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Knedupem 14 mg dunMHpanr TAOAETKH
Clefirem 14 mg film-coated tablets
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Bcska dunmupana tabnetka cbabvpka 14 mg tepudayHomu (teriflunomide).

[ovoumo eetyecmso ¢ w3BecnIno oeticmaiie
Bcsaxa tabneTka cwvabpika 91 mg naktosa (KaTo MOHOXHApPAT).

3a MbJAHUS CNHUCBK H2 MOMOILIHUTE BELECTBA BHXKTE TOUKA 6.1,
3. JJEKAPCTBEHA ©OPMA

®unmupana tabnetka (Tabnerka)

BrienocHHu, Kpbrav, ABOHHON3MbKHAMH PUIMHpaHK TabJIETKH, ¢ AMaMeTbp Npybd3nuTenHO 7,1 mm, rnaaku
OT JABETE CTPaHH.

4. KJAHWYHUY JAHHU

4.1 TepaneBTHUHH NOKA3AHHA

Knedupem e nokasaH 3a ieueHHE Ha Bb3PAcTHW NALIUEHTH M NEeAHaTPHYHH NAUMEHTH Ha Bb3pacT 10 u
NOBEUE rOAHHK, ¢ Teryio >40 kg, ¢ NPUCTBLIMHO-PEMUTEHTHA MHOXKeCTBEHa criiepo3a (MC) (Moas,
HanpaBeTe cnpaBka ¢ TO4YKa 3.1 3a BaxkHa HHPOPMALIMA OTHOCHO MOMYIALNATA, 32 KOATO € YCTAHOBEHA

epHUKACHOCT).

4.2 [lo3MpoBKA H HAMHH HA NPHIOKEHHE

JleuenneTo TpadBa Aa ce 3ano4ypa U npoexaa noa HabnACHUETO Ha NEKap € OfMT B NEYEHUETO HA
MHOKECTBEHA CKIepo3a.

Jo3uposka

Buipacmuu u oeya na 10 u nogeve 200unu, ¢ meano >40 kg
[fpenopbunTenHaTa 303a € TeprdpayHoMua 14 mg BeaAHbK JHEBHO.
dunmupasute TabneTKH MOraT a ce NMpUeMaT CbC UK Oe3 XpaHa.

CneuvanHu nonyaaunu

Honyrayun 8 cmapueckd 8v3pacm
Knedupem Tpabea aa ce npunara ¢ NOBULIEHO BHUMAaHHE NPH NALUWEHTH Ha Bb3pacT 65 roauHH M NoBeve,

nopaan HEAOCTATBLYHO JAHHH 3a 0e30MacHoOCT M eclmr:ac HOCT.

bvopeuro ygpesicoarne
He e HeOOX0AMMO KOPHUIHpaHE Ha 103aTa MPH NAUHEHTH C JIEKO, YMEPEHO HITH TEKKO 61:.6peqﬂo yapemaue
KOWTO HE NPOBEXKAAT ANANH3A.

He e npaBeHa oueHKaA MNMPH NALUEHTH ¢ TEKKO OBOPEUHO YBPEXKAaHE, KOMTO NPOBEKAAT
TepudnyHoMnua € NnpoTUBONOKA3aH NPHU Ta3H Nonynaums (Bx. Touka 4.3).

Yepuoopoono yepecoare
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TepudnayHOMHA € POTUBONOKA3aH MPH MALUEHTH € TEXKO HYEPHOAPOOHO yBpexKaaHe (BkK. Todka 4.3).

IHeduampuuna nonvaayus (6v3pacnt hoo 10 200uny)
beionacHocTTa M ehHKaCHOCTTA Ha TepudTYHOMUA NpHU Jeua Ha Bb3pacT noa |0 roaMHH He ca yCTaHOBEHH,
Jlnncear gaHHH.

HauuH Ha npunoxeHue

OunmupanuTe TabNeTKU ca Npe/IHa3HAYEHHU 3a NEpopaiHo npHnoxeHue. Tabnetkure TpadBa aa ce reartar

ucJv ¢ MaAIKO BO 4.
TabneTkara He Tpﬂﬁﬂa Aa CC pa3acnid, CMaldkKBa HITH I bBYULC, TbH KATO TOBa MOXKE Na [NPOMCHH KOJIHHCCTBOTO

Ha abcopOupaHOTO NeKapcTBoO.

4.3 IlpoTuBonoKazaHud

CBpBXUYBCTBUTEAHOCT KbM aKTHBHOTO BELLECTBO UM KbM HAKOE OT MOMOLUHHTE BELLeCTBa, H30POEHH B
To4yKa 6.1.

[MauneHTH ¢ Texcko yepHoapoOHo yepexcaare (kiaac C no Child-Pugh).

BpeMeHHH JKEHH WK HKEHU C JETEPOaEH NOTEHLMAN, KOUTO HE NPUIaraT HaleKAHa KOHTPaUENLUHaA [0 BpeMe
Ha JIeYEHUETO ¢ TepUPIIYHOMHU H CJI€1 HETO, J0KaTO mna3MeHUTe HuBa ¢a Han 0,02 mg/l (Bx. Touka 4.6).
Tpabsa aa ce W3IKNKUK OPEMEHHOCT Npeau 3aroHBaHe Ha JICHEHHETO (BX. Touka 4.6).

KbpMauku (Bx. Touka 4.6).

[TauKMeHTH ¢ TeXXKN UMYHOAePULHTHH CBCTOSHHA, HAMPUMEpP CUHAPOM Ha NpuaocOHTa HMYHHA
HeaoctaTeuHOCT (CITHH).

[MauxeHTH Cbe 3HAYHMMO HapYLUEHHE HAa KOCTHOMO3bUHATA (DYHKLUWSA WK 3HAYHMA AHEMHS, JI€BKOMNEHMS,
HEYTPOTIEHHS WK TPOMOOUHTONEHHA.

[laLueHTH ¢ TeKKa aKkTHBHA WHGEKUKA 10 o3apaBsBaHe (BXK. Touka 4.4).

[TauueHTH ¢ Texkka 6LOpeUHa HEAOCTATBUHOCT, MOANOKEHH HA AHANK3a, TbH KaTO JIMNCBa J0CTATbYHO
KNWHWYEH ONMUT 3a Ta3u rpyna naluneHTH.

[TauHeHTH ¢ TeXKKa XHIMONPOTEHHEMHUSA. HATTPHMEP NPH HEPPOTHUEH CHHAPOM.

4.4 ChnenHaJHH OpeaynpexXJeHHd H Npeana3lHH MepPKH NpH ynorpeda

[IpocnenasaHe

ITpeodu revenuemo
[Ipenu 3anouBaHe Ha NEUEHHETO C TEPHUDNYHOMHUA TPAOBA Ja Ce OUCHAT:

* KpbBHO HansAraxe

. AnaHuH aMHHOTpaHcdepasza/cepyMHa rnytTamaT-nupysat TpaHcamuHaza (ALT/SGPT)

. [TbnHaA KpbBHA KApTUHA, BKITIOYHUTEIHO AUPEPEHUHANTHO OpoeHe Ha Oenn KpbBHH KIIETKHM M Opoil Ha
TPOMOOLMTHTE.

llo epeve na aevenuemo

[lo BpeMe Ha neueHUeTO ¢ TepUPAYHOMUA TpAOBa Aa CE€ NPOCIEaAABAT:

. KpbBHO HansAraHe [ ar oy |
o [lepuoan4HO NnposepsBaHe o e L

. AnaHuH aMuHOTpaHcepaza/cepyMHa rnytaMaT-ndapyeaTt TpaHcaMHHasza (AhT/SGPT) L -"-""'f :
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o YepHoapoOHuTe eH3MMH TpaOBa Aa ce OUEHABAT HaH-MaNKO Ha BCEKH YETHPH CEAMHLIN
npe3 NbpBUTE 6 MECeNa OT NEUYEHHUETO U PEAOBHO Clied TOBA.

o Jla ce 0OOMHCAH JONMBAHUTENHO NPOCAeAABaAHe, KOraTo TEPU(PAYHOMHUA Ce npunara npu
NaUHEHTH C MpellecTBaLIH YepHOAPOOHH Hapy LUEHHWA, IpHUAara ¢e ¢ Apyru
MOTEHUHAHO XENaTOTOKCHYHHU IeKapCTBa, HAK B 3aBUCUMOCT OT HATHYHETO Ha
KAHHHYHH NPU3HALH H CHMIITOMM KaTo HeOOACHUMO rajieHe, NoBpbLuaHe, O0sika B
Kopema, yMOopa. aHOPEKCHA WIIH bATEHHWUA W/ WK TbMHA ypHHa. YepHoapoOHHUTE
eH3UMU TpAOBa J1a ce OLUEHABAT HA BCEKM ABE CeAMHLM Npes MbpBUTE 6 Mecela oT
NeYeHHeTO W Hal-Mallko Ha BCEKH 8 ceMHMUM cnea TOBA. B MPOABIKEHHE HA 2 NOAMHH
OT HAYaATOTO HA JICUYEHHETO.

o [Ipun ALT/SGPT mexay 2 1 3 nbTH Haa ropHata rpaHdua Ha HopMara, NpocieIIBaHeTo
TpadBa Aa € U3BHPLUBA €KECEAMHUHO,

. [TbnHa xpbBHA KapTyHa TpaOBa /1a ce U3cieaBa Cnopel KIHHHUYHATE MPU3HAUM U CHMNTOMH
(Hanp. HHdeKUUH) N0 BPEME Ha JICYEHHETO.

I—IEDQ@QE pa 3ad YCKOPCHO CJIMMHHHPAHEC

EnvdmuHUpaHeTo Ha TePpUPIYHOMHKHA OT nMnaiMara € 0asHo. bes npoueaypa 3a YCKOPEHO eIHMHHUPAHE Ca
HEOOX0AMMH cpeaHo § mMecela 3a JOCTUraHe Ha niasMeHu koHueHTpauuu noa 0,02 mg/l, Bbnpexu ye nopaau
HHIMBHIY&THH pa3iMdMA B KIIMPBHCA HAa BEUWECTBOTO, TOBA MOXKE Aa OTHeme j0 2 roauuu. llpouenypara 3a
YCKOPEHO €JIMMHHHUPAHE MOKE 1A CE€ MPHJTIOXKH MO BCAKO BpeME ClleA NpeyCcTaHOBABAHE HAa NEYEHHUETO C
TepupnyHoMua (BK. Touku 4.6 ¥ 5.2 3a neTansiv OTHOCHO Npoueaypara).

UepHoapobHH edekTH

[Ipu naumenTH, npuemaiy tepudayHoMua, ca HabnoaaBaHU NOBHIUEHHUA HA YEPHOAPOOHHUTE €H3UMH (BXK.
Touka 4.8). Te3n NoBHLUICHUS ¢a HACTBHNW/IM MABHO NPE3 NbPBHUTE 6 Mecela OT JIEYEHHETO.

[lo Bpeme Ha neveHreTo ¢ TepUPIAYHOMHUA ca HaDNKOARBAHM CIyHan HA NEKapCTBEHO HHAYUHPAHO
yepHoapoOHo yBpexaaHe (drug-induced liver injury — DILI), nonakora xusorozactpawasawo. [loseueto

caydaun Ha DILI ca Bu3HHKHaNH ¢ BpeMe 40 HAYaIOTO HAKOIKO CEAMMLM WK HAKOJIKO Mecela cnen
3aMoY4YBaHe Ha JIeYEHHETO ¢ Tepudnynomua, Ho DIL] Moxe aa ce nodBy v npy npoabAKUTENHA ynoTpeda.

PuckbT 3a noBuasaHe Ha yepHoApoOHUTE ed3uMu U DILI npu TepudpnyHoMHa Moxe aa 6bae NO-BUCOK NpH
NaUHEeHTH ¢ NPeALIeCTBaWO YePHOAPOOHO HAPYLUEHUE, CHITHTCTBALIO JIEHEHHE ¢ APYTH XeNaTOTOKCHYHH
NneKapcTBa W/HIH KOHCYMaLUMUA Ha 3HAYHTENIHKW KonnuyecTra aikoxon. [lopany ToBa nauveHTUTEe TpsOBa na
ObAaT BHUMATENHO NMPOCAEASBAHH 3a MPHU3HALUW U CUMNITOMH Ha 4epHOAPOOHO yBpeKAaHe,

Tepanudara ¢ TepudnyHoMua TpaOBa Aa ce NpeyCTaHOBH W Aa c€ OOMHCIIH YCKOpPEHa npoueaypa 3a
eTMMHHYpaHe, aKO HMa CbMHEHHUE 3a YEPHOAPOOHO yBpexaaHe. AKO ce NOTBbLPAH NOBHLLIEHHE Ha
yepHoapoOHuTe eH3umu (noseue oT 3 nbTH Haa ['TH), TepanusTa ¢ TepudayHomun Tpadsa aa ce

MpeycTaHOBH.

B cnyuaii Ha npeycTaHOBABaHE Ha JleyeHHeTO TPAOBA Aa Ce NPOBEKAAT YEPHOAPOOHN H3CaeABaAHHA A0
HOPMAaNH3UPAHE HA HUBATA Ha TPAHCAMHUHA3ZHUTE,

XH AoNnpoTCHHCMHA

Toii Kato TeprpAyHOMUI Ce CBbP3Ba BbB BUCOKA CTENEH € M1a3MEHUTE DENTHLUH M CTETIEHTA Ha CBbP3BaHE

3ABHCH OT KOHLUEHTPALHUATAE HA aNOyYMUH, NPH NALHEHTH C XUMONPOTEUHEMHUSA, HANMPUMEP NPH HEPPOTHUEH

CHHAPOM, C€ OUYAKBa MJ1a3MEHHUTE KOHUEHTPALUWHU Ha HECBBLP3aHUA TepHGITYHOMHA 12 Ca MOBHLUCHH.

Tepudnynomua He TpsadBa J1a ce npunara rMpyu NAUMEHTH B CbCTOAHHS Ha TEXKKA XHIOMNpOoTE) Hn:m%
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[To Bpeme Ha neveHue ¢ TEPUEUTYHOMHA MOXKE 1A HACTBITA MOBULLIABAHE HA Hp’bBHOT({LH&J‘IFF‘EIHe (B)lé Tﬂ&{l{h K }
4.8). KpbeHOTO HandraHe TpadBa Aa ce NnpoBepsBa Npeay 3ano4BaHE Ha NEYEHHETO C epultmyﬂwm /oo




MepHOANYHO ciiea ToBa. [ToBMLIEHOTO KpbBHO HalsiraHe TPAOBa 1a ce NeKyBa Mo noaAXoAfUl Ha4UH Npeau
3aN04BaHE W MO BpEeMe Ha JIEYEHHETO ¢ TEPUPIVHOMMUA.

Undekuny

3anousaHeTo Ha NeueHue ¢ TepudayHoMua TpaOdBa 1a ce OTIOKH NPU NaLKMEHTH ¢ TEXKKA aKTHBHA

HH(pEKUNA 10 W3JTEKYBAHETO H.

[Ipu nnauebo-koHTpONIUpPaHU NpOYYBaHUA ¢ TepHpAYHOMKI HE € HaDNI0AaBaHO YBETMYABAHE Ha

CepHO3HHTE MHpEKLUHUH (BXK. TOUKa 4.8).

Cnyuau Ha xepnec BUPYCHH HHPEKLNH, BIJIIOYUTENHO OPAEH XEPNEC U XEPTEC 30CTEP €A CHOOLABAHK

npH TepudnyHoMua (Bx. Touka 4.8), HAKOU OT TAX Ca CEPHO3HH, BKIIKOUUTEIHO XEPNETHYEH
MEHHHrOeHUEe(DaNUT U XepnecHa AUCEMUHAUMA. Te MoraT Aa ce NMoABAT M0 BCAKO BPEME B X04a Ha
JICUEHHETO.

[IpeaBua umyHomoaynHpaiina epekT Ha TEpUPNYHOMHA, KO NAUMEHTBLT Pa3BUHE HAKOR CEPHO3HA

HHdekuua, TpsOra 1a ce oOMHUCAK cnupaHe Ha nedeHueTo ¢ Knedupem, a npean Bb300HOBABAHE Ha
TepanusaTa TpAOBA /12 C€ OLEHAT OTHOBO NMOM3HUTE U pyuckoseTe. llopann ALArkg NoMyXKHBOT MOXKE 14 ce
O0OMHUC/IH YCKOPEHO €NUMMHHHPAHE ¢ XONECTHPAMHWH WK BbINIEH.

[TaunenTuTe, nonyvasauy Knedupem, tpabea na 61xaaT HHCTPYKTHPAHH 12 yBEAOMABAT A€Kaps NpH NoABa
Ha cCMMNTOMH Ha HHGeKunH. [TauneHTHTE C AKTHBHU OCTPH MJIH XPOHHYHH HHGEKUHH He TpadBa na 3ano4sar
neuenue ¢ Knedupem, gokato HHdekunMnTe He OBbAAT UINEKYBAHH.

BeszonacHocTTa Ha TEpUPIYHOMU TPH HHIKBUAM C JIATEHTHA TyOEPKYJ103HAa HHPEKLHUA HE € YCTAHOBEHA, Thil
KATO NMPU KIMHHYHUTE U3MUTBAHUA HE € U3BbPLUBAH CUCTEMATHYHO CKPHHUHT 3a TyOepkyno3a. [lauueHrure ¢
NONOXKUTENEH Pe3yaTaT NPU CKPUHUHT 3a TyOepKynosa TpsdBa aa ObaaT 1eKyBaHH CNOpe] CTaHAapTHATA
MEAWLMHCKA NPaKTHKa NpeaH TepanuaTa.

PecnupaTopHu peakumy

Mma cbobuieHus 3a uHTepcTHUManHa 6enoapodna 6onect (Ubb), kakTo v cnyyau Ha benogpobHa
XHUMEPTOHHUA NPH JieueHHe ¢ TeprUdIyHOMHKA NO BpeMe Ha MOCTMapKeETHHIoBarTa ynorpeoa.
PuckbT MoXe na 6bae nopuILEH Npy NAaUKUEeHTH ¢ aHaMHe3a 3a Ubb.

HUBb mMoxe na ce nosABH OCTPO N0 BCAKO BPEME HA ACYEHUETO ¢ PasivyHa KNHHHYHA KapTHHA.

HUBB Moxe na 6bae ¢ netaned u3xoa. Hosa nosea unu BiouwiasaHe Ha 6€n10ApoOHUTE CHMNTOMM, KaTo
HaNPUMEP YNOPHTA KALLIKLA W AKCITHES, MOraT Ja CTaHaT NPWYKHA 3a NPeyCTAHOBABAHE HA JIEYEHHUETO H 34
MO- HATATBIIHK K3CIEABAHUSA NPH HYKAd. AKO € HeOOX0IUMO CIIUpaHEe Ha NEKAPCTBEHUA MPOAYKT, TPAOBa Aa
ce 0OMUC/TY 3anoUBaHe Ha NMpoLeAypa 3a YCKOPEHO eJTUMHUHHPAHE.

XeMaToNOrMHHH eEKTH

Habnogasano e cpelHO HaMansBaHE ¢ No-Manko oT 15% cnpaMo U3X0AHOTO HUBO, 3acArallo Opos Ha OenuTe
KpbBHH KNeTKH (Bx. Touka 4.8) Kato npeana3Ha Msapka npeau 3an04BaHe HA NeveHHeTo TpadBa la uMa
CKOPOLIHO H3CJieBAHE HA ITb/IHA KPbBHA KAPTUHA. BKIIOUYHTENHO AW EPEHUHATHO OpOoeHe Ha OenUTe KPBhBHH

KNeTKH K Opoil TPOMOOUMTH, KAKTO M WU3CNeNBAHE HA NMbJIHA KPbBHA KAPTUHA MO BPEME Ha JIEHYEHHETO NPH
HeOOXOJUMOCT cnopea KNYHUUHUATE NPU3HALM U CHMNTOMH (HanpuMep UHGEKUUH).

[Ipy nauneHTH C NpeAllecTBAallA AaHEMUA, JICBKONECHUA W/HIH TPOMOOLMTONEHHA, @ CHUIO U NPH NAUHEHTH
C HapyllleHa (PYyHKLIMA HA KOCTHUS MO3bK WJIH NPH TAKYBa C PUCK OT NOTHCKAHE HA KOCTHUA MO3bK, PHCKBT
OT XE€MaTOJOTHYHH HApYLIEHNs € No-BUcoK. [1pu Bb3HUKBaHE Ha TakKBa eeKTH TpaAOBa na ce odmucau
NpoLeaypaTa 3a YCKOpPEHO eNMMHUHHPaHe (BX. NO-rope) 3a HaMaldBaHE Ha MJIa3MEHUTE HUBA Ha
TEpUPAYHOMMUA.

B cnyuau Ha TeKKHM XEMATOIOMMYHK PeaKLUWH, BKIKOUYHTENHO NAHUNTONEHHA, KnepupeMm Y peako... ..
. L e R

ChMBTCTBALLO MHUETOCYTIPECUBHO JieueHHe TpadBa aa ce NpeyCcTaHOBAT U Aa ce 0OMMC -ngmﬁmmgmﬁa
MpoLUeaypa 38 YCKOPEHO eNMMUHUPAHE Ha TEPHDAYHOMMA. AN e T
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K0»HU peakumu

C1o0LLeHH ca ¢/iydan Ha CEPUO3HU KOKHHM PeaKLIMU, NOHAKOFa C JETAJEH H3XO0/1, BKIAKYHTENHO CHHAPOM Ha
Stevens-Johnson (SJS). TokcHuHa enunepmanta vekponuza (TEN) u fiekapcTeeHa peakums ¢ €03UHOPHIUS H
cucremuu cumntomu (Drug Reaction with Eosetnophilia and Systemic Symptoms, DRESS) npu ynotpeba na
Knegupem.

AKO ce HabnonaBat KOKHH W/ WIW THFAaBUYHUW PEAKUKWH (YLUEPO3EH CTOMATUT), KOUTO NPEAN3BHKBAT
CbMHEHHE 3a TEXKKH FreHEepaIH3NpPaHu KOXKHH peakurH (cuHApOM Ha Stevens-Johnson, TOKCHUHA enuaepMaliHa
HeKpoJiuia - cuuapoM Ha Lyell uim nexapcreena peakuns ¢ €03MHOGHINA U CUCTEMHH CHMITTOMM),
TepHUBIYHOMHA W BCIKO APYro Bb3MOMXHO CBLP3aHO C TE€3H pEakUHH neveHue TpAadBa na ce npeycTaHoBAT U
He3abaBHO Ja ce MPUNOXKKW YCKOpeHa npoueaypa. B TakuBa cnyvan npu nauueHTUTe He TpadBa Aa uma
MOBTOPHA €KCMO3HLMA HA TEPpUPAyHOMHA (BXK. TOUKa 4.3).

[Ipu ynorpeba Ha TeprdnyHOMHUA ce ¢cbOOL1ABA 3a HOBONOABUI CE MCOPHAZNUC (BKITIOUHMTENHO MYCTYNO3EH
MCOPHAa3HC) M BIOLLIABAHE HA CBUISCTBYRALL OT Mpean ncopuasuc. Moxe 1a ce oOMHUCIHM NpeKpaTABaHe Ha
NeYeHHETO H 3aroUBaHe HA MPOLEAYpPa 32 YCKOPEHO €NMMMHUHUPAHE, KaTo ce€ B3eME npeaBua 3a00nABaHETO HA
MaLUMeHTa U MeAULIMHCKATa aHaMHeE?a,

[leprdepHa HeBponaTHa

[Tpu nauneHTH, npruemawnu Kinedgupem, nma cpro0LieHHs 3a Cllyyad Ha nepudepHa HEBpONAaTHA (BX. TOUKA
4.8). [ToBeyeTo NALUMEHTH ca UMaJIK NoaoOpeHHe cnel NpeycTaHOoBABaHE Ha nevyeHueTo ¢ Knepupem. Hmano e
o0aue WHpoka BapyHadbUAHOCT B KpalHUA H3XO/, HANPUMEP MPU HAKOW MALMEHTH HEBPONATHATA € OT3BYUaa,
a NPH APYrH NMauMeHTH CHMITOMUTE Ca NEPCHCTUPAIU. AKO nauueHT, npuemall Kitepupem, passue
MOTBLPAEHA NepudepHa HEBpONATHs, TpAOBaA Aa ce 0OMHCIH NPEyCTaHOBABAHE Ha TepanuaTa ¢ Knedupem
H3BbPLUBAHE Ha NpOLEAYpa 3a YCKOPEHO €THMUHHPAHE.

BakcuHaLHg

JlBe KNMHHHYHHY NPOYyYBaHHA ca MOKa3alM, Y€ BAKCHHALLMHWTE KbM HHAKTUBHPAH HEOAHTUIEH (NbPBa
BAKCHHALNS) MK Beue CpellaH aHTHreH (MOBTOPHa eKCno3nuMa) ca 6€30nacHU M €(PEKTUBHH MO BpEME Ha
neveHHe ¢ TeprdayHoMua. Ynorpebara Ha XKHUBH aTEHIOMPAHH BAKCHHHU MOXE 1a HOCH PUCK OT HH(PEKLHH H
cneaosatenHo Tpadpa na ce w3dArea.

MMYyHOCYNPECHBHH WK HMYHOMOAYJIMPALIN TEPANUH

Tbit KaTo NePAYHOMUA € UBXOAHOTO ChEAHHEHHE HA TepUPITYHOMU, HE CE NPENOPBHBA ChMbTCTRALIO
NPUIIOKEHHE HA TEPUGIYHOMUA H NedTyHOMHUA.

CHbNbTCTBALIO TPHIIOKEHHUE ¢ AaHTUHEONAACTHYHH H HMYHOCYTIPECHBHU TEPANHH, HINOI3BaHU 32 NEUEHHUE HA
MC. He e ouenaBaHo. [IpoyuBaHus 3a 6€30MaCHOCT, NPU KOUTO TEPUDIYHOMHA € NPHIIaraH CbNBTCTBALLO C
uuTepdepoH GeTa WK ¢ raTHpaMepoR aUETaT 3a CPOK A0 €AHA MOJAMHA, HE ¢a NOKAa3any HAKAKBH KOHKPETHH
cboOpaxkeHHs 3a 6e30MacHOCT, HO € Ha0MoAaBaHA N0-BUCOKA YECTOTA HA HEXKEMAHUTE peakLUK B CPABHEHHE
¢ MoHoTepanuaTa ¢ TepudayHomMua. JearocpouHata 6€30nacCHOCT HA TE3H KOMOUHALIMM MPU JICUEHHETO Ha
MHOKECTBEHATA CKJICPO3a HE € YCTAaHOBEHa.

[IpeMrHaBaHe kbM/WK OT nevenue ¢ Kiegupem

Ha 6a3aTta Ha KNHHUYHKTE NaHHH, CBBP3aHH CbC ChITBTCTBAILOTO NPUWIOKEHHUE HA TEPUPNYHOMUA C
HHTepdepoH OeTa MK ¢ rNaTHpaMEPOB aLETaT, He C€ U3UCKBA NEPHO HA H3YAKBAHE MpPH 33[004BAHE Ha
TepudNyHOMUA Cea HHTepdepoH OeTa UITU FllaTHpaMepoB alETaT, WK MPU 3anoYBgk 0, 53. nqmepoﬁ
OeTa WK raatvpaMepoB aUeTar caed TepupayHOMUA. r,/;/, 3 g R \




nauMeHTHTe oT Hatanu3yMad Ha Knedupem.

B3 OCHOBA Ha NONYXKMBOTA HA (PUHFOAWMO/. 32 U3HMCTBAHETO MY OT UUPKYJaUUATa € HEOOXOAMM MepHoa
oT 6 ceaMuUH Oe3 NeyeHHe. a 33 Bb3CTAHOBABAHE HA MTUMQPOUNTUTE B HOPMATHHTE UM FPaAHULM €
HeoOXx0auM nepuoa ot | 1o 2 Meceua ciea NPeyCTAHOBABAHE HA NEYEHHUETO ¢ QUHIONUMOA. 3ano4BaHeTo

Ha KnedupeM npe3 TO3W Nepuo Lie UMa 3a pe3y/TaT CbAbTCTBALLA EKCMO3MLUA Ha PuHronnmoa. Tosa
MOJKE 1a A0Beae A0 aTWTUBEH €(PERT BbpXY HMYHHATA CUCTEMA, NMOPAAH KOETO CE€ Hanara roBHLIEHO
BHHUMaHME.

[1pn naunentv ¢ MC menunanata Ha t) 2, € Onaa npubauszuTenHo 19 qHu cnea MHOrOKpaTHO MIPUNIOKEHHE Ha
031 oT 14 mg. AKo ce B3eME peLIEHHE 3a NpPeyCTaHOBABAHE Ha fiedyeHreTo ¢ Knedupem, npes nepHoa,
paBeH Ha 5 nonyxuUpoTa (NPUOIH3IUTENHO 3.5 MeceLa, HO MOXKE U ia € NO-AbJbr NMPH HAKOH NALUEHTH),
3aMOYBAHETO HA APYIrH TEPANMH Lie HMa 3a pe3yJiTaT CbIbLTCTRALLA ekcno3uuys Ha Knegupem. Tosa moxe aa
aoseae A0 anuTUBeH e(heKT BLPXY HMYHHATA CUCTEMA, MOpaar KOETO ¢€ Hanara MoBUILEHO BHHMAaHHE.

BiingHue BbpXy onpenesgHETO Ha HUBATA HA HOHU3UPAH KaNLHH

B13MOXHO € H3MepBaHETO HA HMBATA HA HOHM3HUPAH KaJIUMA 1@ NOKa)Xe (PajlllUuBO MOHMKEHH CTORHOCTH MNpH
NeveHue ¢ nedayHoMua W/ win TepudayHoMua (aKTUBHHAT MeTaDONUT HaA NedNyHOMHA) B 3aBUCHMOCT OT
BW/1a HA H3MON3BAHMA GHAN3ATOP HA HOHM3UPAH Kanuu# (Harp. KPLBHO-ra3oB adanusarop). [lopaaun Tosa
NMPpHU NaLKEHTUTE, AEKYBaHH C IeQyHOMNA UK TepHPAYHOMHK/, € HEOOXOAUMO 1A Ce NPOBEPH
NOCTOBEPHOCTTA HA U3MEPEHHTE NOHW)KEHH HMBA Ha HOHH3HMpaH Kanuuii. B caydail Ha CEMHUTERHHM
pe3yJ/ITaTH Ce NMpenopbyBea Aa ce onpegeny odLaTa KOHUEHTpalUa Ha an0yMUH-KOPUTHUPaH KallUi B CEpyMma.

[leanarpryda nonynauus

Hankpeamum

B neanaTpUyHOTO KIWHHYHO M3MKTBAHE ca HabNtoaasaHK Ciydau Ha NaHKPEATHT, NOHAKOra OCThP, NpH
NnauueHTH, Nony4asaiun TepupnyHoMua (Bx. Touka 4.8). KnMHHUHHTE CUMNIITOMHU BKNIOYBAT KOpeMHa DoJIKa,
rageHe w/unu nospuulade. [1pu Te3m nauneHTH cepyMHara aMunasa u nunasa ca Ounu noBvweHu. BpemeTo
3a MOABA BApUpa OT HAKONKO Meceua A0 Tpu roauHH. [lauveHTure TpabBa na ObaaT HHPOPMHUPAHH 3a
XapaKTepHHUTE CHMNTOMMK HA naHkpeaTuT. [Ip1 cbMHeHHe 3a naHKkpeaTUT TpadBa aa ce u3cneaBar
NaHKPEACHUTE €H3UMH W CHOTBETHUTE TAbOPATOPHHU NMOKA3ATEN. AKO CE€ NOTBBLPAH HAJTUUHE HA MAHKPEATHT,
TepudnyHomua TpsOBa Na ce NPeyCTAHOBU U Aa CE 3aMO4HeE MPOoUEaAYypa 38 YCKOPEHO eTAMUHUPaHE (BXK.
TOYKa 5.2).

JlakTo3a
Toi kaTo TeprduyHOMUA TAONETKHN ChAbLPIKAT NAKTO3a, NALMEHTH ¢ PeJKH HACIeaCTBEHH NpodieMu Ha
ranaKkrTo3Ha HeMOHOCUMOCT, NbJIEH NIAKTa3eH AeUUUT UK [IIOKO030-ranakTo3Ha manabcopbuus ne tpadea aa

NMPUEMAT TO3IH JCKAPCTBCH NPOAYKT.

Hatpuit
Tosa nekapcTBO ¢babpKa No-Manko ot | mmol HaTpuid (23 mg) va TabneTka, T.€. MPAKTHUECKH HE ChAbpPKA
HaTpHH.

4.5 B3anmojeHcTBHE C APYTH JIEKAPCTBEHH NPOAYKTH H APYTrH GopMH Ha B3IAHMOAeHCTBHE

PapMaKOKHHETUYHH B3aUMOACHCTBHUA Ha APYIH BELICCTBA C TepHDAYHOMHUI
OCHOBHMAT MbT Ha BUOTpaHChOpMaLMA HA TEPUPAYHOMUA € XHIPONN3A, A OKUCIIEHHETO € BTOPOCTENEHEH
MbT.

Mownu unoyemopu na yumoxpox P430 (CYP) u na mparncnopmepiume
CHNbTCTRAOTO MHOMOKPATHO NpHAOKeHUe HA A03U (600 mg BeAHBK JIHEBHO B PO :Kem:lel HH&‘ELZ IAHH)
pudamnuuuH (MHaykTop Ha CYP2B6, 2C8, 2C9, 2C19, 3A), xaKTO M Ha HHAYKTO /Fi a@ﬂ?:%ei-iii;r%?— RN
TpaHcnoptepH P-rnukonportent [P-gp] H NpoTeUH Ha Pe3UCTEHTHOCT HA paK Ha I, [3&‘.—1{&?—],1\?‘ 2
Tepudaynomua (70 mg eAHMHHYHA 103a) € A0BEIO A0 HAMalaBaHe NpHONU3IUTE o ¢ 40% na excnﬂ'BHuHﬂTa
Ha TepudpayHomMua. PubaMnuUuH U ApYyrd U3BECTHH MOLHHY WHAYKTOpH Ha CY _uﬂ*baﬂcnﬂp'repme l{ﬂTb
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Hanpumep kapbamazenuH. dbeHobapOUTan, GeHUTOMH U XKbAT KAaHTapHOH. TPAOBa 1a ce npuiaaraT ¢ NOBHLIEHO
BHUMAHHE MO BPEME HA NIEYECHUETO C TEPUPGIYHOMMT,

Xoaecnpavus wi akmueeH 8o 1eH

[TpenopbuBa ce NALUEHTUTE, NPUEMALLH TepHDAYHOMU, 1a HE ObAaT NEKYBAHH C XOJIECTHPAMHH HITH
aKTUBEH BBLIJIEH, OCBEH AKO HE C€ LUEAH YCKOPEHO eTMMUHMpPaHe, Thil KaTo ToBa BOAM A0 OBP30 U 3HAUUMO
HaMaJISBaHe Ha MJ1a3MeHaTa KoHueHTpauua. CMATa ce, Ye MEXAHW3MBT € CBbP3aH C NMPEKbCBAHE HA
eHTepOXeNnaTaiH1g KpbroBpaT H/MNU ¢ FACTPOUHTECTHHANIHA AHATH3A HA TEPU(PAYHOMMUA.

dapMakOKUHETHYHH B3aUMOIEHCTBUA HA TEPUPAYHOMKU € APYTH BELIECTBA

Edvexm na mepudhiynonmuo evpxy cyocmpamu na CYP2C8: penaeninuo

Hanuue e nosuiasane Ha cpeaHaTta Cmax  AUC Ha penarnuHua (cbotBeTHO ¢ 1.7 M ¢ 2.4 nbTH) cnen
MHOTOKPATHO NPUNOKEHHE HA TepUDNYHOMML, KOETO NOKa3Ba, 4e TepHPIYHOMUI € nuxudurop Ha CYP2C8
in vivo. [Topaau ToBa e HeoOX0AMMO NOBUILEHO BHUMAaHHKE MpH ynotpeda Ha NeKapcTBEHH NPOAYKTH, KOHTO
ce Metabonusupar ot CYP2CS8, kaTo Hanpumep penarnMHU, NakIUTAKCEN, MUOMTUTA30H WK POIUTIIMTA3OH,
N0 BpEME HA JIEHEHHE C TEPUPNYHOMHUA.

Edhexm na mepughaynomuo evpxy nepopainu konmpayenmucu: 0.03 mg emuniecmpaouo.t u 0.15 mg
JICBOHOPICCNPET

Hanuue e nopuiuapane Ha cpeaHata Cpax U AUC).24 Ha €eTHHUAECTpanHoN (¢bOTBETHO 1,58 U 1,54 mbTH) K Ha
Cimax H AUCo.24 Ha teBoHOprecTpen (¢boTBeTHO 1,33 U 1,41 NMBbTH) cjled MHOMOKPATHO MPUIIOKEHHE Ha
TepupnyHoMua. Bbnpeku ue He ce oYakBa TOBA B3aHMMOACHCTBHE HA TEPHUPIYHOMH 12 HMA HEONAronpuUaTHO

BJIMSIHWE BBLPXY e(PUKACHOCTTA HA MEPOPATHUTE KOHTpaLUEnTUBH, ToBa TpaOBa na ce UMa npeasu npy nibopa
W aJanTUPAHETO Ha JIEUEHHETO C MEPOPATIHM KOHTPALIENTHBH, KOUTO C€ KW3M038aT B KOMOUHAUMA C

TePUPIYHOMHUI.

Edbexm na mepudp.ivronuo svpxy cyocmpamu na CYPIA2: xogheun

MHOTrOKpaTHO NpUIoKeHHU 1031 TepudpnyHoMua Hamanasat cpeaHata Cipax U AUC Ha kodeuna (cyberpar
Ha CYP1A2) cworBetHo ¢ 18% u 55%, koeTo npeanonara, ye tepudayHOMUI MOXe Aa € ¢1ad MHAYKTOp Ha
CYP1A2 in vivo. [lopaau ToBa nekapcTBEHH NPOAYKTH, KOUTO ce MeTabonuimnpar oT CYPIA2 (kato
HanpuMep AYJIOKCETHH, aNoCeTpoH, TEO(PHIHH Y TH3AHUIKH), TPAORA Ja ce U3MOA3BAT BHHMATENHO MO
BpEeMe Ha JIeUeHHETO ¢ TepHdIyYHOMHMI, Thi KaTo TOBa OW MOTNIO Ja A0OBEAE A0 HaMallsBaHe Ha
e(hHKACHOCTTA HA TE3U JIEKAPCTBEHU NMPOAYKTH.

Edbexm na mepudb:iynoyvuo évpxy sapghapiin

MHOrOKpaTHOTO NPHJIOKEHHE HA 103U TEPUPIYHOMU HE € UMATO €(EKT BbPXY (PapMAKOKHHETHKATA HA S-
papdapHH, KOETO Noxa3ea, Ye TepudayHOMHUI HE € HUTO HHXUOUTOP, HATO HHAYKTOp HAa CYP2C9.
Habnwonasano e obaue HaManeHue ¢ 25% Ha NMUKOBHTE CTOWHOCTH HA MEXCIYHAPOAHOTO HOPMAIH3HPAHO
choTHOWEeHHe (INR) npu cbNbTCTBALLO NpHUNOKEHUE HA TEPUPIYHOMKA U BapdapHH B CPABHEHHE C
CAMOCTOATENHOTO NpHIOKEHHE Ha BapdapuH. [Topaau ToBa Npy CbNbTCTBALLC NMPUIOKEHHE Ha Bap(dapHH ¢
TepUPNYHOMH Ce NPENOPbUBA BHUMATETHO NPOCcheAsBaHe U MOHUTHpaHe Ha INR.

Edhexm na mepugh.aynomuo evpxy cyocmpamu na mpancnopmepa na opeaniiinu anionu 3 (OA7T3)

Hanuue e nopuinaBade Ha cpeaHata Cuax H AUC Ha nedaknop (cvotBeTHO ¢ 1,43 u ¢ 1,54 nbTH) chen
MHOTOKPATHO NpPHJIOkKEHHE HA TepHPNYHOMHUI. KOETO Npeanoara, ye TepupayHoMun € uHxudutTop Ha OAT3
in vivo. [lopaau TOBa ce NpenopbUsa NOBHIIEHO BHUMAHUWE, KOraTO TEPUBIYHOMHUA C€ NpUaara
eJHOBpeMEHHO ¢b¢ cybcTpaTn Ha OAT3, karo Hanpumep uedaknop. NEHUUKWAKH G, UMNPODSIOKCALIMH,
MHAOMETALUH, KETOMPOPEH, Pypo3eMHa, UUMETHINH, METOTPEKCAT, 3UTOBYAMNH.

Edexm na mepudp.aynomuo evpxy cyocmpamu wa BCRP witu cyocmpamu Hu no. mnemmi U B,?

SISTRRNTY

mparcnopmupauyu opearwyry anuont (OATPIB1/B3) /R NP .. 7,
Hanunue e noeHwasaHe Ha cpeaHaTa Ciax 1 AUC Ha posysacTaTHH (CbOTBETHO 2,65 , 12;;-5/ ﬂ’h’l‘ﬂ}seﬂﬂ:ﬁl\ o -\'1

MHOTFOKPaTHO NPUICKEHHE HAa 103U TepHPNYHOMHUA. ToBa MOBHILABAHE HA UT1a3Me {aTa fl{c‘nﬂauum Ha '-;'r:‘.+ 3
pO3yBacTaTHH, 0baue, HE € OKAa3a10 ABHO BAHAHHE BbpXY akTHBHOCTTA HA HMG-C {A peaykralara. -
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[Ipenopbusa ce HamansaBaxe ¢ 50% Ha fo3aTa Ha po3yBACTaTHH NPH CHITLTCTBALLOTY, w npnnml{eme c




TepudayHomun. [pu octananute cybetpatv Ha BCRP (Hanp. MeTOTpekcar, TONOTeKaH, Cy1(acanasuH,
nayHopyOuuru, 10KkcopyorunH) U cemeiticTeoTo Ha OATP, ocobeHo nHxudutopute Ha HMG-Co peaykrazara
(Hanp. CHMBACTATHH, aTOPBACTATHH. APABACTATHH, METOTPEKCAT, HATEINTHHKWA. pENariHHUA. PpHOaAMIHLKH).
NPH CbOBTCTRALLO NPUACKEHHE ¢ TEPUGTYHOMUL € HEOOX0AWMO NOBULIEHO BHHUMaHHe. [TauveHTHTe TpsadBa
fa ce NPOCAeNIBaT BHUMATENHO 3a NPU3IHALM ¥ CHMNTOMH Ha NPEKOMEPHA EKCMO3HULIMA HA TE3H JIEKAPCTBEHH
NPOAVKTH U Aa ce 0OMHC/IM HamansBaHe Ha TAXHATA 1034.

4.6 bpemennoct, KbpMeHe, pepTHIHTET

[punoxeHre npu MbxKE

[IpuemMa ce, ye pUCKBT OT MEAMUPAHA OT MBbXKa eMOpHUOdETAIHA TOKCHUYHOCT MO BPEME HA JIEHEHHE C
TepudnyHOMH € HHCBK (BXK. TOUKa J.3).

bpemeHHOCT

Mma orpaHnueny naHHH ot ynortpebara Ha TepugnyHoMUa npyu OpeMeHHH eHu. [IpoyuBannsTa npu
>KMBOTHM MOKA3BaT penpoAyKTHBHA TOKCHYHOCT (BkK. TOUKA 5.3).

TepudayHOMHI MOXKE 12 NPeAU3IBUKA CEPHO3HH BPOACHM NE(EKTH, KOTATO C€ Nnpuiiara No BpeMe Ha
OpeMmeHHOCT. TepudnyHoMHUa € NPOTHROMOKA3aH MO BpeMe Ha OpeMEeHHOCT (BXK. Touka 4.3).

XKennTe ¢ AeTepoaeH noTeHuMan Tpadea Aa U3MNO3BAT EPEKTHBHA KOHTpAUENUUS NO BPEME Ha JIEYEHHETO H
cnes IeHeHHETOo, J0KaTO Tla3MeHaTa KOHUeHTpallus Ha TepudnyHomua € Haa 0,02 mg/l. TIpe3 To3u nepuron
KeHHTe TpaOBa Aa 00CHAAT ¢ JIEKYBAUIUA JIEKAP BCHYKH CBOH HaMEpeHHUA a CnpaT WAK 1A NPOMEHST
KOHTpauenuuaTa. Jeuara oT :KeHCKH 101 WHAK POAUTEAUTE/MONATALIMTE FPHXKH 32 1€LA OT KEHCKH NOJI
TpabBa na 6baaT HHGOPMHPAHH 32 HEOOXOAUMOCTTA Aa CE CBBPXKAT C JIEKYBAal KA JieKap, ¢lie]l KaTo ACTETO OT
JKEHCKH non Ha neueHue Ha KnedupeM nonyun MeHctpyauus. Heobxoavmo e aa ce npoBeae KOHCYNTaUMA Ha
HOBHTE MALHEHTH ¢ JETEPOACH NOTEHUMAT OTHOCHO KOHTPAaUENUUATA K NMOTEHUHATHHA PUCK 33 NN0AA.
Tpsabsa pa ce 0OMHUCAK HACOUYBAHE KbM MMHEKOJIOT.

[NaunenTure TpaOBa aa ObAAT MHCTPYKTHUpaHHU Aa npeyctaHoBAT Knedupem U He3abaBHO 1a yBEIOMAT JaeKaps
C LeN U3BbPLUBAHE HA TECT 33 OPEMEHHOCT, aKO MMA HAKAKBO 3a0aBAHE HA MEHCTPYaUHATA WIH ApYTH
[MPUYMHM Aa C€ MOA03Mpa OPEMEHHOCT, KaTO MPH NOJIOKUTENEH PE3YATAT OT H3C/IEABAHETO JIEKAPAT H
MaLMeHTHLT TPAOBA Ja 00CHAAT pUCKa 32 OpeMeHHOCTTA. BB3MOXKHO € Obp30TO HaMaNsiBaHE Ha HUBOTO Ha
TepH(AYHOMHA B KPBLBTA, Y4PE3 MPUAraHe Ha OMHUCAHATA NO-A00Y NPoLeaypa 3a YCKOPEHO €IMMHUHHPAHE,
NpU NbPBOTO 3aKbCHEHHE HA MEHCTPYAUMATA, Aa AOBEAE A0 HAMAJIABAHE HA pUCKa 3a (eTyca.

[Tpu xkeHW HA NneueHUe ¢ TEPUPAYHOMHUA, KOWUTO XKENAAT Aa 3adpeMeHesT, [PUI0KEHHETO HA NEKAPCTBEHHA
NpoaykKT TpaOBa Ja 6be CNpAHO KaTo ce NMPEnopbUuBa U NPoUEaypa 3a YCKOPEHO eIMMUHUpaHe, ¢ e no-
Obp30 aocTurade Ha KoHnuedTpauus noa 0,02 mg/l (syxTe no-gony).

AKO He ce NPUIoXKH NpoLIeaypa 3a YCKOPEHO EMMUHHUPAHE, MOXKE N1a CE 0YaKBa MJ1a3MEHOTO HHUBO Ha
TepudnyHomua aa ocraHe Haa 0,02 mg/l B npoabnxkeHue Ha cpeaHo 8 Meceua, HO MPU HAKOU MALMEHTH €
Bb3IMOXKHO /12 ca HeOOXO0AMMH J0 2 roMHH 3a N10CTHraHe Ha niaasMmeHa koHueHnTpauus noa 0,02 mg/l. INopaan
TOBA M/a3MEHATa KOHUEHTPaUHUA Ha TepuPnyHOMHA TpsaOBa Aa c€ M3MEPH. MPEAU KEHATA Aa NPABU ONMUTH 3a
3abpemenapare. Cnel KaTo Ce€ YCTAHOBM, Y€ MJIa3MEHaTa KOHUEHTpaLKs Ha TepudayHomua € noa 0.02 mg/i,
TPAOBA Aa C€ M3BLPIUH MOBTOPHO U3MEPBAHE HA NJIa3MEHATa KOHLCHTPaUKsa CNel HHTEPBan OT MHHUMYM 14
AHK. AKo W ABeTe nna3MeHH KoHueHTpauru ca noa 0,02 mg/l, He ce ouaksa puck 3a etyca.

3a nonmbAHUTENHA HHROPMALIMA OTHOCHO HM3CNeABaHETO Ha NpoOU, MOJIS, CBBPXKETE C€ C MPHTEXKATENS Ha
pa3pelleHHEeTOo 3a ynoTpeda iU ¢ HeroBH JOKaIEH NpeaAcTaBUTEN (BXK. TOUKa 7).

Ipoyeoypa 3a vekopeno enivuntpare L m 18 N
Cnea npeycTaHOBABAHE HA JIEUEHHUETO C TEPUPIYHOMMA: S f-f ;

T‘l"-l Cow
* npuaara ¢e XonecTipamuH 8 g No 3 MbTU AHEBHO 3a nepuoa ot 1l auu. B cﬁytiav(:;em e S “::;;u, I\
XonecTupaMuH 8 g TpH MHTH JHEBHO HE CE€ MOHacs A0Ope, MOXe aa ce npnqoﬂm:xmecmpam |
TPH MbTH AHEBHO, S T




* ANTEPHATUBHO ce npuaara 50 g akTUBEH BBIICH Ha npax Ha BcekHd |2 vaca B npoabkeHHe Ha | |
IHH.

Cnen BcAKa OT ABETE aJiTEPHATHBHHU MPOLEAYPH 34 YCKOPEHO €NMMUHHKpaHEe odaue ce U3HCKBA H
BepHHUHpaHe upes 2 OTACIHA TeCTa NPe3 MHTEPBaN OT HAW-MaNKO 14 AHKU, KaKTC U Neproa Ha
M3YAKBAHE OT €1HH H MOJIOBHHA MECeLa MeXXAY NbpBaTa NogBa Ha Nna3zMeHa KoHueHTpauus noa 0.02
mg/l 1 onnoXK1aHeTO.

Kakro xonecTHpaMHH, Taka M akTUBHHUAT BbIJIEH HA Mpax, MOraT [a NOBAUAAT BbLPXY abcopbuuara Ha
eCTPOT€HHTE W MPOreCTOFEHUTE 10 CTEMEH. e Aa He MOXKE /1a C€ rapaHTUpa HAaNEXKAHA KOHTpaLenuus ¢
MepopaHU KOHTpaLENTUBY B NEPHO/A HA MPOLEAYPATA 38 YCKOPEHO ENTUMHHUPAHE ¢ XOAECTHPAMHH WIIH
aKTHUBEH BBrAeH Ha npax. [Ipenopbusa ce NpUNOKEHHE HA ANTEPHATUBHU METOH 3a KOHTpaLIENLHA.

Kbpmene
[IpoyuBaHKUA NpH KMBOTHH MOKA3BaT €KCKPELIUA Ha TEPUPITYHOMHUA B MASKOTO. TepUPayHOMHUI €
NMPOTUBOMNOKAa3aH N0 BpeMe Ha KbpMeHe {BXK. TouKa 4.3).

dOepTUNUTET

JlaHHWTe OT Npoyu4BaHHA NPH KUBOTHHU HE NOKa3RaT edeKT BbPXY dheprunureta (BxK. Touka 5.3). Brnpeku
ye AUNCBAT JaHHH NIPH XOpa, He C€ 04aKBa eEeKT BbPXY (EPTHIIMTETA PH MBIKE H XKEHHU.

4.7 Edexrn pupxy ¢nocodHoCcTTA 332 Inodpupane H padoTa ¢ MALIHHH
Knedupem He noeaussa UK NOBIHABA NpeHEOPEKUMO cnOCOOHOCTTA 3a WodupaHe U padoTa ¢ MalUHHH,
B cayuail Ha HexenaHH peakUMH, KaTo HanpuMep 3amaiBaHe, KOeTo ce chbodLagra npy nequiyHOMHA,

M3XOJHOTO BELECTBO, MOXKE [a € HapylieHa CMocOOHOCTTa HA NaLUMUEeHTHTE 3a KOHUEHTPaUKUs MU aJ1eKBaTHa
peakuusa. B TakuBa ciyuau naudenTHTe TpaOBa Aa ce Bb3AbpKaT OT Wodupane H padoTa ¢ MallIMHK.

4.8 Hexenanu 1eKAPCTBCHH PEAKUHH

O600uienne Ha npoduna 3a dezonacHoCT

Haii-uecTo cbhobiiaBaHUTE HEXKENaHW peakLIMK NpU NeKyBaHuTe ¢ TeprduiyHoMna (7 mg v 14 mg) naumeHT!
ca: rnaBobonue (17.8%, 15,7%), anapua (13,1%. 13,6%), noeuwen ALT (13%, 15%). raneHe (8%. 10,7%) n
anoneuus (9.8%, 13,5%). Ha#t-o6wmo rnasobonune, aMapus. raleHe H aloleUns, €a JIEKH 10 YMEPEHH,
NPexXoaHU H PAJKO Ca BOAMIIM A0 NpEeKpaTABaAHE HA JICUEHUETO.

TepudayHOMUI € OCHOBHUAT MeTabonuT Ha nedayHomu. [Ipodunst Ha 6e30nacHOCT Ha iednyHOMUA NpH
NAUHEHTH, CTPANALLH OT PEBMAaTOMACH apTPUT HITH NICOPHATHHYEH apTPHT, MOXKE 1a € CbOTHOCHM [1pH
[peAnMcBaHe Ha TEPpUPAYHOMHA Ha nauneHTH ¢ MC.

Taban4ueH CNUCHK Ha HEXKENAHUTE PeakUHK

TepudnyHomua e nicneasad npu odwo 2 267 nauKMeHTH ¢ ekcno3uuKna Ha TepudayHomua (1 155 Ha
Tepudbnynomun 7 mg u 1 112 na repupnyHomua 14 mg) BeAHBK AHEBHO NPH MELHAHA HA MPOABIIKHTEHOCT
okoJIo 672 nHU B ueTUpH Mitauebo-KoHTpoaupanu npoyuBaHus (1 045 u | 002 naumeHTH CHOTBETHO Ha
TepudayHomua 7 mg v 14 mg) v eaAHO Npoy4YBaHe ¢ aKTHBEH cpaBHUTeAeH NpoayKT (| 10 mauveHTv BbB BCsiKa
OT FPYNHTE Ha JieUeHHE C TepH(pIYHOMUA) NPU Bb3PACTHH NMALMKEHTH ¢ NPUCTHNHHK hopmu Ha MC (npucTbnna
MHOXKecTBeHa ckiieposa, [IMC).

[To-acny ca n30poeHU HexenaHuTe peakuuu, cxodwend npu Knedupem B nnauedo-KoHTponxpaHy
MPOYUBAHHWA MPH Bb3PACTHU NAaLMEHTH, A0KNaABaHU 3a TepudnayHomua 7 mg wnu 14 mg oT KMHHYHM
MPOYYBAHHA MPH BL3PACTHH NaUKUEHTH. YecTOTHTE ca AeUHUPAHU Ypes npriaraHe Hg,eﬂéﬁna-ra

KOHBEHUHKA: MHOro dyecTH (Z1/10), uectun (Z1/100 10 <1/10), Heuectu (=1/1 000 no fHLQO)J}jJém&rPMO
000 no <1/1 000), mHoro peaku (<1/10 000) u ¢ HenszsecTHA yecToTa (OT Haﬂuuﬁqwra&)mwﬂﬂmm\\
Obae HanpaBeHa OLIEHKA). “ o
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MUHpexkumm u
HH(peCTaLnH

[ pun,
HUudekuns nHa
FOPHUTE
AUXaTesHHU

MbTHLLA,
HUudekunsa Ha

MUKOUHMUTE
MbTHLLA,
bpouxur,

CHHY3HUT,
MapUHIrUT,
LlucTuT,

BupyceH
raCTPOEHTEPHT,
3bOHA HH(pEKLKS,
JlapUHIUT,

Tinea pedis,
Xeprnec BUPYCHH

Texku
HH(PEKLHH.
BKJIKOUYHUTETHO
cerncuc’

HapyleHUs

HHpeKkumu®
HapywieHus Ha Heyrponenus®, | Jleka Tpom6o-
KPbBTa U LIMTONEHKU S
numdHaTa (TPOMOOLMTH
cUcTeMa <100G/1)
AHeMus
Hapywienus na Jleku Peakumnu Ha
MMYHHaTa anepruyHu CBPbXUYBCTBH-
cUcTEeMa peaKLHH TEJIHOCT (OT
Obp3 UM OT
3a0aBEeH THIN)
BKJIFOUMTEITHO
aHauIaKkcus
aHrHoeaeM
[lcuxnuuu TpeBoxkHOCT
Hapy LLEHUS
Hapywenus na | I'naBobonue | [Napecresus, Xunepecresus,
HepBHaTa Uinnac, Hespanrus,
cucTeMa CuHapom Ha [lepudepna
KapraJiHus HEBPONaTHS
KaHaJl
CbpaeyuHH [Taanuraumnu
Hapy LLIEHHUS
CbaoBu XuneproHus®




PecriupatopHu. UurepcTuuman- benoapodha
[PbAHU H Ha 0es101poOHa XHNEPTOHHUS
M€IMaCTHHATHH oosect
HapyLEeHHUs
CTomMauiHo- Jlnapus, [lankpeatut’® , | CtomaTut
YUpEeBHH [‘aneHe bonka B Koaur
HapyLIEHHS ropHarta 4acTt Ha
Kopema,
[loBpbluaHe,
3000011
Xenaro- [ToBHLIEHA [loBuLLIEHA OcTbp JlekapcTBEeHO-
OMnapHH anaHuH rama- XenaTuT MHYLIMPAHO
HapyLUEHHUS AMMHOTpPAHC- | IJ1yTaMMJ1- 4EPHOAPOOHO
(pepasa TpaHcdepasza VBpeKIaHe
(ALT)° (GGT)", (DILI)
[loBULLIEHA
acnaprar
AMHHOTpPAHC-
depaza’
Hapywienus Ha Jlucaunuaemus
meTadosiM3ma
XPaHEHETO
Hapywenus Ha | Asonerus O0puB, AKHe HapywieHnus Ha
KOKara HOKTHTE,
[0 1KOKHaTa [Icopuasuc
TbKaH (BKJIKOYHTEIHO
nycTya03eH)™’
TeKKH KOKHH
peakumnu’
HapyuwieHus na MyCKYJ1HO-
MYCKYJIHO- ckeneTHa Oosnka.
CKeJieTHaTa Muasnrus,
CUCTEMA H ApTtpairus
CbeAMHHUTE/IHATA
TbKaH
Hapywienus Ha [Tonakuypus
ObOpeuUTe |
MUKOYHHUTE
NbTHLLA
HapyweHus Ha MeHoparus
Bb3MPOU3BOAH-
Te/IHaTa CUCTEMA
U rbp/jara
OO0LH bonka. AcreHus®
HapyLIEeHHUS U
eexTn Ha
MACTOTO Ha
NPHAOKEHHE

e g g




HUscaenBanus

Hamanssane Ha
TErn0To,
Hamanen Opoi
HEYTPOPHITH®,
Hamanen Opoii
O€Nn KPbBHH
KJETKH',
[loBuLuEeHA
kpeaTuHpocho-
KMHa3a B KpbBTa

HapansaBanus.

OTPaBAHHSA H
YCII0KHEHMS,
Bb3HHKHAJIU B
pe3yJiTaT Ha

HHTEPBEHLIUH

[TocTTpasma-
THYHaA 0O0/IKa

a: MOJISl, BUIKTE MOAPOOHOTO OMUCAHUE B TOYKATA

O: BHIKTE TOuKa 4.4
B: YecToTarTa npu jeua e “‘yectu’ Ha 0a3zaTta Ha KOHTPOJMPAHO KIMHHUYHO NMPOYyUYBaHE MpH

NEAHATPHYUYHH MALHUCHTH, HECTOTATA € . HECYCCTH ™ MPH Bb3PAaCTHH

Onucanue Ha 30paHU HEKEIaHU PeaKLMH

Aaoneyus

Anoneumsta ce cboOLlaBa KATO M3ThHABAHE HA KOCATa, HAMaJleHa MJ'bTHOCT HA KOcaTa, KOCora/l. CBbp3aH
WK HE C POMsIHA B CTPYKTYpaTta Ha kocbMma. npu 13.9% ot naumeHTure, 1ekyBanu ¢ 14 mg repudayHomun,
cnpamo 5.1% ot naumeHTHTE, JIeKyBaHu ¢ niauedo. [lToseueto ciayyaun ca onucaHu Kato AU(Y3HH WK
reHepau3upaHu rno ueaus ckanr (6e3 cboOLIeHUS 32 MbJIHO OMNJICLIMBABAHE) U HAH-YECTO Ca HACTBIBAIH
npe3 nbpBuTe 6 Meceua, kato ca or3syyanu npu 121 ot 139 (87.1%) or nauueHTHTE, NIEKYBaHH C
repudayHomua 14 mg. [lpekbecBaHe Ha JieUeHUETO NOpaaX anoneuus € HacTbnuIo npu 1,.3% ot nauneHTuTe
B rpynara Ha tepudayHomua 14 mg B cpaBHenue ¢ 0.1% B nnauedo-rpynara.

Edhexmu evpxy wepnusi Opoo
B niaue6o-KOHTPOJIUPAHU NPOYUBAHUS MPH Bb3PACTHHU NALMEHTH € YCTAHOBEHO:

[MoBumasane Ha ALT (cniopea 1abopaTopuu JaHHH) CIPAMO H3X0AHOTO HHBO - [lonyaanus 3a

0€30NACHOCT NPH IJIANE00-KOHTPOJIHPAHH NPOYUBAHHSA
naauedo Tepudpaynomna 14 mg
(N=997) (N=1002)

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

>51TH 37/994 (3,7%) 31/999 (3,1%)

>101TH 16/994 (1,6%) 9/999 (0,9%)

=20 1'TH 4/994 (0,4%) 3/999 (0,3%)

ALT >3 I'T'H v O0wbuau >2 I'TH 5/994 (0,5%) 3/999 (0,3%)

Jlekn nopuiienus Ha tpaHcamuuiaszute, ALT noa waum pagHo Ha 3 nbTu ['T'H, ca HaOato1aBaHu no-uecto npu
JIEKYBaHUTE ¢ TEPU(PIYHOMU IPYIH B cpaBHeHMe ¢ naauedo. Hecrorara Ha cayyaure C NOBHLICHUE HAJl B

nbTH ['T'H nnu noeue € OUa paBHOMEPHO pasnpeae/ieHa cpe/l TepaneBTHUHUTE IPyL H Tesu n@Bumeﬂnﬂ Ha
TPAaHCAMMHA3MTE Ca HACTBMNBAIU NPEAUMHO Npe3 NbpBUTE 6 Meceua oT JIeUEHHETO U ca 6Hnmuﬁparﬁuﬂ enen
NpeyCcTaHOBsBaHE Ha JIe4eHHeTo. BpemeTo 3a Bb3CTaHOBIBAHE € BapUpaso B rpa




al

Edhexmu svpxy kxpveromo naiieane
B nnauebo-KOHTPOAMPAHU NPOYYBAHHSA NPU BLIPACTHU NALUKEHTH € YCTAHOBEHO:!

- CHCTO.HOTO KpbBHO Hansaraxe € 6uno >140 mm Hg npu 19,9% ot naumenTture, nonyvaeawm 14
mg/neH TeprudnyHoMui, B cpaBHeHue cbe 15,5% npu nonywasalunre mavedo;

- CHUCTOJNHOTO KpBbBHO HansaraHe € Ouno >160 mm Hg npu 3,8% or nauvenTuTe, nonyyapawy 14
mg/neH tepudpnyromuz, B cpasHenue ¢ 2,0% npu nonyyasauure rnnauebo;

- JHACTOJIHOTO KpbBHO Hanarare € 6uno >90 mm Hg nipu 21,4% ot naunenTHre, nonyyasawu 14
mg/aeH TepruhayHOMH, B cpaBHeHue ¢ |3,6% npu nonyyasawnte nnauebdo.

Hugpexyuu

B nnauebo-xoHTpONHpaHH NpOYYBaHHSA NMPW BL3PACTHU NALMEHTH He € HabmoaaBaHO yBENUYABAHE HA
cepHo3HUTe UHPeKUUuH npu Tepudnydomua 14 mg (2,7%) copamo nmnanebo (2,2%). CeprosHu
OMOPTIOHHCTHYHKU HHEKUMH ca HACTBIHAH NpH 0,2% BB BCAKa OT rpynute. TeXKH HHEKLMH,
BKJIIOMMTESIHO CENCHC, MOHAKOTa ¢ IeTajleH M3xo/, ca 6unu cbobUIEeHH B MOCTMAPKETUHIOBUS NEPHOA.

Xevamoaozuunu epexmu

B nmnauebo-KOHTpOnHpaHU Y3NUTBAHUA ¢ TEPHPAYHOMHA NPUA Bb3PACTHH NAUMEHTH € HadMJaBaHO CPEeAHO
HaManeHue, 3acaraulo 6pos Ha Genure KpbBHH KieTkH (WBC) (<15% cnpamo u3xoanurTe HKUBa, rNaBHO
HaMaJeHHe Ha HeYTpOQHAHUTE H TUMQOLIUTHTE), HO NPH HAKOH NALIKEHTH € HaBNFOJABAHO MO-TONAMO
HamaneHue. HamanenneTo Ha cpennus Opoii cnpaMo H3XOAHOTO HUBO € HACTHMBANO NPe3 MbPBHUTE 6
CeAMHLIH, CJIeJ] KOETO c€ € CTAOKHNH3Hpano BbB BPEMETO € NPOALILDKABAHE HA JICYEHHUETO, HO Ha NMO-HUCKH
HHBA (HaMasieHHe ¢ No-Manko oT 15% cnpsaMo H3XoaHOTO HUBO). EdekTsT BEpXY Opos HA YepBEHHTE KPLBHY
knetkn (RBC) (<2%) u 6posa Ha TpombouutuTe (<10%) e Oun no-cnabo uspasen.

Iepugbepna neaponamus

B nnaueSo-KOHTPONHPAHH MPOYUBAHUA MPH Bb3PACTHH MALMEHTH neprudepHa HEBpPONAaTHA, BKAKYBALIA
KaKTO MOJMHEBPONATHA, TaKa U MOHOHEBPONATHA (HAMNp. CHHAPOM HA KAPNAIHHA TyHeN), ¢e cbodiasa no-
YECTO TPH MALUEHTH, NpHeMally Tepu(iyHOMHA, OTKOJAKOTO NPy NAUHEHTH, NMpreMallid nnauedo. B
OCHOBHHTE MNaLeb0-KOHTPOTUPAHH MPOYUBAHHA HECTOTATa HA NepudepHaTa HEBPOMNATUS, MOTBBPAECHA C
M3CJIe/IBaHe 32 MPOBOAUMOCT Ha HepBHTE, ¢ 6una 1,9% (17 nauuentn ot 898) npu 14 mg repudpnyHomua B
cpaBHeHHKe ¢ 0,4% (4 naureHTH ot 898) npu niauebo. JIeueHHETO € NPEKPATEHO NPH S MALHEHTH C
nepudepHa HepponaTHs Ha TepubnyHoMi 14 mg. BuicTaHOBABaHE CNeal NpeyCTAHOBABAHE HA NEUSHHETO CE
cbO01aBa NpH 4 OT Te3H NaLHEHTH.

Heonnazvwu — 0o6poxayecmsenu, 3.10Kauecmeei U Heonpeoeenu (8K1. Kucmu U noaunu)

Bb3 0CHOBA Ha ONMUTA B KIHHUYHWUTE NPOYYBAHMA HE M3IJIEkKIa Ja HMa NOBHILEH PUCK OT 3JIOKAYECTBEHH
3abongBaHus npu TepudayHoMHa. PUCKBT OT 3n0KauecTBeHO 3abonsiBaHe, ocobeHo numdonponndepaTHBHH
HapyUWECHHS, € NOBHILIEH MPH ynoTpebaTa Ha HAKOH JPYrH CPEACTBA, KOHTO 3aCAraT HMYHHATa CHCTEMA
(edekT Ha Knaca).

Teoxcku KooicHU peakyuu
Cro0lueHH ca cnyyan Ha TEXKH KOXKHH pPeakLHMH ¢ TepUPAYHOMU B NOCTMAPKETHUHIOBHA nepHol (BxkK. TOUka

4.4).

Acmernus
B nnaue6o-koHTponupaHu NPOyYBAHUS NMPH Bb3PACTHHU MALUMEHTH, YecToTaTa Ha acTeHus e 2,0%, 1,6%

u 2,2%, CbOTBETHO B rpynuTe Ha nnauedo, TepuduiyHomun 7 mg v repudayHomus 14 mg.

Hcopuazuc
B nnauebo-koHTpoaHpaHH NPOy4YBaHUs, YecToTaTa Ha ncopuasic ¢ 0,3%, 0,3% u 0,4% b=

ChOTBETHO B IpynuTe Ha riauedo, repuduryHomus 7 mg n tepudayHomua 14 mg.

CmoMauHo-4pesHy HapyuieH U
3a naHKpeaTUT ce ChoOLLABa HEYECTO NPH NOCTMAPKETHHIOBAaTa ynoTpeba Ha T
BKJTIOUHMTEJIHO CJIyYau Ha HEKPOTH3IUpAlll MaHKPEAaTHT U MAHKPEATHHYHA NCEBACK




MOTaT Aa HaCTBIAT MO BCAKO BpeMe NPH JICUEHHETO ¢ TePUPAYHOMHU, KOETO MOXKE 1a JOBEAE A0
XOCITHTANH3AUNA W/ UK HEOOXOAUMOCT OT KOPHUIUPALLIO JIEYEHHE.

[leauaTpryHa nonyaauus

HabnwaaeaHuat npodun Ha 6e30nacHOCT Npu NeAHaTpUYHU NauHeHTH (Ha Bb3pact ot 10 po 17 roaunm),
NoTy4YaBallld TEPUPIYHOMH], €xeAHEBHO, KaTo UAno € noaobeH Ha To3H, HabnroAaBaH NPH BbL3PAcTHH
nauHeHTH. Bbnpeku ToBa, B neaMaTpuuHOTO NpoyusaHe (166 naunentu: 109 B rpynara Ha TepupayHOMHA H
57 B rpynara Ha nnauedo), ciiyyan Ha NaHKpeaTHT ca ¢boOlueHH npH 1,8% (2/109) ot nexypanuTe ¢
TepUupIYHOMW/I NALMEHTH B CPABHEHHE C HATO €IWH C/Ty4aH B rpynara Ha rnnauebo B JBOHHoOCHANIaTa (asa.
Eaxo or Te3u cuOUTHA € A0BENO0 A0 XOCTIMTATH3ALMA H € HANOXKWIO Kopyurupatuo feuedue. Ilpu neaaTpuynu
NaLWEHTH, NEKYBaHH C TepUpAYHOMU B OTKpUTATA (pa3a Ha NpOyUBAHETO, ca CHOOLUEHH 2 JOMBJIHUTENHH
Cy4ast Ha NaHKPEATHT (€AHHHAT € CHOOLEH KATO CEPHO3HO CHLOUTHE, a APYIUAT € HECEPHO3HO CHLOUTHE ¢ NEK
HMHTEH3HTET) H €IHH C/TyYait Ha CePUO3EH OCThP NaHKpeaTUT (¢ ncesao nanunoma). [1pu asama ot Te3u

3 nauveHTH NAHKPEATHTHT € AOBEN A0 XocnuTanu3auui. KAaMHUUHUTE CHMITOMM BKNIOYBAT KopeMHa §o.ka,
rajeHe W/HiHK NOBPLILAHE, 4 CEPYMHUTE aMKJIa3a U JIHMA3a NPH Te3H NALHEHTH ¢a Ounu noBreHu. BeHuku
NaLMeHTH ¢a Ce Bb3CTAHOBH/IH Cliel NPEYCTAHOBABAHE HA JIEUEHHETO H NpUNIaraHe Ha Npoueaypa 3a YCKOPEHO
eIMMUHHpaHe (BXK. TouKa 4.4) U KOPHUIHPALILO JIeHEHHE.

CneaHuTe HeXKeNaH PeakLHH ca CboOLIABAHH N10-4ECTO NMPH NEAHATPUYHATA NOMyNaLusA, OTKOJIKOTO rpu
NOMyJIAUMATA BL3PaCTHH:

e Anoneuwus ce cpobwasa npu 22,0% OT nauMeHTUTE, IEKYBaHH ¢ TepuayHoMua cnpamo 12,3% ot
naliueHTHTE, IEKYBaHHU ¢ mauebo.

o Hudekuunu ce crobiasar npu 66,1% oT nauneHTHTE, TEKYyBaHH ¢ TepHPAyHOMHI, cripamo 45,6% ot
NaLMeHTHTE, IeKyBaHHu ¢ manedo. Cpen T4x no-yecTo ce cboOLara 3a HazohapUHIHT U HHGEKUHMH Ha
FOPHHUTE AUXATENHH ITbTHILA Npu yiioTpeda Ha TepHEITyHOMUAL.

e [losuinaBane Ha CPK ce cwobuaBa npu 5,5% ot nauveHTHTe, nekyBaHu ¢ TepudayHomua, cnpamo 0%
OT NalHeHTHTE, NeKYBaHH ¢ mauebo. [o-ronamara 4acT OT ciiyvyanTe ¢a CBbP3aHK ¢ AOKYMEHTHPAHO
PpH3UUECKO HATOBAPBAHE.

o [lapecte3us ce croOwaea npu 11,0% ot nauueHTHTE, NEKYBaHH C TepHPayHOMuUL, cnipamMo 1,8% npu
NaLWeHTHUTE, NEKYBaHU ¢ niaatiedo.

e FBonka B kopema ce cbobiiara npu 11,0% ot naumeHTHTE, NEKYBaHHu ¢ TepudayHomua, cnpamo 1,8%
NpH NAUMEHTHTE, JIEKYBaHH ¢ nnauebo.

CrobliasaHe Ha NOAO3HPAHU HEKENAHH peaKLHU

ChobiaBaHeTo Ha NOAO3MPAHM HEXEJAHM PEAKLMH CIIE paspellasaHe 3a ynorpeda Ha IeKapcTBEHUA
NPOAYKT € Bakuo. TOBa MO3BONABA Aa NPOABL/KH HADMIOAEHHETO HA CHLOTHOLLIEHHETO NOJ3a/PUCK 3a
JeKapCTBEHUA MPOAYKT. OT MEAHLUMHCKUTE CITELIMATTUCTH € H3UCKBA Ja chofLuasaT BCAka nojo3upaHa
HeXKeNlaHa peakiuMs upes

M3mbaHUTENHA areHLUA [TO NeKapcTeara

yn. ,.Jaman I'pyes* Ne 8

1303 Codnus

Ten.: +359 2 8903417

yebealiT: www.bda.bg




4.9 Ilpexoznpane

CHMOTOMH

JIMMCBa ONUT OTHOCHO Npeao3HpaHe Ha TEPHPNYHOMUA UK HHTOKCHKAUUA NpH xopa. TepudayHomua 70 mg
AHEBHO € npunarau 10 14 aHu npu 3apaBd HHAWBHAK. HexxenaHuTe cuOHUTHA ca OHIH CBNOCTABHMH €
npoduna Ha Ge30nacHOCT HA TepuPpAyHOMUA npy nauueHTH ¢ MC,

Jleyexue

B cnyuaii Ha CLOTBETHO Npeao3upaHe WIK TOKCHYHOCT CE€ NPENoOpbUBa XONECTHPAMKH HIIH aKTHBEH BBIUIEH 32
YCKOpSIBAHE Ha €NMMMHHHpaHeTo. [IpenoprunTenHaTa npoueaypa 3a eIMMHHHPaHE € XONeCTHpaMuH 8 g TpH
MbTH ZAHEBHO B Npoab/ukeHUE Ha | | AHK. AKO TOBa He ce noHacsa Ao0pe, MoXe Aa ce H3MON3Ba XONECTUPAMUH
4 g TpU IBETH JHEBHO B NMpOAbJDKEHHE Ha | | AHK. ANTEPHATHBHO, MPH JIMIICA HA XOJECTHPAMHH MOXE 14 Ce
M3MOI3Ba aKTHBREH BbriieH 50 g ABa mbTH AHEBHO B npoawbKeHUe Ha | | ann. OcseH TOBA, ako ce Hanara 1o
cbOOpaKeHHs 3a NOHOCHMOCT, HE € 3aABIKHTENTHO NPHIOKECHHETO HA XONSCTHPAMHH WIH Ha aKTHBHUA
BbIJieH Aa ObJe B NOCNEAOBATENHM AHH (BXK. TouKa 5.2).

5. @®APMAKOJOIHYHHU CBONCTBA

5.1 dapmaxoaaRaMHYHH cBOHCTBA

dapmakoTepaneBTH4Ha rpyna: UmyHocynpecopy, MHXHOHTOPH Ha AHXHAPOOPOTAT AEXHAPOreHasaTa
(DHODH), ATC xoa: LO4AKO02

MexaHH3bM HA JCUCTBHE

TepudayHOMHI € HMYHOMOAYIMPALLO CPEACTBO ¢ NPOTHBOBB3NANUTENHA CBOHCTBA, KOHTO CENEKTUBHO H
o6paTHMO HHXHOHpA MUTOXOHAPHANTHUA €H3UM AUXHApoopoTaT aexuaporeHasa (DHO-DH), koiro
GYHKI{HOHAITHO C€ CBbLP3BA C AMXaTenHaTa Bepura.  Bcnexctsue Ha MHXHOHpaHeTo TepUPAYHOMMA KATO
LWUJIO OrpaHH4asa npoaugepaumnara Ha Spp304enalUnTe Ce KIETKH, KOMTO 3aBHCAT OT de n0vo CHHTE3a Ha
NUPHMHAMHHH 33 YBEIHYABAHETO CH. TOYHHUAT MEXAHU3BM, 10 KOHTO TEPUPIYHOMHI OCBHLLUECTBABA
TEPANeBTHYHOTO CH AciicTBe npu MC, He e HAMBIIHO U3ACHEH, HO C€ MEAMUpA OT HaManaBaHe Ha Opos Ha
JIAMOLHTHTE.

(dapmakoaHHAMHUYHU €DEKTH

Hwuynna cucmeva

Edexkru Bbpxy Opos Ha UMYHHHTE KNeTKH B KpbBTa: B nmnauneGo-koHTponupanu ripoyusaHus tepuduryHOMUA
14 mg BeaAHDBK AHEBHO € NPEeH3BUKAN JIEKO CpeaHO HaMalleHHe Ha Oposa Ha TUMPOUUTHTE ¢ no-manko ot 0,3x
10°/1, koeTo € HACTRNU/IO MPe3 NbPBHUTE 3 Mecella OT NeYEHUETO K HHBATA Ca CE 3ana3uiiy A0 Kpas Ha
Ne4YeHHETO.

IHomenyuan 3a yovaocasane Ha QT-unmepeaia

B nnaiie60-KkOHTPONHPAaHO 3a0bia00UEHO NpoyUBaHe Mo oTHolleHUe Ha QT-HHTepBana npu 34paBH HHAXUBUIH
TepH(BAYHOMH] NPH CpelHA KOHLUEHTPALMA B CTALLMOHAPHO ChCTOAHWE HE € NOKA3all NOTEHLHAT 3a
yabkasane Ha QTcF-unTepBana B cpaBHeHHe ¢ rauedo: Hall-ronsamara, KopurupaHa 3a BpeMe, cpeaHa
pa3iHKa Mexay TepudnyHomua v nnauedo e 6una 3,45 ms ¢ ropHa rpanuua Ha 90% CI 6,45 ms.

Edbexm evpxy mybyanama goynxyun na bvbpeyume
[Tpy mnauebo-KOHTPORHPAHUTE NPOYYBAHUS CPEAHH HAMANEHHUA HA NMKOYHATA K
auanaszoHa ot 20 a0 30% ca HabarogaBaHU NP NALUMEHTHTE, JEKYBAHU C TEPUP
CpeaHoTo HamaneHue Ha cepyMHHuA docdop e 6uno oxkono 10% B rpynaraHa T
nnaue6o. CumTta ce, ue Te3n edekTu ca CBbp3aHH ¢ rnosuuiasaHe Ha 6uOpeuHar
CBBbP3aHH ¢ MPOMEHH B IMOMEPYNHHTE PYHKLIMH.




KnuHuuHa epukacHoCT U 0e30nacHOCT

EdukacHocTTa Ha TepudnyHOMHU1 € AeMOHCTpHpaHa B ABe naauebo-koHTponupanu npoyusatus - TEMSO u
TOWER, KOUTO ¢a OLEHABANK NPHIOKEHUETO HA TEPUPIYHOMHA 7 mg H 14 mg BEAHBLXK AHEBHO NPH
pb3pacTHH nauneHTH ¢ [IMC.

O6uro 1 088 nauwnenTu ¢ [IMC ca panaomuzupanu B8 TEMSO aa noayuasar 7 mg (n=366) wnu 14 mg
(n=359) Tepudnynomua, niu rauedo (n= 363) B npoabmkeHue Ha 108 ceamuun. Bcuukn nauHeHTH ca
umanu aedpuHnTHaHa AHarHo3a MC (6asupawa ce Ha kpuTepunTe Ha McDonald (2001)), noka3spaiua
MPUCTBIMHO KIMHHYHO NPOTHHAHE CbC WIH 6€3 Nporpecus, ¥ ca NoNy4Yyuau noHe | NpUCTDI npes roauHaTa,
npeallecTBalla H3MUTBAHETO, WIH HAH-Manko 2 NPUCTbIa Npes 2-T€ roAyHH, NpeAWecTBallH H3MHTBAHETO.
[Tpu BKNOUBAHETO NALIMEHTHTE Ca UMaNH ckop no Pa3wupeHara ckana 3a cTaTyc Ha HHBanuaHocT (Expanded
Disability Status Scale (EDSS)) <5,5. Cpeanara 8b3pacT Ha nomyJlauMaTa B npoy4saHeTo ¢ ouna 37,9
roAHMHU. MHO3MHCTBOTO MALMEHTH Ca HMATH MPUCTBLNHO-PEMUTEHTHA MHOXKECTBEHA ¢Knepo3a (91,5%), Ho
MOArpyIa MaLHEeHTH ca UMAJIH BTOPUYHO nporpecupawia (4,7%) unu npucTenHo-nporpecupaina (3,9%)
MHOXecTBeHa ckneposa. CpegHuAT Opoit Ha NPUCTBLIHTE B PAMKUATE HA FOAHHATA NPEIH BKIIOYRAHE B
npoyusaHeTo e 6un 1,4 kato 36,2% oOT nauKMeHTUTE ca UMAITH FaJ0THHHH-KOHTPACTHH JIE3HH Ha U3XOAHOTO
H4BO. MeawaHaTa Ha ckopa no EDSS Ha uzxoaHoTo HHBO € 6una 2,50; 249 nauuenTtH (22,9%) ca umanu ckop
no EDSS > 3,5 Ha u3xoaHoTO HUBO. CpeaHaTa NpOLb/LKHTENHOCT Ha 3a00NABAHETO OT NOABATA HA MbPBUTE
CHMNTOMH e Ouna 8,7 roanHu. MHO3HHCTBOTO NauueHTH (73%) He ca nonyuyapanu SonecT-MoaAHpHLIKMpaLLO
NIeYEeHHE Mpe3 2-Te FOAUHU Npeay BKIIOYBaHe B NPOy4BaHEeTOo. Pe3ynaTature oT NpoyuBaHeTO ca NpeaACTaBeHH
B Tabanua 1.

Pe3ynTaTiTe OT ABJArOCPOYHO MPOCAEAABAHE OT ABLJAMOCPOYHOTO pa3LIHPEHO NPOYYBaHE 3a 6e30nacrOCT
TEMSO (obwa cpesiHa NPOABLIDKHTENHOCT HA IEYEHHETO NPHOIH3HTENHO 5 rOOHHH, MAKCHMAITHA
NPOABL/DKUTENIHOCT HA JICYEHHETO MPHONM3HTENHO 8,5 rOAHHK) HE ca NOKa3anK HOBH WIH HEOUaKBaHH NaHHH
OTHOCHO 6€e30MacHOCTTA.

O6wo | 169 nauuertH ¢ [IMC ca pannomusupadu B TOWER na nonyuaeat 7 mg (n=408) wiun 14 mg
(n=372) TepndayHomua, niu anedo (n= 389) 3a paznuueH Cpok Ha neueHHe, 3apbpLuBalll 48 ceaMHLM cniel
PAHAOMU3UPAHE HA MOCJeAHUA nauueHT. BCHUKM nauMeHTH ¢a uManH AepuHuTUBHA AxarHosa MC,
(6a3upaia ce Ha kputepuure Ha McDonald (2001)), noka3saiua npucTbNHO KIHHHYHO NMPOTHYAHE CbC WM
Oe3 nporpecHs, U ca NOJYUHIIA MOHE | NPUCTLIT NMPe3 roMHaTa, NpeallecTBalla U3NHWTBaHETO, HIIH Hall-
MaJIKO 2 MPHCTBIA Npe3 2-Te roANHK, NPeILIeCTBALLH H3MUTBAHETO. [IpH BKIIOUBAHETO MALMEHTHTE Ca
M¥Mani ckop no PazunpeHara ckana 3a cratyc Ha HHBanHaHOCT (Expanded Disability Status Scale (EDSS))
<3,35.

Cpenudara Bb3pacT Ha NOMyiauyaTa B npoy4BaHeto € 6una 37,9 roanHu. MHO3MHCTBOTO NaUKHEeHTH ca HMalH
MPHUCTBIHO-PEMHTEHTHA MHOKECTBEHA cKilepo3a (97,5%), HO noArpyna NnauHeHTH ¢a UMaIH BTOPHYHO
nporpecupauia (0,8%) nan npucrtenHo-nporpecupaina (1,7%) MHoxkecTBeHa ciepo3a. CpegHHAT OpoH Ha
NPUCTBNHTE B PAMKHTE Ha FOAMHATA TIPEAM BKIIOYBaHE B NpoyysaHeTo € Oun |,4. ['anonuHUi-KOHTpacTHH
N1e3UH Ha H3XOAHOTO HXBO: HAMA AaHHH. MenuaHaTa Ha ckopa no EDSS Ha wixozHoTo HUBO € Ouna 2,50;

298 naumneHTH (25,5%) ca umanu ckop no EDSS > 3,5 Ha H3xoaHOTO HUBO. CpeaHaTa NMPOAL/HKHTENHOCT Ha
3a00/IBAHETO OT MOABATA HA MbpBUTE CUMITOMU € Ouna 8,0 roauHu. MHo3KHCTBOTO NauneHTu (67,2%) He ca
nony4asany bonecT-moauduUUpalio AeteHHe Npe3 2-T¢ rOAMHKU Npean BKIIOUBAHE B MPOYYBAHETO.
PesynraTHTe OT NpOy4BaHETO ¢a NpeactaseHU B Tabnuua 1.
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Tab6auna 1 » OcuoBHu pezyaratH (3a ogobpena g03a, ITT

NONYAAIHA)
Mpoyusane TEMSO ITpoyusane TOWER
Tepudayaomua Inaue6o TepudryHOMHA Lane6o
14 mg 14 mg

N 358 363 370 388
KJ1HHHYEeH H3X0]

["onuinHa yecrota Ha 0,37 0,54 0,32 0,50
MNPUCTBIIHTE

Pazruxa e pucka (CI195%)

-0,17 (-0,26, -0,08)™""

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

" be3 npucThnM cegmuia 108

56,5% 45,6%

57,1%

46,8%

Koed#uUHEHT Ha pHCK

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

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

(CI95%)

3-Meceuna TpaiiHa
[lporpecus Ha 20.2% 27.3% 15,8% 19.7%
HHBATMIHOCTTA ceAMHLA
108

Koeduyuenm na puck 0,70 (0,51, 0,97) 0,68 (0,47, 1,00)°

(C195%,)

6-MeceyHa TpaiiHa
[Iporpecus Ha 13,8% 18,7% 11,7% 11,9%
HHBATHIHOCTTA cenMuLUa
108

Koeguyuenm na puck 0,75 (0,50, 1,11)

(C195%)

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

SIMP kpaiign TORKH
_Flpo&?ﬁa B BOD ceamuua 0,72 2,21
108 _
Omuocumenna npoMana 67%

CnPAMO niayebo

Cpenen 6poit Gd-
KoHTpacTHM Ne3¥H Ha 0,38 1,18
ceamuna 108
Omuocumenna npoMana
cnpamo naayebo
(C195%)
bpoii YHHKaNHW akTHBHH
JIE3UH/CKaHUpAHE
Ommnocumenna npoMana

cnpavo naayebo
(C195%)

He e usMepBaHo

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

0,75 L 2,46

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

***p<0.0001 *** p<0.001 ** p<0.01 * p<0.05 B cpaBHeHHe ¢ Nnauebo
(1) BOD: 6onecten ToBap: ToTaneH obeM Ha ne3urTe (T2 u T1-xunouHTeH3uH) B ml

EdukacHocT npn naumeHTH ¢ BHCOKA DONecTHa akTHBHOCT:
Habmoaasas e cbnocTaBUM TepaneBTHYEH €(EKT BbPXy NPUCTBIIHEE U BPEMETO A0 3-MeceyHa TpaiHa
POrpecHs Ha HHBATMAHOCTTA NpH noarpyna nauueHTyH B TEMSO (n= 127) ¢ Bucoxa GonecTHa akTHBHOCT.,
[Mopanu an3aiiHa Ha MpOyYBaHETO BHCOKA OONECTHA AKTUBHOCT € AeruHYpaHa KaTO 2 WM NOBeYEe NPUCTLNA
B €AHA roauHa U eaHa UK noeeue Gd-KORTpacTHH Ne3Hd Ha AMP Ha Mo3bka. He e nposeaeH cxonen
noarpynos ananu3 8 TOWER, Thii kaTo He ca cxbupann nawuu ot AMP. —
JIunceaTt JaHHH MPHU NMAUHEHTH, KOUTO HE ¢a OTFOBOPHJIH Ha MBbJIEH H aACKBATEH KYpC
NOHe €JHa roAHHa jieueHHe) ¢ OeTa-HHTEpe(pEPOH, KOMTO Ca UMAaJIH NMoHe | NpucTbN
roaMHa Ha (poHa Ha JIeHEHHUE H NMoHe 9 T2-XHNEePUHTEH3HH JICIUH HA KpaHuaieH S
KOHTPACTHA JIC3KUA, HIH NPH NMALMEHTH C HENMPOMEHEHA UM NOBULIICHA YECTOTa HA
npeJlecTralla roaMHa crpaMo NpeaxoaHUTe 2 roauHH.




TOPIC e aBoiiHoCAAN0, M1aLE00-KOHTPOHPAHO MPOYYBAHE, KOETO OUECHABA NPHIOKEHHETO Ha
ENHOKPATHH JHEBHH R03M TepHdiyHoMHa 7 mg v 14 mg 3a neproa ao 108 ceamuun NpH NALHEHTH ¢
MLPBO KIMHHUUHO ASMHENHHM3HpaLLO cbOuTHe (cpeana Bp3pacT 32,1 roanHu). [IpruyHaTa KpaiHa Touka €
BPEMETO JO BTOPH KIHHHYEH enu3oa (peunaus). O6wo 618 naudeHTn ca paHIOMU3UpaHHK Aa NoOy4aBar 7
mg (n = 205) nam 14 mg (n = 216) repudaynomua uam nnauedo (n = 197). PUCKBT OT BTOPH KIHHHYEH
enk30/1 3a Nepuoa oT 2 roauHH € 6un 35,9% B rpynara Ha nnauedo u 24% B rpynara Ha Ne4eHHe ¢
TepudayromMua 14 mg (koepuuueHt Ha puck: 0,57, 95% unrepsan Ha noseputenHoct: 0,38 no 0,87,
p=0,0087). Pesyntatute ot npoyusarero TOPIC norebpskaaBaT epHKaCHOCTTa Ha TEPHEITYHOMHA APH
NPUCTHMHO-peMUTeHTHa MC (BIIIFOUHTENHO paHHA NPHCTBLIHO-peMUTEeHTHA MC ¢ MbpBO KNHHUYHO
OEMHENHHH3HpALLO ¢hOHTHE U JUCEMHUHHUPaHH BbB BPEMETO M npocTpaHcTsoTo AMP nesun).

EdextuHocTTa Ha TepUITYHOMH € CPaBHEHA C Ta3H HA NMOAKOXKHO npunarad nHrepdepoH deta-1a (B
penopbUBaHaTa 103a oT 44 pg TpH MbTH CCAMHUHO) NpH 324 paHAOMH3IHPAHH MALMEHTH B NPOYUBaHE
(TENERE) ¢ MMHHMAJIHA MPOAWILKHUTENHOCT Ha ieueHHueTo 48 cenmuun (makcumanta |14 ceaMuun). Pucket
OT Heycnex (NOTBbPACH NPUCTBA WM TPaHHO NPEKbCBAHE HA ICUEHHETO, KOETO OT ABETE HACTBIH NO-PaHo) €
oW1 nbpBUYHATA KpakiHa Touka. BpoaT Ha naUMeHTHTE, OKOHYATENHO NPEKBCHAH IEYEHUETO, B rpynaTa Ha
repupnyHomuna 14 mg e 6un 22 ot 111 (19,8%), kaTo npuurHUTE ca OUNH Hexenann cbouTua (10,8%), nunca
Ha epukacHocT (3,6%), Apyra npuunHa (4,5%) v 3aryba 3a npocnenseaune (0,9%). bpoaT Ha nauneHTuTe,
OKOHYATEHO MPEKLCHAH JIEUEHHETO, B rpynarta Ha HHTepdepoH 6eta-1a e 6un 30 ot 104 (28,8%), kato
npUYKHATE ca OUnK HexenaHu ¢xouTHA (21,2%), nunca Ha edpukacHocT (1,9%), npyra npuunna (4,8%) H
HecnaszsaHe Ha npotokonaa (1%). TepudnyHomua 14 mg/neH He NPeBBIXOKIA CTATHCTHUECKH HHTEP(EPOH
6eta-la Mo OTHOLIEHHE HA MbPBUUYHATA KpaHHA TOYKA: H3YHCJIEHUAT NPOUEHT MALHEHTH C HEyCneX OT
NEYCHUETO HA ceaMHLa 96 npHu u3nonssaHe Ha Metoaa Ha Kaplan-Meier e 41,1% cnipamo 44,4%

(Tepudnynomus 14 mg cnpamo uurepdepoH-1a, p=0,5933).

[leanaTpHyHa nomyaauus

Leya u ronowu (8v3pacm om 10 0o 17 200unu)

[Tpoyusaue EFC11759/TERIKIDS e MexayHapoaHO ABOHHOCAAMNO, IU1aLie00-KOHTPONHPAHO NPOYUBaHE MPH
eAHaTpHYHK NauMeHTH Ha BB3pacT ot 10 a0 17 roansu ¢ npucTenHo-peMuTeHTHa MC, npu koeto ca
OLICHABAHH NO3H TepHPNYHOMMI BEAHBK NHEBHO (KOPUIMpPaHH 3a JOCTHIaHe Ha €KCNO3HLHA, CKBHBAICHTHA
Ha 03aTa 14 mg npy Bb3pacTHU) B NPOABLIDKEHHE HA 96 CEAMHLH, NOC/AEABAHO OT OTKPUTO MPOALDKEHHE.
BcUyKH NalMEHTH ca HMAH NOHE | pelinaMB B MPOALIKEHUE HA | roauHa UNK NOHE 2 pelnHBa B
MPpOIbIKEHHE HA 2 TOAKHH NIPEAH NMpoy4BaHeTO. M3BbpLICHH Ca HEBPOJIOrHYHH OLIEHKH MPH CKPUHHHTA H HA
BCEKH 24 ceIMHUM A0 3aBLPILBAHE HA NPOYUYBAHETO, KAKTO W MPH HETUIAHMPAHK BU3UTH 3a MOA03HPaH
peuuare. [TaureHTHTE C KIHHUYEH pelHauB M ¢ Bucoka AMP akTHBHOCT Ha noHe 5 HOBH WIIH YCUNBALIIH Ce
T2 ne3uu npu 2 nocneAOBaTENHH CKAHHPaHHA ¢a NPEMUHAIH NpeaHn 96-Te ceAMHLIM KbM NMEpHOAa HA OTKPHTO
MPOALDKEHHE, 34 12 C€ OCHIYPH aKTHBHO nedeHue. [bpBHiHATA KpaitiHa TOUYKA € BPEMETO K0 MbpBH
KJAHHHYEH peunIMB ¢lied pangoMusauma. BpemeTo 10 NbpBH NOTBBPAECH KIHHHYEH PELIHAHB MITH BHCOKA
SAMP akTUBHOCT, KOETO OT /IBeTE HACTBITH NbPBO, € NPeABAPHTENHO AePHUHUPAHO KAaTO aHAH3 HA
YYBCTBMTENIHOCTTA, Thil KATO BK/1IOMBA KaKTO KIMHWYHH, Taka # AMP ycnosus, noaxoasily 3a npeMnHaBate

KbM OTKPHUTHSA MEepHOA.

O6wwo 166 nauneHTH ca paHAOMUIKPAHH B CHOTHOWIEHME 2:]1 aa nony4asat TepudnyHomua (n = 109) uu
rauebo (n = 57). [Ipu BIM3aHE B Npoy4BAHETO, MauUeHTHTE ca umanu ckop nmo EDSS <5,5. Meananara Ha
pb3pacTtTa € 14,6 roaMnu, cpeaHoto Terno € 58,1 kg, cpeaAHaTa NPOALKHTEAHOCT Ha 3a00NISBaAHETO OT
nocTaBsHe Ha auarHosata € 1,4 roguHu, a cpeauuar 6poit T1 Gd-kontpactau ne3uu npu AMP e 3,9 ne3un Ha
H3XOAHO HHBO. BCHUKY MaHHEHTH ca UMaJIM NPUCTHNHO-peMuTeHTHA MC ¢ MennaHa Ha CKt

l'[peMHHaaaHem OT naﬁﬁﬂﬁcnnn NEPHOA KbM OTKPHUTO fieHeHUe Nopaan Bucoxa i
OT 0YaKBAHOTO M MO-4€CTO M MO-PaHO B rpynara Ha naauedo B CpaBHEHHE ¢ Irpyna

npn mhauebo, 13% npu TepudnyHomua).




TepudayHOMHA HaMaNABa PUCKa OT KITHHHYEH peuuaue ¢ 34% cnpamo naauedo 6€3 AocTUraHe Ha
cTaTHcTHYecKa 3HauuMocT (p = 0,29) (Tabnuua 2). B npeasapurenHo onpeaencH1sa aHaans Ha
YYBCTBHTEITHOCTTR, TEPUPIYHOMUT MOCTHUIA CTATHCTHYECKH 3HAYHMO HaMassiBaHe HA KOMOWHUPAHUs PHUCK OT
KIIMHHYEH peurauB Wiu Bucoka JAMP aktueHocT ¢ 43% cnpsamo mauedo (p = 0,04) (Tadbauua 2).

TepudnyHoMHa 3HAYUTENHO HamManaBa Opos Ha HOBHTE W HapacTBauld T2 ne3HH Ha ckaHupaHe ¢ 55%
(p = 0,0006) (post-hoc asanu3 cbL10 kOpUrKHpaHn 3a uixoaeH o6poii T2: 34%, p = 0,0446) u 6pos Ha
raponvHuii-kouTpacTHure Tl ne3uu Ha ckaHupase ¢se 75% (p <0,0001) (Tabnuua 2).

Tabauna 2 - Knuanuan 1 SIMP pesyaratu ot EFC11789/TERIKIDS

EFC11759 ITT nonynanus Tepandaynomua | ILnanebo (N=57)
(N=109)

KAnuHHYAH KPaiHH TOYKH

BpeMe 10 mbpBHU IMOTBLPACH KIHHHUYEH pEeLMIUB,

iBepoaruoct (95%CI) ot norBbpacH peuManB Ha ceaMuLa 96 0,39 (0,29, 0.48) (0,53 (0,36, 0,68)
Bepoammnocm (95%Cl) om nomevpden peyuous na ceomuya 48 (0,30 (0,21, 0,39} 10,39 (0,30, 0,52)

KoeduuueHT Ha pucka (95% CI) 0,66 (0,39, 1,11

Bpeme A0 MbPBH NOTBBbPAEH KIMHUUYEH PEUMIHB HIH BHCOKA
AMP akTUBHOCT,

BeposatHocT (95%CI) ot norespaeH peuuaus win sucoka JIMP 0,51 (0,41, 0,60) 0,72 (0,58, 0,82)
AKTHBHOCT Ha ceaMMua 96
Bepoamuocm (95%6CIl) om nomebpoen peyuous wiu UCoOKd 0,38 (0,29, 0,47) 10,56 (0,42, 0,68)
TMP axmuanocm na ceovuya 48

KoepuuneHT Ha puck (95% CI) 0,57 (0,37, 0,87)°

OcunoBun SIMP xpaiizn TouKA

KopurupaH Opo# HoBU uny HapacTBaliy T2 ne3uu,

Ouenka (95% CI) K1.74 (2,12, 10,57) 10,52 (4,71, 23,50)
Oyenxa (95% CI), post-hoc anarus cvuyo xopuzupan 3a usxooex 3,37 (1,97, 6,46) 15,37 (2,84, 10,16}
|5poii T2

OtHocuTeneH puck (95% CI) 0,45 (0,29, 0,71)™

OTHOCHTENER puck (95% Cl), post-hoc anaruz cvujo xopueupan (0,67 (0,43, 0, 99)°
3a uzxooen bpou 12

Kopurupau 6poit T1 Gd-koHTpacTHM Nie3uu,
Ouexka (95% CI) 1,90 (0,66, 5,49) (7,51 (2,48, 22,70)

OrHocureneH puck (95% CI) 0.25 (0.13.0,51)"

*p=>0,05 B cpasHenHe ¢ mauebo, “p<0,05, p<0,001, *p<0,0001
BepoaTHocTTa € 6a3upaHa Ha oueHka no Kaplan-Meier, a ceamuua 96 e kpadt Ha M3MMHTBAHOTO JIEUEHHE
(EOT).

EBponeiickaTa areHums no nekapcraara ocBOO0XKAABE OT 3aXBJLKCHHETO 32 NPEAOCTABAHE HA PE3YJITATHTE OT
MPOYUYBaHHUATA C TEpUPNYHOMHI NMPHU J€La Ha BB3pacT OT paxkaaHeTo A0 noj |0 roanHu npu neyenue Ha
MHOXKECTBEHA cKiiepo3a (BK. To4ka 4.2 3a uxdopMaLms OTHOCHO ynotpeba B neguaTpu B




52 PdapmMaxoKRHeTHYHH CBOHCTBA

Abcopbuus

MeauaHaTa Ha BPEMETO 3a IOCTUraHE Ha MAKCHMANHH NNa3MEHH KOHLEHTpaLUMH HacTbnBa Mexay | u 4 yaca
ciel NPUIcKEHHe Ha J03aTa NPH MHOTOKPATHO MEPOPATHO NPHIOKEHHE HA TEPHPIYHOMHI, KaTO HMa
BHcoka OHoHanuuHoOCT (npudauzutenHo 100%).

XpaHaTa HIMa KINMHHYHO 3HAYMM e(dekT BbpXy (hapMaKOKHHETHKATA HA TEPUPIYHOMKA,

OT cpeaHHTE NPOrHO3HN (PApMAKOKHHETUYHHM NApaMETPH, H3YHCIIEHH OT NOMYNALHOHHHS
dapmakokuHeTHueH aHanu3 (PopPK) upes u3non3pake Ha AaHHM OT 3ApaBy AOOPOBOJILM H MauueHTH ¢ MC,
KOHUEHTPALUATA B CTALMOHAPHO CHCTOAHUE ce aocTura 6asHo (T.¢., npubansutento 100 axu (3,5 Meceua) 3a
AOCTHraHe Ha 95% OT KOHLEHTPALMATA B CTALIHOHAPHO CHCTOAHHE), KaTO H3YHcneHuaT ype3 AUC
Koe(HUHEHT Ha KyMYJIMpaHe € npudausutenHo 34 nbTH.

PasnpenencHue

TepHpnyHOMHA Ce CBBLP3Ba EKCTEH3UBHO C Mia3MeHUuTe GenTbum (>99%), sepoaTHO anbyMuH, u ce
pasnpegens npeaMMHoO B ra3mara. OGembT Ha pasnpeaenenue € 11 | cnea eAHOKpaTHO HHTPABEHO3HO (1.V.)
npuiokeHHe. Tosa odaye HaN-BEPOATHO € 3aHWXKECHA NPOrHO3Ha CTOMHOCT, ThH KaTo NPH MABXO0BE €
Ha0.01aBaHO €KCTEH3UBHO OPraHHO pasnpeacneHue.

buorpauchopmauus

TepudayHoMHa ce MeTabOIH3IHpa B YMEPEHA CTENEH H € €AHHCTBEHHAT YCTAHOBHM B IUIa3MaTa KOMITOHEHT,
OCHOBHHUAT NBT Ha OHoTpaHcopMmaLHa Ha TepuDIYHOMH € XHAPOJINH3a, 4 OKHCICHHETO € BTOPOCTENICHEH
mbT. BropuuHuTe MeTaboNMTHH MBTHILA BIJTIOYBAT OKHCIEHHE, N-aLeTHIHpaHe H KOHIOTHpPaHe Cbe Cya¢aTH.

EnyuMHHHpaHE

TepHdaYHOMHA ce eKCKPETHPA B raCTPOMHTECTUHANHHUA TPAKT NMPEAXMHO ¢ AUTbYKaTa noa popmara Ha
HEMPOMEHEHO AKTHBHO BEILECTBO M Hali-BepoATHO upe3 TyOyaHa cexpeuns. TepudmyHoMUA € cybeTpaT Ha
ednykcHus TpaHcnoprep BCRP, kolito 64 Morsn a yuacTsa B npskaTa cekpeuud. 3a nepHos ot 21 aHM
60,1% oT npunoXkeHaTa 4033 Ce eKCKpeTHpa Ype3s winpaxHenusaTa (37,5%) 4 ypunara (22,6%). Cnen
npoueaypa 3a 6bP30 eNUMHHUPAHE ¢ XONeCTHPaAMHH JOITBIIHUTENHO ¢e otaenar oule 23,1% (npeaumHo B
M3NpakHEHUATA). Bb3 0OCHOBA Ha UHAMBUAYAJIHO NPOTHO3UPAHE HA PaPMaKOKHHETHYHHUTE NapaMeTpH Ypes
winonssaHe Ha PopPK moziena Ha TepudutyHOMUA NPH 3apaBy ao6poBoauy 4 nauMeHTH ¢ MC, Meananara Ha
ti 2z € 6una npubanzurenHo 19 auu cnea MHOTOKpaTHH 403 oT 14 mg. Chea eHOKPaTHO HHTPABEHO3HO
NPHUIIOKEHHE TOTANHUAT TENECEH KNUpbHC Ha TepudgnyHomMua e 30,5 ml/h.

IIpoyedypa 3a ycropeno eauvunupane.; Xo1ecmupaviut U aKmugen 6b21eH

EnuMuHHpaHeTo Ha TepUPITYHOMHA OT KPBROOOpALEHHETO MOXKE [1a C€ YCKOPH 4PE3 NMPUIOKEHHE Ha
XOJAECTHPAMHH WIH 8KTHBEH BbINEH, BEPOSTHO Ype3 NPEKPaTABAHE Ha NMPOLECHTE Ha peabcopOuus Ha HpeBHO
HuBO. KOoHuUeHTpalLMHTE Ha Tepu(AyHOMH]L, H3MEPEHH NO Bpeme Ha | | -AHeBHATa npoueaypa 3a ycKopsasaHe
Ha eIHMHHUPAHETO Ha TepUPAYHOMUA ¢ 8 g XONeCTUPaAMHH TPH MbTH AHEBHO, 4 £ XOJIECTHPAMHH TPH NbTH
AHEBHO WK 50 g aKkTUBEH BLIJIEH AB2 MBTH AHECBHO CNEA NPEYCTAHOBABAHE HA JICUEHHUETO ¢ TEPUPITYHOMHA,
NOKA3BaT Ye Te3H CXEMH ca e(pEKTUBHH 3a YCKOpABaHE Ha €IMMUHUPAHETO HA TEPH(PIYHOMHKI, BOAELH A0 HA
98% HamansBaHe Ha NA3MEHUTE KOHLUEHTPALMYHK Ha TEPHU(MIYHOMHU, KaTO XOJECTHPAMHH € UMan no-0Bp20
feicTBHe OT BurieHa. Cnel npeycTaHOBABaHE Ha TEPUPIYHOMUI U NPHACKEHHUETO Ha XONECTHPAMHH 8 g TpH
NbTH JHEBHO MU1a3MeHaTa KOHLUEHTpauua Ha TepupayHOMHU] € HaMasaaa ¢ 52% B Kpas Ha AeH |, ¢ 91% B Kpas
Ha feH 3, ¢ 99,2% B kpas Ha AeH 7 K ¢ 99,9% npu 3apbpuiBateTo Ha AeH 1. U360psT MeXIy-Epk

NpoLeAYPH 3a eNHMUHHpaHe TpaOBa aAa 3aBHCH OT NOHOCHMOCTTA Ha NaUHeHTa. AKO X / %W A \
MLTH AHEBHO He ¢€ MoHacA Ao0pe, MOXe Aa € HIMO/A3Ba XONECTHPAaMHH 4 g TPH NbT gi_i , AJTTe

MOXE 14 Ce H3NO0/3Ba CbIO aKTHBEH BBbIJIEH (He ¢ HeoOxoauMo Te3un |1 aHu aa 61 1‘:]1 | -fn ap T gta RCH

B pode in N oo
MpH HEOOXOAUMOCT OT OBP30 HamMasIsiBaHEe Ha [U1a3MEHAaTa KOHLICHTPaLWs Ha TepHQ ?*W A
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JIMHEeHHOCT/HeNUHERHOCT
CHcTeMHaTa eKCNo3ULMA HApacTBa NPONOPLHOHATTHO Ha A03aTa CJie] NepopaHO NPUNOKEHHE Ha

TepudnyHomua ot 7 10 14 mg.

Oco0eHOCTH NpH cNeLHaNnHy rpyny NauMeHTH

I1o1 u cmapuecka év3pacm
HaeHTHOUUMpaHU A HAKOIKO H3TOYHUKA Ha MPHCHLUA BAPHAOUIHOCT NpPH 34paBH JIMLIA H NIPU NAaUHEHTH ¢ MC

Bb3 OCHOBA Ha PopPK ananun3a: Bu3pacT, Te1eCHO Tero, Mo, paca u HuBa Ha andymuH 4 OUnupybuH. Benpexku
TOBA TAXHOTO BJIMAHHE OCTaBa orpaHrueHo (<31%).

Heproopobuo yepexcoane

JlekoTo ¥ YMEpeHOTO HepHOAPOOHO yBpe)KaaHe He NOBIUABAT (PapMaKOKKMHETHKATa Ha TepHayHomua. [Topaay
TOBa HE CE MPEeABHXKIA KOPUIMPaHe Ha 103aTa NMPH NALHEHTH C JIEKO H YMEPEHO YEPHOAPOOHO YBPEKAAHE,
O6aue TepudNyHOMHA € NPOTHBOMOKA3aH NPU MNALMEHTH € TEXKO YepHOAPOOHO yBpexaaHe (Bx. ToukH 4.2 K
4.3).

bvbpeuno yepesxcoane
TexkoTo 6u0peuHO yBpexkaaHe He NoBIHABa (PapMakOKHHETHKAaTa Ha TepudayHoMua. [lopaau Tosa He ce
[IpeIBHXKAa KOPUrupaHe Ha A03aTa Npu NalMeHTH C JIEKO, YMEPEHO H TEXKO Ou0peuHo YBpexKaaHe.

lleouampuyna nonyaayun
[pu neauaTpHUHK NaLMEHTH ¢ TesiecHO Terno> 40 kg, nekyBanH ¢ 14 mg BeAHBK AHEBHO, EKCMO3ULIUHTE B
CTALMOHAPHO ChCTOAHHUE €A B rpaHUuMTe, HaOMI0AaBaHH NPH BB3PacTHH NALHECHTH, JICKYBAHH ChC ChILATA

CXeMa Ha JOo34paHe.
HabaraaBaHHTe Hali-HUCKH KOHLIGHTpaliMH B CTALIMOHAPHO ChCTOSHUE Ca B MO/IsIMa CTeneH BapHabHAHH Mexay
MHAMBKHAMTE, KAKTO ce Habmonasa npy Bb3pacTHu naumeHTd ¢ MC,

5.3 IlpeaxnHMHAYHH JAHHH 32 0e30DACHOCT

ToXCHYHOCT MPH MHOrOKpaTHO MpunaraHe

MHOroKpaTHOTO NEePOPANHO NPUNOKEHHE HA TEPUDAYHOMKI MPH MHULLKH, [UIBXOBE H KYY€Ta 3a CPOK
CBHOTBETHO 0 3, 6 U |2 MeceLia NOKa3Ba, Ye rNTAaBHUTE MPULETHU OPraHH 3a TOKCHYHOCT Ca KOCTHHSA MO3BbK,
nUMAPONAHHTE OpraHM, YCTHATA KYXHHA/CTOMALLHO-YPEBHUS TPAKT, PENPOAYKTUBHUTE OpPraHH U NaHkpeaca.
HabaronaBaHu ca ChIIO W AAHHH 38 OKCHAATHBEH €eKT BLPXY YE€pBEHHTE KPbBHU KJIETKH. AHEMMATA,
HaMAJIEHUAT Gpoil TpoMOOLIMTH H edekTUTE BbPXY HMYHHATA CHCTEMA, BIJIFOYUTENHO JIEBKONEHUS,
nuMdoneHUs W BTOPHYHHK MHPeKUuH, ca OWTH CBLP3aHM ¢ epeKTHTE BbPXY KOCTHHUSA MO3BK M/ UITH
nimponauute opraHu. ITopeueTo oT epeKTUTE OTpa3sBaT OCHOBHUA MEXAHU3BM HA NeHCTBHE Ha CheJHHEHHETO
(MHXxHOUpaHe Ha JendlIHTe ce KieTkH). JKMBOTHUTE ca NO-YyBCTBUTEHH OT XOpaTa KbM (papMakolOrHYHHTE
eeKTH H nopaaH TOBa KbM TOKCHYHOCTTA Ha TepudpayHOMHI. B pe3ynTar Ha TOBA, TOKCHYHOCT MPH KUBOTHH €
YCTAHOBEHA NPH €KCINO3SHUHH, EKBHBAJEHTHH WK MO-HUCKHU OT TEpaneBTUYHUTE HUBA NPH XOpa.

[@HOTOKCHYHOCT H KAHLEPOT€HEH MOTEHLHA

TepudpnyHOMHI HE € MyTareHeH in vitro Win KnacToreHeH in vivo. KnactoreHHoctra, Habmogasana in vitro, ce
npueMa KaTo Henpak edexr, cBbp3aH ¢ auchHanaHca Ha HYKINECOTHAHHA MyJl, KOHTO € pe3yJirar oT
¢dapmakonornuHus edpext or UHXHOUparneto Ha DHO-DH . Bropoctenennusar merabonnut TFMA (4-
TPUGNYOPOMETH/TANTAHUH) € MPUYHHHIT MYTAr€HHOCT H KJTACTONE€HHOCT in viftro, HO He in vivo.

Hama naHHu 32 KAHUCPOTCHHOCT IMPH NMBbXOBE H MHULLKH.

PenpOIyKTHBHA TOKCHYHOCT

DepTUNUTETLT He € ONN 3aCerHaT NPY MTbXOBE, BBHIIPEKH HEXENAHUTE e(PEKTH Ha TEPH




MBXKKHTE PENpPOAYKTUBHH OPralM, BIUTIOUHTENHO HamManeH Opoii Ha cniepmaTo3onanTe. He € umano BbHUIHK
MandopMauMH B MOTOMCTBOTO Ha MbXKKH TTbXOBE, HA KOMTO € OWn nNpuiokeH TepHPIYHOMH NpeaH
YH(PTOCBAHE C HETPETHPAHH KEHCKH MTbXOBE. TepudnyHoMu € 611 eMOPHOTOKCHYEH H TEPATOr€HEH NPH
MbXOBE U 3aiiuM NpU A03HM B IPAHULIMTE HA TEpaneBTHYHUA AMana3oH npu xopa. Hexxenanwn edekTh BbpXy
MOTOMCTBOTO ca HabNI0JaBaAHH H KOraTo TepHAYHOMMI € npuaaraH Ha OpeMeHHH KEHCKH TUTBXOBE B Nepuoaa
Ha rectauMsa H aakrauus. [Ipuema ce, ue pUCKBT OT MEAUMPAHA OT MbXKa TOKCHUHOCT 3a 3apoJudLua H geTyca no
BpeMe Ha JeueHHe ¢ TepudayHoMua € HUCBK. M3unceHara npu keHH na3sMeHa eKCno3HLUHA, Ype3 ceMeHHaTa
TEYHOCT Ha JIeKyBaH MaLMEHT OT MBXKKH Non, ce ouakea Aa Obae 100 mbTH no-HKCKa OT nnasmMeHarTa
eKcno3uuug cnea 14 mg nepopaneH TepupnyHoMua.

HOBpeHHUIHA TOKCHYMHOCT

IOBeHWIHH MIBXOBE, NOMYYABALIH NEPOPATHO TEPUPIYHOMHU B NPOIABIKEHHE HA 7 CEAMULIM OT OTOMBAHETO
A0 HaCTBHMNBAHETO HA MOJIOBA 3PANIOCT, HE MOKA3BAT HEXENNaHH €(PEeKTH NO OTHOLIEHHE Ha PacTeka, (PU3HHECKOTO
HJIH HEBPOJIOTHYHOTO Pa3BUTHE, OOYUYECHHUETO W NaMETTa, ABUTaTEIHATE AKTHBHOCT, CEKCYATHOTO Pa3BUTHE HITH
depTunutera. Hexxenanure epekTH BKIIOYBAT AHEMUA, HAMaJABaHE HA JIHM(POUIHUSA OTrOBOP, A0303aBUCHMO
HaMaIABaHe Ha T-KNeTbYHO 3aBHCHMHSA AHTHTAJIO-OTIOBOP H CHIHO HAMAaJleHH KoHUeHTpauuu Ha IgM u 1gG,
KOHTO OOHMKHOBEHO CbBNAJAT C HAOMIOAeHUATA B NPOYYBAHUATA 38 TOKCHYHOCT MPH MHOTOKPATHO MpHAaraHe
NPy BL3IPACTHH TUTLXOBE. Y BeAUueHUeTo Ha B xnerkute, Habmopapano Npy IOBEHWIHH IUIBXOBE, HE C€
HabonaBa NpH Bb3PACTHH MUTEXOBE. 3HAYUMOCTTA HA TA3H PaIMKa HE € H3IBECTHA, HO € 10Ka3aHa NIHA
00paTUMOCT, KAKTO NpH NOBEYETO APpYrd HaxoAKM. [lopaau BHCOKaTa YYBCTBHTEAHOCT Ha KHBOTHHTE KbM
TepuIYHOMHUA, MIAAUTE TUTbXOBE ca OMIY M3NIOIKEHH HAa NO-HUCKYU HUBA OT TE3H NpPHU AeUa K KOHOLLH IpH
MaKCHMMa/IHaTa npenopbp4rTeNHa nosa npu xopa (MRHD).

6. ©APMAIIEBTHYHM JAHHH

6.1 Conchk HA DOMOIMHATE BeDIeCcTBA

Aapo na Tabiaerkara

NAKTO3a MOHOXHAPAT
LAPEBUYHO HHILECTE

Lenynosa, MUKpokpucranHa (E460)
HaTpHeB HHLUeCTeH ravkonar (Type A)
XHIpokcHnponuiuenynosa (E463)
mMardesnee creapar (E407B)

CUIHUMEB JHOKCU, KonouaeH fe3BoaeH

O6BHBKA Ha TaDNneTKaTa

XHIpomenosa

THTaHOB Auokcua (E171)
HHAHIOKapMHH anyMyHHeB nak (E132)
TpuaueTuH (E1518)

naKro3a MOHOXHApaT

6.2 HechbBMECTHMOCTH
Henpunoxumo.
6.3 Cpok na rognoct

36 Mecela




6.4 ChnenHalHR YCJIOBHS HA CHXPaHEHHE

To3u nekapcTBeH NPOAYKT HE U3KCKBA CMEUHATHH YCIIOBHS Ha CbXPaHCHHE.

6.5 Buau cbabpxkaHHe HA ONAKOBKATA
Anymunnit- PVC/anymunnii/OPA 6nuctepn B kapToHeHa KyTHa oT 28 uin 84 punmupaHu TabneTku.
6.6 ChHemHasHH OpeANA3HH MeDKH NPH H3IXBLPJIAAHE

Heusnon3saHuaT NekapcTeeH NPOAYKT UK OTNAABUHKHTE MAaTEPHANK OT Hero TpsdBa a ce H3XBLPIAT B
CHOTBETCTBHE ¢ MECTHUTE U3HCKBAHNA,

7. IMPUTEXATEJ HA PASPEILIEHHETO 3A YIIOTPEBA

Bausch Health Ireland Limited
3013 Lake Drive

Citywest Business Campus
Dublin 24 D24PPT3

Hpnanaus
8. HOMEP(A) HA PAPEIHEHHETO 3A YIIOTPEBA
Per. Ne: 20230138

9. JATA HA ITHPBO PASPEINIABAHE/IIOJHOBSBAHE HA PASPEILIEHHETO 3A
YIIOTPEBA

Harta Ha mbpBo paspeiuaBane: 28.06.2023
JlaTa Ha nocheaHo NOAHOBABAHE:

10. JATA HA AKTYA/IM3UPAHE HA TEKCTA 07/2024




