KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHUA ITPOAYKT

BOJITAPEH ®OPTE 2,32% I'EJI A 1y O A2 7
VOLTAREN FORTE 2.32% GEL 20 61 & 03 -12- 2005
2.  KAYECTBEH H KOJJHYECTBEH ChCTAB

Eaun rpam BOJITAPEH @®OPTE 2,32% I'ea chabpka 23,2 mg nukiiodenak nuerunamuH (diclofenac
diethylamine), xo¥To cvoTBeTcTBa Ha 20 mg auknodeHak Hatpui (diclofenac sodium).

[ToMoOLIHH BelECTBA: BCEKH rpaM oOT reja cbabpxka 50 mg nponunenraukoi U 0,2 mg Oy THAXUIAPOKCHUTOITYEH.
3a IMbJIHKMA CMUCHK Ha MOMOLIHUTE BELIECTBA BMXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

[en.
bsu1 10 npakTHYecky Osil, I1albK, XOMOTN€HEH, KpeMOOOpas3eH rei.

4. KJIHHUYHH JAHHHA

4.1 TepaneBTHYHH NOKA3AHHSA

Bb3pacTHn ¥ OHOIIH HAA 14 roguHu
3a ob6JiekuaBaHe Ha OoJikaTa, HaMansIBaHE Ha OTOKAa W BH3MAJICHUETO MPH:

e TpaBMH Ha MEKMTE ThbKaHH: TPABMHU HA CYXOXKHJIMATA, JIMTAMEHTHTE, MyCKYJIHTE U CTABHTE, JIbJDKALLH CE HA
HaBAXBAaHHUA, U3KbJIUBAHHSA, pa3TeXKEHMS, HATLPTBAHHUA U O0JIKH B rbpOa (CIIOPTHH TPaBMH);

e Jlokanu3upanu GOpMH Ha U3BHLHCTABEH PEBMATH3bM: TEHAWHUTH (HaIlpUMEP TEHHC JIAKBT), OypCHUTH,
CHHAPOM paMO-pbKa U MepuapTpornaTus.

Bu3pacTan (Haa 18 roannn)

3a obsiekyaBaHe Ha OoJIKaTa NpU OCTEOAPTPHUT HA KOJICHETE HJIH MPBCTHTE.
Jlokanu3upanu GOpPMH Ha ICTeHEPaTUBHU CTaBHHU 3a00/1BaHUsA, HAIIPUMEDP OCTEOAPTPHUT Ha NEPU(PEPHUTE CTABM.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

3a npuiaraHe BbPXY KOXara.
[TaimenTrTe TpAOBaA 1a ce KOHCYJITHUPAT C JieKap, aKO CbCTOSHUETO UM HE ce MoA00pU B paMKUTE Ha 7 JHU WIM Ce
BJIOILIH.

Bb3pacTHu u oHOIHA HAA 14 ronuHA

Jdo3npoBKa
BOJITAPEH ®OPTE 2,32% I'en ocurypsiBa npoab/DKMTENHO 06iekyaBaHe Ha OonkaTa 10 12 yaca (npuiioxeH 2

MbTH JIHEBHO - CYTPHUH U BEYED).




Heo6X0aHMOTO KOMHYECTBO 3aBHCH OT pa3Mepa Ha OonesHeHoTo macTto. 2 g no 4 g BOJITAPEH @OPTE 2,32%
I"en (KONKMYECTBO, KOJNKOTO Yepellia 0 OpeX) ca AOCTATHYHH 34 JIEHeHHe Ha rutom okosio 400-800 cm?.

HavHH HA OIPAJIOKEHNRE
[embT c& HAHACA HA THHBK CJIOH BBPXY 3acerHarara ofyiacT H BHHMATENIHO C€ BTPHBA B KOXKaTa.

Caen npunaraHe:
~ polieTe TpAOBa Aa ce U3TPMBAT, HaNpuMep ¢ abcopOUpama XapThs 1 CNeJl TOBa Aa C& H3MHBAT, OCBCH aKo Te
He ca TpeTupaHoTo MACTO. Cea ynotpeba abcopdupamiara xaprus CrieiBa Jia ce H3XBBPJIH B KOIll 32
OTRAABLM, TAKA Y€ 3 Ce MPeAoTBPAaTH NONaJaHETO HA JICKAPCTBEHKA TPOAYKT B KAHAITM3aLMOHHATA Mpexa.
~ ITaumenrure cneasa aa w3vakar, rokaro BOJITAPEH ©@OPTE 2,32% I'enx u3ceXHe, rIpey B3IUMaHE Ha
QYL HIH BaHa.
AKO e HaHeceH TBHPAE MHOTO Feli, H3THIILKBT TpAbsa Aa ce H30bpiue ¢ abcopdMpaina XapTHA.

Mpeau nocraBsAHe Ha HeOKTy3HBHa mpepb3ka, BOJITAPEH QOPTE 2,32% I'en tps#bBa [a ce 0CTABH Aa U3CHXHE
38 HAKOJIKO MMHYTH BbPXY KOXATA.

I pOABLJDKETEAHOCT HA JCICHRETO
[1poaL/DKUTENHOCTTR HA JIEICHHETO 3aBHCH OT NMOKAZAHMATA H INIMHUYHUA OTTOBOP.

e [Ilpu TpaBMH WM PSBMATH3IBLM Ha MEKHMTE ThK2ZHH HE CE IIPENopBYBa [ELT Aa ce ynorpebasa noseue or 14
JHH, OCBEH aKO HE € HA3HAYEeHO APYTO OT JieKap,

e Tlpu apTpHT (BB3pacTHH Hax 18 roavHK): MPOIKDKUTETHOCTTA HA IEUEHHETO € 10 21 THHU, OCBEH aKo He ¢
HA3HAYEHO APYTO OT JieKap.

Jlena m oROHIA:

ChIIECTBYBAT HEZIOCTATLYHH /IaHHH 3a epuxacHocTTa M Oesonacnoctra Ha BOJITAPEH ®OPTE 2,32% I'en npu
Aeua U oHoWH nox 14 roauHu (Biokre Touka 4.3 "TIpoTHBONOKA3aHKA™).

IOHomMTe Ha ¥ Haja 14 roJMHH WIH TEXHHTE POJMTE M TPAOBA 1a C€ KOHCYJITHPAT C JIEKAD, aKO ce Hanara ynorpeba
Ha BOJITAPEH ®OPTE 2,32% I'en 3a obnexyaBaHe Ha 60JKHTE NMOBEUE OT 7 AHH WIH aKO CHMITTOMUTE C€
BJIOLLIAT.

DanuenaTH B cTapuecka BhipacT (san 65 roannn)
H3nonssa ce obHuaiinaTa JO3UPOBKA.

4.3 IIpoTEBOIOKA3AHAS

e H3pecTHa CBPBXTYBCTBHTEIHOCT KbM AKTHBHOTO BEIIECTBO JAHKIOPECHAK WIH KbM HAKOE OT MOMOLLHHTE
BellleCTBa, H30poeHH B TOUKA 6.1;

e [lanueHTH, NPU KOUTO ACTMA, AHTHOEJIEM, YPTHKAPHSA WIH OCTHP PHHHUT C€ NMPOBOKHMPAT OT
ALETHICATHIUIOBA KHCEJIHMHA WIH APYT'H HECTEPOMAHM NpoTHBOBB3nanuresiiu nekapcrea (HCITBC);

e Tlo BpeMe Ha TPeTHA TPHMECTHLP Ha OpeMEHHOCTTA;

e TIporusonoka3aHa ¢ ynorpeGata Ha BOJITAPEH ®OPTE 2,32% I'en npu aela v I0HOIIH NOA 14 FOAHHH.

4.4 CoennajsH npeIynpexgenns H Upena3an MepKE OpH ynoTpeba

Tpabea na ce HMa MPeABH/ BEPOSTHOCTTA OT MOAB& HA CHCTEMHH HEXKeJTaHH PeakuMH (TAKHBA, AaCOLMHPaHH C
dopmHTe Ha AMKITOMEHAK 3a CHCTEMHO NpuioxeHue) npH npunaratHe Ha BOJTAPEH ®OPTE 2,32% I'en B no-
BHCOKH 1034 H 32 MO-NPOAB/DKATESICH OT MpEenopbYaHus MepHO.

BOJTAPEH ®OPTE 2,32% I'en Tpa6ea a ce nocTaBs caMo BbPXY 3Apasa H HHTAKTHA KOXKa (IPY JIMIca Ha
OTBOPEHH PaHH WIH HapaHaBaHus). He TpaGsa na B1H3a B KOHTAKT ¢ OYHTE MM JIMTABHLM H He TPAOBa 1a ce
NMOrTbILA.




Jla ce npeycTaHOBH JIEUEHHETO, aKO CE pa3BHe KOXKEH oDpUB CIEA MPWIAraHETO HA JICKAPCTBEHHS MPOAYKT.
BOJATAPEH ®OPTE 2,32% I'en M0Oxe 21a ¢€ H3NMOJN3BA ¢ HCOKITY3HBHH ITPEBPB3KH, HO HE H C OKJTY3UBHH

NpeBpPB3KH, CIIMPAIH AOCThIIA HA BB3IYX.

BOJTAPEH ®OPTE 2,32% I'en coabpika napadud, KOATO € HOTEHLMANIHO 3aMalHM, KOTATO Ce HATPYTIa BbpXY
TEKAHTA. Benpekn ue aelicTBUTEHMTE JOKA3aTE/ICTR2 32 NpobseMH ¢he 3ananuMoctTa, CBbp3atku ¢ BOJITAPEH
Q®OPTE 2,32% I'en, u3rnexaat orpaHy4deHH, MPeNnophuBa C€ MOBHILCHO BHUMAHUE NPH ITyIIeHe WK B 61H30CT 10
OTKPHT IUIaMBbK TIOPaJH PHCK OT CEPUO3HH H3rapsHHA.

Hugopmayus 3a nomowrume gewyecmsa
BOJITAPEH ®OPTE 2,32% Y'en chabpixa:

o IIponuaeHIIHKON, KOWTO MOXKE Aa NMpeAU3BHKA APa3HEHE Ha KOXKATA.

e ByTHAXMAPOKCHTOIYEH, KOATO MOXE Aa MPHYHHH JOKATHHY KOKHH PEaKIIMH (HANPHMEP KOHTAKTEH
JNE€PMATHT) WIH Apa3HEHEe HA OYHTE H JIMFaBHLMTE.

e ApoMard ¢ GEH3WIOB ANKOXOJ, IUTPOHENOI, KYMapdH, d-JIMMOHEH, €Br¢HO, F¢PAHHOJ, THHAO0], KOKTO
MOraT /1a IPHYHHAT &JICPrHYHH peaKkiLMH.

4.5 BaarmoneficTBHEE ¢ APYTH JCKAPCTBEHA NPOAYKTH B APYrA GOpME Ha B3aHMOACHCTBHE

ITpeaana cnabara cucTeMHa aGcopOuusa Ha AMKIIO(eHaK MPH TOKATHO NPUIOKEHHUE Ha reja noJaooHu
B3aMMOACHCTBHA Ca MAIIKO BEPOATHH.

4.6 PepTHIAATET, OPEMEHHOCT H KbpPMEHe

bpeMeHHOCT
CHcTeMHATa KOHLICHTPALMS Ha AUKNOdEHAK € NO-HHUCKA CNEN JIOKATHO IPHIOKEHHE, CpABHEHA C Ta3H Ha OpaJIHUTe

dopmu. Hama winHuutu nanau ot ynorpebata Ha BOJITAPEH @®OPTE 2,32% I'en no BpeMe Ha OpeMEHHOCT.
JlopH aKoO CHCTEMHATa €KCTIO3HLHA € NTO-HUCKA B CPABHCHHE C Ta3H CJIe]] NMEPOpPAIHO MPHIOKEHHE, HE € H3BECTHO
ganu cucremHata excnosuiuga Ha BOJITAPEH ®OPTE 2,32% I'en, NOCTUINHATa ClIEq TOKAJIHO NMPHITOKEHHE,
Moxe J1a yBpenu emOpuona/detyca. C pedepeHrma kbM onura or neqeHrero ¢ HCIIBC 3a cucremHo npraokeHHe
ce npenopbyBa ClIeQHOTO:
[ToTHCKaHeTO Ha MPOCTArAAHIHHOBHSA CHHTE3 MOXKE [a MOBITHAC HEONAroNPHATHO GpeMEHHOCTTA H/ AN
eMOpHO/DeTanHOTO pasBUTHE. JlaHHUTE OT €NHAEMHONOrHYHHUTE H3CIIEABAHHKA MOKA3BAT NOBHIIEH PUCK OT abopT,
KaKTO H OT ChPACYHH MaadopMaLi H racTPOILIM3KC cliel ynoTpedara Ha HHXHOKUTOpH Ha CHHTE3a Ha
MPOCTArIAaHAHHY B [ILPBUTE MECECLH OT OpeMeHHOCTTa. AGCOMIOTHHAT PHCK OT KAPAHOBACKYIAPHH
(CbpAeYHOCHA0BH) MaIPOPMALIMH € YBEJTHIeH OT no-Manko ot 1% xo npubausurenno 1,5%. [lpeanonara ce, ye
PUCKDBT Ce TIOBHIIABA C YBEJIHYABaHE Ha 103aTa H NPOAB/DKHTEIHOCTTA Ha NeYeHHeTO. [1py XXHMBOTHH NpHIAraHeTo
Ha HHXUOMTOPH HA CHHTE3a Ha IMMPOCTarJIaHJAKHA € MIOKA3aJI0 KaTo pe3yiTaT MOBHILCHA IIpe- M NOCTUMILIAHTALIHOHHA
zary6a v eMGpHo-derania cMBpT. B JomreiiHeHHe ca AOKIaABaHH NOBKIIEH Opoli ciiydan Ha Pa3THYHK
mandopMalHK, BKIIOYHTETHO H KAPAHOBACKYIapHH, ITPK XHBOTHH, NONYYaBAIH HHXBKOHTOPH Ha CHHTE3a Ha
MpOCTarjaHANHM 10 BpeME Ha OpraHoreHe3ara.
[Ipe3 mupBHS M BTOpHS TPHMECTLP Ha OpeMeHHOCTTa AMKIIO(PEHaK He TPAOBA a C€ Ha3HayaBa OCBEH B CIYHaHTe Ha
KaTEropy4Ha HeoOXoIUMOCT. AKO AUKIO(EHAK Ce H3TION3BA OT XKEHH, KOHTO CE ONUTBAT a 3a0peMeHedT HITH 10
BpeMe Ha ITbPBHS HJIH BTOPHA TPMMECTHP OT OpeMEHHOCTTa, fo3aTa TpAOBa fa OpAe BH3MOXKHO Hali-HHCKA H
NMPOOBL/DKHTEIHOCTTA HA JICYEHHETO Bb3MOMKHO HaH-KpaTKa.
[To BpeMe Ha TpeTHA TPHMECTHP OT GPEMEHHOCTTA BCUUKH HHXHOMTOPH HA CHHTE3a HA MPOCTArIaHANHU MOTAT Aa
H3noxart ¢eTyca Ha:

e KapauomynMoOHaJHa TOKCHYHOCT (C MPEXACBPEMEHHO 3aTBAPAHE HA JYKTYC apTepHO3YC H MyJIMOHAIHA

XHUIIEPTOHHA );
¢ bBrOpeuHa aucyHKIMA, KOATO MOXKeE JIa rporpecypa A0 OnOpenHa HeAOCTATBIHOCT C OIMTOXHAPOAMHHOH.
B kpas Ha OpeMEHHOCTTa BCHYKH HHXHOHTOPH Ha MPOCTariaHIHHOBHS CHHTE3 MOTaT Jia H3NIOKAT MAHKaTa HIH
HOBOPOAEHOTO Ha!




e B13MOXHO yIDKABAHE HA BPEMETO HA KHPBEHE - MPOTHBOCHCHBALL €PEKT, KOHTO MOXKE a C€ NposBY AOPH B
MHOI'0 MAIKH OO3H,

o [loTHckaHe Ha MATOYHHTE KOHTPAKLIMH, BOJCIIH O OTNOXEHO WIH YAB/DKEHO paXKaaHe,

CnenoBaTtenHo JHKIO0(EHAK € MPOTHBOMOKA3aH IO BpeMe Ha TPETHA TPHMECTBP OT OpEMEHHOCTTA.

KbpmMmeHe

[Mogo6ro Ha ocraHanuTe HCIIBC, nuknodeHak npeMHHABA B MAJIKH KOJIMYECTBa B KbpMata. Obade, MpUIoKEH B
tepariesTH4HH 1034, BOJITAPEH ®OPTE 2,32% I'en He ce 04YakBa Jia BiMse Ha KbPMEHHTE Acua. [lopaau
IIICATa Ha KOHTPOJIKPaHH H3cneaBaHua npu kbpMmely xkeH BOJITAPEH ®OPTE 2,32% I'en Tpsabsa na 0Ovae
M3110J13BaH 10 BpeMe HA KbPMEHE €WHCTBEHO CJIe/l ChBET OT MEAMUMHCKH crieLMatHcT. Ilopaau Tosa
obcrosrenctso BOJITAPEH @OPTE 2,32% I'en He TpabBa Aa ce nmpuiara BbpXY I'bPAWTE KA KbPMEILIM MaHKH,
HHTO Ha APYTO MACTO BHPXY [OJIeMH 00JacTH OT KOXKATA M 32 MPOJWDKHTEIEH NEPUO OT BpeMe (BHDK TOYKE 4.4).

4.7 EdexT Bupxy cnocobuocTTa 32 mioPHpaAHE H padoTa ¢ MAINHHA

Jlokannoro npuioxkenne Ha BOJITAPEH ®OPTE 2,32% I'es He 0ka3Ba BIMAHHE BBPXY CNIOCOOHOCTTA 32
modupaHe 1 paboTa ¢ MalIMHA.

4.8 Hexenanm JIeKapCTBCHE peaknny

HexxenauuTe peakiiMy ca MpeACTaBeHH B TabIHIaTa No-10J1y, MOAPEACHH I10 CHCTEMO-OPTaHHH KJIACOBE U B
3aBHCHUMOCT OT 9ecroTaTta. CneaHaTa KOHBEHIMA € H3MOI3BaHa 38 KIACHPHLMPAHE HA HEXETAHHTE peaKlHH: MHOTO
gectu (& 1/10); wectu & 1/100 go < 1/10); neqectu (> 1/1000 ao < 1/100); peaxn (= 1/10 000 no < 1/1000); MHoro
penxH (< 1/10 000); c reu3BeCTHA YeCTOTa: YECTOTaTa HE MOXKE Aa Objle yCTaHOBEHA OT HAIMYHUTE NaHHH. [locT-
MapKETHHINOBO YCTAHOBEHUTE HeXceTaHHU PeaklMy ca AOK/IAABAHH JO0OPOBOJIHO OT HACEJICHHE C HeonpeeeH
pa3sMep, KaTo YeCTOTaTa Ha TE3H PeakilHH € HEH3BECTHA, N0-BEPOATHO € [1a Ca Pe/IKH WIH MHOTO PE/IKH.

[‘pynHpaHHTe MO 9€CTOTA HEXKENAHH PEaKLMH ca MPEICTABEHHM N0 pea Ha HaMaNABaHe Ha TAXHATA CEPHO3HOCT.

_HMudexnnd # HHdecTannn !

| MHoro pepxs: ' Iycrynapen obpus. ;
. Hapymensns A3 HMYHHATA CHCTEMA 5
4 . MHOrO peiKH: | AHrMoejleM, CBPLXYYBCTBHTENHOCT (BKII. YPTHKApHs) .

' _PecnupATOPHH, IPLIHMH H MEAHACTHHAIHH HAPYIEHHT

| MHOro peaxH: | ActMa.

| Hapymenns HA KOXKATA H HOAKOKHATA ThKAH

| UYecrn: | IlepMaTHT (BIUL. KOHTAKTEH IEPMATHT), OOPHB, epUTEMA, €K3eMa, ChpOex. |
I{ Peaku: | Byno3eH AepPMAaTHT. |
. MHoro pesku: | Peakumu Ha GOTOHYBCTBHTENHOCT. i

CrofuiaBaHe Ha NONO3HPAHU HEXKENAHH PEAKLIHH
CroOaBaseTo Ha MoAO3MPAHE HEXETaHH peaKliMM Clie]l paspellaBaHe 3a ynorpeba Ha iekapCcTBeHUs [POAYKT €

Ba)XKHO. TOBA IMO3BOJIABA Ja NPOALDKK HaOMOAEHHETO HA CHOTHOLICHHETO N10138/PUCK 38 IEKapCTBEHHA MTPOAYKT.
OT MeJHLIHHCKUTE CNELHAIIHCTH CE€ H3HCKBa Aa choOmasar BCAKa NMOAO3MpaHa HeXeJTaHa peakiids Jpe3 HallHOHaNHa
CHCTEMA 3a ChoDIIaBaHe.

buarapus
UamunHUTeNnHa areHuya no JieKkapcrBaTa

yn. . Jlaman I'pyer” Ne 8
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4.9 IIpenozapane

[Topaau cnabara cucTeMHa abcopOLMs Ha IOKATHO MPWIOKEHUA JUITIOPEHAK, eBEHTYAIHOTO NPEAO3HPaHE € MAJIKO
BEPOATHO.

Bunpeku toBa, ako BOJITAPEH ®OPTE 2,32% @'ea Obe norsiaHaT, MOXE 14 C€ O4aKBaT HEXKEJIAHH PCaKLInH,
noaoOHH Ha Te3d, HAaOMOaBAHH NpH npeno3rpaHe ¢ auknodeHak Tabnerku (1 tvda BOJITAPEH ®OPTE 2,32%
I'en ot 50 g € ekBHBaNeHTHA Ha | g AuKnOdeHaK HaTpHH).

B cryuali Ha HHUMIEHTHO MONTHIAHE, BOJAEIIO A0 3HAYMTE/HH CHCTEMHH HEXCEJIaH!U peakiiiH, Tpabsa na ce
H3MON3BAT O0IIMTE TEpaneBTHYHA MEPKH, HOPMAITHO NPEANPUEMAHH ITPH OTPABAHE C HECTEPOHIHH
MPOTHBOBB3NANINTE/HH cpencTsa. [Tocneasamure MepkH TpaOBa 4a ca KIMHMYHO YCTAHOBEHH WM NIPEIIOPBYAHH OT
LleHTBp MO TOKCHKOJIOTHA, KBACTO € HAITHYEH TaKhB.

5. OAPMAKOJIOTHYHH CBOMCTBA

5.1 PapmMakoEHAMEYHA CBORCTBA

dapMakorepanepTH4Ha rpyna: JIoKanHH MpoAYKTH 38 CTaBHM M MYCKYJTHH Oonxu. HecreporaHu
NPOTHBOBBL3NATUTEIHH CPEICTBA 32 NOKAIHA yHoTpeOa.
ATC xoa: M02AALS

MexaHu3sM Ha aAcHcTBHE M PapMaKOIHHAMHYHY ¢hEKTH

JuknodeHak e MOLIHO HECTEPOUAHO MpoTHBOBBL3NAIHTENHO cpeacTBo (HCIIBC) ¢ edexruRHH aHAIreTHYHH,
NPOTHBOBB3NAIHUTEHH M aHTHIIHPETHYHH cBolicTBa. JMKI0deHak oka3Ba CBOA TEPANEBTHYEH €HEKT OCHOBHO 4Ype3
MHXHOHpaHe Ha NPOCTArIaAHAHHOBHA CHHTE3 NOCpeAcTBOM HHIUIookcHTenasa 2 (COX-2).

BOJTAPEH ®OPTE 2,32% I'en e nexapCTBRO ¢ NPOTHBOBL3MANIMTE/IHO H aHANTETHYHO JEHCTBHE, Chb3JaICHO 32
noKanHo npunoxeHue. Ilpu Bb3nanexue u 6osika oT TpaBMaTHueH WiK peeMaTtHyeH npousxol BOJITAPEH
®OPTE 2,32% I'en obnekuasa Ookara, HAMAJIABA OTOKA, NOACOpABA NOABMXKHOCTTA Ha [MALMEHTHTE H HAMAJIABA
BPEMETO 34 BpBIIaHE KbM HOPMANHOTO ChCTOSHHME.

B eaxo npoyysase ripd u3kbiusaHe Ha rieseH (VOPO-P-307) e ycranoseno, ue BOJITAPEH ®OPTE 2,32% I'en
ehekTUBHO ¥ OBp30 obnexuyasa 6onkara: 2 AHU ciie HAYAIOTO HA JICYCHHETO, NALMEHTHTE, KOWTO Ca H3TIONI3BAITH
BOJITAPEH ®OPTE 2,32% I'en uMmar 32 mm HaMaisBaHe Ha 6onkarta npu aswxenue (POM), noxaro
pe3yATATHTE, M3MEPEHH NpH IJialiebo rpynara nokassat HamangsaHe camo ¢ 18 mm (p<0,0001).Crnen 4 auu, POM ¢
rMaBHATA KpaiiHa Touka, Koaro HamManiaea ¢ 49 mm no 100 mm Busyanuwa Ananorosa Ckana (VAS), npH NaLHEHTH,
ynorpebasai BOJTAPEH ®OPTE 2,32% I'en B cpaBHEHHE ¢ 25 mim HaMandBaHe, HabmoaasaHo B ruiauebo
rpynata. BOJITAPEH ®OPTE 2,32% I'en CTaATHCTHYECKH CHIHH(HKAHTHO € H3KIIOUHTENTHO edHKacer, B
cpasHeH#He ¢ maiebdo ( p<0,0001).

BOJITAPEH ®OPTE 2,32% I'en e epexTrBeH CHILUO H NPH JICFCHHE HA OTOKA. CeaeM JHH CIe Ha4aJl0TO Ha
ne4YeHHeTo, CPeAHATA PA3THKA B OTOKA MEXTy HapaHeHHs U KOHTpanarepaiHna rieseH € 0,3 cm 3a rpynara,
usnonspama BOJTAPEH ®OPTE 2,32% I'ex u 0,9 cm 3a wanebo rpynara (p<0,0001).

Honsauurenso nokasarencTso 3a epuxkacHoctTta Ha BOJITAPEH @OPTE 2,32% T'ea ce AeMOHCTpUpE OT
cpeaHoTo BpeMe 3a 50% HamansBaHe Ha OosixaTa rnpu apwkeHue (POM), koeto Bpeme e 4 AHM NPH IPyNATa,
uanonspaimia BOJITAPEH ®OPTE 2,32% I'en, cipaMo 8 auM npH wauedo rpynara (p<0,0001). Cpeanoro Bpeme
3a JIOCTHraHe Ha pe3ysrrar ot 30 mm wiu no-Manxo 3a 6onka npH aswkeHuero (POM) no Busyannata AHanorosa
Ckana (VAS) e 4 aHH NPH ABETE rPYIH C MPHJIOKESHO aKTUBHO JICYCHUE, CIPAMO 9 AHH NpH fuiauedbo rpynata
(p<0,0001). Cnenoparenno, neueuuero ¢ BONITAPEH ®OPTE 2,32% I'en ycxopasa Jie4eHHETO € 0 4 HIH
MOBEYE AHM.




Ipoyusanero VOPO-P-307 oLieHABa CBIILO YAOBIETBOPEHOCTTa HA NALMEHTHTE OT JIEYEHHETO Ha HoiKa IpH
H3KWIUBaHe Ha rie3eHa. Ha 5-ug neH 84% ot ygactauuure, kouro ca npuwiaraiu BOJITAPEH @OPTE 2,32%
I"es1, ca OLIEHWJIM CBOSITA YAOBJIETBOPESHOCT OT JIeYEHHETO KaTo Aobpa, MHOro aodpa WM OTINYHA, B CPABHEHHE ChC
camo 23% ot yuacTHHUMTe OT mauebo rpynara (p<0,0001).

[pn nocnensau (post-hoc) aHanu3 BCHYKM y4acTHULM ¢b¢ cTenicH | win 11 Ha H3KeI9BaHe HA rie3eHa, ca
KaTeropM3sHpaHH KaTo HaJ UM noA 6aszosa croifHocT Ha 6oakara nipu AswoxeHmue (POM) ot 80 mm no Busyanna
Ananorosa Ckana (VAS), 4 epHKACHOCTTA € IPOY4€HA MPK BCAKA NOArpyTia. YeTUpH AHH clie]l HAYaJIoTO Ha
neuennero, BOJITAPEH ®OPTE 2,32% Ien € 3HauuTeHO 1o-A00Bp, CpaBHEH c Iuiauebo, B HaMalsBaHe
6onkara npH Apwkenue (POM), kakTo NpH naHeHTH ¢ 6a3oBa croiHOCT Ha Honkara > 80 mm (BOJITAPEH
®OPTE 2,32% I'ea 56,4 mm, rwianebo 27,2 mm, p< 0,0001), Taka 4 npu nauueHT! ¢ 6a3oBa croifHocT Ha Boskara
< 80 mm (BOJITAPEH ®OPTE 2,32% I'ex 44 mm, nnaue6o 25 mm, p<0,0001), kato ocHOBHA OTNpaBHA TOYKA
3a eukacHocT. [Topazy CBOATa BOOHOANIKOXOJIHA OCHOBA IeTHT NMPOABABA 001eKYaBalll H OXJ1aXKAallL eeKT.

5.2 PapMaKoOKHHEeTHIHH CBOHCTRBA

Abcopbuus

KonuuecTeroTo Ha abcopOHpanusa Mpes KoxkaTa QHKIodeHaK € MPonopLHOHATHO HA pa3sMepa Ha TpeTHpaHara odnact
M 3aBHCH OT 06111aTa NPHIOKEHa 10332 M CTeNEHTa Ha XHpaTaliud Ha Koxara. Cel TOKATHO NPHIOKEHHE BBpPXY
oxosio 400 cm? KoXka cTeneHTa Ha CHCTEMHO eKCIIOHHUpPaHe, Onpe/eneHa Ypes IuiasMeHaTa KOHIIEHTpauHs Ha
BOJTAPEH ®OPTE 2,32% Ien (2 annMKalMH JHSBHO), € €KBHBAJICHTHA Ha Ta3H Ha AuKnodeHak 1,16 % ren

(4 arukaumy qHeBHO). OTHOCHTeMHaTa SHoHanHuHocT Ha AuKiIodenak (AUC ratio) 3a BOITAPEH @®OPTE
2,32% I'en B cpasHeHue ¢ Tabnerkn e 4,5 % Ha 7-Ha JeH (3a EKBUBAIEHTHA 1038 AHKIO(EHAK HATPHH).
A6copOmaTa He ce H3MEHS MPH NMOCTABAHE Ha BJIAT0- H NAPOMpPOITYCKIMBA NPEBPH3KA.

CoberassT Ha BOTTAPEH ®@OPTE 2,32% I'en coanpika nogodpuren Ha nponyckiupoctTa (0,75% oneunos
anxoxon). [pu in vitro npoyusane 3a npoHUKBaHe npe3 koxHaTa Gapuepa, To3u cretas e cpaBHeH ¢ BOJITAPEH
EMYJTEJ 1,16% I'en, kato Asara npo/yKTa ca [PHIAraHd B €AMHAYHA fAo3a 20 mg / cm?. PesynraTure nokassar
NPHGIH3HTEHO TPH ITHTH NO-BUCOKA KyMYJIATHBHA MPOITYCKIHBOCT Ha aAuknodenak 3a BOJITAPEH ®OPTE
2.32% Ten (6,11 £ 1,27 pg/ cm?) B cpasnerue ¢ BOJATAPEH EMYJITEJ 1,16% I'en (2,07 + 0,38 pug / cm2)
cnen 24 gaca. Te3n pe3yATaTH ca BB3IPOU3BEACHH B APYTO IIPOYYBAHE.

B eaHo ex vivo mpoy4BaHe 3a MPOMYCKIHBOCT Npe3 koxHaTa 6apuepa e HanpaseHo cpapHeHue Mexny BOJITAPEH
®OPTE 2,32 % I'en u Juxnodenak uarpuii 5 % ren ([Iuxnak Jono 5 % I'en), kaTto asara NpoayKkTa ca NpHiaraHu
B eMHH4HA A03a 10 mg/cm2. Pesynmrarure mokassat npubnusuTenHo cpeato 8,31 msTH Mmo-BUCOKH CTOHHOCTH Ha
kyMynatusHa mpormyckausocT Ha BOJITAPEH ®OPTE 2,32 % I'ea npe3 koxata 3a 24 yaca W NpUONH3HTENHO
cpenHo 2,81 mbTH MO-BHCOKH CTOHHOCTH Ha HATPYTIBaHE Ha JMKIO(eHaK B ex vivo Koxa 3a 24 Jaca NpH
BOJITAPEH ®OPTE 2,32% I'en.

PasnpenencHue

KoHueHTpauuuTe Ha AMKNodeHak ca Gnunu u3MEepeHH B IU1a3MaTa, CHHOBHAJIHATA ThKaH H CHHOBHANTHAaTa TEYHOCT
cle] JTJOKATHO MIPHIOKEHHE HA THKJIO(EHaK BBPXY CTABHTE Ha PBLETE W KOJCHHUTE CTABH. MakcuManHuTe
[L1a3MEHH KOHLEHTpalluy Ha JHKIo¢eHak ca 6unu okono 100 orbTH No-HHUCKH B CPABHEHHE C TE3H Cle]l IIEPOPATHO
NPUIOKEHHE Ha CHILIOTO KOMHYECTBO AMKIopeHak. 99,7% oT JHKI0PEHaK ce CBbP3Ba CBC CEPYMHHUTE MPOTEHHH,
rnasHo ¢ anbymuHa (99,4%).

HuiodheHak ce aKkyMyJiipa B KOXATa, KOATO ACHCTBA KAaTO JEMN0, OTKBIECTO €& OCBHIICCTBABA ITPOABIKHTETHO
ocBoboXKAaBaHe Ha AMKIOMEHAK KbM NOAKOXHHMTE ThKaHH. OrTam axnkiodeHak npedepeHLHanto ce 4ocTaBs U
33//bPIKa B PAsNONOKEHHTE B ALIG0UHHA Bb3NAJICHH ThKAHH (KATO HAMPHMEP CTaBKTE), OTKOJIKOTO B KPBBOTOKA.
InxnogeHak Moxe aa ce oTKpre B 20 mbTH NO-BHCOKH KOHLIEHTPAaliMy, OTKOJIKOTO B IL1a3Mara.

buotpanchopManus

Buotpanchopmaumata Ha JUKIO(EHaK BKITIOYBA €TANH HA €IHHHIHO WM MHOTOKPaTHO XHAPOKCHIMPAHE,
MOCAEABAKO OT NHOKYPOHHAUPAHE M YaCTHYHO MIOKYPOHHAHPAHE HA HHTAKTHATa MOJICKY/1a.




EnuMHHUpaHe
TOTaTHUAT CHCTEMEH KIHPBHC HAa AUKIO(pEHAK OT ru1asMara e 263 = 56 ml/min. KpaHusaT niazMeH noyxuHeoT e

1-2 gaca. YeTHpu oT MeTabONHTHTE, BIUIIOYHATENHO ABATA AKTUBHH, CHIIIO HMAT KPaTbK IUIa3MEH IOJIYy>KHBOT — OT |
1o 3 yaca. Eaun ot meraboanture - 3’-XxUaokcH-4’-METOKCU-AHKIIOPEHAK MMa MO-ABJILI IUIA3MEH NTOMYXKHMBOT, HO
Toi ¢ npakTHueckH HeakTuBeH. /luxnodenax u Heropure MeTabOIMTH C€ EKCKPETHPAT TJIaBHO Upe3 ypHHATA.

Ocobenr0oCTH NpE HIKOR rPYyNH O0IHE

bnOpeano u wepHoapobuo yBpexaane

He ce oyakpa akyMyJIMpaHe Ha AHKIOPEHAK W HErOBUTE MEeTabOIMTH NPU MALMEHTH, CTpajally oT 6bOpeuHu
3200/1ABaAHHA.

[1pH maLMEeHTH ¢ XPOHHUCH XENATHT WK HEASKOMIICHCHpaHa LHpO3a KHHETHKATa H MeTabonM3IMeT Ha JuKiiodeHak
ca CBIIMTE, KAKTO IMPH NaupeHTH 6e3 uepuogpobHo 3abonssane.

5.3 IIpenxTHHBEYHEA JAHHH 32 Oe300aCHOCT

Hex/1HHHUYHKTE Ga8HHHM NPH BUCOKA M MOBTOPHA J034a, B NPOY4BaHMA C AMKIO(PEHAK 33 TOKCHYHOCT, KAKTO H 3a
FEHOTOKCHYHOCT H KapLKHOT¢HHOCT HE NOKA3BaT crielMpUIeH PUCK 38 XOpaTa NPH MOCOYCHHTE TEPANIEBTHUHH JIO3M.
B noseuero npoyusanng, BONITAPEH @OPTE 2,32% I'en ce noHacs nobpe. He e ycranosena noreHuman{a
GOTOTOKCHYHOCT H JHKIO(EHAK-CHABPKALINTE MeI0BE HE NMPHUHHABAT CEHCHOWM3aLna Ha koxaTa. Hama

NOKA3aTeNICTRa, AMKN0(deHaK [a NPHYIHHABA YBpeX/aHe Ha QEPTHIHTETA MPH MBXKKH H XKCHCKH IUTbXxoBe. Hama
NAHHHK 33 TEPATOreHEeH MOTEHLMAN Ha AWKI0(EeHaK NpH MHIIKH, TUThXOBE WM 3aifuiy. [IpenaranHoTo,

NEPHHATATHOTO H MTOCTHATATHOTO Pa3BUTHE HA NOTOMCTBOTO HE €A 3aCCTHATH.

6. ©OAPMANEBTHYHU JAHHH

6.1 CnlchbK HE NOMOINHHTE BEIECTBA

Oy THAXMAPOKCHTOITYEH

Kapbomep
KOKOWJIKANPUMOKAIPAT

AWETHIAMHH
M30IIPONWIOB aJIKOXON
Te4YeH napadux

MaKpOIro/IOB HETOCTEPUIIETED
ONICWIOB AIKOXOJ]
IPOIMTMJICHITTRKOJ

apoOMaTH3aTOP (€BKAIHIIT)
npe4yrcTeHa BOja

6.2 HecLBMECTHMOCTH
HenpHi1oXHMO.

6.3 Cpok Ha rogaocT
3 roaMHH.

6.4 Coenua/iHd YCIIOBHS 38 CHXPAHCHHE

be3 cneuanHy YyCIOBHA HA ChXPaHEHHE.




6.5 BHA B cHABPXKAHEE HA ONAKOBKATA

3a anymunueeco ramMunupana myba ¢ Kanauka Ha eunm

AJTlyMHHHEBO TaMHHHpaHa Ty0a [(MoMmMeTWIeH ¢ HUCKA IUTBTHOCT /&ITyMHHHH/, NOJIMETHIIEH C BUCOKA TUIBTHOCT
(svrpeineH cioit)] wnn [(nonmernnen ¢ Hucka wrsTHOCT /amymundit/ LLDPE, HDPE u Antiblock Masterbatch blend
(swTpetcH cnoi)], cHableHH ¢ MPBLCTEH OT NOIHETHIICH ¢ BUCOKA IUTHTHOCT H 3alMTHa MemOpana. Ty6ara e
3aTBOpPEHA ¢ Kanauka oT MOJHIIPOTIAICH ¢ [N 3a mpo0uBaRre Ha MeMOpaHaTa IpH mbpBa ynorpeoda.

3a anymurueso 1aMuHupana myba ¢ HenoOGUINICHA KaNAYKA U WPAKawo ce Kanaye

AsryMMHHEBO JaMMHHpaHa Ty0a [ (Mo/MeTwIeH ¢ HHCKa TUTBTHOCT /&JTYMHUHHIY, TOJIMETHIICH C BHCOKA ILTBTHOCT
(BnTpewen cnoi)] mau [(nomuerinen ¢ Hucka wrsTHOCT /anmyMunuit/ LLDPE, HDPE u Antiblock Masterbatch blend
(BBTpELIEH CIoif)], cHabAeHH C OMOPEH MPBLCTEH OT NOJIIMETHIEH BHCOKA ILTBTHOCT. Tybara e 3aTBopeHa ¢
HEMOBHIKHA KaNavKa OT NOJMIIPOITIIIEH H IL[PAKAU(0 C€ KANAa4Ye ¢ ThHKA JICHTA OT TEPMOINACHYECH €IaCTOMED.

KanadeTo HMa MONHNMPONWICHOBH 3AIMTHH LIMNYETa OT ABETE CTPAHKH HA KANAYKATa KaTO MapKep 3a ITbPBOHAYATHO
OTBapAHE.

Tybaor30g,50g,60g, 100 g, 120 g; 150 g, 180 g.
He BcHukKM ONakoBKH MOJKe Ja ¢a ITyCHATH B mpoaaxo0a.

6.6 Cnenpangn npeAna3id MePKH NPH H3XBLPISHEE H paboTa

Hsama cnenanHn H3IHCKBAHMA.
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