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1. HMME HA JEKAPCTBEHUA MPOAYKT

Tenebio 14 mg & . Ca3pswenua Nr .

epebuo 14 mg ¢pwiMHpaHH TaONETKH b &2 72 10-01-

Terebyo 14 mg film-coated tablets (M iz
[ eoeue M S

7.  KAYECTBEH U KOJJMYECTBEH ChCTAB

Bcaka ¢unMupaHa Tabnerka chabpika 14 mg TepudnayHOMHA (teriflunomide).

Momoutso(u) BenecTso(a) ¢ M3BECTHO IEHCTBUE
Bcaka duaMHpaHa Tabnerka ChAbpPKA 71,09 mg nakTo3a (KaTo MOHOXHAPAT).
Bcska dhuwimMupaHa TabnieTka ChabpXKa 0,020 mg Allura Red AC amyMHHHEB JlaK (E129).

3a ITbLIIHHA CTIHCHK HA TIOMOLIHHTE BELLIECTBA BIKTE TOUKA 6.1.
3. JIEKAPCTBEHA ®OPMA
dwimupaHa Tabnerka.

Cuus, QBOHHOM3TbXHANA GHIMHpaHa Tabnerka (¢ JHAMEThP NpHOIH3HTENHO 7 mm), ¢ HAAMHC ,,14%
OT €JIHaTa CTpaHa.

4, KJIUHHYHU JAHHH
4.1 TepanesTHYHH DOKA3AHHA

Tepebuo € noka3aH 3a JieueHne Ha BH3pacTHH NaudeHTH U neaHATPHYHEH NALIMEHTH HAa BB3PacT Hall 10
FOZIMHK, C TPUCTBNHO-PEMUTEHTHA MHOXKECTBEHA CKIIEPO3a (MC) (Mons, HanpaBeTe CMpaBKa ¢ TOUKa
5.1 3a BaXkHa HHGOPMALIMA OTHOCHO NMOMYyNAaLMATE, 38 KOATO © ycTaHOBEHa e(PMKACHOCT).

4.2 Jlo3npoBKa B HAYHH HA NPHJIOKEHHE

JleuenueTo TpaOBa Aa ce 3aMo4Ba H NMpoBexKa Noa HabJIIOAEHHETO Ha fieKap ¢ OMHUT B JICUCHHETO Ha
MHO)KECTBEHa CKIIEpO3a.

gOBHEOBKa

Buv3pacmnu
[Ipu BB3pacTHH, Mpenopb4MTENHaTa 1032 tepudyHOMHI € 14 mg BEIHBK NHEBHO.

[Meduampuura nonyaayus (6e3pacm nao 10 zoounu)
Ipu neAHATPUUHH NALMEHTH (Ha BB3pacT Haj 10 roantu), NpenopLYHTE/IHaTa 1032 3aBHCH OT
TEeNeCHOTO Teryo:
e [legvaTpHuHM NMALKEHTH C TEIECHO TEIJIO >40 kg: 14 mg BeaHDbXK AHCBHO.
¢ [leauaTpvuHM MALMEHTH C TEMECHO TEITIO <40 kg: 7 mg BeHBK AHEBHO.
Tepe6uo 14 mg punMupany TabneTKU HE ca MOAXOAIM 38 neJuaTPUUHY NALIKEHTH C TEIECHO
terno < 40 kg. JipyrH iexapcTBeHH MPOAYKTH, ChABPKALLH TepuITYHOMHL, IO o-
HHMCKA KOHLEHTpaLm (Hanpumep 7 mg GWIMHpaHH TabneTku).




[TeauaTpyuHK NAaLMEHTH, KOMTO JOCTHIHAT cTabwiHo TesecHo Terso Han 40 kg TpsaOBa Aa NpeMUHAT
Ha 14 mg BeAHBK OJHEBHO.

dunmupaHuTe Ta6NETKH MOTaT 12 € NPHEMAT CBC HilH Oe3 xpaHa.

CneyyaiHy 1omyaaurH

Ionynrayus 6 cmapuecka 8b3pacm
TepudsryHomua TpadBa Ja ce mpunara [OBHILIEHO BHUMaHHUE MPH MALIMCHTH HA Bb3pacT 65 roaMHH H
ropeye, MOPaau HEAOCTaTbUHO JaHHH 34 6ezonacHOCT U €(HKACHOCT.

Bvbpeuno yspedxcoane

He e HeOGXOAWMO KOPHrHPaHE Ha J103aTa MpH NALMEHTH C JICKO, YMEPEHO HJIH TEXKO 6bp0peuHo
yBpEXK/aHe, KOUTO He MpOoBeXAaT AHanisa.

He e npaBeHa OLEHKA NMPH MALHEHTH C TEXKO 6L6peUHO YBPEKAAHE, KOUTO NPOBEKAAT AHATIH3A.
TeprdTyHOMHI € MPOTHBOMOKA3aH NTpY Ta3K normynauus (Bx. Touka 4.3).

YeproOpobHO yepexcoane
He e HeoBXOMHMO KOPATMpaHe Ha [03aTa MPH MALHEHTH C NIEKO ¥ yMEPSHO 4yepHOAPOOHO YBPEKIAHE.
TepudTyHOMK € IPOTHBOTIOKA3aH MpPH NAUMEHTH © TEXKO 4epHOAPOOHO yBpeKaaHe (BXK. TOUKA 4.3).

[Teduampuuna nonyaayus (6b3pacm noo 10 200unu)
Fe30macHOCTTA M eDHMKACHOCTTA Ha TeprGuTy HOMH NIPH Aelia Ha pp3pact nox 10 roavHH He ca
ycTaHOBeHH. HsiMa Haln4HH JaHHH.

HauHH Ha NPHIOXKEHHE
dunMupannTe TabNeTKH ca MpeAHasHAEH! 34 NepOpATHO NPHUIIOKEHHE. TabneTkure TpadBa aa ce

BJITAT LIEJTH ¢ MAJIKO BOJA.

4.3 IlpoTHBONOKA3AHHA

CBpBXUYBCTBHTENHOCT KbM AKTHBHOTO BELLECTBO WIH KbM HAKOE OT NOMOLIHKTE BELECTBA,
u36poenn B Touka 6.1.

[MauMeHTH ¢ TEXKO HEPHOAPOOHO YBPEXKAAHE (knac C no Child-Pugh).

BpeMEHHH JKEHHU WIIH XKEHH C AETEPOACH OTEHLMAN, KOUTO He MpHiaraT HaJe)KAHa KOHTpaLenums 1o
BpeMe Ha JIEYEHHETO C TepHITYHOMHI H CNIEM HErO, I0KATO nnasmeHuTe HUBa ca Haa 0,02 mg/l (ex.
Touka 4.6).

Tpabea ga ce HIKMOUYH 6peMEeHHOCT Npey 3ano4YBaHe Ha neyeHueTo (BX. TouKa 4.6).

Kepmeluy skeHH (BXK. TOUKA 4.6).

[MauueHTH ¢ TEXKH MMYHOACDUUNTHH CBCTOAHMS, HAIPUMED MpHAOOGUHT HMYHOAEPHLIMTEH CHHAPOM
(CITHH).

[laluMeHTH ChC 3HAUMMO HapYIIEHHE HA KOCTHO-MO3BLHHATA QyHKLMS HIH 3HAYAME AHEMH,
[eBKOTICHMA, HEYTPONIEHMUA WK TPOMOOLMTONEHHS.

IMauMeHTH ¢ TEXKA AKTHBHA HHQEKLUMA 10 03ApaBiBaHC (Bx. TOuKa 4.4).




[MauueHTy ¢ Texka GrOpeyHa HeOCTATEYHOCT, MOAJIOKEHH Ha IMATH3A, Tbii KaTO JIANCBA JOCTATBYHO
KJIMHHYEH OIMUT 3a Ta3M rpyna nauHeHTH.

[TaLMeHTH ¢ TeXKa XHITONPOTEHHEMHS, HANPUMED TPH HepOTHYEH CHHAPOM.

4.4 CnenHajHH HpelynpexIcHAs H NnpeiNasHH MEePKH NpH ynoTpeba

[TpocnenaBaHe
IIpeou nevenuemo

[Ipeau 3anouyBaHe Ha JICHEHHETO C tepudyHOMHA TPAOBA fa C€ OLEHAT:
¢ KDPBBHO HandraHe
e  anaHWH aMMHOTpaHc(epasa/cepyMHa INTyTaMaT-MPYBAT TpaHCAMHUHAa3a (ALT/SGPT)
¢ MBJIHA KPbBHA KAPTHHA, BKITKOUHTETHO nudepenunanto Gpoete Ha Genu KpbBHH KICTKH 1
6poii Ha TPOMOOLITHTE.

ITo epeme Ha AeveHuemo
[lo BpeMe Ha JICUEHHETO C TePU(ITYHOMHUA TpabBa fa Ce MpocneAsar.
¢ KPBBHO HANATaHE
o [lepuoanYHO NMpOBEPABAHE
e  anaHuH aMHMHOTpaHcdepa3a/cepyMHa rIyTaMaT-NHPYBAT tpancamunasa (ALT/SGPT)
o YepHompoGHuTe eH3uMHU TPAOBA Ia C& OLCHABAT Hal-MaJIKO Ha BCEKH YETHPH
CEIMULIM TIPE3 THPBUTE 6 MECela OT JIEHEHHUETO U PENOBHO CJIE] TOBA.
o Jla ce 06MHCAH JOIMBLIHHTENHO MPOCNCABAHE, KOTAaTO TepeOuo ce npunara mpu
[IALMEHTH ¢ MPEAIIECTBALIM YEPHOAPOOHH HapyllIeHHs, puara ce ¢ ApYrH
MOTEHLKATHO XEATOTOKCHYHH JIEKAPCTBa, WK B 3aBHCHMOCT OT HATHUHETO Ha
KNTHMHUYMHH NPHU3HALK H CHMIITOMH KaTo HeoGACHUMO rafieHe, NoBpblilane, Oonka B
KOpeMa, yMOpa, aHOPeKCHA WK XBATCHHLA w/unu TbMHA ypHuHa. UepHonpoOHuTe
SHIUMH TPAOBA [ia ce OLICHABAT Ha BCEKH JIBE CEIMHLIM MPE3 MBPBHTE 6 mMeceua oT
fleveHHeTo W Hall-MaiKo Ha BCEKH 8 CEMMLIM Cle/l TOBA, B NPOABKCHHE Ha MOHE 2
FOJMHH OT HAYAIOTO Ha JICYCHHETO.
o Ilpn ALT (SGPT) mexay 2- v 3 mbTH Haj ropHata rpaliiia Ha HOpMATA3,
pocieasBaHeTo TpAdsa Aa ce M3BBPILBA EKECEAMUIHO.
¢ [IbnHa KpbBHA KapTHHA TPAOBA Jla C€ H3C/ICNIBA CNIOPea KITHHUYHHTE MTPU3HALM H CHMITTOMH
(Hanp. HH(peKUHH) MO BpeME Ha NIEHCHHETO.

[Ipoueaypa 3a YCKOPEHO eIMHMUHHPAaHE
EnuMuUHHpaAHETO HA Tepu(ITYHOMH] OT IU1a3MATa € 6aBnoO. be3 npouLexypa 3a YCKOPECHO eTMMHAHUPAHE

ca HeoGX0aAMMH cpeaHo 8 Mecela 3a AOCTHIaHE Ha MTAIMEHH koHueHTpauun nox 0,02 mg/l, BbnpexH
4e MOpan HHAMBHAYATHH pasfiuud B KIMPBHCA HA BELIECTBOTO, TOBA MOKE Ja OTHEME 10 2 FOAHHH.
[TpoueAypaTa 3a yCKOPEHO €THMHHHPaHE MOXE Ja ¢C MPUIIOXKH TIO BCAKO BPEMeE Cliell
NpeyCcTaHOBABAHE HA JICUEHHETO C tepudyHomun (BX. ToukH 4.6 n 5.2 3a neTaiii OTHOCHO

npoLeaAypara).

YeproapoOuu edexTy
[Ipu nauMeHTH, NpueMallly TepuduTyHOMHUA, ¢a HabMoAaBaH NOBHUIICHHA Ha YepHOAPOOHHTE EH3UMH

(8. Touka 4.8). Te3n NOBMUICHUA Ca HACTHITHIH [1aBHO MpPe3 mepBHTE 6 Mecela OT JIEHCHHETO.

[No BpeMe Ha NIeYEeHHETO ¢ TepHQITyHOMHUA Ca HaOmoaaBaHH C/Iy4ad Ha JIEKapCTBO-HHIYLIMpaHu
yepHOAPOOHO YBpeXnaHe (drug-induced liver injury (DILI)), nonskora xHeoT03acTpallls 0.
TloBeueto cy4au Ha DILI ca Br3HHKHANM C BpEME 110 HAHATO ceAMHLH WIH




3aMovBaHe Ha ieyeHHeTo ¢ TepudyHoMua, Ho DILI Moxe a ce nosBH U NPpH MPOABLJDKHTETHA

ynotpeba.

PHCKBT 3a NOBMLIABAHE Ha yepHoApoOHUTe eH3umMH H DILI npu tepudryHOoMua Moxe aa Obae mo-
BUCOK NTPH MALHEHTH ¢ MpeJIIecTBALIo YePHOAPOOHO HapyHIeHHEe, ChITBTCTBALLO JICHEHHE ¢ APYTH
XeNaTOTOKCHYHH JIEKapCTBa M/KIK KOHCYMalysi Ha 3HAUHTE/IHH KONHYecTBa ankoxon. Itopaau Tosa
nauHeHTHTe Tpa6Ba Ja 6BIaT BHHMATENHO MPOCIEAABAHH 32 PH3HAUM K CHMITTOMH Ha YEPHOAPOOHO

yBpexIaHe.

Tepanusra ¢ TepudyHOMUA TPAGBa 1A ce MPEYCTAHOBH M 1a ce€ 0OMHCIH YCKOpEHa npoLielypa 3a
eJTHMHHHpPaHE, 8KO UMa CbMHEHHE 3a 4epHOAPOOHO yBpexxaaHe. AKO ce NMOTBbPAH NOBHLICHHE Ha
yepHoapobHKTe eH3uMK (oseue oT 3 meTu Han ['TH), repanusara ¢ TepudayHoMua Tpabaa na ce
NPEeYCTAHOBH.

B ciyuait Ha MpeyCTaHOBSBaHE Ha NedeHHeTo TpAbBa 1a ce MpoBeXaaT YePHOAPOOHH H3CIIC/IBAHMA 10
HOpPMaJiM3upaHe Ha HUBATA HA TPaHCAMUHA3UTE.

XHUIMONPOTEHHEMHSA

Toii kaTo TepUdIYHOMHA C€ CBBHP3Ba BbB BUCOKA CTEMNEH € IU1a3MEHHTE OeNThLM U CTENEHTa Ha
CBBLP3IBAHE 3ABHCH OT KOHLIEHTPALMATA Ha al0yMHUH, NPH MMALMEHTH C XUMONPOTCMHEMHS, HAPHUMEp
[pH HEPOTHHEH CHHIPOM, C€ OYAKBA IUIA3MEHHTE KOHLIEHTPALWH HA HECBBP3aHHA TEPHQITYHOMHUA Ja
ca noHweHH. TepudTyHOMHA He TpAOBa /1a c€ NpHara npu NaMeHTH B ChCTOAHHS Ha TEKKA
XHITOMPOTEHHEMHA.

KpbBHO Hangrate

[Mo BpeMe Ka ieueHHe ¢ TepudIyHOMHI MOXKe 1a HACTBNH NOBUIIABAHE HA KPBBHOTO HaAraHe (BX.
touka 4.8). KprBHOTO HansraHe TpsabBa fja c¢ NnpoBEPABaA NMpeH 3ano4YBaHe Ha JICHCHHETO C
TeprQTyHOMHA W NEPHOAHYHO el ToBa. [ToBHINEHOTO KPLBHO HansraHe TpAabea na ce IEKyBa no
MOAXOAALL HAYMH MpPEJH 3anoYBaHe U NO BPEME Ha JTIEYEHUETO C TEPUPITYHOMMA.

Hudekimu

3anoyBaHETO Ha NeyeHue ¢ TepHGpIYHOMUA TpAOBa /14 Ce OTNOXKH MPH NALUEHTH C TEKKA aKTHBHA
MHQEKLMA 10 H3NIEKYBAHETO H.

INpyu nnane60-KOHTPONHUPaHH MPOYUBaHHUA ¢ TEPHPITYHOMHUA He € HaOMIoNaBaHO yBETHYABAHE HA
cepuo3HuTe HHekumH (Bx. Touka 4.8).

Cnyuyau Ha Xeprnec BUpYCHH HHGEKLHH, BKIIIOUHTETHO OPaIeH Xeprnec M Xeprec 30cTep ca
¢voblasaHy NpH TepudyHoMH (Bk. Touka 4.8), HAKOH OT TAX Ca CEPUO3HH, BKIIOUHATE/THO
XEpNETHUCH MEHHHIOeHLIEDATHT M XepriecHa JHCEMHHaLKA. Te Morar Jia ce NoABAT MO BCAKO BPEME B
X0Ja Ha JIeYeHHETO.

Mpensua obaue HMyHOMOIYJIHpaLIMA edeKT Ha TepUdIyHOMHI, KO MALKEHTBT Pa3BHE CEPHO3HA
nHdeK1HA, TpA6Ba na ce 0OMMCIH CIIHpaHe Ha IEYEHHETO C TEPHBITYHOMHI, & NpeaH Bb30OHOBABaHE
Ha TepanuATa TpaOBa [a Ce OLIEHAT OTHOBO NOA3UTE y pyUckoBeTe. [lopaaH ABArKA MOTY)KHBOT MOXE
na ce 0OMHC/IH YCKOPEHO €THMHHHPaHe ¢ XONECTHPAMHH WK BBIJICH.

[MaumeHTHTE, NoMyyasalny TepudyHomua, Tpa6sa Aa 6bAaT HHCTPYKTHPAHH Aa YBEAOMABAT JICKaps
[IpH NOABA HA CUMITOMH Ha UHGeximK. [TauneHTHTe C AKTHBHH OCTPH WK XPOHHYHH HHPEKIHHA HE
Tps6Ba & 3anoYBAaT NeUeHHe ¢ TePHGTYHOMMI, AOKATO HHPEKLMATA(HTE) He Obae(aT) nanekysaHa(M).
Be3onacHOCTTa Ha TEPHQITYHOMMA NPKH KHIWBHAK C JIATEHTHA TyOepKyn03Ha HHGeKUMs He e
yCTAHOBEHA, Thif KATO MPH KIHHHYHHTE H3NHTBAHHA HE € H3BbPLIBAH CHCTCMATHYHO CKPHHHHT 3a
Ty6epkyno3a. [laiHeHTHTE C NONOKHTENEH Pe3YNTaT NPH CKPUHUHT 38 TyOepkynoza Tpabea na 6baar
NEKYBaHH CNOpe/l CTaHJapTHATa MEIMUHHCKA NPAKTHKA NPeH TepanusaTa.

PecnyvpaTopHH peakliH{




Vima choBleHns 3a uaTepcTHitnanta 6enoapobua 6onect (Mbb), xakTo U CiTy'iaH Ha tenoapodHa
XHMEPTOHUA IPH JIeUeHNE C TePHUGITYHOMH] 110 BpeME Ha nocTMapkeTHHroeata ynorpeba.
PuckhT MOXe 1a Gb/e MOBHLIEH TIPH NauMeHTH ¢ aHamHe3a 3a Mbb.

UBE MoXe a ce MOABH OCTPO MO BCAKO BPEME Ha JIEYEHHETO ¢ pasfivyiHa KIHHHYHA KapTHHA.

UBE mMoxe aa 6bae ¢ neraneH u3xold. Hoea rossa WiH sioIaBaHE Ha 6enoapobHUTE CUMITTOMH, KaToO
HarPUMep YNOPHUTa KauLTHLa U AMCITHEA, MOTaT ia CTAHAT NPHU'HHA 33 npeyCcTaHOBABaHE Ha
TEYEHHETO M 3@ NO-HATATHIIHN HICAEABaHHA NPK HyX1a. AKO € He0OX0AUMO CMIHPAHE Ha
NeKapcTBEHMA NPOAYKT, TPAOBa Na ce OOMHCIIH 3an04BaHe Ha MpOLelypa 3a YCKOPEHO €JIMMHHHPAHE.

XeMaTOJOTHYHH €DEKTH

HabnionaBaHo € CpeJHO HaMaNgBaHe ¢ NO-Manko OT 15% CrnpAMO M3XOAHOTO HHBO, 3acArallo Opos Ha
6enuTe KpbBHH K1eTKH (Bxk. Touka 4.8). Kato npeanasia MApKa npeau 3aMIOYBAHE HA JIEYCHHETO
Tps6Ba fa HMa CKOPOILHO M3Cae/BaHe Ha MbIHA KPbBHA KAPTHHA, BKJIFOUHTENIHO AH(epEHLIHATTHO
6poeHe Ha GesuTe KPBBHU KIETKH H Opoi TpoMOOLIMTH, KaKTO U H3C/IeBaHE HA IThIHA KPbBHA
KapTHHA M0 BPEeME Ha NeYEHHETO MpH HeOBXOMMMOCT CIIOpe] KIMHHUYHHTE NPU3HALH H CHMITTOMH
(nanp. HHOEKUHKH).

ITpu NaUKEeHTH C NpEALIeCTBAINA aHEMHUA, JICBKONICHHA W/ Wi TpOMOOLIMTOTIEHHUS, & CBLIO ¥ [IpH
NALMEHTH ¢ HapylueHa QYHKIMA Ha KOCTHAS MO3bK WM NP TaKHBA € PHCK OT NOTHCKAHC Ha KOCTHHA
MO3bK, PHCKBT OT X€MAaTOJIOrH4HH HapyLIeHHA € NI0-BUCOK. [Ipy BL3HHKBaHE Ha TAKHBA eEKTH
Tpa6Ba Aa ce OOMHCIIH MPOLEAYPaTa 32 yCKOPEHO CNMUHHDPAHE (BXX. Mo-rope) 3a HAaMAIABAHE Ha
nna3sMeHHTe HUBA Ha TepHdIyHOMMA.

B cTyuad Ha TEXKH XEMaTOIOrMYHU PEaKIHH, BKIIOUHTETHO NaHIMTONCHHA, TepUPIyHOMH H BCAKO
CBHITBTCTBALLO MKEOCYNPECHBHO JiedeHHe TpsrOBa a ¢ NpeyCTAHOBAT K J1a Ce obMHucIH
NPHIOXKEHHETO Ha NPOLIEAYPa 32 YCKOPEHO ETUMHHHPAHE Ha TEPUPITYHOMHI.

KOoXHH peakuvu
ChoblueHH ca CIydaH Ha CEpHO3HM KOXKHH PEaKiliH, NOHAKOra ¢ feTaieH U3XO4, BKJIKOYHTEHO

cHHapoM Ha Stevens-Johnson (SJS), TOKCHYHA €MMACPMATTHA HEKPONIH3A (TEN) n nexapcTpeHa
peakuys ¢ €03HHOPUIHS H CHCTEMHH CHMITTOMH (drug reaction with eoseinophilia and systemic
symptoms (DRESS)) npu ynotpeba Ha TepUGIYHOMHA.

AKO ce HaBIIONaBaT KOHM W/ THraBUdHM peakiyy (yILEpo3eH CTOMATHT), KOUTO NPCAUIBUKBAT
CHBMHEHHE 33 TeKKM TeHePATH3UPAHH KOXKHH PEaKLMH (CHHIPOM Ha Stevens-Johnson, TOKCH4YHA
enMAepMaTHa HEKPONH3a — CHHApOM Ha Lyell nnu nexapcTseHa peakuus ¢ €03HHOQWINA ¥ CHCTEMHH
CHMITTOMH), TepHDITYHOMKA ¥ BCIKO APYTO BB3MOXKHO CBbLP3AHO C TE3H pEAKLMH JICHCHHC TpabBa aa
ce NpeyCTaHOBAT W He3abaBHO Ja ce MPUIIOKHK YCKOpeHa NPOLEAYPa. B TakKBa ¢/y4aH NpH
nauMeHTUTe He TpAOBa 1a HMa MOBTOPHA EKCMIO3HLINA Ha TeprdayHoMH (BK. TOUKa 4.3).

ITpu ynotpeba Ha TepuIyHOMHA CE choOIIIaBa 3a HOBA MOSIBA HA MCOPHA3KC (BKITIOYHTEIHO
MyCTY03€H ICOPHA3HC) M BIOILABAHE HA CHUIECTBYBALL OT NPEH NICOPHAIHC. Moxe na ce cOMHCITH
NpeKpaTABaHE Ha JICYEHUETO H 3aMO4BaHe Ha MPOLIEAYPa 38 yCKOPEHO eTHMHHHpAaHE, KaTo CE B3EME
npensna 3a60/ABaHETO HA NALMEeHTa 1 MEANLIMHCKATE aHAMHE3A.

[lepudepna HepponaTHi

Tpu nauMeHTH, NpUemalu TepudIyHOMUI, HMa cHODIIEHHA 3a ClTy4aH Ha neprdepHa HeBpONaTHA
(k. Touka 4.8). [loBeueTo MaLMEHTH Ca HMAH nogoGpenne cnen nNpeycTaHOBABAHE Ha JICHEHHETO €
tepupayHomua. Obaue € MMano IIMPOKa BapHaGHIIHOCT B KpaHHMs U3XO/l, HANPUMEP MPH HAKOH
NalMeHTH HEBPOMATHA € OT3BYUaIa, a TIPY APYTH MALMEHTH CHMITTOMHTE Ca NepCUCTHPATH, Axko
nauueHT, npyeMair TepHduIyHOMH], pa3BHE MOTBBPACHA neprdepHa HEBPOTIATHS, FPSOHT ‘




OGMHC/IM peyCTAHOBABAHE HA TepanuATa ¢ TepudIyHOMMI M H3BBPLIBAHE HA NPOLIEypa 32
YCKOPEHO eTHMHHHpaHE.

BakcHHalIKA
Jlpe KTMHHYHY NPOYUBaHHA Ca NOKA3aJIH, He BAKCHHALIMHTE KbM MHAKTHBHPAH HEOAHTHIEH (TbpBa

BAKCHHALIMA) WIH Beue CpelllaH aHTHreH (MOBTOPHA eKCMO3HLIMA) ca 6e30nacHH ¥ eeKTHBHH MO
BpeME Ha JieueHHe ¢ TepHITYHOMHA. Vnorpefara Ha *HBH aTEHIOMPAHH BAKCHHH MOXKE 1a HOCH PHCK
OT HHMEKLIMK U cneaoBaTeNHo Tpabsa Aa ce u3barea.

MMyHOCYNPECHBHY WAH UMYHOMOTYTHPAIUH TEPATTHH

Tsit kato nehIyYHOMHA € H3XOAHOTO ChbeIHHEHHE Ha TepH(IYHOMHA, HE C€ NPenopbUBa ChITPTCTBALLO
NpWIOHKEHHE HA TepHGITYHOMHI ¥ eIy HOMHU,

CHITLTCTBALLO MPHIOKEHHE C BHTHHEOILTACTHYHH H HMYHOCYNPECHBHH TECPAIUH, U3NOI3BAHN 3a
neyeHue Ha MC, He e oueHsBaHo. [IpoyuBaHHa 3a 6€30TIACHOCT, IPH KOUTO TepHQTyHOMH €
npHaaraH ChILTCTBALLO ¢ HHTEphEpoH OeTa WilH ¢ [IATHPaMEPOB aLETaT 38 CPOK N0 €JIHa roJMHa, He
ca MoKa3a/iv HAKAKBM KOHKPETHH ChoOpakeHHs 3a 0€30MacHOCT, HO € HabJo1apaHa No-BUCOKa
4ecTOTa Ha HEXENaHH peakUyH B CPABHEHHE C MOHOTEPAIHUATA C repudaysomua. JparocpovHara
6e30MacHOCT Ha T€3M KOMOHMHALIMM NPH JedeHHe Ha MHOXKECTBEHA CK/1€p03a HE yCTaHOBCHA.

[IpeMuHaBaHe KbM WM OT J€YEHHE C TEPHQITYHOMUA

Ha 6a3aTa Ha KIHHWYHKATE AAHHH, CBBP3aHU ChC CHITETCTBALLOTO MPH/IOKEHHE Ha TepuIyHOMHA C
uHTephepoH GeTa WK ¢ MIaTUPaMEPOB aLETAT, HE CE M3MCKBA TICPHON HA M34aKBAHC TipH 3aMo4BaHe
Ha TepudTyHOMUA cen uHTepdepoH GeTa Wi MIATHPAMEPOB ALETAT, HIH MPH 3aM04BAHCTO Ha
uHTepdepoH OeTa WK MaTHPAMEpOB aLIETAT ClIEN TepuIYHOMHUL.

TMopamy ALIrKA NONYKABOT HA HATANTH3YMa0 €HOBPEMEHHA EKCMOZHUMA, U CAEAOBATETHO HMYHHH
edexTH, MOTAT 1a HAaCTBMBAT A0 2-3 Mecela CNIEA NPEYCTaHOBABAHE Ha HaTanu3ymab, ako
NPUIOKEHHETO Ha TEPUPITYHOMHA € 3an04HANO0 BE{HAra. [Topanu ToBa € HEO6XOUMO MOBULIEHO
BHHMAaHHE NPH NPEMHHABAHE Ha MALHCHTHTE OT HaTa1u3ymMal Ha TepUQITyHOMHA.

Bb3 OCHOBA Ha NOTY>XHBOTA HA QUHIONIKMO, 33 U3UHCTBAHETO MY OT LIKPKYJIaLIMATA € HeoOXOoAUM
nepHon OT 6 ceaMHLM He3 nedeHne, a 3a B3CTAHOBABAHC Ha 1AMGpOLIMTHTE B HOPMAJTHHTE UM
rpaHHUM € HeoGxoauM nepuoA ot 1 no 2 Mecella Clel NpeyCTaHOBABaHE Ha JICHEHHETO C
dbuHronuMo. 3anousaHeTo Ha TEpHMIYHOMH NPE3 TO3H MEPHOL LIE UMa 33 pe3ynTaT ChITbTCTBALLA
excrno3nLMA Ha PpuHronumon. Tosa Moxe 1a IOBEAE A0 AIHTHBEH e(heKT BbPXY HMYHHATA CHCTEMA,
nopajau KOeTo ce Hanara noBuileHO BHHMAHHE.

[Ipu naupenTH ¢ MC Mearanara Ha ti2; © 6wuna npubnusuTenHo 19 anu cnen MHOroKpaTHo
NpunoKeHHeE Ha 103 oT 14 mg. AKo Ce B3eME pELICHHE 38 TIpEYCTAHOBABAHE Ha NEYEHHUETO C
TepuIIYHOMUJ, Npe3 NEPHOAa, PABEH Ha 5 MOJTYKHUBOTa (npubnuzuTenHo 3,5 Mecella, HO MOXe H 112 €
NO-AbJILE PH HAKOM MALIMEHTH), 3aTIOYBAHETO Ha APYTH TEPANUH LI HMA 33 pesyTarT CBITHTCTBALIA
eKCrno3uLIMA Ha TepuduTyHOMUA. ToBa MOXe Ja 10BEE 0 AANTHBCH edeKT BbpXy HMYHHATa CHCTEMA,
nopaaM KOETO Ce Hajiara MoBHUICHO BHHMaHHE.

BaussMe BBDXY ONpeAensHeTO Ha HUBATA HA HOHM3UPaH KaJIUUH
B13MOXKHO € H3IMEPBAHETO HA HMBATa HA HOHHU3HPaH KaJIUMH 1a oKkake ¢Ganiiuso MOHWKCHH

CTOMHOCTH MpH JieueHHe ¢ TePITyHOMU W HITH TepudayHOMHUA (AKTHBHHAT METabONHT Ha
nedyHOMHKA) B 3aBUCHMOCT OT BHJIA Ha H3MO/3BaHUA aHATIH3ATOP Ha HOHHM3UpPaH Kanuui (Hanp.
KPbBHO-Ta30B aHanu3arop). [lopaayd ToBa Npu NAaUMEHTH, JIEKyBaHH C nedyHOMHI WIH
TeprIyHOMMUI, € HEOGXOLHMO J1a C€ NPOBEPH JO0CTOBEPHOCTTA HA HIMEPEHUTE MOHIDKCHH HHBa Ha
HoHu3MpaH Kanuuii. B ciyyaii Ha CbMHHTETHH PE3Y/ITATH CE MPEnopbHBa 1a ¢ off aTa
KOHIIEHTpaLMA Ha anGyMHH-KOPHIpaH KILHH B CEPYMA.




[leauaTpyyHa nomynaums

Ianxkpeamum

B neauaTpM4HOTO KIMHHYHO M3MTUTBAHE Ca HabmoAaBaHK CTy4ad Ha [TAHKPeaTHT, MOHAKOra oCThp,
Mpy NaLKEHTH, NOJTy4aBally TepudayHomua (Bx. Touka 4.8). KnMHHYHHATE CUMITTOMH BKJIIOYBAT
kopeMHa 60J1Ka, rajieHe W/HIH NOBpPbLIAHE. [py Te3u MaUMEHTH CepyMHATa aMiiasa U JINnasa ca
611K TOBMLIEHK. BpeMeTo 3a TosiBa BapUpa OT HAKOJIKO Mecela 110 TpH ronuHM. [TanpeHTHTE TPAOBA
na 6uaaT UHGOPMHPAHHM 32 XaPAKTEPHHUTE CHMITTOMH Ha NAHKPEATHT. [Ipu cbMHEHHKE 38 MAHKPEATHT
TpaGBa Ja ce M3CNEABAT NAHKPEaCHHTE eHIUMH U CHOTBETHHTS nabopaTOPHHU NMoKa3aTeau. AKO ce
NOTBBbPAN HANMYHE Ha MAaHKPEATHT, TepudyHOMUA TPAGBa fa ce NMpeyCTAHOBH H Jia C€ 3aMOHHE
poLenypa 38 YCKOPEHO ETMMHHHPAHE (BXK. TOuKa 5.2).

JlaxTo3a
[laUMeHTH ¢ PEAKH HACTEACTBERH CHCTOAHMS Ha ralakTo3Ha HENOHOCHMOCT, IThJIEH JIAKTa3€H
Ae(HLMT WIH FIOKO30-TalaKTO3Ha maaGcopbuus He TpAGBa a MpHEMAT TO3H JICKApCTBEH MNPOAYKT.

A3o Garpuna
To3M eKapcTBEH NPOAYKT chabpxa Allura Red AC (E129), koeTo MOX€E J1a PHIHHH allepruiHH

peakLMH.

Harpuii
To3u JleKkapcTBeH MPOAYKT ChAbPAKA MO-MANKo OT 1 mmol Harpwii (23 mg) Ha dHuIMHpaHa TabeTKa,

T.€. Ha ITPAaKTHKA He ChbAbpXKA HaTPUH.
4.5 BiaumozelicTBHE ¢ APYI'H JEeKAPCTBEHHE NPOAYKTH H 1pyrH dopmu Ha B3aEMOAcHCTBRE
DapMaKOKHHETHYHH B3aMMOIEHCTBUA HA IDYT'H BELCCTRA ¢ TepuIYHOM

OCHOBHHMAT IThT Ha OHoTpaHchopMaLKs Ha TEPUGITYHOMHI € XMAPO/H3A, 8 OKHCICHHETO €
BTOPOCTENECHEH ITBT.

Mownu urndyxmopu na yumoxpom P45 0 (CYP) u na mpancnopmepume

CLTLTCTBALIOTO MHOTOKPATHO MpUIIoXkeHHe Ha Jo3H (600 mg BEAHBA AHEBHO B MPOoIb/DKEHME Ha 22
AHK) praMmUUMH (MHIYKTOp Ha CYP2B6, 2C8, 2C9, 2C19, 3A), KakTO H Ha HHIYKTOp Ha

e ITyKCHUTE TPaHCNOpTepH P-rIuKONpoTeHH [P-gp] ¥ MPOTEHH Ha PE3UCTEHTHOCT Ha paK Ha r'bpAaTa
[BCRP], ¢ tepudpmynomun (70 mg eanHu4HA 11033) € JOBEJO A0 HAMANABAHE NMPHONH3HTENHO C 40%
HA eKCTIO3ULIMATA Ha TepunyHoMua. PudaMnuuMH B ApYry H3BCCTHA MOLLIHH uuaykropu Ha CYP u
TPaHCNOPTEPHTE, KATO HANIPHMEP kapGamasenus, peHoGapOuTal, GeHHTOMH M XKBJIT KAHTAPHOH,
Tpabpa J1a ce mpwiarat ¢ NOBHUICHO BHUMAHHKE NO BPEME Ha NEeYeHHETO C TEPHPITYHOMHU].

Xonecmupamun uid aKkmueer 8b2eH

[MpenopbyBa ce NALMEHTHTE, MPHEMALIH TepunyHOMHA, Aa He GbAAT JIEKYBaHH C XONCCTHPaMHH HilH
AKTUBEH BEIIEH, OCEH aKoO He C€ Lie/TH YCKOPEHO €THMHUHHPAHC, THi KaTO TOBa BOAU RO OBp30 U
AHAYMMO HAMAJISABAHE HA IUTa3MeHaTa koHueHTpauus. CMATa Ce, He MEXAHUIMBT © CBBP3aH C
NpeKbCBaHe Ha EHTEPOXenaTalHUA Kpbroppar W/ WK TACTPOMHTECTHHAIHA AHANH3a HA
Tepr(p Ty HOMHUI,

DapMaKOKUHETHYHY B3IaUMO/IEACTBHUA Ha TepuIYHOMM] ¢ APYTH BELIECTBA
Egpexm na mepugpiyHomuo evpxy cy6empamu wa CYP2C8: penaznunud
Hanuie e nosuiasaHe Ha cpeaHaTa Cmax U AUC Ha penarmHHHA (CbOTBETHO 1,7 v ¢ 2,4 nibTH) CTied
MHOTOKPaTHO MpWIOKEHHe Ha TePUPITYHOMHMIL, KOETO M0KA3Ba, HE TEpHUGUTYHOMHI € 6uTOp Ha
CYP2CS8 in vivo. TTopaau T08Ba € He00X0AWMO NMOBHIIEHO BHHMAHUE [TDH Yl




MIPOKYKTH, KOUTO C& METa0ONH3NPAT OT CYP2C8, kaTo HanpuMep penarjivHii, NakIATaKCce],
[IHOrNTMTA30H MIIH PO3UIIIHTA30H, 110 BPEME Ha JICHCHHC C TepuIyHOMHU.

Ecpexm na mepugpyHomuo 6bpxy nepopaniu xonmpayenmugu. 0,03 mg emununecmpaouon u 0,15 mg
NICBOHOP2ECMPEN

Hanwule e nosuinasasde Ha cpeaAHaTa Crax U AUC.24 Ha eTHHWIECTPAAMON (CHOTBETHO 1,58 u 1,54
mbTH) H Ha Cax H AUCo.24 Ha 1€BOHOPrecTped (cvotsetHO 1,33 1 1,41 nbTH) CieA MHOTOKPATHO
IpWIOKEHHUE Ha TEPHQITYHOMHMIL. BOpeKH ye He ¢e O4aKBa TOBa B3aUMOJIEHCTBHE HAa TEPUQITYHOMHA
1a Ma HeOIaronpusTHO BIUAHHE BBPXY eHMKaCHOCTTA Ha MEPOPATHHTE KOHTPALIENTHBH, TOBA
Tpa6Ba na ce MMa NpenBH/ NPH w30opa M afanTHPaHETO Ha ynotpebara Ha nepopajiHu
KOHTpaLeNTHBY, KOHTO CE H3MNOI3BaT B xoMOuHaLHa ¢ TepuITyHOMHUA.

Epexm na mepu@ayHomuo evpxy cybecmpamu na CYP142: Kogheun

MHOrOKpaTHO NMpHWIOKEH! A03H Tepu(TyHOMH, HamManaBaT CpeaHaTa Cmax H AUC Ha xodenna
(cyberpar Ha CYP1AZ) CBOTBETHO € 18% u 55%, KOETO Npeanonara, 4e TepuQIyHOMHI MOXKE 13 €
cnab uraykrop Ha CYP1A2 in vivo. Ilopaau ToBa JI€KapCTBCHH [POXYKTH, KOMTO c€ MeTaboNH3HpaT
or CYP1A2 (kato HanmpHMep AYJTOKCCTHH, ANOCTCPOH, TeodWIHH U TH3AHHIMH), TPAOBA 1a Ce
H3NOA3BAT BHYMATENHO 1O BpEME Ha JICUCHHETO C TepuTyHOMM], ThH KaTO TOBA 64 MOTJIO Ja NoBede
N0 HaMansiBaHe Ha epUKACHOCTTA Ha TE3H ICKAPCTBEHH NIPOLYKTH.

Echexm na mepupaynomuo 6bpxy sappapun

MHOTrOKpaTHOTO MPUIOKEHHE HA JO3H TepudITyHOMKA HE € KMaNO EPEeKT BHPXY hapMaKOKHHETHKATE
Ha S-Bap¢apuH, KOETO NOoKa3Ba, He TepH(IYHOMHI HE € HUTO MHXHOUTOP, HUTO HHIYKTOPp Ha
CYP2C9. Ha6monasaHo ¢ obaue HamaneHre ¢ 25% Ha MKOBHTE CTOMHOCTH Ha MEXIYHAapOAHOTO
HOPMAJIM3UPAHO CHOTHOLICHHE (INR) npu cbMbTCTBALIIO NTPUIOKEHHE HA Tepud)TyHOMH M BapdapuH
B CPABHEHHE CbC CAMOCTOATETHOTO MPHIIOKCHHE HA pap¢apHH. [lopaau ToBa NpH CHITETCTBALLO
NpHWIOKEHHE Ha BaphapHH C TepudIyHOMUJL C€ NpenoppyBa BHUMATETHO npocieasBaHe U
moHHTOpHpaHe Ha INR.

Ecpexm na mepugpiyHomuo 8vpxy cybcmpamu Ha mpancnopmepa Ka Op2arusHU aHuGHU 3 (OAT3)
Hanuue e nosumasate Ha cpeaHaTa Cmax ¥ AUC Ha uedaxnop (crorBeTHO € 1,43 H C 1,54 mbTH) Cnea
MHOT'OKPATHO MPUJIOXKEHHE Ha TepnUIyHOMHA, KOETO NpeAnoara, e Tepu(IYHOMHI € HHXHOHTOD
na OAT3 in vivo. [Topaau TOBa ce Mpenopb4pa NOBULIIEHO BHUMAHNC, koraTo TepudIyHOMHA C€
puiara ¢JHOBpeMEHHO CBbC cy6Gerpatu Ha OAT3, kKaTO HanpUMep nedaknop, OEH3UNNMEHUUHITHH,

uunpodIoKcalMH, HHAOMETALMH, ketonpodeH, Qypo3eMul, LUMETAIMH, METOTPEKCAT, 3W/IOBYAHH.

Epexm nHa mepupayHOMuo 6opxy cy6cmpamu va BCRP u /unu cybcmpamu Ha nonunenmuou Bl u B3,
MpaxCROPMUpauii Op2aHusHU AHUORU (OATP1B1/B3)

Hanuue e nopuiuasake Ha cpeaHara Crax B AUC Ha po3yBacTaThH (CBOTBETHO 2,65 1 2,51 mbTh) cnen
MHOFOKPATHO IPUIIOKEHHE HA 103U TepudnyHomus. TOBa NOBUILABAHC Ha M1a3MCHATA EKCTIOIHLIMA
Ha po3yBacTaTHH, obauye, HE € OKa3alo ABHO BIAUAHHC pbpXy axTupHocTTa HA HMG-COA penykrasara.
[IpenopbuBa c€ HAMAIABAHE C 50% Ha AO3ATA Ha PO3YBACTATHH NMpH CHITBTCTBALLOTO MY NPHIOKCHHC
¢ repudpayHomua. I1pn ocTaHanuTe cyberpati Ha BCRP (Hanp. METOTpEKCaT, TONOTEKAH,
cyndacanasut, jayHopyOHUHH, AOKCOpYOULMH) ¥ CEMEACTBOTO Ha OATP, ocobeHo HHXUOHTOpHTE HA
HMG-Co peaykrasata (Hanp. CHMBACTaTHH, aTOPBACTATHH, NpaBacTaTHH, METOTpPeKCaT, HATCT/IMHHA,
penarnuHui, prudamMuLMH), TPH CHITHTCTBAO MPUIOKEHHE ¢ TEPHPITYHOMH], € HeoOX0aHUMO
nopuwIeHo BHuManue. [laimenTtyre TpabBa fa ce MpOCieasBaT BHHMATEIIHO 34 ripy3HaLy ¥ CHMIITOMH
Ha [IPEKOMEPHA EKCTMOIULUMA HA TE3H JIEKAPCTBEHH NPOYKTH U aa ce oOMHCIH HaManABaHE Ha
TAXHATa A03a.

4.6 ®eprranter, GpeMEHHOCT H KbPMCHE




[IpunokeHKe Npy MbIKE
[Ipnema ce, ue PUCKBT OT MEAUNpPaHa OT MbKa emMGpHOdETATIHE TOKCHYHOCT MO BPEME Ha IEHEHHE C
Tepud Ty HOMHJL € HHCBK (BX. TOUKA 5.3).

BpeMeHHOCT
WAma orpaHUYEHH aHHHU OT ynotpefara Ha TEPHQITYHOMHAA NPH 6peMeHHH xeHH. [IpoyqBaHUATa MpH

SKMBOTHY TIOKa3BaT PENPOTYKTHBHA TOKCHUHOCT (BXK. TOYKA 5.3).

TepudayHOMH MOXE J1a TPEAN3BHKA CCPUO3HH BpoZieHH JedeKTH, KOTaTo Ce nprulara no BpeMe Ha
6pemenHocT. TepnpyHOMAA € MPOTHBONOKA3AH no BpeMe Ha GPEeMEHHOCT (BX. TOUKA 4.3).

YWeHuTe ¢ AETEPOAEH NOTEHUMAN TpAOBa Aa M3MON3BAT epeKTHBHA KOHTPaLENLMA 10 BpEME Ha
eueHHeTO 1 CJIe] JIEUEHHETO, IOKATO IIa3MEHATA KOHLICHTpaLyA Ha TepudyHomun e Han 0,02 mg/l.
[Ipe3 TO3M MEPHO KEHUTE Tpa6Ba 1a 06CHAAT C NEKYBALLKA NIEKap BCHIKH CBOH HAMEpeHMA Ja Crpat
WM 118 POMEHAT KOHTpauenuuaTa. Jleuara oT XeHCkH Moi W/ WK poAMTENHTE/NoaraluTe rpHaKH 3a
enla OT JKeHcku non Tpsabsa na bpaaT uHdopMHpaHH 38 HEOOXOAUMOCTTA ia CE CBBPXAT C
NeKyBallUA IEKap, C/IEA KaTo MPH AETETO OT KEHCKH MO Ha JIeYyeHHe Ha TEPHITYHOMH] CE NOABH
meHcTpyaums. HeoGxomuMo e a ce MPOBEE KOHCY ITalliA Ha HOBUTE MALHEHTH C AEeTCPONEH
OTEHLMAT OTHOCHO KOHTpauenumaTa 1 NOTEHIHATHHA PUCK 34 T10/a. Tpatea na ce oOMHUCH
HACOYBAHE KbM FHHEKONOr.

[MaupenTHTe TpaGRa Aa GBHAAT MHCTPYKTHPAHH 1a NPEyCTAaHOBAT TepudTyHOMHA ¥ He3a0aBHO J1a
yBELOMST JIeKaps ¢ LEJl M3BbPLIBAHE HA TECT 32 6peMEHHOCT, aKO UMa HAKAKBO 3a0baBAHEe Ha
MEHCTPYaLIMATA HNH APYTH MPHYKHK [ia Ce N10A031pa 6peMEHHOCT, KaTo MpPH NONOKKTENEH pe3yITar
OT W3C/IEBAHETO JIEKAPAT K NALMEHTHT TpAOBa 1a 06CHIAT pUCcKa 3a 6peMEHHOCTTa. BB3MOXKHO €
65p30TO HAMaJIABAHE Ha HUBOTO Ha TepudTyHOMHUA B KpBBTa, Ype3 NPUIIAraHe Ha OmucaHara No-A0TY
npoLeaypa 38 yCKOPEHO €THMHUBHPAHE, NPH NbPBOTO 3aKbCHEHME HA MEHCTPYaLMsiTa, Aa A0Beae 10
HaMaNABaHe Ha pMcKa 3a deTyca.

[IpH XKeHH Ha JIEUCHHE C TepU(IYHOMHI, KOHTO XKENAaAT 1a 3a6peMeHeT, NPUIOKECHHETO Ha
fleKapCTBEHHA NPOAYKT TpaGea Na 6bae CNPAHO KaTo ce NpenopBYBa K NpoLEeIypa 32 yCKOPEHO
eIMMHHMpaHe, ¢ Len 1o-6bp30 A0CTHraHe Ha KOHUSHTpallki noa 0,02 mg/1 (Bx. No-a07y).

AKO He Ce PUIIOKH MPOoLEeIypa 3a YCKOPEHO eTUMMHHKPAHE, MOJKe JIa c€ OuaKBa IUTa3MEHOTO HHBO Ha
Tepu(TyHOMH]] 13 OCTaHE Hal 0,02 mg/! B NpoAL/LKEHHUE Ha CpeAHO 8 MECeNa, HO MPH HAKOH
NALMEHTH € BB3MOXKHO Aa ca HeoOX0AHMH 0 2 rofMHM 3a AOCTUraHe Ha TJ1a3MeHa KOHUCHTPALMA 1104
0,02 mg/1. [Topaau TOBa NNa3MEHaTa KOHUCHTPAIMA Ha tepudyHoMH TpA0OBa 1a C€ H3IMEPH, NIPEH
JKEHATa Ja NpaBH OMHTH 3a 3a0peMeHABaHe. Criell KaTo ¢e YCTAHOBH, 4 T/1a3MEeHATa KOHUEHTpallus Ha
tepudayHomun e noa 0,02 mg/], Tpa6Ba Aa ce H3BBPLUK MOBTOPHO HIMEPBAHE HA ru1a3MeHaTa
KOHLIEHTpALHs cjiel HHTepBan OT MHHHMYM 14 nHW. AKO ¥ [BETE IUIA3MEHN KOHLICHTPALIMH Ca TIOA
0,02 mg/l, He ce ouaksa PHCK 3a deTyca.

3a JOIBIHHTENHA HHGOPMALIMA OTHOCHO H3CAEABAHETO HA npoGu, MO, CBBPXKETE CE C NPHTEKATEIA
Ha paspelleHueTo 3a ynotpeba (BX. To4Ka 7).

ITpoyedypa 3a yCKOPeHOo eNUMURUpane
Cnen npeycTaHOBABaHE Ha JICUCHHETO C TepUITyHOMHUA!
e npunara ce XonecTupamut 8 g 10 3 IbTH AHEBHO 3a nepuog oT 11 AHH HIH XONCCTHPaMHH 4
g TPH ITHTH AHEBHO, KO XOJICCTUPaMHH 8 g TpH ITHTH AHEBHO He CE TIOHACA nobpe,
e  ajTepHATMBHO ce NpHiara 50 g akTHBEH BBIVIEH Ha Mpax Ha BcekH 12 uyaca B NpOAL/DKEHHE Ha
11 aumu.
Cnen BCAKA OT ABETE ANTEPHATHBHY NPOLEAYPH 32 yCKOPEHO enMMHHMUpaHe o0ade ce U3HMCKBA U
BepHdHLMpaHe upe3 2 OTACNHH TECTa Mpe3 HHTEPBAT OT Hail-MaiKo 14 QHH, '




URYaKBaHe OT €IMH M MOJOBHHA MECeLia MeXAY MTbPBATA MOABA Ha IUIa3MEHA KOHLIEHTpallni TTOA 0,02
mg/1 1 OIIOKJAHETO.

KakTo XONeCTHpaMHH, TAKA ¥ aKTUBHUAT BBIJIEH Ha MpaX, MOTAT Ja MOBIUAAT BBPXY abcopbumaTa Ha
eCTPOTCHHTE U IIPOTECTOrEHHTE 0 CTEIIEH, Y€ J]a HE MOXKE 11a CE rapaHThpa HAJEK/HA KOHTpaLETLHA
¢ nepopanHu KOHTPalENTHBH IO BpeME Ha MpoLExypaTa 3a yCKOPEHO eTMMHHHPAHE ¢ XONECTHPaMHUH
WM aKTHBEH BBIVIEH Ha Npax. [IpenopbyBa ¢e NPUIOKEHHE Ha AITEPHATUBHH METO/IU 34

KOHTpaLEILHA.

KbpMeHe
[TpoyuBaHus NpH )KHBOTHH TIOKA3BaT €KCKpELIMA Ha TepudTyHOMI B MIAKOTO. TepUPIyHOMHA €

IPOTHBONOKA3aH M0 BPeME Ha KbPMCHE (BX. Touka 4.3).

QepTUIUTET
JlaHHHMTE OT NPOYHYBAHHA NPH XHBOTHH HE NOKa3BAT edrexT BHpXY depTHIHTETA (BXK. TOUKA 5.3).

BeIpeKkH Y€ JINNCBAT JaHHH [IPY X0Pa, HE €& 09YaKBa edeKT BbpXy (PepTWIHTETA PH MBHKE H KKEHH.
4.7 EdexTn BbpXY cnocobuocTTa 32 MOpHAPAHE H paGoTa ¢ MAIIHHA

TepudTyHOMH HE TOBIHABA HJIH TIOB/INABA npeHe6pekuMo crocoGHOCTTa 3a LohUpaHe H pabota ¢
MALLHHH.

B ciyuaii Ha HeXENaHH PeaKkiLyH, KaTo HalpHMep 3aMaHBaHe, KOeTo Ce croblasa npy AeQUIyHOMH,
H3XOJHOTO BELECTBO, MOXE Jia € HapyllieHa COCODHOCTTA Ha NAUMEHTHTE 33 KOHLUEHTPaLWi M
anekBaTHa peakuud. B TakuBa ciydau NaliHeHTHTE TpaGBa fa ce BB3ABPIKAT OT WoGHUpate U paboTa ¢
MalLUHY.

4.8 Hexenann JeKAPCTBEHH PeaKnHH

O606meHue Ha npoduna Ha 6€30MacHOCT

Haii-4ecTo ChOBLIABAHHTE HEXKENAHH PEaKIMHU MPHU JieKyBaHuTe ¢ TepuIyHOMHI (7 mg M 14 mg)
naudenTy ca; rnasobonue (17,8%, 15,7%), nuapus (13,1%, 13,6%) noeumeHn ALT (13%, 15%),
ranene (8%, 10,7%) u anoneuns (9,8%, 13,5%). Hait-o6110 rnapobonue, AMapus, raaeHe u anonelus,
ca JIeKH [0 YMEPEHH, PEXOAHH W HEYECTO Ca BOAWIH 0 MPEKPATABAHE HA ACHCHUCTO.

TepuTyHOMH € OCHOBHHMAT METAa0OIHT Ha nednynomua. [TpodunsT Ha O€30MacHOCT Ha
ne(IyHOMHUA MPH NALMEHTH, CTPaJaLlH OT PEBMaTOUICH aPTPHT WK NCOPHATHHEH apTPHUT, MOXKE J1a €
CHOTHOCHM MPH MPEANNCBaHe Ha TEPUPIYHOMH]L HA TIALMEHTH C MC.

TabnuueH CNHCHK Ha HEXETAHHTE PEaKIIHH

TepudTyHOMHA € U3caeBaH npu o01O 2 267 NaUMEHTH ¢ eKCMO3HLMA Ha tepudyHomun (1 155 Ha
repudynomua 7 mg 1 1 112 Ha Tepu@aIyHOMHA 14 mg) BEAHBK AHEBHO NPH MeIHaHa Ha
MPOABDKUTENHOCT OKOJIO 672 IHU B YETHPH nnate6o-koHTpoaupany npoyusanus (1 045 u 1 002
MALMEHTH ChOTBETHO Ha TepudayHoMun 7 mg i 14 mg) ¥ eAHO NpOY4YBaHE C aKTHBEH CPABHUTEIICH
npoaykT (110 naiueHTH BBB BCSKa OT IPYNHTE Ha JICHCHHE C TepuITyHOMH]) NIPH Bb3PACTHH
ALMEeHTH ¢ npucTIHK PopMu Ha MC (DpUCTRIIHA MHOXECTBCHA CKIIEPO3a, TIMC).

[lo-moy ca U3OpOEHH HEXKETaHUTEe PEAKIIHH, chobIIeHN pyu TepudTyHOMH, B IU1aLedo-
KOHTPOJIMPAHH [IPOyUBaHUsA NPH BH3PACTHH NALMEHTH, AOKIA/IBAHU 32 TepudayHomua 7 mg wi 14
mg OT KJIMHWYHU NPOYYBAHUS [IPH BH3PACTHH MalLHEHTH. YecroTuTe ca nepUHHUpaHy HMpe3 MpUJaraHe
Ha C/leIHATA KOHBEHLMA: MHoro dectu (>1/10); uectn (>1/100 a0 <1/10); Heuecru (=1/1 000 mo
<1/100); peaxu (>1/10 000 mo <1/1 000); mHOTO penKy (<1/10 000); ¢ Heu3BeCTHA YeCTOTA (OT
HATMYHUTE NAHHM HE MOXE /a 6bi¢ HallpaBeHa OLICHKA). .




BnB Bcska rpyna no 4ecrora HeXXeJ1aHUTE pEaKLMH ca npeacTaB€HH B HU3XOo4Alll pea Mo OTHOWCHHE

Ha TAXHATa CEPHUO3HOCT.

rPbAHH H

HUudexumn u ['pun, Texku nHdpekuuu,
HHecTalHuH HMHdekums Ha | BKJIIOYHUTETHO
FOpHUTE cericuc’
JUXaTEe/THH
MbTHLLA,
Hudexuus Ha
NMUKOYHHUTE
MbTHUILLA,
bpoHxwur,
CHHY3HT,
MapuHIHT,
[lucTuT,
Bupycen
racTPOEHTEPHT,
3bOHa
UHpeKLm,
JlapHHIHT,
Tinea pedis,
Xeprnec
BUPYCHH
uHpexuun’®
Hapyienus Ha Heytponenus®, | Jleka
KpbBTa U AHeMus TPOMOOLIUTONEHHS
numdHara (TpOMOOLMTH
cucrema <100G/1)
HapyuieHus Ha Jleku Peakuuu Ha
MMYyHHaTa aJlepruyHH CBPBbXUYYBCTBUTEII-
cUcTeMa peakuuH HOCT (OT OBbp3 WK
oT 3abaBeH BH]),
BKJIIOUMTEITHO
aHa(HUIaKCHA U
AHIMOE1EM
[TcuxuuHu TpeBoxkHOCT
HapyuIeHHs
Hapyuienus va | I'naBo6o- [lapecTe3us, Xunepecresus,
HEepBHATa Jue Hiuumac, Hespanrus,
cucTema CuHapom Ha [TepudepHa
KaprajHHs HEeBpONaTus
KaHaJl
CbpaeuHu [lannurauuu
HapyLIEHHs
Cba0BH XuneproHus®
Hapy LIeHHA
PecniupatopHm, HurepcTHuMaIHa

6enoapodHa bonect




Me/IHaCTHHATHH XHMIEpTO-
HapyLUEHHS HHS
CTOMallIHO- Jnapus MMankpearut®®, | CToMaTHT
YpEeBHH ["anene bosika B Koaur
HapylUEHUS ropHarta 4act
Ha KOpeMma,
[ToBpbluaHe,
31000011
XenaToOuIu- [Topumena | [loBuiuena Octbp JlekapcTBe
apHH aJlaHUH rama- xerna- HO-
HapyLleHHs AMMHOTpAH | TIyTaMHUJ- THUT MHYLHpa
chepasa TpaHcdepasa HO YEPHO-
(ALT)® (GGT)", JAPOBHO
[ToBuuieHa YBpEXK-
acraprar JlaHe
aMHUHO- (DILI)
tpancdepaza’
HapymeHnus Ha Jucaunuaemus
meTabou3Ma U
XpaHEeHEeTO
Hapyuienus Ha | AJIONEUMS O6pus, AKHE HapyueHus Ha
KOXara H HOKTHTE,
0/IKOXKHaTa NCOpHA3HC
TbKaH (BKJIFOYMTEJTHO
mycTynoseH)*’
TeXKH KOKHH
peaKuUmrH’
Hapyuenus Ha MycKyJHO-
MYCKYJTHO- CKeJleTHa
CKeJjleTHaTa OoJIKa,
cucTeMa 4 Muanrus,
CbhbeUHHUTEJIHAT ApTtpanrus
a TbKaH
Hapyuenus Ha [Tonakuypus
ObOpeumTe U
MUKOYHMUTE
MbTULLA
Hapywenus Ha Menoparus
Bb3MPOU3BO/IH-
TeJIHATA
cUCTEMA U
rbpaaTta
OO0u bonka,
HapyLEeHHUs U AcTeHus’
edexTH Ha
MSACTOTO Ha
MPUIOKEHHE B
HU3cnensanus HamansBaHe Ha —

TErjaoTo,
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Hamanen opo#
HeyTpoprIIH®,
Hamanen 6poi

Oe/ld KpbBHH
6

KJIETKH®,

[ToBuiieHa

KpeaTHH-

dochokuHasa
HapansBanus, [TocTrpaBMaTH4YHA
OTpaBsHHA H Oosika
YCIIO0KHEHHS,

Bb3HUKHAJIH B
pe3yJiTaT Ha
WHTEPBEHLIUH

a: MOJISI, BIKTE MOAPOOHOTO ONMHCaHHe

6: BuxKTE To4YKa 4.4

B: 4eCTOTATa MNpH Jela e ,,uecTH* Ha Da3aTa Ha KOHTPOJIHPAHO MpOYyYBaHE Npy NeAHaTpHYHH
MalMeHTH, YecToTaTa € ,,HeueCTH  MpH Bb3PaCcTHH

OnucaHue Ha U30paHU HEXKETAHH PEAKLIMH

Anoneyus

AJoneLHsTa ce choblaBa KaTo H3ThHABAHE Ha KOcaTa, HaMajleHa IUTbTHOCT Ha KOCaTa, KOCOMal,
CBbP3aH WK HE C NPOMsiHA B CTPYKTypaTta Ha KOCbMa, NPH 13.9% OT NaLMEeHTHTE, JIEKyBaHH ¢ 14 mg
TeprIyHOMHA, CPAMO 5,1% OT MaLMEHTHUTE, JICKYBaHH C rutane6o. [ToBeyeTo ciyyau ca ONUCaHH
KaTo AM(y3HH HIH reHepaIi3UpaHH 1o LEIus CKalll (6e3 choOLLIEHMs 3a IIBJTHO OTUICLIMBABAHE) H
Hali-uecTO ca HACTbIIBAJIHM Mpe3 MbpBUTE 6 Mecella, KaTo ca OT3BYy1aJlu NpH 121 ot 139 (87,1%) ot
[alMEeHTHTE, IeKyBaHu ¢ TepudayHomua 14 mg. IlpekbeBaHe Ha IEYCHHETO TOPaA/IH ajoneums €
HacTbnuIO npu 1,3% OT NauMeHTUTE B rpynara Ha tepudpynomua 14 mg B cpasrenue ¢ 0,1% B
ruiauedo-rpynara.

Ecpexmu 6wvpxy uepnus 0poo
B na1e60-KOHTPOIMPaHH MPOYUBAHHS MPH BH3PACTHH MALMEHTH € yCTAHOBEHO:

IMosumasane na ALT (cnopea J1aGopaTopHH 1aHHH) CHIPAMO H3XOAHOTO HHBO — IMonynanus 3a
Ge30MacHOCT NPH NJ1anefo-KOHTPOJIHPAHH NPOYyIBAHHA

IL1ane6o Tepudaynomun 14 mg
(N=997) (N=1002)
>3 ['TH 66/994 (6,6%) 80/999 (8,0%)
>5ITH 37/994 (3,7%) 31/999 (3,1%)
>10ITH 16/994 (1,6%) 9/999 (0,9%)
>20 I'TH 4/994 (0,4%) 3/999 (0,3%)
ALT >3 I'TH n O6mbuin >2 I'TH | 5/994 (0,5%) 3/999 (0,3%)

Jleku NOBHLIEHHS HA TPAHCAMHHA3MTE, ALT non wiu paBHo Ha 3 bt [ ['H, ca Habar01aBaHH Mo-
4EeCTO MPH JIEKYBaHUTE C TEPHUPIYHOMHU] IPyNU B CPABHEHHE C ruiane6o. Yecrorara Ha Clly4auTe €
nosuuienue Han 3 bt I'TH 1iu noseye e Ouiia paBHOMEPHO pasnpeseieHa cpe/l TCpaneBTHIHUTC




leyeHHeTo U ca 6unu oBpaTHMH cliel NPeyCTaHOBABAHE Ha JICHCHHETO. BpemeTo 3a BR3CTAHOBABAHE €
BapMpasio B FPAHHLIMTE Ha MECCLH W TOAMHH.

Egpexmu 8bpxy KPbEHOMO HANAZANE

B miatie50-KOHTPOIMPaHH POY4BaHHs NPH BL3PACTHH NALMCHTH © YCTaHOBEHO:

- CHCTOJIHOTO KPBBHO HasArase ¢ 6uno >140 mm Hg npu 19,9% oT naLpeHTHTE, NOTyaBalliH
14 mg/nen TepudTyHOMHI, B CPABHEHHE C 15,5% npu nomydasauyTte ruiauedo;

- CHCTONHOTO KpbBHO Hajraxe ¢ 6o >160 mm Hg npu 3,8% ot nauxeHTUTe, NOTyH4aBallii
14 mg/neH TepuTyHOMHA, B CPABHEHHE C 2,0% npH ROMy4aBaluTe riauedo;

- MACTONHOTO KpbBHO HanaraHe e 6uno >90 mm Hg npy 21,4% OT NauMeHTHTE, NOoTy4aBallH
14 mg/neH TepaduTyHOMHI, B CPABHEHUC C 13,6% Npy noJy4aBalIuTe Miauedo.

Hughexyuu

B mwialie60-KOHTPOMHPAHH NPOYUBAaHHSA NIPH Bb3PACTHH NALMEHTH HE © HabnioaasaHo yBEIH4YaBaHe Ha
CEpMO3HUTE HHOEKUMH NPH TepUGITY HOMUI 14 mg (2,7%) cnpsamo mnauebo (2,2%). Cepuo3Hu
OMOPTIOHHCTHYHH MH(EKIMH Ca HACTBIWIIA NPH 0,2% BBB BCAKa OT rpynuTe. TeXKH HHOEKUHH,
BIUTIOUMTENTHO CETICHE, TIOHAKOTA ¢ JIETANIEH H3X0J, ca bunu cHLOOLIEHH B MOCTMApPKETHHIOBHA MEPHOA.

Xemamonozuuru epexmu

B m1ane60-KOHTPOIMPaHH K3MHUTBAHUS C TEPADTYHOMHI NPH BH3PACTHH nau{eHTH € HabmoAaBaHO
CpeAHO HaMalleHHe, 3acArauo 6pos Ha 6enure xpbBHH Ki1eTkH (WBC) (<15% cnpaMo H3XOQHHTE
HMBA, [JIABHO HAMANIEHHE Ha HEYTPOQUIHTE M AMMQPOLIMTHTE), MaKap Y€ NMPH HAKOH MALMCHTH €
HaGTIONaBaHo MO-3Ha4YMMO HamaneHue. HaManeHHeTo Ha CpCAHHA 6poii cipAMO H3XOAHOTO HUBO €
HACTBIIBAJIO Npe3 NIbPBHUTE O CEIMMLIH, C/IEA KOCTO C€ € CTaOWIH3MPATO BHE BPEMETO C MPOAB/KABAHE
Ha JIeUEHHETO, HO Ha MO-HHUCKH HHBA (HAMa/ieHHe ¢ MO-MAJIKO OT 15% cnpaMoO H3XOJHOTO HHBO).
EdekThT BbpXY 6pos Ha YEPBEHHTE KPBHBHH KICTKH (RBC) (<2%) 1 6post Ha TpOMOOLMTHTE (<10%) e
6w no-cnabo U3paseH.

Iepughepna nesponamus

B nnaue60-KOHTPOIHPaHH NPOY4YBAaHKA NMPH BB3PACTHH NMALHECHTH neprdepHa HEBPOTIATHA,
BIUTIOUBALLA KAKTO MOJHHEBPONATHA, Taka ¥ MOHOHEBpONAaTHA (Hanp. CHHAPOM Ha KapnaiHus TYHenN),
ce chobILABa MO-YECTO NPH NALMEHTH, TIPHEMaLIK TePHPITYHOMHU, OTKOJIKOTO NPH MALHCHTH,
npyemaiuy rraueb6o. B oCHOBHATE ruianet0-KOHTPONHpaHH MPOy4YBAHNUA YECTOTATa Ha nepudepHaTa
HEeBpOINAaTHs, NOTEbPACHA ¢ U3C/IEIBAHE 32 IPOBOAMMOCT Ha HepBHTe, € 6una 1,9% (17 nauueHTy ot
898) mpu 14 mg TepH(uTyHOMH] B CPaBHEHHKE C 0,4% (4 nauuenTy ot 898) npu nnauedo. JleueHnero ¢
NpexpaTeHo MNpH 5 NaLHEHTH C neprddepHa HEBpONaTHA Ha tepudayromun 14 mg. BracraHopdBaHe
cllen nNpeycTaHOBABaHE Ha IEHCHHETO ce cHLOOLIARA 1pK 4 OT TE3H MALHEHTH.

Heonnazmu — 006poxavecmeeHu, 310Kka4ecmeenu U Heonpedenenu (6KA. KUCmMu u noaunu)

B3 OCHOBA Ha OTHTA B KIIMHMYHHTE MPOY4BAHHA HE M3IJIEXa 1a HMa NMOBHLICH PUCK OT
aIOKaueCTBEHH 3a00naBanKs py TepudryHOMHA. PUCKBT OT 310Ka4ECTBEHO zabonsaBaHe, ocobeHO
muMmdonponudepaTHBHH HapyLICHHA, € NOBHIICH TIPH ynotpefara Ha HAKOM APYTH CPeCTsa, KOHTO
sacaraT MMyHHaTa cHcTeMa (edekT Ha Kiaca).

Teocku KONCHU peaKyuu
Cpob1neHn ca CIyHad Ha TEXKKH KOKHH DEAKLIMH © TepudTyHOMU/ B OCTMAPKETHHIOBUSA NMEPHOA
(BX. TOuKa 4.4).

Acmenun
B ru1aie60-KOHTPOIMpaHH NPOY4BaHUs NPH Bb3PaCTHU NALMEHTH, HECTOTaTA Ha acTenus € 2,0%,
1,6% u 2,2% CHOTBETHO B rPyNHTe Ha Miaueto, TepudyHOMMA 7 Mg M TEPHPIYHO




Icopuazuc
B niaue60-KOHTPONTHpaHH NPOY4BAHHA, YECTOTATA Ha NICOPHAIKC € 0,3%, 0,3% u 0,4% CHOTBETHO B

rpynure Ha mwiaue6o, TepudayHoMHa 7 mg K TepudryHoMun 14 mg.

CmoMauHo-4pesHU HaAPYUERUR

3a MaHKPEATHT ce ChoO1IaBa HEYECTO MPH MOCTMAPKETUHIOBATA ynotpe6a Ha TepuGIyHOMH] MPH
Bb3PACTHY, BIJTIOUHTEJTHO CTy4au Ha HEKPOTH3Hpall MAHKPEaTHT K aHKpeaTH4YHAa MICEBJOKHCTA.
IMaxkpeaTHuHu CHOMTHA MOTAT Ja HACTBIAT MO BCAKO BPEME NPH ICUCHHETO C TepHIYHOMH, KOETO
MOJe 13 JOBee 10 XOCMHTANH3ALMNA H/ WA HEOOXOAMMOCT OT KOPHIrHpallo JIEHCHHC.

[leanaTpyyHa NOMyJIALIHA
Ha6nonapaHuAT npodui Ha 6€30MacHOCT NpH NEAUATPHYHH NMALUCHTH (na Bp3pact ot 10 1o 17

FOAMHK), NONYYaBaLM TePHPIYHOMH €XKCIHEBHO, KATO LAJIO © noao0eH Ha To3u, HabJiogaBaH NpH
BL3PACTHH NALUKEHTH. BBrpekH TOBA, B NEAHATPHHHOTO NPOYHBAHC (166 nanmenty: 109 B rpynara Ha
TepudIyHOMHI B 57 B rpynarta Ha nnaue6o), CTyyay Ha MAHKPEATHT Ca ChOOLICHH NIpH 1,8% (2/109)
OT NNeKyBaHHTE ¢ TepUQITYHOMH NALUEHTH B CPABHCHHE C HUTO CAUH cy4aii B rpyrnaTa Ha 1iauebo B
neoliHo-cnsnata daza. EaHo ot Te3u chOUTHA € NOBENO N0 XOCTIMTAIM3ALL H € HATOXKHJIO
KOpHrupauo jedeHue. [Ipy neaAnaTpHYHA NALMEHTH, ICKyBaHH C Tepu¢uIyHOMH] B OTKpHTaTa dhasa
Ha NPOYYBAHETO, Ca ChOOIIEHH 2 JOMHIHUTE/HK CITy'ad Ha NaHKpeaTHT (eAMHMAT € CHOOILECH KaTo
CEPHO3HO CHOMTHE, 8 APYTHAT € HECEPHUO3HO CBLOMTHE ¢ JIeK MHTEH3UTET) K €1HH ClTy4yai Ha CEpHO3¢H
OCTBP TAHKPEATHT (C NCEBO NanuiIoma). Ipu naMa OT Te3H 3 NALMEHTH MAHKPEATHTHT € ROBCT 110
xocnuTanu3auua., KITHHUYHHTE CHMITTOMH BK/TIOYBAT KOPpCMHA fonka, rafgeHe W/ MnM NOBPHILAHE, a
CepyMHHTe aMiNa3a K JINa3a NpH Te3M NalueHTH ca 6wy nopuilieHH. BCHUKHK MalMEHTH ca ce
BBICTAHOBWIM CJIE]l IPeyCTAHOBABAHE Ha /IeYEHHETO M NMpuilaraHe Ha Mpoueaypa 3a YCKOPEHO
eTMMUHHpaHe (BX. Touxa 4.4) ¥ KOPHTHpallo NeHCHHE.

ClieqHHTE HeXenaH! PeakiMH ca CbobllaBaHK No-4eCTo MpH feauaTpHiHaTa NomyaatHi, OTKOJIKOTO
MPH MOy 1aUMATa Bb3PaCTHH:

e AJioneuns ce chobiana npu 22,0% OT NAMEHTHTE, NTEKyBaHH € TepHUQITYHOMH/ CIPSMO
12,3% OT nauMeHTHTE, leKyBaHH ¢ nnauedo.

o Hudexunn ce crobluasar npu 66,1% oT NaLMEHTHTE, JIEKyBatH € TepudIyHOMH, CIPAMO
45,6% OT NauHeHTHTE, NiexyBanH ¢ rauebo. Cpea TAX No-4eCTo Ce cboO1IaBa 32
Ha30(apHHIUT U HHOEKLIMH HA FOPHUTE AUXATEHH THTHLIA TIPH ynorpeba Ha
TepHbIYHOMHA,

¢ T[losumarane Ha CPK ce cvofuiaea npu 5,5% OT NaUMEHTHTE, JIEKYBAHH C TepuITyHOMH/,
crnipsmo 0% OT nalMeHTHTE, JIEKYBaHH C miatebo. [To-ronmaMara 4acT OT CJTy4auTe ca
CBbP3aHH C OKYMEHTHPaHO PH3UIECKO HATOBAPBAHE.

e T[lapectesus ce cbobuasa npH 11,0% oT nauneHTHTe, JEKyBanH ¢ Tepu( Ty HOMHU], CIIPSMO
1,8% npu, nexyBauu ¢ mnauebo.

e Boska B KopeMa ce cbobiuasa npu 11,0% OT MauMeHTHTe, iCKyBaHu ¢ Tepud Ty HOMHA,
cnpsamo 1,8% npu naureHTHTE, JICKYBaHH C nnanebo.

CpoblnapaHe Ha NOA03HPAHN HEXKENAHH PE H

Cp06IIaBaHeTo Ha MOAO3HPAHH HEXENaHH PEaKUMH Cnejl paspeiiabaHe 3a ynorpeba Ha IeKapCTBCHHA
npoAyKT € BaxkHo. ToBa no3ponssa Aa NpOAbKH Ha6IIOAEHHETO Ha CHOTHOLIEHHETO M0/138/PHCK 32
fleKapcTBEHHS MPOAYKT. OT MEAHUMHCKHTE CIICUHATHCTH C€ H3UCKBA 1a cboOLIABAT BCAKA
MOA03MPaHa HEXeJIaHa PEeaklina Ype3 HaUHOHAIHA CHCTCMA 33 chobiasaHe KbM A3MbeHHTENHATE
areHLMA 110 NeKapcTeara, yi. ,,Jaman I'pyes* Ne 8, 1303 Codus, Ten.: +35928903417, yebeanr:
www.bda.bg.

4.9 Ilpeno3upane




CuMnTOoMH

TTMrCBa ONMT OTHOCHO MpeJo3upaHe Ha TepHQITYHOMHKI Wi HHTOKCHKALIHA TIPH Xopa.
TepudyuryHoMus 70 mg AHCBHO € NpHiaraH 10 14 nHu NpH 3ApaBH HEAKMBHAK. HexenanuTe crOHTHA
ca GHIH ChMOCTABHMH ¢ npodiia Ha 6€30MacHOCT Ha Tepu(TYHOMH/ TIPH TALHEHTH C MC.

JleyeHue

B cryyait Ha ChOTBETHO MpeA03MpaHe WK TOKCHHHOCT CC MpenopbuBa X0JeCTHPAMHH MJIH aKTHBEH
BBIVIEH 32 YCKOpABaHE Ha eNHMHUHMpaHe. IlpenopsUHTe/IHATA fipoLeypa 3a eHMHHHPAHE €
XOJeCTHPaMHH 8 g TPH ITETH AHEBHO B MPOAB/DKEHHC Ha 11 nHu. AKO TOBa He ¢e noHacs 100pe, Moxe
114 ¢e M3MOJ3Ba XOJECTHPAMUH 4 g TPH ITHTH AHEBHO B NPOAB/DKEHHE na 11 guu. AATTEpHATHBHO, NpH
IMMCa Ha XONeCTHPaMMH MOXKE J1a C€ M3IM10/13Ba AKTHBCH BBHIJICH 50 g aBa TLTH AHEBHO B
npoabokeHue Ha 11 aHu. OCBEH TOBa, ako ce Hanara no ¢cboOpaxeHHs 3a NOHOCHMOCT, HE €
3a.TbJDKHTENHO TIPHIOKEHHETO Ha XONECTHPAMHUH WK Ha aKTHBHUA BBIIICH na 6bnae B
[IOC/IEIOBATENHO AHM (BX. TOUKA 5.2).

5. ®APMAKOJIOTMYHH CBOVCTBA
5.1 dapMakoAUHAMHAYHNA CBOHCTBA

dapmaxoTepaneBTHUHA rpyna: HUMyHOCYNpeCOpH, CeneKxTHBHH HMYHOCYTIPECOPH,
ATC xon: LOAAA3]

MexaHu3bM Ha JENCTBHE
TepudmyHoMHua € HMYHOMOAYJIHpPaILO CPeACTBO C MPOTHBOBB3NATHTEHH CBOMCTBa, KOHUTO

ceJIEKTHBHO H 06paTHMO HHXHOHPA MHTOXOHAPHATHHA CH3HM AMXHIPOOPOTAT ACXHAPOreHas3a (DHO-
DH), koiiTo QyHKUHOHANIHO C€ CBBLP3Ba C ANXATE/IHATA BEPHId. Beneacteue Ha HHXHOHPAHETO
TepUIYHOMHA KATO LUI0 OrpaHHaBa nponudepaunaTa Ha GbP3OAEISIIKTE Ce KIETKH, KOHTO
3aBUCHT OT de n0vo CHHTE3a Ha MUPHMHAMHHH 38 YBENHYABAHETO CH. TOYHHAT MEXAHH3BM, MO KOKTO
TepudIYHOMHUI OCBILECTBABA TEPANCBTHIHOTO CH neiicteue npy MC, He € HaITbJIHO H3ACHCH, HO CC
MeAMHpPa OT HaMansBaHe Ha 6pos Ha TUMGOLIUTHTE.

dapmMakoJMHAMUYHH edexTH

Hmyuna cucmema

Edextn BopXy Opos H8 HMYHHHTE KJIETKH B KPHETA. B nnauebo-KOHTpONHpPaHH NpOYy4YBAHMA
tepugyHoMuy 14 mg BeAHBK THEBHO € MPEAHIBUKAI JICKO cpeHO HamalieHHe Ha Opod Ha
numdouuTHTe ¢ no-manko ot 0,3 X 10%1, KOETO € HacTBIWIO Npe3 MBPBUTE 3 MECELa OT JICHCHUETO H
HHBATA Ca CE 3ana3swiy A0 Kpasd Ha JICUCHHETO.

IHomenyuan 3a yovaxcasane na QT-unmepeana

B n1a1e60-KOHTPOIHPEHO 3aAbI604eHO NpOyuBaHe o OTHOWICHHE na QT-HHTepBana pH 34paBH
HHIMBAAK TEPHGIYHOMUJ NPH CPEAIHA KOHLEHTPaLA B CTALIMOHAPHO CLCTOSHHE HE € TIOKAa3all
noTenuuMan 3a yasokasane Ha QTck-uHTepBana B CPABHCHHE C mwauebo: Hali-ronamara, KOpUrapaHa
3a BpeMe, CpeliHa pa3nuKa MEXy TepudayHOoMUA ¢ Tu1auebo e duna 3.45 ms c ropHa rpansua Ha 90%
Cl 6,45 ms.

Egpexm evpxy mybyanama Qyrkyus Ha 6vbpeyume
IMpu rw1aue60-KOHTPONUPaHHTE NPOY4BAHUA CPEHHA HaMAJIEHHS HA MHKOYHATA KHCEMUHA B CEpYyMa B
nuanaszona ot 20 o 30% ca HabmoaasaHH MPH NALKMEHTHTE, JIEKYBaHH ¢ TepHQITYHOMH], CIIPAMO
nnane6o. CpeaAHOTO HaMaIEHHe Ha CEPYMHHA dbocdop e 6wno okono 10% B rpynara Ha
tepudpTyHOMUA cripAMo miauebo. CuMTa ce, He TE3H ehekTH ca CBLpP3aHH C NOBH Ha
6n6peuHaTa TyOy/iHa eKCKpELHs H HE Ca CBbp3aHH C MPOMEHH B [JIOMEPYJTH




KnnauuHa ehUKACHOCT W 6e30MmacHOCT

EduxacHocTTa Ha TepHGIYHOMU] € ACMOHCTPHPAaHa B ABC niaueSo-KOHTpONMpaHH NMpoyuBaHHA
TEMSO u TOWER, KoHTO ca OLEHABATH NPUIOKECHUETO Ha TepuayHoMua 7 mg ¥ 14 mg BEAHBXK
nHeBHO rpu Bb3pacTH naumueHTH ¢ [IMC.

O6mo 1 088 naumertu ¢ IIMC ca paHAOMHU3HpAHH B TEMSO na nonmyqasar 7 mg (n=366) wiu 14 mg
(n=359) repudryHOMHA HAK 1tauebo (n= 363) B npogekerne Ha 108 ceamuum. Bexykn nauMeHTH
ca umanu aedpuruTHBHA quarHo3a MC (6a3upaiia ce Ha KPHTCPHHTE Ha McDonald (2001)),
0KA3BaIla MPUCTBITHO KIMHIYHO NIPOTHYAHE ChC WIH 6e3 nporpecus, ¥ ca NOMYy4YHIH NoHe |
MPHCTBN MPe3 FOAHHATA, MPEIIIECTBALIA H3NMUTBAHETO, WIH Haii-ManKo 2 NPHCTHIIA Npe3 2-T¢ FOJHHH,
MpeALIeCTBAIIN H3NUTBaHeTO. [IpH BKIIOUBAHETO NALMEHTHTE C2 HMATH CKOP no PasimupeHara ckana
3a craTyc Ha uaanuaHoct (Expanded Disability Status Scale (EDSS)) <5,5. Cpennata BB3pact Ha
MOMyJIaLMATa B NPOy4BaHeTo € Huna 37,9 rofuHy. MHO3HHCTBOTO NMALUMEHTH Ca HMaNH MPUCTBITHO-
peMHTEHTHa MHOXECTBEHa CKIIepo3a (91,5%), HO mOATPYMa MALKHEHTH Ca UMAIK BTOPHUHO
nporpecupaiua (4,7%) win NPHCTBLIHO-NpOrpecHpalila (3.9%) MHOKecTBeHa ciuiepo3a. CpeaHHaT
6poii Ha NPUCTBNHTE B PAMKHTE Ha FOJMHATA MPEAH BKIIO4BAHC B npoyusanero e 6un 1,4 karo 36,2%
OT NMalMeHTHTE Ca UMAITH FraIOIMHMA-KOHTPACTHH 1€3MH HA H3XOAHOTO HUBO. MeauaHaTa Ha CKopa 1o
EDSS Ha H3XOAHOTO HHBO € Gina 2,50; 249 naumenTn (22,9%) ca HMAIA CKOp 10 EDSS» 3,5 na
H3XOMHOTO HKBO. CpeHaTa MPOABL/DKHTEHOCT Ha 3a00/14BAHETO OT T10ABATA HA MBEPBHTE CUMITTOMH €
6ua 8,7 rodiMHH. MHO3HHCTBOTO IMALHEHTH (73%) He ca mony4aBajiu 6oaecT-MoaupHLMpaLIO
leYeHHe Mpe3 2-Te FONHHH NPeH BKI0YBAHE B IPOY1BAHETO. PesysnTaTTe OT NMPOYUBAHETO Ca
npeacraseny B Tabnuua 1.

Pesy/ITaTHTE OT ABArOCPOUHO MPOCIEAABaHE OT ABJIFOCPOSHOTO PasUIHPEHO Npoy4BaHe 3a
6esonacHocT TEMSO (o6ia cpeaHa NpoAB/KHTENHOCT Ha JICUCHHETO NpUGIHU3HTENHO 5 TOAYHH,
MAKCHMANTHA IPOIB/DKHTENHOCT Ha IEHEHUETO NPHOIH3HTENHO 8.5 roIMHY) HE ca NMoKA3aJIHW HOBH HIIH
HEOUaKBaH! JAHHM OTHOCHO 6€30MacHOCTTa.

O6wo 1 169 nauuentd ¢ IMC ca painomusupand B TOWER na nomy4aBat 7 mg (n=408) unu 14 mg
(n=372) TepruQTyHOMHI HITH maue6o (n=389) 3a pa3THyYEH CPOK Ha JICUEHHUE, 3aBbPLIBALL 48
CeMMLIM CJiel PaHAOMHM3UPAHE Ha MOCaeAHNA NALHEHT. Bcuuky NauMeHTH ca UMaTH AeQHHHTHBHA
nuarHosa MC, (6a3upaina ce Ha KpHTEPHHTE Ha McDonald (2005)), noka3salia NpUCTBNHO KIHHHYHO
MpoTHYaHe ChC WK 6€3 Mporpecks, U ¢a NOTyHHITH NIOHE | mpucTbN roAyHAaTa, NpeauecTralla
MAMHTBAHETO, KK Hal-MaIKo 2 NPUCTBNA Npe3 2-Te FOAWHH, NPEALIECTBAIY HIMUTBAHETO. [Tpu
RKTIOYBAHETO MALMEHTHTE Ca MMaJ¥ cKop no PasmMpeHara ckana 3a CTaTyC Ha MHBATUAHOCT
(Expanded Disability Status Scale (EDSS)) <5,5.

Cpennara BBb3pacT Ha MOITyJIaUMATA B NPOYHBAHETO € 6una 37,9 roqvHu. MHO3KHCTBOTO NALMEHTH Ca
HMaJIH NPHCTHITHO-PEMHTCHTHA MHOXECTBEHA CKIIEPO3a (97,5%), Ho moarpyna nauMeHTH ca HManu
propuuHo nporpecupaiua (0,8%) niu nNpucTHNHO-NpOrpecHpalila (1,7%) MHOKECTBEHA CKJICpO3a.
Cpennuar Gpoii Ha NPUCTHIINTE B PAMKHTE Ha FOJMHATA IPCAH BK/ItOYBaHE B NpoyusaHero € 6un 1,4.
["aiONHHKH-KOHTPACTHH JIE3HH HA H3XOJHOTO HMBO: HAMA IAHHH. MennanaTa Ha ckopa no EDSS Ha
H3XOMHOTO HMBO e Ouna 2,50; 298 nauneHTH (25,5%) ca UMAH CKOp MO EDSS > 3,5 Ha H3XOAHOTO
aiBO. CpeaHAaTa NPOXB/DKUTENHOCT Ha 3860/1ABAHETO OT MOABATA HA ITPBUTE cuMITToMH € 61na 8,0
roauHH. MHO3HHCTBOTO nauueHTu (67,2%) He ca nosyHaBaiH 6onecT-MOAHMHUHPALLO IEHECHUE MPE3
2-Te FOJMHM fIPEY BKIIOYBAHE B MPOYYBaHETO. PE3yNTaTUTE OT NPOYHBAHETO Cd NpeICTaBEHH B
Tabnuua 1.




Ta6auna 1 — OcHOBHE pe3y/iTATH (38 onobpena ao3a, ITT NOmyJNAIHS)

Mpoyusaue TEMSO Mpoyusane TOWER
TepudayHomua TepHpIYHOMH
14 mg aanebo 14 mg [Maanebo

N 358 363 370 388
Kinnvden H3X0A

CoguiIHa 4eCToTa Ha 0,37 0,54 0,32 0,50
NPHCTHITHUTE

eruxa g pucka (C195%) .0,17 (-0.26, -0,08)*** 10,18 (-0,27, 0,09)"***

Be3 NMPHCTHIIM CeAMHLA 108

56,5%

45,6

57,1

46,8%

KoedLIMEHT Ha PHCK
{C195%)

0,72, (0,58, 0,89)*"

0,63, (0,50, 0,79)"***

3-MeceyHa TpaliiHa
nporpecus Ha
HHBATHAHOCTTA CeAMHLIA
108

20,2%

27,3%

15,8%

19,7%

Koeguyuenm Ha puck
VCi95%,)

0,70 (0,51, 0,97)"

0,68 (0,47, 1,00)"

6-MeceuHa TpaHa

pOrpecHs Ha
HHBATMAHOCTTA CEIMHLIA

108

13,8%

18,7%

11,7%

11,9%

Koeduyuenm na puck
(C195%)

0,75 (0,50, 1,11)

0,84 (0,53, 1,33)

AMP kpaiiii TOYKH

108D

[Mpomsana 8 BOD ceamuuu

0,72

2,21

MHOCUMENHA NPOMAHA
lcnpamo nrayebo

67%"**"

Cpenen 6poit Gd-
KOHTPaCTHH JIE3HH Ha
ceamuua 108

0,38

1,18

MHOCUMENHO NPOMANHA
npamo (CI195%)

-0,80 (-1,20, -0,39)****

Bpoit yHHKa/IHH aKTUBHH
ne3HH/ CKaHHpaHe

0,75

2,46

He e p3MepBaHo

\E)mnacumenna npoMaHaG

npamo mayebo (C195%) 69%, (59%; T7%)**""

"*** 5<0,0001 * p<0,001 ** p<0,01 * p<0,05 B cpaBHEHHUE C rutaie6o
(1) BOD: 6onecTes ToBap: TOTaln€H obem Ha ne3uute (T2 1 T1-XHNOMHTEH3HH) B M

EdukacHOCT npH NauqdeHTH ¢ BHCOKA fonecTHa aKTHBHOCT:

Ha6ni0naBaH e ChIIOCTABHM TepaneBTHUeH eDEKT BPXY MPHCTBIHUTE U BpEMETO [0 3-MeceyHa TpaHHa
nporpecus Ha HHBATMAHOCTTA MPH NOArpyNa NauHEHTH B TEMSO (n=127) ¢ Bucoxa 6onecTHa
akTHBHOCT. [TopaJH An3aiiHa HAa NPOYYBAHCTO BUCOKA 6onecTHa aKTUBHOCT € AeuHHD T_Qg HIH




moBeve NPUCTHIA B €/{HAa FOAHHA K SIHA HIIW NOBEYE Gd-kxourpacThu ne3ud Ha IMP na mo3bka. He e
npopeAeH CXOACH MOATPYTOB aHANIH3 B TOWER, Thif kaTo He ca ch6upanu gaHHH oT AMP.

JIMTICBAT JaHHM NPH MALMEHTH, KOWTO HE Ca OTTOBOPHWIM HA MBJICH H a[IEKBATEH KypC Ha JIEYEHHE
(0BuuaiiHO MOHE €/IHA FOIMHA JIEYEHHE) C 6eTa-uHTEphEPOH, KOUTO Ca HMAJH MOHE | MPUCTDHIT NIpe3
NpeUIECTBALLATA FrOIMHA HA (POHA HA NIEUCHHE U TIOHE O T2-XMMEPUHTEH3HH JIE3HH HA KPaHHAJICH
SIMP wnu oHe } Gd-KOHTpacTHa 1e3us, WK TIPH MALMEHTH ¢ HENPOMEHEHA HITH NMOBHLICHA 9eCTOTa
Ha MPUCTBIMTE TIPE3 NMpeIilleCTBAIIATa FoAHHA CNPAMO NPEAXOAHHTE 2 FOAMHH.

TOPIC e ABOHHO-CIAMO, IWIaLe60-KOHTPOANPAHO MPOyUBaHe, KOETO OLEHABA NPUIOKEHHETO Ha
eIHOKPaTHH KHEBHH 03 TepudiyHOMHI 7 mg H 14 mg 3a nepuog Ao 108 ceamMuuy NpH NaMEHTH C
MLPBO KIMHHUHO JEMHETHHHA3HPALLO chBuTHe (cpeaHa Br3pact 32,1 roaunu). [TbpsuyHaTa KpaiiHa
TOUYKA € BPEMETO [0 BTOPU KIIHHHYEH CMH30/1 (peunaus). O6mmo 618 nauyeHTH ca paHAOMH3HPAHH [
nomyuasat 7 mg (n=205) w1 14 mg (n=216) TepuduTyHOMHA WK 1aLedo (n=197). PUCKBT OT BTOPH
KIIMHHYEH enu30 3a epHoa ot 2 roaunu e 6un 35,9% B rpynara Ha mauebo u 24,0% B rpynara Ha
neyeHue ¢ TepupayHoMua 14 mg (KOePHLHEHT Ha PUCK: 0,57, 95% uHTEpBaT Ha JOBEPHUTEITHOCT:
0,38 no 0,87, p=0,0087). PesynraTture OT NpOy4BaHETO TOPIC notebpxaasaM €PpHKACHOCTTa Ha
TepH(TYHOMHA MPH NPHCTBNHO-PEMHTECHTHA MC (BKTIOYMTENTHO PaHHA NPHCTLIHO-PEMHTEHTHA MC
¢ MHPBO KIHHWYHO JEMHETHHH3NPAILO CHONTHE ¥ IMCEMHHHPAHH BLB BpEMETO U NPOCTPAHCTBOTO
AMP ne3un).

EbeKTHBHOCTTa Ha TEPU(TYHOMH] € CPABHEHA € Ta3H Ha MOAKOKHO npunaraH HHTepdepoH Oera-1a
(B npenopbuBaHaTa 103a oT 44 pg Tpy MLTH ceAMUYHO) npy 324 paHAOMH3IHPAHH NALHCHTH B
npoyusate (TENERE) ¢ MuHHMAaNHa MPOABIDKHTETHOCT Ha neuenuero 48 ceaMuum (MakcumanHa 114
ceaMHLM). PUCKBT OT HeycneX (MOTBBbPACH NPUCTBN WIH TpaiHO NPEeKbCBAHE Ha IEUEHHUETO, KOETO OT
[IBeTe HACTBIH MO-paHo) € OGN MpBUYHATA KpaiiHa TOUKA. BposT Ha NaUMEHTUTE, OKOHYATE/THO
PEKBbCHANH IEYEHHETO, B IpyNarTa Ha tepudryHomua 14 mg e 6un 22 ot 111 (19,8%), kato
[IPUUMHHTE Ca DKITH HEeXKEIaHH cr6urus (10,8%), munca Ha edukacHocT (3,6%), Ipyra npu4nHa
(4,5%) u 3ary6a 3a NpoC/ICAABAHE (0,9%). BpoAT Ha NaLKHEHTHTE, OKOHYATE/IHO NPEKBECHAH
JleyeHHeTo, B rpynaTa Ha HHTepdepoH beta-1a e 6un 30 ot 104 (28,8%), KaTO NPHYHHHTE ca OHnH
HexenaHu cuBuTH (21,2%), nunca Ha edHkacHocT (1 9%), apyra nprunHa (4,8%) 1 HecnaszpaHe Ha
npotokona (1%). Tepudmysomun 14 mg/neH He MPEBb3X0XKAA CTAaTHCTHYECKH uHTepdepon Gera-la
[0 OTHOLIGHHE HA THPBHYHATA KpajiHa TOYKA: H3YHCIICHHAT NPOLICHT NALMCHTH C HEYCTIEX OT
neyeHHeTo Ha ceaMuua 96 npu U3NoaA3BaHe Ha METO/1A Ha Kaplan-Meier e 41,1% cnpamo 44,4%
(repumyHoMua 14 mg cipamo uuTephepoH Gera-1a, p=0,595).

[TeapaTpyUyHa NOMYJIALINA

Tevya u ronouwu (8v3pacm om 10 00 17 200unw)

IMpoyusane EFC11759/TERIKIDS e mexayHapoaHO JABOMHO-CIATIO, TL1aLeb0-KOHTPONMHPaHO
poy4BaHe IpH NeJIHaTPHYHH NALMEHTH Ha BH3pacT OT 10 1o 17 roaMHH ¢ NMPUCTHENHO-PEMHTCHTHA
MC, npH KOeTO ¢a OLEHABAHH 103K TepHQITyHOMHIL BEAHBK IHEBHO (kopHMrupaHH 3a JOCTHraHe Ha
eKCIIO3HLMATA, EKBUBAIEHTHA Ha J03aTa 14 mg npH B8b3pacTHH) B NPOIBL/DKEHHE Ha 96 cenMHIIH,
IOC/IEABAHO OT OTKPHTO MPOAB/DKEHHE. BCHUKH MAlIMEHTH Ca HMATH NOHE | peunaMB B NPOABIDKEHHE
Ha | FOOMHH WIH NOHE 2 peLIMAMBa B MIPOAB/KEHHE Ha 2 FOIHHH NPeAH NPOYUBAHETO. HapbpilieHH Ca
HEBPOJOTHYHH OLIEHKH MPH CKPUHHHTA ¥ Ha BCEKH 24 ceaMKLHM A0 3aBbPIUIBAHE HA MPOYUBAHETO,
KaKTO H NPH HEIUIaHHPaHM BU3WTH 32 NO03HPaH PELH/IKB. [TauMeHTHTE ¢ KITHHHYEH PELHINB HIH C
aucoka SIMP aKTHBHOCT Ha MOHE 5 HOBH MM yCHNBaUIM ce T2 Jie3nn NpH 2 NOCNea0OBaTENHH
CKAHUPAHHA Ca PEMHHAIHN NPEAH 96-Te CEAMHKLIMA KbM NEPHOAA HA OTKPATO NpOAB/DKEHHE, 33 Aa CC
OCHIypH aKTHBHO NieucHHe. [[bpBUYHATA KpaiHa TOUka € BpEMETO 210 ITbpBH KJIMHHYEH PELUMINB CNIEeN
paHaoMu3aumd. BpemeTo 10 MbpBH NOTBBPAEH KIHHKUCH PELIA/IMB HITH sucoka SIMP axTHBHOCT,
KOETO OT JBETE HACTHIH ITHPBO, € NMPEABAPHTETHO ACHUHHAPAHO KATO aHANH3 HA HYB




TBI KATO BKIIOUBA KAKTO KIMHHYKM, Taka U AMP ycnosus, noaxoasuiy 3a NpeMUHABAHE KbM
OTKPHTHA NEPHOA.

O6wo 166 NaiMEeHTH ca PaHIOMH3UPAHH B ChOTHOILCHKe 2:] na nomyyaear TepudbayHoMua (n=109)
wnu nranebo (n=57). [1pu 8nu3aHe B NPOYYBAHETO, NALHCHTHTE Ca UMAJIH CKOP IO EDSS <5,5;
MeuaHaTa Ha Bb3pacTTa € 14,6 rofuHu, cpeasoTo Terno e 58,1 kg; cpeaHaTa NpoABDKHTEHOCT Ha
3a60IABAHETO OT MOCTABAHE HA AuarHosara e 1,4 roaunu; a cpenuuaT 6poi T1 Gd-KOHTPacTHH JIe3uH
npu SIMP ¢ 3,9 ne3un Ha H3IXOAHO HUBO. BCHYKH MAUMEHTH Ca HMaK NpUCTHIHO-peMuTeHTHa MC ¢
MeaMaHa Ha ckopa o EDSS Ha u3xonno HuBo 1,5. CpeaHOTO BpEME Ha JICHCHHE € 362 ouu Ha
nnaue6o 1 488 auu Ha TepudyHoMua. [IpeMrUHaBaHETO OT ABOWHO-CAT NEPHOJ KbM OTKPHTO
neueHue nopaau pucoka SIMP akTHBHOCT € MO-4eCTO OT O4AaKBAHOTO M TMO-YECTO M N0-paHo B rpynara
Ha TepudyHOMHA (26% npu miauebo, 13% npu TepuTyHOMHI).

TepudpayHOMHA HAMANABA PUCKA OT KITMHHYEH PELIHIMB C 34% cnpamMo mianebo 6e3 focTurane Ha
cratucTHYecKa 3HauumocT {p = 0,29) (Tabnuua 2). B npeasapuTenHo ONMpeAeneHna aHalnu3 Ha
YyBCTBHTENHOCTTA, TEPUTYHOMH/L NOCTHIa CTATHCTHYECKH 3HAYHMO HAMAJIABAHC Ha KoMOHHHpAHHSA
PHCK OT KJIHHUYEH PELMIKB WX BHCOKa SIMP akTHBHOCT ¢ 43% cnpamo mwaueto (p = 0,04)
(Tabnuua 2).

TepudayHOMKI 3HAUHTEIHO HaMasisiBa Opos Ha HOBHTE M HAPACTBALlH T2 ne3uu Ha cKaHupaHe ¢ 55%

(p=0,0006) (post-hoc aHaNK3 ChILO KOPHTHPAH 32 H3XOACH 6poit T2: 34%, p=0,0446) u Opos Ha
rafonuHmit-koHTpacTHUTe T1 Ne3uu Ha ckaHupate ¢be 75% (p <0,0001) (Tabnnua 2).

Ta6anna 2 — Knanrnaan 1 AMP pesyarate or EFC11759/TERIKIDS

EFC11759 ITT nonyhannas Tepapaynomaj ILnanebo
(N=109) (N=57)

KnuHHYHE KpPaiHH TOYKH

Bpeme 1o mbpBH NOTBBPAEH
KJIWHH4YEH pECLIUIUB,
BeposatHoct (95%Cl) ot 0,39 (0,29, 0,48) 0,53 (0,36, 0,68)
NOTBbLPAEH PELMIHB HA
ceamuua 96 0,30 (0,21, 0,39) 0,39 (0,30, 0,52)
Bepoamnocm (95%C1) om
nomebpOeH peyuous Ha
ceomuya 48

KoeduuuenT Ha puck (35% CI) 0,66 (0,39, 1,11)*

Bpeme 10 TbpBH NOTBBPAEH
KJIMHHYEH PCLMAMB WIH BACOKA
SAMP aKTHBHOCT, 0,51 (0,41, 0,60) 0,72 (0,58, 0,82)
BepostHocT (95%Cl) ot
NOTBBLPAECH PELIMAHB HIH
BHcOoKa AMP akTHBHOCT Ha
ceamuuia 96 0,38 (0,29, 0,47) 0,56 (0,42, 0,68)
Bepoamnocm (95%CI) om
nomevpoeH Peyuous uiu 8UCOKa
SAMP axmugrnocm ceomuya 48




KoeduuuenT Ha puck (95% CI) | 0,57 (0,37, 0,87)*

Ocuoad SIMP xpaHHR
TOUKH

Kopurupat 6poit HOBH HIH
HapacTBaiiu T2 ne3un,

Ouenka (95% CI) 4,74 (2,12, 10,57) 10,52 (4,71, 23,50)
Oyenxa (95% CI), post-hoc 3,57 (1,97, 6,46) 5,37 (2,84, 10,16)
AHARU3 CHUJO KOPUSUDAH 3a

uzxooer bpoi T2

OrHocureneH puck (95% CI) 0,45 (0,29, 0,71 )**
OthocHreneH puck (95% Cl), 0,67 (0,45, 0,99)*
post-hoc ananu3 oo
xopuzupan 3a uzxooen bpou 12

Kopurupan 6poit T1 Gd- 1,90 (0,66, 5,49) 7,51 (2,48, 22,70)
KOHTPACTHH JIE3HH,

Ouenka (95% CI)

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

~p>0,05 B cpaBHEHHE ¢ TL1aLEdo, * p<0,05, »* p<0,001, *** p<0,0001
BepoaTtHocTTa € 6a3upaHa Ha OLICHKa 1O Kaplan-Meier, a ceaMuua 96 e kpadAT Ha H3INUTBAHETO
neyenre (End of treatment, EOT).

Espone#icKaTa areHLMA 110 JIEKapCTBATa OCBOOOM(IABA OT 3aAB/DKEHHETO 32 NPENOCTARAHC Ha
PE3YJITATHTE OT NPOYHBAHHATA C NEKAPCTBEHHA MPOAYKT, CHABPKALL TepudTyHOMM] MPH Aelia Ha
BB3PACT OT pakaaHeTo o noa 10 roavHH npH feHeHUe Ha MHOXKCECTBEHA CKIICpO3a (Bk. TouKa 4.2 33
HHGOPMALIMA OTHOCHO yrnoTpela B NeaHaTpusTa).

5.2 QapMaKoOKHHETHYHH CBOHCTBA

AGcopbuus

MeaMaHaTa HA BPEMETO 3a JOCTHUraHe Ha MAKCHMATHH 1a3MEHH KOHLEHTPaLMH HaCTbNBa MEXILy lu
4 yaca cnen MPHIOKEHHUE Ha 103aTa NIPH MHOTOKPATHO NEPOPATHO NPHJIOKECHUE Ha Tepu Iy HOMH],
KATO MMa BHCOKa OroHannuHocT (npubnusurenno 100%).

XpaHaTa HAMA KIHHHYHO 3HaUMM edeKT BbPXY (papMaKOKHHETHKATa Ha TePHPITYHOMHA.

OT cpeAHNTE NPOrHO3HH (HAPMAaKOKMHETHYHU NapaMEeTPH, H31UCICHH OT NOMyIalHOHHKA
dbapmakokuHeTHueH aHanus (Population Pharmacokinetics, PopPK) upe3 nanonspane Ha JAHHH OT
37paBK JOGPOBOILM ¥ MAUHEHTH ¢ MC, KOHUCHTPAUMATa B CTAUHOHAPHO CHCTOAHKME CC AOCTHra
6asHo (T.e. npubmuanTento 100 ouu (3,5 Meceua) 3a JOCTUraHe Ha 95% OT KOHIICHTPALIUATa B
CTALMOHAPHO CHCTOAHHKE), KATO U3HHCACHHAT 4pe3 AUC koedHUMEHT HA KyMYJ/IHpaHe €
npubau3UTENHO 34 IBTH.

PaznpeneneHue
TepuayHOMHA CE CBBP3BA EKCTCH3HBHO C IUTA3MEHHTE GenTvum (>99%), BepoaTHO anbyMHuH, H ce

pasnpeaens npeaMMHO B riasmara. O0eMBT Ha pasnpeneneHxte e 11 | cnen efHOKPATHO
unTpaBeHo3Ho ([V) npwioxenne. Tosa obaye HaH-BEPOATHO € 32HHKEHA NMPOrHO3HA
KATO IPH TUTEXOBE € HaOI0AaBaHO €KCTEH3MBHO OPTraHHO Pa3NpeC/ICHHE.




buoTpaHcdopMauui

TepudayHomun ce Metabonn3npa B yMepeHa CTETICH H ¢ e JMHCTBEHUAT YCTAHOBHM B [71a3MaTa
KOMIOHEHT. OCHOBHUAT BT Ha GuoTpaHcdopMalus Ha TepuIyHOMH] € XMAPO/N3a, 8 OKMCICHHETO
¢ BTOPOCTENeHeH MbT. BTOpHYHHTE MEeTA6OIHTHH THTHIIA BICTIOUBAT OKHCEHHE, N-alleTWIMpaHE H
KOHIOTHPaHe ChC CYN(aTH.

EnuMHHHNpaHe
TepugmyHOMHJ c€ EKCKPETHPA B raCTPOMHTECTHHAIHHA TPaKT NPEJMMHO C XTBYKATA MTO]1 dopmara

Ha HENMPOMEHEHO aKTHBHO BEILECTBO H Haii-BePOATHO upe3 TyOyNHa CEKpeLHA. TepudumyHoMuna €
cybcrpar Ha edTyKCHHA TpaHCnopTep BCRP, koitro 61 MOrbA Aa y4acTBa B NPAKATa CCKPELIMA. 3a
nepuon ot 21 aun, 60,1% oT nprnokeHaTa 1032 ¢ eKCKpeTHpa Upe3 H3MPaXHCHUATA (37,5%) n
ypuHarta (22,6%). Cnen npouenypa 3a 6bp30 €IUMUHHPAHE C XOIECTHPAMMH JOITHIHHTEHO CC
oraenst owme 23,1% (npeaunMHo B W3npaxHeHusTa). Bb3 0CHOBA HAa HHIHBHIYAIHO MpOrHo3HpaHe Ha
(hapMaKOKMHETHYHHTE NAPAMETPH Upe3 H3TNOMIBAHE HA PopPK monena Ha TepuduryHOMHA IPH 3ApasH
no6posonuy ¥ naumenTi ¢ MC, Mennanata Ha t12: € 6una npubau3uTEnHO 19 AHH CNEN MHOTOKpPAaTHH
1034 oT 14 mg. Cnep eHOKPaTHO HHTPAaBEHO3HO MPUIIOKEHHE TOTAMHHAT TEJIECEH KJIMPBHC HA
tepudpmyHomua ¢ 30,5 mbh.

Ipoyedypa 3a ycKOperO enuUMURUpane: XoReCmupamun U aKxmugeH 6b2NeH

EJHMHHHPAHETO Ha TEPHQIYHOMHI OT KpBBOOOPALIEHHETO MOXKE /1a C€ YCKOPH Hpe3 NPHIOAKCHHE Ha
XOJIECTUPAMHH WIH aKTHBEH BBIJICH, BEPOATHO Ype3 fIpeKpaTaBaHe Ha MPOLIECHTE Ha peabcopOLus Ha
ypeBHO HUBO. KOHUECHTPaLMKTE Ha TepH(ITyHOMH]L, H3MEPEHH NO BPEME Ha 1 1-nHeBHaTa MpoOLICTYpa
3a yCKOpABaHe Ha eTMMHHUPAHETO Ha TepudyHoMus ¢ 8 g X0ecTHpaMKH TpH ITHTH THEBHO, 4¢
XONECTUPAMHH TPH ITBTH AHEBHO WIIH 50 g aKTHBEH BBLINEH JBA [TETH JHEBHO CJe] MPCyCTAaHOBABANC
Ha JIeYEHHETO ¢ TEpHQIYHOMHA, NMOKA3BAT Y€ TE3H CXEMH Ca edeKTHBHH 33 YCKOPABAHE Ha
e/TMMHHHPAHETO Ha TEPH(ITYHOMH, BOACUIH 10 Hall 08% HaMa1ABaHe Ha IUTIa3MEHHTE KOHLIEHTPALUH
Ha TepuITyHOMHJ, KaTO XONECTHPAMHH € uman-no-6ep3o AeiicTaue ot pbrieHa. Cnexn
npeycTaHOBsABaHe Ha TepruTyHOMHA Y MPHIOKEHUETO Ha XOJIECTUPaMUH 8 g TP MbTH JHEBHO
[L1a3MEHATA KOHLUEHTPalUus Ha TepH(IyHOMHA € HaManina ¢ 52% B Kpas Ha AeH |, ¢ 91% B kpad Ha
neH 3, ¢ 99,2% 8 xpas Ha aeH 7 ¥ ¢ 99,9% npu 3aBBPLIBAHC HA NICH 11. U36opbT MEXIY TPHTE
MPOLEAYPH 34 eJIUMHHHPAHE Tps6Ba Aa 3aBHCH OT MOHOCHMOCTTA Ha MALMEHTA. AKo xoJiecTHpaMHH 8
g TPH MbTH JHEBHO HE CE MOHACA nobpe, MOjXe fia Ce M3MOJI3BA XONECTHPAMKH 4 g TpH IIBTH JHEBHO.
ANTEPHATUBHO MOXKE 1a Ce M3MO0/I3Ba CHLIO aKTHBEH BBIJICH (He ¢ HeoOxoanumo Te3M 11 1HM 1a Obaat
HOC/IeI0BATE/HH, OCBEH MPH HEOGXOAMMOCT OT OBP30 HAMaABAHE HA [U1a3MeHaTa KOHUEHTpaLus Ha

TepudIyHOMHA).

JIuHeHHOCT/HENMHEHHOCT
CHCTeMHATa EKCTO3ULIMA HAPACTBa MPONOPLHOHATHO Ha 103aTa CICA [IEPOPATTHO NPHICKEHHE HA
tepuayHomun ot 7 1o 14 mg.

OcobeHOCTH NIPH cHeUHanHy rPpyni NauHeHTH

ITon u cmapuecka gv3pacm

UneHTHOHUMPAHH Ca HAKONKO W3TOYHHKA Ha NpHUCHIA papHabWIHOCT NPH 31paBH JHUA U TIPH
naumenTh ¢ MC BB3 ocHoBa Ha PopPK ananisa: Bb3pacT, T€/IECHO TeIO, noJj, paca ¥ HUBA Ha
an6yMuH 1 Guipy6un. BenpexkH ToBa TAXHOTO BJIMAHHE ocTaBa orpaHuyeHo (<31%).

YeprodpobHo yepexcoane
JIeKOTO ¥ YMEPEHOTO YepHOAPOOHO YBPEKAaHE HC NOBIUABAT dapMaKkOKMHETUKATA Ha
tepudyHomMua. [Topaau ToBa HE Ce MPeABHXKIA KOpHI'MpaHe Ha N103aTa NpH NAalMEeHTH € JIEKO H
yMEpEHO YEPHOAPOOHO YBPEXKIAHE. O6aue TepH(IyHOMHI € IPOTHROMOKA3AH NPH MALHMCHTH C TEKKO
yepHOAPOOHO yBpexkaaHe (BXK. TOUKHU 4.2un4.3). '




Bvbpeuro yepedcoane
TexkoTo 6B6pEUHO YBpeXaaHe He NOBNHABA (papMakOKHHETHKATA HA tepudryHomua. Ilopanu ToBa
He ce NPEABIKAA KOPHUrHpaHe Ha 103aTa NPH MaUMEHTH C JIEKO, yMEPEHO H Texcko 6uOpedHo

YBpEXAHE.

[Tedouampuuna nonyaayus

[MpH neAMaTpH4HH NALUMEHTH C TEECHO TEMIIO >40 kg, nekyBaHH ¢ 14 mg BEAHLX NHEBHO,
eKCIIO3HLMHUTE B CTALIHOHAPHO ChCTOAHUEC €A B TPAHULIMTE, Habmo0aBaHM [MPYH BE3pacTHU NallMEeHTH,
AEKyBaHH CBC ChilaTa CXeMa Ha JO3HpaHe.

[Ipu neavaTpUUHM NALMEHTH C TEECHO TEMIO <40 kg, TeueHHeTo ChC 7 mg BEAHBK JHEBHO (BB3
OCHOBA HA OrPaHUYEHH KIIHHHYHH aHHH H CHMYJIALIMH) BOOM [0 €KCTIO3HLHH B CTALIMOHAPHO
CHCTOSHHE B IPaHHLIHTE, HabnIoaBaHK NPy BH3PACTHU MALHCHTH, /IEKyBaHH € 14 mg BeOHBX JHEBHO.
HabnioaaBaHHTE Hall-HUCKH KOHUEHTPALMH B CTALMOHAPHO CHCTOAHKE C2 B ro1AMa CTCHEH
papHabWIHH MEXXIY HHAVBH/HTE, KAKTO CC HabMIoaBa NPY Bb3PACTHH nauueHTH ¢ MC.

53 TlpenxImEAYHH JaHHA 32 D€300ACHOCT

ToKCHYHOCT NPH MHOTOKPAaTHO NPHAAraHe

MHOroKpaTHOTO NEPOPATHO NPHIOKEHHE Ha TepuTyHOMH TIPU MULIKH, TUTBXOBE ¥ KyHcTa 3a CpoK
cBOTBETHO 10 3, 6 H 12 Mecela N0Ka3Ba, Ye TIaBHHTE NPHLETHK OPTraHH 33 TOKCHIHOCT ca KOCTHHA
MO3bK, JTUMGOOHIHHTE OPraHH, YCTHATA KYXMHA/CTOMAILIHO-UPEBHHS TPAKT, PENPOXYKTHBHUTE OPraHH
W naHkpeaca. HabniojaBaHu ca ChIIO ¥ JaHHH 32 OKCHAATHBCH e(heKT BbpXYy YEPBEHUTE KPBBHH
KIIETKH. AHEMHATA, HAMANEHUAT 6poil TPOMOOLMTH 1 eEKTHTE BbPXY HMYHHAT2 CHCTEMA,
BIUTFOUMTENHO JIeBKONe M, TMMGONEHHS W BTOPHYHH MHOCKLIHH, €2 6WiKn CBBP3aHHU C EPEKTUTE
BBbPXY KOCTHHA MO3LK H/WIH numdounnHuTe opranu. [lose4eTo ot edekTHTE OTPA3IBAT OCHOBHHA
MEXAHHIBM Ha JeHCTBHE Ha CheqMHeH1eTo (HHXubMpate Ha AENAIHTE CC x1eTkd). JKMBOTHHTE ¢a Mo-
JyBCTBHTEJIHH OT XOpaTa KbM ()apMaKONOrH1iHHTE edeKTH W NOpanK TOBA KbM TOKCHYHOCTTa Ha
teputTyHOMHA. B pe3ysTat Ha TOBA, TOKCHUHOCT MPH XUBOTHH © YCTAHOBEHA NPH EKCMNO3HLIMHY,
eKBUBICHTHM WIH MO-HHCKH OT TEPANEBTHYHHTE HMBA NPH XOpa.

e HOTOKCHUYHOCT M KAHUEPOreHeH NOTeHUMAI

TepudryHOMHI HE € MyTar¢HeH in vitro WiH KiacToreHeH in vivo. KacToreHHOCTTa, HaOmonasaHa in
vitro, € MpUeEMa KaTo HEeMpAK edekT, CBbp3aH ¢ AucOanaHca Ha HyKNeOTHAHKA Iy, KOWTO € pe3yaTar
ot (hapMaKoJIOrH1HHA €QeKT OT unxnbupanero Ha DHO-DH. BropocTeneHHUAT merabonutr TFMA
(4-TpUTyOpOMETHIIANIAHKH) € MPHUHHWI MyTAarcHHOCT M KI4CTOTEHHOCT in Vvifro, HO HE in vivo.

HsmMa JaHHM 38 KaHUEPOT€HHOCT MpH ILTbXOBE U MHUIKH.

PenpoOyKTHBHA TOKCHYHOCT
DepTWIMTETHT He € GHII 33CErHAT MPH TUTBXO0BE, BLIPEKH HEXENAHUTC eexTH Ha TEpUPITYHOMHA

BLPXY MBKKUTE PElPOAYKTHBHH OPraHH, BKIOUHTEIHO HaMailcH 6poii Ha cnepmartosonaure. He e
HMaIO BBHHUIHM MandOopMaliHK B NOTOMCTBOTO H& MBKKH UTbXOBE, HA KOWTO € On1 NprUIOXKeEH
TepHIYHOMH] NTpeaH YHPTOCBAHE ¢ HETPETHPAHH KEHCKH rursxose. TepugayHoMua e bun
eMOPHOTOKCHYEH H TEPATOreHEH IMPH MUTHXOBE H 3aMLIM MpU J03H B FPAHULINTE HA TE€PaneBTUYHHA
nManasoH npu xopa. Hexenanu edexTH BBPXY TIOTOMCTBOTO €2 HabMoAaBaHU H KOraTo
TepHTyHOMH € NpWiaraH Ha GpeMEHHH )KEHCKH TIUTHXOBE B epuoja Ha reCTallMs M JaKTauus.
IMpuema ce, Ye PACKBT OT MEAHMHPaHa OT MbXa TOKCHYHOCT 34 3apojMLla M $eTyca no BpeMe Ha
fleueHue ¢ TepuQIyHOMHU], € HUCBK. H3unciieHaTa MpH KCHHM Ia3MEHA EKCIIO3HLIMA, Ype3 CEMEHHATa
TEYHOCT Ha NIEKyBaH MaLMEHT OT MBXKKH 1101, C€ O4aKsa /a obge 100 nbTd no-HKUCKA OT [U1a3MeHaTa
excno3uums cnex 14 mg nepopaieH TepudryHOMHA.

¥OseHHWNIHA TOKCHYHOCT




IOBeHWIHY ILTBXORE, MOTYy4YaBallli NEPOPATHO TepHUIyHOMH], B MPOXBL/DKECHHE HA 7 ceAMHKLH OT
oTGMBAHETO 10 HACTHMBAHETO Ha OJIOBA 3PANOCT, HE TIOKA3BAT HEXCIAHH eheKTH NO OTHOLLCHHE HA
pacTexa, PH3HIECKOTO HiIH HEBPOIOrHIHOTO pasBuTHE, OOYUEHHETO ¥ NAMETTa, IBUraTentaTa
AKTHBHOCT, CEKCYAJTHOTO Pa3BUTHE WIH QepTHIHTETA. Hexenauute eheKTH BKIOUBAT AHCMHA,
HamasIsBaHe Ha TMMGOHIHNA OTTOBOP, A0303aBUCHMO HaMa/ABaHe Ha T-K1eTb4HO 3aBHCUMHA
AHTHTSUIO-OTIOBOP H CHITHO HAMANEHH KOHUEHTpallik Ha 1gM 1 1gG, konTO OOMKHOBEHO CBBNAAAT C
Ha6IIOACHHSTA B NPOYUBAHUATA 33 TOKCHYHOCT MPH MHOTOKPATHO pWIarase npH Bb3pacTHH
TUTEXOBE.

V penudenyeTo Ha B kieTkuTe, HabmoAaBaHo NPH IOBEHHIHH ILTHXOBE, He ce Habnronapa npy
BB3PACTHH IUTbXOBE. 3HAUHMOCTTA HA Ta3H Pa3inKa HC ¢ K3BECTHA, HO € I0KA3aHa ITRJIHA 00paTHMOCT,
KaKTO IPH MOBEYETO APYTH HAXOAKH.

[Topanu BHCOKATA HYBCTBHTENIHOCT Ha XXHBOTHHTE KbM TepuIyHOMHA, MIAANTE IUTBXOBE Ca 320 U]
H3NOKEHH Ha MO-HICKH HHBA OT Te3H MpH A¢LA U IOHOLIHM MIpH MaKCHMaJTHATa MpenopbYHTE/IHA 032
npu xopa (MRHD).

6. ©OAPMAIIEBTHYHH JAHHH

6.1 CinrcbK HAa DOMONEHTE BEIlECTBA

Snpo Ha TabneTKaTa

JlakTO03a MOHOXHAPAT

LlapeBU4HO HHLIECTE

Llesryno3a, MUKPOKPHCTATHA
XHAPOKCHNIPOTTHIILETY 1032

HaTpues HULLIECTEH TTHKONAT (THIT A)
CWIHLIHEB AMOKCHA, KOAOHAECH Oe3BoaeH
MarHe3ues cTeapar

DUIMOBO IOKPUTHE
Xunpomenosa

Turanos avokcna (E171)

UHAMroKapMHH aTyMHHHUEB J1aK (E132)

I muepon

Tank

Brilliant Blue FCF amymunuen nak (E133)
Allura Red AC amymunues nak (E129)
6.2 HechBMECTHMOCTH
HenpuioxuMmo.

6.3 Cpok Ha roaHocT

3 roUHH.

6.4 Choenuaisl YCJIOBHSA HA CHLXPAHCHHE

To3 JleKapcTBEH NPOAYKT HE H3UCKBA CrIEUMANHH YCIIOBHA HA CbXpaHEHHE.

6.5 BuaanchIbpKAHAC HA ONAKOBKATA




Brucrepn or OPA/Anymuani/PVC — AJTyMUHHHA.

Buaope OMAKOBKH:

bnuctepu ot 14, 28, 84 wm 98 dunmupany TaONETKH.

Bnuctepu, NocTaBeHH B noprgeitnm ot 14 (1 noprdeiin ot 14), 28 (1 noprdeiin or 28), 84 (3
noprdeiina ot 28), 98 (7 noprdeiina oT 14) dunmupasH Tabnerky.

[epdoprpann eanogososu 6nucrepu 10 x 1,28 x 1 v 84 x 1 punMHpaHHu TabNETKH.

He BCHYKHM BHOBE OMAKOBKH MoraT jAa ObaaT myCHaTH Ha nasapa.

6.6 CnenuaiHn npeana3Hid MePKH NpH H3XBbLP/IAHC

HeHn3Moi3BaHMsT NEKAPCTBEH IPOAYKT WK OTNaALYHHTE MATCPHATH OT HETO TpsAGBa Ja ce H3XBBPNAT
B ChOTBETCTBHE ¢ MECTHHTE H3HCKBaAHMI.

7. IMPATEXATEJ HA PA3PEIIEHMETO 3A YIIOTPEBA

Sandoz d.d.

Verovikova 57, 1000 Ljubljana
CaoBeHHUA

8. HOMEP(A) HA PA3PEIN EHHUETO 3A YIIOTPEBA
Per.Ne: 20220318
9. IIATA HA ITbPBO PA3IPEINABAHETIOAHOBABAHE HA PASPEIIEHMETO 3A

YIIOTPEBA

JlaTa Ha ITBPBO paspellaBaHe: 02.12.2022
JlaTa Ha MOCAEAHO NOQHOBABAHE:

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

07/2024




