HPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA ITPOAYKT

AUBAGIO 7 mg ¢unmupanu TabneTKu
AUBAGIO 14 mg ¢punmupanu TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

AUBAGIO 7 mg dpunmupanu TabieTkn

Bcesika dunmupana tabierka cbabpika 7 mg tepudaynomu (teriflunomide).

Tlomowno eewgecmeo ¢ uzeecmHo oeticmeue
Bcsika tabneTka chappixka 77 Mg nakro3a (KaTo MOHOXHUJIPAT).

AUBAGIO 14 mg dmwimupanu tablIeTKku

Bcesika punmupana tabietka chappka 14 mg repudaynomun (teriflunomide).

Tomowno geujecmao ¢ uzgecmuo oeticmsue
Bcesika Tabnerka chabpka 72 mg nakTo3a (KaTo MOHOXHIIPAT).

3a IBJIHUA CIUCHK Ha IIOMOIIHUTE BELIECTBA BIKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA
dunmupana TabieTka (TabreTka)

AUBAGIO 7 mg ¢unmupanu TabieTku

MHOTO0 CBeTJIO3e/IeHUKaBO-CHHKABO CHBA JI0 OJIe/I03eJICHUKABO CHHSI, IIECTOBIbIIHA (HIMUpaHa TabJIeTKa
7,5 mm, ¢ oTnevyaraHo Ha eHATa CTpaHa o3HaueHue (‘7°) U rpaBUpaHO (PUPMEHO JIOTO BBPXY JIpyrara CTpaHa.

AUBAGIO 14 mg ¢unmupanu tabieTku

briegocuns 1o macTenHOCHHS IETOBI'BIIHA (PMIMHpaHa TableTka 7,5 MM, ¢ oTHeYaTaHo Ha eHaTa CTpaHa
o3Hadenue (‘14’) v rpaBupaHo (GUPMEHO JIOTO BBPXY JIpyraTa CTpaHa.

4. KJIMHUYHU JAHHU

4.1 TepaneBTUYHHU MOKA3AHUS

AUBAGIO e moka3an 3a jiedeHrne Ha Bb3pACTHU MAITUEHTH U IIeIHATPUIHA TTAIMEHTH Ha BH3PacT Hall

10 roawHH, ¢ TPUCTHITHO-PEMUTEHTHA MHOYKECTBEHA CKiIepo3a (MOJIs, HalpaBeTe CIpaBKa ¢ Touka 5.1 3a BaxkHa
HH(POPMAITUS OTHOCHO MOMYJIAIMATA, 32 KOSITO € YCTAHOBEHA ¢(PUKACHOCT).

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Jleuenuero TpSI6Ba Ja CC 3aIl04Ba U MpOBCKJa IOA Ha6J'HO}1€HI/IeTO Ha JICKap C OIIUT B JICUCHUCTO Ha
MHOXCECTBCHA CKJIEpO3a.



ﬂosnpoma

Bwv3pacmuu
[Ipu BB3pacTHH, IPEMOPHUNTEIIHATA J103a TEPUPIIYHOMU € 14 mg BEAHBXK THEBHO.

Ieouampuuna nonynayus (6v3pacm nao 10 200unu)

ITpu nequarpuunu nanueHTy (Ha Bb3pact Haa 10 roauHu), NpenopbYUTEIHATA 103a 3aBUCH OT TEIECHOTO
TETJIO:

- IepuraTpudHu mapenTH ¢ TeaecHo terno >40 Kg: 14 Mg BeQHbX JHEBHO.

- IMeauaTpudHu MaMEHTH ¢ TedaecHo Terno <40 Kg: 7 mg BeaHBK AHEBHO.

[TenquaTpuyHu NAMEHTH, KOUTO JOCTUTHAT CTaOMIIHO TeiecHo Terio Hax 40 Kg tpsoBa na npemuHaT Ha 14 mg
BE/IHBXK THEBHO.

(DI/IJ'IMI/IpaHI/ITe TaOJIETKH MOTaT Ja c€ mpueMar CbC UJin 0e3 XpaHa.

Coenmagny nonyJaiuu

Ilonynayus 6 cmapuecka v3pacm
AUBAGIO Tpsa6Ba na ce mpuiara ¢ TOBHIIIEHO BHUMaHHE MTPH MAIUEHTH Ha BB3PacT 65 TOIMHU U TTOBEUe,
Mopajivi HeAOCTAaThYHO JaHHU 3a 6€30MacHOCT U e(hUKACHOCT.

bvopeuno ygpescoarne

He e HeoOXoauMo KopHTHpaHe Ha JJ03aTa IPH MalUeHTH C JIEKO, YMEPEHO MM TeXKKO ObOPEUHO yBpEKIaHe,
KOHUTO HE TIPOBEXKIAT JUajIH3a.

He e npaBeHa oreHKa npu NaueHTH ¢ TeXKKO OBOPEUHO YBpexkaAaHe, KOUTO MPOBEKAAT THATN3A.
TepudryHOMHU € IPOTUBOIIOKA3aH MPU Ta3u momyJiamus (BkK. Touka 4.3).

Yeprnoopobro yspedcoane
He e HeoOX0MMO KOpHUTHpaHe Ha JJ03aTa IPH MAIMeHTH C JIEKO U YMEPEHO Y€PHOPOOHO yBPEIKIAHE.
TepudayHOMHU € IPOTUBOIIOKA3aH P MAIMEHTH C TEXKKO 4ePHOAPOOHO yBpeKaane (BK. Touka 4.3).

Teouampuuna nonynayus (6v3pacm noo 10 200unu)
besonacHocTTa M1 eprKacHOCTTA Ha TepU(ITYHOMU/ NIPH Jienia Ha Bh3pacT noxa 10 ronuHu He ca yCTaHOBEHH.

JIuncear JaHHU.

Hauun Ha OPUITOKCHHEC

dunmupannTe TabJIeTKU ca NpeAHa3HAYeHU 3a epopaiTHO NpriiokeHune. TabneTkure TpsiOBa J1a ce T'hITAT Ueln
¢ mainko Boga. AUBAGIO moxe na ce mpueMa che miin 0e3 XpaHa.

4.3 IlpoTuBONOKA3aHUS

CBpBX4yBCTBUTEIIHOCT KbM aKTUBHOTO BEIIECTBO WJIM KbM HSKOE OT IIOMOIIIHHUTE BEIIECTBa, H30POCHU B
Touka 6.1.

[ManmenTH ¢ Texko YyepHoapooHo yBpexxaane (kiac C mo Child-Pugh).
BpemeHHM eHU WU )KEeHH C IeTepOo/IeH MOTeHIMAN, KOUTO He MpriiaraT Ha/IexK THa KOHTPAIICTIIHS 110 BpeMe Ha
JICUEHUETO ¢ TePUMIYHOMUJT U CJIe]] HETo, IOKaTo ruia3MeHuTe HuBa ca Ham 0,02 mg/l (Bxk. Touka 4.6). TpsoBa

Jla ce M3KIJII0YHM OPEMEHHOCT MPEIU 3aMouBaHe Ha JieueHHeTo (BXK. Touka 4.6).

Kbpmauku (Bk. Touka 4.6).



TTareHTH ¢ TEXKH UMYHOAE(PUIUTHE ChCTOSHUS, HAIIPUMEP MpuAoOouT uMyHoxeduured cuuaapom (CITMH).

[NaruenTH chC 3HAYUMO HAPYIICHUE HA KOCTHOMO3bYHATA (DYHKIIMS WM 3HAYMMa aHEMUSI, JICBKOTICHUS,
HEYTPOTICHUS MIIN TPOMOOIIUTOTICHHSI.

[MTanmeHTH ¢ TeXKa aKTUBHA MH(EKIUS 10 031paBsiBaHe (BK. Touka 4.4).

[TanmeHnTH ¢ TeXKa ObOpeYHa HEAOCTATHIHOCT, TOIJIOKEHN Ha THATN3a, Thil KaTO JUIICBA JOCTATHYHO
KJIMHUYEH OIUT 3a Ta3| rpyla MalyueHTy.

[aruenTn ¢ TeXKa XUIIONPOTENHEMUS, HAITPUMEP IPH HEPPOTHUEH CHHAPOM.
4.4  CpneuuajHu npenynpe:xaeHus U MpeIna3Hu MepKH NMpH ynorpeda

[IpocnensBane

IIpedu nevenuemo
[penu 3amoyBane Ha JEYSHHETO C TePU(IYHOMH TPSAOBA J1a C€ OIEHST:

o KPBBHO HAIATaHE

o allaHWH aMHHOTpaHc(depasa/cepyMHa riryraMaT-nupyBar Tpancamunasza (ALT/SGPT)

. IThJIHA KPhBHA KaPTHHA, BKIIOYHTETHO Au(epeHnrasIHo OpoeHe Ha Oer KPbBHH KIETKU U Opoil Ha
TPOMOOIIUTHUTE.

Ilo 8peme na neuenuemo
I[To BpemMe Ha JIe4eHHETO ¢ TEPUPIYHOMH TPsIOBA Jla ce MPOCIe/sIBaT:

. KPBBHO HAJATaHE
o Ilepuoamuno npoBepsiBaHe
. aJlaHWH aMHHOTpaHc(hepasa/cepyMHua riryraMaT-mupysar Tpancamunasa (ALT/SGPT)

o  UYepHoapoOHMTE €H3UMH TPOBa J1a c€ OLEHSIBAT Hali-MaJKO Ha BCEKU YETHPH CEAMHUIIM Ipe3
IBPBUTE 6 Mecela OT JICYEHUETO U PEJOBHO CIIE]] TOBA.

o /[la ce oOMucn oNBIHATENHO TipociensBane, korato AUBAGIO ce npuiara npu maiueHTy ¢
IpeAecTBaIN YePHOAPOOHU HApYIIEHHs], IPUIIara ce ¢ Ipyrd NOTeHUHATHO XEeNaTOTOKCHYHH
JIEKapCTBa, WM B 3aBUCUMOCT OT HAJIMYUETO HA KIMHUYHY MPU3HALM U CHMITOMH KaTo
HEOOsICHUMO TajieHe, MOoBphIane, 00Jka B KOpeMa, yMopa, aHOPEKCHS WITH JKBITCHUIIA W/UITH
ThMHA ypHHa. YepHOIPOOHUTE SH3UMHU TPSIOBA Ja Ce OLICHSABAT HA BCEKH JIBE CEJIMHIIU TIpe3
IBPBUTE 6 Mecela OT JICYSCHUETO U Haii-MaJIKo Ha BCEKH 8 CEIMULIM CJIEH TOBA, B IPOABIKCHHUE
Ha 2 TOJIMHH OT HAYaJIOTO Ha JICUSHHUETO.

o Ilpu ALT/SGPT mexay 2 u 3 mbTH HaJl rOpHATa IPaHUIIa Ha HOpMaTa, NpOoCieAsBaHeTo TPsiOBa
Jla c€ U3BBPILBA €KECEIMUYIHO.

. 'bJTHA KPhBHA KapTUHA TPSAOBA Ja ce M3cie[Ba CIIope]l KITMHUYHUTE PU3HAIM U CUMIITOMH (HATIp.
WH(EKINN) 110 BpeMe Ha JICUSHUETO.

IIporeaypa 3a YCKOPEHO SIUMUHHUPAHE

EnumunupaneTo Ha TepudyHOMU OT Iu1a3MaTa € 0aBHO. be3s npouenypa 3a ycKOpeHO eMMUHHUPAHE ca
HEOOXOIMMHU CpEIHO § Mecella 3a JIOCTUTraHe Ha IIa3MeHu KoHleHTparun oy 0,02 mg/l, Bipexu ue nopaan
WHAVBHUyaJIHU pa3niys B KIMPBHCA Ha BEIIECTBOTO, TOBA MOXKE Jja oTHEMe A0 2 rogunu. [Iponenypara 3a
YCKOPEHO €IMMHUHHPAHE MOKE /1a CE MPUIIOKH MO BCAKO BPEME ClIe]] IIPEyCTaHOBSIBAHE HA JICUEHUETO C
TepuduryHOMUA (BXK. Touku 4.6 1 5.2 3a neTaiiiin OTHOCHO MPOLIEAypaTta).



YepuoapoOuu ehextn

HpI/I ManueHTH, IpueMalu TepI/I(bJ'IYHOMI/IH, ca Ha6J'IIO):[aBaHI/I IIOBHIICHHS Ha I1ICpHOI[pO6HI/ITe CH3UMH (B)K.
TOYKa 48) Te3u noBuIlIcHNUS ca HACTHIIMIU IJIABHO Ipe3 NbPBUTC 6 MEcCfCa OT JCUYCHUCTO.

ITo Bpeme Ha JiedyeHHETO ¢ Tepr(IyHOMU] ca HAOII0JaBaHU CITyYad Ha JEKapCTBCHOUHIYLIMPAHO YePHOAPOOHO
yBpexaane (drug-induced liver injury — DILI), monsikora sxuBoTto3actparasaio. [ToBeuero ciaydau Ha DILI ca
BB3HUKHAIIM C BPEME JI0 HA4YaJIOTO HAKOJIKO CEIMHUIIN UITM HAKOJIKO MEcela Clie]] 3all0YBaHe Ha JICYUCHUETO C
tepuduryHOMuA, HOo DILI Moxe a ce mosiBu ¥ IIpH IPOABIDKUTETHA YIIOTpeOa.

Puckbt 3a noBumasane Ha yepHoapoOHuTe en3umMu u DILI npu tepudaynomua moxe na 0b1e M0-BUCOK IPU
MANUEeHTH C MPEANIECTBANI0 YePHOAPOOHO HapyIIeHNE, ChITBTCTBAIIO JICYCHNE C IPYTH XCTTaTOTOKCHYHU
JIEKapCTBa W/UIIM KOHCYMAaIMs Ha 3HAYUTENTHN KOIUYecTBa ankoxou. [lopaau ToBa manueHTuTe TpsiOBa qa Obaat
BHUMATEIHO MPOCIIEASABaHH 33 MPU3HAIM U CHMITOMH Ha YepHOAPOOHO YBpEKAaHe.

Tepamusta ¢ TepudayHOMII TPAOBa 1a ce MPEYCTAHOBHU U J1a C€ OOMHUCIIH YCKOpEHa Mporeaypa 3a
SIIMMUHUPAHE, aKO IMa CbMHEHHE 332 YEPHOAPOOHO YBpexkIaHe. AKO ce MOTBBP/H MOBUIICHUE Ha

yepHOIpoOHUTE eH3uMHU (TToBeue ot 3 bt Hag I'TH), Tepanusra ¢ repudmyrHomMua TpsOBa aa ce MpeyCTaHOBH.

B ciyuaii Ha peycTaHOBsIBaHE Ha JICUEHUETO TPsIOBA Jla ce POBEXKIAT YSPHOAPOOHH U3CICABAHUS JI0
HOpMaJIM3UpaHe HAa HUBATa Ha TpaHCAMUHA3UTE.

XHUIONPOTENHEMUS

Toii kaTo TepudIyHOMUA CE CBBP3Ba BbB BUCOKA CTEIIEH C IUIA3MEHHUTE OENThLUN U CTETIEHTa Ha CBbP3BaHE
3aBHCH OT KOHIIEHTPALMITA Ha AJIOYMUH, IIPH MALUEHTH C XUIIONPOTENHEMHS], HAIPUMED NPH HepPOTHICH
CHHJPOM, CE OYaKBa IJIA3MEHUTE KOHIICHTPAIIMK Ha HECBHP3aHUs TePU(DIYHOMHU Aa ca MOBUIICHU.
Tepudnynomun He TpsiOBa a ce Mpuiara Mpy NalMeHTH B ChCTOSHHS Ha TEXKKa XUTIOMIPOTEHHEMHSI.

KpbBHO Haysirane

ITo Bpeme Ha JieueHne ¢ TepuIIyHOMHU/T MOXKE JIa HACTBITH MTOBUINIABAHE HA KPHBHOTO Hajsrane (BK. Touka 4.8).
KpbBHOTO HamnsraHe TpsIOBa /1a ce MPOBEpsBa MPEIN 3all0YBaHE Ha JICUEHUETO C TEPUPITYHOMUA U IEPHOAUIHO
cien ToBa. [IOBUIIEHOTO KPBBHO HaJIsITaHEe TPOBa J1a Ce JISKyBa 110 TOIXO/SII HAUYWH MPEIH 3aII04YBaHE U 110
BpEMe Ha JICUSHHETO C TePUDITYHOMHI.

Undeximun

3arno4yBaHeTo Ha JIeUeHHE ¢ TePUGITYHOMH]] TPSOBA /1 C€ OTIIOKH TPH MAIUEHTH C TeKKA aKTUBHA HH(EKITUS 10
U3JIEKYBAHETO M.

[Mpu nnane6o-KOHTPOIMPaHH IPOYUYBAHUS C TEPUMITYHOMH]I HE € HaOI01aBaHO yBeJIMYaBaHe Ha CEPUO3HUTE
uHpekiun (BXk. Touka 4.8).

Crnyuan Ha Xepriec BUPYCHH HH(EKINH, BKIFOYNTEITHO OPAJIICH XepIiec U XepIrec 30CTep ca ChoOIIaBaHu C
TepuduryHOMuU (BXK. Touka 4.8), HAKOU OT TAX ca CEPHO3HH, BKIIFOUHUTEIIHO XEPIIETHUYECH MCHHUHIOCHIIE(haTUT U
XepIecHa quceMuHanus. Te MoraT J1a ce MOSIBSIT IO BCSIKO BPEME B X0/1a Ha JICUCHUETO.

[IpenBun umyHOMOAyIHpaInus ehekT Ha TepU(IyHOMUI, aKO MAIUSHTHT PAa3BHE HAKOS CEpUO3HA MHPEKIINS,
TpsiOBa Ja ce oOMucu crupane Ha gedenueto ¢ AUBAGIO, a npenu Bb300HOBsIBaHE Ha TepamusaTa TpsOBa j1a
Cce OIICHST OTHOBO MOJI3UTE M pUCKOBeTe. [lopaju JBITHs OTYKUBOT MOXKE JIa c€ OOMHUCIIN YCKOPEHO
CIUMUHUPAHE C XOJECTUPAMUH WU BBIJICH.

[ManmenTure, monyyasanm AUBAGIO, TpsioBa na 0bJ1aT MHCTPYKTHPAHH 12 YBEJOMSBAT JIeKaps MPH MOsBa Ha
cuMITOMH Ha HHGeKnu. [lalueHTrTe ¢ aKTUBHUA OCTPY WM XPOHHUYHU MH(EKIMH HEe TPsAOBaA J1a 3a110YBaT
neuenne ¢ AUBAGIO, nokato undekuute He ObAaT U3JICKyBaHH.



be3zonacHocTTa Ha TepuIyHOMU IPU MHAUBUIY C JIATEHTHA TYOEpKyJI03Ha HH(PEKLUS HE € yCTaHOBEHa, Thil
KaTo NPH KIMHUYHUTE M3MUTBAHMUS HE € M3BBPIIBAaH CHCTEMAaTHYHO CKPUHUHT 3a TyOepKyio3a. [lanuenture ¢
MOJIOKUTENCH pe3yTaT PH CKPUHMHT 3a TyOepKyJj03a TpsiOBa Aa ObAaT JIEKyBaHHU CIIOPE] CTaHAapTHATA
MEIUIMHCKA MTPAKTHUKA MPeIn TepanusTa.

PecrimpaTopHu peakuu

Nma choOmienns 3a uHTepcTUInania 6enoapodra 6onect (MBB), kakTo U ciaydaun Ha 6€101poOHa XUTIEPTOHHUS
TIpH JIedeHue ¢ Tepu(IYHOMHI TI0 BpeMe Ha TOCTMapKeTHHTOBaTa yrorpeoba.
PuckbT Moxe na Objie MOBUILICH P MAIMCHTH ¢ aHamHe3a 3a VBB.

HBb moxxe 51a ce MmosiBU OCTPO 10 BCSIKO BpEME Ha JIEYEHUETO C Pa3inyHa KIMHUYHA KapTHHA.

WBB moxe na Obae ¢ etasieH u3xoa. HoBa mosiBa wiu BiiolaBane Ha OSJIOAPOOHUTE CUMIITOMU, KaTo
HarpuMep yIopuTa Kaluluia U JUCIHEs, MOTaT Ja CTaHaT MPUYKHA 33 MPEYyCTaHOBABAHE HA JICUCHUETO U 3a I10-
HATaTHITHHU U3CIEIBAHAA NIPH HYKIa. AKO € HeoOXO0IMMO CIIMpaHe Ha JIEKapCTBEHHS IIPOIYKT, TPsIOBa 1a ce
00OMUCIIH 3all0YBaHe Ha MPOIEAypa 32 YCKOPEHO EIIMMHUHUPAHE.

XemaroJIoTHYHN eheKTH

HaGimomaBaHo e cpeiHO HaMalsiBaHE ¢ MO-MajKo OT 15% crpsiMO U3XOAHOTO HUBO, 3acATailo Opos Ha OenuTe
KpBbBHHU KJIeTKH (BXK. Touka 4.8) Karo npeamnasna mMsipka rnpey 3armouBaHe Ha JICUSHUETO TPsAOBa 1a UMa
CKOPOLIHO M3CJIeIBaHE Ha ITbJIHA KPbBHA KApTHHA, BKJIIOYUTEIHO JU(epeHnnaniHo OpoeHe Ha OenTe KPbBHU
KJIETKH U Opoii TpoMOOLIKTH, KaKTO U M3CJeIBaHE Ha ITbJIHA KPhBHA KapTHHA MO BpeMe Ha JICYCHUETO MPH
HEOOXOIMMOCT CHOpe]] KIMHUYHHUTE MPU3HALU U CUMIITOMH (HanpuMep HHPEKIHN).

[Ipu maumenTy ¢ mpeamecTBalia aHeMus, JIEBKOIIEHHUS /U TPOMOOLIMTOIICHHS, a CHIIO U IIPH HALUEHTH C
HapymieHa QyHKIUS Ha KOCTHHS MO3bK WM IPH TaKUBA C PUCK OT MOTUCKAHE HA KOCTHHUSI MO3BK, PUCKBT OT
XEeMaTOJOTMYHU HapyLIeHUs € TI0-BUCOK. [Ipy Bh3HMKBaHE Ha TakuBa e)eKTH TPsiOBa Ja ce 0OMHUCIN
IpoleayparTa 3a YCKOPEHO eNMMUHHUpPAHE (BXK. [10-TOPE) 32 HaMaJsIBaHE HA IUIA3MEHHUTE HUBA HA TEPUPIYHOMU.
B ciyyan Ha TeXKM XeMaTONIOTUYHM peakiyy, BKiItounTeaHo nanuuronenns, AUBAGIO u Bcsiko chIbTCTBAIIO
MHEJIOCYIIPECUBHO JIEUSHUE TPSOBa J1a ce MPEyCTAHOBAT U J1a c€ 0OMUCIM MPHI0KEHUETO Ha MPOoLeaypa 3a
YCKOPEHO €JIMMUHHpaHe Ha TepUIyHOMHUI.

KoxHu peakimn

CpoOIIIeHH ca ClyYan Ha CepPHO3HU KOKHH PEaKIMH, TIOHSKOTa C JICTAJICH M3XO0/1, BKIIOYUTEIHO CHHAPOM Ha
Stevens-Johnson (SJS), Tokcuuna enunepmaintia Hekponusa (TEN) u nekapcTBeHa peakiys ¢ €03UHOPHIHS 1
cucremun cumntomu (Drug Reaction with Eoseinophilia and Systemic Symptoms, DRESS) nipu yriotpe6a Ha
AUBAGIO.

Axo ce Ha0JTI0/1aBaT KOXKHHU /WK JIMTABUYHU peakiiuu (YJIepo3eH CTOMATHT), KOUTO MPEIM3BUKBAT ChMHEHHUE
3a TEKKH T'eHEepaM3UPaHH KOXKHH peakiin (CHHIpOoM Ha Stevens-JOhNSON, TOKCHYHA enuaepMaiHa HeKpPOIi3a -
cunzpoM Ha Lyell nnm nekapcTBeHa peakuus ¢ €03MHO(WINS U CUCTEMHU CUMIITOMH), TEPU(GIYHOMH] U BCIKO
JPYTo B3MOKHO CBBP3aHO C TE3H PEaKIMH JIeUeHHe TPSOBa J1a ce MPEyCTaHOBAT U He3a0aBHO J1a e MPUIIOKH
yCKOpeHa npoueaypa. B Takusa ciydau npu naipeHTUTE He TPsOBa 1a MMa OBTOPHA EKCITIO3ULHS Ha
tepudayHoMus (BXK. Touka 4.3).

[Tpu ynorpeba Ha TepudayHOMII ce ChOOIIaBa 3a HOBA MMOsABA Ha IICOPUA3UC (BKITFOUUTEIIHO MTyCTYJI03EH
TICOPUA3HUC) U BIIOIIABAHE HA CHIIECTBYBAII OT MPEIU Icopruazuc. Moxe a ce 00MUCIN IpeKpaTsIBaHe Ha
JICYESHUETO U 3aI0YBaHe Ha MPOIeIypa 38 YCKOPEHO SIMMUHUPAHE, KaTo Ce B3eMe MpeIBU/I 3200 IsIBAHETO Ha
nanyveHTa 1 MeOUIMHCKATa aHaMHe3a.



IlepudepHa HEBpOIATHS

[pu nanuentu, npuemarm AUBAGIO, uma cbho0mieHus 3a ciaydyau Ha nepudepHa HeBponaTus (Bxk. Todka 4.8).
[ToBeyeTo manueHTH ca UMalK ToA0OpeHue ciel npeycranopsBane Ha gedenueto ¢ AUBAGIO. Obaue e nmaino
NIMPOKa BapUAOWITHOCT B KpalHUS U3X0JI, HATTPUMED TP HAKOM MAIlMEHTH HEBPONATHATA € OT3ByYaa, a Mpu
IPYTH TAIMEHTH CHMITTOMHTE ca MepcucTupaini. Ako nanueHt, mpuemamn; AUBAGIO, pa3Bue moTBbpAeHa
nepugepHa HeBponatus, TpaOBa aa ce ooOmMuciu npeycranossiane Ha Tepanusita ¢ AUBAGIO u u3BbpiiBane Ha
MpoIielypa 3a YCKOPEHO eTMMUHUPAHE.

Bakcunanus

JIBe KIMHUYHYU NTPOYIBAHMS Ca TIOKA3aJIH, Y€ BAKCHHAILIMNTE KbM MHAKTHBHPAH HEOAHTUIeH (I'bpBa BAKCHHAIINS )
WM BeYe CpellaH aHTHI'eH (MIOBTOPHA eKCIIO3MUIKs) ca Oe30macH U e(peKTUBHH [0 BpeMe Ha JICUCHHUE C
AUBAGIO. Ynorpebara Ha ’KMBU aTCHIOUPAHH BaKCHHHU MOXeE Jia HOCH PUCK OT MH(PEKIUH U CIeJOBATETHO
TpsiOBa 1a ce u30sTBa.

HMyHOCYnIpecuBHU WM UMYHOMOYJIUPAIIH TEPAIIUN

Tl kaTo JeduIyHOMH[ € U3XOAHOTO CheIMHEHUE Ha TepU(IYHOMU, HE CE PENOpPbYBa ChIIBTCTBAIIIO
MpWIOKEeHUE Ha TepUDIYHOMU U JIeQIyHOMHU.

CpIrbTCTBRAIIO MPUIIOKEHHE C aHTUHEOITIACTUYHN U UMYHOCYITPECUBHHU TEPaIliuy, U3II0JI3BaHU 32 JeUeHUe Ha
MC, He e oueHsBaHo. [IpoyuBanus 3a 6€30MaCHOCT, IPU KOUTO TEPU(IYHOMUA € IPUIIarad ChIbTCTBALIO C
uHTEpQepoH OeTa WK C IIIaTHPaMEepOB aleTaT 3a CPOK JI0 elHa FOJIMHA, HE ca TIOKa3aIi HIKAKBU KOHKPETHH
cboOpaXkeHHs 3a 0€30MacHOCT, HO € HabJIo1aBaHa M0-BUCOKA YeCTOTa HA HEXKEJaHUTE PEaKluu B CPaBHEHHE C
MOHOTepamnusTa ¢ TepudayHoMu. JIparocpoynara 6€30MacHOCT Ha T€3M KOMOMHALMK IPH JICYUEHUETO Ha
MHOXECTBEHATa CKJIEP03a HE € yCTaHOBEHA.

IIpemunaBane kpM/win ot jgeuenne ¢ AUBAGIO

Ha 6a3aTa Ha KIMHUYHHTE JAaHHU, CBBP3aHU ChC CHITBTCTBALIOTO MPUIIOKEHHE Ha TEPUPITYHOMH/T C
uHTep(epoH OeTa UK C IIIaTUPaMEpOB alleTaT, He Ce M3UCKBA NIEPUO Ha N34aKBaHE IIPH 3all04BaHe Ha
tepudryHOMUZ ciie nHTepdepoH OeTa WM riaTupaMepoB aleTaT, WK IpH 3all04YBaHETO HAa MHTepdepoH Oeta
WM TIIaTUPaMEPOB aleTaT ciell Tepu(IyHOMUI.

[Mopaay rbITHS MOTY)KUBOT HAa HAaTATM3yMal eTHOBPEMEHHA EKCIIO3HIINS, M CIIEIOBATEITHO UMYHHHU €(EeKTH,
MOTAaT Jia HACTBIIBAT JI0 2-3 Mecelia ciie]] IpeyCcTaHOBsIBaHe Ha HaTanu3ymao, ako npuioxeHnero Ha AUBAGIO
¢ 3anoyHaJio BeaHara. [lopaau ToBa € HEOOXOIUMO MOBHIIICHO BHUMAHHUE [P MPEMUHABAHE HA MAIIUEHTUTE OT
Hatannzymab Ha AUBAGIO.

Bb3 ocHOBa Ha MONyXMBOTa Ha (DUHTOJIMMO/I, 32 U3YMUCTBAHETO MY OT LIMPKYJIAIIUATA € HEOOXOAUM MEPHOJ OT 6
ceIMUIIM Oe3 JIeYeHNE, a 32 Bh3CTAHOBSIBaHE Ha JTMM(OIUTHTE B HOPMAITHUTE UM IPAHHIIU € HEOOXO MM MIEPUOJT
ot 1 0 2 Mecena ciies1 MpeycTaHOBsIBaHE Ha JiedeHueTo ¢ puaronumo/. 3anouBaneto Ha AUBAGIO mpe3 To3u
TIEpHO/ IIIe UMa 3a Pe3yJITaT ChITFTCTBAIA eKCIIO3UINA Ha PUHTONUMO/T. ToBa MOXe 1a ToBene 10 aluTUBEH
edeKT BbpXy UMYHHATa CUCTEMa, MOpaJH KOSTO Ce Hajlara IOBUIIICHO BHUMAHUE.

[Tpu naruentn ¢ MC MenuaHara Ha tiz; € Ouiia IpuOIU3NTENHO 19 THY ciel MHOTOKPaTHO MPUJIOKEHHE Ha
nmo3u oT 14 mg. Ako ce B3eMe pelieHne 3a nmpeycranoBsiBanee Ha edeHnero ¢ AUBAGIO, npes neprona, paBeH
Ha 5 moJyKuBOTa (IPUOJIM3UTEIHO 3,5 Mecela, HO MOXKe H JIa € MO-IbJIbI [IPH HAKOH MAlMEHTH), 3alI0YBAHETO
Ha JIpyTH Tepaluy I1e uMa 3a pe3ysraT ceirbTeTBamia ekcrnozuius Ha AUBAGIO. Tosa Moxe na 1oBene 10
aJUTHBEH e(eKT BbPXY UMyHHATa CUCTEMa, IIOpay KOSTO CE Hajiara MoBUIIICHO BHUMaHUE.



BiusiHve BbpXy Onpe/leNsHeTO Ha HUBaTa Ha HOHU3UPAH KalllUi

BBb3M0XHO € M3MepBaHeTO Ha HUBAaTa Ha HOHM3WpPaH KaIIHH J1a TTOKaXke (PaJIIuBO TIOHMKEHN CTOWHOCTH TIPH
nedeHue ¢ aeayHoMu ] u/unm TepudayHoMu (aKTUBHUST METa0OIHT Ha JIe)IyHOMIT) B 3aBUCUMOCT OT BHJIa
Ha M3MOJI3BaHUs aHAIM3ATOP HAa HOHU3MPAH KLU (Hap. KpbBHO-Ta30B aHanu3arop). [lopagu ToBa npu
MalMeHTHTE, JIEKYBaHH C JIeIyHOMH UK TepUIyHOMH, € HEOOXOAMMO Ja ce MPOBEPH TOCTOBEPHOCTTA HA
M3MEPECHUTE MTOHM)KCHU HUBA Ha HOHU3MPaH Kalluil. B ciydail Ha CbMHUTENHU PE3YNTATH C€ IPENOPbUBA Ja CE
oTIpeieN! 001aTa KOHIIEHTPAIHs Ha a0yMHH-KOPUTHPAH KWK B cepyMa.

IleanaTpuyHa DOmyJaamus

lanxpeamum

B neauatpudHOTO KIIMHUYHO U3MUTBAHE ca HAOIIOaBaHU ClTydad Ha MaHKPEAaTUT, MOHSIKOTa OCThp, IPU
MAIUeHTH, Tody4aBammy TepudryHoMu (BXK. Touka 4.8). KIHHUYHNTE CHMITTOMH BKITFOUBAT KOpeMHa 0OJIKa,
rajieHe w/wnu noBpeiade. [Ipu Te3n manueHTH cepyMHaTa aMmiia3a ¥ Jurnas3a ca Ouii moBuIieHn. Bpemero 3a
MOsIBa Bapupa OT HAKOJIKO Mecela 10 Tpu roAuHu. [lanuentute TpsaOBa qa 0baaT nHGOpMHUpaHH 3a
XapaKTepHUTE CUMIITOMH Ha TaHKpeaTuT. [Ipu chMHEeHne 3a TaHKpeaTuT TpsAOBa Ja ce u3cieNBaT TaHKPEaCHUTE
€H3UMU U ChOTBETHUTE Tab0OpaTOPHU MOKazaTenn. AKO ce€ IOTBHP/IY HATMYHE Ha MAHKPEATHT, TEPUPITYHOMU]T
TpsiOBa J1a ce MpeyCTaHOBH U Jia ce 3all0YHE MPOIEAYpa 32 YCKOPEHO eTMMUHUpaHe (BXK. Touka 5.2).

JlakTo3a
Toit kato AUBAGIO Ta0naeTKu ChabpiKaT JIAKTO3a, TAIUEHTH ¢ PEIKA HACIICACTBCHU IIPOOJIEMH Ha TajlakTO3HA

HEMMOHOCUMOCT, ITBJICH JIAKTa3eH JeQUINT WIH TIIFOKO30-TATaKTO3HA MaadcopOus He TpsOBa Ja mpueMar TO3H
JIEKapCTBEH MPOIYKT.

Harpuii

ToBa jekapcTBO ChaAbpKa Mo-Majako oT 1 mmol Hatpwuii (23 mg) Ha TabneTKa, T.e. IPAKTUYECKH HE ChIbpiKa
HaTpuil.

45 BzaumopeiicTBHe ¢ IPYTrd JeKAPCTBEHH MPOAYKTH U APYru (opMH HA B3auMojeiicTBHE

dapMaKOKMHETHYHH B3aMMOJIENCTBUS Ha JPYTH BELIECTBA C TEPU(BDITYHOMHUL

OCHOBHUSAT BT Ha OMoTpaHchopMalys Ha TEPUPITYHOMUJT € XUIPOJIH3a, & OKUCICHUETO € BTOPOCTEIICHEH ITBT.

Mownu unoyxmopu na yumoxpom P450 (CYP) u na mpancnopmepume

ChIBTCTBAIIIOTO MHOTOKPATHO MpHIIokeHue Ha 1031 (600 mg BeTHBK JHEBHO B MPOIBDKCHIE HA 22 JTHN)
pudammuima (maaykTop HAa CYP2B6, 2C8, 2C9, 2C19, 3A), KaKTO ¥ Ha HHAYKTOP Ha eQIyKCHUTE
TpaHcnopTepu P-rimkonporenH [P-gp] u IpoTenH Ha pe3UCTEHTHOCT Ha pak Ha repaaTta [BCRP], ¢
tepudayHomun (70 mg eqHUHUYHA [103a) € JOBEJO 10 HamassiBaHe npubiansutenHo ¢ 40% Ha eKcro3uuusITa Ha
tepudayHomua. Pudamnunmn u apyru nzBectan MomHu uaAykTopu Ha CYP U Tpancnoprepure, kato
Hanpumep kapbamazenuH, penoOapOouTai, GEeHUTOMH U KBJIT KAHTAPUOH, TPSOBa /1a ce MpuiIarat ¢ MOBHUIICHO
BHUMAaHUE 110 BPEME Ha JICUCHHUETO C TePUITyHOMHUI.

XOﬂecmupaMuH U aKmueeH 8vllleH

HpenoquBa CC MAalMCHTUTEC, IIpUeMall TepI/I(l)J'IyHOMI/IZ[, Ja HE 6’B,I[aT JICKYBAaHU C XOJICCTUPAMUH UJIM daKTUBCH
BBIJICH, OCBEH aKO HE C€ ICJIN YCKOPEHO CIIMMUHUPAHEC, THI KaTo TOBa BOON 10 6’bp30 1 3HAYMMO HaMaJIsIBaHC
Ha 11a3MeHaTa KOHUOCHTpaIus. Cmsra CC, € MCXaHU3MBT € CBbP3aH C IPEKbCBAHC HAa CHTCPOXCIIaTaTHUA
KpbroBpar H/HUIH C raCTPpOUMHTCCTUHAJIHA JWAJIN3a Ha TepI/Iq)J'IyHOMI/I):[.



DapMaKOKMHETHYHH B3aMMOJICHCTBYS Ha TEPUQMIYHOMHMJI C IPYTH BEIIECTBA

Egexm na mepugaynomuo evpxy cyocmpamu na CYP2CS.: penaznunud

Hanuue e nosumasane Ha cpenHata Cmax 1 AUC Ha penarauHuf (cbOTBETHO ¢ 1,7 u ¢ 2,4 mbTH) e
MHOTOKPATHO TPHIOKEHHE Ha Tepu(IyHOMHI, KOSTO MOKa3Ba, 4e Tepudurynomus ¢ naxuourop va CYP2CS in
Vivo. TTopaau ToBa € HEOOXOAUMO TTOBHIIIEHO BHUMAHUE NIPH yIIOTPeOa Ha JIEKapCTBEHH TPOIYKTH, KOUTO CE
Metabonusupat ot CYP2CS, kato HanpuMep penariuHn, TaKIUTaKces, MUOTIUTAa30H WK PO3UTIUTA30H, TI0
BpEeMe Ha JICUCHHUE C TePUPITYHOMH]T.

Egexm na mepugnynomuo evpxy nepopannu konmpayenmuegu: 0,03 mg emununecmpaouon u 0,15 mg
JleoHopeecmpen

Hamure e nopumasane Ha cpenHata Cmax 1 AUCo.24 Ha eTHHIIIECTpaanon (ceoTBeTHO 1,58 1 1,54 bTH) 1 Ha
Cmax 1 AUCo-24 Ha eBoHOprecTpen (choTBeTHO 1,33 1 1,41 mbTH) cller MHOTOKPAaTHO NPUIIOKEHHE Ha
tepudayHOMUI. Beripekn de He ce ouakBa TOBa B3aMMOJIEHCTBHE HA TEPU(PIYHOMUA Ja HMa HeOIarompusTHO
BIUSHHUE BHPXY €(PHKacCHOCTTa Ha MepOpaTHUTe KOHTPALIENITHBH, TOBa TPsOBa Jja ce MMa MpeBH Ipy U300pa u
aJIaNTHPAHETO Ha JIEYCHUETO C TIEPOPATTHA KOHTPAIETITUBY, KOUTO CE U3IIOJI3BAT B KOMOHMHAITHS C
TepuIYHOMUI.

Egexm na mepugnynomuo evpxy cyocmpamu na CYPIA2: kogeun

MHOTOoKpaTHO NPUIIOKEHH 1031 TepudayHoMua HamansBat cpenHata Cmax 1 AUC Ha kodenHa (cyOcTpar Ha
CYP1A2) crotBeTHO ¢ 18% 1 55%, koeTo mpenmnoiara, 4e¢ TepudIyHOMU MOXKe Jia € ¢i1ad WHAYKTOp Ha
CYP1AZ2 in vivo. ITopaau ToBa JIeKapCTBEHH MPOIYKTH, KOUTO ce MeTabonusupar oT CYP1A2 (kato Hanpumep
JYJIOKCETHH, aJIOCETPOH, TCOMPIINH M TU3aHUIMH), TPSAOBA Ja Ce U3I0J3BaT BHUMATEIHO 10 BpeMe Ha
JICYCHUETO C TePUGIIYHOMU/I, Thil KaTO TOBA O MOTJIO J1a J0BEC /10 HaMalissBaHe Ha e(pUKaCHOCTTA Ha TE3H
JIEKapCTBEHU MPOITYKTH.

Egexm na mepugnynomuo evpxy sapgapun

MHOTOKpaTHOTO NMPUIIOKEHHE Ha JI03U TepU(PIYHOMHUA HE € UMaJio eeKT BbpXy PpapMaKOKWHETHKATa Ha S-
BapdapuH, KOETO MOKa3Ba, 4e TepU(DIYHOMI HE € HUTO HHXUOUTOp, HUTO HHIyKTOp Ha CYP2C9.
Hab6monaBano e o6aue HamarneHue ¢ 25% Ha MMKOBUTE CTOMHOCTH Ha MEXYHAPOIHOTO HOPMAaIH3UPAHO
ceotHOmeHne (INR) mpu chmbTeTBaIO IPUITOKEHHE HAa TepUGITyHOMU ¥ BapdapuH B cpaBHEHHUE C
CaMOCTOSITEIIHOTO NMpHIoXKeHue Ha BapdapuH. [lopany ToBa npu chIIBTCTBAILO NPHIIOKEHHE Ha Bap(apHH C
TepuIyHOMU] Ce PenopbyBa BHUMATEIHO MpociieissBaHe 1 MOoHUTHpaHe Ha INR.

Egexm na mepugrynomuo evpxy cybcmpamu na mpancnopmepa na opeanudnu anuonu 3 (OAT3):

Hanwune e mosummasane Ha cpeprata Cmax 1 AUC Ha niedaxiop (cpotBeTHO ¢ 1,43 u ¢ 1,54 mbTH) cnen
MHOTOKPATHO TPHIOKEHHE Ha Tepu(IyHOMHUI, KOSTO Npermnoiara, ue TepudiayHomus e uaxuoutop Ha OAT3 in
vivo. TTopaau ToBa ce mpernopbyBa MOBUILICHO BHUMAaHKE, KOTaTo TePU(IYHOMH]I Ce MpUIiara eJHOBPEMEHHO ChC
cyoctparu Ha OAT3, xato Hanpumep nedakiop, neHUnIINH G, TUIPo(IOKCANH, HHIOMETALUH, KETONpodeH,
¢dbypozeMu 1, IMMETHIUH, METOTPEKCAT, 3UIOBYIHH.



Egexm na mepugpaynomuo evpxy cyocmpamu na BCRP u/unu cyocmpamu na nomunenmuou Bl u B3,
mpancnopmupawu opearuynu anuonu (OATP1B1/B3):

Hanuue e noBumasane Ha cpeaHata Cmax 1 AUC Ha po3yBacTaTuH (ch0TBETHO 2,65 1 2,51 mbTH) cnex
MHOTOKPaTHO MPUWJIOKEHUE Ha 03U TepudayHoMu . ToBa moBuIIaBaHe Ha I1a3MeHaTa eKCIO3UIHS Ha
po3yBacTaTiH, obade, HE € OKa3ajo SBHO BIUsSHIE BhpXy akTuBHOCTTa HA HMG-Co0A penykrazata. [IpenopruBa
ce HamassiBaHe ¢ 50% Ha /1o3aTa Ha pO3yBacTaTHH MPHU CHITHPTCTBAIIIOTO My MPHIIOKeHne ¢ Tepudmyromua. [pu
ocrananure cyoctpati Ha BCRP (Hamnp. MeToTpekcar, TOonoTeKkaH, cyidacanazud, AayHOPYOUIINH,
nokcopyounuH) u cemeiictBoro Ha OATP, ocobeno naxuburopute Ha HMG-Co penykrasara (Harp.
CHMBACTATHH, ATOPBACTATHH, TPABACTATHH, METOTPEKCAT, HATSTIIMHUI, PENIATIMHI, PUPAMITUIIIH), TPU
CBITBTCTBAILO MIPHIOKEHHUE ¢ Tepu(PIYHOMUA € He0OX0IMMO TOBUIIIEHO BHIUMaHHe. [lannenTuTe TpsaOBa na ce
MpociieASBaT BHUMATEHO 3a MPU3HALM U CHMIITOMH Ha MMPEKOMEPHA €KCIIO3UINS Ha Te3H JEKapCTBEHU
MPOJYKTH U JIa ce OOMHCIIH HaMaJIsiBaHEe Ha TSIXHATA J103a.

4.6 @epTnanTeT, )PEMEHHOCT U KbPMEHe

IIpnnoxeHne Ipu MbXE

[Tpuema ce, 4e pUCKBT OT MEUHpPaHa OT MBbka eMOprodeTaaTHa TOKCHIHOCT IO BpeMe Ha JICUCHHE C
TepU(IYHOMHUT € HUCHK (BXK. TOUKa 5.3).

BbpemenHocT

Nma orpannveHu JaHHU OT ynoTpedara Ha TepudayHoMuU npu OpeMeHHH keHu. [IpoyuBaHusITa PH )KUBOTHH
MOKa3BaT PErpoayKTHBHA TOKCHYHOCT (BXK. To4ka 5.3).

TepudayHoMua MoXe J1a MpeAN3BUKA CEPUO3HH BPOJICHH e(EKTH, KOTaTo ce Mpuiiara 1o BpeMe Ha
opemennoct. TepudryHOMHUT € MPOTHBOIIOKA3aH 10 BpeMe Ha OpeMeHHOCT (BXk. Touka 4.3).

XKenwnre ¢ geTepoieH MOTECHIMAT TPAOBA 1a N3MON3BaT e()EeKTHBHA KOHTPAIECIIINS 110 BpEME Ha JICUCHUETO U
ClIe/] JICYSHHETO, TOKATO TIa3MeHaTa KoHIeHTpauus Ha repudaynomua e vag 0,02 mg/l. IIpes To3u neprox
KECHHUTC TpH6Ba Ja OGCT)I[SIT C JICKYyBalll1s JICKap BCUYKU CBOU HAMEPECHUA Jia CIIpaT WX Ja IPOMCHAT
KOHTparenusra. Jlernara ot )eHCKH MOJT H/WIX POAUTEIUTE/TToNaraluTe TPYKH 3a Jiela OT )KEHCKH MoJ TpsiOBa
na o0baatT nHPOPMHUpPaHH 32 HEOOXOJMMOCTTA JIa C€ CBBPIKAT C JICKYBaIH JIEKap, CIIe/ KaTo IETETO OT KEHCKU
o1 Ha Jieuenue Ha AUBAGIO nonyun mencTpyanus. Heo6xoaumo € fa ce npoBeie KOHCY/ITAllUs Ha HOBUTE
MAIMEHTH C ICTePOJICH MOTEHIIMANI OTHOCHO KOHTPAIETIUATA U MOTCHIMATHUS PUCK 3a mioaa. Tpsosa na ce
0OMUCIIH HACOYBAaHE KbM THHEKOJIOT.

[aruenture TpssOBa na 6baaT HHCTpYKTHpaHu na npeycraHoiT AUBAGIO u HezabaBHO Ja yBEeIOMST JieKapst
C LIeJT M3BBPIIBAaHE HA TECT 32 OPEMEHHOCT, aKO MMa HAKAKBO 3a0aBsiHE HA MEHCTPYaIUATa WK JPYTH IPUYUHA
71a ce MOo/1031pa OPEMEHHOCT, KaTo MPHU MOJIOKUTEIICH Pe3yITaT OT U3CIEABAHETO JIEKApAT U MALUEHTHT TPsiOBa
na oOCHIIAT prcka 3a OpeMeHHOCTTa. Bh3MOXKHO € Obp30TO HaMalsiBaHEe HA HUBOTO Ha TEPUGIIYHOMHU/T B KPBBTA,
4pes3 MpuilaraHe Ha OIMcaHaTa Mo-10JIy IMpoIeaypa 3a YCKOPEHO eIIMMHUHHUPaHe, P ITbPBOTO 3aKbCHEHHE Ha
MEHCTpYyalusATa, 1a JOBEe/le 10 HaMallsiBaHe Ha pHCKa 3a (eTryca.

[pu sxeHu Ha JiedyeHue ¢ Tepu(IYHOMUJI, KOUTO JKENasT Jia 3a0peMeHesIT, MPUIOKESHUETO Ha JIEKapCTBEHUS
MPOAYKT TpsiOBa J1a ObJie CIIPSIHO KAaTo Ce MPENopbyuBa U NPOoLEAypa 32 YCKOPEHO eIMMUHHUpPaHe, ¢ el 0-0bp30
nocturane Ha koHueHTpaus nof 0,02 mg/l (Buxre mo-goaiy).

AKO He ce IPHUJIOKU TPOIIeypa 3a YCKOPEHO eIMMHHHAPAHE, MOXE JIa CE 0YaKBa IJIA3MEHOTO HUBO Ha
tepuduryHoMua fa octane Hax 0,02 mg/l B mpoabikeHUe Ha CpeHO 8 Mecela, HO NP HAKOW MAIlMeHTH €
BB3MOXKHO JIa Ca HEOOXOIUMH J10 2 TOJIMHU 3a IOCTUTaHEe Ha Iia3MeHa KoHueHTpaius moj 0,02 mg/l. [Mopaau
TOBA IJIa3MEHaTa KOHICHTpAIMsI Ha Tepu(IyHOMHT TPsAOBa 1a Ce U3MEPH, MPEIN JKeHaTa JIa IPaBU OIUTH 3a
3abpemensBane. Cre KaTo ce YCTAHOBH, Y€ TIa3MeHaTa KOHIeHTpalus Ha TepudnyHomun e moa 0,02 mg/l,
TpsiOBa J1a ce U3BBHPIIY OBTOPHO U3MEPBAHE HA TUIA3MEHATA KOHIIEHTPAIUS CJIS]] HHTEPBAJl OT MUHUMYM 14
JHH. AKO ¥ JIBETE IJ1a3MeHH KoHIleHTpaluu ca oj 0,02 mg/l, He ce odyakBa puCK 3a ¢eTyca.
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3a nombIHUTENHA HHPOPMAIIUS OTHOCHO M3CIIEIBAHETO HA MPOOH, MOJIS, CBBPIKETE CE C TIPUTEkKATENSI Ha
pa3pelieHreTo 3a yroTpeba Uik ¢ HEroBHs JIOKAJICH MpeACTaBUTeN (BXK. ToUKa 7).

Ipoyedypa 3a yckopeno enumunupate

Crnen mpeycTaHOBsIBaHE Ha JICUEHUETO C TEPUPITyHOMUI:

. Tprjiara ce XolecTupamMuH § g o 3 msTH JHEBHO 3a niepuon ot 11 gan. B cirydait ue xonectupamus 8 ¢
TPH T THEBHO HE CE MOHACS JOOpe, MOXKE JIa CE MPHIIOKHU XOJICCTUPAMUH 4 g TpU IIBTH JTHEBHO,
. aNTepHATUBHO ce npuiara 50 g akTUBEH BBIJICH Ha Mpax Ha BCekH 12 yaca B mpoab/okeHue Ha 11 qam.

Crnen Bcsika OT [IBETE aNTepHATHBHHU MPOIEAYPH 32 YCKOPEHO ENMMUHUpPaHe 00ade ce M3UCKBa U BepUpHUIIpaHe
ype3 2 OTACITHU TeCTa Mpe3 UHTEpBaI OT Hail-Manko 14 qHU, KaKTO U MEPUO Ha U3YaKBaHE OT €AUH U MOJIOBHHA
Mecela MeXx 1y ITbpBaTa MosiBa Ha ria3Mena KoHrentpamus nox 0,02 mg/l u oroxnaseTo.

KakTo xomectupaMuH, Taka ¥ akTUBHUST BBIJIEH Ha MIpax, MOTAT Ja MOBIUSAT BBPXY abcopOImsiTa Ha
€CTPOreHUTE U MPOTECTOTEHUTE J0 CTEICH, Ue Ja HE MOXKE J1a CE TapaHTUpPa HaJCKTHA KOHTPAICTIIHUS C
MepopaIHu KOHTPAIICTITUBU B MIEPHOJIa Ha IPOIeAypaTa 3a YCKOPEHO eTMMUHUpPAaHE ¢ XOJIECTUPaAMUH HIIH
aKTHBEH BBIJIEH Ha npax. [IpenoppuBa ce OpuiioKEeHUE Ha AITEPHATUBHU METOIU 32 KOHTpALCILUSI.

Kopmene

[Tpoy4BaHus MPH HKUBOTHH MOKA3BAT SKCKPEIHsl HA TepruIyHOMUI B MIsiKOTO. TepudmyHnomua e
MPOTHBOIIOKA3aH 10 BpeMe Ha KbpMeHe (BK. Touka 4.3).

DepTuaurer

JlaHHUTE OT MPOYYBaHUA NPHU JKUBOTHU HE TTOKa3BaT eeKT BEpXyY depTuimTera (BXK. Touka 5.3). Beupeku ue
JIMIICBAT JaHHU IPH XOpa, HE ce 04akBa epeKT BbpXy (hepTUINTETa IPU MBXKE U KEHU.

4.7 EdexTn BbpXy crioco0HOCTTa 32 modupaHe u padoTa ¢ MALIUHH

AUBAGIO nHe noBnusiBa WiH MOBIHABA TPEHEOPEKNUMO CIIOCOOHOCTTA 32 IoQupaHe u paboTa ¢ MaIlIuHU.

B cnyuaii Ha HeXXeJlaHM peakluy, KaTo HallpuMep 3aMaiiBaHe, KOeTO ce choOIaBa npu JIeIyHOMUT, U3XOIHOTO
BEILIECTBO, MOJKE JIa € HapyIlIeHa CIIOCOOHOCTTa Ha MAlMEHTHUTE 3a KOHLEHTPAIM U aJIeKBaTHA peakiys. B
TaKMBa CIy4au MalMeHTUTe TPsiOBa J]a ce Bh3IbpIKaT OT MopHupaHe 1 padoTa ¢ MAIINHH.

4.8 Hexenanu JeKapcTBeHH pPeaKkuu

O06006111eH1Ee Ha podriia 3a 0€30IIaCHOCT

Hait-gecto choOIIIaBaHNTe HEKEIAHNM PEAKIINH MIPH JIeKyBaHuTe ¢ Tepudmynomun (7 Mg u 14 mg) maruenTH ca:
rinaBo6omue (17,8%, 15,7%), nuapus (13,1%, 13,6%), moumen ALT (13%, 15%), raxene (8%, 10,7%) u
anonerius (9,8%, 13,5%). Haii-06110 riiaBoGosue, auapusi, TajeHe U aJonelys, ca JCKH 10 yMEPEHH, TPEXOTHH
W PSAKO ca BOJWIIA JIO MIPEKpaTsSBaHe Ha JIEYCHUETO.

Tepudurynomun e ocHOBHUAT MeTaOonuT Ha JedayHomua. IIpoduast Ha 6e3omacHOCT Ha JIeIIyHOMU IPH
MaIMeHTH, CTPaJAIly OT PEBMAaTOUICH apTPUT WIH TICOPUATHUYCH apTPUT, MOXKE J]a € ChOTHOCUM IPH

npeanucBaHe Ha TepuryHoMun Ha nanueHTa ¢ MC.

TabunyeH CIMCHK HA HEXKEIAHNUTE pPCaKIIn

Tepudmynomun e uscneasan npu oo6mo 2 267 narueHTy ¢ ekcrno3uius Ha tepudaynomun (1 155 Ha
tepudaysomun 7 mg u 1 112 Ha tepudurynomun 14 mg) BeAHBXK JHEBHO NIPU MEMaHa Ha TIPOIBIDKATETHOCT
OKO0JIO 672 THY B 4eTUPH ITIane0o-koHTponupanu npoyusanus (1 045 u 1 002 manueHTH chOTBETHO Ha
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tepudyHomun 7 mg u 14 mg) v eqHO MPOyIBaHE C aKTUBEH CpaBHUTENICH MPOoayKT (110 manueHTH BBB BCsIKa
OT TPYIIUTE Ha JICYCHUE C TEPUQPIYHOMHU) IPH BH3PACTHH MAIMEHTH ¢ TPUCTHITHU Gopmu Ha MC (pHucThITHA
MHOXeCTBeHa ckieposa, [IMC).

[To-momy ca m3bpoenu Hexxenanute peakunu, crobenn npu AUBAGIO B mnane6o-koHTponupanu

MPOYYBAHUS TIPH Bh3PACTHY MAIMEHTH, JOKIABaHU 3a TepudiyHoMua 7 mg win 14 mg ot KIMHUYHU
MPOYyYBaHUs NPU Bh3PACTHU ManueHTH. YectoTure ca qeuHIpaHu uype3 MpUiiaraHe Ha CJIeIHATa KOHBCHIIUS:
mHoro dyectu (>1/10), vectu (>1/100 no <1/10), veuectu (>1/1 000 mo <1/100), pexxu (>1/10 000 mxo <1/1 000),
mHoTrO penku (<1/10 000) u ¢ Hen3BecTHA YecTOTa (OT HATMYHUTE TaHHA HE MOJKe Ja ObJIe HalpaBeHa OICHKA).
BBB Besika rpyna 1o 4ecToTa HeXKeJIaHUTE PEakiuy ca MPECTABCHH B HU3XO/IAII PEJl TI0 OTHOIIIEHUE Ha TSIXHATA

CEpUO3HOCT.
CucremM0-OpranHu MHuoro YecTn Heuectn Peaxn | MHuoro C Heu3BecTHA
KJIacoBe 4ecTH PeAKH 4ecToTa
Wndexnnm u I'pum, Texkn
nH(ecTarn Wndexuns Ha WH(EKINH,
TOPHUTE AUXATENHU | BKIIOYUTEITHO
IBTHUIIIA, cercuc?
Wndexuns Ha
MUKOYHUTE ITBTHLIA
Bponxut, Cunys3ur,
®apunrur, Huctur,
Bupycen
racTpOEHTEPHT,
Xepriec BUpyCHU
uHpeKxmun’,
3b0Ha uHpekuus,
JlapuHrur,
Tinea pedis
Hapyuienus na Heyrponenus® Jlexa Tpombo-
KpbBTa U TUM(pHATA Anemus LUTOTIEHUS
cucTema (TpoMbonHTH
<100G/l)
Hapyuienus na Jlexu anepruyHu Peakuuu Ha
MMyHHaTa cHUcTeMa peakuuu CBPBXYYBCTBU
TenHoct (oT
OBp3 WK OT
3a0aBeH THIT),
BKJIFOUUTEITHO
aHaMITaKCHS
Y aHTHOEJIEM
ITcuxuunu TpeBoKHOCT
HapyUIEHHUS
Hapymenns na I'maBoGonue | [lapecresus Xunepecre-
HEPBHATA CHCTEMA HNmmac, 3u4,
Cunnpom Ha Hespanrus,
KapIajiHus TyHed, [lepugepna
HEBpOIATHs
Cepaecunu [Tannuranuu
HapyUICHHS
Cpa0BH HapylIEHUs Xunepronus®
Pecniuparophy, WnTepcTunman Bbenoapobua
TPBJIHU U Ha XHUIEPTOHUS
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CucreMo-opranuu MHuoro Yectn Heuectn Peaxn | MHuoro C Hen3BeCcTHa
KJIacOBe 4ecTu peaAKH 4ecToTa
MeTNaCTHHATHI OenoapobHa
HapyIICHUs OosiecT
CromamHo-upeBan | duapus, [MankpeaTut®® Cromarwur,
HapyILIECHUS Tl'anene Bosnka B ropnara Konur
qacT Ha Kopema
IloBpsinane,
3600001
XermaTtoommapHu IToBurena IToBuiiena rama- Octwp JlekapcTBeHOMHAY
HapyIICHHS JIaHUH riyTamunTpanchepa Xera LUPAHO
amunotpanc | 3a (GGT)?, THUT YEepPHOPOOHO
(epasza IToBuIeHa acmapTar yBpexaane (DILI)
(ALT)® amMuHoTpaHcepasa’
Hapymenus na Hucnunuaemu
MeTtabonmu3ma u o
XpaHEHETO
Hapymenus Ha Anonenus O6pus, Hapyenuns
Ko)KaTa 1 Axne Ha HOKTHTE,
MOIKOXHATA ThKaH TICOpHa3NC
(BKITIOUHTEITHO
mycTyno3en)™°
TexKku KOXKHU
peakmn®
Hapymenus Ha MycCKynHO-CKeneTHa
MYCKYJTHO- Oonka,
CKeJeTHaTa CHCTEMA Mumuanrus,
Y CheTUHUTETHATA ApTtpanrus
ThKaH
Hapyuenns Ha ITonakuypus
ObOpenuTe u
MMUKOYHHUTE ITHTHUIIA
Hapymenus na Menoparus
BB3MPOU3BOUTEITHA
Ta cCUCTeMa U
rbpraTa
OO HapyIeHus 1 Boinka, actenus
eeKTH Ha MSACTOTO
Ha TIPUJIOKEHHE
WN3cnenBanus HamansBane Ha
TErJIOTO,
Hamanen 6poii
HeyTpopun’,
Hamanen 6poit 6emu
KPBBHH KJIETKH,
[ToBumena
KpeaTnHPOocHOKHHA
3a B KpBbBTa
HapansiBanus, Ioct-
OTpaBSHUS U TpaBMaTHYHA
YCIIOKHEHUS, Oomka

BB3HHUKHAIU B
pe3yaTart Ha
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CucreMo-opranuu MHuoro Yectn Heuectn Peaxn | MHuoro C Hen3BeCcTHa
KJIacOBe 4ecTu peaAKH 4ecToTa

HWHTCPBCHIIUU

& MOJIs1, BUXKTE TOJIPOOHOTO OMHCAHHE

6 ukTe Touka 4.4

"yecroTara mpu Jerna e ‘“‘gecTr’’ Ha 6a3ara Ha KOHTPOJIMPAHO KIMHIYHO MTPOYYBaHE MMPH MeTHATPUIHH
MAalMeHTH; YeCTOTaTa € “HeuecTH IPHU Bb3PACTHU

Omnuncanne Ha M30paHU HEXEJIAHN PEAKIINHT

Anoneyus

AnorennsiTa ce cho0IIaBa KaTo M3THHABAHE HA KOCAaTa, HAMaJIeHa IITBTHOCT Ha KOcaTa, KOCOIal, CBbp3aH WIH
HE ¢ IPOMSIHA B CTPYKTypaTa Ha KochMa, ipH 13,9% oT manueHTuTe, ieKyBanu ¢ 14 mg TepudryHOMH],
capsmo 5,1% ot mauuentuTe, nekyBanu ¢ mwianedo. [loBedero ciydau ca onmmucaHu Kato TUQY3HU HITH
TeHepaJM3UPaH 0 LeTHst cKan (0e3 choOIIeH S 3a ITBJIHO OIUICIINBSIBAHE) M HA-4eCTO ca HACTHIIBAIH MPe3
nbpBUTE 6 Mecena, kKaro ca or3Bydanu npu 121 ot 139 (87,1%) oT nanueHTHTe, JIEKYBaHH C TEPUPIYHOMH]
14 mg. [IpexbcBane Ha JIEYEHHUETO TTOPAIN ANONeNHs € HacThwio npu 1,3% oT marueHTHTe B TpynaTa Ha
tepuduryHomuz 14 mg B cpaBHenue ¢ 0,1% B mianebo-rpymnara.

Egexmu 6vpxy uepnus opoo
B mutane60-KoHTpOIMpaHy MpOyYBaHUS MIPY BB3PACTHH MAIUCHTH € YCTAaHOBEHO:

HHoBumasane Ha ALT (cnopex 1a0opaTopHH JaHHU) CHPAMO U3X0AHOTO HUBO - Ilonyanus 3a

0€30MACHOCT NPH MJ1a11e00-KOHTPOJUPAHH POYYBAHUSA
miamnedo Tepudaynomua 14 mg
(N=997) (N=1002)

>31TH 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%)

>20ITH 4/994 (0.4%) 3/999 (0.3%)

ALT >3TTH u O6utbuiu >2 I'TH  5/994 (0.5%) 3/999 (0.3%)

Jlexu mosumienus Ha Tpancamuaazure, ALT nox nim paBHo Ha 3 bt ['TH, ca HaGmogaBanu mo-yecto mpu
JIEKyBaHUTE C TepU(IyHOMH]I TPy B CpaBHEHHUE ¢ tuiane0o. YectoraTa Ha ciaydanTe ¢ IOBUIIEHHE Hall 3 IBTH
I'TH nnu noBeue e 6uia paBHOMEPHO paslpeesieHa cpell TeparneBTUUHUTE TPYIU. Te3u MOBHUIIeHUS Ha
TpaHCaMHHA3UTE ca HACTBIIBAIN MPEIMMHO Ipe3 IbPBUTE 6 Mecela OT JICUCHUETO U ca OMIIH 00paTUMHU Clie]t
[IPEYCTAHOBSBAHE HA JIEYEHUETO. BpeMeTo 3a Bb3CTAHOBSIBAHE € BAPUPAJIO B FPAHULIMTE HA MECELU U TOAUHMU.

Epexmu 6vpxy kpveHomo nanseane

B mutane60-KoHTpOIMpaHu MPOyYBaHHS PU Bb3PACTHU MAIEHTH € YCTAaHOBEHO:

- CHCTOJTHOTO KpBBHO HaisiraHe e 6mio >140 mm Hg npu 19,9% ot naunenture, nonyvasamu 14 mg/nex
TepudIyHOMH, B cpaBHEHHE cbC 15,5% npu nomyuyaBamuTe mianedo;

- CHUCTOJIHOTO KPBBHO Hasisirane e ouiao >160 mm Hg npu 3,8% oT nmanuenture, mony4vasamy 14 mg/nex
tepudayHoMun, B cpapaenue ¢ 2,0% mnpu nosyyasamyre miamnedo;

- JMACTOTHOTO KPBBHO HaJsirane € Omio >90 mm Hg npu 21,4% ot nanuenTute, morydasaniu 14 mg/nex
tepudyHOMUI, B cpaBHeHre c¢be 13,6% npu nonyvapammre miamneoo;

Unghexyuu

B muane60-koHTpOIMpaHu IPOYYBaHUs PH Bh3PACTHH TAIMEHTH HE ¢ HAOJII0[aBaHO yBeIHNYaBaHe HA
ceprosnute uHbekipn npu repudiayHomua 14 mg (2,7%) cupsimo miare6o (2,2%). Cepuosuu
ONOPTIOHUCTHYHU MH(pEKIMH ca HacThIuiu npu 0,2% BBB BCsKa OT TPYIHUTE.

Texkyn nHOEKIMH, BKIFOUYUTEIHO CETICHC, MTOHSIKOTa C JIETaJICH U3X0/l, ca OMIN ChOOLICHU B TOCTMapKETUHIOBUS
MEPHO/I.
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Xemamonocuunu eghexmu

B mnane6o-kouTponmpanu unutBanus ¢ AUBAGIO npu Bb3pacTHH ManueHTH ¢ HaOar0aBaHo CPEIHO
HaMaJIeHue, 3acsraiio Opos Ha Oenure KpbBHH KIeTKU (WBC) (<15% crpsiMo U3X0HUTE HUBA, TIABHO
HaMaJIeHHne Ha HeyTpoduiauTe u TMMQOINTHTE), HO MIPH HAKOU IMAIMEHTH € HAOI0aBaHO MO-TOJISIMO
Hamanenne. HamanenueTo Ha cpeaus Opoit cripsMo U3XOAHOTO HUBO € HACTBIIBANIO MPe3 MbPBUTE 6 CEAMUIIH,
CJIe]] KOETO C€ € CTa0MIN3UPAIO BEB BPEMETO C MPObJDKaBaHe Ha JICYCHUETO, HO Ha IMO-HUCKY HUBa
(mamanenwue ¢ mo-mMaiko ot 15% crupsmo n3xomHoTo HUBO). EdexThT BhpXy Oposi Ha YepBEHNUTE KPHBHU KIETKH
(RBC) (<2%) u 6pos Ha Tpombonutute (<10%) e 6 mo-cabo u3pasex.

Ilepugepna nesponamus

B miane60-KOHTpOIMpaHu IPOYYBAHHUS [TPU BH3PACTHHU MALMEHTH NeprdepHa HeBpONaTHsl, BKIIOYBAIIA KAaKTO
MOJIMHEBPONATHSI, TAKa © MOHOHEBPOMATHS (HAIp. CHHAPOM Ha KaplaJHHs TYHEN), Ce ChOOIIaBa Mo-4eCcTo Mpu
MAlUCHTH, TIPHEMAIH TepU(ITyHOMHU, OTKOJIKOTO MPH MAIMEHTH, MpUeMally miane6o. B ocHoBHHTE M1ane6o-
KOHTPOJIUPAHU POYYBaHMS YeCTOTaTa Ha nepruepHaTa HEBPOIATHS, IOTBBP/CHA C H3CIIC/IBAHE 32
MPOBOIUMOCT Ha HepBuTe, € omna 1,9% (17 nanuenTtu ot 898) npu 14 mg tepudayrnomun B cpaBuerue ¢ 0,4%
(4 nmaumentu ot 898) npu mane6o. JleueHueTo e npekpareHo npu 5 nanueHTy ¢ nepudepHa HeBponaTus Ha
tepudryHomus 14 mg. Be3craHoBsiBaHe Cliell IPEYCTaHOBSBaHE HA JICUCHHUETO Ce ChOOIIaBa pu 4 OT Te3n
HAIlEHTH.

Heonnasmu — 006pokauecmeenu, 310kauecmaenu u Heonpeoenenu (K. Kucmu u noauni)

B®b3 ocHOBa Ha onuTa B KIIMHHYHATE IPOYYBAHUS HE M3TJICHKA 12 MM MTOBUILCH PUCK OT 3I0KAYECTBEHU
3a00sIBaHuUs TP TepruIIyHOMH. PUCKBT OT 3710Ka4ecTBEHO 3a00sBane, 0cooeHo JuMponponndepaTuBHA
HapyLICHHS, € TIOBUIIIEH TPH yIoTpedaTa Ha HAKOU JPYTH CPEICTBA, KOUTO 3acsraT MMyHHarTa cuctema (edext
Ha KJ1aca).

TedicKu KOJCHU pearkyuu
CpoOl1IeHH ca ClTyYan Ha TEKKH KOXKHHU PEAKIUK C TEPHU(IYHOMH] B TOCTMAPKETHHIOBUS TEPUOJ (BIK.
Touka 4.4).

Acmenus
B mutanie00-KoHTpOIMpaHu NpOyYBaHMs IPY Bb3PACTHHU MALMEHTH, YecToTaTta Ha actenus e 2,0%, 1,6% u 2,2%,
CHOTBETHO B IpynuTe Ha ianedo, Tepudaynomus 7 mg u trepudmynomun 14 mg.

Icopuasuc
B mutanie00-koHTpONIMpaHu NpoyyBaHus, YecToTara Ha ncopuasuc e 0,3%, 0,3% u 0,4% cbOTBETHO B rpynuTe Ha
tane6o, Tepudaynomus 7 mg u repudayHomun 14 mg.

Cmomawmno-upesHu napyuleHus

3a ma"kpeaTuT ce cho0I1aBa HEYeCTO MPHU OCTMAaPKETHHIOBaTa yoTpeda Ha TepuIIyHOMUT IPH Bb3PACTHH,
BKJIIOUMUTCIIHO ClIydard Ha HCKPOTU3UPpall ITaHKPCATUT U MMaHKpEaTU4YHa IICEBAOKHUCTA. HaHeraTI/I‘IHI/I CHLOUTHS
MOTaT Jia HACTBIIAT MO BCIKO BPEME IPH JICUSHUETO € TePUIYHOMHI, KOETO MOXKE J1a JIOBEJIE JI0
XOCTIUTAIH3AIHS H/WIN HEOOXOJMMOCT OT KOPUTHPAIIIO JICYCHUE.

HCZ[I/IaTDI/I‘lHa omyJjaanusa

HabnronaBanusrt npoduin Ha 6€30MacHOCT NMpY NeJUaTPUIHN anueHTy (Ha Bb3pact ot 10 1o 17 roaunn),
MOJTyJaBaliy Tepu(pIyHOMH €KEeTHEBHO, KAaTO 15710 € MMOA00EH Ha TO3W, HAOII01aBaH IPH Bb3PacTHU
nanueHTH. Bernpeku ToBa, B eAnaTpuuHOTO MpoyuBane (166 nanuentu: 109 B rpynara Ha TepudiyHOMUA U
57 B rpymnara Ha 1iae6o0), caydau Ha aHKpeaTUT ca chodieHu mpu 1,8% (2/109) ot jgekyBaHHTE C
TepudIyHOMUJI TAIMEHTH B CPABHEHHUE C HUTO €/IMH CIy4ail B rpynara Ha mamne0o B JIBoiHocHsmara dasa.
EnHo oT Te3u chOuTHA € 10BENO 10 XOCHHUTANM3ALUS U € HAIOKWIO Kopurupaio Jieuenue. [Ipu nequarpuyan
MAIMEHTH, JIEKYBaHU C TEpUIIyHOMH]] B OTKpUTaTa (a3a Ha MpOyYBaHETO, Ca CbOOLICHU 2 NOMbIHUTEIHH
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CiTy4asi Ha TTaHKPeaTHuT (SAWHHAT € ChOOIIEH KaTo CEpUO3HO ChOUTHE, a IPYTHUAT € HECEPUO3HO CHOUTHE C JIEK
MHTEH3MUTET) U CIIUH CIy4ail Ha CEpUO3€H OCThp MaHKPEaTHT (C rmceB1o namuioma). [Ipu 1Bama oT Te3u

3 manueHTH NaHKPEATUTHT € JIOBEJ J0 XocnuTanu3aus. KIIMHUYHUTE CUMITTOMU BKITFOYBAT KOPEMHA 0OJIKa,
raJicHe W/Wv TIOBPBIaHe, a CEpyMHUTE aMKJia3a M JIUMa3a Mpu Te3H MAIUeHTH ca OWK nmoBuileHd. Beuuku
MAIMEHTH ca ce Bb3CTAHOBWIIN CIIE] TIPEYCTAHOBSIBAHE HA JICUCHUETO U NIPUJIaraHe Ha TPOIEaAypa 3a YCKOPEHO
eMMMHUHUpPaHe (BX. TOUKa 4.4) B KOPUTHPAIIIO JICUCHHE.

CJ'ICZ[HI/ITC HEXCEIIaHU PCAKIUU Ca C'[>06H_IaBaHI/I MO-4€CTO IIpU nN€aAuaTpuIHaTa noIryJanus, OTKOJIKOTO IIpU
MOIyIalusITa Bb3paCTHU:

. Amnonenus ce cbo0mmasa npu 22,0% 0T malMeHTUuTe, JeKyBaHu ¢ TepudayHomus cupsimo 12,3% ot
MalMeHTHTE, JIEKYBaHH ¢ TU1aeoo.
. Nudexkunn ce crobmrasar nmpu 66,1% oT manueHTnTe, TIeKyBaHu ¢ TeprudIyHOMu, cripsimo 45,6% ot

MAIUEeHTHTE, JIEKyBaHU ¢ Tuiane6o. Cpes TSIX Mo-4ecTo ce chobmana 3a Ha30(hapuHTUT U MHPEKITUN Ha
TOpPHHUTE AMXaTeNH! MBTUIIA IPH yIIOTpeda Ha TepruITyHOMHU/T.

. [Norumasane Ha CPK ce cpo0maBa npu 5,5% OT manueHTuTe, JieKyBanu ¢ tepudaynomu, cupsmo 0% ot
MaIMeHTHTe, JIeKyBaH! ¢ Tuane6o. [To-roisiMaTta yacT OT ciay4anTe ca CBbP3aHu ¢ JOKYMEHTHPaHO
(u3nUecKo HATOBapBaHeE.

. [Tapecte3us ce cpobmasa mpu 11,0% ot nauueHTHte, JeKyBaHu ¢ TepudiayHoMus, cupsamo 1,8% npu
MAMEeHTHTE, JIEKyBaHU ¢ IU1ane0o.
. Bonka B xopema ce cpobmasa npu 11,0% ot nauueHTHte, NeKyBanu ¢ repudiayHomun, cupsamo 1,8% npu

MaIlUeHTHTE, JIEKYBaHH ¢ TUIaneoo.

CroO1aBane Ha IMOJO3UPaHU HEKEIAHN PEAKIIAN

Cro0I11aBaHeTO Ha MOJI03UPAHU HEIKEIIAHN PEaKIIUK CJIe] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOJYKT € BakKHO. TOBa MO3BOJISIBA J]a MPOIBJIXKK HAOJIOICHUETO Ha ChOTHOLICHUETO I0JI3a/PUCK 32
JIeKapCTBeHUS MPOAYKT. OT MEIUIIMHCKUTE CICIUATUCTH CEe U3UCKBA J]a ChOOIaBaT BCsKa

MOI03MPaHa HeXKeIaHa peakIys Ype3 HallMOHAJTHA CUCTeMa 3a ChOoOIaBaHe, mocoderHa B [lpmnokenue V.

4.9 Ilpeno3upane
CumnromMu

Jlurcea onmuT OTHOCHO Mpeo3upaHe Ha Tepu(IyHOMUI MM HHTOKCUKAIMs ITpu Xopa. Tepudurynomun 70 mg
JTHEBHO € TIpuiiarad Jio 14 mHu npu 37paBu nHANBUAN. Hexenanurte chOUTHS ca OMITM ChIIOCTaBUMU ¢ Tipodrina
Ha Oe3omacHOCT Ha TepuIyHOMHU 1pu nanuenTy ¢ MC.

Jleuenune

B ciyuaii Ha CbOTBETHO Tpe03upaHe WM TOKCUIHOCT CE MPENOPbYBa XOJIESCTUPAMUH UM aKTHBEH BBIJICH 32
yYCKOpsiBaHE Ha enuMuHUpaHeTo. [IpenoprunTenHara nporeaypa 3a eIMMUHUPAHE € XOJIECTUPAMUH § g TPH
I'bTH THEBHO B IPOABLDKEeHUE Ha 11 qHU. AKO TOBa HE Ce MOHACS J00pe, MOXKeE Jla Ce U3I0JI3Ba XOJICCTUPAMUH
4 g Tpu TBTH JHEBHO B NMPOJbIDKeHNE Ha 11 qHU. ANTEpHATUBHO, TIPH JIMIICA HA XOJECTHPAMHUH MOXE J1a Ce
M3M0J3Ba aKTUBEH BbIVIeH 50 g 1Ba MbTU AHEBHO B npoabukeHue Ha 11 qau. OcBeH ToBa, ako ce Halara 1o
CHOOpaKEHHsI 32 TTIOHOCUMOCT, HE € 3aIbJDKATEITHO MPHIIOKEHUETO HA XOIECTHPAMUH WIIM Ha aKTUBHUS BBIJICH
na ObJie B TTOCTIeIOBATENIHU THU (BXK. TOUKa 5.2).
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5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 d®dapmakoaMHAMHYHHU CBOCTBA

dapmakoTepaneBTrdHa rpymna: UmyHnocynpecopu, MHXuOUTOpH Ha TUXAAPOOPOTAT JEXUAPOTEeHA3aTa
(DHODH), ATC xox: LO4AKO2.

MexaHU3bM Ha JIEHCTBUE

TepudayHomMun € IMyHOMOIYJIHPAIIIO CPEACTBO C MPOTHBOBB3MATUTEIHN CBOHCTBA, KOUTO CEIICKTUBHO H
00paTHMO MHXHOHPA MUTOXOHIPHATHUSA €H3UM AUXUApoopoTaT aexuaporenasa (DHO-DH), koiito
(YHKIIMOHAIHO Ce CBHP3Ba C TUXaTellHaTa Bepura. BenencTpre Ha MHXUOUPAaHETO Tepr(DIYHOMUJI KaTO ISUII0
orpannyana nponudeparusTa Ha Obp30JIAMUTE Ce KISTKH, KOUTO 3aBUCAT OT de NOVO cuHTe3a Ha
MUPUMUTUHHE 32 YBEIIMYABAHETO CU. TOYHHUAT MEXaHU3bM, 10 KOUTO TepU(IYHOMU]T OCHIIIECTBIBA
TepaneBTHYHOTO cu AericTBUe Mpu MC, He € HAIIbJIHO U3ACHEH, HO Ce MeAMHpa OT HaMajIsiBaHe Ha Opost Ha
T-mumdonuruTe.

dapmakognHaMuuau ehEKTH

Hmynuna cucmema

EdexTu BbpXy Oposi Ha IMyHHUTE KJIETKH B KpbBTa: B miane60-KoHTpoIrpaHu Npoy4BaHus TepU(IyHOMUL
14 mg BemHBK JHEBHO € MPEIU3BUKAI JIEKO CPETHO HaMalleHue Ha Opos Ha TUM(OIUTHTE C 1TO-MaJko oT 0,3 X
10%1, koeTo e HaCTBIMIIO MPE3 IILPBUTE 3 Mecella OT JIEYEHHETO U HUBATA Ca Ce 3ala3milu 10 Kpas Ha
JICUYCHHETO.

Tomenyuan 3a yovisicasane Ha QT-unmepsana

B munane60-koHTpoIHpano 3a1p1009€HO poyyuBaHe 1Mo oTHoleHrne Ha QT-uHTepBaNta npy 3ApaBy WHAWBUAN
TepuIyHOMU TIPU CpellHa KOHIIEHTPAIHs B CTAIMOHAPHO CHCTOSIHUE HE € TIOKa3al MOTEHIINAN 33 YIbJDKaBaHe
Ha QTcF-unTepBana B cpaBHeHune ¢ mianedo: Hali-TorsiMaTa, KOpUTHPaHa 3a BpeMe, CpeiHa pa3iinKa MexIy
tepudyHOMU ¥ 1ianebo e 6mna 3,45 ms ¢ ropua rpanuna Ha 90% CI 6,45 ms.

Egexm svpxy myoyanama ¢yukyus na 6vopeyume

[Tpu mnane60-KOHTPOIMPAHUTE POYYBAHUS CPEJHA HAaMaJICHHUS Ha MUKOYHATA KHCEJIMHA B CepyMa B JHAIa30Ha
ot 20 10 30% ca HaOJ0JaBaHK MTPY MAIUSHTHUTE, JIEKYBaHH ¢ TePU(IYHOMHUI, CTIPSIMO Iuiane6o. CpeHoTo
HamajieHne Ha cepyMHus ocdop e 6mito okono 10% B rpynara Ha TepudiryHOMH cripsiMo 1anedo. Cunra ce,
4e Te3n e(heKTH ca CBbp3aHH C IMOBHIIaBaHe HAa ObOpeuHara TyOyiTHa eKCKPEIHs M He ca CBBbP3aHU C TIPOMEHU B
TIIOMEPYJIHUTE (YHKIINH.

Kiauanana ed)I/IKaCHOCT 1 0€30IMacHOCT

Edukacnocrra Ha AUBAGIO e nemoncTpupana B ABe iane0o-koHTposinpanu npoyusanus - TEMSO u
TOWER, xouto ca oreHsBany NpuwIoKeHUETo Ha TepuduryHomun 7 mg u 14 mg BeIHBK JHEBHO NIPH
BBb3pacTHU nauuentu ¢ [IIMC.

O6mo 1 088 marmentu ¢ [IMC ca pangomusupanu B TEMSO na nomyuasar 7 mg (n=366) nim 14 mg (n=359)
TepuduryHOMUA, WK tiane6o (n= 363) B npoasmkenue Ha 108 ceamuny. Bcuuku nanueHTy ca uManu
nedunutrBHa qrarno3a MC (6asuparia ce Ha kputepuute Ha McDonald (2001)), moka3Baiia mpruCTHITHO
KIIMHUYHO MPOTHYAHE ChC MU 03 IPOrpecHst, U ca MOMYUYHIIU MMOHe | MPUCTBHII Mpe3 ToHATA, IPeIIIecTBaIIa
W3MUTBAHETO, WM Hall-MaJIko 2 MPHUCTHIIA Npe3 2-Te TOIUHHM, IPEAIIeCTBAIIY U3NUTBaHeTO. [Ipyu BKIIIOYBaHETO
MaIMeHTHUTE ca UMaJIi CKop 1o Pasmmpenara ckaiia 3a craryc Ha uHBanuaHocT (Expanded Disability Status
Scale (EDSS)) <5,5. Cpeanara Bb3pacT Ha IOMyJIalKsATa B MPOy4YBaHeTo € owmia 37,9 roguHu. MHO3UHCTBOTO
MAlMEeHTH Ca UMAJIM TIPUCTHITHO-PEMUTEHTHA MHOXKECTBeHa cKiiepo3a (91,5%), Ho moArpymna naueHTy ca
HUMalld BTOPUYHO nporpecupaina (4,7%) win npuctTbiHo-miporpecupama (3,9%) MHOXKecTBEeHa CKIepo3a.
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Cpenausat 6poii Ha MPUCTHIINTE B paMKHUTE HAa TOIWHATA TPEIH BKIIOYBAHE B MpOy4YBaHeTo ¢ oui 1,4 kato
36,2% oT manueHTHUTe ca NMaNH Tal0OTMHUI-KOHTPACTHH JIE3UU Ha N3XOTHOTO HMBO. Meananara Ha CKopa Io
EDSS na u3xonnoTo HEBO ¢ Omna 2,50; 249 manuenTu (22,9%) ca umanu ckop mo EDSS > 3,5 Ha uzxoaHoTO
HUBO. CpeaHaTa MPOABIKUTEIHOCT Ha 3a00JIIBaHETO OT MOsIBaTa Ha ITbPBUTE CUMNTOMH € Omina 8,7 TonuHH.
Mmuo3unacTBOTO NarwenTy (73%) He ca moiydaBanu 0oiecT-MoauUITUpAaIIo JISYeHHe pe3 2-Te TOAMHH MPeIr
BKITIOUBaHE B MPOYyYBaHeTO. Pe3ynraruTe OT mpoy4BaHeTo ca npeacrtaBenu B Tadmmma 1.

Pesynrtatute oT ABIATOCPOUHO MPOCIEASIBAHE OT JBITOCPOYHOTO PA3IMIMPEHO MPOYIBaHe 3a OE30MacHOCT
TEMSO (00r111a cpeiHa MpoabJKUTEIHOCT HA JICUCHUETO MPUOIU3UTEIIHO 5 TOAMHN, MAKCHMaIHA
MPOJBIDKUTEITHOCT Ha JICUCHUETO MPUOIU3UTEITHO 8,5 TOAMHM) HE ca MOKa3aJIi HOBYU W HCOYaKBAHH JIAHHU
OTHOCHO 0€30IacHOCTTA.

O6mo 1 169 narmentu ¢ [IMC ca pangomusupanu B TOWER na momyyasat 7 mg (n=408) wim 14 mg (n=372)
tepudayHoMun, uin mwianedo (n= 389) 3a pa3nuueH cpok Ha JeUeHHE, 3aBbpIIBall 48 CeIMUIIH ClIe
paHIOMH3UpaHe Ha ITOCICIHUS TAIEeHT. BCHYIKY TAIMeHTH ca IMal AepuHUTHBHA auaranoza MC, (6asuparra
ce Ha kputepuute Ha McDonald (2001)), noka3sBaiia IpUCTHITHO KIMHUYHO MPOTHYAHE CHC WK O€3 Mporpecus,
1 Ca IOJIyYHJIU IOHE 1 IMPUCTBII IIPE3 rognHara, npeAauecTBana N3IMTBAaHETO, UIIN Hal-MaJKo 2 MpUCTHIIA IIPE3
2-Te TOJMHY, PEIIIeCTBAIIY n3NUTBaHeTo. [Ipy BKIITOUBAaHETO MAIIMEHTHTE ca UMaln cKop 1o Pasmmpenara
ckaya 3a cratyc Ha uHBanmunHOCT (Expanded Disability Status Scale (EDSS)) <5.5.

Cpennara Bb3pacT Ha MOIyJanusaTa B mpoy4BaHeTo € ouna 37,9 ronnau. MHO3UHCTBOTO MAIlMEHTH Ca UMaII
MPUCTBITHO-PEMUTCHTHA MHOXECTBEHA ckiiepo3a (97,5%), Ho moarpyna nalueHTH ca UMald BTOPHYHO
nporpecupaina (0,8%) nin npuctenHo-nporpecupaina (1,7%) MHoKecTBeHa ckiepo3a. CpeaHusT O6poit Ha
MPUCTHIIUTE B PAMKUTE Ha FOJMHATA MIPEIH BKIIOUBaHE B Mpoy4YBaHeTo € Ouin 1,4. [anonuHuii-KOHTpacTHA
JIS3UW Ha U3XOJIHOTO HHMBO: HAMa JaHHU. Menuanata Ha ckopa o EDSS Ha u3xomHoro HuBO € 6mia 2,50;

298 marmentu (25,5%) ca umanu ckop mo EDSS > 3,5 na u3xoanoto HEBO. CpeaHaTa mpoabKATETHOCT Ha
3a00JIIBAHETO OT MOsBAaTa Ha MbpBUTE cuMnToMH ¢ Omna 8,0 roxuan. MHO3UHCTBOTO nanueHTH (67,2%) He ca
MoJTy4aBaiy 00IecT-MOIUPUIMPALIO JIeueHHEe Npe3 2-Te TOAUHU MPEI BKIOYBAHE B IPOYYBAHETO.
Pesynrarute oT npoyuBaHeTo ca npeacTaBenu B Tabnuma 1.
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Ta6auna 1 - OcHoBHH pe3yJTaTu (3a oqo0penara 103a, | TT momyaamusn)

IIpoyuBane TEMSO IIpoyuBane TOWER
Tepudurynomug ILane6o Tepudurynomupg Ilnamnedo
14 mg 14 mg
N 358 363 370 388
Kiaunnyen uzxon
T'oaumza yecToTa Ha 0.37 0.54 0.32 0.50
IPUCTBINTE ’ ’ ' '
Pasznuxa ¢ pucka (Clgsey,) -0,17 (-0,26, -0,08)* -0,18 (-0,27, -0,09)**
Be3 IPUCTBIIN cepna 108 56,5% | 456% 57,1% | 46,8%
KoedummenT na puck " .
(C195%) 0,72, (0,58, 0,89) 0,63, (0,50, 0,79)
3-MeceyHa TpaiiHa
mporpecus Ha 20,2% 27,3% 15,8% 19,7%
HUHBAIUIHOCTTA cepmuua 108
Koedpuyuenm na pucx 0,70 (0,51, 0,97)" 0,68 (0,47, 1,00)*
(Closw)
6-MecedHa TpaiiHa
mporpecus Ha 13,8% 18,7% 11,7% 11,9%
UHBAIUIHOCTTA cepmuua 108
Koegpuyuenm na puck 0,75 (0,50, 1,11) 0,84 (0,53, 1,33)
(Closw)
SAMP kpaiinu TOYKH
[Ipomsiaa B BOD cenvia
o A 0,72 2,21
Omuocumenta npomsana -
cnpsamo naayebo 67%
Cpenen opoii Gd-
KOHTPACTHH JIE3UH HA 0,38 1,18 He e M3MepBato
cenmuia 108 P
Omuocumenta npomsna e
enpsmo naaye6o (Closy) -0.80 (1,20, -0,39)
bpoli yHUKaJIHM aKTUBHU 075 2 46
JIC3UW/CKaHUPAHE ' '
Omuocumenta npomsna 69%, (59%: 77%)"**
cnpsimo naaye6o (Closy) ’ ’

**p<0.0001 *** p<0.001 ** p<0.01 * p<0.05 B cpaBHEHHE C IIIALIE00
(1) BOD: 6onecten ToBap: ToTasieH ooem Ha nesunte (T2 u T1-xunonHrensun) B ml

EduxacHocT npu manyeHTH ¢ BUCOKa 0oJiecTHA aKTUBHOCT:

HabnronaBaH e chIioctaBiM TeparneBTH4eH eeKT BbPXY MPUCTHIIUTE U BPEMETO JI0 3-MecevHa TpaifHa
MPOTPeCHs Ha MHBAJIWIHOCTTA TIPH moarpya marmentd B TEMSO (n= 127) ¢ Bucoka 60recTHa aKTHBHOCT.
[lopanu nuzaiina Ha MPOYYBaHETO BHUCOKA O0JieCTHA aKTUBHOCT € Ae(hMHUpaHa KaTo 2 WU ITOBEYE MIPHUCTHIIA B
elHa rouHa 1 enHa wim nosede Gd-koHTpacThu je3uu Ha IMP Ha Mo3bka. He e mpoBeieH cxoeH Moarpynos
anam3 B TOWER, Tbii kaTo He ca chOupanu qanau ot SIMP.

JlumicBat TaHHY [P MAIMEHTH, KOUTO HE Ca OTTOBOPHUIIM HA ITBJICH M aJIeKBaTEH Kypc Ha jedeHue (oOndaitHo
MOHE e/IHa T'O/IMHA JieueHHe) ¢ OeTa-uHTepedepoH, KOUTO ca MMAITH MOHe | MPUCTBIT Tpe3 MpelecTBalaTa
rojiMHa Ha ¢poHa Ha jieueHue u noHe 9 T2-xunepruHTeH3HY Jie3uu Ha kpanuaieH SIMP wiu none 1 Gd-
KOHTpAacTHa JIe3Hsl, WM MPH NAllMeHTH C HENPOMEHEHA MIIM TMOBHUILEHA YeCTOTa Ha MPUCTBIINUTE MIPEe3
MpeIecTBalla ToANHA CIPAMO NPEAXOJHUTE 2 TOTUHH.
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TOPIC e nBoitHOCTANO, M1a1Ie060-KOHTPOIUPAHO MPOYUBAHE, KOETO OLEHSIBA MPUIOKEHUETO HA €HOKPATHH
JTHEBHU 103H TepudmyHomun 7 mg u 14 mg 3a nepuon 1o 108 cenMuly npy MalueHTH ¢ TbPBO KIMHUYIHO
JAeMUeTHHU3Mpanio choutue (cpenHa Bb3pact 32,1 rogunu). [IbpBruuHaTa kpaiiHa TOUKa € BPEMETO 10 BTOPH
KIuHUYeH enu3o (peruaus). 0010 618 marmenTr ca paHIOMH3UPaHu 1a norydasat 7 mg (n = 205) wiu 14 mg
(n = 216) Tepudmyrnomua wiu rwianedo (N = 197). PUCKBT OT BTOPU KIMHUYEH €IU30]1 3@ IEPUOJ OT 2 TOAUHH €
6mn 35,9% B rpynata Ha miane6o u 24% B rpynara Ha JedeHne ¢ repudayromua 14 mg (koedhunneHT Ha pUCK:
0,57, 95% wunrtepsan Ha noseputennoct: 0,38 no 0,87, p=0,0087). Pesynrature ot mpoyusanero TOPIC
MOTBBPXKIABaT epUKACHOCTTA HA TepU(IYHOMUA NP NPHUCThIHO-peMuTenTHa MC (BKITIOUUTETHO paHHA
NpUCTBITHO-peMuTeHTHa MC ¢ TBPBO KIMHUYHO AEMUETUHU3UPAIO CHOUTHE U AUCEMUHUPAHU BBB BPEMETO U
npoctpancTBoTo SIMP s1e3umn).

EdextuBHOCTTA Ha TepudIyHOMII € CpaBHEHA C Ta3W HA MMOAKOXHO Mpuiiarad naTepdepoH oeta-la (B
MpernopbyBaHara 1032 oT 44 ug Tpu MTH CEAMUYHO) NipH 324 paHIOMU3UPAHU MALMEHTH B IPOYyYBaHE
(TENERE) ¢ MuHMManHa npoIbKUTEIHOCT Ha JiedeHrueTo 48 cenmunu (Makcumanna 114 ceqmunnm). Pucksr
OT HeycrneX (IOTBBP/IEH MPHUCTHII WK TPaiiHO NPEKbCBAHE Ha JIEYCHUETO, KOETO OT JBETE HACTBIIN TO-PaHO) €
OuJ MbpBUYHATA KpaiiHa TOYKa. bposT Ha manmMeHTUTe, OKOHYATEIHO NPEKbCHAIN JICUCHUETO, B TpyIIaTa Ha
tepudaynomun 14 mg e 6mn 22 ot 111 (19,8%), kato nmpuunHuTe ca Ouan Hexenanu cpoutust (10,8%), nurca
Ha edukacHoct (3,6%), npyra npuunna (4,5%) u 3ary6a 3a npocieassane (0,9%). BposT Ha manueHTure,
OKOHYATEITHO TPEKBhCHANN JIEYEHUETO, B Tpymnara Ha uarepdepon 6era-1a e 6wt 30 or 104 (28,8%), kato
NPUYUHUTE ca Ouin Hexenanu ceoutus (21,2%), nmurnca Ha epukacHocT (1,9%), npyra npuuuna (4,8%) u
Hecmnas3BaHe Ha npotokona (1%). Tepudnynomun 14 mg/neH He npeBb3X0XKIa CTATUCTUYCCKU HHTEPDHEPOH
Oera-1a 1o OTHOLICHNE HA TBPBUYHATA KpaiiHa TOUKA: W3YMCICHUAT IIPOLICHT MALIEHTH C HEYyCIEeX OT
JIeYeHHEeTo Ha ceaMulia 96 npu u3non3BaHe Ha Merona Ha Kaplan-Meier e 41,1% cnpsimo 44,4%
(Tepudnynomun 14 mg cnpsimo unrepdepon-1a, p=0,5953).

IlemaTpuuHa momyaamnus

Heya u ronowu (6v3pacm om 10 0o 17 200unu)

IMpoyusane EFC11759/TERIKIDS e Mex1yHapOaHO ABOWHOCIIAIO, IUIAIe00-KOHTPOIUPAHO MTPOYYBAHE TPH
MeANATPUYHU MallMEeHTH Ha Bb3pacT oT 10 1o 17 ronunu ¢ npucrenHo-peMuteHTHa MC, pn kKoeTo ca
OLICHSBAHU JI03U TePU(ITYHOMU]I BEIHBK THEBHO (KOPUTHPAHU 32 IOCTUTAaHE Ha eKCIIO3MIINS, CKBHBAJICHTHA Ha
no3ara 14 mg npu Bb3pacTHH) B MpoAbDKeHre Ha 96 ceIMUIH, TIOCIEABAHO OT OTKPUTO MPOALIDKeHHE. Benuku
MalMEeHTH ca UMaJM MoHe | peuarB B POabDKEHHE Ha | TOMHA MIIH [TOHE 2 pelyauBa B IPOIBIIKEHUE Ha

2 TOAMHY TIPEU IPOYYBaHeTo. M3BBpIEHN ca HEBPOJIIOTUYHU OIICHKH NPU CKPUHHUHTA U Ha BCEKH 24 CeIMHITU
710 3aBBPIIIBaHE Ha MMPOYYBAHETO, KAKTO M MPH HEIUIAHWPAHU BU3UTH 3a MOJ03MpaH peruaus. [lanmuentute ¢
KJIMHUYEH PELMIUB Ui ¢ BUcoka SIMP akTUBHOCT Ha IOHE 5 HOBM MM ycuiBaiy ce T2 ne3uu npu 2
MOCJIeI0BAaTEIHN CKaHUPAHHS ca IPEMUHAIH IIpeau 96-Te ceqMHLIM KbM IIepHOAa Ha OTKPUTO NPOABIKEHHE, 3a
Jla ce OCUTYPH aKTHBHO JiedeHre. [IbpBudHaTa KpaiiHa TO4YKa € BpEMETO /10 TbPBU KIIMHUYEH PELUIUB CIIE]
pannoMuzanys. BpemeTo 10 mbpBU MOTBBPIACH KIMHUYEH PEUUANB Wi BUcoka IMP akTHBHOCT, KOETO OT
JIBETE HACTBIIN IBPBO, € IPEABAPUTEIHO Ae(HUHUPAHO KATO aHAIN3 Ha YyBCTBUTEIHOCTTA, Thil KATO BKIIIOYBA
KaKTO KJIMHUYHH, Taka U SIMP ycnoBus, moaxoasmiy 3a peMHUHaBaHe KbM OTKPUTHS IEPUO/I.

O6mio 166 manueHTy ca paHIOMU3HUPaHU B choTHOLIEHHE 2:1 1a moyyaBat Tepudurynomun (n = 109) unu
mare6o (n = 57). Ilpu BiawM3ane B MPOydYBaHETO, AIIMEHTHTE ca MManu ckop mo EDSS <5,5. Menunanara Ha
BB3pacTTa € 14,6 rogunu, cpeanoTo terio € 58,1 Kg, cpeaHara mpoabDKUTETHOCT Ha 3a00/IIBAHETO OT
NOCTaBsiHE Ha AuarHosata e 1,4 roaunu, a cpeauusat opoit T1 Gd-kontpacTau ne3uu npu SAMP e 3,9 nezuun Ha
W3XOAHO HUBO. BCHUKM MalMeHTH ca UMajiy npucThiiHo-pemureHTHa MC ¢ Meauana Ha ckopa o EDSS na
mxoaHo HuBO 1,5. CpenHoTO Bpeme Ha yieueHune € 362 quu Ha mianebo u 488 mHu Ha TEPUQPITYHOMUI.
[IpemMuHaBaHeTO OT IBOMHOCIISI NEPHOJ] KbM OTKPHTO JIeYeHUE opaan Bucoka SIMP akTUBHOCT € mo-yecto ot
OYaKBaHOTO M MO-YECTO M [0-PaHO B rpymnara Ha miane0o B CpaBHEHUE C TpymaTa Ha TepuduryHoMun (26% npu
wiane6o, 13% npu TepudyHOMuUL).
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Tepudmynomun HamansaBa pucka OT KIMHUYEH peruans ¢ 34% crupsamo mianedo 6e3 JOCTUraHe Ha
craructuyecka 3HauuMocT (p = 0,29) (Tabnuua 2). B npeaBaputenHo onpeneneHus aHalu3 Ha
YyBCTBHUTEIHOCTTA, TEPUPIYHOMHU] TOCTUTA CTATHCTUUECKU 3HAYMMO HaMaJlsiBaHe Ha KOMOWHHUPAHUS PUCK OT
KIIMHUYEH peuuanB wiu Bucoka AMP axtuBHOCT ¢ 43% crpsimo turarie6o (p = 0,04) (Tabnuma 2).

TepuduryHomMu 3HAYUTETHO HaMallsiBa Oposl HA HOBUTE M HApacTBalLly |2 JIe3UU Ha CKaHupaHe ¢ 55%

(p = 0,0006) (post-hoc ananu3 chIO KOPUTHpPaH 3a n3XoAeH Oopoit T2: 34%, p = 0,0446) 1 Opos Ha TaHOTMHUIIMA-
KoHTpacTHHUTE T1 je3un Ha ckanupane cbe 75% (p <0,0001) (Tabmuma 2).
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Tadmuua 2 Knuauunu u AMP pesynaratu or EFC11759/TERIKIDS

EFC11759 ITT nomyaaunus Tepudaynomun IInanedo
(N=109) (N=57)

KiauHn4yHu KpaiiHu TOYKH

BpeMe J0 I'bpBU NOTBBPACH KIIMHUYCH PECLIUANB,

Bepostaoct (95%Cl) oT moTBbpaeH peruaus Ha ceamuiia 96 0,39 (0,29, 0,48) 0,53 (0,36, 0,68)
Beposmunocm (95%Cl) om nomewpoen peyuoue na ceomuya 48 0,30 (0,21, 0,39) 0,39 (0,30, 0,52)
Koepurrent na puck (95% Cl) 0,66 (0,39, 1,11)»

Bpeme 10 nbpBU NOTBBPACH KIMHUYEH PELMIUB WK BUcoka SIMP

dKTUBHOCT, 0,51 (0,41, 0,60) 0,72 (0,58, 0,82)
Bepositaoct (95%Cl) ot moTBBpAeH penuans ik Bucoka SIMP

SKTHBHOCT Ha cemMulia 96 0,38 (0,29, 0,47) | 0,56 (0,42, 0,68)
Bepossimnocm (95%Cl) om nomewpoen peyuous wnu sucoxa AMP

akmugHocm na ceomuya 48

Koedurment ua puck (95% ClI) 0,57 (0,37, 0,87)*

OcHoBHu AMP kpaiiHu TOUKHU

Kopurupan 6poif HOBH MIIM HapacTBaIIH |2 JIe3WH,

Ouenka (95% ClI) 4,74 (2,12, 10,57) 10,52 (4,71, 23,50)
Oyenxa (95% CI), post-hoc ananus cvwo kopueupan 3a usxooen 3,57 (1,97, 6,46) 5,37 (2,84, 10,16)
opou T2

Ortnocurenen puck (95% CI) 0,45 (0,29, 0,71) ==
Ortnocurenes puck (95% Cl), post-hoc ananusz cvugo kopueupan 3a 0,67 (0,45, 0,99)*

usxooen opou T2

Kopurupan 6poit T1 Gd-koHTpacTHH Jie3uH,

Ouenka (95% ClI) 1,90 (0,66, 5,49) 7,51 (2,48, 22,70)
Ortnocurenen puck (95% CI) 0,25 (0,13, 0,51)***

p>0,05 B cpaBrenue ¢ mianedo, * p<0,05, ** p<0,001, *** p<0,0001

BepositHocTTa € 6a3upaHna Ha oneHka o Kaplan-Meier, a ceamuna 96 e kpasit Ha usnutBanoro jedenue (EOT).

EBpornefickaTta areHmus 1o jJekapcTBaTa 0CBOO0OKIaBa OT 3abJDKCHUETO 33 MPEI0CTABSIHE HAa PE3yJITATHTE OT
npoyuBaHusita ¢ AUBAGIO npu aeua Ha Bb3pacT oT paxkaaHero 10 noj 10 roquHu npu jgedyeHue Ha
MHOJKECTBEHA CKIlepo3a (BX. Touka 4.2 3a nH(pOpMaIs OTHOCHO yHoTpeda B MeUaTpusTa).

5.2 dapmakoKHHeTHYHHU CBOWCTBA

AGcopOLus

MeuaHara Ha BpEMETO 3a JIOCTHTaHe Ha MAKCMMAITHH TUIa3MEHH KOHIICHTPAIIMK HACThIIBAa MKy 1 1 4 daca
Cclie]T PUIOKEHHE Ha J103aTa IPH MHOTOKPATHO MEPOPATHO MPHIOKEHHE Ha TEPU(IIyHOMHI, KATO MMa BUCOKA
ononammuHocT (mpudmmsurenno 100%).

XpaHaTa HAMa KIIMHUYHO 3HAYUM €(eKT BbPXY (papMakOKHHETHKATa HA TEPU(IYHOMUI.

Ot cpeanuTe NMPOrHO3HY (HAPMAKOKHHETHYHH MTApaMETPH, U3UUCICHH OT MOITyJIANMOHHUS (papMaKOKUHETHICH
ananu3 (PopPK) upe3 u3non3pane Ha faHHM OT 37paBu JOOpoBOILHU U naureHTH ¢ MC, KOHUEHTpaLusITa B
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CTallMOHAPHO CHhCTOSIHUE ce tocTura 6aBHo (T.¢., mpubm3utenHo 100 auu (3,5 mecena) 3a qocturane Ha 95% ot
KOHIICHTpAIMATA B CTALIMOHAPHO ChCTOSHUE), KaTo n3uucieHuaT upe3 AUC koeuneHT Ha KyMyJIUpaHe €
npubIM3NTENHO 34 MBTHU.

Paznpenenenue

Tepudaynomun ce cBbp3Ba eKCTEH3UBHO € TUTa3MEHUTE OenThIM (>99%), BEpOSATHO AIOYMUH, U CE pa3npeacis
mpeauMHoO B TuasMaTa. O6eMbT Ha pasmpenencnare € 11 1 ciaen eqHokpaTHO HHTPaBEHO3HO (i.V.) IPHIOKEHHE.
Tosa obaue Hail-BepOATHO € 3aHIKEHA MTPOTHO3HA CTOWHOCT, ThI KaTO IPH ITHXOBE € HAOII0IaBaHO
eKCTEH3UBHO OPTraHHO pa3npeaesicHue.

Buorpanchopmarnus

Tepudmynomun ce MmeTabonu3npa B yMEpeHa CTEIICH U € SUHCTBCHUSAT YCTAHOBUM B TJIa3MaTa KOMIIOHCHT.
OCHOBHUSAT BT Ha OMoTpancopmanys Ha TEPUPITYHOMHU € XUIPOIH3a, & OKHCICHHETO € BTOPOCTEIIEHEH ITBT.
Bropuunute MeTa0ONMUTHY TBTUINA BKITIOUBAT OKUCIeHUE, N-aeTiuiupaHe U KOHIOTHPaHe ChC Cyn(aTH.

Eanmunupane

TepuduyHomMu[ ce eKCKpeTHpa B raCTPOMHTECTUHAHHS TPAKT MPEIUMHO C )KIIbUKaTa moj| popMara Ha
HETIPOMEHEHO aKTUBHO BEILIECTBO M HA-BEPOSITHO 4Upe3 TyOyliHa cekpenus. TepudryHomus e cyocTpar Ha
edurykcaus Tpancnoptep BCRP, koiiTo Ou Morss aa ydactsa B npsikata cekpenus. 3a nepuon ot 21 auu 60,1%
OT MPHUJIOKEHATA 71032 Ce eKCKpeTHpa upe3 usnpaxuenusta (37,5%) u ypunara (22,6%). Cnen nporenypa 3a
OBP30 CTUMUHUPAHE C XOJICCTUPAMUH JOIBIHUTEIHO Ce OTACAT ole 23,1% (IpeAruMHO B H3NPaKHCHUATA).
BB3 ocHOBa Ha HHAWBUAYATHO MPOTHO3MPaHe Ha (hapMaKOKHHETUIHHTE TIapaMeTpH upe3 m3noi3Bane Ha POPPK
MoJiesa Ha TepuQIyHOMUA IIPpY 3ApaBu JoOpoBonuu u nauueHtu ¢ MC, Meauanata Ha ty; € Omna
npubnusutenHo 19 quu ciex MHOTOKpaTHH 7034 OT 14 mg. Criel eTHOKpaTHO HHTPABEHO3HO NMPUIIOKEHHE
TOTAJTHUAT TeJIECEH KIMPBHC Ha TepudayHomuz e 30,5 ml/h.

Ilpoyeodypa 3a ycxkopeno enumunupane: Xorecmupamun u akmuger 8beieH

EnuMunupanero Ha TepUGIIyHOMHU] OT KPhbBOOOPAIIICHUETO MOXKE Jla C€ YCKOPH Ype3 MPHIIOKEHUE Ha
XOJIECTHPAMHH WJIM aKTUBEH BBIJICH, BEPOSATHO Upe3 MPEeKpaTABaHe Ha MPOIECHTe Ha peabcopOIvs Ha YpEeBHO
HuBO. KoHneHTparuuTe Ha TepudIryHOMUI, U3MEPEHH 110 Bpeme Ha | 1-1HeBHaTa Mmpolieaypa 3a yCKOpsiBaHE Ha
SIIMMUHUPAHETO HA TEPUPIYHOMU] ¢ 8 g XOJIIECTUPAMUH TPH IIbTH THEBHO, 4 g XOJICCTUPAMHUH TPU ITbTH JTHEBHO
nin 50 g akTHBEH BBIJICH [[BA ITHTH JTHEBHO CIIeJI IPEYCTAHOBSABAHE HA JIECUEHUETO C TePH(ITyHOMUJI, TTOKa3BaT
4e Te3M CXeMH ca e(DeKTHBHHU 3a yCKOPSBaHE Ha eIMMHUHUPAHETO Ha TepUGIYHOMU, BoaenH 10 Haa 98%
HaMaJIsIBAHE Ha TUIa3MEHUTE KOHIICHTPAI[MK Ha TePUGIIYHOMHU/I, KATO XOJIECTUPAMUH € UMAaJT 10-0bP30 JICHCTBHUE
ot BbriieHa. Clie/l MpeyCTaHOBsABaHE Ha TePU(IYHOMUIT U MPUIIOKCHUETO HA XOJIECTUPAMUH 8 g TPU IIBTH
JTHEBHO TUTa3MEHAaTa KOHIIEHTpaIns Ha TepudIyHOMuUI € Hamansuta ¢ 52% B kpas Ha zieH 1, ¢ 91% B kpas Ha neH
3,¢99,2% B xpast Ha jeH 7 u ¢ 99,9% npu 3aBbpiBaHeTO HA JcH 11. M300pbT MEXy TpHUTE HPOILECIYPH 3a
eMMHUHUPAHE TPSOBA J1a 3aBUCH OT TOHOCUMOCTTA Ha MalieHTa. AKO XOJIECTHPaMUH 8 g TpU II'BTH THEBHO HE
ce moHacs o0pe, MOXKe Jia Ce M3II0I3Ba XOJIECTUPAaMUH 4 g TpU IBTH JHEBHO. ANTEPHATHBHO MOXE J1a Ce
M3II0JI3BA CHIIO aKTUBEH BBIVIEH (He € HeoOxomumo Te3u 11 mHM aa ObaaT mociieJoBaTeHA, OCBEH NpH
HEO00XO0UMOCT OT OBP30 HaMaJIABaHE Ha IJIa3MeHaTa KOHIICHTPALUS Ha TePUQIIyHOMUI).

JInHeHHOCT/HETMHENHOCT

CucteMHaTa eKCIO3UIMsI HapacTBa IPONOPLHOHAIHO Ha J03aTa ClIe]] IEPOPaJIHO IPUIOKEHUE Ha
tepudyHomuz ot 7 1o 14 mg.
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Oc00€EHOCTH IIpH CIIENUAIHN I'PYIIN MAIIMEHTH

Ion u cmapuecka 6v3pacm

Wnentuduumpanu ca HIKOJIKO H3TOYHUKA HA MPUCHIIA BApUAOWITHOCT MPH 3ApaBy JIUIA U IpH nanueHTH ¢ MC
BB3 OcHOBa Ha PopPK ananmza: Bb3pacT, TenecHo Terio, moj, paca ¥ HUBa Ha aIOyMHH U OniupyOuH. Bernpexu
TOBa TAXHOTO BIMSHUE OCTaBa orpaHu4eHo (<31%).

Yeprodpobro yspedicoane

JIekoTo 1 yMEPEHOTO YepHOIPOOHO YBPEKIaHe He MOBIUIBAT (papMakOKHHETHKaTa Ha TepudayHomu. [Topaau
TOBa HE C€ MPEIBIK/IAa KOPUTHPAHE Ha J103aTa MPHU MAIMEHTH C JIEKO ¥ YMEPEHO YePHOAPOOHO YBPEKIAHE.
Ob6aue TepudIyHOMH/ € TIPOTUBOIMOKA3aH MPHU MAIMEHTH ¢ TEKKO YePHOAPOOHO yBpexkaane (Bk. Touku 4.2 1
4.3).

bvopeuno ygpescoane
Texkoro OBOPEUHO YBpEkKAaHE HE MOBIMIBA (papMaKkoKuHEeTHKaTa Ha TepuduryHoMus. [lopaau ToBa He ce
MPEIBIKIa KOPUTHUPAHE HA J103aTa IIPU MAIMEeHTH C JISKO, YMEPEHO U TEKKO OBOPEUHO YBPEKIaHE.

Tleouampuuna nonynayus

[Ipu nenuaTpryHu NaMEeHTH ¢ TenecHo Terno> 40 kg, nekyBanu ¢ 14 mg BeJHBXK JHEBHO, EKCTIO3UIHTE B
CTaLlMOHAPHO CHCTOSHHUE Ca B IPAaHULINTE, HAOMI0JaBaHU IPU Bb3PAcTHH MAIIMEHTH, JIEKYBaHH ChC ChIIaTa CXeMa
Ha JI03UpaHe.

[Tpu nexuaTpuyHU MAMEHTH ¢ TenecHo Ternno <40 K, iedeHreTo cbC 7 mg BEAHBK THEBHO (Bb3 OCHOBA Ha
OTpaHNYCHH KJIMHUYHHU JaHHMA M CUMYJIAaLMN) BOOU IO €KCIO3UIMH B CTALMOHAPHO ChCTOSHUE B TPAHULUTE,
HaOJroaBaHM [IPU BB3PACTHU MALUEHTH, JIEKyBaHH ¢ 14 mg BeIHBXK THEBHO.

HabnronaBanure Hali-HUCKH KOHIEHTPALIMHU B CTAIIMOHAPHO CHCTOSIHUE Ca B TOJISIMa CTETICH BAPHUAOMITHI MEXTY
WHAMBHUIUTE, KAKTO Ce Ha0JII01aBa IpY Bbh3pacTHU manueHTH ¢ MC.

5.3 IlpenkIMHUYHM JAHHU 32 0€30MACHOCT

TokcuaHOCT IIpH MHOIOKpaTHO IIpHjaralc

MHOTOKpaTHOTO NEpOPAITHO MPUIIOKEHUE Ha TEPUPIYHOMU/I IIPH MUIIKH, IUTHXOBE U Ky4YeTa 3a CPOK CHOTBETHO
1o 3, 6 u 12 Mecena nokasea, 4e TIaBHUTE MIPULICIIHU OPraHy 3a TOKCUYHOCT Ca KOCTHUS MO3BK, TUM(onIHUTE
OpraHH, yCTHAaTa KyXHHA/CTOMAIIHO-UYPEBHUS TPAKT, PENPOIYKTUBHUTE OpraHu U naHkpeaca. HaGmronaBanu ca
CBIIO ¥ JAaHHU 32 OKCHJIaTHBEH e(DEeKT BbpPXY YCPBEHUTE KPHBHU KJIETKUA. AHEMHSATA, HAMAJICHUAT OpOii
TPOMOOIIMTH U €PEKTUTE BHPXY UMYHHATa CUCTEMA, BKIFOUHUTEITHO JIEBKOTICHUS, TUM(OTICHUS U BTOPUYHU
nH(pEKIUH, ca O CBBbP3aHH ¢ €(pEeKTUTE BbPXY KOCTHHS MO3BK W/HiH auMdongaure opranu. IloBedero ot
eeKTHTE OTpa3siBaT OCHOBHHS MEXaHU3bM Ha JICHCTBUE HA ChbeJMHEHHETO (MHXHOMpaHe Ha JICISIINTE Ce
KJeTKH). JKUBOTHHUTE ca MO-U4yBCTBUTEIHH OT X0OpaTa KbM ()apMaKoJIOTUIHNTE e)EKTH U TIOPaJH TOBA KbM
TOKCHUYHOCTTa Ha TepudayHoMua. B pesynrar Ha ToBa, TOKCHYHOCT NPH )KMBOTHHU € yCTaHOBEHA MPU
€KCITO3ULINH, EKBUBAJICHTHU WJIN NIO-HUCKHU OT TEPANleBTHYHUTE HUBA IIPU XOpa.

I'eHOTOKCHMYHOCT M KaHIIEPOIeHEH NOTCHIINA

TepudayHoMua He € MyTareHeH in Vitro wiu kiaactoredeH in vivo. Kimacrorennocrra, HabaromaBasa in vitro, ce
npremMa Karo Henpsik eeKT, cBbp3aH ¢ qucbaianca Ha HYKICOTUIHUS ITyJl, KOUTO € pe3yJiTar ot
¢dapmakonornunus epext ot uaxudbupanero Ha DHO-DH . Bropocrenennust meradonutr TFMA (4-
TpUQITyOpOMETHIIAIAHKMH) € IPUYMHHII MYTareHHOCT U KJIACTOreHHOCT iN Vitro, Ho He in Vivo.

Hsama JaHHU 3a KaHLICPOTCHHOCT IIPU INTbXOBC U MHUIIIKU.
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PenponykTuBHA TOKCHYIHOCT

OepTUIUTETHT HE € OMIT 3aCETHAT MPH TUTHXOBE, BBIIPEKH HEXEIAaHUTE e)EeKTH Ha TePUPIIyHOMU BHPXY
MBXKUTE PEIPOyKTUBHY OpraHy, BKIIOUYUTEIHO HaMalleH Opol Ha criepMmaro3ouauTe. He € nMano BhHIITHU
MaopMalii B MOTOMCTBOTO HA MBKKH TUTHXOBE, HA KOUTO € OWJI IPUIIOKEH Tepru(ITyHOMUIT TIPEn

9 TOCBaHE C HETPETUPAHH KEHCKH TUTBX0Be. TepuduryHoMu € Or eMOPHOTOKCHYEH U TePATOTeHEH PU
TUTBXOBE W 3alIU MU JT03U B TPAHUIIUTE HA TEPANICBTUYHUS IUANa30H npu xopa. Hexenanu ehektu BbpXy
MOTOMCTBOTO Ca HaOJOAaBaHH U KOTaTo Tepu(IyHOMUJI € IpHUaral Ha OpEeMEHHH JKEHCKH IUThXOBE B MEpUOIA
Ha rectanys v Jakramnus. [IpuemMa ce, 4e pUCKbT OT MEAUUPaHa OT MbKa TOKCHYHOCT 3a 3apojuiia U (eryca 1o
BpEeMe Ha JICUCHHE ¢ TepUIIYHOMHU]] € HUCHK. M3uncieHaTa npy KeHU T1a3MeHa SKCIIO3HIINS, Ype3 CEMECHHATA
TEYHOCT Ha JICKYBaH MAI[UCHT OT MBKKH I0JI, ce ouakBa aa 0be 100 mbTH mo-HUCKA OT TIa3MEHATa SKCIIO3UITUS
cien 14 mg epopaineH TepuQIryHOMU.

IOBeHMIIHA TOKCUYHOCT

HOBeHmIHY MTEX0BE, MOTYYaBaIH NEPOPATHO TEPHUPIYHOMHU B IPOABIDKEHUE HA 7 CEAMHILIN OT OTOMBAHETO 10
HACTBIIBAHETO HA T0JI0BA 3PSUIOCT, HE MIOKA3BaT HEXKeNaHU e(DEKTH 10 OTHOIICHUE Ha pacTexa, (PU3HIECKOTO
NN HCBpOHOI‘I/ILIHOTO pa3BI/ITI/Ie, O6y‘ICHI/ICTO n nmamMeTTa, IBUrarciiHara akTuBHOCT, CeKcyaJ'IHOTO pa3BI/ITI/Ie NN
¢deprunnTera. Hexxenanute eeKTH BKIFOUBAT aHEMHUSI, HAMAJISIBAHE HA TUMQOUTHUS OTTOBOP, J10303aBUCUMO
HamaisiBaHe Ha T-KIeThYHO 3aBUCUMUS aHTUTSIIO-OTTOBOP U CHITHO HaMalleH! KoHIeHTpanuu Ha IgM u 1gG,
KOUTO OOMKHOBEHO ChBIAJAT C HAOMIOACHUATA B TIPOYYBAHHSITA 32 TOKCHYHOCT IMPU MHOTOKPATHO TIPUJIaraHe
P Bb3PACTHH IUTHXOBE. YBEIMYCHUETO HA B KieTkuTe, HaOII0aBaHOo MPH IOBEHWIHHU TUIHXOBE, HE Ce
Ha0JII0/1aBa TPY Bh3PACTHU ILUTHXOBE. 3HAUMMOCTTA HA Ta3u pasinKa He € U3BECTHA, HO € J0Ka3aHa IbJIHA
06paTI/IMOCT, KaKTO HpI/I IIOBCYECTO ,upyrI/I HaXOIKH. Hopam/l BHCOKATa 1I}/BCTBI/ITCJ'IHOCT Ha )KUBOTHUTC KbM
TepuIYHOMUJT, MIIATUTE TUTHXOBE ca OWITM M3JI0KECHU HA TIO-HUCKH HUBA OT TE3U NPH Jiela U FOHOIIN TPU
MaKCHMaJIHaTa npernopbunTenda go3a npu xopa (MRHD).

6. OAPMAIEBTUYHU JAHHU
6.1 Cnucbk Ha NIOMOIIHHUTE BelleCcTBA

Slnpo Ha Tabnerkara

JIAKT03a MOHOXHJIPAT
[IAPEBUYHO HUIIIECTE
MUKPOKPHCTAITHA [eNTyJ103a

HaTpueB HulecTeH rimkoiat (Tum A)
XHJIPOKCUITPOITUIIIEINTYI03a
MarHe3ueB creapaT

TabsnerHa oOBUBKaA

7 mg gurmuparu mabremxu
XHIPOMEII03a

tutanues quokcun (E171)

TaJIK

makporoin 8000

MHIUroKapMuH anymunues jak (E132)
xese3eH okeus, xkbat (E172)
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14 mg purmupanu mabremku

XHUIPOMETI03a

tutanueB quokcun (E171)

TaJK

makporoia 8000

UHIUrOKapMuH anymunues jak (E132)

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoCT

3 roguHU

6.4 CrnenuajaHu yCJI0BHA HA CbXPaHeHHUe
To3m nexapcTBeH MPOAYKT HE M3UCKBA CIIEIMANHN YCIOBUS HA ChXpaHEHHE.

6.5 Bwuau chabp:kaHue HA ONMAKOBKAaTAa

AUBAGIO 7 mg dunmupanu TabIeTKHA

[Monuamu/anyMUHHUA/TIONN (BUHWIIXJIOPHI) — aTyMHUHHEBU OJIMCTEPH, BMBKHATH B ,,opTdheiin” (28 ¢punmupanu
TabJIeTKN) ¥ ONIAKOBAHM B KAPTOHEHA KYTHs, ChAbpiKamia 28 GUiIMupaHu TaOIeTKH.

AUBAGIO 14 mg ¢unmupanu TabieTku

[Nommamun/amyMuHMH/ IO (BUHWIIXJIOPHT) — aTyMHHUEBU OJUCTEPH, BMBKHATH B ,,IopTheiin” (14 u
28 punmupaHu TaOJIETKH) M OIAKOBAaHH B KapTOHEHH KyTHH, Chbpxany 14, 28, 84 (3 ,,moprdeiina” no 28) u 98
(7 ,,noprdeiina” mo 14) punmupanu TabIeTKH.

[Nommamun/amyMuHMH/TIONHN (BUHWIXJIOPHT) — aTyMHHUEBHU TIep(hOoprUpaHu OIIMCTEpH C eIUHIYHU 103U B
KapTOHEHU KyTUH, chabpkaimy 10x1 ¢punmupanu TabneTky.

He Bcrukm BHIOBC OIIAKOBKH MOTaT aAa 6”b,Z[aT IIyCHATHU B npona>K6a.

6.6 CnenmaJHu npeana3Hu MEPKH NMPH U3XBBPJIsIHE

Hewusnon3panusr JICKApPCTBCH NPOAYKT UKW OTHAABbYHUTE MAaTCPpUAIU OT HETO TpH6Ba J1a C€ U3BXBBPJIAT B
CBhOTBCTCTBUEC C MECTHHUTEC U3UCKBaHUS.

7. HNPUTEXATEJ HA PASPELHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

82 avenue Raspail

94250 Gentilly
Opanuus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

AUBAGIO 7 mg ¢unmupanu TabieTku

EU/1/13/838/006 28 TadneTku

AUBAGIO 14 mg ¢unmupanu TabieTku

EU/1/13/838/001 14 taGnerku
EU/1/13/838/002 28 tabneTku
EU/1/13/838/003 84 tabneTku
EU/1/13/838/004 98 taGnerku
EU/1/13/838/005 10x1 tabierka

9. JATA HA ITBPBO PABPEINIABAHE/IIOJJHOBSIBAHE HA PAZPEHLIEHUETO 3A YIIOTPEBA

[ata Ha mppBo pazpemanane: 26 apryct 2013 r.
Jlata Ha mocienHo nogHOBsBaHe: 28 mai 2018 1.

10. [JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Monpo6Ha uHMOpMAaLKs 3a TO3U JICKAPCTBEH MPOJIYKT € MPeIocTaBeHa Ha yeOcalita Ha EBporeiickara areHIus
Mo jiekapcTBarta http://www.ema.europa.eu.
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INPUJIOXKEHHUE |1
MNPOU3BOJUTEJI(N), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTU/IA
YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA
APYI'U YCJIIOBUA U UBNCKBAHUA HA PASPEIIEHUETO 3A YIIOTPEBA

YCJOBUA NN OT'PAHUYEHNS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS IPOAYKT
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A.  TIPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOXXJABAHE HA ITAPTUIN

HmMme u aapec Ha HDOI/I3BOI[I/ITCH$I(I/ITC), OTI‘OBODCH(HI/I) 3a OCBO60)KI[aBaHC Ha NapTHANUTEC

AUBAGIO 7 mg dpunmupanu TabiaeTkn

Opella Healthcare International SAS
56, Route de Choisy

60200

Compiégne

®paHuus

AUBAGIO 14 mg ¢unmupanu TabieTku

Opella Healthcare International SAS
56, Route de Choisy

60200

Compiégne

Opanuus

Sanofi Winthrop Industrie

30-36, avenue Gustave Eiffel

37100 Tours

OpaHuus

[leuaTHaTa JUCTOBKA Ha JICKapCTBCHUA MPOAYKT Tp}I6Ba Ja CbAbpiKa UMCTO U aIpe€cCa Ha MPOU3BOAUTEIIA,
OTTOBOPCH 3a OCBOGO)KIlaBaHCTO Ha CbOTBETHATA MapTUaaA.

b. YCJIOBUA NJIK OTPAHUYEHNS 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUST MPOAYKT Ce OTIYCKA MO OrPaHUYEHO JieKapcko mpeanucanue (Bxk. [punoxkenue |: KpaTtka

XapaKTepUCTHKA Ha POJYKTa, Touka 4.2).

B. JPYI'U YCJIIOBUA U U3UCKBAHUS HA PASPEIIEHUETO 3A YIIOTPEBA

. Ilepuoguynu akTyaJau3npanm aokjaanau 3a desonacuoct (ITA/IB)

WzuckBanwmsTa 3a nogasane Ha [TA b 3a To3u JeKapcTBEH MPOAYKT Ca MMOCOYEHHU B CIIUCHKA C
pedepentauTe natu Ha EBponetickus cpio3 (EURD criucek), npensuzies B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BbB BCUUKH CIIeIBAIIM aKTyalU3allHy, yOIUMKyBaHH Ha €BPONEHCKHUS

yeOIopTa 3a JeKapcTBa.

[Ipurexarensat Ha paspemennero 3a ynorpeda (IIPY) tpsabsa na momane mepsus I1A/Ib 3a To3u MPOAYKT B CPOK
0T 6 Mecera clie]] pa3peniaBaHeTo 3a yrnorpeoa.
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I'.  YCJIOBUs NJIIM OT'PAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA HA
JEKAPCTBEHUA TPOAYKT

. IInan 3a ynpaBnenue Ha pucka (ITYP)

[Mputexarenst Ha paspemieHneTo 3a yrnorpeda (ITPY) tpsOBa 1a U3BBPIIBA H3UCKBAHUTE ACHHOCTH U ICHCTBH,
CBBP3aHHU C TPOCIIeAsIBaHE Ha JIEKapCTBeHaTa 0€30MacHOCT, mocodeHn B ofo0penus [IYP, npencrasen B Moayn
1.8.2 Ha pa3pemieHHeTO 3a ynorpeda, KakTo U BB BCUUKH CJICBaIM 000peHH akTyanu3anuu Ha [TYP.

Axrtyanmsupat [1YP tpsiOBa na ce moaasa:

. 1o uckane Ha EBporneiickarta areHIuys 1o JekapcTBara;

. BHHAru, KOraTo ce M3MeHs CUCTeMaTa 3a YIpPaBJICHUE Ha PUCKa, 0COOCHO B pe3yiTaT Ha HOBa
nHpOpMaLus, KOSITO MOXKE J1a TOBEJE J0 3HAaYMMH [IPOMEHHU B ChOTHOIIEHUETO I10J13a/PUCK, HITH CIIE]
JOCTUTaHE Ha BaKCH eTan (BbB BPB3K C MPOCIIEAsSIBAaHE HA JIEKapCTBEHaTa 0€30IaCHOCT MJIM CBEXK/IaHE Ha
pHCKa 10 MUHHUMYM).

Axo nonmaBaneto Ha [TA/Ib u akTyanmsupaneto Ha [IYP cpBnamHaT, Te MOXe 1a ce moIaaaT eTHOBPEMEHHO.
. JloNbJIHUTEJIHM MEPKH 32 CBeXKIaHe HA PUCKA 10 MUHUMYM

[Ipenu myckaHeTo Ha Ma3apa BbB BCSIKA JbPiKaBa WiCHKA MPUTSKATEIIAT Ha pa3penieHueTo 3a ynorpeda (ITIPY)
TpsiOBa J1a chriacyBa 0OyYuTeIHA MporpaMa ¢ HallMOHAIHUTE KOMIIETEHTHH OpTaHu.
[IPY TpsibBa ma rapanTupa, 4e cien oOCHKIaHe U ChIIIacyBaHe C HAIIMOHAIHUTE KOMIIETEHTHA OPTaHU BB
BCsAKa IbprkaBa wieHka, Kpaeto AUBAGIO e Ha masapa, rpu ImyckaHeTo Ha Ma3apa U CJie]] TOBa, Ha BCHIKH
MEIUIIMHCKH CIEINANCTH, KOUTO ce odakBa fa m3non3Bat AUBAGIO ca npengocraBeHu, KakTo clieBa;

e Kparka xapakrepuctuka Ha npoaykra (KXIT)

e OOyunTeneH MaTeprai 3a METUIIMHCKH CIICITHANCTH

e OOyunTenHa KapTa 3a MalueHTa.

O6yLII/ITCJ'IHI/IHT Marepual 3a MEAUIHUHCKUTEC CIICHUAINCTH 1€ BKIIFOYBA CICAHUTEC OCHOBHU CJIICMCHTU:

1. MeauIuHCKUTE CIIeIUaIicTH TpsOBa 1a 00CHAAT ChC CBOMTE MAIIMEHTH KOHKPETHUTE ChOOPaKEHHS 32
6e3omacHoct Ha AUBAGIO, onucanu B JeTaiiu 1Mo-10y, BKIFOYUTEITHO U3CIIEIBAHUATA U TTPEIa3HUTE MEPKH,
HeoOxoauMH 3a Oe3omacHa ynorpeda InpH MbpBO MPEANICBaHe U PEJOBHO 110 BpeMe Ha JICYEHHETO, KaKTO
crenBa:
e Puck ot yepHOIpoOHM edekTn
O Heo0XOJWMOCTTAa OT YePHOAPOOHHU (DYHKIIMOHATHH U3CIICABAHMUS MPEIU HAYAJIOTO HA JICUYCHUETO
Y TIEPUONYHO TIO BpEMeE Ha JICYCHUETO;
O Ja oOydaT MarpeHTa Ha MPU3HALUTE U CHMIITOMHTE HA YePHOIPOOHO 3a00IsIBaHe U HyXaTa Aa
ChOOIIaBa Ha MEIUITUHCKS CTIIEIUAITUCT, aKO TIOIYYH HAKOHU OT TSX.
e [loTeHnmaneH pUCK OT TEPATOr€HHOCT
o /[la ce HarlOMHs Ha )KEHUTE C JETePOIeH OTEHINAN, BKIFOYUTEIHO IOHOIIH/TEXHUTE POIUTEIIH-
nojyaraiuTe rpuwku nuna, ue AUBAGIO e nmpoTuBonokasaH npu OpeMEeHHH KEHH U TIPH KEHU C
JIeTepoJICH TMOTEeHINAN, KOUTO HE M3IIO0JI3BAT €()EeKTUBHA KOHTPAIICTIIHSI [0 BpeMe Ha U cie]]
JIEYEHHUETO.
o /[a ce oneHsBa peA0BHO NOTCHIUATBT 32 HACTHIIBAHE HA OPEMEHHOCT IPH MALUEHTKU OT
KEHCKH TI0JI, BKIIIOUUTEIHO MAMEHTKH Ha Bb3pacT noj 18 roauHu.
o [a ce cpo0ImaBa Ha Jienata OT >KEHCKH MOJI W/WIIK POJTUTEIUTE/TI0araliuTe TPHKH 3a JIela OT
KEHCKH TI0JI 32 HeOOXOANMOCTTa Jia C€ CBBPIKAT C JICKYBaIIWs JIeKap, cliesl KaTo IETETO OT
xeHcku non Ha jgeuenne Ha AUBAGIO nonyun merctpyauus. HeoOxoanmo e na ce mposese
KOHCYJITaIlMsl Ha HOBUTE MAIMEHTH C JIETEPOJICH MOTEHIIMA OTHOCHO KOHTPAETIUATA U
MOTEHIIMAHUS PUCK 3 TUI0JIA.
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o /Jla mpoBepu 3a OpEMEHHOCT MPE/In 3arl04BaHe Ha JICYCHHETO;
o /[la 0o0yuu xeHHTE ¢ ACTEPOJCH MMOTEHIIMAT OTHOCHO HEOOXOJUMOCTTa OT e()eKTHBHA
KOHTpALEMIHs [0 BpeMe Ha U CJe]] JICUEHHETO ¢ TepuIyHOMU,
o /la HanoMHM Ha MAIMEHTKUTE Aa UHPOPMHUPAT CBOs JieKap He3a0aBHO, aKO MPEKPaTAT
KOHTPAIICTIIHSTA VITU IPEU Ja TPOMEHST METO/Ia Ha KOHTPAIICTIITHS;
0 AKO MaleHTKUTE 3a0pEMEHEAT BhIIPEKU H3IOI3BAHUTE KOHTPAIICITHBHA METOJTH, T¢ TPIOBa Ja
npeycraHoBiT AUBAGIO u He3a0aBHO Jja ce CBBPIKAT ChC CBOS JIEKAp, KOWTO TpsOBa:
* 71a oOMHUCIH 1 0OCHAHM C MAMEHTKaTa yCKOpeHaTa IpoLeaypa 3a eIMMUHIpaHe
" Ja cbOOLIM 32 BCEKH CIy4ail Ha OpeMEHHOCT Ha <IPHUTEXAaTels Ha Pa3pelIeHHeTo 3a
ynorpeba>, kaTo ce 00au Ha TenedoH <JiokaseH HoMmep> win nocetu <URL>,
HE3aBUCHMO OT HAOJIOITaBaHUTE HEOMArONPHUATHY PE3YJITATH.
" Ja ce CBhpKe ¢ <IpUTEKATENs Ha pa3pelieHreTo 3a yrnorpeda > 3a uHdopmarms
OTHOCHO U3MEPBAHETO Ha IIa3MEHATa KOHIICHTPAIHS Ha TePUITYHOMHU/.
e PuCK OT XHUIIepTOHUS
O Jia IPOBEpH 3a aHAMHe3a 3a XUIIEPTOHUsI U, Y€ KPHBHOTO HaJsiraHe TPsiOBa Ja ObJe ageKBaTHO
KOHTPOJIMPAHO 10 BpeMe Ha JICYCHUETO;
O HeoO0XOJWMOCTTA OT MPOBEPKa HA KPHBHOTO HAJSITAaHE MPE/M 3all0YBAHE HA JICUCHUETO U
MEPUOIUYHO TIO0 BpEME Ha JICUCHUETO;
o Puck OT XeMaToNOTHYHH SPEKTH
O Ja o0ChIM pUCKa OT HaMaJsiBaHE Ha OpOs Ha KPBBHUTE KIIETKH (3acsraiio riaBHo Oenute
KPBBHHU KJIETKH) U HEOOXOAUMOCTTA OT IIbJIHA KPHbBHA KapTHHA MPEIH JICYEHHETO U MIEPHOANTHO
M0 BpeMe Ha JICYCHUETO Bb3 OCHOBA Ha MPU3HAIM U CHMIITOMH.
e Puck ot nH(ekumn/cepro3nu HHPEKITHH
O Ja 00ChIN HEOOXOAUMOCTTA MAIIMEHTHT JIa CE CBBPIKE C JIeKap B CiTydail Ha
MPU3HAI/CUMIITOMH Ha HHPEKIHUS WM aKO MAMEHTHT IPUEMa IPYTH JIEKapCTBa, KOUTO
JeiicTBaT Ha UIMYyHHATa crcTeMa. AKO Bb3HUKHE Cepro3Ha MH(PEKIU, TPAOBa Ja ce TOMHUCIIH 32
Mpoleypara 3a yCKOPEHO eIMMUHHUPAHE.
2. HanmomHsiHe, Ye TpsOBa 1a MpeJ0CTaBy Ha MallUeHTa/3aKOHHUS npeacTaBuTen O0yuuTeHa KapTa 3a
MalMeHTa, BKIFOUUTEHO JIa MOMBIHN TaHHHUTE 32 KOHTAKT, KAKTO M Jia OCUTypH pe3epBHa OOyUHTeHA KapTa 3a
naryeHTa Mpyu HeoOXOAMMOCT;
3. HarmoMHsiHE 3a peJIOBHO 0OCHKIaHE C NANMEHTa/3aKOHHUS MPEICTABUTEN HA ChIbPKAHUETO HA
OOyuuTenHara KapTa 3a HallMeHTa IPU BCIKAa KOHCYITAIUS MIOHE BEAHBK TOAUIIHO M0 BpeMe Ha JICYEHUETO;
4. Jla HackpYaBa MAIMEHTHTE J]a C€ CBHP3BAT ChC CBOS JIEKAp — CHEIHANUCT B jiedeHneTo Ha MC n/unu ¢
OOIIOTPAKTHKYBAIIUS CH JIEKap, aKO MOJIyYaT HAKOH OT MPU3HAIMTE U CUMIITOMUTE, OOCHKIIaHH B
OOyunTenHaTta KapTa 3a MalieHTa;
5. Madopmarus 3a TOMBIHATEHATA YCIyTa 3a IEPHOANYHO HANIOMHsIHE Ha naruerTute Ha MS One to One
yeOcaiiTa 3a HelpeKbCHATaTa HEOOXOMMOCT OT e(DeKTUBHA KOHTPAIICIIIHS [0 BPeMe Ha JICUCHHUETO;
6. [Ipu momHOBsSIBaHE Ha pellenTaTa ce MPOBEePsBAT HEXKEIaHUTE ChbOUTHS, 00CHKIAT Ce TEKYIIUTE PUCKOBE U
TSXHOTO MPEIOTBPATSBAHE U CE TPABAT MPOBEPKH, 32 J]a C€ TapaHTHpa aJeKBaTeH MOHUTOPHHT .

OOyunTenHaTa KapTa 3a malrenTa € cho0pa3eHa ¢ HHPOpMAaIHITa B JIUCTOBKATA U BKIIFOYBA CICAHUTE OCHOBHH
€JIEMEHTH:
1. HanoMHsIHE KaKTo 3a MalMeHTHTE, TaKa U 32 BCUYKY MEIUIIMHCKY CIEIUATUCTH, yYacTBAIU B JICYEHHETO UM,
4e MaIMeHTHT ce JIEKyBa ¢ TepH(IyHOMUI, JIEKAPCTBO, KOETO:

e He TpsAOBa Ja ce U3I0JI3Ba IPH OPEMEHHU JKEHH

®  M3HCKBa CHITBTCTBAILA YIIOoTpeOa Ha e)eKTUBHA KOHTPALIEIIINS IIPH >KEHH C IeTEPOACH NOTEHIIUAI,

®  3HMCKBA MPOBEPKa 3a OPEMEHHOCT NPEAY 3al04BaHe HA JICYEHUETO;

e BiMse BbPXY (PyHKIMATA HA YEPHUS IPO0O;

e  BiHsie BbPXY Opos Ha KPBBHUTE KIIETKHW M HIMyHHATa CHCTEMa
2. Mudopmanust 3a 00ydeHHe Ha TTAIMEHTa OTHOCHO BAYKHUTE HEXKETIAHU PEaKIUH:
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Jla 0OpbIlla BHUMaHKE HA ONPE/ICIICHU TPU3HAIA ¥ CHMIITOMU, KOUTO OMXa MOTJIM J1a TTOKa3BaT
4epHOAPOOHO 3a00sBaHe, I HHPEKIHS, U aKO BE3HUKHE HAKOH OT TAX, He3a0aBHO Jia ce CBBPIKE C
CBOSI JIEKAP/MEUIINHCKH CHCIIUAINACT
Jla HarOMHHM Ha MAIMEHTHUTE OT KEHCKH TIOJ J]a ChOOIIAT Ha CBOSI JIeKap, aKO KbPMST
HanowmHsiHe 3a skeHU ¢ IeTepoIeH MOTSHIIAN, BKITFOYUTEITHO MOMUYETA U TEXHUTE
POIUTEIN/TIONIATAIITUTE TPYKH JIHIA
O Ja u3noJi3Bar e()eKTUBHA KOHTPAIICTIIIUS 110 BPEME Ha U CJIC]T JICYCHUETO C TePUDITYHOMHU]T
o d4e Bamwsr siekap 1ie nperocTaBu KOHCYITAIHSI OTHOCHO MOTEHIIMATHUTE PUCKOBE 32 TUI0JIA U
32 HEOOXOIUMOCTTA OT €PeKTHBHA KOHTPAIICTIITHS.
O Jia IPEeKpaTsT He3a0aBHO JICYEHUETO ¢ JIeITyHOMHU/I, aKO [TOJI03UPaT, Y€ MOXKE /1a ca OpeMeHHH
W J1a ce CBBPIKAT He3a0aBHO ChC CBOS JIEKap
HanowmmusiHe 3a poautenuTe/onaraiiite rprky JTUIA WX MOMHYETa
O JIa ce CBBPXKAT ChC CBOS JIEKap, KOraTO MOMHYETO MOJTyYl MEHCTPYAIlHs 32 IILPBH ITbT, 32 Ja
MOJTy4X KOHCYJITAIMsl OTHOCHO MOTCHIIMATHUS PUCK 3a IUI0/Ia 1 HEOOXOJUMOCTTa OT
KOHTpALCIIUS
AKO XeHa C JeTepo/ieH ToTeHIral 3abpeMeHee:
o Jla HarTOMHU Ha TAIUCHTUTE U HA METUIIMHCKUTE CIICIUATUCTH 3a MPOIeIypaTa 3a YCKOPSHO
CIIMMUHHPAHC
Jla HamOMHHM Ha MaIMEeHTHTE Jia moka3saT OOy4HTeHATA KapTa 3a MallueHTa Ha
JICKapI/ITC/MCZ[I/IHI/IHCKI/ITe CIICUaInuCTU, KOUTO UM OKa3BaAT MCIUIMHCKU T'PUKHU (OCO6CHO IIpu CIICHIHA
CHCTOSIHUS W/WITH aKO CE BKITIOYBAT HOBH JICKAPH/MEIUIIMHCKH CIICI[HATACTH).
Ja ce 3amuiie garara Ha IbPBOTO NPEITUCAHNUE, KAKTO U JAHHUTE 3a KOHTAKT Ha MPEIIUCBAIIIHS JIeKap

3. I[a HacbpyaBa MAMUCHTUTE 1a IIPOYETAT BHUMATEIIHO JIUCTOBKATA
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHITHA KAPTOHEHA KYTHUSA

| 1. HUME HA JIEKAPCTBEHUS NTPOAYKT

AUBAGIO 7 mg ¢unmupanu TabIeTKH
TepuIyHOMU

| 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chbpika 7 mg TepUPITyHOMU,

3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

Chabppika ChINO: JIAKTO3a. 3a JOMBIHUTEIHA HH(POPMAIIHsI BUXKTE JIMCTOBKATA.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

28 dunvupanu TabJICTKU

| 5.  HAYMH HA MMPUJIOKEHUE M MBT(MIIA) HA BBBEXKIAHE

[Ipenu ynotpeba mpoyerere TUCTOBKATA.
ITepopanHo npusioxeHue

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA JIA CE
CBbXPAHABA HA MACTO, JAJIEYE OT IIOTJVIEJA U TOCEI'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 3a ACIaA.

| 1. APYI'U CIHHEHUAJIHU NPEAYIPEXKIEHUS, AKO E HEOBXOANUMO

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

T'onen no:

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEIUWAJIHU IIPEANA3ZHU MEPKHU INPU U3XBBPJISTHE HA HEU3ITOJI3BAHA YACT OT
JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTHHAABYHU MATEPHUAJIA 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 PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/838/006 28 Tabierku

13. TMAPTHUJIEH HOMEP

[Tapt. Ne

| 14, HAYMH HA OTITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAMJIOBA A3BYKA

AUBAGIO 7 MG

| 17. YHUMKAJIEH UIEHTH®UKATOP — JIBYU3IMEPEH BAPKO/

JIByn3mMepeH 0apKoj ¢ BKIIOYESH YHUKAICH HICHTU(DUKATOP.

| 18. YHMKAJIEH WIEHTH®UKATOP — JIAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JTAHHHU, KOUTO TPSIBBA JIA ChbABPKA MEKJIUHHATA ONAKOBKA

, JJOPT®ENI“

| 1. HUME HA JIEKAPCTBEHUS NTPOAYKT

AUBAGIO 7 mg ¢unmupanu TabIeTKH
TepuIyHOMU

| 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chbpika 7 mg TepUPITyHOMU,

3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

Chabpxa ChINO: JIaKTO3a. 32 IOMBIHUTEIHA HHPOPMAIIHS BUXKTE TUCTOBKATA.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

28 dunvupanu TabJICTKU

| 5.  HAYMH HA MMPUJIOKEHUE M MBT(MIIA) HA BBBEXKIAHE

[Ipenu ynotpeba mpoyerere TUCTOBKATA.
ITepopanHo npusioxeHue

Kanennapuu nuu
I1n
Bt
Cp
Yr
IIt
Co
Hn

[Toeue napopmanus 3a Aubagio
QR xop, KoiiTo Ja Obae BKIOYEH + WWW.(r-aubagio-sanofi.eu

6. CIHEHUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA JIA CE
CBbXPAHABA HA MACTO, JAJIEYE OT IIOTJIEJA U TOCEI'A HA JIEITA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHIIHO 3a ACLA.
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| 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOANMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIHEHHUAJIHHU YCJIOBUsI HA CbXPAHEHUE

10. CHEIMAJIHHU NPEAITASHU MEPKHU ITPU U3XBBPJISTHE HA HEU3ITIOJI3BAHA YACT OT
JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MATEPUAJIM OT TAX, AKO CE
MN3UCKBAT TAKHUBA

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

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

Opanus

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

| 13. TAPTHUJAEH HOMEP

ITapt. Ne

| 14, HAYMUH HA OTIIYCKAHE

| 15. YKA3AHWNA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPANJIOBA A3BYKA

| 17. YHUMKAJIEH NIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

| 18. YHUKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JA CBbABPXKAT BJUCTEPUTE UJIHN JIEHTUTE

BJUCTEP 3A IIOPT®EMI

1. HUME HA JIEKAPCTBEHUS NTPOAYKT

AUBAGIO 7 mg

| 2. UME HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

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

T'onen no:

4. HAPTUJAEH HOMEP

[Tapt. Ne

|5.  JAPYIo
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHITHA KAPTOHEHA KYTHUSA

| 1. HUME HA JIEKAPCTBEHUS NTPOAYKT

AUBAGIO 14 mg ¢punmupanu TabieTku
TepuIyHOMU

| 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpka 14 mg repudiyHoMu.

3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

C’bIl'bp)Ka CBhIIO: JIAKTO3a. 3a JOIIbJIHUTCIIHA HHq)OpMaHPI}I BWXKTC JIMCTOBKATa.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 ¢unmupanu TaOIeTKU

28 dhunMupaHu TaOJIETKH

84 (3 ,,moptdeiina“ no 28) Gpunmupanu TabIeTKH
98 (7 ,,moprdeitna o 14) buamupanu TabIeTKH
10x1 ¢unmupanu TadbneTKu

| S. HAYYH HA ITPUJIOKEHUE U IbT(MIIA) HA BBBEX/IAHE

IIpenu ynorpeda npoyereTe JIUCTOBKATA.
[lepopanHo npunoxxeHue

6. CIHELMAJHO OPEXYIPEXJIEHUE, UE JEKAPCTBEHUSIT MPOJYKT TPSIBBA JIA CE
CHbXPAHSIBA HA MSICTO, IAJIEYE OT MOTJIEJIA U JOCET' A HA JIELIA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 34 ACIaA.

| 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOANUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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9. CIIEHHUAJIHHU YCJIOBUs HA CbXPAHEHUE

10. CHEIUAJIHU ITPEANA3HU MEPKHU INPU U3XBBPJSTHE HA HEU3IMOJI3BAHA YACT OT
JIEKAPCTBEHUTE INPOAYKTHU WJIN OTHAABYHU MATEPHUAJIA OT TAX, AKO CE
HN3NCKBAT TAKHUBA

11. HWME U AJPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly
®paHuus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

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

13. TAPTHUAEH HOMEP

[TapT. Ne

| 14. HAYMH HA OTIIYCKAHE

| 15.  VKA3BAHMSI 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPANJIOBA A3BYKA

AUBAGIO 14 MG

| 17. YHUMKAJIEH NIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mMepeH 0apKoA ¢ BKIIOYEH YHUKAIECH HICHTU(DHUKATOD.

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

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

, JIOPTOEMNT“

| 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

AUBAGIO 14 mg ¢punmupanu TabneTku
TepUQITyHOMU]T

| 2. OBSIBABAHE HA AKTUBHOTO(MTE) BEILECTBO(A)

Bceska Tabnerka cpabppika 14 mg repudmynomu.

3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

Chapprka ChINO: TAKTO3a. 3a JOMBIHATEIHA HH(OPMAIIHS BIXKTE JIUCTOBKATA.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 punmupanu TabneTKH
28 ¢unmupany TaOIeTKH

| 5.  HAYMH HA MPUJIOKEHUE M IBT(MIIA) HA BbBEKJIAHE

[Ipenu ynorpeba npoyereTe IMCTOBKATA.
ITepopanHo npuiioxeHue

Kanennapuu nuu
I1n
Bt
Cp
Yr
IIt
Co
Hn

IMoseue undopmarms 3a Aubagio
QR kox, koiiro TpsibBa 1a OBIE BKIFOYEH + WWW.(r-aubagio-sanofi.eu

6. CIHEHUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT INPOAYKT TPABBA JIA CE
CBXPAHABA HA MSACTO, JAJIEYE OT HOTI'JIEAA U JOCETI'A HA JELA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHIIHO 3a ACLA.
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| 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOANMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIHEHHUAJIHHU YCJIOBUsI HA CbXPAHEHUE

10. CHEIMAJIHHU NPEAITASHU MEPKHU ITPU U3XBBPJISTHE HA HEU3ITIOJI3BAHA YACT OT
JIEKAPCTBEHUTE INPOAYKTHU NN OTHAABYHU MATEPUAJIM OT TAX, AKO CE
MN3UCKBAT TAKHUBA

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

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

Opanus

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

| 13. TAPTHUJAEH HOMEP

ITapt. Ne

| 14, HAYUH HA OTITYCKAHE

| 15. YKA3AHWNA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPANJIOBA A3BYKA

| 17. YHUMKAJIEH NIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

| 18. YHUKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JA CBbABPXKAT BJUCTEPUTE UJIHN JIEHTUTE

BJIMCTEP C EJUHUYHMU 103U

| 1. HUME HA JIEKAPCTBEHUS NTPOAYKT

AUBAGIO 14 mg Tabnetku
TepuIyHOMU

| 2. HUME HA TIPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

| 3. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'oneHn no:

4. HAPTUJAEH HOMEP

[TapT. Ne

|5.  JAPYIo
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MHUHUMYM JAHHU, KOUTO TPABBA JA CBbABPXKAT BJUCTEPUTE UJIHN JIEHTUTE

BJUCTEP 3A ,,JIOPT®ENT

1. HUME HA JIEKAPCTBEHUS NTPOAYKT

AUBAGIO 14 mg

| 2. UME HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

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

T'onen no:

4. HAPTUJAEH HOMEP

[Tapt. Ne

|5.  JAPYIo
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b. IUCTOBKA
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JlucToBKAa: I/lH(l)OpMaIll/Ifl 3a manMeHTa

AUBAGIO 7 mg ¢puimupanu TadaeTku
AUBAGIO 14 mg ¢punamupanu Tad/1eTKH
tepudaynomu (teriflunomide)

IIpoyeTeTe BHUMATETHO LAJIATA JUCTOBKA, MPEIH 1A 3all0YHeTe ]a MPpUeMaTe TOBA JIEKAPCTBO, Thil KaTo

TH CbABbPKa BaxkHa 3a Bac nundopmanus.

- 3ana3eTe Ta3u JUCTOBKA. MoKe /1a ce HaJIOKU J1a 51 POYETETE OTHOBO.

- AKO UMate HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, MonuTaiite Bamus iekap wiu gapmarieBT.

- ToBa nekapcTBo € npeanucano JnyHo Ha Bac. He ro mpeorcrrnBaiite Ha apyru xopa. To Moxke na um
HaBpe/IY, HE3aBUCHMO Y€ NIPU3HAIIUTE Ha TIXHOTO 3a00JIsBaHe ca ChIUTE KaTo BamuTe.

- AKO TIONTyYHTE HAKAKBU HEXEJIAHU peaklny, yBeaoMeTe Bamus jiekap wiu gapmarieBT. ToBa BKIIIOUBA U
BCHYKH BH3MOKHU HEKEJIaH! PEaKIii, HEOICAaH! B Ta3H JIUCTOBKA. BmkTe Touka 4.

Kakso ChABbPiKA Ta3u JUCTOBKA:

Kaxso mpencrasmsiBa AUBAGIO u 3a kakBO ce HU3I0I3Ba
Kakso Tps0Ba na 3naere, npeau aa npuemere AUBAGIO
Kak na mpuemere AUBAGIO

BB3MOXHHN HEXETaHU peakun

Kak na cexpanasare AUBAGIO

ChbabppxaHye Ha OTIAaKOBKATa M JOMBIHUTENIHA HHPOpMALIUS

ogkrwhdE

1. Kaxkso npeacrapiassa AUBAGIO u 3a kakBO ce H3M0/13Ba

Kaxkso npencraBiassa AUBAGIO
AUBAGIO cpabpxa akTUBHOTO BEIIIECTBO TEPU(IYHOMHI, KOSTO € MMYyHOMOIYJIMPAIIO CPEICTBO U peryjupa
MMYyHHaTa CUCTEMA, 3a J1a OTPaHUYM HEWHATA aTaka BbPXY HEPBHATA CHUCTEMA.

3a kakBo ce u3noazsa AUBAGIO
AUBAGIO ce u3moJ13Ba npy Bb3pacTHU U TpH jAena U oHoum (Ha 10 roguHu U nmoBeve) 3a JieueHne Ha
MPUCTBIIHO-PEMUTEHTHA MHOXKecTBeHa ckiiepo3a (MC).

KakBo npeacraBiasBa MHOKeCTBeHaTa cKJiepo3a

MC e xpoHHYHO 3a00J1sIBaHe, KOSTO 3acsra ieHTpannata HepsHa cuctema (LIHC). ITHC ce cbeTou OT riiaBHus
MO3BK M rpbOHauHus MO3BK. [Ipr MHOKECTBEHA CKIlep03a BH3MAICHUETO pa3pyliaBa 3alluTHATa OOBUBKA
(mapeuyena muenun) okoj0 Hepeute B ITHC. Ta3u 3aryba Ha MHEIMH Ce Hapu4a AeMHeTHHU3aIms. ToBa cnupa
MPaBUIHOTO (PYHKIIMOHUPAHE HA HEPBUTE.

Xopara ¢ npucThIIHA POpMa Ha MHOKECTBEHA CKJIEPO3a UMAT MTOBTAPSIIH C€ aTakd (IPUCTHIN) Ha (PU3NIECKU
CUMIITOMH, TPUYMHEHH OT HEMPABHIHOTO (PYHKIIMOHUpAHE HA HEpBUTE. Te3u CUMIITOMH ca Pa3IUIHU MPH
Pa3NUYHUTE MALUEHTH, HO OOMKHOBEHO BKJIIOYBAT:

. 3aTpyAHEHO XO/IeHE
. po0JIeMH ChC 3PEHUETO
. po0GJIeMHU C paBHOBECHETO.

CuMnTomMuTe MoraT Jla U3Y€3HAT HAIIBJIHO CJICA OT3BYyUaBaHC Ha MPHUCTHIIA, HO C TCUCHHUE HA BPEMETO HAKOU
HpO6JIeMI/I MOXE J1a OCTaHaT MEXKIY NMPUCTBIIUTE. ToBa moxe Ja IpuInuHU (1)1/131/[‘-IGCK21 UHBaJInAU3anuAa, KOATO
MOZKE [1a IMpEYU Ha Bamute CXKCIHCBHU HCﬁHOCTH.
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Kak neiictea AUBAGIO

AUBAGIO nomara 3a npena3BaHe Ha IIEHTpaJHaTa HEPBHA CUCTEMa OT aTaKy Ha HMYHHATa CHCTEMa, KaTo
OrpaHHYaBa HapacTBaHETO Ha OpOs Ha HIKOU OeNu KpbBHU KieTku (muMdorutr). ToBa orpaHnvaBa
BB3MAJICHUETO, KOSTO BOJIU JI0 YBPEXKIaHe Ha HepBute npu MC.

2. Kakso TpsioBa 1a 3Haere, npeau aa npuemere AUBAGIO

He npuemaiite AUBAGIO:

- aKo CTe ANePrUYHU KbM TepH(DIYHOMUJI W KbM HSKOS OT OCTAHAJIMTE ChCTABKH Ha TOBA JIEKAPCTBO
(u36poenu B TOUKa 6),

- aKo HSIKOTa CTe pa3BUBAIHU TEXBK KOKEH 0OpPHB WIIM JIIOMICHE HA KOXKAaTa, MEXypH W/WIM PaHU B ycTaTa
cien mpreM Ha Tepru(IyHOMH WITH JIehTyHOMH/T,

- aKo UMaTe TeXKKH YepHOAPOOHH MpobdIeMu,

- aKko cTe OpeMeHHa, cMsTaTe, Ye MOKe Jla CTe OpEeMEHHa, UM KbPMUTE,

- aKo CTpaJiaTe OT CEPUO3EH MPoOIieM, KOMTO 3acsara Bamiata uMyHHa cucTeMa, Harp.mpuaIoOuT
umyHoaedunutex curapom (CITHMH),

- aKo UMaTe Cepro3eH MpoodIeM ¢ KOCTHHS MO3bK HIIM aKO MMaTe HUCHK Opoii YepBeHU Wi OelTi KPbBHU
KIJIETKU B KPBBTA, WM HaMaJieH Opoi TpOMOOIIHTH,

- aKo CTpajaTte OT Cepruo3Ha HHDEKIHS,

- aKo UMate TeXKHU ObOpEeYHH MPOOIIEMH, KOUTO HallaraT quaiunsa,

- aKo MMaTe MHOTO HUCKH HUBA Ha OENTHIM B KPHBTA (XUIIONPOTEHHEMUS),

AKO He CTe CHUTYpHH, roBopeTe ¢ Barus nekap vy GapManesT, Ipean 1a U3IM0I3BaTe TOBA JIEKapCTBO.

IpenynpexaeHust U NpeanasHu MepKH

I'oBopere ¢ Bamus nexap wmn gapmaneBT npean aa nsnomare AUBAGIO, ako:

- uMate 4epHOAPOOHN NPOOIEMH W/MIIK aKo IIpHEeMaTe FOJIEMHU KOJIMYEeCTBa ajIKoXo. BamusaT nexap me Bu
HaTpaBy KPbBHU M3CIICABAHU IIPEIH U TI0 BpeMe Ha JICUSHHETO, 32 JIa MPOBEPHU KOJIKO A00pe paboTn
yepHus Bu 1po6. Ao pesynratute oT uicienBanusaTa Bu nokaxar Hamuuue Ha mpooOieM ¢ YepHuUs Ipoo,
Bamusr nexap moxe aa cope neuenuero Bu ¢ AUBAGIO. Mo, npouetete Touka 4.

- “MaTe BHCOKO KPBBHO HaJsIraHe (XUIIEPTOHUS) U Aalid TO Ce OBNIajABa ¢ JekapcTsa win He. AUBAGIO
MO’K€ Ja IPUYMHH MOBUIIIaBaHE Ha KPBBHOTO HaJsATaHe. BamusaT ekap mie nposepsiBa KppBHOTO Bu
HaJIATaHe Ipen HayaJoTo Ha JEYCHUETO U PEIOBHO ciiel ToBa. Mouis, mpodeTeTe ToUKa 4.

- nmare napekuus. [Ipean na npuemare AUBAGIO, Bamust nexap 1mie ce yBepu, ye Opost Ha Oenure
KPBBHHU KJIETKH 1 TPOMOOLIUTHTE B KpbBTa BU € moctarpueH. Twit karo AUBAGIO namainsia Opost Ha
OenuTe KPBBHU KJIETKH B KPBBTA, TOBA MOXKE J1a 3acerHE criocoOHocTTa Bu na ce 6Gopure ¢ nHdpekuusira.
Bammsar nexap moxe aa Bu HarpaBy KpbBHH M3CJIE€IBAaHMS 32 J1a IPOBEPH OEIUTE KPBBHU KIETKH, aKO
MUCITUTE, Y€ UMaTe HsiKakBa MH(eKnus. Xepriec BUpYCHN MH(EKIINH, BKIFOYATEITHO XEPIIeC Ha yCTaTa
WJIH XepIIec 30CTep MOTaT Jia ce TOSBSAT MPH JiedeHue ¢ TepudayHoMua. B HiIKOW ciydan Moxe aa ce
MOSIBAT CEPHO3HU yclloxkHeHus. Bue Tps6Ba na ysenomure Bamus nexap He3a0aBHO ako IMOA03UpaTe, de
uMare CUMIITOMH Ha Xepliec BUpycHa uHdekmnus. Mo, npoueTere Touka 4.

- UMaTe TeKKU KOXHH PEaKIHH.

- uMarte pecupaToOpHU CUMIITOMHU.

- umare cynaboct, CKOBaHOCT U 00JIKa B pbLIETE U KpaKaTa.

- MIPEJICTON Ja c€ BAKCUHUPATE.

- npuemare sepaynomun c AUBAGIO.

- npeMuHaBate KbM uim oT Jeuernne ¢ AUBAGIO.

- TpsiOBa 12 B ce HampaBw onpenesicH BU H3CIeIBaHe Ha KphBTa (HUBO HA KaIIHi). BB3MOXHO €
W3MEPBAHETO J1a MOKaXKke (ajIIMBO HUCKU HUBA Ha KaJIIHUH.

Peaknuu ot CTpaHa Ha JuxaTeJaHaTa CuHCTeMa

Kaxxere na Bamms JICKap, akoO uMate HEOOSCHUMA Kanuiina U JUCITHEA (3a;[yx). Bammsar JICKap MOKEC Oa
HU3BBPIIN JOIIBJIHUTCIIHU U3CJICABAHU.
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Jleua v roHOIIN
AUBAGIO He e npenHa3HaueH 3a yrnorpeda mpH jena Ha Bb3pacT 1o 10 roguau, Thi KaTo He € M3IMUTBaH Py
MarMeHT ¢ MHOKeCTBeHa ckiiepo3a (MC) B Ta3u BB3pacToBa rpyra.
[penynpexneHusTa v IpeaNa3HUTe MEPKHU, U30POSHU MO-rope, BaXKaT ChIIO U 3a nena. ClieaHara nHpopmanus
€ Ba)KHa 3a JIeTla ¥ 3a MOoJIaraiuTe TPYKH 32 TAX JIUIA:
- HabmomaBaHO € BB3MAJIieHHE Ha TTaHKpeaca IMpH MalueHTH, oiydaBammu Jedayromua. JlekapsaT Ha
BameTo gete Moxe 1a HanpaBu KPbBHU U3CJIC/IBAHUS, aKO CE IMOA03HUPa Bh3MAJICHHE Ha MTAHKpeaca.

JApyru aexapcrtea u AUBAGIO

Wndopmupaiite Bamms nekap nin ¢papmManeBT, ako H3M0JI3BaTe, HACKOPO CTE M3IMOJI3BATIH WM € Bb3MOXKHO J1a

W3M0J3BaTe APYTH JekapcTBa. ToBa BKIIIOYBA U JICKAPCTBA, OTIYCKAaHH 0e3 pelenTa.

[Mo-xoHKpeTHO, yBeqoMeTe Barus jiekap nin dpapmarieBT, ako nmpreMaTe HIKOe OT CICIHUTE:

- neqIIyHOMH, METOTPEKCAT U JPYTH JICKapCTBa, KOUTO BIMSAT HA IMyHHATa cucTeMa (Hapu4aHu YecTo
HUMYHOCYTIPECOPHU MM UMYHOMOYJIATOPH)

- pudammuuH (JIEKapCTBO, H3MOA3BAHO 3a JICYeHHE Ha TyOepKyJI03a U APYTH HH(PEKIIH)

- KapOamazennH, peHoOapOouTan, GeHUTONH 32 eNIISIICHS

- KBJIT KAHTAPUOH (OMIIKOBO JICKAPCTBO 32 JCTIPECHS)

- penariivHu, MAOTIINTA30H, HATCTIIUHH/] HJIH POCHUTIINTA30H 32 TrHadeT

- JAYHOPYOUIIUH, JOKCOPYOUIHH, TTAKITUTAKCEN WIIN TOMOTEKAH 32 paK

- JIYJIOKCETHH 3a JICTIPeCHsl, He3aAbp)KaHe Ha ypUHATa WK NPH ObOpedHO 3a00JIABaHe NpU AUa0ET

- QJIOCETPOH 3a OBJIAJIIBAHE HA TEXKKA JHAPHS

- TEO(HINH 32 acTMa

- TU3AaHUAWH - MUOPCJIIAKCAHT

- BapdapuH - aHTHKOAryJIaHT, U3MI0JI3BaH 32 pa3pekIaHe Ha KpbBTa (TMIPaBH S MO-TEYHA), 3a 1a ce U30erHe
o0Opa3yBaHe Ha KPbBHHU ChCHPEIH

- MEPOPATHU KOHTPAIICTITHBH (ChABPIKAIIN CTHHUICCTPAINOI U JICBOHOPTECTPEN)

- nedakiop, 6eH3mImMeHNIIMH (NeHUIWIHH G), TMIpodIOKCalUH 32 MHPEKINH

- WH/IOMETAIMH, KeTonpogdeH 3a 00IKa WK Bb3NaJeHNE

- (bypo3emus 3a chpAedHO 3a00IBaHE

- ITUMCETHAHNH 3a HaMaJIIBAHC HAa CTOMAIlITHUTE KUCCJIINHU

- 3unoByIuH 3a XV B-unpexuus

- PO3yBacTaTHH, CHMBACTATHH, aTOPBACTATHH, IPABACTATHH 32 XUIIEPXOJIECTEPOIEMUS (BUCOK XOJIECTEPOI)

- cyidacana3rH 3a Bb3NATUTEITHO 3a00JIIBaHE HA YepBaTa WM PEBMATOUJICH apTPUT

- XOJICCTHPAMHMH 332 BUCOK XOJIECTEPOJI HJIM 3a O0JIeKUuaBaHe Ha ChpOeKa Ipu 4epHOAPOOHO 3a00JisIBaHe

- aKTHBCH BBIVICH 3a HaMaJIBaHe Ha a0COpPOIMATA HA JISKApCTBA U IPYTH BEIECTBA.

BpemenHocT U KbpMeHe

He npuemaiite AUBAGIO, ako cte OpeMeHHa WIn cMATaTe, Y€ MOXKE J1a cTe OpeMeHHa. AKO cTe OpeMeHHa Ui
3abpemeneete nokato Bemare AUBAGIO, puckbT 1a umare ete ¢ BpoJieHH AedekTu e noBuiieH. JKenure ¢
JeTepoieH MOTEeHNINAl He TPA0Ba Ja U3M03BaT TOBA JIEKapCTBO 0e3 a MpuiaraT HaJex/AHH KOHTPAlleITHBHH
MEPKH.

Axo Bamara geieps moiryuu MeHcTpyanus, nokaro npuema AUBAGIO, tpsoBa na mHpOpMupaTe nexaps,
KOWTO IIe MPeJOCTaBH CIeUATN3UpaHa KOHCYJITAIMS OTHOCHO KOHTPAIETIUATA U MIOTEHI[ATHATE PUCKOBE B
ciryyail Ha OpeMeHHOCT.

Nudopmupaiite Bamms nekap, ako ruiaHupate 1a 3adpeMeHeeTe Clie/l MPEyCTaHOBsIBAaHE Ha JICUSHHETO C
AUBAGIO, Tbi1 kaTo TpAOBa 1a € CUTYpHO, Y€ MO-TOIsIMaTa 4acT OT TOBA JIEKAPCTBO C€ € U3UMCTHIIA OT
opranusma Bu nipenu na 3a0pemeneere. [1o ecrecTBeH BT OTAEISIHETO HA aKTUBHOTO BEILIECTBO MOXKE J1a
OTHEME /10 2 TOANHU. BpemeTo Moke Aa ce HamalH 10 HAKOJIKO CEAMHIIN Ype3 pHeM Ha OTpeesieH!
JIeKapcTBa, KOUTO yckopsaBaT orctpansBaneTo Ha AUBAGIO ot Bammst opraHuszbMm.
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U B nBaTa cirydas TpsOBa Jia ce MOTBBP/AU Ype3 H3CiIe[BaHe Ha KPBBTa, Ue aKTUBHOTO BEIIIECTBO € OTCTPAHEHO B
JOCTaThYHA CTEIEH OT opranu3Ma Bu, u e Heo6X0IuMo MOTBBPIKIeHHE OT Bamus nekysar jgexap, 4e HUBOTO
Ha AUBAGIO B kpbBTa Bu € 10CTaThYHO HHUCKO, 3a J1a CE JIOMYCHE Jla 3a0peMeHeeTe.

3a mompHUTETHA WHGOPMAIHS OTHOCHO Ja00paTOPHHUTE U3CIIEIBAHNUS, MOJIS, CBBpPXKETE ce ¢ Bammus exap.

Ako nozmo3upate, ue cre OpemenHa gokato npuemate AUBAGIO unu 3a nepuoa ot ABE TOAWHU CJe]] KaTo CTe
CIpesH JIeYeHueTo, TpsoBa na npeycranosute npuema Ha AUBAGIO u na ce cBbpxeTe BemHara ¢ Bammus
JIeKap 3a u3cieaBaHe 3a OpeMeHHOCT. AKO H3CIIEABaHETO OTBBP/M, Ue CTe OpeMeHHa, Bamusr iexap Moxe 1a
Bu npeanoxu nedeHue ¢ onpeeneHu gekapceTsa 3a otcrpansBade Ha AUBAGIO ot opranusma Bu 0bp30 1 B
JOCTaThbyuHa CTETeH, Thil KaTo TOBa MOXKE J1a HaMalM prcka 3a Bamero Gebe.

Kontpanenius
TpsibBa na nsnon3Bare eheKTUBEH METOJ 32 KOHTPAISHIIHS [0 BpEME Ha JICUCHUETO U CIIE]T JICUCHUETO C

AUBAGIO. TepugnayHomun octaa B KppBTa Bu ab11ro BpeMe, ciej Kato cTe CIpe Jia To B3eMare.

[Iponpmxere na n3non3Bare eheKTUBHA KOHTPAIICTIIINS, CIIE]] KAaTO CTIPETE JICUSHNETO CH.

- [Iponwsmkasaiite, moxato HuBata Ha AUBAGIO B kpbBTa Bu cTaHaT nocTaThuHO HUCKU - BammsT nekap
Iie POBEPH TOBA.

- I'oBopere ¢ Bamust iekap 0OTHOCHO Hal-mOOpHS METOM 3a KOHTpareniws 3a Bac, kakTo u pu eBeHTyaTHa
HY’XJ]a OT CMsIHa Ha METO/1a 32 KOHTpaleNIHsITa.

He Bzemaiite AUBAGIO nokaro kbpMuTe, Thif KaTO TePUQPIYHOMHU/ IPEMIHABA B KbpPMATa.

Hlodupane u padoTa ¢ MAIIUHU
AUBAGIO moxe na Bu Hakapa ga ce 9yBCTBaTe 3aMasiH{, KOETO MOXKE Jla 3aceTHe crmocoOHocTTa Br 3a
KOHILIEHTpalMs U peakuus. B TakeB ciydaii He TpsiOBa na modupate Win Aa paboTUTe ¢ MalIUHH.

AUBAGIO cbabp:ka J1akTo3a
AUBAGIO cpappika makrosa (Buj 3axap). Ako Bammusr nexap Bu e kazan, ue mMare HETIOHOCUMOCT KbM HSKOH
BHJIOBE 3aXapH, CBbpKeTe ce ¢ Bamus nekap npenu aa mpueMare ToBa JIEKapCTBO.

AUBAGIO cbabpaxa HaTpHuid
ToBa jiekapcTBO ChabprKa Mmo-mMaako ot 1 mmol vatpwuii (23 mg) Ha TabieTka, T.e. MOXKeE Jia ce Kaxe, ue
MPaKTHYECKH He ChAbPIKa HATPHUil.

3. Kak na mpuemate AUBAGIO

Jleuennero ¢ AUBAGIO 1e ce npoBexia moj HabIr0IeHHETOo Ha JeKap, KOMTO UMa OTHT B JICYEHUETO Ha
MHO>KECTBEHA CKIIEPO3a.

Bunaru n3nomn3Baiite ToBa JIEKapCTBO TOUYHO KakTo Bu e kazan Bammst nexkap. AKo He cTe CUTYPHU B HEIIIO,
nonuTaiite Bamus nekap.

Bn3pacTHun
[IpenoppunTtennaTa 103a € eaHa TabyeTka oT 14 mg qHEBHO.

Jlena u roHomM (Ha Bb3pact Hax 10 roaunn)

Jlo3ara 3aBHCH OT TEJIECHOTO TETJIO:

- Jena c tenecuo terno Haxa 40 Kg: eqHa tabserka ot 14 Mg nHEBHO.

- Jlema ¢ TereCHO TErIo, Mo-Manko wik paBHo Ha 40 Kg: eqHa TabaeTka oT 7 My JHEBHO.

I[euaTa 1 FOHOIIHUTEC, KOUTO JOCTUTHAT CTAaOUITHO TEJIECHO TETTI0 Hazn 40 kg, 1€ MOJyYaT YKa3aHud OT CBOJ JICKAp
JAa IpEeMHUHAT KbM €AHa TabneTka ot 14 mg AHCBHO.
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[TbT/HaYMH HA IPUIIOKCHUE

AUBAGIO e 3a nepopanno npunoxxenue. AUBAGIO ce npuema exenHEeBHO KaTo €IMHUYHA JHEBHA /1032 O
BCSIKO BpEME Ha JICHSL.

TpsOBa ma reaTaTe TabJIETKATA IsJIa ¢ MAJTKO BOJA.

AUBAGIO Moske n1a ce mpreMa chC WK 0e3 XpaHa.

AKo cTe mpueu moBeye ot HeodOxoqumaTa 103a AUBAGIO
AKko cre mipueny oBede oT Heooxoaumarta g03a AUBAGIO, obanere ce Bemnara Ha Bamms nekap. Bue moxke
Jla TIOJTYYUTE HEXKETAHU PEaKIIUHY, TIOJOOHH Ha Te3U, KOUTO ca OMUCAHU B TOYKA 4 TO-0y.

AKko cTe nponycHaau a1a npuemere AUBAGIO
He npuemaiite aBoiina no3a, 3a 1a KOMIIEHCHpaTe MponycHararta TabieTka. Bzemere crneaBaiiara 103a B
Ha3HA4YeHOTO BpEME.

Ako cte cnpesan npuema Ha AUBAGIO
He cniupaiite npuema na AUBAGIO u He npoMensiite Bamarta q03a npenu 1a cre ce mochBeTBanu ¢ Bamus
neKap.

AKO MMaTe HSIKaKBH JIOMBIHUTEIHN BBIIPOCH, CBBP3aHH C YIOTpebaTa Ha TOBa JIEKapCTBO, MOMUTaiTe Bamus
JIeKap Wi papMarieBT.

4, Bb3MOKHH HeKeJTaHH pPe€aKkuumn

KakTto Bcnuku j1ekapcTBa, TOBA JIEKAPCTBO MOKE J1a MPEIU3BUKA HEXXEJIAH! PEaKLMH, BHIIPEKH Y€ HE BCEKU TH
HOJIy4aBa.

I[Tpu ToBa MEKapcTBO MOXKE J1a BH3HUKHAT CIICTHUTE HEKEJIAaHN PEaKIIUH.
CepHO3HM HeKeJTaHU PeaKuu

Hsikon HexxenaHu peakuuy MoraT Jia ObJaT WK 1a CTaHAT CEPUO3HU. AKO MOJYyYUTE HIKOU OT TAX, He3a0aBHO
yBeaomere Bamus Jiekap.

Yectu (Morar aa 3acernat 10 1 Ha 10 xyuin)
- Bhb3nasenue Ha maHkpeaca, KOETO MOKE JIa BKIFOUBA CUMIITOMH Ha 0O0JIKa B KOpeMHAaTa 00J1acT, rajieHe
WK TTOBpBIIaHe (dyectorara e ,,4eCTH" MPH NeJHATPUUHH TTAIUSHTH | ,,HeYeCTH * TP Bb3PACTHU
MAIMEHTH).

Heuectn (Morat na 3acernat 70 1 xa 100 myiu)

- AJICPTHYHU PEAKIIUH, KOMTO MOYXeE JIa BKJIIOYBAT CUMIITOMH Ha OOPHUB, KOMPHBHA TPECKA, MMO/yBaHE Ha
YCTHHUTE, €3UKa HJIM JIMLETO, MIIM BHE3AIHO 3aTPyIHEHO JHIIIAHE;

- TEKKH KOXKHH PEaKIUK, KOUTO MOXE J1a BKJIOYBAT CUMITTOMHU Ha KOXEH OOpHB, MEXYPH, ITOBHUIIIEHA
TeMIepaTypa Wi S3BH B yCTATa;

- TEKKH UHPEKIUN WK CerCrc (MOTEHIMATHO )KUBOTO3aCTpaIlaBalll BUI HHPEKIIH), KOUTO MOXE 1a
BKJIFOYBA CHMIITOMH Ha BHCOKA TEMIIEpaTypa, TperepeHe, TPIKH, HaMaJIeHO OTC/ISHE Ha YPHHA WITH
00BPKAHOCT;

- Bb3MajicHue Ha Genute Apo0oBe, KOETO MOKE J1a BKIFOYBA CHMITTOMH Ha 33/IyX WM YIOPUTA KAILIUIIA.
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C Hen3BeCTHA YecTOTA (OT HATMYHUTE JaHHH HE MOKE J1a OBbJIe HallpaBeHa OIEHKa):

CEPUO3HO YEPHOIPOOHO 3a00IsIBaHE, KOSTO MOXKE JIa BKIIFOYBA CHMIITOMH Ha MOXKBJITSIBAHE Ha KOXKATa WUIH
Ha OsTaTa 4acT Ha OYHMTe, O-ThMHA OT OOMYaifHaTa YpHUHA, HEOOSICHIMO Ta/IeHe U MOBPBIIaHe, WK O0JIKa
B KOpeMa;

Jlpyru HeKeJIaHM peaKIUU MOTaT Ja Bb3HUKAT ChC CIIEIHATA YEeCTOTA:
Mmuoro 4yectu (Morat fa 3acerHat mosede ot 1 Ha 10 mgymm)

riraBobonme

Iuapus, TafeHe

nosumasane Ha AJIAT (nmoBuieHn KPHBHU HUBA Ha OTIpeieNieHN YepPHOAPOOHHN €H3MMH), YCTAHOBSBA CE
ype3 U3CICABAHUS

U3THHSIBAHE Ha KOocaTa

Yectu (Mmorar ga 3acerrar o 1 Ha 10 xymm)

rpun, HHQEKIYs Ha TOPHUTE AUXATEHU IBTHUIIA, MH()EKINSI Ha TMKOYHNTE IBTUINA, OPOHXUT, CUHY3HT,
OOJIKH B T'BPIOTO M JUCKOMQOPT NPH MPETIbILaHe, IIUCTUT, BAPYCEH racTPOSHTEPUT, 3b0Ha HHpeKuus,
JMApUHTUT, THOMYHA MH(EKIUS Ha XOIUIIOTO;

Xeprec BUPYCHU HHQEKIMH, BKITIOUYUTEIHO XepIiec Ha ycTaTa U XepIiec 30CTep ChbC CUMIITOMH KaTo KaTo
MeXypH, rapeHe, cbpOex, U3TPBIIBaHE WM OOJIKA IO KOKaTa, OOMKHOBEHO OT €AHATa CTpaHa Ha ropHaTa
YacT Ha TSUTOTO WIIH JIMIETO, U IPYTH CUMITOMH, KaTO MIOBHUILIEHA TEMIIEpaTypa 1 ciadocr,

nabopaTopHU CTOMHOCTH: HaMaJlsiBaHe Ha Oposi Ha YepBEHUTE KPBBHU KIETKH (aHEMHsI), HAOI0JaBaHu ca
MPOMEHH B TaOOPAaTOPHUTE M3CIIEABAHUS HA YEPHUS P00 U OeTUTe KPHBHHU KICTKH (BHXKTE TOYKA 2),
CBHINO TaKa MOBHIIEHHUI Ha MYCKYJIeH eH3uM (KpeaTtnHpochoknHaza);

JIEKU aJIepTUYHU PEaKIIHH;

YyBCTBO Ha TPEBOXKHOCT;

MpaBydKaHe, YyBCTBO Ha clIabOCT, M3TPBIIBaHe, OOIKaHe Wi 00JIKa B JOJTHATA YacT Ha I'bpOa WM B Kpaka
(nmmac); u3TpheIBaHe, MapeHe, OOIKaHe WK O0JIKa B PhIIeTe U MPBCTUTE (CHHAPOM Ha KapIaTHHAS TyHEN);
ChpleOHeHe,

MOBHIIEHO KPHBHO HANIATAHE,

MOBpBINane, 3000011, 60JIKa B TOpHATA YacT HAa KOpeMa,

o0OpuB, aKkHe;

00JIKa B CyXOXKHITHSTA, CTABUTE, KOCTUTE, MyCKYJTHA 00JIKa (MYyCKYyJTHO-CKeJIeTHa 00IKa);

HYJ/Ia OT TI0-4eCTO OT OOMYAHOTO YpUHUPAHE;

0oJie3HeHa U OOMITHA MEHCTpYaIus,

OoKa;

JIUTICA Ha €HEePIHsl WK OTMaHANIOCT (acTeHus);

HaMaJsiBaHe Ha TeJIECHOTO TErJIO.

HeuecTu (Morat na 3acernar 1o 1 nva 100 gymrm)

HamalsiBaHe Ha Opost Ha TPOMOOIIUTUTE B KPbBTa (JIeka TPOMOOIUTOIICHUS);

MOBHIICHA YyBCTBUTEITHOCT 0COOEHO Ha KOXKaTa; MpoOorKaalia Win myjcupaiia 60Jika 1o X0/1a Ha eTUH
WM TIOBeYe HEpBH, POOIeMH ¢ HEpBUTE Ha PhLETE WK KpakaTa (eprdepHa HeBpoaTHs),
HapyIIeHUs HA HOKTUTE, TEKKU KOXKHH PEAKITUH

MocTTpaBMaTu4Ha 0oJka

MICOpPHA3HC

BB3MAJIEHNE HA yCTaTa/yCTHUTE

OTKIJIOHCHHS OT HOpMaJTHUTE (peepeHTHH) CTOWHOCTH Ha MAa3HUHUTE (JIMIHU/N) B KPHBTA

BB3MAJIEHUE Ha Je0eJI0TO YePBO (KOJIHT)

Penxu (morar aa 3acerrar 10 1 Ha 1 000 gyrmm)

BB3MIAJICHUC UK YBPCIKAAHC HA YCPHUA )_'[p06
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C Hen3BecTHA YecTOTa (OT HATMYHHUTE JaHHU HE MOXE J1a Ob/Ie HalpaBeHa OICHKA)
- OenmoapoOHa XUTIEPTOHUS

Jena (na Bb3pact Haja 10 roanHm) U IOHOIIH
Hexenanute peakiuu, U30pOSHHU 1O-TOPE, C€ OTHACAT U 3a Jiena u roHomu. ClieBanaTa J0MbIHUTEIHA
uH(pOpMaLKs € BaKHA 3a JIela, FOHOIIH ¥ HOJIaraliuTe IPYKH 3a TSX JIULA:

Yectu (Morat na 3acerrat 10 1 Ha 10 mgymim)
- Bnb3nanenue Ha nmaHkpeaca

ChobIaBaHe HA HeKeJIAHU peaKIuu

AXO moNyunTe HSIKaKBH HEXEIaHU JICKApCTBEHU peakivu, yBeaoMere Bammst nekap winu hapmanest. ToBa
BKJIFOUBA Y BCHUKH Bh3MOXKHU HEXKEIAHU PEAKIIMU, HCOITUCAHU B Ta3H JIMCTOBKA. MOXKETE ChIIO J1a ChOOIIUTE
HE)KeJTaHU peaklMy IUPEKTHO Ype3 HallMOHAIHATa CHCTeMa 3a choOIaBaHe, nocoueHa B [punoxenue V. Karo
ChOOIIaBaTe HEXETaHN PEakIiy, MOXKETE Ja JaJieTe CBOsI IIPUHOC 3a MOJyYaBaHe Ha MoBede HHGopMaIus
OTHOCHO 0€30I1aCHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak na cexpansBate AUBAGIO
Jla ce cbXxpaHsiBa Ha MSCTO, HEIOCTBITHO 3a Jela.

He u3non3BaiiTe ToBa JIekapcTBO Cliell CPOKa HA TOAHOCT, OTOENsA3aH BLPXY KyTusiTa U noprdeiina cien ,,I ogexn
10, CpOKBT Ha TOAHOCT OTTOBAPSI HA MOCJIECIHUS JICH OT MTOCOYCHUS MECEIl.

To3u nexkapcTBeH NPOAYKT HE U3UCKBA CHELUAIHU YCIOBUS Ha ChbXPaHEHHUE.

He u3xBppusiiTe 1ekapcTBaTa B KaHATMW3ALMITA UM B KOHTEIHEPa 3a JoMaluHu oTnaably. [Tonuraiite Bamns
(hapMarneBT Kak /a U3XBBPIATE JIEKapCTBaTa, KOUTO Beue HE U3Moia3Bare. Te3n MEepKH Ie CIOMOTHAT 3a
OIIa3BaHE Ha OKOJIHATa CpeJia.

6. Cbm,pmam/le Ha OMNaKOBKaTa M JO0IIbJHUTEC/IHA HH(l)OpMaIII/IH

Kakso cpabp:ka AUBAGIO
AXTHBHOTO BEIIECTBO € TEPU(ITyHOMU]I.

AUBAGIO 7 mg ¢duiMupanu tabiieTku

- Bcesika Tabnerka cpbpika 7 Mg TepudryHOMuA,

- Jlpyrure ¢hCTaBKH ca: JJAKT03a MOHOXHUJIPAT, IAPEBUYHO HUILIECTE, MUKPOKPHUCTAJIHA 11€J1yJ103a, HATPUEB
uumected riukonat (Tum A), XUAPOKCHTIPOTIHIIIETYI03a, MarHE3WEB CTeapar, XUIIPOMEI03a, THTAHNER
muokcnn (E171), Tank, makporoa 8000, unaurokapmuH aasyMuHueB Jiak (E132) u 5K bIT kKeTe3eH OKCH/T
(E172) (Bmxte Touka 2 “Aubagio chabpika 1akro3a”).

AUBAGIO 14 mg ¢punmupanu TabieTku

- Bcesika Tabnerka cpabpxka 14 mg tepudryHOMUI.

- Jlpyrute ChCTaBKH ca JIAKTO32 MOHOXH/IPAT, IAPEBUYHO HUIIECTE, MUKPOKPHUCTAIIHA 1eNTyI03a, HATPUEB
HumIecTeH riukonat (Tum A), XUAPOKCHIIPONIMIIIETYJI03a, MarHE3UEB CTeapaT, XUIIPOMEI03a, THTAHHUEB
muokenn (E171), rank, makporon 8000, mHaurokapmuH aymunues yak (E132) (Buxkre Touka 2 “Aubagio
ChIBpPIKA JIAKTO3a”).
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Kak m3raexxna AUBAGIO u kakBO ChaBp:ka 0aKOBKATA

AUBAGIO 7 mg ¢dunmupana tabnerka (TabieTKn)

duaMupaHuTe TabISTKH ca MHOTO CBETIIO3€IEHUKABO-CHHKABO CHBA JI0 OJICI03CICHUKABO CHHS, [IIECTOBIBIIHA
¢bunMupana TabaeTKa ¢ OTIIEYaTaHO Ha eHAaTa CTpaHa o3HaueHue (‘7’) u rpaBHUpaHo GUPMEHO JIOTO BbPXY
Jpyrara CTpaHa.

AUBAGIO 7 mg ¢unmupanu TabaeTKH ce Mpeayiarat B KapTOHEH! KyTUH, ChAbpKaIIK 28 TabIeTKu B
OTIAKOBKH THUI ,,TIOPTQEHI C BrpajeHu OiaucTepu.

AUBAGIO 14 mg ¢unmupana tabnerka (TabIeTKH)
dunmupanuTe TabJIETKU ca CBETIOCUHS 10 TTACTETHOCHHS ETObI'bIIHA (GHIMUpaHa TableTka ¢ OTIIeYaTaHo Ha
enHaTa cTpaHa o3HadeHue (‘14”) u rpaBupaHo QUPMEHO JIOTO BBPXY Apyrara cTpaHa.

AUBAGIO 14 mg ¢punmupanu TabieTky ce npeaiaraT B KApTOHEHH KyTHH, ChIbPKAIIH:
- 14, 28, 84 u 98 TabneTKH B ONIAKOBKHU THII ,,IOPTQEiI” ¢ BrpaicHu OIucTepH;
- 10x1 rabmnetku B iepdopupaHu OIUCTEPU C SNUHUIHHU JTO3U.

He Bcuuku BHIOBE ONTAKOBKU MOTaT Ja ObJAT MyCHATH B IPOAAKOA.

IIpuTtexkaTes Ha pa3pelIeHHETO 32 yoTpeda:
Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly
Opanuus

IIpousBoauTe.:

Opella Healthcare International SAS
56, Route de Choisy

60200

Compiegne

Opanuus

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

OpaHuus

3a gonmbIHHUTENIHA MHPOPMALIUS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE€ C JIOKAIHUS MPEICTaBUTEN Ha
MIPUTEKATENS] Ha pa3pelIeHneTo 3a yrnoTpeoda:

Belgié/Belgique/Belgien Lietuva

Sanofi Belgium Swixx Biopharma UAB

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

Buarapus Luxembourg/Luxemburg

Swixx Biopharma EOOD Sanofi Belgium

Ten.: +359 (0)2 4942 480 Tél/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)
Cesks republika Magyarorszag

Sanofi s.r.o. SANOFI-AVENTIS Zrt.
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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

EApGoa
Sanofi-Aventis Movonpécwnn AEBE
TnA: +30 210 900 16 00

Espafia
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 hf.
Simi: +354 535 7000

Italia
Sanofi S.r.l.
Tel: 800536389

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

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: +43180185-0

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

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

Sverige
Sanofi AB
Tel: +46 (0) 8 634 5000

Latvia United Kingdom (Northern Ireland)
Swixx Biopharma SIA sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +371 6 616 47 50 Tel: +44 (0) 800 035 2525
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JlaTa Ha mocJIeHO IpepasriieKaaHe Ha TUCTOBKATA
Apyru uzrounuuy Ha nHGopMmauus

[Nonpo6ua mH(OpManys 3a TOBa JIEKAPCTBO € IMpeocTaBeHa Ha yeOcaiita Ha EBporieiickaTa areHIus mo
nmekapcTBara: http://www.ema.europa.eu.

Mosxe ChIIo 1a HAMEPHUTE KOIHE Ha TUCTOBKATAa M KapTa 3a maiuenTta ¢ nHpopmarms 3a 6e3onacHoct Ha QR
KOJIa, TIOCOYEH I10-J0TY.

QR kox, koiiTo TpsiOBa a OBae BKIOYCH + WWw.(r-aubagio-sanofi.eu
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