KPATKA XAPAKTEPUCTHKA HA TTIPOAYKTA



1. HME HA JEKAPCTBEHMS TPOAYKT

ITMACKJIEITHH 100 mg/200 mg kancynu
PIASCLEDINE 100 mg/200 mg capsules

2. KAYECTBEH 1 KOJIMYECTBEH CHhCTAB
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Besxa kancyna cpabpika 300 mg HeocamyHBal ce BEIECTBA OT Mac/ia Ha aBOkaao u cos (avecado v

soybean oil unsaponifiables), cLoTBeTCTBALIN HA:

- HeocalTyHBALIM Ce BEUIECTBA OT Maclo Ha aBokano (avocado oil unsaponifiables) 100,00 mg
- HEOCAITyHBAILlH CC BELUECTBA OT COCBO Maco {soybean oil unsaponifiables) 200,00 mg

3a LTHEA CMHCEK HA MOMOIUHKTE BelllecTRa BHMTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA

Tebpan Kancy/nu ¢ OpalKeBa Kanauka W HEMpO3pavHO CHBO TATO, o3Hadenwe ,,P300%, cuappxaito xadasa

nacra.

4. WIMHHYHHA JAHHHW

4.1. TepanesTRYHH NOKa3AHUS

[NuackneanH e rmokazaH KaTo CHMOTOMATHUHO GaBHOASHCTBALLIO IEUEHHME HA OCTSOAPTPHUT Ha KONRKHOTO.

TMuackienuy € noxasaH 3a ynorpeba npy Bb3pacTHH.

4.2, JLO3HPOBKA A HAYHH HA HPHJIOKECHHE

EOSI’[[EOBKEI

Buv3pacmuu
ITo egHa Kancyia JHEBHO.

Heduampuuna nonyaayus

BesonacHocTTa H edHKacHOCTTa TPH 4eUa Ha Be3pact nog 18 roaunu Bce omle He ca ycranosend. He ce
npenopb4pa ynotpedaTa Ha [TnackienvH npH Ta3w NOmyaauHs.

Yepuoopobro vepexcoane

JIMnceaT JaHHH 32 MALHEHTH C TEXKO YePHOAPOGHO YBpekaaHe.
B®3 ocHoBAa Ha MexanWima na AeicTeue Ha IMnacknenus, He e Heo0XOOWMO KOPHIMpaHe Ha [03aTa Npu

NaluUeHTH ¢ YepHOIPoOHO YBpeRaaHe.

Hayuenumu 6 cmapuecrka ev3ipacm

[py nauueHTy B CTApYECKa BB3PACT He € HeoOXOMMMO KOPMIMpaHe Ha 103aTa. B KIMHW4IHHTE Npoy4BaHuS,
npoesieHH ¢ IIHackneamn, cpelnaTa BB3pacT Ha MOMYNAUMATAa NAUMCHTH ¢ OMna Haa 60 rogmuHH, CBC

3HAYHTE/IEH S0 OT NALMEHTH Ha BB3PACT Hax 65 rolIMHu.

Hadun Ha_npHaokeHpe
[Tepopanto npunokeHse.

Kancynara Tpabea fia ce norsaHe wiia, 6e3 Aa ce ApBYe, © Yalua BOJa 110 BpeMe Ha
TTpenopBEUHTENHUAT KYPC HA JIEUEHHE & 3 Mecera.




43. Ilporasonoxazapns

CBpPBXUYBCTBHTEIHOCT KBM AKTHBHHTE BEINCCTBA MM KbM HAKOE OT MOMOIIHHTE BEINECTBA, M3OPOCHH B
Touxa 6.1.
TuackneanH ¢ npoTHRONOKA3aK MpH GPEMEHHOCT M KbpMEHE.

44, Croensajnu DpelyNpe:KIeARd A NPEAHAIHE MEPKH OPH YHoTpeda

[Mnacxnenuy npuHagnesxu kbM kiac SYSADOA (cumnromatuunu GaBHO AeifcTBald nexkapecrea 3a
OCTE0apTPHUT), KOUTO Ce XapaKTepusHpaT ceC 3adaBeHo JeiicrBue. [lopagd Tasu mpHuyHHa, MoXe da Obae
HeaOxomumo pa ce npeanme kombunanus ot HCTIBC w/Mnm aHaIreTuuy B HA4aaoTo HAa JSUEHHETO ¢
IMuacknenyH, KaTo 503aTa HM C¢ HaMaNgea ¢ yRejdndapane Ha edekTa Ha [THacknequH.

[TomomnoTo Bemecrso Gyrwrxuapoxeutonyer (E 321) uma gpasHewio feiicTade BRPXy OMHTe, KOXKATa H
JINFaBHNATA,

[lo Bpeme Ha MOCTMAPKETHHIORHA MEPHOM, HEKENAHH PEAKLHH, KATO YepHOAPOOHA LMTONH3A, XOJecTasa,
HKBJTEHALA W MIOBHILCHHE HA TPaHCAMHHA3MTE, ¢a chobllaBaHu Karto HedvecTH. Ilopanw Tosa Tpaea ma ce
00BpHE CMSUMATHO BHHMAHHE HA MALMEHTH C aHAMHE32 32 WM CTPAJAINM OT YepHOAPOOHM WM MITBYHH
3a00/ABAHMS, MM KO ca B 3[PABOCIIORHO CHCTOSHHE, KOETO MOXE a NOBHIIM PHCKA OT XOJEIHTHA3a HITH
uepHoApobHo yRpexcnane. [THackneauu TpsOBa 4a ce NPEYCTAHOBM B CITy4al Ha GUOMOrHUHM WIH KIMHHYHH
CHMIITOMH Ha MepHOAPOOHO MITH AUTHUHO YBPEXKAHE.

Peaknun Ha CBPBXMYBCTBHTEIHOCT, KaTO KOKeH OOPHB, YPTMKapHs, NePMATHT, ca ChOGINABaHH C YecTOTa
HEYECTH TI0 BPEME HA KNWHHYHOTO MPOY4YBAHE Ha JICKAPCTBeHUA NpoAykT. [lanyeHrtHTe TpaGBa ma Gbhaat
NPeNyNpeIeHH 34 IPUIHAI W/UiM CHMIITOMH, NPEANONaramid aleprayHa peakuws u Tpsbea ga cnpar
JIEYEHHETO K J4 C& KOHCYNITHPAT C NeKyBallkA JIEKap NPH [TbPBaTa MOABA HA KOXHA PeaKiys HIH NPH3HALM
Ha CBPBLXYYRCTBATENHOCT (BK. TOUKa 4.8).

HMa crobineHy HAKONKO CAy4YaH Ha TpomGonuronesns ¢ [uackiennH, BRIIOYMTENHO W ¢KH N0 BPeMe Ha
KJIHHHYHMTe Npoyusatus. [Tnacknenuy TpabBa fa ce NpeycTadoRH B cayyall Ha CUMITTOME, HACOYRAINM KBM
HApYLIEHHA B KPbBOCBCHPRAHETO (Hanp. NeTexus, mypnypa) (Bx. Touka 4.5).

4.5. BsanmoaeiicTBHe ¢ JPYTH JEKAPCTBEHH GPOAYKTH M APYyrH GOPMA HA BlaAMoaeiicTRHE

IMpremsT Ha TlMacknenvH NpH NAUMEHTH CbC CBHIIHTCTEALA AHTHKOAryJaHTHa Tepanms Tps6Ba Ja ce
H3ELPUIBA C NOBHINEHO BHHMAaHHE (B3 Touka 4.4),

4.6. DepTHINTET, GPEMEHHOCT H KLPMEHE

Bpemennoct
JlunceaT KIWHHYHM JaHHM ot ynoTpeGarta Ha [luackne Ul npu GpeMeHHH JKeHH.
TTRackieMH € NPOTHBONOKA3aH N0 BpeMe Ha GpeMeHHOCT (Bik. TouKa 4.3).

Knpmene

Jlvnceat kIMHUMHU AanHM OT yroTpeGata Ha IlMackieauH B MEpHOAA HA KLPMEHE H He € HIRECTHO JANH
IMrackiieMH UM HEFOBHTE METABOIMTH Ce eKCKPETUPAT B KBpPMATA.

[Mnacknequs € NPOTHRONOKA3aH B IEPHOAA Ha KxpMeHe (B, Touka 4.3),

Deprunurer
MMma npusHalli Ha penposyKTHBHA TOKCHYHOCT TIPH XUBOTHH, NPHEMATH BUCOKH A03u ITnackneaus (Bi.
TouKa 5.3).

JIMMCRAaT KNMHMYHKM NAHHM 32 OLIEHKA HA BB3AHCTBHETO Ha IlHacknemMH BepXy GepTnvTeT
He ce npenopbuBa ynotpebarta ha IlnacknesnH npH keHW ¢ NeTEPONEH MOTERIWMAN,
KOHTPaUCILHA.




47. EdexrTn pupxy cnocobnocrra 3a Wiodupane H paGoTa ¢ MAHHK
TxacknequH He NOBNMABA WM NORIMABA NpeHebpexumo crocobHOCTTa 3a wWodupane H paboTa ¢ MalHHH,
4.8 Hexenann Jekapcrsend peakiny

O6o6menne na npodpuna Ha Ge30NACHOCT:

Haii-yecto chobillapaHHTe HeKENaHH PEAKUHH 110 BPeME Ha eueHHeTo ¢ ITHACKIenHH Ca CBBp3aHM ChC
CTOMAIIHO-4PEBHH HAPYIICHUA, NOABABAIIM ce NPUONM3nTenHo npu 3% oT naumuenture. Juapus, 601k B
KopeMa, JTHCIEeNncHs, OLyBaHe Ha KopeMa H raaeHe MoKe Aa Bb3HHKHAT npy 0,4% 1o 1,1% oT natuenTture.
Te3u HexeNnaHK peakiMK ¢a IEKH WIH YMEPEHH [0 TEXKECT, H HE CA CEPHO3HH.

Tabianauo o6o0menne Ha HexeJAHATE PEAKITHA;
Ilo BpeMe Ha kiMHHMHMTE Npoy4raHHA 000 1310 mauvenTd ca NexyBanu ¢ IlMackneaun, B TOBa YHCIO
1174 nawgienTH, npueMany ITnacknenys eaMH ObT JHEBHO B KJIMHMYHH NPOYYBAHHS M B KOHTPOIMPaHH
CTpsAMO 11auefo/aKTHBEH KOMIApPATOp KIHHHYHH mpoydysaHua. Hexenauwre peakuuu, choblasaHH TipH
Te3H IAllMEHTH, ca obofuieHt B TAGIHLATA MO-AOITY.

0606uieHa TabNKA C HEXXENAHUTE PEaKLMH TTO CHCTEMO-OpraHeH Kiac u dectora [Muoro vectw (> 1/10);
vecty (> 1/100 o < 1/10); neuectn (= 1/1000 no <1/100); peaxu (= 1/10000 mo < 1/1000); Muoro peaxu (<
1/10000)]. BbB BCcsiKa OT KATETOPUHTE 1O HYECTOTA, HA MLPBO MACTO CA NPEJCTAREHH CEPHO3HHTE PEAKLIMH:

CucTeMo-opranen kiac YecroTa Hexenann peaknuu
Hapywenus Ha xkpeBTa u JuMduata | Peaxu TpomGouyronenus
CHCTEMA
Hapyumedud Ha UMyHHaTa CUCTEMa Heuectn CBpbX4yBCTBUTEIHOCT
HapyitlenHd Ha HEpBHATA CHCTEMA Heuectn I'narobonne
Cromamno-1peBHH HapyWIEHUA Hectu apus
Heuecu Aucnencus; mucrey3us; rafese; OOMKH B

Kopema, ofe3LBeTABaHE HA H3NpaXXKHEHHUATA

Penku EnTepur; noBphlllaHe; OpHrBaHe; cyXora B
ycrara
HapyilicHua Ha Kokata H HORxoxHAaTa | Peaxu ToxcHYeH OOPHB HA KOKATA; EK3EMA
TbKaH
Hapywenna na Onbpeunre u nukounwte | Heuectw Xpomatypus
MBTHLIA Peaxu Hedponutuaza
O6mun Hapymenms v edekrd Ha msctoto | Hewectn ACTEHUYHH CHOTOAHMS
Ha NPWIOKEHHE
HM3ciensanns Penxu TMoBHiIEHO KPLBHO HANATaHE

Onncanne Ha H30paHu HEXKETAHE PeaKUHH
B nsikou cyuan npuemsT Ha [uacknennH Moxce 1a JOBENIe 1O CBPBXIYBCTBUTENHOCT, HAMPHMEP CHCTEMHY
alepriyHu peakiuyy -~ OCTPO HAYANIO HA PEAKLMHTE CLC 3acATaHe Ha KOXata (NIPYpUTHC, YpTHKapus,
epureMa, o6puB), IUIABMLMTE HIH H HA JIBETE, KALLIKLA, EPCUCTUPAIA CTOMAIITHO YPEBHY CHMITTOMH HIIH
NOHKKEHO KPHBHO HANAraHe W/MIK CRBP3aHNTE ¢ TOBA CUMITOMM, BiK. TOuKa 4.4,

o speme Ha sevenmne ¢ [lmacknennn MoraT Ja ce MpOABAT NPHIHALGM HA HEPH

HanpuMep GofkH B KOpeMa, CBLP3aHH ¢ rafeHe, 0Oe3UBETABAHE HA H3MPAKHEHHS
WKTEp (BK. TOUKa 4.4).



To epeMe Ha neyenne ¢ ITHackIenuys MOraT Ja HACTBIAT MPH3HALM M CHMITTOMH, [IPEIIIOIATALIH MOBHIEHO
KPBBHO HaIAraHe (T.e. rapo0onHe, HapyUIeHHS Ha CTyXa, TOpeuld BhJIHH).

Hexenanu peakig, cb00MARAHH B MOCTMAPKETHHTOBHS MEPHO.T

Yepronpobue HapyuieHKs

B nocTMapKeTHHIOBHA nepuol ca chobLIaBaHN CEAHUTE JOIBIHITENHH HEXKENAHH PeaKLMH: YepHOIpoGHa
UHTOMH3d, XONECTasd, KbATEHHUA, MOBUINCHH TpaHCaMWHasH, aikamHa docarasa, OGHMHpYOHH u rama-
TTYTaMHI TPAHCTIENTHAA3A,

Toit kaTo Te3u peakuuu He ca GrmH cbOGIIABAHH (10 BpeMe Ha KIHMHUYHHMTE TIpoydranusd ¢ | 174 nanwenTn,
npuemaiiy [1uacknenuy, TAXHATA YECTOTA Ce OLCHABA KATO HEvecTa,

Hapyiienus Ha penponyKTHBHATA CHCTEMA H TEPAMTE
Ectporenonogobuu nposBy: MIPU HAKOM TIALUMEHTH ca choOmapaHu BoJKa B IbpAuTe, NOLYBaHe HA ['HPIUTE

u MeTpoparda. Thil KaTo TakuBa criyuad He ca OMiTH CbOOUIABAHHU [0 BpeMe Ha KJIMHHYHUTE IIPOYHRAHMA ¢
1174 naywenTy, npHemaiiy [uackiae W, TAXHATE Y4ECTOTA € OLCHABA KATO HEYECTA.

Cro01uaBaHe HA MOI03UPAHH HEXENAHH PEaKIHH

CpobwarateTo Ha NOAO3HpaHM HEXENaHM PEakLMM CJiefl paspeluasaHe 3a ynoTpe0a Ha NeKAPCTBEHMSA
NpOAYKT ¢ BakHo. ToBA [03BONABA 2 MPOALIDKA HaOMIOAEHHMETO HAa CHOTHOLICHHETO NON3A/PHCK 34
NEKAPCTBEHHA TPoaYKT. T MeNMIHHCKMUTE CMENMATHCTH Ce M3HCKBA Ja CbOOLIABAT BCAKA T003HpaHA
HEXKeAHA PEaklns Upes HAUMOHANHA CHCTeMa 38 choblaBane: M3MbIHHTEIHA areHIMs 10 JIEKapCTBaTa, Y.
wHaman I'pyes” Ne 8, 1303 Codua, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 IIpeno3spane

Tlo BpeMe HA KAMHMYHHTE NPOYYBaHHSA, OPHEMET Ha 4034 10 900 mg IHEBHO B NPONBLIDKEHHE HA HAKONKO
Mecena, € GUIT CBBP3aH ¢ 1030-3aBHCHMH ¢TOMALTHO-YPEBHH HApYIUCHHS.
IpenosupaneTo MoKe na TIPe/IM3BMKA MK 0GOCTPH CTOMAIHO-YPEBHH WITH 4epPHOAPOGHH HApYIIEHuS,

5. ©®APMAKOJOTI'MYHU CBOMCTBA
5.1. DapMaKoIAHAMHINM cBOHCTRA

OCTEOAPTPHTH

dapmakoTepaneBTHYHA rpyna: JIpOTHBOBBINATKTEHH 1 IPOTUBOPEBMATHYHM CPEACTRA, HECTEPONIH.
ATC xon: MO1AX26.

[Tnackiegun npuHagnexmu KbM knac ,,SYSADOA® (cumrromatuyes GaBHO AelicTBAamiu JIEKapcTRa 34
OCTEOAPTPHUT), KOMTO OCHOBHO C€ XapaKTePH3IHPAT CBC CBOETO 3abaBeHo nelicTRHE.

MexaHH3bM Ha feHCTRHE '
MexaausmMbT Ha JeficTBHe HA AKTUBHHMTE BelwecTBa B [IHacKNenvH e OpPOy4YeH 4pes in vitro w in vivo
POyYBAHUS [IPY OCTEOAPTPHT, KOMTO MOTBHPIKIABAT CIIETHHTE OCHOBHM (hapMaKONIOTHYHH CBOHCTRA:

1) Ilpeky v Henpexy epekTH 3a noANOMarase Ha CHHTE3a Ha MAKDOMONIEKY M Ha W3BBHKIETHUHMS MATPHKC

Ha xpywsa (aHaboneH npT):

- YBEIMYABAHE HA CHHTE3a HA TIPOTEOrNIMKAHH OT HOPMalHH, KaKTO M OT OCTeOAPTPHTHH CTaBHM
XOHAPOUKTY, O0COOEHO TAKUBA C BHUCOKO MONIEKYJIHO TEerJo, ¢ KayecTBO, nojo0HO HA (H3IMONOrKYHUTE
IPOTEOTIMKAHH,

- CTHMYIMPaHe Ha CHHTE3a ¥ HATPYNBAHETO HA arpekaHd (OCHORHH MPOTEODTUKAHM B Xpymiana) B
OCTEOAPTPHTHU XOHIAPOLHUTH,

- CTHMYJHpaHe Ha IPOH3BOACTBOTO HA KOMATEH OT THIL 11 upes cHHOBHOLWTHTE M CTABHMTE XOHAPOIUTH,

- TMPeJOTBpATABAHE HAa WHXMOHpaMS €PeKT Ha OCTEOapTPUTHHTE CyOXOMADAIHH OCT

- CTUMyJiMpaHe ekcripecuaTa sHa (akropu xato TGF-B1 w TGF-B2.

2) EdekTH 3a orpaHuuaBaHe pairpakIaHETO HA KOMIOHEHTHTE Ha M3BBHKIETHYH
(xarabosmeH IMBT):

- MHXHOWpaHe Ha pasrPaskaaHeTo HA TIPOTEOrIMKAHH,



- 6110Kana Ha HHXHOHTOpHUTE edexTu Ha IL-1B BLPXy NPOH3ROACTBOTO HA KOMAreH M arpeKaHy,

- uHXHOHpaHe Ha cTMyupaig edexT Ha [L-1P BBpXy KONAreHOAHTHYHATA AKTHBHOCT HA CHHOBHANHHTE
KJIETKH U XOHIPOLIMTHTE,

- unxubupane Ha IL-1B-uHnynHpaHus ciHTes M aKTUBHOCTTA Ha KonareHasata (MMP-13) u crpomenmauna
(MMP-3) B XxOHIpPOHUHTHTE,

- HamMaJIABaHe MPOAYKUMATA HA NPOBL3NATATETHH UMTOKHHH IL-6 u IL-8, kakto U Ha uHAyLMpaunara ot IL-
1B cBpBxnponykuma Ha PGE2,

- CTHMY/JIHpaHE EKCTIPECHATa HA HHXMOHUTOPA HA IUTA3MHHOT¢HHUA akTusatop 1 (PAI-1).

Bewukn  Tesu  edextu  ofsacHsear noreHumanuua  Onaronpusted efekr Ha IlwackneamH mnpH
RBICTAHOBABAHETO H 3Al1IMTATA HA KOMITOHCHTHTE HA H3BBHKJIETBYHUSA MATPHKC Ha XpyIlnana.

Kaunuuna epHKacHOCT H 5€300ACHOCT

Euracnocm npu ocmeoapmpum na xoasnomo

EduracHoctra Ha IuacknennH NpH oCTE0apTPUT Ha KONSHOTO € OHEHEHa B YETHPH PaHAOMH3MPAHH,
ABojiHOCKeNM NpOyuBaHMA (ABe CNpsaMO Mnanebo, eHO CIPAMO XOHIPOMTHH CyNthaT M eJHO CIPAMO
AnauepesH). Tesnw npoyuraHud Brmousar 933 malpeHTH © OCTECAPTPHT HA KOJMHOTO, oT KouTo 511 ca
nexyBani ¢ [Inackneaun.

B paHIoMH3MpaHO KOHTponHpaHO Tpoy4pane ¢ 260 nanueHTH, [THacknenun faBa BB3MOKHOCT 3a
CTATHCTHYECKH 3HA4YMMO HaMalsBaHe ynorpebata Ha HCIIBC (waasm edext va HCIIBC), no-romsmo
nofobpetue Ha ocTeoapTpuTHara Goka H anrodyHKLMOHATHATA OLEHKA B CPaBHEHHE ¢ 1aue6o,

B paspomusdpano KOHTpoaupaHo mnpoyuBaHe cnpamo mnanebo ¢ 182 paumentd, ynorpeGara Ha
IMuackienun He Nokasea AomwIHKTENHA eduKkacHocT BBPXY GoAkara Mo BpeMe Ha ABHXKeHMe, 0onKa B TIOKOH
unM HHAekc Ha Lequesne B obmata nonmynaims, NMOKAaTO NONLIHMUTENHA €(QHKACHOCT € YCTRHOBEHA B
IOMYIALMATA, CBIITACHO IIPOTOKOA, 10 OTHOLEHHE HA BCHUKH MapaMeTpu.

B nee pannoMusupaHH KOHTPOIHPaHH NPOYYBaHHA CTIPIMO XOHAPOMTHH Cyidar 400 mg TpU NETH JHEBHO,
ilpoBeAeHo ¢ 363 maudeHTH H crpaMo JHauepeHH 50 mg Asa neTH AHeBHO ¢ 128 naumentH, ITuacknenud
nokasea, 4Ye ¢ epEeKTHBEH MOHE TOJNKOBA, KOJKOTO M ABATA CPABHABAHH NPOAYKT4 MO OTHOLICHHE Ha
anroyHKUHOHANHHTE ITapaMeTpH.

IMuackneann foxassa 3abaBeHa ©(PHKACHOCT, KOATO C¢ TIOATBPKA MILAIO TIO BPEMe Ha JEYEHHETO H B
HpOABL/DKEHUE HA 2 MEceLia Clie/l CIIHPAHE Ha JIGUEHHUETO.

Cmpyxmypro-moduuyupay eperm u namarasane Ha RPOZPeCcUAmMa Ha OCMEOaPIIPUmMA;

Pangomusnpano, JpodHOCTANO, ILIale0O-KOHTPOMPAHO NPOYYBAHE, B NPOAL/UKEHHE HA 3 TONHMHM
[ERADIAS] ¢ npensasHaueHO 3a OIEHKA HAa TOTEHUHAIHATE CTPYKTYPHO Moaubuumpalih edexrd Ha
Tluacknenss, npyeman BeAHWX AHEBHO MpH NALMEHTH C OCTEOapTPHT HA Taso0elpeHaTa cTaBa, KaTo ce
M3MO/T3BAT TMOBTAPALIM Ce PEHITeHOBM HM3CNEABAHHA HA [IMPHHATA HA CTABHOTO NPOCTPAHCTBO Ha
TazobenpenaTa craga (JSW) kato ocHosen kpuTepuii 3a edukacHoCT. B ChOTBETCTBHE ¢ MPEMOPBKMTE Ha
OARSI-OMERACT, onenka Ha €()MKacHOCTTa & HanpaBeHa ChILO M Ype3 H3YHC/IABAHE Ha €A NAlHEHTH ¢
NpPOTrpecHpalll OCTEOAPTPHT, T.€. MALKEHTH cbe 3aryda Ha JSW > 0,5 mm B npoas/vkeHde Ha 3 roguan. B
TOBa MPOy4BaHe ¢ HabNl0AaBaHO 3HAUMTENHO HamanasaHe (p = 0,04) va Gpos nauMenTH C NporpecHpara
OCTE0apTpo3a ¢iie] 3-roAvmHo neveHue ¢ ITHACKIIEIHH, KOETO CHOTBETCTBA HAa OTHOCHTE/IHO HAMANCHHE Ha
pHcKa OT nporpecus ¢ npubnusutenno 20% e cpaBHenue ¢ mwiauebo,

5.2. DapMaKoKMHETHYMH CBOiiCcTBA
Iuackienun e eKCTpakT ChCTABEH OT MHOMKECTBO KOMIOHEHTH MPOH3XOMIAIM OT COA H ABOKA0, 3a KOUTO

He CBLUECTBYBAT BAJMAMPaHH aHANMTHYHK MeToau. TMopaau ToBa, He ca npopexnanu dap
NPOYUBaHUAL.

5.3. IlpepkIuHEYHMA JaRHH 33 §e30NACHOCT

O6wmuTe TOKCHKONOTHYHY cBOMcTBAa Ha IlMackieauH ca MPOyUBAHM TIPH pasTHy
BKJIIOYMTENIHO TPH3aYH, 3aHlM M Ky4eTa, NPH OCTPH, CY0AKYTHH W XPOHWYHHA



IlpoyuBanMaTa Ha aKyTHATA H Cy0akyTHa TOKCHMHOCT MOKAa3BAT HUCKA TOKCHUHOCT Ha [IuacknempH, kato
LDso He ¢ H34MC/IEHa, MOPaJW JAHNCATA HA CMBPTHOCT NIPH o3M Jo 8000 mg/kg. W3secTHH uepHOapoGHH 1
THPOWIHM OTKJIOHEHHA Ca HabMlIodaBaHu IPH 3aiiLy, Ces Mpiiarane Ha Hail-Bucokata aosa (750 mg/kg).

B npoyusaHMsTa 3a XpOHHYHa TOKCHYHOCT (6 Mecena) IpH IUTEXOBe M KydeTa o0mara mOHOCHMOCT Ha

IInacknenuy e 3a10BONHTENHA; BCE NAK € MOTBBPACHO, Y€ HEePHHAT AP0l M IMTOBHAHATA JKJTe3a ca OCHOBHO

3acerHatd oprauu. HabGnronasanu ca yMepeHH OTKIOHEHHA B YepHOAPOOHHTE W THPOMIHKTeE 1aGOPATOPHE K

XHCTORATONIOMHYHH H3CASABAHHA B IPYNHTE, HA KOMTO Ca IPWIATAHH CPpeAHH M BHCOKM JIO3H, KATO TOBA €

NMO—H3ABEHO MPH KY4Y€Ta B CPaBHEHHE ¢ ITbX0Be. Y NpH ARaTa )KMBOTHHCKM BHAA HEHCKATa Jo3a [THacknequd

(30 — 50 mg/kg B 3aBHCHMOCT OT BHA) CE CBBP3Ba C MUHHMAJIHA TOKCHUHOCT.

InacknenyH He € MHAYKTOP Ha MeTabosIM3Ma IPH TUTBXOBETE.

H3supienu ca nopeauua npoyvusanua ¢ [IHacKIenHH 3a penpoOAyKTHBHA TOKCUYHOCT.

» GepTHIHTET:

o Hama edexT Bupxy depTHIMTETa HA MBIKKHTE TUTBXOBE

o [Ipu xenckure mwrexose npu 750 mg/kg/men ca chobmaranum HexenaHu BHINEHCTBHA, CBBP3AHH C
HMIUIAHTHPAHETO H/HIIH APEKHBAEMOCTTA B PAHHA Bb3PacT HA eMOpHOHHTE.

* EmOpHonanHa TOKCHYHOCT: MpH TUTEXOBE H 33HIH JIEKH CKENeTHH BUIOMIMEHEHHA NPH BHCOKM JO3M
(cwoteetHo 750 mg/kg v 500 mg/kg). Habmionenua Bepxy cKeneTHuTe MU3MEHEHHA MPH 3aHuM [IPH 203K 50
1 150 mg/kg He ca [03030BHCMMH H €3 TPYAHH 2a ODjACHEHHE NO OTHOLICHHE Ha TepanusTa. EaHO
NOTRBPKAABALIO NIPOYYBAHE, H3BBLPLICHO BBLPXY 3aHlM C LN fa ce H3ACHAT aHOMAJIMMTE, HE YCTAHOBABA
CBBP3aHH C TOBAa CKeNCTHH W3MeneHUs. Ilpunoxennero Ha IMackienqun B moza ot 500 mg/kg somu mo
BriolIaBaHe Ha Gpos Ha OTXBBLP/SHHATA cred uMnnaxTHpade. Karo 1o croiinocture 3a NOAEL (auBo
6e3 nabmonasan nexenan edexr) 3a eMOPHOHANHA TOKCHYHOCT ca onpefencHd kato 200 mg/kg (npn
nnexoee) H 150 mg/kg (npu 3atinm).

* I[lepu-¥ nocTHaTanHa TokcHuHocT: HaMa enusame Bupxy nokosienns FO u F1.

MexaHHCTHYHH TIpOy4BaHis (APYTH TOKCHKONOTHYHH NPOYYBAHHA) TOTBLPIKAABAT, 9€ NPH ynotpebara Ha
Inacknen mpy mIBXOBe 4epHHAT Jpo0 € OCHOBHHMAT 3acerHaT OPraH, K4TO [IOHE YacTHYHO
BL3ACHCTBHEHO € 0T HEOCANMyHBAILM Ce BElISCTBAa OT MacioTo Ha aBokano. CroiiHoctra Ha NOAEL e 10
mg/kg/nen Npu HeocanmyHBALIMTE CE BEWECTBA OT Mac/o Ha aBOKazo.

* AHAJIMTH4HUTE H3CTENBAHMA BOAAT 10 3aKMOYEHHETO, e ITHackie Ml He CHABPKA a/lePreHHH IPOTEHHH
OT COA B HMBA, KOWTO MOTAT Ja OBIAT YCTAHOBEHH.

[IpoyuBanuaTa ¢ TlMackneMH He TIOKa3BaT MYTareHHH WM reHOTOKCHIHH edekTH.

6. PAPMAIIEBTUYHH JAHHHA

6.1. CnHCHK HA IOMOIHAHTE BEHIECTRA

Cunrumes JHOKCHI, KOTOHIeH Oe3rR0AeH

ByTHIXHapOKCHTOIYEH

xenaTuh, norncopdar 80, Tutanos auokeun (E171), epurposuu (E127), skenezen okcun, xear (E172).

6.2. HeCbBMeCTHMOCTH

Henpuaoxumo '
6.3.  Cpox Ha roauoct

3 ronHHK

6.4. CnenHaJHH YCIOBHA HA ChXpaHEHHE

To3u feKapeTBEH NPOAYKT HE H3HCKBA CIISLMATTHH YCAOBHSA HA ChXPAHEHHE

6.5. Bua M chOBPKAHRE HA ONMAKOBKATA

KyTtnu ¢ eann win asa romuninuo dopmupann PVC/anymunnsu 61uctepa, Chabp




He BcHuku BUAOBE OnakoBKH MOTaT fAa ObAAT MyCHATH Ha 1a3apa.
6.6 CnennaJHA NpelHa3HHE MEPKH NPH H3XBRpasiHe H paora \
Hsama crienManHH U3HCKBAHHA 33 H3XBBLPISHE.

HeuznonssaHuar JIEKApPCTBEH IPOAYKT HIH OTNIAABYHHUTE MATCPHAIIHA OT HEro Ipsﬁsa Ja ce H3XBLPNAT B
ChOTBECTCTBHC C MCCTHHTE HIHCKBAHHA.

7. IIPATEXKATEJ] HA PABPEIIEHUETO 3A VIIOTPEGRA

Laboratoires Expanscience

1 place des Saisons

92048 Paris La Défense Cedex

Opanuug

Ten.: +33(0)1 43 34 60 00

®axc: +33(0)1 43 34 61 06

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA
20030561

9. JATA HA THPBO PA3PENIABAHE /MIOJHOBSIBAHE HA PA3SPENIEHUETO 3A
YIIOTPEBA

Jlara Ha mepeo pazpewasane:; 01.08.2003 r.

Jara na nocneaso monHoesasane: 25.11,2008 r.

10. JATA HA AKTYAJIMZIUPAHE HA TEKCTA

Hoapobna uHpOpMalMs 38 TO3H JIEKAPCTBEH MIPOAYKT € MPeA0CTaBeHa Ha yebcaiita Ha www.bda by




