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1. HMME HA JIEKAPCTBEHUS TPOAYKT _ ' ‘,( ol3o N E

Tepudaynomun 3entura 14 mg dpunmupanu Tabaerku g 9357 -2 2k -09- 2025
Teriflunomide Zentiva 14 mg film-coated tablets S

p 2 KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcsaka ¢punmupana tabnerka cbabvpxka 14 mg repudaynomua (teriflunomide).

[IOMOLIHO BELIECTBO ¢ U3BECTHO IEHCTBHE
Bceska Tabnerka cvabpka 70,5 mg nakro3a (KaTro MOHOXHApAT).

3a NMbJIHUA CMUCHK HA NMOMOILIHUTE BELLECTBA BHXKTE TOYKA 6. 1.

2 JIEKAPCTBEHA ®OPMA

OunamupaHa Tabnerka (tabnerka)

CuHsa, kpbria, punmupana tabneTka, ¢ AMaMETHP OT 7 mm, C OTNEYATAHO HA €HATa CTpaHa
o3HaueHue (,,C147)

4. KJIUMHHWUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

TepuduryHomu 3eHTHBaA € NOKa3aH 3a JIeYEHHE Ha Bb3PaCTHH M Jela Ha Bb3pacT Haa 10 roguHm, ¢
MPHUCTBLITHO-PEMHTEHTHA MHOXKECTBEHA CKJIEpO3a (MOJIs, HalpaBeTe crpaBKa ¢ TOYKa 5.1 3a BaXkHa
HMH(pOpMaLIMg OTHOCHO MOIYJIALMATA, 32 KOATO € yCTaHOBeHa e(HKACHOCT).

4.2 Jlo3upoBKA H HAYHH HA NPHJIOKEHHE

Jleyennero TpsaOBa na ce 3anoyBa U NMPOBEXKAa Mo HaOIIOIEHHETO Ha JIEKAP C OMMT B JICYEHHUETO Ha
MHOX>KECTBEHA CKJIepo3a.

Jlo3upoBka

Bw3pacmuu
[Ipu BB3pacTHH, npenopbyHTENHaTa 103a TepUDIYHOMHUI € 14 mg BeAHBHK IHEBHO.

IHeouampuyuna nonyaayus (6v3pacm nao 10 2oounu)

[1pu neua (Ha Bb3pacT Haa 10 roaMHK), npenopbYUTEIHATA 1034 3aBUCH OT TEJIECHOTO TETrJIO:
— Jeua ¢ TenecHo terno >40 kg: 14 mg BeAHBK AHEBHO.

— Jleua c¢ tenecHo terno <40 kg: 7 mg BeIHbK JJHEBHO.

Tepudnynomun 3entuBa 14 mg punMupanHu TableTKu He € MOoAX0/1sl1L 3a Jiela ¢ TEJNECHO TErJio

<40 kg. T

HanuuHu ca a1pyru 1eKkapcTBEHH NPOAYKTH, ChbAbpAKALUH TEPUPIYHOMHU/L, B NMO-HHUCKA um:f,(mm 10 SN\
¢uamMupanu TabneTku 7 mg). ~My,
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Jleuara, KOUTO 10CTUrHAT CTaOUIHO TesiecHO Terio Haa 40 kg TpsabBa na npemnuaT Ha 14 mg BE,[IH'I:}K. A 5
JIHEBHO. | =



Cneunanyu nomynanuyu

Ilonyaayus 6 cmapuecka eb3pacm
TepudayrHomua 3eHtrBa TpabBa 1a ce npuiara ¢ NOBHIIEHO BHUMAHHE NPH NaLMEHTH HA BB3pacT 65
roJiHHK ¥ NOBEYE, NOPAAM HEAOCTATHYHO JaHHHU 32 BE30MaCHOCT H ePUKACHOCT.

Bvbpeuno yspeorxcoane

He ¢ Heobxoanmo xopuriupate Ha 103aTa MpU NALUHEHTH ¢ JIEKO, YMEPEHO HIIH TeXKO 616peuHo
YBpe:KIAaHE, KOUTO He MPOBEKIAT AHANH3A.

He e nmpaBeHa OLICHKA ITPH NALKMEHTH ¢ TEKKO OBOPEYHO yBpexkaaHe, KOHTO NPOBEXKAAT AHANIHK3A.
TepudpayHoMu € NpOTHBONOKA3aH NPH Ta3u NOMynauMa (Bx. Touka 4.3).

Yeprodpobro yapexcoane
He e HeoOxoauMO KOpUIrHpaHe Ha N03aTa NPH NALMEHTH € JIEKO H YMEPEHO Ye€pHOAPOOHO yBpexIaHe.
TepudpnyHOMHA € NPOTHBONOKA3aH NMPH NALHEHTH ¢ TEXKKO YePHOAPOOHO yBpexaaHe (Bxk. Touka 4.3).

Heouampuuna nonyarayus (ev3pacm noo 10 zoounu)
BesonacHocTra ¥ edpukacHocTTa Ha TepuIyHOMUA NPH Aelia Ha Bb3pacT noa 10 roguHu He ca
YCTAHOBEHH. JINNCBAT A&HHH.

3a nozuposku noa 14 mg, tpabBa Aa ce U3NON3BAT APYrH GOPMYIUPOBKH.
HauMH Ha NPUIOKEHHE

dunMupandTe TabneTky ca npeaHa3HAYeHH 3a fepopaTHO npunoxende. Tabnerkure Tpabea na ce
MITAT LeJIH ¢ MaJIKO Boia. TepudIyHOMHA JeHTHBA MOXKE J1a ce MPHEMa CbC HIIH Oe3 XpaHa.

4.3 Ilpormeonokazanus

CBpPBXYYBCTBUTENHOCT KbM AKTHBHOTO BELIECTBO WM KbM HAKOEC OT MOMOLLHHTE BEIIIECTRA,
H36poeHu B Touka 6.].

[laumeHTH ¢ TEXKO YepHOApoOHO yBpexxaaHe (knac C no Child-Pugh).

bpeMeHHH XeHH WIH XKEeHH ¢ AeTepoieH MOTeHIHAaJl, KOUTO He NMpWiaraT HaaeKJaHa KOHTpaLenums no
BpEMe Ha NIeUYeHHeTO ¢ TepHdITyHOMHI U Cnel HEero, JOKaTo rilasMeRuTe Huea ca Hax 0,02 mg/l (Bx.
TOuKa 4.6).

Tpa®Ba aa ce U3KMOYKM DPEMEHHOCT NpEaH 3aMo4YBaHe HA JIYEHUETO (BXK. Touka 4.6).

Kepmauku (BxK. Touka 4.6).

[TlauHeHTH ¢ TEXKH KMYHOIC(PHLIUTHH CbCTOAHHMSA, HANPHUMEP CHHIPOM Ha NpHAOCOHTA MMYHHA
HepocTaThuHocT (CITHUH).

[TaupeHTH CBC 3HAYMMO HapYLICHHE HAa KOCTHOMO3bYHATA QYHKUHMA WIH 3HaYHMa aHEeMHUA,
JIEBKONEHMA, HEYTPONCHHA Wi TpoMOouMTONEeHM.,

[MauueHTH ¢ TeXKa aKTHBHA HHEKLIHA A0 o3apaBaBaHe (Bxk. Touka 4.4).

[TauwmeHTH ¢ Texka ObOpeuHa HeJOCTATEYHOCT, NMOAJIOKEHH Ha AWATTH3A, Thil KATO JIHN J;‘;fra\
NOCTATBYHO KJIHHHUYEH OMMT 3a Ta3H rpyna nalHeHTH. A NN
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4.4 CpneunaJnn npeaynpexieHAS B NPeANa3HE MEPKH nNpH ynorpeda
I1 CAABAHE

Ilpedu nevenuemo

[Ipeny 3ano4YBaHe Ha JICHCHHETO ¢ TEPUGPITYHOMHA TpAOBa 4a CE OLICHAT:

*» KpbaHO HansraHe

* AnaHMH aMHHOTpaHc(epasa/cepymMHa riiyraMaT-nupysart TpaHcamuHaza (ALT/SGPT)

* JIbaHa KpbBHA KapTHHA, BKIIOYHTENHO AHdepeHUHanHO OpoeHe Ha OelH KPbBHH KJIETKH U Opoil
Ha TpoMbouuTHTE.

I1o epeme na aevenuemo
[To Bpeme Ha neyeHHETO ¢ TepHPITYHOMUA TpaOBa Ja ce NpocnendBar:
» KpbBHO Hansraxe
o llepuoan4Ho npoBepsBaHe
* AlaHHH aMHHOTpaHc(epasa/cepyMHa rnyraMar-nupyear tpancamuaasa (ALT/SGPT)

o HYepHoapoOHuTe eH3UMH TpAOBa [1a C€ OLICHABAT HAM-MAJIKO HA BCCKH YCTHPH CCAMHLIM
npes NbupBUTe 6 Mecella OT JISYEHHETO U PEAOBHO CJIe] TOBA.

o [Ha ce oOMHCAM AOIMLAHKTEIHO NPOCNeaaBaHE, KOraTo TEPHQPIYHOMHI Ce Npunara rnpu
NaLMEHTH ¢ NpeALIeCTBAMH YepHOAPOOHH HapyllleHHA, TIpHara ce ¢ Apyrd OTeHLHAanHO
XENaTOTOKCHYHH JIECKApCTBAa, WM B 3aBUCUMOCT OT HAJIMMUETO HAa KIIMHHYHM MPU3HALK U
CUMITTOMH KaTo HeoOACHHMO razeHe, NoBpbliane, 001Ka B KOpeMa, yMOpa, aHOpeKCHA
HJIM XBJITEHHLIA WIWIH ThMHA YpHHA. YepHoapoOunTe ¢eH3uMH TpabBa Na ce OLEHABAT Ha
BCEKH JBE CEAMMILH NMpe3 MLPBUTE 6 Mecela OT JIUCHHETO H Hait-MaJIko Ha BCEKH 8
CEIMMHLH CJIE]l TOB3, B NPOAL/LKEHHE Ha 2 FOAMHH OT HAYAlOTO Ha JIEYEHHETO.

o [Ilipu ALT/SGPT Mexnay 2 ¥ 3 meTH Ha ropHaTa rpaHMLA Ha HOPMaTa, NPOC/IEARBAHETO
TpAOBa Ja c€ HIBLPLUBA SXKECEAMUYHO,

* [lunna xpbBHa KapTHHA TpAOBa Aa ce W3caeaBa cnopel KIMHHYHYTE NPH3HALH H CHMITTOMH
(Hanp. BHOEKUMH) NO BPEME HA JICYEHHETO.

HQQEQ!EH 34 YCKOPCHO €JIMMWHHDPAHC

EnuMuHHpaHeTo Ha TepuduyHOMIA OT NnazMarta € 6aBHO. bez npouenypa 3a yCKOpEHO eTHMHHHpaHe
ca HeoOxoaMMHE cpeaHo 8§ Meceia 3a A0CTHIraHE Ha IasMeHH KoHueHTpauuy noa 0,02 mg/l, sonpexkn
4ye MOPaAH HHAMBUIYAJIHM Pa3fiMyud B KIMPBHCA Ha BELIECTBOTO, TOBA MOXKE A2 OTHEME [0 2 IOJIHHM.
[Ipouegypara 3a YCKOpPEHO €IMMHHHpAHE MOXE 1a ce MPWIOKH 110 BCAKO BpeMe cliel
NpeyCcTaHOBABAHE Ha JICYEHHUETO ¢ TEpHGIYHOMHA (BXK. TOUKH 4.6 K 5.2 3a AcTalJIH OTHOCHO

NpoLECaAYpaTa).

Yeproapobuu edekTH

[1py nauneHTH, NpueMaily TepudITyHOMHI, ca HAOMO 1aBaHU NOBHILIEHUA HA YEPHOAPOOHHTE EH3HMU
(Bx. TOuKa 4.8). Te3n nosilIeHHA ca HACTBHNWIH MJIABHO NPE3 MuPBUTE 6 MeECea OT JICYCHHUETO.

[To BpeMe Ha IEYECHHETO C TEPHPIYHOMHA ¢a HaO/MOAABAHH ClIY4YaH Ha EKAPCTBEHOMHAYUHPAHO
yepHoapobHo yBpexaaHe (JIMUY), nonsakora xkuBoro3acrpaluasawo. [loseuero cnydau Ha JIMUY ca
Bb3HUKHAJIH ¢ BPEME 10 HAYAJIOTO OT HAKOJKO CEAMMLIM MM HAKOJIKO MECELIa CIIER 3an0YBaHE Ha
NICYECHHETO C TepupayHoMua, Ho JIMUY Moxe aa ce NosBY M NpH NPOAB/DKUTENHA yroTpeOa.

PuckbT 3a noBuinaBaHe Ha yepHoApoOHUTe eH3HMHU H JIHYUY npu tepudmyHomMua Moxe ga Obae no-

BHCOK IIPH NAUHUCHTH € NIpcAlICCTBAILO '-IEPHO,I[]JOﬁHﬂ HapylICHHUC, CBIIBTCTBALLO JIEHCHHC C II,’XI:H_‘\H
XEMNAaTOTOKCHYHH JICKApCTBa B/ WiH KOHCYMallda2 Ha 3HAMHTC/IHHA KCJIHNYECTBA AJIKOXOJl. ITo

NalnUCHTHTC TPHSBH Ja 0baaT BHUMATEIHO npoci€iiBaHA 3a INpH3Haln H CHMIITOMH H
YBpPCAKIAHE.

Tepanusra ¢ TepudayHoMu TpsbBa Aa ce NPEyCTaHOBH M 1a ¢€ OOMHCNH YCKOpEHa r‘pmémmaa . -, ;
€IMMHHHPAHE, aKO UMa CbMHEHHE 3a YePHOAPOOHO yBpekaaHe. AKO Ce NMOTBBLPAH noﬂl(rﬁghne e i’i"- B
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yepHOApoOHNTE eH3UMH (MoBeue OoT 3 mbTH Haa ['opHa rpanuua Ha Hopmara (I TH)), repanusTa ¢
TepudryHOMMA TPAOBA Aa C€ NPEYCTAHOBH.

B cayuaii Ha npeycTaHOBABaHE HA JICUCHHETO TPAOBA Aa CE MPOBEXKAAT YSPHOAPOOHK H3CICABAHHUA HO
HOPMA/IM3HpaHe HAa HUBATa Ha TPAHCAMHHA3HTE.

XHNONPOTEHHEMHS

Trii kaTo TepudIYHOMUA CE CBBP3Ba BbB BHCOKA CTEINEH € IU1a3MEHUTE OENTHLM H CTENCHTA Ha
CBbpP3BaHE 3aBHCH OT KOHLIEHTPALIUATA Ha anOyMHH, TIPH NALHEHTH C XHTIOTIPOTEHHEMHS, HAaTIpHMeD
Npy HEPPOTHUECH CHHAPOM, C€ OYaKBa TUVIA3MEHHUTE KOHUEHTPALHHN HA HECBLP3aHus TepHITYHOMKIA aa
ca noBuuieHK. TepudayHoMua He TpabBa aa ce npuaara Ipy NAUMEHTH B CbCTOSHHA Ha TEXKKa
XHITONPOTCHHEMHA.

KpbBHO HangraHe

[To BpeMe Ha neueHHe ¢ TEPUPIYHOMHA MOXKE Ja HACTHITH NOBULIIABAHE HA KPbBHOTO HanAraHe (Bx.
Touka 4.8). KppBHOTO Handarane Tpsabpa aa ce nposepsARa NMpeay 3arno4BaHe Ha JIEUEHHETO C
TepuIyHOMHUA H NEPHOANYHO cnel Tora. [ToBHLIEHOTO KpBBHO HanAraHe TpAOBa Aa ce JieKyBa 1o
NOAXOAAM] HAYMH NPEAH 3aMOYBAHE U NTO BPEME Ha JIEYEHHETO ¢ TePHEIYHOMHUA.

Hudexumu

3anoyBaHeTO Ha JieueHHe ¢ TepHpayHoMu TpAOBa aa ce OTIIOKH NPH NALHEHTH C TEXKKA aKTHBHA
HHGEKLHA A0 H3TIEKYBaHETO H.

[Tpu nnauebo-KOHTpONHUpaHH NPoyuBaHUa ¢ TEPUPAYHOMHUI He € HabNoJaBaHO YBENHYABAHE HA
cepHO3HUTE MHDeKUHH (BXK. TOUKa 4.8).

Cny4yaH Ha Xeprnec BHPYCHH BHQEKLUHH, BKIIOYHTEITHO OPAJICH XEPIEC H XEPNEC 30CTEp ca
CchOOLLABaHH NMPH TEPHPITYHOMKA (BXK. TOUKA 4.8), HIKOH OT TAX Ca CEPHO3HH, BKIIOUHUTENHO
XepneTuieH MEHUHroeHUedalIUT 1 XepnecHa AMCEMHHALIMA. Te MOTarT J1a c€ NMOARAT 110 BCAKO BpeMe B
X044 Ha JIEYEHHETO.

IIpenBua HMyHOMOAYIUpAILUS €PeKT Ha TePUPIYHOMK], aKO NALMUEHTHT Pa3BHE CEPHO3HA
uH(pekuud, TpaOra ga ce oOOMHCIM cnHpaHe Ha NEYEHHETO ¢ TEPHGITYHOMHA, a NpeaH Bb30OHOBABaHE
Ha TepanuATa TpAOBa Ja ce OLIEHAT OTHOBO NOJI3WTE H pHCKoBeTe. [lopaan ALAruia nNony>>XUBOT MOXe
la ce OOMMCIIH YCKOPEHO €THMHHHPAHE ¢ XONECTHPAMHH WIH BBIVIEH.

[laupentuTe, nonyuasauiy repupaIyHOMUA, TpaOBa na ObAaT HHCTPYKTHPAHH 118 YReAOMABAT JieKapA
MpH NOABa Ha CHMITOMH Ha UH(peKUHH. [laltneHTHUTe ¢ aKTUBHH OCTPH WIH XPOHHYHH HHPEKLIMH He
TpnOBa a 3an04YBaT JieueHHe ¢ TePUPIYHOMHA, J0KATO HHPEKUHHTE He OBIAT H3NEKYBaHH.
be3zonacHocTTa HAa TEPHUPIYHOMUA NPH HHAMBUAHU C JaTeHTHA TYOepKyn03HA UHGEKLIMA HE €
YCTAHOBEHA, Thil KATO NPY KNHHUYBHTE U3MHTBAHHA HE € H3BBPUIBAH CHCTEMATHYHO CKPHHMHT 3a
TyOepKynosa. [launeHTHTe C NONOXKUTENEH PE3YTAT NPH CKPHHUHT 33 TyOepKyno3a Tpabra na Obaar
NEKYBaHH CTIOpe] CTAHAAPTHATA MEULMHCKA MPaKTHKa NpeaH 3anouBaHe Ha TepanuaTa.

PecnupaTopHHU peakiiMm

NUMa cpobmienns 3a unrepcTHuHaiHa Senoapodna 6onect (MBB), kakTo M ciyyaun Ha GenonpobHa
XHIIEPTOHKA, MPH JICUCHHE ¢ TEPUDAYHOMHA N0 BpeMe Ha NOCTMapKETUHIOBaTa ynorpeba.
PuckbT MOxe ga O6bae NoBHILIEH NPH NTALHEHTH ¢ aHaMHe3a 3a UBb.

HUBb Moxke Ja ce mOsSBH OCTPO 1O BCAKO BPEME HA JICYECHHMETO ¢ pa3iMyHa KIMHHYHA KaPTHHA.

HUBb moxe na 6bae ¢ neraned usxon. Hoea nosaea Wik BroilaBade Ha 6enoapoOHUTE CHMITOMM, KATO
HaMpPHMEP yNOPHTa KalTHLA W AUCTIHEA, MOTAT Ja CTAHAT MPHYHHA 32 NPEYCTAHOBABAHGMA .. JH
NIEYESHUETO H 3a NOTHATATBLUHH H3CNEABAHHA MIPH HYXKAa. AKO € HeoOX0AUMO Criupat




XeMaTonornyHy edekTy

HabmiozaBaHo € cpeaHO HaMIsBaHe ¢ NMo-Malko oT 15% cnpaMo H3XOAHOTO HMBO, 3acAraiio Opos Ha
OenuTe KPbBHH KIETKH (BXK. TOuKa 4.8) KaTo npeana3Ha MApka npeay 3ano4BaHe Ha JIEYEHHETO
TpabGBa A2 HMa CKOPOLIHO M3C/IE€IBAHE HA [ThJIHA KPbBHA KapTHHA, BIUIOYHTEIHO AU epeHIHantHO
OpoeHe Ha OennTe KPBbBHH KIETKH M Opoii TPOMOOLIMTH, KaKTO U M3CJIEBaHE Ha IThJIHA KPbBHA
KapTHHA 110 BpEME Ha JIeUeHHETO MPH HEOOXOAMMOCT Cropel KITHHUYHUTE NPH3HALK U CHMITTOMHA

(HanpuMep HHDEKLIMH).

[Ipy NauKeHTH ¢ NpeAIISCTBALLA AHEMHS, JIEBKONIEHHS /UK TPOMOOLIMTONEHHUA, 3 CHILO U NpU
NaLUEHTH ¢ HapylIeHa GYyHKIHMA Ha KOCTHHUS MO3bK WIH NPH TAKKBA ¢ PUCK OT NOTHCKAHE HA KOCTHUA
MO3BK, PUCKBT OT X€MaTOJIOMrM4YHH HApPYyIIEHHS € NMo-BUCOK. [IpH Bb3HHKBaHE Ha TaKMBa eeKTH
TpsabBa Aa ce 0OMHCIM NpoLieaYpaTa 38 YCKOPEHO €IMMHUHKpaHe (BXK. MO-rope) 3a HamajIaBaHe Ha
IUIa3MEHHTE HHBA Ha TEPHEITYHOMHA.

B cnyuau Ha TeXKKH XeMaTOJIOTHYHH PeaKLHH, BKIIOYHTETHO NAHUUTONCHHA, TEPH(IYHOMHA H BCAKO
CBITBTCTBALLIO MUESIOCYTIPECHBHO NIeueHHe TpAOBa Aa ce NPEYCTAHOBAT H Aa ce OOMHUCIIH
NPUIOKECHUETO HA MPOLCAYPa 332 YCKOPEHO ETHMHHHPaHE Ha TepHQITYHOMHI.

KoxXHH peaKLUHH

CrobLeHH ca cyyan Ha CEpPUO3HH KOXHH PeakUMH, MTOHAKOra ¢ JIeTaneH W3X0[, BIIIOUHTENHO
cuHapoM Ha Stevens-Johnson (SJS), TokcuuHa enuaepMaiHa Hekponuza (TEH) U nekapcTBeHa
peakLys ¢ e03HHOQHNNA ¥ cicTeMBH cuMnTOoMH (Drug Reaction with Eoseinophilia and Systemic
Symptoms, DRESS) npu ynorpe6a Ha TepudryHoMuA.

AKo ce Ha0moaaBaT KOXKHH W/ UMK NTMraBHYHM peaKkuyy (YALEepo3eH CTOMATHT), KOUTO NMPEAH3BUKBAT
ChbMHEHHKE 33 TEXXKHU NeHepAIU3HpaHi KOXKHH peakuuu (CHHApoM Ha Stevens-Johnson, TokcHuHa
enuepMalHa HeKpoau3a - CHHApoM Ha Lyell unu nekapcTeHa peakums ¢ €O3HHOPHANA B CHCTEMHH
CUMITTOMH ), TEPHPITYHOMH]I H BCAKO KPYrO Bh3MOMXHO CBBP3aHO € TE3H PEAKUHH JieueHHe Tpadpa na
ce MpeyCTaHOBAT H He3abaRHO Ja ce MPWIOKH YCKOPEHa NMpoLEeaypa 3a enHMHHHpaHe. B TakHea
CJTY4aM MpH NaudeHTHTe He TpAOBa Na UMa NOBTOPHA €KCMO3ULIMA Ha TepudiyHoMUI (BXK. Touka 4.3).

Ipu ynorpeba Ha TepudpyHOMHA ce cboOluara 3a HOBa NMOABA Ha MNCOPHA3HC (BKITIOYHTENHO
MYCTYJIO3€H NCOPHA3KC) K BIOLIABAHE Ha CHIUECTBYBAIL OT Mpeau ncoprasuc. Moxe aa ce oOMucan
NpeKpaTaBaHE Ha JICUCHHETO H 3al04YBAHE Ha NPOLUCAYPa 38 YCKOPEHO CNHMMHHHUPAHE, KaTo ce BIeMe
npeaBUJ 3a60N9BaHETO HA MALMEHTa H MEAHLIMHCKAaTa aHaAMHE3a.

[lepudepHa HeBponaTus

[1py nauMeHTH, NpHeMallli TEPpRGPIYHOMMI, HMa CHOOIIEHHA 3a Cly4an Ha nepudepHa HeBponaThi
(Bx. Touka 4.8). IloBeueTo nauMeHTH ca HMATH NOACOPEHHE CNied MPEYCTAHOBABAHE HA JICYEHUETO C
TepndiyHoMui. Peructpupada e obaue IHpoKa BapHaOWIHOCT B KpaHHHA KH3XO0M, HaNpyMeEp npH
HAKOH NAaLMEHTH HEBPOIATHATA € OT3By4Yana, a NPH APYrH NaUMEHTH CUMITTOMUTE ¢a NEPCHCTHPAH.
AKO naiMeHT, npdeMatll repudayHoMu, pa3BHe NOTBLPACHA nepudepHa HeBponaTha, Tpabsa na ce
OOMMCIIN NMPEYCTAHOBABAHE HA TEPANUATA C TEPH(DITYHOMHU H M3BRBPLIBAHE HA NPOLEAYpa 3a
YCKOPEHO CTHMHHHUPAHE,

BakcuHanus

BpEME Ha leueHHe ¢ TepudIyHOMHA. YnoTpebaTa Ha )KHBH aTEHIOHPaHU BAKCHHH
oT BHpEKLMH U cieaoBaTenHo Tpabea Aa ce n304raa.




HMYHOC}'I’IILCCHBHH HWIiH UHMYHOMOAYJ/IHPAIUH TCPATIUHN

Toii KaTo NedTyHOMHA € H3XOJHOTO CheAMHEHUE HA TEPHPITYHOMHU, HE C€ NPENopbYBA CBITBTCTBALLO
NPWIOKEHHUE HA TEPH(PITYHOMU H NeQIyHOMHA.

CbNBTCTBALLO NMPHIOKEHHE C AHTHHEOMIACTHYHH U HMYHOCYTIPECUBHH Tepalluy, H3IOJI3BaHH 38
neyeHne Ha MC, He e oueHaBaHo. [lpoyusatus 3a Oe30nacHOCT, NpY KOHTO TEPHPIYHOMH] €
NpUJIAraH ChITLTCTBAMIO ¢ HHTepGepoH 6eTa WiIH C N1aTHPAMEPOB ALIETAT 3a CPOK 10 €1Ha rOAHHA, HE
ca MOKa3aJlH HAKAKBH KOHKPETHH ¢hoOpakeHH 3a 6e30MmacHOCT, HO € Ha0moAaBaHa Nno-pHCOKa
YE€CTOTA Ha HEXKEJIAHWTE PEAKLIMH B CPABHEHUE C MOHOTepanuaTa ¢ TepudayHomMua. JAbarocpoyHara
6e30MacHOCT Ha Te3M KOMOUHALIMM NPH JICYUCHHETO HA MHOXKECTBCHATA CKIEpO3a HE € YCTAHOBCHA.,

[IpeMHHaBaHE KbM/WIH OT JEYCHHUE ¢ TepHPITYHOMUI

Ha 6a3aTa Ha KIHHHYHHATE JaHHH, CBLP3aHH ChC CHITHTCTBALIOTO MPHIOXKEHHE HA TEPHITYHOMHA ¢
HHTEpdepoH OeTa WiH ¢ rIaTUpaMepoB alUETAT, HE CE H3MUCKBA NEPHOA HA W34YAKBAHE NPH 3aN0YBAHE
Ha TepUPIYHOMHA cien HHTepdepoH OeTa WiIH ITIATHPAMEPOB ALCTAT, HIIH NPH 3aN04YBAHETO HA
MHTEpepoH OeTa WIH rIaTHpaMepOB alleTaT ClCA TEPHGITYHOMHA.

[lopagu Obarus NOMYKHUBOT HA HATAIM3YMAal, eHOBpEMEHHA EKCITO3HLMA, H CIIEAOBATEIHO HMYHHH
e(pekTH, MOTAT A4 HACTHNBAT AO 2-3 Mecella Cnej npeycTaHoBABaHe Ha HaTanu3ymab, ako
MPHIOXKEHHETO Ha TEPHMIYHOMHA € 3ano4Haso BeaHara. [lopanyu Tosa € HeOOXOAHMO NOBHILIEHO
BHHMAaHHE NPH NpeMHHaBaHe Ha MAlMEHTHTE OT HaTanu3yMal Ha TepuQIIyHOMNU,

B13 oCHOBa Ha NOYXHBOTAa HA GUHTONMMO/, 32 H34YHUCTBAHETO MY OT LUPKYNaLMATa € HeoOXoAUM
nepHoa oT 6 ceAMHLH Oe3 ieueHne, a 3a Bb3CTAHOBABAHE HA JTUMQOLMTHUTE B HOPMATHHTE UM
rpaHuiM € HeoOXoauM nepuoa ot 1 4o 2 Meceua cnel NpEyCTaHOBABAHE HA JICUEHUETO C
(PUHrOMMMOL. 3afTOUBAHETO HA TEPHDIYHOMHA NPE3 TO3H NEPHON LIE HMA 3a PE3YJITAT ChITETCTRAILA
ekcno3umMa Ha GUHronuMo. Tosa MOXe Aa ZoBeAE A0 aIUTHBEH €(peKT BEPXY UMYHHATa CHCTEMA,
nopaax KOeTo ce Hajlara NOBHLUICHO BHUMAHHE.

[Tpu naumenT ¢ MC mMeaunanara Ha ty, € 6nna npubnusurenHo 19 gHuU cneq MEOrOKpaTHO
NPUIOKEHUE HA J03H OT 14 mg. AKO ce B3eMe pELIEHHE 3a NPeYCTAHOBABAHEE HA JICYEHHETO C
TepH(IYHOMHA, TIPE3 NEPHOIA, PABEH Ha 5 NOTYkHBOTa (Npubnu3urenno 3,5 Mecela, HO MOXKE M J1a €
NO-ABbJBI NIPH HAKOM MALHEHTH), 3aN0YBAHETO Ha APYTH TEPanHK LI UMAa 3a Pe3yJITAT ChITbTCTBALIA
excno3uuma Ha TepupayHoMua. Tosa Moxke aa JoBeae A0 AIWTHREH €(EKT BbpXY HMYHHATa CHCTEMA,
HOpajM KOETO CE Hajlara MoBHUIEHO BHUMAHHE.

BaugHye BbpXY ONpeAensHETO Ha HUBATA HAa HOHH3HPAH KaJLHH

B13MOXHO € H3MEPBAHETO Ha HXBATa Ha HOHHU3HMPAH KWLM Aa nokaxke PaniuBo MOHKEHH
CTOHHOCTH NMPH fledeHue ¢ aeduayHoMul W/ unu TepudryHoMu] (AKTHBHHAT MeTabonuT Ha
nedbnyHOMHA) B 3aBUCHMOCT OT BUAA HA M3MNOJI3BAHMA aHATIM3aTOp Ha HOHH3HpaH KallMi (Hanp.
KPBhBHO-Ia30B aHaH3aTop). [lopaan ToBa NMpH NALMEHTHTE, JIEKYBaHH C JIEDTYHOMHA HIIH
TepudIYHOMU], € HEOOXOAHMO A2 C€ MPOBEPH AOCTOBEPHOCTTA HA H3MEPECHHTE NOHMXCHH HMBA Ha
HOoHW3MpaH kanuuii. B cyvail Ha CbMHUTENIHM PE3YJITATH Ce NpernopuY4Ba Aa ce onpeaein obulara
KOHLICHTpaLKsa Ha anOyMHH-KOPHTIHpaH KallLlMHA B cepyMa.

[leanaTpryHa nonyaalua

[Tauxpeamum

B neanaTpHYHOTO KIMHMYHO H3MMTBAHE ¢a HAOMIOAABaHKN CTyYaHu Ha IAHKPEATHT, NOHA
NpH MaLUeHTH, Nony4vapaily TepupayHoMHua (BK. TOUYka 4.8). KnHHHYHUTE CHMITTOM _ " N
kopemHa 00JKa, rageHe W/WiK nospbiuane. [Ipy Te3u nauneHTn cepyMHaTa aMHaas ;f,ﬁ.ﬁm ﬁ?’
ounu nopriieHn. BpemeTo 3a nosBa Bapupa OT HAKOJIKO MECELA 10 TPH TOJAHHH, Haﬁn{é’r{rmﬁi q?‘ abRa L
na 6b1aT MHOPMHUPAHH 32 XAPAKTEPHHTE CUMITTOMH Ha NaHKPeaTHT. [TpH ChbMHEHNE 34 NAtKpeaTyT 17 | *
TpA6Ba 1a ce U3CNeNBAT NaHKPEACHHTE EH3HMH H CHOTBETHHTE J1aGOPATOPHH NoKasayeim Axdee: -~ /
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NOTBbPAH HAJIMYHE HAa NAHKPEATHT, TEPUGIYHOMH TPAOBa [1a ce NPeyCTaHOBH H Ja CE 3alO4He
npoleaypa 3a YCKOPEHO eJIMMHHHpaHe (BX. TOukKa 5.2).

JlaxTo3a

Toii kato Tepudaynomua 3eHTHBA TAONETKH CHABPKAT J1AKTO3a, NALMEHTH C PeIKH HACNIEACTBEHH
npoGneMu Ha rajlakTo3Ha HENMOHOCHMOCT, MHJIEH JIAKTa3¢H AePHLIMT WIH [MIOKO30-TalaKTO3HA

manabcopbLma He Tpabpa Aa NpHEMAT TO3H JIEKAPCTBEH MPOAYKT.

Hatpuh

Tosa nekapcTBO chabpXKa no-Manko ot 1 mmol natpuii (23 mg) Ha TabneTka, T.€. NPAKTHYECKH HE
ChAbpiKa HATPHH.

4.5 BiaamojgeiicTBHe ¢ APYI'H JIEKAPCTBEHH NPOAYKTH H APYrH GOpPMH HA B3aEMOAeHCTBHE

@apMaKOKHHETHYHH B3aUMOACHCTBHA Ha APYrH BELIECTBA C TEPH(PAYHOM

OCHOBHHAT BT Ha OHOTpaHcPopMaUnA Ha TEPHGPIYHOMH € XHIPOIN3a, 3 OKMCICHHETO €
BTOPOCTENEHEH ITBT.

Mownu unoyxmopu na yumoxpom P450 (CYP) u na mpancnopmepume

ChIBbTCTBALIOTO MHOTOKPATHO NpWIo:KeHHe Ha 1034 (600 mg BeaHBXK AHEBHO B MPOAB/HKEHUE HA 22
nHu) pudamMnuuuH (MaaykTop Ha CYP2B6, 2C8, 2C9, 2C19, 3A), KakTo W Ha HHAYKTOp Ha
edurykcHUTE TpaHcnopTepH P-rnukonporenH [P-gp] v npoTedH Ha pe3UCTEHTHOCT Ha pak Ha rbpJaTa
(Breast cancer ressistence protein, BCRP), ¢ repudnynomua (70 mg eaHHHMYHa 803a) € JOBENO 40
HaManaBaHe npubansuresHo ¢ 40% Ha ekcnosuuusaTa Ha repuduryHoMna. Pudamnuums 1 apyrn
M3BECTHH MOIUHHK HHAYKTOPH Ha CYP ¥ TpaHcnoprepHTe, KaTo HanpUMep Kapbamaienuy,
deHobapbuTan, GeHUTOMH U KBJIT KAaHTApUOH, TpAOBA Aa ce nNpuwiarar ¢ NNOBHIIEHO BHHMaHHe Mo
BpEME HA JIEUEHHETO ¢ TePUQIYHOMHUA. |

Xorecmupamun Uil akmugen 6b2ieH

[Ipenopbupa ce NauMEHTHTE, PHEMALLK TEPHPITYHOMHBA, Aa HE OBAAT JIEKYBaHH C XOJIECTHPAMHH HIIH
AKTUBEH BBIJICH, OCBEH aKO HE CE LIENH YCKOPEHO SIMMHHHPAHE, ThH KaTo TOBA BOAM 10 OBp30 U
3HAYUMO HAMAISBAHE Ha TU1a3MEHaTa KOHUEeHTpauua. CMaTa ¢e, Y& MEXaHU3MBT € CBbP3aH ¢
NPEeKXbCBaHe Ha EHTEpOXeNnaTaTHHA KPBEroBpaT W/ WM C raCTPOMHTECTHHAIIHA NUATH3a Ha

TepHPITYHOMMUI.

DapMaKOKHHETHYHH B3aMMOACHCTBUA Ha TePH(IYHOMUA € APYTH BELIECCTBA

Egexm na mepugnynomuo svpxy cyocmpamu na CYP2C8: penazaunuo

Hanuue e nosuinasare Ha cpeanata Cmax H AUC (Ekcnosmums nuiow noa KpMBara) Ha penaridHu
(cvoTBeTHO ¢ 1,7 K ¢ 2,4 TETH) ClIeA MHOT'OKPATHO MPWIOXKEHWE HA TePUGTYHOMKII, KOETO NOKA3Ba,
ye TepuiyHoMHA € HHXHOUTOp Ha CYP2C8 in vivo. [lopanu ToBa € HEOOXOAMMO MOBHIIEHO
BHHMaHHe NpH ynorpeba Ha ICKAPCTBEHHW NMPOAYKTH, KOUTO ce MeTtabonusupat or CYP2CS8, kato
HanpHMep penarivHuA, NaKAMTAKCES, MHOTTIUTA30H WIH PO3UTIMTA30H, 110 BpeME Ha JICUYCHHE ¢

TepHPIIYHOMHUA,

Edhexm na mepughnynomuo evpxy nepoparnu konmpayenmusu: 0,03 mg emununecmpaduon u 0,15 mg
AEeGOHOpzecmpen

Ja HMa HeOIaronpHATHO BIIMSHHE BbPXY €(PHKACHOCTTA HA NEPOPANHUTE KOHTPAIUE
TpAOBa na ce uMa npeasua npu n360pa U aaaNTUPAHETO Ha JICHEHUETO ¢ Nepopaly
KOMTO C€ U3NOJA3BaT B KOMOMHaLMA ¢ TepHPIyYHOMUA,.



Edyexm na mepughnynomuo evpxy cyocmpamu na CYPIA2: xogheun

MHOrokpaTHO NpUIOXKEHH A03H TepHPIYHOMUA HamanaBaT cpeaHaTa Cpax U AUC Ha kodennHa
(cyberpat Ha CYP1A2) coorBetHo ¢ 18% n 55%, koeTo npeanonara, ye TepH(IyHOMHA MOXKE 1 €
cnabd nuayktop Ha CYP1IAZ2 in vivo. [lopaau ToBa iekapcTBEHH NPOAYKTH, KOUTO ce MeTabonH3npar
oT CYPI A2 (kaTo HanpuMmep QyJIOKCETHH, alioCEeTpOH, TEOPUIHH U TH3aHUMH), TpAOBa na ce
M3NMON3BAT BHUMATENHO M0 BpeME Ha JIeHEHHETO ¢ TepudTyHOMH], Thii KaTo ToBa OM MOINO Aa oBeae
1O HaMansBaHe Ha €PUKACHOCTTA HA TE3H JICKAPCTBEHH MPOAYKTH.

Edbexm na mepughnynomuo evpxy sapgapun
MHOroKpaTHOTO NPHIOKCHHE HA A03H TEPHOITYHOMHI HE € HMAJIo eeKkT BLpXy papMaKOKHHETHKATA

Ha S-sapdapHH, KOETO OKa3Ba, 4e TEpUUIYHOMI] HE € HUTO HHXUOUTOp, HUTO MHAYKTOP HA
CYP2C9. Habmonasano e obaue HamasieHue ¢ 25% Ha NUKOBUTE CTOMHOCTH Ha MEXIYHAPOIHOTO
HOpManHu3upaHo chroTHolleHMe (INR) npu ¢eIBLTCTBALIO NPUIOKEHHUE HA TEPHGIYHOMUA W BapdapHH
B CpaBHEHHE CHC CAMOCTOATENHOTO NpUIoKeHUE Ha BapdapuH. [lopaau ToBa npy ChMBLTCTRALIO
NPWIOKEHWE HA BappapHH ¢ TEPHGITYHOMH/ Ce MPenopbuBa BHUMATEIHO NPOCensBaHe H
HaOntoneuue Ha INR.

Ecexm na mepughynomuod evpxy cybcmpamu na mpancnopmepa na opzanuunu asuony 3 (Organic
anion transporter 3, OAT 3):

Hanuie e nopuiiaBave Ha cpeaHaTa Crg H AUC Ha uedaxnop (cvorserHo ¢ 1,43 v ¢ 1,54 mbTH) cnen
MHOIOKPATHO MPUWIOKEHHE HA TEPHGITYHOMM, KOETO NPEAnonara, ue TepudayHOMuI € HHXHOMTOP
Ha OAT3 in vivo. Ilopaau ToBa ce npenopryBa MOBHIICHO BHUMaHUE, KOraTo TepudIyHOMHN ce
npuiara €QHOBpEMEHHO cbe cyOcTpaTu Ha OAT3, kato Hanpumep uedaxknop, OeH3UINEHHULIHIIHH,
LUnpo¢uIOKcaUMH, HHAOMETALMH, KeTonpodeH, PypozeMu, UIHMETHIHH, METOTPEKCAT, 3HA0OBY,AHH.

Eghexm na mepugpnyrnomuo evpxy cyocmpamu na BCRP u/unu cybcmpamu na nonunenmuou Bl u B3,
mpaxcnopmupawu op2ariuynu anuonu (QATPIBI/B3):

Hanuue e noBrilaBaHe Ha cpenHata Cmax U AUC Ha po3yBacTaTHH (cboTBeTHO 2,65 1 2,51 nmvTH) cinen
MHOTOKPaTHO NPWIOKEHHe Ha 1034 TeprdayHoMua. ToBa NOBHilIaBaHe Ha IUIA3MEHATA €KCIO3HULIHA
Ha PO3yBacTaTHH, obaue, HE € 0Ka3aI0 ABHO BiIHAHHE BbpXY akTHBHOCTTa HA HMG-COA penykra3sara.
[Ipenopbusa ce HamanasaHe ¢ 50% Ha Bo3ara Ha pO3YyBAaCTATHH NPH CHITLTCTBALLIOTO MY NPHIOXKEHHUE
¢ repudnyHomMua. [Ipn ocrananure cydcrpati Ha BCRP (Hanp. MeTOTpeKcaT, TONOoTeKaH,
cyndacana’uH, 1ayHOpyOHLMH, fokcopyOHLMH) U cemelicTBoTo HR OATP, ocobeHo HHXHOUTOPHTE Ha
HMG-Co penykrasara (Hanp. CHMBacTaTHH, aTOPBACTATHH, IpaBacTATHH, METOTPEKCAT, HATETTHHHA,
penarnMHuA, pudaMiIBLHH), NPH CHITHTCTBAILO NPUIOXKEHHE ¢ TEPHPITYHOMUI € HeobxonumMo
NoBULIEHO BHHMaHHe. [laumerTuTe TpAOBa Oa ce npocneasraT BHUMATEIHO 38 MPHU3HALH H CHMITTOMH
Ha MPEKOMEPHA €KCNO3ULMA Ha TE3U EKapPCTBEHH NPOXYKTH U Ja ce 0OMHKCIM HaMangaBaHe Ha
TAXHATA A034.

4.6 @DepraanTeT, HPEMEHHOCT H KBPMEHE

HPHHOH{EH HC MTDH MBAKC

[lpuemMa ce, ye pHCKBLT OT MEAHMPaHa OT MBXa eMOpHodeTanHa TOKCUYHOCT 10 BpEME Ha JIeUeHue ¢
TepuIYHOMHI € HUCBK (BX. TOuKa 5.3).

bpeMeHHOCT

Mma orpaHHyu€HH JaHHH OT ynoTpedaTta Ha TepudpayHoMua npu SpeMeHHH xxeHH. TIpoyu JyMATH TIp?
>KHBOTHH MOKA3BAT PENPOAYKTHBHA TOKCUYHOCT (BXK. TO4Ka 5.3). Shan
TepugyHoMua Moxke a npeau3BHKa CCPHO3HH BPOACHH Je(EeKTH, KOraTo ce npuia
bpemenHoct. TepudgnyHoMua e npoTBonokasaH no BpeMe Ha GpeMeHHOCT (BX. TOu
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NIEYEHHUETO H CIIE/l IEYEHHETO, NOKATO NNa3MEHATA KOHUEHTPALMA Ha TepHBAYHOMIT' e hen 0, 02 mg/l
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[1pe3 To3u nepHoa skeHHUTe TpAOBa Aa 0OCHAAT C NEKYBALLHA JIEKAp BCHYKH CBOM HAMEPEHHA 114 CIpaT
HJIM 14 NPOMEHAT KOHTpauenuusaTa. Jleuara ot >K€HCKH NoJj W/ WM POAUTENIHTE/ TIONIarall|uTe I'PHXKH 33
Aela OT KEHCKH noJ1 TpaOBa Aa 6baaT HH(POPMHPAHH 3a HEOOXOAMMOCTTA Ja C€ CRBPXKAT C
NneKyBallHA JieKap, cied KaTo AEeTeTO OT KEHCKH NOA Ha JICYCHHE Ha TepHPIYHOMH NOTYYH
MeHcTpYalHs. HeobxoauMo e Aa ce npoBeae KOHCYITALUMA HA HOBHTE MAaLHEHTH ¢ AETEPOAECH
NOTEHLMAN OTHOCHO KOHTpAUENUHUATA H NOTEHLMANHUA pHCK 3a rutofa. Tpsbsa ga ce oOMHCIH
HacOYBaHE KbM I'HHEKONOT.

[TaupeHTHTe TPAOBa Na OBAAT HHCTPYKTHPAHM AA NPEYCTAHOBAT TEPHQIIYHOMH H He3abaBHO na
YBEOMSAT JIEKaps C LieS1 U3BbPLIBAHE HA TECT 3a OPEMEHHOCT, aKO MMa HAKaKBO 3a0aBsaHe Ha
MEHCTPYAUKATA HIIH JPYTH IIPHYHHH J1a c€ M0J03Hpa OpeMEHHOCT, KaTo MPH MOJIOKHTENEH Pe3y/ITaT
OT H3CJICABAHETO IEKAPAT H NaUKeHTsT TpAOBa na 06ChAAT pHcKa 3a OpeMeHHOCTTa. BB3MOXKHO €
OBbp30TO HaMaIABaHEe HAa HUBOTO Ha TEPUPTYHOMHI B KPbBTA, YpE3 NpHIaraHe Ha ONHCaHaTa no-aoiy
npoLeaypa 3a YCKOPEHO €IMMHHMpaHe, Py NbPBOTO 3aKBCHEHHE HAa MEHCTPYALMATA, Aa AOBEIE A0
HaMansBaHE Ha pUCKa 3a JeTyca.

[Ipu xeHH Ha e4yeHHe ¢ TepudIYHOMHI, KOUTO Xenasr 2a 3abpeMeHesT, NPpHIIoKEHHETO Ha
JICKapCTBEHHA NPOAYKT Tp2OBa Aa ObAe CNpIHO K&TO Ce NPenopbUuBa U NPoLEAYpa 38 YCKOPEHO
€THMHHHPAHE, ¢ Uen No-0Bp30 AOCTHraHe Ha KoHLeHTpalsa noA 0,02 mg/l (Buxkre no-nony).

AKO HE c€ MPUNOXKH NMpoLEAYPa 3a YCKOPEHO €JITHMHHHpPaHE, MOXKE 14 C€ O4aKBa IU1a3MEHOTO HUBO Ha
Tepudaynomua aa ocrane Haa 0,02 mg/l B npoabkeHne Ha cpeaHo 8 Mecela, HO IPH HAKOK
NauHEHTH € Bh3MOXKHO Ja Ca HeOOXOAHMH 0 2 rOZIMHH 3a JOCTHIaHE Ha IU1a3MeHa KOHLICHTPALIUA
noa 0,02 mg/l. ITopaau roea nnasmenara koHueHTpauxs Ha TepudyHoMua Tpabea na ce H3MepH,
NpeaH XkeHaTa na npasH ONUTH 3a 3a0pemensaBane. Cnepn KaTo ce yCTAHOBH, Ue TUla3MeHaTa
KOHLIEHTp&aLUA Ha TepudayHomMua € noa 0,02 mg/l, Tpsabea na ce M3BLPLIM NOBTOPHO H3MEPBaHE Ha
1a3MEHATa KOHLCHTPAUMA Clied MHTepBal OT MUHUMYM 14 nHH, AKO Y ABETE MJia3MeHH
koHUeHTpaLmH ca noa 0,02 mg/l, He ce oyakpa pHCK 3a deTyca.

3a DOMBTHHATENIHA HHPOPMAaLIHA OTHOCHO H3CJIEIBAHETO Ha NpoOH, MOJIf, CBBPXKETE Ce C NPHUTEXATENA
Ha pa3pelICHUETO 3a ynoTpeda WK ¢ HeroBUA JIOKANEH NPEACTaBUTEN (BXK. TOuKa 7).

Ipoyedypa 3a ycxopeno esumunupane

Chen npeycraHOBABaHE HA JICUCHUETO ¢ TEPUPIYHOMMA:
* Mpuiara ce XonecTHpaMHH 8 g 1o 3 nbTH AHEBHO 3a neproa ot 11 auu. B cnyyaii ue
XOJIECTHPAMHH 8 g TpH IMbTH AHEBHO HE ¢€ NOoHacs Ao0pe, MOXe Aa Ce NPHWIOKH XOJECTHPAMHH 4

g TPH METH AHEBHO;
*  aJTEpPHaATUBHO ce npunara 50 g aKTHBEH BBIVIEH Ha TNpax Ha BCeKH 12 yaca B npoab/DkeHKE Ha | |

JAHH.

Crnien BCAKa OT ABETE AJITEPHATHBHH IPOLIEAYPH 32 YCKOPEHO €NHMUHHUPaHe 00aue ce H3UCKBA U
Bepu(HLIMpaHe Ype3 2 OTACIIHH TECTA MPE3 HHTEPBAJ OT Hal-Maiko 14 fHKW, KAKTO ¥ MEPHO] Ha
H3YaKBaHe OT €JHH H MOJIOBHHA MECELIa MEXKRY MbPBATa MoABa Ha IUIa3MeHa KoHueHTpauud noa 0,02
mg/l H oruoxkaaHeTo.

Kakro xonecTHpaMiH, Taka 4 aKTUBHHMSAT BBIJICH Ha Npax, MOraT Aa MOBJIMAAT BBPXY abcopOumaTa Ha
€CTPOr€HHTE H NMPOTreCTOrCHUTE A0 CTENEH, Ye Aa HE MOXKeE Aa ¢€ rapaHTHpa HaAeKIHA KOHTPAUETILIHSA
¢ MEPOPATHH KOHTPALICNITHBH B NEPHOAA Ha IPOLIESYPATA 33 YCKOPEHO €IHMHHBPAHE ¢ XOJIeCTHPAMHH
MM aKTUBCH BbINeH Ha nipax. JlpenopruBa ce NpuioKeHHe Ha aNTepHATHBHH METOAH 32
KOHTpauerus.

KbpMeHe

[IpoyuBanus NpH )KHBOTHH MNOKA3BAT €KCKpeLHA Ha TepHPIyHOMHI B MIIAKOTO. Tep
NPOTHBOMOKA3aH NO BpeMe Ha KbPMeHe (BX. Touka 4.3).
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Deprunurer

JlaHHHUTE OT NMPOYYBAHHA MPH )KMBOTHHU HE NOKa3BaT €(PeKT BbpXy (eprHiauTeTa (BXK. TOUKA 5.3).
Bbrnpeku ue JTUNCBaT JaHHH NPH XOpa, He ce 04aKBa €(PeKT BbPXY (PEepPTHIMTETA NPH MbBIKE H JKEHH.

4.7 EdexkTn BbpXy cnocobHocTTa 32 modHpane H padbora ¢ MAIIHHH

Tepudnyromua 3eHTHBa He MOBIMABA WIIH MOBJIMABA NMPEHEOPEKHUMO CrIOCOOHOCTTA 3a WOodHpaHe H

paboTa ¢ MallIMHH.

B ciyuyaii Ha HeXKeJlaHM peakLM|, KaTo HanpuMep 3amaiiBaHe, KOeTo ce cboOLaBa npu jequryHOMMA,
KOETO € W3XOHOTO BELIECTBO, MOXKE Jla € HapylIeHa CriocOOHOCTTAa Ha MAUMEHTHUTE 3a KOHLIEHTpaLH
U aJleKBaTHa peakuus. B TakuBa ciyyau nauMeHTHTe TpsAOBa 21a ce Bb3AbpXKaT OT 1ogHUpaHe U padbora
C MalLIHHH.

4.8 HexelaHH JIEKAPCTBEHH PeaAKIHH

O6061enue Ha npoduia 3a 0e30MacHOCT

Haii-uecTo cboO11aBaHUTE HEXKEIAaHH PEaKLIMM NpH JIeKyBaHUTe ¢ TepuduiyHoMu (7 mg U 14 mg)
nauueHTH ca: rnaodonue (17,8%, 15,7%), anapus (13,1%, 13.6%), nosuiien ALT (13%, 15%).
rajgeHe (8%, 10,7%) u anoneums (9,8%, 13,5%). Hait-obuo0, rnaobonuero, AMapusTa, raieHeTo M
aJIoNeLMATa ca JIeKH 10 YMEPEHH, NPEXOJHH U PAAKO ca BOAMUJIM 110 NPEKpATIBAHE Ha JICYEHHUETO.

TepudnyHomua € oCHOBHUAT MeTabonuT Ha nedayHomud. [TpodpuabT Ha Oe3onacHOCT Ha
nedIyHOMHU MPH NALMEHTH, CTPaJalld OT PEBMAaTOMIEH apTPHUT HJIH NCOPHATHYEH apTPHT, MOXKeE J1a €
CBOTHOCUM TPH NpeAnucBaHe Ha TepudayHomMua Ha naureHTH ¢ MC.

TaGnnyeH cCNUCHK HA HEXKEJTAHUTE PeaKLUH

TepudnyHomua e uicneasan npu oduo 2 267 nauMeHTH ¢ eKcro3uuus Ha TepuduiyHoMua (1 155 Ha
TepuayHomua 7 mg U 1 112 na repudpaynomua 14 mg) BeAHBK JHEBHO NPH Me€lHaHa Ha
NPOABLDKUTEITHOCT OKOJI0 672 AHU B YeTUPH niauebo-koHTposiMpanu npoyusanus (1 045 u 1 002
NalMEeHTH CbOTBETHO Ha TepUPAYHOMHA 7 mg ¥ 14 mg) ¥ e1HO NPOYyYBaHE C aKTUBEH CPaBHHUTEJIEH
npoaykT (110 nauueHTH BbB BCAKA OT IPYNHUTE HA JIeYEHHUE C TEPHPIYHOMH/1) NPH Bb3PaCTHH
MalMEeHTH ¢ NPUCTBLIHU (popmu Ha MC (npucTbnHa MHOXKeCTBeHa ckiepo3a, [IMC).

[To-nony ca u30poeHH HeXKeNaHUTE PeaKLIMM, CbOOLIEHH NMPH TEPUGPIYHOMHU] B 11aLie00-
KOHTPOJMPAHH NPOYYBaHHUs MPH Bb3PAaCTHH NALMEHTH, NOKIAABaHH 3a TepupayHomua 7 mg uiau 14
Mg OT KJIMHWYHH MPOYYBAHHUSA NPH Bb3PACTHH NaUMeHTH. HecToTHUTE ca neUHUpPaHH Ype3 npujlaraHe
Ha cjie/iHaTa KOHBeHLUMsA: MHOro yectH (>1/10); yectu (=1/100 no <1/10); Heuectu (>1/1,000 no
<1/100); peaku (=1/10,000 no <1/1,000); mHoro peaku (<1/10,000); u ¢ Heu3BecTHa yecToTa (OT
HaJIMYHHUTE JaHHHU He MOXKe J1a Ob/le HanpaBeHa olleHKa). BbB BCsAKa rpyna no 4ectora HeXKeJIaHUTE
peakiHH ca MpeCTaBeHH B HU3XOAA11] pe/ M0 OTHOLIEHHE Ha TAXHATa CEPHO3HOCT.

Cucremo- [Muoro Yectn HeuecTn lPemm Muoro |C nens-

OpraHHH 49eCTH Ipemm |BecTHA

KJIACOBE | T : ¥ ' 4ecTOTA

Undekuuu u ['pun, Texku

UH(pecTaLum HMudekums Ha HH(DEKLMH,
FOPHHUTE BKJIFOUMTEJTHO | —
IUXaTETHH cencuc® P\ Ny
b, VSt
Mudekums Ha 1S/ Ly
MUKOYHUTE S [ef R
nbTHIIA BpOHXHT, \ B\ Ve
CHHY3HT, \\ . R
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Cucremo- Msuoro YecTH HeuecTn Peaxkn Mlom C nens-

OpraHHH YeCTH PeAKH |BeCTHA
KJjlacose Sl e |
I MapHUHIHT,
Lluctur, Bupycen
raCTPOEHTEPHMT,
Xeprec BUPYCHH
nHpexkunn®, 3n0Ha
HHEKLHA,
JlapuHrur,
Tinea pedis
HapylueHus Ha Heyrponenus®, Jleka TpoMbo-
KpbBTa H AHeMus LIMTOTIEHH
nuMdHara (TpOMOOLIUTH
cCHCTEMA <100 G/I)
HapyiieHus Ha Jleku anepruunn | Peakumu Ha
MMYHHaTa peaKLMH CBpPbX-
CUCTEeMa 4YBCTBH-
TEJIHOCT (OT
OBbp3 WIH OT
3a0aBeH THN),
BKJIOUHUTEJTHO
aHaduIaKkcus
H aHTHOE1EM
[lcuxuyHU TpeBoxxHOCT
HapyLIEeHHs
Hapywienus na |I'naBobonue |llapecre3us Xunepecre-
HepBHaTa Munac, U1,
CUCTEMA CUHApOM Ha HeBpasnrus,
kapnanHusa tyHen |lIlepudepna
HEBPOIIaTHA
CbplieyHm [TannuTaumu
HapyLIeHHs
Cb0BH XuneproHus®
 HapyLIEHHUs
PecnupaTtopHhu, HurepcTu- beno-
PbAHU U LiHaJiHa npobHa
Me/IHacTHHAJI- OenoapoOHa XHIiep-
HU HapyllIEeHUs Oonect TOHHSA
CToMallHoO- Jnapus, [Mankpeatur®®, CToMaTHr,
YpeBHH ["anene bonka B ropnara |Koaur
HapyLIEeHHUS 4acT Ha Kopema
[loBpbluaHe,
300001
Xenaro- [loBuieHa [loBuiueHa rama- OcTbp Jlekap-
OnMapHm ajaHuH FJTyTAMUIITPAHC- XEnaTUT CTBEHO-
HapyLIEHHS amuHoTpaHc- |(epasa (GGT)°, HHLY LIH-
¢epa3a [loBuiueHa pPaHo
(ALT)® acrapTaT aMHHO- uepHO- |
TpaHcdepasa’ ) ,{\J\WH@ X
VD -
T M!He" %
G i ads?
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HeuecTHn
Hapylwuenus Ha Jducnunune-
mMeTabdoJIM3Ma M MU
XPaHEHETO
Hapyuienus Ha | Anoneuus O0OpuB, AKHe HapyueHus
KO)KaTa U Ha HOKTHTE,
MOJAKOXKHATa NCOpHA3UC
TbKaH (BKJIOYHTEII-
HO MYCTYJIO-
.36.“)3.6
Texku
KOXKHH
peaKLHH *
Hapyuienus Ha MycCKyHO-
MYCKYJIHO- CKeJIeTHA
CKeJIeTHaTa 00JIKa,
CUCTEMA H Muanrus,
ChEAMHUTEIIHA ApTpanrus
Ta ThKaH
Hapyuenus Ha [lonakuypus
OnOpenuTe u
MUKOYHHUTE
NbTHIIA
Hapyuienus Ha MeHoparus
Bb3MPOHU3BO-
AUTEJIHATA
CHCTEMA H
rppjaara
OO0wu bonka, AcreHus *
HapyLIEHHUS U
e(eKTH Ha
MACTOTO Ha
PUJIOXKEHHE
HU3cnenBanus HamansBaHe Ha
TErJao0To,
Hamanen 6po#
HeyTpopHIIK®,
Hamanen Opoii
Oeli KpbBHH
KJeTKHC,
[loBuIilIEHA
KpeaTHHocho-
KHHa3a B KPbBTa
HapansBanus, [locT-
OTPaBAHHA W TpaBMaTH4YHa
YCJIOKHEHHUA, 0oJiKa
Bb3HUKHAJIU B
pe3yJiTaT Ha B i
MHTEPBEHLIMH L
a: MOJISl, BIOKTE TOYKaTa ¢ noApoOHOTO ONMHUCaHue V3 A

0: BHxkTE TOuKa 4.4 j [ AV RS
B: YECTOTaTa NpH Jieua € “yecTu Ha Oa3ara Ha KDI—ITPGJ'IHPEHD KJIHHHYHO npquaam# npni b
NneaAHaTPUYHU NAUMEHTH, YECTOTaTa € “"HEYECTH [PH Bb3PacTHH \- '
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Onucanune Ha M30panu HEeXKENAHH peakLHK

Anoneyun

AJoneuuaTa ce cbo0UaBa KATO M3THHABAHE HA KOCATA, HAMANEHA UTBTHOCT HA KOCaTa, KOoconas,
CBBP3aH WM HE ¢ NPOMAHA B CTPYKTYpaTa Ha KOCbMa, npH 13,9% ot naunenTHre, nexypanu ¢ 14 mg
TepudayHoMua, crpamMo 5,1% ot naupeHTHTE, NeKyBaHu ¢ nnauebo. [loBeuero cnyuyam ca onucanu
KaTo AM(y3IHH WIH reHepanv3npaHd no uenus ckann (6e3 crobLeHNs 38 NhIHO OILUICLUHBABAHE)
HaK-4€CTO ¢a HACTBLIBAIM NpeE3 MbpPBHTE 6 MEcena, KaTo ca oT3By4dany npH 121 or 139 (87,1%) ot
NauHeHTUTe, IeKyBaHH ¢ TepudayHoMda 14 mg. [IpexkbcBaHe Ha le4eHHETO NOpaaH aloneLMs €
HacTLNMHIO NpH 1,3% oT nanMeHruTe B rpynara Ha tepuduryHoMun 14 mg 8 cpaBHenue ¢ 0,1% B

nnauedo-rpynara.

Eghexmu svpxy uepnus opob
B nnaue6o-KOHTpOnypaHH NpPOYYBaHUA NPH BBE3PACTHH NALMEHTH € YCTAHOBEHO:

MNosamasane na ALT (cnopea 1abopaTopHu ZaHHA) cOpIMO HIXOAHOTO HEBO - [lonyaanns

32 6€30NACHOCT NPH NNane60-KOHTPOJHPARE NPOYYBAHHS
ILnanebo Tepudaynomun 14 mg
(N=997) (N=1002)

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

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

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

>20I'TH 4/994 (0,4%) 3/999 (0,3%)

ALT >3 I'TH u Obmtbuwnu >2 [TH 3/994 (0,5%) 3/999 (0,3%)

Jlekm nosuilieHUa Ha TpaHcamMuHasuTe, ALT noa wnu paBHo Ha 3 nuTH I TH, ca HabatopaBaHu no-
YEeCTO MPH JIEKYBaHUTE ¢ TepHUIYHOMHA IPYIH B cpaBHEHHeE ¢ auedo. YectoraTa Ha ciiyyauTe ¢
nopuuieHHe Haa 3 meTH I TH nny noeede e 61na paBHOMEPHO pasnpeencHa Cped TepaneBTHUHHTE
rpynH. Te3n NOBHIIEHNA HA TPAHCAMMHAZHTE Ca HACTBNBAJIH NPEAHMHO Npe3 ITLpBHTE 6 Mecela OT
neveHHeTO U ca Owin oOpaTHMH cliel NPEYCTAHOBABAHE Ha JICYEHHETO. BpeMeTo 3a Bb3CTaAHOBABAHE €
BApHMpA/IO B FPAaHKLIMTE HA MECeLH M TOHHH.

Edhexmu svpxy xpvenomo nanazane

B nnanebo-KOHTPOMHpaHH NPpOY4YBaHHA MPH Bb3PACTHH [TAUHEHTH € YCTAHOBEHO!

- CHCTOJHOTO KPBBHO HanfAraHe € ouno >140 mm Hg npu 19.9% ot naumenTHTe, noay4yapaiuu 14
mg/aeH TepudIyHOMHA, B cpaBHeHHE ¢ 15,5% npu nonyyasawmre runauedo;

- CHCTOJIHOTO KpBBHO HansraHe € omno >160 mm Hg npu 3.8% o1 nauueHTHTe, noyyaBaiy 14
mg/neH TepudIyHOMH], B cpaBHeHHe ¢ 2,0% npu nosyuyasamure wanebo;

- AWacCTONHOTO KPpbLBHO Hanarane € 6uno >90 mm Hg npu 21.4% ot nauMenTHTe, NOMTYy4Yagauu 14
mg/neH TepudayHOMH], B cpaBHeHHE ¢ |3,6% npu nonyyasawmure mwauebo.

Hughexyuu

B nnauebo-koHTponMpaHd NpoyyBaHUA NP BB3PACTHH NalHEeHTH He € HabloaaBaHO yBEeNHYaBaHE HA
cepro3HHTE HHPEKUMH NpH TepHdayHomua 14 mg (2,7%) cnpamo nnauebo (2,2%). CeprosHu
ONOPTIOHUCTHYHH HHEKLMHU ca HacTeIIH NpH 0,2% BBB BCaka OT rpynuTte. TexkxkH HHPEKLMH,
BKJIFOYHUTETHO CENICUC, MOHAKOra ¢ JeTalneH H3Xo/, ca Ounu cboblieHd B TOCTMAPKETHHIOBUS MIEPHOA.

Xemamonozuunu eghexmu
B mnauedo-kOHTPONHMpaHU H3NWTBAHHA ¢ TEpUPAYHOMH NPY Bb3PAaCTHH NMaLKMEHTH € HabmoaaBaHo
CpeaHO HaMasleHHe, 3acarawo 6pos Ha benute xpbBHM kneTkH (BKK) (<15% cnpsamMo u3xo
HHMBA, I'IaBHO HaMaJIEHHE Ha HEYTpOPWIKTE U IMHMGOLMTHTE), HO FIPH HAKOH MaLHe
HabaoaaBaHO NO-roNaMo HamaneHre. HamaneHuero Ha cpeaHus Opoi cnpsaMo u3x
HACTBLMBAJIO Npe3 MLPBHTE 6 CeAMULIH, ClIe] KOETO C€ € CTaOWIH3KPaAiO BBB BpeEM
Ha IEYEHHETO, HO HA NO-HUCKH HHBA (HAMAJIEHHE ¢ HO-MaNKO 0T 15% CnpiMo H3XDIHATO HRBD).. >
EdexrsT BhpXy Opos Ha uepseHuTe kpbBHH KneTkn (UKK) (<2%) u 6pos Ha TpoMonuTaTe (<10%ye; . .
6un no-cnabo m3pase. 7, o BT
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IIepugpepna nesponamun

B miauebo-KOHTPOIHPpaHH MPOY4YBaBHA TIPH Bb3PACTHH NALMEHTH NepUdepHa HEBPONATHA,
BKJIKOYBALLA KAKTO NOJIMHEBPOINATHA, TAKa H MOHOHEBPONATHA (HANp. CHHAPOM HA KapnaJIHMs TYHEN),
ce cho0laBa No-4ecTo MpH MALUMEHTH, NpHeMallld TePUPITYHOMHI, OTKOJIKOTO [IpH IaLlUEHTH,
npuemMaini nauebo. B ocHoBHHTE IU1aLEe00-KOHTPOAUPAHH NPOYYBAHHA YECTOTATa Ha nepHdepHaTa
HeBpoONaTHi, MOTBbp/IEHA ¢ U3Cle[iBaHe 3a MPOBOJANMOCT Ha HepBHTE, € Ouna 1,9% (17 naumenTu ot
898) npu 14 mg repudnynomuy B cpasieHue ¢ 0,4% (4 naumentn ot 898) npu nnauebdo. Jleyenuero e
NpeKpaTeHo MpH 5 nauueHTH ¢ nepudepHa HeBponaTHa HAa tepuduyHomua 14 mg. BuicraHopaBaHe
c/eA NpeyCcTaHOBABAHE Ha JICYEHHETO ce chodllaBa npu 4 OT Te3u NaLUEHTH.

Heonnazmu — 0obpoxauecmseenu, 310Kavecmsenu u Heonpeoenenu (6K1. KucCmu u noiuny)

B3 0CHOBA Ha ONKUTA B KJIMHWYHUTE MPOYUBAHHA HE U3IJIEXKA /12 HMA NOBHUILEH PHCK OT
3JI0Ka4eCTBeHH 3a0onsapanyg npu tepudayHoMua. PUCKLT OT 3/10kauecTBeHO 3a00/sBaHe, 0CO0eHO
numdonponudepaTHBHHA HApYILIEHHA, € IOBHLIEH TIPH ynoTpedara Ha HAKOH APYTH CPeICTBa, KOUTO
3acAraT HMYHHATa cHCTeMa (e(PEeKT Ha Kiaca).

Teowcku xooxxcnu peaxyuu
C1bo0OI1IeHH Ca C/TYYaH Ha TEXKH KOXHH PCaKLHH ¢ TEPHPIYHOMHA B MOCTMAPKETHHIOBHA NEPHOA
(BX. TOuka 4.4).

Acmenua
B r1ane®o-KOHTpOAHpaHH APOYyYBaHMA fIPH BB3PaCTHH NALHEHTH, YECToTaTa Ha acTeHus € 2,0%,
1,6% u 2,2%, CbOTBeTHO B rpynuTe Ha ruiauebo, repubayHomMua 7 mg 4 repudayHomun 14 mg.

ITcopuazuc
B mnaneGo-KOHTpoHpaHH Npoy4BaHns, YecToraTa Ha ncopuasuc € 0,3%, 0,3% n 0,4% crorBeTHO B

rpynuTe Ha rauebo, TepudayHomMua 7 mg ¥ tepudiryHomua 14 mg.

CmoMawHo-Ypessy HapyuleHus
3a naHKpeaTHT ce ¢cLod1aBa HeueCTo NPU MNOCTMAPKETUHIOBaTa ynorpeda Ha TePpUPIYHOMHUI NIPH

Bb3PACTHH, BKIIOYHUTEIHO CITy4an Ha HEKPOTU3HPALLl NAHKPEATHT K NAHKPEeaTH4HA IICEBAOKHCTA.
ITaHkpeaTHYHU CBOMTUA MOraT JIa HACTBIAT NO BCAKO BPEME MPH JIEYEHHETO ¢ TEPUPITYHOMHA, KOETO
MOJKE J1a A0Bee J0 XOCMHTAIM3aLMI WUIN HeoOXOAHUMOCT OT KOPHTHPALIo JIeUeHHE.

[leanaTpuysa OONy ALK

HabGniogasaHuat npodun Ha 6e30nacHOCT NPH neadaTpuuHU NaltieHTH (Ha BB3pacT oT 10 ao 17
FrOAHHH), NOAYYABALLK TEPHEPITYHOMH] €XKEAHEBHO, KaTO LANO € noaocdeH Ha To3H, HabmonasaH NnpH
Bb3PACTHH NMAUWEHTH. Bhripeky ToBa, B neauaTpuuHoTO npoy4Base (166 nauuenrn: 109 B rpynara Ha
TepHpAYHOMHA U 57 B rpynata Ha rauefo), ciryyad Ha NaHKpeaTHT ca cro0LeHu npu 1,8% (2/109)
OT JIEKYBAHHTE C TEPHOITYHOMH NALIMEHTH B CpaBHEHHE ¢ HUTO eaUH cayyali B rpynata Ha ruiaue6o B
ABolHocnanara gasza. EqHo ot Te3u ¢chbuTHs € A0BENO A0 XOCNHMTANH3AIUE U € HATOXKWIO
KOpPUrHpawo jJeyeHHe. [Ipu neauaTpHiHHA NALKUEHTH, IEKYBaHH ¢ TCpHPITyHOMHA B OTKpHTaTa (pa3a
Ha [IPOYYBAHETO, Ca CbOOLICHH 2 JOMWIHHTENIHH CJTy4as Ha MaHKPEaTHUT (€ AHHHAT € CboOIIEH KaTo
CEpPHO3HO ChONTHE, a APYTHAT € HECEPHO3HO CHOUTHE ¢ JICK MHTEH3UTET) K €IMH Cliy4ail Ha CepHO3eH
OCTBP NMaHKpeaTHT (C ncepao namwioma). [Ipn Asama o1 T€31 3 NAUMEHTH NAHKPEATHTBT € A0BEJ A0
xocnurann3auus. KIHHUYHHTE CHMITTOMH BKJIIOYBAT KOpEeMHA 60nka, raaeHe W/WIH NoBphIIAHE, a
CEpYMHHUTE aMWIa3a H J1M1a3a NpU Te3W NauMeHTH ca OWnu nosHileHH. BcHukH nauMeHTH ca ce
BBL3CTAHOBWIH Clel NPEYCTAHOBABAHE HA JIEUEHHUETO M NpUNaraHe Ha Nnpoueaypa 3a YCKOPEeHo
CIHMHHMpPAaHe (BXK. TOUKa 4.4) ¥ KOPUTHPALLIO JIeUYeHHUE.

CneaHHTE HEXENAHHU PEaKiiMM ¢a CLOOIaBaHH NO-YeCTO NPH feIHaTPHUHATE MONY
(IpY NOIMYNaLMATA Bb3PACTHH: Y W ;_
* Auoneums ce cyobiasa npy 22,0% OT NAUMEHTUTE, IEKYBAHH C Tepﬂqmyﬂom#,uf{{i:ﬁpﬂfﬁ}ﬁg% L
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* Hudexunsu ce crobwasar npu 66,1% ot nauneHTHTE, IeKyBaHH C TepHQIyHOMHI, cnpaMo 45,6%
OT NALMEHTHTE, JIeKyBaHH ¢ niauedo. Cpea Tax no-uecto ce cbodiasa 3a Ha30(apUHIUT U
MH(EKLMH Ha FOPHUTE AWXATE/IHK MbTHILA NpY ynorpeba Ha TepudayHOMHAA,

» [Toumarane Ha CPK ce croOwaga npu 5,5% ot nauMeHTHTE, 1EKYBaHH C TEPHAITYHOMHA,
cnpaMo 0% ot naumeHTHTE, NeKyBaHH ¢ mauedo. [lo-rongmara yacT OT cinyyauTe ca CBLP3aHU ¢
AOKYMEHTHpaHO (PU3NYECKO HATOBapBAHE.

» Tlapecresus ce cpobuara npu 11,0% ot naureHTHTE, TEKYBaHH ¢ TepHdAyHOMHA, cripaMo 1,8%
MpH NalHEHTHTE, JeKyBaHH ¢ rauedo.

* bonka B kopema ce cpobulasa npu 11,0% oT nauneHTHTE, NEKYBaHH ¢ TEPHPIYHOMU, CIPAMO
1,8% npu nanMeHTUTE, NTEKYBaHH C TU1anedo.

Cro0L1aBaHe Ha MOJOIUPAHM HEXKENAHU PEAKIIHH

CrobuiaBaHeTo Ha MOJO3HPARH HEXEJIAHH PCAKLIUK Clie]] pa3pellaBaHe 3a ynorpeba Ha IeKapCTBEHHA
NMPOAYKT € BaxkHO. TOBa No3B0J4Ba Ja NPOALIDKH HabMoAeHHeTO Ha ChOTHOLLIEHHETO MON3a/PUCK 3a
NneKapcTBeHH NpoaykKT. OT MEAHIMHCKHTE CMELMATUCTH CE U3KMCKBA Aa CHOOLIABAT BCAKA
NOAO3UpaHa HEXKEIAHA PEaKLHs ypes:

H3mbaHdTENHA areHuyA No JeKapcTBarTa

yn. ,,Jlaman ['pyep* Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiit: www.bda.bg.

4.9 IIpenozmpane
CUMOTOMH

JIuncea ONMUT OTHOCHO NPEeAo3upaHe Ha TEPHGITYHOMHA WK HHTOKCHKALIKA NPH Xopa.
TepudnyHomua 70 mg nHeBHO € npunarad A0 14 aAHM npH 3apaBH HHAUBUAU. Hexenanute ¢cbOUTHS
ca 6unH cenocrasumu ¢ npoduna Ha 6es3onacHocT Ha TepuduTyHOMHL pH nauMerTd ¢ MC.

JledeHHe

B cnyyait Ha CHOTBETHO MPEAO3HPaHE WIH TOKCHYHOCT C€ MPENOPHUBA XONECTHPaMHH HIH aKTHBEH
BBLITIEH 3a YCKOpABaHe Ha eJIMMUHHpaHeTo. [IpenoppunTenHaTa npoueaypa 3a eTMMHHHpAHE €
XONIECTHPAMHH 8 g TpH MBbTH JHEBHO B MIPOABJKEHHME Ha | 1 [HU. AKO TOBa He ce NOHACA A00pe, MOXKE
1A CE€ U3MOA3BA XONASCTHPAMMH 4 g TPH NbTH AHEBHO B NPOABLIKEHHE HA 11 adu.

AJITEPHATHBHO, NPH JIUIICA Ha XOJIECTUPAMHHE MOXKE 1a C€ H3N0JI3Ba aKTHBEH BbIieH 3 g ABa IbTH
JHeBHO B NpoawkeHUE HA 11 auu. OCcBeH TOBA, 8KO ¢€ Hajara rno ¢ro0pakeHHA 38 MOHOCHMOCT, HE €
33BJDKUTEITHO MPHIOKEHHETO Ha XOJIECTHPAMHH MIIH H3 aKTHBHHA BBIJIEH Ja Obje B
NOCJeA0OBATEIHH JHH (BXK. TOYKE 5.2).

5. ®APMAKOJIOIT'MYHU CBOUCTBA

5.1 PapMakoaARHAMAYHEA CBOlCTBA

QapmakorepanesTHuHa rpyna: UMyHocynpecop, UHxuburopu Ha auxdapoopoTaT aexuiporeHasara
(DHODH), ATC koa: LO4AKO02.
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TEPH(')J]}’HOMHII ¢ HMYHOMOIYJIMpPALLO CpCaCTRO C NMPOTHBOBDBINAJINTEIITHHU CBOHCT A ' Y

CEJICKTHBHO H 00paTUMO HHXHOHpPa MHTOXOHAPHAITHHUA €H3UM JHXHIPOOPOTAT A€ H@éi‘eﬂa&a (E”HQ- =
DH), koiito dyHKUMOHATHO Ce CBbp3Ba C AMXaTENHaTa Bepura. Beaeacresue Ha » ka@q{p, E
TepHQIYHOMHI KATO W10 orpaHnyaBa nponudepanuata Ha Obp30AENIUINTE ce lm
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MexaHH3bM HA JIeHCTBHE




3aBUCAT OT de novOo CHHTE3a Ha NUPHMHAHHH 338 YBETHYABAHETO CH. TOYHHAT MEXaHHU3BM, MO KOHTO
TepU(PIYHOMHUI OCBLUECTBABA TEPATICBTHYHOTO CH JciicTBYE NpH MC, He € HaITbIHO U3ACHEH, HO CE
MEAWHpa OT HaMaIABaHe Ha Oposa Ha TUMGOLIHTHTE,

(dapMakoaHHaAMUYHU eEeKTH

Hmynna cucmema

Edexti BLpxy Opos Ha UMyHHHTE KI€TKM B KpbBTa: B nnanebo-koHTpoaMpanyu npoyyBaHUa
TeprupAYHOMHUA 14 mg BeAHBXK AHEBHO € MPeAH3BHKAN NEKO CPEAHO HaManeHHe Ha Oposa Ha
numounTHTe ¢ no-manko or 0,3 x 10%1, k0eTo € HaCTHLNWIO Mpe3 MEPBHTE 3 MECELIA OT JIEYEHHETO H
HHBATA Ca ce 3aMa3il A0 Kpad Ha JIEYEHHETO.

TTomenyuan 3a yovaxncasane na QT-unmepsana

B nnanebo-koHTponupaHo 3aaw1004€HO Npoy4YBaHe 1o oTHoweHHe Ha QT-uHTepBana npy 3apaex
HHAUBHAN TEPHAITYHOMU] MPH CpeAHa KOHUEHTpalKWsA B CTALIMOHAPHO CHCTOAHHE HE € MOoKa3al
NOTEHLMAN 32 yAb/pkaBaHe Ha QTcF-uHTepBana B cpaBHeHue ¢ anedo: Hall-ronsaMara, KOpUrupaHsa
3a BpeME, CpeaHa painka MexXay TepudayHoMHA H auebo e 61na 3,45 ms ¢ ropHa rpaHHiia Ha 90%
noseputencH untepean (Confidence Interval, CI) ot 6,45 ms.

Egbexm evpxy mybyanama gpynxyua na 6vopeyume

[1pn nnanebo-koHTpONUpaHUTE NPOYUBAHUSA CPEJHH HEMATEeHUA Ha NMKOYHATA KUCENMHA B CEpyMa B
auana3oHa ot 20 no 30% ca HaOnmonaBaHy NMPpU MALNWEHTHTE, JIEKYBaHH ¢ TEPHPIYHOMHE], CIPAMO
nianebo. CpeaHoTO Hamanerue Ha cepyMuaHA docdop e 6uno okono 10% B rpynara Ha
TepupIYHOMUA cnipaMo ruiatebo. Cunta ce, ye Te3n eeKTH Ca CBBLPIAHU ¢ NMOBHUIIABAHE HA
O6bOpeunaTa TYOyHA eKCKpeLIHa U He €A CBBP3aHK ¢ MPOMEHH B IIIOMEPYIAHHTE QYHKLIHH.

KnuiuuHa edukacHocT U 6€30NacHOCT

EduxacHocTTa Ha TepUAYHOMHA € AEMOHCTpUpaHa B ABE maUefo-KOHTPOJIHPAHH NPOYUBAHUSA —
TEMSO 1 TOWER, xoHTO ca oLieHABATH MTPUNIOKEHHETO HA TepudayHomMua 7 mg ¥ 14 mg BeaAHbXK
IHEBHO NpPH Bb3apacTH naupeHTH ¢ [IMC.

O6uzo 1 088 naumertu ¢ [IMC ca panpomusmpann B TEMSO aa nonyuasar 7 mg (n=366) wau 14 mg
(n=359) repudnyHomua, unu mnauedo (n= 363) B npoawmxeHne Ha 108 ceamuun. BcHuky natpeHTy
ca hmanu aepuuuTHBHA AHarHo3a MC (Gasupawa ce Ha kpurepurTe Ha McDonald (2001)),
MoKa3Ballla NPUCTHNHO KIHHHYHO NPOTHYAHE ChC WIH 03 MporpecHd, B €a NOoJyUYWSIH noHe |
NPHCTHN Npe3 roAUHATa, NPEAILEeCTBALLA H3MHTBAHETO, WIH HaH-MaNKo 2 MpUCTHNA NMpe3 2-T€ rOAUHH,
NpeALECTBALIM HANKTBAHETO. [IpH BKIIOYBAHETO NALMECHTHTE Ca HMAITH CKop no PasimupeHara ckana
3a craryc Ha vHBANMAHOCT { Expanded Disability Status Scale, EDSS) <5,5.

CpenHara BB3pacT Ha NOMyJaUMATa B MpoyusaHeTo ¢ Ouna 37,9 roanHu. MHO3UHCTBOTO NMALMEHTH Ca
UMAJIH [IPHCTHITHO-PEMHUTEHTHA MHOXECTBEHA ckiieposa (91,5%), Ho noarpyna nauneHTv ca HMaJH
BTOPHYHO nporpecupaina (4,7%) win npucTeIHO-MporpecHpaina (3,9%) MHOXeCTBeHa ckiepo3a.
CpeaxusaT Opoi Ha NPUCTBHNKWTE B PAMKHTE Ha MOJHHATA NpeaM BIUIIOUBaHE B NpOoyuBaHeTo € Oun 1,4
Kato 36,2% OT NalMEHTHTE ca HMAIH raJONUHUA-KOHTPACTHH JIERUH HA H3XOAHOTO HUBO. Menuanara
Ha ckopa no EDSS Ha u3xoaHoTo HuBo e Huna 2,50; 249 nauuentn (22,9%) ca umanu cxop no EDSS
> 3,5 Ha M3x0AHOTO HKBO. CpeAHaTa NPOABIKUTENHOCT Ha 3a00/19BAHETO OT NMOABATA HA ITbPBHTE
cMITTOMU € Ouna 8,7 ronuuu. MHO3HHCTBOTO nauuedTH (73%) He ca nomydaBanu Honect-
MOAM(HUMpALIlO JIeueHHe npe3 2-Te FOAHHH NPeAN BKIKYBaHE B Npoy4YBaHeTo. Pesynrature ot
NMpOy4BaHETO ca npeacraseHy B Tabauua 1.

Pesynrature OT ARIrOCPOYHO NPOC/CAABAHE, MPOBEACHO MO BpeMe Ha ABLIrOCPOHHOTO Pa3IUNPEHO

npoyuBaHe 3a 6ezonacnocT TEMSO (0f1ua cpeasa npoabMKUTETHOCT Ha Ie4EHHETO PP"QEW‘“W}:“’
5 roaMHH, MAKCHManNHa NPOABDKHTENHOCT Ha JICYEHHETO MPHONH3UTENHO 8,5 roaut HS““ SN
NMoKa3alyl HOBH WKW HEOYaKBaHH JaHHK OTHOCHO Oe30omacHOCTTA. T /

O6uio 1 169 naumenty ¢ [IMC ca paraoMuzupanu B npoyubsaHeTo TOWER pa n

(n=408) wiu 14 mg (n=372) TepudayHomu, WiH ruiauedo (n= 389) 3a paziuyen cy f Mﬁlﬁe
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3aBbpluBall 48 ceaMHLUM cie paHAOMU3HpAHE Ha MNOCNEAHHA NauMeHT. BCHUKH naluHeHTH ca HMaH
neduuuTHBHa AnarHo3a MC, (6a3upaina ce Ha kpHrepuure Ha McDonald (2005)), nokassauma
[MPUCTBIHO KIMHUYHO NPOTHYHAHE CbC WK 663 Mporpecus, U ca NOJy4YHIH noHe |1 npucTen npe3
roJuHaTa, NpeaLiecTBallla H3NWTBAHETO, K HAH-MaJIKO 2 MPUCTDIA Ipe3 2-T¢€ FOAHHH,
NMPeALIECTRAILM HU3NUTBAHETO. ITpH BKIMIOYBAHETO NAUMEHTUTE Ca UMaNHU ckop no Pazmupenara ckana
3a cratyc Ha uHBanuaHocT (Expanded Disability Status Scale, EDSS) <5.5.

CpenHara Bb3pacT Ha Momynauuara B npoy4usaneto € Ouna 37,9 ronuni. MHO3HHCTBOTO NaLMEHTH ca
MMaJIH [PUCTRITHO-PEMHTEHTHA MHOMKECTBEHA cKneposa (97,5%), Ho noarpyna nauMeHTH ca UManu
BTOpH4YHO nporpecupaiia (0,8%) wiu npucrenHo-nporpecupaiia ( 1,7%) MHOXECTBEHA CKIIEpO3a.
Cpennnat Opoii Ha NPUCTBLIIMTE B pAMKHMTE Ha OAHHATA MPEAN BKIXOYBAHE B Npoy4paHeTo € Oun 1,4,
["anoNHHKUH-KOBTPAcTHH JIE3HH Ha M3XOAHOTO HUBO: HIMa AaHHU, MeauaHaTa Ha ckopa no EDSS Ha
M3X0JAHOTO HUBO € Ouna 2,50; 298 naumentH (25,5%) ca umanu ckop no EDSS > 3,5 Ha u3x0oaHOTO
HHBO. CpeaHaTa NPOABIKHTEIHOCT Ha 3ab0N4BaHeTo OT N0ABaTa Ha ITbPBHUTE CUMMTOMH ¢ Huna 8,0
roauHu. MHEo3uHCTBOTO NMauMeHTH (67,2%) He ca nonyuyaBany GonecT-MOaAHPHUHPALIO IEYeHHE Mpe3
2-Te TOJAMHH NMpeay BKIOYBaHe B NPpOyYBaHETO. Pe3yITaTUTE OT NMPOYyYBAHETO ca MPEACTABEHH B

Tabnuua 1.

Tabauua 1 — OcnoBHH pe3yaTaTH (32 onodpenars no3a,
Ilonyaanug, noanoxena ua jJeuenne (ITT))

IIpoyusane TEMSO IIpoyusane TOWER
Tepadaynomu) ILtane6o Tepudaynomua ILhanebo
14 mg 14 mg
N 358 363 370 388
Kanunuen nixon |
["oauiiHa YecTOTa HA 0,37 0,54 0,32 0,50
NPUCTBIHTE
Paznuxa 6 pucka (Clyss) -0,17 (-0,26, -0,08)""" -0,18 (-0,27, -0,09)*"""
Be3 NMPUCTDBIH cemana 108 56,5% | 45,6% 57,1% 46,8%
KoedHLHEHT Ha PHCK 0,72, (0,58, 0,89)"° 0,63, (0,50, 0,79)""*"
(Close)
3-meceuHa TpaiiHa
NMPOrpecHs Ha 20.2% 27.3% 15,.8% 19,7%
HHBAJIKAHOCTTA cenusnua 108
Koeguyuenm na puck 0,70 (0,51, 0,97 0,68 (0,47, 1,00)°
(Closs;)
6-MeceyHa TpaHHa
MpOrpecrs Ha 13,8% 18,7% 11,7% 11,9%
HHBAJIMOHOCTTA cepmuna 108 ‘
Koeguyuenm na puck 0,75 (0,50, 1,11) 0,84 (0,53, 1,33)
(Clyssg) |
AMP xpalinn TOUKH
[Tpomsxa B BOD 0,72 2,21
CEAMHLIA lﬂﬂ{]}
Omuocumenna npomMana 67%" "
CNPAMO naayebo
Cpenen 6poit Gd-
KOHTPACTHH JIE3HH HA 0,38 1,18 He e nsmepeaHo
cenmMHuua 108
Omuocumenra npoOMAKa -0,80 (-1,20, -0,39)"""
cnpamo naayebo (Closs)
bpoit yHHKaNHK aKTHBHH 0,75 2,46
NEe3MH/CKaHHpaHe
Omuocumenna npomMana 69%, (59%; 77%)°"""
cnpamo naayebo (Clyss,)

***5<0,0001 *** p<0,001 ** p<0,01 * p<0,05 B cpaBHeHHUe ¢ mIauebHo
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(1) BOD: 6onecteH Torap: rotaneH 00em Ha neszuute (T2 u T1-xunouHreH3Hu) B ml

EdukacHOCT NpH NaUMEHTH ¢ BUCOKA DONECTHA aKTHBHOCT:

HabmonaBaH € CENOCTaBUM TEpaneBTHYEH e(PeKT BbPXY NPHUCTBIIMTE H BpEMETO 0 3-MeceuHa TpaitHa
NPOrpecHs Ha HHBAILAHOCTTA NpH noarpyna nauueHTd 8 TEMSO (n= 127) ¢ Bucoka 6onectHa
akTUBHOCT. [Topaau au3aiiHa Ha NpOy4BaHETO BUCOKA OONECTHA aKTHBHOCT € AePMHHpaHa KaTo 2 MK
IOBeYE NPUCTHNA B €1HA TOAHHA W eaHa WK noBede Gd-koHTpacTHH nesun npu JAMP Ha Mmo3bka. He
¢ NPOBEJEH CXOAEH NoArpynoe aHaaus B npoyusaHero TOWER, ToH KaTo He ca chOHpaHH AaHHH OT
JAMP.

JIuncBaT JaHHHU [PH NALUEHTH, KOUTO HE Ca OTFOBOPWIM Ha MTBJIEH H AJEKBATEH KYpPC Ha JIEUCHUE
(oOH4aliHO NOHE €aHA roauHa JieyeHue) ¢ fera-uHTepedepoH, KOUTO ¢a UMANTK NOHE | MPHCTLI Npe3
npeALIeCTBaLIaTa FOAMHA Ha GOHA Ha AEYEHHE U NOHE 9 T2-XUNEPUHTEH3HH JIE3HH Ha KpaHUalleH
AMP wmv none 1 Gd-koHTpacTHA J1€3UA, WK NPU NALUKWEHTH ¢ HENPOMEHEHA WK [TOBHLLECHA YeCTOTa
Ha NPUCTBITHTE Npe3 NpeLlecTBalla roAHHa CIPAMO NPEAXOAHUTE 2 FOAWHH.

TOPIC e apofinocnano, nauedo-KOHTPOAUPAHO NPOYUBAHE, KOSTO OLEHABA NIPHIOKEHHETO Ha
eJHOKpaTHHN AHEBHH N03H TepHduryHOMHE 7 mg M 14 mg 3a neproa ao 108 ceamMuum npu nauueHTH ¢
MbPBO KJIKHHYHO AEMHEIHHU3Hpaulo ceduTHe (cpeaHa Bu3pacT 32,1 roannn). [IspeuyHaTa KpaiiHa
TOUKA € BPEMETO J0 BTOPH KiHHHYeH enu3ol (peumauns). Obwo 618 naumeHTH ca paHaoMU3UpaHH J1a
nonyuaBat 7 mg (n = 205) unu 14 mg (n = 216) repudnyHomua win mauebo (n = 197). PucksT oT
BTOPH KJIMHHUYEH €MH304 32 NepHOA OT 2 roAuHH € O6un 35,9% B rpynarta Ha nnauedo u 24% B rpynara
Ha JeueHHe ¢ TepudpayHomua 14 mg (koepuuueHT Ha puck: 0,57, 95% nosepurenen uurepsan: 0,38
no 0,87, p=0,0087). Peaynrature ot npoyusadero TOPIC norsspxaasar epukacHOCTTa Ha
TePHPAYHOMUA MPH NPHCTHNHO-peMHUTEHTHa MC (BKITIOYUHTENHO paHHA NPHCTBIHO-peMHTEHTHA M
C MbLPBO KJIKHHUYHO AEMHEHHH3HPALLO CHOMTHE # AUCEMUHHPAHH BB BPEMETO H NMPOCTPAHCTBOTO
SAMP nesum).

EdexTHBHOCTTA Ha TepudIyHOMHI € CpaBHEHA € Ta3u Ha MOAKOXKHO npuinaras nHrepdepoH Geta-1a
(B NpenopwYBaHara 103a oT 44 ug TpHU NbTH CEAMUYHO) NpH 324 paHAOMM3IHPAHH NTALMEHTH B
npoy4BaHe { TENERE) ¢ MuHKHMaHa NpOAb/DKKUTENHOCT Ha NeueHHeTo 48 ceamMuum (MakciManHa 114
ceAMHLH). PUCKBT OT HeycrnieX (MOTBBPACH NPHCTBI HWIH TPAHHO NPEKbCBAHE HA JIEYEHHUETO, KOETO OT
JIB€TE HACTBITH MO-paHo) € OUN MbPBUYHATA KpaHHa TOYKA. bpOAT Ha MAUNEHTHTE, OKOHYATENHO
NpeKbCHAJH JIEYEHUETO, B rpynara Ha TepudpuryHoMua 14 mg e 6un 22 ot 111 (19,8%), karo
npu4HHKTE ca DMK Hexenanu cvoutua (10,8%), nunca Ha eduxacHocT (3,6%), Apyra npHuMHA
(4,5%) u 3ary0a 3a npocnenasade (0,9%). bpoaT Ha nalHeHTUTE, OKOHYATEHO NMPEKbCHAIH
NEYEHHETO, B Ipynarta Ha ueTepdepon 6era-1a e 6wn 30 ot 104 (28,8%), kaTo npuuunuTe ca Ounu
HexelnaHu cxOuTHa (21,2%), annca Ha edukacHocT (1,9%), npyra npuuuna (4,8%) 1 Hecna3BaHe Ha
nporokona (1%). Tepudayromun 14 mg/aeH He NPERBE3X0XKAA CTATUCTHYECKH HHTepdepoH Oeta-la
MO OTHOLIEHHE Ha MbPBUYHATA KpaiiHa TOYKA: W3YHCIICHRAT MPOLEHT NalHeHTH ¢ HEyCIIeX OT
neyeHUETo Ha ceaMHua 96 npH H3non3saHe Ha Metoda Ha Kaplan-Meier e 41,1% cnpamo 44,4%
(repupnyHomMua 14 mg cnpaMo rpynara Ha uHTepdepoH Geta-1a, p=0,595).

lleaMaTpUyHa NOMyJaaims

Heya u wonowu (ev3pacm om 10 oo 17 200unu)
[Ipoyusane EFC11759/TERIKIDS e MexayHapoaHO ABOHHOCAANO, IUIALEO0-KOHTPOIHPaHO
NpOyYBaHe Npd NeAHATPHYHH NalMeHTH Ha Bb3pacT OT 10 no 17 roaHHH ¢ NPpUCTBNHO-PEMHATEHTHA
MC, npH KoeTOo ca OLUECHABAHH 103K TEPpHODJIYHOMMA BEAHBXK JHCBHO (KOPUTMPAaHH 34 JOCTHIaHe Ha
€KCIMO3HLIMA, CKBHBANCHTHA Ha Ao3aTa 14 mg npy B3paCTHH) B NPOAB/DKCHHE Ha 96 ceAMHIIH,
MOCJEABAHO OT OTKPHTO NPOABL/DKCHHE. BCHUKM NalineHTH Ca MMAJIM NOHE | permame B NpoasKEHHe
Ha | roaMHa KM NoHe 2 peuranBa B MPOIBIKEHHE HA 2 FOAMHH Npead MpOYYBAHETO. I’Isn%,c#
HEBPOJIOTMYHH OLECHKH NMPH CKPUHHUHTA W Ha BCEKH 24 ceAMHLHM 40 3aBbpLUBAHE Ha MPOY al o
KaKTO H NMPH HEMMaHHPaHH BU3HTH 3a NOJA03HpaH peuraus. IlaueHTuTe ¢ KIMHHYEH
Bucoka AMP akTHBHOCT Ha NOHE 5 HOBH WIH YCHWIBALIH ¢ T2 Ne3ud NpH 2 nocaeno B
CKaHMpaHHA ca MPEMHHAIH TNpeaH 96-Te ceaAMHLM KbM NEPHOAa Ha OTKPHTO NMPOIL/IK #,‘3& ,ua Qe Y
OCHIYPH aKTHBHO JieueHue. [IbpBHUHaTA KpaiiHa TOUKa € BPeMETO A0 IThbpBH mnnnqeuxﬁe:mé g
paHaoMH3auHsa. Bpemero 10 nbpBY NOTBBPAEH KIKHUYEH PELUINUB WK BUcoka AMP ax%*(v{ﬁﬂm:'r e
\E‘EMJ T::_-:."
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KOETO OT [IBETE HACTBIH ITHPBO, € NPEABAPUTENHO ACPHHHUPAHO KATO AHANU3 Ha YYBCTBHTEIIHOCTTA,
THH KATO BKAKOYBA KAKTO KIHHHYHH, Taka # AMP ycnoBus, noaxoadiuH 3a MpeMHHABaHE KbM
OTKPHTHA TIEPHOA.

O61mo 166 nauneHTH ca paHAOMM3HPaHH B ChOTHOLIEHHKE 2:1 na nony4asat TepudayHomMua (n = 109)
wiH nauebo (n = 57). I1pu BnuM3aHe B NPOYYBAHETO, NALMEHTHTE ¢a UManH ckop no EDSS <5.5.
MeauaHara Ha sb3pacTTa € 14,6 roanny, cpeaHoto rerno ¢ 58,1 kg, cpenHara npogB/DKUTENHOCT HA
3ab0aABaHeTO OT NMOCTaBAHEe Ha AHarHo3arta ¢ 1,4 roausu, a cpenHuiar 6poi T1 Gd-koHTpacTHM ne3nd
npu SIMP e 3,9 ne3uu Ha u3xoaHo HUBO. BCHYKH NaLMEHTH ca UMAaNTH NPUCTBNHO-peMHTEHTHA MC ¢
MeanuaHa Ha ckopa no EDSS na usxoano HuBo 1,5. CpenHoTo Bpeme Ha niedeHHe € 362 OHH Ha
rianedo H 488 aHu Ha TepudayHomua. IlpeMuHaBaHeTO OT JBOHHOCIAI NEPHOL KBM OTKPHTO
neqyeHre nopaau Bucoka SIMP akTMBHOCT € MO-4€CTO OT O4aKBaHOTO M IMO-YECTO H NMO-PaHHO B
rpynara Ha maiedo B CpaBHEHHE ¢ FpynaTa Ha TeprpnyHoMun (26% npu rwanebo, 13% npu

TEPHQITYHOMH]).

TepudayHOMHA HaMansBa pHcKa OT KIIMHHYEH peLaMB ¢ 34% cnpamo miatedo 6e3 pocturaHe Ha

cratucTudecka 3HauuMocT (p = 0,29) (Tabauua 2). B npeasapuTenHo onpeaeiieHus aHanus Ha
YYBCTBUTEJIHOCTTA, TEPH(ITYHOMH/I MOCTHIAa CTATUCTHYECKH 3HAUYMMO HAMaJIABAHE Ha KOMOHHHUpaHus

PHMCK OT KJIHHHYeH pelHanB wid Bucoka JAMP aktusnoct ¢ 43% cnpamo miauebo (p = 0,04)
(Tabnuua 2).

TepudayHoMHA 3HAYUTEIHO HaMaNsaBa Opos Ha HOBHTE M HapacTBaly T2 JIE3HH Ha CKaHUpaHe ¢ 55%
(p = 0,0006) (post-hoc aHanu3 cuO KOpUrHpaH 3a uaxoneH opoi T2: 34%, p = 0,0446) u 6pos Ha
raaojJyHuie- KOHTpacTHHTE T1 ne3un Ha ckaHupale cbe 75% (p <0,0001) (Tabnuna 2).

Tabanua 2 — Knuauuau u AMP pesyararu ot EFC11759/TERIKIDS

Monynaauus, noanoxkena Ha neyenune (ITT) B EFC11759 TepudpnynomMun Ilnaue6o
(N=109) (N=57)

Knuanunu xpatiiu ToUYKH

Bpeme 10 mspBu NOTBHPACH KIHHHYEH PELIWAUB,

BeposatHocT (95%CI) oT noTBBbpACH peLIMAMB Ha ceaMuua 96 0,39 (0,29, 0,48) 0,53 (0,36, 0,68)
Bepoamuocm (95%CI) om nomevpden peyudus na ceomuya 48 0,30 (0,21, 0,39) 0,39 (0,30, 0,52)
KoeduuueHr Ha puck (95% CI) 0,66 (0,39, 1,11H)"

BpeMe A0 MBPBH ANOTBBPACH KIHHHYEH PELIMIHB WIH BHCOKA

AMP aKTHBHOCT, 0,51 (0,41,0,60) | 0,72 (0,58, 0,82)
Bepoarnoct (95%CI) o1 noTBbpACH peunaAKB WK BUcoka AMP

aKTHBHOCT Ha ceqMiua 56 0,38 (0,29, 0.47) | 0,56 (0,42, 0.68)
Beposmrocm (95%C1) om nomevpoen peyuoue wru eucoxa AIMP

aKmusHoOCm Ha ceomMuya 48

KoeduumeHT Ha puck (93% CI) 0,57 (0,37, 0,87)*

Ocnosun AMP xpailHH TOMKH

Kopurupan 6poit HOBK win HapacTBaium T2 nesuw,
Ouenka (95% CI) 4,74 (2,12, 10,57) | 10,52 (4,71, 23,50)

Ouenxa (95% CI), post-hoc ananuz cvugo xopuzupan 3a usxoden | 3,57 (1,97, 6,46) 5,37 (2,84, 10,16)
bpou T2

OtHocHTeneH pHek (95% CI) 0,45 (0,29, 0,71)**

OrHocuteneH puck (95% CI), post-hoc ananuz cvugo xopuzupan 0,67 (0,45, 0,99) %
3a uzxooex 6poti T2 7
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*p=>0,05 B cpaBHeHue ¢ mauedo, * p<0,05, ** p<0,001, *** p<0,0001

BeposaTHocTTa € Oa3upaHa Ha oueHka no Kaplan-Meier, a cenmMuua 96 € KpasaT Ha H3NMHTBAHOTO JICUEHHE
(EOT).

EBponeiickaTa areHuus no JekapcTeara ocBoO0KAaBa OT 3a1L/DKCHHETO 33 NPEAOCTABAHE HA
pe3yJITATUTE OT NPOYYBAHUATA C pePEPEHTHHA JIEKAPCTBEH NPORYKT, ChAbpxalll TEPHPIYHOMHKA, NPH
Nela Ha Bb3PAacT OT paxjaaHeTo g0 noA 10 roanHu npH nevyeHde Ha MHOXKECTBEHA CRIIepo3a (BX.
Touka 4.2 3a uHpopmauHs OTHOCHO ynoTpeda B nnequaTpusTa).

5.2 PapMaKOKHHeTHYHH CBOHCTBA

AbcopbLs

MeauvaHaTa Ha BpEMETO 3a JOCTHraHe Ha MaKCHMAJTHY TU1a3MEHH KOHLICHTPALIMM HACTBITBA MEXAY | U
4 yaca ce MPWIOKEHHE Ha 103aTa NPH MHOTOKPATHO NEPOPaIHO NPHUIOXKEHHE Ha TEPUPIYHOMHA,
KaTo HMa BHCOKa ODHoHanH4HOCT (NpubansurenHo 100%).

XpaHaTa HAMa KJIHHHUYHO 3HaYHM edeKT BbpXY ¢apMaKOKMHETHKATA Ha TEPUDITYHOMHMA.

Ot cpeHUTE NPOrHO3HH PapMaKOKMHETHYHH NapaMeTpH, H3YHCIEHH OT NOIMYJalHOHHMS
¢apmakoknHeTHUEH aHann3 (PopPK) upes u3non3saHe Ha NaHHM OT 34paBH AOOPOBOJILIM M NALIHEHTH
¢ MC, KOHUEHTpaLUMATa B CTALIMOHAPHO CHCTORHHUE ce nocrvra 6asHo (T.e., npubansurenno 100 auu
(3,5 mecena) 3a nocTurare Ha 95% OT KOHLEHTPALMATA B CTALHOHAPHO CHCTOSHHUE), KATO
n3uuCcAeHUAT ype3s AUC koeHLIMEHT Ha KyMYJIMPaHe € NpHONM3HTENHO 34 MBTH.

Pasnpezneneuune

TepudayHOMHA ce CBbp3Ba €KCTEH3HBHO C ILa3MeHHuTe Sentouu (>99%), BepoaTHo anbyMuH, U ce
pasnpejenda NpeaAUMHO B [a3MaTta. ObeMbT Ha pasnpegencuue e 11 | cnen eaHOKpaTHO
HHTPaBECHO3HO (1.v.) npuioxKenue. Tosa 0baue Hal-BepOATHO € 3aHHKEHA NMPOrHO3HA CTOHHOCT, ThH
KaTO NpH TUTBXOBE € Ha0NIOJaBaHO EKCTEH3HBHO OPraHHO pa3npeac/iCHUE.

buorpauchopmanus

TepudmyHoMHA ce MeTaboNn3HUpa B YMEpPEHA CTENEH H € EAMHCTBCHHUAT YCTAHORMM B IUTa3MAaTa

KOMITOHEHT. OCHOBHHAT MbT HA OHoTpaHchopmaLua Ha TepudIYHOMHI € XHAPOJIN3a, 8 OKHCIIEHHETO
€ BTOPOCTENeHeH mbT. BropuuHuTe MeTabOMUTHH MBbTHILE BKJIIOYBAT OKHCIIEHUe, N-aueTHAHpaHe H

KOHIOTHpaHe Cbe Cy(aTH.

EnumuHMpaHe

TeprupIyHOMMA C€ €KCKPETHPA B FACTPOHHTECCTHHAJIHHMA TPAKT NPEAHMHO ChC XITbuKaTa noj gopMara
Ha HENMPOMEHEHO aKTUBHO BEILECTBO U Hall-BEpOATHO upes TyOynHa cekpeums. Tepudnyromusa e
cybeTpar Ha euykcHHs TpaHcniopTrep BCRP, koiTo OM Morss Ja yyacTsa B npskaTa cekpeniys. 3a
nepuoa ot 21 aHKM 60,1% oT NpHIoKeHaTa f03a ce eKCKpeTHpa 4pes uanpaxHenuaTa (37,5%) u
ypuHara (22,6%). Cnea npoueaypa 3a 6up30 eNTHMHHHPAHE C XONECTHPAMHH JOITBITHHUTENIHO C€
oraenar oie 23,1% (npeauMHO B U3npaxkHeHHATa). B3 OCHOBa HA MHOIHBHUAYATHO NMPOrHO3UpaHe Ha
(papMakOKMHETHYHHTE NapaMeTpd Ypes uinonisade Ha PopPK Moaena Ha TepudyHOMUa NpH 30paBH
ao0poBoLM H natMeHTH ¢ MC, MeauaHaTa Ha 112: e buna npubnnzurenno 19 qu4 caea MHOrOKpaTHH
Jo34 oT 14 mg. Cnea eZHOKpaTHO MHTPABEHO3HO MPHWIOKEHHE TOTAJTHHAT TEIECEH KIAHPBHC Ha
tepudnyrnomua € 30,5 ml/h,

Ipoyeoypa 3a yckoperno erumunuparie: X0neCmMupamun U aKkmueen 6b2len |
EnuMuHHpaHeTo Ha TepUIyHOMHUA OT KpbBOOOPAICHHETO MOXKE Aa C€ YCKOPH 4pe3 N
XOJIECTUPAMHH WIH aKTHBEH BbLIJIEH, BEPOATHO Yp€e3 NpeKpaTABaHE Ha NMPOLIECUTE HAa >
YpeBHO HUBO. KOHUGHTPALMKTE HA TEPHPIYHOMKH], H3MEPEHH IO BpeMe Ha | l-,uﬂeanaﬁa ueﬂypa
332 YCKOpABaHe Ha eIHMUHHUPAHETO HA TEPHOIYHOMHA C 8 g XONeCTUPAMUH TPH MBETH AR y.d; 4 gm S

KDJ]ECTHP&MHH TPH NbTH JHCBHO HJIHA 50 g dKTHBCH BBIJIEH ABaA I[TbTH AHCBHO CJIiCH npey N\ Hﬂ' €. o )
fmww‘“
21 "k ,....--‘."L o




HA JIeYeHHETO ¢ TEPHUGITYHOMH], NIOKA3BAT Y€ TE3U CXEMH Ca e(DEKTHBHH 38 YCKOPABaHE Ha
eJIMMHHHPAHETO Ha TepUITYHOMHI, BOASHIM 10 HaA 98% HamaisBaHe Ha MIA3MEHUTE KOHLICHTPalMH
Ha TepH(IYHOMHI/, KATO XOJIECTHPAMHH € UMaJ No-Obp30 AeHcTBHE OT BhITIeHa. Cnen
NpeyCTaHOBABAHE HAa TEPHUPAYHOMHA H MPHIOKECHUETO Ha XONECTHPAMHH 8 g TPH MBTH AHEBHO
[U1a3MEHATa KOHLICHTPaLKA Ha TepHIyHOMHU € HamManana ¢ 52% B kpas Ha eH 1, ¢ 91% B kpas Ha
aeH 3, ¢ 99,2% B kpas Ha gAeH 7 n ¢ 99,9% npu 3apnpuiBadeTo Ha aeH 11. H3bopsT Mexxay TpuTE
MpouEAYyPH 3a eIHIMHHUApaHe TpAOBa Aa 3aBUCH OT MOHOCHUMOCTTA HA MALMEHTA. AKO XOECTHpPaMHH 8§
g TPH MBTH JIHEBHO HE ce NOHAcA nodpe, MOXkKe /1a ce U3II0N3Ba XOJIECTHPAMHH 4 g TPH ITLTH AHEBHO.
ANITEpHaTHBHO MOXE J1a CE M3MOM3BA ChLIO AKTHBEH BBINICH (HE € HeobxoauMmo Te3u 11 auu aa 6paar
noc/IeIOBATENIHK, OCBEH NPH HeoOXOOHMOCT OT OBp30 HaMansBaHe Ha IUIa3MEHaTa KOHLECHTPALKA Ha

TepHPIYHOMHA).

JInHeiiHOCT/HETHHEHHOCT

CHcTeMHaTa €KCNO3MLIMA HapacTBa NPONOPLHOHANHO Ha [103aTa /€]l IepOpATHO NIPWIOKEHHE Ha
TeprpayHomua ot 7 ao 14 mg.

OcobeHocTH NpY CNELMAIHH I'DYIY Nal[HEHTH

Ilon u cmapuecxa év3pacm

HUaeHTHOHLMpPaHH ¢a HAKOJKO H3TOYHHKA Ha MPUCHLLA BapHAaOWIHOCT MPH 30paBU THLA U NpH
nauyueHTH ¢ MC Bb3 ocHOBa Ha PopPK aHanu3a: Bb3pacT, TENECHO TENIO, NMOJI, paca ¥ HUBA Ha
anfOyMHuH ¥ OwMpyOGuH. Bunpexku ToBa, TAXHOTO BIMAHHE OCTaBa orpaHn4eHo (<31%).

Yeprodpobro yspescdane

JIeKOTO H YMEPEHOTO YePHOAPOOHO yBpeXKaaHe HE NMOBJIHABAT (PapMaKOKHHETHKATA Ha
TepuduryHoMHA. [Topann TOBa HE Ce NpeABUIKIA KOPHIHPaHE Ha J03aTa NPH NMALKBEHTH C JIEKO H
yMepeHo YepHoapoOHO yBpexkaaHe. Bhripeku ToBa, TEPHGITYHOMHI € MPOTHBONOKA3aH NPH NALHEHTH
¢ TEXKKO YepHoApobHO yBpexaane (Bx. TOUkH 4.2 1 4.3).

bvbpeuno yepescoane
TexkoTo 6B6peuHO yBpexaaHe He MOBIHABA PapMAKOKHHETHKATa Ha TepunyHoMua, [lopaau Tora
He ce MPeABIKIA KOPHIHpaHe Ha A03aTa MPH NaLMEeHTH C JIEKO, YMEPEHO M TEXKO 6uOpedHo

yBpEeKIaHe.

Heouampuuna nonyaayus

[Tpn peua ¢ TenecHo Terno >40 kg, nexypanu ¢ 14 mg BeAHLK NHEBHO, €KCMO3HLUHHTE B CTALIHOHAPHO
CBhCTOAHKUE Ca B rpaHuLMTe, HaON0AaBaHHW NIPH BE3PACTHH NNALMEHTH, JIEKYBAHK ChC ChILATa CXEMa Ha
NO3HPAHE.

[Ipn peua ¢ TenecHo terno <40 kg, neveHHeTo ¢bC 7 Mg BEAHBXK AHEBHO (Bb3 OCHOBA Ha OFPaHHUYEHH
KTHHHYHH JaHHH ¥ CUMYNALMK) BOAHW A0 EKCIIO3UUMH B CTALIMOHAPHO ChCTOSHUE B IPAHUIIMTE,
HabmoaaBaHK NPH BL3PACTHU NALIMEHTH, JIEKYBaHK ¢ 14 mg BEIHBX JHEBHO.

Ha6aionapanure Hai-HHCKH KOHLEHTPALMM B CTALIHOHAPHO CLbCTOAHHE €A B FOJIAMAa CTENCH
BapHaOWIHH MEXIY HHAHBHUOMTE, KaKTO ¢e HabyiroaaBa NpH Bb3pacTHH nauveHTH ¢ MC.

5.3 IlpeAKIHHHYHH JaHHH 324 0€300ACHOCT

TOKCHYHOCT MPH MHOTOKPATHO NpUilaraHe

MHOroKpaTHOTO NEPOPANHO MPUIOKEHHE HA TEPHEIYHOMHUA NPH MHILLIKY, MILXOBE H Ky4eTa 3a CPOK
CBHOTBETHO 10 3, 6 ¥ 12 Mecelia noka3pa, Y€ rMaBHUTE NMPULEIIHA OPraiy 3a TOKCHYHOCT ca KOCTH#R---..
MO3BK, TMMGOHIHHTE OpraHM, YCTHATA KYXHWHA/CTOMALIHO-YPEBHHA TPAKT, PENPOAYyKTHB — o
U naHkpeaca. Habnionasasu ca cblilo ¥ JaHHH 38 OKCHAATHUBEH €(EeKT BbpXY qepﬁeﬂmﬁggb ﬁg.,,h, -

KNETKH. AHeMHATa, HamaneHuaT Opoii TpoMOOLIMTH K eeKTHTE BbPXY HMYHHATa CHC ¥ !"‘““}“ .

‘1""‘1 \i,__'

BKJIKOUHUTEIHO JIEBKONICHUA, TMMQPONECHNA U BTOPUYHH HH(EKLMH, ca OWIH CBBp3aHH E@eﬂm‘e& i P

#
BbPXY KOCTHHA MO3BK W/WIH iuMdonanute opraru. [loseuero ot edekrure ﬂTpa:;HBa-li OCH k{ B
MEXaHH3IBbM Ha JeHCTBHE Ha ChEANHEHHETO (MHXHOHpaHe Ha AensLiuTe ce KIEeTKH). XupoTi 4T

N H;_rimh'? b




HYBCTBHTCIAHH OT XOpaTa KbM (l)ﬂpMﬂKﬂIlDl"H‘-lHHTE ecbex"m H NopaJH TOBa KbM TOKCHYHOCTTA Ha
TﬁpH(bJ'l}’HﬂMHll. B pe3yaTar Ha TOBa, TOKCHYHOCT INIPH JKHBOTHH € YCTAHOBCHA IIPDH CKCITIO3HIIHM,
CKBHBAJIEHTHH WK I10-HHUCKH OT TCPAIICBTHYHHUTE HUBA IIPpH XOp4.

] eHOTOKCHYHOCT H KaHUCPOIr€HEH NOTCHIIHAT

TepudayHOMKA HE € MYTAreHEH in Vitro WM KIaCcTOreHeH in vivo. KnacrorenHoctra, Habmo1asaHa in
vitro, ce IPUEeMa KaTo HenpAaK ¢PekT, CBbp3aH ¢ AucbanaHca Ha HYKJICOTHAHHA ITyN, KOHTO € pe3y/TaT
oT (hapMaKkonorudHus edekt oT uHxuOupasnero Ha DHO-DH . Bropocrenennust Mmetabonur TFMA
(4- TpUGIyOpOMETHIIANTAHHH) € NPHYHUHH MYTareHHOCT K KNaCTOT€HHOCT in Vitro, HO HE in vivo.

Hsama f1aHHM 33 KAHLIEPONeHHOCT IPU IUTHXOBE U MHLUKH.

Penpo MBHA TOKCHUMHOCT

@epTUNHTETHT He € O 3acerHar Npy IUTbXOBE, BBIIPEKH HEXKENAHUTE €(PEKTH Ha TEPHITYHOMHL
BBPXY MBKKHTE PenpOAYKTHBHH OpraHi, BKJIIOYHTENHO HamaseH Opol Ha cniepmaroszonaure. He e
WMAaNIO BLHIIHH MandopMaliM¥ B TOTOMCTBOTO HA MBEKKH ILTBXOBE, HA KOUTO € OHJ1 NMpHUIoMkKeH
TepHGITyHOMMA fipeau YHPTOCBAHE C HETPETHPAHH KEeHCKHU IUTbXoBe. TepudryHoMuA € Oun
eMOPpHOTOKCHUEH H TEPATOrCHEH NPH IUTHXOBE W 32Uy APH A03U B FPAHULIMTE HA TEPaNeBTUUHUA
AranazoH npH xopa. Hexxenanu edexti BbpXy NOTOMCTBOTO ¢a Hab/IOJaBaHH U KOraTo
TepUPIYHOMH] € NpHnarad Ha OPEeMEHHH XEHCKH TUTBXOBE B NIEPHOJA HA MreCTaluMa H JIAKTALMA.
[Tpuema ce, ye pUCKBT OT MEAHHPAHa OT MBKAa TOKCHYHOCT 38 3apoAHiua H geTyca no BpeMe Ha
JeyeHHe ¢ TepudNyHOMMI € HUCBK. M3uncneHaTa Npy xeHHU IU1a3MeHa eKCIO3ULIMA, Ype3 CeMeHHaTa
T€YHOCT Ha JIEKYBaH MALMEHT OT MBbXXKH NOJI, ce oyakpa 1a 6bae 100 mbTH no-HUCKa OT naa3MeHaTa
excno3uuua cinen 14 mg nepopaneH TepuduryHOMHA.

KOBeHWIHA TOKCHYHOCT

OBeHHIHH IUTHXOBE, NOJIy4aBallH fIEPOPATHO TEPH(MITYHOMHI B NPOAL/DKEHHE Ha 7 CeMHLH OT
OTOMBAHETO A0 HACTBLNBAHETO HA NOMOBA 3PAJIOCT, HE MNOKA3BAT HeXKeNaHU e(eKTH N0 OTHOLUEHHE Ha
pacTeka, GU3HUECKOTO WIH HEBPOJIOMMYHOTO Pa3BHTHE, OOYUEHHETO H [TAMETTa, ABUIraTe/IHATA
AKTHBHOCT, CEKCYAITHOTO pa3BUTHE WK eprunnrera. Hexenanure edexTy BKIKOYBAT aHEMMNA,
HaMmangBaHe Ha JMMGPOHAHKA OTTOBOP, HO303aBUCHMO HAMAJIABAHE Ha T-KIETHYKO 3aBUCHMHA
aHTHTANIO-OTTOBOP M CWIHO HaMaJiIeRH KOHUeHTpawH Ha IgM u IgG, xouTo odukHOBEHO cHBRAaAT €
HaOMOACHUATA B NTPOYUBAHHMATA 38 TOKCHUHOCT NMPH MHOTOKPATHO NpilaraHe NnpH Bb3pacTHH
IUIbXOBE. Bhnpeku ToBa, yBeIHdeHHETO Ha B-kneTkuTe, HabnioaaBaHO Mpy IOBEHWIHH NUTbXOBE, HE ce

HaGmoaaBa 1Mpy BL3PACTHH ILTHXOBE. 3HAYUMOCTTA HA Ta3H Pa3iMKa He € H3BECTHA, HO € 10Ka3aHa
TbJIHA O0PATUMOCT, KaKTO NPH NOBEYETO APYTH HAXOJKM.

[TopagH BUCOKATa YyBCTBUTEITHOCT HA XKUBOTHUTE KbM TePpHOIYHOMUA, MIAJIUTE ILTEXOBE ca OHu
H3JIOXKEHH Ha MO-HUCKH HUBA OT TE€3M NPH ACLIA ¥ I0HOLUM NPH MaKCHMAaNHATa NPENnopbYMTESIHA 1034

npH Xopa.

6. OAPMALEBTHYHH 1AHHH
6.1 CnuchbK HA NOMOIMHHTE BelleCTBA

Anpo Ha Tabnerkara

JIAKTO32 MOHOXHApAT
MHKPOKpHCTaNHa Uenyno3a
HApEeBHYHO HHLIECTE

HaTpUeB HULUECTEH raukonar (Tun A)
XHAPOKCHITPOITHIILETYJI03a
MarHe3sveB creapar
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TabneTHa OOBUBKA
XHNpOMeEJIo3a

JIAKTO3a MOHOXHIpAaT

KaJjiHes kapboHat
TpHaUETHH

WHIHIOKapMHH anyMHHueB nak (E132)

6.2 HechLBMECTHMOCTH

Henpuaokumo.

6.3 Cpox na roagnocTt

3 roAUHH

6.4 ChnennajHH YC/IOBHS HA CHXPAHEHHE
To3m nekapcTBeH MPOAYKT HE H3UCKBA CMNELIMAIHH YCIIOBUA Ha ChXpaHeHHe.

6.5 Bra R cLALpXAHAE HA ONAKOBKATA

OpuenTtupan nonuamug (oPA) /amymunnii (Al) /nonueuannxnopua (PVC) — anymuHueBH 61HcTEpHH
OMNAKOBKH, ChaAbpKaliu 14, 28, 84 wnun 98 tabneTku

He BcHukp BHAOBE onakoBKY MoraT Aa 6BaaTt rycHaTH B nponaxoba.

6.6 CrnennajHn npeAna3’HH MEPKH OPH HIXBLPJISHE

Hen3non3paHuAT NeKapcTBEH NPOAYKT WIH OTNAABYHHTE MAaTEPHAITH OT HETO TPAOBa 1a Cce HIXBBPJIAT

B ChOTBETCTBHEC C MCCTHHTC HIHCKBaHHA.

7. TIPHTEXATEJI HA PAJPEIHIEHHUETO 3A YIIOTPEBA

Zentiva, k. s.
U kabelovny 130

102 37 Praha 10 — Dolni Mé&cholupy

Yeiwuka penydnuka

8. HOMEP HA PA3PEINEHHETO 3A YIIOTPEBA

Per. Ne: 20230116

9. JIATA HA ITBPBO PA3PEIIABAHE/MOJHOBABAHE HA PASPEIIEHHETO 3A

YIIOTPEBA

IlaTa Ha mbpBO paspewsaBade: 09.06.2023 r.

10. JATA HA AKTYAJIMZBUPAHE HA TEKCTA

03.07.2025 .
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