sy LR3I POF3
KPATKA XAPAKTEPUCTUKA HA HPOAYKTA — - -

FLI 35
1. VIME HA JIEKAPCTBEHUSI [IPOAYKT

Tepugpnynomun ®@apmacaiivie 14 mg puaMupanu TabneTku
Teriflunomide Pharmascience 14 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
Besika ¢punmupana tabnerka cpabpxka 14 mg tepudynomun (teriflunomide).

[TomMOIIIHO BeLIECTBO ¢ M3BECTHO JIEHCTBHE: BCsKa TabieTka chapprka 74,0 mg nakTo3a (KaTo MOHOXHpAT).

3a ITbJIHUSA CIMHUCHK HA MOMOILIHUTE BelleCTBa BUKTE Touka 6. 1.

3. JEKAPCTBEHA ®OPMA

@unmupana Tabnerka (Tabdaerka)

bnenocuHs 10 NacTeTHOCHHSA NMEeTOBrbIHA GUIMHpaHa TabneTka 7,3 mm, ¢ OTIEYaTaHO Ha eIHAaTa CTpaHa
O3HauyeHHue ,,14™ ¥ HULLO OT BBPXY Apyrara CTpaHa.

4. KIMHUYHU JAHHHA

4.1 TepaneBTHYHH NOKA3aAHUA

Tepudnynomun @apmacaifbHe € MOKa3aH 3a JieYeHHE Ha Bb3PACTHH MALMEHTH H neJHaTPUYHH MALKMEeHTH Ha
Bb3pacT Hajl 10 roquHH, ¢ MPUCTBITHO-PEMUTEHTHA MHOXKECTBEHA CKlepo3a (MOJIS, HarpaBeTe CIipaBKa ¢
Touka 5.1 3a BaxkHa MH(OPMAaLMA OTHOCHO MOMyYJ/IaLMATA, 32 KOSATO € YCTaHOBEHa eukacHocT).

4.2 JIo3HpOBKA H HAYHH HA NPHJIOKEHHE

Jleuenneto TpsabBa na ce 3ano4Ba U MPOBEKA M0 HAGTIOEHUETO Ha JIeKap C OIUT B JIEYEHHETO HA
MHOKECTBEHA CKJIepo3a.

Llo3upoBka

Bw3pacmuu
[1pu BB3pacTHuU, npenopbuMTENHaTa f03a TepudayHOMHI € 14 mg BeqHBXK AHEBHO.

[leouampuuna nonynayus (6v3pacm nao 10 200unu)
I1pu nexuaTpuynu nauuenTr (Ha Bb3pacT Haa 10 rofMHK), NpenopbYMTENTHATA 1033 3aBHCH OT TEJIECHOTO
TEerJo:

- [TeauaTtpuyHu NauMeHTH ¢ TenecHo Terio >40 kg: 14 mg BeAHBK JHEBHO.




- [lemuaTpuynn nauyeHTH ¢ TenecHo Tero <40 kg: 7 mg Bennnxk nuesHo. TepudmyHomu
QapmacaifbHe He € HaTHYeH KaTo TabeTka oT 7 m 8, 3aTOBA TpAORA f1a Ce U3MON3Ba APYr NEKAPCTBEH

NPORYKT Chabpxall 7 mg TePHPIYHOMH,

[enuaTpudnyn nauMeHTH, KOHTO AOCTUrHAT CTAGHITHO TETECHO Teryo Haa 40 kg TpaGea na npemuHar Ha 14
Mg BEAHBXK OHEBHO.

DHIMHpaHHTe TabNeTK! MOTaT Aa ce NPHEMAT ChC WIH 63 XpaHa.

Crieunanuu DOIMYJIa1HH

Honynayus 6 cmapuecxa ev3pacm
TepudryHomun Papmacaiisie Tpabea aa ce fipuiiara ¢ NOBHIICHO BHHMaHHe TIPY MALMEHTH Ha BB3pacT 65
FOJHHH U NOBEYE, NOPAIH HEAOCTATHYHO JaHHH 3a 6e30NacHOCT H e uKacHoCT.

bvbpeuno yepeocoane

He ¢ Heo6x0anMo kopurupane Ha 103aTa NPH NaLHEHTH ¢ JICKO, YMEPEHO HITH Texko 610peuno yspexnane,
KOUTO He NPOBEKAAT NHANH3A.

He e nipaBeHa oLenka npy maUMeHTH ¢ Texkko 6u6peyno YBpeKaaHe, KOHTO MPOBEXAAT QHANTH3A.
Tepudrynomun e nporusonokasas npu Tazu nomynauus (Bx. To4ka 4.3).

Yeprodpobro yepescoane
He e Heo6xonumo kopurupane Ha 103aTa NPH NalMEHTH C 1Ko H YMEpPEHO HepHOAPOOHO YBpexaaHe.
TeprgmyHoMHA € IPOTHBONOKA3aH NPH NAUKEHTH ¢ TEKKO UCPHOAPOOHO yBpexknaHe (BXK. Touka 4.3).

IHeouampuuna nonynayus (evspacm nod 10 200UHU)

besonacnocrra H edpukacHoCTTa Ha TEpHGIYHOMHA NPH Aela Ha Bb3pacT nog 10 roausu He ca YCTAHOBEHH.
Jluncear gaHHu.

Ha4yuH Ha npunoxxeHue

OUIMUPaHHTE TabNeTkH ca NpeaHa3HAYEeHH 32 nepopanto npunoxenue. Tabnerkure Tpabea Aa ce rearar
uesi ¢ Majiko Boaa. Tepudmynomun MapmacaifbHe MoXe na ce npueMa CbC UM 6e3 XpaHa.

4.3 IlpormBonoxasanus

CBpPBXUYYBCTBHTEIHOCT KBM AKTHBHOTO BCLICCTBO HIIH KBM HAKOE OT NOMOLIHHMTE BEILLECTRA, H30pPOCHH B
TOuKa 6.1,

[NaunenTu ¢ Texxo yepHoapo6HO yBpesaane (knac C 1o Child-Pugh).
BpeMeHHH JkeHH WU JKEHH C IETEPO/IEH MOTEHIHAN, KOHTO He NnpUaaraT HaneKaHa KOHTPALSIILUSA 110 BpeMe

Ha JICYEHHETO ¢ TePUQITYHOMMA H Clie]| HEro, JOKATO IU1a3MEHHTE HHBA Ca Haz 0,02 mg/l (Bx. Touxa 4.6).
Tpabsa na ce wskmoun SpemMenHocT NIPEAH 3ano4YBaHe Ha JIEUCHHETO (BXK. Touka 4.6).

Kspmauku (BXK. Touka 4.6).




ITatmeHTH Cbe 3HAYUMO HapyLIeHHe HA KOCTHOMO3bYHATA QYHKUHMA WIH 3HAYNMA aHEMUS, JICBKOTICHHH,
HEYTPONICHHA WIH TPOMOOLMTONEHMS.

[laineHTH © Texkka akTHBHAE HHDEKUHA 10 O3/paBABaHe (BkK. TOUKa 4.4),

IlaunenTH ¢ Texxka 6E6peyuna HCLOCTATHYHOCT, MOVIOKCHH HA AHANM3a, THH KaTO JIHNCBA NOCTATEYHO
KTMHHYCH OITHAT 3a Ta3H rpyria MauueHTH.

lanmenTn ¢ Texxka XHnonpoTenHeMus, HalIPUMED NPH HEPPOTHYEH CHHAPOM.

4.4 Cuoenunanns npenynpexaennsi m npeana3sHH MepKH NpH ynorpeta

Ilpocnenssane

IIpeou aevenuemo

[Ipenu 3anousaHe Ha neveHHeTO ¢ TePHQITYHOMUZ TPAOBA 12 Ce OLIEHST:

. KPBBHO HaJIAraHe

. /laHHH AMUHOTpaHC(epasa/cepyMHa IITyTaMar-IUpyBaT TPAHCAMUMHA3A (ALT/SGPT)

. IThJIHA KPbhBHA KapTHHA, BIIOYHTENHO AudiepeHImanuo 6poeHe Ha Genu KPBBHH KJIETKHU H Opoii Ha
TpoMOouHTHTE.

110 epeme na reuernuemo

Ilo Bpeme Ha neueHHeTO ¢ TEpHGITYHOMUA Tpa0Ba na ce npocensBar:;
. KPBBHO HaJISraHe

o [leproauuHo nposepasaue

. aNlaHHH aMHHOTpaHCdepasa/cepyMHa Iy TaMaT-HpyBaT TpaHCAMMHA3a (ALT/SGPT)
0  HepHompoGHuTe eH3MMK TPAOBA N1a Ce OLUEHABAT HAM-MAJIKO HA BCEKU YETHPH CCAMMLIH
Mpe3 NbPBHUTE 6 MeCeLa OT JISYEHHETO M PEIOBHO Cle/ TOBA.

O /[la ce oOMHCIH ROITBIHUTENHO NMPOCTEASBAHE, KOraTO Tepudnynomun @apmacaitbuc ce
HIpriara rpi NauMeHTH ¢ NPeaLIeCTBAllY YepPHOAPOCHH HapyIIeHH, HPHIAra e ¢ ApYry
NMOTCHIIHAIHO XETIATOTOKCHYHH JIEKAPCTBA, HH B 3aBHCHMOCT OT HAIHYMETO HA KIMHHIHH
MPU3HALK W CHMITOMH KaTo HEOOACHUMO rajeHe, MoBpPhILaHe, GoNKa B KopéeMa, ymopa,
aHOPEKCHA WIM XKBLIITEHHLIA WIWIH ThbMHA YpHHA. YepHonpo6HUTE eH3uMH TpsaOBa Oa ce
OLCHABAT HA BCCKH /IBE CCAMMLM NMpPe3 ITbPBHTE 6 MECella OT JICYUEHHETO H Hali-MAIKO Ha
BCEKH 8 CeIMULIM Clie]] TOBA, B IPOTEIKEHHE HA 2 FOTHHH OT HAYAIOTO Ha JICYECHHETO.

o Ilpu ALT/SGPT mexny 2 u 3 mbTH Han FOpHAaTa rpaHHLIa Ha HOPMATa, MPOCNEASBAHETO
Tpa0Ba Aa Ce U3BBPILBA €KECEAMHUHO.

. ITh/TH& KPBBHA KapTHHA TpA0Ba na ce H3cienBa cnopen KIHHHYHUTE NPHU3HALM H CUMITTOMH (Harp.
HHQEKLMH) 1O BpeMe Ha NEeYEHHETO.

ITpouenypa 3a yckopeno €JIMMHHHUDpAHE

Enumunnpanero Ha repudnyHomua ot ruasmara e 6asno. Bes NpoLeaypa 3a yCKOPEHO eTHMHHHUpPAaHE Ca
HeoOX0oaMMH cpenHo 8 Mecela 3a AOCTUraHE Ha MIA3MEHH koHUeHTpaumu oA 0,02 mg/l, Benpexu ye nopaau
HHIMBHTYa/THH pasiHiMA B KTHPBHCA Ha BELIECTBOTO, TOBA MOXE Ja OTHEME N0 2 FOIHHA. [Ipouenypara 3a
YCKOPCHO ElTMMHHHPaHE MOXE Jia C€ MIPHIIOXH TI0 BCAKO BPEME CJIE/ NPEYCTAHOBABAHE HA JICYEHHETO C
TepuayHOMHUL (BK. TOUKH 4.6 1 5.2 33 AeTaiiNK OTHOCHO MpoLIeypaTa).

YepHonpobuu edexTH




[1py natmeHTH, npueMainy TepaIyHOMHUI, ca HabMOAABaHH MOBHIIIEHHA HAa YePHOAPOBGHUTE EH3HMH (BX.
Touka 4.8). Tean MOBHINEHHA Ca HACTHITMIM INIABHO MPE3 ITBPBUTE 6 MeceLa OT JIEYEHHETO.

ITo Bpeme Ha NeyeHHETO ¢ TepHEITYHOMUA ca HabMONABAHM CITyYaH Ha JN€KAPCTBEHOMHAYLIHPAHO
4epHOAPOOHO yBpexnane (drug-induced liver injury — DILI), noHsxora xuBoTo3acTpamasamo. ITopeuero
cy4an Ha DILI ca pp3uuKHANH ¢ BpeMe JO HAYaN0TO HAKONKO CeMHLIHM MWIH HAKONKO Mecella el
3aTo4BaHe Ha JIEYCHUETO C TepHQIYHOMHA, HO DILI Moske na ce MosBH M NpH NPOLBIKMTENHA yTIoTpe6a.

PuckbT 32 nosuLIaBaHe Ha yepHOAPoGHUTE enzuMu u DILI npu TepudTyHOMHUE MOxKe Aa 6bAe MO-BHCOK pH
MalHeHTH € NPEAINECTBALO YePHOAPOOHO HApYLIEHHE, CBITHTCTBALLO JIEYSHHE C APYTH XEMaTOTOKCHYHH
JIEKAPCTBA W/HMH KOHCYMALIHs Ha 3HAYMTETHH KOJIHYECTBa anKoXoi. ITopany ToBa maudeHTHTe TpAOBa aa
OBJaT BHUMATEJHO MPOC/ICAABAHU 3a NPH3HALM H CHMNTOMH Ha YEPHOAPOGHO yBpexXIaHe.

Tepanuara ¢ TepudIyHOMHI Tpa6Ba 1a ce MPEyCTAHOBH M J1a ¢e OGMHCIIHU YCKOpeHa Mpoueaypa 3a
C/INMHHHDAHE, aKO HMa CbMHEHHE 33 YePHOAPOOHO yBpeKIaHe. AKO Ce NOTBBPAH NOBHILCHHE HA
4epHOAPOOHUTE eH3UMM (roBeue oT 3 mbTH Hag I'TH), TepanusaTa ¢ TepudIyHOMIL TpaOBa na ce
IpeyCTaHOBH.

B cyyait Ha npeycTtaHoBsBaHe Ha JIEYCHHETO TPAGBA I Ce IIPOBENIAT YEPHOAPOOHH M3CIIEABAHHS 0
HOpPMATM3HpaHe HA HUBATA Ha TPaHCAMUHA3HTE.

XHIIOIIPOTEHHEM U

Tsii kaTo TepHGITYHOMH Ce CBBP3BA BBB BUCOKA CTETICH C IU1a3MEHMTE GENIThUM U CTENeHTa Ha CBBp3BaHE
3aBHCH OT KOHUEHTPALMATA Ha allOyMUH, NPH MALMEHTH ¢ XMITONPOTEHHEMHA, HATIPUMEP NPH HePOTHYEH
CHHAPOM, C€ O4aKBa IU1a3MEHHUTe KOHLEHTPAIIHH Ha HECRbP3aHHA TEPH(MITYHOMH A ¢4 NOBHILCHH.
Tepugumyromun He Tps6Ba na ce nMpunara NpH NAUMEHTH B CHCTOSHHA HA TEXKA XHIIONPOTEHHEMUS.

KpbBHO HansiraHe

[lo Bpeme Ha neueHHe ¢ TepudITyHOMUA MO3Ke Aa HACTBIH NOBHILIABAHE HA KPBBHOTO HANATAHE (BXK. TO4YKa
4.8). KppBHOTO Hanarane Tpsabea Aa ce npoBepsABa NPeH 3aMOYBAHE HA JICYCHHETO C TepUPITYHOMUA H
NEPHOAMYHO Cre/l TOBA. 110BHIIEHOTO KPBBHO HajlsraHe TpA6Ba Aa ce NeKyBa Ho MOAXONAII HAYHH Tpen
3aM10YBaHE U NO BPEME Ha JICYEHHETO ¢ TePpHITYHOMHS.

HHbex1iun

3anoyBaHeTO Ha JIEYEHHE C TePHIYHOMHA TPAGBA Ja Ce OTIONH NPH MALMEHTH ¢ TEXKA aKTHBHA HHeEeKUMA
OO0 HIIEKYBAHETO H.

Ipx riane60-kKOHTPONHpaHH NPOYHBAHHA ¢ TEPHPIYHOMHUA He € Hab/I0aBaHO YBETHYABAHE HA CEPHO3HHUTE
MH(pEKUHH (BXK. Touka 4.8).

Crrysau Ha Xeprec BUpYCHH HH(EKLMH, BIJIIOMHTEIHO OpaseH Xeprec H XePIEC 30CTep ¢a ChoBIIaBaHH pH
TEPHPIYHOMHT (BX. TOUKa 4.8), HAKOH OT TAX Ca CEPHO3HH, BKIIOYHTETHO XePeTHYEH MEHHHTroeHUeDaNHT 1
XeprnecHa RuceMHHalud. Te Morar pa ce noABAT MO BCAKO BPEME B XOAa Ha JICUEHHETO.

IIpeneun uMyHOMOgynHpaIus edekT Ha TepUGIYHOMHJ, aKO MALMERTHT Pa3BHE CEPHO3HA HHpeKIHA,
TpaOBa Ja ce 0OMHCIH cnupaHe Ha neveHHeTo ¢ Tepudmynomun dapMacaiinie, a npeay Bb300HOBABAHE HA
TepanuATa Tpsi6Ba Aa ce OLEHAT OTHOBO MOJI3HTE H pHCKoBeTe. ITopany IBbIrHA NOTYKUBOT MOXKE /13 Ce
OOMHCIIH YCKOPEHO eNIMMHHHPAHE ¢ XONECTHPAMUH WIH BBITICH.

ITaupenrure, nomyyasamu TepudumyHomun dapMacaitbhe, Tpa6sa qa 6Gbaat HHCTPYKTHPAHH 14 YBEAOMSIBAT
JIeKapsl pH MOABA HA CHMITOMH Ha HH(pEKUHH. [aivenTHTe ¢ aKTHBHHE OCTPH HIIH XPOHHYIHH H
TpaAbBa Aa 3anoysaTt neyeHne ¢ TepudmyHnomun dapmacaiinHe, 1okaTo HHDEKUMUTE He 651




be3onacHocTTa Ha TepHGITYHOMM MPH MHOMBHAK C JIATEHTHA TyOepKyno3Ha HHGEKLMA He e YCTAHOBEHA, ThH
KaTo NMpH KNHHUYHATE H3MHUTBAHUA HE € U3BBPUIBAH CHCTEMATHYHO CKPUHHHT 3a Ty6epkyinoza. [TanueHTuTe ¢
MOJIONHTENCH PE3YIITAT NPH CKPHHHHT 3a TyOepKyiosa Tpabsa a2 6baaT neKyBaHu criopes CTaHJapTHATA
MeIHLIHHCKA MPAKTHKA NMpeaH TepariuaTa.

PecrnupaTopHH peakiiiu

HMa cpobiueHns 3a nHrepcTHUMANHa Genoapobha Gonect (MBB), KakTo U ciiy4aH Ha OenoapobHa
XHIEPTOHUS MPH JICUCHUE C TEPH(IYHOMMA 110 BpEME Ha MOCTMAPKETHHIOBATA yNoTpeba. PUCKET Moxe aa
Onae MoBHINEH NpH NalMEHTH ¢ aHaMHe3a 3a UBE.

Hbb Mosxe na ce mosBY OCTPO MO BCAKO BpeMe HA JIEYEHHETO ¢ Pa3IHYHA KITHHHYHA kapTHHa. UUBb Moxe na
6nae ¢ netanen uaxon. Hoea nosea win Biomasaxe Ha 6€10ApOGHHTE CHMITTOMH, KaTO HANIPUMEDP YITOPHTA
KallTHUa H THCMHESA, MOraT a CTaHAT NPHYHHA 32 NPEYCTAHOBABAHE HA JICYCHHUETO M 3a NOHATATHILUHH
W3C/IeABAHHUA NPH HYXKAA. AKO € HeOOXONHMMO CIIHpaHe Ha JIEKAPCTBEHHS NPONYKT, TpA6Ba fa ce 0OMHCAH
3all04BaHe HA MPOLeAYpa 3a YCKOPEHO eJIMMHHHpPAHE,

XeMaToNnoru4Hy eheKTH

HabnroaasaHo e cpenHO HaMaABaHe ¢ MO-MajKo OT 15% CNIpAMO H3XOAHOTO HHBO, 3aCATALIO Oposa Ha Genure
KPBBHH KJIETKH (BXK. Touka 4.8) Karo npeanasHa Mapka npeay 3anoypaHe Ha ICYEHHETO TpsaOBa na uma
CKOPOLIHO H3C/ICBAHE HA MbJIHA KPBBHA KAPTHHAE, BKIIIOUMTETHO AHdepeHimato GpoetHe Ha GeTuTe KPBHBHH
KJIETKH H Opoii TPOMGOLIMTH, KaKTO M H3C/IE/IBaHE HA ITBJIHA KPBBHA KapTHHA 110 BPeMe Ha JICUEHHETO pH
HEOOXOMHMOCT criope.] KIIHHUYHHTE NPU3HALK H CHMITTOMMU (HanpuMep HHQEKLHH).

Ilpy nanueHTH ¢ NpeaiLecTBalla aHEMHS, IEBKONIEHHS W/ IH TPOMOOLUTONEHHS, & CBILO U NpPH NAUUEHTH ¢
HapylieHa QYHKUMS Ha KOCTHMA MO3BK WIH IIPH TAKHBA C PHCK OT NOTHCKAHE HA KOCTHHA MO3BK, PDHCKBT OT
XeMAaTOJIOrHYHH HapyIlICHHA € N0-BUCOK. IIpn Bp3HHKBaHe Ha TakuBa edexTH TpaOBa na ce 06MUCTH
npoueaypata 3a yCKOPSHO eTMMHHHMpAHE (BK. IT0-rope) 3a HaMalisBaHe Ha IUTA3MEeHHTE HUBA Ha
TEpUQIYHOMHA. B ciTyuan Ha TeXKU XeMaTONOrMYHH PEAKLMH, BIUTIOYHTE/HO MAHLMTONEHHA,
Tepudmynomun PapmacafbHe H BCIKO CHITFTCTBALIO MHENTOCYTPECHBHO JICIEHHE TpabBa ga ce
MPEyCTAHOBAT U 112 & OOMHCITH MPHJIOKEHHETO Ha TPOLICAYPA 32 YCKOPEHO E/IMMHHHPAHE Ha TEPHBIYHOMH.

KOHH peakiym

CroOlueHH ca Cllyuan Ha CepHO3HH KOXHH PEaKLMH, IIOHAKOTA C eTAICH H3XO0H, BIIIOYHTENHO CHHAPOM Ha
Stevens-Johnson (SJS), Tokcuuna enuuepmanta Hekponusa (TEN) u nexapcTeeHa peakia ¢ CO3MHODHIHA H
cucreMHd cumnrom (Drug Reaction with Eoseinophilia and Systemic Symptoms, DRESS) nipu ynotpe6a Ha

TepUQITYHOMMUA,

AKO c¢ HaDMOARBAT KOXHH H/WIH JIHFABHYHH PeakinH (Y/ILePO3eH CTOMATHT), KOHTO NpeaIU3BHKBAT
CEMHCHHE 32 TCXKKH reHepalTH3HpaHH KOXKHH peakLH (CHHIpOM Ha Stevens-Johnson, TOKCHYHA enuaepMaHa
HEKposu3a - CHHIpoM Ha Lyell nnu nekapcraeHa peakima ¢ €03UHOQHIHS ¥ CHCTEMHH CHMITTOMH),
TepH(IYHOMH K BCAKO APYTO BE3MOXKHO CBBP3aHO C TE3H PEaKL{HH JISUEHHE TpAOBa Aa ce NpeyCTaHOBAT
He3a0aBHO 1a ce PUIIOXKH YCKOPEHa npoleaypa. B TakuBa clyuau npH NauHeHTHTE He TpaOBa Aa HMa
NOBTOPHA €KCIIO3ULIMSA Ha TEPHPIYHOMHA (BX. TOUKa 4.3).

IIpn ynotpeba Ha TepudTyHOMuUA ce cho0LIaBa 33 HOBA MOABA Ha NICOPHA3HC (BKITIOYHTENHO IyCTY/IO3¢H
TICOPHA3HC) M BNOLIABAHE Ha CBHLIECTBYBALI OT NPeaH ncopuasuc. Moxke Aa ce oBMHCITH npeKpaTaBaHe Ha
JICHCHHETO M 3ar104BaHe Ha NpONEAypa 3a YCKOPeHO eJTAMHHHpaHe, KaTo ce B3eMe MpeABHL 3¢ RANEY
NalMeHTa H MEIUIIUHCKATA aHAMHE3A.




[1pu maupenTy, nexysanu ¢ TepudiryHoMun DapmacaiibHe, € NOTCHLHANHO BE3MOXKHO 12 C€ MOABAT KOXKHMU
A3BH H 3a3pABABAHETO HA PaHUTE J1a € No-0aBHO. AKO HMa CEMHEHHE, Ye o0pa3syBaHa KOKHa A3Ba € CBhp3aHa
¢ nprema Ha TepudryHomua MapmacalfbHe, aKO KOXHHTE A3BH NEPCHCTHPAT BBIPEKH MOIXOAALIA TEPATIH
WITH aKO MMa BHCOK PHCK OT HapyLIE€HO 3a31PaBABAHE Ha PaHM Cle[| OoIepaLHs, OOMHCIIeTe [IpeyCTaHOBABAHE
Ha npreMa Ha TepudnyHomua PapmacaifbHe ¥ npwiaraxe Ha npoueaypa 3a YCKOpeHo eIMMUHHEPaHe Ha
IeKapCTBOTO. PellieHHeTo 3a BE30GHOBABAHE Ha MpHEMa Ha Tepudnaynomun ®apmacaitsuc Tpabsa aa ce
OCHOBABA Ha KIHHHYHA NPELICHKA OTHOCHO aeKBATHOTO 3a34paBABaHe Ha PaHH.

[lepucdepHa HeBponaTHs

I1pn nauMeHTH, NnpHeMailH TEPHGBITYHOMHUI, HMa CHOOMEHMT 33 CJydau Ha nepH¢pepHa HeBponaThs (BxK.
TO4ka 4.8). IToBeyeTo naumeHTH ca uMany noaoGpeHne crex NpEYCTaHOBABAHE HA JICUEHHETO C
TepuduyHomua. Obaue e UMao HPOKa BaPHaGHIHOCT B KpaHHH4 U3XO0J, HATIPHMED NPH HIKOH NaLMEHTH
HCBPONIATHATA € OT3BYHasIa, a [pH NPYTH MALHEHTH CHMITTOMHTE Ca NMEPCHCTHPATH. AKO MaLHEeHT, npHeMaln
TepudmyHomun ®apmacaiibic, pasBue NOTBLPACHA nepupepHa HeBponaThs, TpaGBa oa ce OGMHCTH
NMpeyCcTaHoBABaHE Ha TepanuaTa ¢ TepudayHomun PapmacaifbiC H H3BBpIIBAHE HA MpoLeaypa 38 YCKOPEHO
€THMHHHpaHE,

BakcuHaius

J1Be KIMHHYHH NPOYYBAHHA Ca NOKA3a/TH, Y€ BAKCHHALMUTE KbM HHAKTHBHPaH HEOAHTHIEH (ITBpBa
BaKCHHALIMA) WIH BEYe CPELIaH aHTHIeH (OBTOPHA eKCro3uiLis) ca fe30nacHH U edeKTHBHH N0 BpeMe Ha
JIeYeHHe ¢ TepHIYHOMU. YroTpebaTa Ha 5KMBH aTEHIOMPAHH BAKCHHH MOXE 12 HOCH PYICK OT HH(EKLIHH U
ClIeéAoBaTeIHO TpsAOBa Aa ce u3dAraa.

@!HW!H@CHBHH WJTH HMYHOMOOVJIHpaIy T€pANuu

T'bit kaTo TedIyHOMHA € H3XOMHOTO CheqUHEHHE Ha TePUIYHOMHA, HE Ce NPENopHYIBa CHITBTCTBAIO
MPHIOXKEHHE Ha TEPHQTYHOMUA H TePIyHOMHUA,

CBITBTCTBAINO NPUIOKEHHE C AHTHHEOITACTHYHH U HMYHOCYNIDECHBHH TEPAITHH, M3MON3BAHH 32 JICYSHHE Ha
MC, He ¢ ouensBaHo. [Tpoyusanus 3a Ge3onacHocT, PH KOHTO TEPHPITYHOMU € MPWIAraH CHITETCTBALLO C
HHTEPPEPOH OeTa MK ¢ rIIaATHPaMepOB aNETaT 32 CPOK JO enHa FOQINHA, HE Ca MOKA3aNH HAKAKBH KOHKPETHH
CBOOpakeHHs 3a 6e30MacHOCT, HO € HabmoJaBaHa MO-BHCOKA HYeCTOTA HA HEKENAHUTe PeaKiiMy B CpaBHEHHE C
MOHOTEpanusaTa ¢ TepudpayHoMua. JIbArocpouHaTa 6e30NacHOCT Ha Te3H KOMOHHALMH MPH JICYEHHETO HA
MHOXXECTBEHATA CKJIEpO3a He € YCTaHOBEHa.

IlpemunaBane kbM/wiu ot nevuenue ¢ Tepuditynomun Papmacaitbhe

Ha 6a3zara Ha KTHHHYHHTE JaHHH, CBBP3aHH CHC CHITBTCTBAILIOTO MPUNOKEHHE Ha TEPUGPIIYHOMHUI C
HHTEpPEPOH GeTa MK C rNIATHPAMEPOB ALIETAT, HE CE H3UCKBA NCPHOJI HA H3YAKBAHE MIPY 3aroYBaHe HA
TePHQITYHOMHA ciieny HHTepdepoH 6era WK FaTHpaMepoB aleTaT, WIH MpH 3al0YBaHeTO Ha HHTepdepoH
OeTa WK rNaTHpaMepoB aueTar ciel TepHGTYHOMMI.

Ilopaau aearus nomyuBoT Ha HaTANH3YMAa6 CAHOBPEMEHHA EKCMIO3HLIMA, H C/ICAOBATEHO HMYHHH e(EKTH,
MOraT /i3 HACTBIBAT [0 2-3 MeceLa Cle| PEYCTAHOBABAHE Ha HATaN3ymal, ako IIPHIOXKECHHETO HA
Tepudnyrnomun OapmacaifbHC € 3aMOYHANIO BeHATA. [lopany ToBa € HEOOXOAMMO MOBHIIEHO BHUMAHME pH
MPEMHHABAHC Ha NALMEHTHTE OT HaTtanusymab Ha Tepudaynomun Papmacaiinhc.

B3 0cHOBA Ha MOMYXKHUBOTA HA PHHTONMMOL, 38 H3YHCTBAHETO MY OT LIHPKyJaLlHATa € HeoOXOAuM NepHoa oT
6 ceaMuiu Ge3 nedeHue, a 3a BH3CTAHOBABAHE HA NUM(OLUTHTE B HOPMATHHTE UM ['DAHULH &5 XM




MepHoA oT 1 Ao 2 Mecena chea MpeycTaHOBABAHE HA JIEUEHHETO ¢ ¢uHromumos. 3anousaHero Ha
Tepugmynomun PapmacalisHe npes To3H nepHoa e UMa 3a Pe3YyJITAT CHITETCTBALLA €KCIIO3ULIMA Ha
¢unronumon. Tosa Moxe Aa OBEE 4O ANHTHBEH e(lexT BBPXY UMYHHATa CUCTEMA, NOpaaH KOETO Ce Halara
NOBHLICHO BHUMaHMe.

[1Ipx narmenTu ¢ MC menuaHara Ha ti2; € 6una npubanaurenso 19 nuu cnen MHOTOKP&THO NPHAOKEHUE HA
034 OT 14 mg. AKO ce B3eMe pellIeHHE 3a NPeyCTAHOBABAHEE HA JIEUEHHETO C Tepupmynomuy dapmacaitbhc,
pe3 NEpHOIA, paBEH Ha 5 MOJIY>KHBOTA (NPHBIH3UTENHO 3,5 Mecena, HO MOYKE U A € T10-ThJIbr [P HAKOU
MAUHEHTH), 32MI0YBAHETO HA APYTH TEPANMH LIE KMa 3a Pe3yaTaT ChbIOBTCTBALNA EKCIO3HLMA Ha
Tepu¢mynomun @apmacaiibie. Topa MOXe 1a JOBEIE 1O aNUTHBEH e(eKT BPXy HMyHHaTa CHCTEMA, IOPaTH
KOETO C€ HaJjlara rnoBHILIEHO BHUMAaHHe.

BiusHue BBpXy ONpEeAENAHETO HA HHBATA Ha HOHM3UPAH KanLuii

B13MOKHO € H3MepBaHETO HA HMBATA HA HOHH3HPAH KaJILMii Ja MoKaxe (alliHBO NOHWKEHH CTOMHOCTH IpH
JICYeHHE ¢ IepNyHOMHA W/ TepH(IYHOMHA (AKTHBHMAT MeTaGOIHT Ha neQIIYHOMHII) B 3aBUCHMOCT OT
BH/a Ha H3TIC/3BAHHA aHAM3aTOP Ha HOHH3UPaH KAl (Hanp. KPBBHO-TA30B AHATH3ATOD). [Topanu ToBa
MPH MaUMCHTHTE, JIEKYBAHH ¢ NEQIYHOMHA HITH TepHU(IYHOMH, € HeOBX0AUMO Ia ce NpoBEpHU
AOCTOBEPHOCTTA Ha H3MEPEHHTE NIOHIKEHH HUBA Ha HOHH3HpaH Kanumid. B ciy4ail Ha cbMHHTEHY
PE3YJITaTH C€ NPENopbYBa Na ¢e onpeaeny odmara KOHLEHTpalHs Ha alnbyMHUH-KOPHIHpaH KaIIHi B cepyMa.

[lennaTpudHa nomynaums

Hanxpeamum

B neaMaTpHYHOTO KIIHHHYHO H3ITMTBAaHE ¢a HaGTI0JaBaHu CTy4aH Ha NAHKPEATHT, MOHAKOra OCTHP, ApH
NaMEeHTH, NOTy4aBallH TEPHPIyHOMUA (BXK. TouKa 4.8). KNHHHYHKTE CUMITTOMH BKIIOUBAT KopeMHa 60ika,
razeHe H/vnu nospeilaxe. [Ipy Te3H NaLMeHTH cepyMHATa aMHIa3a M JIHIIA3a ¢4 GHIH OBHIICHH. Bpemero 3a
1osisa BapHpa OT HAKOJIKO MeceLia 10 TpH FoAHHH. [launenTuTe Tpabra na Gbaar MHpOpMApaHH 3a
XapaKTCpHUTE CHMNTOMH Ha naHkpeatHT. [Ipu ceMHeHHe 3a naHkpeaTuT TpabBa a ce H3cenBar
MaHKPEaCHATE CH3HMH H CBOTBETHHTE JIAOOPATOPHH MOKa3aTenu. AKO ce NOTBhPAM HATHYHE Ha NaHKPECATHT,
TepudyHOMUI TPAOBaA fa Ce NPEyCTaHOBH M 1a CE 3AMOYHE npouesypa 3a yCKOPEHO eNUMHHHpaHe (B,
TOYKA 5.2).

JlakTosa
To3u nekapcTBeH MPOAYKT CHABPKA JAKTO3a MOHOXHZIpAT. [laliueHTH ¢ peAKK HaCe CTBEHHK npobnaemMu Ha

Fa/lakTo3Ha HETIOHOCHMOCT, MBJICH JIAKTa3¢H ASHLIMT WM TTIOK030-TaIaKTO3Ha ManabcopGLUus He Tpsbea na
NPHEMAT TO3H JIEKAPCTBEH MPOMYKT.

Harpuii

ToBa nexapcTeO ChABpPka No-Manko ot 1 mmol Hatpwit (23 mg) Ha TabneTka, T.e. MPAKTHYECKH HE ChIbPKa
HATPHHA,

4.5 BaaumopeiicTBHe ¢ APYrH NeKapcTBeHH OPOXYKTH H APYrH GOpPMH HA B3aHMOAeHCTBHE

QapMakOKWHETHYHH B3aHMOIEHCTBHS HA APYTH BEIIECTBA C TEPUGITYHOMHN




Mownu unoyxmopu na yumoxpom P450 (CYP) u na mpancnopmepume

CBOBTCTBAIIOTO MHOTOKPATHO NPUNOKEeHHe Ha Jo3H (600 mg BeAHEXK AHEBHO B MPOABIDKEHME Ha 22 IHH)
pudamnuimH (nHaykTop Ha CYP2B6, 2C8, 2C9, 2C19, 3A), KaKTO H Ha HHIYKTOP Ha eIIyKCHHTE
TpaHcnoprepy P-riukonporenH [P-gp] v npoTerH Ha pe3auCTEHTHOCT Ha pax Ha repaara [BCRP], ¢
TepudayHoMuA (70 mg eAHHHHYHA J03a) € AOBEJO 40 HaManaBaHe NpHOnu3uTenHo ¢ 40% Ha eKCno3uuMATa
Ha TepudryHOMH, PHdaMnuUuUH ¥ APYrH U3BECTHH MOIIHH HHAYKTOpH Ha CYP M TpaHCIOpTEpUTE, KAaTo
Hanpumep kapbaMasenuH, Gpenobapburan, GeHUTOUH H XBJIT KAHTAPHOH, TPAOBA 4 ce MpHIAraT ¢ IMOBHLIEHO
BHHMaHHeE 10 BpeMe Ha JICYeHHETO ¢ TepHIYHOMH,

XonecmupaMun Rt aKkmueeH 8beieH

[IpenopbuBa ce MalHEHTHTE, NPHEMalLH TepUITyHOMMI, Aa He 6BAAT NeKYBaHH ¢ XOJECTHPAMHH HITH
AKTHBEH BBITICH, OCBCH aKO HE Ce HENIH YCKOPEHO ETMMHHHKpPaHE, Thi KaTo TOBa BOAM A0 GBP30 H 3HAYHMO
HaMa11BaHe Ha IU1a3MeHaTa KOHLUEeHTpaLsi. CMATa ce, Y& MeXaHH3MBT € CBbp3aH ¢ NPEKbCBaHE Ha
CHTEpOXeNaTalH!sA KPBroBpaT W/HWIM ¢ FaCTPOUHTECTHHAIHA JHATH3A Ha TepHGIyHOMHUL.

(DapMaKOKHHETHYHH B3aUMOJIEHCTBUS Ha TEPUDITYHOMMA ¢ AIPYTH BELIECTBA

Eghexm na mepugnyrnomuo evpxy cybcmpamu na CYP2C8: penazaurud

Hanuue e noeumasaxe Ha cperraTta Cuax 1 AUC Ha penarmuuua (cxoTBeTHO ¢ 1,7 M ¢ 2,4 mbTH) cren
MHOTIOKpaTHO NMPHJIOXKEHHE Ha TEPUPIYHOMUJL, KOETO NMOKa3Bea, e TepudayHoMuy e mHxuouTop Ha CYP2C8
in vivo. Ilopanu ToBa € He0GX0AMMO MOBHILICHO BHHMAaHHE TIpH ynoTpeba Ha JIEKApCTBEHH MPOAYKTH, KOHTO
ce MeTabonuaupat ot CYP2C8, kaTo HanpuMep penarnvHuA, NAKIHTAKCE)T, MTHOTTMTA30H HIH PO3HITIUTA30H,
[0 BpeME Ha NIEYEHHE C TePHPITYHOMHU,.

Egexm na mepupnynomuo evpxy nepopannu xonmpayenmueu: 0,03 mg emununecmpaduon u 0,15 mg
NleGOHOpecmpen

Hanuue e nosvuasane Ha cpearaTa Cpax H# AUCo.24 Ha eTHHUNEeCTpaayon (croteeTHO 1,58 u 1,54 meTH) ¥ Ha
Cmax 1 AUCo.24 Ha neponoprectpen (coTBeTHO 1,33 ¥ 1,41 mbTH) Ciell MHOFOKPATHO MPHIOKEHHE Ha
TepH(ITyHOMH]I. BENpekH Ye He ce OuakBa TOBa B3aMMOAEHCTBHE Ha TepHIYHOMHU 1a HMa HEOIATOTTPHATHO
BITHAHHE BBPXY €DHKACHOCTTA Ha NIEpOpaIHITE KOHTPaLeNITHBH, TOBA TpA0BA Aa e MMa NpeaBHA NMpu ui3bopa
M aJJaNTHPaHEeTO Ha JIEYEHHETO ¢ MEPOPATTHHA KOHTPAUENTHBH, KOUTO C€ H3ITON3BAT B KOMOHHALHS C

TePHPIYHOMH.

Ecpexm na mepugpnynomuo evpxy cybempamu na CYPIA2: xogheun

MHOrOKpaTHO NMPHIOXKEHH K03H TEPUENTYHOMHA RaManaBaT cpeaHata Cmax M AUC Ha kodeuna (cyGerpar Ha
CYP1A2) cvorBetHO ¢ 18% 1 55%, KoeTo npeanonara, 4e TepuIyHOMHI MOXKe Ja € a6 HHAYKTOp Ha
CYP1A2 in vivo. [lopanu ToBa NeKkapCTBEHH NPOLYKTH, KOUTO ce MetaGomusupat ot CYP1A2 (kato
HarpuMep JyJIOKCETHH, aJIOCETPOH, TeODHIHH U TH3aHUAMH), TpAOBA Ja ce H3II0/A3BaT BHUMATEIHO 10 BpeMe
Ha JIEYCHHETO C TepuITyHOMM, Thi KaTo TOBa 6M MOIJIO Ja foBee A0 HaManfaBaHe Ha e)HKACHOCTTA HA
T€3H JICKAPCTBEHH MPOAYKTH.

Egexm na mepugnynomud evpxy sapgapun

MHOroKpaTHOTO MPUIOKEHHE Ha R03H TepHPIYHOMH/ HE € UMaNo eQeKT BbpXy (PapMAKOKHHETHKATA HA
Seap¢apHH, KOETO NOKa3Ba, Ye TepHAIYHOMHU HE € HHTO MHXHOHTOpP, HUTO HHAYKTOp Ha CYP2C9.
HabmionaeaHo € obaye HamaneHue ¢ 25% Ha NHKOBHTE CTOWHOCTH HA MEXIYHAPOAHOTO HOPMATH3UPAHO
cpoTHOLIEHHE (INR) npH ceIrbTeTBaLIO NpHTIOKEHHe HA TepU(IYHOMUA U BapdhapHH B CpaBHEHHE C
CaMOCTOATENHOTO NMpHTOXKeHHe Ha BapgapHH. Ilopaan ToBa MpH CHITETCTBAIIO NPHIOXKEHHE HA BapdhapHH ¢
TePH(ITYHOMH] C€ NMpenopbYBa BHUMATETHO NpoceaaBaHe H MOHUTHpaHe Ha INR.




Eghexm na mepugnynomud evpxy cybcmpamu na mpancnopmepa na opzanuynu anuonu 3 (OAT3): Hannue e
MOBHIIABAHE Ha cpeaHaTa Cuax U AUC Ha nedaknop (cvotBetHO ¢ 1,43 1 ¢ 1,54 nBTH) clieg MHOTOKPAaTHO
NMpHIOKEHUEe Ha TepudIyHOMHI, KOSTO npeanosnara, ye repudryHoMus e uaxuburop Ha OAT3 in vivo.
ITopaau TOBa ce npenopbUBa MOBHINCHO BHUMAHHE, KOraTO TePHOITYHOMMJ Ce MpUIara eTHOBPEMEHHO ChC
cybcrpatn Ha OAT3, kato HanpuMep Ledaknop, NeHHUKUIHH G, UHNPOodNOKCAMH, HHAOMETALHH,
keTonpodeH, PyposzeMu, LHMETHIHH, METOTPEKCAT, 3HI0OBY OHH.

Eghexm na mepugpnyrnomuo evpxy cybcmpamu na BCRP u/unu cybempamu na nonunenmudu Bl u B3,
mpancnopmupawyu opzaruynu axuonu (OATPIBI/B3);

Hannue e nopuinasane Ha cpeaHata Cmax H AUC Ha po3yBacTaTHH (CBOTBETHO 2,65 M 2,51 meTH) crien
MHOI'OKpPaTHO MPWIOKEeHHEe Ha J034 TepudryHoMH . ToBa NOBUINIABAHE HA TU1a3MEeHATa eKCITO3HIIMA Ha
pO3yBacTaTHH, oDaue, HE € OKa3aJio ABHO BIIMAHHE BLPXY akrnsHoCTTa Ha HMG-COA peayxrasara.
[IpenopruBa ce HamansaBaHe ¢ 50% Ha H03aTa Ha pO3YBACTATHH INPH CHABTCTBALIOTO MY MPHIIOKEHHE C
tepuduryHomu. [Ipu ocrananure cyberpatu Ha BCRP (Hanp. MeToTpekcar, TonorekaH, cyndacaiasuH,
JayHOpPYOHIHH, JOKCOpYOHIIUH) H ceMelcTBOoTO HA OATP, ocobeno mrxuburopure Ha HMG-Co penykrazara
(HaIp. CHMBACTaTHH, ATOPBACTATHH, PABAaCTATHH, METOTPEKCAT, HATEITHHMA, penarjiMH1, pHaMITHIHH ),
NPH CHITETCTBALILO MPWIOKEHHE C TEPUPIYHOMHA € HEOOXOAHMMO NOBHIICHO BHHMaHHKe. [lauueHTrre Tpadea
Ja ce MpoceAABaT BHHMATEHO 33 NPH3HALUY U CHMIITOMH Ha IIPEKOMEPHA €KCIO3UIIMA Ha Te3H JIEKAPCTBEHH
NPOAYKTH U Aa ce OOMUCITH HaMAaNABaHEe Ha TAXHATA A034.

4.6 @epTuiauTeT, )PpEeMEHHOCT H KbPMEHE

ITpuitoxeHue NpH MBXKE

[Ipuema ce, 4€ pHCKBT OT MeAHHpPaHa OT Mbxka eMOpUodeTaIHA TOKCUYHOCT 110 BpEeME Ha JICYEHHE ¢
TepuPIyHOMU] € HUCHK (BXK. TOYKa 5.3).

bpeMeHHOCT

HMa orpaHuueHH JaHHH OT ynotpebara Ha TepuyHOMH pH OpeMeHHH >keHH. IIpoyuBaHuaTa npu
KMBOTHH MOKa3BaT PENpPOXyKTHBHA TOKCHYHOCT (BX. TOUKa 5.3).

TepudnyHoMun Moxe fa MpeAU3BHKA CEPHO3HHM BpOAEHH AedeKTH, KOTaTo ce MpUaara 1o BpeMe Ha
OpemeHHOCT. TepuuryHOMHA € NPOTHBOMOKA3aH 110 BpeMe Ha OpeMeHHOCT (BXK. TOuka 4.3).

X eHure ¢ AeTeponeH NOTEHUHAN TPAOBA Ja H3MOI3BaT e()eKTHBHA KOHTpALIESNIHA IO BpeMe Ha JIeYEHHETO H
clen JIEYeHHEeTO, A0KATO NNasMeHaTa KoHUeHTpauus Ha tepudutyHoMua ¢ Hag 0,02 mg/l. [1pe3 To3u nepuon
KeHHTe TpAORa fa 06CHAAT C JIeKyBalWs JIeKap BCHUKH CBOH HAMEPEHHS [Ia CTIPAT HIIH Ja MPOMEHAT
KOHTpauenuuara. /{enara oT xKEHCKH ITOJT W/WIH pOAUTEHTE/TIoNaraliuTe rprKH 3a Jena OT XKEHCKH I10JT
TpsAOBa Oa 6vaaT HHPOpMHpPaHH 3a HEOOXOAMMOCTTA Aa CE CBBPIKAT C JICKYBALIMA JICKAD, CJIEA KATO AETETO OT
AKeHCKH 1o Ha teveHHe Ha AUBAGIO nonyus menctpyaunsa. HeobxoauMmo e fna ce nmpoBesie KOHCYNTALMA Ha
HOBHTE MALHEHTH C AETEPOACH NMOTEHLHA OTHOCHO KOHTpALETILMATA H ITOTSHIHAIHUA PHUCK 3a IUI0AA,
Tpabea z1a ce oOMHUCIIH HacOYBaHE KBM I'HHEKOJIOT.

[lauuenture TpaOBa 1a 6bAAT HHCTPYKTHpPAHH Aa npeycTaHOBAT TepudmyHomua QapmacaifbHe M He3abaBHO
[a YBEOOMAT JieKapA C el H3BhPIIBaHe Ha TECT 3a OpeMEHHOCT, aKO HMa HAKaKBO 3abaBsHe Ha
MEHCTpYaUysTa WM ApyTrd NPHYMHH JIa Ce MOA03Hpa OpeMEeHHOCT, KaTo NPH NMONOKHTENEeH pe3ynTaT oT
M3CJIE[IBAHETO JIEKAPAT ¥ NaLMeHThT TpsAOBa na odchaar prcka 3a 6pemenHocTTa. BH3MOXKHO € OBp30TO
HaMaJIsBaHE HA HHBOTO HA TEPHQPITYHOMH] B KPBBTA, Ype3 NMpHlaraHe Ha OlMCaHaTa mo-aoIy Npoueaypa 3a
YCKOPEHO EJIMMUHHPaHE, NPH MhPBOTO 3aKbCHEHWE HA MEHCTpYallAaATa, Ja AOBEAE A0 HAMAIIBAHE HA PHCKA

3a eTyca.




IIpu xeHH Ha JiedeHHe ¢ TEpHGITYHOMHU, KOUTO XKEeNasT Aa 3a0peMeHeT, NPIIOKEHHETO Ha JIeKapCTBeHHA
NpoOyKT TpAOBa aa 6bae CpAHO KaTO CE Npenopbhysa U MpoLeaypa 3a YCKOPEHO eJTMMUHHPAaHE, ¢ LIET 110-
OBp30 aocTHraHe Ha KonuentTpanms noa 0,02 mg/l (Bwkre no-gomy).

AKO He C€ NMPIWIOXKH NpoLeaypa 3a YCKOPEHO €THMHHHpPAHE, MOXKe [1a Ce 0YaKBa IUTa3MEHOTO HUBO Ha
TepudayHOoMHA ga octaHe Hag 0,02 mg/l B npoas/pkeHUe Ha cpeAHO 8 Mecella, HO NPH HAKOH MallieHTH €
BB3MOXKHO A2 ca HeoOX0aMMH 0 2 FrOXWHH 34 JOCTHTaHE Ha ruiasMeHa koHueHTpalus nox 0,02 mg/l. [lopanu
TOBA [UIA3MEHATAa KOHLEHTpaLdd Ha TepHPAYHOMHUA TpAOBa Aa ce U3MEPH, NPEAH XKEHATa J1a NpaBy OIUTH 3a
3abpemeHaBaHe, Criell KaTo ce€ YCTAHOBH, Y€ IUIa3MeHaTa KOHLUEHTpauusa Ha TepudinyHomus e noa 0,02 mg/l,
TpAOGBa Ja ¢ W3BBPILUM NOBTOPHO U3MEPBAHE HA IUIA3MEHATa KOHLUECHTPALUsA Clied HHTEpBal OT MUHHUMYM 14
IHH. AKO ¥ [BeTe IU1a3MeHH KOHLeHTpauu ca noA 0,02 mg/l, He ce ouakea puck 3a ¢eryca.

3a JorrbAHNTENHA HHPOpMALIHI OTHOCHO M3CIIEABAHETO HA MPOOH, MO, CBBPXKETE Ce ¢ MPUTEXKATENS Ha
pa3peleHHETO 3a ynoTpeda WiIH ¢ HEroBHA JIOKANEH IpeACTaBUTEN (BXK. TOYKA 7).

Ilpoyedypa 3a ycxopeHo enumMurupane

Cnen npeycTaHOBABAHE Ha JICYCHHETO C TEPUDITYHOMUL:

. ApHiIara ¢e XonecTHpaMHH 8 g mo 3 mbTH AHEBHO 3a nepuoa ot 11 auu. B cioyyaii 4e XonectupamuH 8 g
TPH TBTH JIHEBHO HE ce NMoHaca aodpe, MOXKe J1a e IMPHJIOKH XONECTUpaMMH 4 g TPH ITbTH AHEBHO;
’ aITEpPHATHBHO ce npunara 50 g akTMBeH BBITIEH Ha Mpax Ha BcekH 12 vaca B npogb/pkeHUe Ha 11 qHu.

Cnen BCAka OT ABETE aITEPHATHBHH MPOLEAYPH 38 YCKOPEeHO eJIMMUHHpaHe ofaye ce H3HUCKBa H
BepHULMpAHEe Ype3 2 OTOCTHH TECTA NMpe3 UHTEPBaJl OT Hai-Manko 14 AHM, K&KTO H NEPHOA Ha H3YaKBaHe OT
eVH 1 NOJIOBWHA Mecelia MEXTy ITEPBATa N0sABa Ha IUia3MeHa KoHueHTpauma noza 0,02 mg/l u ormoxaanero.
KakTo xonecTHpaMHH, TAKa U AKTHBHHUAT BBLIVICH Ha [TPax, MOTaT Jla OBJUAAT BEpPXY adbcopOLmATa Ha
€CTPOreHHTE H NMPOreCTOTEHHTE O CTEMEH, Y€ Ja HE MOXKE Ja ¢ rapaHTHpa HafeKAHa KOHTpaLENUHA C
NnepopajiHY KOHTPALSNTUBH B [IEPHOA HA POLEAYPATA 38 YCKOPEHO €JTUMHHHpPAHE ¢ XOJIECTUPAMHH HITH
aKTHBCH BBIICH Ha npax. [Ipenopnusa ce NMpuwiokKeHHe Ha aITepHATHBHH METOAH 38 KOHTpaLCNLU.

KBpMeHe

IIpoyuBaHus NMPpH XKHBOTHH MOKA3BAT €KCKpELMA Ha TepHAIYHOMHI B MIIAKOTO. TepudryHOMHA €
NPOTHBOIIOKA3aH M0 BpeMe Ha KbpMeHe (BXK. Touka 4.3).

DepTHIHTET

J[aHHHTE OT MPOYUBAHUA NPH XKHUBOTHH HE NOKa3BaT e(eKT BhpXy deprunureTa (BXK. ToUKa 5.3). Burpeku ue
JIMNCBAT AAHHH NPH XOpa, He ¢ OuakBa edexT BbpXy PepTHUINTETA IIPH MEXKE H JKCHH.

4,7 EdexTn BupXy cnocobHocTTa 33 WodHpane H pabora ¢ MAIIHHH

Tepudnynomua dapmacalisHe He TORTHSABA HITH MOBHABA NMpeHeOpesxuMo CriocoOHOCTTA 33 IodHpPaHe U
paboTra ¢ MaluMHHA. B ciiyva¥i Ha HeXxenaHH peakLHH, KaTo HanpuMep 3aMaiiBaHe, KOEeTO ce chobInaBa nmpH
nedIyHOMHA, H3XOAHOTO BELLECTBO, MOXKE Ja € HapyllieHa cnocoOHOCTTa Ha NMAUHEHTHTE 34 KOHLICHTpaLua U
alieKBaTHa peakuud. B TakuBa ciryyan nailHeHTHTE TpAORa Aia ce BE3AbLPAKAT OT odHpaHe U pabora ¢
MAaLIHHH,

4.8 HexenaHH JeKapCTBEHH peaKIHH
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O600611eH e Ha nTpoduia 3a Oe30MacHOCT

Haii-uecTo cho01aBaHuTe HEXKEaHHU PeaKLMK NpH JeKyBaHuTe ¢ TepuduiyHoMu (7 mg v 14 mg) nauueHTy
ca: rnasodosue (17,8%, 15,7%), nuapus (13,1%, 13,6%), nosumen ALT (13%, 15%), ranene (8%, 10,7%) u
anoneums (9,8%, 13,5%). Hai-0610 rnaBobonue, nuapus, rageHe u ajioneuus, ca JIEKH 10 YMEPEHH,
MPEXONHH U PAAKO Ca BOAUJIM A0 NpeKpaTsiBaHe Ha JIEYEHHETO.

TepudayHomua € OCHOBHUAT MeTabonuT Ha nedaynHomun. [1pobunsT Ha 6e3onacHocT Ha aedIyHOMU NPH

MaLMEHTH, CTPaJAlLlH OT PEBMATOHUIEH apTPHUT HJIH NICOPHATHYEH aAPTPUT, MOXeE J1a € CbOTHOCHM TNPH
npeAnucBaHe Ha TepUQPyHOMH Ha nauueHTH ¢ MC.

TabnuyeH CnMChK HAa HEXKeJTaHUTE peaKLUu

TepudayHomua e uscneasad npu o6u1o 2 267 naumeHTH ¢ ekcnosuuus Ha TepudayHomua (1 155 Ha
TepupyHomun 7 mg v 1 112 Ha repudiyHomun 14 mg) BeiHbK AHEBHO NPH MeMAHA HA TIPOABLIDKUTEHOCT
OK0J10 672 nHHU B yeTHpH nnauedo-koHTponupaHu npoyusanud (1 045 1 1 002 naumMeHTH ChbOTBETHO Ha
TepudayHomu 7 mg v 14 mg) U eAHO NpoyuBaHe C aKTUBEH cpaBHUTENeH NpoayKT (110 naumMeHTH BbLB Beska
OT IpyIMMTe Ha JIeYeHHE C TEPU(DJYHOMH1) IPH Bb3PACTHH NAaLMEHTH ¢ npucTbiHU hopmu Ha MC (npHcTbHA
MHOXKeCTBEeHa ckiepo3a, [IMC).

[To-pony ca u30poeHH HexeaHUTE peakLMH, ChOOIIEHH NPH TepUIYHOMHA B IU1aLEe60-KOHTPOJHMPaHH
MpOy4YBaHUS NMPH Bb3PAaCTHH NALMEHTH, JOKJIA/IBaHU 3a TepudayHoMUa 7 mg unu 14 mg oT KIHHUYHH
MpOy4BaHHs NPH Bb3PACTHH MALMEHTH. YeCTOTHTE ca 1eDUHUPAHU Ype3 NMpUIaraHe Ha C/ieIHaTa KOHBEHLIHA:
MHOro 4ectu (=1/10), yectu (=1/100 go <1/10), Heuectu (>1/1 000 no <1/100), peaxu (>1/10 000 mo <1/1
000), mHoro pexaku (<1/10 000) 1 ¢ Hen3BecTHa YecToTa (OT HAIMYHHUTE JAHHH HE MOXKe /1a 6b/1e HanpaBeHa
OLEHKa). BbB BCsAKa rpymna no yecrora He)KenaHUTe peaklMu ca NPeACTaBEeHH B HU3XOMALL Pe/l N0 OTHOLUEHHE

Hd TAXHATa CEPHO3HOCT.

CJIACOBE

HUudekuuu u ['pun, Mudexums Texku undexumn,
UH(ecTaluu Ha TOPHHUTE BKJIFOYUTETHO
JHXaTeJIHH cerncuc?

NbTHULLA,
HUudekinsa Ha
MUKOYHHUTE
nbTHLLA bpOHXMT,
CHHY3HT,
®apuHrur, Lluctur,
BupyceHn
racTPOEHTEPHT,
XepIliec BUpYCHH
HHpeKLMH®,

3b0Ha nH}peKLms,
JlapuHrur,

Tinea pedis

Hapyienus Ha Heytponenus® Jlexa
KpbBTa U TUM(pHaTa AHeMus TPOMOOLIMTONEHUS

cUcTeMa (TpoMOOLIMTH
<100G/l)
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Hapywenus Ha Jlexu anepruvyHu Peakuivu Ha
MMYHHATa CHCTEMA peakuH CBPBXYYBCTBH
TENHOCT (OoT 6Bp3
HIIHY OT
3a0aBeH THII),
BKJTFOUHTEITHO
aHAPWITAKCHA H
aHrHoezneM
Hapyiiennsa Ha Jducnununemus
Merabonusma u
XPaHEHETO
[Ieuxuynu TpeBoxHOCT
HapyIIeHHR
— = |
Hapymenns Ha ['naBobonne | INapectesus Xunepecresus,
HEPBHATA CHCTEMa Hiuac, Hespanrus,
CHHApOM Ha Ilepudepna
KapMaJHUA TYHE HEBPOMNATHA
Copaeunn Hannwranmu
HapyllueHHs
CBI0BH HapylueHUs XuneproHusa®
PecniuparopHn, HuTepeTHMan benoapobna
rPbOHH H Ha XHIIEPTOHHA
MEIHACTUHATHH oenonpobHa
HapylIeHHs ~ _ Gonecr ~ -
CroMamHo-upeBHr | Juapus, [Tanxpeatnt® Bonka B | CroMatwr,
HapyIlleHUA I"anene ropHara yact Ha kopeMa | Komnur
IloBprinane,
30060
XenarobunuapHu [Mosumena | IToBHweHa OcTp JlekapcTBeHOMHOY
HapyLIEHHS ATTAHHH raMariyTaMuiTpatcdepa Xemna LIMPAHO
amuHoTpanc | 3a (GGT), THT YepHOAPOOHO
¢;epa33_ [loBwineHa acriapTar YBpexXJAaHe (DILI)
(ALT)S aMHHOTpaHcdepa3a®
Hapywenus Ha Anoneuus OO6puB, Akne Hapyurenua
KOXaTa H Ha HOKTHTE,
NOAKOXHATA THKaH ICopHasuc
(BKTIOYHTENHO
ITyCTYA03€eH )™

Texku koXxHH
peakiuu®
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Hapyienus Ha MyCcKyIHO-CKeJIeTHa

MYCKYJHOCKE/IETHATA Gonka,

CHCTEMA H Muanrus,
ChEAUHUTETHATA ApTpanrus
TBKaH |
Hapymenus Ha [Tonakuypus
6u6peuuTe H

MUKOYHHTE ITHTHILA

Hapyuenus Ha MeHoparus
BBL3NPOH3BOAUTENHA

Ta CHCTEMA H

rspaara

O61H HapylieHus H bonka, Acrenus

e(eKTH Ha MACTOTO
Ha MPUIOKEHHE

H3cnensaHus HaMmanasane Ha Ternoro,
Hamanen Opoii
HeyTpodrn®, Hamanen
6poii Genu
KPBBHH KJIETKH®,
[loBuileHa
KpeatuHpocpoKHHA3a B
KPbBTa
HapansaBanus, [Tocr-
OTPaBSHHA H TPaBMATHYHA
YCIOXKHEHH, Gonka
BB3HHKHAJIH B
pE3yJITaT Ha
WHTCPBEHIHH

" MOJI, BIOKTE NIOAPOGHOTO onucanue ° BIDKTe Touka 4.4 B: 4eCTOTaTA MPH AeLa € “yecTH” Ha 6azara
Ha KOHTPONTMPaHO KIMHHYHO NIPOYYBaHe NPH NEAHATPHYHM NALMEHTH; YeCTOTATA € “HeYecTH” MpH
BB3PACTHH

Onucanue Ha M30paHM HEeXeNaHu DEAKLIHH

Anoneyun

Anoneuusara ce cpo0LaBa KaTo H3ThbHABAHE HAa KOCATA, HaMaJIcHa IUTbTHOCT Ha KocaTa, koconaa, CBLp3aH
WJIH HE C MPOMsAHA B CTPYKTYpaTa Ha KockMa, ipH 13,9% OT mauneHTuTe, nekyBaHu ¢ 14 mg
TEPHPIYHOMHUA, Cnpamo 5,1% oT nauueHTuTe, Nekysary ¢ nianeto. [ToBeueto cirydau ca OMHCAHH KaTo
ANQY3HH WIH reHepaTH3Upaky 110 Lens ckann (6e3 choOWEeHHS 33 TBJIHO OIUIELIUBABAHE) H Haif-4ecTo ca
HAaCTBNBAJH NPE3 MLPBHTE 6 Mecela, KaTo ca OT3By4anu npu 121 ot 139 (87,1%) ot naunenTwTe, eKyBaHy
¢ TepudayHomMua 14 mg. [NpexrcBaHe Ha JIeUeHHETO NOPARH AJIOTIELMA € HACTBITHIO npH 1,3% ot
TALMEHTHTE B rpynata Ha TepugyHomMun 14 mg B cpasHenne ¢ 0,1% B nnaue6o-rpymnara.

Epexmu evpxy vepnus opob
B nnane6o-koHTponMpaHi npoyYBaHus NP BE3PACTHH MALMEHTH € YCTAHOBEHO:
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SE—

ITopumasane Ha ALT (cnopen 1abopaTopeu JaHHH) CHPAMO H3X0AHOTO HHBO - [lonyaanus 3a
OezomacHOCT HpH MIaneb0-KOHTPOTHPAHH NPOYUBAHHSA

- N T " q

naauxebo Tepudpaynomuq 14 mg
(N=997) (N=1002)
>3 ITH 66/994 (6.6%) 80/999 (8.0%)
>5ITH 37/994 (3.7%) 31/999 (3.1%)
>10ITH 16/994 (1.6%) 9/999 (0.9%)
>20ITH 4/994 (0.4%) 3/999 (0.3%)
ALT>3ITHu O6wbmwu >2 ITH 5/994 (0.5%) 3/999 (0.3%)

JIexn nopuieHns Ha TpaHcamunasure, ALT moa wnu paBHo Ha 3 meTH I TH, ca HaGinionaBaHH Mo-4eCTo NpH
JIeKyBaHHMTE ¢ TepH(ITYHOMH IPYNH B cpaBHeHHe ¢ mnanebo. YUecTorara Ha ciiyuanTe ¢ NOBHIIEHHE Hal 3
meTH [ TH unn nosevye e 61una paBHOMEPHO pa3rpeAencHa Cpell TEPANeBTUMHHTE I'PYITH. 1e3H IIOBHIIEHHA Ha
TpPaHCAMHHA3UTE Ca HACTHIIBANM MTPEAMMHO NMpe3 NbpBUTE 6 Mecelia OT JieYEHHETO U ca O oOpaTHMHU criel
NpeyCcTaHOBABAHE Ha JieueHHEeTO. BpeMeTo 3a Bb3CTRAHOBABAHE € BAPHPAIO B FPAHHIIKTE HA MECELIH H TOJIHHH.

Edbexmu svpxy kpvenomo nanszane

B rmane6o-kxoHTpoIMpaHH NPOYYBaHUA MPU BB3PACTHH MALHEHTH € YCTaHOBEHO!

- CHCTOJIHOTO KpBbBHO HaiAraHe € Omwno >140 mm Hg npu 19,9% ot naumenture, nonyyasatny 14
mg/neH TepuIyHOMH, B cpaBHEeHHe cbe 15,5% npu nomywasauure raiebo;

- CHCTOJIHOTO KPpBBHO Hayarane € 6uno >160 mm Hg npu 3,8% ot naupenTure, nomy4vasamu 14 mg/nex
TepuITYHOMUA, B cpaBHeHHE ¢ 2,0% npH nonydasamure mnanebo;

- OHACTOIHOTO KpEBHO Hanarade € 6mwno >90 mm Hg npu 21,4% ot nanmeHTHTe, nosryvasams 14
mg/neH TepHGITYHOMHI, B cpaBHeHHe Cb¢ 13,6% npu nomyyasawuTe waneto;

Hupexyuu

B mwiaue6o-KOHTpONHpaHH NPOYYBaHHUA MMPHU Bb3PaCTHH IIALIMEHTH HE € HaboAaBaHO yBeIH4aBaHE Ha
cepHO3HUTE HHpeKUrH NpH TepudayHomun 14 mg (2,7%) cripamo rwiauedo (2,2%). CeprosHu
OMOPTIOHHCTHYHH UHPEKUMH Ca HacThvny fnpu 0,2% BBB BCAKA OT IpyNHTE.

Texku HH}peKLHH, BKTIOYHTENIHO CETICHC, MIOHAKOra ¢ JIETalleH U3X0X, ¢a OWiIH ChOOIEeHH B
NOCTMAPKETHHTOBHSA NMEPUOA.

Xemamonozuunu epexmu

B ruiaie60-KORTPOSHpaHH H3MUTBAHHA ¢ TepHGIYHOMHA NIPH BE3PACTHH NMALMEHTH € Ha0/mOAaBaHO CPEHO
HaMareHue, 3acaraino Opos Ha bemure kpbBHHU KieTkd (WBC) (<15% cnpsamMo u3XxoaHUTE HUBA, INIABHO
HaMalIeHUE Ha HEYTPOPHAHTE H TMMPOLIMTHTE), HO MIPH HAKOH NAUYEHTH € HabmoaapaHo No-royiiMo
HamaneHue. Hamanenuero Ha cpennus Opoit copaMo U3XOAHOTO HUBO € HACTHIIBAIO Npe3 MEPBUTE 6
CeAMUIIH, CJIe/l KOETO ce € CTaDWIH3UpANo BBB BpEMETO C NMPOAL/DKABAHE HA JIEYEHHETO, HO HA NO-HHUCKY
HUBa (HamManeHHe ¢ Mo-Manko oT 15% cnpamo U3xoaHOTO HUBO). EQEKTET BBpXY Opoa Ha UepBEHHTE KPBBHH
Kietk (RBC) (<2%) u 6pos Ha Tpombouurute (<10%) e 6un no-cnabo nspasen.

Ilepuchepna nesponamus

B nnanefo-koHTpOoNHpaHy MpoOyYBaHHA MPH BE3PACTHH MAUHECHTH nepyudepHa HEBPOMATHS, BKIIOYBALLA
KaKTO NMOMMHEBPONATHA, TAKa K MOHOHEBponaTua (Hanp. CHHIPOM Ha KaprajlHHA TyHen), ce cbollnapa no-
YECTO NPH NANMEHTH, IPHEMALIH TePU(DITYHOMH]I, OTKOJIKOTO IIPH NAlMEeHTH, MprueMainy mwianeto. B
OCHOBHHMTE IL1aLicOOKOHTPOIMpaHH MPOYYBAHHUS YECTOTATa Ha NepUepHaTa HEBPOMATHS, MOTBLPACHA C
H3CTIeBaHE 3a MPOBOAUMOCT Ha HepeuTe, € Ouna 1,9% (17 naumentu ot 898) npu 14 mg repudmyHoMun B
cpaBHenue ¢ 0,4% (4 naumenTH ot 898) npu mnauedo. JleueHueTo e NpeKpaTeHo NpHU S5 MAUMEHTH ¢
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nepudepHa HeBponaTus Ha TepHITyHOMHA 14 mg. BracTaHOBSBaHe Clie MPEYCTAHOBABAHE HA JICYEHHETO Ce
croOIaBa npu 4 OT Te3H NALHEHTH.

Heonaazmu — dobpoxavecmeenu, 3n0xauecmeenu u Heonpedeneny (K. KUCIU U NOAUNY)

B13 ocHOBa Ha ONKTa B KIIMHWYHHTE NMPOYYBaHUA HE W3IIIEKAA 1a MMa MTOBHIIEH PUCK OT 3I0KAYECTBEHH
3a0osaBaHus npH TepHGITYHOMHA. PHCKET OT 3nokauecTBeHO 3a6onsBane, 0cobeHo TAMGONpOnHdepaTHBHI
HapyWIeHH, € TIOBHILEH NpH ynoTpebara Ha HAKOH APYrH CPEACTBa, KOUTO 3aCATaT HMyHHATa CHCTEMa
(edekT Ha Knaca).

Teacku koochu peaxkyuu

CpobLieHH ca CiTy4an Ha TeXKH KOXHH PeakuuH ¢ TepUdIIyHOMHA B MOCTMAPKETHHTOBHS TIEpHOJ (BX.
TO4UKa 4.4).

Acmenun
B naaue60-kOHTPONHpPaHH MPOY4BaHUA NPH BH3PACTHY MALMEHTH, YECTOTATa Ha acTeHus € 2,0%, 1,6% u
2,2%, CBOTBETHO B IPYNHTE Ha IaueGo, TepudiyHOMHA 7 mg K TepudryHOMHR 14 mg.

Icopuazuc
B nnanebo-KoHTponHpaHu Npoy4YBaHus, 4€CTOTaTa Ha ncopuastc e 0,3%, 0,3% u 0,4% cHLOTBETHO B rpymnure
Ha manedo, repudryHomun 7 mg u repudaysomun 14 mg.

Cmomatuno-upesnu napyuwenus

3a naHkpeaTHT ce ch0611aBa HeYeCTO NPU NOCTMAPKETHHIOBATA YTIOTpeba Ha TEPHAIYHOMHA IIPH BB3PAacTHH,
BIJTIOYMTEITHO CITy4aH Ha HEKPOTH3HpAll NAHKPEaTHT H NaHKpeaTHYHa nceBAOKUCTA. [TaHkpeaTHuny cpOUTHA
MOTaT Aa HACTBIIAT IO BCAKO BpeMe TPH JICYEHUETO C TEPUPIYHOMH, KOETO MOXKE Aa JOBee A0
XOCTIMTANTH3ALMSA H/HIIH HEOOXOANMOCT OT KOPHTHDpAILO JIEUEHHE.,

[leanaTpHyna nomynaums

Habmopasanuat npogmi Ha 6e30nacHOCT NpH NeAMATPUYHH NALUHEHTH (Ha BB3pacT oT 10 go 17 roguum),
NOJTy4aBalliM TEPH(IYHOMHA €XEeAHEBHO, KATO L0 € NoJoGeH Ha To3u, Hab/o1aBaH IIPH BB3PAaCTHH
MalKeHTH. Bhrpeku T0Ba, B neAHaTpHIHOTO npoyysaxe (166 nauuenTy: 109 B rpynara Ha TEPUPIYHOMMUA
W 57 B rpynara Ha w1aue6o), cryyan Ha NaHKpeaTHT ca chobmeHH npH 1,8% (2/109) ot nexysanuTe ¢
TepU(TYHOMH], NTALMEHTH B CpaBHEHHE C HHTO e/IMH CiIy4aii B FpymaTa Ha IaneGo B MBOAHOC/ISMATA ¢aza.
EnHo oT Te3u CHOHTHA € JIOBENO 10 XOCTIMTANH3ALHS H € HANIOKHIIO KOPHIMpAILO nedenue. [Ipu
NEAHATPHYHH NaLHEHTH, JIEKyBaHH ¢ TEpH(PIYHOMHUA B oTKpUTaTa (ha3a Ha NMPOYUBAHETO, €a CHOOLIEHH 2
ROITBJIHHTENIHM CJTy4as Ha MaHKpeaTHT (eAUHHUAT e ChODINEH KaTo CepUO3HO CHOHTHE, a NPYTHAT €
HCCEPHO3HO CBOMTHE C JIEK HHTCH3HTET) M CAMH ClTyyall Ha CepPHO3EH OCTBP NAHKPEaTHT (C MICEBO
nanunoma). [Ipn nsaMa oT Te3u 3 NauHEHTH NAHKPEATHTET € JAOBEI K0 XOCTHTANM3ama. KIHHHYHKTE
CHMITTOMH BKTIOYBAT KOpeMHa 00lka, rafieHe H/WiH NOBpPhILAHE, 4 CEpYMHHTEe aMIIAa3a H JIHIA3a NPH Te3u
MAUHCHTH ca OWIH NOBHINEHH. BCHYKH NMaLIMEHTH ca ce Bb3CTAHOBHJIM ClE NIPEYCTAHOBABAHE HA
JIEYCHUETO U MPHIAraHe Ha NpOoLEeAypa 38 YCKOPEHO €MMHUHHMpPaHe (BK. ToYKa 4.4) M KOPHIHpaLLO
NICYCHHE.

ClienHuTe HexenaHu peakuMH ca CbobUaBatH 10-4eCTo NPH NEAHATPUYHATA NOMyNALMA, OTKOIKOTO pH

[MONMyNaluATa BE3PaCTHH:

. Anonews ce crobmasa npu 22,0% 0T NauMeHTHTE, JIEKyBaHH ¢ TepudIyHOMU cnpsmo 12,3% ot
NMALUEHTHTE, JIEKYBaHH ¢ ruanebo.

. Hudexunu ce crobuasar npu 66,1% or nauneHTuTe, NeKyBaHu ¢ TepudIyHOMHA, cnpamo 45,6% ot
NalMCHTHTE, JIeKyBaHH ¢ miauebo. Cpen TAX no-vecto ce crobiaBa 3a HA30(apHHTHT ¥ HH(EKLHH Ha
FOPHUTE NHUXATENHH ITBTHINA NPH ynoTpeba Ha TepudIyHOMHA,
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. [Tosuinasane Ha CPK ce cpobmasa npu 5,5% ot nauuedTHre, nexkysaHu ¢ repuduryHoMun, cnpsaMo 0%
OT MALMEHTHTE, NEKYBaHH ¢ mwianebo. [lo-ronamara yacT OT CiryyanTe ca CBLP3aHH ¢ JOKYMEHTHPAHO
(pU3MYECKO HATOBApPBAHE.

. ITapecresna ce cpobmasa mpH 11,0% ot nauueHTUTe, IEKYBaHH ¢ TepHGpIYHOMHA, cnpamo 1,8% npu
NallHEHTHUTE, JIEKYBaHH ¢ Iuianefo.

. bosnka B kopeMa ce crobiasa nipu 11,0% ot nauueHTHTE, TeKyBaHH ¢ Tepu(IyHOMH, cnipsMo 1,8%
NpH NaLHEHTHTE, JIEKYBaHH C Tu1anedo.

CrobmaBaHe Ha MONO3UPAHY HEXCENIAHH PEAKIIMH

Cpo01aBaHeTo Ha NOAO3HWPAaHH HeXkeNlaHH PeakLHH Ciel pa3pelnaBaHe 3a ynoTpeba Ha JiekapcTBeHUs
NPOAYKT € BaXXHO. TOoBa NO3BOJIABA Aa MPOALIDKH HAOMONEHHNETO Ha CHOTHOILIEHHETO MOJI3a/pHCK 34
NIEKapCTBEHHA NPOLYKT. OT MEAHLIMHCKUTE CIIELIHANIKCTH ¢€ U3HCKBA Aa ChoOLIaBaT BCAKa
NOZI03UpaHa HEXKETaHA PEaKIMA Ypes:

HanenHuTeNHAa areHU|A 1o JEKapCcTBaTa
yi. ,,Jamau ['pyeB” Ne 8

1303 Codun

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3npane

CHMNTOMHE

JIMTCBA OMHT OTHOCHO MpPeNO3HPaHE HA TEPHITYHOMH HITH HHTOKCHKALIA npH Xopa. TepudayHomuna 70 mg
JHEBHO € npunaraH 10 14 nHW npy 3apaBH HHAMBHAH. Hexenanure cbOMTHA ca OUTH CBITOCTABHMH C
npoduna Ha GesonacHOCT Ha TepudIyHOMHA NpH naudeHTH ¢ MC,

JleyeHue

B ciy4ali Ha CHOTBETHO NpPEAO3UpaHe HWIH TOKCHYHOCT C€ NMPEenopbhYBa XOJNeCTHPAMHH HIIH AKTHBEH BBHIUIEH
3a yCKOpABaHE Ha eTHMHHHpaHeTo. IIpenoprvunTeHaTa npoUeaypa 3a SIMMHUHHPAHE € XONeCTHPaMHH § g
TPH ITBTH JHEBHO B NMPOABLDKCHHE Ha 11 qHU. AKO TOBA He ce MoHaca xobpe, MOXKe 1a C€ H3MOJI3Ba
XONECTHPaMHH 4 g TPH METH AHEBHO B MPOALILKEHUE Ha 11 aqHHU. ANTepHATUBHO, MPH JIMIICA HA
XOJIECTHpAMHH MOXKE a C€ H3IMO0JI3Ba aKTUBEH BRIMIeH 50 g ABa IMETH NHEBHO B NMPOAB/DKeHHE Ha 11 gHH.
OcBeH TOBa, aKo ce Hajara 1o cbo0paXeHHS 32 MOHOCHMOCT, HE € 3aIBDKHTEIHO NPUWIOKEHHETO Ha
XOJIECTHpaAMHH WIH Ha AKTHBHHA BBIVIEH Ja ObOe B MOCNEA0BATEIHH JAHM (BK. TOUKa 5.2).

5. ®APMAKOJIOTHWYHH CBOUCTBA
5.1 PapMakoaHHAMHAYHH CBOHCTBA
dapMakoTepaneBTHYHA rpyna: IMyHocynpecopu, CenextuBHu umyHocynpecopu, ATC koa: LO4AA3].

MexaHH3bM Ha ASHCTBHE

TepudnynoMua € HMYHOMOIYJIHPALIO CPEACTBO ¢ NPOTHBOBBL3NAIHTENIHH CBOHCTBA, KOWTO CEJIEKTHBHO U
0bpaTUMO HHXHOHpPa MHTOXOHAPHAHHA €H3HM AUXHApoopoTaT aexuaporenasa (DHO-DH), ko
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$YHKIHOHANHO Ce CBbP3BA C AMXATEIHATA BepHra. BCeACTBHE HAa MHXHOHPaHETO TEPHGITYHOMH] KATO 1ISJ10
orpaHu4asa nponrgpepauuaTa Ha GbP30JESNAIINTE CE KIETKH, KOHTO 3aBUCAT OT de novo CHHTe?a Ha
MHPHMHAHHHH 38 YBEJIH4aBAHETO CH. TOYHHMAT MEXaHH3BM, IO KONTO TepH(IYHOMMA OCBILECTBIBA
TEPaneBTHIHOTO CH AcHCTBHE Mpu MC, He ¢ HAITKITHO H3ACHEH, HO Ce MeJMHpPa OT HaMaIgBaHe Ha 6pos Ha T-

AuMGpOLHTHTE.

dapMaxoanHAMHYHH edeKTH

Hmyuna cucmema

Edexru Bbpxy 6pos Ha HMyHHHTe KI€TKH B KPBBTA: B I1a11e60-KOHTPOTHPaHH MPOYYBAHHA TEPUPIYHOMHT
14 mg BegHEXK NHEBHO € NPEAM3BHKAI JIEKO CPEAHO HAMaNeHHe Ha 6pos Ha TUMOOLIMTHTE ¢ NO-MaKo oT 0,3
x 10%/1, koeTo e HacTHIIO Npe3 MEPBHTE 3 MeceLa OT JTeYEHHETO H HUBATA Ca Ce 3arla3WiK JI0 Kpas Ha
NEYECHHUETO.

TTomenyuan 3a yowaxcasane na QT-unmepsana

B nnaue6o-koHTponHpaHo 3aaea604eHO NpoyuBane Nno otHomenHe Ha QT-HHTepBana mpy 3XpaBH HHAMBHAH
Tepr(IYHOMH] TIPH CPefHa KOHLEHTPALHS B CTALMOHAPHO CLCTOSHHE HE € MOKA3a/ MTOTEHIHAT 3a
yabnkapaHe Ha QTcF-unTepBana B cpasHenue ¢ raunefo: Hali-ronaMaTa, KOpUrHpaHa 3a BpeMe, CpeHa
pasika MexXIy TepuIyHOMH], M rutanebo e Giina 3,45 ms ¢ ropHa rpanuna Ha 90% CI 6,45 ms.

Eghexm evpxy mybyanama gpynxyun na 6vbpeyume

I1ps mnaue60o-kOHTPONHpaHHTE MPOYYBAHHA CPEIHH HAMANCHHUS HA MUKOYHATA KHCEJIHHA B cepyMma B
AuanasoHa ot 20 no 30% ca HabmogaBaHM MPH NALMEHTHTE, JIEKYBAHH ¢ TEPHQITYHOMM, CTIPAMO mnaveso.
CpennoTo HamaneHue Ha cepyMHus poctop e 6uno oxono 10% B rpynara Ha TepHQIYHOMHUL CIIPAMO
anebo. Cumnra ce, ye Te3u edekTH ca CBBP3aHH C MOBUIIABAHE Ha GBOpedHaTa TyOyTHA eKCKPELM K He ca
CBBP3aHH C ITPOMEHH B IIIOMEPYNHUTE QPYHKIMH,

KnunpyHa epukacHOCT H 6€30nacHOCT

EdukacHocTTa Ha TepHGITyHOMH] € AeMOHCTPHpaHa B B M1aLeGo-KOHTPOIHPaHH npoyusauns - TEMSO n
TOWER, kouTO ca oLieHsBaNM NPHIOKeHHETO Ha TepuyHOMKI 7 mg ¢ 14 Mg BeHBK AHEBHO NPH
BB3PacTHH nauuenTh ¢ [TMC.

O6mo 1 088 nauuentn ¢ [IMC ca panpomusupanu B TEMSO aa nomyuasar 7 mg (n=366) wnu 14 mg
(n=359) Tepudrynomun, win roaueéo (n= 363) B npoobmkeHHe Ha 108 ceqmum. BCHYKM NaiMeHTH ca
HMand aepUHUTHBHA quardo3a MC (6azrpaina ce Ha kpurepuute Ha McDonald (2001)), nokassama
MPHCTBITHO KITHHHYHO NPOTHYAHE CHC WM O¢3 NMPOrpecHs, H ca NOMY4HIM OHE 1 IPHCTHN Npe3 rognHara,
IpeMIIeCTBAINA W3ITHTBAHETO, HITH HaH-MaJKo 2 NPHUCTHIA Mpe3 2-Te FOAHHH, NpeALIECTBALLN HINUTBAHETO.
[Ipu BX/IIOYBAHETO MALMEHTHTE ca HMaJH CKOp Mo PaswmMpeHara ckasa 3a CTaTyc Ha HHBAIHZHOCT (Expanded
Disability Status Scale (EDSS)) <5,5. Cpeanara Bb3pacT Ha Nomy/alHATa B IPOy4BaHeTo € Guna 37,9
roauHH. MHO3HHCTBOTO MALMEHTH Ca HMAJIM MPHCTHITHO-PEMHTEHTHA MHOXKECTBEHA cKiepo3a (91,5%), Ho
noarpyna nauMeHTH €2 MManHu BTOPHYHO nporpecupaia (4,7%) wiv npucTsnHo-nporpecHpatua (3,9%)
MHOXCCTBEHA ciulepo3a. CpeaHusT 6poii Ha IPHUCTBIHTE B pAMKHTE HA FOJMHATA NPEAH BKTIOYBAHE B
npoy4saHeTo e 6 1,4 kato 36,2% oT nalnMeHTHTE Ca MMaJIH raJIoJIGHHH-KOHTPACTHH JIE3HH Ha H3XOAHOTO
HHBO. MenuaHaTa Ha ckopa o EDSS Ha u3xonHoTo HuBo e 6una 2,50; 249 naumenty (22,9%) ca umanu CKop
no EDSS > 3,5 Ha u3xonHoTo HHBO. CpeaHaTa NpOAWDKHTENHOCT Ha 3a60NABAHETO OT NOABATA Ha ITbPBHUTE
cuMnroMy e Ouna 8,7 ronuHu. MHossHCTBOTO NatenTH (73%) He ca nomy4asamu OonecT-MoaupuLHpalo
JieHeHHe Mpe3 2-Te FOJIMHH NPE/H BKIIOYBAHE B NPOYUBAHETO. PeayirraTuTe 0T Mpoy4BaHETO ca NPeACTABEHH
B Tabnuua 1.
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PesynraTure 0T ABIrOCPO4HO NpoCAeAsBaHe OT TBATOCPOUHOTO pa3smHpeHo npoyuBaHe 3a 6e3omacuoct
TEMSO (o61wa cpesiHa NpoABDKHTENHOCT Ha JIEYeHUETO MIPHOIH3HTETHO 5 roOAHHH, MAKCUMAJTHA
MPOAB/DKHTENHOCT Ha NIeICHHETO NpHOIM3KHTENHO 8,5 roauHu) He ca 1oKa3ajH HOBH WIH HEOYaKBAHH NaHHH
OTHOCHO He3omacHoCTTA.

O6wo 1 169 nauuenTs ¢ IIMC ca pannomusupanu 8 TOWER na nomay4asar 7 mg (n=408) wm 14 mg
(n=372) Tepudpmynomun, wiu maauebo (n= 389) 3a paznuden CPOK Ha Ji¢4eHHe, 3aBbpiusaul 48 ceaMHLM clien
PAHIOMH3MpaHEe Ha NNOCNEAHNA NAUMEHT. BCHYKH nauMeHTH ca umManu neduHUTHBHA AHarHo3a MC,
(bazupaiia ce Ha kpuTepuute Ha McDonald (2001)), nokassamia MPUCTBITHO KIMHHYHO NPOTHYAHE CBhC HIH
Ge3 nporpecus, H ca NOIyYHIM MoHe 1 NPHCTHN NMPE3 rOAMHATA, NpealIeCTRaINa H3NHTBAHETO, WIH Ha-Manko
2 MPUCTBIA Npe3 2-Te FOOUHH, NPEAIIECTBALIH H3NHTBAHETO. I1pu BrmOYBAHETO MAlLIIEHTHTE Ca MMATTH CKOp
no Pasmmpenara ckana 3a craryc Ha uaBamyaHoct (Expanded Disability Status Scale (EDSS)) <5,5.
CpenHata BB3pacT Ha NMOMyJIALMATA B IPOYYBaHeTo e Giia 37,9 roaunn. MHOHHCTBOTO NAHEHTH ca

HMAJTH MPHCTBITHO-PEMUTEHTHA MHOXKECTBEHA CKepo3a (97,5%), Ho noarpyna nauMeHTH ¢a HMaH
BTOpU4HO nporpecupaia (0,8%) wiu npucrenHo-nporpecupaina (1,7%) MHOXeCTBEHa CKIEpo3a.

Cpennusr Gpoii Ha IPHCTLIIHTE B paMKUTE Ha FOJHHATA NPERH BKTIOYBAHE B npoy4BaHeTo € 6un 1,4,
I"'aponuHMi-KOHTPACTHH JIE3HH Ha M3XOJHOTO HHBO, HAMa AaHHH. MeaMaHaTa Ha ckopa no EDSS Ha
U3XONHOTO HHBO € Ouna 2,50; 298 naunenTH (25,5%) ca umanu ckop no EDSS > 3,5 Ha H3X0QHOTO HUEO.
CpeaHaTa npoAR/BKHTENHOCT Ha 3a00/IIBAHETO OT MOSBATA Ha TEPBHTE CUMITTOMH € Ouna 8,0 rogunu.
MHO3HHCTBOTO NanMeHTH (67,2%) He ca noayyaBamy DonecT-MonudHIMPpalLO 1eyeHHe npe3 2-Te roAUHM
NpEeAH BKIIOYBAHE B [IPOYYBAHETO. Pe3yrraTHTe OT npoyuBaneTo ca npenctaBenu B Tabauna 1.

Tabunua 1 - OcroBHY pesyaTaTn (3a ogoGpenara noza, ITT NONyJAlHA)

ITpoyusane TEMSO IIpoyusare TOWER
Tepudayromnn ILnane6o Tepadaynomun ILnanebo
14 mg 14 mg
N 358 363 370 | 388
Knnanven a3xon
! OMLIHA YGCTOTa Ha 0,37 0,54 0,32 0,50
 IPHCTBIIHTE
PCI?JIHKG GPMCKG (nyjﬁﬁ) _0517 (_0’26’ "0,08).“'* _0’18 (_0’27! -0’09)1:***

be3 NPHCTBIH ceammua 108 36,5% 45,6% 57,1% I 46,8%

Koeduipmenr Ha puck ..

(CI95%) 0,72, (0,58, 0,89) 0,63, (0,50, 0,79)

3-Mece4uHa TpaiiHa
NporpecHs Ha 20.2% 27,3% 15,8% 19,7%
HHBATUTHOCTTA ceamuua 108

Koeduyuenm na puck . .

(Coss) 0,70 (0,51, 0,97) 0,68 (0,47, 1,00)

6-MecedHa TpaiiHa
NporpecHs Ha 13,8% 18,7% 11,7% 11,9%
HHBAJIMAHOCTTA ceamuua 108

Koeuyuenm na pucx

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

HMP xpaiinn Toukn He ¢ n3meppgrioy
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[Tpomsana B BOD cenua 0,72 2,21

(1) 108

Omnocumenna RBPDOMARA

67% L & B
cnpamo naayebo | _

CpeneH 6poit
GdkodTpacTHH 1€3MH Ha 0,38 1,18
ceamuua 108

Omuocumenna npomMana

CRPAMO naayebo (Closy) -0,80 ('1,20,.-0,39)

bpo#t yHHKaIHH aKTUBHH 0,75 2.46
NIe3UH/CKAHHpaHe

Omnocumenna npomMana
cnpamo naayebo (Clyssy)

T p<0.0001 777 p<0.001 ** pﬂa.Ol " p<0.05 B cpaBHeHHE ¢ mnanebo
(1) BOD: 6onecren ToBap: Toranex o6em Ha nesunre (T2 1 T1-xunouHreH3Hy) 8 ml

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

E¢uxacHOCT npH NauHeHTH ¢ BHCOKa 60NecTHa aKTHBHOCT:
Habmonasax € cpnocraBuM TepaneBTHYEH eeKT BbPXY NPHCTHIINTE H BpeMeTO 10 3-MeceqHa TpailiHa

NPOrpecHA Ha HHBAJIHAHOCTTA NpH noarpyna naupeHTd B TEMSO (n= 127) ¢ Bucoka SoecTHa akTHBHOCT.
[lopagu au3aiHa Ha nNpoyyBaHeTO BUCOKa 60eCTHA aKTHBHOCT € AedHHHpaHa KaTo 2 WIH NOBEYE NPUCTHIIA B
€/lHa rofiHa U eaxa wid noseve (Gd-koHTpacTHH ne3ur Ha SIMP Ha Mo3bka. He e npoBeaeH cxoneH
noarpynoe aHanus B TOWER, T kato He ca cxbupanu aasnu or SIMP.

Jlvnceat AaHHH NpH MALMEHTH, KOMTO HE Ca OTTOBOPWIH Ha ITbJIEH U aIeKBATEH KypC Ha jieyeHHe (oOuuaiiHo
IIOHE €HA I'oiUHa JeUYeHHe) ¢ OeTa-nHTEpedepoH, KOUTO Ca UMAJIH ITOHE | TIPHCTHIT Npe3 IIPeAIIecTRALIATA
ronMHa Ha ¢oHa Ha sedeHHe U noHe 9 T2-xunepuHTeH3HH Jie3un Ha KpaHuaned SIMP win nowne 1 Gd-
KOHTPacTHA J1e3Hs, WIH IIPH MALHEHTH ¢ HEITPOMEHEHA WM MOBHIICHA YeCTOTa Ha IIPUCTHIIKTE Npes
NpeaLIecTBalna roAUHa CIPAMO NPEIXOAHUTE 2 I'OJUHH.

TOPIC e asoliHocnano, mwiaue60-KOHTPONHPAHO MPOYYBaHE, KOETO OLEHABA NPHIOKEHHETO HA €JHOKPATHH
OHEBHH NI03M TepHbIyHOMHR 7 mg u 14 mg 3a nepron ao 108 ceaMuL npu MALMEHTH ¢ THPBO KIHHHYHO
NeMHETHHU3KpALo cLOHTHE (cpeaHa Bb3pacT 32,1 roguns). [IeperuHaTa KpaiiHa TOYKa € BPEeMETO A0 BTOPH
KIHHHYEH enu3on (peuuaus). Oduio 618 manueHTH ca paHAOMHU3HPAaHH A4 nosy4asar 7 mg (n = 205) wiu 14
mg (n = 216) repudyHomun unur mauebo (n = 197). PUCKBT OT BTOPH KIMHWYEH €ITM30/ 3 MEPUOL OT 2
roAHHH € 6un 35,9% B rpynara Ha raue6o H 24% B rpynara Ha JICUCHHE C TepHPITyHOMHA 14 mg
(xoepHumeHT Ha puck: 0,57, 95% uHTepean Ha poBepurentoct: 0,38 no 0,87, p=0,0087). Pesyrrarure ot
npoy4saHeTo TOPIC norebpxanasat edpuxacHocTTa Ha TepUITYHOMUA NMPH MPHCTHIHO-peMUTERTHA MC
(BIUTIOYHMTEIHO PAHHA NPHCTBITHO-peMUTeHTHA MC ¢ mbpBO KITMHHYHO IeMHETHHU3HpAIIO ChOUTHE H
JHUCEMHHHPAHH BBB BPEMETO H NIpoCcTpaHCcTBOTO JIMP Ne3nn).

EdekTuBHOCTTa Ha TEpHQUTYHOMM € CpaBHEHA ¢ Ta3H Ha NOAKOXKHO npunarad HHTepdepoH Geta-1a (8
MpenopbYBaHaTa 1032 OT 44 pg TpH IBTH CEAMHYHO) NMPH 324 paHAOMH3HPAHH NALIMEHTH B NPOYYBAHE
(TENERE) ¢ MuHHMMaNnHa NpOOB/DKUTENHOCT Ha JiedeHnero 48 ceamuum (MakcuManHa 114 ceamuum). Pucksr
OT Heycnex (MOTBhPAEH NPHACTHIT WIH TpaiHO NpeKbCBaHe Ha JIEYEHHETO, KOETO OT ABETE HACTHIH I0-PaHo) €
Oun nLpBHyHAaTa KpaliHa Touka. BpoAT HA MaLHEeHTUTe, OKOHYATEIHO NPEKbCHAIH JIEYEHHETO, B I'PYMNaTa Ha
TepudayHomun 14 mg e 6un 22 ot 111 (19,8%), kato nprunHHTE ca 61K Hexenanu cubuTHA (10,8%),
nunca Ha epuxacHocT (3,6%), Apyra npuuuHa (4,5%) 1 3ary6a 3a npocnenssane (0,9%). Bpoat Ha
MalHEHTHTE, OKOHYATETHO MPEKBCHAIIH IEYEHUETO, B rpynaTa Ha HHTrepdepoH Oeta-1a € 6ma 30 ot 104
(28,8%), kaTo NnpHuHHHTE ca OuK HexenaHu ¢ubutna (21,2%), nunca Ha epukacHocT (1,9%), Aapyra




CTATHCTHYECKH HHTEpdepoH OeTa-1a Mo oTHOWEHHE Ha ITbPBHYHATA KpaliHa TOUKA: M3YKCIGHUAT NPOLEHT
NalHeHTH C HEeYCNeX OT JICYCHHETO Ha ceAMHULA 96 npu u3non3saHe Ha Metoaa Ha Kaplan-Meier € 41,1%
cnipamo 44,4% (TepudaynoMun 14 mg cnipaMo uHTrepdepoH-1a, p=0,5953).

[leauaTpuyHa nomyaaLus

Heya u wonowwu (ev3pacm om 10 0o 17 200unu)

[Tpoyusane EFC11759/TERIKIDS e mexxaynapoaHo ABoHHOCAANO, MIale0o-KOHTPOTHPAHO MPOYYBAHE TIPH
NeAHATPAYHH NAUKEHTH Ha BB3pacT ot 10 1o 17 roaunn ¢ npucTenHo-peMuTeHTHaA MC, npy Koeto ca
OLICHABAHH JO3H TePpH(PIYHOMUN BEAHEK AHEBHO (KOPHTHPaHH 3a IOCTHraHe HAa €KCNO3HIMA, EKBUBAIEHTHA
Ha Jlo3ata 14 mg NnMpH BB3paCcTHH) B IPOABJDKEHHE Ha 96 CeAMMIIM, MOCIEABAHO OT OTKPHTO MPOAL/DKEHHE.,
Beuyky nandeHTH ca HMaI NMoHe | peraus B NPOARDKEHHE Ha | roguHa WIH TIoHe 2 pelldHBa B
NpOABDKEHHE HA 2 FTOQHHH NPeaH mpoyusaHeTo. H3BbplieHy ca HEBPOJMIOTUYHY OLICGHKH NPH CKPHHUHTA H HA
BCEKH 24 CeIMHLH A0 3aBEPILIBAHE Ha NPOYYBAHETO, KAKTO H NPH HEIUIAHMPaHK BH3HTH 3a [OA03MpaH
pelmauB. JIanMeHTHTE ¢ KIIMHUYEH peLiMAUB WK ¢ BHCOka AMP akTUBHOCT Ha NOHE 5 HOBH MJTH YCHIBAIIW
ce T2 ne3uu npu 2 NOCNEAOBATENHH CKAHUPAaHHA ca MPEMHHAIIH npeaH 96-Te CeAMHMIIM KbM MEPHOIA Ha
OTKPHTO NNPOAB/DKCHHE, 3a a4 C€ OCUTYPH aKTHBHO JieueHue. IIbpBuyHaTa KpaliHa TOYKA € BpEMeTO OO0 IbPBH
KTHHMYCH PELMANHB Clea paHaoMHU3alMsa. BpeMeTo 10 IrepBH NOTBBPAEH KIHHHYEH PEMAUB WA BHCOKA
AMP aKTHBHOCT, KOETO OT ABETE HACTHIM MBPBO, € NPEABAPHTENHO Ae(PHHHPAHO KATO AHATH3 HA
YyBCTBHTEJIHOCTTA, Thil KATO BKIIOYBA KAKTO KIHHWYHH, Taka U SIMP ycnoBua, noaxoasiiy 3a NpeMHHABaHE
KBbM OTKPHTHSA TIEPHO.

O6uwo 166 nauuMeHTH ca paHAOMH3HPAHH B ChOTHOLLIEHHe 2:1 aa nonyyasat TepudayHomus (n = 109) unu
mauedo (n = 57). Ilpu Bnu3aHe B IpOYyYBaHETO, NALMEHTHTE ca UManH ckop no EDSS <5,5. Meananara Ha
Bb3pacTTa € 14,6 roguuu, cpeaHoTo Terno e 58,1 kg, cpeaHara mpoAB/DKUTENHOCT Ha 3a00JIBAHETO OT
MOCTaBAHE Ha quarHosarta € 1,4 roguny, a cpeaHuar Opoii T1 Gd-konTpacTHH ne3un npH IMP e 3,9 ne3uu Ha
M3XOJHO HHBO. BCHUKH NalMEeHTH ca UMATH NpUCTBNHO-peMureHTHa MC ¢ MeauaHa Ha ckopa no EDSS Ha
H3X0AHO HHBO 1,5. CpenHoTo BpeMe Ha neueHue € 362 auu Ha Tuianebo u 488 auu Ha TepudmyHOMHA.
[IpeMHHaBaHETO OT ABOMHOCHAN NEPHOL KBM OTKPUTO JIeueHHe mopagu BHCoka SIMP akTHBHOCT € no-yecTo
OT OYaKBAHOTO H M0-4YECTO H I10-PaHo B Ipynara Ha Iulanedo B cpaBHeHHE ¢ rpynara Ha TepagayHoMuz (26%
npH rwiaue6o, 13% npu TepudayHoMHI).

TepuryHOMHA HaMansBa pHCKa OT KIIHHUYEH peruauB ¢ 34% crnpamo mwnanebo 6e3 qocTHraHe Ha
cTaTHCTHYeCKa 3HaYnMOcCT (p = 0,29) (Tabnuua 2). B npeasapHTenHo onpeaeteHHs aHAUIH3 Ha
YyBCTBHUTEJIHOCTTA, TEPHQIIYHOMH/ NOCTHra CTATHCTHYSCKH 3HAYHMO HaMalaBaHe Ha KOMOHHHPAaHHUA PHCK OT
KIUHHYEH peLMAuB WiH BHCOKa SIMP akTHBHOCT ¢ 43% cnipamo ruiaueto (p = 0,04) (Tabauua 2).

TepudnyHoMHA 3HaUMTEIHO HaManaBa 6pos Ha HOBUTe H HapacTBallM T2 Jie3HH Ha cKaHHpaHe ¢ 55% (p =

0,0006) (post-hoc ananus cvu10 KOpurkpaH 3a usxoaeH 6poii T2: 34%, p = 0,0446) u O6pos Ha
ragoIHHUHKOHTpacTHHTE 11 Jiesun Ha ckaHHpaHe ¢uc 75% (p <0,0001) (Tabnuua 2).
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Tabauua 2 Kinpnuau n SIMP pesyaratr or EFC11759/TERIKIDS

EFC11759 ITT nonyaanus TepudayHoMua ITnauebo
(N=109) (N=57)

K/IMHHYHU KpallHH TOYKH

ahl— -

Bpeme 5o mppBH NOTBBPACH KNTHHHUEH PELIM/IMB,

BepoaTtHocT (95%CI) ot NOTBBPIACH peLMANB HA CeAMHIA 96 0,39 (0,29, 0,48) 0,53 (0,36, 0,68)
Beposmnocm (95%CI) om nomevpden peyudus na cedmuya 48 0,30 (0,21, 0.39) | 0,39(0,30, 0,52)
KoedumuenT Ha puck (95% CI) 0,66 (0,39, 1,11)»

Bpeme 10 mepBH NOTBLPACH KTUHWIECH PELIMANB Wid BHCOKa AMP

AKTHBHOCT, 0,51 (0,41, 0,60) 0,72 (0,58, 0,82)
BepoatrocT (95%CI) ot noTLpAEH peLlHaHB HIH BHCOKa AMP

AKTHBHOCT Ha CeIMHULA 96

7 2, 0,68
Bepoamuocm (95%C1) om nomevpoen peyudue wiu sucoxa AMP 0,38 (0,29, 047) | 0,56 (0,42, 0,68)

aKmueHoCcm Ha ceomuya 48

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

OcnoBHu SIMP KpaitHH TOUKH

Kopurupan 6poit HOBH WK HApacTBAaIOH 12 Jie3uH,
Ouenka (95% CI) 4,74 (2,12, 10,57) 10,52 (4,71, 23,50)

Oyenxa (95% Cl}, post-hoc ananus cvwyo xopusupan 3a uzxooer bpou | 3,57 (1,97, 6,46) 5,37 (2,84, 10,16)
T2

OrtrocureneH puck (95% CI) 0,45 (0,29, 0,71) *

Otrocutenen puck (95% Cl), post-hoc ananuz cvwyo xopueupar 3a 0,67 (0,45, 0,99)*

uaxoder bpoi 12

Kopurupas 6poit T1 Gd-koHTpacTHH NIe34N,

Ouenka (95% CI) 1,90 (0,66, 5,49) 7,51 (2,48, 22,70)
OtrocureneH puck (95% CI) 0,25 (0,13, 0,51)***

20,05 B cpaBHeHue ¢ mwrauedo, * p<0,05, »» p<0,001, »+* p<0,0001
BeposTHocTTa € 6a3npaHa Ha oneHka no Kaplan-Meier, a ceaMuua 96 e xpaiar Ha u3nuTBaHoto JedeHne (EQT).

EBponefickaTa areHuMs 10 JeKapcTeaTa ocBoOOXAaBa OT 3aAB/DKCHUETO 3a MPEeAOCTaBSHE HA PE3YJITaTHTE OT
npoyuBaHuaTa ¢ AUBAGIO npu geua Ha Bb3pacT o1 paxaaHeTo Ao nox 10 roaHHu npu JeyeHHe Ha
MHOXECTBEHa CKiIepo3a (BXK. Touka 4.2 3a HHpOopMaIMia OTHOCHO ynoTpeda B nNeaHaTpHATa).

5.2 dapMaAKOKHHETHYHH CBoHcTBA

AGcopbuns

Menunanara Ha BpeMeTO 3a JOCTHIaHe Ha MAKCHMAJIHH [Na3MeHH! KOHLIEHTpaliH HACTbIIBA MexXy 1 H 4 yaca
ciiell MPIOXKEHHE Ha 103aTa NMPU MHOTOKPATHO MEepOpaTHO MPHIIOKEeHHE Ha TepH(IyHOMHUA, KaTo
BHCOKA OHoHanuuHoCT (pubnu3urenso 100%).
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XpaHaTa HAMA KIHHUYHO 3HaYUM e(eKT BbpXY HapMaKOKHHETHKATa Ha TePUITYHOMH.

Ot cpeHHTE NPOrHOZHH (PapMaKOKMHETHYHH NMAPaMETPH, H3YHUCAICHHU OT MOy IallHOHHHA
hapmakoxuHeTHyeH aHanmu3 (PopPK) upes usnons3pase Ha JaHHM OT 3ApaBH JOOPOBOJILIH H TALMEHTH C MC,
KOHUEHTPALMATA B CTALIHOHAPHO CHCTOAHHME ce nocThra 6aBHo (T.e., npubnusnTento 100 auu (3,5 Mecena) 3a
HoCTHrade Ha 95% OT KOHLEHTPALIMATA B CTALIHOHAPHO CBHCTOSHME), KaTo H3uHcaeHuAT ype3 AUC
koedHIMEHT Ha KyMynIupaHe € NpUOIK3HTENHO 34 ITBTH.

Pasnpenenexnue

TepudIyHOMMUA Ce CBHP3Ba €KCTEHIMBHO C IUTasMeHUTe GenToliH (>99%), BEpOATHO anbyMHH, H ce
pasnpe/iena NpeAdMHO B IwasMaTta. OGeMbT Ha pasnpeneneHue € 11 1 cnen efHOKPaTHO HHTPABCHOZHO (i.v.)
npunoxkeHue. ToBa ofatie Hali-BePOATHO € 32HIDKEHA NIPOTHO3HA CTOHHOCT, THH KAaTO MPH IUTHXOBE €
Hab/101aBaHO EKCTEH3UBHO OPraHHO paslnpeacleHHe.

Buorpanchopmanma

TepudnyHoMun ce MeTaGoIM3Mpa B YMEPEHA CTENEH H € eIMHCTBEHHUAT YCTAHOBHM B IUIa3MaTa KOMIOHEHT.
OCHOBHHAT ITHT Ha 6HOTpaHCchOpMaLHa Ha TeEpHGIYHOMH] € XHUAPONHN3a, 3 OKUCIIEHHETO € BTOPOCTCNCHEH
meT. BropuunuTe MeTaGOMTHH ITHTHILA BKIIOYBAT OKUCIeHHE, N-alleTWIHpaHe ¥ KOHIOTHPaHe CBC CyIpaTH.

EnuMuHupaHe

TepudITyHOMHI Ce EKCKPETHpa B FACTPOMHTECTHHAHHA TPAaKT NPEAHMHO C XThUKaTa Mox popMaTa Ha
HETPOMEHEHO aKTHBHO BELIECTBO M Hal-BepOATHO upe3 TyOynHa cexpelmsd. TepudryHomua e cybcrpar Ha
eduykcHua TpaHcnioprep BCRP, koifro 61 MOrba a y4acTBa B NpsAkaTa cekpelys. 3a nepuon ot 21 Hu
60,1% OT NMpHoXKeHaTa J03a Ce eKCKPETHpa upe3 uanpaxHeHuara (37,5%) u ypunara (22,6%). Cnen
npoueaypa 3a 6Ep30 e/IMMUEHPAHE C XOECTHPAMHH NONBLIHATENHO ¢e oTaensT ome 23,1% (npearMHo B
H3NpaKHEHUATa). Bb3 OCHOBA Ha MHIMBHIYATHO NPOTHOZHUPaHE HA GapMakOKHHETHHHTS NapaMEeTPH 1pes
uanonseane Ha PopPK Mozena Ha Tepud iy HOMUA NpH 3/ipaBH J106poBoniy 1 nauueHTH ¢ MC, Meaquanara Ha
t12. € G1ia npubnusMTeNnHo 19 MHM cnen MHOTOKPAaTHH A03u oT 14 mg. CrieR eqHOKPATHO HHTPABEHO3HO
NPHACKEHHE TOTAJIHHAT TeleCeH KIMPBHC Ha TepudmyHomun e 30,5 ml/h.

IIpoyedypa 3a yckopero eaxumunupare.; Xo1eCmupamMut u aKimueen 6venen

EnuMHHHpaHETO Ha TEPHPIIYHOMH OT KPBBOOOPAIEHHETO MOXKE /1a C€ YCKOPH YPe3 NPHIOKCHUE Ha
XONECTHPAMHH FIH AKTHBEH BLITIEH, BEPOSTHO YpE3 NPeKpaTaBaHe Ha NMPOLECHTE Ha peabcopOuHa Ha YPEBHO
HuBO. KOHLEHTpaLMKTE Ha TepUGITyHOMHA, H3MEPEHH N0 BpeMe Ha 11-gHeBHaTa MpPOUEAYpa 38 yCKOpABaHS
Ha eTMMUHADPAHETO HA TEPUPIYHOMHJ C 8 § XOTECTHPAaMHH TPH ITHTH JHEBHO, 4 g XOIECTHPAMUH TPH ITbTH
AHEBHO WK 50 g aKTHBEH BBIVIEH [B2 THTH AHEBHO CJIEJ NPEYCTAHOBABAHE HA JICYECHUETO C TEPHQITYHOMH,
[IOKA3BAT Y€ Te3H CXEMH ca e)eKTHBHH 33 YCKOpABaHE HA JIMMHHHPAHETO HA TepUGIyHOMH, BOAEILH O HaJ
98% HamasBaHe Ha TUIa3MEeHMTe KOHLIEHTPAlMH Ha TepHGIYHOMH, KaTO XOJIEeCTHPAMHH € HMa NMo-0bp30
nelicTeue oT BureHa. Cle/l MpeycTaHOBABAHE HA TEPHGTYHOMHIA K NPHIOKEHHETO Ha XONECTHPaM¥H 8 g TpH
[T5TH JHEBHO IUIa3MEHATA KOHUEHTpAaLMA Ha TepHdayHoMKA e Hamansa ¢ 52% B kpas Ha ieH 1, ¢ 91% B
Kpas Ha jieH 3, ¢ 99,2% B kpas Ha JeH 7 ¥ ¢ 99,9% npH 3aBBpINBaHeTO Ha AeH 11. M360pBT MeXIy TpHTE
NMpoleAyPH 3a SAHMHHHpaHe TpAOBa Jia 3aBHCH OT TOHOCHMOCTTA Ha NMalMeHTa. AKO XOJICCTUPaMHH 8 g TpH
ITHTH JHEBHO He ce TMoHaca nobpe, Moe /1a ce M3MON3Ba XONeCTHpaMuH 4 g TPH ITbTH AHEBHO. ANITCPHATHBHO
MOJKE 118 CE H3ITOI3Ba ChIIO aKTUBEH BbIricH (He e HeoOxoauMo Te3d 11 M aa 6baaT nocaeaoBaTeIHH,
OCBEH NMpPH HeoOXOMMOCT oT 6BP30 HaMaNsBaHe Ha IUTa3MEeHaTa KOHLIEHTPALMS Ha TePUGIYHOMHL).
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JIuHettHOCT/HenMHeHOCT

CHCTeMHaTa eKCMO3MIIMA HAPaCcTBa MPOTIOPIMOHATHO Ha N03aTa CleH [MEPOPATTHO NPHIIOXKEHHE Ha
TepupryHoMua ot 7 10 14 mg.

OcobeHocTi npH crienManyu IPYNHY NaUUEHTH

Ilon u cmapyecka avapacm
HaeHTHQHUMpaHH ca HAKONKO H3TOYHHKA HAa MPHCHILA BapHAOWIHOCT NpH 31PaBH JTHLA K NPH NALMEHTH ¢
MC 813 ocHoBa Ha PopPK aHanuza: Bb3pacT, TeNecHo Terso, mnor, paca ¥ HHBA Ha aIO0YMHMH M GWIHPYOHH.

Bbnpeku ToBa TAXHOTO BIMAHHE OCTABA OMPaHHYEHO (<3 1%).

Yeprodpobro yspescoane

JIekoTO H YMEPEHOTO YePHOAPOGHO yBpex/1aHe He NOBTHABAT HapMaKOKMHETHKATA Ha TEPHPITYHOMMU.
Ilopanu ToBa He ce NpeaBHXAA KOPHIrMpaKe Ha A03aTa MPH NALHUEHTH C JIEKO M YMEpEHO YepHOoApOOHO
yBpexnane. Obaue TepHTyHOMHA € IPOTUBOMOKA3AH NPH NALMEHTH C TEXKKO YepHOAPOOHO yBpexnaHe (BiK.
TOYKH 4.2 n 4.3).

bvbpeuno yspescoane
Tesxxoro 66peyno yBpexxaaHe He NOBNHMABA (hapMaKOKMHETHKATA Ha TepuiryromMua. ITopanu Tosa He ce
PEABHAIA KOPHIHpaHe HA 103aTa NPH NalHEHTH C JIEKO, YMEPEHO H Texko 656peyno yepexaate.

ITeouampuuna nonynayus

[Ipy neAHaTPHYHH NMALKEHTH C TENECHO Ter1o> 40 kg, nexyBaHu ¢ 14 mg BeaHBK AHEBHO, €KCIO3HLIMHTE B
CTAalMOHAPHO CHCTOAHUE Ca B rPAHHLMTE, HAOMHONABAHM NIPH BB3PACTHH MALMEHTH, JTEKYBAHH ChC ChINATA
CX€Ma Ha JO3HpAHE.

IIpy neaguaTpUyYHK MALMEHTH C TEJIECHO Terio <40 kg, 1edenrero cbe 7 mg BeAHBXK JHEBHO (B3 OCHOBA Ha
OFPaHMYCHH KIIHHHYHH JaHHH H CUMYJIALMH) BOAM IO €KCTIO3ULMH B CTALIMOHAPHO CHCTOSHHE B TPAHHLWTE,
HA0/I0NaBaHK NPH BE3PACTHH MALMEHTH, JIEKYBaHH C 14 Mg BeHBK JHEBHO.

HabmonasanuTe Hali-HUCKH KOHLIEHTPALMH B CTaliMOHAPHO CBCTOAHHE C& B IOJIAMa CTencH BapUabWiIHK
MCXKIY HHAMBHAMTE, KAKTO ¢¢ HaOmoaaBa npy BL3pacTHH nauMenTH ¢ MC.

5.3 IlpeaxkHHHYHM JaHHH 38 Ge30NACHOCT

ToxcuyHoCT nipH MHOTOXPaTHO MPUNAraHe

MHOTOKpATHOTO NEPOPANTHO NPHIOKEHHE HA TEPHONYHOMH [IPX MHIIKH, INIBXOBE H Ky'eTa 3a CpoK
CBHOTBETHO 10 3, 6 M 12 Mecela Moka3Ba, Ye rNIaBHUTE NPHLETHH OPraHy 33 TOKCHYHOCT €a KOCTHUS MO3BK,
THM(OUIHHTE OPTaHH, YCTHATA KyXHHA/CTOMANIHO-4YPERHHA TPAKT, PENPOOYKTHBHUTE OPraHH H MMAHKpeaca.
Habmonasanu ca ¢bII0 M AaHHH 338 OKCHAATHBEH ebexT BbPXY YCPBEHHTE KPLBHH KJISTKH. AHEMHUATA,
HamaeHHAT Opofi TPOMOOLMTH M edeKTHTE BHPXY HMYHHAT2 CUCTEMA, BIIIOUMTE/IHO JIEBKOTICHHH,
MUMQONICHHA H BTOPHYHH HHOEKLNY, Ca GHITH CBBP3aHH C e(eKTHTe BBPXY KOCTHHMS MO3BK H/HIH
nmuMbounnrre opraqu. [ToBeyeTo 0T ehekTHTE OTPa3ABAT OCHOBHHA MEXaHHZbM Ha IeHCTBHE HA
ChbEAMHEHHETO (HHXHOHpaHe Ha Ae/iuTe ce KneTky). JKHBOTHUTE ca NO-YYBCTBHTEHH OT XOpaTa KbM
(papmakosioruiHuTE €hEKTH H NOPaAX TOBa KbM TOKCHYHOCTTA Ha TepHGIyHOMHZ. B pe3ynTaT Ha ToBa,
TOKCHYHOCT IPH XKHBOTHH € YCT2HOBEHA IPH SKCIIO3HUMH, €KBHBAICHTHH HITH MIO-HUCKH OT TEPANIEBTHUHUTE
HHBA NPH XOopa.

] € HOTOKCHYHOCT H KaHUEPOreHEeH NMOTeHIHAT
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TepudyHoMHA He e MyTareHeH in vifro WAK KIACTOT€HEH in vivo. KnacroreHHocTTa, Habmonasana in vitro,
Ce MPHeMa KATO HelpAK eeKT, cBpp3aH ¢ AucOananca Ha HYKJICOTHOHHA ITyJl, KOWTO € pe3ynTarT OT
¢dapmaxonornunua edexr ot uHxubupanero Ha DHO-DH . Bropocrenennusar meraGonur TFMA
(4TpudnyopoMeTIUTANIaHHH) € MPUYHHII MYTareHHOCT H KIIACTOT€HHOCT in Vitro, HO HE in vivo.

Hama naHHHU 3a KAHUEPOTCHHOCT NPH IUTBXOBE H MHILKH,

PenpoIyKTHBHE TOKCHYHOCT

PDepTHIHTETHT HE € OMT 3aCETHAT MPH IUTHXOBE, BHIIPSKH HEXEIAHHTE epeKTH HA TePUGDITYHOMUA BEPXY
MBXKKHTE pENpPOIYKTHBHH OPraHy, BKMIOYUTENHO HaManeH 6poil Ha cnepMmarosonauTe. He € HMano BEHIIHM
Man(OpMaLUH B IOTOMCTBOTO HAa MBXKKH IUTBXOBE, Ha KOMTO € OH1 nprioxeH TeprudIyHOMH npeaH
Yu(PTOCBAHE C HETPETHPAHH JKEHCKH ILTbXO0Be. TepUdIyHOMH] € 611 eMOPHOTOKCHYEH K TEPATOreHEH NpH
MABXOBE H 3ai1LIY NMPH AO3H B FPaHULIUTE HA TepaneBTHYHHSA AHara3oH npu xopa. HexxenaHu edexT BLpXY
[IOTOMCTBOTO ca HabmonaBaHH H koraTo TepudIyHOMH/ € Npuiaral Ha OpeMeHHH XXeHCKH IUTEXOBE B
nepHoJa Ha recTaiiMi H nakrauus. [Iprema ce, ye pHCKBT OT MeAMMpaHa OT MBXKa TOKCHYHOCT 33 3apOAHIIIa
¢eryca no BpeMe Ha nevdeHHe ¢ TepuIYHOMHI € HUCEK. M3unciieHaTa npH XkeHH MIa3MeHa eKCIIO3HIMS, Ipes
CEMEHHATa TCUHOCT Ha JIEKYBaH HNaLHEHT OT MBXKKH Mo, ce ovyaksa aa 6s1¢ 100 mbTH NO-HHUCKA OT

L1a3MeHaTa eKCIIO3HLKA cael 14 mg nepopaneH TepuduTyHOMHU/L.
FOBEeHHUIHA TOKCHYHOCT

IOBeHIWIHH UTBXO0BE, NOMYYaBaI{ MEPOPATHO TEPUPTYHOMHU B MPOARDKCHHE Ha 7 CEIMHLIH OT OTOMBAHETO
IO HaCTBHIIBZHETO Ha MOJIOBA 3PUIOCT, HE MOKA3BAT HeXkeNlaHH eeKTH MO OTHOLIEHHE Ha pacTexa,
(H3HIECKOTO WIIH HEBPOJIOTHYHOTO pa3BHTHE, 00YIEHMETO U aMeTTa, ABHraTeIHaTa aKTHBHOCT,
CEKCYaTHOTO pa3BHTHE WM QepTHanTeTa. Hexkenanure eekTd BKIIOYBAT aHEMHs, HAMAaJIIBaHe Ha
NTUMPOUIHHA OTIOBOP, J0303aBHCHMO HaMaiBaHe Ha T-KneTp4HO 3aBHCHMHA AHTHTAIO-OTIOBOD H CHIIHO
HaMalieHH KoHUeHTpauuy Ha IgM u IgG, xouTo oOMKHOBEHO chBMAAAT ¢ HAOMONEHHUATA B MPOYYUBAHUATA 34
TOKCHYHOCT IMPH MHOT'OKPaTHO NMpHJIaraHe MpH Bb3PacTHH IUTBXOBE. Y BEMHYEHHETO Ha B KieTkuTe,
HaGmoaaBaHO NMpH IOBCHWIHH IUTEXOBE, HE ¢ce HaOmoAasa NPy Bb3PacTHH IUTbXOBE. 3HAYHMOCTTA Ha Ta3H
pa3/IHKa He € H3BECTHA, HO € Z0KAa3aHa IThIHA 00paTHMOCT, KAKTO MPH NoBeveTo apyru Haxoaku. [Topaau
BHCOKATa YyBCTBHTENHOCT Ha )KHBOTHHTE KbM TepH(IYHOMHA, MIAAUTE IUTEXO0BE ca OIWIH H3N0XKEeHH Ha Mo-
HUCKH HHBA OT T€3H ITPH Jela ¥ IOHOWIM NTPY MaKCHMAallHaTa NpenopbYuTenHa Ao3a npy xopa (MRHD).

6. OAPMAHNEBTHYHHA JAHHHA

6.1 CiucubK HA NOMOIIHHATE BellecTBA

Anpo Ha TabaeTkara

Xuapokcunponunuenysiosa (E463)
JlakTo3a MOHOXHApAT

I{apeBHyHO HMIIECTE
Muxkpokpucranina nexynosa (E460)
Hatpues HumecteH riukonat (Tun A)
Maruesues creapar (E470b)

TabneTHa o6BUBKa
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Xunpomenosa 2910

Turannes auokcun (E171)

Maxkporon 8000 (E1521)

CHIHLHEB AHOKCHA, KOJOHOEH Oe3BoaeH
HNuaurokapMuH aryMiuseB jak (E132)
6.2 HecnrBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roasoct

3 roavHM

6.4 Chnenuannu yc/IoOBHS HA ChbXpaHEeHHE

To3u NexapcTBEH MPOAYKT HE H3UCKBA CITCLIHATHY YC/TIOBHS Ha ChXPaHEHHE.,
6.5 Bua na chbabLpPKAHHE HA ONAKOBKATA

[Tonuamun/aryMAHUHA/NONK (BUHIWIXJIOPH]) — ATYMHHHEBH GIIMCTEpH, chabpxauy 14 win 28 ¢unmupanu
TabNeTKH.

[Tommamua/amy MHHII/TIONK (BUHUNXJIOPHL) — ATYMHHHEBH OIHCTEPH, BMBKHATH B ,rioprdeiin” (14 u
28 ¢punMupanHy TabneTky) M ONAaKOBaHHU B KAPTOHEHH KYyTHH, Chabpxaiu 14, 28, 84 (3 ,,noprdeiina” no 28) u

98 (7 ,,noprdeiina” no 14) bunMupanu TabneTk.

[TonnaMus/aTyMBHHA/NIONK (BHHWIXNOPHA) — ATyMHHHEBH nepdopupaHy GIHCTEPK ¢ MHWYHH O3 B
KapTOHEHH KyTuH, cbhabpxkaliy 10x1 ¢mwimupann tabnerky.

He BcHYKH BHAOBE ONAKOBKH MOraT aa OsaaT myCHATH B npogaxoa.
6.6 Chnensannu npeana3HA MEePKH NPH H3XBLPJAHE

Hewn3non3eaHHAT JIeKapCTBEH NMPOAYKT WK OTIIAXLYHHTE MAaTEPHATH OT Hero Tpa6Ba Ja ce H3XBBPAT B
CbOTBETCTBHE C MECTHHTE W3MCKBAHMA.

7.  HPHTEXATEJ HA PA3ZPEIIEHHUETO 3A YIIOTPEBA

Pharmascience International Limited

Lampousas 1
1095 Nicosia
Kumsp

8. HOMEP(A) HA PASPEHNIEHHMETO 3A YIIOTPEBA

Per. Ne 20230033
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9. JATA HA ITHPBO PAPEINIABAHE/NIOAHOBSIBAHE HA PAZPENIEHHETO 3A YIIOTPEBA

Hara Ha mepBo paspeianane: 21.02.2023 r.

10. JATA HA AKTYA/IN3NPAHE HA TEKCTA

26




