MNMPUJIOXKEHHUE 1

KPATKA XAPAKTEPUCTHUKA HA ITIPOJIYKTA



R ——— T )  —

1. MME HA JIEKAPCTBEHUA ITPOAYKT -  JUTENHA ATEHLMS N0 NEKAPCTBATA
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Besika Tabnerka cbhabpaka 1000 mg wHO3KMH ate100eH qumenpaHol (inosine acedoben dimepranol).

[ToMOLIHM BeLlEeCTBA C U3BECTHO AEHUCTBUE: MAHUTO!1, MIIEHUYHO HHULLECTE
3a MbJIHUS CIIUCHK HA NMOMOIIHUTE BELLECTBA BUXKTE TOUYKa 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnerka

bsia 10 mouTH Os1a, MPOABIroBaTa, 6€3 MUPHUC WM C JIEK AMMHOB MMPHC TabJleTKa ¢ JeJIMTe/HA
yepTa BbPXY €/lHaTa cTpaHa. 3a pasjie/iiHe Ha TabneTkara Ha paBHH J103H, aKO € HEOOXO0AUMO.

4. KJIMHUYHU JAHHHA

4.1 TepaneBTHYHH NOKA3aHHHA

M30npHUHO3MH € M0Ka3aH 3a JIEYEHHE WIIK NOBJIMsBaHE HA MOTHCHATHA MK YBPE/ICH KIICTHUCH
MMYHHUTET 1 Ha KJIMHMYHATA CUMIITOMATHKA NP BUPYCHH UH(EKLIMH, HANPUMED:

- BupycHH pecriupaTopHU HHOEKIHUHU, IbPBHYHH U BTOPUYHH M UMYHOCYIIPECHPAHH
ChCTOSIHHUS

- UHbeKuuH, MPUYHHEHH OT XEPIIECHH BUPYCH: BUPYC Ha XEpIeC CUMIUIEKC THII l u?2
(HSV), Bupyc Ha Bapuiena-zoctep (VZV), uHhEeKIHH NIPUIHHEHH OT
mutomerasioupyc (CMV) u Bupyc Ha Epstein-Barr (EBV);

- [enuTanHu OpanaBuiy (KOH/IMIOMA aKyMHHATa) — BHHIIHH JI€3HH (C U3K/IIOYCHUE Ha
epuaHaJIHM WM MeaTalHH MECTa) KaTo MOHOTEepaIHs WM KaTo JOMbJIHCHHE KbM
KOHBEHIIMOHAJIHA JIOKAJIHA HJIM XUPYpruvdHa Teparusi;

Ko>kHM TMraBMIM, BYJIBOBaruHajIHMu (CyOKJIMHHYHH) HJIM €HAOUEPBUKATHO CBbP3aHH
HPV unbexumn (MHPEKIHHA C YOBELIKH IalKJIOMEH BUPYC):.

- BUPYCHH XCIIATUTH,

- TEKKA M YCJIOXKHEHA MOPOHIIH;

- MapOTHT;

- MOJIOCTBP cKiepo3uparl naneHuedanut (SSPE);

- BUpPYCEH a)TO3€H CTOMATHT;

- pybeoa;

- IPHUIL.

4.2 Jlo3MpoBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa
Jlo3MpoBKaTa ce onpesess OT TeaecHoTo Terio (6e3 MacTHaTa ThKaH) Ha nauue

3a00/1gBaHeTO. J[HEBHUAT npyem TpsaOBa ja ce pasnpeae/iv nopaBHoO Mnmpes Hac

Bb3pacTHH M MMalMEHTH B CTapyecKa Bb3pacT
[IperopbunTenHara aHeBHa a03a e 50 mg/kg resecHo tero (1 TabneTka 3a




3 g/IHEBHO 10 He NoBeue OT 4 g/MHEBHO, MPHJIATaHY TIEPOPaiHO B 3-4 MOPaBHO Pa3AC/ICHH I03H MPeE3
NEeHA.

[leauaTpruHa noryalHs
Neua Han 1-rogiuHa eb3pacT: 50 mg/kg TestecHo Terno, AHEBHO B 3-4 NOPaBHO pa3e/IeHH 1034 Npes3
JEHS.

[TPOOBJIXKUTEJIHOCT HA JIEHEHUETO

Octpu 3a6oaseanug: npu 3aGonasaHus ¢ 6bp30 pa3suTHE, 0OMUYaHHATA MPOXBL/DKUTEIHOCT Ha
TeueHueTo € oT 5 1o 14 auu. Jleuenmeto Tpabea aa npoasky 1 wiu 2 1HM cliell OT3BY4aBaHE Ha
CUMIITOMUTE WM NMO-ABJITO, CIOpe] NpeleHKaTa Ha JICKapA.

BupycHu 3a601BaHHA C YABKEHO DA3BUTHE: JIEYeHUETO TpAOBa la MPOABIDKH | [0 2 CeAMHUH e
OT3ByuYaBaHe Ha CUMIITOMHTE WIH NIO-ABJIN0, CIOpPeA MPELICHKATA Ha JIEKaps.

PexkypedtHy 3afoaBaHKg: 32 HA4YATHATA (a3a Ha JIEYEHHETO BAXKAT CBLUIUTE NPENOPbKH, KaKTo MpH
octpuTe 3a0onaaHus. B Xo/4a Ha NOAABLPKAOTO ICYCHUE A03aTa MOXKE 112 C€ HAMAIIH 10
500-1000 mg (1 Tabnerka ot 500 mg umu 1 Tabnerka ot 1000 mg) axnerHo. Ilpu nossa Ha HauanHy
MPU3HALM Ha peLMINB € HeoOXO0AMMO 3aBPbLIAHE KbM HEBHATa NO3HPOBKa, MpUJlaraHa npy ocTpu
3a6oNABaHUA, KaTO T8 TPAOBA Aa ce NpoAb/kU 1-2 AHH ciel oT3ByqaBaHe Ha cumnromure. [pu
HeOOX0IUMOCT, TO3H KYPC Ha JIEUEHHE MOJKE [1a C€ MTOBTOPH HEKOJIIKOKPATHO, B ChOTBETCTBUE C
NPeLEHKATA Ha KITHHHYHHA CTATYC OT JIEKaps M N0 HEroBa NpenopnKa.

Xponnuuu 3abonasanua: 50 mg/kg TenecHo TErNo AHEBHO, pasfI€ICHH KaKTO ClIC/BA:
Acumnmomamuynu cayuau: 30-nHeBeH npueM, 60-1HEBHO NPEKBLCBAHE.

Jexo uzpazenu cumnmomu: 60-1HeBeH npreM, 30-AHEBHO NPEKBCBAHE.

Teoicxo uspazenu cumnmomu: 90-aHeBeH npueM, 30-AHEBHO NPEKLCBAHE.

Ta3u J03UpOBKA MOXe Aa Objle NOBTapsiHa NPH HEOOXOAUMOCT, a MALHEHTHT TpabBa na Obae
NpocneasBaH, KAKTO MPH PEKYPEHTHH 3a00ABaHMA.

NO3UPOBKA ITPU CIIELUAJIHH ITOKA3AHHA
BpagaBuiy Ha BbHIIHHUTE MOJOBH OPraHu (condyloma accuminatq) WAy €HIOUEPBHKANTHO-CBhP3AHH

nHQEKLMH ¢ YOBEWIKY NanuaoMa Bupyc (human papilloma virus, HPV):
3 g nuesHo (1 TabneTka X 3 MbTH JHEBHO) 3a NEPHOA OT 14-28 NHW, MpUIaraHW CaMOCTOATENTHO HK
KaTo AOMbIHEHHE KbM KOHBEHIIMOHAITHHUTE JIOKAJIHN UK XUPYPrHYHH MPOLEeaYPH, B CHOTBCTCTBHE

CbC CNIEAHHUTE BPEMEBH IMPapHLIU:

° Hucko-pHCKOBH NALHEHTH (MMYHOKOMIICTEHTHH UL HIIH NMALIKCHTH ¢ HUCHK PHCK 3a
PELMAMB): B NMPOABIDKEHHE Ha 14-28 QHK, MO3BONABAHKH [IOCTUIAHE HA MaKCHMAMHO
CHOTHOLIEHYE U3YMCTBaHe/PeLIMANB Ha JIE3UHTE 3a 2 WK MOBEUE Mecella Cie/l NPEKBbCBAHE Ha
neyeHHeTo, Be3 npuiaraHe Ha Apyro JIEKapcTBo.

° BHCOKO-PUCKOBH nanHesTH' (NaLMeHTH ¢ UMYHOOe(HIIUT WM TaKHBa C BUCOK PHICK 3a
PELIMIMB): 5 HH CEAMMYHO, B 2 MOC/IEA0BATE/IHHA CEAMMIIM Ha MECELA, B NPOABIKCHHE HA 3
Mecela, MOCTUraiki MAKCMMAJTHO CHOTHOLIEHHE H3YHCTBAHE/PELIMANB Ha NE3HUTE 10 Kpas Ha
TPETUS MeceL| OT JIEYCHHUETO.

Ta3u 103MpOBKa MOXKe Ja Gbae NOBTApsHa NP HEOOXOAMMOCT, a NALMEHTLT TPAOBa Aa Ovae
npociaeaaBaH, KaKTO MPH PeKypeHTHH 3a00naBaHNS.

' MpoduanTe Ha TALMEHTUTE ¢ BHCOK PUCK 33 PELMIMB UK C HEPBHKAIHA JUCTINA3NS, UIIH C FCHUTATHHA OpanaBuLM ca
CXOAHHK € TE3U NpH ApYrx 3ab0/1A8aHHA H BKIHOUBAT.
. HMYHOACNpECHs, AbMKALIa C¢ Ha!

—  aHaMHe3a 33 XPOHHYHW WIM PEKYPEHTHH HH(pEKuMH HIM ADYTH CEKCYanHo npe

transmitted disease, STD)

—  MNpOTUBOPAKOBA XUMHOTEPAITHS

- XHB undexuns
o KOHLIEHTpaltis Ha Qonar B epHTpOUHTHTE < 660 nmol/l
. MHOTOOPOMHHN CeKCYalHM MAPTHLOPH WIIH NPOMAHA HA MOCTOAHEH NTAPTHLOP




YECTH BATMHAIHH CEKCYATHH KOHTAKTH (2 2-6 CeAMH4HO) UK aHAJICH CEKCYANICH KOHTaKT

NPOALIKUTENHA YNIoTpeba Ha NepopaNiy KOHTPALENTHBH MOBEYE OT 5 FOAHHH

aTONMUA (BPOLCHO TIPEAPA3NONOKEHHE KbM CBPhXUYBCTBUTE/IHOCT)

HEJICKYBaH 3axapeH auaber

MPOABIKHUTEIHO TIOTIOHOMYIIEHE

HUCKM HUBa Ha (onat (BUTaMHH BY) B YEPBEHUTE KPLBHH KICTKH

FeHHUTA HM OpaaaBHUM B IPOABIKEHHE Ha > 2 TOJHHH UIIH > 3 HEYCNELHH NIEYCHHA, OTHCAHH B aHaAMHE3aTa
OTCHCTBUME HA AHAMHECTHYHH JIaHHH 3a OpanasuliM N0 KOXKaTa B AETCTBOTO

Jlo3HpOBKA MpH cyOaKYTEH ckieposypaul naneHuedanut (subacute sclerosing panencephalitis, SSPE):

100 mg/kg TenecHo Terio QHEBHO, J0 HE nokeye OT 3-4 g, NPOABIKHTEIHO, TPH PEIOBHO
npociensBaHe Ha ChCTOSHHETO Ha NALMEHTa U Ha HEOOXOAUMOCTTA OT YAB/DKABAHE HA JIEHEHHCTO.

HauyHH HA NIPHAOKEHHE
To3u feKapcTBEH NMPOAYKT € NpelHa3HAUECH H3K/TIOUMTEITHO 32 NEPOPaNHO MPHIIOKEHHE.
J{HeBHUAT NpHeM TpAGBa 1a ce pasnpeaeid OpaBHO Mpe3 YacoBeTe Ha OyayBaHe.

3a ylecHABAHE Ha MOTTBIIAHETO TabneTkara MoXe [a ce CHYNH H pasTBOPH B MAJIKO KOH4€CTBO
OBKYCEHa TeUHOCT [0 BPEME Ha MPHEMAHETO.

4.3 IIporHBONOKA3AHHA

HM3onprHO3MH He TpabBa Ja ce npunara:

¢ NpH MALHEHTH C H3BECTHA CBPbXYYBCTBHTEHOCT KbM JIEKAPCTBEHHA NTPOAYKT HIIH KM HAKOC
OT MOMOLLHATE BELISCTBA,

. NpH NaUHeHTH, NOHACTOsMNIEM CTPaAALIlK OT NojJarpa,

* Mpy MaUUEeHTH C NMOBHULICHU CTOMHOCTH HA MUKOYHATA KHCEJIMHA B KPBBTA.

4.4 ChoensanHH NPeRYNPeKICHHS U NPeINa3HH MEPKH OpH ynoTpeba

M3onprHO3MH MOXKEe 1a NPHYHHH NPEXOAHO MOBHUIUIEHHE Ha H3XOIHMTE HHBA HA NMKOYHATA KHCENHA
B CEpyMa W ypHHaTa, KOUTO 0OMYaiHO OCTAaBaT B HOPMATHHTE IPAHHLIM (npuemaiiku 8 mg % win
0,420 mmol/l, cbOTBETHO, KATO rOpHa rpaHHLa), ocoOeHO Npy MBXKETE M 3acTapaBallaTa nonynalus
OT nBata nona. [ToBUILABAHETO Ha CTOIHOCTHUTE Ha NHKOYHATA KMCEINHA C& ABKH Ha KAaTabOoNNTHMS
MeTaboAM3LM IPH XOPaTa Ha NHO3WHOBATA ChCTABKA Ha MPOAYKTa [0 MMKOYHA KHCENHHA. To He ce
IB/DKH Ha OCHOBHH JIEKAPCTBEHO-UHAYLHPAHH [TPOMEHH B AKTHBHOCTTA HA EH3UMWTE HIIH B
npeurcTBaliara GpyHkuus Ha 6n6peunTe. Cnenoparento, M3onpuHO3MH MOXE Aa ce npunara ¢
OBHIIEHO BHUMaHHE MPH NalMEHTH ¢ AaHAMHECTHYHMN JIAHHYU 33 NoJarpa, XunepyprKkeMus,
YPOMTHA3a WK MPH NALKUEHTH ¢ HapyuieHa 6b0peuna pyHkuus. I1o Bpeme Ha neyeHHeTo,
CTOMHOCTHMTE HA NMMKOYHATA KMCEJIMHA MPHU Te3U NMaUKeHTH TpsaOBa a ce NPoCeAsBaT PEAOBHO.

[Mpy HAKOM HHAMBHAY MOXKE 1@ HACTBHIAT OCTPH pEakLHH Ha CBPBbXYYBCTBUTC/IHOCT (ypTHKapus,
anruoenem, aHadunaxcus). B Tesu cnydan, neuennero ¢ M3onpuHosuH Tpsabsa na bbae

NpeyCTAaHOBEHO.

IMpH NPOABLIKHMTENHO JIEUEHHE € Bb3MOXKHO 06pasysaHe Ha KaMbHHU B OBOpeUMTE H HUTBUYKATA.
CTOHHOCTUTE HA MMKOYHATA KMCEIHHA B CepyMa W/HIIH YpUHATa, 4epHOAPOOHHTE QYHKIMOHANHH
n3CNeNBaHKA, KPhBHATA KapTHHA M ObOpeunuTe QyHKUHOHANIHM H3C/elBaHNa TpsibBa fa ce
NpOBEPABAT PeJOBHO MPU BCHYKM MAIIMEHTH Ha MPOJIBKUTENHO JiedeHue ¢ M30nprHO3uH.

[Ti1eHHYHOTO HUIIECTE B TOBA JIEKAPCTBO ChABPXKA MHOIMO HACKH HUBA Ha MTYTEH




4.5 BsauMoaeicTBHe ¢ APYTH JEKAPCTBEHH NPOAYKTH H APYTH OpMH HA B3aHMOAEHCTBHE

JlexapcTBEeHHAT NPOOYKT TPAOBA Aa C€ U3I0JI3BA ¢ MOBHLICHO BHUMAHUE MPH €THOBPEMEHHO
npuiaraHe ¢ HHXMOMTOPH Ha KCAHTHHOKCHAA3a (aJIoNypHHON) HIH YPUKO3ypHHHH CPEACTSA,
IHYPETULH — THA3HAHH JUYPETHLM (KATO XUAPOXIIOPTHA3H/L, XIOPTAIHIAOH, HHIANaMH) WV
IHYPETHLIM, TTOBNMABALIH eKCKpelMATa npe3 6pOpeunara Opumka (kaTo pyposeMul, TOpaseMHA,
eTaKPHHOBA KHUCEIINHA).

WU30NPHHO3MH MOJeE Ja Ce TIPKIIara Ciiefl, HO He  €IHOBPEMEHHO C KMYHOCYNPECHBHH CPEACTBA, ThH
KATO € BB3MOKHO YIIpaKHABAHE Ha (ApMaKOKMHETHYHO MOBIMABAHE BbPXY XKeTaHnTe jiedeOHu

edekTH.

EaHoBpeMeHHaTa yrotpe6a ¢ asunotiMuani (azidothymidine, AZT) yBenvuaBa 0bpasyBaHeTO Ha AZT
HYKJIEOTHAH YpEe3 MHOXKECTBO MEXAHH3MH, BKJIKOUBALIH MOBHILEHA OvoHanu4HOCT HA AZT B KpbBHATA
1a3Ma ¥ NOBHUILIEHAa WHTpaLleynapHa pocdopunauys B MOHOLIMTHTE Ha YOBeLLIKaTa kpbB. B pesynrar
Ha TOBa, M30npruHO3MH NMoBHLIABa Bb3AeACTBUETO Ha AZT.

4.6 PepTHanTeT, OPEMEHHOCT H KbpPMEHE

bpeMeHHOCT

JIunceaT KOHTPOJIMpAaHH NPOYUBAaHHSA, IPOCIIEAABALIM PHCKA 32 (eTyca M HapyLIABaHETO HA
dbeprunuTeTa NpH Xopa. He e U3BECTHO AanH HHO3MH allefo0eH JUMENPaHOI ce eKCKpeTHpa B
maiiunHaTta kbpMa. ETo 3awmo, H3onprHo3uH He TpAOBa fa ce nmpunara no Bpeme Ha OpeMEHHOCT WK
KbPMEHE, OCBEH aKO JIEKapAT He MPELUEHHK, Y€ NOJI3UTE HAABHULIABAT MOTCHIMATHHA PUCK.

KbpmMmene
He e M3BECTHO AATH MHO3MH alenodeH AMMENpPaHo ce eKcKpeTHpa B KbpMaTa. HaMa naHHM 3a

eKCKpELIMATA Ha JIEKAPCTBOTO HAK METaOOIIMTHTE B XKHBOTHHCKOTO MJIAKO. PUck®bT 32 KbpMA4ETO HE
Moxke aa 6bae uakmoueH. KupMeHeTo TpsabBa Aa ce NPECYCTaHOBH IO BpEME HA JIEUCHHE C HHO3HH

atieobeH auMenpaHoi.

QepTUnuTeT
Hsima naHHM 3a BIHSHWETO Ha JEKAPCTBOTO BbPXY HoBeLikua peprunuter. [IpoyusaHuaTa npy

SKHBOTHH He MoKa3BaT eeKT BbpXy peprunrera (BXK. TOUKa 5.3)

4.7 EdexTi BbpXy cniocobHOCTT2 32 modupane 4 padora ¢ MAMIAHA

HM30npHHO3MH He TOBAHABA CIIOCOOHOCTTA 3a WodHpaHe n paboTa ¢ MaLIHHH.

4.8 HexenaHH JeKapcTBEeHH peaKIlHH

[To BpeMe Ha neueHreTo ¢ M30NpHHO34HH, €AMHCTBEHATA MOCTORHHO HabnroaaBaHa
NeKapCTBEHO-CBLP3aHa HEXKENaHa PeakLns NpH BB3PACTHH, KAKTO M B NIEAHaTPH'HATA NOMyNalus, ¢
NPexoaHo nosulIeHKe (0OMYAHHO OCTaBallo B FPaHULIMTE Ha HOpMAaTa) Ha CTOHHOCTUTE Ha NMUKOUHaTa
KUCENMHA B CepyMa W YpHHaTa, KOHTO OOMKHOBEHO C€ 3aBPBLIAT KbM H3XOAHHTC CH HUBA HAKOJIKO

IOHHU Clef Kpas Ha JICYEHHETO.

Yecmoma no MedDRA xoneenyuama

MHoro uecTH >1/10

Yectu >1/100 no <1/10

HeuecTn >1/1 000 no <1/100

Peaku >1/10 000 mo <1/1 000

MHoro peaxu <1/10 000, BKAIOUUTETHO H30HPaHH AOKIAAH

C HeM3BECTHA YeCTOTa | OT HAIMMHHUTE NaHHH HE MOXeE Ja Obae HanpaBeHa




MHOTO 4eCTH
Hacnedeanus

YectH

CmoMauinHo-4pesHu Hapyueris

Obwu Hapyuenus U epexmu Ha MACMOMO HA
RPUAOICEHUE

Hscreosanun

Hapyuiernus na xoxcama u ROOKOXCHama
MbKAH

Hapywenua na nepgrama cucmema
Hapywenus na yxomo u aabupunma
Hapywenus na mycxyaso-cxenremnama
CHCMEMA U CLEOUHUMENHAMA MbKAH

HeuecTH

CmomauHo-4pesHu HapYueHus
Hapywenusa na nepgnama cucmema
Heuxuunu napyuwienus

Hapywenun na 6vbpeyume u nukoyxume
neMua

[ToBULIEHH CTOUHOCTH HAa NUKOUYHATA KHCE/INHA B
KpbBTA U YpUHATA

[ToBpbiuaHe, raaeHe, THCKOMGpOPT B €MHracTpUyMa
YMopa, Hepa3nonoxeHHe

[TopuineHH CTOMHOCTH Ha ypeAaTa B KPbBTA,
[OBUUIEHN CTOHHOCTH Ha TPpaHCAMHWHA3UTE,
MOBHMUICHH CTOWHOCTH Ha ankajHata gocdarasa B
KpbBTa

O6puB, NPpYPHTYC

I'nasobonue
Bepturo
ApTpanrus

Huapus, KOHCTHIIALKA
COMHOJIEHTHOCT
HepeHOCT, HHCOMHHA
[lonnypus

Crie/IHHTe HeXeTaHH PeaKlMy ca ChOBIEHH Npy 0CTMApKETHHIOBOTO HabmoAeHue. HecToTara, ¢
KOSITO BBb3HHKBAT, HE € H3BECTHA (OT HAMMYHHTE JaHHHU He Moxke a 6Bl HanpaBeHa OLICHKA).

CmomMauino-upesHu RAPYUIEeHUA
Hapywenus na umynnama cucmema
Hapywernun na nepguama cucmema
Hapywenus Ha kodcama u NOOKOXCHamMa
MbvKaH

CpobiliapaHe Ha NOA03UPAHU HEe)KeTaHH peaKUHH

bonka B ropHaTa 4acT Ha Kopema
CBpbX4YBCTBUTENHOCT, aHaPUIAKTHYHA PEaKLHS
3amasHOCT

AHTHOEAEM, EPUTEM, YPTHKApHUA

C1o61aBAHETO HA NOJO3HPAHH HEXEIAHH PEaKLMH ClIef pa3pellasare 3a ynoTpeda Ha NeKapCTBEHHA
NPOAYKT € BaxkHO. ToBa ro3B0AABa Aa NPOALIKH HaOIIOICHHETO Ha CHOTHOLUEHHETO MoJI3a/puck 3a

eKapCTBEHUA NPOAYKT. OT MEAMLIMHCKUTE CICLMANKCTH CE H3UCKBa Aa CboOLIaBAT BCAKA NOA03MpPaHa

HEXeaHa PeaKLtig upes:

HM3anbaHKTENHA areHukd 1o JIEKapcTBaTa
yi1. ,,JJamsan ['pyes* Ne 8

1303 Codus

Ten.: +359 2 §903417

yebOcaiit: www.bda.bg

4.9 Ilpenozupane

HaMa choBLIeHHSA 3a CYyUad Ha NPeao3upaHe ¢ HHO3HH alieAo0eH auMenpaHon. CepHO3HH HEXENaHN
peakiuu, obaue, OCBEH MOBHIIEHHTE HUBA Ha NMKOYHA KHUCE/IHHA B OPraH13ma, ¢a Majlko BEPOATHH,
NpeaBUI Pe3y/ITaTHTE OT NPOYUBAHHATA BHPXY TOKCHYHOCTTA FIPH )KUBOTHH. JleueHuero TpadBa Ra

66 OrpaHHYEHO 10 CHMITTOMATHYHHN U MOAABPXKALIH MEPKH.

5., @OAPMAKOJOI'NMYHU CBOUCTBA

5.1 ®@apmakogHHAMHYHH CBOHCTBA




dapmakorepanesTyHa rpyna: MMynoMonynatop — aHTUBHPYCEH NEKapCTBEH NMPOAYKT
ATC xon: JOSAXO05

U30npUHO3HH € CHHTETHYHO IyPHHOBO MPOM3BOAHO ¢ HMYHOMOAYAHpALIUH W IPOTHBOBHPYCHH
CBOICTBA, KOUTO Ca Pe3YyJITAT OT ABHO in Vivo yCWIBaHE HA HMYHHMS OTTOBOP HAa OpraHM3Ma,
OnarogapeHde Ha IEKapCTBEHHA MPOAYKT.

KNMHUYHUTE NpOYYBAHHA MMOKA3BAT, HE HHO3MH auea00eH JUMENpPaHOol HOPMATH3HPa HEMOCTATbHHHA
WJIM HapyLIeH KJIeThbYHO-MEAHHPAaH HMYHHTET (10 M3XOAHHA 32 OpraHu3Ma) Ype3 NPeAH3BHKBAHE Ha
tun Thl OTroBOp, KOHTO HHALMHPa y3paABaHeTO H AHdepeHuMpateTo Ha T iumpouuTHTe, H
MOTEHLUPAHETO HA HHAYLHUPAaHUTE JIUMPOTPOIH(pEPATUBHY PEaKIIMU B MUTOTCH- M/
aHTUreH-akTHBUpaHuTe KieTkH. [lo nogoben HaUMH, TEKApPCTBEHHAT MPOLYKT MOAYJiHpa
LMTOTOKCHYHOCTTA Ha T TMMQOLIMTHTE U Ha eCTECTBEHUTE KIETKU-YOUHLIH, pyHKUunTe Ha CD8+
cynpecopuute ¥ Ha CD4+ xennepHUTE KIETKH, a Taka ChLIO W NoBHLIaBa Opod Ha [gG v KOMIUIEMEHT-
MOBBPXHOCTHHTE Mapkepy. HO3MH aulenobeH TUMeNpaHON yBear4yaBa MIPOM3BOACTBOTO HA LIMTOKHHA
[L-1 v noanoMara npoAyKu#sTa Ha IL-2, perynupaiiki Bp3x0ALI0 ekcnipecnsTa Ha IL-2 peuenropa /n
vitro. Toil yBenMuaBa 3HAYMTEHO eHoreHHara cekpeuns Ha IFN-y n Hamaniasa in vivo MpoJyKUHATa Ha
IL-4. OcBeH ToBa, TO# NMOTEHUHPa XMMHOTAKCHEa H (parourdTos3ara Ha HEYTPOQUIUTE, MOHOLIUTHTE H
Makpodarure.

In vivo, iHO3uH allefo0eH TUMENnpaHo rnojnoMara NoTeHHPAHETO Ha NMOTHCHATHA CHHTE3 H
TpaHCTALMOHHATA cnocoBHOCT Ha MH(opMaunonHata (MatpuuHa) PHK (mRNA) Ha AUMQOLIUTHUTE,
KaTO ChLIEBpEMEHHO HHXHOMpa cHHTe3a Ha BUpycHata PHK nocpeacTsoM BCe Ol1e HEH3ACHEHH
cteneny Ha (1) MHO3HH-MEAMUPAHO BKIIIOYBAHE HA OPOTOBATA KMCENHHA B NOIIMPHOO30MHTE; (2)
OTHCKAHE Ha 3a/1aBAHETO Ha NOMHAeHWIOBaTa KUCETHHA KbM nHGopMauyonHara (MarpuyHa) PHK Ha
BMpyca 1 (3) MoAeKyNspHa peopraHM3aLs Ha TPAHCMEMOpaHHHMTE NPOTEHHOBH KOMIUIEKCH,
AHTKHPAHU B MPEHACAHETO HA CHrHaia 4ype3 crelduyer T-k1eTh4eH pelenTop (TcR) B
nuMOLIMTHHTE BETPEMEMOPAHHY I1a3MeHH YacTHLM (intramembrane plasma particles, IMP), kosTo

yBEJIMYABA [MOYTH TPUKPATHO TUTETHOCTTA HIM.

Uno3un auenoben nuMenpaHon uuxubupa cGMP docdoarecTepasa camo NNpH BHCOKH KOHUEHTPALHH
in vitro ¥ NP1 HHBA, HEBIJTIOYEHH B NPOABHTE Ha HMYHOGDAPMaKOJIOrHUHUTE eeKTH in Vivo.

5.2 ®apmaxokuHeTHYHH CBOHCTBA

Bcsika OT ChCTABKHMTE HA JIEKAPCTBEHHA NPOAYKT NOKa3Ba co6cTBeHH (apMakoIOrHiH1 CBOHCTRA.

AGcopbuus: TprioxeH repopaiHo NpH Xopa, HHO3HH auefodeH JMMenpaHos ce abcopbupa 6bp30 H
HaMbAHO (2 90%) OT CTOMALIHO-YPEBHHA TPAKT U MpeMHHaBa B KpbaTa. CbLIO TakKa, C/Ie] NEPOpanHoTo
My NPHJIOXKEHHE NpU MaliMyHH oT posia “Macacus rhesus”, 94-100% OT HHTPaBEHO3HHUTE CTOHHOCTH Ha
komroHenTHTe Ha N, N-quMennamiHo-2-nponanon (DIP) u p-aueramuaobensoenara KMCen1Ha
(PAcBA) ce oTKpMBAT B YPHHATA HM.

Pasnpenenenue: Cel npwiaraHeTo Ha JICKAPCTBEHHS NPOMYKT NPH MaHMYHH € yCTaHOBEHO
paanofensn3aHo OCTATHYHO KOJIMUECTBO B C/ICAHMTE ThKaHH (IO peta Ha HU3XOoAALIATa crieunduuHa
akTHBHOCT): 6L6peLn, Genu Apoboee, HepeH Apod, ChpLe, Aanak, TECTHCH, NAHKPeac, MO3bK U CKENICTHA

MYCKYJIaTypa.

MeTta6onnabM; Cne nepopaiHo NpUIokeHUe Ha | g MHO3WH atlelobeH AMMEnpaHton MpH Xopa ca
YCTAHOBEHH CJIEIHHUTE TUIa3MeHH HUBa 33 N,N-1uMeTnNaMHHO-2-TIPOITaHON (DIP) u
p-aLeTamMuaoGensoenara kucenuta (PAcBA): croreeTHo, 3,7 pug/ml (cnen 2 uacayn A/
yac). B npoyuBaHus BbpPXY MOHOCUMOCTTA Ha J03aTa NPH XOpa, MAKCHMAITHOTY BqHE T
Ha NMHKOYHATA KUCEJIUHA clief IpUeMa, Karo MAPKA 3a BHECSHHA C JIEKApCTBe
IMHERHO 1 MOXe 11a BapHpa ¢ + 10% B nocnensauinte npuema 1-3 vaca.
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B ypHHaTa Ha p-aueTamuaobenzoeHaTa kucenuia (PAcBA) v HellHMs 0CHOBEH METalONHT JOCTHra 10
okono 85% or nosnyveHaTa A03a. 95% OT paanoakTHBHOCTTA B YpHHATA, AbKallla C€ Ha
N,N-oumetunamuno-2-nponanon (DIP), naea or nemeTabonusnpanusa N,N-anmeTunaMmuHo-2-nponaHon
(DIP) u HeroBua N-okcua. BpemeTo 3a nonyenuMHaMpaHe € 3,5 yaca 3a
N,N-numetunamuto-2-riponaton (DIP) u 50 muHyTH 3a -aueramuaobeH3oeHara kucenuHa (PACBA).
[1pm xopa, ocHoBeHd MeTabonuT Ha N,N-aumernnamuHo-2-nponarona (DIP) € N-okcun, a To3n Ha
p-alieTamuaobensoeHara kucenrta (PAcBA) — o-aunnraokypoHul. ONATHTE ¢ palMOM30TONH Ca
HEMOIXOALIM MPH X0pa, Thit KATO UHO3HHOBATA ChCTABKA C€ KaTabonusupa Mo NbTA Ha ITyPHHOBOTO
pasrpaxIaHe 0 NMKO4HA KucenrHa. Cesl NepopanHoTo NPHIOKEHHE Ha TabNeTKa NpH >XKMBOTHH, 10
okon0 70% OT MONY4EHUA HHO3KH MOXKe Nla Oble ycTaHOBEH Mo/l (popMaTta Ha MHKOYHA KHCENHHA, a
OCTAaTBLKBT MY — KATO HOPMATHUTE METabOIMTH KCAHTHH M XUIMOKCAHTHH.

bronanwunoct/T Lo nog kpusara (AUC): B ycnosHATa Ha YCTOHYHMBO CBCTOSHHUC, HAXOJKHUTE B
ypHHATA 32 ChCTABKATa p-aueTamuo6eH3oeHa kucennHa (PACBA) u Heiinuna Metabonut ca > 90% ot
OUAKBAHATA CTOHHOCT 3a pa3TBopa. Haxozkara 3a cheraBkara N,N-aumeruiiamnso-2-nponadon (DIP) n
Helirug MeTabonuT ca > 76%. B nna3mara, iowra nog kpueata (AUC) e > 88% 3a DIP u > 77% 3a
PAcBA.

5.3 IlpeaxnnHU4YHH JAHHH 32 0€30MACHOCT

W30NMpHHO3MH MOKa3Ba HUCBK MPOQHA Ha TOKCHYHOCT MPH MYJITHBApHAHTHH NNPOYUBaHNUA BhPXY
OCTpa, OJOCTPa ¥ XPOHHYHA TOKCHYHOCT MPH MHILKH, IUTHXOBE, Ky4eTa, KOTKH U MAAMYHH B 103K 110
1 500 mg/kg/mHEBHO M MPOM3BEXKA Hall-HUCKaTa cpeata netaiHa 1o3a (LDso) caea nmepopanto
NpUIoKeHWe, HaasuLnapaiita S0-KpaTHo MakcHManHaTa TepaneBTHYHA 1033 OT 100 mg/kg/nHeBHo.

[poab/DKUTEIHUTE TOKCUKOJIIOTHUHHN NPOYYBaHHs NP MHLILKH U IUTLX0BE HE N0KA3BaT KaplIWHOTCHEH
MOTEHLHAL

CTaHapTHUTE U3C/IEBAHMA 32 MYyTAr€HHOCT U i1 Vivo NPOYUBAHHS MIPHU MHMLIKH U TLTBXOBE, KAKTO K
in vitro NPOY4YBAHHATA BLPXY THMQOLUTH OT HOBELUKA epH(epHa KPbB, HE MOKA3BaT abepeHTHH

CBOMCTRA.

Hsama naHHM 33 NnepyHaTa/IHa TOKCHYHOCT, eMOPHOTOKCHYHOCT, TCPATOIeHHOCT WIH HapyllueHa
PENPOAYKTHBHA QYHKLMA [IPH MHULIKH, TUTbXOBE H 3aHLW NPH NMPOY4BAHUA C MPOLBIKHTEIHO
[apeHTEPaTHO NpHIaraHe Ha A03M, HaABMiaBaly 20-kpaTHO MAKCUMAJIHATA MPENOPBUHTENIHA

TepaneBTHYHA 1032 npu xopa (100 mg/kg/aHeBHO) (BXK. CHLIO TOUKa 4.6, OTHOCHO TIPENMOPHLKHTE 34
ynotpe6a no BpemMe Ha SPEMEHHOCT).

6. ©OAPMAIEBTHYHM JAHHH

6.1 CnrchbK HAa NOMOIIHHUTE BelIeCTRBA
MaHHTO
IiueHWYHO HULIECTE

[loBuaoH

MarHe3ues cTeapar

6.2 HecbBMECTHMOCTH
Henpuiioxkumo

6.3. Cpok Ha roaHocT

24 mecena




6.4 ChnennaTHH YCJI0OBHA HA CLXpaHEeHHE

Ha ce cuxpaHaBa noa 25°C B OpHrHHAIHATA ONIAKOBKA.

6.5 Bua n chabpKanue HA ONNAKOBKATA

PVC/PVAC/Al 6auctep ¢ 50 v 30 TabneTku B kapTOHEHa KYTHS; JIHCTOBKA ¢ HH(OpMauus 32
nauueHTa

He BcHYK#H BHAOBE OMAKOBKH Morat aa ObJaT MyCHaTH Ha rasapa.

6.6 CoeunaJHH GPEANA3HH MEPKH NPH H3XBbPJANE H padora

Heu3non3saHUAT NPOAYKT WM OTMAaAbYHUTE MAaTEPUAIN OT HEro TpAOBa [1a ce H3XBBPJIAT B
ChOTBETCTBHE ¢ MECTHUTE H3HCKBAHHA.

7. HMPUTEXATEJ HA PASPEHNIEHHUETO 3A YIIOTPEBA

Ewopharma International, s.r.o.
Prokopa Velkého 52

811 04 Bratislava
Cnopauika Penybnuka

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Per. Ne

9. JIATA HA ITBPBO PA3PEINABAHE/MIOAHOBSBAHE HA PASPEINIEHHUETO 3A
YIIOTPEDBA

JlaTa Ha TbPRO pa3pellaBaHe!

10. JATA HA AKTYAJIM3HMPAHE HA TEKCTA




