1. HMME HA JIEKAPCTBEHUS [TIPOAYKT AOA7ol7y/ 7L
~ 0 IF - 3

Jlumetundymapar ['eneon Puxrep 120 mg cromaliHO-yCTOMYHMBH TBHP/AHU KaricyJiu 2 9 -00- 9%
Jlumerundymapar ['eaeon Puxrep 240 mg cromMaliHO-yCTOMYHMBH TBbP/U KariCyJiu J

Dimethyl Fumarate Gedeon Richter 120 mg gastro-resistant hard capsules
Dimethyl Fumarate Gedeon Richter 240 mg gastro-resistant hard capsules

2. KAYECTBEH U KOJIMMECTBEH CHhCTAB

Jlnmetundymapar ['eaeon Puxrep 120 mg cToMaiiHO-yCTOMYUBH TBBPAH KalCyJ Iy
Bcsika croMalnHo-ycToMYMBa TBbp/ia Karicyja cbabpka 120 mg aumerundymapar (dimethyl fumarate)

Jumetundymapar ['egeon Puxrep 240 mg cToMallHO-YCTOMYMBH TBbP/HM KalCyJIH
Bcesika ctomaliHo-ycToiYMBa TBBp/A Kancyia cbabpxka 240 mg aumerwindymapart (dimethyl fumarate)

34 ITbJIHUS CIMTUCHK HA MOMOIIIHUTE BELIIECTBA BUXKTE TOUKa 6.1.

3 JIEKAPCTBEHA ®OPMA

CtomallHoO-yCTOHYHMBA TBBP/A KarcyJja

Jlumerundymapar ['egeon Puxrep 120 mg cromaliHo-yCTOMYMBHY TBbP/IM KarlCyJIH

TebpauTE KarncyJiy ca HeNpo3pauyHH, B TbMHO 3€JI€H (,,Kanade™) v Osu1 (,,Ts10™) UBAT, C OTNeYaraH, YepeH
Haanuc ,,120%. Pazmep Ha kancyiara Ne | (apmkuHa npubii. 19,4 mm). CbabpKaHHUETO Ha KalCyJIUTE €
0eJit MUKPOTaOJIETKH.

Jinmerundymapar ['exeon Puxrep 240 mg croMaliHO-yCTOWYUBU TBBP/IU KallCYJIH,

TebpauTE KarncyJim ca Hernpo3payHHu, B TbMHO 3€JIEH LUBST (,,Karaye v TS/10™) ¢ OTnevyaraH, YepeH HaAIu1e
,,240%. Pazmep Ha kancysnara Ne 00 (abmxuda npubi. 23,3 mm). CbabpiKaHUETO HA KancyauTte € 6enu
MHUKPOTAOJIETKH.

4. KJIMHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3ZAHHA

Jumetundymapar [ eneon Puxrep € nokasad 3a jie4eHUE HAa Bb3PACTHU M NEJAUATPUYHH NALMEHTH HA
Bb3pacT |13 U noBeye roJIMHU C NMPUCTHITHO-PEMHUTEHTHA MHOXKeCcTBEeHA ckiiepo3a (1 1IPMC).

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

CKJIepoO3a.




Ho3uposka
Hauanuara ao3a € 120 mg asa met aueBHo. Cnen 7 gHU go3ata TpaOBa 1a ce yBEIHYH 10

NpenopbsUMTENHATa NOAAbpxKama 103a ot 240 mg aBa NbTH AHEBHO (BXK. TOYKA 4.4).

AKO nalMeHTHT NPOMYCHE e/IHa A03a, He TpAbBa 1a npuema NBo#Ha fo3a. [lauMeHTsT MOXKe Aa npueMe
[MPOITyCHATATA /1032, CAMO aKO MEeXAYy J03MTe ca MUHAU 4 yaca. B npoTHBEH CliyYai nauueHTsT TpsadOBa
[a U3daKa A0 CleABalaTa /Io3a no rpaduk.

BpemMenHo HamansBaHe Ha go3aTta A0 120 mg aBa mbTH JHEBHO MOXKE 1a HAMAJTH [10ABaTa Ha 3a4epBABAHE
M CTOMALIHO-4YpeBHHU HexkeNnaHW peakunn. B pamxure Ha 1 mecew Tpabsa ga ce Bb300OHOBH NpUEMBT Ha
MpenopbLYUTENHATA TOAAbPKALLA J03a OT 240 mg aBa MBTH JHEBHO.

Numerwidymapar ['eaeod Puxrep Tpaba ga ce nmpueMa ¢ xpasa (Bxk. Touka 5.2). [Ipu nanwenture,
KOMTO MOXE Aa UMAT 3a4epBiBaHe WIH CTOMALUHO-YPEBHU HEXE/AHHU PEaKLIMK, IPUEMBT Ha
Humernndymapar ['eneon Puxrep ¢ xpaHa Moxke aa noaodpH AOHOCUMOCTTA (BxK. TOUKH 4.4, 4.5 u 4.8).

Crneyuannu nonyaayuu

Cmapuecka ev3pacm

KiuHHYHUTE NMpOyYBaHHsA Ha AUMETUIdyMapar ¢a NMpOBEIEHHN C OTPAHHYEHA €KCITO3HLIUA [TPH MaUHEHTH
Ha Bb3PACT 55 U MOBeue roIMHKU M HE BKJIKOYBAT A0CTaThbyeH OpOM nauueHTyH Ha Bb3pacT 65 v rnoseue
roAdHK, 3a 4a C€ ONPeAeSIH AaNd T€ OTTOBAPAT 10 pa3HYeH HAYHH, B CPaBHEHHE C MO-MJIaZHTE MALKEHTH
(Bk. Touka 5.2). Ha 6a3ara Ha HaunHa Ha ACHCTBHE HA AKTHBHOTO BELLECTBO, HAMA TEOPETHYHH
OCHOBaHHA 3a KAKBOTO ¥ Ja OMI0 H3KCKBAaHE 33 KOPEKLUMU HA A03aTa NP NAlMEeHTH B CTap4yecKka Bh3pacT.

bvbpeuno u yepnoOpobro yepesicoane
HuMeTuidyMapar He € Mpoy4YBaH NpH nauueHTy ¢ 6b0peyHo WK YepHOapoOHO yBpexaaHe. Ha ba3zara

Ha KIIMHHKO(QapMaKOJOrHYHH MPOYUYBRAHHUA KOPEKLMMY HA 103aTa He ca HeobXxoauMH (BiK. Touka 5.2).
Heob6x0AMMO € NOBHLICHO BHHMAHHE TTPH JIEYUEHHE HA MALKEHTH ¢ TEXKO OBOpEeUHO Wik TexKo
yepHOAPOOHO yBpexaAaHe (BXK. Touka 4.4).

[Teouampuuna nonynayus
Jlo3npoBKaTa e eJHAKBA MPH Bb3PACTHH U MEJHATPHYHHU MMAUHEHTH Ha Bbh3pacT 13 U noseye roauHy.

Mma orpaHHYeHH AaHHU TIpH Aeua Ha Bb3pacT Mexay 10 u 12 roauuu. Hanuuuure nonacrosiem AaHHH
ca onucaHu B TO4KH 4.8 ¥ 5.1, HO He MoraT 1a ObAaT HanpaBeHH NPENOPBLKH OTHOCHO AO3MPOBKATA.

bezonacHocTTa M e(PHKACHOCTTA HA JUMETHI(YMapaT NPH Aclia Ha Bb3pacT nog 10 roguHy Bee ollie He ca
YCTaHOBEHH. JIMTICBAT JAHHH.

HauyuH Ha NpRAOIKEHHE
3a nepopanHo MpHWIoKEHHE.
Kancynarta tpabea aa ce norasiua usana. Kancynara und cuasp:KaHUETO it He TpsaOBa aa ce uymnu, pasjend,

pa3TBapd, CMy4€ WIH IbB4e, Thil KATO EHTEPOCOIBEHTHOTO NOKPUTHE HA MUKpOTabneTkuTe
NpeAOTBpaTABa Apa3Hellld eekTH BbPXY CTOMAUIHO-YPEBHUA TPaKT.




4.3 IlporuBOonoKa3zaHHA

CBpEXUYYBCTBHTETHOCT KbM aKTUBHOTO BELIECTBO WM KBM HAKOE OT TOMOILIHHATE BELIECTBA, H3OPOCHH B
ToYyka 6.1.
[Momo3npaHa WK NOTBRBPACHA NPOrPECHUBHA MYJITH(OKaNHA neBkoeHuedanonaTug (11MJI).

4.4 CpnenranHdH OpegynpexiaeHAs H NpeXNa3nH MEePKH npH ynorpeba

KpbBun/nabopaTopHu TECTOBE

bvbpeuna gpyuxyus

[IpoMenu B pe3ynTtarure oT ObOpeunuTe NabopaTopHH TeCTOBE Ca HAOMOA2BaAHM B KIMHHUYHH
Npoy4BaHUA MPU MALMEHTH, JIEKYBAHH C AUMETHI(PyMapar (Bxk. Touka 4.8). KnuHUUHUTE NOC/ieACTBHA OT
T€3W MPOMEHH ca HeusBecTHH. Ouerka Ha 6b0peunara QpyHkums (Hanp. KpEaTUHHH, YPEEH a30T B KPbBTA
H H3CJleiBaHE HA YPMHATA) CE MPENopbYBa NpeaH 3an04saHe Ha JICYCHUETO, ciel 3 4 6 MeceLa JICUeHHE,
Ha BcekKH 6 1o 12 Meceua ciies; TOBa U KAKTO € KIIMHHUYHO MOKA3aHo.

Yeprodpobra @ynkyus

B pe3yaTart oT J€4EHHETO © AMMETUIPYyMApaT MOXKE Aa Bb3HHUKHE JIEKAPCTBEHO HHAYLIMPAHO YBPEXIaHEe
Ha YepHHA ApoD, BKIIOUBALIO HOBUIICHHE HA YEPHOAPOOHHUTE eH3UMH (=3 ITbTH rOpHATa rPAHMLA HA
Hopmarta (I'TH)) u yBenuuenne Ha HuBara Ha obums Sunmupyduu (=2 I'TH). Bpemero no HacTenBaneTo
MOJKE A2 ObJe B pAMKHMTE Ha JHH, HAKOAKO CEAMULIM HIX NO-Ibibl nepruoa. Cren cnvpaHe Ha JICYEHUETO
ce HabnloAaRa OTIMYMABAHE HA HeXxenaHuTe peakuuy. OLeHKa Ha CEpyMHUTE aMUHOTpaHcdepasn (Hanp.
araHuH aMmuHorpaHchepasa (ALT), acnaprat amusoTtpancdepasa (AST)) u HuBaTa Ha 0bwms Sunupybun
ce NMPENopHYBA NPE} 3aM04YBaHEe HA JIEYEHHETO H MO BPEME HA JICYEHHETO, KAKTO € KIIMHHYHO MOKa3aHo.

STumpoyumau

[TaumeHTuTe, TEeKyBaHH ¢ JUMETWIGYMApaT, MOraT Ja pa3BUAT JuMdorieHus (BxK. Touka 4.8). JlaHHu or
AKTYaJIHA [TbJIHA KPbBHA KapPTUHA, BIJIIOYMTENHO 32 JIMMQOUMTHTE, TpabBa fa ce nonyyar npeau
3aroyBsaHe Ha neueHueTo ¢ Jumerundymapar ['egeon Puxtep.

AKO ce YyCTaHOBH, 4ye OpoAT HA TUMAOUMUTHTE € NOJ HOPMATHHS AHANa30H IIPEAH 3afl0YBaHE Ha
neyeHmneTo ¢ auMerwidymapar, Tpadsa 4a ce HanpaBu LIATENHA OLICHKA HA Bh3MOXHMUTE MPUUHHH,
JduMeTundymapar He € Npoy4BaH NPy MaLHeHTH ¢ IPEALIECTBAILH HUCKH CTOMHOCTH Ha Opos Ha
NUMPOLIMTHUTE ¥ TPH NEYCHUETO HA TE3U NAUMEHTH € HeoOXOoANMO NoBHIIEHO BHHUMaHKe. [Ipy nauuenTH ¢
Texxka numdonenns (6poit na numdouutute <0,5 x 10°/1) He TpaGBa 1a ce 3anouYBa JIeUEHHE.

Cnepn 3anoyBaHe Ha TepPaNUATa W3C/I€ABAHUA HA MbLTHATA KPbBHA KAPTHHA, BKJIKOYHTEIHO HA
numbouuTHTe, TPaOBa Aa ce MPOBEKAAT Ha BCEKH 3 MeceLa.

[Tpu naumeHTH ¢ MTMMGONEHUS CE NMPENOPBLYBA A Ce MOAX0XKAA C [TOBULIEHO BHUMaHHE NMopaau NOBUILEH

puck ot [IMJI, KakTo cneaBa:

. Jleueruero TpaOBa Ja ce CNpe NpH NALMEHTH C MPOAL/DKUTENTHA TeKKA Numponenus (bpoii Ha
nmumountute <0,5 x 10%/1), nepeucTrpaly 8 Npoab/DKEHHE HA NoBeye oT 6 Mecela.




. [Ipn nauueHTH ¢ MPOABJDKHTEIHO YMEPEHO HaMalsBaHe Ha abcoMOTHHA Opoit Ha TMMPOLIUTHTE
>0,5 x 10%1 no <0,8 xx 10%1 B npoawKeHHe Ha NOBEYE OT 6 Mecela ChOTHOLLIEHHETO NON3a/PHCK
oT neyenuero ¢ Jlumerwndymapat 'eneon Puxrep Tpabsa na ce npeoieHu.

. [Ipu nauuenTy ¢ Opoli Ha nuMoLMTHTE MO JosiHaTa rpanuua Ha Hopmara (/I 'H), nedpuuupana
cnopell pepepeHTHUsA AHANA30H HA MeCTHaTa 1adoparopus, ce MpenopbL4Ysa peAOBHO NpocnessiBaHe
Ha abcomoTHus 6poit Ha nuMmbouuTuTe. Tpabea Aa ce BieMaT npeABU JONBJIHUTEIHHTE PakTOPH,
KOMTO MOTAT B OLLE MO-rojifiMa CTENEH Ja NOBUILAT UHAUBUAYaIHUA puck oT [TMUJI (Bxk.

noapaznena 3a IIMJI no-aomny).

Bposar na numdouutuTe TpsAOEa A2 ce mpocneaasa 10 o3apasBaBaHeTo (Bx. Touka 5.1). Cnen
O3/paBABAHETO M MpPH JIHNCA HA aANTEPHATHRRY BAPHAHTH 32 JICHYEHHE pELICHUATA JaTH Ja Ce 3a1lI04He
oTHOoBO JluMernntyMapar ['eaeoH PUXTep WK He ciel CIKpaHe Ha JICYEHUETO TpabBa na ce OCHOBaBAT
Ha KIIMHUYHATA MpeLeHKa.

HOo-MarHuTeH pesoHanc (AMP)
[Tpenu 3anouBaHe Ha fnedveHueTo ¢ Jlumerwidymapart I'eneon Puxrep tpsabsa na e nanuue usxoano SAMP
H306paxeHHe (0OUKHOBEHO NONYHEHO B pPAMKHTE Ha 3-Te NPEAXOAHH MECELA) 3a CIIpaBKa.
HeobxoaumoctTa oT AonbJnuTeNHO AMP ckanupaHe TpaOBa ga ce NpeHeHABa ChIVIACHO HALIMOHAITHUTE H
MECTHHTE npenopbku. AMP u3cneapanHs Moxke Ja ce 00CHKAAT KaTo 4acT OT NOBHLICHATA OAUTEIHOCT
NP NALKUEHTH, 32 KOUTO CE CMATA, Y€ Ca MIN0KEHH Ha nosuilieH puck ot [IMJL. B caywai Ha kiuHu4HO
c¢bMHeHHe 3a [IMJI HezabasHo TpabOra aa ce nposene AMP uscneasane 3a AMArHOCTUYHH LIENH.

[IporpecuBHa MyaTHU(OKanHa JeskoeHuedanonarus (11MJ1)

Crobugasa ce 3a [IMJI npu mauueHTH, JlekyBasHu ¢ auMeTHagymapar (XK. Touka 4.8). [IMJl e
ONOPTIOHUCTUYHA HHGEKLUS, MpUUHHABaHA OT Bupyca Ha John-Cunningham (JCV), koaTo Mmoxke na 6bae
CMBbPTOHOCHA MIIH ia AOBEAE /10 TEXKKa HHBANUIHOCT.

Cnyyau Ha [IMJI ca Bb3HHUKBAIHK 110 BpEME Ha JieYeHHE C AUMETWI(YMapaT U APYry J€KapCTBEeHH
NPOAYKTH, ChAbpxKallK HyMapaT, NpU HaNU4UMe Ha TuMooneHHs (Opoit Ha numpounTrre noa JI'H).
[TpoabikUTENHATA yMEPEHA A0 TEXKA THMPONEHHA H3TEKIa YBEIHUaBa PUCKa OT Bb3HUKBaHe Ha [TMUJ]
M0 BpeMe Ha JIeUeHHEe ¢ JUMETWI(yMapar, HO NPH NMALIMEHTH C Jieka THMOINIEHH PHCKBT HE MOXKE Aa
Obae U3KITIOUEH.

JonbAHUTENHUTE GAKTOPH, KOUTO MOXKE Ja AONPUHECAT 3a NOBHIIABaHE Ha pHcka OT pa3sutue Ha [IMJI

[IpY HAJTHYME Ha TUMGONEeHUs, ca:

- NPOABIHKUTEIHOCT HA JIeueHUETO ¢ auMeTundyMmapar. Cnyqau Ha [IMJI ca HacTbnsanu cneg
npuOAu3MTENHO 1 10 5 FOAKHM Ne4eHHe, MaKap TOYHATA BPb3Ka C IPOAB/LDKATEIHOCTTA Ha
JICUEHHUETO [a HE € U3BECTHa.

- 3HAYMTENHO HamMansaBaHe Ha Hposa CD4+ u ocobero CD8+ T-knerku, KOUTO Ca BAKHH 3a HMYHHaTa
3aiuTa (BK. Touka 4.8), u

- NpeAXoAHA HMYHOCYNIPECHBHA WIH HMYHOMOAYJIATOpHA Tepanud (BX. Mo-goy)
Jlekapure TpaOBa Aa HANPaBAT OLICHKA Ha MMALIMEHTHUTE CH, 32 Aa YCTAHOBAT AAIH CUMIITOMHTE Ca

NMoKa3aTe/IHH 32 HEBPOJIOTHYHA AMCYHKLUMA U, aKO € TaKa, AATH Te3H CUMITOMH ca THITH4HH 34 MC wnu
€ BB3MOYKHO J1a ce anipkat Ha [IMJL.




[Tpy nbpBUTE NpU3HALKM MK cUMITOMH, peanonaraiuu [IMJL, Jlumerundymapart ['eneon Puxrep Tpsabsa
113 Ce CIIpe ¥ Ja ¢ U3BBPLIAT CHOTBETHUTE JHArHOCTHYHH OLEHKH, BKIIIOUHTENHO onpeaensHe Ha JIHK Ha
JCV B uepebpocnuuannara reuynoct (LICT) upe3 MeToaa 3a KOIHYECTBEHO OMpeAeNsHe, MojiMMepa3Ha
BeprokHa peakums (polymerase chain reaction, PCR). Cumnromute Ha [IMJI Morat aa Hanoaob6ssat
peuuaus Ha MC. Tunuuuure cumnromu, cebp3anu ¢ [IMJI, ca pasnoobpasuu, nporpecupar B
NPpOAbL/DKEHHE HA IHH JI0 CEAMMLUM U BKJIIOYBAT MMporpecHpalla ciadbocT B €1HATA CTPaHa Ha TAJIOTO MITH
HEMMOXBATHOCT Ha KpalHULIUTE, CMYLLUEHHS HA 3PEHHETO H MPOMEHHU B MUCJIEHETO, NNAMETTa U
OPHEHTALIMATA, KOWTO BOAAT 10 0OBLPKAHOCT M NPOMEHU Ha NMYHOCTTA. JlekapuTe Tpabsa na 6baar
ocobeHO HabMOAaTeNHY 3a NOABATAa HA CUMITTOMHU, npeanonaraiy [IMJI, KOUTO MaLKMEHTHT MOXE Aa HE
3abenexu. OcseH TOBa NalMeHTHTE TPAOBa na ObAAT CHBETBAHH J1a HHQOPMHPAT CBOA NMAPTHBOP WAH
JTHIIaTa, KOUTO CE MPHXKAT 3a TAX, 3a JICYEHHETO CH, Thil KaTO Te MorarT Ja 3abesie)xaT CUMITTOMH, 32 KOHTO
MALMEHTHT HE CH JaBa CMETKA.

[TMJ1 Moxe 1a Be3HHKHE camMo npHu HanuyKe Ha JCV undexkuus. Tpabea na ce uma npeasun, ue
BIIMSHUETO Ha JTUMGMONEHUATA BbPXY TOHHOCTTA Ha CEPYMHHSA TeCT 33 aHTH-JCV aHTHTENa HE € NPOYYEHO
NpK NalLMEeHTH, JIeKyBaHd ¢ AuMeTundymapar. Heobxoaumo e cbilo Taka aa ce oThenexHu, He HaTuHHeTo
Ha OoTpHMLATeNeH TecT 3a aHTU-JCV anTuTena (Nnpu HaNU4Ke Ha HOpPMaJieH OpOH NTUMPOLIUTH) HE H3KHOYBA
Bb3MOXKHOCTTA 32 rocaeAsaiuo passutue Ha JCV uHdpekms.

Ako nauueHTsT pazsue [IMJI, neyennero ¢ Jumerungymapar ['eaeon Puxrep tpabea ga 6nae
OKOHYATENHO NPEeKpaTeHo.

[IpeaxoaHO JieueHHE C IMYHOCYIIPECOPY HAKX HMYHOMOIY.IaTOPH

He ca npoBexxaanu npoyusaHus 3a oLleHKa Ha epuKkacHOCTTa ¥ 6e30acHOCTTa Ha AMMETHII(yMaparT Npy
PeBKJIIOYBAHE HA MALMEHTH OT APYrH bosecT-MOAHDULIMpaUILH TEPANTHU Ha AUMETHIpYMapaT.
B13MOKHO € NMpeaxoaHa HMYHOCYIPECHBHA Tepanua Ja AonpuHece 3a pa3putveTo Ha [IMJI npu
JIEKYBaHH ¢ AUMETUIDYMApAT NALHEHTH.

Cnyyau Ha [IMJI ce ¢cbobmiaBaT npu nalmMeHTH, 1eKyBaHH NMpeAH TOBa ¢ HaTATH3yMab, 3a koto [IMJl e
ycTraHoBeH pHcK. JlekapuTe TpadBa na ca HaaCHO, 4e (IpH cay4vauTe Ha [IMJ], Bb3HHKHAIU Ciie[ CKOPOLIHO
CrIMpaHe Ha HaTanu3yMal, Moxe Ja HAMa TMMPOTICHMA.

OcseH TOBa MoBeyeTo NoTBbLpAeHH cny4a Ha [IMJ] npu nedenue ¢ numeTundymapar ca Bb3HHKHAIIH
[MPH NALMEHTH ¢ NPEAXOAHO HMYHOMOYJIMPALIO JIEUEHHE.

[Tpu npeBkmOYBaHe Ha NAUMEHTH OT Apyra 6onecT-moauduLmpama repanus Ha {umerwndymapar
["enqeod Puxrep nony)KUBOTHT U MEXAHU3MBT HA ACHCTBME Ha Ta3H Apyra Tepanus TpadBa aa ce o0ChasT ¢
Len Aa ce HiberHe agUTHUBEH UMYHEH €(PEKT, KaTO ChIUEBPEMEHHO ¢€ HAMAIN PHCKET OT MTOBTOPHO
axtueupade Ha MC. H3acneapaHuns Ha NbJHATa KPBBHA KAPTHHA CE MPENOPBYBAT MPEAH 3aM04UBAHE Ha
neueHue ¢ JJumernndymapar I'eaecon Puxtep u nepHoguyHoO B X0a HA JICUEHHETO (BXK.

. KpBBHH/NaGopaTtopHu TecToBe” MO-rope).

Texxko 6b0peUHO Wik YepHOAPpOoOHO YBpEXKaaHE




JumMeTwigymapar He € MpoyyBaH MpH NALMEHTH C TEXKKO OBOPEUHO HITH TEXKO UuepHOAPODHO yBpexiaHe
H, CJIEI0BATENHO, TIPH TE3M NAIUEHTH € HEOOXOAMMO MOBHLLEHO BHUMaHUE (BX. TOuka 4.2).

Texkko aKTHBHO CTOMALUIHO-4peBHO 3afonasaHe

I[HMBTHJ'[[I)}’MHPET HE € Npoy4BaH NpH HAUCHTH C TEXKO aKTUBHO CTOMAIUHO-YPCBHO 3abonsBaHe H,
CACHOBATEC/IHO, NIPH TC3H NALUCHTH € He0oOXOAUMO MMOBHUIHEHO BHHMaHUE.

3auepssiBaHe

[Npu xnuHU4YHKM npoy4BaHus 34% OT NeKyBaHUTE C JUMETHI(QyMapaT nauMeHTH umMar 3adepssasane. I1pu
MO-roJIAMATA 4acT OT MALIMEHTHTE ChC 3aUEPBIABAHE TO € JIEKO WIH YMEPEHO MO TexeCT. JlaHHuTe OT
MPOYYBAHHS MPH 3ApaBH J0OPOBOJILIM NPEANONAraT, Y€ CBbP3aHOTO C AUMETHI(QYMApPAT 3aUepBABaHE
BEPOATHO € MEJMHUPAHO OT NpocTarnasauHi. EAHH KpaThK Kypce Ha JIEYEHHE CbC 75 mg
AUETHICATHLIMIOBA KHcesIHHa Oe3 eHTepoconBeHTHA OOBHBKA MOXE Aa Obae NOJIe3EH NMPH NaLUEHTH,
KOWTO CTPaJaT OT HEMOHOCHMO 3adyepBaBaHe (Bx. Touka 4.5). B ape nmpoyusaHHs rpH 3apaBu 400poBONLH
HaMaJIABa [MOABATA M TEKECTTA HA 3a4E€PBABAHETO B [IEPUOAA Ha MPWIOKEHHETO.

[Tpy kiMHKUHM npoyuBaHHd 3 oT 06w 2 560 nekyBaHH ¢ AMMETHIPYMApaT NAUHEHTH H3NUTBAT
CEPUO3HH CUMTITOMM Ha 3a4epBABAHE, KOUTO BEPOATHO MPEACTABNAABAT PEAKLIHM HA CBPbXYYBCTBUTETHOCT
UM aHaKUIAKTONIHM peaklui. Te3u HexenaHd peaKUHH He ca XXHBOTO3acTpalliaBallli, HO BOJAAT 10
xocnyranu3aiya. [IpeanucealnTe JeKkapyu U NauMeHTHTE TpAOBa Aa BHUMABAT 3a Ta3u Bb3MOXKHOCT B
Clly4aif Ha TeXKKH peaKLiMi Ha 3a4epBsiBaHe (Bxk. TO4kH 4.2, 4.5 u 4.8).

AHAOWIAKTHYHH PECaKLIMK

Cnen npunoxeHue Ha AUMETHI(QYMapaT B NOCTMAPKETHHIOBH YCIOBHA ce CboOIaBaT Cly4aH Ha
aHadunakcus/aHapuIakTouHa peakuna (BxK. Touka 4.8). CUMITTOMHMTE MOraT [ia BKJIIOYBAT JUCITHES,
XHUIIOKCHS, XHIIOTOHHS, aHTHoeaeM, OOpHB WY ypTUKapus. MexanusmMbT Ha aHadpUNaKkcHa, HHIYLUMpaHa
OT AUMETHI)YMapaT, € Heu3BecTeH. Te3n peakunu 0OMKHOBEHO BE3HUKBAT ClI€] MbPBATAa 1032, HO MOXE
CBLUIO Ja Bh3HUKHAT BbB BCEKH MOMEHT MO BPEME Ha JICYEHHETO M MOTaT Aa OBbAAT CEPUO3HH H
’KHBOTO3acTpawasaiiy. [TauueHrure TpsaOBa Aa 6bAAT MHCTPYKTHPAHH Ad NPEKPATAT NMPHEMA Ha
Humerundymapar 'eneon Puxrep 1 na norbpesat He3abaBHO MEAHLIMHCKA MOMOLL, aKO MOIy4YaT
NpH3HaLM WIH CHMITTOMH Ha aHadunakcus. JledeHuero He TpAOBa Ja ce nmogHOBABaA (BXK. Touka 4.8).

Hudekiyu

[1pu ¢a3a 3 mnauebo-KOHTpONMpaHK NpOy4YBaHKA HecToTaTa Ha HHPpekunrTe (60% cpewy 58%) u
cepuo3uuTe HHpekuuru (2% cpeuyy 2%) € noaodHa NpH NauMeHTH, JIEKYBaHH ChOTBETHO C
auMeTwi(gymapar win mwiauebo. Bnnpeku Tosa nopaad MMyHOMOAYUPAIIMTE CBOACTBA Ha
aumerwidymapar (BXK. Touka 5.1), ako gaaeH mauueHT pa3sue cepHo3Ha MHpeKUns, TpadBa aa ce
oOMHC/IM cniupaHe Ha fiedeHuero ¢ Jlumetundymapar I'eneon Puxrep u aa ce Hanpaeu roBTOpPHA OLICHKA
Ha MO/I3UTE U PUCKOBETE, NPEAM J1a ce NOAHOBH TepanusTa. [lauuenrure, nony4asaim J{umerundymapar
["'eneon PuxTep, Tpadpa aa 6baaT MHCTPYKTHPAHH J1a ChOOLUABAT Ha JICKaps 38 CHMIITOMH HA WHQEKUHH.
[TauyenTuTe CbC ceprHO3HM HHGEKLIMH He TpaOBa aa 3anousar neueHue ¢ Jlumernngpymapar ['eneon
Puxrtep, 20KaTO MHPEKUMATA(MTE) HE OTILYMHU(AT).




He ce nabimonaBa yseiH4aBaHe Ha 4€CTOTATA HA CEPHUO3HHUTE HHPEKHMH NPH NMauMeHTHu ¢ Opori Ha
aumdoumTrTe <0,8 % 10%/1 an <0,5 x 10%/1 (Bx. TouKa 4.8). AKO TepanusTa NPOABLDKH NPH HATHUHE HA
yMepeHa A0 TeXKKa NPOAB/DKHTENHA TUMPONEHUA, PUCKBT OT ONOPTIOHUCTHYHA HHPEKLIUS, BKIKOYHTEITHO
ITMJ1, He moske aa Obae n3wtoueH (Bx. Touka 4.4, nogrouykara otHocHo [TMUJI).

Xepnec 30cTep HHPEKLMKA

Coobiasar ce cliydyaM Ha Xeprec 30cTep npu auMmeTuapymapar (Bx. Touka 4.8). ITosedero cnyyau He ca
CEPHO3HH, HO ca ¢hOOLIABAHKM U CEPUO3HH CllyyaH, BKIIIOYHTEIHO AUCEMHHHPAH XepIiec 30CTep, Xepriec
30¢Tep OTATMHKYC, XepIec 30CTEDP OTHKYC, XepIIEC 30CTEP HEBPOJIOTHYHA MHGEKIIUA, XEPIIEC 30CTep
MEHHHIOSHLIE(PATHT U Xepnec 30¢Tep MEHHHTOMHENHUT. Te3K HEXETaHH PEAKLIMM MOTAT a HAaCTBIIAT 10
BCAKO BpeMe B Xo/a Ha JieueHueTo. [Tlauuenrure Tpa6Ba aa 6baaT HabmogaBaHM 3a NpU3HALIK U
CHMITTOMH Ha Xepriec 30cTep, ocobeHo KoraTo € cro0iuaBata CbbTCTBAILA JUMponUTONEHUsA. AKO ce
pa3B1e Xepnec 30cTep, Tpabdea aa 6bae MPUIOKEHO NOAXOAAIOTO NevYeHHe. Tpabsa na ce oOMHCH
MPEKHCBAHE HA JIYEHUETO NPH MALUEHTH ChC CEPHO3HMA HHPEKLIUH A0 OTIIYMABAHE Ha HHpeKkuHUITa (BK.
Touka 4.8).

3arnouyraHe Ha JIEYEHHETO

JleyenueTo TpabBa fa ce 3anovHe NOCTENEHHO, 34 a C€ HAMAIM T0ABATA HA 3a4YEPBABAHE U CTOMALLHO-
YPEBHH HEXKE/TAHHU PEaKUHWH (BK. TOUKa 4.2).

Cunapom Ha Fanconi

Cpo0iaraHu ca ciy4au Ha cMHApoMa Ha Fanconi ¢ 1e€kapcTBeH NPOAYKT, ChAbPKALl AMMETUN(PyMapar, B
KOMOMHaHHA ¢ KPYTH ecTepy Ha pymapoBaTa KMcennHa. PanHara aMarHo3a Ha cunapoma Ha Fanconi u
MPEeKLCBAHETO HA JISYEHHETO ¢ AMMETH/IPyMapaT ca BaKHH 3a IPEIOTBpATABAHE HA HACTLIIBAHETO HA
OLOpeuHO yBpEXKIaHE U OCTEOMAJIAUMS, ThH KATO CHHAPOMBT OOUKHOBEHO € oOpaTum. Hali-BaxkuuTe
NPU3HALK Ca MPOTEUHYPHA, FTIOKO3YPHA (¢ HOPMANHY HHUBA HAa KPLBHA 3aXap), XHNepaMHHOALUHAYPHA U
docharypus (Bp3MONKHO € 1a € egHoBpeMeHHO ¢ xunodocaremus). [Iporpecusta moxke ga BKIIOYBA
CHMITTOMH, KaTO HANIPUMEDP NOJIMYPH, NOJUAUNCHA U C1a00CT B MPOKCHMATHHTE MYCKYH. B peaku
CJIy4aH MOXKe Ja HACTBIK XMNodochaTeMUyHA OCTEOMANIALUA C HETOKAITH3XPpaHH DOJIKM B KOCTHTE,
[I0BHIIEHA anKaTHa ¢docdarasza B cepyMa U cTpec ppakTypu. BaxHo e, ye cuHapoMbT Ha Fanconi Moxe
[a HACTBNH 6€3 MOBHILEHH HHBA HA KPEATHHHH WK HUCKA CKOPOCT Ha rioMepynHa ¢pwirpauns. B cnyyait
Ha HEeACHH CUMITTOMH TpabBa Aa ce obMucau curApoM Ha Fanconi u aa ce U3BbpLIAT NOAXOAALLH
M3C/IeABAHHA.

IToMOLIIHU BEelLIeCTRA

To3u nexapcTBeH NPOXYKT ChAbPHkKA Mo-Manko oT 1 mmol Harpuit (23 mg) Ha kancyna, T.€. MOXe Ia ce
KaKe, Y€ MPAKTHYECKH HE ChABPHKA HATPHHA.

4.5 BiaaMoaeHcTBHE ¢ APYTH JEKAPCTBEHH NPOAYKTH B APYIrd pOPMH HA B3AHMOAeHCTBHE

AHTHHEOIJIACTHYHA TEpanus., TepanMa ¢ MMYHOCYTIPECOPH HWIH KOPTHKOCTEPOUIH




MumerundyMapar He € NpoyyYBaH B KOMOUHALWA C aHTUHEOILTACTHYHH WM HMYHOCYIPECHBHH Tepanyu H
CIIEIOBATE/THO, MPH ChITHTCTBAILO NMPUAOKEHHE € HEOOX0UMO NOBHLIEHO BHUMaHKe. ITpy KIHHHYHK
MPOYy4YBaHHUsA HA MHOXKECTBEHA CKJIEPO3a, CHITHTCTBALLOTO JIEUeHHE Ha MPUCTBIUTE C KPAThK KypC Ha
MHTPaBEHO3HO MPWIaraHu KOPTHKOCTEPOU/M HE € CBBP3aHO C KIIMHHYHO 3HAYMMO MOBHILIABAHE Ha
YecTOTaTa Ha HHPEKUHO3HH 3a00N5BaHUA.

BakcuHu

CuIbTCTBALLO MTPHICKEHHE HA HEXKMBY BAKCHHH B ChOTBETCTBHE C HAUMOHATHUTE UMYHH3ALIHOHHH
KaJleHJapyu MOxXe Aa ce oOMHCIH Mo BpeMe Ha TepanuaTa ¢ JluMetungymapat ['eneon Puxrep. B
KAHHUYHO TIPOYHBaHE, BKTIOUBawo o6wo 71 naunentu ¢ [IPMC, nauueHTvyTe nprematiy
auMetundymapart 240 mg aBa MbTH AHEBHO B MPOAB/DKEHHE HA Hai-Manko 6 Meceua (n=38) wiu Ha
HeneruaupaH UHTepdEepoH B MPOABDKEHUE HA HAH-MaNko 3 Mecena (n=33), nocTUrat CpaBHHUM UMYHEH
otrosop (nepHHEUpPaH KaTO >2-KPATHO YBEMHUYEHHUE OT TUTHPA NPEAHA BAKCHHALIMATA 10 TUTHPA CNEN
BaKCHHALMATA) HA TETAHWUYEH TOKCOU (CEeHCUOWITH3Mpalll AHTHIEeH) U KOHIOrMpaHa MEHHHIOKOKOBA
nonu3axapuaHa C BakCHHa (HEOAHTUI€H), AOKATO HMYHHHAT OTTOBOP KbM PAIMYHHUTE CEPOTHINOBE Ha
HEKOHIOrMpaHa 23-BajleHTHA NMHEBMOKOKOBA NOMIH3aXapHHA BAKCHHA (HE3aBUCHM OT T-KJIETKH aHTHICH)
Bapupa Y B JiBeTe rpyIH 3a JeueHue. [lonoxuTeneH HMyHEH OTrOBOp, AedHHHUpAH KATO >4-KpaTHO
yBeJIMYEHHE HA TUTHPA HA AHTHTEIATA KbM TPHUTE BAKCHHM, €€ TTOCTUra OT MO-MAJIKO YYaCTHHULH U B IBETE
rpynd 3a neueHue. KoHCTaTHpaHu ca MAIKU YUCIIEHH pa3jiIMvHUA B OTTOBOPA KbM TETAHUYEH TOKCOMI U
NMHEBMOKOKOB TIONU3aXapul CEpOTUN 3 B M0/13a Ha HENETWIMPaHHs HHTephEpPOH.

JIUTICBAT KIMHUYHHU JAHHHM 33 eUKACHOCTTA U He30MacHOCTTa Ha aTEHIOUPAHUTE BAKCHHU NPH MALUEHTH,
npuemMaiid aumerundymapar. XXuBure BaKCHHM MOXKE Ja Ca HOCUTENH HA NOBULIEH PUCK OT KIMHUYHA
nH(peKUUA ¥ He TpAOBa Aa ce npuiaraT NpM NauHeHTH, JJeKyBaHu ¢ Jlumerundymapar ['eneon Puxrep,
OCBEH aKO, B H3K/IIOYUTEHHM C/Ty4au, TO3M NOTEHUHANIEH PUCK CE CMETHE, Ye KOMIICHCHpA pUCKa OT
HEMOCTABsAHE HA BAKCHHA HA KOHKPECTHHUS MALMEHT.

'M MpOHU3BOAHH Ha MapoBaTa KHCCJIMHA

1o Bpeme Ha neuenue ¢ umernndymapar ['eneoH Puxrep tpabea na ce u3barea eAHOBPEMEHHOTO
NPUWIOXKEHUE Ha APYTH NPOH3BOAHHK Ha PyMapoBaTa KMCENUHA (JIOKAJTHO MITH CHCTEMHO).

[Ipu xopa guMmetTwidymapar ce MmeTadonnznpa eKCTEH3UBHO OT eCTepasH, NMpely Ja AOCTHTHE CUCTEMHOTO
KPLBOOOpAlllEHHE, a AOMTBIHMTENCH METAbOMH3BM CE OCBHLUECTBABA Hpe3 LIMKbJA HA TPHKAPOOKCHIHATA
KHCE/IMHA, Oe3 yyacTHeTo Ha cucTemara Ha uuroxpom P450 (CYP). [loreHuuanHu puckose 3a
B3aHMOLEHCTBHUS HE CA YCTRHOBSHH OT NPOYYBAHUA HA in vitro HXuOUpaHe U HHAYKUHA Ha CYP,
NMpOy4YBaHe Ha P-FIMKONPOTEHH WIH NPOYYBAHUA HAa CBBP3BAHETO C MPOTEHHHU HAa JUMETUN(yMapaT U
MOHOMETHJIGYMapaT (OCHOBHHUAT MeTabONHT Ha AUMETUIIPYMApPaT).

BivaHKe Ha ApYTY BelUeCTBAa BEPXY AuMeTHiIdyMapaT

YecTo M3M0JI3BaHKTE JIEKAPCTBEHH NPOAYKTH NNPH NMALMEHTH ¢ MHOXKECTBEHA CKJIEpo3a — HHTepdhepoH
Oera-1a v rnaTHpaMepoB alleTaT, MPHJIOKEHH HHTPAMYCKYJ/THO — €& KIIHHWYHO TECTBAHU 3a NOTEHUHAIHH
B3aUMOACHCTBHS C AUMETHAdYMAapaT, PH KOETO HE NPOMEHAT (PAPMaKOKHHETHUHHSA MY NMPOogdu.




JlaHHuTE OT NPOYYBAHUA NPH 3IpaBy A0OPOBOJILYM NIPEANOIAraT, Y€ CBbP3aHOTO ¢ AUMETHIPyMapar
3ayepBABaHe BEPOATHO € MEAMMPAHO OT MpocTarjaHavHy. B ABe npoyusaHus NpH 3apasH 100pOBOIILHA
MPHICKEHKETO Ha 325 mg (WM eKBHUBAJIEHTHA [03a) ALETHICATULMIIOB2 KHCE/IHHE 0€3 eHTEPOCONBEHTHA
0o6BuBKa, 30 MHHYTH Nipeay NpUeMa Ha AUMeTWI)yMaparT, JO3HPAHETO CHOTBETHO B NMPOABIDKCHHE HA

4 QHH ¥ B paMKHTE Ha 4 ceIMUIIM, He NMpoMeHs GapMaKOKHHETHYHHA Npodun HA AMMETHI(yMapar.
[ToTeHUHATHUTE PHCKOBE, CBbP3aHH ¢ TEPANHATA C ALUETWICATHLWIOBA KHCEHHa, TpAadBa Aa ce pasrnenar
Nnpeld €AHOBPEMEHHOTO NPUIOXKEHHE ¢ AumeTIgyMapaT npu nauneHty ¢ [IPMC. /Iwnrocpounata

HeMpeKbcHaTa ynorpeda Ha aLeTWICATULIWIOBA KUCETUHA (>4 ceqMHULIM) HE € MpoyucHa (BXK. TOYKHU 4.4 U
4.8).

ChnbTCTBALLA TEpanus ¢ HePPOTOKCHYHH JIEKaPCTREHH NPOAYKTH (HaMpuMep aMUHOTIHKO3HUAH,
JKYPETHLH, HECTEPOUIHU NMPOTHBOBB3NAIHTEIHHK CPEACTBA WIH JIMTUIH) MOXKE Aa MOBKLIK NOTEHLHaNa 32
OBOpeunH HeXXeslaHH peakUMH (Harnp. NPOTEHHYPHUS, BXK. To4ka 4.8) NPH NauHeHTH, NpHEMaLly
numetundymapar (Bxx. Touka 4.4 Kpboeanu/naboparopHu TecToBe).

KoHCcyMalHATa H2 YMEpPEHH KOJIM4eCTBA AlNKOXOJ1 HE MPOMEHS €KCITO3ULIUATA Ha JUMeTHNdyMapar U He
ce CBbP3Ba C YBEJMUYABAHE HA HEXKEeJAHUTE JIEKAPCTBEHH peakiivu. KoHCcyManuaTa Ha roneMs KoM4ecTRa
CUJIHH aJIKOXOJIHH HAIMUTKH (noBeuye oT 30% 00eMHO ChIbpiKaHHe Ha ajikoxon) Tpabea aa ce Hibsarea B
PaMKMTE Ha €/IHH 4Yac OT IIpHeMa Ha JUMeTWI(yMapar, Thil KaTo alKOXOIbT MOXKE Aa JOBEAE 10
yBeJIMHABAHE Ha YECTOTATA HA CTOMALIHO-YPEBHU HEXKEJIAHH pEaKlMH.

BausHue Ha AuMeTWIdyMapar BbPXY APYrH BELIECTBA

In vitro npoyuBaHus Ha uHayKiMsTa Ha CYP He nokaszsar B3anMOECHCTBHE MEXAY TUMETWI(pyMapaT U
epopajiHA KOHTPALENTHBHY cpeacTBa. B eaHo in vivo npoyuBaHe € AHOBPEMEHHOTO MPUIIOXKEHHE Ha
auMeTHIdymapar ¢ KoMOMHHpaH NEPOPAIEH KOHTPALENTUB (HOPreCTUMAT U €THHWIECTPALHUON) HE
NpeAM3BMKBA HHKAKBa ChOTBETHA MPOMAHA B €KCTIO3HLIMATA Ha NepopaiHus KoHTpauenTus. He ca
NPOBEXKJAHY NPOYYBAHHA 33 B3AaUMOIACHCTBHUATA C MICPOPATHHA KOHTPALCITTUBH, ChABPIXKALIN APYTH
POrecTOreHK, HO HE CE OYAKBA BIIMSHKE Ha NTUMETHI(QYyMapaT BbPXY TAXHATA €KCHO3ULIUA.

IleamaTpuuna nonynauys

[IpoyuBaHMs 3a B3aUMOJEHCTBUATA ca POBEXKIAHH CaMO PH Bb3PACTHH.
4.6 DepTHIAMTET, OPEMEHHOCT H KbPMEHE

bpeMeHHOCT

CobilecTByBa HerosisM obem naHHU npu OpemeHHH xKeHM (3a uzxoaa ot 300 go 1 000 cnyyas Ha
OpeMeHHOCT), OCHOBABALLIM CE€ HA PErMCTbLP HA CIyYaUTEe Ha OPEMEHHOCT ¥ NMNOCTMApKETHHIOBH CITIOHTAHHH
cboOuIcHHA. B perucTepa Ha cnyvadre Ha OpeMEHHOCT 3a AMMETWIMYMapaT ca AOKyMEHTUpaHH 289
MPOCIEKTHBHO ChOpaHu AaHHH 3a OpeMeHHOCT NMpu nauMeHTkH ¢ MC, kouTo ca Gunu c excno3nuus Ha
auMeTHAdyMapaT. MeauaHaTa Ha NPOABIDKHTENHOCTTA Ha €KCMO3MUMA Ha AMMeTUndymapar € 4,6
recTalliOHHY CEAMMLUM ¢ OrpaHUUuCHA €KCIIO3MLMA ClIe LIECTaTa recTallMOHHA ceaMuua (u3xoa ot 44
OpemMenHocTH). Ekcno3uuuaTa na AuMeTundyMapar ro BpeMe Ha TOJIKOBA paHHAa OPEMEHHOCT HE IMoKa3Ba
HAJIHYHE HUTO Ha MandopMaTHBHA, HHTO Ha eTaIHA/HEOHATAIHA TOKCHYHOCT B CpaB obumara




monyjauus. PUCKLT OT MO-NPOAB/DKMATENHA EKCMO3ULIMA Ha JUMETHI(PYMapPAT WIH €KCIIO3HLIUA B M10-
KHCHHU CTAIHU HA OPEeMEHHOCTTA HE € U3BECTEH.

[IpoyuBaHMATa NPH KUBOTHH MOKA3BAT PENpPOJyKTHBHA TOKCHYHOCT (BiK. Touka 5.3). Karo npeanasna
MApKa € 3a Npeano4YrTane fa ce u3darea ynorpedbara na Jlumerundymapar I'eneon Puxrep o speme Ha
bpemertocT. [lumerundymapar ['exeon Puxtep Tpabpa aa ce uanonssa no speMe Ha OPEMEHHOCT caMo
MPH KATErOpHYHA HEOOXOAMMOCT Y aKo MOTeHLHATHATA MOI3a ONPaB/1aBa MOTEHLIMANTHUS PUCK 3a (eTyca.

KbpMeHe

He e n3secTHO ganu aMMeTHAdyMapaT WiH HeroBute MeTaboNUTH ce EKCKpeTHpart B KepMarta. He Moxke
Na ce WIKIIOYH PHCK 3a HOBOpoAeHHTe/KbpMaueTaTa. 1pa0Ba na ce B3eMe peIICHHE JalIH 1a ¢e
[peycTaHOBH KbPMEHETO Wi Ja Ce npeycTaHoBK TepanusaTa ¢ Jiumerundymapar ['encon Puxrep, karo ce
B3€MAT MpeBH NMOJ3aTa OT KbPMEHETO 34 ACTETO M M0J13aTa OT TeparnuaTa 3a )KeHara.

QDEPTUINUTET

JIluncear naHHM 3a epekTHTe Ha AuMeTHAdyMapaT BepXy depTunuTera rnpu xopa. JlaHHUu oT
NPEAKIWHHYHHUTE NMPOYUYBAHHA HE MpeAnonaraT Bpb3ka Ha AuMeTwihymapar ¢ NOBHLIEH PUCK OT HAMAIEH
dbepTHanTET (BXK. TOUKa 5.3).

4.7 EdexrTn Bupxy cnocofnocTTa 3a MOoPHpaHe H padoTa ¢ MAIIHHH

JMumernndymapat ['eneon Puxtep He NoBIMABA UK NOBIMABA NpeHeOpexxuMo ¢nocodHOCTTA 32
wodupate ¥ paboTta ¢ MalllKHH.

4.8 HexenanH JeKAPCTBEHH PeAKIHA

Pesrome Ha npoduna Ha Ge3onacHOCT

Haii-uecTuTe HexxenaHu peakuuu ca 3aucpBaBade (35%) ¥ cToMalllHO-YpeBHU CLOUTHA (T.€. JHApHA
(14%), ranexe (12%), kopemHa 6onka (10%), 6onka B ropHaTa yact Ha KopeMa (10%)). 3auepsaBaHeTo U
CTOMAIIHO-YPEBHHUTE CHOUTHS Ca C TEHACHIIMA 33 MOABA B HAYATOTO HA Kypca Ha JIeHeHHUE (Hai-Bede npea
MbPBHA Mecel]), KATO NPH NalHeHTH ChC 3aYEPBABAHE U CTOMALIIHO-YPEBHU ChOUTUSA Te3u ChOUTHA MoraT
Ja IPOJBJDKAT [a Ce MOABABAT MEePHOAHYHO B X0[a HA JICUCHUETO ¢ AuMeTHApyMapar. Hait-uecto
choOlLIIaBaHHTE HEXeNIaHH PeakuuH, BOASUIH 1O MPEYCTAHOBABAHE Ha JIEUCHHETO ca 3auepBaBaHe (3%) ¢
CTOMALHO-4YpeBHHU ChOUTHS (4%).

B niauebo-KkOHTpONYMpaHH 1 HEKOHTPOJIMPaHH KIIMHUYMHH NpoyyBaHus (asza 2 1 3 0b1o 2 513 naumeHTtH
nony4asat nuMmeTmidgymapar 3a nepuoau 10 12 roauuu ¢ obia ekcno3uums, eksuasieHTHa Ha 11 318
yosexoroguHu. O01o |1 169 naleHTH NoMyyaBaT Ha-MAaNKO S rOAKHM JICYEHHUE ¢ AMMETHAdYMaparT, a
426 nauMeHTH noyiyyaBaT Haii-Manko 10 roauuu nedenue ¢ JuMerundymapart. OnutbT npH
HEKOHTPOJHPAHHTE KIIMHUYHH MPOYUYBAHHUSA € B CbOTBETCTBHE C ONHTA NPH IaLed0-KOHTPONHPAHUTE
KNMHUYHM TIPOYUBAHHA,

TabnnyeH cNUCHK HA HEXKEIAHHU JICKADCTBEHHU peaKiiUY




Hexenauure peakuyu, MpOABWIH C€ B KIIMHUYHH MPOYYBAHMA, NIPH NOCTMAPKETHHIOBHTE NMPOYYBAHH 32
fe30onacHOCT M MOJYYEHH 'OT CIIOHTaHHH CHOOLIEHH, ca peAcTaBeHH B TadiMuara no-ao.y.

Hexenanure peakuiiy ca peacTaBeHH Karo npeanoduTaHy tepmudy no MedDRA B cucremo-opraniu
u1acose no MedDRA. Hexenanure peakiiyy No-a05y ¢a NPEACTABEHH B CJICAHUTE KATEIOPHUH CIIOPE

qeocTorara.

MHoro yectu (= 1/10)
Yectu (& 1/100 no < 1/10)

Heuectu (> 1/1 000 no < 1/100)
Peaxu (= 1/10 000 go < 1/1 000)

MHoro peaku (< 1/10 000)

C Heu3BeCcTHA YyecToTa (OT HAIMYHHKTE JaHHH He MOKe Ja ObJe HaMpaBeHa OLIEHKA HA YE€CTOTATA).

CuacTemo-opraiug KJ1acose no
MedDRA

HexenaHa peaknus

Kareropus no 4yecrora

Hnpexyuu u um;becmauuﬁ

| 'acTpoeHTEpHT

HecTa

[lporpecreHa MynTHPOKAIHA
neskoeHuedanonarua (IIMJI)

C HeM3BECTHA HeCcTOoTa

Xeprnec 30¢Tep

C Heu3BeCTHAa UeCTOTa

Hapywenus na kpvema u Jlumdonenus Yecta

AuM@nama cucmema JleBkoneHus Yecta
TpoMboLMTONEHHS HeuecTa

Hapywenun na umynnama CBpBXYYBCTBHTEIIHOCT Heuecra

cucmema AHadunaxkcus C Heu3BecTHA yecToTa
Jlucnnes C HEHM3BECTHA YE€CTOTA
XUAMOKCHSA C HEeHU3BECTHA 4ECTOTAa
XHUIOTOHUS C Heu3BeCcTHA 4YeCToTa
AHruoeaem C HEM3BECTHA 4YECTOTA

Hapywenus na nepsrama
cucmema

YcellaHe 3a napeHe

YecTa

Cvoosu HapyuieHuA 3aucpBaBaHE MHoro yecTa
['opei BLIHH Yecra

Pecnupamopuu, epvonu u PuHopes C Heu3BecTHA 4eCcTOTA

MECUACTNURAIHU HAPYUWLEHUA

Cmomawuno-upesnu napywernus | napus MHoro yecta
["aneHe Muoro yecta
bonka B ropHara 4yacT Ha MHoro vecta
KOpema
KopemHa bonka Muoro yecta
[loBpeluane Yecra
Mucnencus YecTa
["acTpuT YecTa
CromauiHo-4peBHO Hapyulenve | Yecra

Xenamobunuapru napyuieHun [loevuena acnaprar Yecta
aMHHOTpaHcgepa3a
[TosuuieHa anaHuH Yecra
aMHHOTpaHC(epasa

JlexapcTBeHO UHAYUHMPAHO
yBpex/aHE Ha YepHHUs Jpob

I




Hapywenun na xooxcama u Ilpypuryc Hecta
NOOKONCHAMA MbKAM Obpus HecTa
_Epurem YecTa
Anonenus Yecra
Hapywenun na 6vopeyume u [IporenHypus Yecta
NUKOYHUME HbMUQ
Obwiu napywenua u egpexmu na | YceuaHe 3a TOISIMHA YecTa
MACMOMO HA NDWIONCEHUE
Hacreosamin JlaHHH 3a KETOHHH TeJia B MHoro yecTta
ypHHarTa
Hanuuyue Ha anbymuH B ypusara | Yecra
[TourxerHu cToHHOCTH Ha Opoa | YecTa
Ha JICBKOUMTHTE

Onucanuve Ha U3OpaHU HeXXeNaHW PEAKIIHH

3auepeaasaie

B niaue®o-koHTpoIMpaHUTEe NPOy4YBaHHA ChOTBETHATA 4eCTOTA Ha 3auepBaBaHe (34% cpewy 4%) u
ropelitd Bu1HK (7% cpely 2%) ce noBKLUABA [TPH MALIMEHTH, JIEKYBaHH ¢ AUMETWIQYMApaT, B CPABHEHHE
¢ ruiauedo. 3ayepBsiBaHeTO OOMKHOBEHO Ce ONUCBA KaTO NPWIMB Ha KPBB WK MOPELIH BBIIHH, HO MOXE 1A
BKJIIOYBA U APYTd CHOMTHA (Hanp. 3aTOIUISHE, MOYEPBEHABAHE, CHPOEK U yCelllaHe 3a apeHe).
CnOuTHATaA, CBBP3aHH ChLC 3a4€pPBABAHE, Ca C TEHACHIIMSA 33 MMOSBA B HAYAJIOTO HA Kypca Ha JIYeHHUe (Hai-
Beue Mpe3 MbPBHA MECEL), KaTO NMPH NALMEHTH ChC 3aUepBABaHe TE3U CbOUTHA MOraT J1a MPOAb/DKAT Ja CE
NOABABAT NEPHOIMMHO B X0OJa HA eyeHHeTo ¢ AuMeTwigymapar. [Ipu no-rongmara 4acT OT NaUUEHTHTE
cbOUTHATA, CBBP3aHH ChC 3a4EPBABAHE, Ca JIEKH OO0 YMepeHH o TexecT. Odmo 3% ot naumeHTure,
JIeKyBaHH ¢ THMETHI(YMApPAT, NpeyCTAHOBABAT JIEYEHHETO MopaaH 3aueppaBaHe. HecroTaTta Ha
CEepHO3HOTO 3aUEPBABAHE, KOSTO MOKE [1a C& XapaKTepH3upa ¢ NeHepaIM3upaH epHTeM, OOpHB WHIH

[PYPHTYC, ce HabmoaaBa npu no-Manko ot 1% ot nauMeHTUTe, JEeKYBaHH ¢ IUMETHIPYMapaT (BXK. TOYKH
4.2,4.4 u4.5).

CmoMaiuno-upesnu Hedxiceaanu peakyuu

YecToTaTa Ha CTOMaWIHO-YpeBHUTE cbOUTHA (Hanp. auapus [ 14% cpewry 10%], ranene [12% cpewy 9%],
Oosika B ropaara vact Ha kopema [10% cpewy 6%], kopemna 6onka [9% cpewy 4%], nopbiuane [8%
cpemty 5%)] u nucnencus [5% cpeuy 3%) e noByileHa MPU NALUEHTH, JIEKYBaHHU C AUMETUN(YyMapar, B
cpaBHeHKe ¢ miauebo. CTOMaIHO-YPEBHUTE HEXKeJIAaHU PEeaKiiHM ca ¢ TEHIESHLUMA 3a [1049Ba B HA4a/I0TO Ha
Kypca Ha nedeHue (Hal-Bede npe3 MbPBUA MECEL), KAaTO MPH MALHEHTH CbC CTOMAILIHO-YPEBHH CHOUTHA
Te3W CBOWTHA MOraT Aa NPOoaALJ/DKAT Aa Ce NMOABABRAT NMEPUOAUYHO B XOAa HA JICUCHHUETO C
aumerundymapart. [Ipu no-ronsiMara 4acT OT NALHEHTHTE ChC CTOMAIHHO-YPEBHH CHOUTHA TE3M CHOUTHA
ca IeKH WIK yMepeHH no TexecT. UeTupu npouenTa (4%) oT naumeHTHTe, N€KyBaH! ¢ AMMETHI(dyMapar,
NPEeyCTAHOBSBAT JICUCHUETO NNOpaAX CTOMAIIHO-4YpeBHU CBEOUTHA. YecToTraTa Ha CepUO3HUTE CTOMALLIHO-
YpeBHH HEXKEJaHU PEAKLMK, BKIIKOUHMTEIIHO rAaCTPOSHTEPHUT U racTpuT, ce Habmonasa npu 1% or
NalMEHTHTE, IEKYBaHKU ¢ AUMeTHIGYMapaT (Bk. TO4Ka 4.2).

Yeprodpobna yrnxyus




B13 ocHOBa Ha JAHHHTE OT IL1aUe00-KOHTPOJHPaHU MPOYYBaHHA IO-TONSMATA YacCT OT NMALHEHTHUTE C
NOBHLIEHH Ha YepHOApoOHKUTE TpaHcaMUHa3u ca ¢be cToHOCcTH <3 Ty [T H. IloBHInena yectora Ha
MOBUIIEHHA HA YePHOAPOOHUTE TPAaHCAMMHA3HM NPH HALMEHTH, JIEKYBaHH ¢ JUMETWI¢hYyMapaT, CripsaMo
ruanebo, e HabmoAaBaHa Hai-Bede npe3 MbPBHTE 6 Mecel oT sedyeHdeTo. [loBHILeHHs Ha alaHUH
aMHHOTpaHcdepasara ¥ acnaprat aMuHoTpaHcdepasara >3 neTd [ TH ca Habnrogasauu cooTBeTHO npu
5% u 2% oT nalHeHTHTE, NeKyBaHu ¢ rauebo, u npu 6% u 2% oT NaureHTUTe, JIEKYBaHH ¢
numeTndymapar. UectoTata Ha NpeyCTAHOBABAHE HA JIEHEHHUETO NOPaAy MOBHILEHH CTOWHOCTH Ha
yepHOAPOOHUTE TpaHcaMHHA3M € <1% U e mogoOHa NMPpH MaLMEHTH, JEKYBaHHU C AMMETUIQyMapaT WK
mnane6o. YeenuaueHUs Ha TpaHcamuHasuTe >3 bt [TH ¢be cbibTCTBAINM YBETUUEHUS HA 00LIHA
ounupyouH >2 i I'TH He ce Habnogasat B niauebo-KOHTPOIMPAHHUTE MPOYUBAHHSL.

MoBuiIeHHE Ha YEPHOAPOOHHUTE EH3MMHM M CilyyaH Ha MPEeIM3BHKAHO OT JIEKAPCTBOTO YBPEKIAHE Ha
yepuus gpo0 (yBenudeHus Ha TpaHcamuHazuTe >3 bty ['TH che chmbTCTBALIM YBETHYEHHS HA OOLIKA
6umupy6un >2 nbTy I'TH) ce chobmaBaT 0T nOCTMAPKETHHIOBHA OTIKT CIIEM MPHIOXKEHHE Ha
AUMeTHIdYMapaT, KaTo OTILYMSBAT ClIe[ ClIHpaHe Ha JIEUEHUETO.

STum¢ponenus

[Tpu nnauebo-KOHTPOIHPAHHUTE MPOYYBAHUA NO-TOAMATA HaCT OT nauMeHTUTe (>98%) uMar HopMaslHH
CTOWHOCTH Ha NHMPOLIUTHTE NPEaH 3anoypaHe Ha sedeHuero. [Ipu neveHue ¢ aumMeTwigymapar
cpeaHusT Opoit Ha TUMGOLMTHTE HAMAIABA [Ipe3 MbPBAaTa roJAWHA C NoCJeABaLo naro. bpoar Ha
NUMOLIMTHTE HaMaJIfBa cpeaHO ¢ npubau3nTenHo 30% ot usxoaHara cTOMHOCT. CpeaHHUTE CTORHOCTH U
MeaHaHnuTe Ha OpoA Ha TMMPOLIMTHTE OCTABAT B PAMKHUTE HA HOpMAIHHUTE rpaHuLH. CTORHOCTH 3a Opos
na numouutrre <0,5 x 10%/1 ca Habnronasanu npu <1% oT naLMeHTHTE, NeKyBaHH ¢ ruiauedo, u npn 6%
OT NaLUMEHTHTE, JEKYBanu ¢ AuMeTuadymapart. Bpoii Ha numdouurure <0,2 x 10°%/1 ¢ Habmogasau npy 1
NalMeHT, JEKYBaH ¢ JMMETHADYMapAT, M TIPH HHTO €AMH OT NaUHEHTUTE, JIEKYBaHH ¢ u1auebdo.

[Ipy KIHHHYHUTE MPOYYBAHUA (KOHTPOIHPAHH # HEKOHTPONUpaHH) 41% ot nalueHTUTE, IEKYBaHHM C
numeTwidymapar, UMat numdornexda (neduHHpaHa npy Te3n npoyusaHus kato <0,91 x 10°/1). IMpu 28%
OT nauneHTHTE ¢ HabmonasaHa neka tuMeonenus (6poit na numdounTure >0,8 x 10°/1 1o <0,91 x 10°/1);
npu 11% ot naumeHTHTe € HabnoAaBaHa ymepeHa inMoneuus (Gpoi Ha numdouutrte >0,5 x 10°/1 o
<0,8 x 10°/1), nepcucTupaina 8 NPoAb/DKEHHE Ha MOHE HECT Mecena; npH 2% OT NaUHEHTHUTE €
nHabmonaBana Texka numdonenus (6poit Ha numdounTuTe <0,5 x 10%1), nepcucTrpaiia B NPOABILKEHHE
Ha NoHe 1ecT Mecena. B rpynara ¢ Texka numdboneHHs OpoaT Ha TMMQOLUTHTE HA MOBEUYETO MALIHEHTH
ocrara <0,5 x 10%1 npu npoab/HkaBaHe Ha TEPanMUATA.

B nonbjiHeHHE B HEKOHTPOJIUPAHO NMPOCNEKTHBHO MOCTMAPKETHHIOBO MTPOyYBaHe Ha ceaMuua 48 ot
nevexdero ¢ aumerunadymapar (n=185) 6poar CD4+ T-xietku e 6un ymepeno (6poit >0,2 x 10°/1 oo
<0,4 x 10%1) unu sHaunrenHo (<0,2 x 10%/1) noHWKEH CHOTBETHO MNPH A0 37% unu 6% OT MauueHTUTe, a
CD8+ T-knerkuTe ca 6WIH Mo-4ecTO MOHKWKEHH NPH MaKCHMYM 59% ot naumeHTHTe ¢ 6poit <0,2 x 10%/1
H nipu 25% ot nauueHTUTe ¢ Hpoit <0,1 x 10%/1. B KOHTPONHpaHUTE U HEKOHTPOJIIHPAHHTE KIHHHYHH
NMpoy4YBaHHA NALMEHTHUTE, KOWTO CNUPAT TEPANHUATA C TUMETHIhyMapaT ¢ Opoi Ha TUMQOLUNUTHTE NOJ
HNI'H, ca uabmosasaHH 3a Bb3CTaHOBABaHE Ha Opoa Ha numdountrte 00 JI'H (BX. TOuka S5.1).

IIpozpecusna myamughoxanna neexoenyegpanonamus (1IMJI)




[Tpu neyeHne ¢ AUMeTHIPyMapar ca chboblaBaHM Cilyvad Ha HH¢pexkunH ¢ Bupyca Ha John Cunningham
(JCV), npuuunnasau nporpecusHa [IMJI (Bx. Touka 4.4). [IMJI moxe aa 6bae CMBPTOHOCHA WM
f10Bee N0 TEXKA HHBATMAHOCT. [IpH €1HO OT KIIMHMYHHUTE U3NUTBAHHUA | MALHEHT, IPHEMALLL
numerundymapar, e pa3suin [IMJI ripy HanM4KHe Ha NPOABLIDKUTEHA TexKa TUMQornieHus (Opoi Ha
mumbouuruTe npeaumuo <0,5 x 10%/1 B npoabKeHHe Ha 3,5 roquHK) ¢ etaneH uzxon. B
nocTMapkeTHHroBuTe ycnosua [IMJ] e Be3HMKBaNa ¥ MpH HAJTMYKE HA YMEDPEHA U JieKka JTIMQOTeHus
(>0,5 x 10°/1 mo <OT'H, nedunupana cniopen pedepeHTHUS QHANA30H Ha MecTHaTa naboparopus).

[Ipu uaxonko cay4yas Ha [IMJI ¢ onpenenenu noarpynu T-KI1eTKH KbM MOMEHTA HA MOCTABAHE HA
nuarsosara [IMJI e ycranoseHo, ue 6post CD8+ T-kneTku e nouwken 10 <0,1 x 10%/1, a namanssaxeTo
Ha 6poa CD4+ T-kieTku e Bapupano (B axanazoxa o <0,05 go 0,5 x 10°/1) u e kopenupano noseue ¢
LAIOCTHATA TekecT Ha umdonenusta (<0,5 x 10°/1 go <JII'H). 3arosa choTHowennero CD4+/CD8+ e
OWJ10 YBENHUEHO TPH TE3H MALUEHTH,

[IpoabKHTEHATAa YMEPEHA A0 TEXKaA JTUMMONEHHS H3IJICKAA YBE/IHYABA PHCKa OT Bb3HKMKBaHe Ha [IMJ]
[0 BpeMe Ha JleueHue ¢ qumeTrndymapar, HO NpH NALMEHTH ¢ jeka NMMponeHus ¢billo Bb3HukBa [TMJL
OcgeH ToBa noBeveTo cayyau Ha [IMJI B MOCTMapKETHHIOBHTE YCIOBUS Ca Bb3HHKHAIM IPH NaUMEHTH HA
Bb3pacT >0 roauHH.

Xepnec 3ocmep unghexyuu

CpobliaBaHu ca xeprec 3octep HHGeKLHN npu ynotpeda Ha aumeTwidymapar. B auarocpouso
pa3suIKpeHo npoyuyBaHe, B koeTo 1 736 nauuentn ¢ MC ca nexyBanu, npubau3uTenHo 5% UMaT eauH WiH
nopeye CJIy4yas Ha xepnec 3ocrep, oT kouto 42% ca nekH, 55% ca ymepenu, a 3% ca texku. Bpemero a0
HaCTBIIBAHETO OT IbPBATA A03a AUMETHI(YyMapaT Bapupa OT npHonusurenHo 3 meceua a0 10 roauHm.
YeTHprMa NaLMEHTH MONy4aBaT CEPHUO3IHH CHOHTHA, BCHUKH OT KOUTO OTIIYMSABAT. [loBeuyeTo yyacTHHLA,
BKJIFOUHUTEIHO TE3H ChC CEPHO3HA Xepnec 30cTep HHpeKUHA, HMaT 6poi Ha TUMQOLUTHTE HaA AONHATa
rpaHyua Ha HopMara. JluMdoneHuaTa NpH NOBEYETO YHACTHHLIU CbC CHIIBTCTRALL Opoit Ha TIMMpOLIUTHTE
noa JII'H e olieHeHa KaTO yMepeHa WK TexKa. B MOCTMAPKETHHIOBHTE YCIIOBHA MOBEYETO Cly4Yau Ha
Xeprec 3ocTep MHPEKLMA HE Ca CEPHO3HK K OTILYMABAT ciel JeyeHue. Hannunu ca orpaHMyeHd JaHHH
3a abcomoTeH 6poii Ha numdouuTHTe (absolute lymphocyte count, ALC) npy naumenTH ¢ xepriec 3o0cTep
UH(EKLUA B MOCTMAPKETUHIOBUTE YCIOBHA. Bpnpeky ToBa, koraro € chob1aBaHa, JTHMQPONEeHUATA NpH
MOBEYETO NMaLHeHTH € ymepesa (30,5 x 10%/1 mo <0,8 x 10%/1) win Texka (<0,5 x 10%/1 po 0,2 x 10%/1) (8.
TOYKA 4.4).

Jabopamopuu omxaonernus

[Ipu mnauebo-KOHTPONHpaHUTE NPOYYBAHHUA H3IMEPEHATA CTOMHOCT HA KeTOHHHM Tefla B ypuHarTa (1+ wiu
[oBeYe) € MO-BUCOKA MPH MALHEHTH, JeKyBanu ¢ auMeTuihyMapart (45%), B cpaBHeHue ¢ ruauebo
(10%). HexxenaHy KNMMHHYHHA NOCSAMLIM HE ca HAOI0AaBaHU TIPH KITHHUYHU TIPOYYBaHHA.

Hupata Ha 1,25-auxuapokcuBuraMui D ce NOHKWKABAT MPH NALIMEHTHUTE, JIEKYBAHU C JUMETHIDYMapar,
cnpaMo ruiauebo (MegMana Ha NPOLIEHTHOTO MOHWKEHUE OT U3XOOHOTO HUBO CJIeA 2 TOAHHU CHOTBETHO C
25% cpeiny 15%), a HUBaTa Ha napatUpeonIHHA XOpMOH (I1TX) ce noBuiIIaBaT NpY NALMEHTHTE,
JIeKyBaHHU ¢ AUMeTUIhyMapar, crnpsamo ruiauedo (MeadaHa Ha NPOLEHTHOTO [MOBUILIEHHE OT U3XOAHOTO
HHBO cJiell 2 rOAHHK ¢hOTBETHO ¢ 29% cpewny 15%). Cpeanure cTORHOCTH 3a OBaTa Napam
B HOpM&JIHUA JHAIIA30H.




[Ipe3 mupBuTe 2 Mecelia OT TepanuaTa ce HabioAaBa NPeXoAHO YBEIUYEHHE Ha CpeAHUA OpoH
€O3HHODWIH.

[leanaTpryHa MOMynalMS

B eaHo 96-ceaMHUYHO OTKPUTO, paHAOMHU3HPAHO, KOHTPOJHPAHO C AKTUBHO BELLECTBO UIMUTBAHE MPH
neauaTpuuHK nauueHT ¢ [TIPMC (n=7 Ha BB3pact or 10 a0 nox 13 roaunu ¥ n=71 Ha BB3pacT oT 13 1o
noa 18 roauHu) ca nekyBanu cbe 120 mg nsa MbTH AHEBHO B NPOABJDKEHHE HA 7 JHH, NOCJIEXBAHO OT
240 mg 1Ba THTH AHEBHO 33 OCTAHANATA YacT OT NPOALIKMTEHOCTTA Ha JiedeHueTo. [IpodpunsT Ha
Oe30MacHOCT NMpH NeAHaTPHUHMTE MALKEHTH W3IeKAa Nno0beH Ha Npeau ToBa HabMoAaBaHU 1IPH

Bb3PAacTHH MALMEHTH.

JM3afiHET HA NEAUATPUYHOTO KJIMHHUYHO M3MUTBAHE CE pa3ivyaBa OT TO3H Ha miauebo-KOHTPONHPaAHHTE
KITMHHYHH H3MWTBAHKUS NPH Bb3pacTHH. ETo 3a1ii0 He MOXe Aa ce HU3KIIIOYH [TPHHOC Ha AW3aiiHa Ha
KIHHHYHOTO H3MKUTBAHE 33 YHCICHATE PA3IHUHA MPH HEXKENAHHUTE CHbOUTHA MEXOY NeaAHaTPHYHATA
NOMyNALMA H NMOMYJIALMATA HA BB3PACTHH NauHeHTH. CTOMaLIHO-YPEBHUTE HAPYLUEHHS, a TaKa CbLLO
PEeCHPATOPHHTE, MPbAHHTE U MEIKACTHHANHHTE HAPYLIEHHUA U HEXKENAHHTE cuOUTHA rnagobonne u
aUcMeHoped ¢e cpobiaeat no-vecto (>10%) npu neavaTpuyHaTa nomynauus, OTKONKOTO MpH
MOMyal{MATA HA Bb3PAcTHUTE. Te3u HewenaHd cbOUTHA ce cpob1aBaT cbe CeHUTE NPOLEHTH MpU
NneAMaTPUYHHTE NALKUEHTH:

. [ naBsobonue ce crobwapa npu 28% OT NaLKEHTHTE, JIEKYBaHH ¢ JMMETHADYMapaT, cripamo 36%
NPy NalMEHTHTE, IEKYBAHHU ¢ HHTepdepoH beta-1a.
. CroMauiHO-YpEeBHH HApYUIEHHUA ce ¢HoOLaBaT NMpu 74% oT nauUEeHTUTE, NEKYBaHH C

auMetTidymapar, cnpamo 3 1% npy naLdeHTUTE, JeKyBaHH ¢ HHTepdepoH Oeta-1a. Ot TaX npH
auMeTUIhyMapar Hai-yecTo ce choblaBat kopeMHa 0oJIka M NOBpHLIAHE.

. PecriupaTOpHH, rpbAHH H MEAHACTHHAIIHY HapYylieHHs ce cxodwasar npu 32% ot nayueHTHTE,
NIEKYBaHHU ¢ AMMeTWIdyMapar, cnpamo 1 1% ot naumeHTuTe, NeKyBaHu ¢ MHTepdepoH Oera-1a. Ot
TAX MPH AUMeTHADYMapaT Hali-uecTo ce ¢bo0aBaT opodaprHreantda 60nKa M Kalmia.

. JIncMeHopes ce cpobiuasa npu 17% oT nauMeHTUTe, JIEKYBaHY ¢ AUMeTHIdYMapar, crupaMo 7% ot
MaLHEeHTUTE, TEKYBaHH ¢ HHTEpdepoH OeTa-1a.

B eano Maiko 24-ceIMHYHO, OTKPHUTO, HEKOHTPOJUPAHO NPOYYBaHEe NPH NeAHaTPHUYHH NALMUEHTH C
[TPMC na eb3pact ot 13 10 17 rogunu (120 mg ABa mMbTU AHEBHO B MPOABIDKEHUE Ha 7 AHHU, MOCJIEIBAHO
ot 240 mg nBa MbTH THEBHO 3a OCTAHAMATA YaCT OT NMPOAB/LKHUTEIHOCTTA HA NICUEHUETO; N=22),
MOCAeABAHO OT 96-ceAMHYHO pa3wvpeHo npoyusaHe (240 mg aBa mbTH AHEBHO; n=20), npodHUNbLT Ha
OezonacHocT u3rnexaa noaodeH Ha HabnOaBaHUA NIPY BL3PACTHH MALMEHTH.

CrobuiapaHe Ha NOJO3UPAHH HEKEIAHW PEAKLIUH

Cpo01IaBaHETO Ha NOJO3UPAHU HEXKEaHH peaklLMy CNel paspeluasaHe 3a ynorpeda Ha NeKapCTBeHUA
NPOAYKT € BaxkHO. TOBa MO3BOIABA A4 NPOAB/KA HaOMIOACHUETO HA CbOTHOLLIEHHETO [10J13a/PUCK 32
JeKapcTBeHUs MpoAYKT. OT MEAULIMHCKMTE CNELIMATTUCTH C€ M3UCKBA Ja ChOOIIABAT BCAKA MOI03KpaHa
HexXcejaHa peakums upes: MU3nbwiHuTenHaTa areHUMs 110 jexapcersara, yi. ,,Jlaman ['pyes” Ne 8, 1303
Codus, Ten.: +35928903417, yebcaiiT: www.bda.bg.

4.9 Ilpepoznpane




Mma cboOleHud 3a ciydan Ha npezo3upane Ha JuMeTwidgymapatr. CHMOITOMMTE, ONMUCAHHU B TE3H CITy4aH,
CHLOTBETCTBAT HA W3BECTHHUA NMpogun Ha Oe3onacHoOCT Ha AuMeTHIdyMapar. Hama n3secTHH
TepaneBTHUYHHY HHTEPBEHIIMH, KOUTO [Ja YCKOPAT eIHMHHHUPAHETO Ha JUMETWI(hYMAapaT, HUTO ITbK HMA
u3BecTeH aHTHAOT. B cayvali Ha npego3upaHe e NpernopbYUTESIHO A CE 3ar04YHE CUMITTOMATHYHO
NOJABPKALLO JICUCHHE MO KIHHHYHH MOKa3aHHA.

5. ®GAPMAKOJIOIrHYHU CBOUCTBA

5.1 dPapmakopHHAMHYHH CBOHCTBA

dapmakorepanesTHuHa rpyna: UmyHocynpecopy, apyru umynocynpecopu, ATC koa: LO4AX07

MexaHHU3IbsM HA ICHCTBUE

MexaHH3MbT, 110 KOUTO AMMeTHI(hyMapaT yNIPpaXKHABAa TEPANCBTHYHK €PEKTH NMPHU MHOKECTBEHA
CKJIEpO3a HE € HaMbJIHO U3dcHeH. [ [peAKTMHHYHATE MPOyUBaAHHS NOKA3BAT, Y€ PapMaKkoHHAMHUYHHTE
OTrOBOPHM Ha AUMETHIQYMAPAT U3rNEKA C€& MEAUHPAT NMPEAUMHO Ype3 aKTUBHPAHE Ha
TPAHCKPHUITLIMOHHKSA BT HA sapeHns paktop (erythroid-derived 2)-like 2 (Nrf2). [Ioka3aHo e, ue
auMeTwigymapar perynupa Nrf2-3aBHCMMHU aHTHOKCHAAHTHH reHy npu nauneHtu (Hanp. NAD(P)H

AexuaporeHasa, xuHoH 1; [NQOT1]).

dapMakoAHHAMHYHH edexTu

Epexmu svpxy umynnama cucmema

[Tpu npegKIMHUYHK W KTHHAYHM MPOYYBAHUA AUMETHI(DYMApaAT JeMOHCTPUPA NMPOTHBOBL3NATIUTENHY U
HMYHOMOAYNHpaly cBoicTea. Jlumernndymapar u MoHOMeTHAQYMAPAT, KOKTO € OCHOBHUAT METabOMMUT
Ha AUMETHUN(YMapaT, 3HAYMMO HaMa/IABaT aKTUBALIMATA HA UMYHHHUTE KJIETKH H NOCNEABATIOTO
oceoboXKaBaHe Ha NMPOBRBL3NAIUTEIIHY LUIUTOKHHYU B OTTOBOP HA BBLINATUTEIHU CTUMYH B [PEAKNTUHUYHN
Mozeau. [IpH KITHHHYHK MPOYYBAHWS HA MALMEHTH C NICOPUA3HC AUMETHI(PYMApAT 3acara JUMPOLUTHHTE
(deHOTHNN upe3 HU3XOAALlA peryiauns Ha npodunnTe Ha nposb3nanureSHuTe UMTOKUHH (Tul, Tyl7) n
'H OTKJIOHABA KbM NPOH3BOJACTBO HA NPOTHBOBB3NAIUTENHHM BewlecTa (Tu2). JumeTundymapaT nokassa
TEpaneBTHYHA AKTHBHOCT B MHOXKECTBO MOJIE/IH Ha BB3NAIMTENHU U HEBPOUH(PNAMATOPHN NOPAKECHHS.
1o Bpeme Ha daza 3 npoyuBadus npu nauneHTH ¢ MC (DEFINE, CONFIRM u ENDORSE) neuenuero ¢
AUMeTUWIdYMapaT HaManaea cpeanus 6poi Ha NHMpourTHTE ¢ NPpUOAH3UTENHO 30% OT H3XoaHATA UM
CTOMHOCT B TEUYE€HME HA [TbPBATa rOAHHA, C NNOCAEABALLO I1AaTO. B TE3M NpoyuBaHus NAUHEHTHTE, KOUTO
crMpar neueHueTo ¢ 6poil Ha numMdounTHTE Noa AoNHATA rpaHuua Ha HopMara (JITH, 0.9 x 10°/1), ca
HabnioaaBaHU 3a Bb3CTaHOBABAHE HA Opos Ha uMbpounture ao JAI'H.

Qurypa 1 noka3sa J€/JTET HA NALIMEHTHUTE, 38 KOMTO € H3UUCNIEHO, ue e agocturHar JII'H, 8s3 ocHoBa Ha
meroaa Kaplan-Meier 6e3 npoasmkurenHa rexka numgoneHus. M3xoanara ctoMHocT Ha
Bh3cTaHOBABaHe (recovery baseline, RBL) ¢ nedpuuupaHa karo nocneauua ALC 1o speMe Ha JICYEHHETO
NnpeaA CIIMpaHe Ha Jie4eHUeTo. M3uncneHusaT asn Ha nauMeHTHTe, Bh3cTaHoBABalK ce ao JI'H
(ALC>0,9 x 10°/1) va Ceamuua 12 u Cenmuua 24, KOUTO HMAT JIEKA, YMEPEHA WK TeXKKa TuMGoneHUs
npu RBL, e npencrasen B Tabnuua 1, Tabnuua 2 n Tabauua 3 ¢ 95% Touxkosu qoBepH




CranjiapTHaTa rpeiika Ha u3uucieHuero no Kaplan-Meier Ha (pyHKUMATA HA NTPEKMUBAEMOCT € U3YMCIIEHA
¢ u3noJji3BaHe Ha opmy.iata Ha Greenwood.

®urypa 1: Meroa na Kaplan-Meier; 15,1 Ha nanMeATHTE ¢ Bb3CTaHOBsIBaHe 10 >910 kierkn/mm’
(0.9 x 10°/1) ArH ot n3xoanara croiinocT Ha Bb3cranossuBane (RBL)
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benexka: 500 wierku/mm?, 800 kaerku/mm?, 910 knerku/mm* crorBercTBaTt pecrniekruBHo Ha 0,5 x 1071,
0,8 x 10°/1 1 0,9 x 107/1.

Tabanna 1: Meroa na Kaplan-Meier; asi,1 HA NaUHEHTHTE, 32 KOHTO € H3YHCJIEHO, Ye e JOCTHIHAT
JIT'H, n1eka 1uMmdoneHus NpH H3X0AHATA CTOHHOCT HA Bb3cTaHoBsABaHe (RBL), ¢ H3k/iouenue na
NANHEHTH C NPOAL/IKHTE/IHA TeXKKA JUMPOoneHus

bpoii nanHeHTH € JieKa H3xoaH0o HHBO Ceamuna 12 Ceamuna 24
JuMGoneHun” B pHCK N=86 N=12 N=4

Jlsi1, nocTuraiim 0,81 (0,71; 0,89) 0,90 (0,81; 0,96)
JII'H (95% CI)

2 [TaumnenTtn ¢ ALC <0.9 x 10%1 u >0.8 x 10%/1 npu RBL ¢ u3k/toueHre Ha NaUMEHTH C MPOIb/DKUTEIHA TEXKA
JIMMPOTICHUH.

Tabauna 2: Meroa na Kaplan-Meier; AsiJ1 HAa NAIIHEHTHTE, 32 KOHTO € H34YHCJICHO, Ye IIe JOCTHIHAT
JI'H, ymepena inmdonenns NpH H3X0AHATA CTOHHOCT HA Bb3cTraHoBsBaHe (RBL), ¢ n3kiouenne
HA NANHEHTH C NPOAB/LKHTE/IHA TeXKKA JUMPoneHus

bpoii nanuenTH ¢ ymepena | U3xoaHo HHBO Ceamuna 12 Ceamuna 24
JUM(PONEeHHNA" B PHCK N=124 N=33 N=17

Jls1, nocrurauim 0,57 (0,46; 0,67) 0,70 (0,60; 0,80)
JII'H (95% CI)

* IMauuentu ¢ ALC <0.8 x 10%/1 u >0.5 x 10%/1 npu RBL ¢ u3k1t0ueHne Ha NauueHTH C NPOb/IKUTE/THA TeXKKa
JTAM(POTICHUA.




Tabanma 3: Meroa na Kaplan-Meier; 191 #a DallHEeHTHTE, 32 KOHTO € H3YUHCJIEHO, Y€ € AOCTHTHAT
JATH, Texka TuMPponeHHE NPH H3X0AHATA CTORHOCT HA BhicTanoBuBaHe (RBL), ¢ vaknodyenue Ha
MANHEHTH C NPOABIKHTEIHA TEXKKA AHMPONEeHAA

bpoii nauuenTH ¢ HN3x04H0 HHBO Ceamuna 12 Ceamuna 24
TEXKKA N=18 N=6 N=4
aumdboneHnsn’ B pHCK

Han, nocTurawmy 0,43 (0,20; 0,75) 0,62 (0,35; 0,88)
JI'H (95% CI)

* [Mauuentn ¢ ALC <0.5 x 10°/1 npu RBL ¢ m3kmoyeHHe Ha NAUKWEHTH C NPOIBIDKUTENHA TexXKa numbonerus.

KaunnuHa ePpHKacHOCT K 6€30MacHOCT

[TpoBeaeHH ca Ase 2-rOAMIIHM, pAHAOMHU3UPAHH, ABOHHOCIENH, MIauebo-KOHTPOTMPaHH NPOyYBaHNUA
(DEFINE c 1 234 nausentd 1 CONFIRM c 1 417 naumenTtn) npu nauueHTu ¢ [IPMC. [TaumenTu ¢
nporpecupamy Gpopmu Ha MC He ca BIUIIOUEHH B TE3H NTPOYYBaHHA.

EdukacHocTta (Bax. Tabnuua 4) u 6e3onacHocTTa €a AOKA3AHH NPU MALHEHTH C 001U CKOp 11O
pasuIMpeHara ckaja 3a nHsanuaeH craryc (Expanded Disability Status Scale, EDSS) ot () 50 5 Toukwu
BKJIFOUMTEIIHO, KOMTO UMAT NOHE | NPUCTBI Npe3 roguHaTa Npeay paHAOMHM3aLMATa WK u300pakeHHe Ha
Mo3bKka ¢ AMP B pamkuTe Ha 6 ceAMHLUHM NPEOH PAHAOMMU3ALMATA, TOKA3BALI0 HAW-MAJIKO €/IHA YCHUJIEHA C
ragoauHu# ne3us (Gd+). [IpoyuraHero CONFIRM cuabpika 3acnefieH 3a olLeHABALMUA (T.€. IEKapAT Mo
NPOYYBAHETO/U3CIEAOBATENAT, OLICHABAIL OTMOBOPA KbM MIPOYUBAHOTO JIEKAPCTBO, HE 3HAE KOe €
NeKapcTBOTO) peQEePEHTEH CPABHUTEIICH MPOAYKT — [NIATHPaMEPOB aLeTar.

B DEFINE nauueHTHTE UMAT C/I€AHUTE MEAHAHHU HA H3XOAHUTE XapaKTEpUCTHKH: Bb3pacT 39 roauHu,
NPOABL/DKHUTENHOCT Ha 3abonasaHeTo 7,0 rogrHu, odul cbop no EDSS 2,0 Touku. Oceen ToBa, 16% ot
nalueHTHTe UMaT 0oL cbop no EDSS >3,5 Touku, 28% umar >2 npucTena B MpeaxoaHara roa1Ha, a
42% ca nosy4yaBanM Npeau Toea Apyryu oaodpenu nexapcraa 3a MC. B xoxoprata ¢ AMP uscnensaue
36% OT BKIIOYBAHWTE B NMPOYYBAHETO NMaldeHTH umaT Gd+ n1e3uH Ha U3XOAHOTO HUBO (cpeacH Opoit Ha
Gd+ nesuure 1,4).

B CONFIRM nauMeHTHTEe HMAT CACAHMTE MEAMAHW HA U3XONHHTE XapaKTePHUCTHUKU: Bb3pacT 37 roAuHH,
NMPOAB/DKUTENHOCT Ha 3abonsapaHeTo 6,0 roauuu, obiu cbop no EDSS 2,5 toukn. OcBen ToBa, 17% ot
natueHTHTE UMAT 001 cOop no EDSS >3.5 Touku, 32% umar >2 npucTbna B rpeaxoJHaTa roquHa, a
30% ca nony4aBanu npead Tosa Apyru ogodpenu nexapersa 3a MC. B koxoprara ¢ AMP uscnenpane
45% OT BKIIOYBAHUTE B NPOYUYBAHETO NauHeHTH UMaT Gd+ ne3uu Ha U3XOAHOTO HUBO (CpelieH Opoit Ha
Gd+ nesuure 2,4).

B cpaBHeHue ¢ miauebo npy TpeTHpaHuTe ¢ AMMETUI(YMapaT NauHeHTH KMa KIIMHHYHO 3HAUYHMO H
CTATUCTHUECKH 3HAYUMO HaMAJIEHHE Ha MbpBUUHATA KpalHa Touka B rpoyuyBaHeTo DEFINE, asn Ha
NMALMEHTHTE C MIPUCTBI 3a 2 rOAWHH; U NbPBHYHATA KpaiHa Touka B npoyuBaneTo CONFIRM uecrtoTa Ha
NpucThIKTE Ha rogniuHa 6a3a (annualised relapse rate, ARR) 3a 2-roauimnus nepuon.

Tabanua 4: Kauauuan 1 AMP kpaiing rouxn 3a npoyusasrs DEFINE s CONFIRM

DEFINE CONFIRM

Maauebo | Jumerunpymapar | [lnauebo | Aumerundymapar
240 mg 240 mg




IBA MLTH ABA MbTH
AHEBHO AHEBHO

KAnHA9HA KpaHHY TOYKH"
bpoii Ha 408 410 363 359 350
ManMUeHTHUTE
YecTOTa Ha 0,364 0,172%** 0,401 (0,224 % %% 0,286*
NPUCTBIIUTE Ha
roAulnHa 6asa
CrooTHOLLIEHHE Ha 0,47 0,56 0,71
yecrorute {95% C1) (0,37,0,61) (0,42, 0,74) (0,55, 0,93)
s Ha 0,461 0,270%** 0,410 0,201 ** 0,321**
YYACTHULUTE C
[IPHUCTBI
KoedurueHT Ha 0,51 0,66 0,71

_pHcK (95% CI) (0,40, 0,66) (0,51, 0,86) (0,55,0,92)
s ¢ 12-ceamuuno | 0,271 0,164** 0,169 0,128* 0,156*
MOTBBPAEHO
nporpecupaHe Ha
WHBaAJIHAHOCTTA
KoedpuumeHT Ha 0,62 0,79 0,93
puck (95% CI) (0,44, 0,87) (0,52, 1,19) (0,63, 1,37)
s ¢ 24-ceqmuuno | 0,169 0,128# 0,125 0,078# 0,108#
IOTBBPACHO
ApPOrpecHpaHe Ha
MHBAJIMJHOCTTA
KoeduumedT Ha 0,77 0,62 0,87
puck (95% CI) (0,52, 1,14) (0,37, 1,03) (0,55, 1,38)
Kpaiiun Touxs 3a IMP®
bpoit Ha 165 152 144 147 161
natueHTUTE
CpeneH (MeauaneH) | 16,5 3,2 19,9 5,7 9,6
Opo#t HOBH WK (7,0) (1,0)*** (11,0) (2,0)*** (3,0)***
HAHOBO
pa3sLIHpsABalLH Ce
T2 ne3un 3a
2 rOJUHH
CpeaHo 0,15 0,29 0,46
ChOTHOILLIEHUE HA (0,10, 0,23) (0,21, 0,41) (0,33, 0,63)
nezumre (35% Cl)
Cpenen (MeauaHex) | 1,8 0,1 2,0 0,5 0,7
opoit Gd ne3uu 3a (0) (0)*** (0,0) (0,0)*** (0,0)**
2 TOIHHH
CroTHOLIEHHE HA 0,10 0,26 0,39
uiaHcoeete (95% (0,035, 0,22) (0,15, 0,46) (0,24, 0,65)
CI)
CpencH (MeaunaHeH) | 5,7 2,0 8,1 3,8 4,5
Opoii HOBH HUITH (2,0) (1,0)%** (4,0) (1,0)*** (2,0)**
XHIOHWHTEH3UBHHU
T1 ne3ur 3a
2 roAuHH




Cpenno 0,28 0,43 0,59
CHOTHOLLCHHE HA (0,20, 0,39) (0,30, 0,61) (0,42, 0,82)
nesuute (95% Cl)

* BcHuky aHaIM3M HA KITMHHYHHY KpaiiHH TOYKH ca intent-to-treat; % AMP ananu3bT uanonssa AMP KOXOpTa
*P-ctodiHocT <0,05; **P-cToltHocT <0,01; ***P-croltHoct <0,0001; #HAMa cTaTHCTHUECKA SHAYHMOCT

B oTkpuTo HeKOHTpOaupaHo 8-roauinro pazwupeHo npoyusade (ENDORSE) ca skmouenn 1 736
noAXo 1M 3a BKmouBaHe natueHTH ¢ [IPMC ot ocHoBHUTE npoyysaHus (DEFINE u CONFIRM).
[ThpBHYHATA LI€] H& MPOYYBAHETO € Aa Ce OLIEHHU ObJIrocpouHara 6e30nacHOCT Ha AUMETHIPyMapar npu
nawueHTy ¢ [TPMC. Ot 06wo 1 736 naumenty npubnusurenHo nonosuHara (909; 52%) ca nexysaHu B
NpoabKEHHE HA 6 WK noBede roauHu. 501 mauMeHTH ca JieKyBaHH HEMPEKbCHATO C AKMETUIQymapaT
240 mg nBa MbTH AHEBHO U B 3-T¢ MpOoy4BaHUs, a 249 NauveHTH, KOUTO NIPEAH TOBA Ca IoJy4YaBaH
nnauedo B npoyuBaHusaTta DEFINE u CONFIRM, nonyuasar neyenne 240 mg nBa nbTH JHEBHO B
npoy4sanero ENDORSE. [launeHTrTe, KOUTO NoNy4yaBart jieueHUE ABa MbTH AHEBHO HENPEKBCHATO, Ca
JIEKYBaHM B MPOAb/DKEHHWE HA MAKCUMYM 12 roauHu.

[To BpeMe Ha npoyuBaneTo ENDORSE nopeveTo 0T nooOBHHATA OT BCHYKH NALMEHTH, TCKYBAHH C
aumerundymapar 240 mg asa mbTH JHEBHO, HE MOMYyYaBaT NPUCTHIK. [Ipy nauueHTUTE, 1eKYyBaHU
HeMpeKbCHATO BA ITbTH AHEBHO M B 3-Te npoyusaHuda, kopuripaHata ARR e 0,187 (95% CI: 0,156;
0,224) B npoyuBanusata DEFINE u CONFIRM u 0,141 (95% CI: 0,119; 0,167) B npoyuBaneto
ENDORSE. IIpu naijyeHTHTE, KOMTO NpPEIY TOBA ca nomy4yasanaun ruauebo, kopurupanata ARR ce
noHwkasa ot 0,330 (95% CI: 0,266; 0,408) B npoyusanusta DEFINE u CONFIRM g0 0,149 (95% CI:
0,116; 0,190) B npoyusanero ENDORSE.

B npoyuBasveTo ENDORSE MHO3MHCTBOTO NauueHTH (>75%) HAMaT NOTBBpACHA [TPOrpecHs Ha
MHBATHAHOCTTA (M3MEpPEHA KAaTO YCTOHYHMBA 6-MeCceyHa nNporpecus Ha HHBanNUAHoCcTTa). COOpHUTE
pe3yJITaTH OT TPUTE NMPOYUBAHUSA [TOKA3BAT, Y€ JICKYBAHUTE C AMMETUADYMApAT NALUKEHTHA UMAT TPAHHU U
HHCKH CTEMEHH Ha NOTBLPACHA NPOrpecus Ha HHBAIMAHOCTTa ChC ¢1abo yBe/IHUEeHHE Ha cpeaHrTe obLu
cbopose mo EDSS B ENDORSE. Ouenkure ¢ AMP (0o 6-taTa roanHa, BKIIIOUHTENHO 752 natiyMeHTH,
KOWTO NpeAH ToBa ca BKIoUYeHH B Koxoprara ¢ AMP B npoyusauusta DEFINE n CONFIRM) nokasgar,
ye MHO3HHCTBOTO NauveHTH (npudnuzutenno 90%) namar Gd-ycunsawu nezuu. Cnen 6-Te rondHu
KOPHIMPaHUAT Ha FOJMILIHA OCHOBA cpelcH Do HOBH WIHM HOBOpasWIHpsaBaillM ce T2 v HoBU T1 ne3uu
OCTABa HHCBK.

EquKGCHGCM npu nayuermiu ¢ SUCOKQ aKkmueHocm Hd 3abonseanemo

B npoyuBanusta DEFINE 1 CONFIRM ¢ Habntonasan TpaeH neueOeH eekT BbpXy NMPUCTBIHTE B

NOArpyrnara Ha MalMeHTH C BHCOKA aKTHBHOCT Ha 3ab0ABaHETO, JOKATO €(EeKTHLT BLPXY BPEMETO 3a

YCTOMUHMBA 3-MeCEeUHA NPorpecHs Ha MHBANKAHOCTTA HE € ACHO ycTaHOBeH. [lopaau au3aiHa Ha

NPOYYBAHHATA BUCOKATA aKTUBHOCT Ha 3a004BaHETO CE ONPEACIIsL KAKTO C/ICABA:

- [TaueHTH ¢ 2 MY NOBEYE NIPUCTHIA 38 €1HA rOAMHA U ¢ €aHa Wik noseye Gd-ycunsaluu JI€3uK
npu AMP Ha mo3bka (n=42 B DEFINE; n=51 8 CONFIRM), unu

- [TaLineHTH, KOWTO HE ca C€ MOBJHUSIH OT IThJICH U aAeKBAaTEeH Kypc (Hal-MaJIkO €Ha roauHa
neveHue) ¢ Hera-uHTEPPEPOH, UMAH ¢a HAK-MANIKO €MH MPHUCTBI Npe3 NpeaAXOAHATA FOAUHA,
JOKATO Ca C€ NEKYBaIu, H Haik-Manko 9 T2-xunepuHreH3uBHU 1e3dH npy JIMP Ha yepena wnu Hai-
manko | Gd-ycunsaiua Jjie3us, WM MaLUMeHTH C HEMPOMEHEHA WM MOBUILECHA YeCTOTA HE
MPHUCTBLIIMTE NIPE3 NPEAHLLIHATA FOAUHA, B CPABHEHHE C NPEAXOAHHUTE 2 oA é@ﬂ*ﬂ?ﬂp DERINE;
n=141 s CONFIRM).




ITeanaTpyuHa monyJaaums

Be3zonacHocTTa 4 e(peKTHBHOCTTa Ha AuMeTwidymapar npu neanarpuuna [IPMC ca ouenenn 8 egHo
paHIOMH3HPAHO, OTKPUTO, AaKTUBHO KOHTpOIMpaHo (MHTepdepoH DeTa-1a), napanesiHo-rpynoso
npoyusate npu naideHTH ¢ [IPMC Ha Bw3pact ot 10 g0 nox 18 roguuu. CTo ¥ neTACCET NAHMEHTH Ca
paHJOMH3UPaHK Ha aumeTnadymapar (240 mg nepopanHo JBa MbTH AHEBHO) HIH HHTepdepoH bOeTa-la
(30 ug i.m. BEAHBXK CEAMUYHO) B MPOABIDKEHHE Ha 96 ceaMuuM. [ThpBHYHAaTaA KpaHHa TOYKA € AETBT Ha
nauudeHTUTe 6€3 HOBH HAH HOBOYBETHYABALIK c€ T2-XUIIEpHHTEH3UBHH Ne3uM nipu SIMP ckanupane Ha
MO3bKa Ha ceqmulia 96. OcHoBHATa BTOpHYHA KpailHa TOUKa € OpOAT Ha HOBUTE WM HOBOYBE/IHYABAIUH
ce T2-xunepuHTeH3UBHY ne3un npH AMP ckaHupade Ha MO3bKka Ha ceamuua 96. Ilpencrasena e
JECKPUIITHBHA CTATUCTUKA, Thil KATO HAMA MPEeABaPUTENHO UIAHUPAaHa MOTBbPXKAABALLA XHITOTE3a 32
NbPBAYHATA KpaHHa TOUKA.

MeneT Ha naudedTvre B ITT nomynaumsaTa ¢ HOBH WK HOBOYBEJIMYABALLH ¢¢ T2 Ne3uH, YCTAHOBEHH NMPH
SMP, ua ceamuua 96 cnpaMo u3xoaHoto HUBO € 12,8% 3a pumerundgymapar cnpsmo 2,8% B rpynara Ha
nHTepdepoH Oera-1a. Cpeanusat 6poit HOBM WM HOBOYBe/H4YaBally ce T2 ne3un Ha ceamuua 96 cnpamo
H3XOAHOTO HUBO, KOpUrHpaH 3a 6pos T2 ste3un Ha H3XOAHOTO HHBO M Be3pacTTa (momynauus [TT ¢
H3KNoueHHe Ha nauMeHTure 6e3 AMP usmepsanun), e 12,4 3a numerungymapat u 32,6 3a uHrepdepoH

Oerta-la.

BeposTHocTTa 32 KIMHMYEH NPUCTHI € 34% B rpynarta Ha nuMeTwigymapar 4 48% B rpynarta Ha
HHTepdepoH OeTa-1a KbM Kpad Ha 96-CeAMUYHHUA [TIEPHOA Ha OTKPUTOTO NPOYUBAHE.

[TpodwasT Ha O€30NMacHOCT MpU NeAUaTPUHHHUTE NauUeHTH (Ha Bb3pacT oT 13 ao noa 18 roguum),
MOJy4aBallid JHMETHWI(QYMapaT, CH CbOTBETCTBA 110 Ka4E€CTBO C MpeAH TOBa Ha0/MoaaBaHus NpH
Bb3PacTHH NALMEHTH (BXK. Touka 4.8).

5.2 DapMaKOKHHETHUHH CBOWCTEBA

Crnen nepopalHO NpAnoXeHUe oUMeTWIgymapar ce noanara Ha Obp3a NpeacHCTEMHA XHAPOIH3a OT
ecTepa3y H ce NpPeBpbilla B CBOSA OCHOBEH MeTabdoIUT — MOHOMETU/IQYMAapaT, KOHTO CHLUIO € AKTHBEH.
HnMeTundymMapar He ce onpeaess KOIUWYECTBEHO B I1a3MaTa /e NMEPOPASTHO MPHUITONKEHHUE Ha
numetundymapar. CiienoBatenHo BCHYKH PapMaKOKUHETHYHH AHATH3H, CBLP3aHH ¢ AHMETHI(yMapar,

Ca M3BbPIIEHH C IJIA3MEHH KOHUEHTpaLun Ha MOHOMeTHIGyMapaT. DapMakOKHHETHYHUTE JaHHH ca
NOAYUYEHHM MPH NALKEHTH ¢ MHOXXECTBEHA CKIIEpPO3a M 3paBy A00pOBOILA.

Abcopbrius

Tmax Ha MOHOMeTHNDYMAPAT € OT 2 A0 2,5 yaca. ThH KaTo CTOMALUIHO-YCTOWYHBHTE TBBPAY KaICyJIx
AUMeTHWI(hyMapaT CbAbPXKAT MUKPOTAO/IETKH, KOUTO Ca 3aLHTEHHA C EHTEPOCONBEHTHO MOXPHTHE,
abcopOuuATa He 3ano4YBa, JOKAaTO MUKpOTalieTKHTE HE HAlyCHAT cToMaxa (OOMKHOBEHO 3a [10-MaJiko OT
I wac). Cnea npuem Ha 240 mg nBa METH OHEBHO € XpaHa MeAxaHaTa Ha NMUKkoBaTa KOHUEHTpaUMA (Cmax) €
1,72 mg/l, a obuiata {excnosuumna o noa kpusara, AUC) e 8,02 h.mg/| npu nauueHTH ¢ MHOXECTBEHA
ckneposa. Karo uano, Cmax 1 AUC HapacTeaT 00110 B3€TO NPOMIOPLIUOHATHO HA 033 Ta-B-HRQYHEHUS
no3oB agudana3oH (120 mg no 360 mg). [Ipu yuacTHHLUH C MHOXXECTBEHA CKIIEPOZS

/4

ot 240 mg ¢ nepuon oT 4 yaca MEXAY JO3UTE KaTO 4acT OT CXeMa Ha npueM 7f




10 MHHHMAIHO KYMYJ/IMpaHE Ha EKCIIO3HLHATA, KOETO AaBa MOBHUILEHHUE HA MeHaHHATa Crnax OT 12%, B
CpaBHEHHE ¢ NMpKHeM ABa mbTH AHEeBHO (1,72 mg/] 3a ABa NbTU AHEBHO B cpaBHeHME ¢ 1,93 mg/l 3a Tpu
NBTH JHEBHO), 6€3 HHKAKBH MOCEACTBHA 32 H€30MacHOCTTa.

XpaHaTa He 0Ka3Ba KJIUHHYHO 3HAYHM eeKT BbpXy eKcno3uuysaTa Ha aumetundymapar. Borpeku ToBa
auMmernadymapar Tpabsa na ce npueMa ¢ XpaHa, 3apaaM no-godpara ROHOCUMOCT 110 OTHOLIEHHE Ha
3a4epBABAHETO WIM CTOMALIHO-YPEBHUTE HEXKEMaHU ChOUTHA (BXK. TOUKA 4.2).

PasnpeaeneHue

[TpuBugHuaT 0OeM Ha pasnpeaeneHue ciea nepopaneH npuem Ha 240 mg quMeTuigymapar Bapupa
mexcay 60 1 u 90 1. Cabp3saneTo Ha MOHOMETHI(PYMAPAT C MIIA3MEHHATE NPOTEUHH NPH XOpa OOUKHOBEHO
papupa Mexay 27% u 40%.

buorpaHchopmMarms

[Ipu xopa numeTwidgymapar ce Metabonnsupa ekcreH3nsHo, kato noj 0,1% ot go3ara ce ekckperypa
KaTO HEMPOMEHEH AUMeTWI(hymMapaT B ypHHaTa. [IsproHavanHuaT MeTabonu3bM Ce U3BLPLIBA OT
ecTepa3l, KOUTO ¢a MOBCEMECTHO PA3NpPOCTPAHEHH B CTOMALIHO-YPEBHUA TPAKT, KPBBTA H TLKAHHUTE, CJIEN
KOETO AKTHBHOTO BELLECTBO MOCTHIBA B CHCTEMHOTO KpbBoOOpaleHHe. JIonmbIHHTEICH MeTabOTH3BM CE
OCBLIECTBABA Upe3 LHUKbIa Ha TPUKApOOKCUNHATA KUCETHHA, 6€3 yHaCTHETO Ha CHCTEMATA Ha LIMTOXPOM
P450 (CYP). IIpoyuBane Ha egquHHUHA n03a oT 240 mg 14C-aumernndymapar uaeHTURULIHpA MIOKO3aTa
kaTo nmpeodnagapail MeTabonuT B ia3Mara npu xopa. JIpyrure uMpkyaspaiy MetaboIMTH BKIIOYBAT
¢byMapoBa KHCEIHHA, THMOHEHA KUCEIMHA U MOHOMeTWIhYMapaT. Merabonu3MbT Ha ymaposaTa
KHCEIMHA HaJ0JTy N0 BEPHraTa ce OChIIECTBABA Ype3 LIMKDBJIA HA TPHKAPOOKCUIHATA KHCENTMHA, KAaTO
n3gduBaHeTo Ha CO2 ciy)H 3a OCHOBEH ITHT Ha €lTMMHHHpAHE.

EnuMUHHMpaHE

H3auupadeTo Ha CO2 € OCHOBHHUSAT MBT 33 €NMMHHMPaHe Ha AuMeTHIhyMapaT, upe3 KOUTO ce
orctpaHsaBa 60% ot go3ata. bbOpeuHOTO K PEKANHOTO CIMMUHHUPAHE Ca BTOPOCTEIIEHHH ITETHINA,
AOTIPUHACALLM CBOTBETHO 3a OTCTpaHABaHe Ha 15,5% u 0,9% ot nosara.

TepMHHATHUAT MONYXKBOT HA MOHOMeTHA(YMapaT € KpaTbk (pubiauzuTenHo 1 yac) v npy noseyeTo
HHAWBHAM chel 24 vyaca B KpuBooOpalleHHeTO He ce€ OTKpUBRa MOHOMETHI(DYMapaT. KyMynupase Ha

AuMeTHNdYMapaT WM MOHOMETHI(pYMAPAT HE HACTBIIBA [P MHOMOKPATHHU J03H AUMETHNdymapaT B
TepareBTHYHATA CXEMA.

JIMHEeHHOCT

ExcnosuiMsaTa Ha AMMeTIWI(GyMapaT ce yBe/HuaBa no npubau3UTeIHO NPONOPUHOHA/IEH Ha 103aTa
Ha4yuH, NpH eJUHHYHH K MHOTOKPaTHH J03H, B IPOYUEHHs A030B auana3oH oT 120 mg o 360 mg.

PapMaKOKHHETHKA NPH CeHWaNnHW FPYNH NalHEeHTH

Cnopea pe3yaTtatute oT aucnepcHoHeH aHaiu3 (ANOV A), TENECHOTO TETUIO € OCHOBHATAKOBARKMATA Ha
excno3dumarta (upe3 Cmax u AUC) npu nauuentu ¢ IIPMC, Ho He noBnuaBa Mepuit
e(PUKACHOCT, OUCHEHH B KIUHUYHHUTE MPOYYBAHMSL.




[TossT M BBL3PACTTA HE OKA3BAT KIIHHUYHO 3HAYUMO BJIUAHHE BLPXY (PapMaKOKHHETHKATA Ha
auMeTHapymapaT. DapmMakOKMHETHKATA TPH NMALKMEHTH HA Bb3pacT 65 4 NOBEYE NOAMHHU HE € NMPOYUEHa.

bvbpeuno yspeosicoane

Toit karo 6BOpeUHaTa EKCKpPELMA € BTOPOCTENEHEH ITET 32 eJIMMUHMPAHE Ha AMMETIWI(PYMAPAT, Ype3
KOHTO ce oTcTpaHsaBaT noa 16% ot npuaoxeHara A03a, OLEHABaHe Ha papMaKOKWHETHKATa MPH
HHAKUBHAH ¢ OBLOpPEUHO YBpEIKIAHE HE € H3BBPILCHO.

Yeproopobro yepescoane

Toit karo auMeTnndyMapaTt U MOHOMeTHIGYMApaT ce MeTaboTU3UpaT OT ecTepa3u, 6e3 yuacTHETO Ha
cvcremara Ha CYP450, oueHaBaHe Ha GpapMakKOKMHETHKATA NPH MHAUBHAHM ¢ YEPHOAPOOHO yBpeXIaHe HE
€ U3BBbPLICHO.

Heouampuuna nonyaayun

MdapMakokMHeTHYHUAT npodun Ha 240 mg qumeTHndyMapaT ABa (TbTH JHEBHO € OLEHEH B MAJIKO,
OTKPHTO, HEKOHTPOJIHpaHO npoyusaHe npu nauueHTH ¢ IIPMC Ha Bb3pact o1 13 a0 17 rogunu (n=21).
(DapMaKOKHHETHKATA Ha AUMETWI(YMapar Npy T€3d NAUMEHTH B FOHOLIECKA Bbh3PACT € B ChOTBETCTBHE C
HaOnoAaBaHaTa npeaAu TOBa NMpH Bb3pacTHH NatueHTH (Crax: 2,001,29 mg/l; AUCO-12u:

3,62+1,16 h.mg/l, koeTo croTBeTcTBa Ha 0012 AneBHa AUC 7,24 h.mg/l).

53 IlpeaxnduHH4YHH NAHHH 3a OezonacHOCT
Hexenanure peakuHH, OIIMCAHK B TOUKHUTE 33 TOKCHKONMOMHS M PENPOAYKTHBHA TOKCHMHOCT MO-ACTY, HE
ce HabmoaaBat NpH KIHHHYHWTE POYUBaHHA, HO ce HabnroaaBaTt NpH XHUBOTHH [PH HHBA HA

CKCIIO3HULIHA, noaobDHKW Ha HYBATa Ha KIIMHHU4YHA €KCTNIO3HLIHA.

I eHOTOKCHYHOCT

HumeTungymapart 1 MOHOMeTUI(hyMapaT AaBaT OTPHULIATENICH Pe3yITAT B CEPUA OT in Vilro TeCTOBE
(Ames, XxpOMO30OMHH abepauuy B KieTku ot 603aiiHMUK). JluMeTundymapar Jasa OTpULIATE/IEH pe3yaTaT
U B in vivo MUKPOHYKJIEAPEH TECT ITPH [LUTHXOBE.

KaHueporeHesa

[IpoyuBaHuATA 32 KAHLEPOreHHOCT Ha AMMETUIPyMapaT ca NPOBCACHHU 3a NIEPUOA A0 2 FOAUHHU NPH
MHMILKH M 1bX0Be. JluMeTundyMapaT € npunarad nepopanHo B 403u ot 25, 75, 200 u 400 mg/kg aHeBHo
npyu MUIIKK U B 1034 ot 25, 50, 100 n 150 mg/kg aHerHO npu IibXoBe.

[1pu MuLLKK YeCcTOTATa HA KapliHoMa Ha OB0peunuTe TYOYIIH ce yBeauyuara npy 75 mg/kg nueBHo, nMpH
exkBUBaIeHTHA ekcnosuuusa (AUC) cnpsaMo npenopbudTenHaTa A03a npy xopa. Ilpu nmasxose gyecToraTa
Ha KapuHHOMH Ha OBOpeuHHTe TYOYNHM M HAa TECTHKYJIapHK aZlcHOMH Ha KJeTKHTe Ha Leydig ce yBennuasa
npu 100 mg/kg nHeBHO, MpH €KCNO3ULIMA, MPUOIHIUTENHO 2 MBTH MO-BUCOKA OT NPENOPbYMTE/IHATA 1034
npuy Xxopa. JHAYEHUETO HA TE3H HAXOJAKHU MO OTHOWEHHE HAa PHCKA NIPU XOpa € HEH3BECTHO.

YecToTaTta Ha CKBAMO3HOKNETHUYHHA MANKIOM H KapLIMHOM B HCTIIAHAYJIAPHHA CTOMAX ( JPEC]
MOoBHLUABA [MPH €EKBHBAICHTHA CKCITOZHLMA CHPAMO MPCNODBHHATCIIHATE 4034 3a XOpa P




HHBOTO HA €KCNO3HLIMA CIPAMO MPENopbYHTENIHATA 1034 32 XOpa npH IuTbxose (Ha Oazara Ha AUC).
IIpeacToMaxbT NIPY FpHU3AUMTE HIME YOBEILIKH aHAJIOr.

TokcHKONOrus

HexmMHHYHHATE NMPOYUYBAHUSA MPH FPHU3ayHM, 32l H MAKMYHHU Ca NIPOBEACHM CHC CYCIIEH3HA Ha
aumeTndymapar (aumetuingymapar B 0,8% xuapoxkcunponunMeTwiuenynosa), pUIokKeHa Ypes
rnepopajiia coHaa. [IpoyusaHeTo 3a XpoHMUHA TOKCUYHOCT MPHU KYUETA € MPOBEACHO C NEPOPATHO
MPHUJIOKEHHUE HA KarcyJlaTa ¢ AUMETWIPymapar.

[TpoMeHn B 660pelMTe ca HabaroRaRaHM Clied MHONOKPaTHO NepopaHo NMPUNOKEHHE Ha
IMMeTHI(YMapaT NMpyH MULUKH, [UTEXOBE, KydeTa U MaiiMyHHu. Enurenna peresepauus Ha 6n06pednuTe
TyOynu, npeanosaraia yepexaaHe, € HabnogaBaHa npyd BCHUKH KUBOTHUHCKH BUIOBE. XHUIEPILIa3UA HA
6BOpeunuTe TYOYNH € HabaoAaBaHa Npu ITBXOBE C JOXKMBOTEH NpUeM (2-roAULIHO npoyysaxe). [1pu
Ky4eTa, NToJY4YaBay ©KeAHEBHO NEPOPpaIHHA 103K AMMETHN(yMapaT B npoabkeHue Ha 11 meceua,
H3YHMCIICHATa 3a KOPOBRa aTpodMa TONMyCTUMA rpaHNLa € HabntonasaHa npu 3 TbTH HaA
npenopbYUTE/IHaTa 1032 Ha Oa3ara Ha AUC. [1pu MaiMyHH, nony4yaBaiH €XeAHEBHO NEPOPAIHH A03U
AUMeTHI(hyMapaT B NPOAL/DKEHHE Ha 12 Mecewna, HEKpo3a Ha eJHHHYHH KIETKH € HaO/moaBaHa nNpH 2
IThTH HaJ NPeNnopbuMTEIHAaTA A03a Ha Oa3zara Ha AUC. HUaTepcTuunanua ¢pubposa u koposa arpodus ca
Ha0a0qaBaHK NP Ao3a 6 TbTHU HaJ NpenopbyYMTENHaTa 103a Ha 6a3aTa Ha AUC. 3HaueHHeTO Ha Te3u
HaxXOAKH 32 XOpa € HEU3BECTHO.

B TecTHCHTE Ha ILTHXOBE U KyUeTa € HabmoqapaHa AereHepanu1s Ha EnUTeNna Ha CEMEHHUATE KaHalyeTa.
Haxonkwnre ca HabAK0JaBaHU NPH TUTLXOBE MPH 1034, MPUOAU3UTEIHO PABHA HA NPENOPLYUTENHATA, U
Npy Ky4deTa npH Ao3a 3 mbTH Haa npenopburTennara (Ha 6azata Ha AUC). 3HauyeHHeTo Ha Te3n HaXOAKH
33 XOpa € HEUIBECTHO.

HaxoakuTe B NpeAcTOMaxa Ha MHLIKH M TUTbXOBE CE€ ChCTOAT OT CKBAMO3HOK/IETHYHA eMNMUTENHA
XMIIEPIUIA3UA U XHINIEPKEPATO3a, BB3NAJICHHE M CKBAMO3HOKIIETbYEH {12[THJIOM W KAPLMHOM MpH
MPOYYBaHHUA C MPOTL/LKMTEIHOCT 3 MeceLa WiH noseye. [ [pecToMaxXbT MPH MHULIKH H TUTbXOBE HAMA
YOBCLLKHK aHAJIOT.

PBI’IQOQ!H’I‘HBHH TOKCHYHOCT H TOKCHYHOCT Ha PA3BHTHCTO

[lepopanHoTO NpUNOXKEeHHE Ha TUMETHIDYMAPAT MNPH MBIKKH ILTBXOBE B 2034 75, 250 u 375 mg/kg
AHEBHO MpPEJH H MO BpeMe Ha YHPTOCBAHETO HAMA eEKTH BBPXY (PepTHINTETA HA MBAKKUTE XKUBOTHH A0
Hali-BHCOKATa TeCTBaHa A03a (Hail-Manko 2 MbTH NO-BUCOKA OT NPENOPBYUTENIHATA A03a HA OazaTa Ha
AUCQC). ITepopanHoTo NpuaoKeHUE HA JUMETHIQYMAPAT NPH XEHCKH TUTEXOBE B 403U 25, 100 1

250 mg/kg nHeBHO NpeAHr U No BpeMe Ha YUPTOCRaHETO, KakTO U A0 JleH 7 Ha OpeMEeHHOCTTA,
NpeaM3BHKBA HAMANABAHE HA €CTPYCHHUTE UMM 3a 14-3HEBEH MEPHOA W YBEIMYaBaHe Ha Opod Ha
JKUBOTHHUTE ¢ MPOAB/LKMTENCH JHECTPYC NMPHU Hail-BUCOKaTa TecTBaHa 103a (1 1 mbTH no-BHCOKA OT
npenopsuMrenHara go3a Ha 6azara Ha AUC). Tezn npomenn ofaue He noBnHABAT PEPTWIMTETA WK HA
Opos HA MOJYUYEHUTE KUIHECTTOCODHH DETYCH.

Jlokasauo e, ue AMMETUNIGYyMapaT NMpeMUHABa MalcHTHaTa MeMOpana ¥ nonaaa BuB ¢eTanHaTa KpbB NpH
[LTbXOBE M 3aHIIH, CbC ChOTHOUICHHS Ha (PETATHHTE KbM MAHYHHUTE IUIA3MEHH KOHUCHTRATY
ot 0,48 no 0,64 u 0,1, He ca HaGmogaBaHu MangopMaLiMy npu HUKOA 1033 HA AUMETHADYpe




[UIbXOBE WK 3aiiuy. [Ipunoxkexunero Ha gumeTundymapar B nepopanHu 1034 ot 25, 100 u 250 mg/kg
AHEBHO NpH OpEMEHHH ILTBXOBE MPE3 NepHoAa Ha OPraHOreHe3aTa BOAX A0 HEXENAHH PEAKLIMH NPH
Mmaikara npu 203a, 4 TbTH NO-BUCOKA OT IIPENOPBYHTENIHATA 1034 Ha DaszaTra Ha AUC, 1 1o HUCKO Terno
Ha ¢eTryca U 3abaBeHa ocHpHKaLMs (MeTaTap3atHU (PAIAHTH U (paslaHTy HA 3aHUTE KpaHHHLIN) NpU 1034,
11 nbTH No-BHCOKa OT NpenophuMrTeaHaTa 103a Ha 6a3ata Ha AUC. Huckoro Tternio Ha deryca U
3a0aBeHaTa OCU(PUKALUA CE CUMTAT 338 BTOPHYHHU [0 OTHOLLICHUE HA MAHYMHATA TOKCH4MHOCT (HamMasnsBaHe
Ha TEECHOTO TEIIO U KOHCYMAaLMATa Ha XpaHa).

[TepopanHoTo npunoxkeHue Ha JuMeTHgyMapart B 1o3u 25, 75 1 150 mg/kg aHeBHO npu OpeMeHHH
3aiillH MO BpEMe Ha OpraHoreHe3ara HAMa ePEKT BbPXY EMOPHO-PETATHOTO pa3BUTHE H BOAH 110
HaManfBaHe HA TejIeCHO TerJlo Ha MakKaTa Npu A03a, 7 MbTH NO-BUCOKA OT NPENopbYMTEAHATA 1032, U [0
yBelnyaBaHe Ha Opos Ha abopTHTe rpu fo3a, 16 MBTH NMO-BHCOKA OT NMPENOPBHUMTENHA J03a Ha fa3aTa Ha

AUC.

[TepopanHOTO NpUNOKEHHE HA AUMeTHIdyMapaT B xo3u 25, 100 u 250 mg/kg aAHEBHO MpH IMIBXOBE MO
BpeMe Ha OpeMEHHOCT U KbpPpMEHE BOAH A0 NO-HUCKY TEJIECHH TEr1a B NoKoJeHueTo F 1, kakTo ¢
3aKbCHEHHS B MOJIOBOTO CHL3PABAHE NPH MBKKUATE XKUBOTHH OT F1 npu Ao3a, 11 0bTH no-BUcoka ot
npenopbuYMTENHaTa 403a Ha 6asaTa Ha AUC. Jluncear edexru Bupxy dpepruurera B nokoseHueTo F1.
[To-HHCKOTO TENECHO TEN10 HAa MOTOMCTBOTO CE€ CYMTA 33 BTOPHYHO 10 OTHOLICHUE HA MAWYKHATA
TOKCHYHOCT.

TOKCHUMHOCT NpPH IOBEHWIHU JKUBOTHH

JIBe Mpoy4BaHKA 32 TOKCHYHOCT MPH IOBEHUTHH [UTHXOBE € €XEIAHEBHO NEPOPATHO TPHIOKEHHE Ha
numetundymapat ot noctHataieH AeH ([THJI) 28 oo [TH 90-93 (exBuBaneHTHH Ha npubAMIUTENHO 3 M
noseye rogWHMU NpH Xopara) Nokassar NnoJo0Ha TOKCHYHOCT B TAPreTHUTE OpraHu Ou0peun U
npeAcTOMax xaTo HabnroaaBaHaTa NpH Bh3paCTHATE XUBOTHHA. B mbpBOTO NpoyuBane nuMeTHngymapar
HE 3acAra pa3sBUTHETO, HEBPOMOBEACHYECKUTE PEaKIIMK WIK MBXKKHA W )KEHCKUSA (PEPTUNUTET A0 Hall-
Bucokarta ao3a ot 140 mg/kg anesno (npubauzuTenno 4,6 mbTH NpenopBLYUTENHATA 1038 NMPH XO0Pa Bh3
OCHOBa Ha orpaHuueHd JaHHM 3a AUC npu neanarpudnu nauueHTtH). [lo moaobeH HauuH He ca
HabnionaBanm ePexT BbPXY MbKKHTE PENpOAYKTUBHH M CIOMAraTe/IHA OPraHM 0 HAH-BUCOKATA 1033
auMeTHagyMapar oT 375 mg/kg AHEBHO BbB BTOPOTO NPOYYBAHE NPH MBIKKH IOBCHWIHH TUTHX0BE (OKOJIO
15 nbTH npeanonaraemara AUC npu npenopbuHTenHara neaMaTpyiHa go3a). Habmonasar ce obase
MOHIWKEHHE HA KOCTHOTO MUHEPAJTHO ChAbpXKAaHUE H ILTBTHOCTTA Ha peMypa H nyMOATHUTE NpeLLIeHH
NPH MBXKKH IOBEHWTHH IbXxose. [IpoMeHn NpH KOCcTHA AEHCHTOMETPHA ca HaOIIDJaBaHH CHILO MpH
IOBEHWIHH [UTBXOBE Cle [IEPOPATHO MPHIIOKEHHUE HA JUPOKCHMEN dyMapar, Apyr yMapaTeH ecTep,
KOifTo ce MeTaboau3upa A0 CbIIHA aKTHUBEH MeTaboaut moHoMeTin dyMmapar in vivo. NOAEL 3a
NPOMEHHUTE NPH ACHCUTOMETPHATA MPH OBEHWIHM ILUTLXOBE e npubnuautenyo 1,5 nbTy npeanonaracmara
AUC npu npenopbuHTeIHaTa NneAMaTpuyHa 103a. Bb3MoxkHa € Bpb3Kka HA ePEKTHTE BbPXY KOCTHTE C 10~
HHCKO TEeJIECHO TErJIO, HO HE MOXKE /14 € M3KITIOUH M HATKHYMETO Ha NpiK edexr. KOCTHUTe HaxXo4KH ca ¢
OrpaHMYeHO 3HAYCHHE 34 Bb3PACTHUTE NMALIMEHTH. 3HAYEHHUETO 32 [eHATPHYHHUTE MALIMEHTH HE ¢
H3BECTHO.

6. GAPMAIIEBTHYHU JAHHU

6.1 CpoHcbK HA IOMOIHHTE BellecTBa




KancynHo chabpKHMO (MHKpPOTAa0JIETKH ¢ eHTEPOCONBEHTHA OOBHBKA)
Kpockapmenosa HaTpU#

CuiMkaTU3Hpada MUKPOKPUCTANHA Lienyno3a [Mukpokpucranya uenynosa, CUnuumues JUOKCHA,
KOJIOUAeH 6e3B0aeH )

Cunnumes JHOKCHI, KOJOHACH De3BOacH

MarHe3ues creapar

CbnoauMep Ha METAKpHIOBA KHCEMHA-MeTIIIMeTakpwnar (1:1)

TpueTunos uATpaT

CosnoauMep Ha METAKPWIOBa KUcenuHa-eTwiakpunar (1:1), 30-npoueHTHa qucnepcus
MuKpOHHU3UpaH TalIK

CHMETHKOH

CucraB Ha kancynarta (120 mg)
Tano:

XKenatun

TutraHos anokcua (E 171)
Kanaue:

XKenaruH

Turanos auokena (E 171)
XKbat xeneszen okcua (E 172)
bpunsutHo cuuso FCF (E 133)

CxcraB Ha kancynaTa (240 mg)

Tsno u kanaue:

XenaTtuu

Tutanos anokcua (E 171)
Xbnrt xeneseHd okcua (E 172)
bpunsurHo cuHbo FCF (E 133)

OTneyaTad HAANKUC BLPXY KancyJjaTa (YEpHO MACTHIIO)
Lllennak

Yepen xenezen okcua (E 172)

IMponunen riukon (E 1520)

CuneH amoHsuex pastsop (E 527)

6.2 HecbBMECTHMOCTH

Henpunoxxumo.

6.3 Cpok Ha rogHocr

3 rOAUHHK

6.4 CnennajiHH YCJOBHA HA CHXPAHEHHE

Ha ne ce cvxpaHasa Haa 30°C.




6.5 Buau chabLpXKaHHE HA ONIAKOBKATA

Kancynure ca onakoeanu B 641, HenpospaueH, PVC/PE/PVDC/anymuuues kaneHgapeun daucrep.
baucrepuTte ca ONAKOBaHH B Cr'bHATA KAPTOHEHA KYTHH.

Pa3sMepu Ha OnakoBKara:
Hdumetnndymapar I'eacon Puxrep 120 mg croMaliHo-ycTOHYHBH TBHPAH KANCYIIH
KapTroHeHHTe OMaKkoBKH ChABPXKAT [4 CTOMANIHO-YCTOWYHBH TBBPAH KAICYIH.

Humetnngymapar I'eneod Puxrep 240 mg cTroMalliHO-YCTOHYUBH TBBPAH KalCYIIH
KaproneHnure onakosku ¢Crabpxat 56 win 168 cToOMaliHO-YCTOHYUBH TBHPAM KAICYIIH.

He BcHuku BHAOBE ONAKOBKK MoOrat aa 6baaTt MmyCcHaTH Ha na3apa.
6.6 CpnennannH HpeANAIHA MEPKH OPH H3XBBPIAHE

Heu3non3paHUAT JIEKAPCTBEH NMPOAYKT WK OTNIaAbYHUTE MATEPHAITH OT HEro TPAOBA Na ce UXBBPJAT B
CHOTBETCTBHE C MECTHUTE U3HCKBAHMUA.

7. HNPUTEXATEJI HA PASPEIHIEHHUETO 3A YIIOTPEBA
Gedeon Richter Plc.

1103 Budapest

GyOdmrdi ut 19-21.

YHrapus

8. HOMEP(A) HA PA3PEIIEHUETO 3A YIIOTPEBA

120 mg: Per. Ne 20240145
240 mg: Per. Ne 20240146

9. JATA HA ITBPBO PASPEHIABAHE/MTIOOJHOBSABAHE HA PAZPEIUEHHETO 3A
YIIOTPEBA

JlaTta Ha mupro paspewasade: 07.06.2024
Jara Ha nocaenHo NOJHOBABAHE:

10. JATA HA AKTYAJAHU3IUPAHE HA TEKCTA

20.08.2025




