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KPATKA XAPAKTEPUCTHUKA HA ITPOJITYKTA



AR 70028
6276/ 14U T5

1. UME HA JIEKAPCTBEHUSA ITPOAYKT

Tepudayxon 14 mg ¢puamupanu TabJIeTKH

Teriflucon 14 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH ChbCTAB
Besika guimupana tabiietka chiibpika 14 mg repudiynomu (feriflunomide).

[ loMOIIIHO BEIIECTBO C U3BECTHO JICHCTBUE
Besika duimupana tabnerka chibpxka 72,4 mg slakTo3a (KaTo MOHOXH/IpAT).

3a [ILJIHKUS CIIUCHK HA MTOMOILHUTE BelecTBa BUXKTE To4Ka 6.1,

3. JIEKAPCTBEHA ®OPMA

Duimupana tadserka.

bJie/IOCHHH, NETOLIBJAHM, JIBOHHO H3ITbKHAIM, huaMupann TableTkH, ¢ BIbOHaTo penedHo o3Ha4deHue “14”
OT eJIHaTa CTpaHa M rJIaJIKu OT jipyrara crpaHa.

4. KJIMHHUYHU JAHHHA

4.1 TepaneBrH4YHH HOKA3aHUH

TepuduykoH € nokasan 3a jiedeHne Ha Bb3pacTHH NALMEHTH W NeMaTpPUYHH NIaLMEHTH Ha Bb3pact Haj 10
rOJIMHH, C NIPUCTBITHO-PEMHUTEHTHA MHOXKECTBEHA CKJIepo3a (MOJIst, HallpaBeTe CrpaBka ¢ To4YKa 5.1 3a BakHa

nHpopMalMs OTHOCHO MOMYJaIMATA, 3a KOATO € YCTaHOBEHA €()MKACHOCT).

4.2 Jlo3HpOBKa H HAYHH HA NPHJIOKCHHE

Jleuenuero TpsiOBa Jla ce 3anouBa M NpoBexia noji HabJIOJEHHETO Ha JieKap ¢ OMMT B JICYCHHUETO Ha
MHOKECTBEHA CKJIepo3a.

Jlo3upoBka

Bw3pacmnu
[Tpu BB3pacTHH, NpenopbyunTe/IHara 103a repuduynoMui e 14 mg BeJINbK JIHEBHO.

Ieouampuuna nonynayus (év3pacm nao 10 coounu)
[Tpu nejMarpuyuny nanueHTy (Ha Bu3pacT Haj 10 roaunm), npenopb4yuTesIHaTa J103a 3aBUCH OT

TEJICCHOTO TEerJIO:

- [TesinaTpuuny nanueHTH ¢ TejiecHo Teryo >40 kg: 14 mg BeJIHbXK JIHEBHO.
- [TenaTpuyutu namueHTy ¢ rejecHo tersio <40 kg: 7 mg BeIHbXK JIHEBHO.
[TejiuaTpyny NAIMEHTH, KOUTO JIOCTUrHAT ctabuiiHo TenecHo Terjio Haja 40 kg Tpsdsa ja aT.Ha 14
Mg BEJAHBK JAHEBHO.




dunmupanuTe TabNIeTKH MOrarT fia ce npuemar ¢bC uiH 0e3 xpaua.

CneuuanHy nonyjanuy

[lonynayus 6 cmapuecka 8v3pacm
TepudnykoH TpaBa Aa ce npuiiara ¢ MOBHIUEHO BHEMAHHE TIPH NALKEHTH Ha Bb3pacT 05 FORHHY H MOBEUE,

[Mopajy HeJOCTaThYHO JaHHH 3a 6E30NMacHOCT U ePHKACHOCT.

bvbpeuno yapedsicoane
He e HeoGX0AMMO KOpUTHpaHe Ha 103aTa IIPH NMaLKMEHTH ¢ JIEKO, YMEPEHO WM TEXKO OLOpeyHo yBpexaHe,

KOHTO HE IPOBEXKAAT AUAIN3A.
He e npaBeHa oOleHKa NpH NAaUMEHTH ¢ Texko OBOpevyHO YBpexzaaHe, KOMTO MNPOBEXJAT IHAIH3A.

TepuduyHOMH/L € MPOTHBONOKA3aH Mpy Ta3W Nonynauus (Bx. Todka 4.3).

YepHoOpobHo yspeoroare
He e Heo6x0aMMO KOpUTHpaHe Ha J03aTa NMPU NAlHeHTH C JIEKO H YMEPEHO 4epHOAPOOHO yBpexAaHE.

TepudnykoH € NPOTHBONOKA3aH NPH NALMEHTH C TEXKO 4epHOAPoOHO yBpexjiaHe (BXK. Touka 4.3).
[Teouampuuna nonyaayus (évipacm noo 10 eoounu)
BesonacHoctra ¥ edukacHocTTa Ha TepndayHomun npu feua Ha Bb3pacT noA 10 roguHu HE ca

yCTaHOBEHH. JIuncBaTt JanHH.

HauuH Ha NpUIOKEHHE

dunmrpanuTe TabaeTKY ca NpeAHa3HauYeHy 3a nepopaiHo npuioxkeHde. TabneTkute TpsOBa na ce ruaTar
LeJtH ¢ Malko Boaa. TepuduiyKOH MOXKe J1a Ce npueMa cbC Win 0e3 xpaHa.

4.3 IlporhHBonokaigHHs

CBpBX4YBCTBUTETHOCT KbM aKTHMBHOTO BELLUECTBO HUITH KbM HAKOE OT HOMOLIHHTE BELLIECTRA, H3bpoeHH B
Touka 6. 1.

[Tanuenty ¢ Texko yepHoaApobHO yepexaaHe (knac C no Child-Pugh).

BpeMeHHH XeHH WK KEeHH ¢ AETEPOACH MOTEHUHAl, KOUTO He NPUaraTt HaJeXxAHa KOHTpauenyns no speMe
Ha JIEYUEHHETO ¢ TepUBAYHOMHUA U CAe Hero, Aokaro miasmeHuTe HuBa ca HaR 0,02 mg/l (Bx. Touka 4.6).

TpsGea na ce H3kArO4KH GpeMeHHOCT Npeau 3alMoYBaHe Ha JICYEHHETOo (BX. TouKa 4.6).

Kbpmauky (Bx. Touka 4.6).

[TatiueHTH ¢ TEXKH MMYHOAEPUMLMTHH CHCTOSIHWA, HanpuMep NPAACOHT HMYHOACHLUHTEH CHHIAPOM
(CITHUH).

[TauHeHTH Che 3HAUMMO HAPYILCHHE Ha KOCTHOMO3bu4HAaTa PYHKUHA UM 3HAYHMa aHeMHUs], JICBKOMEHHS,
HEYTPOIEHHA UM TPOMOOLIMTONEHHS.

[TauueHTH ¢ TeXKa aKTHBHA HH(EKIIMA 10 034paBsBaHe (BX. Touka 4.4).

KJHHUYEH OIHT 3a Ta3y rpyna nauueHTH.

[TalMesTH ¢ TeXKKa XUIONPOTEHHEM S, HANPHUMEp NP HEPPOTHYEH CHHADPOM.




4.4 CnenHaJHH NPeAYNPEXKICHHS B NPeANa3sHH MEePKH NpH yrnoTpeba

[IpocnensiBade

IIpeou nevenuemo
IIpenu 3anouBaHe Ha IEYEHHETO C TEpHIYHOMU] TPAOBA Ra CC OLCHAT:

. KPbBHO HAJIATEHE;
. aNaHuH aMuHoTpaHcpepaza/cepyMHa rnyramar-nupysat tpaHcamuHasa(ALT/SGPT);

. NbIHA KPbBHA KapTHHA, BKIIOMUTENHO Audepenunanno 6poeHe Ha OenM KPHBHH KIETKH U
6poil Ha TpoMBoOLUTHTE.

[lo epeme Ha nevenuemo
[To Bpeme Ha neyeHHETO ¢ TeprudayHoMua TpadBa Aa ce NpocaeaAsBar:

. KPbBHO HassAraHe
o [leproaH4HO NPOBEPABAHE
. anaHWH aMuHOTpaHcdepaza/cepyMHa rnyraMar-nupysat TpaHcamuHasa(ALT/SGPT)

o UYepHonpoGHUTE eH3MMHU TpsOBa Aa ce oueHsIBaT Hal-MaJIKO Ha BCEKH HETHPH CEAMULIM Npe3
nbpBUTE 6 MEcela OT REYEHHETO U PelOBHO Cliel TOBA.

o Jla ce OOMHCAM JONBJIHUTENHO NpOCieAsBaHe, korato TepHQAYKOH ce [MpHiara npu
NauMeHTH ¢ MpealnecTBally YepHOApoOHH HapyilleHHd, npHiara ce ¢ APYrH NOTCHUHAIHO
XeNaTOTOKCHYHH JIEKapCTBa, WIH B 32BUCHMOCT OT HaJIMMMETO Ha KIHHHUHHM NPH3HALM K

CHMIITOMH KaTO HEOOACHHMMO rajeHe, noppoliaHe, 601Ka B KopemMa, yMopa, aHOPEKCHSA HIIH
XBJTEHUAa WUIH TbMHA ypHHa. UepHoaApoOHUTE eH3UMH TpsOBa Jla ce OLEHABAT Ha BCEKH
NBe ceAMULIM TIpe3 ITbPBUTE 6 Mecella OT NEUYEHUETO U HaH-MaNKo Ha BCEKH 8 CEAAMHULIN Cel

TOB&, B [IPOABMKEHHUE Ha 2 FOJMHH OT Ha4aJl0TO Ha JICYEHHETO.
o [Ilpn ALT/SGPT Mexay 2 U 3 nbTH Hal ropHarta rpaHdilia Ha HOpMarTa, NpoCIesBaHETO
TpsOBa A4 CE U3BbPLUBA €KECEAMHUYHO,
. NbJHA KpLbBHA KAapTHHA TpabBa Aa ce H3chelBa CNOpel KJIMHHYHHMTE NNPH3HALM M CHMIITOMH (Hanp.

HHGEKLHNHN) N0 BPpEME HA IEYEHHETO.

[Ipouenypa 3a YCKOpEHO eJIMMHUHHUDAHE

EnvMuHMpaHeTo Ha TepuPiyHOMKI OT Ia3Mata € 6aBHO. bes npoueaypa 3a yCKOpPEHO eJIHMHHUpaHE Ca
HeOOXOAMMH cpeno 8 Mecela 3a JIOCTUTraHe Ha myrasMeHH KoHueHTpauuu nox 0,02 mg/l, penpeku ue
Nopajad HHAMBHAYAJIHH paszfivuus B KIMPHHCA Ha BeILleCTBOTO, TOBA MOXE Aa OTHEME JI0 2 TOAHHH.
[Tpouenypara 3a YCKOpPEHO €/IMMUHHUPAHE MOXE Ja CE MPUIIOKHK MO BCAKO BpEMeE Cliell NpeyCTaHOBABAHE

Ha ieYeHUeTo ¢ TepunyHOMHA (BX. TO4KHM 4.6 n 5.2 3a AeTalny OTHOCHO NpoLeaypara).

YeproapoOuu edexty

[Tpu nauueHTH, NpHeMaily TepugIyHOMHUJL, ca HabnozaBaHH NOBHILEHHS Ha YepHOAPOCHHTE EH3UMH (BXK.
Touka 4.8). Te3n MoBUUICHKA ¢a HACTbIIMJ/IM INIABHO IIpe3 MBPBUTE 6 MeceLa OT JEeYEHHETO.

[lo BpeMe Ha neyeHHETO ¢ TEepU(pNyHOMHJ ca HaOMIOJABaHH Clyyan Ha JICKAPCTBEHOMWHAYLIMPAHO
yepHoApobHO yBpexaaHe (drug-induced liver injury — DILI), nonsikora x#BoTo3acTpatuasaio. [loseuero
cnydan Ha DILI ca Bb3HMKHANM C BpEME A0 HAYalOTO HAKOJKO CEAMHIKM MM HAKOJIKO Mecela clien
3aMIOYBAHE Ha IEYEHHETO ¢ TepudayHoMua, Ho DIL] Moxe 1a ce MOsSBY M NpH NPOALIDKUTENHA YIoTpeda.

PucKbT 3a noBuiaBaHe Ha YyepHoApoOHHTe eH3uMu W DILI npu TepudnyHomun Moxe na ObAE MO-BHCOK
MpU NAUUEHTH C [IpeAliecTBao 4epHoapobilo HapylieHve, CbIBTCTBALLO JICYCHHE
XENATOTOKCHYHH JIEKAPCTBE W/HMIM KOHCyMauus Ha 3HAYUTEJIHH KOJIMYECTBa AaJIKOXOJ.
nmauMeHTHTe Tpabea jAa ObJaT BHUMATENRHO fpociesiBaHH 33 ApPH3HALM ¥ CUMIITOMH

YBpEXIaHe.




Tepanusita ¢ TepugpayHOMHA TpsaGBa na ce NpPeycTaHoBH W jaa ce oOMHCIM yCKOpeHa mpouenypa 3a
eMMHHHPaHe, aKO MMa CbMHEHHE 3a uepHoApobHO yspexnane. AKO €€ NMOTBbpAHM MOBHUICHHE HA
yepHOApoGHUTE eH3uMmM (noBede oT 3 nuwtu Hax I'TH), Tepanusara ¢ TepuduyHomupa Tpsbea Ja ce

[peyCTAHOBH.

B ciyuaii Ha npeycTaHOBABaHE Ha NEUeHHETO TPSAOBa Aa ce MPOBEXKAAT YEPHOAPOOHH U3CNeIBaH U
110 HOpManu3upaHe Ha HUBaTa Ha TPAHCAMHHA3HTE.

XHOONPOTEHHEMHUR

Toil KaTo TepU(pIYHOMKA Ce CBbp3Ba BLE BHUCOKA CTEMEH ¢ IUIA3MEHHMTEe OEITBUM M CTENEHTa Ha
CBbP3BAHE 3ABMCH OT KOHLEHTPaUUsTa Ha alOyMHH, IIPH MallMEHTH C XHIONPOTEHHEMKS, HAIpUMED
npH HehpPOTHYEH CUHAPOM, CE OYaKBA N1a3MEHHTE KOHLIEHTPALMH HA HECBbP3aHHUs TepHIIYHOMHU] A2
ca nosdlieHH. TepudnyHomul He TpsOBa A4 ce npujara NMpH NMAUMEHTH B CbCTOAHHA Ha TEXKKa

XHNIONMPOTCHHCMHAA.

KpbBHO HaNAraHe

Io speMe Ha neueHue ¢ TeprIyHOMM) MOKE Ja HACTBLIIM NOBHLLIABAHE HA KPBBHOTO HAJIAraHe (BX. TOUKA
4.8). KpnBHOTO HansaraHe TpaOBa Aa ce MpoBepsBa Npeld 3ano4BaHe Ha JIEYEHHETO ¢ TEPU(BAYHOMH] U
MEepUOAHYHO cie ToBa. [ToBUILIEHOTO KPbBHO Hajasrawe TpsAdBa [1a ce jiexyBa No NOAXOASALL HA4YHH IPEAU
3aMOYBaHe W M0 BpEME Ha JIEYEHUETO C TEPUPIYHOMHUAL.

Hudekuuu

3anouBaHeTo Ha nedeHue ¢ TepudayHomMua Tpabsa 1a ce OTIOKHM NPH NIALMEHTH C TEXKA AKTHBHA HHEKLHS
10 U3NIEKYBaHETO K.

[Ipn nnaueGo-kOHTpONWpaHH NpOy4YBaHHA ¢ TepudnyHOMHUR He € HabmonasaHO yBeNH4aBaHE Ha
cepno3nuTe uHbekuuu (XK. Touka 4.8). [IpeaBus obave umyHOMOAYHpalMs edeKT Ha TepHPIYHOMHL,
4KO NaLMEeHTLT pa3Bue cepruo3Ha uHdekius, TpsOBa 1a ce 0OMUCITU CTHpPAHE Ha IEHEHHETO ¢ TepudayKoH,
a npeAn Bh30OHOBSABAHE Ha TepanunsTa TpAOBa J1a Ce OLEHAT OTHOBO NOJ3UTe U puckosete. [lopaau abnrus
MOAYXHBOT MOXe Aa ce OOMUCIIHN YCKOPEHO eJIMMUHHpaHe ¢ X0JIECTHPaMMH HIIH BBIJIEH.

[TauueHTHTE, nosy4apaid TepugnykoH, TpsabGBa aa 6baaT MHCTPYKTHPAHH Aa YBEAOMSBAT JIEKaps NpH
osBa Ha CHMITOMH Ha BHpeknuH. TlalHeHTUTE ¢ AKTHBHY OCTPH MM XPOHUYHH HH}eK1UU He TpaOBa aa
3aroyBat nedenue ¢ TepudnykoH, JokaTo HHPEKUMUTE HE ObAAT H3NEKYBAHHU.

BezonacHocTTa Ha TepuNyHOMUA NpU HHAUBUAY C NaTeHTHA TYOepKyno3Ha HHGEKLHUS He € YCTaHOBEHa,
Thil KaTO NpH KJIMHUYHUTE H3NHUTBAHHA HE € W3BbPUIBAH CHMCTEMATHYHO CKPHHHMHI 3a TyDepKysos3a.
[TalineHTHTE C MONTOXKMUTENEH PE3yNTaT Npy CKPUHUHT 3a TyOepKyno3a Tpsbsa na OBAAT IEKYBaHU Crioped
CTAHJJAPTHATA MEAHLIMHCKA MPaKTHKA NIPEAH TEPanKATa.

PecnupaTopHy peakuuu

Mma cvobiuedus 3a uHTEpcTHuManHa Oenoapobua Gonect (MBDB), kakto M cnyyan Ha OenoapobHa
XHNEPTOHHS NPH JIEYEHUE C TEPUPIIYHOMH] MO BPEME Ha NOCTMApKETHHroBaTa ynorpeoa.
PHCKDBT MOXe J1a OBJe NOBULIESH NPU NalMeHTH ¢ aHaMHesa 3a Ubb.

HUbb Moxe na ce noABy OCTPO N0 BCAKO BPEME Ha JICUEHHETO ¢ pa3nHyHa KJIHHHYHA KapTHHA.
UBb Mmoxe na 6bae ¢ neraneH u3xoA. Hosa nmosBa niu pioiuiaBaHe Ha GenoapobHUTE CUM

MO-HAaTAThUIHY H3CJACABAHHA NPH HYXIA. AKO € He06X0AUMO CIUpAHE Ha JIEKAPCTBEHHS
na ce oOMHCHH 3aMOYBaHE Ha NPOLEAYpa 3a YCKOPEHO eTHMHHHPAHE.




XemaTonoruuHy eQeKTy

Ha6mofaBaHo e CpeHO HaMangBaHe ¢ Mo-Maiko OoT 15% crpsAMO H3XOJHOTO HHBO, 3acsraio Opos Ha
GenuTe KpbBHH KIeTKH (Bx. Touka 4.8), Kato npeana3sta mMspKa PEAd 3an04BaHe Ha JICYCHHUETO TpsdOBa
1a UMa CKOPOLUHO M3C/IEABAHE HA MbJHA KPbBHA KApPTHHA, BKIIOUHTENHO AupepeHUHanHo OpoeHe Ha
GenuTe KPbBHHU KIETKH ¥ Opo#t TpOMOOLIMTH, KAKTO U M3C/I€BaHe Ha NbJIHA KPbBHA KAPTHHA MO BPEME Ha
fEYEHNETO MPU HEOOXOAMMOCT CTIOpPeA KIMHHYHUTE IPU3HALK H CUMIITOMH (HanpUMep HHPEKLHA).

[Tpyu MaLMEHTH ¢ Tpe/ilecTsallla aHEMHS, JIEBKOTICHUA H/UNH TPOMOOLMTONEHHS, 8 CHILO M NTPH MAUUEHTH C
HapyiileHa GYKKLMA Ha KOCTHHS MO3BK WJIH NPH TaKHBa C PUCK OT NMOTHCKAHE HA KOCTHUA MOIBK, PHCKBT OT
XeMaTOJIOTHUHM HApylleHHs € 10-BHCOK. [Ipd Bb3HMKBaHe Ha TakuBa edekTh Tpabea aa ce oOmuciH
NpolleAypaTa 3a YCKOPEHO eNnuMMHUpaHe (BX. MO-rope} 3a HaMajisBaHC HA MJIA3MCHHUTE HUBA Ha
TepHPIYHOMHUL,

B clyyan Ha TEXKM XEMaTONOrMYHH DPeaKliH, BKJIIOHHTENHO MNAHUMTONEHHA, TepuduykoH u BCAKO
ChITBTCTBALLO MHENOCYNIPECHBHO JicueHHe TpAOBa La ce NPEyCTaHOBAT U Aa ce OOMUC/IH IPUIOKEHUETO Ha

MpoLEAYpa 33 YCKOPEHO EIMMUHHPAHE Ha TEPUDIYHOMHUA,

KoxHHU peakiiny

CroBlend ca cly4an Ha CEPHO3HH KOXHM peakl{iy, NOHAKOra C JIETaJCH U3X0/, BKIIIOUHUTENHO CHHIPOM
Ha Stevens-Johnson (SJS), Tokcuuua enuaepmanta Hekponusa (TEN) u nexkapcTBeHa peakuus C
eosunodunus v cucremun cumntoMu (Drug Reaction with Eoseinophilia and Systemic Symptoms,

DRESS) nipu ynotpeba Ha TepH(pnyHOMHUL,

AKO ce HabnoJaBaT KOXHH W/HJM JIMraBUYHY peakuud (Y/ILEpo3eH CTOMATHT), KOMTO MPEAN3BHKBAT
CbMHEHHE 3a TEXKKH TIEHEpalM3MpaHM KOXHM peaklMd (CHHApoMm Ha Stevens-Johnson, TOKCHYHA
eMUEpMaIHAa HEKpONH3a - CHRApOM Ha Lyell unu nexapcTBeHa peakuWsi ¢ €O3HHOQHIIMA H CHCTEMHH
CHMIITOMH), TEPH(IYHOMHUJ M BCSKO APYTO BB3MOKHO CBBP3aHO € TE3H PEAKUMH JieueHHe Tpsibsa Ja ce
MpeycTaHOBAT U He3a0aBHO Jla ce MPUJIoKK YCKOpeHa mpouejypa. B TakuBa ciiydan NMpH NalUHCHTHTE HE
TpsOBa fa ¥Ma NOBTOPHA EKCIIO3UIIMS Ha TeprunyHOMHUA (BX. ToUuKa 4.3).

[Tpu ynotpe6a Ha TepudayHOMuA ce cHo0L1aBa 3a HOBA 1105Ba Ha ICOPHA3HC (BKJIIOHUTENIHO MYCTY/N03¢H
[ICOPHA3HC) W BJOLIABAHE HA ChILECTBYBALL OT NMpeRH rncoprasuc. Moxe aa ce 0OMUCIIH NpeKpaTABaHE
Ha JIEYEHMETO W 3alouBaHe Ha Mpoueiaypa 3a YCKOPEHO EIIMMHHHpaHe, KaTo ce B3eME NpEeABMI
3a60I9BAHETO HA MallUeHTa ¥ MedHLIMHCKATa aHaMHe3a.

[lepudepHa HeBpornaTus

[Tpu nauuenTy, npHeMaiuy TepudIlyHOMUI, UMa ChoOILEHHA 3a CllyyaH Ha nepuepHa HEBPONaTHs (BXK.
Ttoyka 4.8). [loBeyero malMeHTH ca umand nojobpeHue ciejl MPEYCTAHOBABAHE Ha JEYEHHETO C
TepuduiyHomua. O0aye € UMano IIMPOKa BApHaOUIHOCT B KpAHHHUS U3X0[, HanpriMep NMPH HAKOH NAaLHCHTH
HEBPOIATUATA € OT3BY4aNa, a P! ApYrH NalMeHTH CHMIITOMHUTE Ca NEPCHCTUPAIH. AKO MALUEHT, pHeMalll

TepudnykoH, pa3eue NOTBLpACHa nepudepHa HeBponaTHs, Tpsbsa aa ce oOMHUCIHM NpeyCTaHOBABAHE Ha
TepanuaTa ¢ Tepu(IYKOH U H3BbpPLIBAHE HA NPOIEAYPA 32 YCKOPEHO eJIMMHHHpPAHE.

BakcuHauus

JlBe KAMHMMHM TPOYYBaHHA Ca MOKa3aiM, Y€ BaKCHHALMKUTE KbM WHAKTHBHPAH HEOaHTUreH (IbpBa
BAKCHHALIUA) MM Beue CpelllaH aHTureH (IIOBTOPHA EKCNO3ULIKA) ca 6e3onacHy U e(PeKTHBHU MO BPEME Ha

H ceoBaTesiHO TpsibBa Aa ce u3bArsa.




HUMyHOCYnpecHBHY WIH HMYHOMOAYNIHPALIN TEpANy

Tbl kato NediyHOMHJ € U3XOAHOTO CbheAHHEHHE Ha TepHUIYHOMH], HE C€ Npenopb4sa ChIIBTCTBAILO

pUIoKeHHe Ha TEpHPNYHOMHUA H 1eITyHOMHA.

ChbNBTCTBRAILO NPUNOKEHHE C AHTHHEOTIACTHUHH H HMYHOCYNTPDECHBHH TEPantH, R3NON3BAHH 3a JICHCHHE
Ha MC, He e oueHsBaHO. [IpoyuBaHusi 3a 6€30MmacHOCT, NPH KOUTO TEPUPIYHOMHJ € TIpHjaraH
chILTCTBALIO ¢ HHTEpdepoH 6eTa HIIH ¢ rMaTHpaMepoB alleTaT 3a CPOK 0 €[Ha 'OAAMHA, HE Ca MOKa3a/id
HAKAKBH KOHKPETHH ChoOpaxkeHus 3a 6e30nacHOoCT, HO € HabMoOAaBaHa N0-BUCOKA HECTOTA HA HEKENAHUTE
peakUMH B CpaBHEHHE C MOHOTepanusTa ¢ TepudayHomui. JIwnrocpouHara 0e30macHOCT Ha TeE3H
kOMOMHALHN NPH NEYCHAETO HA MHOXECTBEHATA CKJIEp03a HE € YCTAaHOBEHA.

[TpemyHaBaHe KbM/MiaK OT neueHue ¢ TepupaysoMun

Ha 6a3aTa Ha KIMHWYHHUTE OAHHH, CBHP3aHH CbC CHITBTCTBALLOTO NPHIOKEHUE HA TEPUDIYHOMH] C
yurephepoH GeTa UM ¢ IJIaTHPAMEPOB alETaT, HE Ce H3WCKBa NEPHO/ Ha W34akBaHE NMPH 3ano4BaHEe Ha
TepubayHoMu cnea HutepdepoH Gera WM rIaTHPaMepoB alleTaT, HIH [IPH 3aNO4BAHETO Ha HHTEPHEPOH
OeTa WM rJIaTUHPAMEPOB ALETAT CNef TEPUPIYHOMHAL.

[Topaau abArUs NOMYKMBOT HA HaTanK3ymMal eAHOBpEMEHHA EKCIIO3HLINS, H CIIEAOBATE/THO HMYHHH C(eKTH,
MOraT Aa HacTbnpBaTr Ao 2-3 Mecella ciejl NpeyCTaHOBsBaHE HAa HaTanu3ymad, ako MPHJIOKEHHMETO Ha

TepudaykoHn e 3anouHano BeaHara. [lopaam ToBa € HEOOX0AHMO MOBHWIEHO BHUMAHHE TIPH NPEMHHaBaHe
Ha MalKeHTHTe OT HaTaau3yMab Ha TepugaykoH.

B2 0CHOBA Ha MOJYXXMBOTA Ha (PUHIONMMOJ, 38 H3YHCTBAHETO MY OT LIMPKYJ/IALUATA € HEOOXOAUM NEPHO
0T 6 ceAMuUUM 6e3 JIeueHHe, a 32 Bb3CTAHOBABAHE Ha NHM(OLUTHTE B HOPMAJTHHTE HM I'PaHHLIN € HeoOX0AHM
nepuop or | mo 2 meceua cnej NpeycTaHOBABAaHE Ha JIEUEHHETO C (QHMHroAMMOA. 3ano4BaHETO Ha
TepudaykoH npe3 TO3W NEPUOS LIE KMa 33 pe3YJITaT ChTbTCTBAILA EKCIIO3WUNSA HA PUHTONMMOJ. ToBa MOXE
Ja fjoBeae A0 aauTHBeH edeKT BbpXY HMYHHATa CUCTeMa, [TOPaJH KOETO c¢ Hajlara MOBHUIEHO BHHMAaHHE.

[1pn nauuenTd ¢ MC MenuaHnara Ha tinz. € Ouna npubnusurento 19 aHyu cliea MHOrOKpaTHO NPUHIIOKEHHE Ha
71034 0T 14 mg. AKO ce B3eMe pelLleHHE 3a NpeycTaHoBsBaHee Ha NieueHuero ¢ Tepudaykon, npes nepuoaa,
paBeH Ha 5 nonykusota (npubnusntento 3,5 Mecela, HO MOXE U Ja € NMO-ABJBI [IPH HAKOK NAaLUEHTH),
3aMIOYBAHETO Ha JPYrd TEpanyvu LUe HMa 33 pe3ynTaT ChbIBTCTBAILA EKCIIO3UUHS Ha TepndayHoMul. Tosa
MOXE Ja [0Bene A0 aauTHBeH edekT BbpXy MMYHHATa CHCTEMA, NOpaaM KOETO CE€ Hajiara MOBHILEHO

BHUMAHHE.

BausgHue BLpXY QNpelleISHETO HA HUBAaTa Ha HoHKW3KpaH Kanliui

BL3MOXKHO € H3MepBaHeTO Ha HUBaTa Ha HOHM3MpaH KaJIUWA Ja NoKaxe (paadBo MOHHXEHH CTOHHOCTH
npH edeHre ¢ neayHoMHA Wrnu tepudayHomu)l (aKTHBHRAT MeTabonuT Ha ehIyHOMHI) B 3aBUCHMOCT
OT BHJA Ha M3I0N3BaHHS aHanM3aTop Ha MoHM3upal Kanuuf (Hanp. KpbBHO-ra3oB aHanuzatop). ITopanm
TOB2 NPH NaUMEHTHTE, JAeKyBaHH c JednayHoMna HIM TepudayHOMHI, € HeoOXoauMO JAa c¢e npoBepH
LOCTOBEPHOCTTE Ha M3MEPEHUTE MMOHWXKEHK HMBAa Ha WOHM3HpaH Xanuud. B cnydalh HA CHMHHUTENHH
pe3yNTaTH C€ NpernophyBa Aa ce¢ onpeaenn obuiara KOHNEHTpaluMs Ha anbOYMHUH-KOPHIHpaH KailMH B
cepyma.




[lenuarpuyHa nonyJjaius

[lanxkpeamum
B neaMarpHyHOTO KJAMHMYHO M3NWTBaHe ca HabmOAaBaHM CllyHaW Ha NaHKPEaTHT, MOHAKOra OCTLD, NpH

NaLMeHTH, nonyuasautd tepudayHomua (Bxk. Touxa 4.8). KJIHHHUHUTE CHUMNTOMH BK/IOYBAT KOPEMHA
Gonka, raieHe u/unu noppbluase. ITpn T€3M NaLMEHTH CEpyMHATa aMuila3a M Jiunasa ca OWny NOBUILIEHH.
BpemeTo 3a [105Ba BapUPa OT HAKONIKO Mecella 0 TpH roanns. [lauuenture Tpsbsa Aa Obaar HH(POPMHUPAHH
3a XapaKTEPHHTE CUMITTOMM Ha MaHkKpeaTHT. [IpH cbhbMHEHME 3a NMaHKpeaTHT TpsOBa Jfa ce M3CreaBar
MAHKPEACHHUTE EH3UMHU U CHOTBETHHTE NabopaTOPHH fIOKA3aTE/IN. AKO Ce NOTBhPAH HAIHYHE HA IAHKPCATHT,
TepudayHoMia TpAOBa Aa ce MPEycTaHOBY H Jla Ce 3ano4He npoleaypa 3a yCKOPEHO €NMMHMHHpaHe {BXK.

TOYKA 5.2).

Jlakro3a

Toit kaTo TepudaykoH TabneTky CbIBPXKAT JIaKTO3a, MALHEHTH C PEAKH HACIEACTBEHH MpobieMH Ha
rajaKTo3Ha HESIOHOCHMOCT, MbJEH NakTaszel AeHUHUT KK IIIOKo30-raiakTo3Ha Manabcopbuus He Tpsabsa

Ad NpUEMAaT TO3W JCKApPCTBCH MPOAYKT.

4.5 BiaumoneificTBHe ¢ APYrH JIEKAPCTBEHH NPOAYKTH H APYTrH pOPMH Ha B3aNMOJICHCTBHE

dapMaKOXMHETHYHH B3aUMOJIEHCTBH Ha APYIY BELECTBA ¢ TEPUDIYHOMH]

OCHOBHUAT NBT Ha OuoTpaschopMalrs Ha TEpH@NYHOMUA € XUIPOH3a, 8 OKUCIICHHETO € BTOPOCTENEHEH
MbT.

Mowynu undyxkmopu va yumoxpom P450 (CYP) u na mpancnopmepume

CHIBTCTRALOTO MHOTOKPATHO NMPUNOXEHHE Ha 1031 (600 mg BeaHDBXK JHEBHO B NPOALIDKEHNE HA 22 IHH)
pudamnuuud (uuaykrop Ha CYP2B6, 2C8, 2C9, 2C19, 3A), KakTo M Ha MHAYKTOP Ha €QNYKCHHTE
TpaHcnopTepud P-raukonporeuH [P-gp] B NpoTeHH Ha pe3sHCTEHTHOCT Ha pak Ha rbpaata [BCRP], ¢
repudayHoMu (70 mg eAHHHHYHa J[033) € JOBe0 R0 HaMansBaHe npubanantenHo ¢ 40% Ha excnosnuusiTa
Ha TepHPAYHOMHA. PudaMnuunH ¥ ApyrH W3BECTHH MOLIHHM HHAYKTOPH Ha CYP u TpaHcnoprepuTe, Karo
HanpuMep KapGaMazenuH, ¢enobapburtan, (BEHHTOMH M XBJAT KAHTapuOH, TpsibBa Ja ce npuiarar
OBHLIEHO BHHMAHHE IO BPEME Ha JICUEHHETO ¢ TEpHUIYHOMUA.

XoaecmupamuH Wik aKkmueen 6valeH
[IpenopbyBa ce NAUWEHTUTE, IpUeMAllU TEPHPNYHOMHA, ia He ObIAT JEKYBaHM C XOJECTHUPAMHUH MM

aKTHBEH BBIJIEH, OCBEH aKO He Ce 1Ie/IH YCKOPEHO eTMMHHUpaHe, Thil XaTo TOBa BOAM A0 OBP30 H 3HAYHMO
HaMaJi#BaHe Ha IU1asMeHaTta KoHucHTpauusa. CMsTa ce, ue MEXaHU3IMBLT € CBLp3aH ¢ IpeKbCBaHe Ha

EHTEPOXENATANHIA XPLrOBPAT H/HJIKM C FaCTPOUHTECTHHANIHA JHaTu3a Ha TEPHUGUIYHOMU.

dapMakOKHHETUYHY B3aUMONEHCTBUA Ha TepU(IYHOMHI € IPYTH BEUIECTBA

Epexm na mepughayrnomuo evpxy cybcmpamu na CYP2C8: penazaunuo
Hanuue e nosuwasaHe Ha cpeaHaTa Cuax U AUC Ha penarnvuug (cboTBeTHO ¢ 1,7 H ¢ 2,4 MbTH) Cnex
MHOFOKPaTHO TNPUJIOXEHHE Ha TepUIYHOMHJI, KOETO MOoKa3Ba, 4e€ TepU(IYHOMHA € HHXHUOUTOp Ha
CYP2C8 in vivo. Topaaun ToBa € HeoOXOAMMO NOBHMILUCHO BHHMaHue NpH ynortpeba Ha JIEKApCTBEHH
NMPOAYKTH, KORTO ce MeTabosusnpar ot CYP2C8, xaTo Hanpumep penarmMHu], NakIUTAKCEN, MHOMIMTA30H
UK PO3HFIMTA30H, NO BpeMe Ha Ne4eHHe C TepHPIIYHOMH.




Edbexm na mepuchnynomud evpxy nepopamu konmpayenmusu: 0,03 mg emunurecmpacuon u 0,15 mg
REBOHOPECMPER

Hanuue e nosumapane Ha cpedHaTa Cmax M AUCo.24 HA eTHHUNIECTPaAKON (CbOTBETHO 1,58 ¥ 1,54 mbTH) H

Ha Cmax  AUCo.24 Ha tleBoHOprecrpen (cbotsetHo 1,33 u 1,41 nbTH) Ciel MEOTOKPAaTHO NMPUIIOKCHHE Ha

tepudayHoMH. BhOpexu, Ye He ce O4aKkBa TOBA B3aMMOACHCTBHE Ha TepU(UIYHOMHMA Ja HMa

HeGNAroNpUATHO BIMsAHYE BbPXy edHKaCHOCTTA Ha NEPOPaNHUTE KOHTPAUENTHBH, TOBA TP#OBa J1a CE KMa

npeBHA NpH H3bopa M aJanTpaHeTo Ha NEYEHHETO ¢ NEPOPATIHA KOHTPALIENITHBH, KOUTO CE M3MNOJI3BAT B

KOMOMHALUA € TEPUPIYHOMH/L.

Egpexm na mepupaynomuo evpxy cybempamu na CYP1A2: xogheun

MHOTOKpaTHO NPHJIOKEHH 1031 TepudilyHOMHl HaMasIBaT cpeaHaTa Cmax 4 AUC Ha kodenHa (cybeTpart
Ha CYP1A2) crorBeTtho ¢ 18% u 55%, koeTto npenmnonara, Ye TepugayHomMus Moxe a € cnad HHIYKTOp
ka CYP1A2 in vivo. [lopaiu ToBa JekapcTBeHU NPOAYKTH, kouTo ce MeTabonuaupar ot CYPIA2 (xaro
HalipUMEp AYNOKCETHH, aloCceTpoH, TeOQWINH U TH3aHHAHH), TPAOBa A3 Ce U3MON3BAaT BHUMATENHO NO
BpeMe Ha JiedeHHeTo ¢ TepupayHomua, TbH kaTo ToBa OM MOrjao Ra JOBeAE A0 HAMANABaHE Ha

e(bHKACHOCTTa Ha TEIU JEKAPCTBEHH NIPOJAYKTH.

Edbexm na mepughayrnomuo evpxy sapgpapun

MHOTOKpaTHOTO NPKIOKEHHE Ha A03H TEPU(DIYHOMHUA He € UMano edekT BLpXy PapMakOKHHETHKATA Ha S-
papdapHH, KOETO N0KAa3Ba, 4e TepudIyHOMHUI He € HUTO HHXHOUTOP, HUTO HHAYKTOp HAa CYP2(H.
Habmopapauo e obaue HaManenue ¢ 25% Ha NMUKOBUTE CTOMHOCTH HAa MeXAyHApOAHOTO HOPMAITHIUPAHO
ceotHowense (INR) npu cenbTCTBAIO NpHIOXKeHHE Ha TepudayHOMHX MW BapdapvH B CpPaBHEHHME C
CAMOCTOSRTENHOTO NpHIOKEHHe Ha BapdapuH. [Topaan ToBa npu CLOBLTCTRALLO NIPKIIOKEHHE HA BAphAPHH ¢
TepudAYHOMU/ Ce NpenopbyBa BHUMATEIHO MipocielsBaHe U MOHUTHpaHe Ha INR.

Egpexm na mepughayrnomud vpxy cybcmpamu na mpaxncnopmepa Ha op2anuyru anuonu 3 (OAT3):

Hanuue e nosumasane Ha cpeaHaTa Cmax H AUC Ha nedaxnop (cworsetHo ¢ 1,43 u ¢ 1,54 nbTH) cnen
MHOFOKPATHO IPHJIOKEHHE Ha Tepu(IyHOMHJ, KOETO npeanonara, 4e TepugIyHOMHA € HHXHOMTOp HA
OATS3 in vivo. [lopaau ToBa ce MpenopbuBa NMOBULIEHO BHMUMAHHUE, KOraTo TEpH(PIYHOMMJ Ce Npunara
eIHOBPEMEHHO ch¢ cyberpath Ha OAT3, karo HanpuMep uedaxknop, neHHUMAWH G, LUNpodIOKCaLyH,
HHAOMETAlHH, KeTonpodeH, Pypo3eMua, UHMETHAKH, METOTPEKCAT, 3SHIOBYAHH.

Egbexm na mepugpnynomud ewpxy cybcmpamu na BCRP uw/unu cybempamu na nonunenmuou Bl u B3,
mpaHcnopmupawyu opeanuyru anuonu (OATP1BI/B3).

Hanuue e nouaBase Ha cpeaHaTa Cuex ¥ AUC Ha posyBactaTHH (cboTBeTHO 2,65 1 2,51 mbTH) cnex
MHOTOKPATHO IMPHJOKEHHE Ha A03M TeprdnyHoMuj. ToBa noBHLIaBaHE HA NJIa3MEHAaTa €KCIO3HKHA Ha
po3yBacTaTHH, obaye, He e OKa3aJo ABHO BAWAHHE BbLpXY akTuBHOocTTa Ha HMG-CoA penykrasara.
I[TpenopbuBa ce HaMansgBaHe ¢ 50% Ha ao3aTa Ha pO3yBACTATHH IIPH CHIBTCTBALUOTO MY NPUJIOKEHHE C
Tepudnynomu. [1pun ocranannre cybcrpary Ha BCRP (Hanp. meToTpekcaT, TONOTeKaH, cyJidacana3vH,
naynopybuumt, aokcopydouumn) u cemeiictsoto Ha QATP, ocobeno unxuburopute nHa HMG-Co
pejykrazara (Hafnp. CHMBacTaTHH, aTOpBacTaTHH, MpaBaCTaTHH, METOTPEKCAT, HATEJIMHUA, PENariiH|],
pUdAMINLHH), PH CBITBTCTBALLO MPHAMKEHHE € TEPUPIYHOMHA € HeoOXOAHMO MOBUIIEHO BHUMaHHE.
[TanuentuTe TpAGBa Aa ce NMPOC/IEASBAT BHUIMATENHO 34 MPU3HALM H CHMNITOMH Ha MPEKOMEPHA €KCIO3ULIHSA
Ha TE3H JIEKAPCTBEHH MPOAYKTH U Ja ce oOMUCITH HaMaaBaHe Ha TsAXHaTa J03a.




4.6 @epruanrer, OpeMEeHHOCT H KbpMeNe

[IpniiokKeHHE NpU MbXE

I[Ipuema ce, 4e PUCKLT OT MEIMUpaHa OT Mbxka eMOpHodeTanHa TOKCHUHOCT MO BPEME Ha JIEUCHHE C
TepUGIYHOMHA € HUCBK (BXK. TOUKa 5.3).

bpeMEHHOCT

FiMa orpaHuueHH AaHHM OT ynorpebaTa Ha TepudayHOMHMI NpH OpeMeHHH XeHH. IlpoyuBaHHsATa NpH
>KHUBOTHH NOKA3BAT PerpoAyKTHBHA TOKCUUHOCT (BX. To4Ka 5.3).

TepudnyHOMHA MOXe Ja NpeAH3BHKA CEPHO3HU BPOAEHH AC(EKTH, KOraTo c€ npuiara no BpeMe Ha
6pemernocT. TepudnyHOMH € MPOTHBOIIOKA3aH 1o BpeMe Ha OpeMeHHOCT (BX. TouKa 4.3).

Xenure ¢ aetepoaet noredunan TpsOpa Aa U3Non3BaT eQeKTHBHA KOHTPALENUHs M0 BpeMe Ha JICUEHHETO
M Cliel JIeYeHHETO, AOKATO NlazmeHata koHueHtpalus Ha tepudnyHomMus e Hazg 0,02 mg/l. Tlpes tosu
MEPHOJ XeHUTE TPAOBa Aa OOCHAAT C NNEKyBalLlMs JIEKap BCHYKH CBOM HaMEpPeHHA Aa CripaT MK Aa NPOMEHAT
KOHTpauenuuara. Jleuara OT )EHCKH MO /MK poAuTENHTe/oNaraliiTe rpHxKH 3a Aela OT KEHCKU noJ
TpsOBa ja ObaaT nHopMHpaHHy 3a HEOOXOAUMOCTTA A C€ CBBPXAT C JIEKyBalllug JICKap, CNCR KaTo AETETO
OT EHCKH MON Ha JieueHWe Ha TepudnyHoMua nonyus MeHcTpyanus. HeoOxonumo e ga ce nposeje
KOHCYJITALMS Ha HOBUTE NALUEHTH C AETEPO/CH NOTEHI[HAT OTHOCHO KOHTpaUENnuHMsATa U NOTCHUHATHNA
pUCK 3a iofa. Tpabea 1a ce 0OMHUCIM HacOoUBaHE KbM MHHEKOJOT.

IMauuentute TpsaOBa Aa 6bJAT UHCTPYKTHpPAHH Aa NpeycTaHOBAT TepuGpnyKoH M He3abaBHO [a YBCIOMAT
iexaps ¢ e/ M3BbpiliBaHe Ha TecT 332 OpeMEeHHOCT, aKo HMa HAKaKBO 3abaBsHe Ha MCHCTPYALHATA WIH APYTH
NPHYHUHK Aa ce MoAo3upa OpPEMEHHOCT, KaTO NpU NOJOXHTENEH PEe3ynTar OT H3CJICABAHETO JICKapaT U
MalxenTLT TpsAOBa Aa 06CHAAT pHUcKa 3a OpeMeHHOCTTa. BB3MOXKHO € OBp30TO HaManABaHe Ha HUBOTO HA
TepuJIYHOMH B KPbBTA, Y4pe3 lpuUiiarade Ha ONUCaHaTa [o-J0Ny NMpoLEAypa 38 YCKOPEHO EIMMHHHPAHE,
[pH HPBOTO 3aKbCHEHHE HA MEHCTpYyailiATa, Aa JoBeje [0 HaMalIABaHe Ha pHCKa 3a deTyca,

[1pn xenyu Ha nedenue ¢ TepHPIYHOMHUI, KOUTO KENaiT Aa 3a0peMeHesT, IpHIoKEHHETO Ha IEKapCTBEHN
npoaykT TpsaOBa aa Obhe crnpaHo KaTo ce Mpenopb4yBa M NpoLeaypa 3a YCKOPeHO CNMMKEHHpaHe, ¢ Le Mo-
6bp30 gocTHraHe Ha koHueHTpauus o 0,02 mg/l (puxTe 10-g010Y).

AKO He ce NPHJIOKH NpoLeaypa 3a YCKOPEHO eJIUMHHHPaHe, MOXE Aa Ce OYaKBa IJIa3MEHOTO HHBO Ha
TepudnyHomua aa ocrade Hag 0,02 mg/t B npoabinkeHne Ha cpeaHo 8 Mecella, HO MPH HAKOH NMaLHEHTH
€ Bb3MOXHO Ja ca HeoOXOAHMH 10 2 rojIMHH 3a JOCTHraHe Ha niua3MeHa koHueHTpauds nog 0,02 mg/l.
[Mopaau ToBa Mja3MeHaTa KOHUEHTpaUWA Ha TepugiyHOMHA TpAOBA Aa ce M3MEpH, NpPEJAH XKeHaTa Aa
npaBH onutH 3a 3abpemeHsasanHe. Cnel Kare ce YCTAHOBHM, 4Y€ fjasMeHara KOHLEHTpalHs Ha
tepudnyiiomua ¢ noa 0,02 mg/l, tpabpa jga ce W3BLPIUKM TOBTOPHO HM3MEpPBaHE HA [Jla3MEHaTa
KOHLEHTPALHH CJe]l HHTEPBal OT MUHMMYM 14 auu. AKo M JBeTe Nnna3sMeHd KoHLEeHTpauuy ca noj 0,02
mg/l, He ¢e o4aKBa PUCK 3a deTyca.

IIpoyedypa 3a ycxopeHo erumunupare

Cnen npeycTaHoBsIBAHE Ha JIEYEHHUETO C TEPUQIIYHOMHUA:

. npuitara ce xonecTupamuH 8 g no 3 nbTH AHEBHO 3a nepuoA oT 11 Anu. B cayuali ye XonecTupaMut 8

g TP ITbTH JHEBHO HE ce noHaca 1obpe, MoXxe Ja ce NPHJI0KH X0NeCTHPaMHH 4 g TPH IbTH JHEBHO,

o a/JTepHaTHBHO ce npunara 50 g akTMBEH BBIJIEH HAa Npax Ha Bceky 12 yaca B npoabinkenue Ha 1] aHu,

Cnen Bcska OT [BeTe aJTEPHAaTHBHH MpOLEAYPH 3a YCKOPEHO enuMUHUpaHe obaye ce M3UCKBa H

OTJIONAAHETO.,
KaxTo xonecTHpaMHH, Taka M aKTUBHMAT BBIUVIEH Ha Npax, MOrar Aa NOBIHSAAT Bb
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ECTPOTEHHTE ¥ NPOTECTOrEHHTE IO CTENEH, Ye Jla He MOXe Jia C€ rapaHTHpa HaJCKAHA KOHTpaleNuus ¢
nepopanHy KOHTPALENTHBH B NIEPUOJA HA IIPOLEAYPATA 32 YCKOPEHO eJIMMHHHUpaHe ¢ XONEeCTHPaMHMH HIIH
aKTUBEH BbIJIEH Ha npax. [Ipenopbusa ce npUNOXKEHUE Ha aNTEPHATHBHY METOH 32 KOHTPALIENIHSL.

KbpMene

ITpoyuBaHHs NpH XHBOTHH MOKa3BaT EKCKpeLHs Ha TepUQIyHOMHA B MJISKOTO. TepudnykoH e
IPOTHBOITIOKA3AH M0 BpeMe Ha KbpMeHe (BXK. Touka 4.3).

QepTunurer

JlaHHHKTE OT NpOYYBaHUA NPH XUBOTHH He NOKA3BaT e(PeKT BbpXy depTuanrera (BXK. Touka 3.3). Benpeku
ye JIMICBAT JaHHH NIPH Xopa, He ce 04aKkBa e€eKT BbpXY dEepTUINTETA NPH MbKE H XKECHH.

4,7 EdexTH BbpXy cnocoGHoCcTTa 32 miodupane ¥ pabora ¢ MAUIHHH

TepudnyHOMH He MOBAXSABA WM [OBIMsBa npenedpexumo cnocobHocTTa 32 1odHUpaHe U pabora ¢

MaIIHHH,
B criyuali Ha HexenaHH peakilMM, Karo HampuMeEp 3amMajiBaHe, K0eTo ce cbobillaBa NpH JehayHOMUL,

U3XOJHOTO BELECTBO, MOXKE /1a € HapylleHa Coco0HOCTTA Ha MAlMEHTUTE 3a KOHLIEHTPALUA U aIeKBaTHa
peaxkiys. B TakMBa ciy4aun naugdeHTuTe TpsabBa Aa ce Bh3ABPKAT OT WodHpaHe ¥ padoTa ¢ MalIMHH,

4.8 Hexenanu JeKapCcTBEHH peaKnUy

Q6o6uenue Ha npoduna 3a H€30MacHOCT

Hati-uecto ¢bo01aBaHHTE HEXENAHH peaKLMH TIpH IEKYBAHUTE ¢ TepuuyHOMUI (7 mg 1 14 mg) nauHeHTH
ca: rnasobosnue (17,8%, 15,7%), nuapus (13,1%, 13,6%), nosuiuen ALT (13%, 15%), raneHe (8%, 10,7%)
1 anoneuus (9,8%, 13,5%). Hait-obwo raasobonue, guapus, rageHe W ajonelus, ca JIEKH A0 YMEPEHH,
PEXOJHH U PAAKO €& BOAHIHN J0 NPEKpaTABAHE Ha JIEUCHHUETO.

TepudnyHomua e ocHoBHUAT MeTabonuT Ha nednyHomMua. [IpopunsT Ha 6€30MaCHOCT Ha JIEPIYHOMUL

MPpHY MaLMEHTH, CTpafalld OT PEBMATOHASH apTPHUT KJH NICOPHATHYEH apTPUT, MOXKE I3 € CbOTHOCHM
NPy NPSANYMCBAHE HA TepUudIYHOMHU L Ha nauuenTu ¢ MC.
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TabsuueH CIIUCHhK HA HEeXEJIAHUTE peaKIliu

TepubnaynomMu e wuzciejasan npu obuo 2267 nalMenTH ¢ ekcnosuuus Ha rtepudiaynomun (I 155 Ha
repudaynomua 7 mg u 1112 na repudiynomujt 14 mg) BeJlHbXK JHEBHO NMPH MCMaHa Ha MPOABJKHTEIIHOCT
oKk0JI0 672 nuu B uerupu manebo-koHtpoaupanu npoyusanus (1045 u 1002 nanueHTH CHOTBETHO Ha
repudyHomu 7 mg U 14 mg) u eJiHO npoy4BaHe ¢ akTUBeH cpaBHuTe/ieH npoaykT (110 naunenty BbB BCsKA
OT IPYIHTE HA JedeHue ¢ TepuIYHOMHEL) PH BB3PACTHH NALMEHTH ¢ NPUCThIHKU Gopmu Ha MC (npucThiiHa

MHOXecTBeHa ckiepo3a, [IMC).

[To-oity ca u30pOEHH HEXKEJTAHUTE PCaKIIMK, ChOOIIEHHU B [1J1a1eDO0-KOHTPOJIMPAHH IPOYUYBAHHA 11PH Bb3PAaCTHH
MauMeHTH, JI0KJIaABanu 3a Tepuduynomua 7 mg uian 14 mg oT KJIMHUYHHU NTPOYUBAHHA IPH Bb3PACTHH

[MalueHTH.
Yecrorure ca gehMHUpAHH upe3 NpHiaraie Ha clie/iHara KOHBeHIMs: MHOro 4ectu (=1/10), yectn (=1/100 xo

<1/10), neuectu (>1/1 000 0 <1/100), peaku (>1/10 000 o <1/1 000), muoro peaxu (<1/10 000) u ¢
HEeHW3BeCTHA YecToTa (OT HAJIMYHUTE JJAHHKM He MOxe Jia Objle HallpaBeHa olleHKa). BbB BCska rpyna 1o 4ectora
HEXeJIaHUTE PEaKIMK ca NPeJICTABCHH B HU3XO0 11 Pe/l 110 OTHOIIEHHME Ha TSXHATa CEPHO3HOCT.

Undexumu u [ 'pu, Texku

nHdecTaluu Undekuus Ha nHpekLnu,
POPHUTE JIMXATEJIHK | BKJIKOYHTEJIHO
[I'bTHIILA, cerncuct
HMudexuus na

MUKOYHHUTE IIHTUILA
bpouxut, CHHY3HT,
Gapunrur, Llucrur,
Bupycen
raCTPOCHTEPHUT,
OpaJjien xepiiec,
30Ha HH(PCKLUS,

JlapuHrur,
linea pedis
HapyuieHnus Ha Heyrponenus® Jleka TpomOo-
KpbBTa M JIMM¢pHara AneMus LU TOIICHUSI
cucrema (TpoMOOLIUTH
<100G/1)
HapyieHus Ha Jleku anepruyHu Peakiuu Ha
HMYHHATa CUCTEMA peakiuu CBPBXUYYBCTBH
TEJIHOCT (OT
Obp3 HJIK OT
3a0aBeH THIT),
BKJIIOUMUTEJIHO
aHaguakcus
H AHI'HOEJIEM
[ Tcuxuynu TpeBoxHoOCT
HapyLICHHUSI
Hapyuienus Ha ['naBobonue | llapecresus Xunepecre-
HEepBHATA CUCTEMA Miuuac, 3US,
CUH/IpOM Ha Hespasirus,
KaprnajHusi TyHelI, [lepudepna
HEBPOIIATHS

CbpiieuHu

[lannuranuu
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CHCTEeMO-

11 'i | ';1'1 |:';'-|.| A

HapyILLICHHUS
CHJI0BH HApYIIEHHS Xuneprouus®
PecninparopHu, Unrepcrriipa benojpodn
I'PbAHN U J1 Ha a
MeJIMaCTHHAJIH OelioipodHa XUIEPTOHU
U HapYLICHHUS boJiecT 51
CromaliiHo- Jnapus [lankpeaTut®* CTomaTut
YpPEBHH ; boJsika B , Kot
HapYIUCHUS ['anene rOpHATa 4acT
Ha KopeMa
[ToBpBlILaLie,
XenaroOuauapH [Tosumena | IloBuiena rama- OcTh JIekapcTBEHOUH/I
H HapylICHHUS ajlaHuH rayramuiirpaicdep p Y LIHPAHO
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OTpPaBsHUSA U TpaBMaTH4YHA
YCJIOKHCHUS, 00JIKa
BL3HMKHAJIN B
pesyJirar Ha
HHTEPBCHILHH
" MOJIs, BWKTE 1101poOHOTO ONKUCcaHue

O puskTe TOYKa 4.4

B: YyeCTOTaTa IIpH Jiela ¢ “yecTu” Ha 0asarta Ha KOHTPOJIMPAHO KJIMHUYHO MPOYYBaHE MPH NCAHATPHYHH
[MaUeHTH; YecToTaTa ¢ “"HeYCCTH  T1PH BbL3PacTHH

Onucanue Ha U30paHm HEXKEJIaHH pPeaKilUu

Anoneyus
AJtonienusTa ce ¢cbo0111aBa KaTo U3ThHsBAHEe Ha KocaTa, HaMaJieHa IJIbTHOCT Ha KocaTa, KocoIlla/l, CBbp3aH HJIH

He C IPOMSIHA B CTPYKTYpaTa Ha KochMa, 1ipH 13,9% ot nauuenTuTe, JiekyBanu ¢ 14 mg repudiiyHoMujl, cripsmMo
5,1% oT nauuenTuTe, Jekysanu ¢ maiebo. [Toeyero ciyyan ca olMcaHH KaTo AUQy3HH HIH reHepaIM31paHi
o nesnsi ckasi (6e3 choO1IeHMS 3a IIHJIHO OIICIIMBABAHE) U HAH-YECTO €a HACTBIIBAJIM 11PE3 ITbPBUTE 6 Mecela,

kaTo ca or3Bydanu npu 121 or 139 (87,1%) ot nauuenture, jgekypanu ¢ repuduynomu)l 14 mg. Ilpexnepane
Ha JICUCHUETO MOPAJIN AJIoNCIHs ¢ HACTBLINIO npu 1,3% oT nauuenTHTe B rpynara Ha repugiaynomui 14 mg B
cpasnenue ¢ 0,1% B 1anedo-rpynara.

Epexmu evpxy uepnus opod
B 11a1ie60-KOHTpOJIMpaHK ITPOYUBAHUS [IPH BL3PACTHU MALMEHTH € YCTAHOBCHO:!

[Moumasane na ALT (cuopejt JiabopaTopHu JJaHHH) CHPSIMO H3X0AH0TO HHBO - [lonyJrauus 3a

0e30MaCHOCT HPH IIA11e00-KOHTPOJIHPAHH HIPOYYBAHHS
miaanedo Tepudaynomu 14 mg
(N=997) (N=1002)

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

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

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

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

ALT >3 I'TH v O6uibuym >2 I'TH ~ 5/994 (0,5%) 3/999 (0,3%)

Jleku nosuuenus Ha tpancamunazure, ALT nox wim paBuo na 3 nbtv I'T'H, ca nabntonaBanm 1o-4ecto npu
JIeKyBaHUTE ¢ TEPUQIIYHOMHEJL IPYITH B cpaBHeHue ¢ mianebo. Yecrorara Ha ciiyqanTe ¢ HOBHIICHUE HAJL 3 ITHTH
['TH wian nosede ¢ Oujla paBHOMEPHO pasnpejieiieHa cpeji Tepanestuynure rpynd. Te3u MnoBuilICHHsS Ha
TpaHCaMHHA3MTE Ca HACTBIIBAJIM MIPEJAUMHO Npe3 IbPBUTE 6 Mecela oT JIeueHHeTo 1 ca Onjin 00paTHMH Clie)!
[IpeycTaHoBsiBaHe Ha JeueHueTo. Bpemero 3a Bb3cTaHOBsABAHE € BAPHPAJIO B I'PAHUIIMTE HA MECELHU H I'OJIHHH.

Edpexkmu evpxy kpveHomo naiseane
B nnanedo-koHTposiMpany 11poyuBalus pu Bb3pacTHHU NALKMEHTH € yCTaHOBEHO:
- CHCTOJIHOTO KpbBHO Hasisrate e 6usio >140 mm Hg npu 19,9% ot naumenture, nojxyyasauiu 14 mg/jeH

TepudIyHOMM)L, B cpaBlenne ¢be 15,5% npu nosyydasature nianedo;
- CHCTOJIHOTO KPBBHO Hausirane € 6mio >160 mm Hg npu 3,8% ot nauuenrure, nojayuasaum 14 mg/ien
repudiiynomu, B cpaBienue ¢ 2,0% npu nonyvasaiure riaiedo;
- JIMACTOJIHOTO KPbBHO Hajsrane e 610 >90 mm Hg npu 21,4% ot naumnenrure, nosiydasamud 14 mg/ien
repudiyHOMUL, B cpaBHenue ¢be 13,6% npu nosyyasauure ranedo;
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Huperyuu

B nnaue6o-KOHTPOJIMPaHK NPOYyYBaHUs NPH B3PaCTHH NALHMEHTH HE € HabNoaBaHO YBEIMYABAHE HA CCPHO3HUTE
vrdexiun npu tepudnyHoMua 14 mg (2,7%) cnpamo nnauebo (2,2%). Cepruo3HH ONOPTIOHHCTHYHU UH(EKLIMH ca
HacTbnuay npu 0,2% BLB BCAKa OT MPYNUTE.

Texxy HHPEKLUWH, BKIOYUTENHO CENCHC, TOHAKOra ¢ IETANEH H3X0J, ¢a OHITH CLOOLIEHH B NOCTMAPKETHHIOBUA

NepHOA.

Xemamonozuunu egpexmu
B niaue6o-KOHTPOJIHPAHN M3NMHTBAHHA ¢ TEpUQIYHOMUJ NPH Bb3PAaCTHU IAaLHEHTH € HAOMOaBaHO CPEAHO

HaMasieHHe, 3acarawo Opos Ha Oenure kpbBHU Kietkd (WBC) (<15% cnpaMo H3XOAHHTE HHWBA, INMaBHO
HaMaleHHe Ha HEYTPOMUIHTE U TUMQOLNTHTE), HO MPH HAKOH NALMEHTH € HabNOAaBaHO MO-roNsMO HAMAJIEHHE.
HamanenueTo Ha cpeanus 6poit crpAMO W3XOAHOTO HUBO € HACTLIIBAIO PE3 NbPBUTE 6 CEAMMLH, Cle/l KOETO
ce e cTaSHITH3UPAIO BLE BPEMETO ¢ NPOALIDKABAHE Ha IEHEHHUETO, HO HA MO-HUCKH HUBA (HaMalIeHHE ¢ [T0-MaJTko
oT 15% cnpsamo U3XoAHOTO HMBO). EdekThT BbpXY Opos Ha yepBeHuTe KpbBHH K1eTKH (RBC) (<2%) 1 Opos Ha
tpoMOoLHTHTE (<10%) € O no-cy1abo H3paseH.

Ilepupepra negponamus
B nnauebo-kOHTPOJIMPaHK NPOYYBAHHUS NIPY BL3PACTHU NMALMEHTH nepHgepHa HEBPOMATHS, BKIIIOMBALLA KAKTO

NONMHEBPOTIATHA, TAKA ¥ MOHOHEBPONaTHA (Halp. CHH/POM Ha KapnajiHHs TyHeh), ce ¢bobuiaBa no-4ecto pu
MaLMEHTH, MPHEMAILY TEPU(IYHOMHU, OTKOIKOTO MpPH NAUMEHTH, npueMauty nnaueo. B ocHoBHUTE nnauebo-
KOHTPOJMpPAHX MNPOYYBAHM® UECTOTAaTa Ha MepudepHaTa HEBPONATHA, NOTBBPACHA ¢ H3C/eABaHe 3a
NPOBOAMMOCT Ha HepBuTe, € Guna 1,9% (17 naunenty ot 898) npu 14 mg tepudayHomua B cpasierde ¢ 0,4%
(4 nauuenty ot 898) npu niauebo. JleueHHETO € NpeKpaTeHO NpH 5 NALKMEHTH ¢ nepudepHa HEBPONATHA Ha
TepudayHoMus 14 mg. Bb3cTaHOBsBaHE C/ICA IPEYCTaHOBABAHE Ha JieYeHHeTo ce choOllara npu 4 OT Te3u

[Mat{HCHTH.

Heonnasmu — 0obpoxauecmaeny, 310KA4eCmBeru U Heonpeoeneru (BKA. KUcmu u nNoaunu)

Bb3 ocHOBa Ha onHWTa B KIMHHUYHUTE MPOY4YBaHMA HE M3rexja Aa MMa IMOBHIUEH PUCK OT 3JI0KA4YCCTBEHU
sabonaBanus npu TepudiyHoMua. PuckeT oT 3m0kavecTBeHo 3abonaBaHe, ocobeHo nuM@onpoangepaTHBHH
HapylleHus, e MOBUILeH npd yrnotpebara Ha HAKOM JIpyTH CPeJCTBa, KOMTO 3acAraT MMyHHaTa CUCTeMa (edekT

Ha Knaca).

Tedicku KOXWCHU peakyuu
CpoOLIeHH ca Cllyuan Ha TeKKH KOKHU peakLuy ¢ TepruQIyHOMU B MOCTMAapPKETHHIOBHA MEPHOA ( BX.

TouKa 4.4).

Acmenusn
B nnauefo-koHTpOaMpaHK NPOYYBaHMs MPH BL3PACTHU NALIMEHTH, YeCToTaTa Ha acTeHus € 2,0%, 1,6% u 2,2%,

CBLOTBETHO B rpynuTe Ha nnauebo, repudnyHomun 7 mg ¥ repudpayHomua 14 mg.

licopuasuc
B nnaue6o-kOHTpONKMpaHH NpoyuBaHus, YecToTaTa Ha ncopuasuc e 0,3%, 0,3% u 0,4% choTBETHO B rpynuTe Ha

naauedo, repudnyHoMu 7 mg ¥ tepudiynomua 14 mg.

CmomauHo-4pegHu Hapywenus
3a MaHKpeaTHT ce ¢hobliaBa HEYECTO 1IPH NOCTMApKETHHIOBaTa Yrorpeba Ha TepHdIyHOMHA NPH Bb3PacTHH,

BKJIIOUHTENIHO CJly4ay Ha HEKPOTH3UPAL MAaHKPEATHT U MaHKpeaTH4Ha ncesjokucta. [TankpeatHunu CeOHTHS
MOI'aT Ja HaCTBLIIAT M0 BCAKO BPEME NpPH JICUEHHUETO ¢ TEPUHPIYHOMHU, KOETO MOXe Aa JOBEARE 110
XOCTIMTARU3ALNS W/HIH HEOOXOAUMOCT OT KOPUTHPALLQ JIEUeHHE.
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IlenuaTpyyHa Nonynaius

Ha6nogaBanusaT npodua Ha 6e30macHoCT NPHU NEAWATPHYHH NauHeHTH (Ha Bb3pacT ot 10 go 17 rogum),
nonyyapally TEpH(IYHOMU eXeJHEeBHO, kaTo LsIo € nojobeH Ha To3M, HaOMOAaBaH NPpH Bb3PACTHH
nayueHTH. Bbnpeku ToBa, B neguartpuyuHoTo npoyusaHe (166 nauuentn: 109 B rpynara Ha TepHbIyHOMHU U
57 B rpynara Ha nnaue6o), cnyyad Ha naHkpeatHT ca cboOulend npu 1,8% (2/109) oT nekyBaHuTE C
TepuIYHOMH NaLMEHTH B CPABHEHHE C HUTO €AMH clly4ali B rpynaTa Ha nnauefo B ABOHHoOCHsANATa dasa.
Eano OT Te3n chOUTHS € OBEIO A0 XOCIHTAIN3ALHS ¥ € HAIOXKHIO KOpUrupaulo geyenue. [lpu negnarpuyHu
[aLMEHTH, JIeKyBaHH ¢ TepudIyHOMHK B OTKpuTarta ¢a3za Ha NPOYYBAHETO, ¢a ChOOWIEHH 2 NOMbIHATEIHH
CJIyyas Ha MAHKPEaTHT (EAMHHAT € CbOOIIEH KATO CEPUO3HO CHOHTHE, & APYrUAT € HECEPHO3HO CLOMTHE C JIeK
HHTEH3NTET) M €AUH cliydall Ha cepuo3en OCTBbP NMaHkpeaTHT (c nceBio nanuiaoma). flpH aBama OT Te3H 3
NALMEHTH TMAHKPEATUTLT € JOBEN 10 XOCnuTanuzauus. KIMHMYHUTE CHMNITOMH BKJIIOUBAT KopemHa Oolika,
rajicHe WM MOBPDLIAHE, a CEPYMHHMTE aMMKJia3a U MIas3a NMpy Te3u NauHeHTH ca OuiH nosuueHu. Benuku
NalMeHTH ca ¢e Bh3CTAHOBHIIH Clejll NpeyCTaHOBABAHE Ha JICUEHHETO U NMPUJIaraHe Ha NpoueAypa 3a YCKOPEHO

eIHMHHHpaHe (BXK. Touyka 4.4) U KOpUrHpalllo NeYCHHE.

CrefHHTE HEXEJAHU PeakuHH ca ChoblaBaHy NO-YECTO MPH NEAHATPHYHATA NONYNALM, OTKOJIKOTO
[IpH NMONYJNALHATA Bb3PACTHH!

. Anoneuus ce crobiasa npu 22,0% oT naunenTuTe, neKyBaHu ¢ tepudyHomua cnpsimo 12,3% or
NalHeHTHTE, JIEKYBaHH ¢ naauebo.
. Nudekuun ce chobiuasar npu 66,1% oT nauueHTure, 1eKyBaHu ¢ TEPUPIYHOMUN, CpaMo 45,6% oT

nauMeHTUTe, JeKyBaHH ¢ nanedo. Cpelt TAX no-4ecto ce chodiana 3a Ha30(PapHHIUT W HHPEKLIHHN Ha
rOpHUTE JUXATENHH ITbTHLIA MPH YnoTpeba Ha TEpUPIYHOMU,

o [TosuaraHe Ha CPK ce cro6uiaBa npy 5,5% oT nauveHTuTe, NEKyBaHy ¢ TepudnyHoMua, cnpsmo 3% ot
nalHeHTHTE, exyBanu ¢ nnanebo. [lo-ronsamara 4acT OT CllyyauTe ¢a CBbP3aHH ¢ ACKYMEHTHPAHO
¢rzMuecKo HaTOBapBaHe.

. [lapectesus ce chobiuasa npu 11,0% OT nauxeHTUTE, NEKYBaHH ¢ TEPHGIIYHOMK], cnpamo 1,8% npy
naldeHTHTe, NEKYBaHU ¢ mnauedo.
. bonka B kopema ce chobiaBa npu 11,0% 0T nauMeHTHTE, JEKyBaHH ¢ TepudayHoMua, cnpsamo 1,8% npu

NaiHeHTHTe, ieKyBaHH ¢ nnauebo.

Crobuigrane Ha IOJO3UPAHM HEXENAHHN PEAKLIMHU
CnoblaBaHeTo Ha MNOAO3UPAHH HEXKENIaHH peakLluy clie]] pa3peluaBaHe 3a yrotpeba Ha neKkapCcTBEHHS NPOAYKT €

paxcHO. TOBa 1103BOJIABRA JIa IIPOAbKH HAGMIOASHUETO Ha CHOTHOLLIEHUETO NMON34/PHCK 32 JIEKAPCTBEHH [TPOAYKT.
OT MEAHIIMHCKHUTE CIENHAIMCTH €€ H3KUCKBA Ja choOI1laBaT BCska MOA03HpaHa HEXENaHa peakLius ypes:

HA3mbRHUTENIHA areHLUs 110 JIEKapcTBaTa
yn. ,JamsaH ['pyep” No 8

1303 Cotus, brarapus

Ten.: +359 2 8903417

yebcaliT: www.bda.bg

4.9 Ilpeno3npane

CUMITOMHU

JInncBa ONMHUT OTHOCHO NpeAo3upaHe Ha TepHUQTYHOMHI MJIM HHTOKCHKAIIMA npH xopa. Tep
JAHEBHO € npwiarald a0 14 aHu npu 3apaBu nuauBrad. Hexenannte cubutus ca Onnm cobn

Ha 6e30nacHOCT Ha TepUGIYHOMMA 11py nauueHT ¢ MC.
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JleyeHue

B cnyya#t Ha ChOTBETHO NPeA03HPaHe WY TOKCHYHOCT C€ NPENopbYBa X0JNECTHPAMHH HIIH AKTUBEH BBIVICH 34

yCKOpSBaHE Ha €IMMHHHMpaHeTo. [IpenopbynTenHara Npoueaypa 3a eflMMHHMpaHe € XONEeCTHPaMHH 8 g TpH
MbTH AHEBHO B NPOABL/DKEHKE Ha 11 AHK. AKO TOBa He ce NoHacs A00pe, Moxe 1a ce H3MONI3Ba XONEeCTHPaMHH

4 g TpU MBTH AHEBHO B NpoAb/bKeHHe HA |1 AHH. ANTEPHATUBHO, NPH JUIICA HA XONECTHPAMHH MOXE 1a ce
W3MOJI3Ba aKTHBEH BbruieH 50 g ABa MbTH JHEBRO B NpoAbikeHUe Ha 11 aHH. OCBEH TOBA, aKO C€ Hajxara rno
cprofpaxeHHs 338 NOHOCHMOCT, HE € 3ab/KHTENHO MPUIOKEHHETO Ha XOJIECTUPAMUH WJIH Ha aKTUBHUA BhIVICH

na ObJie B MocaeA0BaTENIHN JHH (BX. TouKa 5.2).

5. GOAPMAKOJOIAYHUA CBOUCTBA

5.1 QPapmakoaHHaMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpya: AHTUHEONIaCTHYHK ¥ UMYHOMoayaupaty cpenctsa, ATC xoa: LO4AKO2,

MexaHu3ibLM Ha JeficTRHE

TepudayHoMu e UMYHOMOIYJIMPaLIO CPEACTBO € [IPOTUBOBB3NAIIMTEIHY CBOHCTBA, KOWTO CENIEKTHBHO H
06paTHMO RHXHOHpA MUTOXOHIPHANHUS €H3MM AuxuapooporaT aexuaporenasa (DHO-DH), kolito
(GYHKLUHOHAHO ce CBBbp3Ba C AuxarejHaTa sepura. BeneacTeue Ha HHXMOHpaHETO TEPUGHIYHOMHU KaTo
HANO OrpaHKYaBa npoirdepaunara Ha ObpP30ASAALLUTE CE KIETKH, KOUTO 3aBHCHAT OT de novo CHHTE3a Ha
NMPUMUAHHHM 32 YBENUYABAHETO CH. TOUHMAT MEXaHHW3bM, N0 KOHTO TEPUDITYHOMHUJ OCbLIECTBABA
TepaneBTHUHOTO CH AelicTBHe npu MC, e € HambJIHO U3SCHEH, HO CE€ MEJMUpa OT HaMansgBaHe Ha Opos Ha

T-nuMPponuHnTHTE.

MdapmakoariHaMuyti ePeKTH

Hmynna cucmema

Edexru Bopxy Gpost Ha HUMYHHUTE KNETKH B KpbBTa: B niaane60-KORTpoNHpaHu POy4BaHUS TEPHQPIYHOMUN
14 mg BeIHBX JHEBHO € NpeaU3BHKAal JIeKO CPEeAHO HamaleHre Ha Opos va nuM@ouuTuTe ¢ no-Mankoe ot 0,3
x 10%/], koeTo ¢ HacTBLNKAO Npe3 MbPBUTE 3 MECENA OT JIEHEHHETO ¥ HUBATA ca ¢e 3ala3uii A0 Kpad Ha

JCHCHHUCTO.

Homenyuan 3a yovnowasane na QT-unmepsana
B nnauebo-koHTpoaHpaHo 3aapn00ueH0 npoyuBaHe no oTHoweHHe Ha QT-uHTepBana npu 3/ipaBd HHAHBUIH

TCpUGIYHOMH [IPU CpeIHA KOHUEHTpAlMA B CTAIIMOHAPHO ChCTOSIHUE HE € NoKa3all OTeHLHaN 3a
yabmkaBaHe Ha QTcF-uHTepBana B cpaBHeHMe ¢ nnalebo: Hali-ronsiMaTta, KOpMrupasa 3a Bpeme, CpeiiHa
paziuka Mexay TepudyHoMUA U nnauedo e duna 3,45 ms ¢ ropHa rpanuua Ha 90% CI 6,45 ms,

Egpexm svpxy mybyanama gpynxyus va 6vbpeyume

[Tpy 111a11e00-KOHTPONIMPAHUTE IpOyUYBanyus CpeAHH HaMalleHHUA Ha NTHKOYHATa KHCeJIMHA B CEpyMa B
ananasoHa ot 20 xo 30% ca HaGmoAaBaHK [PH NALMEHTHTE, JEKYBaHHU C TepU(IIyHOMU, CIpsMO Maiedo.
Cpearoto Hamanenue Ha cepyMuus pocdop € 6uno oxono 10% B rpynara Ha TepudayHOMUI cripaMo nrauedo.
CuuTa ce, ye Te3u ePeKTH ¢a CBbP3aHH ¢ NOBHILUABaHe HA ObOpeyHaTa TYOyNnHa eKCKpeLns H HE Ca CBbp3aHH C

IPOMEHH B IIOMEPYJIHUTE QYHKLIMMU.

KnuHuuHa ﬁdfll'l KacHOCT 1 6e30MacHOCT

EdukacHoctra Ha TepuduyHOMHJ € AEMOHCTpHpaHa B JBE Maile00-KOHTPOJIMpaHH NpoysBafid =
TEMSO 1 TOWER, x0ouTO ca OLCHABAAX NPHIIOKEHUETO HA TEpHPAYHOMHA 7 mg H 14/Mapst/IHbHE /70-?\
JAHEBHO NpH Bb3pacTHH naureHTty ¢ [IMC, & i <
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O6uio 1088 nauuerth ¢ [IMC ca pangomusupaiix B TEMSO aa nonyuasar 7 mg (n=366) unu 14 mg (n=359)
TepudayHomua, win miauebo (n= 363) B npoabaxenue Ha 108 ceaMuuu. BCHYKM MaLMEHTH ca UMaiH

neduauTHBHa Juardosa MC (Gasupawa ce Ha kputepuuTe Ha McDonald (2001)), nokassaiua MpHCTBIIHO
KJIMHHYHO NMPOTHYAHE CbC WJIK 6e3 nporpecus, 1 ca NOJY4YHIIM NoHe | NprCThI 11pe3 roiuHaTa, npeiilecTealla
H3TTHTBAHETO, K Hal-MaJIko 2 IPHUCTBNA Npe3 2-Te FOAUHH, NpeALIecTBallY U3NMUTBAHETO. [IpH BKNIOYBAHETO
nalHeHTHTE ca MMANKH ckop no Pasumpenarta ckana 3a cratyc Ha MHBanuaxocT (Expanded Disability Status
Scale (EDSS)) <5,5. Cpeanara Bb3pacT Ha [OMyJ1alHATa B NpoyuBaHeTo e Ouna 37,9 roavHH. MHO3HHCTBOTO
NAUKMEHTH ca MMAJIM NPHUCTHIHO-PEMHUTEHTHA MHOXecTBeHa cxieposa (91,5%), HO moArpyna MalUMeHTH ca
HMalli BTOPMYKO nporpecupaiua (4,7%) uau npucTbnHo-fporpecupatia (3,9%) MHOXKECTREHa CKAepo3a.
Cpexunat 6poii Ha NPUCTBHIINTE B PAMKHTE Ha IOMHATA [IPEAH BKIIOUBaHE B npoyusaHeto ¢ 6un 1,4 karo 36,2%
OT NMALHEHTUTE Ca UManM rafloNMHUI-KOHTPACTHH NE3WH Ha U3XoAHoTOo HHBO. MeauaHaTa Ha ckopa no EDSS
Ha M3XOMHOTO HBBO € Ouna 2,50; 249 naunentH (22,9%) ca uManu ckop no EDSS > 3,5 Ha U3X0JHOTO HHUBO.
CpeaHaTa [1pOJbLIKHTENHOCT Ha 3a60NSBAaHETO OT NOfBaTa Ha ITbPBHTE CUMNTOMH € Ouna 8,7 roauHM.
Muo3zuicTsoTo nauuedTH (73%) He ca nojaydyasanu SonecT-MoaudULKpalLo JEUEHHE npe3 2-Te€ roJHHH Hpean
BKJIIOYBAHE B IPOYyUBaHETO, Pe3ysratuTe OT Npoy4uBaHeTo ca npeacTaseHy B Tabnuua 1.

PesyntaTuTe OT ABATOCPOMHO MpociieAsBaHe OT ABITOCPOYHOTO pa3liMpeHO [poydysaHe 3a OezonacHOCT
TEMSO (obwa cpeana NPOALIDKHTENHOCT HA JIeHEHMETO MpHUOIHM3UTENIHO S TOAHMHH, MaKCHManHa
NPOALKUTETHOCT Ha JIEYEHHETO NIPUBIU3NTEIHO 8,5 rOAHHM) HE Ca NoKasaaH HOBH WJIM HEOYAKBAHK JaHHH

OTHOCHO ©€30NacHOCTTA.

O6wo 1169 naunentu ¢ [IMC ca paupomusupann 8 TOWER na nonyuasar 7 mg (n=408) niu 14 mg (n=372)
TepudtynoMua, unu nnaineto (n= 389) 3a pasznuyel cpok Ha JedEHHE, 3aBbpIUBaLl 48 CEAMHULM Cllel
paHAOMH3HPaHE HA IOC/IEAHNS NauxesT. Bcuuky nayueHTH ca uManu aepuHuTHBHA AMarHosza MC, (basupaiia
ce Ha kpuTepunTe Ha McDonald (2001)), moka3paua NpUCTIHO KIMHWYHO MPOTHYAHE CbC WIIH 0€3 nporpecus,
M ca MONYUHAM NToHe | MPUCTBIN Mpe3 rojnHaTa, npeliecTBalla W3MUTBAHETO, WK Hal-MalKo 2 NIPHCThIA Npe3
2-Te rOJIMHY, IpeAllecTBALIH H3NNTBaHeTo. [1py BKIOYBAHETO MALHEHTHTE Ca UMK CKOp 1o PasllinpeHara
ckasa 3a craryc Ha HHBannaHocT (Expanded Disability Status Scale (EDSS)) <5,5.

CpeaHaTta Bb3pacT Ha NONYyJaUKATa B [Ipoy4YBaHeTo € buna 37,9 romnHn. MHO3HHCTBOTO NALMEHTH €2 UMaNH
NMPUCTBITHO-PEMHUTEHTHA MHOXECTBEHA CKIlepo3a (97,5%), HO noArpyna naHeHTH ¢a HMaJI BTOPHYHO
nporpecupauia (0,8%) nau npucrsnHo-nporpecupauia (1,7%) MHOKeCTBEHA ckiepo3a. CpeHusAT Opo# Ha
NPUCTLIINTE B PAMKHTE Ha TOAMHATA NPEJAM BIUIIOUBAHE B NIPOYYBaHETO € 6un 1,4. ['afonuHHii-KOHTpacTHH
NIE3MH HAa H3XOAHOTO HKUBO: HAMA AaHHH. MeanaHara Ha ckopa no EDSS na uzxoanoTo Hueo e 6una 2,50,

298 nauuenTH (25,5%) ca uManmu ckop no EDSS > 3,5 Ha naxoaHoto HUBO. Cpeanara poab/KHTETHOCT Ha

3a00NIBaHETO OT MOSABATA Ha MBPBUTE CUMATOMMU ¢ Ouna 8,0 rogMHu. MHO3MHCTBOTO nauuenTu (67,2%) He ca
nonyvasaid GonecT-MOAMPHUKPALLO NEYECHHE NTpe3 2-T¢ MORAHHH NPEAHR BKJIIOUBAHE B IIPOYYBAHETO.

Pesynratute OT nNpoy4uBaHeTo ca npeacraseHy B Tabnuua 1.
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Tabauua 1 - OcHoBHH pe3ayiaraTtH (3a oxodpenara ao3a, ITT monynaums)

Ilpoyusane TEMSO Ipoyunane TOWER
TepudguyHomu IL1anebo Tepudaynomua Ilaanebo
14 mg 14 mg

N 358 363 370 388
KanHH4YeH H3X0A

['oAnLIHa YecTOoTa Ha 0,37 0,54 0,32 0.50
PUCTHIHTE

Pasruxa 8 pucka (Closy) -0,17 (-0,26, -0,08)™"" -0,18 (-0,27, -0,09)***"

be3 NpUCTRIN ceammua 108

56,5%

43,6%

37,1%

46,8%

KoedHuLHEHT Ha PUCK
(CI95%)

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

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

3-méeceyHa TpahHa
NPOrpeCcUA Ha
HHBATUHOCTTE ceammua 108

20,2%

27,3%

15,8%

19,7%

Koeguyuenm na puck

(Clyssy)

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

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

6-meceyHa TpalHa
NPOrpecus Ha
HHBAJIHIHOCTTA cegmuua 108

13,8%

18,7%

11,7%

11,9%

Koegpuyuenm na puck

(Clyss)

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

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

AMP kpaHHH TOYKH

[Tpomsana B BOD cepuua

(1)
108

0,72

2,21

Omuocumenna npoMana
cnpamo naaye6o

67%""

Cpenen 6poit Gd-
KOHTPACTHH JI€3UHM HA
ceqMuua 108

0,38

1,18

Omuocumenna npomaHa

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

He e namMepepaHo

cnpamo naayebo (Closy)
bpoii yHHKaNHH aKTHBHH 0.75 2,46
JIe3KH/CKaHupaHe
OmnocumentHa npoMana o 0/ . M0/ \ebb
cnpamo naayebo (Clossy,) 69%, (39%; T7%)
*** p<0.0001 *** p<0.001 ** p<0.01 * p<0.0S B cpaBHeHHe ¢ nnavedo
(1) BOD: 6onectest Toap: ToTaneH obeM 1a nesuute (T2 u Tl-xunouHTeH3nn) B ml

EdukacHOCT npH MauueHTH ¢ BUCoKa DoecTHA aKTHBHOCT:
Ha6ntonasan € cbnocrasMM TepaneBTHueH etekT BLPXY MPUCTBIMTE U BPEMETO A0 3-MEceyHa TpaiHa
Nporpecus Ha WHBAIMAHOCTTa NpH noarpyna nauuentd B TEMSO (n= 127) ¢ sucoka GonecTHa akTHBHOCT.
[Topanu au3alina Ha OPOYYBARETO BUCOKA OONECTHA aKTHBHOCT € AChHHHpPaHA KaTo 2 WIH NMOBEYE NPHCTLIA B
elHa rojuHa u eaHa uix noseye Gd-koHTpacTHH ae3uu Ha SIMP Ha Mo3bka. He e npoBeieH CXo/leH NoArpynos
ananua 8 TOWER, Tl karo He ca cvbupanu naHuu ot JIMP.

JIMncBaT JakHHM SIpY NMalWeHTH, KOUTO HE Ca OTFOBOPHIIM Ha MTbJIEH M afIeKBATEH Kypc Ha NeYeHHE (0OHYanHO
MOHE eAHa roaHHa JeueHue) ¢ 6eta-uHTEpedepoH, KOUTC Ca HMAJIM AIOHe | MPUCTHR npe3 [pe
rogdHa Ha ¢oHa Ha JiedyeHue M noHe 9 T2-XunepHHTEH3HM Ne3H Ha KpaHuaneH AMP "
KOHTpPAacTHa JIe3usl, MNH NpU NauMeHTH C HENpOMEHEHAa MJH MOBHMIIEHA 4ECTOTa HE

NpeALecTBALLA FOXHA CIPAMO NIPEAXOAHHTE 2 'OANHH.
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TOPIC e aBoliHOoCHANMO, Mianebo-KOHTPONHPAaHO NPOYyUBaHe, KOETO OLCHABA NMPHJIOKCHUETO Ha €IHOKpaTHH
NHEBHH 034 TepudnyHoMmu 7 mg W 14 mg 3a neproa ao 108 ceamuuy fIpd NALMEHTH C MBPBO KIHHHYHO
neMHennrusupanio cxbutue (cpeaHa pr3pact 32,1 roaunu). ITbpeuuHata KkpaiHa TOUKa € BPEMETO JI0 BTOPH
KAHHMYEH enn3ol (peunaus). O6uio 618 nauuenTH ca panaomMusupany aa nony4asat 7 mg (n= 205) v 14 mg
(n = 216) TepudpnyHomna unu naanedo (n = 197). PUCKBT OT BTOPH KJIHHH4EH €NU30/ 32 MEPHOA OT 2 TOANHY €
61t 35,9% B rpynara Ha niane6o u 24% B rpynarta Ha nedexue ¢ TepudayHomuy 14 mg (koeduLMEHT Ha PUCK:
0,57, 95% untepsan Ha gosepurennoct: 0,38 mo 0,87, p=0,0087). Pesyaratute ot mpoyusaneto TOPIC
NoTEBPX/aBaT edHKAacHOCTTa Ha TepudIyHOMWA NpH HPHCTBIHO-peMMTEHTHa MC (BKNIOYMTENHO paHHA
NpUCTBLIHO-peMUTeHTHA MC ¢ MBbpBO KJIMHUYHO AEMHENHHU3UPALNO ChOUTHE W IHCEMHHHPAHH BbB BPEMETO H

npoctpauctTsoTo AMP ne3uy).

EdekTHBHOCTTa Ha TepU(IIYHOMHM] € CpaBHeHa ¢ Ta3d Ha MOJKOXHO npunarad MHTepdepoH Gera-la (B
MpenopesuBaHara 103a orT 44 pg Tpd MLTH CEAMUYHO) NpH 324 paHAOMHM3MpaHU TALWHEHTH B NpOy4BaHE
(TENERE) ¢ MHKEHMAJIHA IPOABKHTENHOCT Ha JedeHHeTo 48 ceaMuuy (Makcnmanda 114 cenmuin). PHCKBT
OT Heycnex (MOTBbPAEH NPUCTDI WM TPaRHO NPEeKbCBaHe Ha NEUEHHETO, KOETO OT ABETE HACTBITM NO-PaHo) €
6uUn NbpBUYHATa KpafiHa To4Yka. bpoaAT Ha MALUEHTHTE, OKOHYATENHO NPEKbCHAIN JICYUCHHETO, B rpynara Ha
repudpaynomua 14 mg e 6un 22 ot 111 (19,8%), kato npuuuHuTe ca 6unu Hexenanu cxoutua (10,8%), nunca
Ha edukacHocT (3,6%), Apyra npuunHa (4,5%) u saryba 3a npocieasiBave (0,9%). bposat Ha nauueHTHTe,
OKOHHATE/NHO NpeKhCHANM JIeYeHHeTo, B rpynara Ha uHTepdepod Geta-1a ¢ Gun 30 or 104 (28,8%), karo
npuunkKTe ca 6uaK nexenann cvbutha (21,2%), nunca Ha edukacHocT (1,9%), aApyra npuuuHa (4,8%) u
HecnassaHe Ha npotokona (1%). TepudsiyHoMua 14 mg/aeH He NMPEEbL3XOKIA CTATHCTHUECKH WHTEPPEpOH
Gera-la 1o oTHOLIEHHWE HAa MbPBHYHATAa KpaiHa TOuKa: M3IYHCIICHHAT MPOLEHT MallMEHTH C HeychieX OT
JleYCHHETO Ha ceamuua 96 npu wusnon3eaHe Ha MmeToga Ha Kaplan-Meier e 41,1% cnpaMo 44,4%

(Tepudnynomua 14 mg cnpamo uarepdepon-1a, p=0,5953).

[leguaTpryHa MONYA3LHS

Meya u ronowu (ev3pacm om 10 00 17 200uriu)

[Mpoyusane EFC11759/TERIKIDS e mexaynapoaHo mBolHOCHANO, nnauebo-kOHTPOAMPAHO Npoy4BaHe MNpH
neAMATPHYHH MAlIMEHTH Ha BbL3pacT oT 10 no 17 rogunu ¢ NpucTenHO-peMuTeNTHE MC, NpH KOETO Ca OLICHABAHH
[034 TEPH(PNYHOMMI BEAHBX AHEBHO (KOPUTMpaHH 3a AOCTHUMAHE HA €KCMO3ULMS, EKBHBANEHTHA Ha Ro3ata 14
mg [Py Bb3pacTHH) B NPOABIKEHHE Ha 96 ceAMHIM, NOCHEABAHO OT OTKPUTO NpPpOXbI/DKEHHE. BCHUKH NMaiHeHTH

ca HMaJI{ noHe | pelnnuB B IPOALIKEHWE Ha | rOAMHA UK TNIOHE 2 peurAnBa B MPOABJIKEHHE Ha
2 FOAWHM NIPEAY NpoyYBaHeTo. M3BLplueHH ca HEBPOJIOrH4HH OLEHKH NIPH CKPUHUHIA M HA BCEKH 24 CEIAMHIH

10 3aBbplUiBaHe HA NPOYYBAHETO, KAKTO M NPH HEMIAHMPAHM BH3UTH 3a MOA03MpaH peuuiuBs, llanMeHTHTE C
KIIMHUYEH DEUMAMB HIH ¢ BHcoka SIMP akTHBHOCT Ha MOHE 5 HOBM MAM ycuiaBawiy ce T2 nesuu mpu 2
NOCJeJ0BaTEIHY CKAHHPAHHA ca NPeMHAHaJIM nped 96-Te ceAMHULM KbM NEpHOAA HA OTKPHTO NPOAb/DKEHHE, 32
Jla ce OCHrypH akTHBHO JeueHHe. [TbpBHYHATA KpaiiHAa TOUKE € BPEeMETO A0 MbpPBH KJIHHHYCH PCUHAUB CICA
panoMH3aliis. BpeMeTo 10 NbpBY NOTBLP/IEH KIHHHYEH PELMANB WK BUCOKa SIMP akTHBHOCT, KOETO OT 1BETE
HACTBIH MLPBO, € MPERBAPUTENHO AedUHHPAHO KATC aHAJIN3 HA YYBCTBHTENHOCTTA, ThA KATO BK/IKOYBA KAKTO

KMMHUYHH, Taka U SIMP ycnoBus, noaxonsiiuy 3a MpeMHHAaBaHe KbM OTKPHTHS NEPHOA.

O6uio 166 nanxenTH ca paHAOMHU3HPpaHH B CLOTHoOweHue 2:1 xa noayuasat tepuduynomun (n = 109) uiwm
nnaue6o (n = 57). [1pu Brn3aHe B npoy4BaneTo, NalUeHTHTE ca UManu ckop no EDSS <5,5. Mennanara Ha
Bb3pactta ¢ 14,6 ronunu, cpeanoro terno € 58,1 kg, cpeanara NpoRXbINKUTEAHOCT Ha 3aDO/IABAHETO OT
nocTaBgHe Ha auartosara e 1,4 roauuy, a cpeauust 6po#t T1 Gd-koHTpacTHH ne3uu nipu JIMP e 3,9 ne3un Ha
M3XOJHO HMBO. BCHUKHM NauueHTH ca UMaiau npucThiHo-peMuTeRTHA MC ¢ Meauana Ha ckopa no EDSS Ha
H3x04HO HUBO 1,5. CpenHoTo BpeMe Ha nedeHue e 362 aHu Ha naauebo u 488 nuu Ha TepudIyHOMUN.

04aKBAHOTO M I10-YECTO U NO-PaHO B rpynara Ha naauebo B CpaBHEHUE C rpynara Ha Tepud
nnaiebo, 13% npu TepudiryHOMUA).
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TepudryHoMua, HamansBa pucka OT KiMHW4eH peumiuB ¢ 34% cnpamo niauebo Oe3 pocTurane Ha
cratucTHYecka 3Hauumoct (p = 0,29) (Tabnwua 2). B npeaBapuTeniHo ONpEeACIEHHA aHaIW3 Ha

4yBCTBUTENHOCTTA, TEPH(PIYHOMHU NOCTHIA CTATUCTHYECKH 3HAYHMO HaMasisBaHe Ha KOMOMHHPAHUS PHCK OF
KJIMHUYEH PELLMAMB nin BUcoka SIMP aktuBHocT ¢ 43% cnpsamo miauebo (p = 0,04) (Tabnuua 2).

TepudyHoMKL 3HA4HTENHO HaMansBa Gpos Ha HOBHTE M HapacTBalid T2 Jieswn Ha ckaHUpaHe ¢ 55%

(p = 0,0006) (post-hoc ananu3s cbuio kKopurupat 3a usxoaeH 6poit T2: 34%, p = 0,0446) 1 6pos Ha rafoNMHUA-
koutpacTHuTe T1 e3uu Ha ckaHKpane cbe 75% (p <0,0001) (Tabnuua 2).

Ta6anua 2 Kiaunnunu u AMP pesyaratu or EFC11759/TERIKIDS

EFC11759 ITT nonyaauns Tepudgayuomua [Inaunebo
(N=109) (N=57)

KAHHHYHH KPAHHH TOYKH

BPEME A0 MbpBH NOTBBPACH KJIHHHYCH PCUHAHE,

BeposThoct {95%CI) oT norsbpieH peLMAMB Ha ceamHLA 96 0,39 (0,29, 0,48) 0,53 (0,36, 0,68)
Beposmnocm (95%C1) om nomsspoer peyuoua na ceomuya 48 0,30 (0,21, 0,39) 0,39 (0,30, 0,52)
Koeduuuenr na puck (95% CI) 0,66 (0,39, 1,11)"

BpeMe 0 mbpBY NOTBBPACH KIMHUYMEH peUrauB nid Bucoka AMP

aKTHBHOCT, 0,51 (0,41, 0,60) 0,72 (0,58, 0,82)
Beposarunoct (95%Cl) ot noTespacH peumaus wnKn sucoka AMP

GKTHBHOCT Ha CeAMHLA 96 0,38 (0,29, 0.47) | 0.56 (0,42, 0,68)

Beposmuocm (95%CI} om nomevpoen peyuoue wiu gucoxa AMP
aKmugHocm Ha ceomuya 48

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

Ocuosru AMP kpafinue ToUKH

Kopurupan 6poit HoBH MW HapactBauy T2 ie3us,

QOuesnka (95% CI) 4,74 (2,12, 10,57) 10,52 (4,71, 23,50)
Oyenra (35% Cl), post-hoc ananus cvujo Kopucupan 3a u3xooei 3,57 (1,97, 6,46) 3,37 (2,84, 10,16)
bpou T2

Oruocurenct puck (95% CI) 0,45 (0,29, 0,71)*+*
OtHocutenen puck (95% CI), post-hoc ananusz cviyo xopuzupan 3a 0,67 (0,45, 0,99)*

usxoden bpou T2

Kopurupan 6poit T1 Gd-KOHTpacTHH Jie31H,
Ouenka (95% CI) 1,90 (0,66, 5,49) 7,51 (2,48, 22,70)

Otnocurenen puck (95% CI) 0,25 (0,13, 0,51)***

~p20,05 B cpashenue ¢ naauedo, * p<0,05, ** p<0,001, *»* p<0,0001
BeposTHocTTa e Hasupana Ha oueHka no Kaplan-Meier, a cenmuua 96 € kpast Ha usnHreaHoto nedenue (EOT).

EBponeiickaTa areRLUMA [0 JIeKapcTBaTa 0cBO0OKAaBa OT 3aABL/DKCHHETO 34 NPelOCTaBAHE HA PE3YNTATHTE OT
MPOYYBAHHATA C TePUPIYHOMKUA 1P Jeuad Ha BB3pacT OT paxkiaaHetro Ao nox 10 rogWHu npH JnevyeHHe Ha
MHOXECTBEHA CKJIepo3a (Bxk. Touka 4.2 3a #HpopMauMs OTHOCHO ynoTpeda B nequaTpHsaTa).
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5.2 @apMaKOKHHETHYHH CBOHCTBA

Abcopbiiug

Me/MaHaTa Ha BPEMETO 3a AOCTHraHE Ha MAKCHMAIHH [JJa3MeHH KOHUCHTPaLMM HACTBNBA MexAy | ¥ 4 vaca
cllel NPHIIOKEHHE Ha 103aTa PH MHOrOKPAaTHO NEpOPaIHO TIPHIIOKEHHE Ha TEPU(IIYHOMHUJ, KaTo HMA BHCOKA

ouonanuunocT (npubnuautento 100%).
X paHaTa HAMa KJIMHHYHO 3Ha4UM e¢eKT BbpXy PapMakOKHHETHKATa Ha TEPUPIIYHOMUA,

Ot cpesiHuTe NPorHo3Hu HapMaKOKHHETHUHH IAPAMETPH, H3UHCIECHH OT MOINYNALMOHHHS (PAPMAaKOKUHETHYEH

ananus (PopPK) upe3 uanonssane Ha AaHHHW OT 3ApaBH A0OpoBoauM M nauueHTH ¢ MC, KOHUeHTpauusTa B
CTALIMOHAPHO CLCTOAHME C¢ JOCTHIa 6aBHO (T.¢., npubnusutento 100 aHu (3,5 Mecena) 3a goctrraHe Ha 95% ot

KOHLCHTPALIMATA B CTAUMOHAPHO CbLCTOSHHE), KAaTO U34MCieHUAT upes AUC KoeuUUEHT Ha KyMmyiupaHe ¢
npulJIU3UTENIHO 34 NBTH.

PasnpeaeneHue

TepudnyHOMHA ¢e CBbP3Ba EKCTEH3UBHO ¢ NiazMeHuTe 6eTbUd (>99%), BeposTHO anbyMHH, U Ce pasnpeaens

npeauMHO B mnazmara. O6eMbT Ha pasnpegeneHue € 11 1 ciel eIHOKPaTHO MHTPABEHO3HO (1.V.) MPUIOXKEHHE.
ToBa obaue Hali-BEpOATHO € 3aHMXEHAa [POrHO3HA CTOMHOCT, Thil Karo NpU IUIBXOBE € Ha0MOJaBaHO

€KCTCH3HBHO OpraHHO pa3znpCacC/ICHHC,

brotpancdopmanus

TepudayHomua ce Metabonusvpa B ymepeHa cTenel ¥ € €AMHCTBEHHAT YCTAHOBUM B [11a3MaTa KOMIIOHEHT.

OcHOBHUAT NBT Ha OMoTpaHchoOpManKa Ha TepHGIIYHOMHUA € XMAPOIIN3a, 8 OKHCIIEHUETO € BTOPOCTENECHEH MbT.
BropHunnTe MeTaBONMTHH IThTHLIA BKIFOYBAT OKHCNEeHHE, N-aleTHIHpaHe H KOHIOTHPaHe Che CydaTH.

EJuMHHUpaHE

TepudiyHOMH Ce EKCKpeTHpa B IacTPOMHTECTHHANHMS TPAaKT NMPEAUMHO € XJIbUYKaTa NoA QopMara Ha
HEIIPOMEHEHO aKTMBHO BelECTBO ¥ Hali-BeposiTHO upe3 TyOynHa cexpeuus. TepunyHoMHa € CyOcTpar Ha
eayxcuns Tpancnoprep BCRP, ko#iTo 61 Moren a yyacTsa B npsikara cekpeums. 3a nepuof ot 21 aum 60,1%
OT NPHIOKEHATA 1034 CE eKCKpeTHpa upe3 u3npaxuenudara (37,5%) u ypunara (22,6%). Cnen npouenypa 3a
6bP30 ETHMHHUPAHE C XOJECTHPAMMH JOITBJIHUTENHO ce OTAENAT ole 23, 1% (npeaANMHO B U3NPRKHEHUATA).

B3 0CHOBa Ha UHAWBUAYATHO NPOTHO3Mpalie Ha papMaKOKMHETHYHUTE TapaMeTPy 4pe3 u3noiassaHe Ha PopPK
MoJieJIa Ha TepHdIYHOMU TTPY 31ipaBH Jo6poBoniy 1 naiuenTs ¢ MC, meguanara Ha t12. € Ouia npubnuanrenno

|9 nuyu cnenq MHOrokpatHu Jo3u oT 14 mg. Cnej eAHOKpaTHO HHTPAaBEHO3HO NPHNOXKEHHE TOTAJIHHKAT TEIECEH
KIUPBHC HAa TepudayHomua € 30,5 mi/h.

Ilpoyedypa 3a yckopeno eaumurnupare: Xorecmupamun u akmugern gb2len
ENMMHHKpAHETO Ha TEPH(PIYHOMHEA OT KpbBOOOpPalICcHHETO MOXE Aa CE YCKOPH 4YpEe3 NpHIOKEHHE Ha
XOJeCTUPaMHH HITM aKTHBEH BBIJIEH, BEPOATHO YpE3 NpexpaTRBaHe Ha NpoLecHTe Ha peabcopOuus Ha 4YpeBHO
HUBO. KoHUeHTpauuKTe Ha TEpUGIYHOMH], M3MEPEHH o Bpeme Ha 11-AHeBHAaTa mpoleaypa 3a YCKOpABaHe Ha
eJIMMUHHPpaHEeTo Ha TepUAYHOMUA C 8 g XONECTUPAMUH TPH IIbTH AHEBHO, 4 g XONECTHPAMHH TPH ITbTH JHEBHO
it 50 g akTHBEH BbIUIEH ABA MBTH JHEBHO e/l TPEYCTAHOBABAHE Ha JIEYCHHETO ¢ TEpUGUIyHOMU L, TOKa3BaT Y€
Te3d CXeMH ca e(deKTHBHHM 33 YCKOpsBaHE HA €NMMUHHpAHETO Ha TepudiyHOMHA, BoAewM A0 Hax 98%
HaMAaNIABaHE Ha MJa3MEHHUTE KOHIIEHTPAIUH Ha TepUdNYHOMU, KATO XOJECTHPAMHMH € UMan no-0bp3o AeHcTBHE
oT BurUieHa. Cle npeycTaioBsiBaHe Ha TEPH(PIYHOMHA H NPHIOKECHHETO Ha XOJECTHPAMUH 8 g TPH N'BTH JHEBHO
niaasMeHara KOHUEHTpaluus Ha Tepudaynomun e Hamansna ¢ 52% B kpas Ha aeH |, ¢ 91% B kpas ya
09,2% B kpasd Ha AeH 7 U ¢ 99,9% npu 3aBbpwBaHeTo Ha AeH 11. M3bopbT mexay TpHT Rofiey I Ag
eMMMHHNpate TpA6Ba Jia 3aBUCH OT NOHOCUMOCTTA Ha NAUMeHTa. AKO XONSCTHPaMHH 8§ g TpH MBI ENLCBHuIC Ot
noHacs 100pe, MOXe Jla C€ H3MoN3Ba XONeCTUPAMHUH 4 g TPH MBTH AHEBHO. ANTEPHATUBHO MO} eig cg@;ﬂgﬁﬁfh&
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CBILLO aKTHBEH BLIJIeH (He € Heobxoaumo Te3n 11 guu aa ObaaT nocnenoBaTenHy, OCBEH MpH Heo0XoAUMOCT OT
6BLp30 HaMa/fABaHE HA NNa3MEHATa KOHICHTpalHA Ha TEPHGIYHOMUN).

JInHeHHOCT/HEMUHERHOCT

CucTeMHarTa eKCro3HLHs HapacTea NPONOpLHOHAIHO Ha A03aTa Clefl NEPOopaIHo MPUITOXKEHNUE Ha
TepudayHoMun ot 7 go 14 mg.

OcobeHoCTH NPH CNEUHANTHY MPYNH NallHEHTH

Ilon u cmapuecxa gv3pacm
Unentuduuapann ca HAKONKO H3TOUYHKKA Ha NPUChIUA BapHabHIIHOCT NPH 3ApaBy Jikua U rpy nauneHTi ¢ MC

Bb3 ocHOBa Ha PopPK ananu3a: Be3pacr, TeJiecHO Terio, MoJ, paca U HKWBa Ha anOyMuH ¥ OUIKHpYOUH. Brnpeku
TOBA TAXHOTO BIUSAHUE OCTABA orpaHuueHo (£31%).

Yeproopobuo yapesicoane
JlexoTo M yMepeHOTO YepHOApoOHO yBpexaHe He NoBnusaBar papMakoKMHETHKATa Ha TepudityHoMu. Tlopanu

TOBa He Ce NPEABHX/Ia KOPHIMpPaHE Ha JI034Ta IIPH MALMEHTH € JIEKO U YMEPEHO YepHOAPOOHO yBpexiaHe.
Obaue TepUpAYHOMHU € IPOTUBOMNOKA3AH NPH NAlIMEHTH C TEXKO YePHOAPOOHO yBpexXAaHe (BX. TOUKH 4.2 H
4.3).

bvbpeuno yapescoane
Texkxoro 6EOpeyHO yBpexaHe He nopansBa papMakoKHHeTHKaTa Ha TeprdayHoMua. [lopaan ToBa He ce

[IpeABHXKJa KOPHI'HpaHe Ha 103aTa NPU NaLHEHTH C JIEKO, YMEPEHO U Tekko 6b0peyHo yBpexkaaHe.

Heouampuuna nonysayus

[lpy neauaTpHuHHU NAUMEHTU C TejecHO Terjo> 40 kg, JexyBaHu ¢ 14 mg BeaHbXK NHEBHO, EKCMO3HLMHUTE B
CTAllHOHAPHO CHCTOAHHUE Ca B I'paHMLNTE, HAONI0AaBaHU NPY BB3PACTHHU NaLMEHTH, JICKYBAHH CbC ChLLUATA CXeMa
Ha J03HPaHE,

[Tpu nejgnaTpH4HK NMaLHEHTH ¢ TenecHo Terno <40 kg, jseyeHneTro cbC 7 mg BEJHBX RHEBHO (Bb3 OCHOBA HA
OorpaHHvYeNd KJIMHUYRM JAHHH W CHMYNALMH) BOAM OO €KCIO3ULUH B CTAllMOHAPHO CbCTOAHHE B FpaHULIUTE,
HabOAaBAHU NIPH Bb3paCTHH NMALUUSHTH, JIEKYBAHH ¢ |4 mg BEIHDK JHEBHO.

HabnionaBaHuTe Hal-HUCKM KOHLHEHTPARUKY B CTALMOHAPHO CHCTOSHUE Ca B rofisiMa CTENEH BapHabUITHU MeXIY

HHAWBUIAHUTE, KAKTO CC Habnionasa MPpKn Be3pAaCTHH MALUHUCHTH C MC.

5.3 IIpexkannuqaHH AaHHH 32 6e3omacnoct

TOKCHYHOCT NPH MHOTOKPATHO NIpHJIAraHe

MHOrokpaTHOTC NEPOPaTHO NPHIOXKEeHUE Ha TEPHGMAYHOMU NTPH MULIKH, IITbXOBE H KY4ETa 332 CPOK CbOTBETHO
A0 3, 6 1 12 Mecella MOKa3Ba, Y€ rNIaBHHTE MPULENHA OPraHK 3a TOKCHYHOCT ¢a KOCTHHS MO3bK, TUMPOUAHMUTE
OpraHy, YCTHaTa KYXHHa/CTOMALIHO-YPEBHUSA TPAKT, pENPOAYKTHBHUTE OpraHd M naHkpeaca. Habnionasauu ca
CbLIO M JAHHH 33 OKCHAATHBEH ¢QeKT BbpXY YCpPBEHUTE KPBBHU KJICTKH. AHEMHATa, HaMaJIEHUAT Opo#
TPOMOOUMUTH U eeKTHTE BLPXY HMYHHATA CHCTEMA, BKIKOYUTENIHO JIEBKONECHHS, JUMGONEHUS W BTOPHYHH
UH(DEKUHH, ca OUnyY CBbp3aHH C ePEeKTHUTE BBPXY KOCTHHS MO3LK W/HIM numdouguure opraiu. [loseyero oT
e(eKTUTE OTpa3ABAT OCHOBHUS MEXAHW3bM Ha JeHCTBHE HAa ChbeAMHEHHMETO (MHxuOupaHe Ha Jensuure ce
knetku). ZKWBOTHHTE ca NO-YYBCTBUTEAHHU OT Xopara KbM (apMakONOrMHYHHUTE €(EeKTH H [1Opaju TOBa KbM
TOKCHYHOCTTA Ha TepHPIiyHOMHUA. B pe3ynTaT Ha TOBa, TOKCHYHOCT NPH XKHUBOTHH € YCTAHOBEHA N CHO3HULIHH,
eKBUBANICHTHN UM NO-HUCKU OT TEPANEBTUUHUTE HUBA IIPH XOpa.

23




['eHOTOKCHYHOCT U KAHIIEPOTeHEeH [IOTCHIIHAT

TepudnyHoMuzi He € MyTareHeH in vitro WId KIACTOrEHeH in vivo. KnacToreHHoCTTa, HaOaonaBaHa in vitro, ce
MpHeMa KaTo Henpak eQeKT, cpbp3aH ¢ aucbananca Ha HYKJICOTHAHUA Nyn, KOWTO € pesyartaT oOT
dapmakonioruyrus edext ot unxubupanero ta DHO-DH.

Bropoctenenuuat Metaboaut TFMA (4-tpuayopoMeruniaiaHut) € NPUYMHUI MyTareHHOCT ¥ KJ1aCTOM€HHOCT
in vitro, HO HeE In Vivo.

HsMa faHHM 3a KAHLEPOreHHOCT TIPH NbX0BE K MULIKM.

PGHQOQ YKTHBHAd TOKCUYHOCT

DepTHANTETHT He € OHJ1 3aCErHaT MpPH MIIbXOBE, BLIIPEKH HEXENAHUTE ePeKTH Ha TEPU(IIYHOMH BBPXY MBXKHUTE
PENpPOAYKTHBHH OpraHy, BKIIOUUTENHO HaManeH Opoll Ha cnepMaTosonaute. He e uMano seHIIHK Mangopmalnn

B TIOTOMCTBOTO Ha MB3KKH NIBX0BE, Ha KOMTO € GHN NPHNIOKEH TepUIyHOMHUA PEAH YH(PTOCBAHE C HETPETHPAHH
>KEHCKH nubxoBe. TepudnyHoMua e 6un eMOpHOTOKCHYEH M TEPAaTONEHEH IPH IUILXOBE M 3aillM NPH AO3H B

rPaHULMTE HA TEpaneBTHYHHS AMana3on npu xopa. HexenaHu edext BLpXy NOTOMCTBOTO ¢a HabmoaaBaHH U
Korato TepH(payHOMU] € pUIarad Ha OpeMeHHN XEHCKH IUTbXOBEe B NIEPHO/a Ha recTalus K nakrauus. [lpuema
ce, Ue PHCKDT OT MEAHMpPaHa OT MbXa TOKCUHHOCT 3a 3apojiMLia | (eTyca no BpeMe Ha TeYEHHE ¢ TepH(IyHOMHUN
e HUCbK. M3uncneHaTa [pH XKEHH IL1a3MeHa eKCII03HIHA, Ype3 CEMEHHATa TEHHOCT Ha JIeKYBaH NalHeHT OT MBXKH
o, ce ouakpa ja 6ui¢ 100 mbTH Mo-HUCKa OT TUIA3MEHATa eKCIo3ninA cica 14 mg nepopaneH TepubayHOMHIL.

IOBeHHUIHA TOKCUYHOCT

IOasenunry NIbXo8e, NOJAy4apalllyd [epopasto TepudnyHOMHI B MPOALIKEHUE Ha 7 ceAMHULIM OT OTOMBAHETO [0
HaCThIIBAHETO HA 10JI0Ba 3PAJOCT, HE NMOKA3BAT HeXelaHH eEKTH MO OTHOLIEHHE Ha pacTexa, PH3HYECKOTO HITH
HEBPOJIOTHYHOTO pa3BHTHE, O0YYEHMETO M MaMEeTTa, [ABHrarejiHaTa aKTHBHOCT, CEKCyajiHOTC pasBHUTHUE HIIH
dbepruautera. Hexenanute edexTH BKIIOYBAT aHEMHS, HAMalsABAHE HA JUMQPOHMIHHA OTIOBOP, A0303aBUCHMO
HaMa/gBaHe Ha T-KIeTbUHO 3aBUCUMMS AHTUTANO-OTIOBOP W CHJIHO HamalleHW KOHLeHTpauuu Ha IgM u IgG,
KOKWTO OOKKHOBEHO ChHBNAAAT ¢ HAONIOAEHUATA B [TPOYUYBAHUATA 32 TOKCUUHOCT NPH MHOMOKPATHO MPHAraHe npu
Bb3PACTHH MNIBLXOBE. YBennueHHeTo Ha B kneTkuTe, HabnoaaBaHO NPH FOBEHHIIHM TTBXOBE, He ce HaOnoAaBa
MPH BB3PACTHH TbXOBE. 3HAYHMOCTTA Ha Ta3y pasNuKa HE € U3BECTHA, HO € J0Ka3aHa MbJIHA 00PaTHMOCT, KaKTO
[IPH MOBEYETO JPYrH HaxoakH. [Topajid BUCOKATa YyBCTBHTENIHOCT Ha )KHBOTHHTE KbM TEPHPNYHOMHU, MNAJUTE
MIbxose ca GHIIM N3IOKEHH Ha NO-HUCKH HUBA OT TE3H TNPH AcUa U IOHOLIH [TPH MAaKCHMaJTHaTa NPenopbYHTEIHA
no3a npH xopa (MRHD).

6. CAPMAIIEBTHUYHHU JAHHHA
6.1 CnHuchbk Ha NOMOILHHTE BEIIeCTBA

Anpo ua tabaerkara
JlakT03a MOHOXMApAT
[lapeBHUYHO HHILECTE
XHAPOKCUTTPONHALIENYII03a
MUKpOKpUCTATTHA HEeNyNo3a
Harpues Huiecrel rnukonatr (Tun A)
CuannyeB AHOKCHA, KOJIoWaeH Be3BoieH
Maruesues creapar
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QOuUIMOBO MOKPHUTHE

XHIIpoMeno3a

Turanon auokcua (E171)

TpuanetTux

Tank

HUnpurokapmun anymMurues nak (E132)

6.2 HechbBMECTHMOCTH

Henpunoxumo.

6.3 Cpokx na rogHocT

3 roAMHH

6.4 ChnenuajHH yc/H0BHSA HA ChXPaHeHHE

To34 nexapcTBeH MPOAYKT HE H3MCKBA CIIELUANIHM YCIIOBUA HA CbXpaHEHHUE.

6.5 BuaucoaLpXKaHUE HA ONNAKOBKATA

Alw/Alu 6nucrepu w/umu PVC/PCTFE/Alu 6nuctepy B KapTOHEHa KYTHA, ChAbpxalua no 28 uiu 30 ¢puamMupatu
TabJeTKHU,

He BCMuKHM BUIOBE ONAKOBKH MOraT ga Objar nycHatd B npofaxba.

6.6 Crneumanny npeana3yd MepKH NPH H3XBhLDJIAHE

Heuznon3saHusaT JeKapcTBEH MPOAYKT HJIH OTIIAAbYHATE MATEPHAJIN OT HEro TpsdBa ja ce U3XBLPIIAT
B CbOTBETCTBHE C MECTHUTE U3UCKBAHMKA,

7. TIPUTEXATEJI HA PASPELHUEHUETO 3A YIIOTPEBA

GAPMAKOHC A]]

6yn.”l1eiio K. SIBopoB” Ned4, er.1,
Codus 1164

bunrapus

8. HOMEP(A) HA PASPELIEHUETO 3A YIIOTPEBA

Per. No: 20240076

9, JATA HA ITHPBO PAZPEHIABAHEMIOJHOBSABAHE HA PAZPEIIEHHETO 3A YIIOTPEBA

Harta Ha mbpBO paspewuasane: 25.03.2024
JaTa Ha focneHO NMOJAHOBSBAHE:!

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

02/2025
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