ITPNJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUSA TPOAYKT
AUBAGIO 7 mg ¢unmupanu TabneTku

AUBAGIO 14 mg ¢punmupanu tabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

AUBAGIO 7 mg ¢puwiMupanu TaOIeTKH

Bcesika punmupana tabierka ceabpka 7 mg tepudaynomus (teriflunomide).

Tomowmo eewgecmeo ¢ uzeecmuo oeticmeue
Bcesika Tabnerka cpappka 77 mg nakTo3a (KaTo MOHOXHIIPAT).

AUBAGIO 14 mg dunMupanu tabJIETKU

Bcesika punmupana TadseTka coabpika 14 mg repudurynomus (teriflunomide).

Tomowmo eewgecmeo ¢ uzeecmuo oeticmeue
Bcesika Tabnerka cpappka 72 mg nakTo3a (KaTo MOHOXHIPAT).

3a MBJIHUS CIIUCHK Ha IIOMOIIIHUTE BCHICCTBA BHXKTC TOUYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana Tabnerka (TabaeTka)

AUBAGIO 7 mg dunMmupanu TabJIETKH

MHOTrO0 CBETI03e/ICHUKaBO-CHHKABO CUBA JI0 OJIe103eJICHUKAaBO CUHSI, IECTOBI'bIIHA (PUIMUpaHa TabJeTKa
7,5 mm, ¢ oTHeyaTaHoO Ha eHaTa cTpaHa o3HaueHue (‘7’) U rpaBUpaHo (GUPMEHO JIOTO BBPXY Apyrara cTpaHa.

AUBAGIO 14 mg dunMupanu TabJIETKU

Bnenocuns 1o nacteHOCHHS ETOBIbIIHA QrIMUpaHa TableTka 7,5 mm, ¢ OTHeYaTaHo Ha eJjHaTa CTpaHa
o3HaveHue (‘14’) u rpaBupano GUPMEHO JIOTO BBPXY JIpyrara cTpaHa.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTUYHU NMOKA3ZAHUS

AUBAGIO e nokazaH 3a ie4eHle Ha Bb3PACTHU MALKUEHTH U NEAUATPUYHU MMALIMEHTH HA BB3pacT Haj

10 roauHU, ¢ IPUCTHITHO-PEMUTEHTHA MHOXKECTBEHA CKIIepo3a (MOJIS, HalpaBeTe CIIpaBKa ¢ Touka 5.1 3a BaxkHa
HHQPOPMAITUS OTHOCHO IOIyJIAIAATA, 32 KOSITO € YCTAHOBEHA €()HKACHOCT).

4.2 Jlo3upOBKA M HAYMH HA NMPHJIOKEHHE

Jleuenuero Tpi[6Ba Ja CC€ 3aIll04Ba U IMMPOBEXKa 1o H36HIO)Z[6HI/IGTO Ha JICKap C OITUT B JICUCHUETO Ha
MHOXXCCTBCHA CKJIECPO3a.



EO3I/IQOBKa

Bv3pacmnuu
[Ipu BB3pacTHH, IPETIOPBUUTENHATA 1032 TepUGIIyHOMHU] € 14 mg BEAHBXK THEBHO.

Teouampuuna nonyrayus (6vspacm nao 10 200unu)

[Tpu neauatpuaHu nanueHTH (Ha Bb3pacT Hax 10 ronuHu), IpernopbhbUUTETHATA 1032 3aBUCH OT TEJIECHOTO
TErJIo:

- [NennaTpuanu nanueHTH ¢ TeaecHo terino >40 kg: 14 mg BeJHBXK JTHEBHO.

- [Meauarpuunu nanmueHTH ¢ TesecHo Terio <40 kg: 7 mg BeAHBXK THEBHO.

[lepnaTpuuHu NaMEeHTH, KOUTO JOCTUTHAT CTaOMIHO TenecHo Terno Hax 40 kg Tps6Ba aa npemunat Ha 14 mg
BEIHBK JHEBHO.

@I/IJ’IMI/IpaHPITC TaOJIETKH MOTaT Ja c€ NprueMar CbC Uin 0e3 XpaHa.

Crenuaiasy nonyJiaiun

IHonynayus 6 cmapuecka 6v3pacm
AUBAGIO Ttps6Ba na ce npuiara ¢ OBUIIICHO BHUIMaHHE TP MAIlMCHTH HAa Bb3pacT 65 TOIWHU U TIOBEUe,
MOpajy HEAOCTAThYHO JaHHU 3a 0€30MaCHOCT M e()UKACHOCT.

bvopeuno yspescoane

He e HeoOxoqiMo KopUTHpaHe Ha JI03aTa PH MalMeHTH C JIEKO, YMEPEHO HIIH TEKKO ObOPEUHO YBpEKIaHe,
KOHUTO HE IPOBEXIAT JUaJh3a.

He e npaBeHa oueHKa Npy NaMEHTH C TeXKO OBOPEUHO YBpexkaAaHe, KOUTO MPOBEKAAT AUAIN3A.
TepuduryHoMH]] € IPOTUBOIIOKA3aH MIPH Ta3u Molyanus (Bx. Touka 4.3).

Yeproopobro yepedcoane
He e HeoOxoqiMo KopHUTHpaHe Ha JI03aTa MPpH HalueHTH ¢ JIEKO ¥ YMEPEHO YepHOAPOOHO YBpEkKIaHe.
TepudayHomua e IpOTUBOIIOKA3aH MPH MALKUEHTH C TEKKO YSPHOAPOOHO yBpekKaaHe (Bxk. Touka 4.3).

Heouampuuna nonyrayus (ev3pacm noo 10 2oounu)
Be3onacHoctTa M erkacHoCTTa Ha TepU(IYHOMHI IIPH JIelia Ha Bb3pacT moja 10 roauHu He ca yCTaHOBEHHU.

JIuncBar gaHHu.

Hauwny Ha npuioxenue

dunmMupaHuTe Ta0NICTKH ca MPEeTHA3HAYCHHU 3a IIEPOPATHO NpuiioxkeHue. TabneTkure TpsOBa 1a ce ThIITaT HEH
¢ manko Boga. AUBAGIO Moske 1a ce mprueMa chC Win 0e3 XpaHa.

4.3 IIporuBomokazanust

CBpBXYYBCTBUTEITHOCT KbM aKTHBHOTO BEIIIECTBO WJIM KbM HSIKOE OT TIOMOIITHUTE BEIIECTBA, H30POCHH B
TOYKa 6.1.

[MaruenTu ¢ Texxko yepHoapoOHo yBpexkaane (kinac C no Child-Pugh).
BpeMeHHM %KeHM WK KEHU ¢ AETEPOJEH MOTEHIMAN, KOUTO HE MIPpUJIaraT HaJek1Ha KOHTpalenuus 1o BpeMe Ha
JIeYEeHUETO ¢ TepU(IYHOMUI U CJIe]] HeTro, oKaTo tuiazMennuTe HuBa ca Han 0,02 mg/l (Bx. Touka 4.6). TpsiOBa

Jla ce M3KIII0YM OPEMEHHOCT MPEIH 3all0YBaHe Ha JICYCHUETO (BK. TOUKa 4.6).

Kbpmauku (Bx. Touka 4.6).



[NarueHTH ¢ TEKKH UMYHOAC(OUIIMTHU ChCTOSHUSA, HATPUMEP NPpUA00uT nMmyHoaeduuuteH curapom (CITMH).

[larueHTH chC 3HAYUMO HAPYIICHUE HA KOCTHOMO3bUHATA (DYHKIIUS WM 3HAYMMa aHEMHSI, JICBKOTICHUS,
HEYTPOTIEHUS WIIN TPOMOOIIUTOTICHHS.

[NaruenTu ¢ Texxka akTuBHA HH(EKIHS 10 037paBsiBaHe (BXK. Touka 4.4).

[TanmenTH ¢ TexKa ObOpeUHa HEOCTATHIHOCT, TOJIJIOKEHN HA IWAIN3a, Thil KaTO JUIICBA JOCTATHIHO
KJIMHWUYEH OIMT 3a Ta3u Ipyla MalueHTH.

[ManmenTH ¢ TeXKa XUIMOMPOTEHHEMHUSI, HAPUMEP MPHU HEPPOTUUEH CHHIPOM.
4.4 Cnenuajanu npeaynpeskaeHust U NMpeANa3sHi MEePKH NPH ynoTpeda

IIpocnensiane

Ilpeou neuenuemo
[penu 3amouBane Ha JCYCHUETO C TEPUPITYHOMHU TPsIOBA JIa ce OICHSIT:

. KPBBHO HaJIAraHe

° aJlaHWH aMHHOTpaHcdepasza/cepyMHa TiayramaT-nupysat TpaHcamunasa (ALT/SGPT)

. ITbJIHA KPBhBHA KapTHHA, BKIIOYUTETHO Au(epeHnramHo OpoeHe Ha Oenn KphbBHU KJIETKU U Opoi Ha
TPOMOOLIUTHTE.

Ilo epeme Ha 1eveHuemo
Ilo BpPEMC Ha JICUCHUCTO C TepI/I(bJ'IYHOMI/I,Z[ TpH6Ba Ja CcC pocCiICaiaBar:

o KPBBHO HaJATaHE
o llepuoanuno mpoBepsiBaHe
o JlaHMH aMHHOTpaHcepasa/cepyMHa riryTaMaT-nupysar Tpancamunaasa (ALT/SGPT)

o  YepHOApOOHUTE EH3MMHU TPsOBA J1a CE OlICHABAT Hali-MaJIKO Ha BCEKHM YETUPH CEAMMIIU TIPe3
IBPBUTE 6 Mecella OT JICYCHUETO U PEIOBHO CIIE TOBA.

o Jla ce oOMUCITH TOBIHUTENTHO TipociesBane, korato AUBAGIO ce npunara rpu naiueHTa ¢
MPEIIIECTBAIIM YSPHOAPOOHH HAPYIICHUS, IIpUJIara ¢e ¢ IPYyrd MOTCHIIUAIHO XENaTOTOKCHYHU
JIEKapCTBa, WIH B 3aBUCHMOCT OT HAIMYMETO HAa KIMHUYHYU TPU3HAIM U CHMIITOMHU KaTo
HEOOsSICHUMO TaJieHe, TTOBphIaHe, 00IIka B KOpeMa, yMopa, aHOPEKCHS WIIH KBITSHULIA 1/ 1IN
ThMHa ypuHa. UepHOoIpoOHNUTE eH3UMH TPSAOBA J]a ce OLICHSBAT Ha BCEKH JIBE CEIMUIIH ITpe3
IBPBUTE 6 Mecella OT JICYCHUETO U Hail-Mallko Ha BCEKU § CEIMMUIIM CIIE TOBA, B IPOIBIDKECHUE
Ha 2 TOAMHHU OT HAYaJOTO Ha JICYECHHETO.

o IIpu ALT/SGPT mexny 2 u 3 mbTH HaJl TOpHATa TPaHUIA HA HOpPMATa, IPOCIEIIBAaHETO TPSOBa
Jla c€ U3BBPIIIBA SKECCIMUIHO.

° IThJIHA KPhBHA KapTHHA TPsIOBa Ja ce M3CJeBa CIIOpe ] KIIMHUIHUTE IPU3HANY U CHMIITOMH (Harp.
UH(EKINN) [0 BpeMe Ha JICYCHUETO.

IIponeaypa 3a YCKOPEHO SIMMUHHUPAHE

EnumunnpaneTo Ha TepudayHOMH OT Iu1a3MaTa € 6aBHO. be3 mponenypa 3a ycKOpeHo enMMUHHUPaHE ca
HEOOXOIMMH CpeAHO § Mecela 3a JOCTUraHe Ha Mia3MeHu KoHenTpauun nof 0,02 mg/l, Bbupeku ye nopaau
WHMBUAYaJIHU Pa3jinuys B KIMPBhHCA Ha BEIIECTBOTO, TOBA MOXKe Jja OTHeMe 10 2 roauHHu. Ilpouenypara 3a
YCKOPEHO €JIMMUHHPaHE MOXKE Aa C€ IIPUII0KHU 110 BCSIKO BpeMe ciie]l IPEYCTAHOBSIBaHE Ha JICYEHUETO C
TepudayHOMUZ (BK. TOUkU 4.6 1 5.2 3a AeTailyin OTHOCHO MPOLeypara).



YepuoapoOuu edextn

[Tpu naruenTH, npuemMany TepudIyHOMHU, ca HAOII0JaBaHH MTOBUIIICHUS HA YSPHOIPOOHHUTE CH3UMHU (BK.
Touka 4.8). Te3u moBUIlIeHUSs Ca HACTHIIWIIU TJIABHO Npe3 MbpPBUTE 6 Mecela OT JICUCHUETO.

o BpeMe Ha jedeHUeTo ¢ TepUQIIyHOMU] ca HaOJII0JaBaHu CIydal Ha JIEKapCTBEHOUHAYLIMPAHO YEPHOAPOOHO
yBpexnade (drug-induced liver injury — DILI), monsikora skxuBoto3actpamasamio. [loseueto cinydan Ha DILI ca
BB3HHUKHAIIM C BpEMe JI0 HAYaJI0TO HAKOJIKO CEAMUIIM WM HIKOJIKO MEcela CJIe/l 3aIl0YBaHe Ha JICYUCHNETO C
tepuduryHoMuz, Ho DILI Moye 1a ce mosiBU ¥ IpH MPOABIDKUTETHA yIOTpeOa.

PuckbT 3a noBumasane Ha yepHoapoOHuTe ensumu 1 DILI npu tepudayHoMua Moxe aa ObJe Mo-BUCOK IPU
MAIMEeHTH C TPEAIIECTBAI0 YePHOAPOOHO HapyIIEHHE, ChITBTCTBAIIIO JICYCHHE C IPYTH XeNaTOTOKCUYHH
JIeKapCTBa W/WIIM KOHCYMAaIMs Ha 3HAYUTENIHU KoIndecTBa ajnkoxoi. Ilopagu ToBa manueHTuTe TpAOBa qa Obaat
BHUMATEJIHO MPOCIIEASIBaHH 33 MPU3HALM U CHMITOMH Ha YepHOAPOOHO YBpEKAaHe.

Tepanusra ¢ TepudryHOMU TPIOBa JIa c€ MPEYCTAHOBH U JIa c€ OOMHCIIN YCKOPEHa NpoIeaypa 3a
eNMMUHUPAHe, aKO UMa CbMHEHHE 32 YEPHOIPOOHO yBpexkIaHe. AKO ce TOTBBPAU MOBHUILIEHUE Ha

yepHOApoOHHUTE eH3uMU (roBede oT 3 mbtu Haa [ TH), repanusita ¢ repudryHoMu TpsiOBa 1a ce peyCcTaHOBH.

B cnyqaﬁ Ha NPCYyCTAaHOBABAHC HA JICUCHUCTO Tp${6Ba Ja Cc€ IIpOBEKAAT I‘IepHO,I[p06HI/I N3CJIICABAHUA 10
HOPpMAJIN3UPAHC HAa HUBATA HA TPAHCAMUWHA3UTC.

XI/IHOHDOTQI/IHCMPISI

Toii kaTo TepudIyHOMHJI CE CBBP3Ba BHB BHCOKA CTEIICH ¢ TUIa3MEHHUTE OCNTHIIN U CTEIIEHTA Ha CBhP3BaHE
3aBHCH OT KOHIICHTPAIHSITA Ha AIOYMUH, TIPH MAIEHTH ¢ XUTIONPOTEHHEMHSI, HATIPUMEp TPH HEPPOTUICH
CUHJIPOM, CE OYaKBa IJIa3MEHUTE KOHIICHTPAIIMK HA HECBhP3aHU TePUQIIYHOMU/ J1a Ca MOBHUIIICHH.
Tepudmynomun He TpsiOBa a ce Mpuiara Npy NAIlMSHTH B ChCTOSIHUS Ha TEXKKA XUTIOPOTCHHEMUSL.

KpbBHO Hansrane

ITo Bpeme Ha jeueHue ¢ TepudIYHOMH MOXKE J1a HACTHIIM ITOBHUIIIABaHE HA KPBBHOTO HajIsAraHe (BK. Touka 4.8).
KpbBHOTO Hasrane TpsOBa Ja ce MPOBEPsIBa MPEIU 3a0YBaHe Ha JICYUCHUETO ¢ TePUMIYHOMUJT U IEPUOTUIHO
cien ToBa. [[oBUIIEHOTO KPBBHO HANISTaHE TPOBa Jia ce JISKyBa 10 TOIXO/SI HAYUH MPEIN 3aII0YBaHE U 110
BpeMe Ha JICUCHUETO C TePUPITYHOMH].

Undekumn

3amo4BaHeTo Ha JIe4eHHE C TePH(ITYHOMUA TPSOBA [1a Ce OTIIOXKH TP MAMEHTH C TeXKKa aKTUBHA HH(EKIHA 10
M3JIEKYBaHETO M.

[Ipu nnane6o-KOHTPOIMPaHH IPOYUYBAHUS C TePUPIYHOMH HE € HaOII0AaBaHO yBeJIHMYaBaHe Ha CEPUO3HUTE
nHpexmn (BK. Touka 4.8).

Ciy4aun Ha Xxeprec BUPYCHH UH(EKIMH, BKIIOUUTEIHO OPAJIEH XEpIIeC U XepIIeC 30CTep ca ChOOIIaBaHU C
TepudayHOMUZ (BXK. Touka 4.8), HIKOM OT TSX ca CEPHO3HH, BKIIOUUTEIHO XEPINEeTHYeH MEHUHT OeHIEeAIUT U
XepriecHa JuceMuHaIus. Te Morart fja ce oABSIT MO BCAKO BpeMe B XOJ[a Ha JICYEHHUETO.

[pensun umyHoMoaymupanivst epeKT Ha Tepu(IyHOMUI, aKO MAMEHTHT Pa3BHe HAKOS CEPUO3HA MHDEKIIHS,
TpsiOBa 1a ce oomuciu cnupane Ha jgedenueto ¢ AUBAGIO, a npenu Bb300HOBsIBaHE Ha Tepanusira TpsiOBa 1a
ce OILICHAT OTHOBO HOJ3HUTE U pUcKoBeTe. [lopaan ABITHs NOTYKUBOT MOXKE JIa ¢€ 0OMHUCIIN YCKOPEHO
eMMMUHUPAHE C XOJIECTHPAMHUH WJIH BBIJICH.

[TanmenTure, monyyasau AUBAGIO, Tps6Ba na 0b1aT MHCTPYKTHUPAHH Ja yBEAOMSBAT JeKapsl MPH MOsBa Ha
cuMnToMu Ha nHpekunu. [lanpeHTnTe ¢ aKTUBHU OCTPHU WJIM XPOHUYHHU MH(PEKIMH HE TPAOBa Ja 3a1ouBaT
neuenne ¢ AUBAGIO, nmokaro nHpeknunute He ObIAT N3JICKYBaHH.



BesonacHocTTa Ha TeprudIyHOMU PV UHAWBUIY C JJaTEHTHA TyOepKyo3Ha HH(EKIN HE € yCTaHOBEeHA, Thi
KaTo MpHU KIMHUYHATE U3MUTBAHMS HE € M3BBPIIBAH CHCTEMATUYHO CKPHHUHT 3a TyOepKyio3a. [lanuenture ¢
TTOJIOKUTEINICH Pe3yNITaT Py CKPUHUHT 3a TyOepKyJo3a TpsaOBa 1a ObaaT JIGKYBaHU CIIOpE]] CTaHAapTHATA
MEUIIMHCKA MTPAKTHKA MPEIU TeparusTa.

PecnupaTopuu peakiuu

Nwma crobmenns 3a nuaTepcTHIHAHA OenmoapooHa 6onect (MbbB), kakTo u ciaydam Ha 6e10/1po0HA XUITEPTOHHMS
IIpH JicueHue ¢ TepudIyHOMHU 110 BpEME Ha IIOCTMapKETHHIOBaTa yrmoTpeoa.
PuckbT Moxe n1a Objie TOBHILICH MPU MAIUESHTH ¢ aHamHe3a 3a UBB.

HBb moxe a ce mosBU OCTPO IO BCSIKO BPEME Ha JICYEHUETO C pa3iinyHa KIIMHUYHA KapTHHA.

UBb moxe na Obae ¢ ietaneH u3xoa. Hoea mosia wiu BiiomiaBane Ha O0€I0APOOHUTE CUMIITOMH, KaTO
HalpuMep yInopuTa Kaluluia U JUCIIHEs, MOTaT JAa CTaHAT IPUYKHA 33 IPEYCTAHOBSABAHE HA JICUCHUETO U 32 I0-
HATATBIUIHU U3CJICABAHUS IPU HYXK/Ja. AKO € He0OX0MMO CIIMpaHe Ha JIEKapCTBEHHS MTPOJAYKT, TpsiOBa ja ce
OoOMMUCIIH 3aIl0YBaHe Ha MpOoIeaypa 32 YCKOPEHO eTMMUHIpaHe.

XemaTosornyuu edhexTu

HabnronaBaHo e cpeHo HamalsiBaHe € IO-Maiko OT 15% chpsiMo U3X0IHOTO HUBO, 3acAraiio Opos Ha OenuTe
KpPBBHHU KJIeTKH (BXK. Touka 4.8) Karo npeamasna mMsipka npeau 3amouBaHe Ha JICUSHHETO TPSAOBa Ja uMa
CKOPOIITHO M3CJIEBaHE Ha ITbJIHA KPbBHA KAPTHUHA, BKIFOUUTEIHO AU(epeHIINaTHO OpoeHe Ha OeuTe KphbBHU
KJIETKH U Opoil TpOMOOLIMTH, KAaKTO U M3CJIeIBaHE Ha ITbJIHA KPbBHA KapTHUHA MO BpeMe Ha JICUCHUETO MPH
HEOOXOIMMOCT CHOpe] KIMHUYHUTE MPU3HALU U CUMIITOMH (HapuMep UHPEKIHN).

[Ipu narueHTH ¢ IpEIIEeCTRAIA AHEMUs], JICBKOIICHHUS 1/HIIH TPOMOOIIMTOIICHHUS, a CBIIO U IIPH MAIUCHTH C
HapyIieHa (QyHKIV Ha KOCTHUS MO3BK WU TIPU TAKMBA C PUCK OT IMOTHCKAHE HA KOCTHUS MO3BK, PUCKBT OT
XeMaTOJIOTUYHY HapYIIeHHUs € Mo-BUCOK. [Ipu Bh3HMKBaHE Ha TakuBa eheKTH TPIOBa 1a c€ OOMHCTH
MpoLIeAypaTa 3a yCKOPEHO eIMMUHHMpaHe (BXK. MO-rope) 3a HaMaJIsBaHe Ha IJIa3MEHUTE HUBA Ha TePU(IyHOMHUI.
B ciydan Ha TeXKU XeMaTOJIOTUYHU peakiuy, BKiountenaHo nanuutroneHuss, AUBAGIO u BcsSKo ChIBTCTBAIIO
MUEIOCYTIPECHBHO JICUCHHE TPSIOBa J1a C€ MPEYCTAHOBST U JIa C€ OOMICITU MPUIIOKEHUETO Ha MPOoLeaypa 3a
YCKOPEHO SIMMHHUPAHE Ha TePUPITYHOMUI.

Koxxau peakumn

CpoO11enu ca cirydan Ha CEpUO3HU KOXKHH PEAKIMH, MOHSIKOTa C JIETaJIeH U3X0J, BKJIIOYUTEITHO CHHIPOM Ha
Stevens-Johnson (SJS), Tokcuuna enunepmanna Hekpoiusa (TEN) u nexapcTBena peakiusi ¢ €03MHOQWINS U
cucremun cumntomu (Drug Reaction with Eoseinophilia and Systemic Symptoms, DRESS) npu ynotpe6a na
AUBAGIO.

AKko ce HaOmoJaBaT KOKHHU /WK JIMTaBUYHU peakyH (yJILEpo3eH CTOMATUT), KOUTO MPEAN3BUKBAT CbMHEHUE
3a TeKKW TeHepalln3upaH KOXKHU peakiu (CHHApPOM Ha Stevens-Johnson, TOKCHYHaA enuiepMaliHa HEKPOJIH3a -
cuaapom Ha Lyell mim nexapcTBeHa peakiysi ¢ €O3UHOMUIINS U CUCTEMHH CUMITTOMH ), TEPHU(DIYHOMUJI U BCIKO
JPyro Bb3MOXHO CBBP3aHO C TE3H PEeaKLuH JeueHue TpsiOBa 1a ce MpeyCcTaHOBAT U He3a0aBHO J1a Ce€ IPUIIOKHU
yCKOpeHa Tpoleaypa. B TakuBa cirydau npu nanueHTUTe He TPsiOBa Jia iMa TIOBTOPHA EKCIIO3UITHS Ha
tepudayHoMus (BXK. Touka 4.3).

[Ipu ynorpeba Ha TepudIyHOMUA ce chOOIIaBa 32 HOBA I05Ba Ha IICOpUA3HC (BKIIOYUTEIHO MTyCTYI03CH
TICOPHUA3KC) U BIOIIABaHE Ha CHIIECTBYBAI OT Mpean rcopuaszuc. Moxe fa ce 0OMUCIH MpeKpaTsBaHe Ha
JICYCHHETO U 3aII04BaHe Ha MPOLEeAypa 3a YCKOPEHO ENMMHUHUPAHE, KaTo ce B3eMe NpeABH] 3a00JsIBaHETO Ha
ManyveHTa U MeJUIMHCKAaTa aHaMHe3a.



[Tpu narmuenTy, nekyBanu ¢ AUBAGIO, e moTeHIHAIHO BH3MOXKHO Ja CE MOSBAT KOXKHU 3B U 3a3/IPaBIBAHETO
Ha paHHUTE Ja ¢ m0-0aBHO. AKO NMa ChMHEHHE, Ye 00pa3yBaHa KOXKHa s13Ba € cBbp3aHa ¢ mpuema Ha AUBAGIO,
aKO KOXKHHUTE S13BU MIEPCUCTHPAT BBIIPEKH MOIXOAALIA TEPAHs WK aKO HMa BUCOK PUCK OT HAPYIIEHO
3a3[IpaBsBaHe HA paHH Clel onepauusi, oOMucuere npeycranopsBane Ha npuema Ha AUBAGIO u npunarane na
MpOoILeAypa 32 YCKOPEHO eNMMUHUpPaHe Ha JEKapCTBOTO. Pemennero 3a Bb300HOBSIBaHE Ha TIpHeMa Ha
AUBAGIO T1ps6Ba 1a ce oCHOBaBa Ha KIIMHUYIHA MPEIeHKa OTHOCHO aJeKBaTHOTO 3a3/paBsBaHe Ha paHU.

[Iepudepua HeBpoIaTH

[Tpu naumentu, npuemaiin AUBAGIO, nma cpoOmienus 3a ciryda Ha nepudepHa HeBponatus (BX. Touka 4.8).
[loBeyero manueHTH ca UMau ogoOpeHue ciex npeycranopsBane Ha tedeHueto ¢ AUBAGIO. OGaue e nmaino
MIMPOKa BapHaOMIHOCT B KpaHUA U3X0/], HATPUMEp IPU HAKOM MAIEHTH HEBPOIATHATA € OT3BYYala, a pH
JIpYTH MalMEHTH CUMIITOMUTE ca nepcuctupanu. Ako nanuent, npuemaiy AUBAGIO, pa3Bue noTbpaeHa
nepudepHa HeBponatus, TpAaOBa ga ce oomuciu npeycranobsBane Ha Tepanusita ¢ AUBAGIO u u3BbpiiBane Ha
IpoLeypa 32 YCKOPEHO eIMMUHUPAHE.

Bakcunanus

JlBe KIMHUYHU IIPOYYBaHUs ca I0Ka3aJly, Y€ BaKCUHALIMUTE KbM HHAKTUBUPAH HEOAHTUIEH (IIbpBa BAKCHHALINS)
WM Bede CpeliaH aHTHUI'eH (MIOBTOPHA EKCIIO3UNKs) ca Oe30macH U e(peKTUBHH [0 BpeMe Ha JICUCHHUE C
AUBAGIO. Ynorpebara Ha ’KMBU aTCHIOUPAHH BAKCHHU MOXeE J]a HOCH PUCK OT MH(PEKIUH U CIe0BaTETHO
TpsiOBa 1a ce u30srea.

HMyHOCYIIDECHBHY WJIM UMYHOMOIYJIMPAIIU TEPATAUN

TBit kato nedIyHOMH] € H3XOTHOTO CheAMHEHNE Ha TepU(ITyHOMI, HE Ce TMPENophyUBa CHITHTCTBAIIO
NPUWIOKEHHE Ha TePUDIYHOMUI U JIePITyHOMHU.

CpIbTCTBAIIO NPUIIOKEHNE C aHTUHEOIIIACTUYHN U UMYHOCYIIPECUBHHU TEPAINH, U3II0OJI3BAHHU 3a JIEUECHUE Ha
MC, He e oneHsiBano. [IpoyuBanus 3a 6€30MaACHOCT, IPU KOUTO TepU(IYHOMUJI € MIPHUIIaraH ChbITbTCTBAIIO C
uHTEepQEepoH OeTa WK C IrIaTHPaMEpOB aleTar 3a CPOK 70 elHa FOJMHA, HE ca NIOKA3aIH HIKaKBU KOHKPETHH
cboOpakeHus 3a 0€30MacHOCT, HO € HabJIo1aBaHa [0-BUCOKA YeCTOTa Ha HEXKEJIaHUTE PEaKlUU B CPaBHEHHE C
MOHOTepamnusTa ¢ TepudiyHoMu. JIparocpoynara 6€30MacHOCT Ha T€3W KOMOHMHAIIMY TIPH JICYSHUETO Ha
MHOJKECTBEHATa CKJIEp03a HE € yCTaHOBEHA.

IIpemunaBane xkpM/winu ot Jieuenue ¢ AUBAGIO

Ha 6a3ara Ha KIMHUYHHUTE JaHHU, CBBP3aHU ChC ChITBTCTBAIOTO MPHIOKEHUE Ha TEPU(DITYHOMUT C
nHTep(EepOoH OeTa MK C TIIaTUPAMEPOB alleTar, He ce M3UCKBA NEPUO/I Ha M3YaKBaHE MIPH 3aII04YBaHE Ha
TepudIIyHOMU ciaex uHTephepoH OeTa Wik rIIaTHPaMepoB alleTaT, WK IIPH 3all0YBaHETO Ha MHTEP(EpOH OeTa
WJIH TJIATUPAMEPOB alleTaT ClIe]] TCPUQPITyHOMUI,

Hopa;m ABJITUA TTOJTY>KUBOT Ha HaTaHI/I3yMa6 CIHOBPEMCHHA C€KCIIO3UIIUA, U CIICA0BATCIIHO UMYHHHU e(i)eKTI/I,
MOTaT J1a HaCTBIIBAT J10 2-3 Mecela ciie]] MpeyCTaHOBsIBaHe Ha HaTanu3ymao, ako npuioxeHnero Ha AUBAGIO
e 3armouHao BeaHara. [lopaau ToBa € HEOOXOIUMO MOBHUILIEHO BHUMAHHUE IIPU MPEMUHABAHE HA NALUEHTUTE OT
Hatanmzymab Ha AUBAGIO.

B®3 ocHOBa Ha MoMyXHBOTa HA (DMHTOIMMO/, 32 U3YMCTBAHETO My OT IIUPKYJAIUATA € HEOOXOAUM TIEPUOJ OT 6
ceaMuIU Oe3 JIeUeHre, a 32 Bb3CTAaHOBSIBAHE HAa IMM(OIUTUTE B HOPMAaJTHUTE UM TPAHUIU € HEOOXOIUM ITePHO/T
ot 1 10 2 Mecelia ciie/l MPeyCTaHOBSIBaHE Ha JIeYeHUETo ¢ puHroaumo. 3anousanero Ha AUBAGIO npe3 To3u
TIEPHOJ IIIe UMa 3a PE3YNTaT ChITFTCTBAIA SKCTIO3HIIUS Ha PUHTONUMO/T. ToBa MOXKE 1a TOBeNEe 10 aIuTUBEH
e(heKT BrpXy UMyHHATAa CHCTEMA, MOPaIi KOSTO Ce Hajlara MOBHIIEHO BHUMaHUE.



[Tpu marmuenTn ¢ MC Mmennanara Ha ti, € Owia mpubau3nuTeHo 19 THU clle MHOTOKPATHO MPIIIOKEHUE Ha
nmo3u oT 14 mg. AKo ce B3eMe pelieHue 3a npeycranoBsBane Ha iedennero ¢ AUBAGIO, npes mepuona, paBeH
Ha 5 moy>kuBoTa (MPUOTU3UTENHO 3,5 Mecela, HO MOXKE U Ja € TO-IbJIbI P HAKOW NallueHTH ), 3alI0YBAHETO
Ha JIpyTH Tepanuy Iie uMa 3a pe3yaraT ceirbTeTBamia ekcrozunus Ha AUBAGIO. Tosa Moxe fa foBene 10
QIUTHBCH ePEeKT BbPXY UMyHHATa CUCTEMA, TOPaU KOETO ce Hajlara MOBHIICHO BHUMAHHE.

BinsiHue BbpXY ONpeAeasHETO Ha HUBATa Ha MOHMU3UPAH KAl

BB3MOXHO € M3MepBaHETO Ha HUBATa Ha HOHM3UPAH KWK J1a TOKaKe (aTuBO MOHMKEHH CTOMHOCTH MTPH
JIYCHHUE C JeQIIyHOMU H/WiIH Tepru(IyHOMU (AKTUBHUSIT METAOOJIUT Ha JEIIYHOMUT) B 3aBUCUMOCT OT BUA
Ha U3MO0JI3BaHUs aHAJIM3aTOP Ha WOHM3UPAH KalIui (Harp. KphbBHO-Ta30B aHanu3arop). [lopaau ToBa npu
MAIUEeHTHTE, JIEKYBaHU ¢ JIe(pIyHOMUA WK Tepu(IyHOMHI, € HeOOXOJMMO J1a Ce TIPOBEPH JTOCTOBEPHOCTTA HA
U3MEpPEHUTE MMOHKEHU HUBA Ha HOHU3UpaH Kallluii. B ciydail Ha CbMHUTEIHU PE3yITaTH Ce IPENopbUBa Jia ce
OTIpeieN! 001IaTa KOHIIEHTPAIMs Ha aT0yMHH-KOPUTHPAH KUK B cepyMa.

IlenuaTpuyHa DomyJamnus

Tlanxpeamum

B neauatpudHOTO KIIMHUYHO U3MUTBAHE ca HAOIIOaBaHU ClIydad Ha MMaHKPEaTUT, MOHSIKOTa OCThp, IPH
MAaIUeHTH, ToTy4aBaiy TepudryHoMu] (BK. Touka 4.8). KIMHUYHNUTE CHUMITTOMH BKITFOUBAT KOpEeMHa 0OJIKa,
raJicHe W/Wii moBpbinane. [Ipu Te3u marueHTy cepyMHaTa aMuiiasa i Junasa ca Ouiy noBuiieHu. Bpemero 3a
MOsIBa Bapupa OT HAKOJIKO Mecela 1o Tpu rofauau. [lanmentute TpsOBa qa 0baaT nHGOpMHUpaHH 3a
XapaKTepHUTE CUMIITOMH Ha TaHKpeaTuT. [Ipu chMHEeHHe 3a maHKpeaTuT TPsOBa Ja ce U3CJeBaT TaHKPEACHUTE
€H3UMH ¥ ChOTBETHUTE Ta00pPaTOPHH MoKa3aTeinn. AKO ce IOTBbP/IN HaJIMUUe Ha MAHKPEaTHT, TepH(ITyHOMUT
TpsIOBa Ja ce MPEyCTAHOBH U Ja CE 3all0YHe IPOoIeaypa 32 YCKOPESHO eIMMHUHUpAaHE (BXK. ToUKa 5.2).

JlakTo3a
Toii kato AUBAGIO Tabnetku chabpikaT JaKT03a, MAIIMEHTH C PEAKH HAcIEeICTBEHU MPOOJIEMH Ha TallakTO3HA

HEMTOHOCUMOCT, IThJICH JIAKTAa3¢H JEPUINT WIH TIIFOKO30-TATaKTO3HA MaadcopOus He TpsAOBa Ja mpueMar TO3H
JIEKapCTBEH MPOAYKT.

Hatpuit

Tora sekapcTBO ChABPKA MO-MaNKo OoT 1 mmol Hatpwuii (23 mg) Ha TabieTKa, T.€. MPAKTHIECKH HE ChIbpKA
HaTpui.

4.5 B3aumopgeiicTBHe C APYTH JeKAPCTBEHU NMPOAYKTH U APYrd opmMu Ha B3auMoaeiicTBHE

q)aDMaKOKI/IHCTI/I‘{HI/I B3aHMOHCﬁCTBHﬂ Ha JPpYyryu BEIIECTBA C TCDI/Id)J'IVHOMI/I,Z[

OCHOBHHSAT BT HA OMOTpaHChOpMaIUs HA TePU(DIYHOMUJT € XUAPOIIN3a, & OKHCICHUETO € BTOPOCTETICHEH TTBT.

Mownu unoykmopu na yumoxpom P450 (CYP) u na mpancnopmepume

CBITBTCTBAIIOTO MHOTOKPATHO TIPIIIOKeHHE Ha 103 (600 mg BeIHBX THEBHO B MIPOIBIDKCHHE HA 22 JTHH)
pudammuima (uaaykrop Ha CYP2B6, 2C8, 2C9, 2C19, 3A), KaKTO ¥ HAa UHAYKTOP Ha e(DIyKCHUTE
Tpa"cnoptepu P-rmukonporenH [P-gp] 1 npoTenH Ha pe3ucTeHTHOCT Ha pak Ha repaara [BCRP], ¢
tepuduryHoMuz (70 mg eqHUHIYHA [1032) € JOBEJIO A0 HamalsiBaHe mpuoau3nTenHo ¢ 40% Ha eKcro3uiusaTa Ha
tepudayHomua. Pudamnuumy u apyru nzBectau MoiHu naaykropu Ha CYP u Tpancnoprepure, kato
Hanpumep KapbamazenuH, penoGapOuTan, GEeHUTOMH U KBJIT KAHTAPUOH, TPsOBa /1a ce mpuJIarat ¢ MOBHUIIEHO
BHUMAHHE T10 BpEME Ha JICUCHUETO C TePUPITYHOMHI.

XOﬂecmupamuH Uiu aKmueeH 6vllleH



[penopbuBa ce ManUeHTUTE, MPUEMAIIX TepU(IYHOMUI, 1a He OBJAT JICKYBAaHU C XOJIECTHPAMUH HITH aKTUBCH
BBIJICH, OCBEH aKO HE C€ IEJIM YCKOPEHO eNTMMUHIPAHE, Thil KaTo TOBa BOJHU 0 OBP30 ¥ 3HAUMMO HaMaJIsIBaHEe
Ha TUIa3MeHaTa KOHLEeHTpaus. CMsTa ce, ye MEXaHU3MbT € CBbpP3aH C IPEKbCBAHE HA CHTEPOXENAaTaTHHS
KPBroBpar W/WiH ¢ TACTPOMHTECTUHATIHA AUATN3a Ha TepUPIYyHOMHU.

DapMaKOKHMHETHYHH B3aMMOJICUCTBHS Ha TEPUGBIYHOMII C IPYTH BEIIECTBA

Egexm na mepupaynomuo evpxy cyocmpamu na CYP2C8: penaznunud

Hamnure e nopumasane Ha cpenHata Cmax 1 AUC Ha perrarimuaug (ChoTBEeTHO € 1,7 1 ¢ 2,4 IbTH) ciien
MHOT'OKPaTHO NMPUJIOKEHUE Ha Tepu(IyHOMH, KOETO IMoKa3Ba, ue TepudryHomus e naxuourop na CYP2CS in
vivo. Ilopaau ToBa € HEOOXOJMMO MOBHUIIIEHO BHUMAaHKE MPH yIoTpeda Ha JIeKapCTBEHH MPOILYKTH, KOUTO CE
Metabomm3upat oT CYP2C8, kaTo HanpuMep pernarinHu, MaKIuTaKCcell, TMOIJIUTa30H WK PO3UTIINTA30H, 10
BpeMe Ha JIeYeHUE C TepUPIIyHOMHU.

Edpexm na mepughnynomuo evpxy nepopannu konmpayenmueu: 0,03 mg emununecmpaouon u 0,15 mg
JlegoHopeecmpen

Hanwune e nosummasane Ha cpeHata Cmax 1 AUCo.24 HA eTHHMIECTpaanol (choTBeTHO 1,58 1 1,54 mbTH) U Ha
Crnax 1 AUCy24 Ha TeBoHOpTECTpel (choTBeTHO 1,33 1 1,41 mbTH) Ciiel MHOTOKpPATHO TIPIIIOKEHUE HA
tepudayHOMUI. Bhlpekn ve He ce o4akBa TOBa B3aMMOJICHCTBHE HA TePU(IYHOMUJI J]a ©Ma HEOIarompHusTHO
BIIUSTHUE BHPXY €(PHKACHOCTTA Ha MEPOPAITHUTE KOHTPALISTITUBY, TOBa TPsIOBA Jla ce UMa MPEeIBUI IPU U300pa
aJaNTHPAHETO HA JICICHUETO C TICPOPATTHA KOHTPAICTITUBY, KOUTO CE U3IIOJI3BAT B KOMOHMHAITUS C
TepuhITyHOMUT.

Eghexm na mepughnynomuo evpxy cyocmpamu na CYPIA2: kopeun

MHOTOKpaTHO MPHUIOKEHH 1031 TeprdIyHOMua HamasaBat cpeaHara Cmax 1 AUC Ha kodenHa (cyOcTpar Ha
CYP1A2) crotBeTHO ¢ 18% 1 55%, xoeTo mpenrmomnara, 4e TepudIyHOMH MOXe J1a € cIad HHAYKTOp Ha
CYP1A2 in vivo. Ilopagu TOBa JIeKapCTBEHH NPOAYKTH, KOUTO ce Metabonuzupart oT CYP1A2 (karo nanpumep
IYJIOKCETHH, aJJOCETPOH, TEOMWINH U TU3aHUAMH), TPAOBa Ja Ce U3MO0JI3BaT BHUMATEIHO 110 BpeMe Ha
JICYCHUETO ¢ TepU(IYHOMH, Thi KaTO TOBa O MOTJIO Ja AOBEJE A0 HaMaIsgBaHEe HAa e(UKACHOCTTA HA Te3U
JIEKapCTBEHU POIYKTH.

Edexm na mepughnynomuo evpxy sapgapun

MHOTOKpaTHOTO NMPWIIOKEHHE Ha JI03U TepU(DIYHOMHU HE € UMalo eeKT BbpXy (papMaKOKWHETHKATa Ha S-
BapdapuH, KOeTO OKa3Ba, ue Tepu(IyHOMU HE € HUTO HHXUOUTOP, HUTO nHAYyKTOp HAa CYP2CI.
Ha6monaBano e o6aue HamaneHue ¢ 25% Ha MUKOBUTE CTOMHOCTH Ha MEXIYHAPOJHOTO HOPMATH3UPAHO
ceotHOmEeHHe (INR) mpu chrbTeTBaIO IPUITOKEHNE Ha TepUITyHOMH 1 BapdapyuH B cCpaBHEHHUE C
CaMOCTOSITEITHOTO NMpHIoXKeHue Ha BapdapuH. [lopany ToBa npu chIIBTCTBAILO NPUIIOKEHHE Ha BapdapHH ¢
TepuIyHOMUJ Ce PEnopbyBa BHUMATEIHO MTpociieAsBaHe 1 MOHUTHpaHe Ha INR.

Eghexm na mepughnynomuo evpxy cyocmpamu na mpancnopmepa na opearuunu anuonu 3 (OAT3):

Hanune e noBumasane Ha cpegHata Cmax 1 AUC Ha nedaxmnop (cpotBeTHO ¢ 1,43 u ¢ 1,54 mbTH) criex
MHOTOKPATHO TIPUIIOKEHHE Ha TepU(IITyHOMII, KOETO MpeAmnoara, ye repudaynomus ¢ naxuoutop Ha OAT3 in
vivo. Ilopaau ToBa ce NpenopbuBa IOBUIIEHO BHUMAHHUE, KOraTo TepU(IyHOMU CE IIpuilara €AHOBPEMEHHO ChC
cyoctpatu Ha OAT3, xato Hanpumep nedakiop, neHnIINH G, TMIpo(IOKCalMH, HHAOMETALNH, KETOMPOQEH,
¢dbypozeMua, IMMETHIUH, METOTPEKCAT, 3UIOBYAHH.

Eghexm na mepughnynomuo evpxy cyocmpamu na BCRP u/unu cyocmpamu na noarunenmuou Bl u B3,
mpancnopmupawu opeanuunu anuonu (OATPI1B1/B3):

Hamnure e nopumasane Ha cpenHata Cmax 1 AUC Ha po3yBacTaTiH (CbOTBETHO 2,65 1 2,51 mbTH) cren
MHOTOKpaTHO MPUJIOKEHUE Ha 103U TepudayHomu. ToBa nmoBuiaBaHe Ha Mia3MeHaTa eKCIIO3UIUS Ha
po3yBacTaTHH, o0aye, He € 0Ka3aJo sIBHO BIUsHHUE BbpXYy akTuBHOCTTa HAa HMG-CoA penykra3zara. [Ipenopbusa
ce HamansBaHe ¢ 50% Ha jo3aTa Ha pO3yBACTATHH IPH CHITBTCTBAIIOTO MYy NPHIOKEHHE ¢ Tepudrynomua. [Ipu
ocraHanute cyocrpatu Ha BCRP (Hamp. MeToTpekcar, TOnoTekaH, cyjdacaia3rH, 1ayHOPYOUILIKH,



nokcopyouriH) u cemerictBoTo Ha OATP, ocobeno naxudburopute Ha HMG-Co penykrasara (Harp.
CHUMBACTATHH, aTOPBACTATHH, [TPABACTATHH, METOTPEKCAT, HATETIIMHUJI, PENIATJIMHI, pUQAMITUIMH), IPU
CHITBTCTBAIIO MPUIOKEHUE C TEPUPIYHOMU € HEOOX0IMMO MOBHUINIEHO BHUMaHue. [laruenture TpsOBa na ce
MPOCJIeIBaT BHUMATEITHO 32 MPU3HAIM U CUMIITOMHU Ha MPEKOMEpPHa €KCIIO3UIINS Ha TE3U JICKApCTBEHU
MIPOJIYKTH U J1a ce OOMUCIIH HaMallsIBAHE Ha TSAXHATA JI03A.

4.6 dDeprTrauTeT, )PpEeMEHHOCT U KbPMEHE

IlpuoxeHue Npu MBXe

[Ipuema ce, ye pUCKBT OT MEIUUPAHA OT MbXa eMOpHOQETaTHA TOKCHIHOCT 110 BpEME Ha JICUSHHE C
TepudITyHOMH/T € HUCHK (BXK. Touka 5.3).

Bpemennoct

Wma orpaHnveHy JaHHU OT ynoTpedara Ha TepudIyHOMUI py OpeMeHHH keHu. [[poydBaHuUsITa IPH )KUBOTHH
MOKAa3BaT PEIPOYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).

TepuduryHoMu MOXKe J1a TIPeIM3BUKA CEPHO3HHU BPOJICHU JIe(hEKTH, KOTaTo ce Ipuiiara o BpemMe Ha
opemenHoct. TepudayHoMuI € IPOTHBOIIOKA3aH 10 BpeMe Ha OpeMeHHOCT (BK. Touka 4.3).

JXenure ¢ geTeposeH MOTEHIMAN TPSAOBa /1a N3MOI3BAT e()eKTHBHA KOHTPALCIIIHS 110 BpeMe Ha JICYEHUETO U
clleq] IeUCHUETO, TOKATO IIa3MeHaTa KOHIeHTpauus Ha Tepudmynomun e Han 0,02 mg/l. Ilpe3 To3u nepuon
JKeHHTe TpsiOBa 1a 0OCHAAT C JIEKyBaIlUs JIeKap BCHUKUA CBOM HAMEPEHHA Ja CIpaT WU J1a IPOMEHSIT
KOHTpAIeNuATa. JlenaTa oT »KeHCKH MO W/HIIH POIUTENINTE/TIONaralnTe TPIKH 3a JIela OT )KEHCKH TI0JT TpsioBa
Ja ObIaT HHPOPMUPAHU 32 HEOOXOIMMOCTTA /14 CE€ CBBPIKAT C JIGKyBAaIUs JIeKap, CiIe]] KaTo JETETO OT KEHCKH
non Ha yieueHue Ha AUBAGIO nomnyun mencTpyanusi. Heo6xonumo e aa ce nmpoBeie KOHCYATALus HA HOBUTE
MAIUEHTH C IETEPOCH MOTEHIMAJl OTHOCHO KOHTpPAIETIUATAa ¥ IOTEHIINATHUS PUCK 3a Tuioaa. TpsaoBa na ce
0oOMUCIIM HACOYBaHE KbM THHEKOJIOT.

[TanmenTure TpsidBa na 6baaT HHCTpYKTHUpaHU na npeyctaHoBAT AUBAGIO u He3abaBHO Jja yBeJOMST JieKaps
C IIe7T U3BBPIIBAHE Ha TeCT 32 OPEMEHHOCT, aKo UMa HAKAKBO 3a0aBgHE HAa MEHCTPYyalusTa WK APYTH TPUIHHA
Jla ce mo03upa OPEMEHHOCT, KaTo MPH MOJI0KUTENICH PE3YTAT OT U3CIEABAHETO JISKAapsIT U MAUEeHTHT TPsiOBa
na o0CHIAT prcKa 3a OpeMeHHOCTTa. Bh3MOXKHO € ObP30TO HaMalsiBaHEe Ha HUBOTO Ha TepU(IIyHOMH B KPBBTA,
ype3 IpularaHe Ha OIicaHaTa I10-10J1y IPOLEeaypa 3a YCKOPEHO eIMMUHUpaHe, IIPH IbPBOTO 3aKbCHEHUE Ha
MEHCTpYyalMsATa, 1a JOBEe/Ie 10 HaMallsiBaHe Ha pHCKa 3a (eTyca.

[Ipu >xenu Ha edueHune ¢ TepuIyHOMU, KOUTO JKENasAT J1a 3a0peMeHesI T, IPHIOKECHUETO Ha JIEKapCTBEHUS
HPOIYKT TpsiOBa Aa ObJIe CHPSHO KAaTo Ce IMPernopbuBa U MpoLeaypa 3a YCKOPEHO eIMMUHUpAHE, ¢ 1] 0-0bp30
nocturane Ha koHneHTpamwms noj 0,02 mg/l (Buxre mo-10:7y).

AKo He ce IPUIIOXKH TPOIEeIypa 32 YCKOPEHO SIIMMUHHUPAHE, MOXKeE JIa C€ 0YaKBa IUNIA3MEHOTO HUBO Ha
tepudaynomun aa ocrane Haj 0,02 mg/l B nmpoabibKeHne Ha CpeHO 8§ Mecela, HO MPH HAKOW MalueHTH €
BB3MOXKHO J1a ca HEOOXOAMMH 10 2 TOAWHHM 32 IOCTHTaHe Ha Iuia3Mena KoHneHTpanus noxa 0,02 mg/l. [Topanu
TOBA IUTa3MEHAaTa KOHIICHTpANUs Ha TepU(IyHOMH TpIOBa 1a ce U3MEpH, ITPEIN KeHaTa J1a TIPaBU OIHUTH 32
3abpemensiBane. Cres KaTo ce yCTaHOBH, Y€ TIa3MeHaTa KoHIeHTpaus Ha TepudyHomun e o 0,02 mg/l,
TpsiOBa J1a ce U3BBPIIN TOBTOPHO U3MEPBaHE Ha TIa3MEeHAaTa KOHIICHTPAIHsI Clie]] HHTepBall OT MUHUMYM 14
ITHU. AKO ¥ JIBETe I1a3MeHn KoHIeHTparuu ca o 0,02 mg/l, He ce oyakBa puCK 3a deTyca.

3a 1ombIHUTENHA HHGOPMALIKA OTHOCHO U3CIEIBAHETO Ha IIPOOH, MOJIS, CBBPIKETE CE C MPUTEXKATeNs Ha
pa3peleHneTo 3a ynorpeda WM ¢ HEroBUs JIOKAJIEH MPeACTaBUTeN (BXK. TOUKa 7).

Ilpoyedypa 3a yckopeno enumunupane

Cren nmpeycTaHOBsSIBaHE Ha JICUCHUETO C TCPUPITYHOMUI:
. Mpujiara ce XoJIeCTUpaMuH 8 g 1o 3 mbTH JHEBHO 3a niepuof oT 11 guu. B ciyyaii ye xonectupaMus 8 g
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TPH IBTH THEBHO HE CE IMOHACS J00pe, MOXKE J1a C€ TPUIIOKH XOJIECTUPAMUH 4 g TPH ITBTH JHEBHO;
° alTepHaTUBHO ce npuiara 50 g akTUBEH BBIJICH Ha Mpax Ha BcekH 12 yaca B mpoabibKeHue Ha 11 gau.

Crnen Besika OT JIBETE alNTePHATHBHHU MPOIEAYPH 32 YCKOPEHO SIMMUHUpPaHE 00ade ce M3UCKBA U BepUpHUIpPaHE
ype3 2 OTAETHH TeCTa MPe3 HHTEPBAII OT Hali-Mako 14 JHH, KaKTO W MEPHOJI HA U34aKBaHE OT SJUH U MOJOBHHA
Mecela MeXIy IIbpBaTa Mosia Ha mia3Mena KouienTpamus mox 0,02 mg/l u ook IaHeTo.

Kakto XOJIECTUPAMUH, TaKa U aKTUBHHUAT BBIJICH Ha IIpax, MOTaT Aa IMOBJIUIAAT BbPXY a6c0p6u1/1;1Ta Ha
€CTPOTEHUTE U NIPOTECTOTCHUTE JI0 CTETICH, Ue JIa HE MOXKE Jla Ce TapaHTHpa HAJeK/THA KOHTPALICIIIUS C
MEPOPAIHM KOHTPALIEITUBHU B [IEPUOJIA HA IPOLEAYpaTa 38 YCKOPEHO EIIMMUHUPAHE C XOJIECTUPAMUH WU
AKTHUBCH BBIJICH Ha IIpax. HpenoquBa CC MPUJIOKCHHUE HA AJITCPHATUBHU METOJU 3a KOHTPALCIIHA.

Kospmene

[IpoyuBanus npy KUBOTHH MOKA3BaT €KCKpELHsl Ha TepuIyHOMUI B MILsIKoTO. TepudmyHnomun e
MPOTHUBOIIOKA3aH 10 BpeMe Ha KbpMeHe (BX. Touka 4.3).

DepTUauTeT

JlaHHHMTE OT POYYBaHUS MPH KUBOTHU HE MOKa3Bat eeKT Bbpxy depruautera (BK. Touka 5.3). Benpeku ue
JIUIICBAT JJAHHU TIPU XOpa, He ce o4akBa eekT BbpXy hepTuiiuTeTa Ipu MbXKe U KECHH.

4.7 EdexTu BbpXy cioco0HOCTTA 32 mo¢upaHe n padoTa ¢ MAIIUHA

AUBAGIO ne noBiusiBa WM MOBJIUSABA MPEHEOPEKUMO CIIOCOOHOCTTA 3a IodupaHe U padboTa C MaIIWHHU.

B cnyuaii Ha HeXxenaHu peakiH, KaTo HallpuMep 3aMaliBaHe, KOEeTO ce Cho0IIaBa npu Je(aIyHOMuUa, H3XOIHOTO
BEIIECTBO, MOXKE J1a € HapyIlIeHa CIIOCOOHOCTTA Ha MAlMeHTUTE 33 KOHLEHTPALUs U aJleKkBaTHa peakuus. B
TaKWBa Clly4au NalueHTUTe TPpIOBa Jla ce Bb3IbPKAT OT modupaHe u padoTa ¢ MalIHHH.

4.8 HexenaHu JeKapcTBeHH PeaKuu

O06006111eH1Ee Ha podriia 3a 0€30IIaCHOCT

Haii-gecTo choOmaBaHnTe HEXKEIIAHN PEAKITAN TIpH JIeKyBaHuTe ¢ TepudmyHomun (7 mg u 14 mg) marueHTH ca:
rimaBo6osme (17,8%, 15,7%), muapus (13,1%, 13,6%), nopumen ALT (13%, 15%), ragene (8%, 10,7%) u
anonerws (9,8%, 13,5%). Haii-o6m1o rinaBobosue, tuapus, TajeHe U aJIONeNns, ca JICKU 10 YMEPEHU, IPEXOHU
Y PAAKO ca BOIWIIH JI0 TIPEKpaTsBaHE HA JICUCHUETO.

Tepudurynomu € ocHOBHUAT MeTaOonuT Ha JedayHomua. IlpoduasT Ha 6e30macHOCT Ha JieITyHOMH IPH
MalMeHTH, CTPaJallly OT PEBMAaTOUACH apTPUT WM ICOPUATHUYCH apTPUT, MOXKE J]a € CbOTHOCUM TIPH

npeanucBane Ha TepudryHoMun Ha nanuenTa ¢ MC.

TabauyeH CIHUCHK HA HEXKETAHUTE PCAKIINH

Tepudaynomun e u3cieaBad npu oomo 2 267 manueHTH ¢ ekcrno3uius Ha TepudiayHomun (1 155 Ha
tepudayHomun 7 mg u 1 112 Ha Tepudnynomun 14 mg) BeAHBXK AHEBHO NPU MeHaHa HA IPOIBIDKUTETHOCT
OKO0JIO 672 mHY B YeTHpH Tu1arie6o-koaTponupanu mpoyasadus (1 045 u 1 002 manueHTH CHOTBETHO Ha
tepudyHomun 7 mg u 14 mg) v eqHO MpOoyYIBaHE C aKTUBEH CpaBHUTENICH MPOayKT (110 manueHTH BBB BCsKa
OT TPYNHTE Ha JICYCHUE C TEPUMDIYHOMHUT) IPH BH3PACTHH MAIUEHTH ¢ NpUCTHITHU (hopmu Ha MC (TIpucCThITHA
MHOKeCTBeHa ckieposa, [IMC).

[To-mony ca u3bpoenu Hexxenanute peakuun, cboomenu npu AUBAGIO B mane0o-KOHTpoIupanu

MPOYYBaHUs NP Bb3PACTHH NMAlMEHTH, JOKIAABaHuU 3a TepuduyHomMus 7 mg win 14 mg oT KIIMHUYHU
MPOYYBaHUS TPH Bh3pACcTHH MalMeHTH. YecToTuTE ca NeUHUPaHU upe3 NpuilaraHe Ha ClieIHATa KOHBEHITHSL:
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MHoOro decTr (>1/10), wectn (>1/100 mo <1/10), mHewectr (>1/1 000 x0 <1/100), peaxu (>1/10 000 mxo <1/1 000),
MHoro peaku (<1/10 000) u ¢ Heu3BecTHA YecTOTa (OT HATMYHUTE TaHHU HE MOJKE J1a ObJIC HAallpaBeHA OLICHKA).
BBB Besika rpyna 1mo 4ecTota He)KeJIaHUTE PEakIui ca MPEICTABCHH B HU3XO/IAII PeJl 110 OTHOIIIEHUE Ha TSIXHATA

CEpHUO3HOCT.
CucreMo-opraHuu MHuoro YectHu Heuvectn Peaxu | Muoro C Hen3BecTHa
KJIacoBe 4ecTH peaxn 4ecToTa
Nndexnum u I'pum, Texku
nH(pecTanun Nudexnns Ha UHGEKIINH,
TOPHUTE JUXATEHN | BKIIOYUTEITHO
IIbTUIIIA, cercuc?
HNudexnns Ha
MUKOYHUTE THTHUIIA
Bponxut, Cunys3ur,
®apunrur, LHuctur,
Bupycen
raCTPOCHTEPHT,
Xepnec BUPYCHU
nHpexnun®,
3p0Ha nHDEKITHS,
Jlapunrur,
Tinea pedis
Hapymienus Ha Heyrponenus® Jlexa Tpombo-
KpbBTa 1 tuMpHaTa Anemus ITUTOTICHUS
CHUCTEMA (TpoMboITH
<100G/1)
Hapymienus Ha Jleku anepruunu Peakiuu Ha
MMYyHHATa CHCTEMa peakuuu CBPBXYYBCTBH
TETHOCT (0T
OBp3 WK OT
3a0aBeH THII),
BKITFOUUTEITHO
aHadumakcus
Y aHTHOEJIEM
[Meuxuuau TpeBoxxHOCT
HapyIICHHS
Hapymienus Ha I'maBoGomme | Ilapecte3us Xunepecre-
HEpBHaTa CUCTEMA HNmmac, 30,
Cungpom Ha Hespasnrus,
KapHaJHUs TYHEII, Ilepudepna
HEBPOMATHs
Coepaeunu TTanmuranmu
HapyIICHHS
Cpa0BH HapyIIeHUS Xunepronus®
PecniupaTtophu, HaTepcTunman bemoapobna
TPBIHH U Ha XUTIEPTOHUS
MeIUacTHHAIHA oemonpobHa
HapyIICHUS borect
CromammHo-upeBHn | Jnapwus, IMankpeaTut®® CroMmarwur,
HapyILICHUS I'anene bonka B ropnata Komnur

4acT Ha KopeMma
IloBpbinane,
3500001
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CucreMo-opraHnuu MHuoro YecTn Heuectu Peaxn | MHuoro C Hen3BeCcTHa
KJIacoBe 4ecTH peaxku 4ecToTa
XermaTtoommapHu IToBurena TloBumiena rama- Octbp JlekapcTBeHOMHY
HapyIICHHS ATaHUH rryTamuiITpancepa xera UpaHo
amuHoTpanc | 3a (GGT)?, THT YepPHOPOOHO
dhepaza IToBumiena acaprar yBpexmane (DILI)
(ALT)® amuHOTpanchepasa’
Hapymenns na Hucnununemun
MeTabonu3ma u o
XpaHEHETO
Hapymenus na Arnonenus O6pus, Hapymenus
KOXarTa u AxHe Ha HOKTHTE,
MOIKOXKHATa ThKaH TICOpHA3UC
(BKJIOUUTETHO
mycTyno3eH)™0
TexXKH KOXKHU
peakmn®
Hapymenus na MycKyHO-CKEJeTHa
MYCKYJTHO- Oomnka,
CKeJIeTHaTa CHCTEMa Muanrus,
U CheIMHUTEIHATA Aptpanrus
ThKaH
Hapymienus Ha Tlonakuypus
ObOpeLuTe U
MMUKOYHUTE ITHTHUIIA
Hapymenns na MeHoparus
BB3MPOU3BOJUTEITHA
Ta CUCTEMa U
rbpAaTa
OO0y HapyIIeHUS U bonka, actenus
eeKTH Ha MICTOTO
Ha MPHUJIOKCHUE
Wscnenpanus Hamansasane na
TErJIoTO,
Hamasnen 6poit
HeyTpodun’,
Hamanen Opoit 6enu
KPBBHH KIETKH®,
IToBuiena
KpeaTuHPocHOKHHA
3a B KpBBTA
HapansBanus, Tloct-
OTpaBSHUS U TpaBMaTHYHA
YCIIOKHEHHS, Oonka

BBH3HUKHAIU B
pe3ynTar Ha
WHTEPBCHIIUU

 MOJISI, BIDKTE TTOAPOOHOTO OTIMCaHNE

6 pmxTe Touka 4.4

"yecToTaTa mpu Jena e “yectu’” Ha 0azaTa HAa KOHTPOJHMPAHO KIMHUYHO MPOYYBaHE MPU NeIUaTPHIHH

MAalMEHTH; YeCTOTaTa € “HeuecTH” IPU Bb3PACTHU
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Omnucanne Ha M30paHU HEXEIAHN PEAKIINU

Anoneyus

AJnonenusTa ce cr00IaBa KaTO U3ThHSIBAHE HA KOCaTa, HAMaJeHa ITbTHOCT Ha KOcaTa, KOCOMa, CBbp3aH WiIn
He C MPOMSAHA B CTPYKTyparta Ha KochMa, mipu 13,9% ot manmenTure, nekyBanu ¢ 14 mg repuduryHoMu,
crpsmo 5,1% ot manueHTuTe, JeKyBaHu ¢ mwiane6o. I[loBeyero ciryyan ca onucanu kato Auy3HU WK
TeHepAJIM3UPaHHU 10 LETHs cKaIl (0e3 ChoOIIeHHS 3a ITBJIHO OIUICIINBSIBAHE) M HA-4eCTO ca HACTHIIBAIH MPE3
mBpBUTE 6 Mecena, kKato ca or3Byvanu mpu 121 ot 139 (87,1%) ot nanmeHTHTe, JEKYBaHH C TEPUDITYHOMUT
14 mg. IIpexbcBaHe Ha JIEYEHUETO TTOPAIH aJIOMEIHs € HacThIniIo npu 1,3% OT manueHTHTe B Tpynara Ha
tepudayHomun 14 mg B cpasaenue ¢ 0,1% B nmnanebo-rpynara.

Edpexmu evpxy uepnus opod
B mane60-koHTpoMpaly IpOyYBaHUS IPU BH3PACTHH MAIUEHTH € YCTaHOBEHO:

IHoBumanane Ha ALT (cropex 1aGopaTopHu JaHHU) CIIPAMO U3X0IHOTO HUBO - Ilonmyanus 3a

0e30MacHOCT NPH NJ1a1e00-KOHTPOJIMPAHU NPOYYBAHUSA
miianedo Tepudaynomun 14 mg
(N=997) (N=1002)

>3TTH 66/994 (6.6%) 80/999 (8.0%)

>51TH 37/994 (3.7%) 31/999 (3.1%)

>10ITH 16/994 (1.6%) 9/999 (0.9%)

>20 I'TH 4/994 (0.4%) 3/999 (0.3%)

ALT >3 ITH u O6mbumu >2ITTH  5/994 (0.5%) 3/999 (0.3%)

Jlexn nosumienus Ha Tpancamunasute, ALT nox unu paBHo Ha 3 mbtu I'TH, ca HaGmogaBanu mo-yecto npu
JIEKyBaHUTE C TepU(IyHOMH] TPYIIH B CpaBHEHHME C Muiane0o. YecToTaTa Ha ciydanuTe ¢ TOBUILEHHE Hall 3 IBTH
I'TH unm moBeue e O6wiia paBHOMEPHO pasmpeieiicHa cpe TePaeBTUIHUTE TPYIH. Te3H MOBUIIICHUS Ha
TpaHCAaMHMHA3UTE Ca HACTBHIIBAJIM MPEIUMHO NIPe3 IbPBUTE 6 Mecena OT JICUSHUETO U ca Oy oOpaTHUMH cliel
MIPEyCTaHOBABAHE Ha JICYEHUETO. BpeMeTo 3a Bb3CTaHOBSIBAHE € BapHpalIo B TPAaHULIUTE Ha MECEIN U TOANHU.

Egexmu evpxy kpweHomo nanseane

B mutane00-KoHTpoIMpaHu NPOyYBaHMS IPU Bb3PACTHHU MALUCHTH € YCTaHOBEHO:

- CHUCTOIJTHOTO KPBBHO Hausirane e omino >140 mm Hg nipu 19,9% ot naumenTure, noixyvasamm 14 mg/nen
TepudIIyHOMH]I, B CpaBHEHHE ChC 15,5% mpu moydaBamure miarneoo;

- CHCTOJIHOTO KPBBHO Haysirane € ouio >160 mm Hg nipu 3,8% ot mauumenrtute, nomyyasamu 14 mg/nen
TepudIyHOMUL, B cpaBHeHHeE ¢ 2,0% mpH moiydyaBanure mianedo;

- JIMACTOIHOTO KPBbBHO Haisrane € ouno >90 mm Hg npu 21,4% oT mainueHTHTe, nmoyty4aBany 14 mg/nex
TepugIyHOMUL, B cpaBHEHHE Cbe 13,6% mpu noiydaBamuTe mianedo;

Hngpexyuu

B mutane6o-KoHTpONIMpaHu MPOyYBaHMS IPY BE3PACTHH MAIIEHTH HE € HAOII0IaBaHO yBEJIMYaBaHE Ha
cepuo3HuTe nHpekuun npu tepudiayHomun 14 mg (2,7%) copsmo mianedo (2,2%). Cepuosnu
OTIOPTIOHUCTUYHU HHpEeKMK ca HacThIwaK rpu 0,2% BBB BCSKa OT TPYIHUTE.

Texxkn MHOEKIINH, BKIFOUUTEITHO CETICHC, TIOHSIKOTa C JIETaJIeH U3X0/1, ca OMIIM ChOOIICHN B TOCTMAPKETHHTOBHUS
NepUo.

Xemamonoauunu eghexmu

B mnane6o-kouTponupanu n3nutBanusi ¢ AUBAGIO npu Be3pacTHH MALMEHTH € HAOII0AaBaHO CPEIHO
HaMmaJieHue, 3acsaramo Opos Ha O6enute kpbBHU KieTku (WBC) (<15% cnpsMo n3xoaHUTE HUBA, TJIABHO
HamaJieHue Ha HeyTpoduinuTe 1 TMMQPOLUTHTE), HO TIPH HAKOH MAIMEHTH € HaOJI0AaBaHO MO-TOJISIMO
HamaneHnue. Hamanenunero Ha cpenus Opoi cripsiMoO M3XOAHOTO HHUBO € HACTBIIBANIO MPe3 MbPBUTE 6 CEAMUIIH,
CJIe]] KOETO ce € CTabWIN3npajIo BbB BPEMETO C MPOABIKABaHE Ha JICYCHUETO, HO Ha MTO-HUCKH HUBA
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(mamanenwue ¢ mo-manko ot 15% crupsamo n3xonHoTo HUBO). EdekThT BhpXy Oposi Ha YepBEHNUTE KPBBHU KIETKH
(RBC) (<2%) u 6pos Ha TpombonutuTe (<10%) e Omi mo-cabo n3pasex.

Ilepughepna nesponamus

B mnane60-koHTpoIMpanu MpOyYBaHUS NIPY Bb3PACTHHU MAIIUEHTH NeprdepHa HEBPOIATHs, BKIIOYBAINA KAKTO
HOJIMHEBPONATHS, TAKa 1 MOHOHEBPOMATHS (HAIp. CHHAPOM Ha KaplNaJHHUA TYHEN), C€ ChOOIIaBa 1Mo-4ecTo mpu
MalMeHTH, TpUeMaly Tepru(IyHOMU, OTKOJIKOTO MPH NAlMeHTH, TprueMaly mianedo. B ocnoBHuTe mnane6o-
KOHTPOJIMPAaHU TPOYYBAHKS YeCTOTaTa Ha NepudepHaTa HeBpOaTHs, IIOTBHPJICHA C H3CIIe/[BaHE 32
MIPOBOJAMMOCT Ha HepBuTe, € omna 1,9% (17 mauuentu ot 898) npu 14 mg TepudyHomus B cpaaeHue ¢ 0,4%
(4 mauumentu ot 898) npu mwianedo. JleyeHneTo € MpeKkpaTeHo Npyu 5 MalUeHTH ¢ nepudepHa HeBpOmaTHs Ha
tepudayHomun 14 mg. Be3craHoBsiBaHe ciiell IpeycTaHOBSBAHE Ha JICUEHUETO ce ChOOIIaBa mpu 4 OT Te3u
MAIMEeHTH.

Heonnazmu — oobpoxauecmesenu, 310xavecmseenu u HeonpeoeieHu (8Ki. KUCmu U HOAUnu)

B®3 ocHOBa Ha omMTa B KIMHUYHUTE MIPOYYBAHHUS HE U3TJICKA 1a UMa TIOBUIICH PUCK OT 3JI0KAYECTBEHH
3a00JsIBaHUS TP TEPUPITYHOMH. PUCKBT OT 3710Ka4eCTBEHO 3a00s1Bane, 0coO0eHo TuMponponudepaTHBHA
HapyIIeHHs, € TIOBHIICH IPH yHoTpedaTa Ha HAKOH APYTHU CPEICTBA, KOUTO 3acAraT MMyHHaTa cucteMa (edekt
Ha KJaca).

Teosucku KodCcHU pearyuu
CpoO1eHn ca cirydan Ha TEXKKH KOXKHHU PEaKIUH ¢ TepU(IYHOMU B TOCTMapKETUHTOBUS TIEpUOJT (BIK.
Touka 4.4).

Acmenusa
B mutane00-KoHTpoNIMpaHu MPOyYBaHMs IPY Bb3PACTHU MAIMEHTH, YecToTara Ha acteHus e 2,0%, 1,6% u 2,2%,
CBHOTBETHO B TpyNUTE Ha Manedo, Tepudaynomus 7 mg u tepudrynomun 14 mg.

Icopuasuc
B miane6o-koHTpoIMpaHy Ipoy4YBaHus, yectoTara Ha rnicopuasuc ¢ 0,3%, 0,3% u 0,4% ChOTBETHO B TPYIIUTE Ha
tane6o, TepudryHomus 7 mg u repudayromun 14 mg.

Cmomawno-upesHu HapyuieHus

3a maHKpeaTuT ce cho0I1aBa HEYeCTO MPU MOCTMAPKETHHIOBaTa YIOTpeOa Ha TepUGIyHOMH IPH Bb3PACTHH,
BKJIIOYHUTEIIHO CJIydyad Ha HEKPOTH3HpAIll IIAHKPEATUT U MMaHKpeaTHdHa I1ceBAOKUCTa. [laHKpeaTHuHu ChbOUTHS
MOTaT Jia HACTBIIAT O BCSIKO BPEME MPH JICYCHUETO C TePUPIYHOMH, KOETO MOXKE J1a IOBEJIE 10
XOCTIMTAIM3AHSl U/WIIH HeO0OXOAUMOCT OT KOPUTHPAIIO JICYEHHE.

[lennaTpryHa HOIyJIAIs

HaGmonaBanusT npodun Ha 0€30MacHOCT NPU NeIUATPUIHM NMarueHTH (Ha Bb3pact oT 10 qo 17 roaunn),
MOJTy4aBaniy Tepu(IyHOMU]T ©KETHEBHO, KAaTO IS0 € MOJ00CH Ha TO3H, HA0IF01aBaH IPU Bh3PacTHU
ManueHTH. BBIIpekn ToBa, B eauaTpuaHOTO NpoyuBane (166 manuentu: 109 B rpymnara Ha TepUQPIYHOMHUI U
57 B rpymnarta Ha miane0o), cilydau Ha aHKpeaTHuT ca cbooduienu npu 1,8% (2/109) ot nexyBanute ¢
TepU(IYHOMU/I TAIMEHTH B CPABHEHUE C HUTO EVH CITyYail B TpyIara Ha ramne0o B JBoMHOCIsANATA (asa.
EnHO 0T Te3u chONTHS € TOBEJO 10 XOCTIMTANU3AIUS U € HAIOKUIIO KOpUTHpaIlo Jiedenue. [Ipu nequarpuaan
MAIMEHTH, JIEKYBaHU C TepUGIYHOMH]I B OTKpUTaTa (a3a Ha MPOyYBAHETO, Ca ChOOIICHHU 2 JIOMBIHUTEITHH
CJIy4asi Ha TTaHKPEaTUT (€AUHUSAT € ChOOIIeH KaTo CEPUO3HO ChOUTHE, a IPYTUAT € HECEPHO3HO CHOUTHE C JIEK
WHTEH3UTET) U €JIUH CIIy4yail Ha CeprUO3eH OCTHp MaHKpeaTHT (C rcep/o namwioma). [lpu apama ot Te3u

3 manMeHTH NAaHKPEATUTHT € JIOBEN J0 XOCHuTanu3aius. KIMHUYHUTE CUMIITOMU BKJIFOUBAT KOpEeMHa 00JIKa,
raJicHe W/Wv TIOBPBIaHe, a CEpyMHNUTE aMIJIa3a U JIUMa3a MMPpH Te3H MAIUeHTH ca OWIH oBHIIeHH. Berukn
MAIUEHTH Ca C€ Bh3CTAHOBUIIM CJIE/ IPEYCTAHOBSIBAHE HA JICUCHUETO U MPIJIaraHe Ha MPOoIeaypa 32 yCKOPEHO
eNnMMUHUpPaHe (BX. ToUKa 4.4) 1 KOPUTHPAIIO JeUeHHe.
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CHC,ZIHI/ITC HEXKCIJIaHU PEAKIUHA Ca C’LO6H_IaBaHI/I IMO-4€CTO NIpH N€aAaTpUIHaTa IMOITyJIaliusa, OTKOJIKOTO IIpU
nomyJjaanusaTa Bb3paCcTHU:

. Anonenus ce cpobuasa npu 22,0% 0T nauueHTuTe, JeKyBaHu ¢ TepudryHoMun cupsamo 12,3% ot
MalMeHTHTe, JIEKyBaHH ¢ aneoo.
. Nudexunn ce crobmasar npu 66,1% oT marueHTrTe, 1eKyBaHu ¢ TepuIyHOMH/I, cripsimo 45,6% ot

TalHEeHTHUTE, JIEKYBaH! ¢ mane6o. Cpes TX Imo-4ecTo ce choOIana 3a Ha30(hapuHTUT U WHOEKITNN Ha
TOPHUTE JUXATEIHU ITHTHINA ITPH yIoTpeda Ha Tepu(IyHOMUI.

. [NoBumasane va CPK ce cro0maBa npu 5,5% oT nanueHTure, JekyBanu ¢ Tepudaynomua, cupsimo 0% ot
MalnueHTHTe, JeKyBaH! ¢ wane6o. [To-ronsiMaTta 4acT OT ciay4anTe ca CBbP3aHu C JOKYMEHTHPaHO
(u3NUECcKo HATOBapBaHe.

. [Tapecresus ce cpobmasa mpu 11,0% ot manmenTure, tekyBanu ¢ tepudmyromua, cupsamo 1,8% mpu
MaIMeHTHTE, IEKYBaHH ¢ Tuareo6o.
. Bonka B kopema ce cpobmaBa mpu 11,0% ot nanmenTuTe, J1eKyBaHU ¢ TepuIyHOMUA, crupsmo 1,8% mpu

MalUCeHTUTE, JICKYBAaHU C nﬂaue60.

C’BO6HI3B3H€ Ha IMoa03upaH HCXCJIIaHU PCAKIIUN

Cro0Im1aBaHeTo Ha MOJI03UPAHU HEXKEIIaH! PEaKIIUU CIIel] pa3peliaBaHe 3a ynorpe0da Ha JeKapCTBEHUS
MIPOIYKT € BaXKHO. ToBa MO3BOJISABA [Ia IPOIBJDKH HAOIIOICHUETO Ha CHOTHOIIIEHUETO TOJI3a/PHCK 32
JIEKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICITHAINCTH CE M3MCKBA J1a ChOOIaBaT BCsKa

MOJI03MpaHa HeXxellaHa peakius uype3 HallMOHAIHA CHCTeMa 3a ChoOIaBaHe, mocoueHa B [Ipuioxkenue V.

4.9 Ilpeno3upane

CumMmnromu

JIuticBa omUT OTHOCHO TIpeIo3upane Ha TepU(DITyHOMU MITH HHTOKCHKAITUS Tipu xopa. Tepudmyraomusn 70 mg
JTHEBHO € Tpwiaras o 14 qHu npu 3apaBu nHAuBHIU. Hexenanute chOUTHS ca OMIIM CHIIOCTABUMH C TIPOQIIIa
Ha Oe3omacHoCT Ha TepuduryHOME TTpH narueHTn ¢ MC.

Jleuenue

B ciy4aif Ha CHOTBETHO TIPEIO3UpaHe WIH TOKCHYHOCT C€ IPETOPbUBa XOJESCTUPAMIH W aKTUBCH BBIJICH 3a
YCKOpsIBaHE Ha enmuMUHHpaneTo. [Ipenopruntennara nporenaypa 3a eIMMUHUPAHE € XOJISCTUPAMHUH 8 g TPH
ITBTH THEBHO B pOABLIKeHUE Ha 11 qHU. AKO TOBa HE Ce IMoHAcs Jo0pe, MOXKeE JIa CE U3I0JI3BA XOJIECTHPAMHUH
4 g TpH ITBTH JHEBHO B MPOABIDKeHHE HA 11 qHU. ANTepHATHBHO, ITPH JIUIICA HA XOJICCTHPAMHH MOXKE J1a Ce
M3T0JI3Ba aKTUBEH BEIVICH 50 g IBa ITETH JHEBHO B Mpoabokerue Ha 11 qau. OcBeH ToBa, ako ce Hajlara 1o
CHOOpaXKEHUS 32 IOHOCUMOCT, HE € 33bJDKUTEITHO MPUIIOKEHUETO Ha XOJIIECTUPAMUH WM Ha aKTUBHUS BBIJICH
J1a ObJie B ITOCJICIOBATCITHY THU (BXK. TOYKa 5.2).

5. DAPMAKOJOI'NMYHU CBOUCTBA

5.1 @apmakoaMHAMUYHHU CBOMiCTBA

dapmakoTepaneBTHyHa rpyna: MmyHnocynpecopu, MHXHOUTOpH Ha TUXUAPOOPOTAT AeXUIPOTeHa3aTa
(DHODH), ATC kox: LO4AKO02.

MexaHu3bpM Ha JEUCTBUE

Tepudurynomu € *UMyHOMOIYJIHPAILIO CPEACTBO C MPOTHBOBB3MNATUTEIHN CBOHCTBA, KOWTO CENIEKTHBHO U
00paTUMO MHXHOMPa MUTOXOHIPHATHUS €H3UM AuXuapoopoTat nexuaporenaza (DHO-DH), xoiito
(YHKIMOHAJIHO ce CBBP3Ba C JuxaTeiHara Bepura. Beaenctsue Ha mHXUOUpaHeTo Tepu(IyHOMUA KaTo 110
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orpannyana nposnudepanuaTa Ha Obp30ASIAIINTE Ce KICTKH, KOUTO 3aBUCAT OT de novo CHHTE3a Ha
MUPUMHUIUIHY 33 YBEINYABAHETO CU. TOYHUAT MEXaHU3bM, IO KOHTO TepH(IyHOMUI OCHIIECTBIBA
TepaneBTUYHOTO cu AelicTBue pu MC, He € HaITbJIHO U3SICHEH, HO Ce MEIMUpa OT HaMallsiBaHe Ha Oposi Ha
T-mumdouuture.

dapmakoAMHAMUIHN ed)eKTI/I

Hmynna cucmema

Edextu Bppxy Opost Ha UMYHHUTE KJIETKH B KpbBTa: B mrane60-koHTpoIupany IpoydIBaHus TepH(IyHOMU
14 mg BemHBXK THEBHO € MPEAU3BUKAN JICKO CPETHO HAMaJICHUE Ha Opos Ha TMMQOIUTHTE C 1MO-Maiko oT 0,3 X
10°/1, KOETO € HACTBIMIIO TIPE3 IEPBUTE 3 MECENA OT JIEUSHUETO U HUBATA Ca CE 3ala3uili 10 Kpas Ha
JICYSHUETO.

Tomenyuan 3a yovixncasane na QT-unmepsana

B mutane60-koHTpoHpaHo 3a1p1009€HO TIpoyUYBaHe Mo oTHouleHne Ha QT-HHTepBaNa py 3/paBu UHIUBUIN
TepuIYHOMUJT TIPU CpelTHa KOHIIGHTPAIHS B CTAIIMOHAPHO ChCTOSHUE HE € TIOKa3all MOTEHIINAN 32 YIbJKaBaHe
Ha QTcF-unTepBana B cpaBHeHue ¢ manebo: Hali-roysiMaTa, KOpUTMpaHa 3a BpeMe, CpeHa pa3jifnKa MexIy
TepudIIyHOMHUA U UTatedo ¢ omna 3,45 ms ¢ ropHa rpanuia va 90% CI 6,45 ms.

Egpexm svpxy myoyanama ¢yukyus na 6vopeyume

[Ipu nnane6o-KOHTPOIMPAaHUTE IPOYUBAHUS CPEIHH HAMaJCHUS! Ha TMKOYHATA KUCEJIMHA B CEpyMa B TUana3oHa
ot 20 10 30% ca HaOJItO/IaBaHU MPH MMALMEHTHUTE, JICKYBaHHU ¢ TepudIyHOMUI, cripsamo 1iamne6o. CpeaHoTo
HamajieHne Ha cepyMHus ocdop e 6mito okono 10% B rpynara Ha TepudryHOMHT ciipsiMo ianedo. Cunra ce,
4e Te3u e()eKTH ca CBbP3aHu C MOBHIIaBaHe HA ObOpeyHara TyOyJiHa EKCKpenus 1 He ca CBbP3aHU C IPOMEHU B
TIIOMEPYJIHUTE (PYHKIIUH.

Kiauanuna ed)I/IKaCHOCT 1 0€30IMacHOCT

Eduxacnocrra Ha AUBAGIO e nemoHCTprpaHa B IBE IIIane0o-KOHTpoaupanu npoyusanus - TEMSO u
TOWER, xowuto ca oneHsBany NpuIoKeHHETo Ha TepuduryHomua 7 mg u 14 mg BeAHBXK THEBHO MPH
BB3pacTHH nanuenTtu ¢ [IMC.

Oo6mro 1 088 manuentu ¢ [IMC ca pangomusupanu B TEMSO aa nmonydasat 7 mg (n=366) wiu 14 mg (n=359)
TepuduryHOMUA, WK tiane6o (n= 363) B npoasmkenue Ha 108 ceamuny. Bcuuku nanueHTy ca uMainu
nepuanTBHA nuarno3a MC (6asupaina ce Ha kpurepuute Ha McDonald (2001)), moka3aiia npucThIIHO
KIIMHUYHO NMPOTHYAaHE ChC WM O€3 TIPOTpecHs, ¥ ca MOIyYIIM TIoHe | PHUCTHI Mpe3 ToANHATA, MTPe IIecTBaIa
W3MUTBAHETO, I Hall-Mallko 2 MPUCTHIIA pe3 2-Te TOIUHM, PEAIIeCTBAIY U3NUTBaHETO. [Ipy BKItOYBaHETO
NalMeHTHTE ca UMaJH cKop 1o Pasmmpenara ckana 3a craryc Ha nHBanuaHocT (Expanded Disability Status
Scale (EDSS)) <5,5. Cpennara Bb3pacT Ha MOMyJamnuara B Ipoy4yBaHeTo ¢ omia 37,9 roguau. MHO3UHCTBOTO
MalMeHTH ca UMaJI IPUCTHITHO-PEMUTEHTHA MHOKECTBeHA cKiepo3a (91,5%), Ho moArpyna naueHTH ca
MMalld BTOPUYHO nporpecupaina (4,7%) win npuctTbiHo-nporpecupamia (3,9%) MHOXKecTBEHa CKIepo3a.
CpenHust Opoii Ha MPUCTHITUTE B PAMKUTE Ha TOAMHATA MPEAM BKIIOYBAHE B MPOy4YBaHETO € Omi 1,4 karo
36,2% oT manMeHTUTe ca UMaX TaJOJTMHUI-KOHTPACTHH JIE3UH Ha N3XOJHOTO HUBO. Meranara Ha CKopa o
EDSS na u3xonHoTo HuBO € Omna 2,50; 249 manuentn (22,9%) ca umanu ckop o EDSS > 3,5 Ha uzxogHoTO
HUBO. CpeiHaTa MPOABIDKUTEITHOCT Ha 3a00JISIBAHETO OT MOSBaTa HA TbPBUTE CUMIITOMH € Ouiia 8,7 TOIUHH.
MHuo3uHcTBOTO nareHT (73%) He ca nojiydaBaiu 00J1eCT-MOIUBUITUPALIIO JICYSHUE TIPe3 2-T€ TOAMHU TPE/IH
BKIIFOUBaHE B IPOYyYBaHeTO. PesynraTtuTe oT npoy4BaHeTo ca npeacraBeny B Tabmmma 1.

Pesynratute OT ABITOCPOUHO MPOCIEAIBAHE OT ABITOCPOYHOTO PA3IIUPEHO MPOyUBaHE 32 0€30MaCHOCT
TEMSO (00m1a cpetHa mpoabKUTETHOCT Ha JICUEHUETO MPUOTU3UTENHO 5 TOANHN, MaKCHMaTHA
MPOIBILKUTEITHOCT Ha JICUSHHETO MPUOIUZUTEIHO 8,5 TOAMHN) HE ca MI0Ka3ai HOBY WM HEOYaKBaHU JaHHH
OTHOCHO 0€30I1acHOCTTA.
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O6mo 1 169 maruenTtu ¢ [IMC ca panmomusupanu B TOWER na momydaBar 7 mg (n=408) wm 14 mg (n=372)
TepudyHOMHA, WK To1anedo (n= 389) 3a pa3nuyueH CpoK Ha JICUCHHE, 3aBbPIIIBAI 48 CEIMUIIN CIIE]T
paHIOMU3UpPaHe HA IMOCIEAHUS NAaueHT. Benuku nanyeHTy ca nmanu aeguHuTiBHa auaruno3a MC, (6asupara
ce Ha kputepunure Ha McDonald (2001)), moka3Baiua npiucThIIHO KITMHUYHO MPOTHYAHE ChC MK O€3 mporpecus,
U Cca NOJIy4MJIM IIOHE 1 MPUCTHII Ipe3 ToAnHATA, IPEIIIECTBAIA H3TUTBAHETO, WIK Hal-MaJIKo 2 IIPUCThIIA IIPe3
2-Te rOJVHY, IPEIIECTBAIM U3IUTBaHeTO. [Ipy BKIIIOUBaHETO NMALMEHTHTE Ca UMAJIM CKOp 1o Pa3mupenara
ckana 3a cratyc Ha uHBauaHOCT (Expanded Disability Status Scale (EDSS)) <5,5.

CpennaTa BB3pacT Ha MOMyJaIUATa B IpoydBaHeTo € 6usa 37,9 ronuan. MHO3HHCTBOTO TAITMEHTH Ca MMaTA
MPUCTHITHO-PEMUTEHTHA MHOYKECTBEHA cKIepo3a (97,5%), Ho moArpymna MaueHTy ca IMajld BTOPUIHO
nporpecupaiia (0,8%) nim npuctenHo-nporpecupania (1,7%) MHoxkecTBeHa ckieposa. Cpeguusar Opoit Ha
MPUCTBHIIUTE B PAMKUTE Ha FOJMHATA [IPEIH BKIIOUYBAHE B Ipoy4BaHeTo € oui 1,4. 'anonuHui-KOHTpacTHH
JIC3UW Ha U3XOJIHOTO HHMBO: HAMa JaHHM. MennaHnaTta Ha ckopa 1o EDSS Ha u3xoaHoTo HuBO € 6umna 2,50;

298 maumenTH (25,5%) ca umanu ckop o EDSS > 3,5 na usxonnoro HuBo. CpeaHaTa NpOABIKUTEIHOCT Ha
3a00IIIBaHETO OT IMOsIBaTa Ha MTEPBUTE cUMIITOMU € Oma 8,0 ronnau. MHO3UHCTBOTO Narenty (67,2%) He ca
MOJTyYaBajiy 00IeCT-MOTUPHUINPAIIO JIeYeHHE Npe3 2-Te TOAWHU MPEIU BKIOYBAHE B IPOYUYBAHETO.
Pesynrarute ot npoyuBaHeTo ca npeacTasenu B Tabnuna 1.
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Tabauna 1 - OcHoBHU pe3yjTaTH (3a onoopeHara no3a, I'TT nomyaamus)

IIpoyusane TEMSO Ipoyusane TOWER
Tepudaynomun Ilnaneoo Tepudaynomun ILnanedo
14 mg 14 mg
N 358 363 370 388
Kuaunnyen u3zxon
logumrna gectora Ha 0.37 0.54 032 0.50
HPHCTBITATE ’ ’ ’ ’
Pasznuxa 6 pucxa (Close,) -0,17 (-0,26, -0,08)"*" -0,18 (-0,27, -0,09)"***
Be3 MPHCTBIH cepa 108 56,5% | 45,6% 57,1% | 46.,8%
Koedurmment na puck " -
(C195%) 0,72, (0,58, 0,89) 0,63, (0,50, 0,79)
3-MecedHa TpaiiHa
Hporpecus Ha 20,2% 27,3% 15,8% 19,7%
HWHBAJIMJAHOCTTA ceammua 108
Koegdhuyuenm na pucx . .
(Clyss) 0,70 (0,51, 0,97) 0,68 (0,47, 1,00)
6-MecedHa TpaifHa
Mporpecus Ha 13,8% 18,7% 11,7% 11,9%
HWHBAJIMAHOCTTA ceammua 108
Roepuyuenm na pucx 0,75 (0,50, 1,11) 0,84 (0,53, 1,33)
(Clys)
SIMP kpaiiH¥ TOYKH
[Ipomsra B BOD cenia
s e 0,72 2,21
Omuocumenta npomana o whs
cnpAmMo niayedo 67%
Cpenen opoit Gd-
KOHTpPACTHH JIE3UU HA 0,38 1,18 He ¢ H3MeDBako
ceamuna 108 P
Omuocumenta npomsna o
cnpamo naayedo (Closs,) 0,80 (-1,20, -0,39)
Bpoii yHuKanHu akTUBHU
JIe3UH/CKaHupaHe 0,75 2,46
Omuocumenta npomsna o 0+ 0\
cnpamo naayedo (Closs,) 69%, (59%; 77%)

“*p<0.0001 " p<0.001 ** p<0.01 * p<0.05 B cpaBHEHUE C MIAIICO00
(1) BOD: 6onecten ToBap: Totajen odem Ha ne3unte (T2 u T1-xunonHrenznu) B ml

EduxacHocTt npu nmanuenTH ¢ BUcoka 0ojiecTHa aKTUBHOCT:

HabnronaBan e cprioctaBUM TepaneBTHUEH €()EeKT BbPXY MPUCTHIIUTE U BPEMETO 10 3-MeCce4Ha TpaiiHa
Iporpecusi Ha MHBAJIMIHOCTTA NpH noarpymna nanuentd B TEMSO (n= 127) ¢ Bucoka 6osecTHa aKTUBHOCT.
ITopaau nu3aifHa Ha MPOYYBAHETO BHCOKA OOJIECTHA aKTUBHOCT € AerHUpaHa KaTo 2 WK MOBeYe NPUCTHIIA B
eaHa ToAanHa U enHa win nosede Gd-koHTpactHu ne3nn Ha SIMP Ha Mo3bka. He e mpoBesieH cxo/ieH moArpynoB
anamu3 B TOWER, Toii kaTo He ca cpOupanu qanau ot AMP.

JlurcBaT JaHHU TPH MALUEHTH, KOUTO HE ca OTTOBOPHJIM Ha ITBJICH U a/IEKBaTeH KypcC Ha JieueHue (00nyaiiHo
MIOHE eJIHa TOJMHA JieueHHe) ¢ OeTa-uHTepPEepOH, KOUTO ca UMaJM MOHE | MPUCTBHII Npe3 MpeAlecTBaaTa
roAauHa Ha (oHa Ha JieueHHe U noHe 9 T2-xunepuHTeH3HHM Je3un Ha KpanuaneH IMP wmu none 1 Gd-
KOHTPACTHA JIE3Us, WIIU NP NMalUEHTH ¢ HEMIPOMEHEHA WJIN MIOBUIIEHA YECTOTA HA MIPUCTBIINTE MPE3
IIPEeIecTBalla TOANHA CIPAMO IPEIXOJHUTE 2 TOIUHH.
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TOPIC e nBoiiHocM0, M1a1e00-KOHTPOIUPAHO MIPOYIBAHE, KOETO OLEHSIBA MPUIOKEHHETO Ha HOKPATHH
JTHEBHU 1031 TepudnyHomun 7 mg u 14 mg 3a nepuon 1o 108 cenMuiy npu mauueHTy ¢ IbPBO KIMHUYHO
JeMUENMHU3UpaIno cbOuTre (cpenHa Bb3pact 32,1 rogunn). [IspBryHaTa KpaiiHa TOUKa € BpeMeTo O BTOpU
KIIMHUYeH enn3o/1 (peruaus). O6mo 618 manuenTy ca paHaoMHU3UpaHu J1a moxydasar 7 mg (n = 205) wim 14 mg
(n = 216) Tepudryromun wim miaredo (n = 197). PUCKBT OT BTOPH KIIMHUYEH €MU307 3a TIEPHOJ OT 2 TOIUHH €
6w 35,9% B rpynara Ha mianedo u 24% B rpynara Ha JiedeHne ¢ repudayaomua 14 mg (koehuneHT Ha prcK:
0,57, 95% wunrepan Ha nosepurennoct: 0,38 1o 0,87, p=0,0087). Pesyntarute ot npoyusanero TOPIC
MOTBBPXKaBaT ePUKACHOCTTA HA TePU(IYHOMUA NPU NMPUCTHIHO-peMuTeHTHa MC (BKITIOUUTETHO paHHA
npucTbIIHO-peMuTeHTHa MC ¢ TBPBO KIMHUYHO AEMUETUHU3HPAILO CHOUTHE U AUCEMHUHUPAHU BB BPEMETO U
npoctpancTBoTo SIMP se3un).

EdextuBHOCTTA Ha Tepu(IyHOMU € CpaBHEHA C Ta3W Ha IMOJKOXHO Ipwiiarad nHTepdepoH Oeta-la (B
MpernopbyBaHaTa 103a oT 44 ug Tpu MBTH CEAMUYHO) IpH 324 paHIOMHU3UPAHU MALMEHTH B IPOyYBaHE
(TENERE) ¢ MuHMMaiHa POIBIIKUTETHOCT Ha JeueHueTo 48 ceamunm (Makcumaiia 114 ceqmuiu). Pucksr
oT HeycneX (MOTBBPACH MPHUCTHII WK TPAHHO MPEKbCBAHE Ha JIEYCHUETO, KOETO OT JBETE HACTBIIN I0-PaHO) €
OuJ mMbpBUYHATA KpaiiHa TOuKa. bposT Ha manueHTUTe, OKOHYATEIHO IPEKBbCHAIIN JICUEHUETO, B TpyIaTa Ha
tepudyHomun 14 mg e 6un 22 or 111 (19,8%), kato npuunnuTe ca 6unn Hexxenanu cvouTus (10,8%), nunca
Ha eukacHocT (3,6%), npyra npuunza (4,5%) u 3ary0a 3a npocnenssane (0,9%). bposar Ha naunenrure,
OKOHYATEJTHO MPEKbCHAIIH JICUEHUETO, B rpynara Ha uHTepdepon oera-1a e 6un 30 ot 104 (28,8%), kaTo
MpUYMHUTE ca OWin Hexenanu cwroutus (21,2%), nunca Ha epukacHoct (1,9%), apyra npuunna (4,8%) u
Hecma3BaHe Ha ipotokona (1%). Tepudnynomuz 14 mg/neH He MPEBB3X0XKIA CTATHCTHYECKH HHTEPPEpOH
Oera-1a 1o oTHOLIEHNE HA TBPBUYHATA KpaiiHa TOUKA: W3YUCICHUSAT IIPOLICHT MALMEHTH C HEYCIEX OT
JIeYeHHEeTo Ha ceaMuuia 96 npu nsnon3BaHe Ha Merona Ha Kaplan-Meier e 41,1% cnpsimo 44,4%
(Tepudmynomun 14 mg cnpsamo uaTepdepon-1la, p=0,5953).

IleqnaTpuuHa momynamnus

Jleya u onowu (6v3pacm om 10 0o 17 200unu)

Ipoyusane EFC11759/TERIKIDS e MexIyHapoIHO JBOMHOCIIAIO, IIae00-KOHTPOJIUPAHO MPOYyUBaHE IPH
TIeIUATPUYHHU TTAITMEHTH Ha BB3pacT oT 10 go 17 roguau ¢ npucThiHO-peMuTeHTHA MC, TIpH KOETO ca
OIICHSIBAaHU JI03U TepUDIYHOMH/] BEHBXK JTHEBHO (KOPUTHPAHHU 32 JOCTUTAHE Ha €KCIIO3UIUS, CKBUBAJICHTHA Ha
no3ara 14 mg npu Bb3pacTHH) B MPOABIDKEHUE Ha 96 CEIMUIIH, MTOCIICBAHO OT OTKPUTO MPOAbIKeHNe. Bermuku
MAIMEHTH Ca UMaJH MoHe | peruanB B MpOAbDKeHNE Ha | ToIMHA WITH TTIOHE 2 pelUAnBa B MPOABDKEHHE Ha

2 TOAVHY NPEIU NPOYUBAHETO. VI3BBPILEHH ca HEBPOJOTUYHU OLIEHKHU NPY CKPUHUHTA U Ha BCEKH 24 ceIMULIU
JI0 3aBBPILIBAHE HA IPOYYBAHETO, KAKTO U MPH HEIUIAHUPAHU BU3UTH 3a MOA03UpaH peunaus. [lanuenture ¢
KJIMHAYEH PEIHUINB Wi ¢ Bucoka SIMP akTHBHOCT Ha TIOHE 5 HOBH WJIH ycwiIBany ce T2 ye3uu npu 2
TIOCJIeTOBATETHN CKAaHUPAHMS ca IPEMUHAIH peau 96-Te CeAMUITN KbM NIEPHOa Ha OTKPUTO MPOIBIDKCHHE, 32
Jla ce€ OCUT'ypU aKTHBHO JieueHue. [IbpBUUHaTa KpaliHa TOUKa € BPEMETO J10 MbPBU KJIMHUYEH PELUIUB CIe]
paHzoMu3anus. Bpemero 10 mbpBU NOTBBPJIEH KIMHUYEH peUANB UK BUcoka IMP akTMBHOCT, KOETO OT
JIBETE HACTBIIM IIBPBO, € MIPEIBAPUTEIHO AeQUHUPAHO KATO aHAJIN3 HA YyBCTBUTEIHOCTTA, Thil KATO BKIIFOUBA
KaKTO KJIMHUYHH, Taka U SAMP ycnoBus, moaxoasiy 3a NPEMUHABAHE KbM OTKPUTHUS IEPUOJ.

OO6m10 166 manuenTy ca paHIOMU3UPaHU B choTHOLIeHHE 2:1 a moryyaBat Tepudiynomu (n = 109) nin
mwiane6o (n = 57). Ilpu Bnu3ane B poyyBaHETO, HaMEHTUTE ca uManu ckop o EDSS <5,5. Menuanara Ha
BB3pacTTa € 14,6 ronunu, cpenHoTo Tero e 58,1 kg, cpeqHara mpoabIKATEITHOCT HA 3a00SBAaHETO OT
MOCTaBsSIHE Ha Juarnos3ata ¢ 1,4 ronunu, a cpeauust 6poit T1 Gd-kouTpacthu Jie3uun npu SIMP e 3,9 ne3uu Ha
M3XO0JIHO HMBO. Benuky manuenT ca umanu npucTbhiHo-pemuTenTHa MC ¢ Meaunana Ha ckopa o EDSS na
n3xonHO HUBO 1,5. CpenHoTo BpeMe Ha jeueHue e 362 qHu Ha Tutane6o u 488 nHU Ha TepuQIyHOMUI.
IIpeMuHaBaHETO OT ABOMHOCIAI NEPUOJ KbM OTKPHTO JIeUEHUE Iopaau BUcoka SIMP akTMBHOCT € I10-4ECTO OT
0UYaKBaHOTO U MO-YECTO U MO-PaHO B TpyIaTa Ha Iuianebo B CpaBHEHHE C rpymnaTa Ha TepudiayHoMusn (26% npu
wane6o, 13% npu Tepudrynomun).
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Tepudmynomun HamansiBa pucka OT KIMHUYEH penuans ¢ 34% cupsmo miarnedo 6e3 JocTUraHe Ha
cratuctriecka 3HaunMocT (p = 0,29) (Tabnuua 2). B npeaBaputenHo onpeneneHus aHaIU3 Ha
YyBCTBHUTEIHOCTTA, TEPUQPIIYHOMHU] TIOCTUTA CTATUCTUUECKY 3HAYMMO HaMaJlsiBaHe HA KOMOWHUPaHHS PUCK OT
KJIIMHUYEH peunanB uiu Bucoka AMP aktuBHOCT ¢ 43% crpsimo tutatie6o (p = 0,04) (Tabnwma 2).

TepuduryHomMu 3HAYUTETHO HaMallsiBa Oposi HA HOBUTE M HapacTBaly 12 yie3uu Ha ckaHupane ¢ 55%

(p = 0,0006) (post-hoc aHamu3 ChIO KOPUTHUPAH 3a U3xozeH opoit T2: 34%, p = 0,0446) u Opos Ha raj0IMHUK-
koHTpactHUTe T1 51e3un Ha ckanupane cse 75% (p <0,0001) (Tabmuma 2).
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Tabanna 2 Knuuananu u AMP pesyaratn ot EFC11759/TERIKIDS

EFC11759 ITT nonynauus Tepudaynomun Inane6o
(N=109) (N=57)

KiauHnynu kpaiiHu TOUKH

BpeMe J0 IIbpBU NOTBBPACH KIIMHUYCH PECLIUANB,

BepostHocT (95%CI) 0T mOTBBpIACH pennanB Ha ceamuna 96 0,39 (0,29, 0,48) 0,53 (0,36, 0,68)
Bepoamnocm (95%CI) om nomgwvpoen peyuous na ceomuya 48 0,30 (0,21, 0,39) 0,39 (0,30, 0,52)
Koednmnent na puck (95% CI) 0,66 (0,39, 1,1H)*

Bpewme 10 mbpBU NOTBBP/ICH KIMHUYEH PELUIUB UK Bucoka SIMP
aKTHBHOCT, 0,51 (0,41, 0,60) 0,72 (0,58, 0,82)
BepositHocT (95%CI) oT moTBBpICH penuauB win Bucoka IMP

SKTMBHOCT Ha COMMAILa 96 0,38 (0,29, 0,47) | 0,56 (0,42, 0,68)
Beposmnocm (95%CI) om nomewvpoen peyuous unu gucoka AMP

akmusnocm Ha ceomuya 48

Koednunent na puck (95% CI) 0,57 (0,37, 0,87)*

OcnoBHu AMP kpaiinn TouKkH

Kopurupan 6poii HOBY Wi HapacTBamy T2 Je3uu,

Orienka (95% CI) 4,74 (2,12, 10,57) 10,52 (4,71, 23,50)
Oyenxa (95% CI), post-hoc ananus cvuyo KOpusupau 3a uX00eH 3,57 (1,97, 6,46) 5,37 (2,84, 10,16)
opou T2

OrnocureneH puck (95% CI) 0,45 (0,29, 0,71)#x
OrtnocureneH puck (95% CI), post-hoc ananus cvuyo kopueupan 3a 0,67 (0,45, 0,99)*

usxooen opoi T2

Kopwurupan 6poii T1 Gd-koHTpacTHH J1e31H,
Ornenka (95% CI) 1,90 (0,66, 5,49) 7,51 (2,48, 22,70)

Otrocurener puck (95% CI) 0,25 (0,13, 0,51)***

“p>0,05 B cpaBHEeHHE ¢ mIanebo, * p<0,05, ** p<0,001, *** p<0,0001
BeposTtHocTTa € 6a3upana Ha onenka o Kaplan-Meier, a ceqmuiia 96 e kpast Ha m3nurBaHoTo Jeuenue (EOT).

EBpomnetickarta areHmnus mo JexapcTBaTta 0CBOO0OKIaBa OT 33bJDKCHHUETO 32 MPEOCTABSHE Ha PE3yJITATHTE OT
npoyuBanusata ¢ AUBAGIO mpu mema Ha Bb3pacT OT paxkaanero a0 o 10 rogquHu npu JeYeHne Ha
MHOJKECTBEHA CKIIepo3a (BK. Touka 4.2 3a nH(MOpMAIMs OTHOCHO yroTpeba B meauaTpusTa).

5.2 ®apmMakoKMHETHYHM CBOIicTBA

AOcopbuus

Menunanara Ha BpeMETO 32 IOCTHTaHe HA MAaKCHMAITHH TUIa3MEHH KOHIICHTPAIMY HAaCcThIIBA M&Xy | 1 4 gaca
Ccliell IPHJIOXKEHHE Ha JI03aTa IPH MHOTOKPATHO HEPOPATHO MPHIIOKEHHE HA TepU(IyHOMHT, KATO IMa BUCOKA
ouonanmyHocT (npubmmsurento 100%).

XpaHaTa HIMa KJIMHUYHO 3HAYUM €(eKT BbpXY (apMaKOKWHETHKATA HA TePUDIYHOMUI.

OT cperHUTE IPOTHO3HY (PAPMAKOKUHETUYHH MTaPAMETPH, U3YUCIICHH OT MOMYIalMOHHNS (DapMaKOKHHETHICH
ananmu3 (PopPK) upes m3non3Bane Ha TaHHU OT 3/ApaBu JOOPOBOJITH U manpieHTH ¢ MC, KOHIIGHTpaIusITa B

22



CTaIlMOHAPHO CHCTOSHUE ce AoCTUra 6aBHO (T.€., mpuommsurenno 100 gam (3,5 mecena) 3a qocturane Ha 95% ot
KOHIIEHTpAIMATA B CTAIIMOHAPHO CHCTOSHUE), KaTo n3uucieHusT upe3 AUC xoedunimeHT Ha KyMyJIHpaHe €
npubnu3uTenHo 34 mbTH.

Paznpenenenue

Tepudmyromun ce cBbp3Ba EKCTEH3UBHO C TUIa3MEHUTE OenThIM (>99%), BEpOSATHO aIOYMUH, U CE pa3npeaeis
npeauMHo B mtazmara. O0eMbT Ha pasnpezaeicHue ¢ 11 1 ciaen eTHOKpaTHO HHTPABEHO3HO (1.V.) IPUIIOKEHUE.
Tosa obaue Hall-BepOSATHO € 3aHIKEHA MTPOTHO3HA CTOWHOCT, ThI KaTO IPH ILTHXOBE € HAOI01aBaHO
€KCTEH3UBHO OPTaHHO pa3Ipe/ieiICHHUE.

Buorpanchopmarris

Tepudmynomun ce MmeTabonu3upa B yMEpEeHa CTEIICH U € SUHCTBEHUSAT YCTAHOBUM B IJIA3MaTa KOMITOHCHT.
OCHOBHHSAT BT Ha OMOTpaHChOpMAaIIUs HA TePU(DIYHOMUJT € XUAPOJIN3a, & OKHCICHUETO € BTOPOCTETICHEH ITBT.
Bropuunnte MeTabonuTHU MBTHUINA BKIIOYBAT OKUCIIEHUE, N-alleTHINpaHe U KOHIOTHPaHe ChC CyI(arTy.

Enumunupane

Tepuduynomus ce eKCKpeTHpa B FaCTPOMHTECTUHATHHA TPAKT MPEIUMHO C KIIbUKaTa o gopmara Ha
HETIPOMEHEHO aKTUBHO BEILIECTBO U HAi-BEPOSITHO 4pe3 TyOynHa cekpeuus. Tepudiynomun e cyocTpar Ha
edurykcaus Tpancnoptep BCRP, koiiTo 61 MOrbI 1a yyacTBa B Ipsikata cekpenus. 3a nepuos ot 21 gaum 60,1%
OT IPUJIOXKEHATa /1032 ce eKCKpeTHpa upe3 m3npaxunenusara (37,5%) u ypunata (22,6%). Crnex npouenypa 3a
OBpP30 SMUMHHUPAHE C XOJIIECTUPAMUH JOIIBIHUTENHO ce OTaesAT ome 23,1% (mpearMHO B U3NPaKHEHUSATA).
Bb3 ocHOBa Ha MHAWBUAYATHO MPOTHO3MpaHe Ha (apMaKOKMHETHYHUTE IMapamMeTpH upe3 n3nonsBane Ha PopPK
MoJielia Ha TeprU(IyHOMHU/ TIPU 3paBy JoOpoBoy 1 nanueHTn ¢ MC, MeuanaTa Ha ti, ¢ Ouna
npubnusuTenHo 19 auu crnex MHOTOKpaTHH 4034 oT 14 mg. Cnen eHOKpaTHO HHTPABEHO3HO NPUIIOKEHHE
TOTAJHUSAT TEJNECeH KIUpBHC Ha Tepudurynomun e 30,5 ml/h.

IIpoyedypa 3a yckopeno enumunupane. Xorecmupamut u akmueeH 8v2eneH

Enuvunupanero Ha TepudUIyHOMHU] OT KPHbBOOOPAIIICHUETO MOXKE Jla C€ YCKOPH Upe3 MPHIIOKEHUE Ha
XOJICCTHPAMKH WJIM aKTUBEH BBIJICH, BEPOSATHO YpE3 MPEKPATABAHE HA MTPOLIECUTE Ha peadCcopOIusl Ha YPEBHO
HuBO. KoHnenTpanunute Ha TepudryHOMII, ©3MEpEHU 110 BpeMe Ha 1 1-gHeBHATa mporieaypa 3a YCKOpsSBaHE Ha
SIIMMUHUPAHETO HA TEPUPITYHOMU] ¢ 8 g XOIECTUPAMUH TPH ITTH JTHEBHO, 4 g XOJECTUPAMUH TPH ITHTH JTHEBHO
niu 50 g akTUBEH BBIJICH [[Ba IIbTH JHEBHO CJIS]I IIPEYCTAHOBSABAHE HA JICUCHUETO ¢ TepH(DIyHOMU I, TIOKa3BaT
Ye TE3M CXEMH ca €(DEKTHBHHM 32 YCKOPSABAaHE HA SIIMMUHUPAHETO HA TCPUGIYHOMU, BoAeHH 10 Haz 98%
HaMaJIsIBaHE Ha TUIa3MEHUTE KOHIIEHTPAIMH Ha TePpUGITYHOMHU]I, KATO XOJIECTUPAMUH € UMaJI TT0-0bp30 NEeHCTBHE
ot BbIuieHa. Clief] MpeyCcTaHOBSBaHE HAa TEPUQPIITYHOMU/I U IPUIOKEHHETO HA XOJIECTUPAMUH 8 g TPH IIbTH
JTHEBHO TUIa3MeHaTa KOHIIEHTpAIUs Ha TepUQIyHOMHUS € Hamasa ¢ 52% B kpas Ha JeH 1, ¢ 91% B kpast Ha ieH
3,¢99,2% B xpast Ha neH 7 u ¢ 99,9% npu 3aBbpiBaHeTo HA AeH 11. M300pbT MEX Iy TpHUTE IPOIETypH 32
eNMMUHUPaHe TPAOBA J1a 3aBUCH OT IOHOCHMOCTTA Ha MalueHTa. AKO XOJIeCTUpaMHH § g TpU IIBTH JHEBHO HE
ce MmoHacs o0pe, MOXKe J1a ce M3MOJI3Ba XOJIEeCTUPaMHH 4 g TP ITbTH JHEBHO. ANITEPHATUBHO MOXKE J1a ce
M3M0JI3Ba ChIO aKTUBEH BBIVICH (He € HeoOxoaumo Te3u 11 nHM aa ObaaT MociieJ0BaTEIHUA, OCBEH IPU
HE00X0MMOCT OT OBP30 HaMallsIBaHE Ha IJIa3MeHaTa KOHIIEHTPAINS Ha TEPUPITYHOMUL).

JInHeliHOCT/HEITMHENHOCT

CucremMHarta eKCIO3UIMS HapacTBa MPONOPIIMOHAIHO Ha J103aTa CIIe/ IEPOPAITHO MPUIIOKEHUE Ha
tepudyHoMun ot 7 1o 14 mg.
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Oc00€eHOCTH IIPY CIIELUAIHN I'PYIIH ITAIHEHTH

Ilon u cmapuecka 6v3pacm

Unentudunmpanu ca HIKOIKO M3TOYHHKA HA TIPUCHINA BApUAOITHOCT TPH 3/paBH JIMIA U PH manueHTH ¢ MC
Bb3 0cHOBa Ha PopPK aHanm3a: Bb3pacT, TENEeCHO TEryio, o, paca U HUBa Ha allOyMUH U OMiupyOuH. Beripeku
TOBA TSAXHOTO BIUSHUE OCTaBa orpaHuueHo (<31%).

Yeprnoopobro yepesxcoare

JlekoTo 1 ymMepeHOTO YepHOApOOHO yBpEKIaHe He IOBIMABAT papMaKOKWHEeTHKaTa Ha TepudryHomu. [lopaan
TOBA HE C€ MPEBIDK/Ia KOPUTUPAHE Ha 103aTa TP MALMEHTH C JIEKO M yMEPEHO YePHOAPOOHO YBPEXIaHE.
Ob6aue TepudryHOMH € IPOTUBOIIOKA3aH MIPU MALMEHTH C TEKKO YepHOAPOOHO yBpexkaaHe (Bk. Touku 4.2 u
4.3).

Bvopeuno yepescoane
TexxxkoTo OBOpPEYHO yBpeXkKIaHE HE MOBIUABA (papMakOKMHETHKATa Ha TepudyHomun. [lopaan ToBa He ce
MpeBIDKIAa KOPUTHPAHE Ha 103aTa IPH MALUEHTH C JIEKO, YMEPEHO U TeXKO OBOPEeUHO YBpEKAaHe.

Tleouampuuna nonynayus

[Ipu meguaTpudHN NaMeHTH ¢ TeecHo Terno> 40 kg, mekyBanu ¢ 14 mg BeAHBX JHEBHO, EKCIIO3HUIIUUTE B
CTAIlMOHAPHO CHCTOSHUE Ca B TPAHUITUTE, HAOTIOJaBaH! TIPHU BH3PACTHHU MAIUCHTH, JICKYBaHHU ChC ChIIaTa CXeMa
Ha JI03UpPaHE.

[Tpu nmeguaTpudHu nanueHTH ¢ TesnecHo Terno <40 kg, neyenneTo cbCc 7 mg BeHBK JHEBHO (Bb3 OCHOBA Ha
OTPAaHUYCHH KIIMHUYHU JAHHU U CUMYJIAIMK ) BOAM JI0 €KCIIO3UIINU B CTAIMOHAPHO CHCTOSHUE B TPAHUIIUTE,
HaOJII0/ITaBaHU MPHU Bb3PACTHH MAIUCHTH, JICKYBaHU ¢ 14 mg BEAHBXK THEBHO.

HaGmonaBanuTe Hali-HUCKH KOHIIEHTPAIMH B CTAI[IOHAPHO CHCTOSIHUE Ca B TOJSAMA CTENeH BapUaOUITHH MEXKITY
WHAWBHUINTE, KAKTO Ce HaOIIt01aBa py Bh3pacTHU manueHTH ¢ MC.

5.3 IlpeakJMHMYHM JAHHHU 32 0€30MACHOCT

TOKCHYHOCT IMpU MHOTOKPATHO MpHUJIaraHe

MHOroKpaTHOTO NEpOpaTHO NPUIOKEHNE HAa TEPUPIYHOMU IIPU MUILIKH, IUTBXOBE U Ky4YeTa 3a CPOK CHbOTBETHO
10 3, 6 u 12 Mecena moka3Ba, ue TJIaBHUTE MIPHUIICTHN OPraHH 32 TOKCHYHOCT Ca KOCTHHUS MO3BK, TUM(OUIHHUTE
OpraHy, ycTHaTa KyXHHA/CTOMAIIHO-YPEBHUS TPAKT, PEIPOIYKTUBHUTE OpPraHu U maHkpeaca. HaGmogaBanu ca
CBIIO M JAHHU 32 OKCUJATUBEH €(DeKT BbPXY YEPBEHUTE KPHBHH KICTKU. AHEMUSITA, HAMAJCHUAT Opoit
TPOMOOIIMTH U €PEKTUTE BHPXY UMyHHATa CUCTEMA, BKIIOUUTEITHO JIEBKOTICHUS, TUM(OTICHUS 1 BTOPUIHU
WHQEKIH, ca OWIH CBBbP3aHH ¢ €(PEeKTUTE BbPXY KOCTHHS MO3bK W/WiH nuMdonaute opranu. [loBedeTo ot
edeKTHTEe OTpa3siBaT OCHOBHHS MEXaHU3bM Ha JCHCTBHE HA ChbeJMHEHUETO (MHXHUOUpaHE Ha JEIISIINTE ce
KJIeTKH). JKUBOTHHUTE ca MO-4yBCTBUTEIHH OT XOpaTa KbM (apMaKOIOTHYHUTE €(PEKTH U MOPAAN TOBA KbM
TOKCHYHOCTTa Ha TepudIyHOMHU . B pe3ynrar Ha ToBa, TOKCHYHOCT ITPH )KUBOTHU € YCTAaHOBEHA IIPH
EKCTIO3UINH, CKBUBAJICHTHH WJIH TIO-HUCKU OT TEPANCBTHYHNUTE HUBA MIPH X0Pa.

I'eHOTOKCHYHOCT U KaHIICPOTrCHCH NOTCHIIM A

TepuduryHomu He € MyTareHeH in vitro WiH KJacToreHeH in vivo. Kiacrorennocrra, HaOmoaBana in vitro, ce
npremMa KaTo Hempsik eeKT, cBbp3aH ¢ aucOanaHca Ha HYKJICOTUIHUS ITyJl, KOUTO € pe3yJiTaT OT
dhapmakonoruaams edekt ot naxuoupanero Ha DHO-DH . Bropocrenennusar merabonut TFMA (4-
TpUQITyOPOMETUIIATIAHUH) € IPUUMHUIT MyTareHHOCT U KJIACTOI'€HHOCT in Vitro, HO HE in vivo.

Hsama JaHHHU 3a KaHICPOTr€HHOCT IIPHU INIBX0BE 1 MHUIIKH.
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PenponykTuBHA TOKCHYIHOCT

OepTUIUTETHT HE € OMIT 3aCeTHAT NPH TUTHXOBE, BHIIPEKU HEeXENIaHUTe e(heKTH Ha TEPUPITYHOMUI BHPXY
MBXKUTE PEPOyKTUBHY OpraHy, BKIFOUUTEIHO HamMalleH Opol Ha criepmaro3ouuTe. He € nMano BpHITHU
MaiopMaIui B MOTOMCTBOTO Ha MBXKKH TUTHXOBE, HA KOUTO € OWII IPUIIOKEH Tepru(IyHOMUI TIpEIn
yrTocBaHe ¢ HETPETUPAHH KEHCKHU TUTbX0Be. TepuryHOMU € Ol eMOPHOTOKCHYCH U TEPATOTCHEH MPH
TUTBXOBE U 3alIU MPU JT03U B TPAHUIIUTE HA TEPANICBTUYHUS IHUANa30H pu xopa. Hexenanu epekt BEpXy
MMOTOMCTBOTO ca HaOJII0aBaHK U KOraTo Tepu()IyHOMH/I € MMPUIIaraH Ha OPEMEHHH KEHCKH IUTbXOBE B IIEPHO/Ia
Ha recraius U takTanus. [Ipuema ce, 4e puCKbT OT MEIUHMPaHa OT Mb)Ka TOKCHYHOCT 3a 3apojuina u (eryca 1o
BpeMe Ha JieueHHe ¢ TepuGUIyHOMHU]] € HUCHK. M3unciieHaTa npu >KeHH Iia3MeHa eKCIIO3HIINS, Ype3 CeMEHHATa
TEYHOCT Ha JICKYBaH MAIlMEHT OT MBXKKH I0JI, ce 0o4akBa Aa 0be 100 mbTH MO-HUCKA OT IIa3MEHATa eKCIIO3UIUS
cnen 14 mg nepopaiieH TeprudIIyHOMUI.

IOBeHMIIHA TOKCHYHOCT

IOBeHMTHY MTBXOBE, MOTyYaBaIX EPOPATHO TEPUGITYHOMHU/T B IPOIBIDKEHIE HA 7 CEIMHUIU OT OTOMBAHETO 10
HACTBHIIBAHETO HA TI0JI0BA 3PSUIOCT, HE TIOKA3BaT HEXeJIaHU e(DEKTH 10 OTHOIICHUE Ha pacTexa, PU3nIecKoTo
WJIM HEBPOJOTUYHOTO Pa3BUTHE, OOYYCHHETO U NIAMETTa, IBUraTeTHATa aKTUBHOCT, CEKCYaTHOTO Pa3BUTHE WIIH
¢deprunurera. Hexxemannre eekTr BKIIOYBAT aHEMUS, HAMAJISIBaHE HA JIMM(OUIHUSI OTTOBOP, 10303aBUCHUMO
HamaisiBaHe Ha T-KJIeThYHO 3aBUCUMMUS aHTUTSUIO-OTTOBOP M CHITHO HamalieHW KoHIeHTpanuu Ha IgM u IgG,
KOWUTO OOWKHOBEHO CHBMA/IAT C HAOMIOEHISTA B IPOYYBAHMATA 32 TOKCUYHOCT TIPA MHOTOKPATHO TIpHJIaraHe
P BB3PACTHH TUTHXOBE. YBEIMYCHUETO HA B kieTkuTe, HaOMI01aBaHO MPU FOBEHUIHU TLUTHXOBE, HE C&
Ha0JII0/1aBa TIPU Bh3PACTHU ILTHXOBE. 3HAYMMOCTTA Ha Ta3u pasiuKa HEe € U3BECTHA, HO € J0Ka3aHa IIbJIHA
00paTHUMOCT, KaKTO TPU TIOBEYETO JAPYTH Haxo kU, [lopanu BUCOKAaTa YyBCTBUTEIHOCT HA JKUBOTHUTE KbM
TepUQIYHOMHUA, MITaUTE IITHXOBE Ca OWIIM M3JI0’KEHW Ha TIO-HUCKU HHUBA OT TE3W IPH JeNa U FOHOIIH IIPH
MaKCHUMAaJTHaTa MpenophInuTeNHa 103a mpu xopa (MRHD).

6. OAPMAUEBTUYHU JAHHU
6.1 Cnucnbk Ha NIOMOIIHHUTE BellecTBA

H,Z[DO Ha TabJeTKaTa

JIAKTO3a MOHOXHUJIpAT
[IaPEBUYHO HUIIIECTE
MUKPOKPHCTAITHA [IETyI03a

HaTpHueB HUMIecTeH rmkoat (Tum A)
XUJIPOKCHITPOIIMIIIEITYII03a
MarHe3ueB cTeapar

Tabnerna oOBUBKa

7 mg Quimupanu mabaemxu
XHIIPOMEI03a

tutanueB quokcun (E171)

TaJK

makporoa 8000

WHAWTOKAapMUH adyMuHueB jak (E132)
xKene3eH okcu, )KbIT (E172)
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14 mg punmupanu mabaemxu

XHUIPOMETIO3a

tutanueB quokcun (E171)

TajK

makporoa 8000

WHIUTOKapMHH amyMuHHeB Jiak (E132)

6.2 HecnbBMecTUMOCTH

Henpunoxumo.

6.3 Cpoxk Ha rogHoCT

3 roguHu

6.4 CoenuajHu ycJ0BHS HA CbXpaHeHUe
To3u JiekapcTBEH MPOAYKT HE M3MCKBA CIICIIUANHU YCIOBUS HA ChbXPaHCHHE.

6.5 Buau chabp:KaHUE HA ONIAKOBKATA

AUBAGIO 7 mg dunmupanu TabJIeTKH

[NonmaMua/amyMUHUN/TIONN (BUHWIIXJIOPU) — aTyMHUHUEBH ONHCTEPH, BMBKHATH B ,,opTdeiin” (28 punmupanu
Ta0JICTKH) ¥ ONIAKOBAaHM B KAPTOHEHA KYyTHs, ChAbPrKaIla 28 GuiMupaHu TaOJICTKH.

AUBAGIO 14 mg dunMupanu tabJIETKU

[Monuamua/anyMUHAR/ IO (BUHUIXJIOPH) — alyMUHUEBU OJIUCTEPH, BMbKHATH B ,,lopTheiin” (14 u
28 ¢unmupany TaONETKM) U ONaKOBAaHH B KAPTOHEHH KyTHH, chabpKamu 14, 28, 84 (3 ,,moprdeiina” mo 28) u 98
(7 ,,moptdeiina” no 14) punmupanu TabieTky.

[Monuamua/anmyMUHAR/TIOIM (BUHUIXJIOPH) — alyMHUHUEBHU TIep(OpUpaHU OJIMCTEPHU C SAUHUYHHU 103U B
KapTOHEHU KyTuH, chabpkany 10x1 ¢unmupanu TadieTky.

He Bcruku BUIOBE OMAKOBKH MOTAT Jia ObJIaT IIyCHATH B TIPoJIaxoa.

6.6 CrnenuajaHu NMpeaNna3Hu MEPKH NMPH U3XBbPJIsIHE

Hewusnomn3BanusT nexkapcTBeH NPOIYKT WIM OTHaIbYHUTE MaTepUalld OT HETO TPSOBa J1a ce U3XBBPIIAT B
CHOTBETCTBHE C MECTHUTE N3UCKBAHHSL.

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

82 avenue Raspail

94250 Gentilly
Opanus
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8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

AUBAGIO 7 mg dunMmupanu TabJIETKH

EU/1/13/838/006 28 Tabierku

AUBAGIO 14 mg dunMupanu TabJIETKU

EU/1/13/838/001 14 tabnerkn
EU/1/13/838/002 28 Tabinerku
EU/1/13/838/003 84 tabnerku
EU/1/13/838/004 98 TtabneTkn
EU/1/13/838/005 10x1 TabneTka

9. JATA HA ITBPBO PA3PEIIABAHE/TIOJJHOBSIBAHE HA PA3PEIIEHUETO 3A YIIOTPEBA

JlaTa Ha mBpBO paspemanane: 26 aBryct 2013 r.
Jara Ha mocneaHo nogHoBsBaHe: 28 Mait 2018 T.

10. JATA HA AKTYAJINBUPAHE HA TEKCTA

IMoapoOHa uHbopManus 3a TO3M JEKapCTBEH MPOJYKT € Mpe0CTaBeHa Ha yebcalita Ha EBpornelickaTa areHIus
0 JIeKapcTBara http://www.ema.europa.eu.
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NNPUJIOKEHMUE 11
MHNPOU3BOJUTEJI(N), OTTOBOPEH(HH) 3A OCBOBOKJIABAHE HA ITAPTU/ A
YCJIOBUA NJIN OT'PAHUYEHNUS 3A TOCTABKA U YIIOTPEBA
APYT'U YCJOBUA U UBUCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS IPOAYKT
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A. IPOU3BOAUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA TAPTUIN

Hme n aJpec Ha HDOI/I3BOZ[I/IT€II$I(I/IT6), OTFOBODCH(HI/I) 3a OCBO60)KI[aBaHC Ha NapTUAUTEC

AUBAGIO 7 mg duwiMupanu TaOIeTKH

Opella Healthcare International SAS
56, Route de Choisy

60200

Compiegne

®paHuus

AUBAGIO 14 mg dunMupaau tabJIeTKU

Opella Healthcare International SAS
56, Route de Choisy

60200

Compiegne

®paHuus

Sanofi Winthrop Industrie

30-36, avenue Gustave Eiffel

37100 Tours

®paHuus

[NeyaTHaTa TMCTOBKA Ha JICKAPCTBEHUSI MPOJAYKT TPsIOBa Ja ChABPIKA UMETO U aJpeca Ha MPOU3BOIUTEIIS,
OTTOBOPEH 3a 0CBOOOXKAaBaHETO HA ChOTBETHATA MAPTH/A.

b. YCJI0OBUSA WIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHHAT POAYKT CE OTITYCKa M0 OTPAHUYCHO JIeKapcko npennucanue (Bxk. [Ipunoxenue I: Kpatka

XapakTepucTUKa Ha IPOAYKTa, Touka 4.2).

B. JPYI'M YCJIOBUSA U U3UCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKkTyaJu3npanu aokjaanau 3a oesonacuoct (ITAZIB)

WsuckBanusTa 3a nogasane Ha [TAJIb 3a To3u 1eKapCcTBEH MPOAYKT Ca MMOCOUYCHU B CIIUCHKA C
pedepentauTe natu Ha EBpomnetickus cpio3 (EURD crucek), mpensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BB BCHYKH CIIeIBAIN aKTyaIN3alNH, ITyOJIMKYBaHU HA €BPONEHCKUS

yeOrmopTai 3a JeKapcTBa.

[purexaTensat Ha pa3penienuero 3a ynorpeda (IIPY) tpsosa na nogane nvpsus [IAJIB 3a To3u NpoIyKT B CPOK
oT 6 Mecela clle/l pa3pelIaBaHeTo 3a yrnorpeoa.
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I'.  YCJIOBUs NJIIKM OT'PAHUYEHUA 3A BE3OITACHA U E@EKTUBHA YIIOTPEBA HA
JIEKAPCTBEHUA TPOAYKT

. IInan 3a ynpasiaenue Ha pucka (ITYP)

[IpuTexxarensar Ha pa3pemeHneTo 3a yrmotpeda (IIPY) tpsoBa ga W3BLPIIBA H3UCKBAHUTE JCHHOCTH U ACHCTBUS,
CBBP3aHHU C MPOCeasIBaHe Ha JIEKapCTBEHATa O€30macHOCT, TocodeHH B ogoopenus IV P, npencrasen B Momyn
1.8.2 Ha pa3pemieHreTo 3a ynorpeda, KakTo U BbB BCUUKH CJIBAIIM 000peHy akTyanu3anuu Ha [TYP.

Axrtyanmmsupat [1YP tpsiOBa na ce moaasa:

. 1o uckane Ha EBpornelickarta areHIus o JeKapcTBara;

. BUHAru, KOraTo ce M3MEHsI CUCTEMAaTa 3a YIPaBJICHUE Ha PUCKa, 0OCOOCHO B pe3yiITaT Ha HOBa
nHpOpMAaLHs, KOSITO MOXKE J1a IOBEJE IO 3HAYMMH [IPOMEHHU B CHOTHOIIEHUETO I10J13a/PUCK, UIIH CIIEH
JIOCTUTaHE Ha BayKEH eTall (BbB BPBb3K C MPOCIEsiBaHE Ha JIeKapcTBEeHaTa 0€30MacHOCT WM CBEKAaHE Ha
pHUCKa 10 MUHIMYM).

Axo nogaBanero Ha [IAJIb n aktyanusupanero vHa [IYP cpBmagHat, Te MOXKe Aa ce IofanaT eTHOBPEMEHHO.
. JlombJIHUTEITHH MEPKH 32 CBeKIaHe HA PUCKA 10 MUHUMYM

[Ipenu myckaHeTo Ha Ma3apa BbB BCSAKA JIbPKaBa WICHKA MPUTEKATENAT Ha pa3penieHueTo 3a yrnorpeoda (IIPY)
TpsiOBa J1a ChIIIaCyBa OOYUMTEIIHA IpOrpaMa ¢ HallHOHATHUTE KOMIIETCHTHU OpPTaHHu.
[IPY Tpsi6Ba ma rapanTHpa, 4e cien 0OCHKIaHe U ChIiIacyBaHe ¢ HAIIMOHAITHUTE KOMIIETEHTH OPTaHU BBB
BCAKa IbpaBa wieHka, kpaeto AUBAGIO e Ha mazapa, Impu ITyCKaHeTO Ha Ma3apa U Cliel] TOBa, Ha BCUYKH
MEIUIIMHCKH CIEINATUCTH, KOUTO ce odakBa fa m3non3Bat AUBAGIO ca nmpengocTaBeHH, KakTo CleaBa:

e Kparka xapakrepuctuka Ha npoaykra (KXII)

e OOyunTeneH MaTepHall 3a MEAUITUMHCKA CIICITHATICTH

e OOyumTenHa KapTa 3a HaIueHTa.

O6y‘II/ITeHHI/I$IT mMarepual 3a MEANIHUHCKUTE CIICIUAJIMCTH 1€ BKIOYBA CICAHUTE OCHOBHU CJIICMCHTH!

1. MeauuuHCKUTE CrienuanicTy TpsiOBa 1a 00CHAAT ChC CBOMTE NAMEHTH KOHKPETHUTE ChOOPaKeHHUS 32
6e3onacHoct Ha AUBAGIO, onncanu B neTaiiny 1mo-10iy, BKIFOUYUTEITHO U3CIEIBAHUSTA U PEITa3HUTE MEPKH,
HeoOxonumu 3a 6e3omnacHa ynoTpeda pH IbpBO MPENKUCBAHE U PEIOBHO 110 BpEMe Ha JICUCHHETO, KAKTO
ciezBa:
e Puck ot uepHOIPOOHU eeKTH
O Heo0XOAWMOCTTa OT YePHOAPOOHH (PYHKIIMOHATHH M3CIICABAHUS MPEIU HAYATIOTO HA JICUCHUETO
Y TIEPUOINYHO T10 BpeMe Ha JICUYCHUETO;
o Ja oOydaT manueHTa Ha MIPU3HALIUTE M CUMIITOMUTE Ha YepHOAPOOHO 3a00sBaHe U HyKJaTa aa
cboOIIaBa HA MEAUIMHCKHUS CIIEHUAIIICT, aKO ITOJIyYH HAKOH OT THIX.
o [loTeHnuaneH puck OT TEPATOreHHOCT
o /[la ce HarOMHS Ha )KEHUTE C JETEPOAEH MOTEHINAN, BKIIOYUTEHO IOHOLIN/TEXHUTE POIUTEIH-
nonaramute rpwxu auna, e AUBAGIO e nmpoTuBonokasas rmpu OpeMeHHH KEHH U TIPU KEHH C
JeTEepO/ICH IMOTEHIINAJ, KOUTO HE M3II0JI3BAT €)eKTHBHA KOHTPALEIHS 10 BpeMe Ha U CIIe]
JICYCHHUETO.
o /[la ce oneHsBa peIOBHO NOTCHIIMABT 32 HACTHIIBAHE HA OPEMEHHOCT NPH MALUEHTKH OT
YKEHCKH TI0JI, BKIIFOUUTETHO MAIeHTKH Ha BB3PacT moj 18 roauHu.
o /Jla ce cro0mmaBa Ha fenaTa OT >KEHCKH OJI M/WIH POIUTEIUTE/TI0JarauTe TPIKY 3a Jena OT
KEHCKH T10J1 32 HEOOXOAUMOCTTA Ja CE CBBPIKAT C JIEKYBaIlUs JIeKap, clIe/ KaTo IETETO OT
»keHckH 1o Ha Jedenne Ha AUBAGIO monyun mercTpyanus. HeobxonuMo e 1a ce mpoBene
KOHCYJITallMs Ha HOBUTE MAIEHTH C ACTEPOJICH MOTEHINAI OTHOCHO KOHTpaLEHIusATa U
MOTEHIMATHUS PUCK 3a TUI0JA.
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o Jla mpoBepu 3a OpeMEHHOCT IpeIN 3aII0YBAHE HA JICUYECHUETO;
o /[la 0o0yuu xeHHTE ¢ ACTEPOJICH MTOTEHIIMAT OTHOCHO HEOOXOJUMOCTTa OT e()EeKTHBHA
KOHTpaLeNHs 10 BpeMe Ha U CIIe] JICUSHUETO C TePUPITyHOMHUL;
o /la HanoMHM Ha MAIMEHTKUTE A2 UH(POPMUPAT CBOsI JieKap He3a0aBHO, aKO MPEKPaTAT
KOHTpAIICTIIUATA WU MIPEAHN J1a TPOMEHST METOIa Ha KOHTpALeIus;
O AKO TMaIeHTKHUTe 3a0peMeHesT BBIIPEKH U3II0JI3BAHUTE KOHTPALIENTHBHE METO/IH, T€ TpsIOBa 1a
mpeyctanoBaT AUBAGIO u He3a0aBHO Aa ce CBBPXKAT ChC CBOS JieKap, KOUTO TpaOBa:
* 71a oOMHUCIHM U OOCHAHM C MAIMEHTKaTa yCKOpeHaTa NpoLeaypa 3a eIMMUHIPaHe
"  Ja cbOOLIM 32 BCEKH CiIy4ail Ha OpeMEHHOCT Ha <IPHUTEXATeJIs Ha Pa3pelIeHHeTo 3a
ynoTpeba>, kato ce 006aau Ha TenedoH <JoKaieH Homep> unu nocetn <URL>,
HE3aBHCHMO OT HaOJIIOJaBaHUTE HEOIArONPHUSTHH PE3yITATH.
"  1a ce CBBPIKE C <HPUTEXKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeda > 3a nHpopMarys
OTHOCHO U3MEPBAHETO Ha IUIa3MEHaTa KOHIIEHTPALus Ha TepH(IyHOMHUI.
e PHCK OT XHIIEpTOHUS
O Ja IPOBEpH 3a aHAMHEe3a 3a XUIIEPTOHUSI U, Y€ KPHBHOTO HaJsIraHe TPsOBa Ja ObJe ageKBaTHO
KOHTPOJIMPAHO M0 BpeMe Ha JICYCHUETO;
O HEo0XO0AMMOCTTA OT NPOBEpPKa Ha KPHBHOTO HAIATAHE MPEIN 3aIl0YBaHE HA JICYCHUETO U
MEPHOANYHO TI0 BpeMe Ha JICUCHUETO;
e Puck OT XeMaToIorn4Hu epeKTn
O Ja o0Cchau pUCKa OT HaMaJsIBaHE Ha Opost Ha KPBBHUTE KIIETKH (3acsraino riiaBHO Oenute
KPBBHHU KJIETKH) U HEOOXOAUMOCTTA OT IIbJIHA KPpbBHA KapTHHA MPEIH JICUSHHETO U IEPUOIUTHO
0 BpeMe Ha JICYCHUETO Bb3 OCHOBA Ha MPU3HAIM U CHMITOMH.
e Puck ot nH(exnnn/cepro3nu HHQEKIIH
o 7aa o0chIu HEOOXOAMMOCTTA MAMEHTHT J1a C€ CBBPIKE C JIEKap B CIIydaid Ha
MPU3HALN/CUMIITOMH Ha HH(EKIUS WK aKO MAIMEeHTHT IIPUeMa IPYTH JIEKapcTBa, KOUTO
JeiicTBaT Ha MMyHHaTa cucTeMa. AKO Bb3HUKHE Cepruo3Ha HH(EKLHs, TPAOBa Jja ce TOMUCIIH 32
polenypara 3a yCKOPEHO eTMMUHHUPaHE.
2. HanmomHsiHe, 4e TpsOBa J1a peJ0CTaBy Ha MallUeHTa/3aKOHHUS npezcTaBuTen O0yuuTeHa KapTa 3a
MAIMeHTa, BKIIOYUTEITHO J]a IOBJIHU JAHHHUTE 32 KOHTAKT, KAKTO M JIa OCUTYpH pe3epBHa OOydnTenHa KapTa 3a
ManyenHTa npu HeoOXOIUMOCT;
3. HanomHsiHE 32 peoBHO 00CHKAaHE C MAMEHTa/3aKOHHNUS MTPEACTABUTEN Ha ChIBP)KAaHUETO Ha
O6y‘II/ITeHHaTa KapTa 3a maiucHTa IMpu BCAKa KOHCYJITallUA IMTOHC BEAHBIK I'OAUIIHO 1O BPEME Ha JICUCHHUCTO,
4. la HackpyaBa MalMEHTHTE JIa CE CBBP3BAT ChC CBOS JIEKap — CIEIHANUCT B jiedeHneTo Ha MC n/unu ¢
OOIIOMPAKTUKYBAIIUS CH JICKap, aKO MOJIyJaT HAKOW OT MPHU3HAIUTE U CUMIITOMUTE, 00CHKIaHU B
OOyunTenHaTta KaprTa 3a MalHeHTa;
5. Madopmarus 3a TOMBIHATEHATA YCIyTa 3a IEPHOANYHO HATIOMHSIHE Ha manuerTute Ha MS One to One
ye0OcaiiTa 3a HelIpeKbCHATaTa HEOOXOAUMOCT OT e(PeKTHBHA KOHTPAIICIIINS 110 BpeMe Ha JeYSHUETO;
6. [Ipu moTHOBSIBAHE HA pELIENITaTa Ce IPOBEPSBAT HEKEIAHUTE CHOUTHS, 0OCHKIAT CE TCKYIIUTE PUCKOBE U
TAXHOTO NPEAOTBPATABAHE U CC MPAaBAT HPOBEPKH, 3a Ja CC rapaHTrpa aJ€KBAaTCH MOHUTOPUHTI .

OOyunTenHaTa KapTa 3a MalfenTa € cho0pa3eHa ¢ HHPOopMAIHITa B JINCTOBKATA U BKIFOYBA CICAHUTE OCHOBHH
€JIeMEHTH:
1. HamoMHsIHE KaKTO 3a MalueHTHTe, Taka U 32 BCHYKH MEIUIIMHCKY CTICIUATNCTH, YYaCTBAIIN B JICICHUETO UM,
4e MalMeHTHT ce JIEKyBa ¢ Tepu(IyHOMU I, JIEKAPCTBO, KOETO:

e He TpsAOBa Ja ce U3ION3BA MTPH OPEMEHHU JKEHU

® W3UCKBa CHITPTCTBAINA yIIOTPeOa HA ePeKTUBHA KOHTPAIIETIIIHS IIPH JKEHU C JeTePOIeH TOTSHIINAT,

®  U3MCKBA MPOBEpKa 32 OPEMEHHOCT IIpeIr 3all0YBaHe Ha JEUYEHUETO;

e BiMsie BPXY QYHKIHUATA HA YePHUS JPO0;

e  BiHs€ BhPXY Opos Ha KPBBHUTE KJIETKH M UIMyHHATa CHCTEMA
2. Nndopmarus 3a o0yueHHe Ha MAMEHTa OTHOCHO BAXXHUTE HEXKETAHHU PEAKITHH:
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Jla 0OpbIlla BHUMaHKE HA ONPE/ICIICHU PU3HAIM U CUMIITOMU, KOUTO OMXa MOTJIM Jia TTOKa3BaT
YepHOAPOOHO 3ab0sIBane, WM HHMEKITHS, M aKO BE3HUKHE HAKOW OT TsIX, HE3a0aBHO /1a ¢ CBBPIKE C
CBOSI JIEKap/MEIUIINHCKH CICIIAAINACT
Jla HamOMHHM Ha MAIMEHTHUTE OT KEHCKH TIOJ J]a ChOOIIAT Ha CBOSI JIeKap, aKO KbPMST
HanowmHusiHe 3a sxeH ¢ IeTepoIeH OTEHIINAN, BKITFOYUTEIIHO MOMUYETA U TEXHUTE
POIUTENN/TIONATANITUTE TPYKY JTUIIA
O Ja M3MoJ3BaT e)eKTUBHA KOHTPALICIIIHA 10 BpEME Ha U CJIE JICYCHUETO C TepUGIIyHOMH
o 4e Bamwsr siekap 1ie npeocTaBu KOHCYJITAIU OTHOCHO MOTEHIIHAITHATE PUCKOBE 3a TUI0JIA U
32 HEOOXOJJMMOCTTA OT e()eKTHBHA KOHTPAIIESTIIINSI.
O J1a PEeKpaTAT He3a0aBHO JICUEHUETO C JeIIyHOMH, aKO MOJ03HUPAT, Y€ MOXKE J1a ca OpeMEeHHH
U JIa ce CBBpIKAT He3a0aBHO ChC CBOS JIeKap
HamomHasiHe 3a poauTenuTe/moaramuTe TPKH JTUIA iIH MOMHYETa
O JIa ce CBBPXKAT ChC CBOS JIEKAp, KOTaTO MOMHYETO MOJTYYH MEHCTPYAIIHs 32 ITbPBU 1T, 32 Ja
TIOJTy9X KOHCYJITAIMsI OTHOCHO IMOTSHIIMATHIS PUCK 32 IUT0/1a M HEOOXOIUMOCTTa OT
KOHTpAIICTIUs
AKO XeHa ¢ IETepOICH MOTeHITAI 3a0peMeHee:
o /Jla HamOMHM Ha MAIUEHTUTE ¥ HA MEJUIIMHCKUTE CIIEIHAIIICTH 3a MPOIelyparTa 3a YCKOPEHO
CIIMMUHUPaHE
Ja HanoMHM Ha ManMeHTHTe J1a moka3zsaT O0y4nTeHaTa KapTa 3a MalueHTa Ha
JeKapUTe/METUITUHCKUTE CTICIIMATTMCTH, KOUTO UM OKa3BaT MEAUIUHCKH TPHKH (0COOSHO MPH CHEITHH
CBHCTOSHUS M/WJIU aKO CE€ BKJIFOUBAT HOBH JICKapW/MEAUIIMHCKY CIICIIHATHCTH).
Jla ce 3anuiiie gatata Ha MbPBOTO MPENKUCAHKUE, KAKTO U JAHHUTE 32 KOHTAKT HA MPE/IUCBAIIIUS JIeKap

3. Jla HachpuaBa marMeHTUTE J1a IpoUYeTaT BHUMATEIIHO JIUCTOBKATA
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ITPUJIOKEHHUE I1I

JAHHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHITHA KAPTOHEHA KYTHUS

| 1. NUME HA JIEKAPCTBEHUS TPOAYKT

AUBAGIO 7 mg ¢bunmupanu TabaeTKH
TepuIyHOMU

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

Bcesika Tabnerka chbpika 7 mg TepUPITyHOMU,

3. CIIMCBK HA IIOMOINHUTE BEINECTBA

C’L,I[’Lp)l(a ChIIIO: JIAKTO34a. 3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_[I/IH BHXKTC JIMCTOBKATA.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

28 puaMupaHu TaOIETKU

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

[Ipenu ynotpeba nmpoyereTe NUCTOBKATA.
[lepopanHo mpunoxeHue

6. CIIEHUAJIHO NPEAYIIPEXXJIEHUE, UE JIEKAPCTBEHUAT ITPOAYKT TPSBBA JIA CE
CBXPAHABA HA MSACTO, JAJIEYE OT IIOI'VIEJA U TOCEI'A HA JTEIIA

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

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

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'omen mo:

9. CIIEIIUAJIHHU YCJIOBUSI HA CbXPAHEHUE
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10. CIIEIIMAJIHU ITPEAITAZHU MEPKHU ITPU N3XBBPJIISAHE HA HEN3ITOJI3BBAHA YACT OT
JIEKAPCTBEHUTE INPOAYKTHU WJIN OTHAABYHU MATEPHUAJIN OT TAX, AKO CE
N3UCKBAT TAKHUBA

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

Opanuus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/838/006 28 TabimeTkn

13. TIAPTHJIEH HOMEP

[Tapt. Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIMSA HA BPAMJIOBA A3BYKA

AUBAGIO 7MG

| 17. YHMKAJIEH WIEHTH®UKATOP — JIBYU3MEPEH BAPKO/

JIByn3mMepeH 0apKoA ¢ BKIIOYEH YHUKAIECH HICHTU(DUKATOD.

| 18. YHUKAJIEH WJIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JA CBABPKA MEXKJINHHATA OITAKOBKA

, JIOPT®ENI“

| 1. NUME HA JIEKAPCTBEHUS TPOAYKT

AUBAGIO 7 mg ¢bunmupanu TabaeTKH
TepuIyHOMU

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

Bcesika Tabnerka chbpika 7 mg TepUPITyHOMU,

3. CIIMCBK HA IIOMOINHUTE BEINECTBA

C},m,pxca ChIIIO: JIAKTO34a. 3a JOII'BJIHUTCIIHA I/IH(l)OpMaI_II/IH BWKTC JIMCTOBKATAa.

| 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJHA OITAKOBKA

28 puaMupaHu TaOIETKU

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

[Ipenu ynotpeba nmpoyereTe NUCTOBKATA.
[lepopanHo mpunoxeHue

Kanenmapau nan
ITa
Bt
Cp
Yr
IIr
Co
Hn

[Toreue undopmarus 3a Aubagio
QR ko, KOWTO J1a OBIe BKIFOYEH + www.qr-aubagio-sanofi.eu

6. CIIEHUAJIHO NPEAYIIPEXKJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSBBA JIA CE
CBXPAHABA HA MSCTO, JAJIEYE OT IIOI'VIEJA U TOCEI'A HA JTEIIA

I[a CC€ ChbXpaHsiaBa Ha MACTO, HCAOCTBIIHO 3a JCIa.

37


http://www.qr-aubagio-sanofi.eu/

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

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHEIWMAJIHU ITPEAITA3ZHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BBAHA YACT OT
JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT TAX, AKO CE
N3UCKBAT TAKHUBA

11. HMME U AJIPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

Opanuus

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

| 13. TIAPTHUJIEH HOMEP

ITapt. Neo

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAMJIOBA A3BYKA

| 17. YHMKAJIEH NWJEHTU®UKATOP — IBYU3MEPEH BAPKO/|

| 18. YHMKAJIEH NWJEHTU®UKATOP — JTAHHMU 3A YETEHE OT XOPA
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CBbABPXAT BJIMCTEPUTE NJIN JIEHTUTE

BJUCTEP 3A IIOPT®EMI

1. NUME HA JIEKAPCTBEHUS TPOAYKT

AUBAGIO 7 mg

| 2. NME HA ITIPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'omen mo:

4. MHAPTUJAEH HOMEP

[Tapt. Ne

|5.  JPYIo
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHITHA KAPTOHEHA KYTHUS

| 1. NUME HA JIEKAPCTBEHUS TPOAYKT

AUBAGIO 14 mg punmupanu TabieTku
TepuIyHOMU

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

Bcesika Tabnerka chabpika 14 mg tepudiyHomMu.

3. CIIUCBK HA IIOMOINHUTE BEIIECTBA

C’L,I[’Lp)l(a ChIIIO: JIAKTO34a. 3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_[I/IH BHKTC JIMCTOBKATA.

| 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJJTHA OITAKOBKA

14 punmupanu TaOIETKH

28 GunMupaHy TaOIETKU

84 (3 ,,moprdeitna“ mo 28) huiMupaHu TaOICTKA
98 (7 ,,noptdeiina“ mo 14) punmupanu TabICTKH
10x1 ¢punmupanu TabIeTKH

| 5. HAYMH HA ITPUJIOKEHUE U ITBbT(UIIIA) HA BBBEXKJIAHE

[Ipenu ynotpeba mpoyerere JIUCTOBKATA.
ITepopanHo npusioxeHne

6. CIHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPSBBA JIA CE
CBbXPAHSABA HA MACTO, JAJIEYE OT IIOTJIEJA U TOCETI'A HA JTEINA

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

| 7. APYI'U CIIEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJINUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'omen mo:
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9. CIIEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIIEIAJIHU ITPEAITAZHU MEPKH ITPU N3XBBPJIISAHE HA HEN3ITOJI3BBAHA YACT OT
JIEKAPCTBEHUTE INPOAYKTHU WJIN OTHAABYHU MATEPUAJIN OT TAX, AKO CE
HN3NCKBAT TAKHUBA

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

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

®paHuus

12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/13/838/001 14 tabneTkn
EU/1/13/838/002 28 TabneTku
EU/1/13/838/003 84 TabneTku
EU/1/13/838/004 98 tabneTkn
EU/1/13/838/005 10x1 TabmeTka

13. MAPTHUAEH HOMEP

ITapt. Neo

| 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. HMH®OPMAIIMS HA BPAMJIOBA A3EYKA

AUBAGIO 14 MG

| 17. YHMKAJIEH NWJEHTU®UKATOP — IBYU3MEPEH BAPKO/

JIByn3MepeH 0apKoj ¢ BKIIOYCH YHUKAICH HICHTH(UKATOP.

| 18. YHMKAJIEH NJEHTU®UKATOP — JTAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JA CBABPKA MEXKJINHHATA OITAKOBKA

, JIOPTOEMNT“

| 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

AUBAGIO 14 mg ¢punmupanu tabneTku
TeprudITyHOMHT

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

Bcska tabnerka ceappka 14 mg tepudryHOMuUI.

3. CIIMCBK HA IIOMOINHUTE BEIECTBA

Chabpixa ChINO: JIAKTO3a. 32 JIOMBIHUTEIHA HH)OPMAIIHS BUKTE JIUCTOBKATA.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

14 punmupanu TaOIETKH
28 uaMupaHu TaOJICTKU

| 5. HAYYH HA ITPUJIOKEHUE U IBbT(MIIA) HA BBBEXKJIAHE

IIpenu ynorpeba npoyereTe IUCTOBKATA.
[lepopanno npunoxxeHue

Kanennapau nan
ITa
BT
Cp
Yr
IIr
Co
Hn

[ToBeue nHpopmanus 3a Aubagio
QR Koz, KolTO TpsiOBa Aa ObAe BKIIOYEH + www.qr-aubagio-sanofi.cu

6. CIIEHUAJIHO NPEAYIIPEXXKJIEHUME, UE JIEKAPCTBEHUAT ITPOAYKT TPSBBA JIA CE
CBXPAHABA HA MSCTO, JAJIEYE OT IIOI'VIEJA U JOCEI'A HA JEITA

I[a CC€ CbXpaHsiaBa Ha MACTO, HCAOCTBIIHO 3a JCIIa.
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| 7. APYI'U CHHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHEIWMAJIHU ITPEAITA3ZHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BBAHA YACT OT
JIEKAPCTBEHUTE INPOAYKTHU NN OTHAABYHU MATEPHUAJIM OT TAX, AKO CE
N3UCKBAT TAKHUBA

11. HMME U AJIPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

Opanuus

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

| 13. TIAPTHUJIEH HOMEP

ITapt. Neo

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAMJIOBA A3BYKA

| 17. YHMKAJIEH NWJEHTU®UKATOP — IBYU3MEPEH BAPKO/|

| 18. YHMKAJIEH NWJEHTU®UKATOP — JTAHHMU 3A YETEHE OT XOPA
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CBbABPXAT BJIMCTEPUTE NJIN JIEHTUTE

BJIMCTEP C EJUHUYHMU J10O3U

| 1. NUME HA JIEKAPCTBEHUS TPOAYKT

AUBAGIO 14 mg Tabmetkn
TepuIyHOMU

| 2. HUME HA ITIPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

4. MHHAPTUJAEH HOMEP

ITapt. Neo

|5.  JPYIo
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CBbABPXAT BJIMCTEPUTE NJIN JIEHTUTE

BJUCTEP 3A ,,JIOPT®ENT

1. NUME HA JIEKAPCTBEHUS TPOAYKT

AUBAGIO 14 mg

| 2. NME HA ITIPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'omen mo:

4. MHAPTUJAEH HOMEP

[Tapt. Ne

|5.  JPYIo
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Bb. IUCTOBKA
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JIucToBKAa: I/lH(l)OpMaIll/Iﬁ 3a manMeHTa

AUBAGIO 7 mg ¢puamupanu TadiaeTkn
AUBAGIO 14 mg puamupanu TadjieTKH
tepudyHomu (teriflunomide)

IIpouereTe BHUMATEIHO LSIJIATA JUCTOBKA, IPeIHU 1A 3all0YHeTe Ja pueMaTte TOBA JIEKAPCTBO, Thil KATO

TA ChAbpP:Ka BazkHa 3a Bac undopmanus.

- 3anaseTe Ta3u JIMUCTOBKA. MoJKe /1a c€ HAJIOKU J1a 51 IPOUYETETE OTHOBO.

- AKO MMaTe HIKAKBHU JOIBIHUTEIIHH BBIIPOCH, NTonuTalTe Bamus nekap nin ¢papmanesT.

- Tosa nekapcTBO € npeanucano JMyHo Ha Bac. He ro mpeorcrenBaiite Ha apyru xopa. To Moxe na um
HaBpEeIH, HE3aBUCUMO Y€ MPU3HALMUTE Ha TAXHOTO 3a00JsBaHe ca ChIIUTE KaTo Bamure.

- AKO mosryuuTe HSIKaKBU HEXXEJaHU peakluy, yBegomere Bamms nexap winn papmanest. ToBa BKIIIOUYBa U
BCHYKU BB3MOKHU HCXKCIIaHU PCAaKIINM, HCOITMCAHU B Ta3U JIMCTOBKaA. Bmkre Touka 4.

Kakso CbAbpPiKa Ta3u JUCTOBKA:

Kaxso npencrasisiBa AUBAGIO u 3a kakBO ce M3I0JI3Ba
Kakso Tpsi0Ba na 3naere, npeau na npuemere AUBAGIO
Kax na npuemere AUBAGIO

BBb3M0XHU HEXKEaHU PEAKLIUU

Kak na cexpansate AUBAGIO

CwapprkaHre Ha ONTAKOBKATA U JIOIIBITHUTETHA HH(DOPMAITUS

SN e

1. Kakso npeancrasiasisa AUBAGIO u 3a kakBo ce U310/13Ba

Kakso npeacraBiassa AUBAGIO
AUBAGIO cpabpxa akTHBHOTO BEIIECTBO TEPUPITYHOMHU, KOETO € IMYHOMOIYJIMPAIIO CPEJICTBO U PETYIHpa
HMMYHHAaTa CHCTEMa, 3a Jla OTPAaHN4M HeHATa aTaka BbPXY HEpPBHATa CUCTEMA.

3a kaxBo ce m3noazea AUBAGIO
AUBAGIO ce n3non3Ba npu Bb3pacTHHU | TpH Aena 1 roHouH (Ha 10 roquHN 1 oBede) 3a JIeueHue Ha
MPUCTHITHO-PEMUTEHTHA MHOXKECTBeHa ckiiepo3a (MC).

KakBo npeacrasiisiBa MHOKeCTBEHATA CKJIepo3a

MC e xpoHnuHO 32005 BaHe, KOETO 3acsra rnenrparnara HepeHa cuctema (LIHC). ITHC ce cberou oT TiIaBHHS
MO3bK U rpbOHaYHUs MO3BK. [Ipr MHOKECTBEHA CKIIEp03a Bh3MAJICHUETO Pa3pylllaBa 3alliTHATa OOBUBKA
(mapeuena muenuH) okono Hepsute B LIHC. Ta3u 3aryba Ha MyuenuH ce Hapu4a AeMuennHru3anus. ToBa cimpa
MPaBUITHOTO (PYHKIIMOHHPAHE HA HEPBUTE.

Xopara ¢ mpucThIiHa (popMa Ha MHOXKECTBEHA CKJIEPO3a UMAT IMOBTAPSIIU CE aTaKH (IIPUCTHITN) HA PUIUICCKH
CUMIITOMH, IPUYNHEHH OT HEMPABIIIHOTO PYHKIIMOHUPAaHE HA HEpBUTE. Te31 CUMIITOMH ca PAa3InIHH MTPH
Pa3IUYHUTE MAIUEHTH, HO OOMKHOBEHO BKIIIOYBAT:

. 3aTPyTHEHO XOJICHE
. po0IEMH ChC 3PCHUETO
. poOIeMHU C paBHOBECHETO.

CuMnTOMHTE MOTAT J]a M34Ye3HAT HAITBJIHO CJIC]] OT3ByYaBaHE Ha MPUCTHITA, HO C TEUCHHE Ha BPEMETO HIKOU
poOIeMu MOKE J]a OCTaHAT MEXKIY IPUCTHITUTE. ToBa MOXKe /1a MPUINHU (HU3UYecKa HHBATHIA3AIINS, KOSITO
MOXKe€ J1a IIpeur Ha BaiuTe exxenHeBHU TEHHOCTH.
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Kak neiictrea AUBAGIO

AUBAGIO nomara 3a nipeana3Bane Ha IIeHTpajTHaTa HEpBHA CHCTEMa OT aTaKi Ha UMyHHAaTa CUCTeMa, KaTo
OorpaHHYaBa HapacTBaHETO HAa Opos Ha HIKOW OeNU KPhBHU KieTkH (numMdoruTr). ToBa orpaHnvaBa
BB3MAJICHUETO, KOETO BOJIU JIO YBpEekIaHe Ha HepBute npu MC.

2.

KakBo TpsioBa n1a 3HaeTe, npeau 1a npuemere AUBAGIO

He npuemaiite AUBAGIO:

aKoO CTC aJICPTUYHU KbM TepI/Iq).HyHOMI/UI WJIN KbM HIKOSA OT OCTaHAJIMTC CbCTAaBKU Ha TOBA JICKApPCTBO
(u30poeHu B TOUKA 6),

aKo HAKOTa CTe Pa3BUBAIU TEKbK KOKEH 0OPHB WIIH JIFOIICHE HA KOXKATa, MEXypH W/UJIH PaHU B ycTaTa
cien npueM Ha Tepu(IyHOMUI WK J1e(IyHOMUI,

aKo UMAaTe TeKKHU YSPHOAPOOHH MPOOIeMH,

aKko cTe OpeMEeHHa, CMATATE, Ye MOXKE Jla CTe OpEMEHHA, UITH KbPMHUTE,

aKo CTpaJiaTe OT CEPUO3EH Mpo0dIieM, KOITO 3acsra Bamata nmMyHHa cucteMa, Harp.npuIo0uT
nmyHonedumuren cuaapom (CITMH),

aKo UMAaTe CepHO3eH MPOOJIEM C KOCTHHS MO3BK WITH aKO MMATEe HUCHK OpOW YePBEHU WM OCITH KPHBHU
KJICTKU B KPBBTa, MJIM HaMajieH Opoii TpOMOOIIHTH,

aKo CTpaJiaTe OT Cepruo3Ha HH(DEKINS,

aKo UMaTe TeKKU ObOPEYHN MPOOIEMH, KOUTO HAJlaraT JUain3a,

aKO UMaTe MHOTO HUCKH HUBA HA OCNTHIIM B KPHBTA (XUMIOMPOTCHHEMUS ),

AKO He cTe CHUTypHH, ToBopeTe ¢ Bamus nekap mnu ¢apmMarnieBT, Mpean Aa U3M0I3BaTe TOBA JIEKapCTBO.

Ipexynpesxaenus: u npeanasHu MepKu
T'oBopete ¢ Bamms nekap win dapmaneBt npeau aa m3nonssare AUBAGIO, ako:

uMare YepHOIPOOHHN MPOOIIEMH W/UITH aKo TpHeMaTe TOJIEMH KOIMYeCTBa ajKoxXoJl. Bamust inekap me Bu
HanpaBy KPbBHU M3CJIEABAHUS IIPEIH U IO BpEMe Ha JICUSHHUETO, 3a J]a IPOBEPHU KOJIKO A0Ope paboTu
yepHus Bu npo6. Ako pesynratute oT nscienBanusaTa Bu nokaxar Hamuuue Ha mpoOiieM ¢ YepHus Ipoo,
Bamusat nexap moxxe aa crpe jgeuenuero Bu c AUBAGIO. Mo, npouerete Touka 4.

uMarte BUCOKO KPBbBHO HaJATaHe (XUIIEPTOHMS) U AaJIM TO ce OBIaAsABa c Jekapctsa win He. AUBAGIO
MOJKe J]a TPUYMHY TIOBUILIABAaHE HA KPBBHOTO HaJsraHe. Bamust jekap mie nmpoBepsiBa KpbBHOTO Bu
HaJIATaHe TIpeId HayaJoTo Ha JCUYSHHETO U PEJIOBHO ciie]l ToBa. MoJis, mpodeTeTe TouKa 4.

nmate uadekums. [Ipeau na npuemare AUBAGIO, Bamust niexap 1ie ce yBepu, ue OposT Ha Oenure
KPBBHHU KJIETKU U TpoMOOLUTHTE B KpbBTa Bu € noctaTbueH. Trit karo AUBAGIO namansisa Opost Ha
OenuTe KPBBHU KIIETKH B KPBBTa, TOBA MOXKE JIa 3aceTHE crlocoOHOCTTa Bu fa ce Gopurte ¢ nHdpeknusara.
Bammsr nexap moxe 1a Bu HarpaBu KpbBHU H3CJICIBAHHS 32 J1a TIPOBEPH OETUTE KPBBHU KIIETKH, aKO
MHCIIUTE, Y€ UMaTe HAKAaKBa HH(EKLus. XepIec BUPYCHU MH()EKLINH, BKIIOUUTETHO XEpIIeC Ha yCTaTa
WM XEpIIeC 30CTep MOTaT Jia ce MOABAT IIPHU JiedeHue ¢ TepudayHomMua. B Hikou ciaydan Moxe aa ce
MOSIBAT CEPHO3HU ycllokHEeHus. Bue TpsiOBa na yBenomure Bamus nexap He3a0aBHO ako MOA03UpaTe, de
uMarte CUMIITOMH Ha Xepliec BupycHa uHdekuus. Mo, npoueTere Touka 4.

UMate TeKKU KOXKHH PEaKIHH.

uMare pecupaTopHi CUMIITOMHU.

“MaTte ¢i1aboCT, CKOBAHOCT M 0OJIKA B PBIETE U KpaKaTa.

MIPEICTOM Ja c€ BaKCUHUPATE.

npuemare nediaynomun ¢ AUBAGIO.

npeMHuHaBate KbM Uiy oT Jedenue ¢ AUBAGIO.

Tps6Ba na Bu ce HanpaBu onpenesieH BUI U3CIIEABaHE HA KPbBTa (HUBO Ha Kanuii). Bp3moxxHO €
HM3MEPBAHETO J1a MTOKaKe (allinBO HUCKH HUBA HA KaJIIHH.

I'oBopete ¢ Bamms niekap nim gpapmaresT:

ako jokato ce sekyBate ¢ AUBAGIO Bu ce 00pa3yBaT KOKHU S3BU WM 3a3][PABSIBAHETO HA PAHUTE € T10-
0aBHO.

48



- aKo Ie UMaTe WK CTe MMAITM HACKOPO TOJIsIMa OTIepaIIvsl WITH aKo BCe Olle MMaTe He3a3/IpaBsiia paHa
cien onepanus, Thit kKato AUBAGIO moxxe nma 3a0aBu 3a31paBsSBaHETO HA PaHM.

Peakuum oT cTpaHa HA TUXATEJTHATA CHCTEMA
Kaxxere na Bamms nekap, ako nMare HeOOsICHIMA KalluTUIa U JUCTTHES (3aAyX). Bammar nekap Moxe na
W3BBPIIN JOITBIHATEHN U3CIIECIBAHUS.

Jleua u roHOIIMN
AUBAGIO =e e npegnasHadeH 3a yrnotpeba mpH erna Ha Bs3pacT noj 10 roguHu, Thi KaTo He € M3MHUTBAaH MpU
MaIUeHTH ¢ MHOXecTBeHa ckiepo3a (MC) B Ta3u Bb3pacToBa rpyra.
[IpenynpexneHusiTa u mpeana3HUTe MEPKU, N30POSHU MO-Tope, BaXKaT ChIIO U 3a nena. Creanara nHpopManus
¢ Ba)kHa 3a JIeIa U 3a MOoJIaralluTe TPHKY 3a TSX JIIA:
- HabmoJaBaHO € BB3MAJICHHE HA TTAHKpeaca IMpH MalueHTH, oiTydaBamm Jeduyromu. JlekapsaT Ha
BameTo gere Moxe 1a HanpaBu KPbBHU U3CJIEIBaHUS, aKO CE IMOA03MPa Bh3IaJICHHE Ha MTaHKpeaca.

Apyru nexapcrBa u AUBAGIO

Wndopmupaiite Bamus nekap nin ¢papmManeBT, ako H3M0JI3BaTe, HACKOPO CTE M3IOJI3BAIH WIIM € Bb3MOXKHO J1a

W3ION3BaTe JPYTH JekapcTBa. ToBa BKIIOYBA U JIEKAPCTBA, OTITYCKaHHU 0e3 pelenTa.

[o-xoHKpeTHO, yBeqoMeTe Barms iekap nin ¢papmareBT, ako prueMaTe HIKOEe OT CIeIHUTE:

- nedIIyHOMH, METOTPEKCAT U IPYTH JIEKApCTBa, KOUTO BIMAAT HA UMyHHATa CHUCTEMa (HapUYaHU YECTO
HUMYHOCYTIPECOPHU HIIM KMYHOMOYJIaTOPH)

- pudamnuimH (JIEKapCTBO, U3IMOA3BAaHO 3a JICUCHUE Ha TyOepKyyI03a U APYry HH(EKIHH)

- KapOamazenuH, peHoOapOuTan, (eHNTONH 3a SIIIISTICHS

- KBJIT KAHTAPUOH (OMITKOBO JIEKAPCTBO 32 JETIPECHS)

- penariivHu, MUOTIINTa30H, HATETTTMHH] HJIH POCHUTJINTA30H 32 JruadeT

- JayHOPYOUIINH, TOKCOPYOUIIMH, MTAKIUTAKCEN WK TOMIOTSKAH 3a paK

- IyJIOKCETHH 3a JeTIpecHs, He3abpiKaHe Ha YpUHATA WK NPH OBOpedHo 3a00IABaHe TIpU AHA0ET

- QJIOCETPOH 32 OBJIA/IIBAHE HA TEXKa JUAPHS

- TeouimH 3a acTMa

- TU3aHUJMH - MUOPEJIAKCaHT

- BapdapuH - aHTUKOAryJIaHT, U3ITOJI3BaH 32 pa3pekaaHe Ha KphBTa (IIPaBH s MO-TEYHA), 32 J1a ce N30eTHe
o0pa3yBaHe Ha KPbBHU ChCHPEIH

- MEPOPATHU KOHTPALCTITUBH (ChABPIKAIIN €THHUIICCTPAINOI U JICBOHOPTECTPEN)

- nedakiop, OeH3WIMEeHUIIINH (TeHUIHH G), TUIPOQIIOKCAINH 32 HHPEKINH

- WHIOMETAIMH, KeTonpo(deH 3a 00JIKa WK Bb3NaJeHNE

- (dypo3eMua 3a CbpIEeYHO 3a00IsIBaHe

- LUMETHIMH 32 HaMaJsiBaHe Ha CTOMAIIHUTE KUCEITMHU

- 3unoByauH 3a XUB-nnbeknns

- pO3yBacTaTHH, CAMBACTATHH, aTOPBACTATHUH, MPABACTATHH 33 XUIIEPXOJIECTEPOIEMHsI (BUCOK XOJIECTEPOI)

- cyidacanas3uH 3a Bb3IAIUTENHO 3a00JIIBaHE HA YepBaTa WINM PEBMATONIEH apTPUT

- XOJIECTHPAMUH 3a BUCOK XOJIECTEPOJI W 3a o0JIeKIaBaHe Ha ChbpOeska MPH 4epHOAPOOHO 3a00JIIBaHE

- aKTHBEH BBIJICH 32 HaMaJIsiBaHe Ha abcopOLMsATa Ha JIEKapCTBa U IPYTH BEILECTBA.

BpemenHocT u KbpMeHe

He npuemaiite AUBAGIO, ako cte OpeMeHHa WK cMsATaTe, Y€ MOXKe J1a cTe OpeMeHHAa. AKO cTe OpeMeHHa Ui
3abpemeneete mokato B3eMate AUBAGIO, pucksT 1a uMarte aete ¢ BpoaeHU AedekTu e noBuiieH. XXenure ¢
JeTepO/ICH MOTEHIMAN He TPpsiOBa /1a U3I0I3BaT TOBA JIEKApCTBO 0€3 [a NpuiaraT HaJeKAHU KOHTPaLeITUBHU
MEpKHU.

Axko Bamrara geiieps noiay4an MeHcTpyanwst, fokaro npuema AUBAGIO, tpsOBa ga nndopmupare nexaps,
KOMTO Il TIPeI0CTaBU CHeNHaIN3upaHa KOHCYNITAIMS OTHOCHO KOHTPALICTIUATA U TIOTEHIIMATHUTE PICKOBE B
cirydail Ha OpeMeHHOCT.
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Nudopmupaiite Bams nekap, ako riaHupate a 3a0peMeHeeTe Clie/l IPEyCTAaHOBsIBAHE Ha JICUCHHUETO C
AUBAGIO, 15ii kato TpsiOBa 11a € CUTYPHO, Y€ MO-TOJIIMATa YacT OT TOBA JIGKAPCTBO CE € M3UMCTHIIA OT
opranm3ma Bu npenu na 3abpemeneete. [1o ecTecTBeH BT OT/ENSIHETO HA aKTUBHOTO BEIIIECTBO MOXKE J1a
OTHEMe JI0 2 ToanHU. BpeMeTo Moke Ja ce HaMmalu JI0 HAKOJIKO CEJAMHMIIM Ype3 TIPUEM Ha OTpEACIICHI
JieKapcTBa, KOUTO yckopsaBaT orcrpansBaneTo Ha AUBAGIO ot Bamms opranuszsm.

U B nBata cirydas TpsiOBa J1a ce MOTBBPAN Upe3 U3CiIe[BaHe Ha KPBBTA, Ue aKTUBHOTO BEIIIECTBO € OTCTPAHEHO B
JIOCTaThYHA CTETICH OT OpraHu3Ma Bu, u € Heo0X0MMO MOTBBPKICHUE OT Balms iekyBar jiekap, 4e HHBOTO
Ha AUBAGIO B xpbBTa B1 € 1ocTaTh9HO HUCKO, 32 J1a C€ JOIyCHE Ja 3abpeMeHeeTe.

3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/IH OTHOCHO J'Ia60paTOpHI/ITe H3CJICABAHUS, MOJIS, CBBPKETEC CC C Bamms JICKap.

Axo mosto3upare, ue cre OpemenHa gokaro npruemare AUBAGIO nnu 3a meprosa OT 1Be TOIUHH CJIE/] KaTo CTe
CIIpeIu JIeueHHeTo, TpsoBa aa npeycranoute npuema Ha AUBAGIO u na ce cBppxere Benqnara c Bamms
JIeKap 3a u3cienBaHe 32 OpeMEHHOCT. AKO U3CJIEABAHETO IOTBBPAH, Ye cTe OpeMeHHa, Bammar nexap moxe aa
Bu nipenoxu neyeHue ¢ onpeeneHn gekapcersa 3a orcrpanssane Ha AUBAGIO ot oprannsma Bu 06p30 1 B
JI0CTaThuHA CTEIIEH, Thil KaTO TOBa MOJKE Jla HamaJiu pucka 3a Barero 0ebe.

Kontparenius
TpsiOBa na usnon3Bare eh)eKTUBEH METOJ 32 KOHTPALICIIIHS 10 BpEME Ha JICUCHUETO U CJIC] JICUCHUETO C

AUBAGIO. TepugmyHomun octasa B KpbBTa Bu abiaro Bpeme, ciej Kato cTe CIpeNu Aa IO B3eMare.

[Ipoasmxere na n3non3Bare epeKTUBHA KOHTPALCIILHS, CJIE/ KaTO CIPETE JICYEHUETO CH.

- [Iponwsmkasaiite, mokato HuBata Ha AUBAGIO B kpbBTa B1 cTaHaT TOCTATHYHO HUCKH - BammwsT nekap
111e TPOBEPH TOBA.

- I'oBopete ¢ Bammms nekap 0THOCHO Hail-g0OpHs METOA 3a KOHTpaLenuus 3a Bac, kakTo 1 mpu eBeHTyaIHa
HYy’XJIa OT CMsIHa Ha METO/1a 32 KOHTPAIeIHATA.

He B3emaiite AUBAGIO nokato kbpMuTE, Tl KaTO TepU(PIYHOMUA TPEMUHABA B KbpMarta.

lodupane u padoTa ¢ MAIIUHU

AUBAGIO moxe na Bu Hakapa 1a ce yyBcTBaTe 3aMastHi, KOETO MOXKE J1a 3acCeTHe CocoOHOCTTa Bu 3a
KOHIIEHTpaLMs ¥ peakius. B TakbeB cinydaii He TpsaOBa na modupaTe uin aa paboTUTe ¢ MAIIUHH.

AUBAGIO cbhabpika JJakTo3a

AUBAGIO cpapprka nakrosa (Buf 3axap). Axo Bammsar nekap Bu e kazai, e uMaTe HEHOHOCUMOCT KbM HAKOH
BHJIOBE 3aXapH, CBbp)KeTe ce ¢ Bamus nekap rpenu 1a mpueMaTe ToBa JIEKapCTBO.

AUBAGIO cbabpaxa HaTpuid

ToBa nexapcTBO chabppka mo-Manko oT 1 mmol Hatpuit (23 mg) Ha TabneTka, T.e. MOXKe /1a Ce Kaxe, ue
MPaKTHUYECKH HE ChAbpKa HATPHUHl.

3. Kak na npuematre AUBAGIO

Jleuennero ¢ AUBAGIO 1ie ce mpoBexa moja HaOI0IeHHETO Ha JIeKap, KOMTO UMa OTHT B JICUSHHETO Ha
MHO>KECTBEHA CKJIEPO3a.

Bunaru n3nomnzBaiite ToBa JIeKapcTBO TOUHO KakTo Bu e kazan Bamusr nexap. Ako He cTe CUTYpPHH B HEIIIO,
nonuTaiite Bamus nekap.

Bn3pacTHn
[IpenmoppuntenHara fgo03a e enHa Tadnerka or 14 mg AHEBHO.
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Jena u ronomn (Ha Bb3pact Hax 10 roaunmn)

Jlo3aTa 3aBHCH OT TEJIECHOTO TEIJIO:

- Heua c tenecno terno Han 40 kg: eqna tabnerka ot 14 mg THEBHO.

- [ena c TenecHo Terno, mo-mManko win paBHo Ha 40 kg: enna tabneTka oT 7 mg THEBHO.

Jenata 1 OHOIIUTE, KOUTO JOCTHTHAT CTAOMIHO TeJlecHO Teriio Hax 40 kg, 1ie moyrydar yka3zaHus OT CBOs JIeKap
Jla IpeMUHAT KbM e/1Ha TabneTka oT 14 mg AHEBHO.

[I'bT/HaYMH Ha IPUIOKEHHUE

AUBAGIO e 3a nepopanno npunoxenne. AUBAGIO ce npuema exeHEBHO KaTO €UHUYHA THEBHA 71032 110
BCAKO BpEME Ha JICHS.

Tps6Ba ma reaTaTe TabieTkaTa IsIa ¢ Majako BOJA.

AUBAGIO mosxe aa ce npuema cbC nin 6e3 Xxpasa.

AKo cTe mpueu moBeye oT HeodxoqumaTa 103a AUBAGIO
Axo cre npuenu noseve ot Heodxoaumara no3a AUBAGIO, obanere ce BeaHara Ha Bamms sekap. Bue moxxe
Jla TIOJTyYUTe HEeXKellaHU PeakLuH, TOA0OHM Ha Te3H, KOUTO ca OMHMCaHM B TOYKA 4 MO-/101Ty.

AKo cTe nponycHaau Aa npuemere AUBAGIO
He npuemaiite aBoiina no3a, 3a 1a KOMIIEHCHpaTe NpoIycHaTara TabineTka. B3emere crneaBaiara 103a B
Ha3HA4YEHOTO BpPEME.

AKko cte cnipesin npuema Ha AUBAGIO
He cnupaiite npuema Ha AUBAGIO u He npoMensiite Bamara qo3a npeau aa cre ce nochbBeTBaNu ¢ Bamus
JeKap.

AKO MMaTe HSIKaKBU JIOMBJIHUTEIHN BBIIPOCH, CBBP3aHH C yIOTpebaTa Ha TOBa JISKApCTBO, monuraiire Bamus
JeKap i GpapmaresnT.

4. Bb3MOXKHU HelKeJIaHU peakun

KaxTo Bcuuku nexkapcTBa, TOBa JIEKAPCTBO MOKE /1a PEIU3BUKA HEXKeNIaHU peakIiy, BbIPEKH Ye He BCEKU TH
MOJTy4aBa.

[Ipu TOBa NEKaPCTBO MOKE A3 BH3HUKHAT CICIHUTE HEXKEIIAHH PEaKLIH.
CepHO3HH HeKeJTAHU PeaKIuu

Hsikou HexxenaHu peakuyy MoraT a ObJaT WK 1a CTaHAT CEPUO3HU. AKO MOJyYUTE HIKOHU OT TAX, He3a0aBHO
yBenomere Bammus jexap.

Yectn (Morar na 3acersar a0 1 Ha 10 qymm)
- Brp3nanenune Ha nmaHKpeaca, KOETO MOXe Jja BKJIIOYBAa CUMIITOMH Ha 00JIKa B KOpEMHaTa 00JIacT, TaJieHe
WM TIOBpBIIaHe (4ecToTara € ,,4eCTH " PU MeJUaTPUIHU alUeHTH H ,,HeUYeCTU IPU Bb3PaCTHU
MAalKeHTH).

Heuectu (Morat na 3acersar go 1 mva 100 gymmm)

- QJIIEPTUYHU PEAKIINU, KOUTO MOJKE JIa BKJIFOYBAT CUMIITOMHU Ha OOpUB, KONIPUBHA TPECKA, MTO{yBaHEe Ha
YCTHUTE, €3UKa WU JIUIETO, WU BHE3AITHO 3aTPYAHCHO JTUIIIAHE;

- TEXKU KOKHU PeaKIiiy, KOUTO MOXKE J]a BKJIFOUBAT CUMIITOMH Ha KOXKEH 00pUB, MEXYpH, TIOBUIIICHA
TeMIIepaTypa UiH S3BU B YCTATa;
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TEXKU UHPEKITUH WM CETICUC (MTOTSHITUATHO KUBOTO3aCTpallaBail BUa HHPEKINs ), KOUTO MOXKE J1a
BKITIOYBA CUMIITOMH Ha BUCOKA TEMIIEpaTypa, TperepeHe, TPhIIKH, HAMAJICHO OT/CIsIHE Ha ypUHA UITH
00BPKAHOCT;

BB3MAJICHNE Ha OenuTe ApoOOBE, KOETO MOXKE JIa BKIIIOYBA CUMIITOMH Ha 33yX WIN YIOPHUTA KalllIHIIA.

C Hen3BeCTHA YeCcTOTA (OT HAaJIMYHUTC JaHHHU HC MOXKC Ja 6’[:,[[6 HallpaBCHa OI_ICHKEI):

CEPUO3HO YePHOIPOOHO 3200 IsIBaHE, KOETO MOXE J1a BKJIFOYBA CHMIITOMH Ha MOXKBJITSIBaHE HAa KOXKATa WK
Ha Os1aTa 4acT Ha OYUTE, MO-ThMHA OT OOMYaifHaTa yprHA, HEOOSICHUMO TaJIeHe U TIOBPBITIaHe, WiTu O0IKa
B KOpeMa;

Jpyru HexeaaHU peaKUMM MOTaT Jja BB3HUKHAT ChC CJIeIHATa YECTOTa:
MHoro yectu (MoraT Ja 3acerHat nosede ot 1 Ha 10 mgymmn)

riaBoOome

TUapus, rajgeHe

noeuinaBane Ha AJIAT (noBuIlleHH KPBBHY HMBA Ha OMNPE/ICIICHU YEPHOAPOOHU CH3MMHM), YCTAaHOBSBA CE
4ype3 U3CIeABAHUS

M3THHSBAHE HA KOcaTa

Yectn (Morar aa 3acersar a0 1 Ha 10 gymm)

rpun, HHPEKIHs Ha TOPHUTE AUXATEIHU MBTHUINA, UHPEKINs Ha TUKOYHHUTE IIBTHIIA, OPOHXUT, CHHY3HT,
0OJIKH B TBPIOTO U AUCKOMMOPT NPH MPETIIbIIaHe, IINCTUT, BUPYCEH TaCTPOCHTEPHT, 350Ha HHPEKIIHS,
JApYHTHT, THOMYHA HH(EKIHA Ha XOAUIIOTO;

Xepriec BUPYCHH WH(EKINH, BKITFOUATEHO XePIIeC Ha yCTaTa U XepIiec 30¢Tep ChC CHMIITOMH KaTo
MeXypH, lapeHe, ChpOek, H3TPBIIBaHE WK OO0JIKa 110 KOXKaTa, OOMKHOBEHO OT €IHaTa CTpaHa Ha ropHaTa
YacT Ha TAIOTO WM JILETO, U IPYTd CHMIITOMH, KaTO TIOBHUILIEHA TEMIIepaTypa U cliabocT;

nabopaTOpHU CTOMHOCTH: HaMalsiBaHe Ha OpOos Ha YePBEHNTE KPHBHU KIIETKH (aHeMus ), HaOJIroaBaHu ca
MIPOMEHH B TaOOpaTOPHUTE U3CJICABAHUS HA YepHUS Ipo0 1 OennTe KPbBHU KIETKH (BHKTE TOUKa 2),
ChHIIIO TaKa MOBUILIECHUS HA MYCKYJICH eH3uM (KpeatuHpochoknHaza);

JIEKH aJlepTUYHA PEaKINu;

YYBCTBO Ha TPEBOXKHOCT;

MpaBy4YKaHe, 9yBCTBO Ha c1a00CT, U3TpBIIBaHe, OOIKaHe WK OOJIKa B TOJTHATA YacT Ha I'bpOa WITH B Kpaka
(ummac); u3TphIBaHe, MapeHe, OoLKaHe WK O0JIKa B pblIETe U NPBHCTUTE (CHHAPOM Ha KapmalHUs TyHEN);
ChpLICONCHE;

MTOBUIIIEHO KPHBHO HAJISITAHE;

MOBpBIIane, 3000011, 00JIKa B TOpHATA YaCcT HA KOpEMa;

00pHB, aKkHE;

00JIKa B CyXOXKWJIMATA, CTABUTE, KOCTUTE, MYCKYyJTHa OoJKa (MyCKYyJTHO-CKeJIeTHa 0OJIKa);

HY’KJ]a OT I0-4€CTO OT OOMYaWHOTO YPUHUPAHE;

Ooe3HeHa ¥ O0MIIHA MEHCTPYaLus;

0oJIKa;

JIUTICA HA CHEPTHUS WM OTHATHAIIOCT (aCTEHU);

HaMaJIABaHE Ha TEJIECHOTO TerJIo.

HeuecTu (Morar ga 3acernar 1o 1 zva 100 gymm)

HaMaJIABaHe Ha Opos Ha TPOMOOLIMTHUTE B KPBBTa (JIeKa TPOMOOIIMTOIICHHS);

MOBHUIIIEHA YyBCTBUTEIHOCT 0COOEHO Ha KOXKaTa; MpoOosKaalia WK myJicupaiia 00Jka 1o Xo/1a Ha eIUH
WIN TIOBEYE HEPBH, IpoOIeMH ¢ HEPBUTE Ha PHLETE WM KpakaTa (nepudepHa HeBpoOIaTHs);
HapyIICHNS HAa HOKTUTE, TEKKH KOXHH PEaKIIH

MOCTTpaBMaTH4Ha 00JIKa

TICOpHAa3nC

BB3MAJICHUE Ha ycTaTa/yCTHUTE

OTKJIOHEHHS OT HOpMaNHUTE (peepeHTHH) CTOMHOCTH Ha Ma3HUHUTE (JIMIIMIIN) B KPBBTa
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- BB3NAJICHHUE Ha e6eI0TO YepBO (KOJIHT)

Penxu (Morat na 3acernat o 1 va 1 000 mymm)
- BB3MAJICHUE WIN YBPEXKAaHe Ha YepHUS 1po0

C Hen3BecTHA YecTOTa (OT HATUYHHUTE JaHHU HE MOXeE J1a Ob/Ie HalTpaBeHa OIICHKA)
- OenoapoOHa XUIIEPTOHUS

Jena (Ha Bn3pacT Haa 10 roguHu) 4 OHOIIH
Hexenanute peakiuu, n30poeHH MO-rope, Ce OTHACAT U 3a Jiena U roHoiy. Cieipamara JOITbIHATEIHA
nH(pOpMAaIUs € BaXKHA 32 JIel[a, FOHOIIIY U IOJIaralluTe TPHKY 32 TAX JIUIA;

Yectu (Morar aa 3acersar a0 1 Ha 10 gymm)
- Br3manenue Ha mankpeaca

Cro01iaBaHe HA HeXKeJIaAaHU Peaknu

AKO MOJTyYuTe HIKAKBU HEXKEIaHHU JICKAPCTBEHH PEakiiu, yBefomete Baius nexap wiu papmarnent. Tosa
BKJIFOYBA M BCHYKU Bh3MOXXHHU HEXXEJIAHHU PEaKIInH, HEOMCAHH B Ta3U JIUCTOBKA. MOXKETE ChIIO 1a ChOOIIUTE
HEXKEJIaHU peaKIMy JUPEKTHO Ype3 HallHOHAITHATA CHCTeMa 32 choOIaBaHe, mocodcHa B [Ipunoxenue V. Karo
choOIaBaTe HEXKEIIAaHN PEaKLIUK, MOJKETE JIa TaJIeTe CBOSI IPUHOC 32 MOJy4YaBaHe Ha IoBeYe HH(OpMaIus
OTHOCHO 0€301acHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansiBate AUBAGIO
[la ce cpxpaHsBa Ha MACTO, HEIOCTBITHO 32 JeLa.

He m3mon3Baiite ToBa JIeKapCcTBO Ciea CPpoKa Ha TOJHOCT, OTOEIISI3aH BhPXY KyTHsaTa u moprdeiina cien ,,I ogeH
10, CpOKBT Ha TOAHOCT OTTOBAPS HA MOCIECIHUS JICH OT MTOCOYSHUS MECEIT.

To3u JICKApCTBCH NPOAYKT HC U3UCKBA CIICHHUAIHU YCIIOBUA HA ChbXPAaHCHHUC.

He H3XB’LpJ'I$IﬁT6 JICKApCTBAaTa B KaHAJIU3aluATa WU B KOHTeﬁHepa 3a JOMalIH! OTIIadbIIN. IlommraiiTe Bamms
(I)apMaLICBT KaK J1a U3XBbPJIATC JICKAPCTBATA, KOUTO BCUC HC U3IIOJI3BATC. Tes3n MCPKH 1€ CIIOMOTrHAaT 3a
OIla3BaHC Ha OKOJIHATa Cpclaa.

6. CT)I[T)p?KaHI/Ie HAa OMaKOBKaTa U J0IIbJHUTEC/IHA HH(l)OpMaIIH'il

Kakso cbabp:xa AUBAGIO
AKTHBHOTO BELIECTBO € TEPUDITYHOMHUI.

AUBAGIO 7 mg dunMupanu tabJIETKH

- Bcesika Tabnerka cpabppka 7 mg TepUPIyHOMHUT.

- Jpyrute cbcTaBKy ca: JIAKT03a MOHOXHUIPAT, LAPEBUYHO HUILIECTE, MUKPOKPHUCTAJIHA LIETyJ103a, HAaTPUEB
HuIecTeH riukonat (Tum A), XuApOoKCUIPONUIILENyJI03a, MarHe3UeB cTeapar, XUIPOMeno3a, TUTAHUEB
muokeua (E171), tank, makporon 8000, nnaurokapMuH aaxyMuHueB Jak (E132) u )KbaT jkene3eH okcua
(E172) (BuxTe Touka 2 “Aubagio chappika JaKTo3a”).

AUBAGIO 14 mg dunmupanu tabneTku

- Bcesika Tabnerka cpabppxka 14 mg TepudryHOMHUI.

- Jpyrute cbcTaBKU ca JIAKTO3a MOHOXHIPAT, LAPEBUYHO HUILIECTE, MUKPOKPHUCTAJIHA LIETyJI03a, HATPUEB
HUILeCTeH ruKoaT (Tun A), XuApOKCUIPONUIILENYJI03a, MarHE3UeB CTeapat, XUIPOMeo3a, TUTAHUEB
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muokenn (E171), rank, makporon 8000, manurokapmuH amymuHueB J1ak (E132) (ke Touka 2 “Aubagio
CBhABpXKA JIAKTO32™).

Kaxk m3rne:xna AUBAGIO n kakBo chIbp:Ka OIaKOBKATA

AUBAGIO 7 mg dunmupana tabnerka (TabaeTkm)

dunmupanuTe TabJIETKHA ca MHOTO CBETIIO3€JICHIKABO-CHHKABO CUBA JI0 OJIeI03eJICHUKABO CHHS, IIECTOBI'bITHA
dbunmMupana TabaeTKa C OTIIeYaTaHO Ha eIHaTa cTpaHa o3HadeHue (‘7°) u rpaBupaHo GUPMEHO JIOTO BEPXY
Jpyrara cTpaHa.

AUBAGIO 7 mg ¢punmupanu TabjaeTKH ce IpeyiaraT B KApTOHEHH KYTHH, ChAbPIKAIU 28 TaOJCTKU B
OIMaKOBKH THII ,,lIOPTHEH” ¢ BrpajeHu OJUCTEPH.

AUBAGIO 14 mg ¢unmupana taduerka (TablIeTKn)
dunmMupaHuTe TaONIETKH Ca CBETJIOCHHS J0 IaCTEITHOCHHS METOBI'bIHA (PUIMHUpaHa Ta0JeTKa ¢ OTIeYaTaHO Ha
eaHaTta crpaHa o3HaueHue (‘14”) u rpaBupaHo pupMEHO JIOTO BBPXY JApyraTa CTpaHa.

AUBAGIO 14 mg punmupanu TabIeTKH Ce MPpeaaaraT B KApTOHEHU KyTHH, ChIbPIKAIllH:
- 14, 28, 84 u 98 TabneTKH B OMAKOBKHY THII ,,TOPTHEHIT” C BrpageHu OIUCTEpH;
- 10x1 Tabnerku B neppopupanHu OIUCTEPU C SAUHUIHH JIO3H.

He Bcuuku BHIOBE OITAKOBKK MOTrat Ja ObJAT MyCHATH B IIpoAaxoa.

IIpuTesxkaTtes Ha pa3pelIeHHeTO 32 ynorpeoda:
Sanofi Winthrop Industrie

82 avenue Raspail

94250 Gentilly

Dpanuus

IIpousBoauTe.:

Opella Healthcare International SAS
56, Route de Choisy

60200

Compiégne

®paHuus

Sanofi Winthrop Industrie
30-36, avenue Gustave Eiffel
37100 Tours

Opanuus

3a JombIHKUTENHA HH(POPMAIIKS OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE€ C JIOKATHUS MPEACTABUTEI HA
MPUTEKATENS Ha pa3pelieHueTo 3a yrnoTpeda:

Belgié/Belgique/Belgien Lietuva

Sanofi Belgium Swixx Biopharma UAB

Tel/Tél/Tel: +32 (0)2 710 54 00 Tel: +370 5 236 91 40

Bbnarapus Luxembourg/Luxemburg

Swixx Biopharma EOOD Sanofi Belgium

Temn.: +359 (0)2 4942 480 Tél/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)
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Ceska republika
Sanofi s.r.o.
Tel: +420 233 086 111

Danmark
Sanofi A/S
TIf: +645 45 16 70 00

Deutschland

Sanofi-Aventis Deutschland GmbH
Tel.: 0800 04 36 996

Tel. aus dem Ausland: +49 69 305 70 13

Eesti
Swixx Biopharma OU
Tel: +372 640 10 30

E\LGoo
Sanofi-Aventis Movonpoécwnn AEBE
TnA: +30 210 900 16 00

Espaiia
sanofi-aventis S.A.
Tel: +34 93 485 94 00

France

Sanofi Winthrop Industrie

Tél: 0 800 222 555

Appel depuis I’étranger: +33 1 57 63 23 23

Hrvatska

Swixx Biopharma d.o.0.
Tel: +385 1 2078 500

Ireland
sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +353 (0) 1 403 56 00

Island
Vistor ehf.
Simi: +354 535 7000

Italia
Sanofi S.r.1.
Tel: 800536389

Kvbmpog
C.A. Papaellinas Ltd.
TnA: +357 22 741741

Latvia
Swixx Biopharma SIA
Tel: +371 6 616 47 50

Magyarorszag
SANOFI-AVENTIS Zrt.
Tel: +36 1 505 0050

Malta
Sanofi S.r.l.
Tel: +39 02 39394275

Nederland
Sanofi B.V.
Tel: +31 20 245 4000

Norge

sanofi-aventis Norge AS
TIf: +47 67 10 71 00
Osterreich
sanofi-aventis GmbH
Tel: +43 180 185-0

Polska
Sanofi Sp. z 0.0.

Tel: +48 22 280 81 00

Portugal

Sanofi - Produtos Farmacéuticos, Lda

Tel: +351 21 35 89 400

Romania
Sanofi Romania SRL
Tel: +40 (0) 21 317 31 36

Slovenija
Swixx Biopharma d.o.o.
Tel: +386 1 235 51 00

Slovenska republika
Swixx Biopharma s.r.o.
Tel: +421 2 208 33 600

Suomi/Finland
Sanofi Oy

Pub/Tel: +358 (0) 201 200 300

Sverige
Sanofi AB
Tel: +46 (0) 8 634 5000
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JlaTta Ha nocJieAHO npepasriie:kaaHe Ha JUCTOBKAaTa
JApyru n3rouHuny Ha mHpopManus

[Toapo6Ha mHGOpPMAIIHS 32 TOBA JICKAPCTBO € MIpeIocTaBeHa Ha yeOcaiiTta Ha EBponeiickara areHIus 1mo
JieKapcTBara: http://www.ema.europa.eu.

Moxe ChIIo J1a HAMEPHUTE KOIHE Ha JIMCTOBKATa M KapTa 3a maienTa ¢ nadopmarus 3a 6ezomacHocT Ha QR
KOJIa, TOCOYEH I0-/10Ty.

QR ko, KoiTO TpsiOBa Ja 0be BKIYECH + www.qr-aubagio-sanofi.eu
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