KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

U3MBHUTESHA ATEHUMS NO NEKAPCTBATA
1.  HME HA JEKAPCTBEHUS IPOAYKT Kpamna xapaxmepucmina na npogyxma - Npurowere
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2. KAYECTBEH 4 KOJIMYECTBEH CbCTAB

Enun rpam BOJITAPEH ®OPTE 2,32% I'ea coabpxka 23,2 mg aukiiodeHak auernwinaMuH (diclofenac
diethylamine), xoiTo choTBeTCTBa Ha 20 mg nukiodeHak Harpwuii (diclofenac sodium).

[ToMolIHH BellleCcTBa: BCEKM I'paM OT resia cpabpka 50 mg nponuneHriiukos v 0,2 mg Oy THAXUIAPOKCHTOJTYEH.
3a MbJIHUA CMUCHK Ha MOMOIIHUTE BEILIECTBA BHXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

[en.
bsn 10 mpakTHYECKH Os1, agbK, XOMOIeHEH, KpeMoobpa3seH reji.

4. KJIHHHYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHUSA

Bb3pacTHH M IOHOIUH HAA 14 roanHu
3a obsekuaBaHe Ha 6oJikaTa, HaMaJIsBaHE Ha OTOKA W BH3IMAJICHHETO NPH:

e TpaBmu Ha MEKHTE TbKAHU: TPABMH Ha CYXOXKWJIMATA, JIMFTAMEHTUTE, MyCKYJIMTE U CTaBUTE, Ib/KALLM C€ Ha
HaBAXBaHMA, U3KbIUBAHHUSA, pa3TE€KEHUs, HATHLPTBaHUA U O0JKHU B rbpba (CIOPTHH TPAaBMHM);

e Jlokanu3upaHu GopMH Ha U3BBLHCTABEH PEBMATH3bM: TEHAUHUTH (HanpuMep TEHUC JIAKbT), OYpCHUTH,
CHHAPOM paMoO-pbKa U NepHapTpoOnaTHs.

Bh3pacTan (nan 18 roaunn)

3a obsnekuyaBaHe Ha DOJIKaTa NMPH OCTEOAPTPHUT HA KOJIEHETE WIIM NPBCTHUTE.
Jlokanu3zupanu GoOpMH Ha JiET€HEPAaTHBHU CTaBHM 3a00JIIBaHHA, HATPUMEP OCTEOAPTPUT HA NEPUPEPHUTE CTABH.

4.2 Jl03HpOBKa H HAYHH HA NPHJIOXKEHHE

3a npunaraHe BbpXy KO)Kara.
[TaieHTHTE TPAOBA 1A C€ KOHCYJITHPAT C JieKap, aKO CbCTOSHHUETO UM He ce nMogoOpH B paMKHMTE Ha 7 JHH HJTH ce
BJIOLLIH.

Bb3pacTHH 1 0HOIH HaA 14 ronuHn

03HPOBKA
BOJITAPEH ®OPTE 2,32% I'en ocurypsaBa npoab/DKMTENHO OOiek4yaBaHe Ha Oonkara 10 12 yaca (nmpuioxeH 2
mbTH AHEBHO - cyTpuH U Bevyep). BOJITAPEH @®OPTE 2,32% I'en TpsabBa BHUMaTeIHO Ja C€ BTPUBA B KOXKaTa Ha
3aCE€rHaTHUs y4acTbK.




Heob6x0auMOTO KOJTHYECTBO 3aBUCH OT pasMepa Ha 6onesHeHoto msacto. 2 g 110 4 g BOJITAPEH ®OPTE 2,32%
Ies (kOMUYECTBO, KOJIKOTO YeEpeLa A0 OpeX) ca A0CTaTbYHH 3a jieueHue Ha o okono 400-800 cm?. Cnen
[pUiaraHe:
— pbleTe TpAOBa Aa ce U3TpUBAT, HaNpUMep ¢ abcopOupalla XapTus U Cle TOBa J1a C€ U3MHMBAT, OCBEH aKO T€
He ca TpeTupaHoTo MAcTo. Cnen ynorpeba abcopbupaiara xapTus ciesiBa /1a ce U3XBbPJIH B KOIII 3a
OTHaaAbLM.
— Ilauuenture ciaeapa aa u3zvakart, 10kato BOJITAPEH @®OPTE 2,32% I'esx u3cbhbXxHe, npeJayd B3MMaHe Ha
Oyl WM BaHa.

IIpoABLJKHTEIHOCT HA JICYEHHETO
[Ipoab/HKUTETHOCTTA HA JICYEHHUETO 3aBUCH OT MNOKA3aHUATA U KITIMHUYHHUSA OTTOBOP.

e [Ipu TpaBMH WM PEeBMAaTU3BM Ha MEKHTE TbKaHH HE Ce MPENnopbUBa refibT a ce ynorpebsasa rnoeeue ot 14
JHH, OCBEH aKO HE € Ha3HAY€HO APYro OT JieKap;

e [Ipu apTpuT (BB3pacTHH Haa 18 rOAMHHU): NPOABJDKMTEIHOCTTA HA JIEYEHHETO € 10 21 AHHU, OCBEH aKO HE €
Ha3Ha4Y€HO APYro OT JieKap.

Jlena 1 IOHOIMIH:

CohluecTBYBaT HEOCTAaTbYHU AaHHM 3a epukacHocTTa U 6e3onacHoctra Ha BOJITAPEH ®OPTE 2,32% I'es npu
aeua u 1oHowH noa 14 roguuu (BHxkTe Touka 4.3 “IIporuBonoka3zaHus™).

FOHowmMTe Ha ¥ Haa 14 rogMHHA WK TEXHUTE pOAUTENIM TPAOBA Ja ce KOHCYJITUPAT C JieKap, ako ce Hajlara ynorpeba
Ha BOJITAPEH ®OPTE 2,32% I'en 3a obnekuaBaHe Ha O0JIKHTE NoBeYe OT 7 JHH HIH aKO CHMITTOMHTE C€
BJIOLIAT.

IanuenTH B cTapyecka Bb3pacT (Hax 65 roannn)
H3non3ea ce obuyaitHara JO3MPOBKA.

4.3 IIpornBonoOKa3aHHsA

e MH3BecTHa CBPpBXUYBCTBUTEIHOCT KbM aKTHBHOTO BEILECTBO AMKIO(PEHAK WIK KbM HAKOE OT MOMOIIHUTE
BellleCcTBa, H30pOEHH B TOYKa 6.1;

e [laiMeHTH, NpU KOUTO aCTMa, AHTHOEIEM, YPTUKAPHUSA UK OCTBP PUHUT CE€ NMPOBOKHUPAT OT
aLIeTWICATMLIMIOBA KMCEJIMHA WIH JAPYTH HECTEPOUAHH NMPOTUBOBB3NaUTe IHU JiekapeTea (HCIIBC);

e [lo Bpeme Ha TpeTHd TPUMECTbP Ha OpPEeMEHHOCTTA;

e [IporuBonoka3aHa ¢ ynorpebara Ha BOJITAPEH @®OPTE 2,32% I'en nipu aeua v 10HOIM 1Mo 14 roauHH.

4.4 Coeunna/iHu npeaynpexaeHHs H NpeaAna3zHu MEePKH NPH ynoTpeda

Tpsabsa na ce Ma nNpeaBy/1 BEPOATHOCTTA OT MOsABA HA CHCTEMHU HEXXEJIaHW peaklMM (TaKUBa, aCOLIUMPAHH C
dopmuTe Ha qUKI0¢deHaK 3a cucTeMHO npuiokeHue) npu npuiarade Ha BOJITAPEH ®OPTE 2,32% I'en B no-
BUCOKH J103H M 3a NO-NPOAB/DKUTEINIEH OT NMPENnopb4yaHUs MEpPUOL.

BOJITAPEH ®OPTE 2,32% I'ea Tpa0Ba 1a ce nocTtaBs camMO BbpXY 37paBa U MHTaKTHa Koxa (MpH JIMIca Ha
OTBOPEHH paHU WJIM HapaHsaBaHuA). He TpsaOBa 1a Biv3a B KOHTAKT C OYMTE WJIM JIMFaBULUM U HE TpsAOBa aa ce
NorabLia.

Jla ce npeycTaHOBH JIEYEHHETO, AKO C€ pa3BHe KOXKEH OOPHMB Cliel IPUJIAraHeTO Ha JIEKAPCTBEHHUS NMPOAYKT.
BOJITAPEH ®OPTE 2,32% I'en Moxe 1a ce U3M0JI3Ba C HEOKJTY3UBHH NMPEBPb3KH, HO HE M C OKJTY3UBHHM
NpeBPBH3KH, CITHPAILH AOCTHIIA HA Bb3AYyX.

BOJITAPEH ®OPTE 2,32% I'ex cbabpxka napaduH, KOWTO € NOTEHUHMAIHO 3anajiiM, KOraTo ce HaTpyrna BbpXy
ThbKaHTa. BBLIIPEKH Y€ JEHCTBUTE/THUTE JOKA3aTENCTBA 3a NpobJieMH ChC 3ananuMocTTa, cBbp3aHd ¢ BOJITAPEH
D®OPTE 2,32% I'en, usrnexaar orpaHA4€HH, NpenopbyBa ce MOBUILICHO BHUMaHHE NMPH NMyLUEH B O1M30CT 210
OTKPHUT IUIaMbK MOPAAM PUCK OT CEPHO3HHU U3rapsHus.




Hughopmayus 3a nomownume gewgecmea
BOJITAPEH ®OPTE 2,32% I'en chabpxa:

e [IponuJIEHITMKO, KOWTO MOXKE [1a MpeAU3BUKA Jpa3HEHE Ha KOXara.

e ByTHIXHIPOKCUTONYEH, KOMTO MOXKe [a MPUYMHHU JIOKAJIHH KOXKHH peakLMM (HarpuMep KOHTaKTeH
NIEPMATHUT) WK IPa3HEHE Ha OYMTE U JIMTABULIMTE.

e ApomMartH ¢ OEH3WIOB aJIKOXOJ1, IKTPOHEJIOJ, KyMapuH, d-JIMMOHEH, €BI€HOJI, N'€paHHOll, JIMHAIOO0J, KOHTO
MOTraT Ja MPUYHHAT AIePru4HU peaKLivu.
4.5 B3anmopaeiicTBHe ¢ APYrH JIeKaPpCTBEHH NPOAYKTH H APYrH GOpMH HA B3aHMOJAEHCTBHE

[Mpensun cnabara cucreMHa abcopOLMs Ha TUKIIO(EHAK MPH JIOKATHO NPUIIOKEHHE Ha rejia noJ00HH
B3aHMO/ICHCTBUSA Ca MAJIKO BEPOSATHH.

4.6 PepTHINTET, OPEMEHHOCT H KbPMEHe

bpeMeHHOCT
CucTeMHATa KOHLIEHTpAaLUs Ha JUKIO(EHAK € MO-HUCKA Clell JIOKAITHO MPHJIOKEHHE, CPaBHEHA C Ta3u Ha OPAJIHHTE
dopmu. C pedeperuus kbm onurta ot seueHreTo ¢ HCIIBC 3a cucteMHO npHiIoKeHHE Ce MpenopbhyBa ClIEAHOTO:
[ToTHCKaHEeTO HAa NPOCTArIAHIWHOBHS CHHTE3 MOJXKE J1a MOBJIMAE HeOIaronpuATHO OpeMeHHOCTTa W/ WiH
eMOpHo/deTanHOTO pa3BuTHe. JJaHHUTE OT eNUIEeMHONIOrHYHUTE H3C/IEBAHMA MOKA3BaT MOBHILIEH PUCK OT abopT,
KaKTO M OT ChbpJICYHH MaipOpMaLMM U FaCTPOLLIM3MC cliell yroTpedara Ha HHXHOMTOPH Ha CHHTE3a Ha
[MPOCTArJIaHAWHHU B ITbPBUTE MECELIM OT OpeMEHHOCTTA. AOCOMOTHUAT PUCK OT KapAHOBACKYJIApHH
(ChpIEeYHOCHAOBH) MaJihopMalLIvK € YBENUWYEH OT no-Maiko ot 1% no npubmmsurento 1,5%. Ilpeanonara ce, ye
PUCKBT Ce MOBHUILIABA C YBEJIMYaBAaHE HA 103aTa U MPOAB/DKMTEIHOCTTA Ha Jie4YeHHeTo. [IpH )KHUBOTHH NpUiaraHeTo
Ha MHXMOMTOpPH Ha CMHTE3a Ha NPOCTarjaHIMHH € MOKa3aJlo KaTo pe3yJITaT MOoBHILIEHa Mpe- U NOCTHMIUIaHTaLlHOHHA
3ary6a u emOpuo-deranHa cmbppT. B nonmbiHeHue ca qoKiIaaBaHU MOBHILEH OpOH cily4au Ha pa3jIMuHH
MaJI(OpMalHH, BKIIFOYMTETHO W KapAMOBACKYJIapHH, MPH KUBOTHHU, NOJTY4YaBaIM HHXHOUTOPH HAa CHHTE3a Ha
npocTarjaHauHM M0 BpeMe Ha OpraHoreHesara.
[Ipe3 mbpBHsS ¥ BTOPHSA TPHMECTbP Ha OpeMEHHOCTTA NUIUIO(EHAK He TpsOBa [a ce Ha3Ha4aBa OCBEH B CIIy4YaHMTE Ha
KaTeropuyHa HeoOX0oaUMOCT. AKO TUKIO(GEHAK Ce HU3MOJI3BA OT KEHH, KOUTO C€ ONMUTBAT J1a 3a0pEMEHEST WUITH 110
BpeM€ Ha ITbPBUA WJIH BTOPUA TPUMECTBP OT OpeMEHHOCTTa, J0o3aTa TpsAOBa na Obae Bb3MOXKHO Hall-HHUCKA H
NPOAb/DKHTEIHOCTTA Ha JICYEHUETO Bb3MOXHO Hal-KpaTka.
[To Bpeme Ha TPETHA TPUMECTHP OT OPEMEHHOCTTa BCHYKH HHXMOUTOPH Ha CUHTE3a Ha NpOCTarjaHJuHKM MOrar Jia
M3J10kaT (peTyca Ha:

e KapauoImyJIMOHaTHA TOKCHYHOCT (C MPEeXAECBPEMEHHO 3aTBAPAHE Ha JYKTYC apTEPHO3YC H IyJIMOHAJIHA

XUTMEPTOHUA );
e buOpeuna qucyHKUHMA, KOATO MOXE J1a Mporpecupa A0 0b0peuHa HeJOCTATBYHOCT C OJIMMOXHIPOAMHHOH.

B kpas Ha OpeMeHHOCTTa BCHYKH HHXHOUTOPH Ha MpoCcTarjiaHIMHOBUS CUHTE3 MOraT [ia U3J10)KaT MalKara Wiu
HOBOPOAEHOTO Ha:

e BB3MoxHO YABJDKAaBAHE HA BPEMETO HA KbPBEHE - [IPOTHBOCHCHBALLL e(]}eicr, KOWUTO MOXE /1a Ce MposABH OIOPH B
MHOI'O MaJIKH O03H,

e JloTHckaHe HA MATOYHHUTE KOHTpPaKUHH, BOACHIH 1O OTJIIOKCHO WJIH YABJDKCHO paXKJaHeg.

CnenoBareHO AUKJIO(MEHAK € MPOTHBOMOKA3aH M0 BpeMe Ha TPETHA TPUMECTBP OT OpeMEeHHOCTTAa.

KbpMeHe

[TopobHo Ha octananure HCIIBC, auknodeHak npeMrHaBa B MaJIKi KOJIH4YecTBa B kbpmara. Obaue, MpUIoKeH B
tepanesTH4YHH 1034, BOJITAPEH ®OPTE 2,32% I'ea He ce oyakBa aa Biuse Ha KbpMeHuTe aeua. [lopanu
JIMTICATa HAa KOHTpOoJUupaHHu uscineaBaHua npu kbpMmenin xkeHd BOJITAPEH ®OPTE 2,32% I'ea tpsa0bBa na Obae




obcrosarencteo BOJITAPEH @®OPTE 2,32% I'en He TpsaOBa 1a ce npuiara BbpXy 'bpAUTE HA KbPMEIIIH MaHKH,
HHUTO Ha JIPyro MACTO BBPXY rojieMu 06J1acTH OT KOXaTa U 3a MPOJAB/DKHUTENEH NEPHO/ OT BpeMe (BHX TouKa 4.4).

4.7 Edext BbpXy cniocoOHOCTTA 32 mOPpHpaHe H padoTa ¢ MAIIHHH

Jlokannoto npunoxeHue Ha BOJITAPEH ®OPTE 2,32% I'en He oka3Ba BJIMSHHE BHPXY CIIOCOOHOCTTA 3a
mo¢pupaHe ¥ pabora ¢ MallIMHH.

4.8 HexeslaHH J1eKaPCTBEeHH peaKHH

He>xenaHuTe peakiiMM ca NpeacTaBeHH B TabiMiuiaTa no-aoiy, NOApEACHH MO CUCTEMO-OPraHHHU KJIaCOBE U B
3aBUCUMMOCT OT 4ecToTaTa. CneHaTa KOHBEHLUA € U3MOJI3BaHa 3a KIaCH(ULIMpaHEe HA HEXEJIAHUTE peaKLIMH: MHOTO
yectd (> 1/10); yectu (= 1/100 no < 1/10); neuectu (= 1/1000 no < 1/100); peaxn (= 1/10 000 no < 1/1000); mHOrO
peaku (< 1/10 000); ¢ HeM3BeCTHA YECTOTA: YeCTOTAaTa HE MOXeE J1a Ob/ie yCTaHOBEHA OT HAIMYHHUTE JaHHH. IlocT-
MapKETHHIOBO YCTAHOBEHHMTE HEXEJIaHW PEaKLMM ca JOKIAABaHU JOOPOBOHO OT HacCEJIEHHE C HEOMpeelieH
pa3Mep, KaTo 4ecTOTaTa Ha Te3H peakliii € HEU3BECTHA, NO-BEPOATHO € /1a Ca PEIKH HIH MHOTO PE/IKH.

["pynupaHKTe NO YECTOTA HEMEJIAHU PeaKLMM ca NPEACTaBEHH M0 pejla Ha HaMaJIIBaHe Ha TAXHATa CEPHO3HOCT.
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Yectru: | JlepmaruT (BKI. KOHTaKTEeH AepMaTHT), o6pHB, epuTEMa, €K3€Ma, ChbpOex.
Peaxw: | bynoses gepmarsr. ]
 MHoro peaxu: | Peaxuuu Ha GOTOYYBCTBHTENHOCT. e

Cpo0lli1aBaHe Ha MOAO3UPAHU HEXKEIAHU PEAKLIUU
Cpho011aBaHETO HA MOA03UPAHH HEXETAHU peakLMM Cie]l pa3peliaBaHe 3a ynorpeda Ha JIeKapCcTBEHHs MPOAYKT €
Ba)kKHO. TOBa Mo3BoJiIABa Aa NPOAB/DKHA HaOI0IEHUETO HA CHOTHOILIEHHETO M0J1338/PUCK 34 JIEKAPCTBEHHUS ITPOIYKT.

OT MEIMUMHCKHTE CNIELMATMCTH C€ W3UCKBA Ja choOmaBaT BCcsKa NoJo3upaHa HeXellaHa peakLs Ype3 HallMOHalHa
CHCTEMA 3a ¢cbhOoOlLIIaBaHe.

bbrarapus

H3nbaHuTENIHA areHUMs 110 JIeKapcTBaTa
yi. ,,Jlamsan ['pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417
yeOcaiT: www.bda.bg

4.9 IIpenoznpane

[Topanu cnabara cucremMHa abcopbuus Ha JIOKATHO NPUIIOKEHUS IUKIO(EHAK, EBEHTYATHOTO NPeA03UpaHe € MaJlKo
BEPOSATHO.




Bunpeku ToBa, ako BOJITAPEH ®@OPTE 2,32% I'en Ob/ie noreiHaT, MOXKE J1a C€ O4aKBaT HEXEJIAHW peaKLuH,
nofaoOHU Ha Te3u, Habmoaasanu npu npeno3upatne ¢ nukinoderak tabnerku (1 ryba BOJITAPEH ®OPTE 2,32%
I'en ot 50 g e ekBUBaJIeHTHA Ha | g NUKIO(EHAK HATPHH).

B ciy4daii Ha HHUMAEHTHO NOITBIIaHe, BOAEIIO A0 3HAYMTEIHA CHCTEMHH HEXKEJIaHU peakLMu, TpaOBa na ce
M3I0JI3BAT OOLIUTE TEPANEBTHYHHU MEPKH, HOPMAJIHO MPEANPHEMAHH IPHU OTPaBAHE C HECTEPOUIHH
NPOTHBOBB3NANMUTENHM cpenctsa. [locneapaimure Mepku TpsaOBa fa ca KJIMHHYHO YCTAHOBEHH WM MpENnopbYaHu OT
[leHTBp MO TOKCUKOJIOTUA, KbETO € HAJIMYEH TaKbB.

g, GAPMAKOJIOT'HYHU CBOMCTBA

5.1 PapmakoiHHAMHYHH CBOHCTBA

dapmakoTepaneBTH4Ha rpyna: JIokaJlHW MPOAYKTH 3a CTaBHH H MYCKYJIHH Oonku. HecteponaHu

MPOTHBOBB3NAIMUTEIHH CPEJICTBA 3a JIOKaJIHa ynoTpeoa.
ATC kon: M02AALS

MexaHu3bM Ha fielcTBUe ¥ papMakOIUHAMHYHH e(DEeKTH

JlukinodeHak € MOIIHO HecTepouaHo npotuBopb3nanuTenHo cpeactso (HCIIBC) ¢ epexTHBHM aHANT€THYHM,
NPOTHBOBB3MAIMTEIHH M aHTHUPETHYHH CBOMCTBA. [lMKiiodeHak okaspa CBOs TepaneBTHYEH €(EeKT OCHOBHO Upe3
MHXMOMpaHe Ha MPOCTArIaHIMHOBUA CHHTE3 NOCPEACTBOM LIMKII0OOKcHreHasa 2 (COX-2).

BOJITAPEH ®OPTE 2,32% I'en e n1ekapcTBO C NPOTHBOBB3NAIMUTEIHO U AaHAITETHYHO ACHCTBHE, Ch3JIaJIEHO 32
nokaiiHo npuioxenue. [Ipu Bb3nanenue U 6oska oT TpaBMaTH4eH WK peeMatiueH npousxoa BOJITAPEH
P®OPTE 2,32% I'en obnexkuasa Ooskara, HaMaJIgBa OTOKa, NoA0OpABa NOABMIKHOCTTA Ha NALIMEHTHUTE H HAMaJIABa
BPEMETO 3a BPbLIIaHE KbM HOPMATHOTO ChbCTOSHHE.

B eano npoyuBaHe npH W3kbiauBaHe Ha riiesed (VOPO-P-307) e ycranoBeHo, ue BOJITAPEH ®OPTE 2,329% I'en
e(eKTHBHO W Obp30 oOsiekuaBa GosikaTa: 2 AHH CJie]] HAYaJIOTO Ha JICYEHHETO, NMALMEHTHTE, KOUTO Ca H3MMOJI3BaJIH
BOJITAPEH ®OPTE 2,32% I'esi umat 32 mm HamaisaBaHe Ha OosikaTa npu aswxkenue (POM), nokaro
pe3yATaTUTe, M3MEPEHH NpH ruianedo rpynara nokassar Hamanssade camo ¢ 18 mm (p<0,0001).Cnen 4 aun, POM e
rJlaBHaTa KpaiHa To4Ka, KoATo Hamanssa ¢ 49 mm no 100 mm Busyanna Ananorosa Ckana (VAS), npy nauueHTH,
ynorpedssamin BOJITAPEH ®OPTE 2,32% I'esi B cpaBHEHHE ¢ 25 mm HaMaisiBaHe, Hab/1r01aBaHo B ruianedo
rpynara. BOJITAPEH ®OPTE 2,32% I'en craTHCTHYECKH CUTHH(PUKAHTHO € H3KJIIOUYHTETHO €(HUKACEH, B
cpaBHeHue ¢ ruauedo ( p<0,0001).

BOJITAPEH ®OPTE 2,32% I'en e edekTHBEH ChILO Y MPH JiedyeHHE Ha oToKa. CeleM IHU clie]l Ha4aJloTo Ha
JIEYEHHETO, CPE/IHATA Pa3jIMKa B OTOKA MEXIY HapaHEeHHWs M KOHTpaiartepainus riieseH € 0,3 cm 3a rpynara,
u3non3eama BOJITAPEH ®OPTE 2,32% I'ea 1 0,9 cm 3a nnaue6o rpynara (p<0,0001).

JlombaHUTENHO AoKa3aTescTso 3a epukacHoctra HAa BOJITAPEH ®OPTE 2,32% I'en ce neMoHCTpHpa OT
cpenHoTo BpeMe 3a 50% HamansaBaHe Ha Oosnkata npu AsrxkeHHe (POM), koeTo Bpeme € 4 IHH NpH rpynara,
usnonzeama BOJITAPEH ®OPTE 2,32% I'en, cipamo 8 auu npu nnauebo rpynara (p<0,0001). Cpeanoro Bpeme
3a JOCTMraHe Ha pesy/irar ot 30 mm win no-mManko 3a 6onka npu aswxenrero (POM) no Buzyannara AHanorosa
Ckana (VAS) e 4 1M NpH JBETE rPYIH C MPHIOKEHO aKTHBHO JIEUECHHE, CIpAMO 9 IHU npH miauedo rpynara
(p<0,0001). Cnenosatenno, neueHrero ¢ BOJITAPEH ®OPTE 2,32% I'en yckopsaBa JI€4€HHETO C 10 4 WK
NoBeYe JAHHU.

[Tpoyusanero VOPO-P-307 oueHsBa ChILO yOBIETBOPEHOCTTAa Ha MALIMEHTHTE OT JIEYEHHETO Ha O0JIKa MpH
M3KbJIUBaHe Ha rie3eHa. Ha 5-us nen 84% ot yyactHuuure, kouto ca npwiarand BOJITAPEH ®OPTE 2,32%
I'en, ca OLICHWIH CBOSATA YIOBJIETBOPEHOCT OT JICUEHUETO KaTo A00pa, MHOro 100pa WK OTJIHYHA, B CPABHEHHE CbC
caMmo 23% ot yyacTHHLMTE OT ruiauedo rpynara (p<0,0001).

[1pu nocneasai (post-hoc) aHain3 BCHUKH YYyacTHULM cbe cTeneH | wnum Il Ha u3kbIyBaHe Ha rieseHa, ca
KaTeropu3MpaHy KaTo Haj wiu noa 6a3oBa cTroiHOCT Ha 6onkara npu aApwxeHue (POM) or 80 mm no Busyanna
Ananorosa Ckana (VAS), 4 edukacHOCTTa € mpoy4eHa Ipy BCIKa noarpyna. Yetupu AHHU cie Ha4aJloTo Ha
neyennero, BOJITAPEH ®OPTE 2,32% I'en e 3HauuTenHO no-100bp, CPaBHEH C 1A .. QHe

‘g'c




6onkara npu aswxerHre (POM), kakTo npu nauueHTH ¢ 6azoBa ctoMHOCT Ha 6onkara > 80 mm (BOJITAPEH
®OPTE 2,32% I'ea 56,4 mm, nnanebo 27,2 mm, p< 0,0001), Taka u npu naumeHTH ¢ 6a3oBa cToiHOCT Ha OoJikaTa

< 80 mm (BOJITAPEH ®OPTE 2,32% I'ea 44 mm, nnauebo 25 mm, p<0,0001), kato 0CHOBHa OTIpaBHa TOYKa
3a epukacHocT. [Tlopaau cBoATa BOAHOANIKOXO0JHA OCHOBA NeTbT MPOsABABA 00JIeK4YaBalll M OXJIaXAalll e(eKT.

S.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbiius

KonuyecTBoTo Ha abcopOupaHus npe3 KoxkaTa JHKIo(eHaK e MponopLHOHaIHO Ha pa3Mepa Ha TpeThpaHara odsiact
M 3aBMCH OT 0011aTa NMPUIOXKEHA 103a U CTEMNEHTa Ha XUpaTalus Ha Koxkara. Ciiell JIOKAITHO NMPHIIOKEHHE BbPXY
oko710 400 cm? kKoXka cTerneHTa Ha CHCTEMHO EKCTIIOHHPaHe, OnpeesieHa Ype3 Mjia3MeHaTa KOHLUEHTpaLus Ha
BOJITAPEH ®OPTE 2,32% I'ea (2 aruiMkaluyy AHEBHO), € EKBUBAJICHTHA Ha Ta3u Ha aukiodpeHak 1,16 % ren

(4 artukaumu qHeBHO). OTHOCHTEMHaTa GuoHaIMYHOCT Ha auKiiodeHak (AUC ratio) 3a BOJITAPEH ®OPTE
2,32% T'en B cpaBHeHHMe ¢ TabneTkH € 4,5 % Ha 7-us AeH (32 eKBUBAJICHTHA /1032 AUKJIO(EHAK HaTpUH).
AOcop0O1uaTa He ce U3MEHA PH MOCTaBIHE HA BJIAaro- M MapornpornycKinBa rpeBpb3Ka.

CocrasbT Ha BOJITAPEH ®OPTE 2,32% I'en chabpika noaobpuren Ha nponyckiausoctra (0,75% oneusnos
ankoxod). [pu in vitro npoy4saHe 3a NpoHUKBaHe Mpe3 KoxkHaTa 6apuepa, To3u cberas € cpaBHeH ¢ BOJITAPEH
EMVYJITEJI 1,16% I'en, xaro asata NpoAyKTa ca NpHJiaraHu B eIMHW4YHa 103a 20 mg / cm?. Pe3yararure nokassar
MPHOIM3MTENIHO TPH ITHTH NMO-BUCOKA KyMYJIaTUBHA NMpomyckiIMBocT Ha Aukiopenak 3a BOJITAPEH ®OPTE
2,32% I'ea (6,11 £ 1,27 pg / cm?) B cpaBHeHne ¢ BOJITAPEH EMYJITEJI 1,16% I'en (2,07 = 0,38 pg / cm2)
cnen 24 gaca. Te3u pe3ynraTy ca Bb3NPOU3BEAECHH B IPYro NMpOy4YBaHeE.

B enHO ex vivo npoyuBaHe 3a NpoIyCKIMBOCT Mpe3 KokHaTa Oapuepa e HanpaBeHo cpaBHeHue Mex 1y BOJTTAPEH
®OPTE 2,32 % I'ea u Jluxnodenak Hatpui 5 % ren ([uxnak Jono 5 % I'en), karo ABaTa NMpoayKra ca npujiaraHd
B eIMHM4YHA 103a 10 mg/cm2. Pesyararure noka3sar npuOIM3UTENIHO cpeaHo 8,31 mMbTH MO-BUCOKH CTOMHOCTH Ha
kymynatusHa nponyckiuBocT Ha BOJITAPEH @OPTE 2,32 % I'ea npes koxara 3a 24 yaca M npubJIM3UTETHO

cpeaHo 2,81 mbTH MO-BUCOKH CTOHHOCTH Ha HaTpyNBaHe Ha AMKIO(EHaK B ex vivo KoXa 3a 24 4aca npu
BOJITAPEH ®OPTE 2,32% I'ea.

PasnpeaenieHue

KoHueHTpauuuTe Ha quiiodeHak ca OMJIM M3MEPEHH B IU1a3MaTa, CHHOBHAJIHATa ThbKaH U CHHOBHAIHATa TEYHOCT
cJie]l JIOKaJTHO MPUJIOXKEHHE Ha AUKIIO(PEHAK BbPXY CTABHTE Ha PBLIETE H KOJICHHUTE CTaBH. MaKCUMaJIHUTE
IUIa3MEeHHM KOHLIEHTPALMH Ha AuKIopeHak ca Ouwiu okoiio 100 mbTH No-HUCKHU B CpaBHEHHE € TE3H Clie]l EpOpaTHO
NPHJIOXKEHHE Ha CHILOTO KOJHYECTBO AUKI0deHaK. 99,7% oT AUKIIO(pEHAK ce CBbP3Ba CbC CEPYMHHUTE MPOTEHHH,
rnaBHO ¢ anbymuHa (99,4%).

HuxyioeHak ce akyMyJiMpa B KO)KaTa, KOATO JAeHCTBA KaTo AeNno, OTKBAETO C€ OCBHIIECTBABA NPOAB/IKHTEIITHO
0cBODOOXJaBaHe Ha NUKJIO(EHAK KbM MOAKOXHUTE ThbKaHU. OTTaM AukiodeHak npedepeHIIHAIHO Ce 10CTaBA U
3a]bpKa B Pa3foJIOKEHUTE B IbI0OYMHA BB3MAJIEHU ThKaHH (KaTO HAIIPUMEP CTABHTE), OTKOJIKOTO B KPbBOTOKA.
NuxsiodeHak Moxe 1a ce oTkpue B 20 MbTH MMO-BUCOKH KOHLIEHTPALIMK, OTKOJIKOTO B IUla3Mara.

buorpaHchopmanus
BuoTtpaHcdopMalmaTa Ha JMKJIO(eHaK BKJIKOYBA €Taly Ha €JMHUYHO WIH MHOTOKPAaTHO XHIPOKCHJIMPAHE,
[MOCJIEABAHO OT INIIOKYPOHUAUPAHE U YaCTHYHO IIIOKYPOHHUIMPAHE HA HHTAKTHATa MOJIEKYJIa.

EJIMMHHUpaHE

ToTaqHHUAT CUCTEMEH KJIMPBHC Ha AuKIodeHak oT masmarta e 263 + 56 ml/min. KpalHHHMAT nia3sMeH noJiy>KUBOT €
1-2 yaca. YeTupH oT METAaOOIMTHTE, BKJIIOYUTEIHO ABaTa aKTHBHH, CHIIO UMAT KPAaThK IJIA3MEH MMOJTY>KHBOT — OT |
no 3 yaca. Equn ot MeTtabonurHuTe - 3’ -XHI0KCH-4’ -METOKCH-AUKJIODEHAK UMa TMO-AbJIBI TJ1a3MEH MOY>KHBOT, HO
TOH € NpakTHYeCKH HeakTHBeH. JIMKiiodeHaKk U HEroBuTe MeTabOJIUTH Ce EKCKPETHPAT IJIaBHO Ype3 YpHHaTa.

Oco0eHOCTH IPH HAKOH IPynH 00JIHH
bbOpeuHo H yepHOAPOOHO yBpexXaaHe




He ce oyakBa akyMyJIMpaHe Ha AMKJIO(EHaK U HeroBuTe MeTaGoIMTH NPYU NMALMEHTH, CTPaJallH OT ObOpeuHH
3a00/19BaHMS.

[Ipy nauMeHTH ¢ XPOHUYEH XENaTUT WK HEeIeKOMIIEHCHPaHa LIMp03a KHHETHKATa U METab0IM3MBbT Ha JTUKJIOEHAK
ca CBILMTE, KAKTO NPH NalKMeHTH 6e3 4epHOoApoOHO 3abosBaHE.

3.3 IIpenk/IHHUYHHE JaHHH 332 0e30MaCHOCT

HexMHHMYHMATE JaHHH NIPH BUCOKA M MOBTOPHA /1034, B MPOYYBaHMUs ¢ JHKIO(EHAK 3@ TOKCHYHOCT, KaKTO H 3a
FeHOTOKCHYHOCT ¥ KapILIMHOTEeHHOCT HE MOKa3BaT CNeLM(PHUYEH PHCK 3a XOparTa MpH MOCOYCHHUTE TEPaneBTHYHH J103H.
B noseuero npoyuBanus, BOJITAPEH ®OPTE 2,32% I'en ce noHaca nobpe. He e ycraHoBeHa noTeHUHaIHa
HOTOTOKCHYHOCT M MUKIO(PEHAK-ChIbPXKALIUTE I'eJIOBe HE MPHYHHABAT CEHCHOMIM3aLMA Ha KoxkaTa. Hima
I0Ka3aTescTBa, AMKIO(PEHAK J1a MPUYHHABA YBPEXKAaHe Ha (PepTHIMTETA MMPH MBXKKH H )KEHCKH IuTbXoBe. Hama
[IaHHH 3a TEPATOreHEH MOTEHLMAN Ha AMKIO(EHaK MPH MHUILIKH, IUIbXOBE WK 3aiLM. [IpeHaranHoTo,
MEPUHATATHOTO M MOCTHATATHOTO Pa3BUTHE HA MOTOMCTBOTO HE Ca 3aCErHATH.

6. OPAPMAIEBTHYHH JTAHHH
6.1 CnHuchbK HAa NIOMOINHHTE BelecTBAa

Oy THIIXHAPOKCHUTOITYEH
Kkapbomep
KOKOWJIKANpWioKanpar
NHETHUIIAMHUH
M30MPONUIOB AJIKOXOJ
TeueH napaduH
MaKpoOroJioB LI€TOCTepHJIETEP
OJIEWJIOB AJIKOXOJI
NPOMUIEHTJIUKOJI
apoOMaTH3aTop (EBKAJIMIIT)
Mpe4YucTeHa Boaa

6.2 HechbBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roaHocT

3 rOAMHH.

6.4 CnenuajiHH YCJIOBHSA 32 ChbXPaHEeHHe

be3 cneryanHu yCI0BHsA Ha ChbXpPaHEHHE.

6.5 Bua B chbaAbpKaHHE HA ONAKOBKATA

3a anymunueso namunupana myba ¢ kanauka Ha 6UHM

AJTyMHHMEBO JlaMMHUpaHa Ty6a [(MONHeTHIEeH C HUCKA IUTbTHOCT /alyMHHHH/, MOJIMETHIIEH C BUCOKA TUIBTHOCT
(BBTpeleH coii)] unu [(nonuerwien ¢ Hucka wisTHocT /amymunnil/ LLDPE, HDPE u Antiblock Masterbatch blend

(BBTpeILEH CNoi)], cHab/IeHH ¢ NPBCTEH OT MOJIMETHIEH C BHCOKA TUTBTHOCT M 3amMTHa MeMOpaHa. TyOara e
3aTBOpEHA C Kanayka OT MOJMIPOINKIIEH C WK 3a MpobuBaHe Ha MeMOpaHaTa Npu MbpBa ynotpeoa.




e 3a arymunueso r1amMuHupana myba c HenoOBUIICHA KaNAaYKa U WpaxKaujo ce kanaye
ANyMUHHEBO JJaMHHHpaHa Ty0a [ (MOMMeTHIeH C HUCKA MIbTHOCT /alTlyMUHHIA/, MOJIMETHWIEH C BUCOKA IUTBTHOCT
(pTpelieH ciioi)] unu [(nonuerunex ¢ Hucka mrbTHOCT /anymuHui/ LLDPE, HDPE u Antiblock Masterbatch blend
(BBTpEILIEH ¢JIOK)], CHaOAeHHU C OMOPEH NMPbCTEH OT MOJHUETUIICH BUCOKA IUTbTHOCT. TyDara e 3aTBopeHa ¢
HETMOABWIKHA Kanayka OT MOJUIPONWIIEH U IpaKalllo C€ Kanade ¢ TbHKa JIEHTa OT TEPMOIUIaCHY€EH €JIaCTOMED.
Kanayero uma rnoJIMnponuieHOBH 3alllMTHH LIMMYETa OT ABETE CTPAHM HA KarnaykaTta KaTo MapKep 3a IMbpBOHAYaIHO
OTBapsHE.

Ty6aor30g,50g,60g, 100 g, 120 g; 150 g.
He BcHuky OMakoBKHM MOXKE J1a ca IyCHATH B npoaaxoa.

6.6 CnennajiHa npeanasHd MepKH NPH H3XBbpJisHe H padora

Hsama cnenaiHi U3UCKBaHUA.
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