KPATKA XAPAKTEPHUCTHKA HA IIPOAYKTA



1. MME HA JEKAPCTBEHHS TPOYKT MSTRIHUTERHA ATER oS 1 1o e
Kpamica Xapaxmepucmuna Ha npogyema 1 Saanparening 13
Tepubnynomun 3entuBa 14 mg dunmupanu tabneTku | KoM Pea. Mo on'z'ra/{’é ;
Teriflunomide Zentiva 14 mg film-coated tablets Paspaiweniig Ne S T
Bafmampg%go&fug 0 200
2. KAYECTBEH M KOJIMMECTBEH ChCTAB DI e Wy N

Bcesxa punmupana rabnerka ceaspka 14 mg repudmynomuy (teriflunomide).

[ToMOLIHO BEMIECTRBO C M3BECTHO JACACTBUE
Besika Tabnetka coappxka 70,5 mg naxkro3a (kaTo MOHOXHIpPAT).

3a OBEJAHMA CMACHK HA IOMOUIHHTE BEOIECTBA BIDKTE TOYKaE 6.1.

3. JIEKAPCTBEHA ®OPMA
Oumvupana Tabnerka (Tabnerka)

CHHs1, Kpbria, punaMHpana TablieTka, ¢ JHAMEThP OT 7 mm, ¢ OTNEYAaTaHO HA €AHATA CTPAaHA
o3Hauenue (,,C14”)

4. K/IHHWAYHH NAHHHA
4.1 TepaneBTHYHH NOKA3AHHS

Tepudnynomun 3eHTHBa € MOKa3aH 3a JieYCHHE HAa BE3PACTHA H JIENA Ha Bb3pacT Haj, 10 roauHy, ¢
MPHCTBITHO-PEMHTEHTHA MHOKECTBEHA CKIepo3a (Mo, HanpaBeTe CIIpaBKa ¢ TO4Ka 5.1 3a BayKHa
PH(OpMaLug OTHOCHO IOMYJIALIMATA, 33 KOATO € YCTaHOBEHA ¢QHKACHOCT).

4.2 JIo3HpOBKA H HAYMH HA NIPHIOKEHHE

Jleuenneto TpabBa 1a ce 3amo4Ba M NPOBEKAA MO HaOMOACHHETO Ha JIEKap ¢ OIHT B JISYCHHETO HA
MHOKECTBEHA CKIIEPO3a.

EOSHQOBKEI

Buvspacmnu
Ilpu BB3pacTHH, MPENIOPBHIMTEIHATA A03a TEpUGIYHOMEI € 14 mE BEOHBK JHEBHO.

Ileduampuuna nonynayus (6v3pacm nao 10 2oounu)
IIpn pena (ma BE3pacT Haa 10 rogunH), NIPENOpHYUTENHATA J03a 3aBHCH OT TEJIECHOTO TEIJIO!

~ Jeua ¢ TenecHo rerno >40 kg: 14 mg BeqHbx AHEBHO.
— Jena c TenecHo terno <40 kg: 7 mg BenHBX JHEBHO.

Tepudmynomua 3entusa 14 mg ¢unmupanu TabneTky He € MOAXOAALN 32 JIENA C TENECHO TETTIO
<40 kg.

Hammanawm ca ApyrH neKkapcTBEHH NMPOAYKTH, ChABPIKALM TEPHPIYHOMH, B IIO-HHCKA
punMupanu TabneTkn 7 mg).

Henara, KOHTO AOCTHUTHAT cTAbMIHO TenecHO Terno Haa 40 kg Tpg0Ba na npemu
IOHEBHO.
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Crenyaniy nonyJaauuy

Honyaayusn 6 cmapuecka ev3pacm
Tepuduyxomua 3eHTuBa TpsOBa A3 CE NpHIara ¢ MOBHOICHO BHHMAHHKE NP MAHCHTH HA BB3pacT 63
TOAMHH M IOBEYE, NOPagH HEAOCTAaTHYHO JAHHH 3a 0€30IacHOCT H €(QPHKACHOCT.

bvbpeuno yepexcoane

He ¢ HeoOxo0auMo KopUrHpaHe Ha [03aTa IPH NALHCHTH C JICKO, YMEPERO HIIH TeXKO 0B0peynHo
YBpEKAAHE, KOHTO HE MPOBEXKAAT JUAATH3A.

He ¢ npaBeHa ol¢HKa IpH NAaLHERTH € TEXKO OROpeTHO YBpeKIaHe, KOMTO NPOBEKAAT ANAIH3A.
TepupnynoMun € NpoTHBONOKAa3aH NPH Ta3H NoMyaalua (BK. Touka 4.3).

Heproopobno yepescoane
He e He06X0qHMO KOpPHITHpaHe Ha 103aTa [PH MANKMEHTH C JIEKO H YMEPEHO YEPHOAPOOHO yBpeKAaHE.

Tepuduryromus € npoTHBONMOKa3aH MPH MAIIHCHTH C TEXKKO YcpHOAPOOHO yBpekaane (BK. Touka 4.3).

Heouampuuna nonynayus (evzpacm noo 10 zoournu)
be3zonacHocTTa M epHKacHOCTTA Ha TEPHQUIYHOMH NIPH Jella Ha BB3pacT oA 10 ronguuu He ca
yCTaHOBEHH. JIMIICBAT AaHHH.

3a mO3UpOBKH 104 14 mg, Tpsabea na ce M3NON3BaT APYrH HOPMYIMPOBKH.

HauyuH Ha OpPUIIQKEHHE
DuiMHpaHHTE TAONETKH ca MpeHa3HA4CHH 3a NepopanHo npuiokenne. TabneTkure TpAdBa Na ce

I'BJITAT LEAH ¢ MAIKO BoAa. TepudmynoMu 3eHTHBA MOXKE [a ce IIPHEMa CBC MITH Ge3 XpaHa.

4.3 Ilporusonokazanns

CBpPBXYYBCTBHTENHOCT KbM AKTHBHOTO BEHIECTBO HIH KBM HAKOE OT NOMOLIHHTE BEILECTBA,
n30pOEHH B TOYKa 6.1.

ITaueHTH ¢ TeXKO YepHOoApoOHO yepexkaane (Knac C no Child-Pugh).

bpeMeHHM XeHM UITH )KEHH C AeTCPOACH MOTEHIIMAJ, KONTO HE NpHjarat HaJexKAHa KOHTpaleniHs 1o
BpPEMS HA JICYEHHETO ¢ TepH(ITYROMHA H CIIe HETO, JOKATO IUiasMeHHTE HUBa ca Hax 0,02 mg/l (Bx.
TouKA 4.6). |

TpsabBa ia ce M3KMoOYM OpeMEHHOCT IPEAH 3alI0YBAHE Ha JICUCHUETO (BXK. Touka 4.6).

KspMauku (BXx. Touka 4.6).

IMTanperTH ¢ TeXKH HIMyHOACHUIIMTHH CHCTOSHNUSA, HAPUMEDP CHHIIPOM Ha nNpuaodura HMyHHa
HenoctaTeuHoCT (CITHH).

[TanMeHTH CBC 3HAYHMO HApYIICHHE HAa KOCTHOMO3bYHATA (PyHKIHA MM 3HAaYMMa aHEMUS,
JIEBKOTICHHS, HEYTPONEHHS MM TPOMOOLIUTONICHU .

[TanMEHTH ¢ TEXKA aKTHBHA uHpeKHA A0 o3ApaBaBaHe (BXK. Touka 4.4).

[TammenTn ¢ Texkka 6B0peUHa HeJOCTATHLYHOCT, NOJIOKEHH Ha OUAIN3a, ThH KaTo
A0CTAaTHYHO KIVMHUYEH ONUT 3a TA3H rpyna I[IalHeHTH.

[TanyeHTH © TEXKa XUIIONIPOTEHHEMHS, HAIPUMED TIPH HeGPOTHUSH CHHIPO i ;?-._ f’-‘f;’? B, %



44 CoenuajHH DpexynpexaeHHs H NpeaAna3HH MePKH NPH ynorpeda

lIpocnengasane

lIpeou nexenuemo

IIpenn 3anouBaHe Ha JICUCHHETO ¢ TepuIyHOMH TPAORA Ja CE OLCHAT:

* KpbeHO Hamarase

* AnauuH ampHOTpaHcdepasa/cepymHa riyTaMar-nupysar Tpancamunala (ALT/SGPT)

* [lnana KpBBHA KAPTHHA, BKMIOYHTEIHO AudepeHnuanyo OpoeHe HA OeTH KpbBHH KNETKH H Opoi
Ha TPOMOOLIMTHTE.

Ilo epeme na nevenuemo
l1o Bpeme Ha nedenueTo ¢ repudynomua TpsAaOBa a ce MpoCieAABaT:
* KpbBHO HasArane
o IlepvoaudHo NpoBepsaBaHE
* AnanuH amMuHOTpaHc(epaza/cepyMHa TIyTaMaT-NnNpyBar TpaHcamuHasza (ALT/SGPT)

o YepHonpobHute eH3uMmm TpaOBa Ja ce OLICHABAT HAH-MAJIKO Ha BCEKH YETHPH CEAMMUIIH
npe3 MIePBUTE 6 Mecella OT JICYCHUETO U PEIOBHO CJIEA TOBA.

o [la ce 0OMHCIH ZOTBAHHUTENHO NPOCHEIIBaHE, KOTaTO TEPHQIYHOMUJ CE TIPHIIAra npu
IMAIHCHTH ¢ IPEALICCTRAMN YEPHOAPOOHH HapyIIeHH, IPHIAra ¢e ¢ ApyrA NOTCHLHAIHO
XeNaTOTOKCHYHH JIEKAPCTBa, WIH B 3aBUCHMOCT OT HAJIHYHETO HAa KNHHAYHA IIPH3HALN H
CHMITTOMM KaT0 HEOOACHHMO raZicHe, NOBpbIIaHe, O0Ka B KOpema, yMopa, aHOPEKCHA
MK XBITCHULA W/ UK TEMHA ypHHA. YepHoapoOHHTE €H3HMH TpA0Ba Ja C€ OIICHABAT Ha
BCEKH JBE CEMHUIIM TIpe3 [IBPBHTE 6 Mecela OT JIEUCHHETO M Hai-MalIko Ha BCEKH 8
CEAMMIIH Clie] TOBA, B NPOLBIDKEHHE HA 2 TOAMHH OT HAYANOTO Ha JICICHHETO.

o [IIpu ALT/SGPT mexny 2 v 3 nbTH HaA ropHaTa rpaHHNa HA HOPMATa, POCIIEISIBAHETO
TpAOBa Ja ce H3BBPIIBA €XKCCSIAMHYIHO.

* IInnea xpbBHA KapTHHA TpAOBa Xa ce H3CIEABA CTIOpE ] KIIMHHYHHTE PH3HALK H CHMIITOMH
(Hamp. HEGEKUMK) N0 BpEME Ha JICICHHCTO.

llponiesypa 3a YCKOPEHO EMMHUHIPAHE

Ermmunmpanero Ha TeprduryHOMER, OT 111a3Marta € 0aBno. bes nponeaypa 3a yCKopeHo eMMHHIpaHe
ca HeobXOoMMMH CPERHO 8 Mecela 3a JOCTHraHe Ha IIa3MeHH KoHleHTpanuu noxa 0,02 mg/l, Benpexu
4e [I0paay HHAHBHIYAJIHH PAIHYKA B KIMPBHCA HA BENIECTBOTO, TOBA MOXE Aa OTHEME 0 2 IO/MHH.
Ilpouenypara 3a YCKOPEHO €TMMHHHPAHE MOKE Aa C€ MPHJIOKH 110 BCIKO BPEME CIe
NPEYCTAHOBABAHE HA JICYEHHETO ¢ TepuayHomuI (BK. ToukH 4.6 H 5.2 3a AcTaiinM OTHOCHO

npoLeaypara).

Hepnoapobuu edektH

[Ipy mauperTH, npueMaimy TepudIyHOMHA, ca RabmojaBaHy MOBHIICHHA Ha YepHOAPOOHHTE EH3HMH
(Bx. Touka 4.8). Tesn noBuIICHUS Ca HACTBHITIIHN TIABHO TIpe3 ITBPBHTE 6 MECENa OT ICYEHHETO.

[TIo Bpeme Ha neuenweTo ¢ repudayHomMus ca HabMOAaBaHU CIy4YaH Ha JIEKAPCTBEHOHHAYLIHPaHO
yepHoApoOdHO yepexkaane (JIMYY), monsxora xuBoTo3acTpamagamo. [losewero cnygad va JIMYY ca
BBE3HHKHAJIM C BpEME 10 HAaYJIOTO OT HAKOJIKO CEIMHIM FITH HAKOIKO MECEHa CJIe 3an0YBaHe Ha
Je4eHHETO ¢ TepudayroMun, Ho JIMUY Moxe na ce oSBH H NPH NPOABIDKUATENTHA YIoTpeDa.

PuckBT 3a moBMIaBaHe Ha YepHOAPOoOHUTS cH3uMH H JIMIY npu TepudryHOMEI M
BHCOK IIPH NAIMECHTH ¢ MpeAIIecTRAI0 YEPHOAPOOHO HapYIIICHHE, CHITBTCTBALIO
X€NAaTOTOKCHYHH JICKAPCTBAa M/WNM KOHCYMAallHa Ha 3HAYHTE/IHH KOMHIECTBA AlIK
nanMeHTyTe TpA68a Aa 61T BHHMATEIIHO NPOCASAABaHH 33 IPU3HALIK U CHM
YBpeXIaHe,

Tepanusara ¢ TepudpryaOMIA TpaOBa Jia ce [IPEyCTAHOBH | 13 c€ OOMHCIIH YCKOPE
CAMMUHAPAHE, aKO MMa CEMHCHHE 33 9€pHOAPOOHO yBpexaaHe. AKO Ce MOTBBEPAHNY



YCpHOAPOOHHTE ¢H3UMM (oBeve oT 3 nbTH Haa ['opHa rpannna Ha HopMara (I'T'H)), Tepanusra ¢
TepH(pIyHOMHU TpA0Ba Ja cc MPEeyCcTaHOBH.

B cirydait Ha npeyCTaHOBABAaHE HA JICUEHHETO TPAOBA /1a C€ IPOBEKAAT YEPHOAPOOHH H3CICIBAHMA 10
HOpManu3upaHe Ha HUBaTa Ha TPaHCAMHHA3HTE,

XHNONPOTEHHEMHS

Tt KaTO TEpHPIYHOMUR C€ CBBLP3Ba BB BUCOKA CTEMNEH ¢ IJIa3MEHHTE OENTHIUM U CTENECHTA Ha
CBBLP3BAHE 3aBHUCH OT KOHLEHTPAIUATA Ha aNOYMHH, TIPH [TAIIMEHTH C XHIIONPOTEHHEMHS, HAIIpHMED
NpH HePPOTHUCH CHHIPOM, CE€ OYaKBa [Ta3MEHHATE KOHICHTPALHH Ha HECBBP3aHUAA TEPHPIYHOMHL 13
ca nosumenn. TepudayHoMua He TpsaOBa Ja ce MpHuIara NpH NAIMCHTH B CHCTOSHAA Ha TEKKA
XHITONPOTCHHEMHAL.

KpBBHO Handrane

ITo BpeMe Ha neueHne ¢ TepHdIyHOMHA MOKE 13 HACTHIM NOBHINIABAHE HA KPHRHOTO HANATAHE (BXK.
To4Ka 4.8). KppBHOTO HansArane TpAOBa Aa ce poBepsABa NMpeaH 3ar04BaHe Ha JICYCHHETO ©
TEpHQIIyHOMHI H OIEPHOIMMHO clich Topa. [loBHmEenoTo KphBHO HaIATaHe TpAOBa Aa ce JIEKyBa 110
MOAXOMASAI HAYKH [IPEAM 3a[I0YBAaHE H 0 BPEME Ha JICIECHHETO C TEPHPIYHOMHA.

Hudekiunu

3ar104YBaHETO HA JICYCHHE C Tepr(ITYHOMHA TPAOBA 1 Ce OTIIOWH NPH MALACHTH C TEXKKA aKTHBHA
HHCKIHA 10 HINEKYBAHESTO M.

[Ipn nnane60-KkOHTPONINpPaHH MPOy4YBaHHA ¢ TEPHQIYHOMHI HE € Ha0MoxapaHO YBCIHYABAHE Ha
CCpHO3HHTE HHpeKUHH (BX. Touka 4.8). Ilpeneun obave umynomoayImpamus €pexr Ha
TepA(IYHOMK, aKO IIALMEHTET pa3BHe cepro3ua unpekuus, TpAbBa qa ce obMuCIM CIIMPaHE Ha
JICHEHAETO C TepU(ITyHOMHA, a IpeIH Bp300HOBABAHE HAa TepanHATa TpAbBa fa ce OLECHAT OTHOBO
NON3HTE U pucKoBeTe. [lopaau ABNTHA MOTYXHBOT MOKE 1a c€ OOMHCIH YCKOPEHO €IHMHHHPAHE C
XOJCCTUPAMMH WITH BBIJICH.

HanwerTure, nony4yaBamu tepudayHomMn, TpAOBa qa OB1aT HHCTPYKTHPAHU J1a YBEAOMABAT JIEKaps
OpU NOABA HA CUMITOMH HA MHpekimy, JTanueHTHTE ¢ AKTHBHA OCTPH WIN XPOHUYHH HH(EKIHH HE
TpAOBa /1a 3a1104BAT JIEYEHHE C TCPHOAYHOMH, JOKAaTO HHPEKUMHTE He OBAaT H3NCKYBaHH.
bezonacHocTTa Ha TCPHGIYHOMEI IPH HHAHBH/H C JaTEHTHA TYOCPKY/I03Ha HH(EKUHMA HE ©
YCTaHOBEHA, THH KAaTO [IPH KIMHUYHHTE A3NHMTBAHHA HE € H3BBPLIBAH CHCTEMATHYHO CKPHHHUHT 33
TyOepkyno3a. [lanreHTHTE ¢ OMOKUTENEH PE3YIITAT PH CKPHHUHT 3a TyOepKynosa TpAdBa 1a Osjar
NEKYBaHH Criopex CTAHAAPTHATa MEOUIHHCKA [IPAKTHKA MPEAH 3aM0YBale Ha TEpPanMATa.

PecnupaTtopun peakuuu

Nma ceobmenns 3a HHTEpcTHIHANMAA OeropobHa 6onect (MBB), kakTo U cmyuan Ha 0cnoapobHa
XHIIEPTOHHS, IIPH JICYEHHE ¢ TepUdMyHOMH] N0 BpeMe Ha MOCTMAPKETHHIOBATa yrioTpeda.
PucxsT MOXe na Ob/I€ NOBHMILICH [TPH MMANMEHTH ¢ aHaMHe3a 3a Ubb.

Hbb Moke 1a ce mosABH OCTPO MO BCAKO BPEME HA JICYEHHETO C Pa3IHIHA KIIMHHYHA KaPTHHA.

Hbb moxe na 6bae ¢ neranen u3xol. Hoea nogsa uin riomasane Ha 0e10apoOHUTE CUMIITOMH, KATO
HAMpUMED YNIOPUTA KAIIHIA U JHCITHEA, MOTaT [a CTAHAT MPHYHHA 3a NPEYCTaHOBABAHE
JICYSHHETO U 32 0 HATATBIUHH H3CAEABAHHA ITPH HYXNa. AKO ¢ HeoBX0auMo CII
JICKAPCTBEHHA NIPOAYKT, TpIOBa na ce 0OMHCIH 3aI10YBaHE HA [IPOLEAYPa 34 YCK

XeMaToIOImIHH ePeKTH

HabnionaBano € cpeiHo HaMaNsBaHe ¢ MO-MAIKO oT 15% cnpsAMO M3XOAHOTO
Oenure KpeBHH KIETKH (BX. Touka 4.8) Karo npeamasHa Mapka npeau 3anods
TpsA0Ba Aa HMa CKOPOILHO H3CNCIBAHE HA ITbITHA KPbBHA KapTHHA, BKIIIOIUTEIHO
OpoeHe Ha OenuTe KPBBHH KJIETKH H Opoii TPOMOOLMTH, KAKTO H H3CJIEABAHE HA mnna'm



KapTHHA 110 BPEME Ha JICICHHETO IIPH HeoOX0MMMOCT Criope] KIMHHYHHTE IIPHU3HALK ¥ CHMIITOMH
(nanpumep HHOEKIHH).

IIpu nanpenTy ¢ npeautiecTsaa aHEMHA, JICBKOIICHHA H/IIH TPOMOOIIMTOIICHHS, & CHII0 U IIPH
NaUHEHTH C HapylleHa QPYHKIHA HA KOCTHHSI MO3BK HIIH IIPH TAKHBA ¢ PHUCK OT IIOTHCKAHE HAa KOCTHHA
MO3BK, PHCKBT OT XEMATOJIOTHYHH HAPYILEHUA € TO-BUCOK. [Ipn BpIHHKBaHE Ha TAKHBA €PEKTH
TpsAOBa fa ce oOMICIH MpoNEAYPATa 3a YCKOPEHO eTMMHHEpaHE (BXK. [10-TOpe) 32 HaMaJIIBaHe Ha
N1a3MEHUTE HHBA HA TePHQIYHOMHIIL.

B cayyan Ha TeXXKHM XeMaTOJIOTHYHH PEAKIMH, BIIIOYHTEIHO NAHIMTONEHK:A, TEPUQUIYHOMHT M BCAKO
CBHIIBTCTBAMIO MHEIOCYNPECHBHO JiedeHre TpAOBa /1a ce MpeyCTaHOBAT U Ia ce 0OMHCIH
NPHIOXKEHHETO HAa MPOLEAYpa 32 YCKOPCHO ENMMMHHHPAHE Ha TEPAQIYHOMHI.

KoxH# peakiun

Cpobmenn ca cnyyan Ha CEPHO3HM KOXKHH PeaKlMH, MOHAKOTA C JIETAJICH H3X0/, BKIIIOYHTENHO
CHHJIpoM Ha Stevens-Johnson (SJS), rokcrana emuaepmanaa Hekponuza (TEH) 1 nexapcreeHa
peakuus ¢ eo3uHopumud 1 cucremun cumntomu (Drug Reaction with Eoseinophilia and Systemic
Symptoms, DRESS) nipu ynorpeba Ha TepudayHOMH],

AKO ce HaOMOJaBaT KOKHH /AN MATABUIHE peakiMy (YIIEPO3EH CTOMATHT), KOMTO IMPEIA3BHKBAT
CBMHEHHE 33 TEXKH FeHEPATHIHPaHH KOXKHE peaknuM (CHHApOM Ha Stevens-Johnson, ToOkcHYHa
eMHACPMATHA HEKPOIH3a - CUHAPOM Ha Lyell win jiekapcTBeHa peakuua ¢ €03KHOPHIHA H CHCTEMHH
CHMITTOMH), TEPUPIYHOMUN H BCAKO APYTO BH3MOXKHO CBBP3AHO C TE3M PEeaKIUy JIeucHHE TpA0Ba 1a
CE NPEYCTAHOBAT M He3abaBHO [1a ce NPHIIOXKH YCKOpPEHA NpoLeAypa 3a enaMuHupane. B Takusa
ClIy4aH NpH MalKeHTHTE HE TPAOBa da MMa HOBTOPHA €KCIO3HMLKA Ha TepudnyHoMuH (BX. TOUKa 4.3).

Ilpu ynotpeba Ha TepudnyHomua ce crobinaBa 3a HOBa MOABA HA [ICOPHA3HC (BKIFOYHTEIHO
[yCTYJIO3EH NICOPHA3AC) M BIOIMIABaHE Ha CHUISCTBYBAIL OT NpeaH Hcopuasuc. Moxke na ce 0OMHCIH
NPCKPaTABAHE HA JICYCHUETO M 3aI04BaHE Ha IIPOUESAYpa 33 YCKOPEHO SIHMHHUPAHE, KaTo CE B3EMe
npensuA 3a00MIBaHETO Ha NAIHEHTA 1 MEANMLIHHCKATa aHaMHE3a.

IlepudepHa HEBpoOnaTHI

[Ipu nammenTH, npueManiy TepHGIYHOMUI, HMa CHOOIIECHHA 33 CTyyad Ha ImepudepHa HEBPOIIATHA
(Bk. Touka 4.8). IloBedeTo naumenTn ca uMaaH NoZoOpeHKE Clled NPEYCTAHOBABAHE Ha JICICHHUCTO C
TepHnyHoMu. Pervctpupana e 00ave mupoka BapHaGHITHOCT B KpaWHHA M3X0/l, HALIPHMED IpH
HSKOH MAMEHTH HEBPOIIATHATA € OT3BYYANIA, a IIPH APYTH NALUEHTH CUMITOMHTE ca NEPCUCTHPANH.
AKO [IAMCHT, IPHEMAN] TepUu(hTYHOMI, Pa3BHE NOTBbPACHa Mepud)epHa HEBpONATHsA, TPAOBA Na ce
0OMHCIY MPEYCTAHOBABAHE HA TEPANKATA ¢ TepudIYHOMI U H3BLPIIBAHE HA NPONEAypa 3a
YCKOPEHO €NIMMHHUPAHE.

BaxcuHanus

JlB€ KITHHMYHH NPOYYBAHHA Ca MOKA3aIY, 9€ BAKCHMHAIMHTE KbM HHAKTHBHPAH HEORHTHI¢H (ITHpBa
BaKCHHAL[H ) HITH BEYE CPEIllaH aHTUTeH (IIOBTOPHA €KCHO3ULIHA) ca O0e30MacHH H €(PEKTHBHH TI0
BPEME Ha JICUECHHE ¢ TeprbayHOoMuA. YnoTpebaTa Ha XKWUBH aTCHIOUPAHK BaKCHHH MOXKE J1a HOCH PHCK
OT MH(PEKIUM ¥ CNIEJOBATENHO TpAOBa Aa ce u30arnea.

Hm YHOCYNIPCCHBHH WJIH HMYHOMONYIHPAITH TCPAITHK

HPHIOKCHHE HAa TEPUPIyHROMUA U NiehTyHOMEHIL.

CppTCTBANIO MPHIIOKEHHE ¢ AaHTHHEOIVIACTHIHH H HIMYHOCYTIPECHB
neuenue Ha MC, e ¢ onensisano. llpoyasanunsa 3a 6e3omacHoOCT, IIpH K
pHIAral CEIFTCTBAMIO ¢ HHTEpdEpoH OeTa HITH C TIATHPAMEPOB aNeT
Ca MoKa3alnu HIKAKBH KOHKPETHH ChoOpa)keHUA 32 0€300acHOCT, HO € H




YCCTOTa Ha HEXENMAHUTE PEaKIMK B CPABHCHNE C MOHOTEPANUATA ¢ TepuduyHOMHUA. JbarocpodHara
0€3011aCHOCT Ha Te3H KOMOMHALMH [IPH JISYCHUETO HAa MHOXKECTBEHATA CKIIEP03a HE € YCTaHOBECHA,

IIpeMuHaBane KbM/HIN OT IEYCHUE ¢ TEPHOIYHOMHE

Ha 6a3ara Ha KIIMHAYHUTE JIAHHH, CBHP3aHH CHC CHITETCTRALIOTO NPANOKEHUE Ha TEPUQIYHOMUS C
naTepdepoH beTa MK C TIATHPAMEPOB alICTAT, HE CE€ H3HCKRA [ICPHOA Ha H3YaKBAaHE MPH 3a1104BaHe
Ha TepuduIyHOMM cliell HHTEpdEepod OeTa MM TIIaTHpaMepOB alleTaT, HIIH IIPH 3all0YBAHETO Ha
nHTEpPepoH OeTa WiH rnaTupaMepoe anerat ciel TepudIyHOMAL.

Iopaau XBIrHA NONY>KMBOT HA HaTanm3ymald, eAHOBPEMCHHA €KCIIO3HLMSA, U CIIENOBATEIHO HMYHHH
e(eKTH, MOTAT Ja HACTBIBAT A0 2-3 Meceila Clel MPeyCTaHOBABAHE HAa HaTanu3yMal, ako
NPHIOKEHHETO Ha Tepr(IyHOMH] € 3anovHano BeaHara. [lopaay ToBa € Heo6XOMMMO IOBHILIEHO
BHHMAHHUE TIPH MPEMHHABAHE Ha HAIMCHTHTE OT HaTalH3ymab Ha TeprdayHoMHI.

BB3 0CHOBA Ha NOTYXKHMBOTA HA PUHIOAMMOJ, 33 H3HUCTBAHETO MY OT LIHPKYNALMATA € HEOOXONHM
nepuos 0T 6 cenMHIH 0€3 JIeYcHue, a 32 Bpb3CTAHOBABAHE HA JTUM(POLMTHTE B HOPMAMHUTE HM
rpaHHIH € HeoOX0auM repuon ot 1 1o 2 Mecena clej npeycTaHOBABAHE Ha NIEYCHUETO ¢
QUHTOAMMOZ. 3aNI0YBAHETO HA TepH(IYHOMHU NIpe3 TO3H MEPHO] e HMa 3a pe3yJITaT ChILTCTBALA
EKCMO3HMIHA Ha puHrONMMoA. ToBa MOoxe 1a TOBeAE A0 aAUTHBEH ¢hEKT BbPXy HMYHHATa CHCTEMA,
opaaHl KOeTO € Hanara NOBHIICHO BHAMAHKE.

[Ipn nampentn ¢ MC mMeananara Ha ty;, € Ouna npuoaH3HTeNHO 19 AHK clex MHOTOKPaTHO
OPHIOKEHHE Ha 103H 0T 14 mg. Ako ce B3EME PENICHHE 3a [IPEYCTAHOBSIBAHEE HA JIEYCHHETO C
TepH(IyHOMH], NIpe3 [IEPHOAA, PaBEH HA 5 monyKHBoTa (upubnusurenno 3,5 Mecena, RO MOXKE W JIa €
NO-IBJET IPH HAKOH MALIMEHTH), 3aN0YBAHETO HA IPYTH TEpallHH LIE HMa 3a pe3yITaT ChIILTCTBAIA
EKCIIO3HLUA Ha TepudnyaoMun. ToBa Moxke Ja JoBeae A0 aANTHBEH ¢(PEKT BbPXY HMYHHATa CHCTEMA,
NOpaJiH KOETO Ce Halara IMOBHIIEHO BHUMAaHHE.,

BnusHue BbpXy ONpeaeNnaHeTO HA HABaTa Ha HOHU3UPAH KM

B13MOXKHO € H3IMEPBAHETO HA HHBATa Ha HOHU3HPAH KaJIIHH 14 NOKaKe (amnnso IMOHHKCHH
CTOHHOCTH NPH JICYCHHE ¢ TePayHoMHI H/ 1 TepudiIyHOMHA (aKTHBHHAT MeTabOJIMT Ha
nehaIyHOMHI) B 3aBUCHMOCT OT BH/A Ha M3N0/3BaHKS AaHAIM3ATOP HA HOHM3KpaH KaJIIMH (Hamp.
KpBBHO-Tra30B aHanm3arop). [lopagu ToBa nph nauHeHTHTE, ICKYBAaHH C JEhIYHOMHUI HIH
TepH}pIyHOMHN, € HeOOXOAUMO J1a Ce MPOBEPH TOCTOBEPHOCTTA HA H3MEPEHHTE MOHIDKEHK HHMBA Ha
HOHHM3HpaH KajiuH. B ciay4ait Ha ChMHHTETHH Pe3yJITaTH ce NpenophyBa Aa ce onpeAci obiara
KOHIECHTPaLMA Ha aN0yMHH-KOPHTHPAH KAIIHI B CEPYMA.

IlenuaTpyuyHa nonynamnus

Hanxpeamum
B neaHaTpHYHOTO KIHHAYHO H3NMTBAHE ca Habmonasauu CiIydaH Ha MAHKPCATHT, IOHAKOTAa OCThD,
LIPH MAHCHTH, IIOJYYaBallH TeprugpayHoMun (BXK. Touka 4.8). KinmanuHHTe CHMITTOMH BKJIXOYBAT
KopeMHa 0oika, ragene W/ Hiau noBpbmane. IIpA TE3H MalMEHTH CEPYMHATA aMH/Ia3a M JIMIIAa3a ca
Oy nosuiueHu. Bpemero 3a mosABa BapHpa OT HAKOJIKO Mecella 10 TpH roauns. ITanuenture tpsadsa
Aa 0paT MHQOPMHUPAHH 3a XapaKTEPHHUTE CHMITTOMH Ha naHkpeatut. [Ip# chMHEHHE 3a IaHKpeaTHT
Tpa0Ba a2 ce n3cneABaT MAaHKPEACHHTE €H3MMH H ChOTBETHHTE TabOPaTOPHM NOKA3ATENH. AKO CE
NOTBEPAU HANMYHE Ha NAHKpeaTuT, TepudIIyHOMUI TPAOBA a C€ NPEYCTAHOBH H
NpOLECAYPa 32 YCKOPEHO ENMMHHHpaHe (BK. TOYKa 5.2).

JlakTO3a

Twh kato TepudaynoMpa 3cHTHBa TaOIETKH ChOBPKAT JIAKTO3Q, AHEHT
npodJIEMH HA FalaKTO3Ha HEIMIOHOCHMOCT, ITHJIEH JIAKTA3¢H A¢(PHIMT HIH T
masabcopOima He TpAGBA Aa NPUEMAT TO3H JICKAPCTBEH MPOAYKT.



Harpu#

Tosa nexapcTBO ChABpPKA MO-Manko oT 1 mmol HaTpwit (23 mg) Ha rabneTka, T.€. HPAKTHYCCKH HE
ChIBPXKa HATPHH.

4.5 BiamMogelcTBHe C APYTH JIeKapCTBEHH NPOAYKTH H APYrH (popMHE HA B3aHMOXEHCTBHE

DapMAKOKMHETHYHH B3aHMOACHCTBHUA HA JIPYTH BENIECTBA ¢ TEPUPIYHOMUI

OcHOBHHAT ITHT Ha OnoTpaHchopMaLva Ha TEPHPIYHOMHA € XHAPOIH3a, @ OKHCICHACTO €
BTOPDOCTENEHEH ITBT.

Mowpmu unoyxmopu na yumoxpom P450 (CYP) u na mpancnopmepume

CBIBTCTBALIOTO MHOTOKPATHO MPHIOKEHHE Ha 031 (600 mg BeJHbX THEBHO B NPOJBIDKEHUE HA 22
nuu) pudpamomoud (maaykTop Ha CYP2B6, 2C8, 2C9, 2C19, 3A), KakTo 1 Ha HEAYKTOp Ha
eurykcHuTe TpaHCcHopTepH P-rnukonporenn [P-gp] ¥ npoTerH Ha pe3ACTECHTHOCT HAa PaK Ha I'bpAaTa
(Breast cancer ressistence protein, BCRP), ¢ Tepudnysomuz (70 mg efHUHHYMHA 1033a) € JOBEJIO IO
Hamaisieade npubnmusurenno ¢ 40% Ha ekcno3uumaTa Ha TepudayHoMua. PrbaMnuuyy 1 aApyry
M3BECTHH MOIIHK HHAyKTopH Ha CYP M TpaHCcnmopTepHTe, KaTo HampHMep Kapbama3senHH,
¢ernobapburan, PeHHTONE ¥ KBIT KAHTAPHOH, TPsAOBA A CC NPUNIATAT C MOBHIICHO BHUMAHHE 110
BpPEME Ha JICICHUETO C TEPH(ITYHOMHJI.

Xonecmupamun Wik GKIMUEEH 6b2leN

[IpenopruBa ce mauueHTUTE, NPHEMAIRH TepUQIYHOMHI, 1a He OBHAT JCKYBAHH C XONCCTHPAMHUH HIIH
aKTHBEH BBLIJICH, OCBEH aK0 HE Ce IIENH YCKOPEHO eIMMHHHApaHe, Thil KaTO TOBa BOJH 10 OBp30 H
3HAYMMO HAMAISBAHE HA MNa3MEHATa KOHLeHTpaua. CMsaTa ce, 4€ MEXaHM3MBT € CBhP3aH €
NPEKbCBAHE Ha €EHTEPOXENATAHNA KPBrospaT W/WIH ¢ TaCTPOMHTECTHHANIHA [HATIH3A Ha

TEPUDITYHOMUA,
(DapMaKOKHHETHYHH B3IaHMOACHCTBUA Ha TCPpHGIYHOMII C APYTH BEIIECTBA

Egexm na mepughnynomuo evpxy cyocmpamu na CYP2C8: penazrunud

Hanuue e nosuuaase Ha cpeaHaTa Crax # AUC (Excrmo3unms oy o KpHBaTa) Ha penariHHH
(cvotBeTHO C 1,7 M ¢ 2,4 TBTH) CNEl] MHOTOKPATHO MPHJICKEHHE Ha TEPU(IYHOMHE, KOSTO MOKA3Ba,
ge TepHapayHoMHu ¢ kaxuOHTOp Ha CYP2C8 in vivo. [lopaau ToBa ¢ HEOOXOAHMO NOBHILICHO
BHHAMAHUE MIPH yNoTpeba Ha NeKapCTBEHH MPOAYKTH, KOUTO ce merabonmsupar or CYP2CS8, karo
HalpHUMEpP PENIarniiHKH, NaKIHTAKCEN, THOTINTA30H MK PO3UIIIHTA30H, 0 BPEME Ha JICUCHHC C

TepUQITyHOMU,.

Eghexm na mepugpaynomuo evpxy nepopannu konmpayenmugu: 0,03 mg emununecmpaduon u 0,15 mg
REGOROPZECMpPEn

Hanuue e nosumarane Ha cpefHaTra Cpax H AUCq.24 Ha eTnHIUIECTpagion (ChoTBETHO 1,58 1 1,54
IbTH) K Ha Ciax B AUCo.24 Ha ieBoHOprecTpen (cwotsetHo 1,33 u 1,41 mbTH) ciel MHOTOKPATHO
NPHNOKEHKE Ha TepudbnyHOMAAR, Beopeku de He ce 09aKBa TOBa B3aHMOJICHCTBHE HAa TEPHQIIYHOMH
Ja UMa HEONMaronpHATHO BAMAHHE BLPXY €(PHUKACHOCTTa Ha IEPOPATHUTE KOHTPALCIITHBH, TOBA
Tps#0Ba Aa ce HMa npeaBuA NpH H300pa H ATANTHPAHETO HA JIEICHHETO C MEPOPAIHH KOHTPALEIITHBH,
KOHTO CE H3II0A3BaT B KOMOHHaus ¢ TepudnyHoMnz.

Eghexm na mepugpnynomuo evpxy cybcmpamu na CYPIA2: xogheun

MHOroxpaTHo IPUIOKEHH J03H TEPHQIYHOMH HaMaIIBaT cpeHATa Cmax H A

(cybcTpar Ha CYP1A2) chorBeTHO ¢ 18% 1 55%, koero npeanonara, 4e Tep / '
L

cnab HHaykTop Ha CYP1A2 in vivo. [Topaau ToBa I€KapCTBEHH MPOXYKTH, ;,;ii META00! @i'\gr
&Y a0BBa @ace, < \

or CYP1A2 (kaTo Hanpumep AyJIOKCETHH, ATOCETPOH, TeO(HIMH H TU3aH APHOBA s
H3MOJI3BAaT BHUMATENHO [10 BpEME HA JICYCHUETO ¢ TepUPNYyHOMH, THH Ka ;IQ E r;.Elg:lsfr,lw:

N0 HaMaNABAHE HA €(DHKACHOCTTA HA TE3M JIEKAPCTBEHH MPOJYKTH.



Edpexm na mepughnynomuo evpxy eapghapun

MHOroKpaTHOTO NPHIOKEHNE Ha TO3H TepHQIYHOMHI HE € HMano e(eKT BbpXY (hapMaKOKHHETHKATa
Ha S-BapdapHH, KOEeTO [10Ka3Ba, Ye TEpUPIYHOMHJ HE € HUTO HHXHOATOP, HUTO HHAYKTOD Ha
CYP2C9. HabmoaaBauo ¢ obade HamaneHne ¢ 25% Ha IHKOBHTE CTOMHOCTH HA MEKYHAPOIHOTO
HOpMaM3UpaHo cboTHOILCHUE (INR) npu CBITBTCTBAMIO NPHUIOKEHHE Ha TEPHPAYHOMHA H BapapHH
B CPaBHCHHC CHC CAMOCTOATENIHOTO MIPHAOKEHUE Ha BappapuH. Ilopaau Toa npH CHIIBTCTBALID
NpHICKCHHE Ha Bap(apHH ¢ TepHPIYHOMAZ CE NPENOPHYBa BHAMATEAHO MIPOCIICAABAHE H
nabmoneHue na INR.

Ecpexm na mepugpaynomuo evpxy cybempamu na mpancnopmepa Ha opearunnu anvonu 3 (Organic
anion transporter 3, OAT 3):

Hanuite € nosrmaane Ha cpeanata Cnax B AUC Ha negaknop (cvotBetHo ¢ 1,43 1 ¢ 1,54 nb1H) crnien
MHOTOKPATHC NPUAMKESHUE Ha TePUIyHOMMA, KOSTO TIPSANONara, e TepudpIyHoMAz ¢ HHXHOUTOP
Ha OATS3 in vivo. Ilopagu ToBa ce npenopbyRa NOBHIIEHO BHAMAHNE, KOraTo TepupayHoMuy ce
NpHJIara ¢IHOBpeMEeHHO Cbe cyOcTpatn Ha OAT3, kaTo HanpuMep Hedakiop, OCH3UIIICHHUIHITHH,
IHNPOQIIOKCallHH, HHAOMETAalMH, keTonpodeH, ¢pypo3emMus1, TUMETHANH, METOTPEKCAT, 3UIOBYTHH.

Ecpexm na mepugpmynomuo ewpxy cybempamu na BCRP u/unu cyb6cmpamu na nonunenmuou Bl u B3,
mpancnopmupaugu opeanunu anuonu (OATPIB1/B3):

Hanmnne e nosumaeane Ha cpeanara Cra ¥ AUC Ha po3yBacTaTHH (ChOTBETHO 2,65 n 2,51 pTH) Ccnien
MHOTOKPAaTHO NIPHIOKEHHE Ha 1031 TepHQIyHOMH. ToBa MOBHIIABaHE Ha INAa3MCHATA CKCIO3HINA
Ha po3yBacTaTHH, obaue, HE € OKa3alo ABHO BAMAHNE BEpXY akTHBHOCTTa HAa HMG-CoA penykraszara.
[IpenopbuBa ce Hamanasane ¢ 50% Ha go3aTa Ha pO3yBAaCTATHH MPH CHITBTCTBAIIOTO MY NPHIQKECHHE
¢ TepadnyHomun. [Ipu octananure cyGerparn na BCRP (Hanp. MeToTpekcar, TOIIOTEKaH,
cyndacallazui, JayHOPYOMIHH, NTOKCOpyOUUHH) U ceMelicTBoTo Ha OATP, 0co6eno HHXHOHTOPHTE Ha
HMG-Co peaykra3zara (Hanp. cuMBacTaTHH, aTOpPBAacTaTHH, IPABACTATHH, METOTPEKCAY, HATEITIMHHL,
penariuHuA, pudaMIUOuH), IPHA CHITHTCTBAILG MPHIOKEHNE ¢ TepudAYHOMUA € He0OXOIHUMO
NOBHULICHO BHEMaHME. [lanenTure TpaOBa Aa ce NpocaeasBaT BHUMATEIHO 34 NIPH3HALIH H CUMIITOMH
Ha NMPEKOMEPHA EKCIIO3HLKA HA TE3H JIEKapCTBEHHU NPOAYKTH M 11a ¢&¢ 0OMHCIIH HaMaJABaHe Ha
TAXHATA [03a.

4.6 @eprHaHTeT, GPEMEHHOCT H KbpMeHE

Ilpunoxenue npy MbXxe

IIpnemMa ce, ye pHCKBT OT MCIMHpPaHa OT MBbKa eMOpHO(eTaHA TOKCHYHOCT MO BPEME Ha JICYCHHE C
TepHPAYHOMHA ¢ HUCHK (BX. Touka 5.3).

bpemeHHOCT

Mma orpaHudcHH 1aHHH OT ynotpedarta Ha TeputhnyHoMuA npy OpemeHH: skeHH. 1lpoyuBanmira npu
JKHBOTHM NOKa3BaT penpodyKTHBHA TOKCHYHOCT (BX. Touka 5.3).

Tepugnynomu Moxe a MPEAN3BUKA CEPHO3HH BpoIeHN Je(PEKTH, KOraTo Ce NMpHIiara 1o BpeMe Ha
bpemennoct. TepudayHoMu e NpoTHBONOKA3aH Tio BpeMe Ha OpeMeHHOCT (BX. TOHKa 4.3).

AeHurte ¢ 1eTepoieH NoTeHIHan TpadBa Ja H3MOI3BAT ehEKTHBHA KOHTPALEIINA 10 BpEME Ha
JICYEHACTO U CNe JISYEHHETO, JOKATO IL1a3MEHaTa KOHIEeHTpanus Ha TepudnyrHomnas e Haa 0,02 mg/l.
I1pes To3m nepuon xenure TpAOBa na 00CHAAT € JIEKYBaIlKMA JEKap BCHYKH CBOH HAMEPEHM Jia CripaT
WM 132 NPOMEHAT KOHTpauenuuaTa. Jlenara oT )EeHCKH 110J1 W/HIH ponnremrrefnonaraumre T'PIDKH 34
Jena oT XKEHCKH 110J1 TpsOBa Aa ObgaT nHGOPMHUPaHH 3a HEOOXOANMOCTTA Ha CoLF
JIEKYBAILKA A€Kap, CIER KaTO JETETO OT XKEHCKH II0J1 HA JIeYeHNE Ha TepHIIYAHQ
MeHCTpyanmsa. HeobxonuMo ¢ aa ce npoBeae KOHCYITalMA Ha HOBATE TAll /‘{ i
MOTCHLHAN OTHOCHO KOHTPALCIIOUATA H TIOTSHIHANHHSA PUCK 3a Iutona. Tpad:
HACOYBAHE KbM 'HHEKOJIOT,




IanpenTHTE TPsOBa A2 OBAAT MECTPYKTHPAHH 1A MPEYCTAHOBAT TepH{IyHOMI H He3a0aBHO Ja
YBEZIOMSAT JIEKAps C 1 H3BLpOIBAHE HA TECT 32 OpeMEHHOCT, aKo HMa HAKAKEO 3a0aBsHe Ha
MEHCTPYAIMATa WM JPYTH IPHYHHY Aa ce MOJO3Hpa OpeMEHHOCT, KATO IPH NOMOKHUTCIICH Pe3yJITaT
OT H3CJICABAHETO NEKApAT W MALMEHTHT TPAOBa Na 006CHAAT pHcKa 3a OpeMeHHOCTTa. BB3MOXKHO €
0Bp30TO HaManABaHE HA HUBOTO HAa TEpH(IYHOMHII B KPBBTA, YPE3 NPHIAraHe Ha ONHCAHATA MO-A0TY
NPOLICAYPA 32 YCKOPEHO ENMMMHNpane, IpH TbPBOTO 3aKbCHEHNE HA MEHCTPYaLMATa, 1a IOBEAEC A0
HaMaJIsBaHE Ha PHCKa 3a ¢eTyca.

I1pu xenn Ha neyeHUE ¢ TEPUGIYHOMHM, KOHTO JKEIadT Ja 3a0peMEHEsT, PHIOKEHHETO Ha
NeKapCTBEHUS MPOAYKT TpAOBa na ObJe CHPAHO KaTo ce NpenophuBa U NpoueaAypa 3a YCKOPEHO
SITAMHMHHpPaHE, ¢ Hei no-0bpp30 AocTHrade Ha konnenTpannsa nox 0,02 mg/l (BmkTe no-gony).

AKO HE ce MPHIIOKH ApOLEAypa 338 YCKOPEHO SIHMHHHpaHEe, MOXE /14 CE€ 0YaKBa IIa3sMEHOTO HHBO Ha
TepupayrnoMun aa ocrane Han 0,02 mg/l B npoasIKeHHE HA CPeaHO 8 Mecelia, HO MPH HAKOH
MAHEHTH € Bb3MOXHO Ja ca HeoOXOMHUMHA 10 2 FOAKHHH 34 JOCTUIAHE HA MJJa3MECHA KOHICHTPAL(HS
nox 0,02 mg/l. ITopaam ToBa MIazMenaTa KOHNEHTpalKs Ha TepuIyHOMAZ TpAOBa 1a Ce H3MEpH,
npeJH KEHATa fa ipaBM ONKUTH 3a 3abpemeHsaBane, Cnex KaTo €€ YCTaAHOBH, ¢ IUIa3MCHATa
KOHLICHTpamMA Ha TepudnyHomuz € noxa 0,02 mg/l, TpadBa Aa cc HIBBPIIK MOBTOPHO M3MEPBAHE Ha
IIa3MCHATA KOHLEHTpaUHs ClIel HHTEpBan 0T MHHUMYM 14 gHH. AKO M JBeTe IUIa3MCHH
KOHUEHTpauuu ca nox 0,02 mg/l, ue ce oyakea puck 3a deryca.

Ilpoyeoypa 3a ycxopeno eaumunupane

Cnejt IpeycTaHOBABAaHE Ha JICYCHHETO ¢ TEPHPIYHOMM;

* MpHIIara ce XoJecTHpaMHuH 8 g no 3 mpTH JHEBHO 3a meproj ot 11 auu. B cryyait ye
XONECTHPaMHUH § g TPH ITbTH JHEBHO HE CE TIOHACA JoOpe, MOKE JIa C€ MPHIOKH XONESCTHPAMHH 4
g TPH IIbTH JHEBHO;

*  ANTEPHATHBHO cc NpWiara 50 g akTHBEH BLIJICH HA Npax Ha BCEKH 12 gaca B IpOABIDKeHue Ha 11
JHH.

Crnen BcAxa OT OBETE aNTEPHATHBHH OpOLEAYPH 3a YCKOpEeHO SNMHMUHHpaHe obave ce H3HCKBA H
BepH(HULMpPaHe 9pe3 2 OTACIHH TECTa [MPe3 HHTEPBA OT Hai-Manko 14 JHH, KaKTO H NEPHOA Ha
H34AKBAHE OT CJIMH H IOJIOBHHA Mecela MeXK/ly UhPBATA 0ABA Ha MNAa3MeHa KorueHTpams nox 0,02
mg/1 u OMIOKAAHETO.

Kakro XonectupamMuH, Taka ¥ aKTHBHUAT BEIJIEH KA Mpax, MOraT Jja MOBIHAAT BLPXY abcopOumaATa Ha
€CTPOTCHHTE M MIPOTECTOTEHUTE A0 CTEIICH, Y€ XA HE MOXKE Ja C€ FapaHTHpa HaZcXK/IHa KOHTPALICTIHHS
C IIepOpANHH KOHTPALUEHTHBH B IEPHOAA HA MPOLEAYpaTa 3a YCKOPEHO EMHMHHHPAHE C XOJIECTHPAMHUH
HIIM aKTHBEH BBITIEH Ha MpaX. [Ipemopsusa ce npuiiokeHHe HA ANITEPHATUBHN METOMH 32
KOHTPALICTILIHS.

KnpMeHe

[Ipoy4Banus OpH )KHBOTHH MOKA3BAT €KCKpeLMA Ha TepH(IyHOMHA B MIIAIKOTO. TEpHBIYHOMHT €
[IPOTHBOIIOKA3aH MO BpeMeE Ha KbpmeHe (BXK. Touka 4.3).

Oecprunurer

JlaHHHTE OT NPOYUBAaHHA IIPH XXMBOTHH He MOKa3Bat edekT BepXy (pepTininTeTa (BX. TOYKa 5.3).
Brnpeku 9e mMricBaT AaHHH 1IPA X0pa, HE ¢€ 09aKBa €QeKT BbpXy PEPTHIATETa IIPH MBXKC H HKCHM.

4.7 EdexTa sppxy cnocobfnocrTa 32 mioupane ® padora ¢ MaLIHHH

Teputnynomun 3eHTABa HE NOBIIHABA HIH NOBJIHABA OpcHEOPEXUMO CIOCOOH
paboTa ¢ MauIHHH.

B ciryqai Ha HexenaHu PEaKiliH, KaTo HampUMeEp 3aMaiiBaHe, KOETO CE Chob
KOETO € H3XOAHOTO BEIECTBO, MOXKE 3 € HAPYIICHa CIOCOOHOCTTa Ha Maly
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M a/IcKBaTHA peakuus. B TakuBa cirydan magueHTHTE TPsAOBA 1a ¢ Bh3AbpKaT OT modupaHe U padora
C MaLUHHH.

4.8 HexenaHnu J1eKapcTBeHH peaKIHH

O000meHne Ha npoduia 3a 6€30MacCHOCT

Haii-uecTo cpo0IaBaHNTe HEKETAHN PCaKLUM NIPH JIeKyBaHuTe ¢ TepuduryHomun (7 mg 1 14 mg)
nauMeHTH ca: rmaBodomnme (17,8%, 15,7%), nuapus (13,1%, 13,6%), moBumen ALT (13%, 15%),
rajgcHe (8%, 10,7%) u anoneuwus (9,8%, 13,5%). Hait-o0110, rnaBodonueTo, AuapusaTa, raicHEToO U
aJIoNeUMsATa ca JICKH 0 YMCPCHH, IPEXO/IHHN M PSJIKO ca BOAU/IH 10 MPEKpATsABaHC HA JICUCHHUCTO.

Tepudnynomua e ocHoBuuaT MetadonuT Ha edaynomu. [Tpodurst Ha Oe30macHOCT Ha
nedIyHOMHU/ IIPH NALKUEHTH, CTPAJally OT PEBMATOMACH aPTPUT WJIH IICOPUATHYEH apTPHUT, MOXKE Ji1a €
CHOTHOCHM [IPH NPEANUCBAHE HA TepupayHoMua Ha nauueHTH ¢ MC.

TabnuyeH cnMChK HA HEXKENAHUTE PCAKIIUH

Tepudnynomun e nzcneasan npu o6mo 2 267 NanMEHTH ¢ €KCHo3uIKS Ha TepuduryHomua (1 155 Ha
Tepuduynomua 7 mg u 1 112 va TepudnyHomua 14 mg) BeaHbk JHEBHO IPH MEAHAHA HA
NPOABJKHTEIIHOCT OKOJIO 672 IHH B YyeTHPH Iulaliecbo-koHTpoupanu npoyusanu (1 045 u 1 002
MAalMCHTH ChOTBETHO Ha TepubayHomua 7 mg v 14 mg) v €IHO NPOYYBAHE C AKTUBEH CPABHUTEJICH
npoaykT (110 nauueHTH BB BCsAKA OT IPYNUTE HA JICYEHHE C TepU(IyHOMH/L) IIPH BB3PACTHH
NauMeHTH ¢ npuctbnHu Gopmu Ha MC (npucTbnHA MHOKECTBEHA ckiepo3a, [IMC).

[To-0o1y ca u30poeHH HeXKENaHUTE peakluu, ChbOOIICHH NP TePHPIYHOMH B r1anedo-
KOHTPOJIMPAHH [TPOYYBAHUS MPH BL3PACTHY MALMEHTH, JOKJIaABaHH 3a TepudayHomua 7 mg wiu 14
mg OT KJIMHUYHHM NPOYYBAHHS MPH Bb3paCTHH nauueHTH, Yectorute ca AepuHUpPaHH Ype3 rpujiaraie
Ha c/eIHaTa KOHBEeHIH: MHOTO YecTH (>1/10); ywectu (>1/100 mo <1/10); mewectn (=1/1,000 1o
<1/100); peaku (=1/10,000 go <1/1,000); muoro peaku (<1/10,000); u ¢ Heu3BecTHA YecToTa (OT
HAJIMYHUTE JIAHHM HE MOKE 1a Ob/1e HanpaBeHa OLeHKa). BbB BCsKa rpyna 1o 4eCToTa HEe)KE/IaHHTC
peakiHy ca MPeACTaBEHH B HU3XOIS1L Pe/l MO OTHOILICHHE HA TAXHATA CEPHO3HOCT.

Cucremo- Mmuoro Yecrn Heuectn Peakn  |Mmuoro |[C neus-
OpraHHH YEeCTH PEAKH |BeCTHaA
KJ1acoBe qecToTa
Nupexuuu u ['pum, Texku
nHdecrTauuu Mudekumns na MH(CKLHMH,
FOPHUTE BKJIFOYHTEJIHO
JUXaTEJIHH cencuc®
TbTHILIA,
Uudekuusa na
MUKOYHHUTE
NbTHLLA bpOHXHT,
CHHY3HT,
MapUHI T,
[{uctut, Bupycen
raCTPOCHTEPHT,
Opanen xeprec,
30Ha MHDEKUMS, -
JlapuHrur, X
Tinea pedis =7
HapyuieHus Ha Heytponenus®, JIeka Tpombo-
KpbBTa U AHEMHUSA LIATOINECHUSA
num¢HaTa (TpoMOOLUTH
CUCTEMA <100 G/1)

! F L v
i * &l ¥
Ty, Vg P
1 1 ' n . X
L e e



Cucremo- Mmuoro YecTn Heuectn Penku Mmuoro |C Hens-
OpraHHH YeCcTH PeAKH |BecTHA
KJ1acoBe YecToTa
Hapymenus na Jleku anepruynn | Peakuum Ha
MMYHHAaTa peaKuHu CBPbX-
CHUCTEMA YyBCTBH-
TEJHOCT (0T
Obp3 MM OT
3a0aBeH THI),
BKJIKOYMTEIIHO
aHa(uIaKCH
1 aHTHOEACM
[lcuxuunm TpeBoxkHOCT
HapyLICHH
Hapymenus Ha |['maBodonue |Ilapectesus Xunepecre-
HEpBHATA Nmunac, 3UA,
cHUcTEMA CuHapOM Ha Hespanrus,
kapnanuus TyHesn |[lepudepna
HEBPOIATHS
Copacunm [Tannmuranmu
HapyLICHUsA
CbaoBH Xuneprouns®
HapyLICHUS
Pecniupatophu, HUurepctu- beo-
rPBAHH U [HaJHa Jpo0OHa
MEMACTHHAI- OenoipodHa XHUnep-
HH HAPYILLICHUS ooJsiect TOHHS
CroMariHo- Juapwus, [MankpeaTutr®®, CTOMATHT,
YpPEBHH ["anene bonka B ropnara |Konur
HapylIEHUS 4acT Ha Kopema
[ToBpbmiane,
36000011
Xenaro- [ToBuuIcHA [loBumena rama- OcTbp Jlekap-
OnnmuapHu aJlaHUH rJ1YyTaMHJITPAHC- XEMaTuT CTBCHO-
HApYICHHS amuHOTpaHc- | depasa (GGT)®, HHTY LI -
dbepaza [ToBuieHna paHo
(ALT)° acrnapraT aMHHO- YEPHO-
Tpancdepasza’ JpOOHO
YBPCK-
JaHe
(JINYY)
Hapywienus na Jlucnunuae-
MeTadoIN3Ma U MU
XpaHCHETO
Hapyuwenus Ha | Anonenus O6puB, AKHE Hapymenus
KOJKaTa u Ha HOKTHTE, |
M0JIKOKHATA [COpPHa3UC oy
ThbKaH (BKJIOUHTEN-
HO MYCTYJI0-
3eH)™°
Texku
KOYKHH
peakumu
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Cucremo- Mmuoro Yectn HeuecTH Peaxn Mmuoro |C Heus-
OpraHHH YeCTH PEAKH |BeCTHA
KJiacoBe qeCcToTa
Hapyiienus Ha MyckynHo-
MYCKYJIHO- CKEJIeTHA
CKeJIeTHaTa OoJKa,
CUCTEMA U Mmuanrus,
ChCAHHHUTENHA ApTtpanrus
Ta ThbKaH
Hapyuenus Ha [Tonakuypus
OBOpeumTe M
[MMKOYHHUTE
[TbTHILA
Hapyuienus Ha Menoparus
BB3IPOU3BO-
JAUTEIHATa
CUCTEMA H
rbp/Jarta
OO0 bonka, Acrtenuns *
HApYLICHUS H
ceKTH Ha
MSCTOTO Ha
MPHUIOKCHUE
H3cnensanus HamansBaHe Ha
TErJoTo,
Hamanen dpo#
HeyTpodun’,
Hamanen 6po#
Oenu KpbBHH
KJIETKH®,
IloBuiena
KpeatuHpocho-
KMHAa3a B KPbBTA
HapansBanus, [Toct-
OTpaBSAHHSA U TpaBMaTH4YHa
YCII0KHEHHUS, Dosika
Bb3HHKHAJIH B
pe3yJITaT Ha
HHTCPBECHLIMH

a: MOJIs, BHDKTE TOYKATa C MOAPOOHOTO OMUCAHUE

0: BHKTE TOUKa 4.4

B: YCCTOTATA MPH JICla € "YeCcTH Ha 0a3aTa Ha KOHTPOJHMPAHO KIMHHYHO IPOYyYBaHE MpH
NMEeAHATPUYHH NMALMEHTH; YECTOTATA € “"HEYECTH  IPH Bb3PaCTHH

Onucanue Ha M30paHHU HEKEIAHN PCAKIIHH

Anoneyus

AnoneuusTa ce Cbo0LIaBa KaToO M3THHABAHE HA KOCAaTa, HAMAJIEeHA IUTbTHOCT HAa KOcaTa, KOCormnaJl,
CBBP3aH MM HE C IPOMsIHA B CTPYKTypaTa Ha KochbMa, npu 13,9% oT mauneHTHTE, NeKyBaHu ¢ 14 mg
repuiynomun, cupsamo 5,1% or nauueHTUTE, JIeKyBanu ¢ mianedo. [loBeueto cayyan ca onucaHu
KaTo AM(y3HM WIM FreHEepAIM3MpPaHu MO Lesius ckain (6e3 choOILIeHUs 3a IIBJIHO OIl
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HaM-4€CTO Ca HACTBIIBAJIM NIPe3 MIbPBHUTE 6 Mecela, KaTo ca oT3Byvauu npu 121 off13’9 CS? 1%) cfr
MalMEeHTHTE, NeKyBaHH ¢ TepudayHomua 14 mg. [IpekbcBaHe Ha JICUECHHETO nopa,aﬁ angﬂew €.\
HacThIUI0 1pH 1,3% o1 naumeHTHTe B rpynara Ha tepuduiyHomua 14 mg B cppm{eﬁﬂet 0 l% B | .; |
nnanebo-rpynara. | &t Sade gt U
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B mnanedo-KoHTpOIHpaHH NpoyYBaHHA NIPH BL3PACTHH MAIHEHTH € YCTAHOBEHO:

ITosninasane Ha ALT (cnopen n1aGopaTopHu JaHAH) cOIpsMo H3X0AHOTO HABO - Ilonynanus

3a 0e30NMaCHOCT HpPH I1aNed0-KOHTPOIAPAHH NPOYUBAHAA
ILlnauebo Tepudaynomua 14 mg
(N=997) (N=1002)

>3 ITH 66/994 (6,6%) 80/999 (8,0%)

>5ITH 37/994 (3,7%) 31/999 (3,1%)

>10 ITH 16/994 (1,6%) 9/999 (0,9%) _

>20 ITH 4/994 (0,4%) 3/999 (0,3%)

ALT >3 ITH v O6mbunu >2 TTH | 5/994 (0,5%) 3/999 (0,3%)

Jlexkn nosuuIeHHA Ha TpaHcamuHasuTe, ALT non wim pasro Ha 3 nete I'TH, ca HabmionaBaw mo-
4eCTO IIPH NEeKyBaHHTe ¢ TepH{uIyHOMI IpYIH B cparHeHHE ¢ Itanebo. YecroraTa Ha ciryqanre ¢
noBHIICHHE HaA 3 mbTH I TH mnn noseye € Onna paBHOMEPHO pa3npeaciena Cpen TCPancBTHIHHTE
rpynu. Te3n nosumieHns Ha TpaHCAMMHA3WTE CA HACTHIIBAIH NIPEIHMHO TNPe3 TbpPBHTE 6 MeceLia 0T
JICYCHHETO K ca OHM 00paTHMH CJIE/l IPCYCTaHOBABAHE HA IeUCHHUETO. BpeMeTo 3a Bb3CTaHOBABAHE €
BAPHUPAJIO B TPAHHIINTE HA MECEIH H TOAWHH.

Eghexmu evpxy xpwauomo naiazane

B mnanedo-koHTponNpany npoy4YBaHys IpH Bb3PacTHH MAIIMCHTH € YCTAHOBEHO!

- CHCTOJHOTO KPBBHO Haysrane € 6uno >140 mm Hg npu 19.9% ot nanmenTHTe, Noiyvasauy 14
mg/aen TepudayHoMHEa, B cpasHeRHe ¢ 15,5% npu nonyuapamuTte mwianebo;

- CHCTOJIHOTO KpBBHO HayiArane ¢ 6wio >160 mm Hg npu 3.8% ot nanneHTHTE, Noay4asaiiu 14
mg/aeH TepHGITYHOMKI, B cpagHeHHe ¢ 2,0% npu noayvasammre nianebo;

- MacCTOJIHOTO KPBBHO Hamsrade € 6umo >90 mm Hg npr 21.4% ot naiuenTuTe, Norydasaum 14
mg/neH TepapIyHOMI, B cpasHerne ¢ 13,6% npu moayyasamure mianedo.

Hudpexyuu

B mianedo-KOHTPONHpPaHH NPOYYBAHHKA TIPH Bh3PACTHH MALHEHTH He € HAOMI0aBaHO yBEIMYaBaHE Ha
cepHO3HHTe HHEeKUH npH TepudnyHoMua 14 mg (2,7%) copamo nnanedo (2,2%). CepHoznu
OHOPTIOHUCTHYHH HHpeKImH ca HacTeIiaH npy 0,2% BB Beaka oT rpynute. Texku HHpEeKLHH,
BKJTIOYHTEIHO CENICHC, MIOHAKOTA C JICTANCH H3X0J, ¢a OMIn ChoDLISHH B NOCTMAPKSCTHHIOBHS IIEPHOL,

Xemamonoeuunu eghpexmu

B nmane6o-koATponupaly N3NHTBAHAS ¢ TEPH(IYHOMH NPH BE3PACTHH HALACHTH € HabnonaBaHo
CPEAHO HaMaNcHHUe, 3acsaramo O6pos na Genute kpbeaM KneTkH (BKK) (<15% copamo u3xoanuTe
HHBA, [NIABHO HaMalcHUE HA HeyTpoduwinTe H NTUMQPOIMTHTE), HO IPH HAKOM MALHEHTH €
Habmonasano no-ronsamo Hamanenne. Hamanenuero Ha cpequus Opoit CipAMo H3XOJHOTO HHBO €
HACTBHITBAJIO TIP3 MBPBHUTE 6 CEAMHULH, CIEX KOETO C€ € CTAOMNN3NpaNIO BEB BPEMETO C IPOABIKaBaHE
Ha JICYCHHUETO, HO Ha I10-HUCKH HHUBA (HaMaJleHHE C [10-MaJIKO OT 15% cnpsiMo H3XOQHOTO HHUBO).
EdexTsT BEpXY Opoa Ha gyeprennre KpbBHE KneTkd (KK) (<2%) u 6pos Ha tpomBonutHTe (<10%) €
o1 nmo-cnabo uspasen.

llepughepra nesponamus
B nnane0o-KoHTponUpanu NpoyyBaHus NPy BH3PACcTHN NAlUeHTH neprdepHa HEBPOTIaTHA,
BK/IIOYBAIIA KAKTO MOJIMHEBPONIATHA, TAKa H MOHOHEBpONaTHs (Hanp. CHHAPOM HA KapIllaJIHUA TYHEN),
ce ChOOIABa [10-9eCTO IPH NANHEHTH, NPHEMAallld TEPUDOIYHOMH, OTKOJIKOTO IPH NAllHEHTH,
npHeMaliii nane6o. B ocHoBHHTE nnane(o-KOHTPOIHPaHA NIPOYIBaHNA YE€CTOTATA Ha NepHdepHaTa
HEBPOIIATHSA, NOTBLPACHA C H3CAEABAHE 3a NPOBOAHMOCT Ha HepBHUTE, € Ouna 1,9% (17 fna -
898) ipu 14 mg repuduryromus & cpasaenre ¢ 0,4% (4 nauuenT ot 898) mpu mnan
NpEKPATEHO TIPH 5 NalMEHTH ¢ neprudepHa HeBponaTua Ha TepudayHoMua 14 mg. By
cneJl IpeyCTAaHOBSIBAHE HA JICYEHHETO C¢ Ch0o0masa npu 4 OT TE3H NAIHEHTH.

Heonnazmu — 0obporxavecmseenu, 310Kauecmeeru U HeonpeOeneHU (8KI. KUCu U e
B®3 0CHOBa Ha OMNIKTa B KIIMHHYMHHUTE [IPOYYBAHMA HE HATNEKAA 14 HMa ITOBULICH PH \
370Ka9CCTBEHH 3a00nABaHHA IPH TepHPIYHOMHII. PUCKBT OT 3M0KaueCTBEHO 3a00/14BS %ncoﬁeﬂﬂ
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naM@ponponudpepaTHBHH HapyIIeHHA, ¢ MOBHIICH NPH ynoTpebara Ha HAKOH APYTH CPEACTBA, KOHTO
3aciAraT HIMYHHATa CHCTeMa (e(eKT Ha Kinaca).

Teoicku KoocHU peaxkyuu
C1oOmIeHH ca CiTy9aH Ha TEKKH KOXKHH PEAKITHH ¢ TEPHAIYHOME B IOCTMAPKETHHIOBHA HCPHOX
(BXK. TO4Ka 4.4).

Acmenusn
B nnane6o-koHTponMpany MpoyYBaHui MPH Bh3PAaCcTHH MALHCHTH, Y€CTOTaTa Ha acTeHus € 2,0%,
1,6% u 2,2%, cpoTBETHO B rpyIHTE Ha IIane6o, TepuduyHoMua 7 mg B repudayHoMuR 14 mg.

IHcopuazuc
B mnane0o-koHTponupaHy Ipoy4BaHHA, YecToTaTa Ha ncoprasHc € 0,3%, 0,3% u 0,4% croTBETHO B
rpyNMTe Ha Inanebo, tepudirynomun 7 mg u repudnyromuy 14 mg.

Cmomauuno-upeenu napyuenus

3a maHkpearHT ce chob11laBa HEYECTO MPH HOCTMAPKETHHIOBaTa yrnoTpeda Ha TepaqIyHOMHUT IIPH
BE3PACTHH, BIJIFOYHUTEIIHO CJIYYaH HA HEKPOTH3KPAll MAaHKPSATHT U [TAHKPEAaTHYHA NICEBIOKHUCTA.
[TaHKpeaTHYHM CHOMTHA MOTAT A4 HACTBIIAT IO BCAKO BpeME MPH JICUEHHETO C TEPHQIIYHOMH, KOETO
MOX€E Ja AOBENE A0 XOCHHUTANIN3AIKE WM He00X0HMOCT OT KOPUIHpPAaL{o JIeYCHHE.

[lenuaTpyuyuHa nonynanus

HabmronaBanuar npodin Ha 6e300aCHOCT HPH NEAHATPHYHE DANHEHTH (Ha Bp3pacT oT 10 mo 17
rOAMHH), IONYYaBalIH TEPHPIYHOMI €KEIHEBHO, KATO L{AI0 € moaodeH Ha TO3H, Habmoaasat npH
BB3PACTHH NanMeHTH. Brnpekn ToBa, B neanarpuynoTo npoyusane (166 nanuentn: 109 B rpynara na
TepudnyHOMHA K 57 B rpynata Ha 1maneso), crydan Ha TaHKpeaTHT ca ¢so0menu npH 1,8% (2/109)
OT JICKYBAHUTE C TEPUGITYHOMH ITAAEHTH B CPABHEHHE C HUTO ©IHH Cy4ai B rpylara Ha miauedo B
ABOHHOCHsANATA ta3a. ENHO oT Te3n ChOMTHA € HOBEIO 0 XOCIKMTANH3ALMNA H € HAJTOXKHIIO
KOPHTHpamo nedcane. [Ipu neanaTpHIHH NaUMCHTH, ICKYBaHH ¢ TCPHQIYHOMIA B OTKpHTAaTa (asa
Ha NIPOYYBAHETO, Ca CHOOIIeHH 2 KOTHIHATEIHY C1y4as Ha MaHKpeaTHT (€IHHMAT € ChoOIIeH KaTo
CEpHO3HO CHOUTHE, a APYTHAT € HECEPHO3HO CHOMTHE C JIEK HHTEH3UTET) B €AMH Cly4yai Ha CEPHO3CH
OCTBP HAHKpEATHT (C ncesao namunoma). [Ipu gpama ot Te31 3 NAUHEHTH MAHKPEATUTHT € JOBCI JI0
xocrnuranuiannsa. KJHHHYHATE CHMIOTOMH BKJIKOYBAT KOpeMHa 00J1Ka, raZicHe W/IIH MOBPBIIAHE, a
CEPYMHNTE aMHINa3a M JIMMNa3a npy TE3H NalHCHTA ca Oune noBumeHH. BCHUKH IAUMCHTH ca ce
Bb3CTAHOBH/IH CJIE] [IPEYCTAHOBABAHE Ha JICYCHHETO H MPHJIArase Ha NpoLeaAypa 3a YCKOPEHO
EIMAMHHNpAHE (BXK. Touka 4.4) ¥ KOpUrHpaLIO JICUCHHE.

CneHUTE HEXEIAHH peakluy ca ¢rO0IIaBaHK O-4eCTO MPH NeAMaTPHYHATA OMYIalMsi, OTKOIKOTO

NpH MOMYJIalHATAa BB3PACTHH:

» Anonenus ce chobiasa nipu 22,0% oT nauMeHTHTE, ICKYBaHH ¢ TepadayroMu, cnpsamo 12,3%
OT NALIHEHTHUTE, JIEKYBaHH ¢ naancho.

* Hnudexuun ce ceobmiarat npu 66,1% oT malMeHTHTE, JEKYBaHH ¢ TepuhIyHOMHH, crIpsaMo 45,6%
OT HALMEHTHTE, JIeKyBaHH ¢ manebo. Cpel Tax mo-uecto ce cho0LaBa 3a Ha30(apHATAT H
HHQEKIMH Ha TOPHUTE AMXATENHN DBETHINA IpH yniorpe®a Ha TeprdIyHOME.

« Ilosumasane Ha CPK ce ¢chobmasa nopu 5,5% OT nauuMeHTUTE, TEKYBAHU ¢ TepHAYHOMMN,
copamMo 0% ot nauueHTHTe, NekyBanu ¢ wianedo. Ilo-ronamara 9acT OT CIYYAHTE €a CBBP3aHH C
JOKYMEHTHPaHO (PH3NYECKO HATOBAPBAHE.

« Ilapecresns ce cpobumana mpu 11,0% or naupenTure, NeKyBaru ¢ Tepupmynomun, cnpamo 1,8%
IIPH NAILHEHTHTE, JICKYBAHH C 11anedo.

» bonka B kopeMa ce chobmiasa npu 11,0% OT nanMeHTHTE, IEKYBaHH ¢ TEPH(PIYHOMHA, C
1,8% npu maumenTure, neKysaHM ¢ mwangbo.

CrobmaBane Ha MOO3MPAHN HEKENAHHN DEAKIIMU

Cro0maBaneTo Ha MOXO3HPAHH HEXKENAHH PeakilH cliell paspemaBane 3a ynorpeba r{qigapb@aﬁnﬂ’ﬂ Fm
R e L I S
NpPOAYKT € BasKHO. TOBA MO3BOJMABA A NPOABIKH HAOMIONCHHETO Ha ChOTHOLUEHHETO é@fgﬁmﬂa sy
- e F
Foe e Tena .,.-' o
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JEKAPCTREHUA NPOAYKT. OT MEAHUHHCKNTE CISNHAINCTH c€ M3HCKBA J1a ChOOMIABAaT BCAKA
MMOI03MPaHa HEKEIAHA PEAKIH Upes:

H3nnnHNTENHA arcHOMA o AeKapcTBaTa

yi. ,,JJamsau I'pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg.

4.9 Ilpexosupane

CHAMIOTOMH

Jnrmcea ONMT OTHOCHO Npeaos3npane Ha TePHPIYHOMH]] HIM HHTOKCHKAHA IIPH XOpA.
Tepudaynomun 70 mg qHerno e npunarand xo 14 quw npu 3apasn vEANBAAH. HexenanuTe COMTHA
ca OH/IK CBIIOCTABMMH ¢ npodHia Ha 6e3onacHOCT Ha TepHTyHOMHA NpH nanueHTH ¢ MC.

JleueHue

B ciryuai Ha ChOTBETHO NMPEIO3NPAHE MITH TOKCHIHOCT C€ NPENopbhyBa XOIECTHPaMIH HIH aKTUBCH
BBIJICH 33 YCKOpABaHe Ha eNuMUHNpAHETO. [IpenoprunTennara npoLeaypa 3a ENHMHHHPaHE ¢
XOJIeCTHPaMHKH & g TpH MBTH JHEBHO B NPOIBDKEHHE Ha 11 aHM. AKO TOBa He ce NoHacd A00pe, MOXE
Ja ce H3MOJI3Ba XOMECTUPAMUH 4 g TPH IBTH JHEBHO B NPOJIB/DKSHHUE Ha 11 HH.

ANTEepHAaTHBHO, ITPH JIMIICAa HA XOJECTHPaMUH MOXKC JIa C€ M3110/13B3 aKTHBEH BBIVIER 50 g nBa meTH
JAHCBHO B IIpoabmkeHue Ha 11 quu. OcBeH TOBA, aKO ce Hajlara o ChbOOPaXKEHUA 3a IIOHOCKMOCT, HE €
3aXBIDKMTENHO NPHIIOKEHHETO HA XOJIECTHPAaMUH MM Ha aKTHBHHA BBITICH Ja Obe B
NOCICIOBATEHY JHH (BXK. TOYKa 5.2).

5. ®APMAKOJOIHYHHU CBONCTBA

5.1 dapMakOAAHAMHYHH CBOHCTBA

dapmakorepaneeTHaHa rpyna: Hmynocynpecopu, Cenextusnn umyHocynpecopr, ATC xon:
LO4AA3]

MexaHH3sM Ha ICHCTBHE

TepuduiysnoMu € HMyHOMOAY/IHMpPAIIO CPEICTBO C MPOTHBORE3NAIMTEIHH CBOHCTBA, KOETO
CEJICKTHBHO H 00paTHMO MHXHOMpa MEUTOXOHAPHAIHAA €H3MM JUXHApoopoTatr Aexuaporenasa (DHO-
DH), xoNTO PYHKIHOHAJIHO ce CBLP3BA C AUXATENHATA Bepura. BeineacTBHE Ha HHXMOMpaHeTo,
TCPUPAYHOMHI KaTO L0 OrpaHKYaBa npoandepanuaTa Ha OBP30ASIAIHETE CE KIETKH, KOUTO
3aBUCAT OT de NOVO CHHTE3a HAa MUPUMUIUMHA 32 YBEINYABAHETO CH. TOUHHAT MEXAHU3BM, 110 KOATO
TEPHUPIYHOMHU]T OCBIIECCTBABA TCPANEBTHYHOTO CH AciicTBHe npu MC, He € Hamb/IHO H3JACHEH, HO CE
MeMHpPa OT HaMandeaHe Ha Opos Ha MUMOBOUUTHTES.

dapMaKOIHMHAMHYIHH €DEKTH

Hmynna cucmema
Edextr BEpXY Opos Ha IMYHHHTE KJICTKR B KpbBTa: B nnane60-KOHTPOIUPaHH TIPOYYBaHHS
TepudIYHOMH 14 mg BeMHbXK JHEBHO € MPEAN3BHKAN JICKO CPEIHO HaMaJIcHHE Ha Opod
numbormTHTe ¢ no-Manko ot 0,3 x 10%/1, K0eTo € HacTENIIO Npe3 TEPBUTE 3 Mecena o
HHBATA Ca CE 3alla3WIIH 10 Kpas Ha JICYCHHETO.

Homenyuan 3a yovaxcasane na QT-unmepeana
B nnane0o-koRTpOonupano 3aaenb049eHO npoydBaHe no oTHoleHHe Ha QT-uETEepBan
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NOTeHUHAN 38 yAbmkaBaHe Ha QTcF-unTepBana B cpasHeHHe ¢ mmanebo: Hal-rorAMaTa, KOpHIHpaHa
3a BpeMe, CpPSaHa paszarka Mexay TepudIyHOMHR 4 rnaucbo e Ouna 3,45 ms ¢ ropHa rpaHuna Ha 90%
nosepureneH HaTepBan {Confidence Interval, CI) ot 6,45 ms.

Edpexm evpxy mybymama ghynxyun na 6vopeyume

IIpu 11ane6o-KOHTPOAMPAHKTE TIPOYYBAHMA CPECIHM HAMAJICHHS HA MMKOYHATa KHCEIHHA B CCPyMa B
Anamna3zona ot 20 g0 30% ca nabmogaBaHy [IpH NaLHEHTHTE, ICKYBaHH C TEPHPIYHOMU, CIIPAMO
nnanedo. Cpeanoro namaneHue Ha cepymHus docdop e 6uno okono 10% B rpymnara Ha
TEPUPAYHOMHA cIpaMO manebo. Cunra ce, 9e Te3d eEXTH ¢a CBBP3aHH C IOBHIIABAHE HA
6n0peunara Ty6ynHa eKCKpeLMd ¥ He ¢a CBBbP3aHH ¢ IPOMCHH B [IOMEPYIHHUTE QYHKIMH.

KnunpuHa edukacHocT # 6€30n1acHOCT

E¢ukacrocTTa Ha TepHQIYHOMAJ € JeMOHCTPHPaHa B JABE IIaLe60-KOHTPOIHMPAHH MIPOYIBaHHA —
TEMSO u TOWER, kouto ca oLieHABAIM NPHIOKEHHETO Ha TepudnyHoman 7 mg ¥ 14 mg BeaAHBXK
JIHEBHO IIPH BH3pacTHH NAHeHTH ¢ IIMC.

Oomo 1 088 manuentn ¢ [IMC ca pangomusupann B TEMSO na nonyuasar 7 mg (n=366) uny 14 mg
(n=359) repudnyromuz, unn nmnanedo (= 363) B npoxemxenuc va 108 cenMumnn. BcHuky DAaNHEHTH
ca uMani achunrTHBHa quarHoza MC (6asupama ce Ha kpurepuute Ha McDonald (2001)),
MOKa3Balla IPHCTHIHO KIHHHYHO NMPOTHYAHE CBC WM DE3 MporpecHs, A ¢a MoJyduiy noxe 1
NPUCTBII NPe3 N'OAHHATA, NPSAMICCTBANA H3NHTBAHETO, HIIH HaH-MAaIKo 2 pHUCTha Ope3 2-Te roANHH,
NpeaIeCTBAMNA H3MHTBAHETO. [IpH BKIFOYBaHETO NALIMEHTUTE Ca HMaNIK CKop no PasiHpeHaTa ckana
3a cTaTyc Ha HHBaHAHOCT (Expanded Disability Status Scale, EDSS) <5,5.

Cpennara Bb3pacT Ha NOMyJIANMATA B Ipoy4BaHeTo ¢ Ouna 37,9 rognan. MHO3MHCTBOTO MANTHCHTH Ca
HMAJIH IPAUCTEIHO-PEMHTEHTHA MHOKECTBEHA CKIIepo3a (91,5%), no moarpyna nauHEeHTH €& UMaIH
BTOPHYHO Oporpecupamta (4,7%) nnm npucTenHO-nporpecHpaina (3,9%) MEOKeCTBEHa CKICPO3a.
Cpemunar 6poii Ha NIpHCTHNNTE B pAaMKHTE HA TOXHHATA IMpeH BKIIOYBaHEe B ripoydBaHeTo ¢ Oun 1,4
kaTo 36,2% OT manMeHTUTE ca MMAJIH Ma0JIHEHIT-KOHTPACTHHA JIC3HH Ha H3X0NHOTO HHBO. Meuanara
Ha ckopa o EDSS wa u3xoaHoTo HuBO € 6una 2,50; 249 nauuertH (22,9%) ca umann ckop o EDSS
> 3,5 Ha u3XxoaHOoTO HMBO. CpeaHaTa NpOABHDKUTENHOCT Ha 3a00MABaHETO OT I0ABAaTa HA NBPBHTE
cHMIITOMH ¢ Ouna 8,7 rogunn. MuHO3HHCTBOTO NanueHTH (73%) He ca nomygapany HosnecT-
MOAH(DUIHPAIIO JeueHHE Npe3 2-Te FOAHHH [PEAH BKIIKOYBAHE B Mpoy4BaHeTo. PesynraTure oT
HPOYYBAHETO €a npecTaBeHu B Tabnuna 1.

PesynTaTite OT ABATOCPOYHO NPOCCAABAHE, IIPOBEREHO [10 BpeMe Ha AHITOCPOHMHOTO Pa3lIMPEHO
npoyuBaHe 3a 6e3omacHoct TEMSO (o61ma cpeala npoabKATETHOCT Ha JICYCHHUETO NIPHOIH3HTENHO
5 rogMHM, MaKCHManHa MPOAB/DKHTENHOCT Ha TeYeHHETO NpHOTHZATENHO 8,5 roIHHK) HE Ca
NOKA3aJIM HOBY MY HCOYAKBAHY JAaHHY OTHOCHO G€30MaCHOCTTA.

O6mo 1 169 maumentn ¢ IIMC ca pangoMuzupann B npoyusatecto TOWER na monyyasat 7 mg
(n=408) v 14 mg (n=372) tepudaynomun, nim mianedo (n= 389) 3a paznu4ycH CPOK HA JICYCHHE,
3aBbpUIBAIl 48 CCAMHUIH CJIC] PAHAOMU3HPAHE HA TOCTICAHUA NalMEHT. BCHukw 1MALHEHTH Ca HMAJIH
aedunnTHBHA quarHo3a MC, (6asnpama ce Ha xpuTepuute Ha McDonald (2005)), mokasBaiua
NPHCTHIHO KJIHHHYHO [IPOTHYAHE ChC HIIH 0€3 nporpecus, U ca Noay4dulH NoHe | NpucThIl Npe3s
roJIMHATAa, [IPEAIECTRAINA H3ANMTBAHETO, WK HaH-MaNKo 2 NPHCTHIA Npe3 2-Te TOAHHE,
NpeAIEeCTBAINA U3NMTBaHETO. [IpH BKIIOYBAHETO NALMEHTHUTE €A HMANIK CKOp o PasimupeHara cKana
3a craTyc Ha mEBanuaAHOCT (Expanded Disability Status Scale, EDSS) <5,5.
Cpennara Bb3pacT Ha [ONyJIANMATA B MPpOyuBaHeTo € Ouaa 37,9 rognuu. MHO3MHCTBOTO NAIHECHTH Ca
HMAaJIH NPHUCTBEIHO-PEMUTEHTHA MHOXKECTBCHA CKiIepo3a (97,5%), Ho nnoarpyna nauHeHTH ¢a UMaJIH
BTOpHYHO nporpecupaina (0,8%) uny mpucThnaO-nIporpecHpama (1,7%) MaOXKeCTBEHA CKIT
Cpennuar Opoit Ha IPHCTBONTE B paMKHUTE HA TOXMHATA IPEIH BKIKYBAHE B NMPOYIBaH f’eﬁﬁ‘ﬁ ﬁmﬁ%
‘ﬁ\ Aﬂ, k
\

¥ e, o
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HMBO. CpeaHaTa HpO,[[’BJI}KHTeJIHOCT HA 3aﬁonaBaHeT0 OT MOSBATAa HA NEPBUTE CHMH
roaHHe. MHo3uHCcTBOTO NaumenTH (67,2%) He ca nonyyaBaad 6onect-momudHIHp
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2-Te TOOHHM NPey BKIIOYBAHE B MPOYYRAHETO. Pe3yiIraTHTe OT NPOYYBAHETO €4 MPEACTABEHH B
TaOamua 1.

Tadnnua 1 — OcHoBHA pe3yaTaTH (32 0100peHaTa Ao3a,
Honyaamus, moaaoxkena na jgedenue (ITT))

IIpoyusane TEMSO IIpoyusane TOWER
Tepupaynomun | Ilnanebo Tepudgaynomnn ILnaueoo
14 mg 14 mg
N 358 363 370 388
Kiannnuen #13x0
[loauimua yecTora Ha 0,37 0,54 0,32 0,50
OPUCTHIINTE
Paznuxa & pucxa (Closes;) -0,17 (-0,26, -0,08)"" 0,18 (-0,27, -0,09)"""
be3 NPHCTBIN cempmna 108 56,5% 45,6% 57,1% 46,8%
Koeduuueur na puck 0,72, (0,58, 0,89)” 0,63, (0,50, 0,79)""
| (Clos) |
3-MeceuHa TpaiHa
nporpecus Ha 20,2% 27,3% 15,8% 19,7%
HHBATMIAHOCTTA cenmua 108
Koeduyuenm na puck 0,70 (0,51, 0,97) 0,68 (0,47, 1,00)
(Clgsa)
6-MeceyHa TpaitHa
nporpecus Ha 13,8% 18,7% 11,7% 11,9%
HHBATHJHOCTTA conpuua 108
Koepuyuenm na puck 0,75 (0,50, 1,11) 0,84 (0,53, 1,33)
(Closy)
AMP KpaiHH TOYKH
[Ipomana 8 BOD 0,72 2,21
CEAMHIIA 108“}
Omuocumenna npomana 67%""
cnpamo naayebo
Cpenen 6poit Gd-
KOHTPACTHH JIC3HH Ha 0,38 1,18 He e u3mepaano
ceamuna 108
Omuocumenna npomana -0,80 (-1,20, -0,39)"™"
cnpamo naaye6o (Closy)
bpo# yHHUKaJIHH akKTHBHH 0,75 2,46
NE3HH/CKaHHpaHe
Omuocumenna npomana 69%, (59%; 77%)" "
cnpamo naayebo (Closy)

P

p<0,0001 *=* p<0,001 ** p<0,01 * p<0,05 B cpaBHeHHE ¢ w1aLEHO
(1) BOD: 6onecren Topap: ToraneH obem Ha ne3unte (T2 u T1-xunouarensan) B ml

EdukacHOCT NIpH nauueHTH ¢ BHCOKa 60JIeCTHA aKTHBHOCT:
HabmonaBaH e chiocTaBuM TepaneBTHYeH €Q)EKT BbPXY IPHCTHIINTE H BPEMETO J0 3-Mece4Ha TpaifHa
nporpecus Ha HHBAIMAHOCTTA npy noarpyna nauueHTH B TEMSO (n= 127) ¢ Bucoka bonecrTna
akTHBHOCT. [lopaan nuzaiiHa Ha mpoy4YBaHeTO BHCOKA 0OJNIECTHA AKTHBHOCT € AcHHMpaHa KaTo 2 UK
noBeye IPHUCTHIA B €HA TOAWHA M eaHa wiK noeede Gd-kourpacTHy nesun npa AMP Ha Mo3nka. He
¢ MPOBEJEH CXO/ICH NOATPYNOB aHaIH3 B ripoyuBaneTo TOWER, Thit KaTo He ca cbOHpaHH
JAMP.
JInncBar JaHHM [IpH DALMEHTH, KOMTO HE ¢a OTTOBOPWNIN HA ITBJICH H aJIeKBaTEH Kype
(o6HuakHO NOHE €/1HAa rOOHHA JIcueHHE) ¢ OeTa-uHTepedepOH, KOUTO Ca HMANH IIOHS
OpeAllecTBalNaTa roHHa Ha oHa Ha JIcueHHE M NoHe 9 T2-XUNepHHTEH3HK Ne3ud H
SAMP unu mose 1 Gd-xoHTpacTHa Jie3us, WK NPH MAIMEHTH ¢ HCPOMEHEHA WIH OB
Ha NPUCTHIIATE Mpe3 NPEALIECTRAIA NOAHHA CPAMO IPEAXOMHHUTE 2 TOAHHH.
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TOPIC ¢ gsoitnocnano, nrane60-KOHTPONHPAHO MPOYYBAHE, KOETO OLCHABA NPHIOKCHHETO Ha
€XHOKPAaTHH JHEBHH 103M TepudnyHomna 7 mg v 14 mg 3a nepuona ao 108 ceaMuuM npy NaLHEeHTH C
I'bPBO KJIMHHYHO JEMHEIIMHAZHpao chOMTHE (cpenHa Bb3pact 32,1 roaunn). IInperyanara kpaHHa
TO4YKA € BPpEMETO 10 BTOPH KIHHH4YEH enu30/ (peuuaus). O6mo 618 nauuenTr ca paHIOMH3HPAHH 12
noxy4asar 7 mg (n = 205) amu 14 mg (n = 216) repudmynomuy unu mranedo (n = 197). PucksT ot
BTOPH KIHHHUYCH CIIU30A 3a NepHoj oT 2 roauHu e 6un 35,9% B rpynara Ha mnauebo u 24% B rpynara
Ha neyeHHe ¢ TepudurynomMun 14 mg (koedumuent Ha puck: 0,57, 95% nosepurtencH untepsan: 0,38
no 0,87, p=0,0087). Pesynrarure ot nmpoyusanero TOPIC noTeepaxaaBaT epukacHoCTTa HA
TEpHPIYHOMHA NPK NPUCTHIHO-peMuTeHTHA MC (BKIIOYHTEHO paHHAa NPHCTHIMHO-PeMHTENTHa MC
¢ IbPBO KIIMHUYHO AEMUETIHHH3HMPAIO CHONTHE H JHCSMHHHUPAHH BBB BPEMETO H NNPOCTPAHCTBOTO

AMP nesun).

EdexruBHOCTTA Ha TepU(IIYHOMHA € CPABHCHA C Ta3H Ha MOJKOXKHO NPUIATaH HHTEpQepoH deTa-1a
(B mpeniopryBaHara 4o3a ot 44 ug Tpy MbTH CEAMUYHO) NpH 324 paHAOMH3HPAHH NIALMCHTH B
npoyusane (ENERE) ¢ MEHIMaNIHA NPOAL/DKUTEIIHOCT Ha TedeHHeTo 48 ceamuim (Makcumanta 114
CEIMHIM). PHCKBT OT Heycnex {MOTBBPACH NPHCTHI HIA TPAHHQ NPEKBCBAHE Ha JICYCHHETO, KOETO OT
JBETE HACTHIIH NO-PAaHO) € OHJI MBPBUYHATA KPakiHa Touka. bposAT Ha manyenTHTe, OKOHIATENIHO
NPCKLCHAH JICICHHETO, B rpynata Ha Tepudaynomun 14 mg e 6mn 22 ot 111 (19,8%), kato
npUIuHUTE ca Oumu Hexxenanu ceOnTug (10,8%), nunca Ha edpuxacHoct (3,6%), Apyra nmpauyHA
(4,5%) u 3aryba 3a npocnenseane (0,9%). Bpoar Ha manHeHTHTE, OKOHYATEIIHO NPSKBCHAIH
NEYEHNETO, B rpynara Ha uHTepdepoH Oera-la e 6mn 30 ot 104 (28,8%), kaTo npu4HHHATE ca OHIIH
Hexxenanu cebuTHa (21,2%), nunca na edukacunoct (1,9%), apyra npuauga (4,8%) H Hecnassane Ha
nporokona (1%). TepupnyrHomun 14 mg/acH He Npepb3X0KAA CTATHCTHYECKH HHTEpdepon beTa-1a
10 OTHOIICHHUE HAa ITbPBHYHATA KpaiHa TOYKa: U3YMCICHMAT IIPOLICHT MAMEHTH C HEYCHEX OT
NEYCHHUETO Ha ceiMAna 96 npH u3nom3sane Ha Merona Ha Kaplan-Meier e 41,1% cnpamo 44,4%
(repudaynomun 14 mg cnpsaMo rpymnara Ha HATEpdepoH bera-1a, p=0,595).

[lenuaTpuyHa HONyNAIIHA

Heya u ronowiu (6v3pacm om 10 oo 17 zo00unu)

IIpoyusane EFC11759/TERIKIDS e MexayHapoAHO ABOMHOCHANO, IIALEO0-KOHTPOINPAHO
NPOY9YBaHC NpH MEJHATPHYIHHA NANHEHTH HA BB3pacT OT 10 mo 17 roguHu ¢ NPHCTHIIHO-PCMATCHTHA
MC, npH K0€eTO ca OLICHABAHH JJO3H TEPUGMITYHOMH/ BeAHBX JTHEBHO (KOPUTHPAHA 3a JOCTHIaHE Ha
€KCIIO3HLIMA, EKBHBAJICHTHA Ha Jfo3aTa 14 mg npu BH3pacTHH) B NPOTBDKEHUE Ha 96 ceaMuly,
IOCNCABAHO OT OTKPUTO NpOAbKCHHE. BCHiky naumeHTH ca MMaJIH NOHE | penAnB B NIPOABJDKCHHUC
Ha 1 roapHa WIH MOHEe 2 peUHaNBa B IPOAB/KCHUE Ha 2 TOAWHH NpPEAn Npoy4BaHeTo. M3BLpIicHH ca
HEBPOJOT'HYHE OIICHKH NIPU CKPUHWHTA H Ha BCEKH 24 ceIMUILM A0 3aBbPIIBAHE HA MPOYYBAHETO,
KaKTO H NIPH HETUIAaHHPaHW BH3UTH 32 NOZO3HpaH peuuaHB. ITalilueHTHTe ¢ KIMHNYEH PEIUINB HIH C
BHCOKa IMP akTMBROCT Ha NOHE 5 HOBM HITH yCHABAIM ¢ T2 1e31H NpH 2 NOCAEROBATEIHH
CKaHHPAHHA Ca IPECMHUHANM NpedH 96-Te ceAMHMUHM KbM IIEPHOAa Ha OTKPHTO NPOABJDKCHHE, 3a Ja CC
OCHT'YPH aKTHBHO NedeHne. [InpBHYHaTa KpaiiHa TOYKA ¢ BPEMETO 0 ITbPBH KIIMHHYCH PEIHIHB CIIC/
pasAOMH3alMA. BpeMeTo 10 TbpBH NOTEBPACH KIHHHMEH peLMANB HITH BUCcoKa SIMP akTuBHOCT,
KOCTO OT ABETE HACTHIIH ITbPBO, € NPEABAPHTENHO AePHHUPAHO KATO aHAIHM3 HAa YYBCTBHTCIHOCTTA,
ThH KaT0 BKJIIOYBA KAaKTO KIMHUYHH, Taka u AMP ycnoBus, MOAXO/IAIIH 32 IPCMHHABAHE KEM
OTKPUTHA IEPHOL.

O6wo 166 malMeHTH ca paHAOMH3HPaHH B ChOTHOMICHHE 2:]1 Ja nomyyasat repHpayroMug (n = 109)
MK nanebo (n = 57). [Ipu BMM3aHe B IpoyYBaHETO, MALUCHTHTE ¢a mmanu ckop no EDSS <5,5.
Menmanara Ha BB3pacTra € 14,6 rogusn, cpeasoro teriao € 58,1 kg, cpennara poAbIDKATEIHO
3a00/1BaHETO OT MOCTABAHE Ha qHarHo3arta € 1,4 rogynu, a cpeanudr 6poit T1 Gd-ko
npu AMP e 3,9 ne3um Ha H3xoaHO HHBO. BCHYKH NallHEHTH ¢a HMANM OPHCTHITHO-PE
MenHaHa Ha ckopa no EDSS na nzxonuo vuBo 1,5. CpeHOTO BpeME Ha JIEYCHHE € 3
nauedo U 488 num Ha Tepudnynomua. IlpemMunaBaHeTo oT ABOHHOCIAN NEPHOA Kb
neyeHHue nopagd Bucoka AMP akTHBHOCT € no-94ecT0 0T 09aKBAHOTO H [10-9E€CTO
rpymnara Ha mianedo B cpaBHEHHE ¢ Tpynara Ha Tepudmyromuy (26% mpu mianedo,
TEPAPITYHOMM)L).
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TepudayHoMmun HamManidBa pucka OT KiIHHHYEH penuans ¢ 34% cnpamo manebo 6e3 JocTUraHe Ha
cTaTHCTHYECKa 3HaYUMocT (p = 0,29) (Tabnuua 2). B npeasapuTenHo ONpeAcIeHHA aHAIN3 Ha
4YBCTBHTCIHOCTTA, TEPAGIYHOMH] [HOCTHUra CTATUCTHYECKH 3HAYHMO HAMAISIBaHE Ha KOMOMHUpaHKA

PHCK OT KJIIMHHYEH peramB 1M Bucoka SIMP aktueHOCT ¢ 43% cnpamo manedo (p = 0,04)
(Tabmuua 2).

TepupnyHomMun 3Ha4HTCIIHO HaMassABa Opos HA HOBHTE M HApPacTBAaIllM 12 JIC3HM HA CKaHHpaHe ¢ 55%
(p = 0,0006) (post-hoc aranmm3 cpino KopurHpad 3a u3xoaeH opoit T2: 34%, p = 0,0446) u 6pos Ha
TaJI0JIMHHH- KOHTpacTHHTE T 1 ne3nn Ha ckanupane ¢se 75% (p <0,0001) (Tabnuua 2).

Tabnuna 2 — Knunuynau 1 AMP peayaratu ot EFC11759/TERIKIDS

Ilonynauus, noanoxkena na Jeuenue (ITT) B EFC11759 Tepudaynomua Hnaxebo
(N=109) {N=57)

KAunuyHn KpanHH TOYKH

Bpeme Jo mbpBH DOTREPACH KIHHUYEH PELHANSB,

BepoartHoct (95%CI) ot noTBLpaeH peurans Ha ceaMua 96 0,39 (0,29, 0,48) | 0,53 (0,36, 0,68)
Bepoamuocm (95%C1) om nomewpoen peyuous na ceomuya 48 0,30 (0,21, 0,39) 0,39 (0,30, 0,52)
Koeduunent na puck (95% CI) 0,66 (0,39, 1,11)"

BpeMe 10 TBPBH NOTBBPACH KIMHHYEH PEHANE HIH BHCOKA
SAMP axktBHOCT, 0,51 (0,41, 0,60) | 0,72 (0,58, 0,82)
Bepoarnoct (95%CI) ot notenpaeH penuaus uiu Bucoka SIMP

aKTHBHOCT Ha ceaMHIIa 96 0,38 (0,29, 0,47) 0,56 (0,42, 0,68)

Bepoamuocm (9526C1) om nomevpoen peyuoue wiu etcoxa AMP
AKMUBHOCIM Ha ceomuya 48

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

OcuoBnn AMP kpaiinr TouKn

Kopurupa# bpoi HOBH I HapacTBau T2 ne3un,
Ouenka (95% CI) 4,74 (2,12, 10,57) | 10,52 (4,71, 23,50)
Oyenxa (95% CI), post-hoc ananuz cviyo xopuzupan 3a uzxoden | 3,57 (1,97, 6,46) | 5,37 (2,84, 10,16)

bpot T2
OtHocHuTeneH puck (95% CI) 0,45 (0,29, 0,71)**

OrtnocureneH puck (95% CI), post-hoc ananus cvujo kopuzupau 0,67 (0,45, 0,99)*
3a uzxooen bpoit T2

Kopurupat 6poit T1 Gd-koHTpacTHH J1e3uH,
QOuenka (95% CI) 1,90 (0,66,549) | 7,51 (2,48, 22,70)
Otnocutenen puck (95% CI) 0,25 (0,13, 0,51)%**

*p=0,05 B cpapHeHHe ¢ maLe6o, * p<0,05, ** p<0,001, *** p<0,0001

BeposrtHocTTa € Oasupana Ha oueHka no Kaplan-Meier, a ceamuna 96 ¢ kpadar Ha M3NHTBAHOTO JICYCHUE
(EOT).

EpponefickaTa areHums o JickapcTBaTta 0CBOG0XKAaBa OT 3aB/DKCHHETO 3 MPEAOCTABIHE Ha

PE3yNTATHTE OT NPOYUBAHUATA C PeQECPCHTHNA JIEKAPCTBEH IPOAYKT, ChABPXKALL TEPHGIYHOMH, IIPH
Jela Ha BB3PacT OT paxmaHeTo A0 noa 10 roguHn npy TeYeHHe Ha MEOXKECTBEHA CKIIEp03a (BX
Touka 4.2 3a HHQOPMAIHA OTHOCHO YoTpeOa B IEAHATPHATA).
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5.2 @apMaKOKHHETHYHH CBOMCTBA

Abcopbums

Mennanata Ha BpSMETO 3@ JOCTHIAHE HA MAKCHMAJTHY [UIA3MEHM KOHLICHTPallHH HaCThIIBa MEXAY | U
4 yaca cleR NpIUIOKEHHE HA JI034Ta IPH MHOTOKPATHO NEPOPANTHO NMPHAOKCHHE HA TEPUDITYHOMHI,
KaTO HMa BHCOKa OnonamuuHoct (npubnusurento 100%).

Xpanara HAMa KIMHUYHO 3HA9HM €(deKT BEpXY (PapMaKOKHMHETHKATA HA TEPHPIYHOMHUI.

Ot cpenarTe NporHo3Hy PapMaKOKHHETHYHH NapaMETPH, H39HCIIEHH OT NONYIalHOHHHA
¢papmaxoxuneraen ananus (PopPK) upes n3non3sane Ha JaHHM OT 3APABH NOOPOBOJIIH H NALHCHTH
¢ MC, kOHIIEHTpanMATa B CTAMOHAPHO CHCTOAHKE ce qocTHra 6asHo (T.€., npadmusuTento 100 1Hu
(3,5 Mecena) 3a gocturane Ha 95% OT KOHLICHTPANHMATA B CTALHOHAPHO CHCTOAHKE), KATO
3uHCeHMAT Yype3 AUC koedHIHMEHT Ha KyMyNHpaHe € npuonu3uTento 34 meTH.

Paznpeacncane

TepudnysoMua ce CBbp3Ba €KCTEHIHBHO ¢ IL1a3Mennte Oenrniin (>99%), BepoaTHO anOyMHEH, K Ce
pasnpenens npeauMHo B 1wiazMara. O0eMbT Ha paznpenencuue € 11 1 cren eqaokpaTHo
MHTPABEHO3HO (1.v.) npmiokenue. ToBa 0bade Hali-BepoATHO € 3aHAXKEHA OPOTHO3HA CTOHHOCT, THH
KATO [PH ILTEXOBE € HabMI0/[aBaHO EKCTEH3MBHO OPraHHO pa3ipeacncHHE.

buorpancdopmaims

TepudmynomMun ce MeTaboMH3Hpa B YMEPEHA CTEINEH U € AHHCTBEHHAT YCTAHOBHM B ILTA3MATA
KOMIIOHEHT. OCHOBHUAT BT Ha 6HOTpaHchopManud Ha TEpHGIYHOMEA € XHAPOIH3a, 8 OKHCICHHUETO
€ BTOPOCTCIEHEH NBT. BTopHYHKMTE METa0ONHTHH MbTHILA BKJAKOYBAT OKHCNCHNE, N-aleTHIHpaHE H
KOHIOTHPAHE ChC CyadaTy.

Enumunaupane

TepugpryHOMHEL & eKCKpeTHpa B TACTPOMHTECTHHATHHA TPAKT NPEAMMHO CBC KITBYKATa O opmaTa
Ha HETIPOMEHEHO AKTHBHO BEINECTBO H Half-BEpOATHO upe3 TyOyiHa cekpeuna. TepuIyHOMHN €
cyOcTpat Ha edykcHua TpaHcnoptep BCRP, KoiiTo 61 MOT'BI Ja Y4acTBa B MpsAKaTa CEKpelMs. 3a
nepuof ot 21 muu 60,1% ot npunoxenara Jo3a ce eKCKpeTHpa upes unpaxHeauara (37,5%) u
ypuHarta (22,6%). Cnen npouenypa 3a 65p30 SIHMHEHPAHE C XOJICCTHUPAMHUH JOITBIHHTENHO C¢
otaenst owe 23,1% (npenuMHO B M3MPaKHEHHATA). B3 0CHOBA Ha HHAMBHIYATHO NIPOTHO3HPAHE HA
(hapMaKOKHHETHUHHTE IapaMeTpH Ipe3 n3inoiseane Ha PopPK Monena Ha TepHQUIYHOMHK] IPH 3APAaBH
nobposomm H namHenTd ¢ MC, meananara Ha ti2: € Ouna npubnusmurenHo 19 NHH Ciex MHOrOKpaTHH
no3u ot 14 mg. Cnen e1HOKPaTHO HHTPABECHO3HO NPHIIOKCHHUE TOTAMTHHAT TENECEH KNUPBHC HA
tepupnynomun € 30,5 ml/h.

IIpoyedypa 3a ycxopeno eaumunuparne: Xonecmupamun U aKmMueeH 8b2aeH
EnuMmunnpanero Ha TepudnyHOMHI OT KpbBOOOpaIleHHETO MOXKE J1a CE€ YCKOPH 9pe3 NPHIOKCHHE Ha
XOJIECTUPaMHH HITH aKTHBCH BBIICH, BEPOATHO MPE3 NPEKPATABAHS Ha NPOLIECHTE Ha peabcopbums Ha
YpeBHO HHBO. KOHIICHTpanlMUTE Ha TepUPIYHOMI, H3MEPEHH IO BpeMe Ha 1]1-nHeBHATa npoueaypa
33 YCKOpsIBaHE HA €IMMHHHPAHETO Ha TepudnyHoMuAN ¢ 8 g XONecTHpaMHuH TPH IIBTH AHCBHO, 4 g
XONECTUPAMHH TPH II5TH HEBHO WK 50 g aKTHBEH BBIVICH [1Ba ITBTH JHEBHO CNE/ MIPCYCTAHOBABAHE
Ha JICYEHUETO ¢ TCPHQITYHOMH, MOKA3RAT Y€ TE3H CXEMH Ca €EKTHBHH 33 YCKOPABaHE Ha
ETHMHHHPAHETO Ha TepHIYHOMMI, BoACIM A0 Hax 98% HamangBaHe Ha IUIa3MEHHTC KOH
Ha TepU(IYHOMH], KaTo XOJNECTHPAMHH € HMal o-0sp30 AcicTeHe oT BhIieHa. Cren
NPECYCTAHOBABAHE Ha TEPHUPIYHOMI ¥ IPHIOKEHHETO HA XOJIECTUPaMHAH 8 g TPH ITbTH
nnasMeHaTa KOHUEHTpalkst Ha TepidayHoMH € Hamansina ¢ 52% B kpasiHa e 1, ¢ 9 ¢
neH 3, ¢ 99,2% B xpas Ha aen 7 v ¢ 99,9% npu 3apbpiIBaHeTo Ha JcH 11. U300psT Me
POLIEAYPH 3a €IMMHHHApaHe TpA0Ba Aa 3aBHCH OT MOHOCHMOCTTA HA NallHEHTa. AKO X0
£ TPH ITBbTH JHEBHO HE c€ NMOHACH A0Ope, MOXKE J1a Ce U3II0I3Ba XONCCTHPAMHH 4 g TPH I ’I{I ,I];[-IBBHO
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ANTepHATHBHO MOJXKE a Ce M3M0JI3Ba ChILO aKTHBEH BhIMeH (He & HeoOxoaumo Te3u 11 aum na 6naar
NOCICAOBATCIIHE, OCBEH IIPH He0OXO0AHMOCT OT OBbp30 HaMaJIABaHE Ha IL1a3MCHATa KOHLICHTPAIEs Ha

TeprpIyYHOMIN).

JInHeHHoCT/HeInHeHHOCT

CucremMHaTa €KCITO3HIMA HApacTBa MPOMIOPIIHOHANHO HA J03aTa ¢Jle]] NEPOPanHo NPIIMKCHHE Ha
Tepudayromua ot 7 1o 14 mg.

Oco0eHOCTH NpY cieNHaIHy TPYH NAIHCHTH

Ilon u cmapuecka ev3pacm

Hneamndgunupany ca HAKOIKO H3TOYHHKA Ha OPHCHINA BapHaOHIHOCT IPH 3APaBH JTHLA U IIPH
nanueHTH ¢ MC BB3 ocHoBa Ha PopPK ananuza: Be3pacT, TeaecHO Terio, IoJ, paca H HHBA Ha
andbymun v 6unpyouH. Beapexs ToBa, TAXHOTO BIHAHHE OCTaBa orpanHgcHo (<31%).

Yeproopobro yapesicoane

JIekoTO H yMEpeHOTO YepHOAPOOHO YBPEKAAHE HE MOBIUABAT (PapMaKOKMHETHKATA HA
repuduryHomun. [lopagu ToBa He ce MPeIBIOK/A KOPUTHPAHE Ha J103aTa NPH MALMEHTH C JIEKO U
YMEPEHO 4epHOApoOHO yBpexkaane. Bonpeku 1oBa, TepuhIyHOMIA € IPOTHBONOKA3aH NPH MALUCHTH
C TEKKO 9epHOapodHO yBpexkaaHe (Bxk. ToukHd 4.2 1 4.3).

bvbpeuno yepesicoane

Texxoro 6b0pedHo YBpexkIaHe HE NOBNUABA hapMaKOKHHETHKATa Ha TeprduiyHoMus. Ilopagu Tosa
HE C€ NPEIBKIA KOPATHPAHE HA A03aTa [PH MMAaLMEHTH C JIEKO, YMEPEHO H TEXKO OBOpeuno
YBpEXKIAHE.

Heduampuuna nonyrayus

Ilpu nena ¢ renecHo Terno >40 kg, nekyBany ¢ 14 mg BeAHEXK JHEBHO, EKCIIO3UIMHTE B CTALIHOHAPHO
CBCTOAHKE Ca B rpaHiLMTE, HAOMIOAaBaHM 1Y BE3PACTHH MALIMEHTH, JICKYBAaHH ChC ChIAaTa CXeMa Ha
n03HpaHe.

I[Ipn neua ¢ renecHo terno <40 kg, nedeHHETO CBC 7 Mg BEAHBX AHEBHO (B3 OCHOBA HA OrPaHUYCHH
KITMHUYHH JaHHU 1 CHMYJIALMK) BOAM OO0 €KCIO3HIMH B CTAIIHOHAPHO CHCTOAHHE B IPAHUITHTE,
HA0MI0JaBaHK NpU Bb3PACTHU TALIHEHTH, JIEKYBAHH ¢ 14 mg BeaHbK AHEBHO.

HaOnronasanute Hal-HUCKH KOHIICHTPALKH B CTALIHOHAPHO CHLCTOSHHE €A B roJIAMa CTENEH
Bapuadunay MEXITy HHANBHINHTE, KaKTO c¢ HabIloJaBa IIpH Bb3pacTHH naueaTd ¢ MC.

5.3 IlpeaxIUAHYHH JAHHH 32 0€30MACHOCT

TOKCHUHOCT [IPH MHOTOKPATHO MPHIIAraHe

MHOrokpaTHOTO NEPOPAITHO NPHIOKEHHE Ha TEPH(IIYHOMHI TIPH MHIIKH, IUTBX0BE M KyJeTa 3a CPOK
CBOTBETHO 210 3, 6 M 12 Mecena moKa3Ba, 9€ ITIABHATE MPHLENIHH OPraAy 32 TOKCHYHOCT ¢a KOCTHHA
MO3BK, TUM(OHHHTE OpPraHH, YCTHATa KyXHHA/CTOMAIIHO-IPEBHMA TPakKT, PENPOAYKTHBHHTE OPraHH
1 naHKpeaca. HabmonaBanu ca chlli0 H JaHHH 32 OKCHIATHBEH €PEKT BBPXY YEPBEHHTE KPHBHH
KJICTKH. AHEMHATA, HAMANCHHAT OpoH TpoMOOLIMTH U eeKTHTE BhPXY HMYHHATA CHCTEMA,
BKJIIOYHTEAHO JICBKOIICHUSA, JINMGOIICHHA W BTOPHYHN HHPEKLHHE, ca OnMM CBbpP3aHH ¢ EPEKTHTE
BbPXY KOCTHHS MO3BK #W/HiIM muMpouHHuTe opradn. IToBedeTo oT eeKTHTE OTPa3aBaT OCHOBHHA
MEXaHH3bM Ha JeHCTBHE Ha CheAHHEHHETO (MHXHOUpaHe Ha AensmpTe o¢ KIeTKH). JKUBOTHHTE Ca 1io-
9yBCTBUTENIHH OT XOPaTa KbM (hapMaKoIOTHIHUTE ePeKTH H NOPaJH TOBAa KbM TOKCHYHOCTTA Ha

e
TepH(payHomMua. B pesyntar Ha TOBa, TOKCHIHOCT NPH >XUBOTHH € YCTAHOBEHA NPH CKCITO T4 Do~
CKBHBAJICHTHH W/TH MO-HHCKH OT TCPAlICBTHYHHUTC HHBA IIPH XOpa. ﬁﬂ-nm-ﬁqf; ﬁfv\}\\

I eBROTOKCHYHOCT H KaHICPOTEHEH NOTCHITHA

TepudayHoOMHNA He € MyTarcHEeH N vitro WiIH KJ1acToreHeH in vivo. KinactoreHHocTra, aﬁmﬂaaaﬂa in
Vifro, ce HpHEMa KaTO HENPAK e()eKT, CEbP3aH ¢ JUCOANanca Ha HyKICOTHIHU Iy, K
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ot (papMakonoragHug edekt oT HuxHOHpaneTo na DHO-DH . Bropocrenennusar Metaboant TFMA
(4- TpHGIYOPOMETHIANAHUH) € IPWINHII MYTAr€HHOCT M KJIACTOTCHHOCT in vifro, HO HE in Vivo.

Hsama aHHH 32 KAHIEPOTEHHOCT NPH IUTBXOBE H MHILIKH.

PerrponyKTHBHa TOKCHYHOCT

DepTHIHTETHT HE € OFII 3acerHaT NpH IWIbX0BE, BRIPEKH HEXETAHNATE eEeKTH Ha TEPHPIYHOMH
BBLPXY MBKKHTE PENPOAYKTHBHH OPTaHM, BKIKUHTENHO HaMalieH OpoH Ha ciepMaTo30oHHTe. He €
MMaJIO BBHIIHH MajI(pOpMALIFH B IOTOMCTBOTO HAa MEXKH IUTBXOBE, HA KOUTO € OMJI NPHIIOKEH
TepRPIYHOMHS Ipean Yn(TocBane C HETPETHPAHH JKEHCKH IuTbXoBe. TepudmyHomun e Om
eMOpPHOTOKCHYEH M TEPATOr€HEH IPH TUTbXOBE H 3ai1H NPH 1034 B FPaHULIATE HA TEPANCBTHYHHA
AWAanazoM npu xopa. Hexenann edpekTn BEPXY NOTOMCTBOTO ca HaDMIOJABaHH H KOTATO
TepU(IYHOMHA € npuaraH Ha OpeMCHHH KCHCKH [UTEX0BE B [IEPHO/IA HA TECTALHA H JIaKTaUus.
[Ipnema ce, Y€ PUCKBT OT MEAHHPAaHA OT MEXKA TOKCHYHOCT 3a 3apo/HIla U (peTyca 1o BpeMe Ha
NeICHHE € TepupayHoMuR ¢ HHCBK. M3uMcnenara npH KeHH a3MeRa eKCII03HIHA, Ype3 CEMEHHATa
TEYHOCT HA JEKYBaH NallMCHT OT MBKKH 1101, ce odakpa ga 0sxe 100 rsTH no-HHCKa OT MIa3MeHAaTa
eKCno3HIKA cinen 14 mg nepopaned TEPHPITYHOMH]I.

KOBeHHITHA TOXCUSHOCT

[OBeHHNHY IUTBXOBE, NONYYABALIH TEPOPANIHO Tepu(IyHOMEUA B MPOAB/DKEHUE HA 7 CEAMHIIM OT
OoTOHBaHETO A0 HACTBHNBAHETO HA [10JI0BA 3PATIOCT, HE [TOKA3BAT HEXKENIAaHH €PEeKTH IO OTHOLICHHE HA
pacTexa, (PH3MIECKOTO HIIH HEBPOJOTHYHOTO pa3BHTHE, 00yYeHHETO 1 NaMETTa, ABHIaTeIHATA
AKTHBHOCT, CEKCYAJIHOTO pa3BuTHE WIH heprunurera, Hexenanure ¢PeKTH BKMOYBAT AHEMIA,
HAMAJIBaHE Ha JIHMQOUAHHA OTTOBOP, J0303aBHCHMO HAMAlMBaHe HA T-KIECTHYHO 3aBHCHMHEA
AHTHTAJIO-OTTOBOP H CUJIHO HaMaJleHH KoHIeHTpaunH Ha [gM u IgG, KOHTO OOHKHOBEHO CHBIAJAT C
HaOMIOACHHATa B NPOYIBAHUATA 32 TOKCHIHOCT IIPH MHOTOKPATHO [PHUIAraHe NIPH BB3PacTHH
TbX0BE. BROpeKkH ToBa, yBenuueHHETO HA B-kneTkyTe, HaOMoOAaBaHO NpH IOBEHK/IHH ITHXOBE, HE C€
HabiolaBa NpH BB3PACTHH MABX0BE. 3HAYMMOCTTA Ha Ta3H Pa3fIHKa HE € H3BECTHA, HO € JOKa3aHa
HbJIHA 00paTHMOCT, KaKTO [IPH MOBEYETO APYI'H HAXOJIKH.

ITopaay BCOKaTa YyBCTBUTENHOCT Ha >XKHBOTHHUTE KbM TepuIYHOMHI, MIaAHTE IIHXOBE Ca OumH
H3JI0KCHH Ha MO-HUCKH HHBA OT TE€3M IIPH ACLA H IOHOIIH IIPH MaKCHUMAIIHATA NPCHOPBUNTEIHA A03a

HIPH XOpa.

6. OAPMAIIEBTHYHHA JAHHH
6.1 CnHchbk Ha NIOMOINHHUTE BEILECTBA

Aapo na Tabnerkara

TaKTO3a MOHOXHIPAT
MHMKPOKPHCTATHA L{ENyII032
LJApEBMYIHO HHLIECTE

HATPHEB HHIIECTEH rIHKONAT (THm A)
XHAPOKCHIPOMIILEY03a
MAarHe3HeB cTeapar

TabneTHa 0OBHBKA

XHITPOMEN03a

NaKT03a MOHOXHIPAT

KaJIHEB KapOoHaT

TpHANETHH

WHAHTOKapMHH amyMuHHeB JaK (E132)
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6.2 HecnBMecTEMOCTH

Henpunoxumo.

| 6.3 Cpok narogsocr

2 TOAUHH

6.4 Cneunmanay ycloBES Ha ChXpaHeHHe

To3n nekapcTBEH NPOAYKT HE H3UCKBA CNICLIMAJIHH YCIIOBHA Ha ChbXPaHEHHE.
6.5 Bua ¥ cLABpXKanAe HA ONAKOBKATA

Opunenrrnpan nonuaMuz (oPA) /anymunnii (Al) /momasrannxnopun (PVC) — atyMHUHHEBH OMHCTEPHH
ONaKOBKH, ChAbpKallK 14, 28 nnu 84 Tabmetku

He BcHuky BHIOBE O11aKOBKH Morart aa ObaaT MycHaTH B Mpoaaskoa.

6.6 ChnenuManuu npeana3zHu MEPKH NPH HIXBLpAsAHE

HeM3non3saHuAT nekapcTBeH NPOIYKT HIIH OTHABYHUTE MATEPHAIM OT HEro TpAOBa Ja C¢ H3XBBPILT
B CBOTBETCTBHE ¢ MECTHHTE M3UCKBAHHA.

7. IIPHTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Zentiva, K. s.

U kabelovny 130

102 37 Praha 10 — Dolni Mécholupy

Yemxa penybrimxa

8. HOMEP HA PASPEHIEHHMETO 3A YIIOTPEGA

Per. Neo: 20230116

9. JATA HA ITBPBO PASPEINABAHE/TIOJJHOBSIBAHE HA PASPEHIEHHETO 3A

YIIOTPEDBA

Hata Ha mbppBO paspemanane: 09.06.2023 r.

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

18.07.2023 r.
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