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1. UME HA JIEKAPCTBEHMUSA ITPOAYKT
LA o it &

Tepudaynomua 3entusa 14 mg punmupanmn tabneTku | | o
Teriflunomide Zentiva 14 mg film-coated tablets {Y’Z A F 21 -03- 075

2. KAYECTBEH U KOJIMMECTBEH ChCTAB
Bcsaka punmupana tabnerka coabpxka 14 mg repudaynomun (teriflunomide).

ITOMOLIHO BELIECTBO C H3BECTHO JAEHCTBHE
Bcsaka Tabnerka chabpxka 70,5 mg nakro3a (KaTo MOHOXHAPAT).

3a MbJIHUA CITMCBHK HA NMOMOILIIHWTE BELIECTBA BUXKTE TOo4YKa 6.1.

3. JJEKAPCTBEHA ®OPMA
dunmupaHa Tabnerka (Tabnerka)

CuHs, Kpbria, punmupana tabiieTka, ¢ AMaMeTbp OT 7 mm, ¢ OTNEYaTaHO Ha €JHaTa CTpaHa
o3HaueHue (,,C147)

4. KJIUHUYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

TepudayHomua 3eHTHBA € NMOKa3aH 3a JICYEHUE HA Bb3PACTHH M Jeua Ha Bb3pacT Haa 10 roaunwm, ¢
NMPHCTBITHO-PEMHUTEHTHA MHOXECTBEHA CKJIEpo3a (MOJIsi, HanpaBeTe CrpaBka ¢ To4ka 5.1 3a BaxkHa
HH(OpMaLIHA OTHOCHO MOITYJIALMATA, 32 KOATO € YCTaHOBEHa €(PMKacHOCT).

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

JleuenueTto TpAOBa aa ce 3ano4Ba M MPOBEXk/1a M0/l HabIIOAEHHETO Ha JiIeKap ¢ ONMUT B JICYEHHETO Ha
MHOECTBEHA CKJ1epo3a.

Jlo3upoBka

Bw3pacmnu
[1pu BB3pacTHHU, NpenopbUMUTE/IHATA 103a TepUduiyHOMHU € 14 mg BEAHDBXK JHEBHO.

lleouampuuna nonyaayus (6v3pacm nao 10 coounu)

[1pu neua (Ha Bb3pact Haj 10 roguHun), npenopbyYMTEIHATA /103a 3aBUCH OT TEJIECHOTO TErJ10:
— Jleua ¢ TenecHo terjo >40 kg: 14 mg BeAHBK AHEBHO.

— Jleua c TenecHo ternio <40 kg: 7 mg BeHBK AHEBHO.

Tepudnynomua 3enruBa 14 mg punamupanu TabaeTky He € NOAXOAA1L 3a i€l ¢ TE€JIECHO TerJo
<40 kg. et
HanuuHu ca aApyry JiekapcTBEHU NMPOAYKTH, ChAbpPKALLK TEPHUPIYHOMH]L, B MO-HHCKA 1034 0 m ’x'- " '?U\‘\\

¢unMupanu Tabnetku 7 mg). / / r?’m M \\ f_, N\

1
,.L*'}T;‘..l"-. \ -:‘..1 \
JleuaTa, KOMTO JOCTUIrHAT CTaOMIIHO TenecHO Terio Haa 40 kg TpsabBa na npeMuHar Ha ]E( @a‘ Be,ttm.ﬁh L %) 1
- {p_‘._ [ T
JTHEBHO. ~ 1

AN :“r .._.;:?'*' [ * |]
\\ "f" L Jf‘~i*4';'?-f-:-'7"'” / /)
|\ ‘cﬁ \ P RS &
|_\Ll\ ": # ; . F, »
2 \\ ,cr’_, I p H}b

/



CneuHanHy NoMmyJialuuH

Honynayus 6 cmapuecka sv3pacm
TepudmyHomua 3eHTHBa TpAOBa Ja c€ Mpunara ¢ MOBULIEHO BHHMAHHE NMPH MALMEHTH HA Bb3PacT 65
rOMHH M TNIOBEYE, MOpaax HeJOCTATbYHO AaHHHU 3a 0€30NacHOCT K epHKACHOCT.

bubpeuno yepescoane

He e Heo0OX0AHMO KOpUrHpaHe Ha 103aTa NPH NAaUHEHTH ¢ JIEKO, YMEPEHO WK TeXKO OBOpevuHo
YBPEXKIAHE, KOMTO HE MPOBEXKAAT AHA/IH3A.

He e npaBeHa olieHKa NPH NaLKHEHTH C Texko 6B0peuHo yBpeKIaHe, KOMTO MMPOBEXKAAT RHAIH3A.
TepudnyHomMua € NpoTHBONOKA3aH NPH Ta3H Nomynauns (Bx. Touka 4.3).

Ueproopobro yspexcoane
He e Heo6x011MMO KOpHTrHpaHe Ha J03aTa NP NaLUEHTH C JIEKO U YMEPEHO YepPHOAPOOHO YBpEXIaHe.
TepupmyHOMHI € NPOTHBONOKA3aH [IPH NMALHEHTH C TEKKO YEPHOAPOOHO yBpeKaaHe (BXK. Touka 4.3).

Heduampuuna nonyaayusa (évipacm noo 10 zoounu)
BesonacnocTTa M eHKACHOCTTA Ha TepHGITYROMHA MPH Aeua Ha Bb3pact nog 10 roauHu He ca
YCTAHOBEHH. JIMncBaT JaHHH.

3a 103upoBKH noA 14 mg, Tpabsa na ce H3NOA3BAT APYTH GOPMYJIUPOBKH.
HauyuH Ha npuioXeHHE

dunmupaHuTe TabNETKH ca NMpeIHa3Ha4YeHN 3a NepopanHo npwiokeHde. Tabnerkure TpsadBa aa ce
I'BJITAT LIETTH C MAJIKO Boda. TepnduryHOMH 3€HTHBA MOKE 114 C€ NpUeMa ChC WK §e3 xpaHa.

4.3 IlporHBonoOKA3IaAHAYA

CBpBbXYYBCTBHTENHOCT KbM aKTHBHOTO BELECTBO WIH KbM HAKOE OT MOMOLIHHUTE BELLECTBA,
H30pOeHH B TO4Ka 6.1.

[TaumeHTH ¢ TEXKKO yeproapobHo yBpexaaHe (knac C no Child-Pugh).

bpeMeHHN JKEHH HIH KeHH ¢ AeTepOAEH NOTEHUHAN, KOHTO HE NpuiaraT HaAekK/Ha KOHTPaLEnLHa 1o
BpeMeE Ha IeYeHUETO ¢ TepudIyHOMHA H ClIeR Hero, A0KaTo nnasMesuTe HuBa ca Haa 0,02 mg/l (Bx.
Touxa 4.6).

Tpabra na ce H3KNOUH OPEMEHHOCT NPEH 3an04BaHe Ha JeYeHHETO (BXK. Touka 4.6).

Kspmauxu (Bx. Touka 4.6).

IMaunMeHTH ¢ TEXKH UMYHOAC(PHLIMTHH CHCTOAHHA, HANPUMEP CHHAPOM Ha NpuaodHTa HMyHHa
HeaocTarsuHocT {CITHH).

MManneHTH ¢bC 3HAYHMO HAPYLUICHHE Ha KOCTHOMO3ZBYHATA (YHKUMA WIH 3HAYMMA aHEMHUH,
NEBKOMNEHHA, HEYTPOTICHUA WIH TPOMOOLIHTOTICHHS,

[TaumeHTH ¢ TexxKa aKTHBHA WH(pEKIMA 10 o3apaBsBaHe (BXK. Touka 4.4).

[TauneHTH ¢ Texxa 6BOpeyHa HEAOCTATHUHOCT, MOAJIOKEHW Ha JHANIH3A, TbA KATO JUNCBa
OOCTATHYHO KIWHHUEH ONHT 3a Ta3H Irpyra NalueHTH.

[TaLuMEeHTH ¢ TEXKa XHRONPOTEHHEMHA, HaNpHMep NPH HePPOTHYEH CHHIOPOM.
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[Ipocneassane

[Ipedu revenuemo

[Tpeau 3anoyBaHe Ha JleueHUETo ¢ TepuduTyHOMU] TpAOBa 1a ce OLICHAT:

 KpbBHO HansraHe

* AnanuH amuHOTpaHcgepasa/cepyMHa rTyraMaT-nupysaT TpaHcaMuHasa (ALT/SGPT)

« [IwnHa KpBEBHA KAPTHHA, BKIIOMUTENHO AudepeHunanHo SpoeHe Ha 6eH KPLBHH KJIETKH H Opoi

Ha TpoMOOLUTHTE.

I1o epeme na aevenuemo
Mo BpeMe Ha JeueHHeTo ¢ TepHIyHOMHI TPAOBa Aa c€ MpOoC/ensBar:
* KpbBHO HanATaHe
o IlepuoawdHo nposepaBaHe
«  AJsannH amMHHOTpaHc(epasa/cepyMHa riyraMar-nupyear TpaHcamMubasa (ALT/SGPT)

o UYepHoapoOHuTe eH3UMH TPAOBA Ja ce OLICHABAT Hal-Maslko Ha BCEKH YETHPH CEAMHLH
npe3 NLpBUTE 6 Mecela OT ICYCHHETO H PEAOBHO ClIeJ TOBA.

o Ja ce oOMHCAH JOMBJIHUTENHO NMPOCIEAABAHE, KOraTo TEPHQIYHOMM C€ NpHaara npH
NalHEHTH ¢ NpellecTBalH YepHOAPOOHH HAPYLUCHHA, MTPUAAra ¢ ¢ Apyrd NOTCHUMAIHO
XeTNaTOTOKCHYHH JIEKApCTBa, WIH B 3aBHCHMOCT OT HAJIMUMETO Ha KIIHHHYHH NPH3HALH H
CHMIMTOMH KaTo HeoOACHUMO rajeHe, nmospuiilaHe, 60ka B KopeMa, yMopa, aHOpeKcUs
WIIH XK BJITEHHLIA WK TbMHA ypuHa. YepHoapobHHTE eH3NMH TpaOBa Ja ce OLIeHABAT Ha
BCEKH JBE CEIMHLM Mpe3 MbPBHTE 6 MeceLla OT JIEUCHHETO H Hail-MaJIKO Ha BCekH 8
CEAMHLIM cNel TOBa, B IPOABL/DKEHHE HAa 2 MOIMHM OT HAYaj0TO HA JICUYCHHETO.

o [Ilpu ALT/SGPT mexay 2 v 3 meTH HajJl ropHaTa rpaHila Ha HOPMaTa, TpoCICAABAHETO
TpAORa [1a c€ U3BBPLUBA €XKECCAMHUHO.

» [IsnHa kpbBHA KapTHHA TPAOBa Aa ce H3CIEABA CNOPEA KIUHUUHHMTE NPU3HALIH H CHMITTOMH
(Hanp. HBJEKUMH) O BpeME Ha JIEYEHHETO.

Ipoueaypa 3a YCKOPEHO ENHMHHHUpAaHE

EnumuuupaneTo Ha TepuduyHOMHJ OT ILTa3Marta € 6asHo. be3 npouenypa 3a yCKOpeHO enMMUHUpaHe
ca HeoOXoAHMH CpeiHO 8 Mecella 3a JOCTHraHe Ha IUIa3MEHH KOoHueHTpauuu noa 0,02 mg/l, ebnpexu
ye NOopaayd WHAWBHIYAJIHH Pa3jIHyHA B KIIHPBHCA Ha BEIECTBOTO, TOBA MOXE /14 OTHEME JI0 2 TOJIHHH.
[lpoueayparta 3a YCKOPEHO eIMMHHHUpaHE MOXKE Aa c€ NMPHIOAKH NO BCAKO BPEME Ciel
NpeyCTAHOBABAHE Ha JICYEHHETO ¢ TEPHPIYHOMHA (BXK. TOUKH 4.6 ¥ 5.2 32 AeTaliIH OTHOCHO

IpoLEeAypara).

YepHoapobuu edekru

[Ipu naunenTH, npueMaily TepudayHOMHiA, ca HabMoaaBaHH MOBHILECHHA HA YEPHOAPOOHHUTE EH3IUMH
(Bk. TOuKa 4.8). Te3n noBHllIeHHA Ca HACTHLIIWIH MMABHO NPE3 MBPBUTE 6 Mecea OT JICYEHHUETO.

[lo BpemMe na neueHueTo ¢ TepudpIyHOMHA ca HabMOJABAHH CITYYaH Ha JIEKAPCTBECHOMHAYUHPAHO
yepHOApeOHO yBpexnaaHe (JIMUY), noHakora sxuBorosacTpawasauio. [losevero cryuan va JIMUY ca
Bb3HUKHA/NK C BPEME A0 HAYAJIOTO OT HAKOJIKO CEAMHLH WIH HAKOJIKO MECEHA CICA 3aMoYBaHE Ha

ne4yeHrero ¢ TepudnyHomut, Ho JIMUY Moxe na ce MoABH M NMPH NPOABDKHTENHa ynorpeda.

PuckbT 38 noBulIaBare Ha yepHoaApobHuTe eHzuMH ¥ JIMUY npu repuduryHomua Moxe aa 6vae no-
BHCOK NMPH MALHEHTH ¢ NPEECTBALIO YePHOAPOOHO HapyLIeHHe, ChbIIbTCTBALLO JIEYEHHE C APYTH

XEMaTOTOXCHYHH NICKAPCTBA U/HJIH KOHCYMALMA Ha 3HAYHMTEIIHH KoNHuecTBa ankoxod. [lop
nauMeHTUTe TpSOBa na 6BpAAT BHUMATENHO NPOCIICASBAHM 32 MPU3HALIW H CUMITTOMH H
YBpEXIaHe.

Tepanusara ¢ TepudryHomMua Tpabea aa ce NpeyCTAHOBH U 1a €€ OOMMUCNIM YCKOPEH
enrMHBHpaHe, aKO HMa CbMHEHHE 3a 4epHOApoOHO yBpekKAaHe. AKO C€ NOTBBLPAM




yepHOApoOHUTE eH3uMH (noBeve ot 3 mbTH HaA 'opHa rpaHnua Ha HopMarta (I'TH)), TepanusTa ¢
TepudIyHOMHA TpsOBa Na ce NpeyCTaHOBH.

B cnyuaii Ha npeyCTaHOBABaNE Ha JICYSHUETO TPAOBa a ce NPOBEXKAAT YepHOAPOOHH H3CNenBaHHUS A0
HOpMAJIM3NpaHe Ha HUBATa Ha TPAaHCAMHHA3UTE.

XUNONpoTeHHEMHS

Toi kaTO TepHIYHOMHUA CE CBBP3Ba BBB BUCOKA CTENICH C TUIa3MEHHTE OEJITBLIM H CTENEHTa Ha
CBBbpP3BaHe 3aBHCH OT KOHLUEHTpalHATa Ha al0yMHH, NPH MaLMEHTH ¢ XHNONPOTEHHEMHS, HATIPUMED
npu HeDPOTHYEH CHHIPOM, CE OUaKBa TUTA3MEHUTE KOHUCHTPALMH Ha HECBbP3aHHA TepHPIYHOMHI Aa
ca noBuweHH. TepuduryHoMua He TpaGBa Aa ce npuiara Ipy NMALHEHTH B CBCTOSHHUA HA TEKKA
XHIONPOTEHHEMHS.

KpBBHO HaNsraHe

ITo BpeMe Ha JeyeHHe ¢ TepudIYHOMHI MOXKE [Ia HACTBITH MTOBULIABAHE HA KPbBHOTO HANATaHeE (BX.
Touka 4.8). KpsBHOTO Hanarase TpaGsa Aa ce NpoBepABa NMPEAH 3aMI0UBAHE HA JIEYECHHETO C
TepH(ITYHOMHA M NEpHOAHYHO cnef ToBa. [loBHenoTo kpbBHO HansraHe TpsOBa Aa ce JeKyBa Mo
NOAXOAALL HAYHH INpeaH 3aroYBaHe U 110 BPEME Ha JICYECHHETO ¢ TepUDIYHOMHUA.

Hudexumn

3anoyBaHETO HA JieueHHE ¢ TEpUQIYHOMKI TPAOBA Aa Ce OTJIONKH NPH MAaLUEHTH C TeKKa aKTHBHA
HHPEKUHA O HIIEKYBAHETO H.

[Tpu nnhauebo-KORTPONIHPAHK NPOYYBaHUA ¢ TEPHAIYHOMH/ He € HabmoaapaHo YBe/IHYaBaHe Ha
cepro3HHTE HHpEeKLHH (BXK. Touka 4.8).

Cayuau Ha xepnec BUpyCHH HHGEKLHH, BKIIIOYHTENHO OPAlIeH XepIiec H XepIiec 30CTep ca
¢boOLaBaHK MpH TepuPpIyHOMHUA (BXK. TOYKA 4.8), HAKOH OT TAX €a CEPHO3HH, BKIIOUHTEIHO
XepNeTHYEH MEHHHIOCHLIC(aNUT M XePreCcHa AHCEMHHALIMA. Te Morart Aa ¢¢ NOABAT MO BCAKO BPEME B
X04a Ha JICYCHHETO,

[Tpeasua uMyHOMOAYIHpaLIHa €(deKT Ha TEpHGITYHOMH, aKO MAaLMEHTHT Pa3BHE CepHO3Ha
uHbeKkLHA, TpAOBa Aa ce OOMHCIH CNHpaHe Ha NeueHHeTo ¢ TEPHPIYHOMM, 4 NPEAH Bb30OHOBSBaHE
Ha TepanuAaTa TpAOBA Aa ce OLEHAT OTHOBO MOJI3HUTE W pUcKOBeTe. Ilopanyu Juarud nNomyXHBOT MOXeE
Aa ce 0OOMHMCIIH YCKOPEHO ENNUMHHMPAHE ¢ XONECTHPAMHH WIH BBITIEH.

[TauHeHTHTE, MoMy4asaly TepudIyHOMIA, TpaOBa Ja ObaaT HHCTPYKTHPAHH A& YBEAOMABAT NeKaps
NpU NOSBa HA CHMITTOMH Ha HHQeKUMH. [TaltMeHTHTE ¢ AKTHBHH OCTPH HIIH XPOHUUYHH HHPEKLIUK He
TpAOBa Aa 3aNO4BaT JeUeHUe ¢ TePHPIIYHOMH, A0KATO HHPEKUHHTE He OBbAAT HUIEKYBAHH.
BezonacHocTTa Ha TEpHQUIYHOMKA NPH HHAXMBHIH C IATCHTHA TYOEepKyN03Ha HHPEKLUA HE €
YCTAHOBEHA, Thi KaTO NPH KIHHHYHHTE U3MHTBAHHSA HE € UIBBPLUBAH CHCTEMATHYHO CKPHHHHI 33
TybepKynosa. [1aLHMeHTHTE C NOJIOKHTENEH Pe3yITaT NP CKPHHMHT 3a TyOepkynosa Tpsabsa aa 6naar
NEeKyBaHH Cniopell CTAaHAAPTHATAa MEIULIMHCKA MPAKTHKA fIPE/IH 3aMOoUBaHe HA TepanMsATa.

PecniupaTOpHH peakLMH

Hma cnoblieHus 3a HHTEpCTHLUHANHA GenoapobHa 6onect (UBDB), kakro U cny4aH Ha 6enoapobua
XHUIIEPTOHHSA, NTPH JIEYEHUE ¢ TEPUQITYHOMHA 10 BpEME Ha NTOCTMAPKETHHIOBaTa yToTpeda.
PuckbT MOXe Aa ObJe MOBUILIEH MPH NMALMEHTH ¢ aHaMHe3a 3a Ubb.

Hbb Moxe f1a ¢ce MOABH OCTPO M0 BCAKO BPEME Ha JICUCHHETO C pa3yivyHa KIHHUYHA KapTHHa.
HUBb Moxe na 6bae ¢ neraneH u3xoa. Hosa nossa win BnomapaHe Ha 6enoapobHUTE CMMITOMH, KATO




XeMaToNoruvuHu edexTu

Ha6monapaHo € cpeiHO HAMANISBAHE C MO-MaJko OT 15% cnpsaMo H3XOOHOTO HHBO, 3acAraiilo 6pos Ha
Oenurte KpbBHM KieTKH (BX. Touka 4.8) Karo npeanazHa MApKa MpeaH 3ano4BaHe Ha JICUCHHETO
TpaGBa /1a MMa CKOPOLIHO M3CNeIBaHe Ha ITh/IHA KPbRHA KapTHHA, BKIIOUKTENHO AH(EPEHLHATHO
OpoeHe Ha OeJHTe KPLBHHU KJIETKH W Opoil TpoMOOLIMTH, KAKTO H M3CJIEIBAHE HA IThIIHA KPbBHA
K4pTHHA NO BpeMe Ha JICYEHUETO NPH HEOOXOUMOCT crnopes KIIWHNYHHTE NPU3HALIY M CHMATOMH
(HanpuMep HHPEKLUHH).

[Ips nanMeHTH ¢ MPeIILECTBAINE AHEMHS, JIEBKOTIEHHA H/MWTH TPOMOOLMTONEHHA, & CBILO H MPH
NallHEHTH ¢ HapyuieHa QYHKLHA Ha KOCTHHA MO3BK H/IH NPH TAKHBA C PHCK OT [IOTHCKAHE HA KOCTHUA
MO3BK, PUCKBT OT XEeMAaTONIOMHYHA HapylleHUs € No-BUCOK. [Ipy BE3HMKBAHE HA TAKHBa eQeKTH
TpaOBa aa ce 0OOMHUCIIM NpOLEAypaTa 38 YCKOPEHO eTMMHHHUpaHE (BXK. M0-TOpe) 332 HAMAIABAHE Ha
naa3MEHUTE HUBA Ha TEPHGIYHOMHUA.

B ciyyay Ha TeXKH X€MaTOJIOTHYHH PEaKLMH, BKIFOYUTEIHO MAHUHMTONCHHA, TEPH(IYHOMHI H BCAKO
CBHITLTCTBAIIO MHENOCYIIPECHBHO JleueHHe TpAGBa Aa ¢e NPEYCTAHOBAT U Jla ce OOMHCIH
NPWIOKEHHMETO Ha MPOolEXypa 38 YCKOPEHO eIMMHHKHpaHe Ha TepHPITYHOMHA.

KoxHH peakLium

Cro0uieHH ¢a clTyuaH Ha CePHO3HH KOXKHH PeakLMM, NMOHAKOra € JICTAJICH H3XO0/, BKIIOYHTEIIHO
cuHapoM Ha Stevens-Johnson (SJS), TokcHuHa enuaepMainHa Hekpoausa (TEH) n nekapcTeena
peakLus ¢ eo3uHodHNHA U cucTeMHM cumnromn (Drug Reaction with Eoseinophilia and Systemic

Symptoms, DRESS) npu ynorpe6a Ha TepupnyHoMHA.

Ao ce HaOMIOAABAT KOXKHH W/HIIH JIMTABWYHM PEaKLMH (YILEPO3€H CTOMATHUT), KOMTO ITPEAH3IBUKBAT
ChbMHEHHE 33 TeKKH FeHEepaTH3HPaHH KOXKHH peakliMH (CHHApOoM Ha Stevens-Johnson, TokcHuHa
ennIepMaTHa HeKponH13a - cHHIpoM Ha Lyell win nekapcTBeHa peakiids ¢ €03HHOMPHIUA H CHCTEMHH
CHUMITTOMHM), TEPHOITYHOMH M BCAKO APYTO Bb3MOMKHO CBBP3aHO ¢ TE3H PEaKLMH JeueHue Tpabsa na
ce NpeycTAaHOBAT M He3a0aBHO Aa Ce NPUIOKH YCKOPEHa Npoueaypa 3a eJIMMHHHpaHe. B Takupa
CJTy4aM TIPH MalHEeHTHTe He TpaOBa Na vMa NORTOPHA €KCNO3HLIMA HA Tepru(pIYHOMHUA (BX. Touka 4.3).

[Tpu ynorpeba Ha TepudgIyHOMHA ce chOOLIaBa 38 HOBA MOABA Ha NICOPHA3HC (BKIIOYHTENTHO
MyCTyNO3€H NCOPHA3UC) H BIOWIaBaHe Ha CHUISCTBYBALL OT NpeaH ncopHasuc. Moxe 1a ce oOMHcn
NpeKpaTABaHE Ha JISHEHHETO H 3aMo4BaHe Ha NMpoLeAypa 38 YCKOPEHO €TMMUHHpaHe, KaTo ce B3eMe
npeABHA 3a00MABAaHETO HA NaLHEeHTa H MeAMUHHCKaTa aHaMHe3a.

[lepndepHa HeBpONATHA

[TpH nauMeHTH, NpHeMaliH TepHpIYHOMHA, HMA CHOOILIEHHA 32 CITy4aH Ha nepudepHa HEBPONATHA
(BX. TouKka 4.8). [ToBeueTo nauMeHTH ca UManK NOACOPEHHE cre/ NMPEeyCTAHOBABAHE HA JIEYEHHETO C
tepuduryHomMua. Peructpupata € o6aue wiMpoka BapHaOHAHOCT B KpaliHHUA H3XO0J1, HanpUMEp NpH
HAKOH MALIMEHTH HEBPOTIATUATA € OT3BYHAJA, & MPH APYrd MAUHEHTH CHMITTOMHTE Ca MEePCHCTHPaNH.
AKO nauyeHT, mpHeMalll TepHpIyHOMHA, pa3BHe MOTBbpAcHA nepHdepHa HeBponaTus, TpsabBa aa ce
OOMHCIIH NpeyCcTAHOBABAHE Ha TepanuiaTa ¢ TEpUIYHOMH H M3BLPLUBAHE HA MPOLCAYPA 38
YCKOPEHO €IMMHHHPAHE.

BakcHHanus

JIBe KIIMHAYMHH MPOYYBAaHMUA Ca MOKA3aJIk, Y¢ BAKCHHALMMTE KbM HHAKTMBHpPaH HEOAHTHIeH (ITbpBa
BAKCHHALIHA) WIH Beue CpeLiaH aHTUIreH (MOBTOPHA €KCIIO3ULMA) ca 6e30nmacHu H eQeKTHB '
BpeMe Ha leueHHe ¢ TepudayHoMHa. YnorpebaTa Ha KHBH aTEHIOMPaHH BAKCHHH MO
OT HHPEKLMR ¥ cneaoBaTenHo TpAdBa na ce u3bsArea.




HMyHOCYNpEeCHBHH WJIH HMYHOMOJYIHpALIH Tepanyy

Toit KaTO NIeTYHOMHA € H3XOAHOTO CheAHHEHHE HA TEPHPITYHOMH], HE CE€ NPENOPLYBA CHITHTCTBALLIO
MPUIOKEHHE Ha TepHPIYHOMHA H NedITYHOMHUA.

CBbITbTCTBALLO NPHJIMKEHHE C aHTHHEOIUIACTHYHH U UMYHOCYTIPECHBHH TEpariy, H3MOI3BaHH 34
neyeHre Ha MC, ne e onenaBaHo. [TpoyuBanna 3a 6€30nMacHOCT, NPH KOHTO TEPHPITYHOMHA €
NPWIAraH ChITBTCTBALIO ¢ MHTEP(EepoH feTa WiH ¢ rIIaTHPAMEPOB ALETAT 3a CPOK A0 €1Ha FOAHHA, HE
ca NOKA3aJIH HAKAKBH KOHKPETHH ¢hoOpakeHHd 3a 6e30nmacHoOCT, HO € HabmoaasaHa nO-BUCOKA
YECTOTa Ha HEXKEJTAHMTE PEaKLMH B CPABHEHHE ¢ MOHOTEpanuATa ¢ TepuduiyHomua. Jearocpoynara
6e30nacHOCT Ha Te3d KOMOHHALIMM MPH JICYEHHETO Ha MHOXKECTBEHATA CKIIEpO3a HE € YCTAHOBEHA.

[IpeMMHABaHE KbM/WIH OT JIe4YeHHE C TEPHEUTYHOMUJL

Ha 6a3aTa Ha KIHRHYHHTE NAHHH, CBLP3aHH CHC CHITETCTBALLIOTO MPUIOKEHHE Ha TepH(IYHOMMU] C
uHTepdepoH GeTa WK ¢ rnaTHpaMepoB alleTaT, HE C€ H3MCKBa MEpHO Ha H3YaKBaHe NMPH 3aNo4BaHe
Ha TepHOIYHOMHA clell HHTepgepoH OeTa WIH FIaTHPaMEPOoB alleTaT, KK MPH 3aNoYBaHETO Ha
uHTepdhepoH GeTa WK raTUpaMepoB alleTaT ciefl TEPHOIYHOMUL,

[Topanu FBJIrKHS AOMYXHBOT HA HaTANKM3yMab, eNHOBPEMEHHA €KCIIO3ULIUA, H CACAOBATETHO HMYHHH
edeKxTH, MOraT a HACTHIBAT 10 2-3 Mecelia ciie]] NpEYCTAHOBABAHE Ha HaTATH3yMal, ako
NpWIOKEHHETO Ha TepuIyHOMUA € 3anouHaio BeaHara. [Topagn ToBa e Heo6XoQHMO MOBHILEHO
BHHMaHHe NPH NPEMHHABAHE HA MALMEHTHTE OT HaTAIM3yMal Ha TepH(IyHOMHA.

B3 ocBOBa HA MONYKHUBOTA Ha (PUHIONIKMOJ, 38 H3YHCTBAHETO MY OT UMPKYALMATA € HeOOXOAHM
nmepHoA oT 6 ceaMUUM Oe3 eueHHe, a 3a BL3CTAHOBABAHE HA IUMGOLIMTHTE B HOPMATTHHTE HM
rpaHuLM € Heo6xoaum nepuoa ot 1 no 2 Mecela ciiel NPEyCTaHOBABAHE HA JICYSCHHETO C
(GHHroNUMOA. 3ano4YBaHeTO Ha TePHUPITYHOMUA Mpe3 TO3M NEPHO 1€ HMA 3a Pe3yJITaT ChITETCTBALlA
eKCro3uLUa Ha duHronumoa. ToBa MoXke a AoBeAe A0 aJUTHBEH edeKT BpXY HMYHHATa CHCTEMA,
MopajH KOETO ce Hajlara NOBHILICHO BHUMaHHe.

[Tpm naumenTn ¢ MC MeanaHara Ha t);, e 6una npubmuaurento 19 1HKH cnex MHOMOKPATHO
NpHIoXKEHHEe Ha 103H OT 14 mg. AKO ce B3eMe pPEILCHME 3a NPEyCTAHOBABAHEE HA JIEYEHHETO C
TeprdIyHOMIA, NPe3 MepHoaa, paBeH Ha 5 NOMyKHBOTa (Npulan3HTENHO 3,5 MeceLla, HO MOXKE H Aa €
MO-ALJTHr [IPH HAKOH MALMEHTH), 3aNIOYBAHETO HA APYTH TEPANMH LIC MMA 32 pe3yITaT ChbNIBLTCTRALA
eKCNo3nLMA Ha TeprduryHoMua. Tosa Mo)ke Aa AoBEAe N0 aAUTHBEH edeKT BLpXy HMYyHHATa CHCTEMa,
NopaaH KOETo ce Hajlara NOBHLICHO BHUMAHHE.

BiauaHue BHpXY ONpeAcISHETO Ha HUBATA HA HOHW3MPaH KaJLWi

B13MOXHO € H3MEPBAHETO HA HHBATa HAa HOHH3KpPaH KaJILMH 1a noKaxe GanmHBo NOHHKEHH
CTOHHOCTH MpH NeueHHe ¢ nedryHoMuA WIWIH TepHQIYHOMHA (AKTHBHHAT MEeTabOIHT Ha
ne¢IyHOMMI) B 3aBHCUMOCT OT BHa Ha M3MOJ3BAHUA AHAITH3ATOpP HA HOHW3HMPAH KalLMH (Hamp.
KPBBHO-TA30B aHanu3atop). Ilopaau Toea NpH NaUMEHTHTE, JICKYBAHH ¢ JIEQITYHOMMI WIH
TepupIYHOMHK]L, € HeoOXOAHMO N1a Ce MPOBEPH JOCTOBEPHOCTTA HA H3MEPECHHUTE NOHMKEHH HHBA Ha
MOHH3KMpaH KUK, B cay4ali Ha CbMHUTENIHH pe3yJITaTH C€ NPENnophYBa a ¢¢ OnpeAciH odara
KOHLEHTpaLMA Ha anOyMHUH-KOPHIHpaH Kalluii B cepyma.

IleapaTpHyHa NoMynalKs

Hauxpeamum
B neanaTpHYHOTO KNHHAMHO H3INHTB3aHE ¢a HAONKAABaHH CITy4aW Ha MAHKPEaTHT, IOHAKOra OCThp,




MOTBBLPAM HATHYHE HA MAHKPEaTHT, TepHIyHOMHA TpabBa ia ce NpeyCTaHOBH H Jia C€ 3aMOYHe
NpoLeaypa 3a YCKOPEHO €JIMMHHHpPaHE (BXK. TOUKa 5.2).

JlakTo3a

Twit kato TepudayHoMHa 3eHTHRA TablETKH CHABPXKAT NAKTO38, ALMEHTH C PeAKH HACIICACTBEHH
npobJieMH Ha raJlakTO3Ha HEMOHOCHMOCT, ITHJICH JIaKTa3eH AePHLIHT HIH IIHOKO30-TAIAKTO3HA
ManabGcopbOums He TpaOBa Na NpUeMaT TO3H JEKAPCTBEH NPOAYKT.

HaTtpuii

Tosa nekapcTBO ChAbpXKa No-Manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.€. IPAKTHYECKH HE
ChAbPXKA HATPHH.

4.5 BiaamojaelicTBHE ¢ APYIrH JeKAPCTBEHH NPOAYKTH B APYrA $OopMA HA B3aRMoJeHcTBHE
(DapMaKOKHHETHYHH B3IAWMOAECHCTBHA HA APYIH BELXECTBA C TEPHQAYHOM

OcHOBHMAT BT Ha OvoTpaHchopMaLMa Ha TEPHPITYHOMHA € XHAPOAN3a, 8 OKHCACHHETO €
BTOPOCTENEHEH ITBT.

Mownu unoyxmopu na yumoxpom P450 (CYP) u na mpancnopmepume

ChNbTCTBALIOTO MHOTOKPATHO NpHIOkKeHHe Ha 1034 (600 mg BeAHBLAK AHEBHO B APOXBILKEHHE Ha 22
aun) padammuuuH (MHIYKTOp HAa CYP2B6, 2C8, 2C9, 2C19, 3A), kakT0 1 Ha MHIYKTOp Ha
ednyKcHHTE TpaHcnoprepu P-raukonporent [P-gp] v npoTenH Ha pe3HCTEHTHOCT HA PAK Ha rbpAATa
(Breast cancer ressistence protein, BCRP), ¢ Tepudnynomua (70 mg enasiHUUYHA 103a) € JOBENO 10
HaMa/aBaHe npHOau3HTenHo ¢ 40% Ha excno3uuuATa Ha TEPHQUIYHOMHUA. PHUDAMITHLMH K ApYTH
H3BECTHH MOIIHH HHaOyKTopH Ha CYP u TpaHcnoprepHTe, KaTo HanpuMmep kapOamasenuH,
deHobapOuTan, GeHUTOHH K XBIT KAHTAPHOH, TPAOBA Aa ce NPWIAraT ¢ NOBHIICHO BHUMAHHE NO
BpPEME Ha JICUCHUETO € TEPHPITYHOMMA.

Xonrecmupamun uiu GKMUGEH 8b2AeH

[IpenopbuBa ce NaLIHEHTHTE, MPHEMALLK TePHPIYHOMHA, Na He ObAAT JleKyBaHH € XOJIECTHPaMHH HIIH
aKTHBEH BbIJIEH, OCBEH AKO He Ce LIe/IH YCKOPEHO ENMMHHAPAHE, Thil KaTo ToBa BOAW A0 6Bbp30 M
3HAYUMO HaMaJIABaHe Ha TU1a3MeHaTa KoHiteHTpauus. CMATa ce, 4Ye MEXaHU3MBT € CBbpP3aH ¢
NpeKbhCBAHE HA EHTEPOXENATAIHUA KPbrOBPaT H/KIIH ¢ raCTPOUHTECTHHANHA JHaIN3a Ha

TepHPIYHOMHA.
QapMaKOKHUHETHYHH B3aHMOJIEHCTBHA HA TEPHOIYHOMHA C IPYIH BELIECTBA

Egexm na mepugpnynomuo evpxy cyocmpamu na CYP2C8: penazaunuo

Hanuue e nopviaBaHe Ha cpeaHaTa Cmax H AUC (Excnosuuns mnoll noz KpuBaTa) Ha penariuHu
(cvoTBeTHO ¢ 1,7 ¥ ¢ 2,4 TbTH) Clie MHOTOKPATHO NPUAOXKEHHE Ha TEPHQPITYHOMHK/, KOETO NOKa3Ba,
ye TepudyHoMua e UHXUOHTOp HAa CYP2C8 in vivo. [lopaau ToBa € HEOOXOAUMO NOBHILEHO
BHHMaHHe NpH ynotpeba Ha NeKapcTBEHH NPOAYKTH, KOHTO ce Metabonusupar ot CYP2CS8, karo
HanpHMep penariHHNA, Nak/IUTAKCEN, MUOITIMTa30H KNH PO3HIJIHTA30H, MO BPEME Ha NIeYEHHe ¢

TepuIYHOMHA.

Egexm na mepugpnynomuo evpxy nepopannu xkonmpayenmueu. 0,03 mg emunurecmpaouon u 0,15 mg
REeBOHOp2ecmpen

Hanuue ¢ noBuinapare Ha cpeaHATa Cpax U AUC 24 Ha eTHHMAECTpaanon (croTBeTHO 1,58 1 1, 54
TbTH) ¥ HA Cmax 1 AUCy.24 Ha nesonoprectpen (cvoteeTHo 1,33 ¥ 1,41 mvTH) cnel MHOro
NpUAOKEHHE HA TepHPIYHOMHKA. Bbpexkd ye He ce 0YakBa TOBa B3aHMOJEHCTBHE Ha
Oa HMa HeOaronpuATHO BIIMAHHE BPXY €PUKACHOCTTA HA NEPOPATTHUTE KOHTpalle
TpAOBa Ja ce ¥Ma NpeABUA NpH u3bopa U aRanNTHPaHETO Ha JIEYEHHETO ¢ NepopaH
KOHTO C€ H3MON3BaT B KOMOHHai N ¢ TepUdIyHOMUA.




Ecpexm na mepugpnynomuo evpxy cybempamu na CYPIA2: xogheun

MHOrokpaTHO NPHIOKEHH 034 TepruITyHOMH HaMansBar cpenHaTa Crax  AUC Ha kodeuHa
(cy6erpar Ha CYP1A2) cvotBetHO ¢ 18% u 55%, Koero npeanonara, e TepuQIyHOMH MOXE J1a €
cna6 unayxtop Ha CYP1A2 in vivo. [Topagn ToBa nekapcTBEHH IPORYKTH, KOHTO & METabOIH3HpaT
ot CYP1A2 (kaTto HanpuMep QyJIOKCETHH, aJlOCETPOH, TCOPHUIIHH H TH3aHUIHH), TpaOBa na ce
M3MO3BAT BHHMATENIHO MO BPEME Ha JIeUeHHeTo ¢ TepHdTyHOMNA, Thit KaTO TOBa OH MOIIO A3 10Bene
10 HAaMAISBAHE Ha €PUKACHOCTTA HA TE3H JICKAPCTBEHH NMPOAYKTH.

Egexm na mepughnynomuo evpxy eappapun

MHOrOKpaTHOTO MPUAOKEHHE HAa 103U TePUQUTYHOMH] HE € HMaNO eeKT BhpXy PapMakOKHHETHKATa
Ha S-BapdapHH, KOeTO NoKa3sa, 4e TEPUPIYHOMHI HE € HHTO MHXHOHUTOP, HHTO HHAYKTOP Ha
CYP2C9. HabmonasaHo e oGaue HamaneHHe ¢ 25% Ha NHKOBUTE CTORHOCTH HA MEXIYHApOJHOTO
HOpMaNu3UpaHo choTHOmeHne (INR) npH cBITHTCTBALIO NPHIOKEHHE HAa TEpHPITYHOMUA N BapdapuH
B CpPABHEHUE ChC CAMOCTOATETHOTO NpHJIOXkeHHe Ha BapdapuH. [lopanyu ToBa nNpH CHITBTCTBALIO
npwioXxeHue Ha BapdaprH ¢ TepuITyHOMH] CE NPEenopbusa BHUMATETHO NPOCIesBaHe H
HabmoacHue Ha INR.

Egpexm ua mepugpaynomuo evpxy cybcmpamu na mpancnopmepa Ha opzanuuru anuonu 3 (Organic
anion transporter 3, QAT 3):

Hanuue e nosuinaBane Ha cpennata Coax M AUC Ha nedaxsiop (cxorBeTHO ¢ 1,43 M ¢ 1,54 mvTH) cnep,
MHOTOKPATHO NMPHWIOKEHUE Ha TEPUGITYHOMHM]L, KOETO NPEATIOoNara, 4¢ TepuGIyHOMHA € HHXHOHTOD
Ha OATS3 in vivo. [lopaau ToBa ce npenopbuBa NOBUILIEHO BHUMAHHE, KOraTo TeEPU(IIyHOMH] Cce
IPWIAara eTHOBpeMeRHO che cyOcTpaTn Ha OAT3, kato Hanpumep nedariop, SEHIUINEHULIWINH,

uunpodUIoKcauuH, MHIOMETAlUMH, KeTorpodeH, Gypo3eMu, UMMETHINH, METOTPEKCAT, 3HIOBY IMH.

Egpexm na mepughayrnomuo svpxy cybcmpamu na BCRP wunu cybempamu na norunenmuou Bl u B3,
mpancnopmupawu opeavuwsnu anuonu (OATPIB1/B3).

Hanmue € nosrinaBane Ha cpeaHaTa Cmax H AUC Ha posyBacTarvH (CbOTBETHO 2,65 1 2,51 mbTi) chen
MHOTOKPATHO MPHJIOXKEHNAE Ha 03K TepudyHoMua. ToBa NOBHINABAHE HA IIA3MEHATA SKCITO3ULINA
Ha po3yBacTaTHH, 00a4e, HE € OKA3a10 ABHO BIIHAHHE BbpXY akTusHocTTa Ha HMG-CoA penykrasara.
[Ipenopnusa ce HamansasaHe ¢ 50% Ha Ao3aTa Ha PO3YBACTATHH NMPH CHNLTCTBALOTO MY NMPHIOKEHHE
¢ TepudpnyHoMun. [lpu ocrananure cyberpati Ha BCRP (Hanp. MetoTpekcar, Tonorekas,
cyadacanasvH, AaYHOPYOHUMH, DOKCOpYOHLIMH) H ceMelicTBoTo Ha OATP, ocobeHo nHxuburopurte Ha
HMG-Co penykrazara (Hanp. CHMBaCTaTHH, aTOPBacTATHH, NPABaCTATHH, METOTPEKCAT, HATETNIHHH,
penaravHiA, puGaMNULUKH), NPH CBITERTCTBALIO NPWIOKEHHE ¢ TepHPIYHOMHI € HeoOX0ANMO
nosuicHo BHUMaHue. IaumernTuTe TpabBa a ce npocneasBaT BHUMATE/HO 3a NPH3HALM H CHMITTOMH
Ha NPEKOMEPHA eKCMO3HLIMA Ha Te3H JIEKAPCTBEHH NMPOAYKTH H J1a ce OOMHCIM HaMansBaHe Ha
TAXHATA J034.

4.6 ®epTHANTET, OpeMeRROCT H KbpMeERe

ITIpunoxeHue npH MbKe

[IpueMa ce, Y€ pHCKBT OT MEAMHpaHa OT MbXa eMOpHOogdeTanHa TOKCHYHOCT IO BPEME Ha JICYEHHE C
TEPUPNYHOMHUA € HHCBK (BXK. TOYKa 5.3).

bpeMeHHOCT

Hma orpanuyeHn 1aHHH OT ynoTpebara Ha TepudryHoMua npu OpeMeHHH xKeHM. I1poy
’KHBOTHH MOKa3BaT peNnpoAyKTHBHA TOKCHYHOCT (BXK. TOYKa 5.3).

TeprdryHoMua MOXeE 18 NPeAU3BUKA CEPHO3HH BPOACHH Ae(EKTH, KOraTo ce Mnp
OpemeHHOCT. TepudnyHOMHA € NPOTHBOMNOKA3aH NO BpeMe Ha OpeMeHHOCT (BXK.

Xenure ¢ gerepoaeH noreHuMan Tpabsa na H3NON3BAT €(PEKTUBHA KOHTpALEN
NICYCHHETO H CJICH JICYSHHETO, NOKATO fL1a3MeHaTa KOHLUEHTPALHs Ha TepH{iyHO



[Ipes To3K nepHoa KeHHWTE TpAbBa Aa 0OCHAAT C JieKyBaLHs JieKap BCHYKH CBOM HAMEPEHHA Ja CripaT
H/IH 1a TPOMEHAT KOHTpaLenuuaTa. Jlenara or )KeHCKH NOJ H/HIN POAUTENHTE/NONATalllMTe IPHXKH 34
Aielia OT XKEHCKH oA Tpsabea Aa 6baaT MHGOPMHUPaHH 33 HEOOXOMMOCTTA J1a ce CBbPXKAT ¢
NIeKyBallMA JeKap, CJIeA KaTO JETETO OT XKEHCKH TI0J1 Ha JIEYCHHE Ha TepHAUTYHOMH NOITYYH
meHcTpyauua. HeoOxoanMo € na ce npopesie KOHCYJITAUMS HA HOBUTE NAlIHEHTH ¢ ETEPOAEH
[MOTEHLMAN OTHOCHO KOHTPALICIILMATA M FIOTCHLMANHNS PHCK 3a Tuioja. Tpabsa na ce odbmucmm
HacoYBaHe KbM I'KHEKOJIOT.

[MauneHTHTE TPAOBA N2 ObAAT MHCTPYKTUPAHH 114 MPEYCTAHOBAT TepH(IYHOMHI H He3abaBHO 1a
YBEIOMAT JIEKapA C LieNl W3BbPLIBaHE HA TECT 33 OpEMEHHOCT, aKO HMa HAKAKBO 3a0aBAHE Ha
MEHCTPYALIMATA WIH JPYTH MIPUYHHM 4 ce NoAo3Hpa OpeMEHHOCT, KaTO MPH MOJIOXKHUTENEH pe3yaTar
OT M3CJIEABAHETO JIEKAPAT M NaLMCHTHT TPpAOBa a 00CchAAT prcka 3a OpeMeHHOCTTa. BE3MOXHO €
0bp30TO HAMAJISBAHE HA HUBOTO Ha TepUUTyHOMHI B KPbBTA, 4Ype3 MpHIaraHe Ha onucaHarta ro-aony
npoliegypa 3a yCKOpPEeHO eIMMHHHpaHe, MPH ITEPBOTO 3aKbCHEHHE Ha MEHCTPYALIMATA, Aa A0BeE A0
HamMaJIdBaHe Ha PUCKa 3a ¢eryca.

[Ipu XeHH Ha TeueHHe ¢ TEPHPITYHOMM, KOHTO XKeEJNaAT Aa 3abpeMeHesT, NIPHIOKEHHETO Ha
NeKapcTBEHHs NMPOAYKT Tpabsa na 6bjie CNPAHO KaTO CE NPENOPbYBa U NPOLIEIYPA 33 YCKOPEHO
€JIAMHHHPAHE, ¢ Lien no-0bp30 JocTHraHe Ha KoHueHTpauusa noa 0,02 mg/l (sikre no-noiy).

AKO He c€ NMPWIOXKH Mpolieypa 3a YCKOPEHO EJIMMHHHMpaHE, MOXKE [1a C€ OYaKBa fUTa3MEHOTO HHBO Ha
TeprudTyHOMHA a ocTave Haj 0,02 mg/l B npogbikeHHe Ha cpeano 8 Mecela, HO NPH HAKOM
MAaLHEHTH € Bb3MOXHO Aa ca HeOOXOAMMH 10 2 rOAMHH 38 JOCTHIraHe Ha IU1a3MEHa KOHLICHTpaLua
noa 0,02 mg/l. [Topaau ToBa rasMeHaTa KOHLICHTpALIMA HA TEPHPTYHOMHUA TpAOBa 1a ce H3IMEPH,
MpeaM KeHaTa Aa NpaBH ONMHKTH 3a 3a0peMeHaBaHe. Cniea KaTo ¢e YCTAHOBH, Ue Iula3MeHara
KOHLEHTpaLusa Ha TepuduryHomua e moa 0,02 mg/l, Tpabsa aa ce U3BBLPIIH NOBTOPHO H3MEPBAHE Ha
I1a3MEeHATa KOHLEHTPALMSA Cl1el MHTEPBAI OT MUHHMYM 14 JHH. AKO U ABETE ILTa3MEHH
koHLUeHTpauuy ca noa 0,02 mg/l, ne ce ouaxpa pHck 3a deryca.

3a IOMBNHKTENHA HHGPOPMALIMA OTHOCHO H3CNEABAHETO Ha NTPOOH, MONA, CBBPIKETE CE C MPHTEXKATENS
Ha pa3pellieHHETOo 3a ynoTpeda WiIH ¢ HErOBHA JIOKAJIEH NpeAcTaBUTeN (BXK. TOYKa 7).

IIpoyeoypa 3a ycxopeno erumunupane

Cnen npeycTaHOBABAHE HAa TEYEHHETO € TEPHQITYHOMHA:

* [pIIara ce XoJieCTHpaMHH 8 g no 3 MbTH AHEBHO 3a nepuoA ot 11 gHU. B cryuait ye
XONEeCTHPAMUH 8 g TPH ITbTH JHEBHO HE CE MOHACH A0Ope, MOXKeE J1a ¢ce NMPHNOXKH XONECTHPaMHH 4
g Tp4 MbTH JHEBHO;

*  alTepHAaTHBHO ce npunara 50 g akTHBEH BBIVIEH HA Npax Ha BCEKH 12 yaca B npoAb/DKeHHe Ha ||
IHH.

Cnen Bcaka OT ZIBETE AJITEPHATHBHH NMPOLIEAYPH 38 YCKOPEHO eNMMMHHpaHe 00a4e ¢e H3HCKBA U
BepudHLHpaHe upe3 2 OTACIHH TECTa NPe3 HHTEPBaN 0T Hal-Manko 14 AHH, KaKTO H nepuoa Ha
H3YaKBaHe OT €IMH M MOJIOBHHA MeceLia MEXCIY ITLPBaTa MosABa HA 1a3MeHa kKOoRueHTpauud noa 0,02
mg/l u onoxkpaHeTo.

Kakro xonectHpaMHH, Taxa U aKTHBHMAT BbIJICH HA Npax, MOTaT Ja MOBJHAAT BLpXY abcopbumdra Ha
€CTPOTCHUTE M NMPOTECTOTEHHTE A0 CTENEH, YE A HE MOXKE Ja C¢ rapaHTHPa HAASKAHA KOHTpauenuus
¢ NepOpaIHU KOHTPALETITUBH B NIEPHOAA Ha NMPOLIEAYPATa 338 YCKOPEHO CJIMMHHHPAHE ¢ XOJNIECTHPAMHH
WJId aKTHBEH BBIVIEH Ha npax. [IpenopbyBa ce MpUIOXKEHHE Ha ATTEPHATHBHH METOH 3a
KOHTpAaLCHLINS.

KnpMene

[IpoyuBaHus npu XKMBOTHH [TOKa3BAaT eKCKPEeLMA Ha TepuIyHOMHA B MIIAKOTO. Tepuduyno
NPOTHUBONOKA3AH N0 BpeMe Ha KbpMeHe (BXK. Touka 4.3).
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DepTUauTeT

JIaHHHMTE OT NPOY4YBaHHS NMPH )KMBOTHH HE MOKa3BaT eQeKkT BbPXY GepTHINTETA (BXK. TOUKA 5.3).
Bbnpeku ye IMNCBaT JaHHU NPH XOpa, HE Ce 0YaKBa e(PeKT BbPXY (PEePTHIMTETA MPH MBIKE H HKEHH.

4.7 EdexTn Bbpxy cnocobHocTTa 32 modupane H pabora ¢ MAIHHH

TepudyHomua 3eHTHBA HE NOBIMABA WIH MOBJIHABA NMPEeHEOPEKUMO CIOCOOHOCTTA 3a WOPHPaHE H
paboTa ¢ MallIMHM.

B ciyyaii Ha HeXXeNlaHH peakLMM, KaTO HallpuMep 3amaiBaHe, KOeTo ce cbobLasa npu aediyHOMuU],
KOETO € M3XOAHOTO BELECTBO, MOXKE J1a € HapyllueHa crnocOOHOCTTa Ha NMaLMEHTHTE 3a KOHLIEHTpaLM
W ajIeKBaTHa peakius. B TakuBa ciyyau nauueHTHTe TpsaOBa 1a ce Bb3AbpKaT OT WodHpaHe u pabota
C MALLHHH.

4.8 Hexe/laHH 1eKAPCTBEHH PeaKIHH

O6006uenune Ha npoduia 3a 6e30nacHOCT

Hait-yecTo choOLIaBaHUTE HEXKEJIAHW PEaKLIMM MPH JieKyBaHuTe ¢ TepudayHoMua (7 mg U 14 mg)
nauueHTH ca: rinasodonue (17,8%, 15,7%), nmapus (13,1%, 13,6%), nosumen ALT (13%, 15%),
rajieHe (8%, 10,7%) u anoneums (9,8%, 13,5%). Haii-o61110, rnmaBobonuero, nuapusaTa, raieHeTo U
aJIONELMATA Ca JIEKH 10 YMEPEHH, NPEXOAHH M PAIKO Ca BOJAWIH J10 MPEKPATABAHE HA JIEYEHHETO.

TepudayHomua € oCHOBHHAT MeTabonuT Ha seduryHomua. [Ipodguabt Ha OezonacHOCT Ha
nedIyHOMH NPH NALKUEHTH, CTpafalld OT PEBMATOMIEH apTPHUT WIH IICOPHATHYEH apTPHT, MOXE /1a €
CbOTHOCHM TpH NMpeANUCcBaHe Ha TepUIyHOMH Ha nauueHTu ¢ MC.

TabGauyeH CIMCHK Ha HEKENAaHUTE PeaKkLMH

TepudayHomua e uzcneaBas npu o6uio 2 267 nauMeHTH ¢ eKcrno3uuus Ha tepupayHoMun (1 155 Ha
tepupayHomua 7 mg u 1 112 Ha repudayHomua 14 mg) BeAHbXK AHEBHO MPH MEIMaHa Ha
MPOJAB/DKHUTEIHOCT OKOJIO 672 NHK B YeTHPH u1auedo-koHTponupanu npoyyusanus (1 045 u 1 002
MallMEHTH CHOTBETHO Ha TepuuiyHOMHA 7 mg U 14 mg) ¥ eAHO NpPOYyYBaHe C aKTUBEH CPaBHUTEJICH
npoaykT (110 nauueHTH BbB BCSKa OT FPYNHUTE HA JIeYEHHE C TEPHGITYHOMH]L) NPH Bb3PACTHH
MalMeHTH ¢ NMPUCTBIHU (popMH Ha MC (npucTbnHa MHOXKECTBEHa cKiepo3a, [IMC).

[To-nony ca n30poeHH HEXKENAHUTE peakLMU, CbOOLIECHH NMPU TePH(TyHOMHU/ B T1aLedo-
KOHTPOJIMPAHH MPOYYBaHHUA NMPH Bb3PAaCTHH NALIUEHTH, J0KJIAABaHH 3a TepHQUIyHOMHA 7 mg wim 14
mg OT KJIMHWYHH NPOYYBAHHUA NPH Bb3PACTHU NMauueHTH. YectoTute ca nepUHUpPaHH Ype3 NnpusaraHe
Ha cJieaHaTa KOHBeHLMs: MHOro 4yectH (=1/10); yectu (=1/100 no <1/10); neuectu (=1/1,000 no
<1/100); peaku (=1/10,000 no <1/1,000); mHoro peaku (<1/10,000); u ¢ Heu3BecTHa yecToTa (OT
HaJIMYHHUTE NTaHHHW He MOXKe Ja Obje HanpaBeHa oueHKa). BbB BCsKa rpyna ro 4ecrora HeXeJlaHWTe
peakLMH ca NMpeacTaBeHH B HU3XOAALL pell M0 OTHOLIEHHE Ha TAXHATa CepHO3HOCT.

OpraHHH YecTH - |peAxm |BecTHa
KjacoBe | | | i | | |uecroTa
HUudekumnu u ['pun, Texku
HH(pecTalum HMudekums Ha HH(EKLMH,

FrOPHUTE BKJIKOYMTETHO

JIMXaTEJIHH cencuc?

MbTHIIA,

Hudekuus Ha

MUKOYHHUTE

MbTHLLA BpoHXMT,

CHHy3MHT,
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DapHUHIuT,
[luctut, Bupycen
raCTPOEHTEPHT,
Xepnec BUPYCHH
uHpexurn®, 3u0Ha
UHEeKLHS,
JlapuHrur,
Tinea pedis
Hapyiuenus Ha HeyTtponenus’®, Jlexa Tpom6o-
KpbBTa AHemus LIMTOTICHHU S
num@Harta (TpoMOOLIMTH
cHCTEeMa <100 G/1)
HapylieHus Ha Jleku anepruunn | Peakuuu Ha
MMYHHaTa peakuuu CBpPbX-
cHUcTema 4YyBCTBH-
TEJHOCT (OT
Obp3 UIIH OT
3abaBeH THI),
BKJIIOYHMTEJTHO
aHadunakcus
M aHFHOEIEM
[lcuxuunm TpeBoxxHOCT
 HApYLIEHHS
Hapywenus Ha |I'naBobonue |Ilapecresus Xunepecre-
HepBHaTa Humac, 3UA,
cUcTeMa CHHApPOM Ha Hespanrus,
kapnanHus tynen |Ilepudepna
HeBpONaTUs
CobpaeuHu [Nannurauuu
HapyLUEeHHS
Cb10BH Xunepronus®
Hapy1lIEeHUs
PecnupatopHu, HUnTepcTu- beno-
rPbAHH H LiMaHa apobHa
MeIHaCTHHAI- 6enoapobHa XHIep-
HHU HapyLUEHHUs bosect TOHMS
CromalHo- Huapus, [MankpeaTut®®, Cromarur,
YpEBHH ["anene bonka B ropuara | Kosur
HapyLUeHH 4acT Ha KOpeMa
[ToBpbiuaHe,
30000
Xenaro- [ToBuineHa [loBuieHa rama- Octbp Jlekap-
OnnmapHu ajlaHUH rJ1yTaMUJITpaHC- XernaTur CTBEHO-
HapylIeHHUs amuHoTpaHc- |(epasa (GGT)°, UHY LIH-
depaza [ToBuineHa paHo
(ALT)® acrnapraTt aMHHO- YepHO-
TpaHcdepasa®
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Hapyluenus Ha Jucnunune-
meTabonn3ma H MU
XPaHEHETO
Hapyuienus Ha | Anoneuus O6puB, AkHe Hapywenus
KOXKaTa U Ha HOKTHUTE,
MOJIKOXKHAaTa NCopHa3mc
TbKaH (BKJIIOYMTE-
HO MYyCTYJIO-
3eH)*0
Texku
KOYKHH
peaKiLMH *
Hapywienus Ha MyckyinHo-
MYCKYJIHO- CKeJIeTHa
CKeJieTHaTa Ooska,
cUCTEMA U Muanrus,
CbEIMHUTETHA Aptpanrus
Ta ThKaH
HapyiueHus Ha [Tonaknypus
ObOpeumTe U
MUKOYHHUTE
MbTHILA
Hapywenus Ha Menoparus
BBH3MPOU3BO-
AWTEIHaTa
CHUCTEMA H
rbpaara
OO0 Bonka, AcreHus ?
HapyLEeHHUs U
e(dexTH Ha
MSCTOTO Ha
NPHJIOKEHHE
HU3cnenanus HamansBaHe Ha
TErja0To,
Hamanen Opoii
HeyTpopuK®,
Hamasnien Opo#
0enu KpbBHH
KIeTKu®,
[loBuiueHa
KpeaTHH(ocho-
KMHa3a B KpbBTa
HapansBanwusi, ITocT-
OTPaBAHUA H TpaBMaTH4YHa
YCII0XHEHUS, Oosika
Bb3HUKHAJIU B
pe3yJTar Ha
HHTEPBEHLIUH

a: MOJIs, BUJKTE TOYKATa ¢ NoApoOHOTO ONUCaHHE

0: BHXKTE TOUKa 4.4

B: YeCcTOTaTa NpH Jeua e “yecTd  Ha 0a3ara Ha KOHTPOJIMPAHO KJIMHHYHO MPOyY
neJMaTpPHYHH NMALMEHTH; YeCTOTaTa € ““HEYECTH TNPH Bb3PACTHH
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Onuxcanye Ha W30PAHKH HEXENAHHW PeaKkLHH

Anoneyusn

AnonenHaTa ce ¢ho0LIaBa KaTo H3TbHABAHE HA KOCATa, HAMAJICHA TUTBTHOCT Ha KocaTa, Koconan,
CBBp3aH WIH HE C MPOMAHA B CTPYKTYpaTa Ha KOCbMa, npH 13,9% oT nauueHTHTE, eKyBaHH ¢ 14 mg
TepudayaoMua, cnpaMo 5,1% ot naumeHTHTe, NexyBanu ¢ rwanebo. [loseuero cmyyau ca onucanu
KaTo AMPY3HH WIH FeHEpaTU3HpaHu o uesiua ckamn (6e3 choblLieHHs 3a MHJIHO OIUICIIHBABAKE) H
Haii-yecTo ca HACTBMBAJIM Npe3 NBPBHUTE 6 Mecena, KaTo ca or3syuanu npH 121 or 139 (87,1%) ot
nanMeHTUTe, NeKyBanu ¢ reprdaynoMua 14 mg. IlpexnecBaHe Ha JIGUEHHETO NOpaan AJONELHs €
HacTBLIIO NnipH 1,3% oT naunenTuTe B rpynara Ha TepuduryHomun 14 mg B cpasnenue ¢ 0,1% B
ruiauebo-rpynara.

Egpexmu evpxy vepnus opob
B nnaieb60-KOHTpONHpPaHU NPOy4YBaHUA NPH Bb3PACTHH MMALIHEHTH € YCTAHOBEHO:

INosumasane Ha ALT (cnopea naGopaTopan AaRHA) ¢cNPSMO A3X0AHOTO HEBO - Ilonyaanua

3a OezomacHocT NpPY NAaNe60-KOHTPOAHPAHH NPOYIBAHHES
ILnanebo Tepudpaynomun 14 mg
(N=997) (N=1002)

>3 ITH 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 >3 I'TH u O6wbunu >2 ITH 5/994 (0,5%) 3/999 (0,3%)

Jlexy nosulIeHHs Ha TpaHcaMuHa3nTe, ALT noa wnn pasno Ha 3 meTe [ TH, ca HabmoaaBany no-
YECTO MMPH IEKYBAHUTE ¢ TEPHPIIYHOMHA I'PYIH B cpaBHEHHE ¢ Inanebo. Yectorara Ha cirydauTe C
noeuiieHne Haa 3 meTH I'TH wan noBeye ¢ Guna paBHOMEPHO pa3npe/enieHa cpell TepaneBTUYHHTE
rpynH. Te3n NOBHILEGHHA Ha TPAaHCAMHHA3KTE Ca HACTHIIBANIH NMPEAUMHO Npe3 MbpPBHTE 6 Mecela OT
NeyeHHeTOo U ca OunH 0OpaTHMH cliel NpeyCTaHOBABAHE HA JICHCHHETO. BpeMeTo 3a BL3CTAHOBABAHE €
BapHpaJIO B rPAHULIMTE HA MECELH H FTOAHHH.

Eghexmu evpxy kpvenomo nanszane

B nna1e60-KOHTpOIHPaHH NPOYy4YBaHUA PH BB3PACTHH NALHEHTH € YCTAHOBEHO!

- CHCTOJIHOTO KpBBHO HansArane ¢ 6uno >140 mm Hg npu 19.9% ot nauuenture, nonyuasaiu 14
mg/nex TepudUTYHOMHA, B cpaBHeHHe ¢ 15,5% npu nonyyasawpre nnauebo;

-  CHCTOJIHOTO KpBbBHO HanaraHe e 6wio >160 mm Hg npu 3.8% or naumenTure, nonyuapauu 14
mg/neH TepuUIYHOMH], B cpaBHeHHE ¢ 2,0% npu nonyuyapawnre mauncto;

- IMAaCTOMHOTO KpBbBHO Hajigrade e 6wno >90 mm Hg npu 21.4% o1 naumenTHre, nonyyasawu 14
mg/neH TepuduryHOMHA, B cpaBHeHHE ¢ 13,6% npu nomy4dasainure nnauedo.

Hugpexyuu

B nnaie6o-KkOHTpONHPaHH MpOY4BaHHUA MPH BB3PacTHH MALMEHTH HE € HAOIIOAaBaHO yBEIHYABAHE Ha
cepHO3HHUTE HH(EKUMH NPH TeprudiayHoMHR 14 mg (2,7%) cnpamo mnauebo (2,2%). Cepnosznn
ONMOPTIOHUCTUYHH HHGEKUMHM ca HacTbIWIH NpH 0,2% BBB BeAKa OT rpynuTe. Teskku HH)EKLMH,
BKJIIOUHTENHO CETICHC, NOHAKOTA ¢ JIeTaNeH U3X0d, ca OWIH CROOLICHH B IMOCTMAPKETHHIOBHS MEPHOL.

Xemamonozuunu epexmu

B nnauebo-KOHRTpONHpaHH H3NHTBAHHKA ¢ TEPH(PIYHOMHI NPH Bb3PACTHH MaLMEHTH € HabnoaaBaHO
CpeRHO HaManeHue, 3acarailo 6pos Ha 6enure KpbBHH KIETKH (BKK) (<15% cnpaMmo n3xoauure
HHBA, [NIABHO HAMA/IEHHEe Ha HEYTPOMUIUTE H THMGPOLUTHTE), HO NPH HAKOH MaLHeHTH €

HabmonasaHo Mo-rofaMo HaManeHue. HamaneHuero Ha cpeanns Opoii cnpamo Haxonﬂ MBI o
HACTBIIBAJIO NMPE3 MhPBUTE & CEAMHLIM, CNIEA KOETO ¢€ € CTabWnu3upano sLB BpeMeETo ¢ &7 N

Ha JIEYEHHETO, HO Ha MO-HUCKM HUBA (HamaneHHe ¢ no-Manko ot 15% cnpaMo H3xoaH
EdexTnT BBpXY Oposa Ha yepreHuTe KpbpBHR KieTkH {UKK) (<2%) u 6pos Ha TpoMmbo
6un no-cnabo uspaseH. \ \
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IHepughepna neeponamus

B nnaue6o-KoHTpONMpaHH MPOYyYBaHHA NMPH Bb3PACTHH NALMEHTH NepH(epHa HEBPONATHA,
BKJIIOUBAlla KaKTO NMOJHHEBPONATHA, TAKA H MOHOHEBpPONATHA (Hanp. CHHAPOM Ha KapnaiHus TyHen),
ce choOLIaBa MO-4eCTO NPH NMALHEHTH, TpMeMally TEpUGITYHOMHKA, OTKONKOTO NPH NALMEHTH,
npuemainy mianeto. B ocHoBHHTE mane6o-KOHTPOIHPAaHH NPOYYBaHHA YECTOTaTa Ha nepugiepHara
HeBpOMNAaTHA, MOTBBPJEHA C U3C/IEIBAHE 33 MPOBOAHMOCT Ha HepaMTE, € Ouna 1,9% (17 naunenTu or
898) npu 14 mg repuduryHomua B cpaBHeHHe ¢ 0,4% (4 nauuenTh or 898) npu mnauebo. Jicuenuero ¢
NpeKkpaTeHo NpH 5 NalMeHTH ¢ nepHdepHa HeBponaTysi Ha TepudiyHoMua 14 mg. BricTanoBaBaHe
cJieq MPEeYCTAHOBABAHE Ha JIEMeHHETO ce chobliasa NpH 4 OT Te3H NALHEHTH.

Heonnazmu — 0ob6poxauecmsenu, 310Kayecmeenu U HeONPEeOeRerU (6KA. KuCmu u nosunu)

B13 0CHOBA HA ONHTA B KIMHHYHHWTE MPOYUBAHUA HE H3TNIECXKIA Ja HMA NMOBHIIEH PUCK OT
3N0Ka4YeCcTBEHH 3a0onsBaHua nNpH TepHdUIYHOMHUA., PUCKDBT OT 3/10KadecTBEHO 3aboaBane, 0co0OEHO
nuMdonponndepaTHBHH HapyLIEHUs, € MOBHIUEH NPH yNoTpedaTa Ha HAKOHU AIPYTH CPEACTRA, KOUTO
3acAraT MMyHHaTa cucteMa (edeKkT Ha Kiaca).

Teoicku koxcHu peaxyuu
Cro0llieHH ca cTyyay Ha TEKKH KOXKHHU peakiiuy ¢ TepuduIyHOMH B IOCTMapPKETHHIOBHA TIEPHO
(BK. TouKka 4.4).

Acmenus
B nnaue0o0-KOHTpONHpaKH NpOyYBaHUA NPH Bb3PACTHH NALUMEHTH, YECTOTATa HA acTeHud ¢ 2,0%,

1,6% u 2,2%, CLOTBETHO B IPYNMHTE HA nuaueto, repudiryHoMua 7 mg 1 tepudayHomna 14 mg.

llcopuasuc
B nnane6o-KoHTponupaHu npoy4BaHus, yecTorara Ha ncopHasuc e 0,3%, 0,3% u 0,4% croTReTHO B
rpynure Ha auedo, repuduyHomua 7 mg u repuduiryHomun 14 mg.

CmoMmauno-upesnu RApYUeHUR

3a naHKpeaTHT ce ChOOLWABA HEYECTO NPH NOCTMAPKETHHIOBATA yrioTpeda Ha TepudayHOMUI NIPH
BB3PACTHH, BKTIOUMTENIHO CTy4aH Ha HEKPOTH3Mpalll MAHKPEATHUT U NMAHKPEaTHYHA NCEBIOKHCTA.
ITankpeaTHuHH CHOMTHA MOTAT a HACTBIAT MO BCAKO BPEME NMPH JICYEHHETO C TEPHGITYHOMUI, KOETO
MOXe Ja OBEIE A0 XOCHHTANH3auMa W/ HIH HEOOXOAMMOCT OT KOPHTHPALIO JIEYCHHE.

[leanaTpHuHa nomynauus

Habnionasanusar npodn Ha 6e3onacHOCT nNpu neaHaTpH4YHH nauuMeHTH (Ha Bb3pacT ot 10 1o 17
rOJAWHH), NOJy4aBaluM TePAGITYHOMHA €XKEAHEBHO, KaTO LIANO € NoAobeH Ha TO3H, HabmoaapaH npu
Bb3PACcTHH NalMeHTH. Bburipeku ToBa, B neaAHaTpH4HOTO 1npoyusaHe (166 naumeHu: 109 B rpynara Ha
TepHdAyROMHA H 57 B rpynara Ha rauebo), ciry4aH Ha NAHKPEATHT ¢a CrO0LeHH npx 1,8% (2/109)
OT J€KYBaHHTE ¢ TEpHGITYHOMHA NALMEHTH B CPABHEHHME C HHTO €/1MH Clydalt B rpynaTa Ha riauebo B
ABoHHOcHsnara gasa. EQHO OT Te3d CHOHTHA € AOBENO A0 XOCIHTATH3AUKA M € HAIOKHIIO
KOpUrupauwo jeueHue. [Ipy neaMaTpUyuHKN NauyeHTH, JIEKyBaHHK ¢ TepHQUIyHOMMA B OTKpHTaTa dasa
Ha NPOYYBAHETO, ¢a ChOOLWICHH 2 NOITBJIHATEIIHH CITyUas Ha MaHKPeaTUT (€AHHHUAT € ChOOLIEH KaTo
CEepPHO3HO CLOUTHE, 8 APYIHMAT € HECEPHO3HO CHOUTHE C NEK HHTEH3HTET) ¥ €AHH CTyuail Ha CepHO3EH
OCTBP naHKpeaTdT (¢ ncesao nanunoma). [pyu npama Ot T€3M 3 NAUKMEHTH NAHKPEATHTHT € J0BeN A0
xocnuranu3aluga. KiHHHYHWTEe CHMITTOMM BKJIIOUMBAT KOpeMHa 6onka, raaeHe W/inH rnoBpblIagHE, a
CEepYMHHTE aMIIa3a H JIMINaza NMpH Te3X nalMeHTH ca Onnn nosHineHH. BcHuky naumeHTH ca ce
BBH3CTAHOBW/IN CMER MPEyCTAHOBABaHE Ha JIEUEHHETO H NpUJIaraHe Ha MpoLEeXYpa 38 YCKOPEHO
eNUMHUHMPaHe (BXK. TOYKA 4.4) ¥ KOpUrHpallo JeYcHHE.

Creannte HOXeNaHU peaklivH ca CboOLIABAHH MO-YECTO NPH MEAHATPUYHATA MOMyNaLKs

NPH TIOMyJIaUMATA Bb3PaCTHH:

* Anoneuns ce cbobmasa npu 22,0% OT NaUMEHTHTE, EKYBaHH C TEPHPIYHOM
OT NAaLHEeHTHTE, NIEKYBaHH ¢ aueto.
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o  Hndexumu ce crobuiasar nps 66,1% oT nauMeHTHTE, JIEKYBaHH ¢ TEpUPIYHOMHA, cnpamo 45,6%
OT MaLMENTHTE, NeKyBaHH ¢ mnauebo. Cpea TAX NO-4ecTo ce ChoOLaBa 3a Ha30(apHHIHT M
yn(eKIMH Ha TOPHUTE JHXATEIHH MHTHILA NIPH ynoTpeba Ha TepuayHOMHUA.

o [losumanaxe Ha CPK ce cpobluasa npu 5,5% OT NalMEHTHTE, JIEKYBAHH ¢ TEPUPITYHOMHL,
cnpamo 0% oT nauMeHTHTe, JIEKyBaHH ¢ naledo. [lo-ronsamara 4acT OT CIy4aHuTe ¢a CBbP3aHH C
AOKYMEHTHPaHO PH3HUYECKO HATOBApBAHE.

« [lapecte3us ce cpobmara npu 11,0% ot naumeHTHTE, JIEKYBaHH ¢ TepHPITYHOMHSA, cripamo 1,8%
py NMaLMEHTHTE, IEKYBaHH ¢ auedo.

« Bonka a xopeMa ce cbobiasa npu 11,0% ot nauueHTHTE, TEKYBaHH ¢ TEPHQIYHOMHA, CIPAMO
1,8% npu nauyeHTHTE, NEKYBaHH C Ianedo.

CpobluapaHe Ha NOAO3HPAHN HEXKENAHH PEaKkUny

CpollnaBaHeTo Ha MOAO3MPAHH HEXEIaHH PeaklMH Cell paspellaBaHe 3a ynoTpeda Ha J1eKapcTBeHHNs
MPOJYKT € BakHO. ToBa No3BoNsABa [a NPOIL/DKH HA0MIOAEHHETO HA CHOTHOUICHHETO NON3a/PUCK 3a
NEKapCTBEHUA MPOAYKT, OT MEAMLUMHCKHTE CNIELIHANHCTH CE H3HMCKBA /1a ChoDINABAT BCAKA
NoAO3MpPaHa HexXellaHa peaxLus Ypes:

HMambnHUTENHA areHLUs Mo JieKapCTBaTa

yJ. ,,JamsaH I'pyes“ Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiit: www.bda.bg.

4.9 Ilpeao3npane

CHMIOTOMH

JIMncea ONUT OTHOCHO Npeao3HpaHe Ha TepuNyHOMHA KIH HHTOKCHKALIMA MPH XOpa.
Tepudnaynomua 70 mg AHEBHO € npuiarad 10 14 qHu npH 3apaBH HHAKWBHAHK. Hexxenanure cnOUTUS
ca Ouwiu cerocTaBUMH ¢ npoduia Ha 6e3onacHocT Ha TepudITyHOMHA NPH nauuenTd ¢ MC,

JleueHue

B cnyuali Ha CHOTBETHO NPEAO3HPAHE WIH TOKCHYHOCT C€ MPEenopbUuBa X0NECTHPAMHH WIH aKTHBEH
BBITICH 38 YCKOpsABaHE Ha eIMMHHHpaHeTo. [Ipenoppurrentara npoLeaypa 3a eNMMHHUpaHE €
XONeCTHpaMHH 8 g TPH ITbTH AHEBHO B MpoAbbkeHHUe HAa 11 aHH. Axo TOBa He ce moHacs nodpe, Moxke
[la Ce H3NOoA3Ba XONeCTHPAMHH 4 g TPH IMbTH AHEBHO B NMPOALDKCHHE HA 1 1 AHH.

ANTEpHATHRHO, [P JTHNCa HA XONECTHPAMHH MOXE Ja C€ M3MOI3BAa aKTHBEH BbIrAcH 50 g NBa msTH
AHEBHO B npoab/keHHe Ha 11 aau. OCBEH TOBa, aKko ce Haara rno cbodpakeHHs 3a NOHOCHMOCT, HE €
38 BJDKHTETHO MPWIOKEHHETO HA XONECTUPAMHE WIH Ha aKTUBHUA BbIJIeH Na Obae B
MOCJAEROBATEIHU AHH (BXK. TOUKa 5.2).

5. ®APMAKOJOI'MYHH CBOMCTBA
5.1 @®apMaKOAHHAAMHYHAE CBOHCTBA |

dapMakoTepanepTHiHa rpyna: UMyHocynpecopy, CenekTuBHH MMyHOCynpecopHd, ATC xon:
LO4AKO2.

MexaHu3pM HAa JEeHCTBHE

TepudpayHoMua € HMyHOMOAYJIHPALO CPEACTBC C NPOTHBOBB3NAIWTETHH CBONCTBA,
CEJIEKTHBHO H 00paTHMO HHXMOHpa MHUTOXOHAPHANTHUA €H3UM JUXKAPOOPOTAT AeX
DH), koitTo pyHKUMOHANTHO C€ CBbP3Ba ¢ AMXATE/HaTa Bepura. BecneacTsue Ha
TeprIYHOMHI KaTO LIANIO OrpaHHuasa npoidepanuara Ha Obp30aenAluTe Ce Ki
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3aBUCAT OT de Novo CHHTE3a HA MUPHMHANWHH 33 YBEJTHYABAHETO CH. TOUYHHAT MEXAHM3IBM, 1O KOHTO
TepH(dIYHOMH OCHLIECTBABA TEPANIEBTHYHOTO CH JeHCTBHE NpH MC, He e HAaITBIIHO H3ACHEH, HO C€
MeUHpa OT HaMa/isTBaHe Ha Opos Ha TUMQOLMTHTE.

®dapmMakogHHAMHYHH ePeKTH

Hmynna cucmema

Edextn BppXy 6pos Ha HMyHHHTE KIE€TKH B KpbBTa: B mianebo-koHTpoNHpaHHd NpoyYBaHHsA
TepudayHoMHI 14 mg BeAHBXK AHEBHO € NMPeAN3BHKAI JIEKO CPEAHO HaMarneHue Ha Opos Ha
numoumTtHTe ¢ no-Manko ot 0,3 x 10%1, koeTo e HacTHLIHAO Tpe3 MbPBUTE 3 MeceLa OT JIEYEHHETO H
HHBATa €a CE 3ana3njii 10 Kpasf Ha JIEUeHHETO.

Homenyuanr 3a yovaoicasane va QT-unmepsana

B ruiane6o-koHTponHpaHo 3aan1004€H0 Npoy4YBaHe Nno OTHOLIEHHE Ha QT-uHTEpRana MpH 3ApaBH
HHAHBHIH TepU(IYHOMHI NMPH CpeiHa KOHLEHTPALUHUA B CTALMOHAPHO ChCTOAHHME HE € MoKasan
noreHnHan 3a yabokasaHe Ha QTcF-nHTepBana B cpaBReHue ¢ mnaiebo: Hal-roigmara, KOpHripaHa
3a BpeMe, CpeiHa pa3nuka Mexay TepuuryHOMHA H rutauedo e 6mna 3,45 ms ¢ ropHa rpaHuua Ha 90%
aosepureneH HHTepsan (Confidence Interval, CI) ot 6,45 ms.

Edhexm avpxy mybyanama pyuxkyus na b6vopeyume

[Tpn nmnane6o-KOHTPONHPaHHUTE NPOYYBAHUA CPeJHH HAMAaJIeHHs Ha MUKOYHATA KHCE/IMHA B CepyMa B
axanasoHa ot 20 go 30% ca HaOmoaaBaHM MPH NaLMEHTHTE, JIEKYBaHH ¢ TEPHGIIYHOMM], CIIPAMO
mianebo. CpelHOTO HaMaleHHe Ha cepyMHHA docdop € Ouno okono 10% B rpynara Ha
TepudayHOMHA cnipaAMO futaue6o. CunTa ce, 4e Te3n €)eKTH ca CBbp3aHH ¢ MOBHILIABAHE Ha
OnOpeyHaTa TyOy/IHA €KCKpeLIHA U HE ¢a CBbLP3aHH C NPOMEHH B IJIOMEPYTHKTE (PYHKLIMM.

KnunnuHa epukacHOCT ¥ 6¢30NnacHOCT

EdukacHocTTa Ha TepudIyHOMHI € ACMOHCTPHPaHa B J1Be M1aleb0-KOHTPOJHPaHH NPOYYBaHHs —
TEMSO u TOWER, KOHTO ¢ca OLeHABATH NMPWIOKEHHETO Ha TepHpayHOMHA 7 mg U 14 mg BeaAHBK
JHEBHO ITPH BBb3pacTHU nauuenTu ¢ [IMC.

O6mo 1 088 naunenrtu ¢ [IMC ca panaomusupanu B TEMSO npa nomyuasat 7 mg (n=366) wiu 14 mg
(n=359) TepudryHoMua, win ranedo (n= 363) B npoawbkeHne Ha 108 ceamui. Beyuku nauueHTH
ca uMand nepuHuTHBHA AMarHosa MC (6asupawna ce Ha kputepuuTe Ha McDonald (2001)),
NOKa3Balla MPHCTBHIIHO KIHHHYHO MPOTHYAHE CHC WK 63 nporpecui, U ca noy4HaH nose 1
MPUCTHI IPE3 NOJAMHATA, NMPeJLIecTBaLla H3TIMTBAHETO, WIH Hal-MalIko 2 NPUCTBIA Npe3 2-T¢ rOAWHH,
fpeALIeCTBalIH H3NHTBaHETO, I1pn BKIIIOYBAHETO MALMEHTHTE ca HMaH ckop no PalmupeHara ckana
3a cTaTyc Ha nHBanuaHoCT (Expanded Disability Status Scale, EDSS) <35,5.

CpenHaTa Bb3pacT Ha NOMyNALMATA B NPOy4BaHeTo ¢ O6una 37,9 roanHn. MHO3HHCTBOTO NnaltHeHTH ca
MMAJIH NPUCTBITHO-PEMHTEHTHE MHOXKECTBEHA CKepo3a (91,5%), Ho noarpyna naluMeHTH ¢a HMaNH
BTOPHYHO Mporpecupaiia (4,7%) wiv npuctenHo-nporpecupaina (3,9%) MHoxecTBeHa crieposa.
Cpeasuart Opoit Ha NPUCTBHIIMTE B PAMKHTE Ha TOAMHATA NMPEJH BKIIOYBAHE B Mpoy4yBaHeTo € 6un 1,4
KaTo 36,2% OT NAaUMEHTUTE ¢a UMATH TAAO/IMHNH-KOHTPACTHH JIe3HH Ha U3XOAHOTO HHBO. MeanaHara
Ha ckopa no EDSS na u3xoasoTo HuBo ¢ 6ina 2,50; 249 nauuentn (22,9%) ca umanu ckop no EDSS
> 3,5 Ha U3X0AHOTO HHBO. CpeaHaTa NPOARDKHTENHOCT Ha 3a00/sABaHETO OT MOABATA HA ITHPBUTE
cHMNTOMH e 6Wna 8,7 roauuu. MHoO3HHECTBOTO naumeHTH (73%) He ca noayyasanyd Gonect-
MoAx(UUHPALLIO JieYeHHE Tpe3 2-Te TOAHWHH NPEH BKIIOYBaHE B NPOYy4BaHeTo. Pesyarature ot
NPOYUYBAHETO ca NpencraseHy B Tabnuua 1.

Pesynratume OT ABArOCPOUHO NpocaensasaHe, NPOBEACHO IO BPEME Ha ABJIFOCPOYHOTO pasmupeuo
npoyusaHe 3a 6ezonacHoct TEMSO (obina cpena NPOABHKUTENHOCT HA JIEYEHHETO NPH
5 rooHHH, MaKCUMAaTHA NMPOABDKUTENHOCT Ha JIeUeHHETO NpHONH3HTENHO 8,5 ronMHu &W nO
NOKa3aJii HOBH WIH Heo4YaKBaHHU JaHHH OTHOCHO Oe30MmacHOCTTA.

0610 1 169 naumentu ¢ [IMC ca panaomu3supanu B npoyusanero TOWER nan
(n=408) win 14 mg (n=372) repuduyHomua, niu rnnauedo (n= 389) s3a paznuueH ¢
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3aBbplusalll 48 ceaMHULIM clieAl paHAOMH3HpaHe Ha NOCNeAHHA NauHeHT. BcHuxy nannenTH ca umanu
nedunuTHBHA AMarHo3a MC, (6azupaiua ce Ha kpuTepuuTe Ha McDonald (2005)), nokassaina
MPUCTBITHO KITHHHYHO MPOTHYAHE ChC WIH 03 MpOorpecHs, H ca NMOJyYHIH NOoHE | NPHCTLI npe3
roAHHATA, NpeALIECTBAINA H3MHTBAHETO, WIH Hali-MaIKO 2 MPHCTBNA Tpe3 2-T€ FOJHHH,
MpeaIeCTRAIIM H3NUTBaHeTO. [Ipn BKIIOYBAHETO NALMEHTHTE Ca HMATH CKOp Nno PasmmpeHara ckana
3a cratyc Ha HHBamaHocT { Expanded Disability Status Scale, EDSS) <5,5.

CpenHaTa Bb3pacT Ha MOMyJIALUATA B MpoyuBaHeTo € 6nna 37,9 roognnn. MHO3HHCTBOTO NMALMEHTH Ca
MMAJIH IPHCTEITHO-PEMHTEHTHAa MHOXECTBEHA ciuteposa (97,5%), Ho noarpyna natiHeHTH ¢a HMaIH
BTOpHYHO nporpecHpauwa (0,8%) wiu npucrsnHo-nporpecupawa (1,7%) MHOXeCTBEHa CKIepo3a.
CpeanusT Opoii Ha MPHCTBNHTE B pAMKUTE HAa FOJIMHATA NPEIH BKJIIOYMBAHE B NpoyusaHeTo e Onn 1.4.
["anonHHKIH-KOHTPACTHH JIE3HH HA H3XOJHOTO HHBO: HAMa JaHHH. MeanaHarta Ha ckopa no EDSS na
M3XOHOTO HHBO € Omna 2,50; 298 naumenTH (25,5%) ca umanu ckop no EDSS > 3,5 na u3xoaHoTto
HHBO. Cpe/iHaTa NPOAL/LKUTETHOCT Ha 3a001BaHETO OT MOABATA HA ITbPBHTE CHMITTOMH € Ouita 8,0
roguHi. MHO3MHCTBOTO naunenT (67,2%) He ca nomyyasanu 6onectT-mMoaAHGULMPALIO JISUSHHE Npe3
2-Te roJUHHK NpeaH BKIYBaHE B NPOYy4BaHeTo. Pe3ynTaTuTe OT IPOYYBAHETO Ca NPECTABEHH B
Tabnuua 1.

Tabauua 1 - OcnoBHEA pe3yaTaTH (3a onobpenara no3a,
IMonyaanus, noanoxena ua Jeaenne (ITT))

IIpoyusare TEMSO IIpoyusane TOWER
Tepadaynomuna | ILianebo Tepraynomuan ILhaune6o
14 mg 14 mg
N 358 363 370 388
KJIHHR9¢H B3X0N
["'oauiuHa wecToTa Ha 0,37 0,54 0,32 0,50
NPHCTBITHTE
Paznuxa 8 pucka (Closy) -0,17 (-0,26, -0,08)""" -0,18 (-0,27, -0,09)""""
be3 NpUCTBNH cenunna 108 56,5% 45,6% 57,1% 46,8%
KoeduimeHT Ha pHCK 0,72, (0,58, 0,89)™ 0,63, (0,50, 0,79)"***
(Closs)
3-MeceyHa TpaiiHa
NporpecHs Ha 20,2% 27,3% 15,8% 19,7%
HHBAJIHAHOCTTA cequuua 108
Koeguyuenm na puck 0,70 (0,51, 0,97)’ 0,68 (0,47, 1,00)"
(Clyssy)
6-MeceuHa TpaHHa
NporpecHs Ha 13,8% 18,7% 11,7% 11,9%
HHBATHIHOCTTA ceqmuns 108
Koeguyuenm na puck 0,75 (0,50, 1,11) 0,84 (0,53, 1,33)
(Closeg)
SIMP kpainn TOUKH
[Ipomana 8 BOD 0,72 2,21
CeaMHLA 108{])
Omrocumenna npoMsna 67% "
CRPAMO naayebo
Cpenen 6poit Gd-
KOHTPACTHH JIE3HH Ha 0,38 1,18 He e uameppaHo
ceamuua 108
OmHocumenna npomMana -0,80 (-1,20, -0,39)™***
cnpamo naayebo (Closs,)
bpoii yHHKATHH aKTHBHU 0,75 2,46
Nne3uH/CKaHHpaHe
Omnocumenna nRpOMAHA 69%, (59%; 77%)""""
cnpamo naayebo (Clyssy)

****p<0,0001 *** p<0,001 ** p<0,01 * p<0,05 B cpaBHeHHe ¢ Ma1ebo
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(1) BOD: 6onecteH ToBap: ToTasieH 00eM Ha ne3unte (T2 v T1-xunonHTeH3Hu) B ml

EdnkacHOCT npH MALMEHTH ¢ BUCOKa HOJIECTHA aKTHBHOCT:

HabnionasaH € CbIOCTaBHM TEPANEBTHYEH €(PeKT BbPXY NPHCTHIIMTE H BPEMETO 10 3-MECCUHa TpaiHa
NpOorpecHs Ha HHBANHAHOCTTA NpH noarpyna nauxenTd B TEMSO (n= 127) ¢ Brcoka bonectHa
aktuBHOCT. TTopanM au3aiiHa Ha NpoyuBaHETO BHCOKA DoNECTHA AKTHBHOCT € JedHHHpaHa KaTo 2 WiK
NnoBeue NPUCTHIIA B €1HAa roanHa U efHa wid noseve Gd-koHTpacTHH Je3uu npu AMP Ha Mo3bka. He
€ mpOBeAEH CXOAEH NOATrpyNnos aHanu3 B npoyusareTo TOWER, Toif karo He ca ¢hOMpaHu naHHH OT
SIMP.

JIUNCBAT AaHHH NPH NALMEHTH, KOUTO HE Ca OTTOBOPWIH Ha ITBJIEH H AIEKBATEH KYPC Ha JICYECHHE
(06HuaifHO NMoHe eHa rouHa JieueHue) ¢ H6eta-nHTEpedEepoH, KOMTO Ca UMANH NoHe | mpucTHN npe3
NpealLIecTBaaTa rojiMHa Ha oHa Ha JeueHHe H NIoHE 9 T2-XUNEepHHTEH3HH N1e3UH HA KpaHHaIEH
SAMP unu none | Gd-koHTpacTHA Ne3uUd, WIH NPH NMALUHMEHTH ¢ HENMPOMEHEHA MM NOBHUICHA YECTOTA
Ha NPUCTBNUTE NMpe3 NpeIIecTBalla FroJHHa CIPAMO MPEAXOAHUTE 2 TOHHH.

TOPIC e apoitHocaANO, nnauebo-KOHTPOAUPAHO NPOYUBAHE, KOETO OLICHABA NPUIOKEHHETO Ha
€AHOKPATHH AHEBHH A03HW TepudnyHoMun 7 mg u 14 mg 3a neproa a0 108 ceaAMHLIH NpH NALMEHTH C
MLPBO KIHHHYHO ACMHEIHHA3NPALLO ChOUTHE (CpeaHa Bb3pacT 32,1 roaunH). [TepeuuHaTa kpaitHa
TOYKa € BPEMETO R0 BTOPH KIIMHHUEH enu3ol (peuuaus). Q6o 618 nauueHTH ca paHAOMH3HpPaHH 12
nomydaeat 7 mg (n = 205) wian 14 mg (n = 216) repudurysomun uiu wiauedo (n = 197). Puckowt ot
BTOPH KJIHHHYEH eNu30/ 3a NepHoj OT 2 roauHH € 6un 35,9% B rpynara Ha riaue6o n 24% B rpynara
Ha nedyeHne ¢ TepudryHoMus 14 mg (xoebuuneHT Ha puck: 0,57, 95% nosepurenex unrepsan: 0,38
no 0,87, p=0,0087). Peaynrature ot npoyusanero TOPIC norsnpacaasat edbUkacHOCTTa Ha
TEpHPITYHOMHA TTPH NPHCTHIHO-peMATEHTHA MC (BKMIOYMTENHO paHHA NMPHCTLITHO-peMHTeHTHA MC
¢ IbPBO KIHHHYHO AEMHENHHH3HPALLO CHOUTHE U AMCEMHHHPAHH BbB BPEMETO H NPOCTPAHCTBOTO
AMP nezun).

EdexkTHBHOCTTa HA TEpUQITYHOMHUA € CPABHEHA € TA3H Ha NOAKOXHO Npwiarad WHrepgepoH 6era-1a
(B npenopbuBaHaTa 71034 OT 44 ng TpH MHTH CEAMHYHO) NpH 324 paHAOMH3HPAHH NMALIKCHTH B
npoyuBaHe { TENERE) ¢ MuauManna npoab/DKHTETHOCT Ha JeueHHeTo 48 ceaMuuy (Makcumanna 114
CeaAMHMLH). PHCKBT OT Heycnex (MOTBBPAEH NPHCTHIT WK TPaitHO NPEeKbCcBaHEe Ha IEYEHHETO, KOETO OT
ABETE HACTLNH NO-paHo) € O MbpBHYHATA KpaiiHa Touka. bpodr Ha nallHEHTHTE, OKOHYATEHO
NpEeKBCHANK JIENeHHETo, B rpynaTa Ha TepaduiyHomua 14 mg e 6un 22 ot 111 (19,8%), karo
NpHYHHHUTE ca OWwnM HexxenaHu cuouTua (10,8%), nunca Ha edpuxacHoct (3,6%), apyra npuyuHa
(4,5%) u 3ary6a 3a npocnenssase (0,9%). bposar Ha nauMeHTHTE, OKOHYATEHO NPEKbCHAITH
JCYEHHUETO, B Ipynara Ha HHTepgepoH 6era-1a e 6un 30 or 104 (28,8%), kaTo npHuKHHTE Ca OHIM
HexenaHu cuoumis (21,2%), naunca Ha edukacHocT (1,9%), apyra npuunHa (4,8%) ¥ Hecna3saHe Ha
nporokona (1%). TepudayHomua 14 mg/neH He NpeBpb3XOKAA CTATHCTHYECKK HHTep(epoH beTa-la
MO OTHOIIEHHWE Ha ITbPBUYHATA KpakHa TOYKA: H3YHCIEHHAT MPOLIEHT NAaLKEHTH C HeyCrex oT
JeveHHeTo Ha ceaMuila 96 npu H3non3paHe Ha MeToaa Ha Kaplan-Meier € 41,1% cnpamo 44,4%
(tepuduryHOMHA 14 mg cnpAMO rpynara Ha HHTepgepoH bera-1a, p=0,595).

[leanaTpyyuHa NOMynaLMs

Heya u ronowu (6v3pacm om 10 0o 17 200unu)
IpoyusaHe EFC11759/TERIKIDS ¢ MexayHapoAHO ABOKHOCANO, MNauedbo-KOHTPOMHPaHO
NMpOYHBaHE NpH NEAMATPUYHH NMalUEeHTH Ha Bb3pacT oT 10 A0 17 roaMHH ¢ NPUCTBITHO-PEMHTEHTHA
MC, npu koeTo ca OLEHABAHH 103U TepHPIYHOMHA BEIHBXK AHEBHO { KOPUTHPaHH 38 NOCTUraHe Ha
EKCMO3MlMA, eKBHBAICHTHA Ha J03aTa 14 mg npu Bb3pAcTHH) B NPOALIDKEHHE Ha 96 ceIMHLIH,
MOCAEABAHO OT OTKPHTO NPOARDKCHWE, BCHUKHM NaLMEHTH ca UMany node 1 peuuaus B NPOXB/DKEHHE
Ha 1 roaMHa WIN NOHE 2 PELHAHEA B NPOABLKCHHME Ha 2 MOJIMHHU NPeAH NpOYYBAHETO. Ham.pmenn ca
HEBPOJIOTHYHH OLIEHKH MPH CKPHHHHTA M HA BCEKH 24 CEAMMLM [0 3aBLPLIBAHE HA NPOYYBIHE
KaKTO Y NP HEIUITaHUPAHH BH3UTH 3a NOA03UpaH peurauB. ITauueHTHTE ¢ KITHHHYEH Pg i
Brcoka AMP akTHBHOCT Ha NOHE 5 HOBH WIH YCWIBalHK ce T2 ne3un npu 2 nocneaons
CKAHHPAHHSA Ca NPEeMHUHANH Npeay 96-Te ceAMULIH KBM NEPHOJIa Ha OTKPHTO NMPOIE
OCUT'YPH aKTUBHO NeueHne. IIbpBHyHaTa KpaiiHa TOYKa € BpEMETO A0 ITbPBU KJTHH
paHaoMusauus. BpeMero A0 MbPBH NOTBBPAEH KIHHHYEH PELUMAUB HIIKM BUCcOoKa M
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KOETO OT JBETE HACTBITH THPBO, € NMpeABapUTETHO Ae(PHUHUPAHO KaTO AaHAIH3 HA YyBCTBHTENTHOCTTA,
Thil KaTO BKIIOYBA KAKTO KIMHWYHH, Taka ¥ AMP ycioBui, NOAXOAA1IH 38 NPEMHHABAHE KbM

OTKPHTHA MEPHOA.

O6wo 166 nauMeHTH ¢a paHAOMHU3MpaHH B ChOTHOWEHHKE 2:1 Aa noay4yasat Tepu¢pIyHoMHA (n = 109)
wiHd auebo (n = 57). [Ipyn BauM3aHe B Npoy4yBaHETO, MalHeHTHTE ca UMaJH ckop o EDSS <5.5.
Mennanara Ha Bb3pacTTa € 14,6 roauHH, cpeaHoTo Terio e 58,1 kg, cpeanara MpOABIKHUTEIHOCT Ha
1a60NSBAHETO OT NOCTaBAHE HAa AWarHo3ara € 1,4 roauny, a cpeauusT 6po#i T1 Gd-koHTpacTHH Ne3nH
npu AMP e 3,9 ne3un Ha H3X0AHO HHBO. BCHYKH NaLIMEHTH Ca HMATH NMPKCTbNHO-peMHTeHTHA MC ¢
mearaHa Ha ckopa no EDSS Ha u3xoano Hueo 1,5. CpeaHoTo BpeMe Ha nedyeHMe ¢ 362 nHH Ha
wiane6o v 488 nuu Ha repuduryHoMua. IIpeMuHaBaHeTO OT ABOMHOCNAN NEPHOR KBM OTKPHTO
neveHHe nopan BUcoka JIMP akTHBHOCT € n0-4€CTO OT OUAaKBAHOTO H MO-YECTO K NMO-PaHHO B
rpynata Ha riaue6o 8 cpaBHeHHe ¢ rpymnarta Ha TepudnyHoMua (26% npu wiauebo, 13% npu

TEPUPITYHOMHA ).

TepudryHOMIA HaMaNsBa PUCKa OT KJIMHHYEH pelMaHB ¢ 34% cnpamo mnauebo 6e3 nocTUraHe Ha
CTAaTHCTHUYECKA 3HAUMMOCT (p = 0,29) (Tabauua 2). B npeapaprTeHO ONMPENCTICHH aHAIH3 Ha
YyyBCTBHTENHOCTTA, TEPHGIYHOMII NOCTHIa CTATHCTHMECKH 3HAYMMO HAMalABaHE HA KOMOHHHpaHHS
PHCK OT KJIHHHYEH peudauB Wi Bucoka AMP axtusHoct ¢ 43% cnpamo mnauedo (p = 0,04)
(Tabnnua 2).

TepudnyHoMua 3HaUHTENHO HaMaNABA OpOs Ha HOBUTE W HapacTBalli T2 ne3sHH Ha ckaHHpaHe ¢ 55%
(p = 0,0006) (post-hoc aHanuz cbio xopurupas 3a wixozneH 6po#t T2: 34%, p = 0,0446) 1 6poa Ha
rajo/IMHMii- KoHTpacTHuTe T1 Ne3un Ha ckaHupane cbe 75% (p <0,0001) (Tabnuua 2).

Tabauna 2 — Knuauunn 1 AMP pesyarara or EFC11759/TERIKIDS

Nonynauus, noanoxena Ha jJevenne (ITT) 8 EFC11759 TepugayHoMua Inanebo
(N=109) (N=57)

KAHHHYHHA KpaliHH TOUKH

BpeMe 10 mbpBY NOTBLPACH KIMHUYEH PELHAMR,

BepoatHoct (95%Cl) oT NoTBBLpACH peLHIUB Ha cEAMHLIA 96 0,39 (0,29, 0,48) 0,53 (0,36, 0,68)
Bepoamiocm (95%CI) om nomevpoen peyudus na ceomuya 48 0,30 (0,21, 0,39) 0,39 (0,30, 0,52)
Koepuuuent Ha puck (95% CI) 0,66 (0,39, 1,11\

BpeMe A0 MbPBH NOTELPACH KIHHUYEH PELMANB WIH BHCOKA

AMP axTHBHOCT, 0,51 (0,41,0,60) | 0,72 (0,58, 0,82)

Beposthoct (95%CI) o1 noTRLpACH peUuAUB UK BUcOoKa SIMP

AKTHBHOCT Ha ceaMHLa 96 0,38 (0,29, 0,47) | 0,56 (0,42, 0,68)

Bepoamnocm (95%CI) om nomevpden peyudus wiu sucoxa AMP
axmueHocm Ha ceomuya 48

Koedbuuuenr Ha puck (95% ClI) 0,57 (0,37, 0,87)*

OcnoBun SIMP kpaiiiH TOUKH

Kopurupan 6po#t HOBH WM HapacTpalM T2 J1e3HH,
Ouenka (95% CI) 4,74 (2,12, 10,57) | 10,52 (4,71, 23,50)

Oyenxa (95% Cl), post-hoc ananuz couyo kopuupan 3a uzxoden | 3,57 (1,97, 6,46) 5,37 (2,84, 10,16)
b6pou T2

OtHocureneH puck (95% CI) 0,45 (0,29, 0,71)** _
OTtHocuTeneH puck (95% Cl), post-hoc ananuz cowyo xopusupan 0,67 (0,45, 0 ""tﬁ »ﬁ}i nh: \x

3a uzxodex 6pou T2

Kopurupan 6pofi T1 Gd-koHTpacTHH Ne3HH,
OueHnka (95% CI) 1,90 (0,66, 5,49)

OtHocuTenen puck (95% CI) 0,25 (0,13, 0,51)*** \\zx 7 st
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*p=>0,05 B cpaBHeHue ¢ mnanebo, * p<0,05, ** p<0,001, *** p<0,0001

BeposTHocTTa € Oa3supaHa Ha oueHka no Kaplan-Meter, a ceimMuua 96 € xpadT Ha M3MUTBAHOTO ICUEHHE
(EOT).

ErponefickaTta areHlHa O JickapcTBaTa 0CBOO0XKAABA OT 3a/DKCHHETO 34 NPEN0CTABIHE Ha
Pe3yATATHTE OT MPOYUBAHMATA C pePepEeHTHHS JEKapCTBEH NPOAYKT, ChAbPKALL TEPHGPITYHOMMU, NPH
AeLa Ha Bb3pacT OT paxaaHeTo A0 noa 10 roavHy npH 1eYyeHHe Ha MHOXECTBEHA CKIIEPO3a (BXK.
Touka 4.2 3a HHQOPMaLHI OTHOCHO ynoTpeda B neiuaTpHATa).

5.2 @®apMaKOKHHETHIHH CBOHCTBA

Abcopbumsa

MenuanaTta Ha BpEMETO 3a AOCTUraHe HA MAKCHMAJTHH TUIa3MEHH KOHLICHTPALlMH HACThNRA MEXKOY | U
4 yaca cnea NPHIOKEHHE Ha J103aTa MPH MHOTOKPATHO AEPOPANHO NPUIOKEHUE Ha TepHduyHOMNA,
KaTo UMa BUcoka OuoranuyHocT (npudausurento 100%).

XpaHaTta HAMA KIHHHYHO 3HaY¥M e(eKT BbpXy PapMaKOKHHETHKATa Ha TEPHPITYHOMHA,.

Ot cpeaHUTE MPOrHO3HK (PapMaKOKHHETHYHH NapaMeTPH, H3UHCIIEHH OT MOMyJIalHOHKHA
¢apmakoknHeTHueH aHanu3 (PopPK) upes n3non3BaHe Ha JaHHH OT 3ApaBH AOOPOBOILIK H NAaLMEHTH
¢ MC, KOHLIEHTpaUMATa B CTALIHOHAPHO CHLCTOAHHE ce AocTHra 6aBHO (T.€., npubmusurenHo 100 quu
(3,5 Mecena) 3a pocTurane Ha 95% OT KOHUEHTPALMATA B CTALIMOHAPHO CLCTOAHHE), KATO
n3yucaeHuaT upe3 AUC koedHUHEHT Ha KyMyJIMpaHe € NprOAN3UTENHO 34 NbTH.

PasnpeagencHue

TepudayHoMHA ce CBLP3Ba EKCTEH3HBHO ¢ NNaiMeHHTe OenTelH (>99%), BepoaTHO anbyMuH, H ce
pasnpejieNia NpeaAuMHO B rutazMara. O6eMuT Ha paznpeaencHue € 11 | cnea eqHokparho
MHTpaBeHO3HO (1.v.) NpuioxeHHe. ToBa 006atue HaH-BEPOATHO € 3aHIDKeHa NMPOrHO3Ha CTOHHOCT, ThH
KaTo NMpPH IUTHXOBE € Ha0/MI0aBaHO EKCTEH3HBHO OPraHHO pa3npeieNICHHE.

Buotpanchopm

TepudmyHomun ce MmeTabonnzupa B yMepeHa CTENCH K € CANHCTBEHHAT YCTAHOBHM B 1U1a3MarTa
KOMINOHEHT. OCHOBRHHAT LT Ha 6HoTpaHcdopMaLiHA Ha TepHQITYHOMHI € XHIPOJIN3a, 3 OKKCIIEHHETO
€ BTOpOCTeneHeH mbT. BropuuHKTe MeTaGONHTHH MBTHILA BRIIOYBAT OKUCIICHHE, N-alleTHIHpaHe H

KOHIOrHpaHe CbC cyndartm.

EnumuHupane

TepndmyHomnua ce ekckperydpa B raCTpPOMHTECTHHAIHHA TPAaKT NPEIHMHO ChC HITBYKATA NOA GopMaTa
Ha HEMPOMEHEHO aKTHBHO BELIECTBO H Hal-BepoATHO 4pe3 TyOynHa cexpeuns. TepudiryHomun e
cyberpar Ha edurykcHHs TpaHcnoprep BCRP, xoito 61 Morsn fia yuacTsa B nipsakaTa ceKpeLus. 3a
nepHoA ot 21 auu 60,1% ot npunoxexara no3a ce EKCKpEeTHpa 4Ype3 HinpaxHeHusTa (37,5%) u
ypuHara (22,6%). Cnen npoueaypa 3a 0bp30 IMMHHHPAHE ¢ XOJIECTHPAMHH JOITRJIHHTEIHO CE
oraenat oute 23,1% (npeauMHO B H3NpaxKHEHHATA). Bb3 OCHOBA HA UHAMBUIYAITHO NPOrHO3HPAHE HA
¢dapMakOKMHETHYHHTE fapaMeTpH upes u3nonssane Ha PopPK mMonena Ha repudryHoMna npu 3apaeu
aob6poeonud U naupeHTH ¢ MC, MeauaHaTa Ha 12z € 6Wia npubnusurento 19 aHu cnea MHOrOKpaTHH
no3m ot 14 mg. Cnea eAHOKPATHO HHTPABEHO3HO NMPHUIIOKEHHE TOTAIHHAT TeNeCeH KIMPHHC Ha
Teprdayrnomua e 30,5 ml/h.

IIpoyedypa 3a ycxopeno erumunupane: Xorecmupamun 4 aKmueen 6v2ien

EnumMuHupaHeTo Ha TepH(pIyHOMKA OT KPpbBOOOpaLUEeHHeTO MOXe Aa C€ YCKOPH 4
XOJIECTUPAMHH WIH aKTHBEH BBIJIEH, BEPOSTHO YpE3 MPEKPATIBAHE HA MPOLIECHTE
4YpeBRHO HHBO. KOHLUEHTpaLHTE Ha TEPUPITYHOMHA, H3MEPEHH Nno BpeMe Ha 11-aH
38 YCKOPABaHE Ha IHMHHUPAHETO Ha TEPHDITYHOMHA C 8 g XONIECTHPAMHH TPH ITb
XOJNeCTUPAMHH TPH ITETH JHEBHO HIIH 50 g aKTHBEH BBIJIEH ABa ITBTH AHEBHO ClIEA
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Ha JIEYEHHETO ¢ TepUGITYHOMH, NTOKA3BAT Y€ TE3H CXEMH Ca €PEKTHBHH 3a YCKOpABaHE Ha
eTMMHHHAPAHETO Ha TeprU(IIYHOMHA, BoACIIM A0 Han 98% HaMansBaHe Ha IUIa3MEHHTE KOHLEHTPALHH
Ha TepUIYHOMH, KATO XONeCTUpaMHH € HMan no-0up30 AelicTBue oT BbrieHa. Cien
NpeyCTAHOBABaHE HA TEPUGIYHOMHI H NPUIOKEHHETO Ha XOJIECTHPAMHH 8 g TPH ITbTH AHEBHO
UIa3MeHaTa KOHLIEHTpaLHA Ha TepHdUIYHOMHA ¢ HaMansna ¢ 52% B Kpast Ha AeH |, ¢ 91% B kpas Ha
aen 3, ¢ 99,2% B kpast Ha aeH 7 U ¢ 99,9% npu 3aBbpuiBaHeTo Ha AcH 11. HabopsT Mexkay TpuTe
NpoLEAYPH 3a eIMMHHHpaHe TpAOBa Aa 3aBHCH OT MOHOCHMOCTTA Ha MALMEHTa. AKO XOJICCTHPAMHH 8
g TpH ITbTH AHEBHO He ce MoHacs Aodpe, MOXe [1a Ce H3MOJ/I3Ba XOJIECTHPAMHH 4 g TPH ITETH JHEBHO.
ANTepHATHBHO MOXE J1a C€ H3NOJ3Ba CHIIIO AKTUBEH BBIJICH (HE € Heobxoaumo Te3u 11 aHu na 6bvpar
MOCAEA0BATEIHH, OCBEH MPH HeoOX0aAUMOCT OT HBP30 HAMANIABAHE Ha IL1a3MEHATA KOHLIEHTPALMs Ha

TePUGITYHOMH).

JIubeliHoOCT/BeIHHEHHOCT

CHcTeMHAaTa eKCIIO3HLMA HapacTBa NPONOPLIMOHATIHO HA J103aTa ¢iel NEPopanHO NPUIOKEHUE Ha
TepudyHOMHA OT 7 00 14 mg.

OcobeHocTH NPHU CNEIMAIHHY IPYINH NALHEHTH

Ilon u cmapuecxka év3pacm

HUnenruduipipaHu ca HAKOJIKO H3TOYHMKA HA NPHUCHIA BapHAOWITHOCT TPH 3APABH JIHLIA H NIPH
nauneHTH ¢ MC B1b3 ocHOBa Ha PopPK aHanm3a: Bb3pacT, TeJleCHO Terno, noi, paca H HABa Ha
anbyMuH U OWIMpYOHH. BbnpekH ToB&, TAXHOTO BIHAHHE OCTasa orpaHH4YeHo (<31%).

Ueproopobro yepescoane

JIeKOTO M YMEPEHOTO HEPHOAPOOHO yBpekKAaHe He NOBIHABAT papMaKOKHHETHKATA HA
TepudayHoMna. [fopaan ToBa He ce NpPeABHKAA KOPHTHPAHE Ha J03aTa [IPH NALMEHTH C JIEKO
yMepeHo YepHoApPOoOHO yBpexkaaHe. Bpripeku ToBa, TepHGIYHOMHU € NPOTHBONOKA3AH ITPH NaLMEHTH
¢ TEXKO YEPHOAPOOHO yBpexaaHe (BX. ToukH 4.2 1 4.3).

bvbpeuno yspexcoane
TexkoTo 6BOpEeYHO yBpeXIaHe HE NOBIUABA (papMaKOKHHETHKaTa Ha TepuduryHOoMHA. [lopaaun ToBa
He ¢e NMPEeNBHKAA KOPHTHpaHe Ha J03aTa MPH TAUMEHTH ¢ NEKO, YMEPEHO U TexKo O10peuHo

YBpeXKIaHe.

Heouampuuna nonynayua

[Ipu neua ¢ TenecHo terio >40 kg, nekyBaHu ¢ 14 mg BeAHBK JHEBHO, EKCNO3HLMHTE B CTALMOHAPHO
CBCTOAHHE ¢a B 'paHULIMTE, HabnionasasK NpH BE3PACTHH NALMEHTH, JIEKYBAHH ChC ChlliaTa CXEMa Ha
AO3HpaHe.

[Tpy aeua c TeaecHo Terno <40 kg, neyesHnero cbC 7 Mg BEAHLK JAHEBHO (Bb3 OCHOBA Ha OrpaHHYEHH
KAHHHYHHA JaHHY H CHMYJIatiHK) BOAY A0 €KCTO3HIMH B CTALLMOHAPHO CBCTOSHUE B IPaHHLIMTE,
Hab0gaBaHM NpPH BL3PACTHH MALMEHTH, JEeKYBaHH ¢ 14 mg BeOHBXK JHEBHO.,

Habmopapanyre Hail-HHCKH KOHUEHTPALUHY B CTALIMOHAPHO CHCTOAHHE €A B rojisiMa CTENEH
BapHabUIHKH MEXAY HHAWBHAMWTE, KakKTO ce Habmoaasa npu Bb3pacTHH nauHeHT ¢ MC,

5.3 IpeaxIAANYHHA XAHHEA 38 Ge3onacHOCT

Token4HOCT NpH MHOTOKPATHO NpUaaraHe

MHOrokpaTHOTO NEPOPATHO NpUAOKEHHE Ha TEPHPIYHOMHI NMPH MHILKH, IUTBXOBE U KY4€Ta 3a CPOK
CBhOTBETHO A0 3, 6 1 12 Mecella nokassa, ye raBHUTE NMPHIIEHK OPraHH 3a TDKCH'-IHOCT KO
MO3DBK, AKMQPOHUAHHTE OPraHH, yCTHATa KyXMHA/CTOMALIHO-YPEBHHUA TPAKT, PENpoay
H naHkpeaca. Habmonasanu ca cbIIO M JAHHH 332 OKCHAATHBEH €(DEKT BBPXY YepBe
KJIETKH. AHEMHATA, HaMaNeHUAT Opoli TPOMOOLIMTH H eeKTHTE BLPpXY HMYHHATA f
BKJIKOUYHTENMHO JIEBKOTIEHHA, IMM(ONEHHA H BTOPHYHH HHPeKLUMH, ca OWIH CBBbpP3s I
BLPXY KOCTHHMA MO3BK W/HIH nuMpouaHuTe opradu. [loBedero or edextuTe oTps
MeXaHH3IbM Ha JeHCTBHE HA ChbeAHHEHHETO (HHXHOHpaHE HA JICNALIMTE CE KIIETKH).
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YYBCTBMTEIHHM OT XOpaTa KbM (papMakoIOrHuHHTE €PeKTH Y nopaan ToBa KbM TOKCHYHOCTTa Ha
TepudnysomMu. B pe3yarar Ha ToBa, TOKCHYHOCT MIPH )KHBOTHH € YCTAHOREHA MPH €XCIO3HLIMH,
€KBHBAJICHTHH HJIH NO-HUCKH OT TEpPaneBTHYHHUTE HHBA NPH Xopa.

['eHOTOKCHYHOCT U KAHIEPOT€HEH MOTEHIIHAI

TepndryHOMHI HE € MyTareHeH in vitro WiM KNacToreHeH in vivo. KilacroreHHocTTa, HabmoaasaHa in
vitro, ce IpHeMa KaTo HenpsAk €(eKT, CBbp3aH ¢ AucOanaHca Ha HYKJISOTHAHHA NMyJl, KOWTO € pe3ynTar
ot bapmaxkonoruyiHus edekt ot HHxHOupaHeTo Ha DHO-DH . BropocreneHHusaTt Metabonutr TFMA
(4- TpUdITYOPOMETWIATIAHHH) € NPUYHHII MYTar€éHHOCT H KJIACTONEHHOCT in Vitro, HO HE in vivo.

HsamMa naHHu 3a KAHLCPOT€HHOCT NPH [LTBXOBC H MHLIUKH.

PenponyxTHBHa TOKCHYHOCT

GdepTUnHTETHT HE € OWI 3aCErHAT NPH MIHXO0BE, BHIIPEKH HeXelaHUTe e()eKTH Ha TEPHGUTYHOMH
BLPXY MbKKHTE PENpOAYKTHBHH OpPraHH, BKIIOUHTENHO HamaneH 6po# Ha cnepmarozonaure. He e
MMAJI0 BBHIIHH MaidopMalikiu B NOTOMCTBOTO Ha MBXKH IUTEXOBE, Ha KOKTO € OMN nNpHnoxeH
TepuGIYHOMHI Npean YHPTOCBAHE ¢ HETPCTHPAHH KEHCKH TUTBXOBe. TepudmyHoMun e 6un
eMOPHOTOKCHHMEH M TEPATOTEHEH MPH MUTbXOBE U 32l MPH AO3H B rPAHHLIMTE Ha TepaneBTUYHUA
AHanasoH npH xopa. HexenanH edexTH BEpXY NOTOMCTBOTO ca HAOMI0JaBaHH B KOTATO
TeprHdayHOMH € MpUnaraH Ha O6peMEeHHH XKEHCKH ILTbXOBE B NEPHOAA Ha recTalMd H JIAKTALMA.
[Iprema ce, ye pUCKBT OT MEAHHPAHA OT MBbXa TOKCHYHOCT 3a 3apoAMIna U (eTyca no Bpeme Ha
JeyeHHe ¢ TepudpayYHOMHA € HUCBHK. M3uucnenaTa Npy XEHH IU1a3MEHa €KCIO3HLIMA, Ype3 CeMEHHATa
TEYHOCT Ha NEKYBaH NalMeHT OT MbXKH noJ, ce ouaxsa Aa 6vae 100 mbTH No-HUCKa OT TUla3MeHara

excno3uums cnea 14 mg nepopaneH TepadIyHOMHA,

H)BeHUNHA TOKCHYHOCT

OBeHWHM IUTBXOBE, NOJTy4YaBallH MEPOPATIHO TEPHPIYHOMHA B MPOABIIKEHHAE Ha 7 CEIMHLIM OT
OTOMBAHETO 10 HACTBHIIBAHETO HA MOJNOBA 3PANIOCT, HE NMOKA3BAT HexKeNaHH €()eKTH M0 OTHOLLIEHHEe Ha
pacTexa, PH3HYECKOTO WIH HEBPOJIOTHMHOTO pa3BUTHE, 00Y4YEHHEeTO 1 NMaMeTTa, ABAraTeHaTa
AKTHBHOCT, CEKCYATHOTO pa3BUTHE WK dpeprwinreTa. Hexxenanure edpekTH BIUIOUBAT aHEMMKA,
HaMaNsBaHe Ha JTUMGOUIHHA OTIOBOP, A03038BUCHMO HamansapaHe Ha T-kneTbhuHO 3aBHCHMUA
aHTHTAJIO-OTTOBOP H CKITHO HaMayieHH KoHLeHTpauuH Ha IgM u 1gG, kouTo 06MKHOBEHO CBBNAAAT C
HaOmoAeHHATa B MPOYYBAHHUATA 38 TOKCHYHOCT MPU MHOTOKPATHO NMPWIAraHe rpy Bu3pacTHH
IUIbXOBe. Bunpeku ToBa, yBenuueHUeTo Ha B-kieTkuTe, HabMonapaHo NMpH IOBEHWIHH TUTBXOBE, HE CE
HaOmoIaBa NMpH Bb3PAaCTHH IUTEXOBE. 3HAUHMOCTTA Ha Ta3H pa3iiHKa He € U3BECTHA, HO € JIoKa3aHa
MBLAHA OOPATHMOCT, KaKTO MPH MOBEYETO APYIH HAXOIKH.

Hopami BHCOKATA HYBCTBHTC/IHOCT HA XKXKMBOTHHTC KbM TCPHCI)J'I)( HOMH], MIAOHTE ILTEXORBE Ca ounu
HINTOXKEHH HA MNO-HHCKH HHBA OT TE3H IIPpH A€11a H IOHOUIH NpH MAKCHMAaTHATa NMPENOpBPYHTENIHA 1034

npHU Xopa.

6. OAPMAIEBTHYHH JAHHU

6.1 CnechbKk HA NIOMOMHHTE BeIECTBA

Anpo Ha Tabnerkara

JIAKTO3a MOHOXHAPAT
MUKPOKPHCTAJIHa Leayo3a
LLAPEBHYHO HHLIECTE

HaTpUeB HULeCTeH raukonar (Tun A)
XUAPOKCHIPONWILIETY103a
MarHe3MeB cTeapar
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TaGnetHa oOBHBKA
XHUIPOMEIO3a
NIaKTO3a MOHOXHJIpAT
KanuueB Kapbonar
TPHALICTHH

HHIUrOKapMHH aTyMHHHEB nak (E132)

6.2 HecnBMeCTHMOCTH

Henpunoxumo.

6.3 Cpox na roasHocT

2 rOAHHH

6.4 CoennajnH yCI0BHS HA ChXPAHEHHE

To3u nekapcTBEH NPOAYKT HE H3UCKBA CMICLIMANHH YCIIOBHA Ha ChbXPaHEHHE.
6.5 Bnaa#cHALPXRIAERE HA ONIAKOBKATR

Opuentupan nonvamug (oPA) /amymunnii (Al) /monusunmnxnopua (PVC) — anyMuHHeBH OiHcTepHH
OTNAKOBKH, ¢habpaliu 14, 28 unu §4 tabnetku

He BCHYKH BUAOBE ONAaKOBKH MOTraT Aa OB4aT IMycHATH B npojaxda.
6.6 Coenmannn HpeANAZHA MEPKH OpPH HIXBLPJISHE

Heusnon3saHusar JEKAPCTBCH NPOAYKT HIIH OTNAABYHHTE MaTEPHAIIH OT HETO Tpﬂﬁ]!a Aa CC H3XBBPJIAT
B CBOTBCTCTBHE C MCCTHHTEC H3IUCKBAHNWA.

7. IIPHTEXATEJI HA PASPEIHEHHUETO 3A YIIOTPEBA

Zentiva, k. s.

U kabelovny 130

102 37 Praha 10 — Dolni Mé&cholupy

Yeuka permyOnuka

8. HOMEP HA PA3PEIIEHHUETO 3A YIIOTPEBA

Per. Ne: 20230116

9. JXATA HA IThPBO PAZPEIIABAHE/TIOAHOBABAHE HA PAZPEIHLIEHHUETO 3A
YIIOTPEBA

Harta Ha mbpBo paspewmaBate; 09.06.2023 r.

10, JATA HA AKTYA/IM3IHUPAHE HA TEKCTA

10.12.2024 r.
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