, Ye JEKYBAaHHUTE C AUMETHI(PYMapaT NAHEHTH UMaT
TpaliHU ¥ HUCKU CTENICHHU Ha MOTBBPJCHA MPOTPECHs HA HHBAJIMAHOCTTA ChC CNa00 YBEINYEHUE Ha
cpeauute o001 coopose mo EDSS 8 ENDORSE. Onenkute ¢ SIMP (1o 6-tata roauHa, BKIFOYATEIHO
752 manueHTH, KOUTO MPEAN TOBA ca BKIOYEHH B KoxopTaTa ¢ SIMP B npoyuBanusta DEFINE u
CONFIRM) nmoka3Bat, 4e MHO3UHCTBOTO nanueHTH (nmpubimuzurento 90%) usamar Gd-ycunsamu
ne3un. CreJ 6-Te TOTUHA KOPUTHPAHUSIT Ha TOJMIITHA OCHOBA Cpe/ieH Opoit HOBH MITH
HoBopa3mmpsBany ce T2 u HoBu T1 ne3nu octaBa HUCHK.

E¢I/IKCZCHOCI’H npu nayuermu ¢ 6UCOKa AKmueHoCm HaA sabonseanemo

B npoyusanusta DEFINE u CONFIRM e HaGmronaBan TpacH jgeyeOeH eheKT BbpXY NPUCTHIIUTE B

MOArpyInaTa Ha NalMeHTH C BUCOKA aKTUBHOCT Ha 3a00JsIBAHETO, TOKATO e()eKTHT BbPXY BPEMETO 32

ycToH4MBa 3-MeceyHa IpOorpecysl Ha MHBAIMIHOCTTA HE € SICHO ycTaHoBeH. [lopanu nu3aiina Ha

IPOYYBaHUATA BHCOKAaTa aKTHBHOCT Ha 3a00JIIBaHETO CE ONpeJIelis KaKTO CJIe/IBa:

- [TanmenTH ¢ 2 1y noBeve MPUCTHIIA 32 €JHA TOAMHA U ¢ eAHa WK noseye Gd-ycunBaiiy jge3un
ipu SIMP Ha mo3bka (n =42 B DEFINE; n =51 8 CONFIRM), unu

- [TanmenTH, KOUTO HE ca ce MOBIUSIIM OT ITBJICH U aEKBAaTEH Kypc (Hali-MaJKo eHa FOANHA
nedeHne) ¢ berta-uHTEpPEpOH, UMM Ca Hal-MaJlko €MH MPHUCTBII MPe3 MPeAX0JHaTa TOJ1HA,
JIOKaTo ca ce JIEKyBalH, U Hali-Manko 9 T2-xunepuHreH3uBHU Jie3un npu AMP Ha yepena nnu
Hai-manko 1 Gd-ycunBaima Jie3us, Win NaIleHTy ¢ HeTPOMEHEeHa WM MTOBHUIIIEHA YeCTOTa Ha
MIPUCTBHIIUTE TIPe3 MPEANITHATA TOANHA, B CpaBHEHHUE C IpeaxoaanuTe 2 roauau (n =177 B
DEFINE; n = 141 8 CONFIRM).

HCI[I/IaTDI/I‘lHa omyJanusa

BesomnacHocTTa 1 epukacHOCTTa Ha AMMeTHIGyMapar npu neauarpuyusa [IPMC ca olieHeHHu B €1HO
PaHIOMHU3UPAaHO, OTKPUTO, aKTUBHO KOHTpOIHpaHo (MHTepdepoH Oera-1a), mapanerHorpymnoBo
npoyusBase npu nanueHty ¢ [IPMC Ha Bb3pact ot 10 1o nox 18 rogunu. CTo u neTaeceT NaueHTy ca
paHgoMu3upaHu Ha quMeTwidymapar (240 mg mepopaiHo 1Ba ITETH JHEBHO) WM HHTEPGhEPOH
Oera-la (30 pg i.m. BeIHBK CEAMUYHO) B IPOIbKeHNE Ha 96 ceqmuty. [IppBryHaTa kpaifHa Touka e
JeTbT Ha MalueHTuTe 0e3 HOBU WM HOBOYBEIHYaBaly ce T2-XUNepUHTEH3UBHY Je3un pu SIMP
CKaHWpaHEe Ha MO3bKa Ha ceamuia 96. OcHOBHaTa BTOpMYHA KpaifHa TOUKa € OpoAT Ha HOBUTE WITH
HOBOYBeNHW4aBamu ce T2-xunepuHTeH3uBHA Je3un npu SIMP ckannpaHe Ha MO3bKa Ha cenMuIia 96.
[IpencraBena e JecKpUNTHBHA CTATUCTHKA, ThII KATO HAMA IPEJBAPUTEIHO IJIAHMpPaHa
MIOTBBPIKJIaBallla XUITOTe3a 32 MbPBUYHATA KpaiiHa TOYKa.

Henbt Ha nanuentute B [TT nomynanusaTa ¢ HOBU WM HOBOYBeNIHUYaBay ce T2 ne3uu, yCTaHOBEHU
ipu SIMP, Ha cemmutia 96 cnpsMo u3xoaHOTO HUBO € 12,8% 3a auMernndymapar cupsmo 2,8% B
rpymnata Ha uHTepdepoH Oera-1a. CpeqHuar Opoi HOBHM WM HOBOYBeJIMYaBaliu ce T2 ie3nu Ha
ceamuia 96 crpsmMo N3XOTHOTO HUBO, KOPUTHPAH 3a Opost T2 ne3nu Ha U3XOTHOTO HUBO M Bh3pacTTa
(momynarus ITT ¢ uskmoyenne Ha manuenTure 6e3 SIMP m3mepBanus), e 12,4 3a quMerwidymapar u
32,6 3a uatepdepon Oera-1la.

BepositHocTTa 32 knmuHMYeH npuctsl € 34% B rpynaTa Ha qumetwidymapar u 48% B rpynara Ha
uHTEepPepoH Oera-1a KbM Kpas Ha 96-ceIMUYHUS TIEPUO]T Ha OTKPUTOTO MPOyYBaHE.

[IpodunsT Ha O€30MACHOCT MIPH MEANATPUIHNTE ManueHTH (Ha Bb3pacT oT 13 mo mox 18 ronuHm),

MOJTyYaBally JUMETHI(PYMapaT, CH ChOTBETCTBA IO KAYECTBO C TPEIN TOBA HAOIIOAaBaAHUSI TPH
BB3PACTHHU MAlUCHTH (BXK. Touka 4.8).
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5.2 @®@apmakokMHETHYHHU CBOHCTBA

Cren mepopaiHo MPUIOKEHUE TUMETHI(YMapaT ce Mojsiara Ha 0bp3a NpeACUCTeMHa XHIPOIN3a OT
ecTepasy U ce MPEeBpPbhINa B CBOS OCHOBEH METa0OIUT — MOHOMETHII(YMapar, KOMTO ChIIO € aKTHBEH.
Jumetundymapar He ce Onpe/iesis KOJTUIECTBEHO B [U1a3Mara Ciiejl IepOpaHO MPHI0KEHHE Ha
nuMetuidymapar. CrieIoBaTeIHO BCHUKH (hapMaKOKMHETHYHH aHAJTHU3H, CBBP3aHH C
JTUMETHII(HyMapaT, ca U3BBPIICHH C MIa3MEHH KOHIICHTPAI[MH HA MOHOMETHII(yMapar.
q)apMaKOKI/IHeTI/IT-IHI/ITe JaHHHU Ca IMOJIYYCHHU IPU NAIMUCHTH C MHOXKXCCTBCHA CKJIEPO3a U 3/IpaBU
JIOOPOBOJIIIH.

AOGcopOrus

Tmax Ha MOHOMeTHIIPYMapar € oT 2 110 2,5 yaca. Tl KaTO CTOMALTHO-YCTOHYUBHUTE TBHPIN KarCyIu
IuMeTHiI(dyMapaTr CbAbPKAT MUHUTA0JIETKH, KOUTO Ca 3aIlUTEHU C EHTEPOCOIBEHTHO IIOKPUTHE,
abcopOrusaTa HE 3a110YBa, JOKATO MUHUTAOJICTKUTE HE HAITyCHAT cToMaxa (OOMKHOBEHO 3a ITO-MaJIKO
ot 1 vac). Cnen npuem Ha 240 mg qBa MBTH AHEBHO C XpaHa MeAMaHaTa Ha TMKOBATa KOHIICHTPALHS
(Cimax) € 1,72 mg/l, a obmara (ekcro3uuus miou mog kpusata, AUC) e 8,02 h.mg/l npu nanmenTn ¢
MHOeCTBeHa ckiepo3a. Karo 1m0, Cmax 1 AUC HapacTBat 00110 B3€TO IPONOPITHOHAIHO Ha J103aTa
B Ipoy4eHus 10308 auamnasoH (120 mg mo 360 mg). [Ipu ygacTHHIN ¢ MHOKECTBEHA CKJIEpo3a ca
npuiarany ase 103u 240 mg ¢ nmepuos oT 4 yaca MEXIy T03UTE KaTO YacT OT CXeMa Ha MPHEM TpH
I'bTU AHEBHO. ToBa BOJM 10 MUHMMAJIHO KyMYyJIMPaHE Ha €KCIIO3ULUATA, KOSTO JlaBa IIOBUIIEHHE Ha
menuannara C ot 12%, B cpaBHeHHE C ITpHeM JBa mbTH AHEBHO (1,72 mg/l 32 1Ba MbTH JHEBHO B
cpaBHeHue ¢ 1,93 mg/l 3a Tpu mbTH AHEBHO), 0€3 HUKAKBU MOCIEACTBUS 32 0€30MaCHOCTTA.

XpaHaTa He OKa3Ba KIIMHUYHO 3HAYUM e(eKT BhPXY €KCTIIO3UIHSITa Ha AUMeTHIPyMapaT. Beipexu

TOBa ,I[I/IMGTI/IJ'I(i)YMapaT TpSI6Ba Ja C€ nmpuema € XpaHa, 3apaan no—)lo6paTa IIOHOCHUMOCT I10O OTHOIIICHHUEC
Ha 3a4CPBABAHCTO WJIM CTOMAIIHO-YPECBHUTC HCIKCIIAaHU CHOUTHUS (B)K. TOYKa 42)

Pasnpenenenue
[puBuaHUAT 00eM Ha pa3npeaeicHHe ciiel nepopaieH nprueM Ha 240 mg numeTwidymapaT Bapupa
Mexay 60 11 90 1. Cepp3BaHeTo Ha MOHOMETHII(PyMapar ¢ MIa3MEHUTE ITPOTSHUHH IIPHU XOpa

O0OMKHOBEHO Bapupa Mexay 27% u 40%.

Buorpanchopmarnus

[Tpu xopa numeTmndymapar ce MeTaboIu3upa eKCTeH3UBHO, kKato o 0,1% ot 1o3ara ce ekckpeTupa
KaTo HEMpPOMEHEH AUMETHIQyMapaT B ypuHata. [IbpBOHAYATHUAT METa0OIN3bM CE U3BBPIIBA OT
ecTepasu, KOUTO ca MOBCEMECTHO PA3MPOCTPAHEHH B CTOMAIIIHO-YPEBHHUS TPAKT, KPHBTA M THKAHUTE,
CJIeJ] KOETO aKTHBHOTO BEIIECTBO IMOCTHIIBA B CUCTEMHOTO KpbBooOpamieHue. JlonbpiHuTencH
METa0OJIM3bM CE OCBINECTBSIBA Upe3 IMKbIAa Ha TPUKApOOKCHIIOBATa KHCENIMHA, 0€3 y4acTHETO Ha
cucremara Ha uroxpom P450 (CYP). Ilpoyusane Ha equrn4Ha 1o3a 240 mg “C-gumetnndymapar
uaeHTH(UIIMPA TIII0K03aTa KaTo Mpeo0iiagaBan] MeTadoIuT B I1a3Mara mpu xopa. Jpyrure
MUPKYJTUPAI MeTaOOIUTH BKIIOYBAT (hyMapoBa KUCEIMHA, TMMOHEHA KUCEITHHA U
MoHOMeTHII(hymapar. MeTaboIu3MbT Ha PyMapoBaTa KHCEIHHA HAJ0NTy 110 BEPHUTaTa ce OChIIECTBSIBA
Ype3 UK Ha TPUKApOOKCHITHUTE KHCEINHY, KaTo u3auiiBaneTo Ha CO; CITyKHU 32 OCHOBEH BT Ha
SIIMMUHUPAHE.

Enumunupane

WznumBanero Ha CO; € OCHOBHUAT BT 32 CTUMHHUpPAHE HA TUMETHI(hymMapar, upe3 KOUTo ce
orctpansaBa 60% ot no3ara. brOpeunoTo u hekamTHOTO eTMMHHAPAHE ca BTOPOCTENIEHHN TBTHUIIIA,
JOTIPUHACAIIY CHOTBETHO 3a OoTcTpaHsaBaHe Ha 15,5% u 0,9% ot no3ara.

TepMUHATHUAT HOIYKHUBOT HA MOHOMETHI(DyMapaT € KpaThK (MPUOIU3UTEIHO 1 Yac) U IpHu IOBEYETO

WHIUBUIY ciien 24 gaca B KpbBOOOPAIIEHUETO HE C€ OTKpHUBa MOHOMeTIIPyMapaT. Kymynupane Ha
nuMeTrI(hyMapaT Wi MOHOMETIWII(pyMapaT He HACTBIIBAa IPU MHOTOKPATHU JIO3U TUMETHI(hyMapaT B
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TepaneBTHIHATa CXeMa.
JlunerHocTt

Excnio3umusira Ha quMeTwiIdymMapaT ce yBeandaBa 1o NpUOIN3UTETHO MPONOPIMOHAIICH Ha 103aTa
Ha4MH, IpU €AMHUYHA U MHOTOKpPaTHHU JI03H, B IPOYUYEHHS 030B Auanas3oH ot 120 mg no 360 mg.

PapMaKOKMHETHKA ITPY CHCIUATHU TPy MMAITUEHTH

Criopen pesynratute ot gucrepcuoneH ananu3 (ANOVA), TenecHOTO TerJIo € OCHOBHATa KOBapHara
Ha ekcrio3unusITa (Upe3 Cmax 1 AUC) nipu maruertu ¢ [IPMC, HO He TIOBIIASIBAa MEPKUTE 3a
0e30macHOCT 1 e(pUKACHOCT, OIICHEHHU B KITMHUYHUTE MTPOYYBAHUSI.

[onbT M BB3pacTTa HE OKa3BaT KIIMHUYHO 3HAYMMO BIHSHUE BEPXY (DapMakOKMHETHKATa Ha
numetuiadymapar. GapMakOKMHETHKATA MPH MAIMEHTH Ha Bb3pacT 65 1 1oBeye roJuHI HE €
MpOyY€eHa.

bvopeuno yspescoane

Tpii kaTo OBOpeUHaTa eKCKpeLHs € BTOPOCTEIICHEH ITBT 33 SIMMUHHAPAHE Ha AUMETUI(PyMapaT, upe3
KOHTO ce oTcTpaHsaBaT nox 16% oT npuiokeHaTa 03a, OlleHsABaHEe Ha (papMaKOKWHETHKATa MpH
WHAMBHUIU C OBOPEUHO YBpEKIaHE HE € U3BBPILEHO.

Yeprodpobro yapedicoane

Toii kaTo tumeTwIPymMapar 1 MOHOMETWI(yMapar ce MeTabOIM3UPaT OT ecTepasu, 0e3 y4acTHEeTO Ha
cucremara Ha CYP450, onensBane Ha papMaKOKWHETHKATA IPU UHIUBUIN C YEPHOAPOOHO
YBpEXXJaHE HE € U3BBPIICHO.

Ileouampuuna nonynayus

dapmakoknHETHUHUAT Tpodu Ha 240 mg numeTwidhymMapar IBa THTH JTHEBHO € OL[EHEH B MaJIKOo,
OTKPUTO, HEKOHTPOJIUPAHO IpoyuBaHe npu nanueHTu ¢ [IIPMC Ha Bw3pacT ot 13 1o 17 ronunu
(n=21). ®apMakokrHETHKATa HA AUMETII(yMapaT IpH Te3H MAUEHTH B FOHOIIIECKA Bh3PacT € B
CHOTBETCTBHE C HaOJII0OaBaHaTa Mpeau TOBa MPH Bb3pacTHH MAUeHTH (Cmax: 2,00£1,29 mg/1;
AUCq.124: 3,62+1,16 h.mg/l, koeTo croTBeTCTBa Ha 001ma AHeBHA AUC 7,24 h.mg/]).

5.3 IlpenkJIMHUYHM JAHHU 32 0€30MACHOCT
HesxenanuTe peakiiny, OMMCAHN B TOUKUTE 32 TOKCHKOJIOTHS U PEIPOIYKTUBHA TOKCHYHOCT TO-I0JTY,
HE ce HaOJII01aBaT Npu KIIMHHYHHUTE IPOYYBAHHS, HO c€ HAOJII0]aBaT NP KUBOTHH NIPH HUBA HA

CKCIIO3HIIHA, HOZIO6HI/I Ha HUBaTa Ha KJIMHHUYHA €KCITO3HIIHA.

I'eHOTOKCHYHOCT

JumMetnndymapat ¥ MOHOMETHII(YMapaT JIaBaT OTPUIATEIICH PE3YJITAT B OaTepusl OT in Vitro TECTOBE
(Ames, XpoMO30MHH abepanuy B KJIETKH OT O0o3aiinuim). Jumernndymapar gaBa oTpuiareneH
pE3yINTaT | B in Vivo MUKPOHYKJIEApEH TECT MPH TUIHXOBE.

Kanneporenesa
[TpoyuBaHusATa 32 KAHIIEPOTCHHOCT HA JUMETWI(yMapaT ca MPOBEACHH 3a IIePHUO] 10 2 TOIUHH IIPU
MHUILKHU ¥ ITbX0BE. uMeTuadymapaT € npuiiarad nepopaiso B 1o3u 25, 75, 200 u 400 mg/kg nueBHO

pu MUATIKY ¥ B 031 25, 50, 100 u 150 mg/kg mHEBHO IIpH TUTHXOBE.

[Tpn Mumky yectToTata Ha KapuuHOMa Ha ObOpeunuTe TyOym ce yBenn4dana mpu 75 mg/kg nHeBHO,
npu exBuBasieHTHA excro3unus (AUC) cripsiMo mpenopbuuTeIHaTa 103a npu xopa. [lpu mpxose
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YyecToTaTa Ha KapIIMHOMHU Ha ObOpEYHUTE TYOYJIM M HA TECTUKYJIAPHU aJICHOMH Ha KIICTKUTE Ha
Leydig ce yBenuuasa npu 100 mg/kg 1HEBHO, MPU €KCIIO3UIINSA, MPUOIU3UTEIIHO 2 IIbTH 0-BUCOKA OT
MpernopbYUTETHATA 1032 IPU XOpa. 3HAYCHUETO Ha Te3W HAXOJIKX 10 OTHOIIIEHUE Ha PHUCKA MTPH X0pa €
HEM3BECTHO.

YecToTaTa Ha CKBAMO3HOKJICTHYHHS NANUWIOM U KapLUUHOM B HETJIaHAYNapHUS CTOMax (IpeacToMax)
ce MOBUIIIaBa ITPH EKBUBAJIEHTHA €KCIIO3UIHS CIIPSIMO MPENOPHUNTENHATA /1032 33 XOpa IPH MUIIKH U
[I0J1 HUBOTO HA €KCIIO3UIIMS CIPSIMO IIPENopbhUnTeHATA 103a 33 X0pa IpH ITbX0Be (Ha Oa3ara Ha
AUCQC). [IpeacromMaxbT nNpy rpu3adnTe HAMA YOBEIIKH aHAJIOT.

Toxkcukonorus

HexnmuanaHuTe Mpoy4BaHus Npy TPU3adH, 3alII1 1 MAaHMYHU ca MPOBEJICHU ChC CYCIICH3US Ha
nuMetundymapar (quMetindymapat B 0,8% XUIPOKCHUITPOTUIMETHIIIICTYII03a), TIPHIIOKEHA Ype3
nepopaiHa corya. [IpoydBaneTo 32 XpOHHYHA TOKCHYHOCT ITPH Ky4YeTa € MPOBEICHO C MIEPOPATHO
MPIIOKEHUE Ha KallcyiaTa ¢ AUMeTHI(pyMapar.

[Tpomenn B 6b0peruTe ca HaOIrOIaBaHK CJIe]] MHOTOKPATHO MEPOPAITHO PUIIOKEHHE Ha
TMeTHI(yMapaT pH MUIIKH, TITEX0BE, KydeTa 1 MaiiMyHu. Enurenna pereneparus Ha ObOpedHUTE
TyOyJu, npeArnonaramia yBpexaane, € Ha0JlogaBaHa Mpyu BCUUKY )KUBOTUHCKH BUOBE. XUIEPIIa3us
Ha ObOpeuyHHTe TYOY/IM € HAOJII0JaBaHa MPH ILTbXOBE C JIOKMBOTEH MPHEM (2-TOMIIHO MTPOYUYBaHE).
[Ipu kyyera, mody4aBaliv €XX€JHEBHO TIEPOPATHU J03U AUMETWI(PyMapaT B IPOABIDKEHUE Ha

11 mecera, u3uuciieHara 3a KOpoBa arpodusi JOMyCTHMa TpaHULa € HaOItoJaBaHa pH 3 IbTH HaJ
npenopbunTenHaTa go3a Ha 6a3ara Ha AUC. Ilpu MaliMyHH, oTy4aBai €XKEAHEBHO EPOPaTHU 031
IUMeTHII(hyMapaT B MPOALIDKEHHE Ha 12 Mecela, HeKpo3a Ha eAMHUYHU KJIETKH ¢ HaOJojaBaHa pu
2 IBTH HaJ IpenopbunTenHara 1o3a Ha 0a3zata Ha AUC. UnTepcTunmania ¢pudposa u Koposa
aTpo¢us ca HaOMrONaBaHM NPH 103a 6 MBTU HAJ MPENOpbUUTEIHATa 1032 Ha Oa3ata Ha AUC.
3HaueHNETO Ha Te3M HaXOJKH 33 XOpa € HEM3BECTHO.

B TecTrcuTe Ha IITEXOBE M KydeTa € HaOJfo1aBaHa JIeTeHepalys Ha eruTea Ha CEMEHHHUTE
kaHanueTa. Haxonxure ca HabIr0qaBaHy Ipy IUTXOBE MPH 1034, TPUOIN3UTEIHO paBHA HA
MpenopbUUTENHATA, U [P KyUueTa NpH 1032 3 MbTH HaJ npernopbunTenHara (Ha 6azara Ha AUC).
3HauCHHETO HA TE3W HAXOIKH 32 XOpa € HEU3BECTHO.

HaXOI[KI/ITe B IMp€aACTOMaxa Ha MUIIKHU U IIBXOBE C€ CbCTOAT OT CKBAMO3HOKJICThYHA CIIMTCIIHA
XUIIEPILUIA3UA U XUIIEPKEPATO3a, BH3MAJICHUEC U CKBAMO3HOKJIETHYECH MAITUJIOM U KapIIMHOM IIpU
IIpoy4YBaHUA C IPOABIDKUTEITHOCT 3 MEcCla UM IIOBCYC. HpeHCTOMaX’LT IpU MUIIKH U IUTBXOBE HAMA
YOBCIIKH aHAJOT.

PenpoaykTBHA TOKCHYHOCT Y TOKCHYHOCT HA Pa3BUTHETO

[lepopaiHOTO NMPHIIOKEHUE HA JUMETUIPYMapaT IpU MBXKKH ILTbX0BE B 7031 75, 250 u 375 mg/kg
JTHEBHO IMIPEH U 10 BpeMe Ha YHU(TOCBaHETO HMa ePeKTH BbpXY (DepTUINTETa HA MBKKUTE KUBOTHU
10 Hali-BHCOKaTa TeCTBaHa 1032 (Hal-MaJKo 2 MbTH MO-BUCOKA OT MPENOpbUUTEIHAaTa 103a Ha Oa3aTa
Ha AUC). [lepopaiHOTO NPHIOKEHUE Ha JUMETHIPYMapaT pH )KEHCKH ILTbX0BE B 031 25, 100 u
250 mg/kg mHEBHO MpEay | 0 BpeMe Ha Yr(pTocBaHEeTO, KakTo U 10 JeH 7 Ha OpeMeHHOCTTa,
MpeIU3BUKBa HAMAJSIBAHE HA €CTPYCHUTE LUKJIN 32 14-THeBeH Nepro/ U yBelnudaBaHe Ha Opost Ha
YKUBOTHHUTE C MPOABIDKUTENEH AUECTPYC IpH Hail-BUCOKaTa TecTBaHa fo3a (11 mbTH mo-BUCOKa OT
npenopbunTenHaTa jgo3a Ha 6a3ara Ha AUC). Te3n npomeHn obave He OBIHSBAT QEPTHINTETA WITH
Ha Oposi Ha TOJIyYeHHTE )KU3HECTIOCOOHH (eTycu.

JlokazaHo e, 4e AuMeTII(hyMapaT NpeMruHaBa IUIalleHTHaTa MeMOpaHa 1 Tonajia BbB (eTaiHaTa KPbB
IIPY TUTBXOBE U 3aMliM, ChC CHOTHOIICHHS Ha (heTaTHUTE KbM MAaUYMHUTE IJIa3MEHH KOHIICHTPALUH
cpotBeTHO oT 0,48 10 0,64 1 0,1. He ca nabmropaBanu MandopManyy Npu HUKOS 1032 Ha
TUMETHII(yMaparT MpH IUThX0BE WK 3aiiy. [IpunoxkeHneTo Ha AUMETHI(GYyMapaT B IEpOpaITHH JI03U
25, 100 1 250 mg/kg nHEeBHO Tpu OpeMEeHHH TLUTHXOBE Tpe3 MepHo/ia Ha OpraHoreHe3aTa BOIU JI0
HE)KEJIaHU PeaKklMu NpH MaiikaTa npu 103a, 4 IbTH M0-BUCOKA OT IPENOphUMTENHATA 1032 Ha 0a3aTa
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Ha AUC, 1 10 HUCKO TerJio Ha ¢eTyca 1 3abaBeHa ocudukaius (MetaTap3ainu (agadry ¥ pagaHra Ha
3aIHATE KpalHUIIN) TIpH 71032, 11 IMbTH MO-BUCOKA OT IPEopbhUnTETHATA q03a Ha O6a3aTa Ha AUC.
Huckoro Terno Ha eTyca u 3abaBeHaTa OCH()UKAIUS CE CUMTAT 38 BTOPHUYHH MO0 OTHOIICHUE HA
MailuMHaTa TOKCHYHOCT (HaMaJsiBaHe Ha TEJICCHOTO TErJIO M KOHCYMAIIUsITa Ha XpaHa).

[lepopanHoTo mpunokeHne Ha quMeTuidymapat B 1o3u 25, 75 u 150 mg/kg nueBHO npu 6peMeHHH
3aliIi 110 BpeMe Ha OpraHoreHe3ata Hsima eeKT BbpXy eMOpro-(heTamTHOTO pa3BUTHE U BOAH A0
HaMaJIsIBaHE Ha TEJIECHO TETJIO Ha MaiikaTa MpH /1033, 7 T MO-BIUCOKA OT MPETOPHUYUTETHATA 1032, H
JI0 yBeJMuYaBaHe Ha Opos Ha abopTuTe Npu 1032, 16 IbTH MO-BUCOKA OT NMPETOPHUYUTENHA /1032 HA
6a3zara nHa AUC.

[lepopanHoTo npuitokeHne Ha JUMeTUIpyMapar B 103u 25, 100 u 250 mg/kg THEBHO MPH ILTbXOBE
0 BpeMe Ha OpEeMEHHOCT ¥ KbpPMEHE BOJIH J0 TIO-HUCKH TEJIECHH TeTJia B MoKoJieHneTo F1, kakto u
3aKbCHEHUS B MIOJIOBOTO Ch3PsIBaHE MPU MBKKHUTE )XKUBOTHH OT F1 mpu mo3a, 11 mbTH 1o-BHCOKa OT
MpernopbryYUTeIHaTa 103a Ha 0azara Ha AUC. JluncBat eeKTH BbpXy (epTHIIUTETA B TOKOJEeHHETO F1.
[To-HUCKOTO TEIECHO TETJIO HA TIOTOMCTBOTO CE CUMTA 32 BTOPUYHO MO OTHOIIICHHUE HA MaifunHaTa
TOKCHYHOCT.

TOKCHYHOCT IpY FOBEHUJIHU KUBOTHH

JIBe mpoy4BaHus 32 TOKCHYHOCT NPU IOBEHWIHU IUTBXOBE C €KEITHEBHO MEPOPATHO MPUIOKEHUE HA
nuvetundymapar ot noctHatanex aeH (ITHJT) 28 go [TH/] 90-93 (exBuBasieHTHH Ha MPUOITH3UTEITHO
3 ¥ moBeye rOAMHY P X0paTa) MOKa3BaT MOJ0OHA TOKCHYHOCT B TAPIeTHUTE OpraHu OBOpery u
MpeacToMax KaTto HalOIroaBaHaTa MPH Bb3PACTHUTE KUBOTHH. B mMbpBOTO npoyuBaHe
JuMeTwIdymMapar He 3acsira pa3BUTHETO, HEBPOIIOBEACHYECKUTE PEAKIINU MM MBKKHS M AKEHCKHUS
dbepTuanTeT 10 Hai-Bucokara f03a 140 mg/kg nHeBHO (MpuOIU3UTENHO 4,6 IBTH IPEMOPHUYUTEIHATA
71032 TIpY XOpa Bb3 OCHOBA Ha orpannueHu AaHHU 3a AUC npu nexunatpuusu nanueHTn). [1o monoden
Ha4uH He ca HaOMro1aBaHu €PeKTH BbPXY MBXKHUTE PENPOJYKTUBHH U CIIOMAraTelIHN OpraHy A0 Hai-
BHCOKaTa J103a JuMeTridymapat oT 375 mg/kg THEBHO BbB BTOPOTO MPOYYBAHE PU MBKKH
IOBEHUITHU ILTEXOBE (0K0J10 15 mbTH npennonaraemMata AUC npu npenopbyrTenHaTa neuaTpuaHa
no3a). Habnronasat ce o6ade moHM>KEHHE HAa KOCTHOTO MUHEPAIIHO ChABbP)KaHUE U IITBTHOCTTA Ha
(demypa 1 TyMOaTHHUTE MPENUICHA P MBXXKH IOBEHUITHH IUThX0BE. [IpoMeHu npu KocTHA
JICHCUTOMETPHSI ca HAOJI0IaBaHK CHINO NPU FOBCHUIIHH ILTBXOBE CIIE/ TIEPOPAITHO MPIIIOKEHNE Ha
IUpOKcHUMel Gpymapat, ApYyr GpymapareH ectep, KOWTO ce MeTaboNnu3Kpa A0 ChIINS aKTHUBEH
MeTabonuT MoHOMeTHN pymapar in vivo. NOAEL 3a mpomMeHuTe mpu AEHCUTOMETpUSTA IPU
IOBEHUJIHU ILTHXOBE € Mpubam3uTenHo 1,5 mbtu npeanonaraemara AUC npu npenopbhunTeHaTa
neanaTpuydHa 103a. Bp3MokHa € Bpb3Ka Ha e)eKTUTE BbPXY KOCTHTE C MO-HUCKO TEJIECHO TErJI0, HO
HE MOJKE J1a C€ U3KJII0YM M HaJTMYMeTOo Ha NpsK eQekT. KocTHUTe HaX0AKH ca ¢ OrpaHHYEeHO 3HaYCHUE
3a Bb3PACTHHUTE MAIMEHTH. 3HAYEHHETO 32 eTUATPHYHHUTE MAICHTH HE € H3BECTHO.

6. OAPMAIEBTUYHU JAHHU

6.1 Cnucek Ha NIOMOUIHHUTE BelleCTBa

KaHCYJIHO CBbABPKKUMO !MI/IHI/ITa6JIeTKI/I C CHTCPOCOJIBCHTHA O6BI/IBKa!

Cunudunupana MUKpOKpUCTAIHA 1eTy103a

Tanx

Kpockapmenosza Hatpuii

CunuuueB JUOKCHUI, KOJIOUIEH 0€3BOJICH

Marsesues creapar

CronuMep Ha METAKPUIIOBA KHCEIMHA U MeTmiMeTakpmiat (1:1)

Tpuerunuurpar

ChnonuMmep Ha MeTakpuiioBa KucenuHa u erunakpuiar (1:1), 30-npouentHa qucnepeust

CncTaB Ha KamncyJjara
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Kenatun

TurtanoB muokcun (E171)
BpunsatHo cunbo FCF (E133)
Uepen xene3en okcup (E172)
Kuat xenesen oxeup (E172)

OrneyaTad HAJIIIKMC BBHPXY KallCyJjiaTta (‘ICDHO MaCTI/IJ'IO)

Mennax (E904)

Uepen xene3en okcup (E172)

Kamues xunpokcun (ES25)

6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roguHU

6.4 CrnenuajaHu ycJI0BHA Ha ChbXpaHeHUe
To3u nexkapcTBeH MPOAYKT HE M3UCKBA CIICIMANHN YCIOBUS HA ChXpaHEHHE.
6.5 Buau chabp:KaHUE HA ONIAKOBKATA
120 mg Karncymu:

14 xancyau B 6iucrepu ot PVC/PE/PVDC-AI
14 x 1 kancynu B nepdopupanu oauctepu ¢ eauanyuau 1034 ot PVC/PE/PVDC-Al

240 mg xancyJuu:
56 unun 168 xarcynu B Oaucrepu ot PVC/PE/PVDC-AL
56 x 1 uim 168 x 1 xancynu B nepdopupanu oimctepu ¢ equandan g03u or PVC/PE/PVDC-Al

He Bcuuky BUIOBE ONAKOBKU MOrar Ja ObJAT MyCHATH Ha Ma3apa.

6.6 CrnenuajaHu NpeaNa3sHA MEPKH NPH U3XBbPJIsIHE

HCI/I3HOH3B3HI/I$IT .]'IeKapCTBeH l'[pO)IyKT WU OTIIAaABbYHUTC MaTepI/IaHI/I OT HETO TpSI6Ba a ce I/I3XB’LpJ'I$IT
B ChOTBETCTBHE C MECTHHTE M3UCKBAHUSL.

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,

Edifici Est, 6* Planta,

08039 Barcelona,
Hcnanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
120 mg xancynu:

EU/1/24/1811/001
EU/1/24/1811/002
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240 mg kancynu:

EU/1/24/1811/003
EU/1/24/1811/004
EU/1/24/1811/005
EU/1/24/1811/006

9. JATA HA ITBPBO PA3BPEIIABAHE/IIOJJTHOBSIBAHE HA PAZPEHIEHUETO 3A
YIHOTPEBA

JaTa Ha mepBO pazpemasane: 22 ampwi 2024 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[TogpoOHa nHpOpMaIKs 3a TO3U JEKAPCTBEH MPOAYKT € MpeaocTaBeHa Ha yeOcaiita Ha EBponelickara
areHIys 1o JIeKapcTBaTa https://www.ema.europa.eu.
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MNPUJIOKEHUE 11

ITPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOXJABAHE HA ITAPTUIN

YCJIOBUA NN OT'PAHUYEHUS 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUA U U3UCKBAHMUS HA
PA3SPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA UJIN OTPAHUYEHMUS 3A BE3OITACHA 1

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA
MNPOAYKT
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A. HNPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOX/IABAHE HA ITAPTUIN

HmMe u aapec Ha nmpon3BoauTensa(UTe), OTTOBOPEH(HHK) 38 OCBOOOKIaBAHE HA MAPTUINTE

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,
95-200, Pabianice, ITosma

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000, Manta

Accord Healthcare B.V.
Winthontlaan 200,
3526 KV Utrecht, Hunepnanaus

Accord Healthcare single member S.A.
64th Km National Road Athens
Lamia, Schimatari, 32009, ['bpriust

IleyaTHaTa THUCTOBKA Ha JICKApCTBCHUSA MPOAYKT TpSIGBa Ja CbAbpPiKa UMETO U aApeCa Ha
MMPOU3BOAUTEIISA, OTTOBOPCH 3a OCB060)KI[aBaHCTO Ha CbOTBCTHATA MAapTHUAA.

b. YCJI0OBHMA NWIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexkapCTBEHUAT MPOAYKT C€ OTITyCKa 110 OrPaHUIEHO JIEKapcKo npennucanue (Bx. Ipunoxenne I:
Kpatka xapakTepucTika Ha MpoAyKTa, Touka 4.2).

B. JPYI'UM YCJIIOBUA U U3BUCKBAHMUS HA PASPELHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJu3npanm aokiaanau 3a oezonacuoct (ITAIB)

WzuckBanwmsrta 3a mogaBane Ha [1AJIb 3a To3u 1ekapcTBeH MPOAYKT ca MOCOYEHH B CIIMCHKA C
pedepentauTe natu Ha EBponetickus cpio3 (EURD crucek), mpensuaen B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BbB BCUUKH CIIENBAIIN aKTyalIN3allH, yOJIMKYBaHH Ha €BPONEHCKUS
yeOropTai 3a JeKapcTBa.

r. YyYciaoBusi Wi OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. Ilnan 3a ynpasJjenue Ha pucka (ITYP)

[TputexaTtensaT Ha pa3perieHueTo 3a ynorpeda (IIPY) TpsOBa na u3BbpIIBa U3UCKBAHUTE JEHHOCTH U
JeWCTBUS, CBBP3aHH C MIPOCIE/sIBaHe Ha JIeKapcTBeHaTa 0€30MacHOCT, mocoueHH B ogoopenus [1YP,
npencraBeH B Moayi 1.8.2 Ha pa3pemennero 3a ynorpeda, KakTo U IpY BCHYKH CJIeIBaIi 0400peHN
akTyanusauuu Ha IIVP.

AxTtyanmusupan I[TYP TpsibBa na ce nmomasa:

. 1o uckaxe Ha EBporneiickara areHuus o JeKapcTBara;

. BHUHATH, KOTaTO CE U3MEHS CHCTEMAaTa 3a yIpaBJICHHE Ha PUCKa, 0COOEHO B Pe3yiTar Ha
MoJTydaBaHe Ha HOBa MH(OpPMAITUs, KOATO MOXKE Jla IOBEIe 0 3HAYNMHU IPOMEHH B
CHOTHOIICHHUETO TT0JI33/PUCK, WITU CIIC/ JOCTUTAHE Ha BaXKEH eTall (BB BPh3Ka C MPOCICIIBaHE
Ha JIEKapCTBeHaTa 0E30MaCHOCT WIIM CBEXK/IAHE HA PUCKA IO MUHUMYM).
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INPUJIOKEHMUE III

JAHHU BBPXY OITAKOBKATA U JIUCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBJABPKA BTOPUUYHATA OITAKOBKA

BBHITHA KAPTOHEHA OITAKOBKA

| 1. UME HA JIEKAPCTBEHUSA TPOAYKT

Humetnndymapar Accord 120 mg cTOMAITHO-YCTOWYMBH TBBPAN KaICyJIu
quMeTundymapaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bcesika cTomamHo-ycToiiunBa TBbpAa Kancyna cbabpika 120 mg aumetundymapart.

| 3. CIIUCBK HA TIOMOIIIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

CToMalHo-yCTOMYMBa TBBPAA Karcya

14 cTomManrHO-yCTONYMBY TBBPIU KaTICYJIH
14 x 1 cromManIHO-yCTOMYMBY TBBEPAX KaICyJIn

5. HAYMH HA ITPUJIOKEHUE U ITBbT(UIIA) HA BBBEXKJIAHE

[TepopanHo npunoxeHue.
[Ipenn ynoTpeba mpoderere TMCTOBKATA.
I'brTaiiTe Kancynara usia.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT INPOAYKT TPsJBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELTA

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

| 7. APYT' CHEIMAJIHU ITPEAYITPEXKIAEHUA, AKO E HEOBXOJUMO

| 8. JATA HA U3THNYAHE HA CPOKA HA I'OJIHOCT

T'omen mo:

9. CIIEHUMAJIHU YCJIOBUS HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEHLUWAJIHU ITPEAITAZHUA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPHAJIN OT

11. HUME U AAPEC HA ITIPUTEKXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 6 Planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/24/1811/001
EU/1/24/1811/002

| 13. TIAPTHUJIEH HOMEP

[TapTugen No

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Humetundymapat Accord 120 mg

| 17. YHUMKAJIEH WJIEHTH®UKATOP - IBYU3MEPEH BAPKO/]

JIByn3mepeH 6apKoJI ¢ BKIFOUEH YHUKAJICH HICHTH(DHUKATOD

| 18. YHMKAJIEH UJIEHTH®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

PVC/PE/PVDC-AL BJIMCTEP

| 1. UME HA JIEKAPCTBEHUSA TPOAYKT

Humetnndymapat Accord 120 mg cTOMAIITHO-YCTONYUBYU KaIICYIH
auMeTuindymapar

| 2. NUME HA ITIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

| 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

| 5. JPYIO

[lepopanna ymotpe0a.
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JAHHHU, KOUTO TPABBA JA CBJABPKA BTOPUYHATA OITAKOBKA

BBHITHA KAPTOHEHA OITAKOBKA

| 1. UME HA JIEKAPCTBEHUSA TPOAYKT

Humetnndymapar Accord 240 mg cTOMAITHO-YCTOWYMBH TBBPAN KaICyJId
quMeTundymapaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bcesika cTomamHo-ycToiiunBa TBbpAa Kancyna cbabpika 240 mg auMetundymapart.

| 3. CIIUCBK HA TIOMOIIIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

CroManiHo-ycToMYMBa TBHp/A Karcya

56 CTOMAIIHO-YCTONYHMBH TBBHPIU KaTICYJIH

168 cTromManIHO-yCTOMYMBY TBBPAU KaICyJIN

56 x 1 cTOMAIIHO-YCTOWYHBH TBHPIX KaICYIH
168 x 1 croManIHO-yCTOWYIMBY TBBPIN KAIICYITH

5. HAYYH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

ITepopanHo npunoxeHue.
[Ipenu ynotpeba mpoyerere JIMCTOBKATA.
['bnTaiiTe Kancynara usna.

6. CIIEHUAJIHO NPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHABA HA MSCTO JAJIEYE OT IIOT'JIEJA B IOCEI'A HA JEIIA

I[a CC€ ChbXpaHsiBa Ha MACTO, HCAOCTBIIHO 3a JCIIa.

| 7. APYI'U CIHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'omen mo:

9. CIIELHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEHLUWAJIHU ITPEAITAZHUA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPHAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AAPEC HA ITIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 6 Planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/24/1811/003
EU/1/24/1811/004
EU/1/24/1811/005
EU/1/24/1811/006

13. MAPTHUAEH HOMEP

ITaptunen Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIMA HA BPAMJIOBA A3BYKA

Humetundymapat Accord 240 mg

| 17. YHUMKAJIEH WJIEHTH®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 6apKkojI ¢ BKIFOUEH YHUKAJICH HICHTH(DHUKATOD

| 18. YHMKAJIEH UJIEHTH®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

PVC/PE/PVDC-ALU BJIMCTEP-KAPTA

| 1. UME HA JIEKAPCTBEHUSA TPOAYKT

Humetnndymapat Accord 240 mg cTOMAIITHO-YCTONYNUBYU KaICYIH
auMeTuindymapar

| 2. NUME HA ITIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

| 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. MHHAPTUJAEH HOMEP

Lot

5. JPYIo

[Tepopanna ymoTpeoa.

35



Bb. IUCTOBKA
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Jdumernngymapar Accord 120 mg cToMaliHO-yCTOWYMBH TBbPAH KaICyJIH
Jumetmiagymapat Accord 240 mg cToMAIIHO-YCTOHYMBH TBHPAH KATICYJIH
mumetriadymapat (dimethyl fumarate)

IIpoyeTeTe BHUMATEIHO AJIaTa JUCTOBKA, MPeAH 1a 3aMl04YHeTe 1a MpUeMaTe TOBA JIEKapcTBO,

Thi KaTO T CbAbPsKa BaxkHa 3a Bac nudopmanus.

- 3anaseTe Ta3u JIUCTOBKA. MoKe 1a e HAJIOKU J1a 51 IPOYETETE OTHOBO.

- AKO UMaTe HAKAaKBU JIOITBIHUTEIHH BBIIPOCH, IonuTaiiTe Bamms iekap wim GpapMarieBT.

- Toga nekapcTBO € mpeanucaHo Ju4Ho Ha Bac. He ro npeoTcThBaiiTe Ha Apyru xopa. To Moxe
Jla UM HaBpeIH, He3aBUCHMO Y€ IPU3HALNTE Ha TAXHOTO 3a00JsBaHe ca chIUTe KaTo BammuTe.

- AKo monyunTe HSIKaKBU HEXEJIaHU peakiuy, yBegomere Bamus nekap win ¢papmareBt. Tosa
BKJIKOYBA U BCUUKU Bb3MOXHHU HEXKEJIAHU PEAKLUHU, HEOMIMCAHU B Ta3U JUCTOBKA. BuxTe
TouKa 4.

Kakso CbAbpPiKa Ta3u JUCTOBKA

Kako npencrasnsisa JJumerundymapat Accord 1 3a KakBO Ce U3MOI3BA
Kakso Tpsi0Ba na 3naere, npeau na npuemere Jumerundymapat Accord
Kak na npuemare Iumerundymapar Accord

BB3M0XHU HEXKETIaHU PEAKLIUU

Kak na cexpansBare Jumerungymapar Accord

CobrpprkaHre Ha OTIAKOBKATA M JOITBIHUTEIHA HHPOpManus

AR .

1. Kakso npencraBasipa JIlumerwipymapar Accord 1 3a KakBo ce U3IM0J13Ba

Kakso npencraBasia JIlumerwipymapar Accord

Humernndymapat Accord e 1eKapcTBO, KOETO ChbpPKa aKTUBHOTO BEIIECTBO AUMeTHI(ymMapar.
3a kakBo ce m3noa3sa Jumernnpymapar Accord

Jdumermiapymapart Accord ce U3M0J13Ba 32 JiedeHHe HA IPUCTHIIHO-PEMUTEHTHA MHOKECTBEHA
ckiepo3a (MC) npu nanueHTH HA Bb3pacT 13 u nmoBeye roguHu.

MC e xpoHHYHO 3a00sIBaHe, KOETO 3acsra IeHTpaHara HeppHa cucrema (LIHC), BximrounTtenHo
MO3bKa U rphOHauHus MO3bK. [IpucThiHO-pemuTenTHaTa MC Ce XapakTepusupa ¢ IOBTapSINU Ce
MPUCTHIM (PEIUIUBY) Ha CHMIITOMH OT CTPaHa Ha HepBHaTa cuctemMa. CHMITOMUTE ca PA3JINIHH MTPH
OTJICITHHUTE MMAIUCHTH, HO OOMKHOBEHO BKJIFOYBAT JIBUTATECITHH 3aTPyIHEHHUsI, YyBCTBO 32 3ary0a Ha
paBHOBECHE U 3pUTEITHH HapyIIeHUs (HApUMep 3aMbIJICHO 3pSHHE MU IBOWHO BIKIaHe). Te3u
CUMIITOMH MOTAT Jia U3YE3HAT HAIThJIHO, KOTaTO MPUCTHITHT MPUKITFOYH, HO HIKOH MPOOJIEMH Morat Ja
OCTaHar.

Kak neiictBa Jumerniagymapart Accord

Humetnndymapat Accord u3riexaa JeHcTBa, KaTo He TI03BOJIsBA Ha 3aIlMTHATA CUCTEMa Ha
opraHu3Ma Jia yBpekJa MO3bKa U rpbOHAUYHUS MO3BK. TOBa ChIIO MOKE J1a IOMOTHE J1a ce 3a0aBu
Obaeno Biomanane Ha Bamiero 3abonsBane.

2. KakBo TpsioBa 1a 3HaeTe, npeau Aa npuemete JAumermwiadpymapar Accord

He npuemaiite Ilumerniadgymapar Accord

- aKO0 CTE¢ aJICPruv4Hu KbM I[HMBTHJI(l)yMapaT HJIX KbM HAKOS OT OCTaHAJIUMTC CbCTAaBKHM Ha TOBa
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JIeKapCTBO (M30pOCHU B TOUKA 6).
- aK0 HMa CbMHEHHUe Ye MMaTe PAIKAa MH(peKIHs HAa MO3bKa, HapeueHa IPorpecuBHa
myJaTudoxanna neskoeHnepasonarust (IIMJI) nam ako IIMJI e Oniia noTBbpAeHa.

Ipexynpesxkaenns u npeanasHu MepKU

Humetundymapat Accord Moke Aa OBJHse Oposi HA OesiMTe KPBbBHM KJIETKH, 0bOpennTe 1
yepHaust Bu npo6. [Ipeau na 3amounete aeuenueto ¢ Jumerundymapar Accord, BamusT nekap e
Bu HanpaBu u3ciieiBane Ha KpbBTa, 3a J1a onpeaen Opos Ha Oenute Bu KpbBHU KIETKH U J1a IPOBEPU
nanu 0p0penuTe U yepHUIT Bu 1po6 paboTsaT npaBuinHo. Jlekapsr 1e npoBexa Te3u U3cieIBaHus
MEPUOIUYHO TIO BpEeMe Ha JieueHHeTo. Ako OposT Ha Oennute Bu KpbBHU KJIETKH Hamaliee 1o BpeMe Ha
JieYeHrneTo, BammAar nekap Moxe Jla peliy Ja Ha3Hayl U3BbPIIBAHE HA TOMBIHUTEIHH U3CTIeIBaHUS
WJIH Ja IPEKBbCHE JIeUeHUeTo Bu.

I'oBopete ¢ Bamus Jiexap, npeau na npuemere Aumermipymapar Accord, ako umare:
- TEXKO 0bOpedyHo 3a00s1BaHe

- TEXKO 4epHOAPOOHO 3a00II1BaHEe

- 3a00J1sIBaHE Ha CTOMAaxXa UM YepBaTa

- cepro3Ha nH¢eKnus (HanpruMep MHEBMOHHUS).

ITpu neuenunero ¢ Aumernnpymapar Accord Moxe J1a ce MOSBH Xepriec 30cTep. B Hixou cinyuan
HaCTHIIBAT CeprO3HU ycnoxkHeHus. TpaoBa na nngopmupare Bamus jgexap He3abaBHO, ako
MoJ03upare, Ye UMaTe CUMIITOMH Ha XEpIIeC 30CTep.

Axko cmsTare, ye Barmmara MC ce Biomaga (HanpuMep UMaTe ¢i1aboCT WM MPOMEHH B 3PSHUETO) WU
aKko 3a0eexxnTe HOBU CUMITTOMH, TOBOpeTe ¢ Bamus nekap BemHara, 3aioTo Te MOXe Ja ca
CHUMIITOMH Ha psiika nH(EKIns Ha MO3bKa, HapedeHa nporpecuBHa [IMJL. IIMJI e ceprozno
3a00JIsIBaHEe, KOETO MOXKE /1A IOBEJIE /IO TeKKa MHBAJTHIHOCT WIIA CMBPT.

Cro01aBaso € psSAKo, HO TEKKO ObOpEeUHO YBpeKIaHe, HapedeHo CHHApoM Ha DaHKoHM MpHu
JIEKapCTBO, ChABPIKALIO AUMETHIPYMapaT, B KOMOMHALMS ¢ IPYTH eCTepH Ha (hymMapoBaTa KUCEIIMHA,
U3I0JI3BAaHHU 32 JICUCHUE Ha IIcopuasuc (3a0osBaHe Ha KoxaTa). AKo 3a0enexuTe, ue OTAemsITe
MIOBEYE YPUHA, IT0-Ka/IHHU CTE ¥ ITHETe MOBeYe TEYHOCTH OT 00MYaiHOTO, MycKyauTe Bu m3rnexaar
mo-c1alu, MOTy9rTe CIyIBaHe Ha KOCT WIIM MTPOCTO UMate 0OJKH, 0baneTe ce Ha Bamms nmekap
BB3MOXKHO Hali-CKOpPO, 32 J1a MOXKe TOBa Jja Ce MPOyUH HO-N0POOHO.

Jleua v roHOIIH

He nmamaiite ToBa aekapcTBo Ha jaera mo 10 rofuiiHa Bb3pact, 3aI0To JUICBAT JAHHU MPH Ta3|
BBH3pacTOBa Tpyna.

Apyru nexapctBa u {lumernigymapar Accord

Tpsao6Ba na xa:kere Ha Bamus nexap niu papmanesT, ako [IpuemMare, HACKOPO CT€ IPUEMATIH WIH €

BB3MOKHO JIa IPHEMaTe JPYTH JIeKapCcTBa, MO-CIIEHATHO:

- JIEKapcTBa, KOUTO ChIbpKaT ecTepH Ha pyMapoBaTa kKuceaIuHa (Qymapartu), U3MOI3BaHU 32
JIeYeHHEe Ha IICOPHA3HC;

- JIEKapCTBa, KOUTO MOBJIMSBAT HMYHHATA CHCTEMa HA OPraHU3Ma, BKIIOUYMTEITHO JIEKapCTBa
32 XMMHOTepanusi, ”MyHOCYIIPeCOPH WM JPYTH JIEKAPCTBA, H3MOJI3BAHM 32 JJe4eHne Ha
MC,;

- JIEKapCTBa, KOUTO 3acsraT 0LopennTe, BKIANYATETHO HIKOM AHTHOMOTHIIN (M3IONI3BAHU 32
JieueHre Ha WH(EKINN ), ,,0TBOAHABAIIN Ta0JeTKu” (Ouypemuyu), HAKOH BHI0BE
0oskoycnokosBauu (HanpuMmep HOynpodeH U Ipyru NOA00HN POTUBOBB3MATUTEITHA
Cpe/CTBa, KAKTO U JIEKapCTBa, 3aKyIIeHN 0e3 pelienTa OT JIeKap) U JIEKapCTBa, ChIbPKAIIH
JINTHIA;

- npueMbT Ha umetundymapat Accord ¢ onpeenieH! BUAOBE BAKCUHH (/CUBU BAKCUHU) MOXKE
na Bu npuunHN nHGEKIMS U clIe10BaTeNHO TpsAOBa Aa ce n30sarea. Bammsr nekap me Bu
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MOCHBETBA JaJIM TPsiOBa Ja ce IpuiIaraT APyTry BUIOBE BAKCHHU (HeHCUBU 6AKCUHU).
JumeTrmingymapar Accord ¢ aakoxos
KoncymMmarusTa Ha TIO-TOJIIMO KOJTMIecTBO (1moBede oT 50 ml) CHITHH aJIKOXOJIHH HAITUTKH (ITOBEYE OT
30% 006eMHO ChabpKaHHE Ha aIKOXOJI, HalIpUMEP CIIMPTHU HANTUTKH) TPsiOBa 1a ce u30srea B
paMKkuTe Ha yac oT npueMa Ha Jumernndymapar Accord, Thif KaTO aTKOXOIBT MOXE A2
B3aMMO/IEICTBA C TOBA JiekapcTBO. ToBa MOXKe Jia MPEeTU3BUKA Bh3MaleHUe Ha cToMaxa (eacmpum),
0co0eHO TpH X0pa, KOUTO BeUe ca MPeApas3noNIoKeH! KbM raCTPHT.

BpemenHocT U KbpMeHe

AKo cTe OpeMeHHa WU KbPMUTE, CMATATe, Y€ MOXKE J1a CTe OpeMeHHa WK TUTaHupaTe OpeMEeHHOCT,
nochBeTBalTe ce ¢ Bamms nexap wim gapmanesT npeau ynorpedarta Ha TOBA JIEKapCTBO.

Bbpemennoct

Nma orpannvena nHpopMaIisi OTHOCHO e(heKTUTE Ha TOBA JIEKAPCTBO BHPXY HEPOJCHOTO JIETE TPH
M3MI0JI3BaHE 10 BpeMe Ha OpeMenHocT. He n3nonspaiite Jlumerundymapar Accord, ako cte OpeMeHHa,
OCBEH aKo cTe 00ChIMIM TOBa ¢ Barus nexap 1 ToBa JIeKapcTBO HE € a0COTI0THO HeoOXxoaumMo 3a Bac.

Kbpmene

He e u3BecTHO nanu akTUBHOTO BemiecTBO Ha J[uMermidymapar Accord npeMuHaBa B KbpMaTa.
Bammst nexap e Bu mochsBeTBa 1a permuTe nanu TpsOBa 1a crpere Aa KbPMHTE WIH 1a CIIpeTe 1
n3nomBare Jumerundymapar Accord. ToBa BKITIOUBA MPEICHKA 32 1M0JI3aTa OT KbPMEHETO 32 JICTETO
Bu cnpsmo nonzara ot Tepanusita 3a Bac.

Hlodupane u padoTa ¢ MAIIUHU

He ce ouaksa JIumerundymapar Accord na nosiusie criocooHocTTa Bu 3a modupane u padora ¢
MaIlluHH.

Jumernagymapar Accord cbabpaxa HATPUid

ToBa sekapcTBO ChIBPKa 1O MajKo oT 1 mmol HaTpuii (23 mg) Ha Karncyna, T.e. MOXKe Jja ce Kaxe, e
MIPAKTHUYECKN HE ChAbp)Ka HATPUH.

3. Kak na npuemare {umerniigpymapar Accord

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e ka3an Bammst nexap. AKo HE CTe CUTYPHHU B
HElo, nonuTaiite Bamus nekap.

Hauvanna no3a: 120 mg ABa MbTH THEBHO.
[Mpuemaiite Ta3u HavamHa 703a pe3 MPBUTE 7 IHU, CJIE TOBA IpUEMalTe CTaHAapTHATA J1034.

CranaaptHa go3a: 240 mg 1Ba MbTH JHEBHO.
Humetundymapat Accord e mpegHa3HAYEH 3a IEPOPATHO MPUIIOKECHUE

I'baTaiiTe Besika KamncyJia msaja ¢ Majiko Boja. He TpsOBa ia pazuensite, 4ynure, pa3rBapsTe,
CMydYeTe WM JbBUETE Karcyiara, Thii KaTO TOBa MOXKE JIa YBEJINYH HAKOW HEXKEIaH! PEaKIInU.

puemaiite lumernngymapar Accord ¢ xpaHa — ToBa MOXKE Jja IOMOTHE 3a HaMaJIIBaHEe HA MHOTO
YeCTUTE HEXKENIaHU peakuuy (M30pOeHU B TOUKa 4).
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AKO cTe mpueJu moBeye oT HeoOxoaumaTa n03a dumeruiagymapar Accord

Axo cTe IpUEIN TBHPAEC MHOI'O KaIlCyJIHi, YBEAOMETE He3a0aBHO Bamms JIeKap. Bb3MoxHO € Ja
IMMOJIYYUTE HEXKECIIaHN pCaKIuU, HO,IIO6HI/I Ha OIIMCAHUTE IMO-A0JY B TOUKA 4.

AKo cTe nmponycHan 1a npueMerte J{umernndymapar Accord
He B3emaiiTe nBoiiHa 1032, 32 1a KOMIIEHCUpATE [IPOITycHATAaTa J103a.

MoskeTte a mpueMeTe MpoIycHaTaTa 1033, ako 0CTaBaT Hali-Maiko 4 yaca o cineasamiata Bu noza. B
MIPOTHUBEH CITy4ail U34aKkaiTe 10 clieBaIiaTa raHupaHa 103a.

AKO MaTe HAKAKBHU JOIBIHUTEIIHA BBIIPOCH, CBBP3aHH € yIIoTpedaTa Ha TOBa JIEKAPCTBO, OMHUTANTE
Bamus nexkap wiu gpapMarieBT.
4. Bb3MOXKHU He:KeNaHU peaklun

Kakro Bcuuku JICKapCTBa, TOBA JIEKAPCTBO MOXKE Jia IPEAU3BHUKA HEKCIIaHNU PCAKIINH, BBIIPEKH Y€ HE
BCCKHU I'1 TIOJIy4aBa.

Cepuo3HM HeKeJTAHU PeaKlu

Humetundymapat Accord Moke Aa TOHMKU Opost Ha TMMQOUUTHTE (BUA OETH KPHBHU KIIETKH).
Hanmmamero Ha HamaneH Opoii 6en KphBHH KIIETKH MOXKE J1a TTIOBHUIIHN prcKa OT HHpeKmH mpu Bac,
BKJIFOUUTEITHO PUCKA OT psifKa MH(EKIMI Ha MO3bKa, HapeueHa MPOrpecUBHA MyJITH(OKAITHA
neBkoentedanomarus (IIMJI). [IMJI moxe na moBene A0 TeKKa MHBATHIHOCT Wi cMbpT. [IMJI e
HacThIIBaja ciieq 1 10 5 roauHM JieUeHNe 1 3aToBa Bamusr jgekap TpsOBa 1a IpoabIDKH 1a CIeIH
Opost Ha Bamute Oenu KpbBHHU KJICTKH B X0J1a Ha jieueHreTo By, a Bue TpsOBa na HaOmoaBare 3a
noteHuanau cumnromu Ha [IMJL, kakTo ca onucanu no-nony. Pucket ot IIMJI Mo2ke f1a € 0-BUCOK,
aKo Mpeau CTe MPUEeMaJId JISKAPCTBO, KOETO BiolIaBa QYHKIMATA HA UMyHHATa CHCTEMa Ha
OpraHu3Ma.

Cumnromute Ha [IMJI MoraT na HaniogoOsBaT Te3u Ha nmpucThil Ha MC. Te Morar ia BKIIFOUBaT
HOBOITOSIBMJIA CE€ WJIU BJIOIIABAIIA CE CJIA0O0CT B €/IHATA CTPaHa Ha TSJIOTO, HEMIOXBATHOCT, TPOMEHH B
3pEHUETO, MUCIICHETO W ITaMeTTa, 00BPKAHOCT, MPOMEHH Ha JIMYHOCTTA WM 3aTPYTHEHHS B TOBOPA
1 OOIIyBaHETO, TPACIK TIOBEYE OT HAKOJIKO JTHU. 3aTOBA € MHOTO BaXKHO J]a pa3roBapsaTe Bb3MOXKHO
Haki-ckopo ¢ Barus jekap, ako cMsarate, 4ye Bamata MC ce BioIiaBa niu 3a0eIeKuTe HOBU
CHUMIITOMH, JIOKaToO ce JeKyBare ¢ Jumerundymapat Accord. Pasropapsiite 3a JICYCHUETO CH U C
Bamust mapTHROp WM € JIHIIaTa, KOUTO ce TPIKaT 3a Bac. Moske /1a ce MosSBAT CHMIITOMH, Ha KOUTO
Bue Moxxe 1a He 00bpHETE BHUMAHHE.

-  CBbpixere ce He3a0aBHO ¢ Bamus jexkap, ako H3NUTBaTe KOWTO M /1a € OT Te3W CHMITOMH

TexKkn AJCPruyHy peaKkiimm

OT HaNMUYHUTE TaHHU HEe MOXe J1a ObJic HAallpaBeHa OIICHKA HA YECTOTaTa Ha TSKKHUTE ACPTUIHH
peakIuu (C HEeU3BECTHA YECTOTa).

HO‘ICpBeHHBaHCTO Ha JHULCTO HUJIN TAIO0TO (CHXI/IMOBa ) € MHOT'O 4€CTa HCXKCJIaHa pCaKIUA. B’LHpeKI/I
TOBA, aKO 3a4CPBABAHCTO € MPUAPYIKCHO OT YCPBCH O6pI/IB HJIN YPTHUKApHUA X1 UMATEC KOITO U Ja € OT
CICIHUTEC CUMIITOMM:

- OTOK Ha JIMLETO, yCTHUTE, yCTaTa WK e3UKa (aHeuoedem)

- XPUIIOBE, 3aTPYAHEHO AUIIAHE WIH 3a0yX (OUCnHes:, XUnokcus)
- 3amaiiBaHe win 3ary0a Ha Ch3HAHUE (XUNOMOHU),
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TOBa MOXE JIa MPEJICTABIISIBA TEKKA AllEprHYHa PEaKIUs (aHagduiaxcus,).

-  Copere npuema Ha lumernagymapart Accord u ce cBbp:KeTe He3a0aBHO ¢ JIeKap

g PYI'U HEKCJIAHU PCAKIIUU

MHoro yecTu (Moe 11a 3acerrar noseue ot 1 Ha 10 qymm)

- [IOYEPBEHABAHE HA JIMLETO WM TSUIOTO, YCEIIaHe 3a 3aTOIUIAHE, TOIIMHA, TapEeHe WK ChpOex
(3auepsssane)

- penKu M3npaxHeHus (duapust)

- rajicHe

- 0oJika B cCTOMaxa WM CIa3MHu.

> le/IeM’bT Ha Bamero JICEKAPCTBO C XpaHa MOXKEC Ja IIOMOTHE 3a HaMaJIsIBaAHEC Ha
ropCcoONMCaHUTC HCIKCIIaHU PCAKIIUU

BCH.[eCTBa, Hap€UYCHU KE€ETOHU, KOUTO C€ IMMPOU3BECKIAAT €CCTECTBEHO B OpraHu3ma, MHOT'O 4YECTO CE
YCTaHOBABAT IPH U3CIICABAHUATA HA YpUHATA 11O BpEMC Ha MpUcMa Ha I[I/IMCTI/IJ'I(I)YMapaT Accord.

I'oBopete ¢ Bammus jiekap Kak Jja ce CIIpaBUTe ¢ Te3U HEXKEJIAaHU peakuuu. Bamust nexap Moxe aa
Hamanu no3ata Bu. He HamansBaiite fo3aTa ci, OCBEH aKko JIEKapAT He Bu kaxxe 1a ro HanpaBuTe.

Yectu (Moxe na 3acerHat 1o 1 va 10 gymmn)

- BB3MAJICHUE Ha JIMTABHIIATa HA YePBaTa (2aCmpOoeHmepum)
- MOBPBIIIAHE

- JIOIIO XpaHOCMHUJIAHE (QuUcnencus)

- BB3MAJICHUE Ha JIMTABHIIaTa HA CTOMAXa (eacmpum)
- CTOMAIITHO-YPEBHO HapYyIICHUE

- ycelaHe 3a napeHe

- TOpEeLIH BbJIHH, yCElIaHe 3a TOTUINHA

- CchpOek 1o Koxata (npypumyc)

- 00puB

- PO30BU WM YESPBEHH METHA 110 KOXKata (epumem)

- Kocoma (aJoImerysl)

Hexxenanu peakimy, KOUTO MOXKE JIa Ce YCTAHOBSIT IIPH U3CJICABAHUS HAa KPbBTa WK ypuHaTa Bu
- HUCKH HHWBA Ha OCIUTEe KPBBHU KICTKH (1umcponenus, reekonenus) B KpbBTa.
Hamanenust Opoii Ha OennTe KPbBHHU KJIETKM O3HA4aBa, 4e TsU10To Bu pasmonara c mo-
MAaJIKH BB3MOXXHOCTH J1a ce 00pu ¢ HHPEKIHUA. AKO HMaTe CepUO3HA MHDEKIIUS
(HanpuMep THEBMOHHUS ), TOBOpeTe He3abaBHO ¢ Barmms iekap.
- oenteuu (a10ymun) B ypuHaTa
- MOBHIIIABaHe HA HUBATa HA yepHoapoOHuTe eH3numu (4/I4T, ACAT) B KpbBTa.

HeuvecTu (Moxe na 3acersat no 1 Ha 100 mgymmn)
- AJICPTUIHH PEAKINH (C8PBXUYBCMBUIMENTHOCTI)
- HaMaJIsiBaHe Ha Opos Ha TPOMOOIIUTUTE B KPHBTA

Peaxu (Moxe na 3acernat ao 1 mva 1 000 mymm)
- BB3MAJICHUE Ha YePHHS APOO M NOBUIICHUE B HUBATa HA YepHOApoOHUTE eH3uMH (AJIAT unu
ACAT 6 kombunayus c bunupyoun)

C Heu3BecTHA 4ecTOTa (OT HATMYHUTE IAHHU HE MOXe J1a ObJie HallpaBeHa OIIeHKa)
- XepIiec 30CcTep ChC CUMITTOMH, KaTO HAIPUMEDP MEXYpPH, apeHe, ChpOek Wit 00JKa 10 KOXKaTa,

OOMKHOBEHO OT €iHaTa CTpaHa Ha ropHaTa 4aCT Ha TAJIOTO WKW JIMICTO, U JPYT' CUMIITOMHA
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KaTo Tpecka ¥ ¢1abocCT mpe3 paHHKuTe a3y Ha HH(EKIUATA, TOCICABAHN OT CKOBAHOCT, ChPOEK
WJIM YEePBEHU METHA U CHITHA 00ITKa
- xpeMa (punopest)

Jena (Ha Bp3pacT 13 u nmoBeye roguHu) U OHOIIH

N306poeHuTe 1mo-rope HexeNaHu peakiiu e OTHACAT ChIIO U 3a JIela U FOHOIIIH.

Hsikou Hexxenanu peakiuu ce cho0IIaBat Mmo-4ecTo MpH JIela | FOHOIIN, OTKOJIKOTO MPH B3PACTHH,
HaIpuMep ri1aBo0osKe, 00JIKa B CTOMaxa WK CTOMAIIIHH CIIa3MH, IIOBPbIaHe, 00JIKa B T'bPJIOTO,
Kanuia u 0oJIe3HeHa MEHCTPYyaIusl.

Cho0maBaHe Ha HeJKeJaAHU peaKnnu

AKO TIOJTy4YHTe HAKAKBH HEXEJIaHU JIEKaPCTBEHH PEaKIny, yBegomere Barmms nexap win hapmareBT.
ToBa BKJIIOUBa BCUUKH BH3MOKHH HEOMMCAHU B Ta3U JIMCTOBKA HEXKETAHU peakiuu. MoxeTe chlIo Ja
ChOONIIHMTE HEXKETIAHN PEaKIVK JUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMA 3a ChoOIIaBaHe, TOCOYCHA

B IIpunoxenue V. Kato cro01aBare HexXEIaHH PEakIiy, MOXKETE Ja IafieTe CBOSI PUHOC 3a
NoJly4aBaHe Ha MoBede HH(OpMaIHs OTHOCHO 6€301acHOCTTa Ha TOBa JIEKAPCTBO.

5. Kak na cbxpansBare Jumeruigymapar Accord
Jla ce cpxpaHsaBa Ha MSICTO, HEJOCTHITHO 32 JIEIa.

He n3non3Baiite TOBa JIEKAPCTBO CIIE]] CPOKA HA TOJHOCT, OTOENsI3aH BHPXY KapTOHEHATa OMAaKOBKa U
Bceku Onmctep cnen ,,EXP“ u ,,I'ogen n0:“. CpoKbT Ha TOJTHOCT OTrOBaps HA MOCJICIHUS JICH OT
IIOCOYEHUs Mecell.

To3u JICKApCTBCH NPOAYKT HC U3UCKBA CIICHHUAIHU YCIIOBUA HA ChbXPAaHCHUC.

He H3XB’pr’I$[I71T€ JICKapCTBaTa B KaHA/JIM3alusATa UJIn B KOHTeﬁHepa 3a JOMAalIH! OTIIaAbIIN.
Ilonmraiite Bamms (bapMaueBT KakK [1a U3XBBPJIIATC JICKAPCTBATa, KOUTO BEYC HC MU3IOJI3BATC. Tes3n
MCPKH 1IC CIIOMOrHaT 3a Olla3BaHC HAa OKOJIHATa cpe€aa.

6. Chabp:kaHHue Ha OIAKOBKATA M JONNBJIHUTEIHA HH(pOpManus
KakBo cbabpaxa Iumerwiapymapar Accord

AKTHBHO BellleCTBO: JUMETHIPyMapar.
Humetungymapar Accord 120 mg: Besika Karcyna cbabpika 120 mg numerundymapar.
Humetnndymapar Accord 240 mg: Bcsika Karcyna cbabpika 240 mg numermndymapar.

JApyru cbcraBku:

KaricysiHo chabpkUMO (MUHUTAOIETKY C SHTEPOCOJIBEHTHO MOKPUTHE): CHTH(pHUIIIpaHa
MUKPOKPHCTATHA TIeITyJI03a, TAIK, KpOCKapMeI03a HaTPUH, CHITUIINEB TUOKCH]T, KOJIOUJICH OS3BOJICH,
Mar"es3meB cTeapar, ChIIOJIMMEDP Ha METaKpUIIOBA KHUCeNrnHa U MeTunakpwiar (1:1), TpueTunuTpar,
CBHIIOJIUMEP Ha METAKpHIIOBa KucenuHa u eruakpunar (1:1), 30-porienTHa nucriepcus,

CucTaB Ha KarcynaTa: xenaTuH, TutaHoB auokcua (E171), 6punsatao cuaso FCF (E133), uepen
xene3er okcun (E172),xwar xenesen okcun (E172).

[Teyar Ha xancyna (duepHo Mactmio): memuiak (E904), yepen xxenesen okcua (E172), kanves
xuapokenn (E525).

Kak m3rnexna lumerniagymapar Accord 1 KaKBO ChABPKAa ONAKOBKATA

Humetnndymapar Accord 120 mg cToMaImHO-yCTOWYMBY TBHP/IU KAICYJIH ca ¢ pa3Mep
,»0“ (mpubamsurenno 21,3 x 7,5 mm) TBBpIU KeIATHHOBU KaICYJIH ChC 3€JIEHO Kanade u 05710 TsJI0, C
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orrieuatan Haanuc “HR1” ¢ yepHO MacTHIIO BHPXY TsUTOTO Ha Karcynara, ChAbpKaIIo OeId A0 MOYTH
0enu, KpBIIH, TBOMHOM3ITHPKHAIA MUHUTAOIETKH C eHTEPOCOIBEHTHO MOKPUTHE, TTIAJKH OT IBETE
CTpaHH.

Humetnngymapar Accord 240 mg cTOMAIITHO-YCTOMYMBH TBBPAU KaIICYJIU ¢a C pa3Mep

,»0% (mpubnumzutenHo 21,3 x 7,5 mm) TBbPAM KETATUHOBH KaICyJIU ChC 3€JCHO Kanave U TsI0, C
orneyvatad Haanuc “HR2” ¢ yepHO MacTUIIO BBPXY TAJIOTO Ha Kallcyjara, ChbAbpKalo Oenn A0 MOUTH
Oemnu, KpbIi, JBOHHOU3ITEKHAIM MUHATA0IETKH C EHTEPOCOIBEHTHO TIOKPHUTHUE, TIIAJIKU OT JIBETE
CTPaHH.

120 mg kancynu:
14 xancynu B 6muctepu ot PVC/PE/PVDC-AL
14 x 1 xancynu B nepdopupanu 6muctepu ¢ eanauanu 1o3u or PVC/PE/PVDC-AL

240 mg kancymnu:
56 unu 168 xancynu B 6xuctepu ot PVC/PE/PVDC-AL
56 x 1 unu 168 X 1 kancynu B nepdopupanu onucrepu ¢ equauyanu ao3u ot PVC/PE/PVDC-AL

He Bcruky BuioBE ONTaKOBKM Morar Jia ObJaT IyCHATH Ha ra3apa.
IIpuTe:kaTen Ha pa3pelIeHNETO 32 yHoTpeda

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 6 Planta,

08039 Barcelona,

Hcnanus

IIpounsBoauTen

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,
95-200, Pabianice, ITomma

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000, Manra

Accord Healthcare B.V.
Winthontlaan 200,
3526 KV Utrecht, Hunepnaunaus

Accord Healthcare single member S.A.
64th Km National Road Athens
Lamia, Schimatari, 32009, I'bprus

3a mombIHUTENHA HHGOPMAIS OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JIOKATTHUS
MIpeICTaBUTEl Ha MIPUTEXATENs Ha pa3pelieHneTo 3a ynorpeoda:

AT/BE/BG/CY/CZ/DE/DK/EE/ES/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/
NL/NO/PL/PT/RO/SE/SI/SK

Accord Healthcare S.L.U.
Temn: +34 93 301 00 64
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EL
Win Medica A.E.
TnA: +30 210 74 88 821

,Z[aTa Ha MOCJICAHO NMpepasrijeckaane Ha JIMCTOBKaTa

[Toapo6Ha mHGOpPMAIIHS 32 TOBA JIEKAPCTBO € IIpeIoCcTaBeHa Ha yeOcalita Ha EBpomneiickara areHus
110 JIeKapcTBaTa https:// www.ema.europa.cu.
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