NPHJIOKEHME 1

KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA
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Tepudaykon 14 mg dbuamupanu Tabnerku |

Teriflucon 14 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika pnamupana Tabnetka cbabpxka 14 mg epudiyHomun (teriflunomide).

[ToMOLLIHO BELIECTBO ¢ M3BECTHO JIeHCTBHE
Besika unmupana tTabnetka chabpxka 72,4 mg nakrosa (KaTo MOHOXHMApAT).

3a NbJIHKHSA CNUCHK HA NOMOLLIHUTE BELLIECTBA BHKTE TOuka 6.1

3. JJEKAPCTBEHA ®OPMA

Duamupana tabnerka.

biie1l0CHHU, ETOBLIbIHM, 1BOHHO H3MbKHANM, GUAMHPaHH TaBIeTKH, ¢ BALOHATO penedHo o3HayeHue 147
OT €/1HaTa CTpaHa W rnajiku OT Jipyrara cTpaHa.

4. KJIMWHUYHH JIAHHHU

4.1 TepaneBTHYHH NOKaA3aHUS

Tepudaykon e nokasaH 3a jieyeHHe Ha Bb3PACTHH MALHEHTH M MNeJIMaTpUyYHH NALUMEHTH Ha Bb3pacT Haa 10
FOAHHH, C IPUCTBITHO-PEMHTCHTHA MHOKECTBEHA CKJIepOo3a (MOJIs, HarpaBeTe crnpaska ¢ Touka 5.1 3a BaxHa
MH(OPMAaLIMS OTHOCHO NONYyJIaLMATA, 3@ KOSTO € YCTaHOBEHa eukacHocT).

4.2 Jlo3HpOBKa H HAYHH HA NPHJIOKEHHE

Jleyennero TpsbGBa na ce 3anousa M npoBexkaa Moja HaGMOAEHHETO Ha JleKap € OINHUT B JICYEHHUETO Ha
MHOKECTBEHA CKJIepo3a.

Jlo3upoBka

Bw3pacmmu
[Ipn Bb3pacTHH, npenopbunTesiHarta 103a repudaynomus e 14 Mg BE/IHbXK JIHEBHO.

leouampuuna nonyrayus (6v3pacm nao 10 coounu)

[pu neanarpuynm naunenTn (Ha Bb3pacT Haa 10 roaMHK), NpenopbYMTENHATA 1032 3aBHCH OT
TEJNIECHOTO TEr0:

- lleanaTtpuyHK nauMenTu ¢ TenecHo terno >40 kg: 14 mg BeiHbK AHEBHO.

- [eanarpuutn naunenTyn ¢ TenecHo terno <40 kg: 7 mg BeaAHbK AHEBHO.

mg BCJ/IHbXK JAHCBHO.




DunmupanuTe TabneTkn Morar Ja ce npUeMart che UK Ge3 xpaua.

Coeuunanyy nonynayum

{lonyrayus e cmapuecxa sv3pacm
Tepudnykon TpabBa aa ce npunara ¢ MOBHLIEHO BHUMaHHE NPHA NAUHEHTH Ha BB3pacT 65 roJIMHH H MOBeYe,
MOPaAn HEAOCTaTLYHO AGHHH 3a Ge3onacHoCT U ehUKacHoCT.

bvbpevHo yapexcoare

He € HeoGx0auMO kOpHripaHe Ha 103aTa MPH NAaUMEHTH C NEKO, YMEPEHO nin Texko 6udpeuHo yBpex aaHe,
KOUTO HE NPOBEXAAT AHANIU3A.

He e npaBeHa ougHKa NpWM NAaULMEHTH ¢ TEXKO 6b0pedHO yBpexaaHe, KOMTO NpPOBEXKOAT AHAIH3A.
TepudpnyHomna e npoTHBONOKA3aH NPH TasH MONyNauMs (BX. TOYKA 4.3).

Yeprodpobro yepexcoane
He e HeobxoanMMo kopurupake Ha f03aTa NPy HALMEHTH C JIEKO U YMEPEHO YEepHOAPOOHO yBpeEX AaHE.
TepudnykoH e npOTHBOMOKA3AH MPH NALUHEHTH ¢ TEXKO 4epHoapoOHO yBpexxaare (BX. Touka 4.3).

ITeduampuvra nonyarayus (ev3pacm nod 10 z00unu)
besonacHocTTa M eduxacHOCTTa Ha TepUBAYHOMHA MpH Aeua Ha Bb3pacT noa 10 roanHH He ca
YCTAHOBEHH. Jluncear gaHHM,

Hauux Ha npunoxeHue

DUnMUpaHuTe TabNeTKH ca npeaHa3HaueHy 3a nepopanHo npuaoxkenne. TabneTkure Tpsadsa na ce runTar
WeJTH ¢ Manko BOoAA. TepHdykoH MOXE Aa ce MpHeMa cbC Han 6e3 xpaHa.

4.3 IlpoTuBonokaszanus

CBpBLXYYBCTBHUTENHOCT KbM aKTHBHOTO BELUECTBO HJIM KbM HAKOE OT NOMOLLHATE BEWECTBA, U30OPOLSHH B
Touka 6.1.

[MauneHTH ¢ TeX)KO YepHOAPOGHO yBpexnane (knac C no Child-Pugh).
bpeMeHHH EHHU HITH JKEHU C AETEPOAEH NIOTEHLIMASN, KOHTO He MpHAaraT HaaexaHa KOHTPauenuHa o BpeMe
Ha JIEYEHHETO C TEPHGONYHOMHUA U Clell Hero, A0KaTo naasMeHUTe HKBa ca Haa 0,02 mg/l (Bx. Touka 4.6).

Tpabsa na ce n3xknoun GpeMEeHHOCT NPENH 3aMOUBaHE Ha NlEUEHHETO (Bx. TOuKa 4.6).

Kbpmauku (8. Touka 4.6).

[lauMeHTH ¢ TEXKH WMYHOAE(HUMTHH CHCTOAHMS, HANpHMEp npUaAoONT uMyHOAEGHUNTEH CHHAPOM
(CTTUH).

[MauneHTH cbe 3HAYHMO HapylLEHHE Ha KOCTHOMOIbYHATA hYHKUMS HAW 3HAUKUMA aHEMHUS, NIEBKOMEHNS,
HEYTPONEHUA HNKU TpOMOOLUTONEHHUS.

[NauneHTH ¢ TexkKa akTHBHA MH(EKLUHs N0 03apaBABaHe (BXK. TOUYKA 4.4},

KJIHHHUHYEH OTIKUT 3a Ta3u rpyna nanHeHTH.

IauneHTH C TeXKa XUNONPOTEHHEMHSA, HATIPHMED TIPH HedPOTHYEH CHHJPOM.




44 CrneuHaaHW npeaynpeKIeHHN H NpeaNna3Hu MEpPKH NpH ynotpeba

[pocaengpaxe

[Ipedu nevuernuemo
Ipean 3anousaHe Ha NEYEHUETO ¢ TEPHOIYHOMHA TpAOBa Ja ce oLeHaT:

- KPbBHO HANAraHe,
. anasvH aMMHOTpaHc(epasa/cepyMHa rayTamar-nupysart TpaHcaMrHa3za(ALT/SGPT);
. Thb/IHA KPbBHA KAPTHHA, BKMOYHTENHO AndepeHunantHo 6poeHe Ha 6enn KpbBHU KNETKH H

Opof#t Ha TpomOouuTHTE.

1o epeme na sevenuemo
[lo Bpeme Ha neuenrero ¢ TepudnyHomua Tpabea aa ce [TpOCNEeAKBaT:

. KPbBHO HansraHe
o [lepnoanyHo npoeepsBane
. aNaHWH aMHHOTpaHCGepala/cepyMHa ryTaMar-nupyBaT TpaucamMunala(ALT/SGPT)

o  YeptoapoGuute eHzuMu Tpsbsa Aa ce OLUEHABAT HAK-MANKO HA BCEKH YETHPH CEAMHLM fipe3
MbPBHTE 6 MECELla OT JIEHEHHETO M PelOBHO el TOBA.

o [a ce ofMUCIM NOMBAHMTENHO npoCNeasBaHe, KOFaTo Tepunykon ce npunara npwu
NAUHCHTH C NPELIECTBAM YEPHOAPOOHH HApyLWEHHS, NpHara ce ¢ APYru MOTEHUHANHO
XCNATOTOKCHUHN NICKAPCTBA, WK B 3aBHCHMOCT OT HANMYMETO HA KAWHWYHHM NPU3HALMK M
CHMNTOMH KAaTo HEOOACHHUMO rafeHe, NoBpbIaKe, Honka B KOpeMa, yMOpa, aHOPEKCHA HAK
KBATEHHUA H/HNM TbMHA ypHHA. YepHoApOGHHUTE €H3UMHU TPIOBA 1A Ce OLUEHABAT HA BCEKM
ABC CEAMHUN NPE3 MbPBHTE 6 MEceUa OT JIEYCHHETO M Hal-MAIKO Ha BCeKH 8 CeMuuM chex
TOBA, B MPOAB/IKEHHE HA 2 FTOAUHH OT HAYANOTO HA IEYEHHETO.

o [Ilpu ALT/SGPT Mexny 2 u 3 nbTd Haj ropuara FPAHHLIA HA HOpMaTa, MPOCNeAABAHETO
TpsabBa 1a ce U3BBLPLLBA EXECEAMUUHO.

. Mb/IHA KPbBHA KapTHHA TpAOBa Aa Ce W3CNEABA CMIOPEA KIAMHHYHHTE NPH3HALUM M CHMNTOMH (Hanp.
HHPEKUUH) MO BPEME HA ICYEHHUETO.

[pouesypa 3a yCKOPEHO €IMMUHHPAHE

EnnmunrpaHeTo Ha TepuayHOMHI OT nna3MaTa e GaBHo. Bes npoueaypa 3a yCKOpeHo €iHMHHHpaHe ca
Heobxoanmu cpeaHo 8 Meceua 3a JOCTHraHe Ha NiasMeHw koHueHTpauuu noa 0,02 mg/l, sunpekn ye
OPaAH WHIAHBHAYANHH Da3NHYHA B KIHPBLHCA HA BEUIECTBOTO, TOBA MOXE Ja OTHEME A0 2 FOAHHH.
[Tpouenypata 3a yCKOpPEHO €TMMUHHPAHE MOXE A8 C& NPUIOKH NO BCAKO BpeMe Cjed NpeycTaHoBABaHe
Ha NEYEHHETO C TePUBAYHOMHI (BX. TOUKH 4.6 1 5.2 3a neTaikli OTHOCHO npouenypara).

YepHoapobuu edexTH

INpu nauneHTyn, npremalln TepudyHoMuA, ca HabNIOAaBaHH MOBHILEHUS Ha YEPHOAPOOHHTE EH3UMH (BXK.
Touka 4.8). Te3n noBUlIEHHA ca HACTBNUAK IABHO NPE3 MbPBUTE 6 MECELA OT JCUEHHETO,

[fo speme Ha neueHuero ¢ TepupAYHOMMA ca HaGAKOAABAHH C/lydan Ha NeKapCTBEHOMHAYLUHPaHO
4epHoapobHo yBpexaaHe (drug-induced liver injury — DILI), nonsikora XHBOTO3acTpawanailo. [Toseyero
caysau Ha DILI ca Bb3HMKHaNK c BpeMe A0 HAYaIOTO HAKONKO CEAMMLM HAH HAKONKO Mecela cnea
3ano4BaHe Ha ICHEHHETO ¢ TepudnyHoMua, Ho DILI moxe aa ce nossu u npy MPOABMKHTENHA ynoTpeba.

PUCKBT 3a nosullaBaHe Ha uyepHOApoORUTE eH3umu ¥ DILI pH TEPURIYHOMHUA MOXKeE aa Obae no-BHCOK
MpH  MAUMCHTH C TPEAllecTBallO YEPHOAPOGHO HapylleHWe, CbMbTCTBALLO Nedepp—g
XCNMATOTOKCHYHHU JCKAPCTBA M/MNIM KOHCYMAaLMsl HA 3HAYUTENHH KOJHYECTBa anKoX e

YBpEXAaHe.




Tepanuata c¢ TepudayHomua TpaGBa ma ce NpeycTaHOBM W Na ce OOMHMCAH YCKOpEHa Mnpoueaypa 3a
CAMMUHUPAHE, daKO HWMa CHMHEHHE 3a 4epHOApPOOHO yBpexaaHe. AKO C€ NOTBLPAM MOBHIUEHHE Ha
4epHOApOOHUTE eH3umu (nosede oT 3 nwvrM Ham [TH), Tepanusta c TepHPIYHOMUA TpaAGBa Jga ce
NpeycTaHOBH,

B cnyvait na npeycranosaBane Ha evenueTo Tpabsa aa ce nposexaaT UepHOAPOOHHU H3CcNe BaHKS
A0 HOpMANM3UpaHEe HA HUBATa Ha TPAHCAMUHA3UTE.

XHNONPOTEHHEMHU R

Toh kato TepupayHOMHA Ce CBBP3BA BbB BHCOKA CTENEH ¢ NAA3MEHWTE GENTbUM W CTENEeHTa Ha
CBLP3BAHE 33BHCH OT KOHUCHTPAUUATA HA anOYMHH, DY NAUHEHTH C XHUMONPOTEHHEMHS, HATIPHMEP
NPH HEPPOTHYEH CHHAPOM, CE OYaKBA MIA3MEHUTE KOHLEHTPALMY Ha HECBbP3aHUA TepUDAYHOMKA aa

Ca noBuweHU. TepudnyHoMHn He TpabBa da ce NPuUIAra Npu NALMEHTH B ChCTOSHMS HA TEXKKA
XHNOMPOTEUHEMMNA.,

KpbBHO Hangrade

[o Bpeme Ha neyeHne ¢ TEpHBAYHOMHA MOXE A2 HACTBIH NOBHLIABAHE HA KPLBHOTO HANATaHeE (BX. TOUKa
4.8). KpbBHoTO Hansrane TpaGBa na ce NPOBEpSBa MPEAH 3aNOYBAHE HA JIEYEHHETO C TEPHPAYHOMHUA U
nepuoAnyHO Cnea ToBa. [1oBHIIEHOTO KPLBHO Hansrawe TpAGBa Aa ce N€KyBa NO MOAXOAALL HAYHH npeau
32MOYBAHE W O BPEME HA IEYEHHETO C TEPUHPAYHOMHUA.

Undekuny

3anoy4saHeTo Ha neueHue ¢ TepubayHOMHUA TpAGBa /12 CE OTNONH NPH NALHEHTH C TEXKA AKTHBHA HHEKLHA
N0 W3NEeKYBAHETO W,

[lpn nnauebo-kOHTpONMpaHK NpPOyYBaHHA ¢ TepudAyYHOMHI He e HabnoaaBaHo YBEJAHYABaHE HA
cepHo3HuTe HHpekury (Bx. Touka 4.8). Mpeasua obaue MMyHOMOAYAHpPALLUS edekT Ha TepudnyHOMHUA,
K0 NAUHEHTBLT pasBHE CCPHOIHA HRpeKLWA, TPAGBA 1a ce 0OMHUCH cnvpaHe Ha NieuerneTo ¢ TepudbykoH,
a npeax BL30OHOBSABAHE Ha TEpanuATa TpAOBA Aa Ce OUEHAT OTHOBO MOM3HTE M puckosete. [lopanu auarus
NOMTYXXHBOT MOXE a ce OOMHCIM YCKOPEHO ENMMHUHHPAHE C XONECTHPAMHH WK BbIJEH.

Maunertute, nonywasawn TepudnykoH, Tpabea na 6baar WHCTPYKTHPAHH 1a YBEAOMSBAT JieKaps MpH
N0ABa HA CUMNTOMH Ha HHOEKUMH. [TAUHEHTHTE C AKTHBHH OCTPH HITM XPOHHYHK HHDEKLHMY He Tpadsea aa
3anousar neucHHe ¢ TepudnykoH, nokaro uHpekunnTe He 6bAAT HINEKYBAHM.

be3onacHocTTa Ha TepU(IYHOMMA NPW HHAMBKAM C NATEHTHA TyOepKy103Ha HHEKUHS HE € YCTAHOBEHA,
TbA KaTO NMPH KINHHYHMTE W3NMTBAHMA HE € M3BBLPIUBAH CHCTEMATHYHO CKPHHHHL 3a Tybepkynosa.
[TauMeHTHTE € NONOXKHUTENEH pe3ynTaT NPH CKPUHHKHT 3a TyGepkyno3a Tpabea aa Guaar NeKyBaHW cnopen
CTaHAapTHaTa MEAHUHHCKA NPAKTHKA NMPear TEpanUnTa.

PecnuparopHu peakuunu

HMma cboluteHns 3a unTepctunanna Genoapobua Gonecr (MBB), kakto w cnyyan Ha GenoapobHa
XHNEPTOHUA NPH NEYEHHE C TEPHDAYHOMHKA NO BpEMe HA MOCTMAPKETHHroBaTa ynoTpeba.
PUCKBT MOXeE Na Obie NOBULILIEH NPH NAUMEHTH ¢ aHaMHe3a 3a UBB.

Mbb Moxe 1a ce NosBY OCTPO NO BCAKO BPEME Ha NIEHEHHETO € PA3THYHA KIHHHYHA KAPTHHA,

Mbb Moxe na 6vae ¢ neraned uaxon. Hoea nossa unM BnowasaHe Ha benoapobHMTE CHMNTOMH, KaTO
HanpuMeEp ynopuTa Kaluua u AHCNHes, MOTaT J1a CTaHaT NPUUYHHA 33 NPeYCTAHOBABAHE Ha
NO-HATATLUIHK H3CNEABAHKA NPH HYXKJA. AKO € HEOOXOAHUMO CrUpaHe Ha NEKAPCTBEHH
Aa ce obMHCNIM 3an0UBaHe Ha NPOLERYPA 38 YCKOPEHO ENMMUHUPAHE.




XEMATOJIOrHYHH ebeKTH

HabstoaaBaHo € CpeAHO HaManABaHE C NO-Maiko OT 5% CnpAMO WIXOAHOTO HHUBO, 3ACATALLO 6pos Ha
GennTe KpuBHY KNeTKH (BX. Tovka 4.8). KaTo npeanaska mapka Npeau 3ano4yBaHe Ha neyeHueTo Tpadea
A3 HMa4 CKODOLUHO W3CNEABAHE Ha MbJIHA KPHBHA KApPTHHA, BKAOYUTENHO AH(EpeHuHanHo 6poeHe Ha
Gennte KpbBHYU knetku U 6polt TPOMOOLHTH, KAKTO M M3CIEABAHE HA MbAHA KpbBHa KapTHHA MO BpeMe Ha
JIEYEHHETO NPH HEOOXOAUMOCT CNOped KNHHHYHHTE NPH3HALMK U CHMITTOMH (HanpuMmep HHPEKLHK).

Ipu nauneHTH ¢ NpeawecTBalla aHeMUs, AEBKONEHHA H/KAH TPOMGOLMTONEHHS, & ChIlLO K MPH NALMEHTH ¢
HapyleHa QyHKUMS Ha KOCTHHA MOZbK WIIH [TPH TAKHBA C PHCK OT NOTHCKAHE HA KOCTHHS MO3BK, PHCKBLT OT
XEMaTONOrMYHH HapyWeEeHHA € no-BHCOK. [IpH Bb3HWKBaHe Ha TakuBa edexTH TpsbBa Aa ce OOMHCH
npou€aypata 3a YCKOPEHO CIHMHHUpaHEe (BX. MO-rope) 3a HaMalgBaHe Ha MNJA3MEHWTE HWBA Ha
TEPUPITIYHOMHA.

B cnyyan Ha TeXKH XEMATONOrWYHM DEAKUMH, BKIIOYHTENHO MAHUHMTONEHHS, Tepudnykon u scsiko
CbLTCTBALLO MHENOCYTIPECHBHO NEYEHHE TPAOBA Aa CE NPEYCTAHOBAT M Aa ce OOMHUCAH NTPHAOKEHHETO Ha
npoueaypa 3a yckopeHO eNMMHHHpaHE Ha TepHDAYHOMUA.

KoxHH peakuuu

Cbo0LienH ¢a Chyyvan Ha CepUO3HN KOXKHH PEaKuny, NOHAKOra C IeTaneH U3X0/, BKIIOUYHTENHO CUHAPOM
Ha Stevens-Johnson (SJS), tokcuuHa ennaepmanna wekpoausa (TEN) u NEKapCTBEHA PEakuHA C
eo3dHodrAna U cucTemHH cumntomu (Drug Reaction with Eoseinophilia and Systemic Symptoms,
DRESS) npu ynorpe6a na repudayHomna.

AKO c€ HabmiofaBaT KOKHH W/MNN JMFEBUYHW peakuWW (YNUEepO3eH CTOMATHT), KOMTO Mpeau3BHKBAT
CbMHEHHC 3@ TEKKH TEHEpanu3upaHn KOXHH peakuUdWn (cuHaApoM Ha Stevens-Johnson, TokcH4Ha
enuiepMantia HEKpoau3a - CHHAPOM Ha Lyell uan nexapcrtBeHa peakuus ¢ eo3MHODUANHA M CHCTEMHM
CHMNTOMH), TePU(DAYHOMHA U BCAKO APYrO Bb3MOXHO CBbP3aHO C Te3M peakluu NeyeHHe TpsGBa na ce
NpeyCTaHOBAT M He3abaBHO Aa Ce MPHIOKHM yCKOpeHa npoueaypa. B TakuBa cnyyau Nnpu naumeHTuTe He
Tpsibea 1a MMa NOBTOPHA €KCNO3WLMA Ha TepudIyHOMHUA (BXk. TouKa 4.3).

[Npn ynoTpeba Ha Tepudnynomua ce cbobiliaa 3a HOBA NOABA HA ICOPHA3HC (BKIFOYHTENHO MyCcTyn03€H
MCOPHA3NC) M BJIOLLABAHE HA CHLUECTBYBALU OT NpeAH ncopHaszuc. Moxe aa ce oBMHUCH MnpexparsasaHe
Ha JNICYCHMETO M 3aNOYBAHC Ha MpPOLUEAypa 33 YCKOPEHO EJIMMHHHpaHe, KaTo Ce B3eMe MpeABHA
3200JI9BAHETO HA NALMEHTA K MEAHLIMHCKATA aHaMHesa.

[TepngepHa HeBponaTus

Ipn naunenty, npuematin TepudAYHOMHA, HMa CHOBILEHHS 33 CAY4YaH Ha nepudepHa HepponaTus (BX.
Touka 4.8). [loBeueTo nauMeHTH ca WManu noaolpeHHe Cnea NpeyCTAHOBABAHE HA JIEYEHHETO ¢
TepupnyHomua. Obaue ¢ umano wKpoka BapHaGunHOCT B kpalHUR U3X0H, HANpHMEp NPH HAKOH NALKEHTH
HEBpONATHATA € OT3BY4ana, a Npy pyrH NAUHEHTH CHMNTOMHUTE Ca NEPCHCTHPAH. AKO NALHEHT, NPHEMALLL
Tepudnykon, pazsne noTebpaeHa nepudepHa HeBponaTHR, TpabBa fa ce oBMUCTH NpeycTaHOBABAHE Ha
TepanusaTa ¢ TepurykoH ¥ H3IBLPIIBAHE HA MPOLEAYPA 33 YCKOPEHO EIWMHHUPAHE.

BakcuHauus

[lBe KAMHHYHM NpOYYBAHMA Ca NOKA3alW, Ye BAKCUHALUMWTE KbM HHAKTHBHDAH HEOAHTHIEH (nbpea
BAKCMHAUWS) UK BEUE CPEILaH AHTHUIeH (MOBTOPHA excno3HLMg) ca 6e30nacHH e(eKTUBHH NO BpeMe Ha
neveHue ¢ TEpUPAYHOMHAI. YnoTpebaTa Ha XXHBH aTEHIOHPAHH BAKCHHH MOXe 11a HOCH PHC
W criegosatenHo Tpabea aa ce u3bAraa.




MMYHOCYNPECHBHU MW HMYHOMOAYTHPALIH TEPANUH

TvH kaTo nediyHOMHA € U3XOAHOTO CheAWHEHHE Ha TEPUPIYHOMHA, HE Ce NpenopbyBa ChNBTCTRALLO
NPHIOKEHHE Ha TEPHDIYHOMHI H NeDNYHOMHA.

CoNbTCTBALWO NPUAOKEHHE ¢ AHTHHEONNACTHYHH U HMYHOCYNPECHBHH TEpanuH, H3NON3BaHH 32 JleyeHHe
Ha MC, He e ouenssano. [Ipoyusanus 3a Ge3omacHocT, MPpH KOUTO TepUNYHOMHUA € npHnaras
CbALTCTBALLO ¢ HHTEpdepoH GeTa UK ¢ rnaTupamepos aueTar 3a CPOK 10 €/1Ha MOAMHa, HE ca NoKa3zanu
HAKaKBH KOHKPETHY CbOOpakeHus 3a 6e30MacHOCT, HO € HabNIOAaBaHA 10-BHCOKA YECTOTA HA HEXENAH UTE
peaklnn B CpaBHEHHEC C MOHOTCpanuaAta ¢ TepHpayHOMHMA. [barocpodHaTa 6e30MacHOCT Ha Te3u
KOMOWHALMH NPH NEYEHHETO HA MHOXKECTBEHATA CKJIEpO3a He € YCTAHOBEHA.

[IpeMuHaBaHe KbM/UAKM OT NEYEHHUE ¢ TepudbayHomus

Ha 6asata Ha KNHHWYHWTE NaHHH, CBLP3aHH CbC ChNBTCTBALLOTO MPUIOKEHHE HA TepUDIYHOMHI C
MHTEPDEPOH BETa HAM C rNaTHPAMEPOB aLeTaT, He ce WU3MCKBa NEpHOR HA U3YAKBAHE MPH 3aMOYBAHE Ha
TepupayHoMua ciaea nHTepdepon 6eta Hnu FNaTHPAMEPOB AUETAT, UIIH NPH 3aN0YBAHETO HA HHTEPGEPOH
beTa wiM raaTHpamepoB aueTar cief TepHhIyHOMHUA,

Fopanu Abrks NOAYNHBOT Ha HaTATM3yMal eHOBPEMEHHA EKCNO3H LKA, U CICAOBATETHO UMYHHH edekTH,
MOTaT na HacTLNBaT A0 2-3 Meceua ciea NpeycTaHOBABaHE Ha HaTanu3ymalb, ako APHAOKEHHEeTO Ha
Tepudnykon e 3anouHano seanara. Mopaan Tosa € HEOBX0AMMO MOBHILEHO BHUMAHME [pH NPEMHHABAHE
Ha NALMEHTUTE OT HaTanu3ymab Ha Tepndnyxon.

Bb3 0cHOBa Ha NONyKHBOTA Ha BHHIOAUMOA, 32 H3YHCTBAHETO My OT LUHpPKyJnaunaTa € HeoOxoaHuM neproa
OT 6 ceaMHULA Ge3 nieueHwe, a 33 BbICTAHOBABAHE Ha JIMMPOLIUTHTE B HOPMAJIHUTE UM rPaHULM € HeODXOAKM
NnepHoa oT | A0 2 Meceua chnell NPeYCTAHOBABAHE HA NEYEHHETO C ¢uHronuMoa. 3anouBaHeTO Ha
Tepurykon npes TO3M NEpHOA LUE MMa 33 PE3YITAT CLILTCTBALLA EKCHO3HUAS Ha dunronumon. Tosa moxe
Aia NOBE/IC N0 AAHTHBEH eeKT BLPXY HMYHHATa CHCTEMa, NOPAAK KOETO CE HANATa MOBHILEHO BHHMAHMUE.

[Tpu naunentn ¢ MC meananata Ha ty, € 6una npubansutenso 19 nuu cnen MHOIOKPATHO MPUNIOXKEHHE Ha
03K OT 14 mg. AKO Ce B3eME peLUeHHE 33 NPEYCTaHOBABAHEE Ha JICUYEHHETO C TepudaykoH, npes nepuoaa,
paBeH Ha 5 nonyxunsota (MpubAN3UTENHO 3,5 Mecela, HO MOXE W 1A € NO-Obibr MPH HAKOHW NALKEHTH),
3aNOHBAHETO HA APYTH TEpanuK LUE UMa 3a PE3yNTAT CHNBLTCTBALLAE EKCMO3HUKA Ha TepHdayHomua. Tosa
MOXE Aa AOBEAE A0 ANWTHBEH e(EKT BbPXY MMYHHATa CHCTEMA, NOPAAM KOETO CE HANAra MOBHLIEHO
BHUMaHUE.

BausHue BbpXy ONpeAenaHeTO HA HUBATA Ha HOHH3UDAH KLU

Bbt3MOXHO € M3MepBaHeTO Ha HUBATA Ha HOHM3KpaH kanunil aa nokaxe HanUBO NMOHHUKEHH CTONWHOCTH
NpH NeueHHE C NEPAYHOMHA U/ UK TepUDNYHOMHUA (AKTHBHHAT MeTaboNuT Ha neGAYHOMHUA) B 3aBUCHMOCT
OT BHIA HA H3NOA3BAHHS AHANHM3ATOD HA HOHM3MPaH kanuuii (Hanp. KpbBHO-ra3oB aHanu3iatop). [lopaau
TOBa fpH NMAUMEHTUTE, NCKYBaHH C Jie@ayHOMUA UK TEpUPAYHOMHUA, € HeoBXoaMMO Aa ce nposepu
AOCTOBEPHOCTTA HA H3IMEPEHHTE NOHHXKEHH HHUBA HA HOHHM3WpPaH kaiuuit. B cnyyall Ha ChMHHTENHH
pE3y/ITaTh €€ NpenopbuBa a ce ONpeAcnH obliara KOHUEeHTpauus Ha anGyMHH-KOPHCHpaH Kaluwh B
cepyma.




[leaMaTpHuHA MONYNALHA

[Tankpeamum

B neanaTpuuHOTO KNMHHYHO W3NHTBaHE ca HabIIOLABaHH C/ly4a Ha MaHKPEATHT, MOHAKOra oCTuY, MpH
NaUHEHTH, nony4asalin TepudayHoMua (BX. Touyka 4.8). KNMHHUHHTE CHMNTOMM BK/KOYBAT KOpeMHa
6osika, rageHe W/unu noepbluane. [pu Te3n nauueHTH CEpyMHaTa aMHNa3a W iunasa ca OUNH NOBHLUEHM,
BpemeTo 3a nosBa BapHpa OT HAKONKO Meceua 0 TPH roauHH. [laukenTure Tpsbea na 6baat nuhopMupaHu
334 XapaKTCpHWTEC CHMNTOMHM Ha naxkpeaTHT. Ilpu cbmHeHue 3a namkpeaTut TpsaGea na ce W3chenBaT
NAHKPEACHHUTE CHIUMH H CLOTBETHHTE N1abOPATOPHHU NOKa3aTeNH. AKO Ce NOTBLPAH HANHYHE Ha MaHKPEATHT,

TepuyHoMua TpabBa na ce NPeyCTAHOBH M 1a Ce 3anoyvHe npoLeaypa 3a YCKOPEHO €MMHHHpaHe (BXK.
TOuKa 5.2).

JlakTo3a

Tvh kato TepudnykoH TabneTkd CbALPKAT NAKTO3a, MALUMEHTH C pPeAKH HacneacTBEHW npobneMH Ha
FaNaKTO3Ha HEMOHOCHMOCT, MbJICH NaKTaseH AeDHUNT UK ITIOKO30-TANAKTO3HA Manabcopbuns He Tpabsa
Aa NPHEMAT TO3H NIEKAPCTBEH NMPOIYKT.

4.5 BiaumonelcrBHe ¢ APYrH NeKapcTBEHH NPOAYKTH H APYFrH QOpPMH HA B3aHMOAeHCTBHe

DapMaKkOKHHETHYHH B3IAMMOAENCTBUSA HA IDYTH BELLECTBA C TePHOAYHOMUA

OcHoBHUAT MLT Ha GHOTpaHcdOpMauKs Ha TepudyHOMHUL e XHAPONHN3a, @ OKHCIEHHETO € BTOPOCTENEHEH
NbT.

Mownu unoyxmopu na yumoxpom P450 (CYP) u na mpancnopmepume

CbMbTCTBAWOTO MHOTOKPATHO NPHAOKEHHE Ha 1034 (600 Mg BEAHDBX JHEBHO B MPOABLIDKEHUE HA 22 AHH)
prdamnuunn (HHayktop Ha CYP2B6, 2C8, 2C9, 2C19, 3A), kakTo U Ha WHIYKTOP Ha e(AYKCHUTE
TpaHcnopTep P-rivkonportend [P-gp] ¥ npoTeWH Ha pe3WCTEHTHOCT Ha pak Ha repaara [BCRP], ¢
TepudayHomua (70 mg eAHNHHUUHA 103a) € JOBENO [0 HAMAABAHE npubnusutento ¢ 40% Ha excnosnuusTa
Ha TepupayHomMHA. PudaMnuuuy v Apyry H3BECTHH MOLUHH uHAYKTOpH Ha CYP U TpaHcnoprepute, kato
Hanpumep kapbamasenul, deHobapbuTan, GEHUTOMH M KBAT KAHTAPUOH, TpsbBa na ce npunarat c
MOBHILCHO BHUMAHHE N0 BPEME Ha JIEYEHHETO ¢ TePUDAYHOMHL,

Xorecmupamun uru akmugen gveaex

[Tpenoptysa ce nauMeHTUTE, NpHeMaWH TepHAAYHOMHA, fa He GbaaT JCKYBAHH C XONECTHUPAMHH WM
AKTHBCH BBIJIEH, OCBEH aKO HE C€ LE/IH YCKOPEHO EIMMHUHHPAHE, Thi KaTo TOBa BOAH A0 61P30 H 3HAYHMO
HaMallABaHC Ha nnasMeHaTa KOHUEHTpauus. CMATa Ce, 4e MEXaHWIMBT € CBbP3aH C MpeKbCBaHe Ha
CHTEpOXENaTaNHUA KPBLIrOBPAT /MK C raCTPOMHTECTHHANIHA ANANIH3a HA TePHIYHOM M A,

DapMakOKUHETHYHY B3AHMOJEHCTBUA HA TEPHPIYHOMHA C APYrH BeulecTBa

Edexm na mepugrynomud evpxy cybempamu va CYP2C8: penaznunud
Hannue e noerwaeane Ha cpeanata Cmax ¥ AUC Ha penarnuina (CboTeeTHO ¢ 1,7 n ¢ 2,4 nbTH) cnea
MHOrOKpaTHO NPUAOKEHHE HA TEPUPIYHOMMA, KOETO MOKa3sa, uYe TEPHPNYHOMHA e HHXUOHUTOp Ha
CYP2C8 in vivo. MNopaayu ToBa € HEO6XOAMMO MOBHILEHO BHUMAaHHE NpH ynotpeba Ha NEKAPCTBEHH
NpOAYKTH, KOHTO ce MeTabonu3upat oT CYP2C8, kaTo HanpUMep penariiMHuA, NakNHTAKCES, MHOTTHTA30H
MK PO3UIIHTA30H, 110 BPEME Ha NEUEHHE C TEPH(AYHOMUA.




Edexm na mepugaynomud evpxy hepopannu koumpayenmueu: 0,03 mg emunurecmpaouon u 0,15 mg
Re8OHOpeecmpen

Hannue e noBHuwaBaHe Ha cpeaHaTa Cnax M AUC.24 HA eTuHUACCTpannon (CboteetHo 1,58 U 1,54 mbTH) 1
Ha Cmax 1 AUCo.24 Ha neBOHOpPrecTpen (choteetHo 1,33 u 1,41 MbTH) C/IEA MHOTOKPATHO NPHNOKEHHE Ha
TepudiyHoMua. Bunpekn, uye He ce ouakBa TOBa B3aMMOIEHCTBME Ha TepHpAyHOMUA fBa uMa
HEONAronpHATHO BAHSHHE BBPXY ePUKACHOCTTA Ha MEPOPANHUTE KOHTpAIleNTHBY, TOBa TpAGBA Ja ce Ma
NpeABHA Npy H300pa H AAANTHPAHETO Ha NEYEHHETO C NEPOPATHH KOHTpaUENnTHBH, KOMTO Ce W3NOA3BAT B
KoMOWHauHua ¢ TepudayHoMua,

Egexm na mepugpaynomud evpxy cybempamu na CYP1A42: KOeun

MHOrokpaTHO NPUNOXKEHH AO3H TEPUPIYHOMHI HAMANABAT cpenHata Crax 4 AUC Ha koenna (cyGerpar
Ha CYP1A2) cbotBetHO ¢ 18% 1 55%, koeTo npeanonara, ye TEPHDAYHOMUA MOXE Aa € cnab HHAYKTOP
Ha CYPIAZ in vivo. [lopaau ToBa JiekapcTBEHH RPOAYKTH, KOMTO ce MeTabonnaupat ot CYPIA2 (karo
HAAPHMED AyNOKCETUH, ANOCETPOH, TEOPUNHH U TH3AHHAHH), TPRGBA Ja CE W3MON3BAT BHUMATENHO MO

BPEME Ha JIEYEHHETO C TepUNYHOMHMA, TbH KkaTo ToBa 6M MOrIO A4 NOBEAE 4O HAMANSBAaHE HAa
epHKACHOCTTA HA TE€3N NEKAPCTBEHH NPOAYKTH.

Egpexm na mepughnynomud evpxy eapgpapur

MHOrokpatHoTO npunoxeHue Ha 103K TEPUBNYHOMUA He € HMano edekT BLpXy hapMaKkoKrHeTHKaTa Ha S-
Bap¢apKH, KOETO NoKa3ea, Ye TepUDIYHOMHA HE & HUTO MHXUOHTOpP, HUTO HHAYKTOP Ha CYP2C9.
Habnronasano ¢ obaue HamaneHue ¢ 25% Ha MUKOBHTE CTOHHOCTH Ha MEXIYHAPOAHOTO HOPMAaIU3UPaHO
cboTHoweHWe (INR) npu cenbreTBamo npunokende Ha Tepudaynomua BaphapHH B CpaBHEHME C
CaMOCTOATEIHOTO MpPHAOKEHHE Ha BapdapyH. [lopany ToBa MpH CHILTCTBALIO NPHIOXEHHE HA Bap@apHH ¢
TEPHOAYHOMU] CE NPENOPbYBA BHUMATENHO MPOCENsBaHe U MOHHTHpaHE Ha INR.

Egexm na mepugpnynomud evpxy cybempamu na mpancnopmepa Ha opeanuyHu aHuoHu 3 (OAT3):

Hanuue e noexwasaHe Ha cpeaHaTa Cmex ¥ AUC Ha uegpaknop (cvoreetHo ¢ 1,43 n ¢ 1,54 nwTH) cnea
MHOTOKDaTHO MPHNOKEHUE HA TEPU(DNYHOMMA, KOETO Npeanonara, ye TepHGAYHOMMA e HHXWOHTOP Ha
OAT3 in vivo. lopazn ToBa ce NMpenopbusa MOBMILEHO BHMMAHWE, KOFaTo TepUNYHOMHA Ce npuiiara
€AHOBPEMEHHO Che cyOcTpath Ha OAT3, kato nanpumep uedaknop, nesuuunud G, UHNPOPAOKCAUMH,
HHIOMETAUWH, KETONPODEH, BYPO3EMHIL, UMMETHINHH, METOTPEKCAT, 3HAOBYAMH.

Egpexm na mepugaynomud evpxy cybecmpamu na BCRP wiunu cybempamu na norunenmudu Bl u B3,
mpancnopmupawgu opzanusnu anuonu (OATP1BI/B3).

Hanuue e noBuwasane Ha cpeaHata Coa # AUC Ha pO3yBacTaTH (CbOTBETHO 2,65 u 2,51 nwTH) cnen
MHOFOKPaTHO NIPHAOKEHHE Ha N03W TepupayHoMUA. ToBa NOBHILABAHE HA NAAa3MEHaTa eKCMO3MUHA Ha
PO3yBacTaTHH, obaue, He € OKa3aNno ABHO BMSHUE BbPXY aKTHBHOCTTA Ha HMG-CoA peaAyKTa3arTa.
[Ipenopvusa ce Hamanspane ¢ 50% Ha ao3ara Ha pO3yBacTaTHH MPH CbNBTCTBALLIOTO MY NPUHAOKEHHE C
TepudnyHoMua. Ilpu ocrananurte cyGerpatdh Ha BCRP (Hanp. MeToTpekcaT, TOMoTekaH, cyadacanasuH,
AayHOpYOHUUKH, AoKcopybHuMH) W cemelictBoTo Ha OATP, ocobeno HHXHOUTOpTe Ha HMG-Co
pe€ayxTasaTa (Hanp. CHMBACTATHH, aTOPBACTATHUH, NpaBacTaTHH, METOTpEKCAT, HATErMHHUA, PENarinHUL,
pudaMnuUKNHK), NPH CHNBTCTBALLO NPHIOKEHHE C TepAGIYHOMHA € HeOGXONWMO MOBULLEHO BHHUMaHMHE.
[TaunentuTte TpabBa Aa ce npocneasBaT BHUMATENHO 3a NMPpH3HaUKU U CHMNTOMH Ha IPEKOMEPHA eKCNo3nLMs
HA TC3W NEKApCTBEHHU NPOAYKTH H A2 ce 0OOMHCIH HAMASBAHE Ha TAXHATA 034,




4.6 @epTHAHTET, GPEMEHHOCT H KEPMEHe

[1punoxenne npy Mbxe

fpuema ce, Ye pUCKBT OT MeAMMpaHa OT Mbxa eMOGpHOdETANHA TOKCHYHOCT MO BPEME Ha JEHEHHE C
TEPUPAYHOMMA € HUCBK (BXK. TouKa 5.3).

bpemenHocT

HUma orpanutenu aanuu oT ynortpeGara Ha TepudTyHOMHUA npu OpeMeHHu skeHH. TlpoyusanusTa npu
KWBOTHHW NOKA3BAT PEMPOAYKTHBHA TOKCHYHOCT (BX. To4Ka 5.3).

TepudnyHoMua Moxe Na Npean3BHKA CEPHO3HHM BPOACHH Ae(DEKTH, KOraTo ce npunara no BpeMe Ha
6pemetnoct. TepubdayHoMua € NpoTHBONOKA3aH NO BPEME HA OpemenHocT (B, TO4Ka 4.3).

XeHuTe ¢ AeTeposeH noTeHUHan TpsbBa Aa W3NoN3BaT eheKTHBHA KOHTPAUEMNLIHA M0 BPEME Ha JIEYEHHUETO
H CHEA NCUCHUETO, AOKATO NNIa3sMEHATa KOHUEHTpalMs Ha TepudmyHoMun e naa 0,02 mg/l. Mpes To3u
NEPHOA KEHUTE TPAOBA 12 OOCHAAT C JIEKYBaLUKSA ICKAP BCHYKH CBOM HAMEPEHMUS Aa CNPAT WK aa NPOMEHST
KOHTpauenuusaTa. leuara ot MEHCKH MO H/WIH POAHTENHTE/MOAralHTe FPUXH 32 A€LA OT XEHCKH Mon
TpaGBa na 6bAaT MHGOPMKUPaHK 32 HEOGXOAMMOCTTA 1A Ce CBLPKAT C NEeKyBalLLKA NeKap, chel Kato JeTeTo
OT KEHCKH noj Ha neucHue Ha TepudayHomua nonyuu mexctpyauus. HeoGxoaumo e na ce nposeae
KOHCY/ITALLHA HA HOBHTE NAUHEHTH C ACTEPOACH MOTEHUMAN OTHOCHO KOHTPALUEMUMATA W NOTEHLUHATHHA
puck 3a nnoaa. Tpabea na ce 06MUCIU HACOUBAHE KbM FHHEKOJOT.

ITaunentnre Tpabea na 6bLAaT HHCTPYKTHPAHN Aa NPEYCTAHOBAT TepupaykoH U He3abaBHO A3 yBENOMST
NCKaps € ke H3BLPLLBAHE HA TECT 3a OPEMEHHOCT, aKO KMa HKakBO 3abaBAHe Ha MEHCTPYaLUWATa HNH APYTH
MpUYHHK Aa C€ Noao3upa OPEMEHHOCT, KAaTO MpPH MONOKMUTENEH PE3YNTaT OT M3ICIEABAHETO NIEKapAT U
nauxeHTbT TpAbea ga o6cbAAT pUcka 3a BpemeHHOCTTa. BEIMOXKHO e OBLp30TO HaMansBaHe HA HWBOTO Ha
TEPHPNYHOMHA B KPbBTA, YPe3 NPHNAraHe Ha OTUCAHATa NO-A0AY npoueaypa 3a YCKOPEHO eTHMHHHPAHE,
NPH MbPBOTO 3aKLCHEHHE HAa MEHCTPYALHATA, A3 JOBE/E 10 HaMaNsBaHe Ha pHcka 3a deTyca.

[p# Xenu Ha nedenne ¢ TepHPIYHOMUI, KOMTO KeENanT Aa 3a6peMeHenT, NMPUJIOXKEHHETO Ha JIEKAPCTBEHHU S
NponyKT TpsbBa Aa 6bae crpAHO KaToO Ce NpenopwLYBsa KM npoleaypa 3a YCKOPEHO ENMMHHKpaHe, ¢ uea no-
Obp30 pocTHrane Ha konueHTpauus noa 0,02 mg/l (Buxre no-10ny).

AKO He Ce MPUNoXKH MPoLEeaypa 32 YCKOPEHO ENMMHHUPaHE, MOXE 1a C€ OYaKBa NAa3MEeHOTO HUBO Ha
TepudnyHoMHA Aa octane Haa 0,02 mg/l B npoas/keHye Ha cpeaHo § Meceua, Ho NPH HAKOM MatHeHTH
€ Bb3MOXHO Aa ca HeoOX0AWMH N0 2 TOAKHHM 33 JOCTHIAHE HA NNa3MeHa koHueHTpauns noa 0,02 mg/l.
[Topaan ToBa NnasMeHaTa KOHLEHTPAUHA HA TEPHGNYHOMUA TpabBa Na ce M3MepH, Npean XeHaTa aa
npaeu onHTH 3a 3a0pemedsBaHe. Cnen KaTo ce YCTaHOBH, ue MJa3MeHara KOHUEHTpAUHA Ha
TepHoayHomMua ¢ moa 0,02 mg/l, Tpabea aa ce u3BLPLIM NOBTOPHO H3MEPBAHE Ha [Ja3MeHaTa
KOHLUEHTpALIHA CNEA HHTEPBAN OT MUHUMYM 14 1HK. AKO U ABETE NNAIMEHHU KOHUEHTPALMH ca noa 0,02
mg/l, He ce ovakBa puck 3a deryca.

{Ipoyedypa 3a ycxopero exumunupane

Cnen npeyctanoBsiBaHe Ha IEYEHHETO € TEPUDNYHOMMA:

. nphnara ce XONeCTHpaMHH 8 g no 3 NbTH AHEBHO 3a neproa ot 11 auu. B cayuall ye XONECTHPaMHH 8
€ TPH BTH LHEBHO HE C€ MoHaca 1obpe, MOXe Aa CE MPUNOKH XONECTHPAMHH 4 g TP MbTH AHEBHO;
o anTepHATHBHO Ce npHaara 50 g aKTUBEH BLIIIEH Ha Npax Ha Bceku |2 yaca B npoab/keHue Ha | | gy,

Cnea BCska OT JABETE aNTEPHATUBHM NPOLEAYPH 34 YCKOPEHO €NHMHHHMpaHe obaue ..--a---:: H
BEpHGHUNPaAHE Ype3 2 OTAENHM TECTA NPe3 HHTEPBAN OT Hal-Mako 14 IHH, KAKTO W nepHeA g, netsdigggH?
OT €AHH ¥ TMOJOBHHA MECELa MEeXAY MbpBaTa MOABA Ha NNA3MEHA KOHUEHTPALKA /r-. U7 oid

OMAQKAAHETO. S
KakTo xonectWpamuH, Taka W aKTHBHHAT BbLLIEH Ha MPax, MOTAaT Aa NOBAMSAT Bbp )éf_
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CCTPOTEHHTE # MPOTECTOrEHUTE A0 CTENEH, Y€ Aa HE MOXE /1a CE rapaHTHPa HALEKAHA KOHTpaUenuus C
EPOPANHH KOHTPALIENTHBH B NEPHOAA HA NPOLENYPATA 32 YCKOPEHO ENUMUHHMPAHE C XONECTUPAMHH WK
aKTUBCH BbIICH Ha npax. [Ipenopbusa ce npunoxeHue Ha aNTEPHATUBHU METOM 3a KOHTPALEMLHA.

KbpMene

ITpoyusaHus npu XHBOTHM NOKA3BAT EKCKpELMS Ha TepudnayHomua B maskoto. TepudaykoH e
NPOTHBONOKA3AH MO BPEME Ha KbpMeEHE (BXK. Touka 4.3).

depruanTer

JlaHHKTE OT NpOYYBAHNR NPH JKUBOTHH He NOKa3BAT eekT BbpXy epTunuteTa (8x. Touxa 5.3). Bbn PEKH
HC JIHACBAT NaHHH NpH X0pa, HE Ce OMaKBa ePEKT BbPXY PEPTHIIHTETA NPH MBLXKE H KEHH.

4.7 Edextu Bbpxy cnocobHocTTa 3a wodupane 1 pabora ¢ ManuHH
TepuiyHoMnA He nosnusABa UMM NOBNMSBA NpeHEOPEXUMO CNOCOBGHOCTTa 32 uogupaHe U paSora ¢

MaLLKHH,
B cayvait Ha HexenaHW peakuumu, Kato Hanpumep 3amaiiBaHe, KOETO ce CbobaBa npu AchayHOMHA,

NIXOAHOTO BEILIECTBO, MOXE Ja € HApYyLIEHA CNOCOOHOCTTA HAa MALUMEHTHTE 3a KOHUEHTPALMA H aAeKBaTHa
peakuxs. B TakuBa cnyuan nauneHTHTE Tpabea Aa ce BL3ABPKAT OT wopnpaHe U paboTa ¢ MaLLHHY.

4.8 Hexenanu nekapcTBeHH PeaKIlHK

O6obulenre Ha npoduna 3a 6ezonacHocT

Ha#-uyecTo chobLiaBaHHTE HEXeENaHHU PeakLNH NPH NEKYBAHKUTE C TepupayHomua (7 mg v 14 mg) naunenTw
ca: rnasobonue (17,8%, 15,7%), auapus (13,1%, 13,6%), nosuwien ALT (13%, 15%), ranene (8%, 10,7%)
u anoneuus (9,8%, 13,5%). Haii-o61o rnasoBonue, AHapHs, raacHe W anoneuus, ca JIiekd A0 yMEepeHHu,
NPEXOAHK U PARKO Ca BOAMJIU 10 NPEKPATABAHE HA IEYEHHETO.

TepudnyHoMua € OCHOBHUAT MeTaboNKT Ha nedynomun. [podnnsT Ha 6e30nacHocT Ha nepayHOMHU
NpH NaUHEHTH, CTpalalllH OT PEBMAaTOMAECH apTPHT WJKH NCOPHATHYEH ApPTPHT, MOXKE A3 € ChOTHOCHM
MpW NpeanucBate Ha TEpUPIYHOMHUA Ha naumenTy ¢ MC.
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TabsmnyeH crnuchk Ha HCKCJIAHHTEC pCaKLIHH

Tepudynomun e wuscnensan npu o6uo 2267 nauMeHTH ¢ eKCNO3ULMS Ha Trepudpaysomun (1155 Ha
repudayHomun 7 mg u 1112 Ha tepudpyHomun 14 mg) BeaHbk AHEBHO MPpU MEIHaHa Ha NMPOAbLIKHTETHOCT
OKOJI0 672 AHW B 4eTHpH miaueGo-KOHTposMpanu npoyusanus (1045 u 1002 nauneHTH CbOTBETHO Ha
TepudiyHoMua 7 mg U 14 mg) W eIHO NpoyyYBaHe ¢ aKTHBEH cpaBHuTeNeH npoayKT (110 nauneHnTH BbLB BCsika

OT FPYNHTE Ha JICYEHHE C TePH(DIYHOMHA) NPH BL3PACTHH NALMEHTH C NPUCTBITHK hopMu Ha MC (npucTbnHa
MHOXkecTBeHa ckieposa, [TMC).

[To-nony ca u3bpoenu HexenaHuTe peakunH, CLOOLLIEHH B N1auedo-KOHTPOJIMPAHH MPOYUBAHUS MPH Bb3PACTHH
MALUHCHTH, I0KJIaABaHH 32 TEPUPIYHOMHA 7 mg unu 14 mg OT KAHHHYHH MPOYYBAHHSA MPH Bb3PACTHH
NaLUHEHTH.

YecroruTe ca nepuHMpann upes npuiaraHe Ha C/I€AHATA KOHBEH LU MHOIO YeCTH (=1/10), wectn (>1/100 no
<1/10), neuectn (=1/1 000 no <1/100), peaku (=1/10 000 o <1/1 000), muoro peaku (<1/10 000) u ¢
HEH3BECTHA YECTOTA (OT HAJIMYHHUTE IaHHHU He MOXe J1a Ob/le HanpaBeHa olleHka). BbB Beska rpyna no yecrora
HEAC/IAHUTE PCAKILLMH Ca NMPEACTABEHH B HU3XO/ISILL Pe/l N0 OTHOLLIEHHE Ha TAXHATA CePHO3HOCT.

_KJ1acoBe _ CEMOSRPRT. N T | opepier ] L] 'wecToTa
HUudekunu u ["pumn, Texku
HHpecTalum MUudekuns na HH(EKLHNN,

FOPHHUTE JIMXATE/HU | BKJIKOYHTENHO
MbTHLLA, cencuc?
Mudekums Ha
MHUKOYHHUTE NMbTHILA
bpouxut, CuHy3uT,
®apuurur, Lluctur,
Bupycen
racTPOCHTEPHT,
Opanen xepnec,
3b0Ha uHpexuus,
JlapuHrur,
Tinea pedis
Hapyuienns na Heyrponenus® Jleka Tpombo-
KpbBTa U InMdHara AHeMus LUHTONEHUS
cHcTema (TPOMOOUMTH
<100G/1)
Hapywienus Ha Jleku anepruynm Peakuunu Ha
UMYHHATa CHCTEMA peaxkuH1H CBPBXYYBCTBH
TEJHOCT (OT
Obp3 UM OT
3abaBeH Tum),
BKJIIOYHTEJTHO
aHaulaKcus
H aHTHOE1eM
[TcuXnyHm TpesoxkHoCT
HapyLLICHHS
Hapyuienus Ha [‘naBoGonune | [Nlapecresus Xunepecre-
HepBHaTa CHCTEMA Munac, 3UA,
CHHAPOM Ha Hespasnrus,
KaprajaHus TyHen, [lepudepna
HEBPONaTHs
CbpacuHu [TasinuTaunm
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Cb10BH HapylLEHHS

XuneproHus®

13

Pecnuparophu, UHTepcruuman benoapobHa
FPBAHH U Ha XHMEPTOHUS
MEZIMACTHHAJIHU OenoapobHa
HAPYLLIECHHS Oonect
Cromatuno-upeBu | Jlnapus, [MTankpeatut®® Cromarwur,
HapyLLIEeH s ["anexe bosika B ropnara Konur
4acT Ha Kopema
[ToBpbluane,
3000601
XenatoOuanapHu [ToBulIEeHa [ToBHleHa rama- OcTtbp JlekapcTBeHOMH 1Y
HApPYLLICHHUS ajlaHuH rayramuaTpaicgepa xerna UMPAaHO
amuHotpanc | 3a (GGT)S, THT 4epHOAPOGHO
depaza [ToBuwiena acnaprar yspexaane (DILI)
(ALT)° amuHoTpaHchepasa®
Hapywenus Ha Jlucnunuaemu
meTabosu3ma u P
XpPaHeHeTo
Hapyuwenus na Anoneuus OO6pus, HapyweHnus
KOKarta u AKHe Ha HOKTHUTE,
NOAKOkKHATA ThKaH NCOpPHa3HUC
(BKJTKOYHUTEITHO
nycTyno3eH)*®
TexKkn KokHM
peakuuu®
Hapyuwenus na MycKkynHo-CKeneTHa
MYCKYJIHO- 0o0Jika,
CKeJIeTHaTa cHucTeMa Muanrus,
W CbeJIMHUTEIHATA ApTpanrus
ThKaH
Hapyuwienuns Ha [Tonakuypus
ObOpeunTe u
MHKOYHHUTE NbTHLLA
Hapywienus Ha Menoparus
Bb3MPOH3BOAHTEIHA
Ta CHCTEMA
rbpjara
OO01M HapylueHHs H boaka, acteHus
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Bb3HHUKHA/HN B
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"MOJS, BUKTE NoApOOHOTO OnUcaHHe
°BukTe TOuka 4.4

B. HECTOTaTa NpH J1ella € "4yecTH Ha Oa3aTa Ha KOHTPOJIMPAHO KIIHHUYHO MPOYYBAHE MMPH MNEeAHATPHYHH
MALHEHTH, YECTOTaTa € “HEeYeCTH  NPH Bb3PaCTHH

OnucaHue Ha U30paHK HEeXKelaHu peakimH

Anoneyus

Anoneuusta ce cbobliaBa KaTto U3TbHABAHE HA KOCATA, HAMAJICHA MILTHOCT HA KocaTta, KOcornaja, CBbp3aH WM
HE C lTpOMSAHA B CTPYKTYpaTa Ha KOCbMa, npu 13,9% ot nauuenture, nekypauu ¢ 14 Mg TEPUPIYHOMHU L, CNPAMO
5,1% ot naunenTure, nekysanu ¢ nnauebo. [Toseyero CJlyHau ca ONHCaHU KaTo M(Y3HH WU reHepasu3npaHi
N0 ueansa ckann (06e3 cboOLIEeHHS 3a MHJIHO ONEUIMBSBAHE) H HAll-UECTO ca HACTHITBAH npes nbpBUTe 6 Mecella,
Kato ca or3sy4anu npu 121 or 139 (87,1%) ot naumenTute, nekyBanm ¢ repuyHomun 14 mg. [NpexbeBane
Ha JICYCHHETO NOpain anoneuns € HacTbnuao npu 1,3% ot nauueHTuTe B rpynara Ha TepupayHomua 14 mg B
cpaBHenue ¢ 0,1% B nnauedo-rpynara.

Ehexmu evpxy uepnus opo6
B nnaue6o-koHTpoMpaHn poyyBaHHs NpH Bb3PaCTHH NALMEHTH ¢ YCTAHOBEHO:

[osumasane na ALT (cnopea saGopatopun 1aunn) CNpsiMO H3X0AHOTO HHBO - [Tony1anus 3a

Oe3onmacHOCT NnpH NJ1auedo-KOHTPOJIHPAHH IPOYYBAHMHSI
naanedo Tepupaynomua 14 mg
(N=997) (N=1002)

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

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

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

>20 T'T'H 4/994 (0,4%) 3/999 (0,3%)

ALT >3 TTH n O6wbuau >2T'TH  5/994 (0,5%) 3/999 (0,3%)

Jlexku noBuwenns Ha tpancamuuasute, ALT noa uam paBHO Ha 3 nbTH ['TH, ca nabaoaaBanu no-uecto npw
JICKYBAHUTE C TEPU(PITYHOMUA IPyNH B cpaBHeHHe ¢ nuaue6o. YectoraTa Ha C/lydauTe ¢ NOBULUIEHHE Hall 3 MbTH
['TH uan nosewe e Guna paBHOMEpHO pasfpeacneHa cpel TepaneBTHYHUTE rpynu. Te3u noBUILIEHHS HA
TPAHCAMHUHA3UTE Ca HACTBIBAJIM MPEJAUMHO Mpe3 NbpBUTE 6 Mecela OT JCYEHHETO U ca OHH o0patumu cnen
peyCTaHOBSBAHE HA JIeueHHETO. BpeMeTo 3a Bb3cTaHOBSIBAHE € BAPHPAIIO B IPAHULIMTE HA MECELIH H FOMHHH,

Edexmu evpxy kpvenomo nanscane
B nnaue6o-koHTpoaMpaHH NpoyYBaHHs MPH Bb3PACTHH MALMEHTH € YCTaAHOBEHO:

CHCTOJIHOTO KPBBHO Hassrane e 6uno >140 mm Hg npu 19,9% ot naunenTtute, noayuasaim 14 mg/J1eH
TepH(pJIYHOMHUJL, B cpaBHEHHe cbe 15,5% npu nosyyasaigure nnaue6o:

CHCTOJIHOTO KPbBHO Hassrawe e 6uno >160 mm Hg npu 3,8% ot nauuenture, nonyuasaum 14 mg/eH
TepudayHomu, B cpaBienue ¢ 2,0% npu nonyyasaiure nianedo:

AMACTONHOTO KPbBHO Hansrane e 6uno >90 mm Hg npu 21,4% ot naunentute, noayyasawm 14 mg/aeH
TepHyHOMHUA, B cpaBHeHHe cbe 13,6% npu noayuasaure nnaue6o:
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Hughexyuu

B nnaueGo-koHTponupaHu npoy4yBaHus NPU Bb3PACTHH MALMEHTH He € HabMI0AaB_HO YBE/TNYABAHE HA CEPHOZHHUTE
WHeKkLHHU NpH TepudnyHomua 14 mg (2,7%) cnpamo nnauebo (2,2%). Ceprosnn OMOPTIOHUCTHYHHU HHEKIHY ca
HacTLuAH npH 0,2% BLB BCAKA OT IPYNUTE.

Texkn nHdekuny, BKIIOYHTENHO CENCHC, MOHAKOTa C AETAIeH H3XO0A, ca OUnM CbOBUIEHH B MOCTMAPKETUHOBHUS
nepUoA.

Xemamonozuuru egpexmu

B nnauebo-koHTponHpanu M3nuTBaHUsS ¢ TEPUDITYHOMHA NPH BBL3PACTHH MaUMEHTH e HabniogaBaHo CPEeAHO
HamaneHue, 3acarawo 6pos Ha Genute kpbBHM knetkn (WBC) (<15% cnpaMO M3XOAHWTE HHMBA, FIABHO
HAMaICHHE Ha HEYTPOQHIUTE H IMMPOUUTHTE), HO NPH HAKOH NALMEHTH € HaBIKOAaBAHO NO-FONSMO HaMalIeHHE.
Hamanetuero Ha cpeanns 6poiil CIpIMO HIXOLHOTO HMBO € HACTLIIBANO NPeE3 MbPBUTE 6 CEAMMULH, CEA KOETO
ce € CTabHIH3HPaNo BbE BPEMETO C NPOAB/DKABAHE HA JICYEHHETO, HO HA NO-HHCKH HUBA (HAMANEHHE C NO-MAJIKO
oT 15% cnpamo u3xoaHoTo HKMBO). EexTsT Bbpxy Gpost Ha YepBEHHTE KPLBHH KAETKH (RBC) (<2%) u 6pod Ha
TpombounTtute (<10%) e 6un no-cnabo nipasex.

Iepughepra neeponamus

B nnaue60-kOHTPOIMpaHH NPOYYBaHUA NPH BbL3PACTHH NALUUEHTH nepudepHa HEBPONATHA, BKITIOUBALLA KAKTO
NOJIHHEBPONATHSA, TaKa U MOHOHEBPOMATHA (Hanp. CHHAPOM Ha KapnaiHHus TyHen), ce cbobLasa no-yecTo MpH
NaUHEHTH, NpUEMaLLK TEPHPIYHOMU I, OTKONKOTO NPH NMaUKEHTH, npreMaliy naauebo. B ocHoBHKTE naueo-
KOHTPONHPaHHW Npoy4YBaHHA 4eCcTOTaTa Ha nNepuPepHaTa HEBPONaTHA, MOTBLPAEHA € M3CNEABaHE 3a
NPOBOAMMOCT Ha HEPBHTE, e buna 1,9% (17 naunentu ot 898) npu 14 mg repudayHomuna 8 cpasrenme ¢ 0,4%
(4 naunenTtu ot 898) npu nnauebo. JleuerHeTo € NpeKpaTeHO NpH 5 NaUWEHTH ¢ nepHdepHa HEBpOMaTHs Ha
TepupayHomMua 14 mg. BracTaHoBsBaHe criea nNpeycTaHOBABAHE HA NEYEHHETO ¢e CcboblUaBa npH 4 OT Te3M
NaUHEHTH.

Heonasmu — dobpoxayecmeenu, anoxavecmsenu u neonpedenenu (KA. KUCMU U ROAUNL)

Bb3 ocHoBa Ha ONMTA B KIMHMUHHMTE NMPOYYBAHHA HE M3rNEXKNA Na MMA MOBHWIEH PUCK OT 3/0KAYECTBEHM
3abonssanns npu TepudayHoMua. PUCKBT OT 3n0KauecTBeHO 3abonsBaHe, 0cOOEHO numbonponudepaTHBHH
HapyLWeHNs, € NOBULLEH NpH yNnoTpebaTa Ha HAKOHW ApPYrH CPEACTBA, KOMTO 38CAraT UMyHHaATa cHcTeMa (edexT
Ha Knaca).

Teoxcku koXCHU peaxyuu
CroOLieny ca ciyuan Ha TEXKH KOKHH peakUMH ¢ TepudIyHOMHA B NOCTMAPKETHHIOBUA NEPHOL (BXK.
Touka 4.4).

Acmenus
B nnaue6o-kOHTPONNpaHH NPOYHBAHHSA NPH BL3PACTHH NAUHEHTH, HECTOTATa Ha acTerus e 2,0%, 1,6% u 2.2%.
CbOTBETHO B rpynuTe Ha nnauedo, repudnyHomun 7 mg u tepudayHomus 14 mg.

TTcopuasuc
B nnauebo-konTponnparu npoyusaHus, yectortata Ha ncopHasuc € 0,3%, 0,3% u 0,4% CbOTBETHO B rPynuTe Ha
nnauedo, TepupayHomua 7 mg u repudaysHomns 14 mg.

Cmomawro-upeenu napyuerus
3a naHKpeaTHT ce cbofLIaBa HEUECTO NPH NOCTMAPKETUHIOBATA ynoTpeba Ha TepH(AYHOMUA NpH Bb3PaCTHH,
BKIKOUHTENHO Cyyan Ha HEKPOTH3KpALU N&HKPEeaTHT U NAHKPEATHYHA MCeBAOKUCTA. [1aHKpeaTHUHH CbOUTHS
MOTaT [1a HACTLNAT O BCAKO BPEME MPH NEUEHUETO ¢ TEPUDIYHOMKU I, KOETO MOXeE a A0Beae A0

XOCMUTANN3AUNAA U/ UKW HEOOXOAUMOCT OT KOPHIMPALLIO JIEHEHHE.
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[lepnaTpruHa nonviauus

Ha6aonasanust npodun Ha GezonackocT npu NEAWATPUYHYA NauMeHTH (Ha Bb3pacT ot 10 10 17 roaunu),
nosyyaBald TepUPNYHOMHUA €XEIHEBHO, KaTo Lsao € nogobeH Ha TO3M, HabmonasaH NPH Bb3pacTHY
nauMeHTH. Benpeku ToBa, B neaMaTpHYHOTO npoyusaxe (166 nauwenTu: 109 B rpynarta Ha TepupayHoMu u
57 B rpynata Ha niauefo), crydad Ha MaHKPEATHT ca ChOGIICHH npu 1,8% (2/109) ot nekysanute ¢
TEPUPNYHOMUA MAUHEHTH B CPABHEHHE C HHTO €1UH Cnyval B rpynara Ha nnaue6o B ABOKHOCAsANaTa (aza.
Eano ot Te3n cb6UTHS € N0BENO A0 XOCTHTANM3ALHS H € HATOXHIIO KOpHIHpallo neueHue. [pu neguaTpuuny
MAlMEHTH, NIEKYBaHH C TepH(DIYHOMHA B OTKpHTATA (pa3a HA NMPOYYBAHETO, ca CHOGIUEHH 2 HOMBIHKTENHH
Cy4as Ha NaHKPCaTHT (EAHHHSAT € CbOBLIEH KaTO CepHO3HO CLOUTHE, a APYTUAT € HECEPHO3HO ChOUTHE C ek
MHTCH3NTET) U €AMH Clyyait Ha CepHO3eH OCTbP NaHKPEeaTHT (C NCeBao nanunoma). [Ipn neama ot te3u 3
ALMEHTH NAHKPEATUTDBT € N0BEN A0 XOCNHTanusauus. KnMHHYHWTE CUMNTOMH BKIIOYBAT KOpeMHa Gonxa,
rageHe /MaH NOBpPbLUAHE, a CEPYMHHUTE aMUIA3a W JIMIIA3a NPH TE3N NAUMEHTH ca BHIH NOBHLWEHH. BeHukH
NAUMEHTH Ca CC BLICTAHOBHIIM CJIEA NPEYCTAHOBABAHE HA IEYEHWETO M MPHIAraHe Ha NPOLEAYpa 33 YCKOPEHO
CAMMUHHPaHE (BX. TOUKa 4.4) U KOPHTHPALLLO NeYeH ue.

ChenHHTe HeenaHu peakuuy ca chobluaBaHyi NO-4ecTo NP NeAMaTPHYHATA Monynauus, OTKOJKOTO
NPH NONYNAUHATA BL3PACTHH:

o Anoneuns ce cvobwasa npu 22,0% OT NauMEHTHTE, IEKYBAHH C TepuuyHomMua cnpamo 12,3% ot
NMaLHEHTHTE, IEKYBAHH ¢ nJaueto.
U MHpekuuu ce coobuiaBaT npu 66,1% oT nauneHTuTe, NEKyBaHH ¢ TepUDNYHOMHUA, CpaAMO 45,6% oT

MALHEHTHTE, NEKYBaHH C naauedo. Cpea TaX No-4ecTo ce chobiuaBa 3a Ha30hapUHIUT H HHAEKUHUK HA
FOPHUTE AMXaTENHH MbTUILA MPH yroTpeba Ha TepudyHomMua,

. [MToBuwasane na CPK ce cvobuiasa npu 5,5% oT nauneHTHTe, NIEKYBaHH C TepUayroMn, cnpsamo 0% or
MAUKEHTHTE, NeKyBaHH C nnauebo. Io-ronsmara yacT oT cryyanTe ca CBLP3aHHU C JOKYMEHTHPAHO
(pH3MUECKO HATOBApBaHe.

. [MapecTesus ce cbobuiara npu 11,0% oT naunenTHTe, NEKYBaHH ¢ TepudayHomua, cnpamo 1,8% npu
NalMEHTHTE, ICKYBAHH ¢ naauebo.
. bonka B kopema ce cvo6iiasa npu 11,0% OT naunesTUTE, NEKYBaHH ¢ TepuayHomMua, cnpsaMo 1,8% npu

NaUMEHTHTE, NEKYBAHH C nnauedo.

CpolluaBaHe Ha NOA03UPaHH HEXENAHH peakLuu

CbobiliaBaHETO HA NOJOINPAHN HEXENAHU PEAKLNH Cell pa3pelaBaHe 3a ynoTpefa Ha lekapcTBEHHS NPOAYKT €
Ba)KHO. TOBa 1038014182 12 MPOABIDKH HABIIOAEHHETO HA CHOTHOLLIEHHETO NON3a/PHCK 3a TEKAPCTBEHHS NpOaYKT.
OT MEAMUWHCKATE CMELMANKCTH CE H3MCKBA 1A ChoGLLABAT BCAKZ NOAO3HPAHA Hexenana peaKuus upes:

H3mbanuTENHA areHuns no nekapcTeaTa
ya. ,,JdamsaH ['pyes” Ne 8
1303 Codusn, Buarapus

Ten.: +359 2 8903417
yebcaiiT: www.bda.bg

4.9 Ilpenosupane

CHMOTOMH

JInncea onuT OTHOCHO Npefo3upaHe Ha TEpUBIYHOMUA MW MHTOKCHKALIUS npu xopa. Tepu
AHEBHO € MpHaarad no 14 quu npu 3gpaBu uHAKMBHAK. HexenaHuTte cbOUTHA ca GHAH CbI
Ha 6e30MacHOCT Ha TepudnyHOMMUA NPH nauueHTH ¢ MC.
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Jleyenue

B cayuai Ha CbOTBETHO Npea03UPaHE UITH TOKCHYHOCT CE NPENOPbUBA XONECTHPAMMH UM AKTHBEH BLITIEH 32
ycKopsBaHe Ha eauMuHUpaHeTo. [lpenopbhunTentara npouenypa 3a eNUMHHUPAHE € XONECTUPAMHH 8 g TpH
MbTH AHEBHO B NPOABAKEHHE HA | | AHU. AKO TOBa He ce NoHacsa nobpe, MOXe Aa Ce U3MONI3BA XONECTHPAMHH
4 g TPY NBTH AHEBHO B NPOABKEHHE HA 1] AHM. ANTEPHATHBHO, NPH JIHNCA HA XONECTHPAMHH MOXE Aa Ce
H3NON3Ba aKTKBEH BbIeH 50 g ABa ITLTH AHEBHO B NpoabMKeHHe Ha 11 auu. OceeH TOBa, aKo ce Hanara no
CbOOpaXkKeHMs 38 NOHOCHMOCT, HE € 3aTbJDKUTENHO NPUNIOKEHHETO HA XONECTUPAMUH UK HA AKTHBHUA BbIIEH
Ja 6bAe B NOCNASAOBATENIKYU AHH (BX. TOYKA 5.2).

5. ®APMAKOJIOTMUHH CBOHMCTBA
5.1 PapMaKoaHHAMHYHH CBOHCTBA
QapmakoTepanesTHuHA rpyna: AHTUHEONNACTHYHK H HMYHOMORYNHpaLlH cpeactea, ATC koa: LO4AKO2.

MexaHu3bM Ha pelicTBUe

TepndpnyHoMua € AMYHOMOLYNUPALLO CPEACTBO C MPOTHBOBB3NANUTENHH CBORCTBA, KOWTO CENEKTHBHO U
o0paTHMO HHXHOHPa MUTOXOHAPHANHKS €H3UM RHXHAPOOPOTAT Aexuaporenasa (DHO-DH), koiito
(GyHKUHOHATHO Ce CBbP3Ba C AMXaTenHata Bepura. Beneacrsne Ha HHXWGHpaHeTo TepHBIyYHOMHKA KaTo
usno orpasuuasa nponudepauuata Ha 6bp30ACTAUNTE Ce KNETKH, KOWTO 3aBUCAT OT de novo CHHTE3a Ha
MAPHMUIHHHH 33 YBEIHYABAHETO CH. TOUYHHAT MEXaHN3LM, 1O KOHTO TepUNYHOMKUA OCHILIECTBABA
TEpaneBTHYHOTO CH aAeHicTBHE npH MC, He € HaNBLIIHO H3ACHEH, HO Ce MEeAHHpa OT HamansBaHe Ha 6pos Ha
T-aumdounrure.

DapmMakoAHHAMHYHH edeKTH

HAmynna cucmema

EdekTi Bbpxy Oposs Ha HMyHHHTE KNETKH B KpbBTa: B naaueGo-koHTpoarpann npoyusanus TepudpIyHOMHA
|4 mg BeAHBXK AHEBHO € NpEeAU3BHKAN JIEKO CPeAAHO HaMalleHHe Ha 6pos Ha AUMAOUNHTHTE ¢ no-Manko ot 0,3
x 10%/1, KoeTo € HAacTbLMNUMO NPe3 MbPBUTE 3 MECENA OT NEYEHHETO Y HNBATA €A CE 3aMa3uIH 0 Kpas Ha
NEYEHUETO.

fTomenyuan 3a yowaocasane na QT-unmepeana

B nnauebo-koHTpoanpaHo 3aab60ueHo npoyuBaHe No oTHoleHWe HAa QT-nHTepBana npu 3ApaBH HHAKBUAH
TepHPAYHOMHA NPH CPEAHA KOHLEHTPALHA B CTALHOHAPHO CbCTOAHHE HE € NOKa3a NOTEHLHUaN 3a
yasnxkasake Ha QTcF-nHTepsana 8 cpaBHeHue ¢ nnauebo: Hall-ronsmara, KOpHrHpaHa 3a BpeMe, Cpellia
pa3nuka Mexay TepudayHomMua M nauedo e 6una 3,45 ms ¢ ropua rpaHnua na 90% Cl 6,45 ms.

Egexm evpxy mybysnama chynxyus na 6vbpeyume

[px nnauebo-KOHTPOJNNPAHKTE MPOYUBAHHA CPEAHHM HAMANEHUA HA NHKOYHATA KHCENHHA B CEPYMa B
ananasona ot 20 10 30% ca nabnionaBaHu nNpu NaUHEHTHTE, NEKYBaHH C TepudayHOMAA, cnpAaMo nnauebo.
CpeasoTo HamaneHue Ha cepymHua ocdop e 6uno oxono 10% B rpynaTa Ha TepubayHomMua cnpaMo naauebo.
Cuura ce, ue Te3H €EeKTH ca CBbP3aHu C MoBULIasaHe Ha 6bOpeuHaTa TyOynHa eKCKpeLHA ¥ He ¢a CBLP3aHU C
IPOMEHH B MOMEPYAHHUTE QYHKLMH.

KnHHW4HA edUKACHOCT W 6e30MacHOCT

TEMSO n TOWER, kouTo ca oueHsBany NpuioxeHHeTO Ha TepHdayHoMua 7 m
AHEBHO NpH BL3PACTHH nauueHTn ¢ [IMC.
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O6wo 1088 nauuenTu ¢ [IMC ca pangomusuparn B TEMSO aa nonyuasat 7 mg (n=366) unu 14 mg (n=359)
TepudayHomua, uau nnaue6o (n= 363) B npoabaxkenue Ha 108 ceamuun. Beuuku NauHeHTH Ca WMaH
Ae¢uHHTHBHA AvarHo3a MC (6asMpawa ce Ha kputepuure Ha McDonald (2001)), nokassatua NpUCTBLAHO
KNHHHYHO TPOTHUYAHE CbC UK Oe3 nporpecus, U ¢a NOAYYHIH NoHe | NPUCTLN Npe3 roAKHATA, npeawiecTsalla
HINUTBAHETO, HH Hall-MaKO 2 NPUCTDBNA Npe3 2-T€ FOANHH, MPEAIIECTBALINA H3NHTBAHETO. ITpn BKNKOUBAHETO
NAUHEHTHTE Ca UMaNK Ckop Mo Paswkpenara ckana 3a cTatyc Ha wHBanuawoct (Expanded Disability Status
Scale (EDSS)) <5,5. Cpennara Bb3pact Ha nonynauusra B npoy4yBaneTo e 6una 37,9 roauHn. MHO3UHCTBOTO
MAaUMCHTH Ca MMal¥ NMPUCTBIHO-PEMUTEHTHA MHOXECTBEHA cknepoda (91,5%), HO noarpyna mauueHTH ca
MManK BTOPHUYHO Nporpecupatua (4,7%) nau npucTbnro-nporpeckpauia (3,9%) MHOXeECTBEHa cKnepo3a.
CpeannsT 6poti Ha NPUCTLNUTE B PAMKUTE Ha TOAWHATA NPEAH BKAIOYBAHE B npoyusaneto e 6un 1,4 karo 36,2%
OT NAUHEHTHTE Ca HMAIH FAONHHUA-KOHTPACTHH NE3UH HA M3XOAHOTO HMBO. Meananata Ha ckopa no EDSS
Ha H3XOAHOTO HWBO € Ouna 2,50; 249 nauueHTH (22,9%) ca umany ckop no EDSS > 3,5 Ha u3xoaHoOTO HHBO.
CpenHata NpOABLNXKHTENHOCT Ha 3aboNABAHETO OT NOSBATA HA NLpBUTE CHMNTOMHU ¢ Ouna 8,7 roauuu.
MHo3uHcTBOTO NauuenTr (73%) He ca noayuyaBany bonecr-moanduuMpallo Nevenne npes 2-Te roguHH npeau
BK/IIOYBAHE B NPOY4YBAHETO. Pe3ynrarure ot npoyuBaHeTo ca npeactaseHu B Tabnuua |.

Pe3ynTatute OT ABLATOCPOYHO NPOCNEASBAHE OT FbAFOCPOYHOTO pa3suninpeHo npoyusaHe 3a HesonacHocT
TEMSO (obwa cpeaHa nNpoAbMKUTENHOCT HA JEYEHHETO NPHONW3HTENHO S5 TOAWHH, MaKCHMaJHa
NPOABLKUTENHOCT Ha NEYEHHETO NPUOIH3uTENRO 8,5 FrOAKHK) He Ca NOKa3anM HOBH MJTH HEOYAKBAHH AaHHH
OTHOCHO Oe3onacHocTTa.

O6wo 1169 naunenTut ¢ [TIMC ca panaomusupanu B TOWER na nonyuasat 7 mg (n=408) wau 14 mg (n=372)
TepunyHomMua, unu niauebo (n= 389) 3a pasnuueH cpok Ha neueHue, 3apbpliBail 48 ceaMHUM cel
P2HAOMH3IHPAHE HA NOCICAHHA NauKeHT. BCHukn naunenTh ca umanu aedunutueHa anarnosa MC, (6basupawla
ce Ha kpuTephuTe Ha McDonald (2001)), noka3ssaia npUCTbNHO KNHHUYHO NPOTHYAHE CbC WK 6€3 nporpecus,
M Ca Nony4HiM NOHE | NPUCTBN Npe3 roanHaTa, NPEALIECTBALLA H3NUTBAHETO, WK Hal-MaiKo 2 NPUCTbNA npe3
2-T€ rOAMHH, NPEAIECTBALUN H3NUTBAHETO. [TpH BKAIOYBAHETO NALMEHTHTE Ca HMANIH ckop no Pa3wupeHara
Ckana 3a cTaTyc Ha UHBanuaHocT (Expanded Disability Status Scale (EDSS)) <5,5.

CpenHara Bb3pACT Ha NONyNaUMATa B NpoyuBaHeTo € 6una 37,9 roannn. MHOSHHCTBOTO NaUHEHTH ¢a HMaNH
NPHCTHITHO-DEMHTCHTHA MHOXECTBEHA CKnepo3a (97,5%), HO noarpyna NauMEHTH ca HManNy BTOPHYHO
nporpecupauia (0,8%) nan npuctbnro-nporpecupaiia (1,7%) MHOXeCTBEHA cknepo3a. CpeanusT Opoit Ha
MPHCTLIHTE B PAMKHUTE Ha FOAMHATA NPEAH BIUIIOYBAHE B MPOyuBaHeTo € 6un 1,4. agonnHui-kOHTpacTHH
IE3HH Ha H3XOAHOTO HUBO: HAMA NlaHHH. Meananara Ha ckopa no EDSS Ha nixoanoto HuBo e 6una 2,50;

298 naumnenTtH (25,5%) ca umanu ckop no EDSS > 3,5 Ha W3XOZHOTO HHEO. CpeaHaTa npoabMKUTENHOCT Ha
3a00N19BaHETO OT NOABATA HA MbPBUTE CUMNTOMMH € Guna 8.0 roausu. MHO3HHCTBOTO nauneHTH (67,2%) He ca
nony4asann 601eCT-MOAHPHUHPALLO eeHHE Nipe3 2-Te FOAMHH NPEAH BKIIOYBAHE B NPOYYBaHETO.
Pesyntatute oT npoyuBaHeto ca npeacrasenu 8 Tabnuua 1.
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Ta6anua 1 - OcHoBHH pesynTaTH (3a ono6penara aosa, ITT nonyaauus)

I1poyuysane TEMSO IIpoyusane TOWER
Tepudaynomun Ilhauebo Tepudaynomna Ilnanebo
14 mg 14 mg
N 358 363 370 388
KanHuveH uixon
loanuIHa yecToTa Ha
P —— 0,37 0,54 0,32 0,50
Paznura 6 pucxa (Clysw) 0,17 (0,26, -0,08)""* 0,18 (-0,27, 0,09
be3 NPUCTBIH cemuun 108 56,5% 45,6% 37,1% 46,8%

KoednuueHT Ha puck
(C195%)
3-meceyHa TpaiiHa
Nporpecus Ha
HHBATHAKOCTTA ceqmuua 108
Koeghuyuenm na puck
(Clossy)
6-MmeceuHa TpaiiHa
NporpecHs Ha
HHBAIKWAHOCTTA cepmmua 108
Koeguyuernm na puck
(Clossg)
HAMP xpafinu ToukH

I'lp{aﬂmﬂa B BOD ceamua 0.72 221

0;72, (0,58, 0,89)" 0,63, (0,50‘ 0,79)"‘"

20,2% 27,3% 15,8% 19,7%

0,70 (0,51, 0,97)° 0,68 (0,47, 1,00)

13,8% 18,7% 11,7% 11,9%

0,75 (0,50, 1,11) 0,84 (0,53, 1,33)

108
Omnocumenna npoMana
cnpamo naayebo
Cpenet 6poit Gd-
KOHTPACTHHU NE3UH Ha 0,38 1,18
ceamuua 108
Omnocumenna npomana
cnpsamo nrayebo (Closs)
bpo#l yHHMKanHW aKTHBHH
ne3un/CKaHupaHe
Omnocumenna npoMana _ roon
cnpamo nrayebo (Clysy) 69%, (59%; T7%)
" p<0.0001 *** p<0.001 ** p<0.01 * p<0.05 B cpaBHEeHHe ¢ naauedo
(1) BOD: 6onecten ToBap: TotaneH ob6em Ha nesunte (T2 v Tl-xunouHTeH3HU) 8 ml

67%!.‘

He ¢ namepsaHo

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

0,75 2,46

EdukacHOCT NpH nakMeHTH ¢ BUCOKA GONECTHA aKTHBHOCT;

Habniopasan € cbnoctaBum TepaneBTHUEH egeKT BbPXY NPUCTLIMTE M BPEMETO A0 3-MecedHa TpafHa
Nporpecds Ha MHBANMAHOCTTA NMPH noArpyna nauuedTd B TEMSO (n= 127) ¢ Bucoka GonecTHa aKkTHBHOCT.
INopaan anzalina Ha npoy4YBaHeTO BUCOKA GonecTHa akTHBHOCT € JePHHHpaHA KATO 2 MW NOBEYE NPHCTLNA B
€QHa roAnHa H eaHa uin nopeve Gd-konTpacTHH ne3nu va AMP na mo3nka. He e nposenen cxoaen noarpynos
aHanu3 B TOWER, Tb# kaTo He ca ¢cx6upanyn panuu ot AMP.

JIuncear AaHHM NMpY NaLKMEHTH, KOMTO HE ca OTIFOBOPHIIH Ha MbJEH ¥ afEKBATEH KYPC Ha feuexue (obuyaiito

NOHE enHa roauHa neyeHue) ¢ 6eta-HHTepedepoH, KOUTO ca UMANK NMOHE | NPUCTBLN npe3 IpeauiecTaallaTa

npeallecTBalla roAMHa CnpsaMo NPEAXOAHNKTE 2 FOARHH.
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TOPIC e asoiiHocaano, nnauefo-KOHTPONMPAHO NPOy4YBaHE, KOETO OLEHHBA MPUNOXEHHETO HAa E€OHOKPATHH
AHEBHH 103K Tepudaynomua 7 mg W 14 mg 3a nepuoa a0 108 ceamuuu NPH MALUKHEHTH C NBPBO KIHHWYHO
AEMHEAUHUIHPALLO CHOHTHE (cpeaHa Bw3pacT 32,1 roannn). [TvpeHuHaTa Kpakka Touka e BPEMETO AQ BTOPH
KNkHH4EeH enk3oA (peunaus). O6uwio 618 nauneHTH ca paHAOMHM3MPAHH Aa Nonyyasar 7 mg (n=205) nau 14 mg
(n=216) repudnynomun unu naaue6o (n = 197). PUCKBT OT BTOPH KNHHHYEH €NH304 32 nepuoa OT 2 roaKHY e
6un 35,9% B rpynara Ha nnaue6o u 24% B rpynara Ha nedeHue ¢ TepUPAYHOMHA 14 mg (KoeHUUHEHT Ha pHCK:
0,57, 95% wunrtepsan Ha noseputennoct: 0,38 no 0,87, p=0,0087). Pesyntatute ot npoyysaHero TOPIC
NOTBbPXJaBaT ePHKACHOCTTA HA TEPHPNYHOMHA NpPH NPHCTBLAHO-peMUTeHTHA MC (BKNIOYHTENIHO paHHa

NPUCTBLIHO-peMUTEHTHA MC ¢ nbpBO KIMHUYHO AEMHUENHHM3MPALLO CLOHTHE W AHCEMHUHHPAHH BbB BPEMETO W
npoctpaHcTBoTo AMP nesun).

EdekTHBHOCTTa HAa TEPH(PAYHOMHA € CPaBHEHa C Ta3H Ha NOOKOKHO npunaraH HuTepdepon Hera-la (B
npenopbuBaHaTa n03a OT 44 Ug TPU NMbTH CEAMHYHO) NpH 324 PaHIOMHM3HPaHH NALMEHTH B npoy4BaHe
(TENERE) ¢ MuHHManHa npoabmKHTENHOCT Ha feueHHeTo 48 ceAMAUM (MakcuManua 114 CEAMHUM). PHCKBT
OT Heycnex (NOTBLPASH NPHUCTBIT HAH TPaHHO NPEKLCBAHE HA JICHYEHHETO, KOETO OT ABETE HACTHIH noO-paHo) e
6un nuperuHaTa kpaliHa TOuka. BposT HA NaUHEHTHTE, OKOHYATENHO NPEKbCHAITH IEYEHHETO, B rpynara Ha
TepupnyHoMua 14 mg e 6un 22 ot 111 (19,8%), kaTo npuunnuTe ca GUITH HeXeNaHH CLOUTUS (10,8%), nunca
Ha egpukacHocT (3,6%), npyra npuunHa (4,5%) u 3aryba 2a mpocrienssane (0,9%). bpoaT Ha nauueHTHTe,
OKOHHATEAHO NMPEKBCHANK JIEYEHUETO, B rpynaTta Ha HHTepdepox Gera-la e 6un 30 ot 104 (28,8%), kaTo
NpUuMHHTE ca OunM HexenaHu CuBHTHA (21,2%), aunca Ha edukacHocT (1,9%), aApyra npuyuHa (4,8%) w
HecnaisaHe Ha npotokona (1%). TepudnyHomun 14 mg/aeH He NpeBbL3XOKAA CTATHCTHYECKH HHTEpgEpOH
beta-la No OTHOLIEHHE HAa NbpBHYHATA KpaliHa TOMKA: H3YHCAEHHAT MPOUEHT NauXeHTH C HEeyenex oT
NEYEHHETO Ha ceamuua 96 npu u3non3Bane Ha Metoaa Ha Kaplan-Meier e 41,1% cnpamo 44.,4%
(repudayHomun 14 mg cnpaMo uHTepgepon-la, p=0,5953).

[TeanaTpuyuHa monynauus

AHeya u onowu (ev3pacm om 10 0o 17 200unu)

lMpoyusane EFCI1759/TERIKIDS e mexaynapoano nsoHHOCASNO, Niauebo-KOHTPONIMPAHO NPOYYBAHE NpPH
NEAHaTPUUHH NAUHEHTH Ha BB3pacT 0T 10 10 17 roanHu ¢ npucTbNHO-peMuTeRTHa MC, NpH KOETO Ca OLeHSIBaHH
1034 TEPUBITYHOMUA BEAHDXK JAHEBHO (KOPHTHPAHH 38 AOCTHIaHe Ha EKCMO3MUMA, eKBUBANEHTHA Ha a03aTa |4
Mg NPH Bb3pacTHH) B NPOABMKEHHE HA 96 ceMHULM, NOCNEABAHO OT OTKPHTO NPOABIKEHHE. BCHUKM NauueHTH
€a UMany noHe | peunanBe B NPOTbMKEHHE Ha | FORMHA K NOHE 2 PELMAHBA B NPOAbAXKEHHE Ha

2 TONMHH Mpeau NpoyyusaneTto. H3snpluesn ca HEBPONOrHYHY OLEHKH NPH CKPUHUKHTA M HA BCeKH 24 CeaMMLH
10 3aBbplUBaHE Ha NPOYYBAHETO, KAKTO W NMPH HENMAHUPAHM BHU3WTH 3a NOJO3MPaH peuuaus. [auueHTHTE ¢
KITHRHYEH DEUHAHB UK C BrCoka AMP akTuBHOCT Ha moHe 5 WoBM uau ycunsawm ce T2 nesuu npu 2
NOCACROBATENHH CKAHHPAHUA CA NPEMUHANH Npean 96-T¢ CEAMULM KbM NEPHOAA HA OTKPHTO MPOABLHKEHHE, 34
fla CE OCHrypH aKTHBHO fieyeHue. [bpBuuHaTa KpaliHa TOuKa € BPEMETO A0 MbPBH KIHHWYEH PeUHIHB Clea
paHAOMHK3auUMA. BpeMeTo 10 NbpBH NOTBLPAEH KIHHUYEH PELMAHUB HNK BHCOKA SIMP akTHBHOCT, KOETO OT ABETe
HacTbNH TbPBO, € NPeaBapUTENIHO ASPHHHPAHO KATO AHANKU3 HA YYBCTBUTENHOCTTE, Thil KATO BKAIOYBA KAKTO
KNHHHWYHH, Taka W SIMP ycnoBus, noaxoadiiy 3a npeMUHaBaHe KbM OTKPHTHA NEPHOA.

Obuio 166 nauneHTH ca paHROMH3MPaHH B CbOTHOUleHHE 2:] fAa nonyuasar TepudayHoMua (n = 109) nan
nnauebo (n = 57). [pu snn3aHe B MpoOy4BaHeTO, MALMEHTHTE CA UMANH ckop no EDSS <5,5. Meauanara Ha
Bb3pacTTa € 14,6 roauHu, cpeanoto Terno e 58,1 kg, cpeanaTa NpoAbMKHUTENHOCT Ha 3a60MABAHETO OT
NoCTaBAHE Ha nuarHolara e 1,4 roauuy, a cpeauusr 6podl T1 Gd-KOHTPACTHH ne3uu npu JIMP e 3,9 ne3uu Ha
M3X0AHO HUBO. BCHUKK nauueHTH ca uManu npucTeNHO-peMHUTEHTHA MC ¢ MeanaHa Ha ckopa no EDSS na
M3XORHO HUBO |,5. CpefHOTO BpeMe Ha neveHHe e 362 AHuW Ha nnauebo 1 488 AHu Ha Tep
[IpeMuHaBaHeTo OT ABOHHOCHAN NEPHOR KBM OTKPUTO NEUEHHE NOpany BHcoxa SIMP RQ OT
O4aKBAHOTO ¥ MO-YECTO U NMO-PaHO B rpynaTa Ha nnauebo B cpaBHeHKE ¢ rpynarTa Ha
nnaueto, 13% npu reprnyromun).
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TepudnyHomua Hamanssa pUckKa OT KJIWHHYEH peuHanB ¢ 34% cnpaMo nnaueSo 6e3 NOCTHraHe Ha
CTaTHCTH4eCKa 3HayuMocT (p = 0,29) (Tabnuua 2). B npeasapuTtenso ONpeaeneHnus aHanu3 Ha
HYBCTBHTENHOCTTA, TEPHQIYHOMHA MOCTUIa CTATHCTHUECKH 3HAYUMO HAMANSBAHE HA KOMOHHHPAHUR PUCK OT
KIUHH4EH peunans nnu Bucoka AMP akTueHoCT ¢ 43% cnpamo naaue6o (p = 0,04) (Tabnuua 2).

TepndyHOMHA 3HAYHTENHO HaMansBa 6pos Ha HOBHTE W HapacTeamu T2 Neany Ha CKaHHupaHe ¢ 55%
(p = 0,0006) (post-hoc aHanu3 cbLIO KOPHTHPaAH 38 U3XOJEH 6poit T2: 34%, p = 0,0446) u 6pos Ha ragoAuHNii-
koHTpacTHUTe T ne3un Ha ckanupane cve 75% (p <0,0001) (Tabnuua 2).

Tabnnua 2 Knnuuunn u SIMP pesyaratu or EFC11759/TERIKIDS

EFC11759 ITT nonynauns Tepudpnynomnn ILlhauebo
{(N=109) (N=57)

Kanunuun kpalinu vouks

Bpeme 10 MbpBH NOTBBLPAEH KTHHKMYEH peLMAME,

BeposaTHocT (95%CI) oT noTBbpaeH peUMAHE Ha ceamuua 96 0,39 (0,29, 0,48) 0,53 (0,36, 0,68)
Bepoamrnocm (95%C1) om nomevpden peyudus na ceomuya 48 0,30 (0,21, 0.39) 0,39 (0,30 052)
KoeduumnenT Ha puck (95% CI) 0,66 (0,39, 1,1 1)»

Bpeme 10 MupBH NOTBLPAEH KNHHUYEH pELMOMB HAK BUcoka AMP

AKTHBHOCT, 0,51 (0,41, 0,60) 0,72 (0,58, 0,82)
BeposTthocT (95%CI) ot notebpaeH peunaus uau eucoka SIMP

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

Beposmuocm (95%CI) om nomewvpden peyudue uru sucoxa SMP
akmuasrocm na ceomuya 48

Koedpuuuent Ha puck (95% CI) 0,57 (0,37, 0,87)*

Ocnosun AMP xpaitun Touku

KopurupaHn 6poit HoBu WK HapacTsawu T2 nezuu,

Ouerka (95% Cl) 4,74 (2,12, 10,57) 10,52 (4,71, 23,50)
Oyenxa (95% Cl), post-hoc ananuz cviyo KOpu2upan 3d u3xooeH 3,57 (1,97, 6,46) 3.37 (2,84, 10.16)
bpoti T2

OTtHocuTenen puck (95% CI) 0,45 (0,29, 0,71 )%+
OtHocuTenen puck (95% Cl), post-hoc ananuz cowo kopueupan 3a 0,67 (0,45, 0,99)*

uixooen 6poii T2

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

OTHocuTeneH puck (95% Cl) 0.25 (0,13, 0,51)***

"p20,05 B cpasHenue ¢ nauebo, * p<0,05, *» p<0,001, »*» p<0,0001
BeposaTtHoctTa € Gaanpana Ha ouenxa no Kaplan-Meier, a ceamuua 96 e KpasT Ha u3nmHTBaHOTO neueHue (EQT).

EBponeiickata areHuus no nekapcraata ocBo6OX1aBa OT 3a1bAKEHHETO 33 PEAOCTABAHE Ha PE3YJNTATHTE OT
NPOYy4BaHHATA C TEPHPIYHOMHA MPH AcuUa HAa BB3PACT OT paKAaHeTO A0 noa 10 roauHu MPH NEYEHHE Ha
MHOXECTBEHa CKNEPO3a (BXK. Touka 4.2 33 HHPOPMaLHUA OTHOCHO YNOTpeba B neanaTpHsTa).
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5.2 @apMakOKHHETHYHH CBOACTBA

Abcopbuus

Menuanata Ha BpeMeTO 3a JOCTHraHE Ha MAKCHMAIHY MAa3MEeHH KOHUCHTpauuK HacTLnBa Mexay | v 4 vaca
CACA NPUIIOKEHHE HA N03aTa NPH MHOTOKPATHO MEPOPANIHO NpPUNOKEHHE Ha TePUPIYHOMUA, KaTO HMA BHCOKA
OnonanwyHocT (nprbnusutenno 100%).

XpaHaTa HMa KNHHUYHO 3HaYHM edeXT BLpXy GapMaKOKHHETHKATA Ha TEPHPNYHOMMUA,

OT cpennuTe NPOrHO3HH ($apMaKOKHHETHUYHH NAPAMETPH, HIUHCIEHH OT nonynatHoHHNs GapMakoKHHETHYEH
aHanu3 (PopPK) upes u3noniBaHe Ha AaHHM OT 3apaBH NOGPOBONLUM M MALHEHTH C MC, koHUEHTpauuaTa B
CTaUHOHAPHO ChCTOAHKE ce focTHra OaBHO (T.€., npubnusutento 100 aHu (3,5 Meceua) 3a focTHraHe Ha 95% OT
KOHUCHTPALLMATA B CTALHOHAPHO CHCTOSHHE), KATO M3UHCAEHHAT upe3 AUC koepHUMEHT Ha KyMyaHpaHe e
npubAN3NTEnHO 34 MbTH.

Painpeaenenue

TepudbayHoMua ce CBbP3BA EKCTEHIUBHO € NAAIMEHHTe BenTblUH (>99%), sepoaTHO anGyMuH, U ce pasnpeaens
NpeauMHO B Nnasmarta. OBembT Ha pasnperenehse e 11 | cnen eQHOKPaTHO HHTPaBEHO3HO (i.v.) TPHNOKEHHE,
Tosa ofaue Halt-BEpPOATHO € 3aHMXKEHA NPOrHO3Ha CTOWHOCT, Tl KaTo npu nabxose € Habnoaaeavo
€KCTEH3UBHO OPraHHO pasnpeac/cHue.

buoTpanchopMmailns
TepudnyHoMuA ce MeTab0NH3Hpa B yMEpPEHA CTENEH M € €AMHCTBEHHAT YCTAHOBHM B 11/1a3MaTa KOMMOHEHT.
OCHOBHHAT NbT Ha 6GnoTpaHcOpMaLms Ha TEPHDIYHOMHA € XHAPONH3A, 4 OKHCACHHETO e BTOPOCTENECHEH NbT.

BropuuyHuTte meTabonnMTHH MbTHIIA BKAKOUBAT OKHUCIIEHUE, N-aueTunupane n KoOHIOrHpaHe che cyadaTh.

Envmutupane

TepudayHoMHa ce exCKpeTHpa B TacTPOMHTECTMHANHHA TPAKT NPEAWMHO € KIbYKaTa NoL gopmaTa Ha
HEMPOMEHEHO AKTHBHO BELLECTBO M HaH-BEpPOATHO upe3 TyOynHa cekpeuus. TepudayHomua e cybeTpaT Ha
epnykcHua Tpaucnoprep BCRP, kolTo 64 Morsn aa yyactea B npAxKara cekpeuns. 3a nepuoa ot 21 auu 60,1%
OT NPHAOKEHATA N03a €€ EKCKpETHpa upe3 n3npaxHernarta (37,5%) v ypunara (22,6%). Cnea npoueaypa 3a
ObpP30 ENMMHUHHPAHE C XONECTHPAMHH RONB/HHTENHO Ce OTASNAT owe 23,1% (TpeAHMHO B M3NPaXKHEHHUATA).
Bb3 OCHOBA Ha MHAHBHAYANHO NPOTHO3HUPAHE HA (PAPMAKOKHHETHYHUTE napameTpH upes “inonspaHe Ha PopPK
Mozaena Ha TeprugIyHOMHUA NPH 34paBH 100OPOBOJLKM M nauMeHTH ¢ MC, MelManaTa Ha ti. e 6una npuban3uTenHo
|9 Anu caen MHorokpatHu ao3u oT 14 mg. Crea eAHOKPAaTHO HHTPABEHO3ZHO MPHUAOKEHHE TOTANHUAT TENECEH
KNHPBLHC Ha TepudayHomua e 30,5 ml/h.

[Ipoyedypa 3a yckopeno exumunupare.: Xonecmupamun u akmuger gvanen
EnMMHHHpaHeTO Ha TepHPAYHOMHA OT KpbBOOOpALUEHHETO MOXKe fna Ce YCKOpH 4pe3 [(PHAOKEHHE Ha
XONCCTHPAMUH HNW aKTHBEH BBI/IEH, BEPOATHO Ype3 MPeKpaTABAHE Ha NpouecHTe Ha peabcopOumst Ha YPEeBHO
HWBO. KOoHUeHTpauuure Ha TepudayHOMHA, W3MEPEHH MO BpeMe Ha | 1-aHeBHaTa nmpoueaypa 3a YCKOpPABaHE Ha
€NHMUHHPAHETO HA TEPU(PIYHOMHA ¢ 8 g XONECTHPAMUH TPH MbTH AHEBHO, 4 g XONECTHPaMHH TPH NBTH AHEBHO
K 50 g aKTHBEH BBLrAEH OBa NbTH AHEBHO CIER NPEYCTAHOBABAKE HA NIEUEHHETO C TepHhIyHOMHU I, NOKAIBAT YE
TEIN CXEMHU Ca eDEKTHBHW 32 YCKOPABAHE HA EIMMHHUPAHETO HA TEPUANIYHOMHA, BOJEWM A0 Hal 98%
HAMA/IABAHC HA NAASMEHUTE KOHUEHTPALMH Ha TEpU(DIYHOMH, KATO XONECTHPAMHH € HMan no-6bp30 aelicTBUe
OT BbrneHa, Caen npeycTaHOBABaHE Ha TEpUGAYHOMU/ U NPHUOKEHHETO HA XONECTHPAMHUH 8 g TRM [bTH AHEBHO
nJia3MeHaTa KOHUEHTPAUKS Ha TePUPNYHOMUA € Hamanana ¢ 52% B kpas Ha aeH |, ¢ QP B oA HAaNEeH 3, ¢
99.2% B kpas Ha aeH 7 u ¢ 99,9% npu 3aBbpwBaHeTo Ha Aen 11. M3GopuT mewil SO re—nadln: RY, 32
€MMHHHpaHe TPADOBa A2 3aBHCH OT MOHOCHMOCTTA Ha NALMEHTA. AKO XONECTHPAMUH v

noHacs Ao0pe, MOXe 12 ce H3NOJI3BA XONECTHPAMHHE 4 g TPH ITbTH JHEBHO., AnTepHa :. sy =i E.,'" Ba
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CbLIO AKTHBEH BBLIMEH (He € Heobxoanmo Te3n |1 anu aa 6bAAT nocaeaoBaTENHH, OCBEH NPU HEOOXOAUMOCT OT
6bp30 HaMansBaHe Ha NNa3MeHaTa KOHUEHTPAUUs Ha TepubAYHOMHA).

JIMHeHOCT/HeNHHEHHOCT

CHncTemMHaTa eKCtO3HUHA HapacTBa NPONOPLUMOHAIIHO HA K03aTa Cle/l NEPOPAIHO MPHIIOKEHHE HA
TepudayHomua or 7 go 14 mg.

OcobeHOCTH NpH cneyHantu rpyny NayHeHTH

[lon u cmapuecka ev3pacm

UaeHTHpHUHpaAHH Ca HAKONKO H3ITOYHHKA HAa NPHCHILA BapHaOWAHOCT MPH 34paBH NKLA ¥ NpH nauneHTH ¢ MC
Bb3 ocHoBa HA PopPK ananu3a: Bb3pacT, TenecHo Terno, non, paca H HUBa Ha anbymuH W Gunnpy6uH. Bunpexu
TOBa TAXHOTO BAHSHUE OCTaBa orpaHuueHo (<31%).

Yeprodpobro yepedcoare
JIeKOoTO H YMEPEHOTO YEPHOAPODOHO yBpEXKAaHE HE NOBIUABAT apMakOKHHETHKATa Ha Tepudayromua. [Topann
TOBA HE C€ NPeABHIKIA KOPHIHPAHE Ha [03aTa NPH MALKEHTH C JIEKO U YMEPEHO YepHOAPOGHO yBpexaaHe.

Obaue TepH(pAYHOMUI € NPOTHBONOKA3AH NPH NALKUEHTH € TEXKO YePHOAPOOHO yBpexaaHe (BX. TOUkd 4.2 U
4.3).

bvbpeuno yepesxcoane
TexkoTo 6L0peuHo yBpekaane He noBnuaBa papMakokHHeTHKaTa Ha TepudayHomua. [Mopaan Tosa He ce
NpeRBHXA KOPHTMpPaHe Ha R03aTa NPH NMaUHEHTH € NIEKO, YMEPEHO K TexKo OOpeuno yBpexaaHe.

ITeouampuuna nonyrayun

ITpH neanaTpHYHH NaUKEHTH C TeltecHo Terno> 40 kg, nexyBaHW ¢ 14 mg BeaHB¥K AHEBHO, EKCNOIUUMHTE B
CTaHHOHAPHO CHLCTOAHWE Ca B FPAHULINTE, HAONI0AaBaAHU NP Bb3PACTHH NALMEHRTH, NEKYBAHHU CbC ChLIATA CXEMA
Ha J03HpaHe.

[Tpy neanatpuyHH nauKeHTH ¢ TenecHo Terno <40 kg, neueHneTo cbC 7 Mg BeAHBK OHEBHO (Bb3 OCHOB2 Ha
OrpaHHYEHH KIHHHYHK NAHHH W CHMYNallMH) BOAM A0 EKCMO3HLUHMH B CTALMOHAPHO CbCTOAHHE B FPaHHUMTE,
Ha0110aBaHH MPH Bb3PaCTHH MAUHEHTH, NEKYBaHH ¢ 14 mg BEAHBX AHEBHO.

HabntonasannTe Hal-HYUCKH KOHLEHTPAL{H B CTAUMOHAPHO CHCTORHKE €A B FOIAMA CTENEH BapHaOHIIHK MEXAY
HHAWBHAMTE, KAKTO C€ Hab/0aaBa NPH Bb3PACTHH NauHeHTH ¢ MC.

5.3 [lpeaknnuu4HH AaHHA 33 Oe3onacHocT

TOKCHYHOCT NPU MHOrOKPATHO NpUJIaraHe

MHOrokpaTHOTO MEPOPATHO NPHIOKEHHE HA TEPHPIYHOMHI NMPH MHLLKH, TLTBXOBE M KyYeTa 3a CPOK CbOTBETHO
no 3, 6 1 12 mecela nokassa, Y€ raBHMTE MPUUETHH OPraHK 3a TOKCHYHOCT €A KOCTHUS MO3bK, NUMODOUAHNTE
OpraHM, YCTHaTa KyXHHa/CTOMAlLLHO-YPEBHUSA TPAKT, PeNpOAYKTHUBHHUTE OpraHd W naHkpeaca. HabGnoaasauu ca
Cblll0 W AaHHH 33 OKCHAATHBEH €(EKT BbpPXY HEPBEHHTE KPbLBHH KNETKH. AHEMHATA, HamaNeHHAT Opoil
TPOMOOUKTH M e(EeKTHTE BbpPXY HMYHHATa CHUCTEMA, BKJIKOYMTENHO NEBKONEHHS, NTUMAQONEHHA U BTOPHUHH
HHPEKUHH, Ca OUAN CBbP3aHH C ePEKTHTE BLPXY KOCTHHA MO3bK W/WNH aumdbouaHuTe opranu. [ToseveTto ot
e(peKTHTE OTPa3fiBAT OCHOBHUA MEXAHW3IbBM HAa ACHCTBHE HA CbEAMHEHHETO (MHxnBupaHe Ha AenAULUTE Ce
KneTkn). JKHBOTHHUTE Ca NO-YyBCTBHTENHH OT XopaTa KbM (PapMaxoNOrHuHWTe edekTH M NOpaau TOB& KbM
TOKCHYHOCTTA Ha TepHIYHOMHUA. B pe3yntar Ha TOBa, TOKCHYHOCT NPH )KHUBOTHH € YCTAHOB MO3ULIHH,
C€KBUBAJNEHTHH HIH NMO-HUCKH OT TEpPaNeBTUHHUTE HMBA NPH XOpa.
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[[eHOTOKCHUYHOCT U KaHUEPOr€HEH NOTEHUHA

TepnudnayHOMHA HE € MyTareHeH in vitro UK KNacTOTeHeH in vivo. KnactorenHocTTa, HaGnoRaBaKa in vitro. ce
npHeMa KaTo Henpsk edexkrt, cBbp3aH ¢ aucbanaHca Ha HYKNEOTHAHNA nyn, KOWTO € pe3yntar oOT
dapmakonoruuxus edpekT oT unxubupareto Ha DHO-DH.

Bropocrenennuuar metabonutr TFMA (4-TpHdnyopoMETHNANAHUH) € NPUYHHHI MYTAr€HHOCT H KNACTOreHHOCT
in vitro, HO HE in vivo,

Hsama aaHHu 3a KaHLUEPOreHHOCT NPH NTLXOBE H MHLLIKH.

PenpoyKTHBHA TOKCHYHOCT

DepTHNUTETLT He € KN 3aceTHAT NPH NITHXOBE, BbIPEKK HEXENAHHTE eheKTH Ha TEPHPNYHOMHUA BBPXY MBXKKHTE
PENPOAYKTHBHH OpraHH, BKIIOHHTENHO HaManeH Opoll Ha cnepMaTto3onauTe. He e HMano BbHIWHH ManhopMalUHru
B NOTOMCTBOTO HAa MBXKKH NITbXOBE, HA KOUTO € OW npunoxeH TepudnyHOMUA npeau yndToceate ¢ HETPETUPAHH
WEHCKH nrbxose. TepudayHoMna € Gun eMGpUOTOKCHYEH M TEpaTOreHeH Mpyd TIbXOBE W 3aifuv NpH 003U B
FPAHHUHTE Ha TEPANEBTHYHUA NHaNa3oH NpH xopa. Hexenanu edexkTy BbPXY NOTOMCTBOTO ca HabmonaBaHu K
KOraTo TepU(IYHOMHA € NPURAraH Ha OPEMEHHH KEHCKH MTbXOBE B nepuoaa Ha recrauus v naktauus. [lpuema
CE, HE PHCKLT OT MENHHPAHA OT MbXKa TOKCHUHOCT 33 3apOAHLLA H PeTyCa N0 BPEME Ha JEYEHHE ¢ TEPHPAYHOMHUL
€ HUCBK. MI34HCIeHATa NPH XKEHH Na3MeHa eKCNO3ULMNS, UPe3 CEMEHHATA TEYHOCT Ha NEKYBaH NaUKEHT OT MBXKH
non, ce ovaksa Aa ObAae 100 nbTH No-HUCKa OT NnasMeHaTa ekcno3uuus cneq 14 mg nepopaneH TepudayHomu.

{OBEHHIHA TOKCHYHOCT

tOBeHuAHK NTbXOBE, NOMYyYaBaLIM NEPOPATHO TEPHBAYHOMHUA B MPOABNKEHHE HA 7 CEAMUUHM OT OTONBAHETO A0
HacTbNBAHETO Ha NOJI0BA 3PANOCT, HE MOKA3BAT HEXENAHU ePEKTH O OTHOLUEHHE Ha PacTexa, PHU3HYECKOTO HIH
HEBPOJIOTHYHOTO Pa3BUTHE, OOYYEHHWETO W NaMeTTa, ABHUraTENHATa aKTUBHOCT, CEKCYANHOTO PasBUTHE WJINY
deprunurera. Hexenanure edekTd BKNIOUBAT aHEMHS, HAMANSBAHE Ha AUMOOUAHUSA OTTOBOP, 10303aBHCHMO
HamanaBaHe Ha T-KNeTbYHO 3aBHCHUMHA aHTHTANO-OTIOBOP H CHIIHO HAMAleHH KOHLUEHTpauuHu Ha 1gM u 1gG,
KOMTO OOHKHOBEHO ChBNAAAT ¢ HAONIOAEHHATA B NPOYYBAHHATA 32 TOKCHYHOCT NpH MHOTOKPATHO NpUaraxe npu
Bb3pacTHH MIBLXOBE. YBENHYEHHETO HAa B kneTkuTe, HabNI0NaBAHO NPH IOBEHH/IHU TLTBXOBE, He ce Habnoaasa
MpH Bb3PAaCTHU NIbXOBE. 3HAYMMOCTTA HA TA3M PA3/IKKA HE € H3BECTHA, HO € I0KAa3aHAa MbiHa 06paTHMOCT, KakTo
NpH NOBEHETO APYrH HaxoAKH. [lopasy BUCOKATA UyBCTBHTENHOCT Ha UBOTHHTE KbM TEPH(IYHOMHUL, MAAUTE
NLXOBE C2 NN U3NOMEHH HA MO-HUCKH HHBA OT TE3H NpH IELA U IOHOLLIW NP MaKCHUMaHATa [penopbYHTEIHE
no3a npu xopa (MRHD).

6. PAPMALEBTHYHH JAHHHU

6.1 CHHCBK HA NOMOLWHHTE BELECTRA

Anpo Ha TabneTkaTta

JlakTo3a MOHOXMApaT

LlapeBHYHO HuiuecTe
XHWAPOKCHIPONKHALENYN03a
MukpokpucTania uenynosa

Hatpues HuwecTeH rankonat (Tun A)

CHNHUHEB AHOKCHA, KOJIOHAEH Be3BoleH
Marsxe3unes cTeapar
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QrAMOBO MOKPHTHE

Xunpomenosa

TuraHos anokcun (E171)

TpuaueTtuH

Tank

UunaurokapMuH anymununes nak (E132)

6.2 HecbBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roaHocT

3 roavHH

6.4 CneuHaiHH yC/I0BHAl HA ChXPaHEHHE

To3u nexkapcTBeH NPOAYKT HE U3UCKBA CMIEUHANIHY YCNOBHRA HA ChXpaHEHHeE,

6.5 Bua u cbABPKAHHE HA ONAKOBKATA

Alu/Alu 6auctepn n/uin PVC/PCTFE/Alu 6aucTepu B kapTOHEHA KYTHA, ChAbpkKaila no 28 GuaMupanu
TabneTkHy.
6.6 CneunaiHu NpeANasHH MEPKH NMPH HIXBLPJIAHE
Hen3anon3sanuAT nexapcTBEH NPOAYKT KK OTNAABYHUTE MaTepHany ot Hero Tpadea oa ce U3XBLPAsT
B CbOTBETCTBHE C MECTHHTE H3HCKBAHHUA.
7. NIPUTEXATEJ HA PASPEILIEHHUETO 3A YIIOTPEBA
OAPMAKOHC A ]

Oyn.”Tlefio K. Asopop” Nodd, eT.1,
Codus 1164

bvarapus

8. HOMEP(A) HA PAZPELLIEHHETO 3A YIIOTPEBA

Per. Ne: 20240076
9. JATA HA ITbPBO PA3ZPELIABAHE/MTIOAHOBABAHE HA PABPELIEHHUETO 3A YIIOTPEBA

Hata Ha nupBo paspeluasane: 25.03.2024
Jlata Ha NnocneaHO NOAHOBSBAHE:

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

01/2025
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