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N3NBAHNTENHA ATEHUMA NO NEKAPCTBATA
Kpamxa Xapaxmapucmuxa wé npogyxme - [lpuscxenue |

LoL2 70024

1. UME HA JIEKAPCTBEHUS ITPOJIYKT

Tepudaykon 14 mg punMmupand tabnerku

. Paspeluenue Ne
eriflucon 14 mg film-coated tablets 75 -03- 701
BG/MA/MP - _6??9"‘2 ....... RS
b{:‘ﬁp%lﬂ 4 I SR

2. KAYHECTBEH U KOJIMUECTBEH CHCTAB

Bcaka dunmupana tabietka coanpxa 14 mg repudnynomna (teriflunomide).

[ loMOUIHO BEECTBO ¢ U3IBECTHO JICHCTRUE
Beaxa dunmupana tabnerka ¢cuaupxa 72,4 mg nakro3a (kato MOHOXUApaT).

33 NBAHUSA CITUCHK Ha IIOMOUTHHTC BCLLCCTBA BHXKTC TOUKA 6.1,

3. JEKAPCTBEHA ®OOPMA

bunmMupana TadbhieTka.
bieAOCHHHN, NETOLIBIIHM, JBOKHO U3NLKHANK, duiMupatn TabieTky, ¢ BULOHaTo peliedio oztadyeHuc

“14” or equara crpana v r1aJIky o7 apyrara crpaiia.

4, KIONHHUYHH JAHHHA

4.1 TepaueBTd4iyY BOKAZATIHS

Tepuduiykon e nokasan 3a JICUCHUC HA BB3IPACTHM HALUUCHTH W FICJIMATPHYHH NIAIMCHTH Ha BbL3pacT Haa 10
'OHAMHH, C IIPHCTLITHO-PEMUATCHTHA MHOMKCCTBCHA CKIEPO3a (MOJIS, HANPABCTE CNPaBKa ¢ TOYKa 5.1 34 BaKHA
nitpopMaLiMst OTHOCHO [IONYNAIKATA, 38 KOATO € yeTanopeha ¢uKacHocT).

4.2 Jo3HpOBKA ¥ HAYHH 13 IIPHJIOXKCHHE

Jleuenuero Tpﬂﬁliﬂ Add CC 3dlloYBa U npopcA/ia 10/ HAONOJ/ICHHUCTO HA JNCKAp € OIIHT B JICHCHHCTO H4d
MHOXKCCTBCHA CKJIICPO3a,

103U poBKA

Bwv3pacmu
[ [pH BL3pacTK, NPENnOpPLUUTENNATA /1038 TepHIyHOMU)L ¢ 14 mg BCIHLXK JNCBIO,

Heouampuuna nonyiayus (6e3pacm wao 10 2oounu)

[Ipy1 neauaTpruny nauvenTH (Ha sb3pact najt 10 roannu), npclopLYMTCIaTa 1032 3aBHCH OT
TCJIECHOTO TErnao:

- [leanarpuuny natMenTH ¢ renecho terio >40 kg: 14 mg Bejiibk HEBHO.

- lleanarpuunu nargmentu ¢ renecno terno <40 kg: 7 mg Be/1H1LX AIEBIO.

[leanaTpuunn nanuenT, KOUTO JIOCTUrHaT ctabuino Tenecio Terno Haj 40 kg tpabea ga 1ipemunar na 14
Mg BEJAHBXK JIHEBHO,




CDHHMHPEH vre TabneTky Morar Jia ce [I[PHCMAT ChC HITH be3 Xpaha.

CneyManHu rnonynayuy

Honynayus ¢ cmapuecka gv3pacm
Tepudnykon Tpsabea aa ce npuiara ¢ 1OBUILICIIO BHUMAHUE 1IPH LIAUMENTH HA BL3PACT 65 rojulii U NOBeEYE,
opajH HeJOCTATBYHO JlaHHHW 3a 6e30MacHoCT U eQuKacioct.

bvbpeuno yepeoswoare
He e HeoOxoaKMMO KOpUrnpalie Ha 103arTa Hpu NalMCcHTH C JICKO, YMEPEHO MW TeXKO DLOpeutio yspexane,

KOMTO HE NMPOBEXAAT AHATIN34.
He e npaBcHa oOueHKa UpH IAUMEHTH C TCXKKO OLOpCYIO YBpEXJiaHe, KOWUTO NpoBEeXIarT auanusa.
TepudayHOMHA € NPOTUBONOKAIAH IPH TA3H 11Ionynanud (BxXK. Touyka 4.3).

Yeproopobiio yspeocoane
He e 1eobxouMo KopUrupane 11a 103aTa Py [MaltKCHTH € JICKO K YMEepeHo ueplioipodHO yBpex/aane.
TepudayKoH e MpOTHBONOKA3aH 1IPU HAlHCHTH ¢ TEXKO Hephoipodiio yspexane (BxK. Touka 4.3).

IHeouampuuna nonynayus (6v3pacm nod 10 coounu)
besonachocTra M edukacinocrra na repudiyioMul 1IpH jicua Ha Bu3pact 104 10 roamny He ca

yCTaHOBEHH. JInncear gatny.

Ha4uH Ha HPHJAOMKCHHE

DuaMupanuTe TadNeTkH ca npeinasiadciin 3a ticpopaiino tupunoxkenuc. Tabsierkure Tpsibsa jla ce reiartar
LeNH ¢ MasIKo Boja. TepudnyKon MOKE Jia ¢¢ 11pHema CLe 1M 6¢3 Xpala,

4.3 [IporuBouokazanusi

CBPBbXYYBCTBHTCIIHOCT KbM aKTHBHOTO BCIICCTBO HIIHM KM HSKOC OT ITOMOHIIHNTC BELLICCTBA, H3DPOCHH B
Touka 6.1.

[TaupenTy ¢ Texko wepnopodio yepex;iatic (kinac C no Child-Pugh).
hpemMeHIty KCeHH WM KCHM € JICTCPOACH TOTCHIIMAI, KOUTO HC NpHlaraT HajACK/HA KOHTpAlEIMs M0
BpeMe Ha JICUCHHCTO ¢ TepHpAYHOMUA H clieil Hero, jJoxkaro 1nasMennte nusa ca Haa 0,02 mg/l (rx. Touka

4.6). I'pa0OsBa jla ce n3kmoun OPECMENHOCT 1IPC/IH 3an04YBatc 1d JICHCHUETO (BXK. ToUKa 4.6).

Kbpmauky (8x. ToUka 4.6).

[lauMEeHTH € TEXKH HMYHOJCQPHIIMTHH CLCTOSHHUE, HAlpUMEp NPpHAOOUT MMYHOJEPHUIINTCH CHILIPOM
(CITHH).

[[alieHTH ¢bC 3HAUYHMMO HApPYUICHHUC Ha KOCTHOMO3LYHATA (.b_‘;"HHIIHH HIIH 3Havd4HMd dHCMHEA, JICBKOHNCHHA,
HCYTPONCHHUA HIIH TPOMﬁUllH'I'OﬂCHHH.

[TannedTH ¢ TEKKa aKTUBHA MHPCKIUKS 10 O3/ipasasaHe (BX. Toyka 4.4).

KIMHHHCH OHWT 34 Ta3Hn Irpylid I[HallHCHTH.

[launeHTH ¢ TeXKa XHITOTIPOTCHHCMHA, HATIPUMCD T1PH HC(I)[JO'I'HLICH CHHIPOM.




4.4 CroennajiHy HpEAYNPCAICIHS H LIPCNAZHHA MCPKH LIPH YIIOTPEDA

[Tpocnenspane

lipeou neyenuemo
[Ipeau sanousaHe Ha JICUCHHUETO € TepUdIyHOMHUL TPsDBA 1a CC OLICHST;

. KPBLBHO HAJIAI'AHE,
° aJlaHuH amrHoTpatcdepasa/cepymiia riyramar-nupysar Tpancamuuaza(ALT/SGPT);
. [IbAHA KPbBHA KapTHIIA, BKIIOUUTCIIHO Mdepetinpanio Opociic Ha OCIH KPLBHU KNCTKH H

Opoi Ha TPOMOONUTHTE.

I{o epeme na nevenuemo
[lo Bpeme na nevennetTo ¢ TepudyiioMu;( TpsidBa J1a ¢e NPOCHICUsLBAT:

. KPLBHO Hansiraie
o llepuonnuyno nporepsipane
. ananuH aMuHoTpalichepasa/cepymia riyramar-nupynat tpancamuiaza{ALT/SGPT)

o YHepuoapoOuure enznmu TpsadBa a ce ouelisBaT Hail-ManKo 11a BCEKH YETHPH CEIMUIIH NTpe3
[TBPBUTE 6 MCCEIA OT JEHCHUCTO H PCAOBHO CJIC/ TOBA.

o Jla ce oOMHUCHM JIOUBLIHUTCHHO NPOCAC/sBaliec, Korato TepudnykoH ce€ npufiara npu
NMalHeHTH ¢ NPEJNIICCTBAY YepiioApoOy HapyLICHHS, IIpUara cc ¢ ApYFd NOTCHLHMAIHO
XENnaTOTOKCHYHN JICKAPCTBA, MM B 3aBHCHUMOCT OT HAJIMYHCTO HA KIMHHYHH NPH3HAIH H
CUMIITOMH KATO HCOOSCHUMO rrajpcne, noppbinance, 60jika B KOpeMa, yMopd, aHOPCKCHS HJIH
XBITCHUIA W/ BN ThbMua ypuia. HepHoapoOHHTE CHZUMU 1PAOBA [a CC OLICHSIBAT HA BCCKH
JIBC CEAMULIM [PE3 NLPBHTC & MecCla OT JICUCHUETO H 11aH-MaJIKO Ha BCCKH 8 ceAMMUH Clic]
TOBA, B IIPOJLIDKCHUC HA 2 FOJMIIA OT HAYAIOTO 1A JICHCIIMETO.

o llpu ALT/SGPT Mexy 2 v 3 b1 najl ropiara rpaiiyila Ha 11opMara, [1poc/cIsiBaHeTo
TpsiOBa Jla CC U3BLPILBA CHCCC/AIMHYHO,

. NBbJIHA KPbLBHA KapruHa TpsdBa jla ¢cc U3CIIC/Ba CIOPC KAMHWHIUTE NPH3HAIIL U CUMNTOMU (Harp.
HHdeKUHY) N0 BPeME HA JICYCHHCTO.

[Ipolieaypa 3a YCKOPCHO CAUMUHHPAHC

EnvMuHKUpaneTo Ha TeprugaynoMu)L 01 [L1d3Mara ¢ 0arHo. bes nponcaypa 3a yCKopeHo ClIMMHNHpPAaHe ca
HEOOXO/IMMH CpCJIHO 8 Mecena 3a Jlocrvraie na nnasmeny kouncHrpanuy non 0,02 mg/l, sbopeku ue
Mopaju MHAUBHAYAINIW pas/iMuis B KIHPBLHCA HA BCUICCTBOTO, TOBA MOMKC Jla OTHCMC JIO 2 I'OJIMHH.
[Ipoueaypara 3a YCKOPEHO CAMMUHUPAHE MOXKC JId CC HPHIIONKH 110 BCAKO BPCMC CJIC)I TIpCyCcTaloBsBaiie
Ha Jle4eHHETOo ¢ TCpUGIyHOMIL (3. TOUKH 4.6 1 5.2 3a JicTaiiiiv OTHOCHO HPOoLClyparTa).

Hephonpobuu edekty

[ Ipy naumnesTy, npuemattii repuduiy Homu)l, ca HadINOIABailM HOBHILCHUS Ha YCpIOLpodHTe CH3UMK (3K,
TOYKa 4.8). Te3n HOoBHIICHHS ¢a HACTLILUIN [HABI0 1PC3 UBLPBHTC 6 MCCCLld OT JICUCHTHETO,

[To Bpeme Ha Jicuennero ¢ TepuduiynoMu)l ca uabnionaBaHd cllyyad lla JICKAPCTBCHOUHAYLIHPAHO
qepriogpobuo yspex/jane (drug-induced liver injury — DILI), nousikora »uporo3acrpaiasanio. IoseueTo
ciydan Ha DIL] ca sb3nukuanu ¢ BpeMe [0 HA4aloTo NSKOJIKO CCAMUIM HIIM HSKOIKO Mecclid cne
3anouBale Ha NeycHHeTo ¢ Teprduynomus, Ho DILL Moxe 1a ce HosBM 1 Npy 1poJIbJKKTEIINA yrioTpeDa.

PHCKBT 3a nioBUlIaBane Ha sepnojipodlivre ensumu u DILI npu repudunynomnil Moxe 1285 \MB-Hg60)
MpH MNauHEeHTH C HpeAUICCTBAIO  4YepitoApodHO  HApYUICHME, CBULTCTRAID JY Y

XENaTOTOKCHYHH JeKapceTBa W/MIIH KOHCYMAIlMs Ha 3NaYWTCIHH KOJIHYECTBa mmqﬁ: oEAR N ativa O,
. Fpn e Fou N P 'f:ﬂ \

naudentrre Tpsbna ja ObAAT BUHMATCINO HPOCHCHABANN 3a [IPU3HAIK U CUMIITO] i.;fﬁ.‘-l?’- HO\|
% .*.'“"..',; | ', ’.".1-?: > j
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yBpEXJaHe.

Tepanusara ¢ tepudaynomuil 1psbpa Ja cC IIpCyCcTaHOBH i jla cc OOMHUCIHH yckopeHa npoueaypa 3a
€JIMMHHKpaHe, ako MMa CbMUCHHMC 3a 4epnojpobHo yBpexkjale. AKO ce IOTBLP/IM TOBHUICHHC 1Ha
yepHoApoOHHTE eH3umHu (nowseue oT 3 mbTu Hap ['TH), tepanusra ¢ tepudnynomun tpsibea jaa ce
[MpPEeyCTAHOBH.

B ciayyail Ha npeycranoBsBane Ha JICHCHHCTO TpsOBa Jla €€ [POBEKJAT HCPHOAPOOHH
H3cJeABalug 10 HOpManv3upatic Ha HWBAaTa Ha TpalcaMHHA3HTC.

XHUITONPOTCHHEMHNSA

Tsit karo TepudnynoMu)l ¢c CBbLP3Ba BLB BMCOKA CTCIEH € IUIA3MCHUTE OCATLLM U CTEMnelTa Ha
CBLP3BAHE 3aBUCH OT KOHIlEHTpalUsTa Ha aldyMul, [Ipy HAIIMCHTH C XHUIIONPOTCUHCMUS, HanpuMmep
TPpH HEPPOTHHEH CHHJPOM, €€ O4aKBa JIa3MCIIUTE KOHIICHTPAIHK HA HCCBbLP3aHHs TeprudiyiioMHua
ja ca nosuiteny. lTepudiynomul 11¢ TpadBa ja ce npuilara UPK HALKUCHTYH B ChCTOSIIMA HA TCKKA
XUNONPOTEHHEMMUHL.

KpbLBHO Handrane

[To BpeMe Ha JicyeHre ¢ TCPUGUIYHOMU/L MOXC J(@ HACTLIN ITOBHIIABAIIC 1A KPBLBHOTO HAJAranc {Bx, ToUKa
4.8). KpuBHOTO Halisiratie TpsOBa a ce 1IpoBepsiBa Npejtit 3dOUBaie Ha ACYCHNETO C TepH(IIYITOMHIL H
neproJAMYIHO ¢iic ToBa. TToBuiuecHOTO KpLBIo nansraie tpsdea jia ce JICKyBa 110 NMOAXOAAU HAYHH HPC)IH
3a[104BaHE M 110 BpeMe Ha JIYCHHETO ¢ TCPUdHIyHOMUL.

Mudekuuny

3anousaHeTo Ha neucHHe ¢ TepuuyHoMIL TpAOBA Jla €C OTIIOXKH NHPH 1AllMCHTH ¢ TCKKA aKTHBHA
HHODEKUME 10 U3JIEKYBANCTO M.

[Ipn 1utanedo-konTpoNMpany npoyuBaiins ¢ repudiiyHoMuil He ¢ naliiiojaBalo  yBejMyaBaHe na
ceprostiuTe uHdexuny (Bx. Touka 4.8). Ilpeasna obaue umynoMmoaynupatius edekr na TeprudIyHOMKL,
aKO TNAaIMEeHTLT pa3Buc cepuosna uudekuny, Tpabsa ga ce oOMHCAM cliupalie Ha JICYEHUETO C
Tepudnykon, a npeau phL3oOIIOBIBaHE HA TepallusTa TPsOBA J1a CC OUCHNAT OTIIORO MOJ3UTE H PUCKOBETCE.
[ lopaan ALATKA NONYKHBOT MOXKE j1a CC OOMHCIM YCKOPCHO CHNMHITUPAHC € XOJICCTHPAMHH WITi BBIJIEN.
[Tauuenrure, nonydapainn Tepudnyxkon, tpsdsa j1a 01,0aT HICTPYKTHPAHKY 12 YBCJIOMIABAT JICKaps 11pH
[0siBa Ha CUMITTOMKM 11a MHPCKIMU. TTauuenTHTC ¢ akTUBIM OCTPU WIH XPOHUUHK HH(CKIIMK He TpsOBa jia
3anousaT nedetune ¢ Tepudnyxon, gokaro vudekimure He 6b1aT H3NCKYBAHH.

besonmaciocTTa Ha TEpUPAYHOMMA 1LPH HIJMBWIAM C JATCHTHA TYOCPKYNO3Ha HMNdEKiMs He ¢
YCTAHOBCHA, TbH KATO [IPH KIWHUYHHUTE H3NWTBAIMUA HC € M3BLPIIBAH CUCTCMATUYUHO CKPHHHHT 34
TyOepKy:103a. [lalunenTure ¢ noJoXKUTCIACH Pe3yNTaT [IPH CKPHHHUIT 3a TyOepKyos3a TpsoBa jla Objiar
JICKYBAHH CNOpPEJ] CTaHlapTHATA MC/IHIIHIICKA TPAKTHKA LIPCIIM TCPALIMS T,

PecnupaTopHu peakiiiu

Mima cnobulenns 3a unrcpeTiiutaana Ocrnoppodbua Gonecr (MBLB), kakto w cinyuau na 6elojipobua
XWUIMEPTOHHUS IPY JICUCHHE C TEPHBIYHOMIL LIO BPCME HA HHOCTMApKCTHIHTOBaTa ynoTpeba.
PUCKLT MOXKe jta 6bAc NOBHIICHT 1PH HAIMCHTH ¢ anamnesa 3a UbL.

HalpUMeEp yopurTa KalllJIMila K1 JIMCITHCH, MOoraT Jla cTaHaT IIPHYIIA 32 LIPCYCTAlloB
32 MO-HATaTbLIHU H3CHCABAHUA UPH HYX/Id. AKO ¢ HCOOXOJMMO CIIpaHe Ha |
TpsadBa Ja ¢¢ 0OMMCIIM 3a1104BaANC Ha IPOLC/YPa 3@ YCKOPCHO CIIMHITUpaliC.
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XeMaTonoruuHy edeKTu

Habniopasalo ¢ cpeHo HaMalsBallc ¢ 110-MaJIKO OT 15% clipsMO H3X0/HOTO HUBO, 3acArailo Opos Ha
Oenunre KpbBHU Knetky (Bx. Touka 4.8). Karto rpejnasia Mapka 1npejiy 3anodsate Ha JcueHueTo Tpaodsa
Jla ¥Ma CKOPOLIHO W3CNeABane Ha I1LJ11a KPbBHA KapTHIIA, BKIAIOYUTEIHO AvgepcHianiyo 6pocHe Ha
OenuTe KpbBHU KJAETKH M OpOoH TPOMOOIIMTH, KAKTO K W3CJIC/IBAHE HA IIhJIHE KPLBHA KAPTHUHA N0 BPEME
HA JEYEHUETO IPH HEODXOAMMOCT CIIOPE KIHHUYHUTE NTPpU3HAaIIM B CUMIITOMH (HAlIpUMCEP HHPEKLIHH).

[1py mauMeHTH ¢ npeuiecTeallia aHecMus, NCBKONCHUSA W/HIIN TPOMOOUMTONCHHMS, @ CHbIO ¥ NPU NaAllMCHTH
C HapyuleHa QYHKLHS HA KOCTHUSE MO3BLK HJIK IIPY TAKUBA C PHCK OT HOTHUCKAHE Ha KOCTIIUS MO3BK, PUCKDBT
OT XEMATOJIOTHYHHU HAPYUICHUSA ¢ NO-BHCOK. Ipn wvhisnukpance a rakupa cdektd psabpa ja ce oGMHCIH
[IpoLeJAypara 3a YCKOPCHO CHMMHUHpdIC (BXK. 10-IOpPC) 3a HamansBbalge na 1J1a3MCcHUTe HUBA Ha
TepUIIY HOMUL.

B caydan na TEXKKH XeMaTOJIOTHYHM PCaKI{MM, BKIIOYMTCHHO naHuvrToncHus, Tepudiiykon H BCHKO
ChI'BTCTRALLO MUENOCYIIPCCUBHO JICUCHHE TpsOBA Jla CE NPEYCTaHOBIAT H Jla ¢ OOMHUCIIH NPHIIOKEHUECTO HA
NpoLCAYpa 32 YCKOPEHO SJIMMUHNPAHC Ha TCPHDIYHOMML.

KOX1iy peakuyu

Choluietn ca cayvau nHa CCpHO3HKM KOXHH PCaKIlMH, ITOHHKOId € JCTANCH H3XO0J, BKJIIOUHTCIHO
CHBAPOM Ka Stevens-Johnson (SJS), Tokcnuia cnniicpmania nekposinida (TEN) v nekaperseia peakiius
¢ €o3uHOpMIUs U cucTeMuun cuMmnroMi (Drug Reaction with Eoscinophilia and Systemic Symptoms,
DRESS) nipu yniorpeda na repudiy HoMHA.

AKOo ce HabmoJlaBar KOXKHW WK JIMIraBU4Hd peakiiy (YIUICpO3CH CTOMATHT), KOUTO IPCAH3BHKBAT
CbMHEHHE 33 TEXKH TICHEpaJIH3Npau KOXIIHM pcakliu (cuuyipom na Stevens-Johnson, TokcHuna
enuacpMaliHa Hekposiv3a - cuijipoM Ha Lyell nad niexapcrsena pcaxkis ¢ CO3MNOPHIUA B CUCTCMIIN
CUMIITOMH), TCPUDIYHOMHUL U BCAKO JIPYI'0 BBL3MOXKHO CHLP3AHO € TC3H peaki(iu Hicuciue tpsdsa jla ce
IPEYCTAHOBAT W HE3a0aBIO Jla ¢ 1PUI0XKM yCKopeia Hpolicypa. 13 TakuBa cliyyau 1Ipd HalUEHTHTE 11C
TpsOBa 1a MMa IIOBTOPHA CKCHO3ULMs na TepudiiynoMun (Bx. Touka 4.3).

[Ipn ynorpeba Ha TtepuduiyHoMujl ce cboOmaBa 3a HoBa I10sBa HA HCOPUA3HC (BKIHOUMTEINO
NyCTYJIO3CH NCOPUA3HC) U BOOILABAIC 1A CBINCCTBYBAIIL OT HPCJM LICopHazuc. Moxe j1a cc odmucnu
NMPEeKpaTABAHE Ha JICHCHHCTO W 3allo4Balic Ha 1IPOIC/lypa 3a YCKOPCIHO CIMMHHHMPANEC, KATO CC B3CMC
npeABrA 3ab0Ns8BaHCTO HA HAILHCHTA M MCJIMIIMHCKATA atlaMIic3a.

| [epudepHa HeBponaTHs

pu nauuvenTty, npuemManid repuduyioMul, iMa choOlIICHHS 3a Cliydan Ha niepudepia HepponaTHs (K.
Toyka 4.8). llosecucro nanventH ca umann 11oJ10dpCHUC CHC NIPCYCTAHOBABANCG HaA JICYCHHUCTO C
TepuaynomMu. Ob6ayc ¢ umMaio HIHPOKa BapHACIUIIHOCT B KpafiHWs H3X0/1, HAUPUMED LPH HAKOM LIAIMCHTH
HEBPOIIATHUATA € OT3BYHAA, @ IIPH JIPYIH HANMCHTH CHMIITOMHTC Cd INICPCUCTHpallM. AKO 1AIMCHT,
npuemaill Tepuduiykon, pazsue lHoTBLpACHA nepudepua  uesponatHs, TpadGsa ja  ce obMmuCiK
IIPEYCTAHOBABAHC Ha Tepanusita ¢ TeprdyKon H U3BBLPIUBAHC 1A IIPOLC/IYPa 38 YCKOPCHO SJIMMUHIpAHC.

Bakcuuaius

Jlse KIMHMYHKM MpOyUBaHMA Ca [10Ka3allM, YC BAKCHUIIAUMHTC KbM HHAKTHBHpal ncoantvren (irbpsa
BAKCHHALMs) MJTH Beue Cpcllal aururen (IIOBTOpHA CKCIIO3ULM) ¢a Oe3onaciu ¥ cCKTIEFF TOBRRNMC Ha
jieyenive ¢ TeprpuiyoMul. Yuorpebara Ha xuBH arcliONPaHy BAKCHITM MOXE J1a HO
U ciieloBaTeHO TpsiOBa na ce uzbsraa.
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MMYHOCYNPECUBHY WAY UMYHOMOYJIMPAIIIY TCpal iy

TubiA Kato ne@ayHOMUA € H3XOANOTO CLEIMHCHHE Ha TeprdIIYHOMII, TIE CC IIpCopbhbyBa CHIILTCTRAIILO
PHJIOKEHYE Ha TEPUPAYHOMUI U JICHITY LHOMM/I.

CbObTCTBAILO [PUIOKEHUE € AHTHUHCOIJIACTHYHM M UMYHOCYINPECHBIIM TCpalMK, H3NOA3BaHH 3a
nevyenre na MC, He e ouenssano. [Ipoyusanus 3a Oe3onacnocT, 1ipy KOUTO TepuhayHOMHJL € NpuJiarai
ChITBTCTRALLO ¢ HHTEphEepOoH OeTa WIIM € MMATHPAMCPOB ALCTAT 33 CPOK IO CA1a rojiHia, He ¢a 110Ka3alH
HAKAKBH KOHKpETHM CbOOpameHus 34 O6¢3onacHocr, HO ¢ Habiwojapana NO-BUCOKA uecToTa Ha
HEXEJIAHUTE Peakurn B CpaBUCIINC C MOIIOTCpanusTa ¢ TepHpaytHomMu. JInjirocpounara 6e3onacHocT Ha
TE3H KOMOMHALIHHK 1IPY JICUCIIMETO HAa MHOXCCTBCHATA CKJICPO34d HE C YCTAHOBCHA.

I lpeMyHaBane KpM/UiH OT JieycHuce ¢ Tepudnynomu

Ha 0a3zata Ha KIMIUUHUTC JIaHHK, CBLP3dHW CLC CHIILTCTBAIIOTO MPUIIOXCHUC HA TCPHQAYHOMUA C
MHTEPQEPOH Oera WIU C MIATHPAMEPOB alcTar, 11e ¢¢ U3UCKRBA lICPHO/( l1a W3dakBale NMpH 3anodsaHe Ha
TepudiyHOMUA cnejl nutepdepon 6eTa win 11aTHpaMepos alerar, MK 11pH 3a1104BalCTo 1a uiTephepo
Dera WK rjIaTHpaMepoB auCTaT CICH TCPHPIYHOMHU/I,

Topaar ABJArAA 1NOJYAKHUBOT Ha HATanu3yMad cjlioBpecMeniia CKCIIO3MLHS, H CIACAOBATCIHO HMYHHH
eeKTd, MOraT [a HAaCTBLIIBAT JI0 2-3 Mecclla Cie/T IPCYCTAOBABAtIC Ha HaTanM3ymad, ako MPHIoKCHHCTO
Ha ‘lTepudnyxod e 3anoutano wsejuara. llopajm 1oBa ¢ HCOOXO/IMMO 1OBMIICHO BIHMAHHC [IPH
IpEMHHABAHE Ha NalJMCHTUTE O lHaTau3ymad ua TepuduiyKoH.

B3 ocHOBaA Ha MOJIYKUBOTA HA (PUIICONUMO)(, 32 HIYHCTBANCTO MY OT LIMPKYJalKaTa € HeoOXOAUM HICPHO
oT 6 ceamuuu Be3 JieyeHue, a 3a Bb3CTaHoBsBaHE 1A JUMQOIMTUTC B HOPMANIIMTE UM TPalHIM €
HEOOXO UM 1TCPHOL OT | 10 2 Mecelld ¢lig)l npeycTalioBsiBalc 1a JICMCHHETO ¢ (PUHIOIUMOML. 3al104BaHCTO
Ha Tepuduykont 11pe3 TO3K HEPHOJL LIIC UMA 33 PE3YJITAT ChIFLTCTBANNA CKCITO3HIMA Ha punronumoil. Tona
MOXE /1a JIOBCHEC JI0 IMTHBCH CCKT BLPXY HMYHHATA CHCTCMA, 1IOPaJIM KOCTO CC Lajtara HOBHILCHO
BlIHMAHHE,

[Ipy naumenT ¢ MC meauanara na tiz, ¢ 0una npubinanTento 19 juu CJICH MHOIOKpAaTHO [IPUIIOAKEHUE
Ha no3u oT 14 mg. AKO CC B3CMC pCHICHHC 32 HpeycraHoBsBaHee ta aeuctiuero ¢ Tepudnykon, npes
Iepuo/ia, paseH Ha 3 noayxupora (Hpubimsnrenno 3,5 Mecelld, Ho MOXKC M Jld © NO-AbJILE IPK HIAKOU
IALUMEHTH ), 3aII04BAHETO 1A JIPYrW TCpanun (¢ HMa 3@ pe3yirar cobibICTBAING CKCHO3ZHLMS 1A
TCpUAYHOMBU)L. TOBa MOXKC J1da JOBC/IC JIO0 a/IMTHBCH CCKT BLPXY HMYHHATA CHCTCMA, 1TOPAJIH KOCTO Ce
Hangara 1oBHILICHO BHUMaHHUC.

Baugnue BLPXY ONPEJAEAsHCTO HA 1IMBATA 1132 Honu3upal Kaliluii

[353MOXKHO ¢ H3MEPBANETO lla HMBATA HA HOHM3UPAI KANIHI JI@ HOKAKE DaniiiiBo NOHNKCHH CTORNOCTH
[pH  JieveHue ¢ aequiynoMmyl d/uim repudiyinomit (aktusnust Mctabosut na edaynomiti) B
3dBUCHMOCT OT BH/la Ha HU3I0A3BAHHS anajad3artop Ha Honu3upad Kaluvi (Hanp. KpBBHO-Ta3oB
ananuzarop). llopaxu ToBa 1pH nanuenTuTe, NCKyBaHM C JICHAYIOMHI WKW  TepudAYHOMHA, €
HEOOXO0/IMMO J1a €€ 1POBCPU TOCTOREPIOCTTZ NA U3MCPCHUTC 1IOHHKCHU HHBA Ha HOHUIMPaH Kajuui. BB
Cjlydal na CbMHUTEIINH Pe3yjIraT cc 1IPClopLUuBa Jla ¢ onpeiein odara konieHTpalMs Ha anbymun-
KOpUrupau kaniuii B cepyma.




ne,HHHTPH YHA [TOIYIAI{NH

Hanxkpeamum

B neauatpuyHOTO KIMHHUYHO M3NWTBAHC ¢a HAOMONARAHH CIIYUYaH L1a HAHKPCATHT, MOHAKOra oCThp, npH
MalUeHTH, Noyyasad TepdpaynoMnt (Bx. touka 4.8). KiMiMunure cUMITOMM BKJIOYBAT KOpeMHa
OoJiKa, raaeHe W/uim nospbiane. [Ipn Te3u nauuenTy cepyMuaTa amiiiaza W Miasa ca OMIiM MOBHILEHH,
BpeMero 3a riosBa Bapupa OT IHAKOJKO Mccena Jjo Tpu roaunu. [llanuenture 1psabpa aa 6njar
HHOpMUpaHH 3a XapaKTCPHUTC CHMIITOMH HA laukpeaTHT. [lpH chMmHeHHe 3a naHkpearut Tpadpa ga ce
H3CJIEABAT NaHKPEACHUTE CH3UMU K CLOTBETHHTE nabopaTopHy 110Ka3aTe/Y, AKO Ce NOTRLPIM Hanuyue Ha
MaBKpeaTUuT, TepudIynoMuia TpsdBa Jla CC NPEycTAHOBH M Aa CC 3alO4YHE [POLE/ypa 3a YCKOpECHO
CIMMUAHHUpPAHC (BX. TOUKA 3.2).

JlakTo3a

T6H Kato Tepu@uykon TabieTkp CLALPXAT JNAaKTo3a, HAllUCHTH © PCjIKKM NACKCACTBCHM npobiicMiu Ha
I'aJlakTO3Ha HENOHOCUMOCT, IVBJICH J1AKTA3CH ACHHUIHT WK IIIIOKO30-TrajlakTos3tia manabcopSius ne rpsbdna
Ja IPUCMAT TO3U JICKAPCTREH IIPOJIYKT.

4.5 B3aumojeiicrBie ¢ APYIH JCKADCTRBCUH NPOAYKTH M ApYI'H GOPMH 112 B3ABMO/JICHCTBHE

DapMaKoKHHETHYHH B3AHMONCHC TR 1a JIPYTH Benieersa ¢ TepudayHOMMJ

(JCHOBHHUSAT IIBLT HA GHOTPHIICCIJUPMHHHH ld '!'CpH(lJJI}’HGM H/1 C XHJIPOJTH34, 4 OKHCIICHHCTO € BTOPOCTCNCHEH
ITLT.

Mownu unoykmopu na yumoxpom P450 (CYP) u na mpancnopmepume

CHIbTCTBAUIOTO MHOIMOKPATHO IPHIIOKeHHE Ha 21031 (600 mg BCHHD®K JUICBHO B HPOALIBKEHHC ua 22 jHu)
pubamimiunn (unjykrop na CYP2B6, 2C8, 2C9, 2C19, 3A), kakro ¥ Ha HHIAYKTOp HA €pliyKCHUTC
TpaHcroptepu P-rituxonpotenn [P-gp]l v nporewn Ha pesuctenTtiHocT Ha pak na rupirara [BCRP], ¢
repuguyHoMui (70 mg euliMHHuHA J1033) ¢ JOBCNIO IO HaMaissance npubausdrenno ¢ 40% na
CKCRO3HUMATa Ha TepuaynoMua. Pudamnuimn v Apyrd uiscctiu mouin vnayxropn na CYP wu
TPaHCIIOPTEPUTE, KATO narnpumep kapbamascnni, genedbapburan, denuToni U KLAT Kalitapyuoll, TpaOna
3 CE NPUNIATraT C OBHUICHO BUHUMAIIHE 110 BPCMC HA JICHCHHETO € TepHdIyHOMH/L.

Xorecmupamun uiu aRmugen GLaiel

| lpenoptuBa ce nalMeHTHTe, HpUeMauln repudilynoMnl, ja e 6L)ar ACKyBaly ¢ XOJSCTHpaMMIl HIIH
aKTUBEH BBIJICH, OCBEH aKO HC C€ [1CJIH YCKOPCHO €JIMMUHHPANC, Thid KAaTO TOBA BOJIH 10 O1LP30 K 3HAYHMO
HaMansBaHe Ha IjlasMcHara KolucHTpauus, CMATa ce, 4¢ MCXalM3MLT ¢ CBLP3all ¢ NpeKbeBale Ha
CHTEPOXENATAJIHHUA KPBI'OBPAT W/ MM € FACTPOHHTCCTHHAJIHG JIHANN3a na TCpHAIIYHOMHML

(DHDMEII{OHHHC'I'H‘{HH B3aMMOJICHCTBHSI Ha ’I'CDH{]]JI}’HDMHH CHIDYI'H BCIICCTBA

Eghexm na mepudhayrnostd evpxy cyboempamu na CYP2C8: penasiunii)
Hanuue e nosuwmasane na cpepnara Cha 1 AUC Ha penariiming (cuorserno ¢ 1,7 v ¢ 2,4 ubTH) cielt
MHOTOKpaTHO TMPHIOXKEHNE Ha TCPUQIIYHOMMJL, KOCTO HOKaszsa, uc TepHBAYHOMHL € HUXHOHTOp Ha
CYP2C8 in vivo. llopaju 7osa ¢ HeobXoAMMO HIOBAUICHO BRHUMANWC UpH ynorpeba Ha JICKAPCTBEHH
npoayxTH, kKouTo ce Mertabonmzupar or CYP2CE, karto unanpumep penariviu
ITAOITHTA30H HAH PO3UIJINTA30H, 110 BPCMC HA JICHCHNE ¢ TCPHBIYHOMML.




Edexm na mepugpiynomuo svpxy nepopaunu xoumpayenmusu: 0,03 mg emununecmpaouon u 0,15 mg
NeGOHOpIECmpPEN

HaJyivne ¢ nosuiasate na cpeanata Cunax ¥ AUCo.24 na eTununccerpainon (cpotsetno 1,58 u 1,54 nbTH)
Ha Cmax U AUCo.24 na nesonoprectped (cborsetio 1,33 u 1,41 1nTH) cieyl MHOTOKpaTHO NPHIIOXKCIUC Ha
TepudayHomuil. Bbhopexkn, 4e HE cc ovakBa TOBA B3aHMOJICHCTBHC Ha TepudUIYHOMMJ J1a WMa
HeONRArOIPUATIIO BIUAHUC BLPXY CHHKACHOCTTA HA ICPOPAIIMTC KONTPAICIITHEH, TOBA TpsibBa Ja cC uMa
npeaBu npr n3dopa ¥ ananTUpalceTo Ha JICHCIIMCTO C Nepopailii KOUTpalCnTHBH, KOUTO e U3IMQJI3BAT B
KOMOMHAUUSA C TEPUPITY HOMUL.

Epexm na mepugpaynonsud gvpxy cyocmpamu va CYPIAZ: kopeun

MHOrokpaTHO NPUIOXEHU 1034 TepuduiyHoMRI/L naMansasar cpejuiata Cog 1 AUC 112 kogerna (cybetpar
Ha CYPIA2) chorBetno ¢ 18% u 55%, kocTo upenionara, 4e tepuuiyHOMUJL MOXE J1a ¢ ¢Had UHJYKTOD
Ha CYPIAZ2 in vivo. [lopanu ToBa nekapcrscuy 1poiyKTH, kouro cc Mceraboausmpar or CYP1A2 (karo
HanpuMep AYJOKCCTHH, anoceTpol, TCOMUIMH U TH3aHWAHN), TPAOBA Jla CC H3N0J3BAT BHHMATEIHO 110
BpEME Ha JICHEHHETO ¢ Tepudpayuomul, Tbid Kato ToBa OH MOMIO Ja JIOBEAE AQ HAMAJISBAHE HA
e(PMKaCHOCTTa Ha TC3H JICKAPCTBCHHU NPOJIYKTH,

Edpexm na mepughiynomud suvpxy eapdhapur

MHOIOKpATHOTO NIPHUIIOKCHHKC HA JIO3H TCPHPIIYHOMI)L HE ¢ HMAI0 CPCKT BLPXY (PapMaKOKHHCTHKATA HA S-
Bapdapui, KOCTO 110Ka3Ba, 4¢ TeprdIy oM He ¢ HUTO HXubuTop, nuro vijiykrop tua CYP2C9.
Habmonasano € obauc namanciine ¢ 25% Ha NHKOBHTE CTOHNOCTH 11a MCHJIYHAPO/IHOTO HOPMAan3npano
chorHowenue (INR) npu cenwrerpanio ipunoxenuce na rtepudiiynoMusl u Bapdapuid B CpaBICHHE €
CAMOCTOATENHOTO nNpuiioxenue Ha sapdaput. Ilopaj v 1oBa LipY CBLIBTCTBALLO NPHIIOKEHUE 1A Bapdapuil ¢
TepUpIYHOMH/L CC LIPCHOPBLYBA BIIHMATCIIHO 1IPOC/IC/IaBane i MoltmTHpatc Ha [NR.

lipexm na mepudbaynosud evpxy cyocmpamu na mpaicnopmepa na opeanuuiiat annonu 3 (OAT3):

Hanvue ¢ nosrwanane na cpepnara Cha v AUC na nedaxnop (cworserao ¢ 1,43 w ¢ 1,54 nbth) cinen
MHOI'OKPATHO HPHIIOKEHWE 11a TepUGIYHOMUY, KOCTO Npeialioiara, ue TepHgIyHoMUI ¢ RIXUOHTOP 1Ha
OAT3 in vivo. llopaau ToBa cC 1IpenopLYBa [IOBUIIICHO BHUMAIIHE, KOIraTo TCPUpIYHOMUJ( ¢ LipUiara
eJHOBPEMEHHO CbC cyOcTpatn Ha OA'l3, karo nalpumep uedakiop, nenuipivit G, 1nupodiokcalm,
HHAOMETaUHH, KETOIpodeH, Pypo3CMu)L, IIIMCTHIIHH, MCTOTPEKCAT, 3HUOBYJIHIL,

Edexm na mepudpayvnosuo evpxy cyocmpamu na BCRP uw/wwu cyoempamuy na nonmenmuou Bl u B3,
mparcnopmupaugu opeanuyny aioni (OATPIBI1/B3):

Hanuue ¢ nosuinasane na cpeanara Copae ¥ AUC na posysacrartun (cnorsetio 2,65 u 2,51 nwru) cnen
MHOI'OKPATHO IIPHIIOKCHUE 11a j1o3n repuduivHoMuyl. Tora nosnuanane na rjasMcHara €KCHO3HIUS 1A
posyBsacraruy, odade, HC C OKA3alo SBIO BJIWAHHC BLPXY akrtuiocrra nHa HMG-CoA peaykrasara.
I [penopbusa ce Hamansipane ¢ 50% Ha Jo3ata 11a po3yBacTaryil IIpM CLUBTCTBALUIOTO MY MPHIOKEHHE C
trepudayiiomun. Tlpu ocrananure cydctpary na BCRP (nanp. merorpekear, ronortekan, cysdacanasmnin,
jlayHopybuunn, jokcopyOuiiMH) W cemciictsoroe na OATP, ocobeno unxuduropure na HMG-Co
DCAYKTA34Ta (Hanp. CUMBACTATUIL, aTOPpBAcTATHI, HPABACTATHIL, MCTOTPCKCAT, HATCIIMIWI, penariuiin,
DH(pAMIHLUKMHE), NPH CBIBLTCTBAING HIPHIOKCHHC ¢ TCpHhyHOMIL ¢ HCOOXOANMMO 1IOBHINICHO BHUMAaHHC.
lauuenTnre TpAOBa Ja CC MpOCHEAABAT BHHMATCIHO 3@ 1LIPH3HAIK H CHUMIITOMM Ha IIPCKOMCpPHA
CKCNO3HIMS 11a TE3U NEKAPCTBCHH HPOJAYKTH H jla ¢C 0OMMHCIIH NaMansBalic Ha Tsxnara A03a.




4.6 @ecpTHAHTCT, OPEMEHIHOCT B KLDPMCIIC

[NpunoxeHue npu MbXKE

lNpuemMa ce, 4e pHCKBLT OT MeJIUMpala OT MBLXKa cMOpHodeTania TOKCMYHOCT MO BPEMC Ha JIGUCHHC C
TepUPNYHOMHUJL € HUCHK (BXK. TOYKaA 5.3).

bpeMeHHOCT

Mma orpaHnuenn ganHm oT ynorpebarta na rtepuduiyHoMu)l 1ipu BpeMceniny xenu. [Ipoyusatusra 11pu
XHUBOTHH NOKA3BAT pPenpoiyKTHBHA TOKCHYHOCT (13K, TOHKA 3.3).

TepudayHoMul MOXC Jla 1IPEAM3BHKA CCPHO3NH BpOJACHK Ac(pCKTH, KOIaTo CC IlIpuUnara 1o BpcMe Ha
OpeMeHHOCT. TepudauyromMua e IpoTHIBONOoKA3aH HO BpeME Ha BpemeniocT (Bx. Touka 4.3).

Keuute ¢ gereposeH norenyan Tpsdra jia uaroa3ear ¢QekTHBHA KOHTPALCNIHA NO BpeME Ha JICHCHHCTO
U CNEeA JICUEHUCTO, JOKATo 1yasMceliarta KohueHrpands ua tepudaynomun ¢ naa 0,02 mg/l. Tlpez to3u
epuo *KeHute TpadbBa fa OOCLMSMT C JICKYBAILMWS JICKAP BCUHKM CBOH HAMCPCHMS @ CLPAT HMJM 144
(IPOMEHAT KOoHTpalelimsTa, Jeuara OT XCICKH 110A H/HIH POJUTCINTC/IIOJIaralliMTe IpHXH 3a Aclld OT
KCHCKHU NoJI TpsOBa ja ObLAaT HMOPMUPAHH 3a HEOOX0AUMOCTTA Jla CC CBLPAKAT C JICKYBaUlMs JIcKap, Chejl
KaTo AETETO OT KEHCKH 1104 Ha Jeyenue na TepudaynoMui nonyun Mencrpyauus, Heodxoaumo € aa ce
NpoBeAe KOHCYNTALUS Ha HOBUTC [AUMENTH ¢ JACTECPOACH NOTCHIMAI OTHOCHO KOHTpalleNIHATa |
[MOTEHUHAITHWA PHCK 34 1Jtoj44a. T psadBa j1a ce 00OMHCIIM HAaCOUYBAHC KbM I'HHCKOJIOL,

[ Taunentute TpAOBA Aa OLUAT HHCTPYKTUPaNK Ja npeycranosst Tepudpaykon u te3adbasiio j1a yBeJIOMST
eKaps ¢ Uel U3BLPLIBANG 1A TCCT 3a OpeMCINOCT, aKk0 HMa HAKaKBO 3adansiic Ha MCHCTpyallndTa WIH
JAPYIH ITPHYUHY Aa ce NOJI03UPpa OPCMCHNOCT, KATO 11IPH TOJOKHUTCIICH PC3YIITAT OT U3CHC/IBAHCTO JCKAPHT
K MALKHEHTHLT TpAOBA J1a 00CHL AT pucka 3a OpeMentocrTa. Bu3Mokiio ¢ 6Lp30TO HaMansgBalce Ha HHUBOTO
Ha TCPUPAYHOMH)L B KPBLBTA, 4YPE3 HpUlaraHe Ha ollucaHara 110-J101y [poucAypa 34 YCKOPCHO
CIMMHHHPAHE, [IPH TIILPBOTO 3AKLCHCHHC HA MCHCTPYALWsTa, Jia JIOBCAC J0 NaManssalce Ha pHCKa 3a
peryca.

[Ipy xenn ua JsiedcHue ¢ TCPUBAYHOMU)L, KOMTO KEaAasT Ja  3a0pPCMCHCHT, TPHIOKCHHCTO HAa
JIEKApPCTBCHUS  1LIPOAYKT TpsibBa j1a ObjiIc CUPSHO KATO CC HPCHOpLYBA W HPOLCHYPd 33 YCKOPCHO
ENMMHHUpAHE, C 11edl N0-0bP30 JocTUrane na komenrpands noj; 0,02 mg/l (Buxre no-jony).

AKO He CC NPHUIIOKH 1IPOLEAYPa 32 YCKOPCIIO CIIHMHIIHPAHE, MOXKC J1a CC OY4KBA [11a3MCHOTO HUBO i1a
TepudayHoMua sia ocrane Haj 0,02 mg/l B npousinkeHue HA cpeiio 8 mecella, HO IpH HAKOH 11aIlHCHTH
¢ Bb3MOXKHO J1a ¢a HeoDXOAUMK JI10 2 ToAKIIK 33 JIOCTHIAHC HAa 1i1a3zvena kouuenrpais 11oj 0,02 mg/l,
[lopanu ToBa naazMcHaTa KoHUCHTpanus ta repudiyoMuil Tpibpa J1a ¢e W3IMCPH, 1IPCHH KeHaTa jia
paBd ONKHTH 3a 3abpemcuspanc. Cic)l Karo c¢¢ yCcTanonH, HC L1azMcHard KOHIICHTPAaUUs ia
repuduiynomua e 1oy 0,02 mg/l, tpadsa ja ce M3BLPIIKM HOBTOPIO H3MEpBAC Ha 1llazMclara
KOHUEHTpaLM Clie){ MHTEpBasi OT MHUUMYM 14 jiiu, AKO W JIBCTC NaasMcHH KOHItCHTpalluy ca o), 0,02
mg/l, ne ce ouakBa puck 3a deryca.

Ipoyedypa 3a yckopeno eaumunupane

C.HC,H. NMPCYCTAHOBABAHC Ha JICHCHHCTO C ’I‘CPH(IHI)’HDMHJ[:

. [IprJjiara c¢ XoJecTUpaMuu 8 g 110 3 nbTH Jutesio 3a iepuoji o1 11 qiu. B chiyyai ue xosecrupamuit 8
2 TPH BTH JIHEBIO HE CC 11OHACH JL00PC, MOKE J1a ¢C HPHIIOAH XOJCCTHPAMHIL 4 g TPH IThTH AHCBHO;
. ANTCPHATHBHO CC npHidra 50 g akTuBeH BLIVICH Ba 1pax Ha Bceku 12 yaca B npoaniaxenve Ha 11

JIHH,
W10\

Cnenl BCAxka OT JIBCTE alltePNaTHBHU TPOIC/YPH 33 YCKOPCHO CIHMUIIMpaHE
Bepudrnrpane upe3 2 OTACHHM TCCTA NPC3 HHTEPBAJ OT Hali-Manko 14 Juin, KakTo
OT €JMH H NOJIOBHHA MeECClla MEX)lY ILpBara 1ospa na IijiaiMena KOHCHT
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OITJIOHIAHCTO.

Kakto XONCCTHPAMHH, TaKa W aKTHBIIHAT BLIVICIHH Hd NPax, MOrar Jid NOBRJIHAAT BLPXY BSCOPGHHHTE‘L i1d
CCTPOICHHUTC H NPOrcCTOrcHHTC NHO CTCHCH, HC Jla HC MOXKC Jla CC rapaiTHupa HaaCHAHa KOHTPAUCIILNA C
NCPoOpanHH KONTPALCOTHUBY B NTCPHUO/IA Ha NPOLIC/lypdTad 3d YCKODPCIIO CIHMHUHHpAHC € XOJICCTHpaMBll WJIH
dKTHBCH BBLITICH Ha Tpax. HPEIIOPLHBH CC ITPHIHOMCHHUC tid aJITCPIATHBHH MCTO/IH 3d KORTPAILICIILIHA,

KbpMeHe

[lpoyuBaHus pH KMBOTHH 110KA3BAT CKCKPC!Ms Ha repudayHoMu)l B MIIKOTO, Tepuduiykoit ¢
[IPOTUBOMNOKA3aH NO BPEME HA KbpMene (k. Touka 4.3).

GQepTuaurer

JJaHHUTE OT NMPOYYBAHMWA NPH XHBOTHM HEC MOKA3BAT CPCKT BLPXY Qeprunntera (Bx. Todka 3.3).
Bbnpeku ue NUIIcBaT AaNHU 1IPU XOP4, 1IC C€ O4aKBRa CHEKT BLPXY (PCPTHANHTCTA HPH MBIKE H XKCIIH.

4.7 EdexTn 8Lpxy cuocobuoctra 3a modupaie 1 padora ¢ Mamuuu

TepudiiynoMn)i He noBausBa WK NOBIMSBA lIpcHCOpexuUMo cliocobHocTTa 3a HlogUpate 1 pabora ¢
MalllHHHU.

B chay4ad ia HCeXKeJland peakiliM, KATOo NallpuMep 3amalisatie, Koceto ¢¢ ¢bhodulaBa upm jcdnynomul,

H3XO0AHOTO BEWECCTBO, MOXKC J1a ¢ HApyuIcHa ClIOCOOHOCTTA Ha HAIMCHTUTE 33 KOUHLCH TpALlU 4 a/[eKkBaTHA

peaklus. B TakvBa cilydyau nanucuTHTE TPAOBA Ad CC BL3ALPXKAT OT 1otupanie i1 padoTta ¢ MallHliK,

4.8 Hexenann JicKapcTBCHH PeaKIIHM

Obob1eHue Ha npohuaa 3a 6¢301acHoCT

Haiti-yecTo cboOtllaBauuTe HEXKCHAHW pCaKilMH 1UpH JickyBauute ¢ tepudayunomuy (7 mg u 14 mg)
nauenTn ca: raasobonuc (17,8%, 15,7%), anapus (13,1%, 13,6%), nosuuicn ALT (13%, 15%), rajcue
(8%, 10,7%) u anoneums (9,8%, 13,5%). Haifi-o0110 rnarobonuc, snapus, 'icHe M aloncius, ¢a JISKH 10
YMEPEHH, IPEXO/IHUA H PSAJIKC ¢a BOAHIIHA 10 NIPCKpATSIBAHC HA JICHCHHCTO.

Tepupuynomua e ocuoBuustT mcrabonur una  speduaynomil. Ilpoguast na 6c3onaciHoct Ha

nedury HOMM/L MY TIalMENTH, CTpajallid OT PeBMATOW/ICH ap TPHT HIIH IICOPHATHYUCH apTPHT, MOXC (A ¢
CBOTHOCHM HPH IpeiineBane na repuduiyliomMu)L na nainenu ¢ MC,

| ]




TabanueH CIMCHK HA HEXENAHUTE PEaAKLIY

TepudnynomMua ¢ uscacasan npu obulo 2267 naumentd ¢ ekcnosuiivs na tepudayaomun (11535 na
TepudayroMuy 7 mg n 1112 na repudnyuomua 14 mg) seaiink JANEBHO IPU MEIMaNa HA NPOALMKUTENTHOCT
okosio 672 ABU B ucTUpH mnhanebo-koutponupanu upoyusanus (1045 u 1002 naigyent CHLOTBETHO HA
TepHpayHoMua 7 mg ¥ 14 mg) v ¢)IH0 npoydpaiie ¢ akTUBCH cpaBHHTENIEH NpoayKT (110 nauMesTH BLB BCHKa
OT IPYIKTE HA NIEHECHUE C TEPUPIYIIOMHJL) TIPH BL3PACTHH NAMEHTH ¢ HpHCTLITHY dopmu na MC (npuctbnna
MIIOXECTBEHa cKiepoda, | IMC).

HO-*II,D.T]}’ cd HSGPDEHH HCXCITAHHUTC PCAKIIHH, CHLODINEHH B IIJIHI[CﬁD-KOII']'pOJIHpﬂllH NpoyynaHus iipyd Bb3pPdCTHH

NAUUCHTH, JoKiaaBany 3a tepuduynoMu)t 7 mg unu 14 mg or KIMHKUYIY HPOYYBAHKS NPH Bb3PacTHH

[MalfHCHTH.

HecToTHTE ca Ae@UHHUPANN YPC3 lIpWilaralce na cliesitiarta Kouscuius: mnoro uccru (=1/10), yectu (=1/100 5o

<1/10), neuwectu (=1/1 000 xo <1/100), peiku (Z1/10 000 no <1/1 000), muoro peaxn (<1/10 000} v ¢

HCH3BCCTHA HCCTOTaA (DT HAJIWYHWATC JAHHK HC MOXKC 14 613}18 lalpdBcla {JILCIII{H). BB BCska rpylid no YCCTOoTa

HCWCITAHHUTC PCAKIIMHK C4 TIPCHCTABCHH B ITH3XO (AL pCH [TO OTHOIHICHHC 11a TdaXHaTrda CCPpHO3HOCT.

“Cucremo-opranny, | . Muoro Hecru Heuectu Peaxcu | Muoro .| - CHensBecTHA
. ksacoBe ' | wveeTw | | | peakd | wecToTasicTa
Uidexkuuu u [Cpu, Texku

nHgecTaluM Mudekius na HHQCKIMY,

FCOPUHTE JIMXATCIHH
[ILTHEG,
HMipekius na
ITHKOUHMUTC I'BTHILA
bponxur, CHHY3HMT,
Mapunrur, Llucrur,
Bupycen
[&CTPOCHTCPHT,
Opalic xepiice,
360118 HIKDCKIUS,

BKJTIOYHTCIIHO
cericuc

Japunrur,

Tinea pedis
Hapyuichus ia Heyrponenus® Jleka rpombGo-
KpLBTA U JIMMPHAETA AHeMus ILHTONCIINS
cucTeEMaA (TpomMOOIHTH

<100G/1)

Hapyuienus na Jeku anepruynu Pcaxiivu na
UMYHHATa CUCTEMA PCAKLLUH CBPLXUYBCTBH

TCIHHOCT (OT
OLP3 HIIH 0T
330aBCcH THIT),
BEHOUHTCIIHO
aHapnJIIaKCHs
H dlI'HOC)ICM

| lcuxnynu

HAPYILECHHA
Hapyluenus na
HepBHATA CHCTEMA

T peBOAHOCT

[ narobonue

[ lapccresus
Huinac,

CuH/ipoM la
Kaplajitius Ty,

XHnepecre-
3K,

Henpanrus,
| leprichepua
HCBPOlIATHA

Cbpieytu

[ lannuraigim
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Hapymeﬂuﬂ
CbA0BH HapyuUIEHHS Xunepronus®
Pecrinparophiy, HurrepctTnuman benoppobiia
FPbAHH U Ha XHUTICPTOHUSA
MEJIHACTHHAJIHN Oenonpoda
HAPYUICHHSH OosieeT
Crtomainno-upeBiu | Jnapus, [lankpearur®® Ctomarur,
HAPY LLUCHHSA [apcHe hosika B ropHara Koyt
4aCT 11d KOpPCMa
[lospuinane,
300001
Xenatoouimapiy [losuuICcHA ['loBKIIcHa rama- OcTp HekaperBeHoun,y
HapyLeHHs anatnn Nty ramuirpancdepa Xeua HHPAHO
amuiiorpanc | 3a (GGT)S, THT 4EPHOPODHO
repasa [ losuiitcHa acnaprar yepexcnaue (DILI)
(ALT)® amuliorpancdepasa’
Hapyuienusa na Jlucnununemu
MeTaboIm3IMa u S
XpaHeHeTo
HapyuweHus Ha AJionelus Obpus, | {apynicuus
KOATa H AKHC 112 HOKTHTC,

NMOJIKOXKHATA TEKaH

[1ICOPUA3HUC

( BKJIFOYHUTCIIHO
nycrynosci )t
T CXKH KOXKHU

peakimm’
HapyuieHus Ha MyCKYJIHO-CKENETIIA
MYCKYHHO- OoIIKa,
CKeNeTHaTa CHcTeMa Muasius,
W CbCAMHHATENHATA Aprpanrus
ThKAl )
HapyuieHus na [ lonaknypus
OnLOpeunTe U
[MMKOYHUTE MbTHLIA
Hapyuuctiua Ha Mchopaius
BL3NPOH3BOAUTEHA
Ta CHCTEMAa U
bpAATa
O0UIM HapYLWIEHUs U bonka, acrcnus
e(DEKTH HA MSACTOTO
Ha NTPHIIOKCHHUC
Nacnenpanus Flamasnssane na
TCII0TO,
Hamanen 6poit
Hey rpognin®,
[ {amancn Opoit Gean
KDBLBIHK KICTKHY,
I losuincna
Kpeathidocdokuia
34 B KPLBTA
HapatgBanus, ITocT-
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i, GHCT g;ﬁp};anﬂmn Mﬂorn 4 e HeeTH o ga e HedeeTH 35| Pe m; ;M,’Smfﬂu W* jﬂ§HSBecTHah b
TFanacoBe v - dectH - T R Y De K "% Fyecrora -
OTPaBsAsHHA H TpaBMaTH4Ha

YCJIOXHCHHS, 00JIKE

BB3HUKNAIIN B
pe3yJITaTt Ha
MHTCPBECHLIWH
" MO, BIKTC [HOAPOOHOTO OIIHCAHHC

® BuxTe TOuka 4.4

B: YECTOTATa NPH jielia € “uccTi Ha 0a3aTa Ha KOHTPOJIMPAHO KIHIIHYHO 11POYYBAHE [IPH HEJHATPHYHH
ManUeHTH; YecToTaTa ¢ “HedecT” NP BL3PACTHH

Onycanye Ha U3OPaHKU HEXENaHU PCAKIIMH

Anroneyus

Afoneuusita ce ceobl1aBa KaTo M3TBNABANC HA KOCATA, HAMAJICHA THILTHOCT Ha KOCATa, KOCOIa M, CBLP3al MK
HE C NMpOMSAHA B CTPYKTypdaTa Ha KochMa, upu 13,9% or nauuenryre, jickysanu ¢ 14 mg TepudayHoMH],
cnpaMo 3,1% ot nauvenTuTe, nckysanu ¢ ugauebo. llopeueto ciiydau ca onucaHu karo JAWMGY3HH KM
reHepanu3npany no nejiMs ckann (06e3 chLoOLUCHHA 32 N'BLJIHO ONJICHINBSABANE) U HAK-4CCTO ¢a HACTLMNBAIKH Npe3
NBPBUTE 6 Mecela, karo ca or3syuand npd 121 ot 139 (87,1%) or nauuenture, JCKyBaHU ¢ 1CpUPIYyHOMU
14 mg. llpexbenalic na JgueHMHCTO 110paj il aloMciMg € nactunuio 1upd 1,3% oT nauudcHTuTe B rpyliara Ha
repunyHoMuit 14 mg 8 cpasuenuce ¢ 0,1% g ninancbo-rpynara.

Ishexmu gvpxy vepnust Opos
B nnauebo-koHTpoaHpaHn NpoyyuBaius [IPH BL3PACTHH NAIMCITH € YCTAHOBCHO!

IMosnmasane na ALT (cuopei aboparopun ganun) cupsamo nixoanoro nuso - Houyinauus 3a

OesolracHoCT PH 1IMTANE00-KOHTPOJNPAHH HPOYUBAHHSI
i1anedo repudaynomni 14 mg
(N=997) (N=1002)

>3 1 TH 66/994 (6,6%) 80/999 (8,0%)

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

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

>201TH 4/994 (0,4%) 3/999 (0,3%)

ALT >3 I'TH u O6mbunu >2 I'T"H  5/994 (0,5%) 3/999 (0,3%)

Jlekn nosmienns na rpascamunasnre, ALT noj wiun pasno ua 3 nua ['TH, ca nabmoaasann no-4ecto npu
JICKYBAHKTE ¢ TCPUPIYHOMUL Pyl B cpasienie ¢ imaieto. Yecrorara na ciyyanTe ¢ HOBHILICHUC Had 3 TLTH
['TH unu nosede ¢ Ouna pasHomcplio pasupeiciaciia cpeji TepanceruduiTe rpynu. Te3n 1osUiueHUs na
TpaHCaMHHA3UTC Ca HACTBIIRAJH TIPCIIIMHO 1IPC3 IBPBUTC 6 MCCCHA O1 JICUCHHCTO I ca OWIH 00paTHMH CJICH
[NpeyCTaHOBABANC HA JICHCHHUETO. BPCMETO 33 BH3CTaHOBABAIIC C BAPHPAJIO B TPAHHIIMTE HA MCCEIIH U TOJAMHH.

Egbekmu 8bpxy Kpv&IHIOMO HARACAQNE

B nnauedo-KOHTPONUPAHH 1IPOYYBAIHMS IIPH BH3PACTHH HAIMCITH ¢ YCTAHOBCHO:

- CUCTOJIHOTO KPpLBHO naysirate ¢ 6uio >140 mm Hg 1pu 19,9% or nauucirure, noayyasamy 14 mg/nen
TEPUPIYHOMU, B cpaBHCHUC Che 15,5% 1ipy nosyvasatipre iianedo;

- CHCTOJIHOTO KPLBHO Hansraue ¢ Ouio >1060 mm Hg npu 3,8% or nanuenrure, ojayvasaiiu 14 mg/uen
TeprIIyHoMHY, B cpaBieHue ¢ 2,0% npi nosyvasainure miaueoo;

- AHACTOJIHOTO KpBLBHO HajiArale ¢ oOnjio >90 mm Hg npu 21,4% ot nanuenrure, noyyygs 4 mg/nen
TCPUGIIY HOMUNL, B cpashicithe cne 13.6% npu nosydasatiure naicoo;
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Hnghexyuu

B nnauebo-KOHTpONMpaRY {IpOyUBAHHN [IpM BL3PACTHH NAIMCHTH HE ¢ HabniojaBato yBeIMYaBaHC Ha
CEPUO3HUTE UHPeKUHH TIpH Tepuduiynomu 14 mg (2,7%) crpsimo nauedo (2,2%). Ceprostu onopTIOHHCTHYHH
HHpEKUHH ca HacThuAK npH 0,2% BLB BCsIKA OT IpyHUTC.

TexXKy HHPCKUMU, BKAKOHUTECNHO CCICHC, NONSKOra ¢ JICTAICH M3X0Jl, ¢a OHJIM CHLODILCHH B MOCTMAPKCTHHTOBUS

NEPpHOl.

Xemamonozuunu ehexmu

B naaiebo-kontpoanpaiHyd H3NUTBaHus ¢ TCPUQIYIOMUL ITPY BLIPACTHY 1dlMCHTH € Habno1apaHo cpeiio
HaMmanenue, sacsraio opos na ocuute kpuLeiu kiacTkd (WBC) (<15% cupsMo U3XoAHUTE nuBa, rJIaBHO
HAMaJICHHE HAa HEYTPOPWIMTEC H JIMM@POUMTHTC), HO [IpH HAKOM HLAIMCHTH ¢ HA0MmOjaBalo M0-rojisiMo
HamancHue. Hamanenuero ua cpeanusi Opod ClpsiMo M3XO0/OTO HHBO € ACTBIIBAJIO 11PE3 HLPBUTC 6 CCAMMIIH,
Cled KOETO ¢€ € cTabMIIM3Mpalo BLB BPCMCTO C NPOALIXKABANC 1A JICUCHUCTO, HO Ha I10-HKCKW HHBA
(Hamaserue ¢ no-Manko ot 15% cnpsmo U3xoHoTo HHBo). EdekTiT BLpxy Opost Ha YepBeHUTE KPLBHH KIETKU
(RBC) (<2%) v 6pos na tpombouurure (<10%) ¢ 6un no-chabo nszpaset.

[lepupepna nesponamus

B rianebo-KoHTPOJIIHpaHU 11POYyUYBAHUSL 1PN BL3PACTHH NAIMCHTH 1ICpHdepna HEBPOHATHS, BKITIOURALLA KAKTO
TOJIHHCBPONATHS, TaKa H MOHOHEBPOLIATUS (HAND. CHIJIPOM HA KaplalllHug Tyien), ce cbodlllana 110-4ecTo I11pH
MalUeHTH, npueMallli repuday oM, OTKOJIKOTO NPH NAIKMCHTH, tiprematn naiedo. B ocnosuure ninaiedo-
KOHTPOJMPAaHW TNpPOYUBAHUS dccToTara na nepudepHara HEBPOIATHA, [IOTBLPJICHA ¢  H3CJIEABAHC 34
11IPOBOAUMOCT Ha Hepsyre, ¢ Ouna 1,9% (17 naunenry or 898) npu 14 mg repudpnynomn)l B cpahcine ¢ 0,4%
(4 nanmenty or 898) npu 1wianebo. Jicyenuero € npcekpaTeHo Ipu S nallMcHTy ¢ nepudepna Hesponatus Ha
repudiynomun 1[4 mg. Bn3cTaHoBsiBaluc CIIC/L LIPCYCTAHOBABANC HA JICUCHHCTO CC ¢hboOIaBa npu 4 OT Te3M
nauHeHTH.

[{eonaasyvu — dobporavecmaenil, 3MOKAHECMGENT U HEONPCOCICH (8K, KHCmU U ROAUAL)

B13 ocHOBA Ha OLMTA B KAHIHYHUATC 1IPOYUBAHUS 1IC HM3IJICHK/(A J1d HMA HOBHUICH PHCK OT 3JI0KAYCCTBCHH
3a00JIIBaHUs 1IPH TepUPIIYHOMIWIL. PUCKEBT OT 3n0kavecTBCIO 3aboiisizaie, ocodeHo JIMmM$OnpoaudepaTuBiy
HapyIICHK3, € ITIOBHINLICH [IPH YHOTPCOATa HA HAKOH JIPYI'H CPCACTBA, KOUTO 3acsrat UMyHHara cucrema (eqexT
Ha KJaca).

Teoicku Koxcnu pearyuu
Coobilieny ca ciiydyau Ha TeKKH KOXKHE peakili ¢ TepudJIyHOMHIL B 1IOCTMAPKCTHIITOBUA 1ICpHOJL (BIXK.
TO4Ka 4.4).

Acmenusn
B nnanebo-kouTpoaupany inpoyuBanims npy BL3pacTiy MallleHTH, yecrorara Ha acrenus ¢ 2,0%, 1,6% u 2,2%,
ChOTBCTHO B IpYINUTE Ha [1hauclo, repudayHoMul 7 mg v repudaynomun 14 mg,

{fcopuusuc
B 1nanedo-xonTpoaupany npoyusanus, yecrorata na icopuaszuc ¢ 0,3%, 0,3% 11 0,4% cLoTBCTHO B I'PYNHTC Ha
nanedo, repudiiynomur 7 mg u repudirynomust 14 me.

CMoMAuHO-4pEeeHU HAPYUETUS

34 nankpeaTHT ce ChLoOLlaBa HEUCCTO HIPH NOCTMapKCriHHIoBaTa yuorpeda Ha tepudliyHOMH/L NPH BbL3PACTHH,
BIJIIOYHTEIHO CIyYal Hd HCKPOTH3HPALUL NIaIKPCATUT U HHAIIKPCATHHIIA LICCB/IOKUCTA. [ TanKpeaTHulu cLOMTHS
MOTAT Jla HACTBLIAT MO BCAKO BPCMC HPH JICUCHUETO C TCPUPIIYHOMH)I, KOSTO MOXKE Jlda JOBCAEC /10
XOCITHTANK3alUA H/HIH HEOOXONUMOCT OT KOPHIMPAIIO JICUCHHC.
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nBﬂHHTpH HHa ITOITYJidlinA

HaGmoaasanusr rpogun Ha 6¢30M1acHOCT NpHy IICJIMATPHYHK naunenTy {Ha Bw3pact ot 10 no 17 roautn),
nonyvapali TepuUhIyHOMHU CXKCUUCBHO, KaTo 1o ¢ tojpodcu va 1034, HabaloaaRail NpH Bb3pacTHH
nauuenTd. Buhupeku Toea, 8 neanatpratoro tpoyusane (166 nauventu: 109 B rpynara nHa TepudaynoMui U
357 B rpynata Ha nnauedo), ciyudad Ha nankpeatut ca cpodulend npu 1,8% (2/109) oT nckysaHuTe ¢
TEpUPNYHOMHA NalUMEHTH B CpaBHElIME C HATO CJIMH Chnyyal B rpynara Ha 1nauebo B JBoiiHocisnara ¢azsa.
Eano or re3m cuOMTMsl € JIOBCNO J0 XOCHWTANIM3AIMA M ¢ NaJIO0XKMIO Kopurupauio ncudcuuc. [lpu
neUaTpUUHKU TALMECHTH, JICKYBanHu ¢ TepuduyinoMul B oTkpuTara ¢haza 1a npoy4dnailero, ca cnodicny 2
JIOUBJIHUTEIIHY  CAydas Ha NaHKpearuwT (euiusdr ¢ CbOOICH KATO CEpHO3HO CbOUTHE, a JIpYIrusr ¢
HECEPHO3HO CLOMTHE C JIEK HHTCH3WICT) H ¢JIMH Cliyyal Ha CCPHO3CH OCTLP HAHKPEaTHT (C 1CCBIO
nanuioma). Ilpy asaMa or 1¢3M 3 HAUMCHTH HAHKPCATHTBLT € JIOBCI JIO0 XOCHWTaiau3auus, Kavuuuinte
CUMIITOMH BKJIOWBAT KOpemHa 00JKa, rajlcHC H/MIIM NOBPLIAIC, & CCPYMHHTC aMHuJjia3a ¥ JiMnasa npu Te3n
MmauMeHTy ca OMIM 110BUIIEeHH. [3CHYKH HAIIMCHTH C€a CC BL3CTAHOBHIIM CHICT 1IPCYCTAHOBABANC Ha JICYCHHETO
U NpUJIaraHe Ha Mnpoueaypa 3a YCKOPCHO eitMMUIMpanc (Bx. Toukd 4.4) 1 KOPUTHPpAO NCHCHHUE,

CleanuTe HexKeiaH 1 PCAKIIHH Ca CLOOIUIABAN 110-HCCTO HPH HCHANaTpHYaiaTa NolylJiditisd, OTKOJIKOTO
IIPH TOIYJIAHHATA BL3PACTHH.

. Anoneuus ce cnobiasa npu 22,0% or nauwmenrure, nekysanu ¢ repudaynomu cnpsso 12,3%
OT MALUCHTHUTE, JICKYBaHH ¢ 1alcoo.
. Midekunu ce chobmansat rpu 66,1% or nanwenrure, ackynany ¢ tepuchiiynioMu, ciipsmo 45,6% ot

NAKMCHTHTC, JEKYBAHH ¢ mialcbo. Cpejl X Ho-4ccTo ¢¢ ¢LoO1ana 3a HazodhapHHruT 1 HHPCKIHHY
Ha TOPHHUTE NUXATCANN MTLTHIHILA LIpY ynoTpeda Ha TepHg!Iy IOMHL.

. [losninasatie Ha CPK ce chobuiasa npu 5,5% o1 naimenture, nexkysau ¢ repudaynomua, clpsimo 0% ot
maidedTuTe, aekysanu ¢ anedo.  [lo-ronsvara wact OT  caydauTe €a  CRBpP3AHIH €
JIOKYMEHTHPAHO (PUZUUCCKO HATOBAPBAHC,

. [ fapectesus ce chobasa npu 11,0% o1 nannentiTe, JeKysann ¢ repuduryiiomu, ciipsmo 1,8% npu
NallMEeHTHTE, JIEKYBAHHU ¢ maancebo.
. bonka B KopeMa ce cnLobmana npu 11,0% or nanuentire, nexysanu ¢ repudynomus, cnpsamo 1,8%

IHPH NAUHCHTHUTE, JICKYRAIIH C 1naedo.

Chobilasane Ha 110JI03MPalia_HEXKCIaHH PCAKILUH

CbobuiaBaneTo Ha 110/I03MPaly HEXKCIIAHU peakitiy ciic/l paspeianaice 3a ynorpeba ra nekapersetunst NPojiyKT ¢
BaXXHO. loBa nospogsba Jla UpoBIKH #tadiuo/IcHHETO Ha ChOTHOIICHUCTO NOJI3A/pUCK 38 JICKAPCTRCHUSA
NPpOAYKT. OT MEJHUMHCKNTE CICIHAIMCTH CC H3HCKBA Jta chodlaBaT BCiKa 110/103Upala iekeslaHa pcakiius
Yypes:

M3mbanuTestiia arcHilMs 110 JICKapeTrara
vy, Jamsn | 'pyes” Ne 8

1303 Codms, bunrapus

Ten.: +359 2 8903417

yebcaiT: www.bda by

4.9 Ilpeaosupaie

CHUMITTOMMU

Jlnncsa onuT OTHOCHO Npepo3upaiie Ha TCPRGIYHOMU HIH HHTOKCHKALMSA MPH X
JHEBHO e lipunarai 10 14 anv npu 3pasy uuavskiad. Hexenanure cuurus ca ou
Ha 6e3onactocT Ha repudpaynomut ipy natdent ¢ MC.
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Jleyenue

B cay4ait Ha CLOTBETHO NPEAO3UPAHE WM TOKCHUYHOCT C€ MpenopbyBa XONECTHPAaMHH HITH aKTHBEH BbIJICH 3a
yCKOpABaHe Ha €NMMHHUPAHCTO. [IpenopbunTEiHATA NPOLIEAYpa 34 eIMMKBHHpaHe € XonecTHpaMuH 8 g TPH
BT QHEBHO B MPOABIDKEHHE Ha 11 JHH. Axo TOBA HE ce MOHAcs Aodpe, MOXe [a Ce U3MON38a XONeCTHPaMHH
4 g TpH TTBTH AHEBHO B MPOABIDKCHHE HA 11 nHY. ANTEpHATUBHO, NPH NIUNCa HA XONECTHPAMHH MOXe fa ce
W3NON3Ba akTHBeH BbIUieH 50 g ABa MbTH AHCBHO B npoAbIDKeHHE Ha 11 JHH. OcpeH TOBAa, aKO C¢ Hajara no
cboOpaxkeHHs 32 TOHOCHMOCT, HE € 3aBIDKATENHO [PHIOKEHHETO HA XONECTHPAMHH HIIH Ha AKTUBHMS BbITIEH
1a 6bjie B OCAEI0BATENHM JHH (B, TOUKA 5.2).

s. ®APMAKOJOIMYHH CBOMCTBA
5.1 dapMaKoAHHAMHYHH CBOHCTBA

dapmMakoTepaneBTH4Ha rpyna. AHTHHEONNACTHYHK ¥ HMYHOMOAYJIHPALLH CPEACTBA, ATC xox: LO4AKO?2.

MexaHHuILeM Ha REHCTBHE

TepunyHOMHA € HMYHOMOAYTHPALO CPEACTBO C NPOTHBOBb3MAIMTENHH CBOHCTSA, KOWTO CEeNEeKTHBHO H
o6paTHMO MHXHOMPa MUTOXOHAPHATHHA CHIUM AUXHAPOOPOTAT ACXMAPOTCHA3A (DHO-DH), xoHTO
GYHKUHOHANHO Ce CBbP3Ba C ANXaTe/HATa sepura. BenencTaue Ha HHXHOHPAHETO TepuAyHOMH] KaTo
nAso orpanMuaBa nponudgepaunusTa Ha GBP30ENAIIMTE CE KIETKH, KOUTO 3aBHCAT OT de novo CUHTE34 Ha
NUPHMMHANHHY 32 yBETHYABAHETO CH. TOYHHST MEXaHUIBM, NO KOHTO TepH(IYHOMHU OCBHIICCTBABA
TepaneBTUUHOTO CH AEHCTBHE NpH MC., He € HAITBJIHO M3SCHEH, HO Ce MeJIWHpa OT HaMaJlIBaHE Ha Opos Ha
T-n1UMOLIUTHTE.

PdapMakoHHAMHYHH eekTH

Hmynna cucmema

Edexry BpXy 6posi Ha WMYHHHTE KIICTKH B KPBBIA. B niauebo-KOHTpOJAHPaHH NpOoyUuBaHH TepUdIYHOMH]L
14 mg BeoHBX AHEBHO € NPeAU3BUKaIl NEKO CPEAHO HaMaleHHe Ha 6post Ha THMGOLMTHTE € NO-MAJIKO OT 0,3
x 10%/1, KOETO € HACTBNHJIO NPE3 MbPBUTE 3 Mecella OT JIeYeHHETO ¥ HUBATA Ca Ce 3aMa3uiv 4O Kpad Ha
JIEYEHUETO.,

Homenyuan 3a yowiocasare na QT-unmepeara

B niaue60-KOHTPOAKPaHO 3abJ00UEHO POy BAHE MO oTuoiuenue Ha QT-uHTEepBana Npu 3ApaBH HHAHBHIH
TepudTyHOMU IPH CpeAHA KOHUEHTpALUS B CTALMOHAPHO CHCTOSHME HE € noKasajl NOTCHIHAI 34
yab/okapade Ha QTcF-HHTepBaia B CPABHEHHC ¢ mnauebo; Hali-ronamata, KOpUrupaHa 3a BpeMe, CpeiHa
paznkka Mexay TepHpITyHOMK/ H mnaue6o e 6una 3,45 ms ¢ ropHa rpaHHLa Ha 90% CI 6,45 ms.

Egexm svpxy mybyanama QyRKYyus Ha Gvbpeyume

[Tpu naaue60-KOHTPONKPaHHTE NPOYHBAHHUA CPCAHH HaMaJIeHHs Ha TTHKOYHATa KHCEIMHA B CCPYMA B
nuanasona ot 20 10 30% ca HabniofapaH NpH MALUEHTHTC, neKyBaHH ¢ TEPHPIYHOMHUA, CIIPAMO naauedo.
CpeHOTO HamMaleHHe Ha CEPYMHIA dbocdop e 6uno okono 10% B rpynara Ha TepudNyHOMHKA CIPIMO N1aLe60.
CuuTa ce, 4e Te3d edexTh ca CBbP3aHy C OBHIIABAHE Hd 6n6peunata TyOynHA eKCKpELns M He Ca CBBDP3aHH ¢
NPOMEHH B rIOMEPYTHATE DYHKLMMY.

KnrHyu4yHa eMKaCHOCT U 0e30MacHoOCT

EduxacHocTra Ha TepudayHOMHUJ € AEMOHCTpHpaHa B JIBE naauebo-KOHTpONHpa
TEMSO 1 TOWER, KOHTO ca OUeHSBaNu NpUIOKEHHETO Ha TepudnyHOMHUA 7 m
JXHEBHO MpPH Bb3PACTHY NAUHEHTH C TIMC.
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O61o 1088 mauuenTtn ¢ [IMC ca patjiomuznpann 8 TEMSO na nostyuasat 7 mg (n=366) unu 14 mg (n=359)
repupaynoMua, unu maauedo (n= 363) B upoawvikenve ua 108 ceiamuuu. Bonukn nanuent ca umanu
aepunuTBHa aAvarnosza MC (Bazupauia ce na kputepuute na McDonald (2001)), nokassauia npucTsiino
KIMHWYHO [pOTHYaHE CLC HIM OC3 nporpecs, H ca noiyuuiin noie | npucTen Npe3 rojiMilara,
Mpe/ecTpalla H3MUTBAHCTO, NI HAH-MAIKO 2 NPUCTLIIA 1Ipe3 2-TC roAHHH, NPEALLUCCTBAILN H3IIHTBAHCTO.
[Ipy BKAIOYBAHETO NALMEHTHTE Ca UMAH CKOp To Pasuinpenata ckaia 3a craryc Ha uHBanuaHocT (Expanded
Disability Status Scale (EDSS)) <5,5. Cpennara B1,3pact Ha nonynaidsita 8 npoyupateto ¢ 6una 37,9 roauiy,
MHO3UHCTBOTO 1TALMCHTH €A HMAJIM HIPUCTBIHO-PEMUTCIITHA MIIOXKECTBEHA ckiicpo3a (91,5%), 1o nojrpyna
MalMenTH ¢a UMau BTOpHYHO nporpecupaula (4,7%) wim npucrsino-nporpecupaina (3,9%) muoxecracHa
CKJIEpO3a.

CpeaHusT Opol Ha NPUCTBIIMTC B paMKHIC Ha I'OAMNATA 1IPC/M BKINOYBAHEe B nipoyuBaHeTo e fun 1,4 karo
36,2% OT NaUKMEHTUTE Ca UMAJIH TAJIONMHUA-KONTPACTHH JICIUK HA M3XOAHOTO HUBO. Mejiunanara Ha ckopa no
EDSS na waxoanoro nuso ¢ 6una 2,50; 249 nauucntt (22,9%) ca umanu cxkop no EDSS > 3,5 na usxonioro
HUBO. CpejiHaTa 1IPOJLIDKHTCIHNOCT Ha 3a00:BaNCTO OT 1108BaTa Ha HLPBHTC cHMITOMK ¢ Ouna 8,7 rojunn.
Muo3uitcTBoTo nauneHTr (73%) He ca uoliyuanany 00JeCT-MOHpHUIINPALILO JICHCHAC NPE3 2-T¢ TOANHH 1IPC/IH
BKJIIOYBAHE B NPOYUBAHCTO. Pe3yirarhre OT 11poyyYBaHeTo ¢a upeacrasctu B Tadbnuna 1.

Pe3ynTatuTe OT ABIIOCPOYHO HPOCACHSBANC OT NBAIOCPOMHOTO pasiliupcHOo npoyusanc 3a HezonacHoct
TEMSO (obma cpeana npojaLIDKATCANOCT Ha  HCHCHHCTO UPHOIH3HTCHNHO 5 roJIMHKH, MAaKCHMAIla
NPOIBIKUTENHOCT Ha JICUCHHCTO TIPHONMINTCIEHO 8,5 FOJMEN) HIC Ca 1HIOKA3A M 1IOBH HIIH 11ICOUMAaKBAITH JLailHK
OTHOCHO De3onaciocTra.

Obuo 1169 nauuentyn ¢ | IMC ca panpomusnpann 8 TOWER ja noanyuasar 7 mg (n=408) unu 14 mg (n=372)
TepuduiyHomul, mim nnanedo (n= 389) 3a paszniuct Cpok Ha JieucHue, 3apupinpant 48 ce/MuIM cies
paHJIOMU3HKpalic Ha MOCHACUHU HAHCHT, BCHUKK HateH Ty ca umaiin gacduninrusna guarnoza MC, (bazupaiua
ce Ha kpuTepuuTe a McDonald (2001)), 11okazsatia npucrnLilo KIHHAYNG [TPOTHUHAHE ChC WM OC3 11poIpecus,
M Ca 1IOJYYWIIK 1TOHE | MPUCTLII NPE3 POJIMBATA, HPCUICCTBAINA U3ITUTBAHCTO, UK HaH-ManKo 2 NpUCTLIA 11pE3
2-TC I'OJIHHY, IIpeecTBalH Hanurancro. Ipn sxinouBancTo nanmeltiTe ca HMajii ckop ro Paswnpenara
cKaJla 3a cratyc na uusanuanoct (Expanded Disability Status Scale (11DSS)) <5,5.

Cpe/iHarta Bb3pacit Ha Lonylanusira 8 npovusancro ¢ 6uita 37,9 rojinnn. MHO3HHCTBOTO [IALHEHTH ¢a UMaH
HPUCTBITHO-PEMUATCHTHA MHOXKCCTBCHA CKICpo3a (97,5%), O nojurpylia naimei Ty ¢a UMalii BTOpr4iio
nporpecupaina (0,8%) vim npuctTsnno-nporpecupaina (1,7%) muoxecrscna ckieposa. CpeannsTt dpoii na
NPHCTBIIKTC B PAMKHTC Ha IOJIHIETA NPCAY BKINoUBaie B poyynancro ¢ omi 1,4. 'ajonuunii-konrpacriiu
JIC3MH HA U3XOHIOTO HHUBO: HAMA JIaiiHH. Mejinadara na ckopa no LLDSS na usxonnoro nuso ¢ ousa 2,50;

298 natmenTy (25,5%) ca umanu ckop 1o EDSS > 3,5 na u3xoynoro nuso. Cpepnara upojLmKHTCAHOCT Ha
3a00JBAHETO OT 110BATA Ha LILPBATC cCHMNTOMHE ¢ OuJta 8,0 roawmiu. Muosuncrsoro nauuciitu (67,2%) ne ca
nonyuasany 60J1eCT-MOAH(PUIMPALIIO JICHCHHUC IPC3 2-TC I'OJIHHHA 1IPCS)IM BKINOUBAHC B HPOYUBAHCTO.
Pesysirarure oT lipoyuBancTo ca upce/icrancud 8 Tadauna 1.
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Tabanua 1 - OcuoBun pesyararu (3a ojiobpenara go3za, I'T'T nonyananus)

r—

) IIpoyusaune TEMSQO | IIpoyuBane TOWER
Tepndaynomuj ILanebo Tepuduiynomup ILianedo
14 mg 14 mg
N 358 363 _ 370 388
Kiannuuen HIXoj
[‘'oguuIHA YecTOoTa Ha 0.37 0.54 0.37 0.50
MPUCTBIIUTE ’ ’ ’ ’
Pasznura 6 pucka (Clysy) -0.17 (-0,26, -0,08)™" -0,18 (-0,27, -0,09""""
be3 NpUCTLIH cenmum 108 56,5% 45 6% 57, 1% 46,8%
KoeduumneHT Ha pHck .
(C195%) 0,72, (0,58, 0,89) 0,63, (0,50, 0,79)
3-MeceyHa TpaiiHa
[poOrpecus Ha 20,2% 27,3% 15,8% 19,7%
HHB&HHHHUCTT& ceqmua |08
Koeghmyuenm na puck . )
(Clysni) 0,70 (0,51, 0,97) 0,68 (0,47, 1,00)
6-Meceulta Tpakitia
[IPOTPECHs! Ha 13,8% 18,7% 11,7% 11,9%
_PEE_I}E;I_]_H:FIIIDCTTEI cegmuua 108 | | _ N o
Koeduyuenm na puck 0,75 (0,50, 1,11) 0,84 (0,53, 1,33)
(Clyss)
HMP xpaiinu rouku
[1pomsina B BOD ¢envia
i ’ 0,72 2,21
108
Omuocumenna npomana 679,
cnpamMo niayedo

Cpeanen 6pont Gd-
KOHTPACTHH JIC3HH 114 0,38 1,18
ceamuua 108
Omuocumeina RPOMAING
cnpsimo naayebo (Closy)
bpoil yHuKaniym akTHBHH 0.75 5 46
ne3ryu/cKanrpanc ’ ’
Omuocumenna npomaita
cnpsiato naayeoo (Closs,)
" p<0.0001 *** p<0.001 *" p<0.01 * p<0.05 B cpaslcnue ¢ naiedo
(1) BOD: GoJsiccren rorap: rorasich obeM ma seanre (12 o Tl -xunounirensnuu) 38 ml

e ¢ usMepBano

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

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

EdukacnocT npH nanuenity ¢ sucoxa oliceriia akruBHOCT:
Habniogasan ¢ cbiocrasuM tepaleBTHUcH cheKT BLPXY HPHCTBITMTE W BPCMCTO A0 3-McceuHa Tpaiina
nporpecis Ha MHBaJW)HOCcTTA 1IpH noarpyna naudeurn 8 TEMSO (n= 127) ¢ BHcoka OonecTHa akTHBHOCT.
[lopaju Jm3aiina Ha npoyysanero BUCOKa QOJCCTHA aKTHBIOCT ¢ Jiecunupana Kato 2 MM 110BCYC HIPHCTLIIA B
€1Ha rojilia v eiHa iKW noseue (xd-korrrpacTiu sesnn na AIMP na moznka. He ¢ nposeack exoien noarpynos
aHaJinz B TOWLER, 1B kaTo e ca cnbupanu nanuu ot SIMP.

JMOCBAT Jlaniy IpH 1AIMEHTH, KOUTO HE €A OTIOBOPHIIM HA ITLICH W aIcKBATEH KYPC HA JesTmetayuaiiio
NOHE €AHa roAuua Jiedciune) ¢ dbera-unTepedepoll, KOHTO ¢a HMald oHe | npHeTbLI ::.\."n T4
roanHa Ha gona na jedcHne u noue 9 T2-xuiepuirensiy jiesun na xKpatnadicty/sN SN\
KOHTpacTHa JNEe3usi, WIKW NPH MNALMCIITH ¢ HCIPOMCHCHA IUIH NOBHINICHA YCCTQYA
[Ipe/ULCCTBALA MOAKHA CIPAMO UPCAXOANHTE 2 TOJHIIN.
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TOPIC e jsolHocnano, nnanebo-KoHTpoNUpalo NpoyUBaHC, KOCTO OICHNBA NPUI0KCHUETO HA CHHOKPATHH
JAHeBHU 103 Tepudaynomun 7 mg v 14 mg 3a neproj jio 108 ceaMuuy 11pH NALKHEHTH ¢ MBPBO KAMHHUYHO
aeMHeHu3npalle cLouTHe (cpejiina sunipact 32,1 roaunu). ITupaydunara kpania touka ¢ BpeMeTo 0 BTOPH
KAHHUYEH enn3oa (pelyins). OO0 618 nmaunenTy ca paijloMu3upaliv aa nodyvdasar 7 mg (n = 205) nunu 14 mg
(n = 216) Tepupnynomua anu rtancto (n = 197). PUCKDLT OT BTOPH KIHIMYCH CNH30/ 32 NTICPUOJI OT 2 FOJHHMU €
oun 35,9% B rpynara na nnancdo u 24% B rpyiiara na ncuchue ¢ tepuduiyiomun 14 mg (koeduuuenT Ha pUck:
0,57, 95% wunrepsan ua poscpureaitoct: 0,38 50 0,87, p=0,0087). Pesyaratute or npoyusanero TOPIC
ITOTBBLPXKJABAT CHHKACHOCTTA Ha TepuduiylioMyl OpH npuctTbeiHo-peMmurentiia MC  (BrIounTemo pania
NPHCTBNHO-PEMUTECHTHA MC ¢ NbpBO KIHIHYHO NCMHCIHMHH3NPANITO CLOHTHE M JIMCCMUITUPAHH BLB BPEMCTO H
npoctpaHeTBoTo SIMP Jjieaun).

LipexTnBHOCTTa Ha TepudaynomMu/l ¢ cpaBHcHA ¢ Ta3sd HA IQJKOXIIO Npuaaral HHTepdepon Oera-la (B
npenoprysanata j103a ot 44 ug Tpd itbTH CCjMMUHO) Hpn 324 paiJIoMH3HpallK NalMelTH B npoydsallc
(TENERE) ¢ Munumanna npojibinpkuresnnocT ua seucnuero 48 ceamuny (Makcumanna 114 ceyimuiin). PuckbT
OT Heyclex (NOTBBPACH NPHCTDI KM TPalno HPCKLCBAKC HA JICUCHUCTO, KOCTO OT JIBCTE IfacThIU 110-pano) e
Oun nbpBUYHATA KpaitHa TOYKA. BposT a nauMcnTiTe, OKOHYaTCIIHO 1IPCKLCHANIM JICUCHHCTO, B I'pyriaTa Ha
repudiayromui 14 mg e 6un 22 ot 111 (19,8%), karo npuunnnre ca 6unn uexenany cubnrus (10,8%), nurca
Ha eguracHoct (3,6%), apyra npuunna (4,5%) 1 3aryba 3a upocneasisae (0,9%). bpostr Ha naiclTHre,
OKOHYATENHO NPCKLCHAJM NCHEHUCTO, B Irpynara Ha uutepdepon O0cta-la ¢ Oua 30 ot 104 (28,8%), karo
npuuninTe ca o nexenanu cudurus (21,2%), nunca na chuxacuoct (1,9%), apyra npuuuna (4,8%) u
Hecnasaatic Ha nporokoiia (1%). TepudmynoMiyr 14 mg/inceH e NpeRb3X0Xk/1a CTaTUCTHYCCKH HiTepdepor
Oeta-1a 110 OTHOHICHUC HA LpBUYHATA KpaHla TOUKA: H3UHMCACHMST HPOICHT TAHHEHTH ¢ HCYCNCX OT
NeHeHneTo Ha ceaMmuua 96 upu u3noumssaiic Ha Mcrofa na Kaplan-Meier ¢ 41,1% cupamo 44,4%
(TepudnynoMul 14 mg cnpsimo untepdepot-la, p=0,5953).

I—[CHHH’I‘!}HHHH HOTTY 1ATtH A

Heya u ronowu (sv3pacm om 10 0o 17 codunu)

[Ipoyusane EIFCHIT59/TERIKIDS ¢ mexagynaposno asolinocnsno, niancebo-Kontpoaupano mpoy4usaie npH
[IEHATPHYHH DAllMCHTH na Bb3apact oT 10 a0 17 rosgmnn ¢ upucrnino-pemurenria MC, npn Kocto ca
OlEHABAHU A03H TCPUGIYHOMU BCAHLK JHCBHO (KOPHIHPAHH 33 JOCTHIEHE Ha CKCIIO3ULIR, EKBHBANCHTHA Ha
no3arta 14 mg npy BB3PacTH) B NPOALIDKCHHE HA 96 CCAMHITU, HOCACABANO OT OTKPUTO HPOABIKCHHC. BeHuky
NaliMelTH ca uMaiu noue | petinjinB B NpoybkeHue Ha | rojina wim noHe 2 peuuiMBa B HPOALIKCHHE HA

2 rojIuuu npejiv npoyusanero. Masnpuiciiy ca HCBPONOrHUHK OLCHKH HPH CKPHHKUNTA W HA BCCKU 24 CCIMHLM
JIO 3aBLPIUBAHEC HaA 1IPOYYBAHCTO, KAKTO M 1IPH HCNJIAIMPAIM BH3HTH 3a 110,103upan peiyyius. Tauuenrure ¢
KJIMHWYCH peHHMB Mk ¢ Bucoka HMP akrustocr vwa nonce 5 nosy win ycuapaum cc 12 jie3uy upn 2
OCACACBATCNIHU CKAHKMPANUs Ca HPEeMHHAn Ipeit 96-re ceMuIM KM ICPHOAA Ha OTKPUTO [IPOUBIIKCHHE, 3a
Aa €€ OCHUIypH akTHBUO jieyeltne. |Inpsnyunara kpailna To4Ka ¢ BPCMCTO JIO ITHPBH KJIMHHYCH PCIMAHB ClIE)]
paHAOMH3aLMs. Bpemero 10 IBpBH HOTBLPJCH KIMHHYCH PCIHAMB MM BHUCOKa SIMP akTHBHOCT, KOGTO OT
JABETE HACTBIIH N'BLPRO, C HPCABAPHTCIHO JNCHUHHPAIIO KATO aHAIN3 11d YYBCTBUTCIHOCTTA, TL,H KaTO BKIIOYBA
KaKTO KIMHWYHY, Taka H JIMP yciiosns, no)xo/gi1 3a npeMUNaBale KM OTKPHTHS TICPHOL.

O0uo 166 nayuenTy ca panaomusupan B ¢hoTHoniciiue 2:1 nd noayuasar repuduynomus (n = 109) wn
niauedo (n = 57). Ilpy siusane B npoyuBaiicro, natMciTHIC ¢a Hmaiy cxop o EDSS <5,5. Mejimanata na
Bb3pacTTa ¢ 14,6 rogunu, cpenoro rerso ¢ 58,1 kg, cpesnara npojiLIsKRTCINOCT Ha 3a00Ms8BaHCTO OT
nocrapane Ha auarnosata ¢ 1,4 vopniy, a cpejunsr Gpoit Il Gd-kotrrpacrin nesuu ripu SIMP ¢ 3,9 nezun ha
H3XOJHO HHBO. BCHYKH nanmenTu ca wMmanu upucruiio-peMureitria MC ¢ mepuana na ckopa

OYAKBZHOTO H 110-HCCTO M 1I0-pAHO B Ipyliara Ha 1aledo B CpaBuCHME ¢ rpyliaTa ia Tep
maatedo, 13% npu repudiyHoMH, ).
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Tepu(pIyHOMUA HaMallABa pUCKA OT KJIHHHYCH penuius ¢ 34% cnpsmo nnauebo ©0¢3 jpocrturaiie Ha
HPC/ABAPUTEIIHO  ONPEJCNCHUS  anaau3

YYBCTBUTENHOCTTE, TCPUDIYHOMM)L 1IOCTHI'E CTATHCTHUCCKHY 3HAYHMMO HAMAJSBAHC 112 KOMOUNUPAHUS] PUCK OT
KJIUHUUEH petuaus Win sucoka SIMP akrusiocr ¢ 43% cupsmo mianeoo (p = 0,04) (Tabnunua 2).

cTatucTydccka 3nadumoct (p = 0,29) (Tabauuna 2). B

TepudayHomua 3HauMTe/IHO HamMansiza Opost Ha HOBUTC M HapacTBatli T2 ne3nu tia ckatmpane ¢ 55%
(p = 0,0006) (post-hoc ananu3 cwule Kopurupad 3a u3xojen dpoi 12: 34%, p = 0,0446) 1 Oposa Ha raztonMuHui-
kouTpacTHuTe T1 neann Ha ckanupanc e 75% (p <0,0001) (Tabnuna 2).

Tatanna 2 Knnmiaun i AMP pesyarrarn or EFCIHT759/TERIKIDS

Ha

EFCI117589 I'TT vonyianus

Tepudaynomui
{(N=109)

[Liauedo
(N=57)

IChtnpram kpainn Toukn

BIJEME AO ITbPBH I'Iﬂ’l'B'hp_IlCH KJIMHHYCH PCLIH/INE,
Bepoatuoct (95%CI) or norsbpict peitiivB Ha CCiMHlia 90

Bepossmuocm (95%C1) om nomavpoen penuous ua ceomuja 48

0,39 (0,29, 0,48)
(0,30 (0,21, (,39)

0,53 (0,36, 0,68)
0,39 (0,30, 0.52)

KoeduuuenT i1a puck (95% CI)

0,66 (0,39, 1,11)"

BpeMe 10 NbpBH NIOTBLPUACH KIIHHMYCH peUHANB Win BUcoka IMP
aKTHBHOCT,

BepogruocT (95%C1) or norsupic penmiHe iy sucoka AMP
aKTHBHOCT Ha ceamuna 96

Beposimnoem (95%C1) om nomeupoen peyuadug uan sucoxka HMP
aKmusHoCm Ha ceomiya 48

0,51 (0,41, 0,60)

0.38 (0.29. 0.47)

0,72 (0,58, 0,82)

0,36 (0,42, (1,68)

Koeguuucur na puck (95% Cl)

0,57 (0,37, 0,87)*

Ocnosun JAMP kpaiinn 10uKH

Kopurupan Opoi HOBH WIIM liapacTBauin 12 Je3um,
Ouenka (95% Ch)

Ouyenka (93% Cl), post-hoc anamus Cvljo KOPUAUPUN 3G U3X00eH
bpoii T2

4,74 (2,12, 10,57)
3,57 (1,97, 6,46)

10,52 (4,71, 23,50)
5,37 (2,84, 10,16)

OrHocuTenen puck (95% CI)

OtHocuTtenen puck (93% Cl), post-hoc ananusz coetijo koprsupan 3a
uixooen bpon 12

0,45 (0,29, 0,71)%+
0,67 (0,45, 0,99)*

Kopurupan 6po#t T1 Gd-kourpactii neium,
Onenka (93% Cl)

1,90 (0,66, 5,49)

7,51 (2,48, 22,70)

OtnocureneH puck (95% ClI)

0,25 (0,13, 0,51 )***

p=0,05 B cpastcine ¢ nmnaedo, * p<0,03, ** p<0,001, *** p<(,000]

Bepostiocrra ¢ 6azupana Ha otenka no Kaplan-Meier, a ceamuna 96 ¢ kpastt na usnursanorto sicuciime (EQT).

EBponefckara arcnitHs 110 JIcKaperBara 0CBo0MKAaBa OT 3a,IbIDKCIMCTO 3d NPCAOCTABSHC HA PC3YNITATHTE OT
MpoyuBanuaTa ¢ TepuuIyHOMH/L HPH ACUA HA BBL3PACT OT paxkalcTto jo 1oid 10 rojuin 1pu JeycHMe la
MHOXECTBCHA CKIICpO3a (BK. TouKa 4.2 3a utipopmaling otnocno ynorpeda B nejmarpusta),
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5.2 @apMaKOKHHCTHYIH CBOICTBA

AGcopbums

MejimaHaTa Ha BpPeMETO 3a JIOCTHrane Ha MakCUMaltHM 1ifla3MCHA KOHIICHTpAIlMK HacTbnBa Mexay | B 4 yaca
CJIE, NPHJIOKEHHE HA A034Ta NPH MHOOKPATHO MCPOPANIHO HIPHIOKCHHAE HA TCPHGIYHOMHUL, KaTO UMa BHCOKA
ouonannunoct (npudbauzurento 100%).

XpaHara HAMa KIIMHWYHO 3Ha4YMM CCKT BLpXY GapMakOKHHETHKATA 1A TCPHAIIYyHOMUJL.

OT cpegHuTe NPOrHO3HKW GapMAKOKHUHCTHUYNM 11APAMCTPH, U3UYUCICHH OT 1IOIYNaIIMOHHUSA (hapMaKOKHHCTHUEH
ananui (PopPK) upes uanonzsane na jaunu ot 3xpasu nodposoinn 1 nandeHT ¢ MC, KoHIeHTpaliMsiTa B
CTalKMOHapHO CLCTOSHUE cc JocTHra Danno (1.e., npubauzutenno 100 xnu (3,5 mccena) 3a pocrurane na 95% or
KOHUEHTpalUsiTa B CTallMOHAPNO CBLCTORIUE), KaTo HU3uncaenusT upez AUC koeduumenT na kymynupase ¢
NpUONU3UTENHO 34 NbLTH.

Pasnpejenetine

TepudnynoMui ce cBbp3Ba CKCTCH3URBIIO ¢ 1Ia3McIHTe OCeNTLIM (>99%), BeposTio anbyMun, U ¢¢ pasipe/cis
npeaAMMHO B muasMara. OdemnT na pasitpejenenuc ¢ 11 | cien cpuiokpario nirpasciosno (1.v.) npuaoxetme.
Tosa obaue Hal-BCpOSTHO € 3anukelia 1IPOrHO3HA CTOHHOCT, ThH KATO UPH UbXOBEe € HabiogaBaio
CKCTEH3HBHO OPraHHO pa3npc/IeiCHiuC.

buoTpaticchopmanys

Tepu@iiyHoMuL CC METabOAN3NPA B YMCPCHA CTCICH H ¢ CHAHICTBCHMAT YCTANOBUM B 11J1a3MaTd KOMMNOHCHT.
OcHoBuusT 15T Ha OnoTpancgopMaliis Ha TCPHEIYHOMM)L © XHAPOIN3A, 4 OKMCICHUCTO ¢ BTOPOCTCIICHCH [I'DT.
Bropuunnte MmeTabosMTiu IBTHINA BKIIOYBAT OKKUCACHHE, N-allCTHIIMPpaHe ¥ KOHIOTHpaHe ¢he cyadary.

[LanMuHKpane

TepupnyHoMUR CC EKCKPCTHPA B 1'aCTPOHHTCCTHHANHHS TPAKT NPCJIMMHO € KJbukaTta 110j1 (opmara Ha
HENPOMEHEHO aKTHBHO BCINCCTBO U NHafl-BeposTHO upe3 TyOynHa cekpeuus. Tepudnynomun ¢ cyberpar Ha
eduykchus Tpancuoprep BCRP, kodTo 61 MOI'bJI J1d yUacTsa B npsikara cekpellis. 3a nepuoi ot 21 anm 60,1%
OT 1IPHJIOKCHATA 1032 CC CKCKpeTHPaA 4pe3 uanpaxueuusra (37,5%) w ypunara (22,6%). Caen upoucaypa 3a
Obp30 ENUMHBHPANE C XONECTHPAMIH JONBJIHUTCINO ce oT/AesT oute 23,1% (npeauMHOo B M3NpaXHEHUNTa),
Bb3 ocHOBA Ha UHAMBUAYANHO 1IPOrHO3Mpance Ha (papMaKOKHHICTHUIIMTE apaMeTpH 4pes nanonssatie Ha PopPK
MoJleNla Ha TepubhAyHOMMH NHpu 3apasu jgobpososiiii W nanmenry ¢ MC, meavanara Ha tiz, ¢ 6una
NpHOIM3KTEIHO 19 anm cne)l Muorokpartiu jiozn ot 14 mg. Cnel eHOKPATIO MIITPABCHOBHO NIPHIIOKCHUE
TOTAJIHUAT TeJICCCH KanpBlc na repudirynomusl ¢ 30,5 ml/h,

Hpoyeodypa 3a yexopeno exustuniuparie: Xorecmupasuit u akmusen guoic
EjiMMUHMpPAHETo Ha TepHEUIYHOMMJL OT KpbBOOOPAIICHHETO MOKC JIa CC YCKOPM 4pe3 [PHIOKEHHC Ha
XONCCTUPAMHUH HJIK AKTHBCH BbIVICH, BCPOSTHO upe3 1IPCKPATABAIC HAa NPOLICCUTE HA pcabcopOuus Ha YpeBHO
HUBO. KOHUCHTPAIMUTE Ha TCPHMAYHOMM/L, 13MEpCII 110 Bpeme Ha 1 |-j(esHara HpoLeiypa 3a yekopssaice na
CIMMHHHPAHETO Ha TCPHQUIYHOMH/L C 8 g XOouccTUpaMHil TPY ILTH JUICBHO, 4 g XOACCTUPAMHII TPH ILTH
JHEBHO Miy 50 g akTHBCH BBLIJCH JIBA IIbTH JHCBHO CICH HPCYCTAHORMBANC HA JICUCHHETO C TCPHPIYHOMMUL,
NOKa3BaT € TC3W CXEMYU Cd SPCKTHBHM 3@ YCKOPSABAHC HA CIMMUIIUPANCTO Ha TePHQIIY HOMM
98% HaMangBaHC Na NNasMEeNnTe KONICHTPAMN HA TCPH(IYHOMMJ, KATO XOJICCTHPAMY
JeHCTBUE OT BLrJIcHA. Clie/l npcycraHoBsaBane ia TepH@IyloMuiL 1 IIPHIOKCHHCTO 1A X
MbTH AHEBHO NJIA3MCHATA KOHIICHTPAIHS ita TepaduiyHoMifL ¢ naMassinag ¢ 52% B kpas 1

Ha nieH 3, ¢ 99,2% B kpas ua jci 7 v ¢ 99,9% 1pu 3asupuwnsancro na acen 11, Habopur %/
3@ eNIMMHUHHpPANE TPAOBA JId 3dBHCH OT HHOHOCHMOCTTA Ha HAlMCHTA, AKO XOJICCTHPAMMI 88
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HE CE€ MOoHACH JI00pe, MOXC Ja CC M3110J13a XoJiceTupamun 4 g tpy LTH JAHEBHO, ANTEpHATUBHO MOXE Ja Ce
M3II0N3Ba CbIIO aKTHBEH BBIICH (HC ¢ Heoldxoaumo te3d 11 jium jla OLaaT noclieloBaresiid, OCBEH Mpu
HeoOX0AMMOCT OT OBbP30 HaMansBane Ha 1L1a3MCIATa KoltUeHrpalus na repuquiy noMmL).

JlvHeHHoC T/ HETHHEHHOCT

CucTeMHaTa eKCrno3uius HapacTea rnpolopiiHoHallHO Ha JIo3aTa CACH HICPOPAJIHO MPHIOKCHUC HA
TepudayHoMu] ot 7 no 14 mg,

OcobeHoCcTH HPpH CHICHHAIHK I'PYITH NAIHCHTH

Hon u cmapuecka ev3pacm

Macumu@uiupany ca HIKOJIKO M3TOHHMKA Hid HPHChIA BAPHAOIUIOCT P 3 PABK JIHLa W 1IpW naiuenTd ¢ MC
BL3 ocHOoBa Ha PopPK auanusa: sbipacr, TeiccHo Terio, 1noJi, paca H nupa na andymun ¥ OnjaupyOHIL.
Bbripeku TOBA THXHOTO BINSHUE OCTaBa orpalinyciio (<31%).

Yepruoopoono yepescoane

JlexoTo B yMepeHoTo uephojpodHO yBpex;alic He NoBIUsBaT papmakokuieTkara Ha repuduynomun. [Nopanu
TOBA HE CC NPCABHXKIA KOPUTHpANle 11a 103aTa NPU NallHCHTH C JICKO U YMEPEIO HCpHOAPOOHO yBpekKAatC,
Ofaue TepuiyHOMI)L € NPOTHROIIOKA3aN 1IPH HAIMCITH ¢ TCKKO YCPHOo,(podo yspexjiaie (8. Touku 4.2 1
4.3).

bvbpeuno yepeooaiie
Texkoro 6BOpeuiio yspexaance 1e nosansisa apmakokuieTHkarta na repudnynomu. [lopajiv Tora He ce
MPeABHX/a KOPUIHpallC Ha J03aTa HPH NAIMCHTH € JICKO, YMCPCHO U T KO OBLOPCUHO YBPCHKIIAHC,

[eouampuuna nonynayus

[Ipy neanarpuuny nammerry ¢ renccuo terio> 40 kg, nexysann ¢ 14 mg pej(HLx JUEBNO, EKCIIO3UIMHTE B
CTALMOHAPHO CHCTOSIHKME €& B rpallndiite, nadiiogaBaiy nNpu BL3PAcTHU HAIMCHITH, NEKYBaHH C1L,C ChlljaTa cXema
Ha {o3upaie,

| lpH neanaTpHUlK MANKUCHTH ¢ Teqacclo terno <40 kg, nedeHuero ¢ne 7 mg BeJHBHK JUICBNo (Bb3 octoBa 11a
OFPaHHYMCHH KIIMHWHHW J@HHU W CHMYJIAIIHK) BOJIM IO CKCHOZHIIMK B CTAIHOHAPIO CLCTOSHIEC B I'patiHLMUTE,
Habmosasanu Npu BL3PACTHHU NALIMCHTH, JICKYBAIK C 14 mg BCJHLK JMICBHO.

Habiopasature nai-ucku KOHUCHTPAIWK B CTAIIHONAPHO CLCTOAHME Ca B I'OsiMa CTElCH BApHABHIHK MexX 1y
HHANBHANTE, KakTo ce Habiio1aBa npy su3pactiy nanuenTy ¢ MC.

3.3  Ilpeakaunuuny aauny 3a esonacnocr

TOKCHUHOCT 11PH MHOTOKPATHO TIPUIATAHC

MHOIOKpaTHOTO HEPOPAIIHO NPHIICHKCHHE HAa TCPHRILYHOMHU/L LIPH MUILIKH, IUIX0BE H KYUCTa 338 CPOK CLOTBCTHO
A0 3, 6 u 12 Mecella Nnokasna, ye rasHHTC NPHILCAHY OpralH 3a TOKCHYHOCT €a KOCTHUS MO3LK, JTUMQBOUAHUTE
Opralin, yCTHaTa KyXHa/CTOMAIIHO-UPCBIUA TPAKT, PCHPOJIYKTHBIWTC oprany 1 namnxpeaca. Habmopasanu ca
CLUIO H JIAHHH 338 OKCHAATUBCH CQCKT BLPXY UCPBCHUTC KPLBHM KICTKH. AHCMHUSTA, HAMANCHUIT Opoil
TpoMOOUHTH KM €DEKTHTE BbPXY HMYyHIIATa CHCTCME, BKIIOUHTCHIIO JICBKONCHUS, NUMQONCHHS M BTOPHYHH
Hudekinm, ca Ouin cbp3anu ¢ cYCKTUTC BLPXY KOCTHHS MO3LK W/uin aumbouanure oprany. Topedero ot
¢EKTUTE OTPa3sdBarT OCHOBIIMS MCX4HU3LM Ha JACHCTBHE Na cueauicHHeTo (Mixubupate na JcsimTe ce
KJIETKH ). JKHBOTHWUTC Ca LIO-4yBCTBHTEIIN OT XOpaTa KbM (HapMakoNorndiuTe eexTy U 110pajiM TOBa KbM
TOKCHYHOCTTA iia TepudayHoMui. 13 pesviTaT na ToBa, TOKCHUNOCT UPH MKUBOTHW ¢ _VerdRomewa IIpH
CKCIO3UIHH, CKBUBAICHTIIH MJIH LIO-HHCKH OT TCPALCBTHHHITC HUBA 11PH X0pa.




] @eHOTOKCHYNOCT WU KalliepoOreHeH itoreHiiyial

TepudnyHoMua ne e MmyrareHen in vitro UM Knacrorenct in vivo. Knacrorennoctra, nadioaasaiia in vitro, ce
NpueMa Karo Henpsk edexkr, cBbp3aH ¢ Adcbanaiica Ha HYKICOTHANMS TyJ, KOHTO ¢ pe3yntaT oT
dapmMaxonoruuntud epekt ot uuxudbupanero na DHO-DH.

Bropocreneunnar wmerabonur  TFMA  (4-rpudpstyopoMerunananin) € NPHYMHHI  MYTareHHOCT i
KJIACTOIEeHHOCT in vilro, HO HC {1 ViVo.

Hsma saniu 3a kalneporcHioCcT NpH MILXOBC W MITIIKH,

PenpoayKTUBHA TOKCHYHOCT

DepTUANTETLT He ¢ Ol 3acernar 1py 1ILXOBE, BLIPCKM HekcsainTe edhekTd na TepudsiyloMHI BbPXY
MBXKKUTE PEIPOAYKTUBHY Opraiu, BKJIIOYMTCHIO namaneH Opoit na cnepmarosowinre. He ¢ umano BLHUIHM
MajipopMali B TOTOMCTBOTO Ha MBXKH THILXOBC, HAa KOUTO ¢ Oni npuaoxel TepudayHOMUjL TpeiH
yugroceane ¢ HETPEeTUPaHM xCHCkU nubxose. Tepudnynomusl € 6un cMOpHOTOKCHYEH W TEpaTorelieil 1pu
[IBXOBE U 3aHUM NpU JIO3H B I'PALMUMTE HA TCPANCBTHYHIIUSA AMaliazon npu xopa. Hexenanu c¢dektd pbpxy
NOTOMCTBOTO €a HabJII0(aBaly U korato TepuiylioMuy)l ¢ Iipuiarai Ha BpeMCHHM KEHCKH IUTLXOBE B NEPUOAA
Ha recralMs U nakralys. llpueMa ce, 4e puUCKBT OT MeAUUpana 0T Mbxa TOKCHUHOCT 3a 3apoauiua W ¢eTyca no
BpPEMC Ha JICHEIIHE C TEPUUIYIIOMU]L ¢ HUCBLK, M34uCienaTta 11pn Xenu nina3mcHa eKCrno3niiMa, 4pe3 ceMeHHaTa
TCUHOCT Ha JICKYBaH IaIlHCHT OT MBXKH [10JI, ¢¢ ovakna aa Obi¢c 100 1r,TH no-1ueKa oT 1jna3MeHara eKclio3ui[ns
ciien 14 mg nepopanct Teputiay HOMHT.

K)BeHumia TOKCHYHOCT

[OBeHnnuyu NILXOBC, HOJYYaBallld ICPOPANI0 TCPHGUIYIIOMHL B IIPOJILJKCHKC Ha 7 ceJIMHIM oT oTOHBaHEeTo
JIO HACTBLIIBAHETO Ha [10JI0BA 3PHIOCT, 11C MOKA3IBAT HEXEIENH CHCKTH 1O OTHOIICHHC Ha pactexa, (PU3IHYecKoTo
WJIN HEBPOJIOTHYHOTO Pa3BHTHC, O0YUCHHETO H 11aMCTTa, JABHIATCHHATA AKTHUBHOCT, CCKCYANHOTO Pa3BUTHE MM
pepruanteTa. Hexenannre chektit BKIIOUBAT AHCMHUS, HAMANNBAHC 114 IHM(OMTIINS OTrOBOP, A0303aBUCHMO
HamasisiBaie Ha T-kn1eTh4YHO 3aBUCHMUS ANITHTHIO-OTIOBOP W CHIIIO HAMAJICHW KoHICHTpaliii Ha IgM n [gG,
KOUTO OOMKHOBCHO CLBIIAAAT ¢ HabOACHUATA B LIPDOYUBAHUSTA 34 TOKCHYHOCT IPH MHOCOKPATHO Npuarane
NpH BBL3PACTHH ILIBXOBE. YBeinmuendero na B kiacrtkure, Hadmojasano npv OBCHMJIHKM THUIBXOBC, HE CC
Ha0J110/1aBa 1NPU Bb3PACTHH 1UILXOBC. 31HAYHMOCTTA N4 TA3H PATIMKA 1IC ¢ WM3BCCTNA, HO € JI0Ka3zana IrbJa
00paTUMOCT, KAKTO IIPU 1IOBCUCTO APYrd HaXojkH. lTopajin siicokara YyBCTBMUTCIHOCT 114 KMBOTHHTC KhbM
TCPUPAYHOMUA, MIAUTC 1ILXOBE Ca OMIIM W3JIOKCHU HA 110-1IUCKH HUBA OT TC3M 1IPW ACI@A M IOHOUIH [PH
MaKCHMaJIHaTa 1ipcnopsLunTelia Jos3a npy xopa (MRHD).

6. PAPMAUEBTHYHHA JIAHHHU
6.1 CuncnLk na mnoMomnure Belecrna

Apnpo Ha rabjierkara

JlakT034 MmoHOXUapaT

[lapeBHytio nuuLICCTE
XHAPOKCHIIPONIUALIESY 1034
MHUKPOKPUCTAIHA LIENYJII03a

Hartpues nnumecrcn rimkonar (Tun A)

Chimunes AMOKCHA, KoJloren 6e3sojen
Maruesues creapar

24




MOUIMOBO [TOKPUTHE

XHIPOMENo3a

Turanor anokeuy (E171)

Tpuaueruu

Tank

MuaurokapmMud anyMuHUeB nak (E132)

6.2 HechbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok ua rogHocT

3 rOAMHH

6.4 Cllélmamm YCJIOBHS HA ChXPAHEHHE

T'o3n iekapcTBEH NPOAYKT HC H3UCKBA CIIEUHANIHU YC/IOBHS HA ChXPAHEHHE.

6.5 Bua M cbIbpKAHHMC HA ONAKOBKATA

Alu/Alu bauctepu w/unu PVC/PCTFE/Alu 6nnctepu B KapTOHEHA KYTHSA, Chabpxkaiia no 28 nau 30 duiMupanm
Ta0NEeTKH,

e BCHUKH BHAOBC ONAKOBKH MOFarT ja ObAaT nycHatH B 11poaaxoa.
6.6 CphenHaJHH IIpeaANa3Hy MEPKH IIPH HIXBLPJASHE

HeuznonzBaHMsIT HE"KﬂpCTBEH NPOAYKT KWK OTIIAJABYHHTC MATCPHAIIH OT HECTO TPHGBH Ad CC H3XBLPJIAT
B CLbOTBCTCTBHE C MCCTHHTC H3NCKBAHIA.

7. HNPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBRA
OAPMAKOHC AJl
oyn.’lleito K. Ssopos™ Ned4, cT.1,

Codus 1164
bsirapus

8. HOMEP(A) HA PAZPEUHIEHUETO 3A YIIOTPEBA
Per. Ne;
9, JATA HA ITBhPBO PAZPEINABAHETIO/ITHOBABAHE HA PAZPEINEHHUETO 3A YIIOTPEBA

Jlara Ha nLPRO paspeilapate:
Hara Ha [ocaeaHO NOIHOBSBAHE:

16. JATA HA AKTYAJINZUPAHE HA TEKCTA

12/2023
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