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1. HME HA JIEKAPCTBEHUS TIPOAYKT et s

Tepudaynomua @apmacaitbie 14 mg puamupanm TadbrieTku
Teriflunomide Pharmascience 14 mg film-coated tablets

2. KAYECTBEH U KOJIMYMECTBEH CbCTAB
Beska guamupana tabnerka cbabpika 14 mg repuduynomuna (teriflunomide).

[TOMOILHO BELIeCTBO C W3BECTHO JeicTBHE: Beska TabseTka chabpka 74,0 mg nakro3a (KaTo MOHOXH/PAT).

3a MbJIHKUA CITUCHK HA MOMOLIHUTE BELIECTBA BUKTE TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana Tabnerka (Tabnerka)
BaeaocHHs 10 nacTeJHOCHHS neTobrbjiHa duiMupana Tabserka 7,3 mm, ¢ OTne4YaTaHO Ha elHaTa CTpaHa

O3HaueHHe ..14™ W HULLO OT BbPXY Jpyrara cTpaHa.

4. KJAHWYHU JJAHHHU

4.1 TepaneBTHYHH NOKA3AHHHA

Tepudaynomun dapmacaiibHe e NOKa3aH 3a JeueHHe Ha Bb3PACTHH NMAUMEeHTH U NeAHAaTPHUHH MAUKUEHTH Ha
Bb3pacT Haj 10 roauHM, C MPUCTBITHO-PEMHTEHTHA MHOKECTBEHA CKJIepo3a (MOJIS, HarpaBeTe CrpaBka ¢
Toyka 5.1 3a BakHa HHPOPMALIMS OTHOCHO MOMYJIALMATA, 32 KOATO € YCTaHOBEHA €(PHKACHOCT).

4.2 Jlo3HpOBKa H HAYHH HA NPHJIOKEHHE

Jleyenuero TpsaOBa j1a ce 3aroysa M NMpOBeKaa 1o/ Hab/IFOIEHHETO Ha JIeKap C OMNUT B JICYEHHETO Ha
MHOYKECTBEHA CKJ1epo3a.

Jlo3upoBka

Bwv3pacmmnu
[IpH BB3pacTHH, NpernopbYHTEIHATA 103a TEPU(DPIYHOMHA € 14 mg BEAHDBK AHEBHO.

ITeouampuuna nonyaayus (6v3pacm nao 10 coounu)
[Tpu neanaTpuuHK nauMeHTH (Ha Bb3pacT Haa 10 roauHu), NpenopbYUTENHATA 103 3aBUCH OT TEJIECHOTO
TErno:

- [leauaTpuuHu nauuMeHTH ¢ TenecHo terno >40 kg: 14 mg BeIHbK AHEBHO.




- [MegHaTpHyHH NaLHeHTH ¢ TenecHo Terno <40 kg: 7 mg BeaAHBXK AHEBHO. TepuQTyHOMHA
dapmacaifbHC He € HanuueH kato Tabnerka oT 7 mg, 3aToBa TpAOBa 4a ce H3MOJI3BA APYT NEKAPCTBEH
NPOAYKT chbAbpKall 7 mg TepudIIyHOMHUA,.

[MenuaTpUYHH NaLKEHTH, KOWTO HOCTHUrHAT cTabunHo TenecHo Terno Haa 40 kg tpabea fa npeMuHaT Ha 14
mg BEAHBK AHEBHO.

OunmupannTe TabNeTKH MOraT aa ce MpHeMaT cbe WK Oe3 xpaHa.

CrneudanHy nonynauuu

[lonyaayus é cmapyecka gv3pacm
TepudnyHnomua GapmacaiibHe TpabGBa 1a ce npuiara ¢ NOBHILIEHO BHUMaHHE MPH NAaLMEHTH Ha BB3PACT 65
rOAMHH H MOBEYE, NOPaHd HEAOCTATHLHHO AaHHU 3a 6€30MACHOCT U €PUKACHOCT.

bvbpeuno yspescoane

He e Heo6X0OHMO KOPUTHpaHe Ha N03aTa MPH NMaUHEHTH ¢ IEKO, YMEPEHO WIH Texko 6p0peyHo yBpexaaHe,
KOHTO HE€ NPOBEXAaT AHANHU3A.

He e npaBeHa olLieHKa NPH NaLHEHTH C TEKKO OBOpEYHO YBpeKaaHe, KOMTO NPOBEXKIAT JUAITH3A.
TepudnyHoMua e NpOTHBONOKA3aH NPH Ta3M NOMynauns (Bx. Touka 4.3).

Yeproopobro yepeoicoare

He ¢ Heo6X0aMMO KOPHTHPaHE Ha 103aTa NP NalMEeHTH C JIEKO H YMEpPEHO YepHOAPOOHO yBpeKIaHe.
TepudnyHOMH € NPOTHBONOKA3aH MPH NMALHEHTH C TEXKO YepHOApPoOHO yBpexaaHe (BxX. Touka 4.3).
Ileduampuuna nonyaayus (gv3pacm noo 10 200unu)

BesonacHocTTa W eHKacHOCTTa Ha TEPHPNYHOMHUA NpPH Aeua Ha BB3pacT oA 10 roaAnHU He ca yCTaROBEHH.
JIMNcBaT DaHHH.

HayuH Ha npuioKeHne

dunmupasnTe TabneTku ca npeaHasHAuEHH 33 nepopanHo npuaoxkenne. Tabnerkure TpadOBa Aa ce rurar
Lean ¢ Masiko Boaa. TepudnyHomun dDapMacaiibHe MOXKe fa ce NpyUeMa cbC WM Oe3 XpaHa.

4.3 IIporusonoxazanHsd

CBpbXYYBCTBHUTEJIHOCT KbM AKTHBHOTO BELUECTBO WM KbM HAKOE OT NOMOLLHHTE BellleCTBa, H30poeHH B
Touka 6.1.

[TauHeHTH ¢ Texxo YepHoapoOHo yBpexxaaHe (kiac C mo Child-Pugh).
BpeMeHHM XKEHH UK XKEHK C AETEPOEH NOTEHLUHA, KOWTO HE NPUAAraT Haae)IHa KOHTpaLenuys o Bpeme

Ha leHEHHETO ¢ TEPH(IYHOMUA W Cled HEro, A0KATO Mna3meHuTe HuBa ca Haa 0,02 mg/l (Bx. Touka 4.6).
Tpabsa aa ce U3KNOUW OPEMEHHOCT Npean 3ano4BaHe HA JIEUEHHETO (BXK. ToYKa 4.6).

Kbspmauku (Bx. Touka 4.6).

[MTauMeHTH ¢ TEXKKH HMYHORE(PHLIMTHH CHCTOAHKA, HanpuMep npuaobuT umyHoaedurreH cuHapouM (CITHH).




[TaupeHTH ¢bC 3HAUMMO HapyLIEHHE HA KOCTHOMO3bYHATE (QYHKUHUSA WK 3HAUUMa 8HEMH4, JICBKONCHHUA,
HEYTPONEHHA HIH TPOMOOLIUTOTICHHA.

IMaumeHTH ¢ TeXKKa aKTHBHa MHGEKUMs A0 03/ApaBsBaHe (BXK. To4ka 4.4).

[MaumeHTH ¢ Texka 6bOpeuHa HEOCTATBHYHOCT, TIOAIOKEHH Ha AMANN3a, ThH KATO JIHIICBA AOCTATHUHO
KIMHMYEH OMWT 3a Ta3U rpyna nalHeHTH.

[TaLHeHTH ¢ TeXKAa XHNONPOTEUHEMMS, HANIPUMED NPH HEPPOTHYEH CHHIPOM.

4.4 CnenHaJHH NpeaAyNnpexkIeHAs H NPeANa3HH MePKH NPpH ynoTpeda

IIpocnenasaHe

IIpedu nevenuemo

[Tpeau 3anouBaHe Ha fNeuyeHHeTo ¢ TepudIyHOMHA TPSOBA 1a Ce OLEHAT:

¢ KPbBHO HalAraHe

. anaHuH aMHHOTpaHcdepasa/cepyMHa ryTamMaT-nupysat TpancamuHasa (ALT/SGPT)

. b/IHA KPBBHA KAPTHHA, BKIIOYHTENHO AndepeHLManHo SpoeHe Ha OenH KPbBHM KIIETKH H Opoii Ha
TpOMOOLIUTHTE.

ITo epeme na nevenuemo
Mo BpeMe Ha neueHUETO ¢ TepUdNyHOMHA TPAOBa fa ce NpocnenaBar.
. KPbBHO HaIATAHE

o [lepyonruHO npoBepABaHe

. anaHWH aMHHOTpaHcdepaza/cepyMHa MyTaMaT-NUpyBaT TpaHCAMHHA3a (ALT/SGPT)

o UYepHoapoGHure eH3UMH TpAOBa Aa ce OLEHABAT HAH-MAJIKO HA BCCKH YETHPU CEAMHLM

npe3 MbPBUTE 6 MeceLa OT JIEHEHUETO H PEAOBHO CAe/ TOBA.

o Jla ce o6MuCM JOMBIHKTENHO Npocneassane, korato Tepudmynomnn @apmacaibHC ce
npuAara npy NaLUeHTH ¢ MpeALiecTBallk YepHOAPOOHH HapyLIEeHH, puara ce ¢ ApyrH
NOTEHLAATHO XENATOTOKCHYHM NEKAPCTBA, HAH B 3aBUCHMOCT OT HATHYHETO HA KIIMHHYHH
MpU3HALM H CHMATOMH KaTO HeoOACHUMO raieHe, NoBphLIane, bojika B Kopema, yMopa,
AHOPEKCHA WIH XBJITEHHLA W/ WIH ThMH2 ypHHa. YepHOIPOOHHTE eH3MMH TpAOBa 1a ce
OUEHABAT HA BCEKH [IBE CEAMHLIM Npe3 MbpBUTE 6 Mecela OT JICYEHHETO U Hal-MallKo Ha
BCEKH 8 ceMHLIM Cnejll TOBa, B NPOABIKEHHE HAa 2 FOJAHHH OT Ha4a10TO Ha JIEHEHHETO.

o [lpn ALT/SGPT Mexay 2 ¥ 3 nbTH HaJ ropHaTa rpaHMLa Ha HOPMATa, NPOCNCAABAHETO
TpsOBa fa ce H3BBPLUBA €XKECEAMHYHO.

. MbJIHA KPbBHA KApTHHA TPAOBa 4a ce u3caeasa cnopel KIHHHYHMTE NpU3HaUH H CHMITTOMH (Hamp.
UWHEKLHK) O BpeMe Ha NTE€HYEHHETO.

[Ipoueaypa 3a YCKOPEHO eMMUHHPAaHE

EnxuMuHMpaHeTo Ha TepudIyHOMHMA OT nnasmara € 6aBHoO. bes npouexypa 3a yCKOpeHO €THMHHHPAHE Ca
Heo6XxoauMH CpeaHO 8 Mecelia 3a IOCTHTaHe Ha fa3MeHH koHuenTpauud nox 0,02 mg/l, BRIIPpEKH Ye MOpanH
HHAMBUAYATHH Pa3avuKs B KIHPBHHCE HA BELLECTBOTO, TOBA MOXKE 1 OTHEME J10 2 roauHH. [Ipouenypara 3a
YCKOPEHO ETMMHHHPAHE MOXE 12 CE NPHIOKH M0 BCIKO BPEME CJIEA NPEYCTAHOBABAHC HA JICHCHUETO C
TepudayHOMUA (BXK. TOUKH 4.6 1 5.2 3a AeTAILTH OTHOCHO NPOLIEAYPaTa).

YepHo HU e(eKTH




[Tpu nauweHTH, nprUeMaliy TepupIyHOMHUA, ca Hab1aBaHK NOBHLLIEHHA HA YePHOAPOOHHTE EH3HMH (BX.
To4ka 4.8). Te3u noBuLIEHUA ca HACTLITWIY INABHO NPE3 NBbPBHTE 6 MeceLla OT NEYEHUETO.

[To BpeMe Ha teueHUeTO ¢ TEpHPIYHOMHKA ca HabnoNaBaHH CiTyyaH Ha JTE€KapCTBEHOHHTYLIMPaHO
uepHoapobHO yepexaane (drug-induced liver injury — DILI), nonskora »xuBoTo3acTpaluasalto. [losevero
ciayyad Ha DILI ca Bb3HMKHANH ¢ BpeMe A0 Ha4aNoTO HAKONKO CEAMHLN WM HAKOJIKO Mecella cel
3anoyBaHe Ha jJevyeHHeTo ¢ TepHdyHoMua, Ho DILI moxe fa ce nosBu U MpH NPOABIKATENHA yroTpeba.

PHCKBT 3a MoBHiliaBaHe Ha YepHoapoOHuUTe ensumu H DILI npu TepudnyHoMun Moxke oa 6bje no-BUCOK MPH
nalKeHTHy ¢ NPeALleCTBalLO YePpHOAPOOHO HapylLIEeHUE, CHITBTCTBALLO JIEUEHHUE C APYTH XENaTOTOKCHYHH
NIEKApPCTBA H/WIH KOHCYMaliis Ha 3HAUUTENTHH KonHuecTBa ankoxon. [Topaau ToBa nauneHTuTe TpabBa fa
OBOaT BHAMATENHO NPOCAEASBaHH 3a NPU3HALK U CHMITOMH Ha 4EPHOAPOOHO yBpeXKAaHe.

Tepanusra ¢ Tepr(IyHOMHA TPAOBa Aa ce NpeyYCTAaHOBH H Aa ¢€ OOMHC/IH YCKOpEHa MpoLieaypa 3a
ETMMUHHPAHE, aKO HMa CBMHEHHE 34 YEPHOAPOOHO yBpexaaHe. AKO ¢€ NOTBBLPAH MOBHIlIEHHE Ha
yepHOApPOOHHTE eH3uMu (noede oT 3 mbTH Han ['TH), TepanuaTa c TepudayHomua Tpsdsa aa ce
NpEYCTaHOBH.

B cnyqai?i Ha MNpEeyCTaHOBABAHE HA JICHCHHUCTO TpﬂGBa Aa CC MNpoBCKAAaT '-{epHO,[IPOGHH H3CJICIBaHHA O
HOPMANHU3HUpaHE HA HWUBATA HA TPAHCAMHHA3HTE.

XunonporeHHeMus

Toii kaTO TepHOTYHOMHA CE CBBLP3Ba BLB BUCOKA CTENEH C MU1a3MeHHTe GeNThLUM U CTEMEHTA Ha CBBLP3BAHE
3aBUCH OT KOHLIEHTPALMATA HA AN0YMHH, MPH NALKUEHTH C XHMNOMPOTEHHEMH, HATIPUMeED NPH HEPPOTHUEH
CHHIDOM, C€ 04aKBa I1a3MEHHTE KOHLUEHTPALIWKM H& HECBbP3aHHA TEPH(ITYHOMH Aa Ca MOBULICHH.
TepudnyHoMmua He TpsabBa na ce npunara Npy NaudeHTH B CbCTOAHHMA Ha TEXKKa XHMONPOTEHHEMHUA.

KpbBHO HansraHe

[To Bpeme Ha neueHue ¢ TepHNYHOMHI MOXKE 13 HACTBINH MOBHILIABAHE HA KPBBHOTO HaiAraHe (BXK. TOYKA
4.8). KpueHOTO Hangrase TpaOpa aa ce NpoBepsaBa Npead 3anoyBaHe Ha IEYEHHETO ¢ TepHGITYHOMU] H
NepHoan4HO ciel ToBa. [loBHINEHOTO KPBBHO HansraHe TpAdBa Ja ce IeKyBa Mo NOAXOAALL HaYHH Mpean
3aMO4YBaHe K MO BPEME Ha JIEUEHHETO C TepHPIYHOMHUI.

Hudexiunn

3anouBaHeTo Ha NieueHNe ¢ TepudpnyHoMUa TpAGBa Aa ce OTNOXKH NpPH NALHEHTH C TEXKKA aKTHBHA HH(PEKLIHA
00 H3neKyBaHeTo H.

ITpu naue6o-KOHTPONHPAHH NPOYYBaHHS C TEPHPIYHOMHUA He € HabmoaasaHo yBeNH4YaBaHe Ha CEPHOIHUTE
UHbeKUUH (BX. TOUKa 4.8).

Cnyuad Ha Xepriec BUPYCHH HH(EKLMH, BKNIOYHTENTHO OpaJIEH Xeprec U Xeprec 30¢Tep ca ¢bobluaBaHi npH
TepHBIyHOMHU (BXK. TOuKa 4.8), HIKOH OT TAX Ca CEPHUO3HHU, BITIOYHTEIHO XEPHETHYCH MEHHHTOEHLIEHATHT H
XeprecHa AMceMHHauMa. Te Morar aa ce NO4BAT 110 BCAKO BpEME B X044 Ha JICUEHHETO.

[TpeaBHa HMyHOMOIyTHpatIus edekT Ha TepudilyHOMU, aKO NALUEHTHT Pa3BHE CEPHO3HA MHeKI,
TpabBa ga ce 06MHUCA cnupaHe Ha neueHueTo ¢ Tepudaynomua DapmacaibHc, a Npeau Bb300HOBABaHE Ha
TepanuaTa TpAOBa Aa ce OLEHAT OTHOBO NO3MTe M puckoseTe. [lopann AbArua noOMyKUBOT MOXKE Ja Ce
OOMHCITH YCKOPEHO EMTHMHUHHPAHE C XOMECTHPAMHUH HIH BbIIEH.

[NaunenTtute, nonyvasaun TepugnyHomua dapmacaitbHe, TpaOBa Aa ObAaT HHCTPYKTHPAHH [1a YBEAOMABAT
nexkaps NMPM MosBa Ha CUMITTOMM Ha HHPeKkUKH. [1aLMeHTHTEe C AKTHBHH OCTPH WIH XPOHH "fgﬂ' e
Tpa6Ba aa 3anousat neuenue ¢ TepudnyHomun OapmacaiibHe, AokaTo HHGEKLHHTE Hefhad
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Be30nacHOCTTa Ha TepUGIYHOMHU NIPH HHAWBKAM C aTeHTHa Tybepkyno3Ha MHGEKLHS He € yCTaHOBeHa, Tbil
KATO MPH KTHHAYHUTE W3MKTBAHMS HE € W3BLPLUBAH CUCTEMATHYHO CKPUHUHN 38 Tybepkysiosa. IlaunenTure ¢
[IONIOXKUTENIEH PE3Y/ITAT MK CKPUHHUHT 3a Ty6epKynosa Tpabea fa Obaat nekyBaHH Criope]l CTaHRapTHaTa
MEJMLIHHCKA MPAKTHKAa INIPEeAH Teparnuara.

PecnupaTopHH peakKUHu

HMa chobLienns 3a nHTepeTHLMaiHa 6enoapobua Goaect (MBB), kakTo K ciyuar Ha GenoapobHa
XHMEPTOHHA MPH JeUEeHHE ¢ TEPUDIYHOMHA 110 BpeMe Ha NOCTMAPKETHHIOBATA ynotpeba. PHCKbT MOXKe Ja
6bAc NOBMIIEH NMPY MaLMeHTH ¢ aHaMHe3a 3a Ybb.

BB Moxe Aa ce NOSBH OCTPO MO BCAKO BPEME Ha JIEYEHHETO ¢ paliiiuHa KnHHKYHA KapTuHa. HMIbb Moxe na
6b1e ¢ netanel uaxon. Hosa nossa wiM Biomaeane Ha 6enogpobHUTE CHMITTOMH, KaTo HanpHMep ynopHTa
KauUTULIA M AHCTIHES, MOTaT Aa CTaHAaT NPUYMHA 32 NPEYCTAHOBABAHE Ha JICUCHHETO H 34 NMOHATATHLUHU
H3CIEABAHMA NPH HYXKAA. AKO € HeoOXOAMMO CIIMPaHE Ha JIEKAapCTBEHNR POAYKT, TP0Ba 1a ce obMucau
3arno4ysaHe Ha npoueaypa 3a yCKOPEHO €NMMHUHHApaHe.

XeMaToIOrHYHH €PeKTH

Ha6nogasano € cpeaHO HaMalaBaHe ¢ No-Manko oT 15% cnpAMO U3XOQHOTO HHUBO, 3acAralilo 6pos Ha benure
KpbBHH KJIeTKH (BXK. Touka 4.8) Karo npeanasna msapka npeay 3ano4saie Ha JICUCHHETO TpaOBa Aa UMa
CKOPOLLUHO W3CNEBAHE Ha MbJHA KPbBHA KaPTHHA, BKIOYHTENHO AU(EPEHLHAHO OpoeHre Ha GenuTe KPbBHH
KJIETKH H Opoit TPOMOOLINTH, KAKTO W H3C/IEABAHE Ha ITb/IHA KPbBHA KAPTHHA MO BPEME Ha JICUCHHETO NPH
HeOBXOAMMOCT CIOpel KAMHUUHHTE MPU3HALM H CHMITTOMH (HanpHMep WHQEKLIHH).

IpH MALMEHTH C NPEAILECTBALA AaHEMHS, 1EBKONEHHUS H/KITH TPOMOOLIMTONIEHH A, & CHILO H NPH NALHCHTH C
HapyllleHa YHKIMS Ha KOCTHHA MO3bK HJIH MPH TAKUBA C PUCK OT NIOTHCKAHE HA KOCTHHA MO3BK, PUCKDBT OT
XeMaTOJIOTHYHH HAPYIIEHUS € NO-BUCOK. [1pH Bb3HHKBAHE Ha TAKMBA eeKTH TpsabBa na ce 0OOMHCIH
pOLEyPaTa 3a YCKOPEHO ETKMHHHPAHE (BX. [10-rOPe) 3a HAMANABAHE Ha IL1a3MEHHUTE HHBA HA
repudayHoMua. B cnyuau Ha TEXKKW XeMaTONOTHYHH PEAKLHH, BKIIFOUHTETHO NAHUHTONCHAA,
Tepugnynomua PapmacalbHC U BCAKO ChITBTCTBALLO MHEIOCY IPECHBHO JICHEHNE TpaOBa ja ce
MPEYCTAHOBAT Y Aa c€ OOMHUC/IN NPUIOXKEHHETO Ha NPOLIEAYPa 3a YCKOPEHO eTHMKHHPAHE Ha TEPHPIYHOMH].

KoxHy peakliyu

ChoBLUEHH ca CTy4an Ha CEPHO3HM KOXKHU peakUMy, MOHAKOra C JICTaNICH U3X0l, BKITIOUUTENHO CHHAPOM Ha
Stevens-Johnson (SJS), TokcuuHa ennaepmaiia Hekpoau3a (TEN) 4 nekapcTBeHa peakuus ¢ €03HHOPWIHA U
cuctemun cumntomu (Drug Reaction with Eoseinophilia and Systemic Symptoms, DRESS) npu ynorpe0a Ha

TepU(ITYHOMUA.

AKO ce HabmoAaBaT KOXKHK W/HMJTH TMFABHUHH peakUiu (YILepo3eH CTOMATHT), KOUTO NPEIH3BHKBAT
ChMHEHHE 38 TEXKU reHepanu3upaHi KOXKHY peakuuu (CHHAPoM Ha Stevens-Johnson, TokCHYHa eNUACPMAHa
HEKPONIW3a - CHHAPOM Ha Lyell naw nekapcTeeHa peakums ¢ €03MHOPHINA U CHCTEMHH CHUMITTOMH),
TepHIYHOMHA H BCAKO APYTO Bb3MOXKHO CBBP3aHO C TE3H PEAKLIUH JICHeH e Tpa6Ba 11a ce NpeyCTAHOBAT H
He3a0aBHO /1a ce NMPHUIO0XKHK YCKOpEHa npoueaypa. B TakuBa ciy4ad MpH MaLUUCHTHTE HE TpAOBa na UMa
[OBTOPHA EKCMIO3ULIUS HA TEPH(AYHOMHKI (BXK. TOUKa 4.3).

ITpu ynorpeba Ha TepudIyHOMHA ¢€ ChOOLLABA 32 HOBA NMOABA HA NCOPHA3HC (BKJIFOYHMTENHO ITYCTYJIO3€H
[ICOPHA3KC) H BJIOWABAHE Ha CHLIECTBYBALL OT Npeayu ncopuasnc. Moxe aa ce OOMHCIIH NpEeXPAPRDS

nauyHeHTa U MEIHUMHCKATa aHaMHE3a.



[Tepudepna HeBponaTus

Ilpy nauueHTH, npuemMaliyn TepudgayHOMHI, MMa cboOIIEeHH 3a cny4an Ha neprHdepHa HeBponaTHa (BK.
Touka 4.8). [ToBeueTo nauKeHTH ca UMaH nofobpeHHe cnen NpeycTaHOBABAHE Ha JICUEHHETO C
TepudryHoMua. Obade ¢ UMano tmupoka BapHabWNHOCT B KpaHHHA H3XOA, HAMPHMEP NPH HAKOH NMaUHCHTH
HEBPOMATUATA € OT3BYYasa, a NP JPYrH MalHeHTH CHMITTOMHUTE Ca NEPCUCTHPAIN. AKO NalMeHT, NpUeMaill
Tepudnynomua GapmacaitbHe, pa3ere NOTBLPAeHa NepudepHa HeBponaTui, TpAOBa na ce oOMHCIH
NpeycTaHOBABAHE HA TepanuaTta ¢ Tepupaynomus PapmMacalbHC H H3BLPLIBAHE HA NMPOLIEAYPa 338 YCKOPEHO
eIMMHUHUPEHE.

BakcHHal A

JlBe KIHHMYHM NMPOYUYBAHHA ca TIOKAa3alH, 4e¢ BAKCHHALIMHUTE KbM WHAKTHBHPAH HEOAHTHIreH (IThpBa
BAKCHHALMA) WK Beye CpeliiaH aHTHreH (MOBTOPHA eKCIO3ULIHA) ca HE30MacCHH H €PEKTHBHH 110 BPEME Ha
nedenye ¢ TeprdayHomua. Ynorpebara Ha XKHUBH aTEHIOMPAHH BAKCHMHM MOYKE 18 HOCH PHCK OT HHPEKLMH H
cnenoBarenHo TpadBa aa ce n3barsa.

HMyHOCYynpecHBHH MW MMYHOMOAY/IHPAUIH TEPANHU

Twii kaTo NehayHOMH € H3XOAHOTO CheAUHEHHUE Ha TepH(IIYHOMU, HE Ce NPENOophUBa ChITBTCTBALLO
NPUIOKEHHE Ha TEPUPIYHOMUA H J1edTyHOMMU.

CBITHTCTBALLO NPWIOKEHHE C AaHTHHEOILTaCTHYHH ¥ HMYHOCYIPECHBHH TEPAlNHH, H3MOI3BaHH 32 IeYeHHE Ha
MC, He e oueHaBaHo. [IpoyuBaHna 3a 6€30MaCHOCT, fIPH KOUTO TEPHGIYHOMH/ € NPHJIaral ChIIFTCTBALIQ C
uHTepdepon GeTa WNK C IIaTUPAMEPOB ALIETAT 3a CPOK [0 €/IHA FOJIHHA, He Ca MOKA3ANH HIKAKBH KOHKPETHH
chobpakeHHa 3a Ge30macHoOCT, HO € HabA0JaBaHa NO-BUCOKA YECTOTA HA HEXEIAHHWTE PCAKLIMH B CPABHECHHE C
MOHOTepanuaTa ¢ TepudnyHoMua. Jnnrocpounara 6e30nacHOCT Ha T€3H KOMOHHALIMM MPH JIEUEHHETO Ha
MHOXKECTBEHATA CKJIEp03a HE € YCTAHOBEHA.

IIpeMHHaBaHe KkbM/unu ot neyenue ¢ TepudnyHomun GapMacaifbHC

Ha 6a3ara Ha KIMHMUYHHTE JaHHU, CBbP3aHH CbC CBHITBTCTBALIOTO MPHIOKEHHE HA TEPHEIIYHOMHUA C
HHTepdepoH GeTa UK C rNaTHpPaMepoB aUETaT, HE C€ H3UCKBA NEPHOI HAa N34YAKBAHE NPH 3aMo4YBaHe Ha
TepHQAYHOMHI cnel HHTepdepoH BeTa un rnaTupaMepoB aLETaT, WK NpH 3arnouBaHeTo Ha HHTepdHEepOoH
6eTa WM rNaTHPaMepoB alleTaT cnel TepHpIyHOMUA,.

TMopany AwArus NOTyHBOT HA HATANH3YMalb eAHOBPEMEHHa eKCTO3KLMA, H CIIeIOBATEIHO MMYHHH edeKTH,
MOraT Ja HacTHLNBAT A0 2-3 Meceua CJie/l NpeyCcTaHOBSABaHe HA HaTaau3ymal, ako NMpHIIOKEHHETO Ha
TepudayHomua PapmacailbHe € 3anoyHano seaHara. [lopany ToBa € HeoOXOAUMO NOBHLICHO BHHMAHHE NpH
MpeMHHaBaKe HAa MaUHEHTUTe OT HaTanH3ymad Ha Tepudpnynomua QapmacalbHe.

B13 0CHOBA Ha NMOMYXHBOTA Ha (PMHIOJIMMO, 3a H3YHCTBAHETO MY OT LIMPKYJIaLMATa € HeOOXOAKM NepHoa OT
6 ceIMHLIK Oe3 fieueHHte, a 33 Bb3CTAHOBABAHE Ha TUMQPOLHTHTE B HOPMATTHUTE UM TPaHHLH € HeoOX0aHM
nepuoA ot 1 Ko 2 Mecela cnel MpeyCTaHOBSBAHE HA JIEYSEHHETO ¢ (PUHIONMMO/. 3aMOo4YBaHETO Ha
Tepudnyromun PapmacaifbHC Npe3 TO3H MEPHO/ LLIE HMA 33 PE3YATAT ChITLTCTBALLA EKCNO3HUHA HA
¢unronumos. Tosa MoXe 1a JoBee N0 AAUTHBEH €(EKT BhpXY HMYHHATa CHCTEMa, MOPaAH KOETO C€ Hanara
NOBULIEHO BHUMAHHE.
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NalMeHTH), 3aNI0YBAHETO Ha APYTH TEPAIyH LIE HMa 33 PE3YNTAT ChITETCTBALLA €KCMO3HIIHA Ha
TepudnyHomun PapmacaiibHe. ToBa Moxe Aa 10BeAE N0 AAUTHBEH eeKT BbpXY UMYHHATA CHCTEMA, NOpaaH
KOETO Ce Hanara NOBULIEHO BHUMAHHE.

BnyaHue BbpXy onpeaensHeTO Ha HYUBATa HA HOHW3KWpPaH Kaluui

B13M0XXHO € H3MEpPBAHETO Ha HUBATa HAa HOHHU3UPAH KaILMH 1a nokaxe (pallMBO MOHWKEHH CTOHHOCTH TPH
neyeHue ¢ NePayHOMHA W/HIH TepHPIYHOMHA (AKTHBHHAT METAGOHT Ha JIEPITYHOMHA) B 3aBHCHMOCT OT
BMAA HA H3NO/3BAHUA aHAIM3ATOP HA HOHU3HPAH KAMUMA (Hanp. KpbBHO-ra3os aHanusaTop). [lopaau Toa
NPHU NMALMEHTUTE, NEKYBaHH C AeHITyHOMUA UNH TepudayHOMHI, € HeoOXOOUMO [1a ¢e NMPOBEpH
JOCTOBEPHOCTTA Ha H3MEPEHHTE NMOHU)KEHH HUBA Ha HOHW3HpaH Kaluui. B ciryvalt Ha CbMHHTENHH
pe3yNTaTH ce NPENOoPbYBA Aa Ce Onpeaesin 0b1aTa KOHLEHTpalua Ha andyMUH-KOPHIHpaH Kaliluii B cepyMa.

[leanaTpyyHa nomynauus

ITanxkpeamum

B neauaTpHuHOTO KIIHHHYHO H3MUTBAHE Ca HabMIOAABAHM CJTYYal HA NaHKPEATHT, MOHSAKOra OCTHD, MPH
NALKMEHTH, Nonyyasailu TeprudnyHoMna (Bx. Touka 4.8). KnHHHYHUTE CHMITOMH BKIKOYBAT KopeMHa GoJKa,
raacHe W/unu nospsiane. flpy Te3y naumeHTH cepymHaTa aminasa 4 nunasa ca Sune nopuureHyd. BpemeTo 3a
nosBa BapHpa OT HIKOJKO Mecena 40 Tpu roavHu. [launenrure Tpsabsa Aa 6b0aT HHPOPMHUPAHH 32
XapakTEPHUTE CUMITTOMH Ha NaHkpeaTHT. [IpH cbMHeHHe 3a naHKpeaTHT TpaOBa na ce U3cIeaBar
MaHKPEaCHHUTE €H3MMH U CbOTBETHHTE NadopaTopHy nokasaresnd. AKO ¢e NOTBBPAH HAIHMYHE Ha NMaHKPEaTHT,
TepUPIyHOMHA TpAOBA Aa ce NPEYCTAHOBH K Aa CE 3a04YHE NPOLEAYpa 38 YCKOPEHO ENHMHHUpPaHE (BX.
TOuKa 5.2).

JIakTo3a

Tosn fiekapeTBeH NpOAYKT ChAbPXKA J1aKT03a MOHOXHMAPAT, [lal{HeHTH ¢ peKH HacleACTBEHH NMpobaeMu Ha
rajakTo3Ha HEMOHOCHMOCT, ITBJIEH JIaKTa3eH AePHLMT WIN MIIOKO30-ranakro3Ha Manabcopbuus He Tpadsa na
NPHMEMAT TO3U JIEKAPCTBEH NPOXYKT.

Hatpu#i

Tora fiekapcTBO cbabp#a No-Manko oT | mmol natpui (23 mg) Ha TabneTka, T.€. MPaKTHYECKH HE ChIBpPKa
HaTpHH.

4.5 Bsaumopae#icTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH POpMH HA B3IAHMOJAeHCTBHE

QapMakOKMHETHYHHY B3aUMOREHCTBHUA HA IPYIY BELIECTBA C TepubayHOMHA

OcHoBHMAT NbT HA OHOTpaHChOpMauHs Ha TepHPITYHOMMA € XUAPOIH3a, 8 OKHCIEHHETO € BTOPOCTENEHEH
nbT.

Mownu unoykmopu na yumoxpom P450 (CYP) u na mpancnopmepume

CBbNBbTCTBALLIOTO MHOIOKPAaTHO NPWIOKEHHE Ha 103K (600 mg BeaHBX JHEBHO B MPOABIDKEHHE Ha 22 NHH)
pudamnuuuH (HHaykTop Ha CYP2B6, 2C8, 2C9, 2C19, 3A), xkakTo H Ha HHAYKTOP Ha eITYKCHHUTE
TpaHcnoprepu P-raukonporenH [P-gp] ¥ npoTeHH Ha pe3sUCTEHTHOCT Ha pak Ha rbpaara [BCRP), ¢
TepudTyHomMua (70 mg eaHUHKYHA 1034) € NOBEJC 40 HamanssaHe npubnusurentHo ¢ 40% Ha excno3uLHATa




HanprMep kapbamasenun, peHodapbuTan, PEHHTOMH U KBJIT KAHTAPHOH, TPAOBA Ja Ce MPHIIAraT ¢ TIOBHILIEHO
BHHUMAHHE IO BPEME HA TIEYEHHUETO C TepHBNYHOMHA.

Xonecmupamur unu aKmMuBeH 8b21eH

[Ipenoprusa ce nauMeHTHTE, NpHeMaiy TepudpayHomMua, Aa He GbIAT NeKYBaHH C XOJECTHPAMHH WIH
aKTHBEH BBIJIEH, OCBEH aKO HE C€ LEJIM YCKOPEHO eIMMHUHHpAaHE, ThH KaTo TOBA BOAM A0 OBP30 U 3HAYHMO
HaMaliiBaHe Ha NJ1a3MeHaTa KOHUEHTpauusa. CMaTa ce, ye MeXxaHu3MbT € CBBP3aH C NMPEKbCBAHE HA
€HTEPOXENATAJIHHA KPbrOBPAT W/WIIH C TaCTPOMHTECTHHAIHA AMANN3A HA TePHQITYHOMHU.

(Dapmammﬂemqun B3aUMOJICUCTBHUA Ha TﬂEHﬂ!J‘IyHOMﬂg C APYTH BCLUECCTBA

Egexm na mepughnynomuo svpxy cybempamuy na CYP2C8: penaznunud

Hanuue ¢ nosninasare Ha cpeanata Cna 1 AUC Ha penarnuana (csoTBeTHO ¢ 1,7 M ¢ 2,4 WbTH) citen
MHOFOKPaTHO NPHIOKEHHE Ha TEPHPIYHOMH, KOETO NMoka3Ba, ue TepudyHoMHa € uHxubuTop Ha CYP2C8
in vivo. [lopaan ToBa € Heo6X0AHMO NOBHILEHO BHHUMaHUE NMpH yroTpeda Ha 1eKapCTBEHH MPOAYKTH, KOMTO
ce metabonusupar ot CYP2CS, xaro HanpuMep penarinHui, NakiMTaKcel, MHOMHUTA30H WK PO3UITIHTA30H,
10 BpeME Ha JieYeHHe ¢ TepudyHOMUA.

Edhexm na mepugpaynomuo evpxy nepopannu konmpayenmusu. 0,03 mg emunurecmpaoduon u 0,15 mg
Nlegoxopecmpen

Hanuiie e nosuiasane Ha cpeaHata Cuax U AUCq.24 Ha eTuHHTecTpaguon (cvoTBeTHO 1,58 ¥ 1,54 mbTH) 4 Ha
Cmax H AUCo.24 Ha neBoHOprecTpen (cboTaeTHo 1,33 W 1,41 mbTH) ciiel MHOTOKPATHO MPHIOKEHHE Ha
TepudayHomua. Bunpekn ve ne ce oyaksa ToBa B3aUMOACHCTBHE Ha TEpUPAYHOMHUA Aa HMA HEGAArONPHATHO
BIUAHHUE BbPXY €PHKACHOCTTA HA NEPOPATHUTE KOHTPALUENTHBH, TOBA TpAOBa Ja ce UMa NpelBH NpH Hitopa
H aJanTUPAHETO Ha NIEYCHUETO C NIEPOPATIHH KOHTPALIENTHBY, KOHTO C€ W3NON3BaT B KOMOMHALUA ¢
TEPRPAYHOMUA.

Egexm na mepugpnynomuo evpxy cybecmpamu na CYPIA2: xogeun

MHOTrOKpaTHO NMPUIIOKEHH 103U Tepu(IyHOMHI HaManapaT cpeHaTa Cmax U AUC Ha xodeuna (cyGerpar Ha
CYP1A2) cvorsetHo ¢ 18% 1 55%, koeto npeanonara, ye TepHdpayHoOMUA MOXKE Aa € cial HHIYKTOP Ha
CYPIA2 in vivo. [lopanu ToBa nekapcTBEHH NPOAYKTH, KOUTO ce Metabonusupar or CYP1A2 (karo
HalpHUMEP AYJIOKCETHH, AlIOCETPOH, TEOPHIMH U TU3aHHAHH), TPAOBA Aa ce M3NOI3BAT BHUMATENHO MO BpeMe
Ha JICYCHHETO C TEPHPIYHOMMA, ThH KaTo TOBa OM MOINIO a AOBEAE 0 HaMansfBaHe Ha e(pHKACHOCTTA Ha
T€3H JIEKAPCTBEHRU NNPOAYKTH.

Egexm na mepugnynomuo evpxy eappapun

MHOrokpaTHOTO NPHICKEHNWE HA 103U TEPUPIYHOMUA HE € UMaNo edekT BbpXY hapMakOKHHETUKATa Ha
SBapdapuH, KOETO MOKa3Ba, 4e€ TepUPIYHOMHUI HE € HHTO HHXHOUTOP, HUTO HHAYKTOp Ha CYP2C9.
Habnonasano e obaue HamaneHue ¢ 25% Ha NMKOBHTE CTOMHOCTH HA MEXAYHAPOOHOTO HOPMATH3NPAHO
cwoTHOWweHHe (INR) npu cbnbTeTBaIO NprnokeHne Ha TepHpAYHOMHUA U BapdapHH B CpaBHEHHE ¢
CaMOCTOATE/THOTO NPHIOKEHNUE Ha BaphapuH. [Topaau ToBa NpH CLITLTCTBALILO NPHUACKEHHE HAa BapdapHH ¢
TepUGITYHOMH] CE NpenopbYBa BHUMAaTENHO npocaeassaHe U MoHHTHpaHe Ha INR.

Epexm na mepugpaynomuo evpxy cybecmpamu na mparcnopmepa Ha opeanuynu anuonu 3 (OAT3). Hanuue e
nosuLnasane Ha cpeaHaTa Cuax U AUC Ha uedaknop (cvotBeTHO ¢ 1,43 M ¢ 1,54 nbTH) citel MHOTOKPATHO
MPHIOKEHHUE HAa TEPU(PIYHOMUA, KOEBTO NMpEaRnonara, 4e TepudayHoMua e HHXuburop Ha OAT3 in vivo.
[lopanu ToBa ce npenopbuBa NOBULICHO BHUMAHHE, KOraTO TePHQIYHOMH CE NPUIara €IHOBPEMEHHO ChC
cybctpat Ha OAT3, karo HanpuMmep uedakiop, neHULHWIHH G, LMNpodaoKCaLldH, HHAOMETALIMH,
KeTonpodeH, pypo3eMHa, ULHMETHANWH, METOTPEKCAT, 3HI0BY AHH.




Egexm na mepugnynomuo avpxy cybcmpamu na BCRP w'unu cy6ecmpamu na nosunenmuou Bl u B3,
mparcnopmupawyu opzanusnu anuoru (OATPIB1/B3):

Hanuue e nosvinasane Ha cpefiHaTa Cmax U AUC Ha posyBacTaTHH (CbOTBETHO 2,65 ¥ 2,51 meTH) cneq
MHOFOKPATHO MPHNOKEHHE Ha 1034 TepUdayHoMua. ToBa NOBUILIABAHE HA TUTA3MEHATA €KCMO3HHHUA Ha
po3yBacTatuH, 0baue, He € oka3ano ABHO BiHsAHHE BbpXY akTHBHOCTTA HAa HMG-CoA penykrazara.
IIpeniopbuBa ce Hamanasane ¢ 50% Ha mo3aTa Ha po3yRacTaTHH NPH CbIBTCTBALIOTO MY NPHIOKEHHE C
TepuduryHomua. [Ipu ocrananute cybcrparn Ha BCRP (Hanp. MeToTpekcart, Tonorexas, cyndacanasuH,
aayHopybuuunH, noxcopybuuun) 1 cemeicteoto Ha OATP, ocobeHo nHxuburopure Ha HMG-Co peaykrasata
(Hanmp. CHMBACTaTHH, aTOPBACTATHH, MPaBacTaTHH, METOTPEKCAT, HATETTIMHK, peNariIMHi, pUdaMITHLKWH),
MPH CBIBTCTBALLO NPHICKEHHUE ¢ TEPUPNYHOMHUA € HEOGXOAHMO NOBULIEHO BHHMaHHe. [launeHTuTe Tpadea
Ja Ce mpocienaBaT BHUMATETHO 3a NPU3HALM U CHMITTOMH Ha MpeKOMePHa EKCIO3ULIMA Ha Te3U JIEKAPCTBEHH
NMPOAYKTH H Aa ce OOMUCIIH HaMalTABaHE Ha TAXHATA A034.

4.6 PeprrianTeT, OpEMERHOCT H KbPMEHE

[IpunoxkeHHe npu Mbxe

[Ipuema ce, ue pUCKLT OT MeauKpaHa OT MbxKa eMOpHodeTasTHa TOKCMYHOCT 10 BpeMe Ha JIGUYEHHE C
TEPHUGPIYHOMHA € HUCBK (BX. TOUKa 5.3).

bpeMeHHoOCT

HMa orpaHdueHM 1aHHH OT ynotpebara Ha TepudnyHoMHA npu 6peMeHHH xeHu. [IpoyuBaHusaTa NpH
XXUBOTHH NOKA3BaT PENPOAYKTHRHA TOKCHYHOCT (BXK. Touka 5.3).

TepuayHoMun Moxe Oa MpeaH3BUKA CEPUO3HM BPOAEeHH AedeKTH, KoraTo ce Npuiara o BpeMe Ha
bpemenHocT. TepudnyHomna e npoTuBonokasaH no BpemMe Ha OpeMeHHoCT (BK. Touka 4.3).

Kennre ¢ aerepoacH NoTeHUHan TpadBa aa M3NON3BAT epeKTHBHA KOHTPALIETIIHA N0 BpeMe Ha JICYEHHETO H
cnel JISYEHHETO, AOKATO M1a3MEHaTa KOHUEHTpalua Ha TepuduiyHomug ¢ Han 0,02 mg/l. Tlpes To3u nepuoa
KeHHTe TpA0Ba fa oOChIAT ¢ NeKyBaLLKA JIEKap BCHYKH CBOH HaMEPEHUA 1A CIIPAT WIH Aa [IPOMEHAT
KOHTpaLenuusaTa. Jlenara or eHCkH Mot WHAH pOAUTENUTE/ TIOJIaralluTe IPYXKH 3a AELA OT XKEHCKH 10
TpabBa 1a 6baaT HHQOPMHPAHH 33 HEOOXOAUMMOCTTA Aa Ce CBBPIKAT € JIEKYBALUHA JIKap, CJIEH KaTO AETETO OT
XKEHCKH non Ha neueHrue Ha AUBAGIO nonyuu meHcTpyaunsa. Heob6xoaumo e na ce npoeee KOHCY/TTalMs Ha
HOBHTE MAaLMEHTH C AETEPOAESH NOTEHUHA OTHOCHO KOHTPAaLUENUUATa U [IOTEHUMAIHHA PHCK 34 IUI0A8.
Tpabsa na ce obMuUcTH HacOUBaHE KbM I'MHEKOJOr.

[TauneHTnTe Tpabea 1a ObOAT HHCTPYKTUpPAHU Ja npeycTaHoBAT TepudnyHomun ®apmacalibHe H He3abaBHO
J1a YBEAOMSAT JIEKaps ¢ LieN W3BbPLIBAHE HA TECT 3a OPEeMEHHOCT, aKO MMa HAKAKBO 3a0aBsaHe Ha
MEHCTPYaLUAaTa UK APYTH NPYWUYHMHKA 1a CE MOAC3Upa OPEMEHHOCT, KATO NMPH MOJOXKHTENICH PE3YATAT OT
H3CJIEABAHETO IEKAPAT M NauxeHTbT TpaAbBa na o0chaAT pucka 3a 6peMeHHocTTa. BB3MOXkHO € 6Bp30TO
HaMansBaHe Ha HUBOTO Ha TeprudIyHOMKA B KPBLBTa, Ype3 NpHJIaraHe Ha OMUCAaHaTa Nno-A0Jy npouexypa 3a
YCKOPEHO €/IUMHHHUDAHE, NPY MbPBOTO 3aKbCHEHWE HA MEHCTPYaUHUATA, 43 AOBEAE A0 HaMansBaHe HAa pHCKa
3a deryca.

[1py >xeHH Ha neyeHHe ¢ TepHPIYHOMHUI, KOUTO XKEeNaAT Aa 3a6peMeHenT, NPHIOKESHHETO Ha JIeKapCTBEHUS
nponykT TpaOBa na Obae CIpAHO KATo Ce NpernopbUBa U NPOLEAypa 3a YCKOPEHO eIMMHUHHpaHe, C et Mno-
6bp30 pocTHraHe Ha koHueHTpauus noa 0,02 mg/l (uxTe no-goiTy).

AKO He ce NPWIOXKHU NpoLeaypa 3a YCKOPEHO ENMHMHHHPaHE, MOXE [a ¢¢ OYAKBA U1a3MEHOTO HUBO Ha

tepudnayromua ga octaHe Haa 0,02 mg/l B npoabnxkeHue Ha cpeaHo 8 mecela, HO an HAKOH nauHeHTH e
BB3MOXKHO Aa ¢a HeOoOX0AMMH 00 2 rOAMHM 38 NOCTHUTaHe Ha N1a3MeHa KOHHEHTP? -
TOBA [U1a3ME€HAaTa KOHLEHTpaUuUa Ha TepuiyHoMua TpaOBa a ce U3MepH, npen




3abpemeHsBaHe. CNel XaTo Ce YCTAHOBM, Ue N1a3MeHaTa KOHUEHTpalHa Ha Tepudutyromun e noa 0,02 mg/l,
Tpa6pa fla ce H3BBPLUH MOBTOPHO H3MEPBaHE Ha TUTa3MEHATa KOHLIEHTPALMs Clell MHTEPBal OT MHHHMYM 14
AHH. AKO M ABETE NasMeHH KoHueHTpaumuu ca noa 0,02 mg/l, He ce oyakea puck 3a deTyca.

3a AOMBIHHTENHA HHDOPMaLKA OTHOCHO H3CJI€BAHETO Ha MPOOH, MO, CBBPIKETE C€ C MPUTEKATENA Ha
paspeLIeHHeTo 3a ynoTpeba Wik ¢ HErOBHs JIOKAJIEH NpeaCcTaBUTeN (BX. TOYKa 7).

IIpoyedypa 3a ycxopero euMunupane

Cnen ApeyCTAHOBABAHE Ha JICUEHHETO C TEPHPAYHOMHUA!

. npunara ce xonecTupamuH 8 g no 3 MbTH AHEBHO 3a neproa oT 11 anu. B cryuali ye xonecrupamMuH 8 g
TPH MBLTH JHEBHO He Ce MoHacs Ao0pe, MOXe Aa c€ MPHJIOXKH XONECTHPAMHH 4 g TPH ITBTH AHEBHO;
. anTepHaTHBHO ce npuiara 50 g aKTMBEH BbIVIEH Ha Npax Ha Beeku 12 yaca B npomabmkeHue Ha 11 num.

Crnieq BCska OT JIBETE ANTEPHATUBHHU NPOLIEAYPH 33 YCKOPEHO eTMMHHHpaHe obaye ce H3HCKBA H
BepUdHLMpaHe upe3 2 OTOENHH TeCTa NPe3 UHTepBa oT Hal-Manko 14 JHH, KAKTO W NMNEPHOJ Ha H3YAKBAHE OT
e[IMH K MOJOBHHA MEcea Mex/ly ITbPBATa NosiBa Ha IU1asMeHa koHueHTpauus noa 0,02 mg/l u onnoxaaxero.
KakTo x0onecTHpaMHMH, Taka H aKTHBHHAT BBLITIEH Ha NpaxX, MOTaT Aa ROBJHAAT BbpXY abcopbunaTa Ha
€CTPOr€HHTE U NMPOreCTOreHHTE A0 CTEMNEH, Y€ a HE MOXKE [1a Ce rapaHTHpa HaJekKIHa KOHTPALCNUHA C
nepopaiHi KOHTPAUENTHEH B MEPHOAA Ha MPOLEAYPATa 33 YCKOPEHO elTMMUHHpaHe ¢ XOJeCTHPaMUH WITH
AKTHBEH BBLIVIEH HA npax. [IpenopruBa ce NpuicKEHHE HA AITEPHATHBHHA METOAH 32 KOHTPALICTTIHMS.

KnpMeHne

[Ipoy4BaHHA NPH XKHUBOTHH MOKA3BAT SKCKPELIMA HAa TEPUPIYHOMHA B MIISIKOTO. Tepudnynomua e
[IPOTHBOMNOKA3aH MO BpeMe Ha KbpMeHe (BXK. Touka 4.3).

QepTHIHTET

JlaHHUTE OT NPOYYBAHHS MPH KMBOTHHU He MOKa3BaT edekT BbPXY (epTiiinTeTa (BXK. TOUKa 5.3). Benpexu ve
JIMMCBAT AaHHK MNPH XOpa, He ce ovakBa €eKT BbpXy PEPTHIHTETA NPU MBXKE H KEHH.

4.7 EdexTu BbpXy cnocobHocTTa 32 modHpaHe H paboTa ¢ MAIIHHH

TepndiyHomun dapmacaifbHc HE NOBIHABA WK TIOBIHABA NPeHeOPEXKMMO CIOCOOHOCTTA 34 wodupaHe H
pa6oTa ¢ MaliMHK. B ciyuait Ha HexenaHu peakuyH, KaTo HanpuMep 3amMalBaHe, KOSTO ce ChodLIaBa MPH
nedIyHOMHK, H3XOAHOTO BELUECTBO, MOXKE Aa € HapyuleHa cnocoOHOCTTa Ha NALMEHTHTE 33 KOHLEHTpALRH H
aneKBaTHa peakLius. B Takupa ciyyad nauMexTyTe TpAGBa a ce BR3ABPKAT OT wodupaxe 1 pabora ¢
MAIIIMHH.

4.8 HexenaHu JeKAPCTBEHH PEAKIHH

O6o01esne Ha npoduaa 3a HesonacHocT

Haii-yecTo cbo6IABAHUTE HeXeNaHH PEAKLIMK [PH JeKyBanuTte ¢ repudrynomua (7 mg v 14 mg) nau1eHTH
ca: rnasobonue (17,8%, 15,7%), nuapus (13,1%, 13,6%), nosuwen ALT (13%, 15%), ranene (8%, 10,7%) u
anoneuus (9,8%, 13,5%). Ha#i-o6wo rnasobosnue, avapus, raaeHe | anoneuus, ¢a JekH 10 yMCpeHH,
MPEXOAHHU H PAAKO Ca BOAWIHM N0 NPEKPATABAHE HA JIEUCHHUETO.
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TepudpyHoMua € OCHOBHUAT MeTabomuT Ha nedryHomMua. [IpoguabT Ha 6e30macHOCT Ha Jie() TlyHOMH MpH
MalMEeHTH, CTPaJalld OT PEBMATOMEH apTPHUT MM NCOPHATHYEH apTPHUT, MOXKE J1a € CLOTHOCHM I1pH
npeanucpate Ha TepuuryHOMHA Ha nauueHTr ¢ MC.

TabaHuyeH CIUCHhK HA HEXKEJIAHUTE PeaKLHH

TepudayHoMK € H3caeaBaH npu 001 2 267 nauHeHTH ¢ eKCMNo3HLMs Ha tepudayHomua (1 155 Ha
tepudyHomua 7 mg v 1 112 Ha tepudprynomun 14 mg) BeAHBK THEBHO MPH MEHaHa Ha NMPOAB/LDKHTETHOCT
0Kk010 672 AHW B 4eTHpH rnauebo-koHTponupanu npoyusanus (1 045 u 1 002 nauueHTH CHOTBETHO Ha
tepudryHOMHA 7 Mg ¥ 14 mg) U €1HO NPOyYBaHE C AKTUBEH CPABHUTENICH MPOAYKT (110 nauueHTH BBHB BCsIKA
OT PYNMUTE Ha JieyeHue ¢ TepH(MAYHOMHKI) NPH BL3PACTHH MALMEHTH C NPUCTBITHHU ¢opmu Ha MC (npucTbIHA
MHOKecTBeHa ckiiepo3a, [IMC).

[o-mony ca M3GPOEHH HEXKETAHHTE PeaKLMH, ChOOLIEHH NPH TEPH(ITYHOMH B ru1auedo-KOHTPOJIHPAHH
MPOYYBAHHS NMPH Bb3PACTHH MALMEHTH, JOKIaJBaHH 32 tepudyHomMua 7 mg wiM 14 mg OT KIMHHYHH
[POYy4BaHHsA MPH BL3PACTHH MaLMeHTH. YecToTHTe Ca AeuHHpaHN upe3 NpuilaraHe Ha cie/1HaTa KOHBEHLIHA.
MHOTO yecTH (>1/10), yectn (=1/100 no <1/10), newectu (=1/1 000 no <1/100), peaku (>1/10 000 mo <1/1
000), mHoro peaku (<1/10 000) 1 ¢ Hen3BeCcTHA YecToTa (OT HAIMYHUTE IAaHHH HE MOXKE 113 Obae HanpaBeHa
oLeHKa). BbB BCsiKa rpymna 1o 4ectora HeXKe/JaH|Te Peakluy ca npeicTaBeHd B HU3XOAALL pe/l N0 OTHOLUICHHE

Ha TSIXHATa CEPHO3HOCT.

Mudexkuuu 1 ["pun, Uudekuns Texku nHPEKLHH,
HH(peCTaLHH Ha TOPHUTE BKJIKOYHTEJIHO
JAUXATEIHH cencuc?
NbTULLA,
HUndexumns na
MUKOUYHMUTE
NbTULLAa bpOHXHT,
CHHY3HT,
Mapunrur, LiucTur,
Bupycex
raCTPOCHTEPHT,
Xepriec BUPYCHH
nHpeKkmn®,
3b0Ha uHpeKum,
JlapuHIruT,
Tinea pedis
Hapywienus Ha Heytponenus® Jleka
KpbBTa U JIMM(HaTA AHeMUS TPOMOOLIMTONEHHS
cucTema (TPOMOOLIMTH
<100G/1) |
|
Hapywenus Ha Jlekn anepruyHH Peakuuu Ha
MMYHHaTa cucTema peakuuu CBPbXUYBCTBH
TenHoCT (0T Obp3
WJIK OT
3a0aBeH THI),
BKJIFOUHTEJTHO
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aHaduIaKCcHs

aHrHoeaem
HapylueHnus Ha HucnvunuaeMus
meTabonu3mMa U
XPaHEHETO
[IcHXHYHH TpeBOXKHOCT
HapyweHus
HapyiieHuns Ha I'nasobonue | Ilapecresud Xurnepecresus,
HEpPBHATA CHCTEMA Hiuunac, Herpanrus,
CuHApOM Ha [lepudepHna
KapnaJHHUA TYHEN HEeBpOMNaTHs
CopaedHH [Tannurauum
HapyLUeHUA
CBbIOBH HapyLIEHHS XunepToHHa®
PecnuparopHh, HHTepcTHUMAN benonpo6Ha
I'PLAHH H Ha XUMEPTOHHA
MEAHACTHHA/IHH benonpobua
HapyweHHUS bonect
CroMaiHo-4pesHd | Juapus, [TankpeaTuT®® Bosika B CToMaTwT,
HAapyLIeHHS [NapeHe ropHarta 4acT Ha kopeMa | Koaur
[ToBpbluane,
360600
XenarodunuapHu [Noeuiuena | [NloBuwiena Octep JlexapCTBEHOHHAY
HapylLIEHUA aJIJAaHHH ramarnyramMuatpaicdepa xerna LMPARO
amusotpanc | 38 (GGT)’, THT yepHOApoGHO
depaza INopnwena acnaprar yBpexxaane (DILI)
(ALT)S amMuHOTpaHcepasa®
Hapyienus Ha Anoneuuss | Obpus, AxHe Hapyuexus
KOXATA K Ha HOKTUTE,
NOAKOKHATA THKaH NcOpHa3nC
(BKAWOUHUTENHO
nycTyno3ex)*°
Texxku KOXHH
peakuuu®
Hapywenus Ha MycKyJIHO-cKeneTHa
MYCKYJ/IHOCKENEeTHaTa 60J1Ka,
CHCTEMA H Muanrus,
ApTpanras
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CBCOUHHTCIHATA
ThKaH

HapyiueHHs Ha [Tonaknypns

OBLOpeunTe u
IMHKOYHHUTE TbTHLLA

HapymieHus Ha MeHoparusg
BbL3MPOHIBOANTE/HA
Ta CUCTEMA H
repaara

OOuUIH HapyLUEHHS H bonka, AcTteHus
edeKTH Ha MACTOTO
HA NPUNOXKEHHE

HUscneapauus HamansaBaHe Ha Ternoro,
Hamaneu 6poit

Heyrpodnin®, Hamanen

6poit Henn

KPbBHHU KI€TKHC,

[MoeuineHa

kpeaTHH(OCPOKHHA3E B

KPbBTA
HapanspaHus, [TocT-
OTpaBAHHA H TpaBMaTH4YHa
YCNOKHEHHS, fonka

Bb3HHKHAJIN B
pe3yATaT Ha
HHTEPBEHLIMH

® MOJI, BUXKTE OAPOGHOTO onucaHue © BuxTe Touka 4.4 B: yecToTaTa fpH aeua € “yectn’” Ha Oasara
HA KOHTPOJIMPAHO KIHHUYHO MPOYYBAHE NPH NEAUATPUHHM NALMEHTH; YECTOTATA € “HEUECTH FIPH
Bb3PacTHH

Onucanue Ha U30pAHU HEXETAHW PEaKUUH

Anoneyus

AnoneuuaTa ce cboOLIaBa KaTo H3ThLHABAHE HAa KOcaTa, HAMaNeHa MBTHOCT Ha KocaTa, Koconan, CBbp3aH
WITM He C TIPOMSIHA B CTPYKTYpaTa Ha KocbMa, npu 13,9% oT nauxeHTUTe, AeKyBaHH ¢ 14 mg
TeprupIyHOoMHa, cnpsaMo 5,1% ot nauueHTHTe, NeKyBaHH ¢ nnaueto. [loseyero cmyyan ca onucaHd KaTo
AHUQY3HH WK NeHEPATU3HPAHH IO Leusa ckann {6e3 cbobiueHns 3a MbIHO OVICWHBABAHE) H HAH-4€eCTO ca
HACTBHNBAJIM Npe3 MbPBUTE 6 Mecela, kaTo ca oT3Byuany npx 121 ot 139 (87,1%) ot naunenTure, 1eKyBaHH
¢ TepudiyHoMuA 14 mg. [IpekbcBane Ha IeUeHHETO NOpaH anoneuus € HacThruio NpH 1,3% ot
naiMeHTHTE B rpynara Ha TepudayHomMua 14 mg B cpasHenHe ¢ 0,1% B nnauebo-rpynara.

Eghexmu svpxy wepniwsi Opot
B mnaueto-KOHTPOJSHPaHH NpOYYBaHHA APH Bb3PacTHH MAUHEHTH € YCTAHOBEHO:
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Ilopamasane Ha ALT (cnopea naGopaTopsu nannu) capamo nixoanoro #upo - Ilonynanus 3a
GesonmacHocT NpH n1ane6o-KOHTPOTHPAHH NPOYUBAHHSA

naauebo Tepudaynomua 14 mg
(N=997) (N=1002)
>3 ITH 66/994 (6.6%) 80/999 (8.0%)
>5TTH 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>3ITH u O6wbunn >2ITH  5/994 (0.5%) 3/999 (0.3%)

Jlexu nosuiienns Ha TpaHcamuHasute, ALT non wim paegno Ha 3 nbtu I'TH, ca HabmonaBaHy no-4ecTo npu
NeKyBaHHUTE ¢ TEPHGIYHOMUA TPy B cpaBHeHMe ¢ rwiaueGo. YectoraTa Ha clyyauTe ¢ MOBUILIEHHE Hax 3
nbTH [TH v noseue ¢ 6Hna paBHOMEpHO pasnpeaeneHa Cpea TepaneBTHYHHTE rpyrnH. Te3u NoBUIICHUS Ha
TPa@HCAMHHA3HMTE Ca HACTBNBAIH MPEAUMHO NpPe3 NbPBUTE & Mecela OT JieueHHETO U ca OuH oOpaTHMH ciaex
npeycTaHOBABaHE Ha Jie4eHHeTO. BpeMeTo 3a Bb3CTaHOBABAHE € BApHPAJIO B MPAHHLIHTE HA MECELH M MOJHHH.

Egexmu evpxy xpwveromo nanazcane

B nnauebo-koHTpOIHpaHH NPOYYBaHUS NPH Bh3PACTHH NALUHEHTH € YCTAHOBEHO!

- CUCTOJTHOTO KPbBHO Hanaraxe € 6uno >140 mm Hg npu 19,9% ot naunenrure, nosyyasawy 14
mg/neH TepupayHOMU, B CpaBHEHHE CbC 15,5% npu noayuasawuTe ranedo;

- CHCTOIHOTO KPbBHO HanArane e 6uno >160 mm Hg npu 3,8% ot nauuenrure, nomyqasamu 14 mg/nex
TepudyHOMIA, B cpaBHenne ¢ 2,0% npu nonyyvapawumre miauebo;

- JHACTONHOTO KPbBHO Hansrake € 6uno >90 mm Hg mpu 21,4% ot naunenTHTe, nomyuasamu 14
mg/neH TeEpUPNYHOMHS, B cpaBHEHHE CbC 13,6% npu nosyvasaiute rnauebo;

Hupexyuu

B nnaue6o-koHTpONMpaHu Npoy4BaHUS NPy Bb3PACTHU MTaLIMEHTH He € Hab1101aBaHO YBeIMYaBaHe Ha
CepUO3HUTE MHGbEKIHH NIpH TeprdayHoMua 14 mg (2,7%) cnpamo mwiauebo (2,2%). CeprosHu
OTMOPTIOHHCTHYHH HHPEKLMH ca HacTbNHIK npu 0,2% BbLB BCAKA OT IPYIIHTE.

Texku HHPEKIHK, BIITHOYUTETHO CEMNCHC, MOHAKOra ¢ feTaneH U3xoa, ca OUnu choOIEHH B
AOCTMAPKETHHIOBHA NMEPHOL.

Xemamonozuunu ehexmu

B nnaue6o-koHTpoMpaHy n3nuTeaHvsa ¢ TepugIyHOMWA NPH BL3PacTHH NALUUEHTH € HabIK4aBaHO CPEIHO
HaManeHHe, 3acarawo Opos Ha Genure KpbBHU KneTkH (WBC) (<15% cnpaMo U3XOOHUTE HHBA, [JIRBHO
HaMajleHHe Ha HEYTPOPHIHTE U TUMPOLIMTHTE), HO NPH HAKOH NAaUHEHTH € HAGIIOAaBaHO MO-TrOASMO
Hamanende. Hamanenuero Ha cpennns 6poi cnpaMo H3XOAHOTO HUBO € HAaCTHNBAJO 1Ipe3 ITbPBUTE §
CEIMHLIH, CIIEH KOSTO C€ € CTabWIM3UPANOo BbB BPEMETO C NPOAB/DKABAHE Ha JIEYEHHETO, HO Ha TTO-HHUCKH
HUBA (HamasieHHe ¢ no-Manko ot 15% cnpaMo u3xonHoTo HUBO). EdekThT BHpXY 6pos Ha YepBEeHHTE KPHBHH
knetkd (RBC) (<2%) u 6pos Ha Tpombouuture (<10%) e 6un no-cnabGo uspaseH.

lepugpepna nesponamun
B nnaue6o-KOHTpOAHpaHH NpOy4YBaHHA NPH Bb3PacTHH NALMEHTH nepudepHa HEBPONATHU, BKIIOUBALLA
KaKTO TMOJHHEBPONaTHA, TaKa H MOHOHEBPONATHA (Hanp. CHHOPOM Ha KaprajH{g TYHeN), ce crobuiasa no-
YECTO NPH MALMEHTH, NPUEMALLH TEPUPIYHOMUA, OTKOJIKOTO NPH NalMEHTH, NpHeMainy rauebo. B
OCHOBHHTE IU1aLeOOKOHTPOIMPaHH NIPOYYBaHHs YeCTOTAaTa Ha nepudepHaTa HEBPONATHA, TIOTBBPAEHA ¢
H3c/eaBaHe 3a NPOBOJUMOCT Ha HepBHTe, € buna 1,9% (17 naunenTu ot 898) npu 14 mg TepudmyHomua B
cpaBHenue ¢ 0,4% (4 nauvenTy ot 898) npu nnauebo. JleueHHeTO € MPEKPaTEHO MPH 5 MalLHEHTH C
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neprHdepHa HeBponaTUaA Ha TepuduiyHoMua 14 mg. BricraHosdaBaHe ciel NpeyCTAHOBABAHE Ha JIEYEHHETO CE
cbobLaBa npy 4 OT T€3W NAUMEHTH.

Heonaazmu — dobpoxauecmeaenu, 310Kkauecmaesu U HeONPEOeReHU (6K KUCMU U NOAUNY)

B13 0cHOBa Ha ONKUTA B KIIMHHYHHTE NPOYYBaHUA HE U3TNEXAa Aa HMa MOBHILEH PHCK OT 3/I0Ka4€CTBEHH
3abonaBaHug npH TeprudayHOMKA. PUCKBT OT 3/10KayecTBEHO 3abonsaBaHe, ocobeHo nuMdonponupepaTHBHUA
HApPYLLUEHHKs, € MOBHILEH NpH YnoTpedara Ha HAKOH APYrH CPEACTBA, KOHTO 3aCATAT HMYHHATA CHCTEMA
(edexT Ha K1aca).

Teoicku xooiICcHu peaxkyuu

CrobLeHH ca ciryuad Ha TeXKH KOMCHH PEakLMK ¢ TEpUDIYHOMHUA B MOCTMAPKETHHIOBUSA NEPHOA (BX.
TOYKa 4.4).

Acmenun
B niaue6o-koHTpOoIMpaHy NpOoyUYBaHWs NPY BB3PACTHH NALMEHTH, YyecToTara Ha acteHus e 2,0%, 1,6% u
2,2%, cLOTBETHO B IrpynuTe Ha naauebo, TepudayHomMua 7 mg n repudayHoMua 14 mg.

[Icopuaszuc
B nnaue6o-koHTpoNHpaHH Npoy4BaHKA, YyecToTara Ha ncopuasuc e 0,3%, 0,3% u 0,4% croTBETHO B rpynure
Ha mnaue6o, TepudayHoMua 7 mg U tepudayHoMua 14 mg.

Cmomawuuno-upesru Hapyuenus

3a naHKpeaTUT ce ¢bOO1ABA HEUECTO NMPH MOCTMAPKETHHIOBaTa ynoTpeda Ha TepUGTyHOMHL TIPH Bh3PACTHH,
BKJTIOYHMTENHO CJYYaH Ha HEKPOTH3UpALL MAHKPEATUT W NaHKpeaTHyHa nceBaokucTa, [lankpearnuny chbuTHS
MOFaT J1a HACTBNAT M0 BCAKO BPEME NPH JEYEHUETO ¢ TePHPIYHOMH, KOETO MOXKE a JOBEAE 0
XOCTIHTA/IH3ALMA WIAH HEOOXOOUMOCT OT KOPUIHPALLO JIEYEHHE.

[MeauarpuyHa nomynatys

Ha6nonaBanusat npodun Ha 6E€30MacHOCT NpU NeAHaTpUYHK nalMeHTy (Ha Bb3pacT ot 10 2o 17 roguxH),
MoayyaBalyy TepH(pIYHOMHA eKEZHEBHO, KAaTO UANO0 € noaobeH Ha To3H, HabmoJasaH NpH BB3PACTHH
MaLMEHTH. Burpeku ToBa, B neaMaTpu4HOTO npoy«BaHe (166 maunent: 109 B rpynaTa Ha TepH}pIyHOMHA
u 57 B rpynara Ha rauebo), ciiyuan Ha naHkpeatut ca cbobwenu npu 1,8% (2/109) ot nexysanure ¢
TepudAYHOMHMA NALKEHTH B CPABHEHUE C HHTO €AWH cnyvait B rpynaTa Ha nianebo B AsoliHocnAnara ¢asa.
EaHo oT Te3u ¢hOMTHA € 10Be10 A0 XOCTIMTANM3aUHA H € HAIOKHITO KOpUrHpailo nevyexue. [pu
NeANaTPUHHH NANMEHTH, JEKYBaHH C TeprdIyHOMHU B OTKpHTaTa (a3a Ha NPOYYBAHETO, ¢a CHOOLLEHH 2
OOMBJIAHHTENHH CJIY4as Ha NAaHKPEaTHT (EAMHUAT e CHOOLUEH KaTo CEPHO3HO CBOMUTHE, a JPYTHAT €
HECEPHO3HO CHOMTHE C NEK HHTEH3HTET) U €1H Clyyait Ha CEPHO3€H OCTbP MAaHKPEATHT (C NCEeBAO
nanuioMa). [Ipu aBama OT Te3u 3 NaUKUeHTH NaHKPeaTUTLT € AOBEN 0 XocnuTanu3auus. KnuHuuHuTe
CUMITTOMH BKJIIOUBAT KopeMHa Gonka, rajeHde WKW NoBpbUIaHe, a CEPYMHHTE aMK/Ia3a U JIWNasa NpH Te3H
naluMeHTH ca Ol noBuileHH. BCHYKHM NaLMEHTH ca ¢e Bb3CTAHOBWIH CJIC/ NPEYCTAHOBABAHE HA
JIEYEHHETO W MPUIATaHe Ha MPOoLEAYpa 3a YCKOPEHO eIMMHHHAPAHe (Bx. Touka 4.4) M KOPMTHpaLLO
neyeHue.

CraeaHuTe HEXXENAHH p€aKUHH Ca Ccb00OUaBaHU NO-4eCcTo npy neayarpyMyHaTa nonyJjauns, OTKOJIKOTO IPpH
NomnynauniaTa Bp3paCTHHA.

. Anoneuus ce cvobuasa npu 22,0% OT NaLuUeHTUTE, eKyBaHU ¢ TepudpayHoMHa cnpsmo 12,3% ot
NMaLHeHTHTE, NeKYBaHH ¢ rnauebo.
. Mudekuun ce cvobluaear npu 66,1% oT nauueHTuTe, nekyBaHy ¢ TepUdIy JasFm-crpgMo 45,6% ot

MaLuMeHTHTE, NeKyBaHy ¢ naauebo. Cpen Tax no-4yecTo ce cLodLLaBa 3a D UNEKLIMM Ha

FOPHHTE AUXATEAHH MbTHLLA NPH yNoTpeda Ha TEPUPITYHOMHA.
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. [Toeuwmapane Ha CPK ce cvobmasa npu 5,5% o nauneHTHTe, NeKyBanH ¢ TepuduryHoMua, cnpamo 0%
OT MaLHUEHTHTE, JIeKyBaHH ¢ naauebo. [To-ronsMaTa yacT OT CTy4aHTe ca CBbP3aHH C JOKYMEHTHpPaHO
dbu3MUecKO HATOBApPBaHE.

. [TapecTe3una ce crobwara npy 11,0% ot naureHTuTe, nekysaHu ¢ TepudayHomun, cnpamo 1,8% npu
NAHCHTHUTE, JICKYBAHH C nﬂaueﬁo.
. bonka B kopeMa ce cbhobiuasa npu 11,0% ot nauneHTute, NekyBaHH ¢ TepuayHomua, crpamo 1,8%

Npy MaUMeHTHTE, TeKYBaHH ¢ nmauedo.

Crpobliapane Ha Nogo3UpPaHy HeXKENAHU Peaxumy

Cpob1uaBaHeTo Ha NOJO3HPAHH HEXKETAHHW PEeaKUHUH Clie]l pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHM
NMPOAYKT € BaXXKHO. ToBa No3BoJ/IABa Aa NPOAbIKH HAbNIOAEHHETO Ha CHOTHOLIEHHETO MON3a/pHCK 3a
JEKapCTBEHUA NPOAYKT. O MEAULIMHCKHUTE CNELMAUCTH C€ M3HCKBA Aa ChOoDLIABAT BCAKA
NOAO3UPAHA HEXKENTAHA peaKL U Upes:

HamonHHTEIHA areHuHa no IekapcTBara
yn. ,,Jamss ['pyes” Ne 8
1303 Codus

Ten.: +359 2 8903417
yebcalT: www . bda,bg

4.9 Ilpexosupane

CHMOTOMH

JIuncea onuT OTHOCHO Mpef03UpPaHe Ha TEPHBNYHOMHI WIM MHTOKCHKALMA npk xopa. Tepuduryromua 70 mg
OHEBHO € npuiarad ao 14 a1u npy 3apaBy uHauBHAH. Hexxenanuwre cbOMTHA ca 6WnKM CBIOCTaBHMH C
ripoduna Ha 6e3onacHocT Ha TepudayHoMu itpu nauueHTH ¢ MC.

JleyeHue

B cnyuaid Ha CBOTBETHO NPEAO3UpPaHe WIH TOKCHYHOCT C€ MPEnopbusa XONeCTHPAMHH HIH aKTHBEH BBIIEH
3a YCKOpABaHe Ha enumuHupaneTo. [Ipenoprunrentara npoueaypa 3a eNHMUHUPAHE € XONECTHPAMHH 8 g
TPH ITbTH AHEBHO B MpoAbKeHHe Ha 1] qHH. AKO TOBa He ce noHaca nobpe, Moxe Aa ce U3Noa3Ba
XONeCTUpaMHUH 4 g TpU NMbTH AHEBHO B IPOABLMKEHHE Ha | | AHU. ANTEPHATHBHO, MPU JIMNCA Ha
XONEeCTHPaMHH MOJKE Ja Ce M3MoN3Ba aKTHMBEH BbIieH 50 g 1Ba NbTH OHEBHO B NMPOABLKEHHE Ha 1] AHw.
OcBed TOBa, aKO ¢e Hanara no ¢bodpakeHHs 3a MOHOCKHMOCT, HE € 3adb/DKUTENHO NPUITOKEHHETO Ha
XONECTUPAMHH MJIH Ha aKTUBHHA BbrAeH Ja O0bae B flocAe10BaTENHH AHH (BX. TOYKa 5.2).

S. OAPMAKOJOI'NMYHHU CBOUCTBA
3.1 dapmakoaHHAMHYHR CBOHCTBA
(PapmakoTepaneBTHyHa rpyna: UMyHocynpecopH, CenekTuBHH HMyHOCynpecopH, ATC xon: LO4AA3].

MexaHH3bM Ha AeHCTBHE

TepudnyHoMHA € HMYHOMOAYAHPALLO CPEACTBO ¢ MPOTHBOBL3NANKTEIHH CBOHCTBA, .-, G ,v:-_. Q
06PaTHMO MHXNOHPa MUTOXOHAPHANHHS SH3UM AUXHAPoopoTaT Aexuaporenasa (DHGNE, woprre 0
XA
g
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$YHKLMOHANHO Ce CBbP3Ba ¢ AuXxarenHara Bepura. Beneacraue Ha MHXHOHpaHETO TEPHPIYHOMUI KATO UAIO
orpaHHuasa nponndepaunaTa Ha ObP30AENALUNTE CE KIETKH, KOUTO 3aBHCAT OT de NOVO CHHTE3a Ha
NUPHMHAHKHH 32 YBEJIMYABAHETO CH. TOYHUAT MEXAHU3BM, NO KOHTO TepH(PIyHOMH OCBILECTBABA
TEPANeBTHYHOTO cu AeficTBue npu MC, He € HAITIHO U3ACHEH, HO C€ MEAMHpa OT HaMassABaHe Ha Opod Ha T-
NUMGOUHTHTE.

PapMakoauHaMUYHY edeKTH

Hmynna cucmema

Edexrn Bbpxy Opos Ha HMYHHHUTE KJIETKH B KpbBTa: B nnanebo-koHTponupanu npoyyBaHUs TEPHQITYHOMHA
14 mg BeOHDBXK JHEBHO € MPEAM3BUKAN JAEKO CPEAHO HaMaNneHHe Ha 6posa Ha numdounTHTe ¢ no-maiko or 0,3
x 10°%/1, koeTo e HAaCTHLNWIO Npe3 MbPBUTE 3 MeceLla OT IEYEHHETO W HHUBATA Ca C€ 3ana3uiy A0 Kpas Ha
NIEUEHHETO.

Ilomenyuan 3a yovicaseane na QT-unmepeana

B nnaue60-koHTpoMMpaHo 3aaba00UEHO Npoy4BaHe no OTHoWeHWe Ha QT-HHTEpBAaia NPH 34paBH HHAWBHAH
TepHUIYHOMKA NPH cpelHa KOHLUEHTPaLUs B CTALMOHAPHO CbCTOSHHUE HE € MOKA3an MoTeHLUAN 33
yawmxasaHe Ha QTcF-unrepsana B cpaBHenue ¢ nnauebo: Hai-ronsMarta, KOpUrHpaHa 3a BpeMe, cpeiHa
pa3nukKa Mexnay TepudayHOMUI M riauedbo e Ouna 3,45 ms ¢ ropua rpasuua Ha 90% CI 6,45 ms.

Egdhexm evpxy mybyanama gynxyus na 6vbpeyume

I1pH nnauebo-KOHTPONHpaHHUTE NPOYYBaHUA CPENHH HAMATIEHHUA Ha NUKOYHATa KHCE/IMHA B CEPyMa B
nuana3oHa ot 20 ao 30% ca HaGnwoaaBaHy NpU NallMEHTHTE, NeKyBaHH ¢ TepuuyHOMIA, cipamo nauedo.
CpenHoTo HamaneHre Ha cepymHuus docdop e 6uno okono 10% B rpynara Ha TEpUPAYHOMHUA COPAMO
riaueSo. Cumra ce, ue Te3d ePEKTH ca CBBP3aHHM ¢ NOBHilaBaHe Ha 6bOpeuHaTa TyOyiHa eKCKpELMA U He ca
CBBP3aHU C MMPOMEHH B INIOMEPYJIHHTE QYHKLHH.

KnuHuuHa edukacHOCT B 6€30NnacHOCT

EdukacHOCTTa Ha TepHU(PAYHOMKUI € JEMOHCTpHpaHa B ABe uiaue6o-KoHTponupady npoyusanss - TEMSO u
TOWER, kouTO ca oLeHABaIN NPHI0KEHUETO Ha TepudiyHoMUa 7 mg ¥ 14 mg BeAHLK JHEBHO NPH
BB3pacTHU nauueHTu ¢ [IMC.

O6uwo 1 088 naunentn ¢ [IMC ca panaomusupaun 8 TEMSO aa nonyuasat 7 mg (n=366) win 14 mg
(n=359) repudaynomun, unu mnauebo (n= 363) B npoabokeHune Ha 108 cenmuun. BcHukH nauueHTH ca
umanu aepuHuTHBHA auartHo3a MC (Gasupauia ce Ha kputepunre Ha McDonald (2001)), noka3saiua
NPUCTBLIHO KIHHUYHO MPOTUYaHE Cbe MY 6e3 nporpecud, U ca NoJy4YHIH NOHE 1 MPHCTBII NpPe3 roAWHaTa,
NnpeAllecTBaila W3NMUTBAHETO, MM HaM-MaNKo 2 MpyUcTbIa Npe3 2-Te roAWHH, NPeAlIeCTBALLH H3MHTBAHETO.
IIpH BKAIOYBAHETO MALMEHTHTE Ca HMAJIKM CKOp No PaswnpenaTa ckana 3a craTyc Ha HiBanuaHoct (Expanded
Disability Status Scale (EDSS)) <5,5. CpeaHara Bb3pacT Ha nonyJauMATa B npoy4BaHeTo ¢ 6una 37,9
roAHHH. MHO3HHCTBOTO NALMEHTH ¢4 HMATH NPUCTBLIIHO-PEMUTEHTHA MHOXECTBEHa ckiiepo3a (91,5%), Ho
NOArpyna nalMeHTH ca HMaTH BTOPHYHO nporpecypalia (4,7%) win npucTenHo-nporpecypaita (3,9%)
MHOXECTBEHa ckneposa. CpeaHuaT Opoi Ha NpUCTBLIIUTE B pAMKHTE Ha N'OAHHATA NPEAH BKJIOYBEHE B
npoy4saHeTo € 6vn 1,4 kato 36,2% oT NauHeHTHTE ca KMATH FaAONHHHH-KOHTPACTHH JIE3HH HA H3XOAHOTO
HUBO. MenuaHara Ha ckopa no EDSS na usxoaHoTo HUBO € 6una 2,50; 249 naunentH (22,9%) ca umanu ckop
no EDSS > 3,5 Ha uzxoaHoTo HUWBO. CpenHaTa NMPOoIb/HKHTETHOCT Ha 3a00NABaHETO OT MOABATA HA TBPBHTE
cUMnTOMH € 6ita 8,7 roauun. Muo3suHeTBOTO natyeHTH (73%) He ca ronyyasaiu 601ecT-MOJHGHLMPALLIO
JIeueHHe Npe3 2-Te TOAUHHU NpeaH BKIKOYBAHE B IpoyYBaHeTo. PesynTaTuTe OT Mpoy4YBAHETO Ca NPEACTABEHH
B Tabnuua 1.
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PesynraTHTe OT ABArOCPOYHO NPOCIEIABAHE OT ABJITOCPOUHOTO Pa3sLIUPEHO MPOYYBAHE 32 6e30MmacHoCT
TEMSQO (o6111a cpeaHa rpoAb/KUTENHOCT HA TIEHEHHETO NMPHOIKUIHUTENHO 5 rOAWHH, MAKCHMATHA
NPOABIDKHTENHOCT Ha JIeueHHeTo NMpUBAH3UTENHO 8,5 TOAWHH) HE Ca NOKa3and HOBH HITH HEOYAKBAHH JIAHHH
OTHOCHO 6e30NacHOCTTA.

O6mo 1 169 nauuentn ¢ [IMC ca pangomusupany B TOWER na nonyuasat 7 mg (n=408) unu 14 mg
(n=372) TepudpmyHomuz, Wi rwiauebo (n= 389) 3a paznuyeH CPOK Ha JieUeHHe, 3aBbPLIBAL 48 CEIMHIIH Clen
PaHAOMH3UPAHE Ha NOCAEIHKUA NauMeHT. Bcuuky naupeHTH ca WMank NeQHHHTHBHA 1HarHo3a MC,
(6a3upalna ce Ha kpurepuute Ha McDonald (2001)), nokassaia NpyCTHNHO KIKHHYHO MPOTHYAHE CBC WIH
6e3 mporpecus, U ca NoJyuMIK NOHe | NMPUCTBN NPE3 roAnHaTa, NPEALIECTBALLA H3MIUTBAHETO, HIH HAH-MAJIKO
2 NpHCTbNA Npes 2-Te FOAWHH, NPEALIECTBALLHY U3NHTBAHETO, [IpK BK/IIOUBAHETO NALIMEHTHTE Ca HMAalH CKOP
no PaswmpeHata ckana 3a ctatyc Ha nusankanocT (Expanded Disability Status Scale (EDSS)) <5,5.
CpennaTa Bb3pacT Ha NONyNALKMATA B PoyuBaneTo ¢ 6una 37,9 roanHn. MHO3HHCTBOTO NALMEHTH 2

HMAaJTH NPHCTBITHO-PEMHTEHTHA MHOMECTBEHa cknepo3a (97,5%), Ho noArpyna NalHeHTH ¢a UMaiH
BTOpUuHO nporpecHpawa (0,8%) win npucrbnHo-nporpecupawa (1,7%) MHOXKeCTBERa CKJIEPO3a.

CpeauuaT Opoii Ha NPUCTBHIUTE B PAMKHTE Ha FOAHHATA NMPEAH BKIIOYBAHE B NPOYUBAHETO € 6un 1,4.
TanoHHUI-KOHTPACTHH JIE3UH HA M3XOAHOTO HHBO: HAMA JaHHH. Meauanara Ha ckopa no EDSS Ha
U3XOQHOTO HHBO € Ouna 2,50; 298 nauuenTtH (25,5%) ca umanu ckop no EDSS > 3,5 Ha H3XOAHOTO HUBO.
CpenHara NpOABIKUTEIHOCT Ha 3a0011BaHETO OT NOABATa HA NbPBHTE CHMITTOMH € 6una 8,0 roguHw.
MHO3MHCTBOTO faumentH (67,2%) He ca noayvasany 601ecT-MOAUPUUAPALIO JICUEHHE NPe3 2-Te FOAWHH
fpeay BKJIIOYBaHE B NpoyusaHeto. Pe3yntature OT npoyusaHeTo ca npeactaseny B Tabauua 1.

Ta6anua 1 - OcnosrH pe3yaTatH (3a ogobpenara go3a, ITT nonynanus)

IIpoyusane TEMSO IMIpoyusane TOWER
Tepudaynomun [Lnanebo Tepugaynomnug ILaanebo
14 mg 14 mg
N 358 363 370 388
KnHada9en ¥3X0]
["oauiiiHa 4ecToTa Ha 0.37 0.54 0.32 0,50
NPUCTBIINTE

Paznuxa 6 pucka (Closs)

-0,17 (-0,26, -0,08)"""

-0,18 (-0,27, -0,09)" """

be3s HPHCTI:HH ceamuna 108

56,5%

45,6%

57,1%

46,8%

KoeduumneHT Ha pUck
(CI95%)

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

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

3-meceuHa TpanHa
AporpecHs Ha
UHBATHUOHOCTTA ceamnua 108

20.2%

27,3%

15,8%

19,7%

Koegpuyuenm na puck
(Clys%)

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

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

6-MeceyHa TpaiiHa
nporpecus Ha
HHBATHAHOCTTA ceammua 108

13,8%

18,7%

11,7%

11,9%

Koeduyuenm na puck
(Clys%)

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

SAMP xpaiiid TOYKH




[pomana B BOD cenmua

1) 108 0,72 2,21
O
MHOCUMERHA NPOMAHA 6700
cnpamo naayebo
Cpenen Opo#
GdkoHTpacTHM Ne3uu Ha 0,38 1,18
ceamuua 108

Omuocumenna npoMana

CAPAMO naayebo (Closx) -0,80 (-1,20, -0,39)

bpoH yHHKaIHH aKTHBHH

0,75 2,46
Nne3Ul/CKanupaHe

Omuocumenrna npoMana
cnpamo naayebo (Clysy)

"t p<0.0001 """ p<0.001 *° p<0.01 * p<0.05 B cpaBHEHHE C MNauebdo
(1) BOD: 6onecrex ToBap: ToraneH 0bem Ha nesuure (T2 u T1-xunonHreHnsuu) s ml

69%, (59%; 77%)" """

E}MKacHOCT NpH NaliMEHTH C BUCOKA OONECTHA AKTHBHOCT:
HabmonasaH e CbIIOCTABUM TepaneBTHYeH edeKT BbpXy NPUCTBITHTE K BPEMETO A0 3-Mece4Ha TpaiHa

NporpecHs Ha HHBAJIMAHOCTTA NpH noarpyna nauueHtd 8 TEMSO (n= 127) ¢ Bucoka 60necTHa aKTHBHOCT.
IMopaau An3aiiHa Ha NpOyuBaHeTO BUcOxa HONeCTHA aKTUBHOCT € NedHUHMpPaHa KATO 2 WIIH NOBeYe NPHCTHIA B
eHa rofiMHa ¥ eaHa iy noseve Gd-koHTpacTHH ae3uu Ha AMP Ha moabka. He e nposeaeH cxoneH
noarpynos ananu3 B TOWER, Tbit kaTo He ca cuOupanu aaHHH ot AMP.

JIMncBAaT JAHHH NPH NALMEHTH, KOWTO HE Ca OTTOBOPWIH Ha MbJEH M aieKBaTeH Kypc Ha neyeHue (0buyaiHo
NoHe eHa roayHa neuenue) ¢ Oera-UHTEpedepoH, KOWTO Ca UMAJK NoHe | IPHCTBI Mpe3 npeAulecTBallaTa
roguHa Ha GoHa Ha neueHue 1 noHe 9 T2-xunepuHTEH3HH Je3nH Ha kpaHyaineH AMP win none 1 Gd-
KOHTPACTHA JIE3UR, WY NPH NAUMEHTH C HENPOMEHEHA UJIM NOBHILEHA YECTOTa HA NPHUCTBHIIMTE NMpe3
NpeAILECcTRALIA FOAMHA CPAMO NPEAXOAHHTE 2 TOAUHH.

TOPIC e asoiiHocAaANO, Miauebo-KOHTPONHPAHO NPOYYBaHe, KOETO OLIEHABA NPHIOKEHHUETO Ha €IHOKPATHH
JAHEBHU [03H TepudayHomua 7 mg u 14 mg 3a nepnoa o 108 cenMuuy npu NalHeHTH ¢ ITBPBO KIIHHHYHO
JAeMuenHHKr3upatio cvOuTHe (cpeaHa Beapact 32,1 roguHH). [TbpBUtiHATA KpaiHa TOUYKa € BpEMETO 10 BTOPH
KAMHHYeH enusor (peuaus). O6wio 618 nauxeHTy ca paHAOMH3MpaHH Aa noxy4asatr 7 mg (n = 205) wiu 14
mg (n = 216) TepudutyHoMua uiu niauebo (n = 197). PUCKBT OT BTOpH KITMHHYEH €MTM30/ 32 MEpHOA OT 2
roguus € 6un 35,9% B rpynarta Ha nnaue6o u 24% B rpynara Ha aeveHue ¢ TepudyHomua 14 mg
(koepHuuenT Ha puck: 0,57, 95% untepsan Ha nosepurentoct: 0,38 no 0,87, p=0,0087). Pesynrarure ot
npoyusanero TOPIC noTebpxaasar eGukacHocTTa Ha TepUUIYHOMHI NIPH MPHCTBIHO-peMuTeHTHa MC
(BINTIOUHMTENHO PaHHa NPUCTBITHO-peMuTeHTHa MC ¢ MbpBO KIIMHHYHO AEMHENHHH3HPALLO CHOUTHE H
JMCEMHHHUPaHH BbB BpeMeTo W npocTtpaHcTeoTo AMP ne3un).

EeKTHBHOCTTA Ha TEPH(IYHOMKU] € CPaBHEHA C Ta3H Ha MOAKOXHO NpuiaraH uHTepgepoH Oeta-1a (B
MPENOPBLYBAHATA 4032 OT 44 g TPH NBTH CEAMHUYHO) NpY 324 paHAOMHU3UPAHH NALMEHTH B NPOYUBaHe
(TENERE) ¢ MHHHUMAaTHA NPOABMKKTENHOCT Ha jiedeHneTo 48 cenmuum (MakcumanHa 114 ceamuLin). PHCKbT
OT Heycnex (MOTBbPAEH NPUCTBN MK TPaiiHO NPEKLCBAHE HA IEUEHHETO, KOETO OT [BETE HACTHIM MO-PaHo) €
6un nbpBHYHATA KpaitHa TOMKa. bpoaT Ha nauMeHTHTE, OKOHYATENHO NPEKbCHANK JIEUCHHETO, B rpynaTa Ha
tepudmyHomun 14 mg e 6w 22 ot 111 (19,8%), kato npaunHute ca 6unn Hexenann cubutisd (10,8%),
nunca Ha eduxacHocT (3,6%), Apyra npuuviHa (4,5%) u 3ary6a 3a npocnenssane (0,9%). bpost b -
NaLMeHTHTe, OKOHYATETHO NMPEKbCHANK IEYEHUETO, B rpynara Ha uHTepdepoH bera-1a e O3 moo‘
(28,8%), KaTO NpHUYHHKUTE ca GHIH HexenaHH cuouThs (21,2%), nunca Ha edukacHocT ()5 gﬁf‘ (DT /%}
npuunHa (4,8%) 1 Hecniazsare Ha npoTokona (1%). TepudmyHomun 14 mg/neH He npeyg WO Mh-hiet

ey X
i . :
M -
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CTaTHCTHYECKH uHTepdepoH Gera-1a mo oTHOIIEHHE HA MbPBHYHATA KpaHHa TOYMKA: H3YHCICHHAT MIPOLEHT
MALIMEHTH C HEYCTEX OT NIEUEHHETO Ha ceamuua 96 npu u3non3saHe Ha Metoaa Ha Kaplan-Meier e 41 ,1%
cnpamo 44,4% (tepudnynomus 14 mg cnpsamo uHTepdepou-1a, p=0,5953).

[TepMarpuuHa NoMmyaauus

MHeya u wnowu (6v3pacm om 10 0o 17 200unu)

MNpoyusare EFC11759/TERIKIDS e mMexayHapoqHO ABOAHOCNANO, Mane00-KOHTPOIHPAaHO NPOyYBaHe MpH
MeaMaTPHUHN NALUMEHTH Ha BB3pactT OT 10 1o 17 rofnHH ¢ NpACThIHO-pemuTeHTHA MC, npH KoeTO ca
OLIeHABAHH D03H TEPUPIYHOMHA BEAHBXK AHEBHO (KOPUIHPaHH 3& AOCTHIaHE HA EKCITO3HLIMA, €KBHBAICHTHA
Ha no3aTta 14 mg npy Bb3pacTHHU) B NPOIB/DKEHUE Ha 96 CeIMUIIM, NOCIEABAHO OT OTKPUTO MPOABJDKCHHE.
Bcruky NalMEHTH ca UManu noHe | peuqans B NpoAbIXKEeHHEe Ha | roAnHa WK NMOHe 2 peLauBa B
NPOABLJLKEHHE Ha 2 FOAMHKW Npeau npoy4BaHeTo. U3pbplueHn ca HEBPOJOrHYHH OLCHKH MPH CKPUHWHIA W Ha
BCeKH 24 ceaMHUH OO 3aBbpLIBAaHE Ha APOYHYBAHETO, KAKTO H NPH HEIUIaHHPAHH BH3HTH 3a NMOAO3UPaH
peunaus. [auneHTHTE ¢ KIMHHYEH PELIMAHB WK ¢ Bucoka AMP akTMBHOCT Ha MOHE 5 HOBH HIIM yCH/IBALIH
ce T2 ne3uu npu 2 NOCAEOOBATENHH CKAHHPAHHA Ca NMPEMHHANN NPean 96-Te CEAMHLM KbM NEpHOJA Ha
OTKPHTO NPOABANKEHHE, 3a [Ia CE OCHTYPH aKTHBHO jieuenue. [IbpeHuHaTa KpaiHa TOUKa € BPEMETO 40 MbPBH
KITHHHUEH PEUMINB cnel paHAoOMH3auua. BpemeTo 10 nbpey NOTBBPACH KIHHHYCH PEUHAMB WIH BUCOKA
SIMP aKTHBHOCT, KOETO OT IBETE HACTBLIH MTbPBO, € NpeABapHUTENHO NePHHHUPAKO KATO aHANU3 Ha
qyBCTBHTENHOCTTA, Thil KATO BKJIIOUBA KAKTO KIMHKYHH, Taka ¥ AMP ycnosui, noaxoasiun 3a npeMHHaBaHe
KBM OTKPUTHA NEPHOA.

O61wo 166 NaLUuenTH ca paHIOMU3HPAHH B CHOTHOLUEHKE 2:1 Aa nosyyasat TepudyHOMHA (n = 109) 1nn
mauebo (n = 57). INpu BaK3aHe B NpOYyUYBAHETO, NaLMEHTHTe ca HManH ckop rmo EDSS <5,5. Meananata Ha
Bb3pacTTa € 14,6 roguHu, cpeaHoto Terno € 58,1 kg, cpeasara npoab/LKHTEAHOCT HA 3a00/19BaHETO OT
[OCTaBAHE Ha AuarHosata e 1,4 roauHu, a cpeauust 6poit T1 Gd-koHTpacTHH ne3un npu JIMP e 3,9 nesus Ha
H3XOMHO HHBO. BCHUKH MaLKEHTH ca MMANTH NPUCTBIHO-peMuTeHTHa MC ¢ MennaHa Ha cxopa no EDSS Ha
H3XOMHO HKBO 1,5. CpenHoTo BpeMe Ha neueHue e 362 anu Ha rnauebo 1 488 anu Ha TepudmyHOMUA.
[TpeMHHABAHETO OT ABOAHOC/IAN NEPUOI KbM OTKPHTO NEYEHHE NopaaH BHCOKa SIMP akTHBHOCT € MO-4eCTO
OT OYaKBAHOTO H MO-YECTO M NO-PaHO B rPyNaTa Ha niauefo B cpaBHeHHe C rpynaTa Ha TepuayHOMHA (26%
npx riaue6o, 13% npu TepudayHOMHI).

TepuIyHOMHA HAMaNABA PUCKA OT KIHHKYEH peuans ¢ 34% cnpamo niauebo 6e3 10CTHraHe Ha
cratTucTHuecka 3Ha4yuMocT (p = (,29) (Tabnuua 2). B npeaBapyuTenHoO ONpeaAcJcHUs aHalK3 Ha
YYBCTBHTEJIHOCTTA, TEPH(AYHOMHA MOCTHra CTATUCTUHECKH 3HAYHMO HamMasIBaHE Ha KOMOHHMpPaHHA PHCK OT
KIMHWYEH peLnaus unu sucoka SIMP axtusHocT ¢ 43% cnpamo iauedo (p = 0,04) (Tabnuua 2).

TepudayHOMH 3HAYUTENHO HaManasa 6pos Ha HOBWTE W HapacTealuy T2 ne3nn Ha CKaHWpaHe ¢ 5% (p=
0,0006) (post-hoc aHanH3 chio KOpUrHpaH 3a usxoneH 6po#t T2: 34%, p = 0,0446) n 6pos Ha
ragonuHuitikonTpacTHuTe T1 ne3un Ha ckaHupase ¢be 73% (p <0,0001) (Tabnuia 2).
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Ta6auna 2 Kaunnuun u AMP pesyaratu or EFC11759/TERIKIDS

EFC11759 ITT nonyjaauua TepudpayHomua ILnauebo
(N=109) (N=57)

KauHHYHA KpafiHH TOUKH

Bpeme 20 mbpBH NOTBBPAECH KIHHHYEH PELIHANB,

BepostaocT (95%CI) ot noTBbpAEH peuraNB Ha CeAMHLIA 96 0,39 (0,29, 0,48) 0,53 (0,36, 0,68)
Beposmuocm (95%Cl) om nomevpoen peyudus na ceomuya 48 0,30021, 0,39) 0,39 (0,30, 0,52)
KoepuuneHT Ha puck (95% CI) 0,66 (0,39, 1,11)"

Bpeme 10 MbpBH MOTBLPACH KIIHHHUEH PELIMAWB WIH BUCOKA AMP
akTHBHOCT, 0,51 (0,41, 0,60) 0,72 (0,58, 0,82)
BepoaThocT (95%CI) OT NOTBbPAEH peUNaHB KIH BUCOKa AMP

aKTHBHOCT Ha ceamuua 96 0 38 (0.29. 0.47 0 56 (0.42. 0.68
Beposmuocm (95%CI) om nomevpoen peyudue wiu eucoka AMP 38(0.25,0.47) .56 (0,42, 0,65)

akmugrHocm Ha ceomuya 48

KoeduuueHT Ha puck (95% Cl) 0,57 (0,37, 0,87)*

OcHosun AMP xkpaliHu TOUKH

Kopurupan 6poii HOBH Wnn HapacTeawy T2 nesu,
Ouenka (95% Cl) 4,74 (2,12, 10,57) 10,52 (4,71, 23,50)

Oyenxa (95% Cl), post-hoc ananu3 cvujo Kopuzupas 3a usxo0en bpoi | 3,57 (1,97, 6,46) 5,37 (2,84, 10,16}
72

OtrocuTenel puck (95% CI) 0,45 (0,29, 0,71)

OtHocuTeneH puck (95% Cl), post-hoc ananus cowyo Kopuzupax 3a 0,67 (0.45, 0.99)*
uzxoden bpou T2

Kopurupan 6poit T1 Gd-KOHTPacTHH NE3HH,
Ouenka (95% CI) 1,90 (0,66, 5,49) 7,51 (2,48, 22,70)

OtHocuTteneH puck (95% Cl) 0,25 (0,13, 0,51)***

~p>0,05 B cpaBHeHHe ¢ nnauedo, * p<0,05, »* p<0,001, »»» p<0,0001
BeposTHOCTTa € 6asupana Ha ouenka no Kaplan-Meier, a cenmuua 96 e xpaat Ha usnursaHoTo nevenne (EOT).

EsponeiickaTa areHuHa 1o JIEKapeTBaTa ocBo60x1asa OT 3ab/UKEHHETO 32 NPEAOCTABAHE HA pe3y ITATHIC OT
npoyusanuaTa ¢ AUBAGIO npu netia Ha BB3pacT OT paXAaHeTO 0 NOA 10 roguHu MpH JedeHHe Ha
MHOXKECTBEHA CKIEpo3a (BX. TouKa 4.2 3a nHpopMaLUs OTHOCHO yrnotpeba B NEXHATPHATA).

5.2 dapMakoKHHETHYHH CBOHCTBA
Abcopbuus
MeauaHaTa Ha BpEMETO 3a JOCTHIAHE Ha MAKCHMANHH IUTa3MEHH KOHUEHTPALHH HaCThI1Ba M 4 yaca

crej] IPHITOMEHHE Ha [03aTa IPH MHOTOKPaTHO MepopaiHO MPUIOKEHHE Ha TepuPITYHOMH
BHCOKa GuoHanudHocT (npubnusurenno 100%).
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XpaHaTa HAMa KJIMHHYHO 3HaUUM ehekT BbPXY (apMaKOKHHETHKATA HA TepHBITyHOMUA,

Ot cpeAHMTE NPOrHO3HK (HAPMAKOKHHETHYHH NapaMeTpH, H3UHUC/IEHH OT NOonyNatuOHHUA
bapMaKOKHHETHYEH aHATH3 (PopPK) upes u3non3saHe Ha JaHHH OT 31pasH poSposomin ¥ nanuesTH ¢ MC,
KOHLIEHTPALMATA B CTALMOHAPHO CBCTOAHUE ce noctura 6asHO (T.€., MPHONTH3HTENHO 100 zHu (3,5 mecena) 3a
nocTurase Ha 95% OT KOHLECHTpauuATa B CTallMOHApHO CHCTOSAHHE), KATO H3UHCIICHHUAT 4pe3 AUC

Koe(PULHEHT Ha KyMYJIMpaHe € npuGIH3UTENHO

PasnpeneneHue

34 NBTA.

TepudiyHOMHA Ce CBHP3BA EKCTEH3UBHO C nnasmeHuTe 6eaTbuy (>99%), BEPOATHO anOyMHH, H CC
pasnpees NpeAMMHO B Ila3Mara. O6embT Ha pasnpeaenenye e 11 1 cnen ¢AHOKPATHO WHTPABEHO3HO (1.V.)
rnpunoxenne. Tosa obaue Hali-BEpOSTHO € 3aHIKEHa MPOrHO3HA CTOWHOCT, Th# KATO MPH ILTEX0BE &

Ha6IIONaBAHO EKCTEH3WBHO OPraHHO Pa3npenc

BHoIgchgbogmaguﬂ

TepudayHOMUA ce MeTabonu3npa B yMEpeHa T

CHHC.

ereH U e eAHCTBEHHUAT YCTAROBUM B NnasMara KOMIIOHCHT,

OCHOBHMST MbT Ha BGuHoTpaHCOpMaLta Ha TepH(AYHOMH/L € XMAPONH3a, & OKHCIICHHETO ¢ BTOPOCTENEHEH

nbT. BropuunnuTe METAOOIHTHH THTHILA BKIIIOH

EnyMuHKpaHe

saT okHclieHne, N-alueTwivpaHe U KOHIOTHpaHe Cbe cyndartH.

TepudayHOMHUI C€ eKCKPETHPA B racTPOMHTECTHHAJIHKA TPAKT NPEAHMHO C #UTRUKaTa moa dopMara Ha
HEMPOMEHEHO AKTHBHO BEILICCTBO H Hait-BepoATHO upe3 TyOyJiHa CEKpeLMs. Tepudnynomusa e cydberpat Ha
ehniyKCHHS TPAHCTIOPTED BCRP, koiito 61 MOr'BJI 1a Y4aCTBa B nipskaTa CCKpeilhA. 3a nepuon or 21 oHKU
60,1% OT npHIoKeHATa 1032 C€ EKCKPETHPA HPe3 yanpaxxenuaTa (37,5%) u yprHara (22,6%). Cnen
npoueaypa 3a 61bp30 ETMMUHHPAHE C XONECTUPAMHH JOIBIHUTENHO C€ OTACAAT OLIC 23.1% (npeavuMHO B
W3NpaxXHeHHATa). Bb3 OCHOBA Ha WHAUBMOYAITHO NPOTHO3KPAHE HA (hapMaKOKMHETHYHHTE NapaMeTpH upes
wanon3sane Ha PopPK Moaena Ha TepuQ.TyHOMHA NPy 31paBH AO0GPOBOJILM H MNAaLMEHTH C MC, MeanaHaTa Ha
t12, € 6una npubansutento 19 AHK CNEL MHOTOKPATHH 1031 oT 14 mg. Cnen eAHOKPATHO HHTPaBeHO3HO
NPHIOKEHHE TOTAHUAT TeNECEH KIHPHLHC Ha tepudaynomua € 30,5 mi/h.

ITpoyedypa 3a YCKOPEHO EAUMUHUPAHE. XonecmupamuH U GKMueeH 6v2ieH

EnuMHHHPaHETO Ha TepHGUTyHOMHA OT KpbBOOOPALUEHMETO MOXE 1 Ce yCKOPH HPe3 MPUIOKEHHE Ha
XOJIECTUPAMHH WIW AKTHBEH BBIITIEH, BEPOATHO Hpe3 NpeKpaTaIBaHE Ha MPOLIECHTE Ha peabcopOups Ha YpEBHO
uuBo. KOHIEHTpauMHTe Ha TepHdIyHOMNI, H3MEPEHH NO BPEME Ha 1 ]-aHeBHATa Npoueaypa 32 YCKOPABAHC
Ha eIMMHHHPAHETO Ha TEPUPIYHOMHUA € 8 g xonecTHpamMuH TPH MBTH AHCBHO, 4 g xonecTUpaMHH TpH ITBTH
nHEBHO UNK 50 g AKTHBEH BBIAICH BA THTH IHEBHO CIICA NpeyCTaHOBSABAHE Ha NCHECHHETO C TepuGIyHOMHA,
NOKA3BaT Y€ Te3W cxeMH ca eheKTHBHH 33 yCKOpABAHE Ha eNVMYHUPAHETO Ha TEpHQITYHOMHA, BOASLUH 10 Hall
Q8% HaMaIABaHE Ha TUIa3MEHHWTE KOHLICHTPALIKH Ha TepHdIyHOMH, KATO XOJIECTUPAMHH € HMall no-0Bp30
aelicTeue OT BbriieHa. Cne npeyCcTaHOBABAHE Ha TepnQayHOMH] W NPHJIOKEHUETO HA xonecTupamut 8 g Tpu
TbTH JHEBHO fIa3MeHaTa KOHUEeHTpalHi Ha TepuTyHOMH]L € HaManaa ¢ 52% B kpas Ha feH 1,¢ 91% B
xpas Ha AeH 3, ¢ 99,2% B kpas Ha ACH 7 ¥ ¢ 99,9% npu 3aBLPLIBAHETO Ha JICH 11. U300pbT MEXIY TPHTE
MpOLEAYPH 32 ENHMHHHPAHE Tps6Ba [a 3aBHCH OT MOHOCUMOCTTA Ha nauneHTa. AKO XONeCTHpamMuH 8 g TpH
LW IHEBHO He ce NoHacs nobpe, MOXe Aa CE H3NOoA3Ba xofecTypaMiuH 4 g TpH METH AHEBHO. ANTEPHATHBHO
MOJKE [Ia CE W3MO/3Ba ChILO aKTHBEH BbreH (HE € Heobxoaumo Te3d 11 aHu aa 6baaT foC/IeA0BaTC/IHM,
OCBEH MpH HeoOX0aMMOCT OT ObP30 HaMaABAHE Ha Ma3MEHATa KOHLEHTPaLHs Ha TEpUPTyHOM
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JInHei#iHoCT/HETHHERHOCT

CHCTEMHATA €KCTIO3MLMA HApaCcTBa NPONOPLHOHAHO Ha 103aTa CJe/l NEpOpanHo MpUIOKEHUE Ha
Tepudnynomua ot 7 no 14 mg.

OcoBeHoCTH NPy cnelranHy Fpynu NaureHTH

ITon u cmapuecka év3pacm
MneHTHOHLMPAHY Ca HAKONKO H3TOYHHKA HA NpHCHILA BapHaGUITHOCT NMPH 3APABH JIHLIA H MPH NALMEHTH C
MC BB3 ocHoBa Ha PopPK aHasi3a: BE3pacT, TENIECHO TEIJIO, 1011, paca 1 H1BA HA anbymuH U GuHpyOHH.

Bnnpexu TOBa TAXHOTO BIIHAHHE OCTaBa OrpaHHuCHoO (231%).

Yeproopobro yspedcoare
JIeKOTO ¥ YMEPEHOTO HePHOAPOOHO YBPEXKNAHE HE MOBIHABAT thapMaKOKMHETHKaTa Ha TepHIYHOMUA.
[Mopaay TOBa He ce NpelBIbKAA KOPHrApaHe Ha 103aTa IpH [IALMEHTH C JIEKO H YMEpPEHO YEPHOAPOOHO

yepexaane. Obaue TepuIyHOMHI € NPOTHBONOKA3aH MPH NAUMEHTH ¢ TEKKO yepHORPOGHO yBpexaaHe (BX.
touku 4.2 u 4.3).

Bvbpeuno ygpesxoane
TexkoTo OBOPeUHO yBpeXKaaHe HE NOBIHABA dapMaKOKHHETHKATa Ha tepunyHomua. [lopanu Toa He CC
NpeaBHIa KOPHTHPAHE Ha 103aTa NPH NALHEHTH € NEKO, yMEPEHO U TEXKO OBOPEUHO yBpeHIaHe.

Teduampuuna nonyaayus

[Tpu neAMAaTPHUHY NALKHEHTH C TENECHO terno> 40 kg, nexyBaHy ¢ 14 mg BeAHBXK AHCBHO, EKCTIOIULHHTE B
CTALIMOHAPHO CHCTOAHHE Ca B MPAHHLIMTE, HaGIONaBAHM [IPH BB3PACTHH MALHEHTH, JIEKYBAHH ChC ChIIATA
CXEMa Ha JO3HpaHeE.

[Ipy neaaTpHYHU NMALHMEHTH C TEIECHO TErNO <40 kg, neyeHHeTo Cb¢ 7 Mg BEAHBK AHCBHO (Bb3 OCHOBA Ha
OrpaHHYEHH KIHHHYHH JaHHU H CHMYNALMK) BOJAM A0 EKCTIO3HLIMH B CTALMOHAPHO CHCTOAHHE B FPAaHHLIMTE,
HabN:0AaBaHH NPH Bb3PACTHU MALHMEHTH, NCKYBaHH C 14 mg BeAHDBX ZHEBHO.

Ha6nionasaHure Hali-HHCKHM KOHLEHTPAaLMK B CTALIHOHAPHO ChCTOAHNE €4 B rojIiMa CTeNeH BapHabHITHH
MEXIY HHAMBUINTE, KAKTO ce Habnionasa NpH BL3PacTHH nauueHTH ¢ MC.

53 TIpedKIHHH4HA IaHHY 32 6€30MACHOCT

TOKCHHHOCT NpH MHOIOKPATHO NpHiaraHe

MHOTrOKpaTHOTO MEPOPANHO NPHIOKEHNE Ha Tepr(IyHOMHA TIPH MHULLIKH, TUTbXO0BE H KyHeTa 38 CPOK
CLOTBETHO 10 3, 6 U 12 Mecela MoKa3Ba, Ye [IaBHHTE NPHUETHH OpraiH 34 TOKCHYHOCT Ca KOCTHHA MO3BK,
nUMGOURHUTE OpraHH, yCTHaTa KyXMHa/CTOMaLIHO-UPEBHHUS TPAKT, perpoRyKTHBHHUTC OpraHi M MaHkpeaca.
Ha6nioaBaHy ca ChLIO W A&HHH 33 OKCHIATHBEH eeKT BbpXY HUCPBEHUTE KPBBHH KJIETKH, AHEMUATA,
Hama1eHrAT 6poit TpoMGOLINTH U edekTHTE BHPXY MMyHHATa CUCTEMA, BKIIOUHTENHO JIEBKOTICHH,
nuMdoneHns ¥ BTOpH4HH HHPeKLKH, ca 6HM CBbP3aHH ¢ €PEKTHTE BBPXY KOCTHHA MOIBK W/WIH
numdonannte opranu. [loseuero oT epeKTHTE OTPa3ABAT OCHOBHHS MCXAHWIBM Ha aelcTBHE HA
cheanHeHueTo (MHXHOUpaHe Ha [ENMILHTE CC kaeTkH). JKHBOTHUTE ca 110-4yBCTBUTEIHH OT XOpaTa KeM
hapMakoIOrHYHUTE edeKTH U NOpajH TOBA KbM TOKCHUHOCTTa Ha TepuIyHOMUA. B pe3ysiraT Ha TOBa,
TOKCHYHOCT fIpM XKHBOTHH € YCTaHOBEHA NPH CKCNO3HLIHH, eKBHBATCHTHY WIH M0-HUCKH OT TEPaneBTHHHHTE
HHUBA MPH XOPAa.

e HOTOKCHYHOCT H KAHLIEPOre€HEeH NOTCHUHA
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TepuTyHOMHI HE € MYTareHeH in vitro WY KIacTOreHEH in vivo. KnactoreHHocTTa, HabmoaasaHa in vitro,
ce npuema KaTo Henpsk €exT, CBbp3aH C aucBanaHca Ha HyKJIEOTUAHHUA [TyJl, KOHTO € pe3yniTaT OT
hapMaKoNOrHuHHUA eeKT OT HHXHMOUPAHETO Ha DHO-DH . Bropocrenennust Merabonut TFMA

&

(4tpndryopoMeTHIATAHHWH) € NPUHHHKI MyTarcHHOCT H K1ACTOTEHHOCT in Vitro, HO HE in Vivo.
HsaMa naHHH 3a KAHLEPOreHHOCT NMpH MUIbX0BE U MHLIKH.

PenpoaykTHBHa TOKCHYHOCT

DepTHAHTETHT HE € GHIT 3aCETHAT MPH MJTEXOBE, BHIPEKH HOXCAHNTE edeKTH Ha TepHOITYHOMHU BBPXY
MBIKKHTE PENPOAYKTHBHH OPraHH, BKJIIOUHTE/THO HaMaJICH 6poii Ha criepMaTo30HAXTE. He € HMaso BBHIIHH
MandopMalMi B OTOMCTBOTO HA MBXKKH IUTHXOBE, HA KOUTO € 6un npuwioxkeH TepuG.TyHOMHA NpPeau
quTOCBAHE ¢ HETPETHPAHHU JKEHCKH NIIHXOBE. TepudnyHomun e 611 eMOPHOTOKCHYEH H TEPaTOr¢HEH IIPH
[UTbXOBE M 3alLiM NPH 03K B TPAHHLMTE HA TEPaneBTHIHNA AUana3oH MpH xopa. Hesxenanu epeKTH BBPXY
[IOTOMCTROTO ¢a HabnOAaBaHH W KOraTo TepH(IyHOMHA € NpHiaraH Ha GpeMeHHH KEeHCKH IUTbXOBE B
nepuoja Ha rectauus U naktauns. Ilppema ce, 4e puCKET OT MEAUHMpaHa ot MBKa TOKCHYHOCT 38 3apoJuLia H
heTyca No BpeMe Ha JieHeHHE C TEPHGITYHOMHMA € HUCBK. HM3uucneHaTa npH XKeHU IU1a3MEHa eKCITO3HLIHA, 1pe3
ceMEHHATa TEeYHOCT HA JIEKYBaH MalHeHT OT MBXKKH Mo, C€ O4aKea ia 6bae 100 nbTH NO-HHACKA OT
[ia3MeHaTa excno3uuma cinen 14 mg nepopaned TepupIyHOMHA.

KOBeHnnHa TOKCHYHOCT

IOBEHIWIHY TUTLXOBE, NOYyHABALILH NEPOPATHO TEPHGNYHOMUA B MPOABLIKCHHC HA 7 cenMHLH OT OTOHBaHETO
10 HACTBNIBAHETO HA MOAOBA 3PAJIOCT, HE MOKA3BAT HEXCNaHH edeKTH Mo OTHOUIEHHE Ha pacTeXa,
(GUINYECKOTO WY HEBPOSOTHHHOTO Pa3BUTHE, oBy4yeHHeTo U NMaMeTTa, ABUraTe/IHaTa aKTHBHOCT,
CEKCYATHOTO Pa3sBHTHE WIH QOPTHIHTETA. Hexenanure edekTd BKTIOUBAT AaHEMHSA, HAMAJIABAHE Ha
nUM$OHAHUSA OTTOBOP, A10303aBHCKMO HaMAIABaHE Ha T-KIeTb4HO 3aBHCHMHA GHTHTAI0-0TIOBOP H CHIHO
Hamaneny koHueHTpauuu Ha IgM u I1gG, konTo OOMKHOBEHO CHBNANAT C HaOmoOAeHHUATa B IPOYYBaAHUATA 34
TOKCHYHOCT NPH MHOTOKPAaTHO Nnpuiaraxe NpH Bb3pacTHH ILIBXOBC. VBenuuerneTro Ha B KIeTKHTE,
Ha6MOAABAHO NPH IOBEHWIHU NIbXOBE, HE Ce HabnioaaBa NpY BBE3PACTHH IUTBXOBC. 3HAYMMOCTTA Ha Ta3H
pas/iHKa He € W3BECTHA, HO € I0Ka3aHa MbjIHA 06paTHMOCT, KAKTO NpH MOBEUETO APYrH HAXOAKH. [Topaon
BHCOKATA Uy BCTBUTEIHOCT Ha XXMBOTHUTE KbM Tepu(TYHOMHU/, MNaUTe IUTEXOBE Ca OWUITH H3NTOXKEHH HA MO-
HHCKM HMBA OT TE3H NPH [eLia ¥ IOHOLLM NPH MaKCHMAITHATA NPENOPBUHTENHA 103 MPH xopa (MRHD).

6. OAPMALEBTHYHHU JAHHU

6.1 CnHcbK Ha MOMOLIHHTE BElLECTBA

Sapo ua Tabnerkara

Xuapokcunponunuenynosa (E463)
JlakT03a MOHOXHIPAT

LlapeBuuHO HHLWIECTE
MukpokprcTanHa uenynosa (E460)
Hatpunes auwecter raukonar (Tun A)
Marnesues creapat (E470b)

TabneTHa OOBHBKA
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Xunpomenosa 2910

Turanues anokcua (E171)

Makporon 8000 (E1521)

CuanuyeB IHOKCHA, KOMOUAECH Oe3BOACH
Huaurokapmus anymuuaneB nak (E132)
6.2 HecnBMecTHMOCTH

Henpunoxumo.
6.3 Cpox na rogHocr
3 rOQHHH

6.4 ChnenuajlHH yCJIOBHS HA ChHXPAaHEHHE

To3u JCKAPCTBCH TDOAYKT HC H3HCKBA CIICIIMANIHH YCNOBHSA HA ChHLXpPaHCHHE.

6.5 BuaH chrALpXKAHHE HA ONAKOBKATA

[TonuaMu/anyMUHHA/TIONH (BUHUIXJIOPUA) — ATyMHHHEBH OIIHCTEPH, ChABPXAIM 14 unu 28 PuamMupanu
TabNEeTKH.

[lonuamu/anyMuHHH/MONH (BUHHAXIOPHA) — aNyMUHHEBH 6NUCTepH, BMBKHATH B ,,nopTdheitn” (14 u
28 punmupanH TableTkH) ¥ onakoBaHW B KAPTOHEHH KYTHH, chAbpXatuu 14, 28, 84 (3 ,,noprdeiina” no 28) u

98 (7 ,,noprdedina” no 14) dunmupann TabneTkH.

[TonnamMu/anyMHHHH/MONH (BUHHAXJIOPHA) — AlyMHHHEBHU nepdopupaHi OIIHCTEPH ¢ eHHHYHH 1034 B
KApTOHEHH KYTHH, chbabpkaiiy 10x1 dunmupanu tabnerkau.

He BcHukM BHAOBE ONMAaKOBKH MOTAT Aa 6BJaT NMyCHATH B npoaaxba.

6.6 CpoenuajdHH NpeINa3He MEPKH NPH H3XBbLPJISHE

Hen3non3sanust JICKAPCTBCH NMPOAYKT HJIH OTNIAABYHRTE MATEPHAIH OT HETO TPHGBEI Ja CC H3XBBPJIAT B
CROTBCTCTBHC C MECTHHTC H3IUCKBAHHA.

7. HNPHUTEXATEJ HA PAZPEHIEHHETO 3A YIIOTPEBA

Pharmascience International Limited

Lampousas 1
1095 Nicosia
Kunsp

8. HOMEP(A) HA PAJPEIIEHHETO 3A YIIOTPEBA

Per. Ne 20230033
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9, JATA HA ITBPBO PAZPENIABAHE/TIOTHOBABAHE HA PASPEIIEHHETO 3A YIIOTPEBA

Jlata Ha mbppBO paspewabane: 21.02.2023 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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