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1. HMME HA JEKAPCTBEHMS NPOAYKT . ‘?Z - 0'? 73

bumudpu Kombu 0,3 mg/ml + 5 mg/ml kanku 3a o4u, pa3teop ! 6 ¥ /?7 13 -03- 10725 |
Bimifree Combi 0.3 mg/ml + 5 mg/ml eye drops, solution o S oa el

KAYECTBEH U KOIMYECTBEH CbCTAB

Bceku ml pastBop ceabpxka 0,3 mg oumaronpoct (bimatoprost) u 5 mg Tumosnon (timolol)
(eKkBMBAJIEHTHHU Ha 6,83 mg TUMOJIOJIOB MaJiear).

Besika OyTuinka cbabpka 3 ml pa3TBop (He mo-Manko oT 78 Kanku).
Enna xanka (npubnu3uTenHo 29 MUKpPOJIMTPA) ChAbpPXkKa NMPUOIU3UTENHO 9 MUKporpamMa OMMaTonpocT
1 npubnuszurenHo 150 MUkporpama THMOJOJI.

[loMOLIIHO BELIECTBO ¢ M3BECTHO AeNcTBHE: (hocdaTy.
Bcexku ml pasrBop cpabpxka okoino 0,95 mg docdarm.

3a MBJIHWA CITUCHK Ha MOMOILIHHUTEC BCLICCTBA BHXTC TOYKA 6.1.

3 JJEKAPCTBEHA ®OPMA

Kanku 3a ouu, pa3TBop

be3usereH, npo3payeH pa3TBOp
pH: 6.8 - 7.6
Ocmonanuret: 270 go 320 mosmol/kg

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHH MNOKA3AHHS

[Tonmxenue Ha BbTpeOo4YHOTO Haytarane (BOH) npu Bb3pacTHH MalMEHTH C OTKPHTOBI'BJIHA IJIayKOMa
WJIM OYHA XUIEPTEH3Us, KOUTO HE CE MOBIUABAT AOCTATHYHO OT JIOKATHH OeTa-Onokepu HWiH

npocrarjiaHAMHOBH aHAIO3H.
4.2 Jlo3MpOBKA H HAYHH HA MPHJIOXKEHHE

Jo3upoBKa

IIpenopvuumenrna 003a npu 6b3pacmMHu (6KIIONUMENIHO U NPU XOPA 8 CMAap4ecka 8b3pacm,)
[TpenopwunTenHara 103a € eaHa kanka ot bumudpu Kom6u B 3acerHatoTo/ure 0Ko/ouu, €AUH IIbT
JIHEBHO, NMPWJIOXKE€HA WX CYTPHUH, UK Bedep. [lo3ara TpsabBa aa ce npusiara rno €4HO U CbLLO BpEME
BCEKH JIEH.

ChblLiecTBYBALIUMTE JUTEPATYPHHU JaHHHU 3a OMMaTonpocT/TuMo10 (popma, crabpikalla
KoHcepBaHT OeH3ankoHueB xaopua (bX), npeanonarar no-1006pa epeKTHBHOCT HA BEYEPHOTO
MpuiaraHe, B CpaBHEHHE CbC CYTPELIHOTO, MO OTHOLIEHHWE Ha NoHMUkaBaHeTo Ha BOH.
He3zaBucuMo oT TOBa, TpsiOBa Aa ce HANMpaBH NMpeLeHKa 3a Bb3MOXKHOCTTA [1a Ce IMOCTHIHE

CBIJIaCyBaHOCT NMPH OOMHUCIISAHE HAa CYTPELIHO WM BEUYEpHO MpHJIaraHe (Bxk. Toyka 5.1).

AKO e nmponycHaTa eHa 1034a, JICYEHUETO TpAOBA Ja MpOAB/IKU ChC ClleBallara a103a 1o Il
Jlo3ara He TpsAOBa na HaABULIABA €IHA KanKa AHEBHO B 3aCErHATOTO/MTE OKO/OYH.




Bvbpeuno u yeprodpobro yepeicoare

bumaronpoct/rumonon (0,3 mg + 5 mg)/ml o4yHu Kanky He € U3MHWTBAH IIPH NAUHEHTH C
yepHoIpoOHO unH OBOpeyHo yBpexaane. [Topanyu ToBa, TpsaOBa Aa ce Npunara ¢ NOBHILEHO
BHHMAaHHKE NPH JICYCHHE HA TAKHUBA NAIMEHTH.

IHeduampuuna nonyrayus
BezonacHocTTa M edrixacHocTTa Ha Bumaronpocr/rumonon (0,3 mg + 5 mg)/ml npu geua Ha
Be3pacT oT 0 10 18 roaMHH He ca YCTAaHOBEHH. JIMNCRAT MaHHM.

HayyH Ha NpHIoXKEeHNUe
CaMo0 3a OUHO NPUIOKEHHE.

bumundpu KombH e crepuiieH pasTeop, KOHTO He ChIBpKa KOHCEPBAHTH.

Ilpenn nocTaBAHETO HA KATIKHTE 32 OUH:

- Korato u3anoa3BaTe 3a ITbPBH BT, MPSAH NOCTABAHE B OKOTO TPAOBA Aa NPOBEPHUTE KANKoMepa
Ha OYTHJIKATa KaTO M3CTHCKATE €/IHA Kanka BLB Bb3AYyXa, Jajieye OT OKOTO.

- Koraro ce yBepure, 4e MOXe J1a [IOCTAaBATE M0 €4Ha Karka, 3aeMeTe yaoOHa No3uuMs (MoXe Ja
CelHeTe, Aa JIETHETE Mo rph0 WM 1a 3aCTAaHETe Cpelly OrNenanoTo).

Hucrpyxuun 3a ynorpebda:

I.  TlauueHTHT TPAOBa A0 H3IMHME BHAMATEHO PBLETE CH MPEay Aa U3NON3Ba TOBA IEKapCTBO.
AKo omakoBkara Wiy OyTUIKaTa ca MOBPEACHH, IEKapCTBOTO He TpAOBa Aa ¢ U3Nno3ea.
KoraTo nekapCcTBOTO C€ M3MO/A3Ba 3a NPBB ITbT, OTBLPTETE Kanadkara, Cneql KaTo CTe Ce
yOemuil, ye 3aneyaTBallluAaT OPBCTEH HE € cuylleH. TpabBa Aa ce yCeTH H3BECTHO
CBIIPOTHBJICHHE TIPH CUYIIBAHETO HA MPHCTEHA.

4.  AKo 3anevaTBalLMAT NPbLCTEH ¢ Xnabas, TpAOBa 4a C& H3XBBHPIH, 3aLHOTO MOXKE I3 MONAJHE B
OKOTO M A4 NPHYMHH HapaHsABaHe.

5.  IlaumeHTHT TpAOBA Za HaBeAE rnaBaTa CH Ha3a/ H Ja JAPBIIHE BHUMATEIHO HAAONY JOJTHHA
Kiemnad, JoKaTo ce 06pa3zypa Manko mikobye Mexay okoTo M kienaya. Tpabea nga ce u3bsarea
KOHTAKT MEXAY BbpXa Ha OyTHIKATA M OKOTO, Kienaya WiIH NMPBCTHUTE.

6. [lampeHTHT TPROBA Ha CTHCHE NeKo OyTUIKATA U 1a KallHe e[lHa KamKa B Jkob4ero. Moxe na
MHHAT HAKOJNKO CEKYHIM MEXKAY CTHCKAHETO ¥ MMaJaHeTO Ha Kankara. Jla He ce CTHCKa
OYTHJIK&Ta MHOTO CHIIHO.

7.  Jla ce NpUTHCHE CITb3HUA KaHaJl OKOJIO 2 MHHYTH (€ IIPBCT BbPXY BrbJIa HA 3aTBOPEHOTO OKO,
TaM, KBIAETO OKOTO €€ Cpellia C HOCa), ¥ Ia C€ 3aAbPKHA OKOTO 3aTBOpeHo. ToBa ocurypapa
abcopbupaHeTO HA Kankara B OKOTO ¥ CITHpa HARMU3AHETO i Mpe3 CIIb3HUA KaHal B Hoca.

Jla ce MOBTOPAT CTBIIKH 5, 6 H 7, aKO JICKApAT € INpeilleHUT TakKa.
9. Cnen ynorpeba v npeau ciaeABaulOTO HaKansaHe OyTunkara aa ¢e CTpbCcKa B [10COKa HaToIy

Oe3 ga ce Jokocna BhRpPXa Ha KAITKOMEpa, 3a Id C€ OTCTPAHH OCTaTb4YHATA TCHHOCT OT BPBEXHCTO.

ToBa e Heo0X0aIMMO, 33 a ce OCHIypH OCBODOOXIaBaHETO Ha CrexBallaTa kanka. Cnen
HaKarnpaHeTo OyTWIKATa e 3aTBapa Ype3 3aBbpTaHe Ha Kana4Kara.

hadlb g
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Koraro ce npuTHCKa Ha30IaKpUMaJHHA KaHAT WK KACMAauyuTe Ce 3aTBOPAT 3a 2 MHHYTH, CHCTEMHaTa
abcopbuus e HamaneHa. ToBa MOXe 1a JOBEAE A0 HAMAABAaHE Ha CHCTEMHUTE HEXKEIaHH PEaKLHH U
IO YBENHUYSHHE Ha JIOKATHATAa aKTUBHOCT.

AXO ce W3noa3BaT Apyry OYHHW NPOAYKTH 3a JIOKanHa y1oTpeba, Aa ce u3yaka [OHE 5 MHHYTH MeXay
Tax. Ma3 3a oun Tpadea aa ¢e ynorpedaBa nocneaHa.

4.3 IIpordBonNOKa3aHHA

. CBpPBXYYBCTBHTENHOCT KbM aKTHBHUTE BEILECTBA HWIH KBM HAKOE OT MOMOLIHHUTE BELLE
u30pOeHH B TOUMKA 6.1




o 3abonABaHe ¢ MOBHILEHA PSAKTUBHOCT HA AUXATETHUTE MIBTHILA, BRIIIOUHTETHO OpOHXHAIHA
acTMa WIH aHaMHe3a 3a OpoHXHaiHa acTMa U TeXKa XpOHHYHA OOCTpyKTHRHa OenoapobHa
donecr;

o CuHycoBa 6panukapaus, CHHAPOM Ha OOJHUS CUHYCOB Bb3€/, CHHO-aTpHaneH 0ok,
ATPUOBEHTPHKYNAPEH OII0K BTOpA U TpETa CTENeH, He-KOHTPOJINPaH ¢ nedcMekop. ABHO
H3pa3eHa CbPACYHA HEAOCTATHBYHOCT H KapAUOreHeH oK.

44 ConeunajJHH npegynpexaeHUsd H IpeanasHH MEpPKH npH ynorpeba

[Topo6HO Ha APYTH JOKAJIHO NPHIKEHH 0DTATMOJOTHYHHU IEKAPCTBEHH NPOLYKTH, AKTUBHUTE
BellecTha (THMONo/OnmMaronpoct) B bumndpu Kombu Morar na ce abcopOupar cUCTeMHO. He ¢
HabmonaBaHa 3aCiIeHa CHCTEMHa abcopbuus Ha OTACNHATE aKTHBHU BELIECTRA. Japaau Oera-
aJipeHEPTHYHHUA KOMIIOHEHT THMOJION, MOTAT Ja Ce NIOJY4aT ChbHINTE CBPASYHO-CBHAOBH, OenoapobHH 1
APYTH HEXENaHHU peakly, KOUTO ce 3abensa3Bar u npu cucremuure bera-6nokepu. UecroraTta Ha
CHCTEMHHTE HEXENIAHH peaKklyi Clie] NOKATHO IPIIOKEeHUE B OKOTO € NO-HHUCKA CIIPAMO Ta3W npu
CHCTEMHOTO [PHIOKEHHE, 3a Aa ce HaMald CHcTeMHaTa abcopbuus, BHXKTE Touka 4.

ChpAaeyHHd HAPYLLIEHHUA
[TaureHTH CBC CHPACYHO-CHAOBH 3a00ngBaHNA (HANTpUMEP KOpOHapHa fonecT Ha ChpLIETO, AHTHHA Ha

[TpuHUMeTaN U ChpAeYHa HEAOCTATHYHOCT) M HA TEpanuA, NOHMKABAILA KPBBHOTO HanArane ¢ Oera-
6nokepH, TpaOBa KPUTHYHO J1a C& OLIEHABAT ¥ TpAOBa Aa ce OOMUCIIH Teparnus ¢ APYrH aKTHBHHU
peulecTBa. [[alMEHTH CBC ChpACUYHO-CHAOBHU 3abonasaHus TpaOBa na ce HaOMIOaAaBaT 3a MPU3HALIM Ha
BIOLIABAHE Ha TE3U 3a00MABaHHA H HEXKENAHH PEaKL¥H.

[Topann CBOMTE HEraTHBHU €(EKTH BBPXY NIPOBOOHOTO BpeMe, Hera-bnokepure Tpadea oa ce
NpeAnKCeBaT ¢ BHHMaHKe Ha NaLMeHTH CbC ChpaeyeH ONOK nhpBa CTeneH

Cba0BH _HApYILEHHS
[TauyieHTH ¢ TEXKH neprudepHH MEKPOLMPKYJIATOPHY HApYILeHUs (Harp, TexKkU GopMU Ha Sonect
Ha Pe#iHo wiH cHHApOM Ha Peiino) TpsabBa 1a ce IeKyBaT C NMOBULLIEHO BHUMaHHE,

PecnMpaTopHH HAPYIIEHMUS
PecnupaTopH¥ peakLMH, BKIKYHTENIHO CMBPT, AB/DKANIA C& HA OPOHXOCNA3BLM MPH MALUMEHTH ¢

acTMa, ¢a ChOOIICHN NPH NPHICHKEHHAE Ha HAKOH OPTATMONOTHYHH OeTa-010KepH.,

Bumudpu Kombu Tpabpa na ce H3mon3pa ¢ NOBHIIEHO BHUMAaHUE TPH NMaLUeHTH C JieKa/cpeaHa
XpoHH4YHa 00CTpYKTHBHA OenoapobHa 6onect (XObDB) 1 TO caM0 ako NOTSHLUMATIHUTE OJI3H
HAJXBBPJIAT NOTEHUHAJIHHA PUCK.

HapyiueHus Ha eHOOKDUHHATA CHCTEMa

Bera-agpeHepruyuure 6/10KUpallM IEKapCTBEHHU NPOAYKTH TpAOBa Aa ce npusarat ¢ MOBHILIEHO
BHHMaHHeE MPH MaUUEHTH ChC CNOHTAHHA XUIMOTJIHKEMHA WIH NPH NaureHTH ¢ JabuneH nuader, ToH
kato Hera-OnoKepuTe MOraT Aa MaCKHUpaT MPA3HALUTE U CHMNTOMUTE HA OCTPA XHITOTTTHKEMHS.

beta-6n0kepyuTe MOTaT CHILO TAKa Aa MACKHPAT NPH3HALIUTE HA XUNEPTHPEOHUAUIBM.

3abonsaBaHuA Ha DOroBHLIaTa
OdranmonorndruTe 6era-6lokepy MOrar aa npeAH3BUKAT CyXoTa B 0koTO. ITauueHTH
che 3abonaBaHuA Ha porosuuara TpadBa 1a ce NIeKyBaT C NOBUIIEHO BHUMAHUE.

Hpyru 6era-061okepu
EdexTsbT Ha BBTPEOUHOTO HAJIAraHe WIM MO3HATHTE edeKTH OT CUCTEeMHHTE OeTa-Oiokanu Morar

Na OBJAT YCHISHH, KOTaTo ce NpHeMa TUMOJON OT NMaleHTH, KOUTO Beve NpHeMar CUCTeMHY beTa-
Onokepn. PeakimaTa Ha Te3u nauuMeHTH Tpabsa aa ce Habmonasa ordnu3o. Yrorpebara Ha .




AHaHnaKTHYHY peakliM
Koraro npuemMar Geta-6GnokepH, NaLMEHTH ¢ aHAMHE3a 33 aTONHA KK TEXKKA aHadIaKTHYHA

peaKius KbM pa3HoOOpasHu aJiepreHH, MOrar /ia AEMOHCTPHPAT N0-TeXKa alcpriita peakius fpH
[OBTOPHO JIEYEHHE ¢ TAKMBA ATIEPreHH Y a He OTrOBOPAT Ha obHMyaiHaTa 1032 apeHalHH,
H3IOJI3BAHA 32 JIeueHue Ha aHaQWIaKTHYHH PEaKUHH,

XoponaanHo OTIEIBAHE
XOoponJasHO OTIeNBaHe € CHOOUICHO NPH MPHIATaHETO HA TEPanKs 33 HAMANABAHS Ha
BOAHOTO ChABPKAHUE (HAMPUMEDP THMOJION, allETa30/1aMKA) CNel NPOLIEAYPUTE Ha

¢uaTpUpaHe.

XHpYpriyHa aHecTe3HA

bera-Gnokupary oTATMOIOrHYHY NpernapaTH MOTar /ja GlI0KHpaT CHCTEMHHUTE OeTa-arOHUCTHYHU
edekTH, HaMpUMeEp Ha aXPeHaNHH. AHECTE3HONOTBT TPAOBa 1a Obae KHPOpMHpaH, KOraTo
NAaUWEeHTST NpHeMa THMOJIO.

YepHonpoOHH
[Tpy MalMEHTH ¢ aHAMHE3a 3a JIEKO Y€pHOAPOOHO 3ab0nsBaHe WM aOHOPMHM M3XO0AHH CTOHHOCTH

Ha aTaHMH aMuHoTpaHcdepasa (AST), acnaprat amHHoTpaHCdepasa (AST) Whau OmpyOuH,
6HUMATONPOCT HE JaBa HeXE/IaHH PEaKLIHH 0T CTPaHa Ha YCPHHA apob B MpOOBIKEHHE HA 24 Meceua.
He ca M3BECTHH HEXeJaHH PEaKIMH Ha YepHOApoOHaTa PYHKLA, IBDKALIN CE HAa OKYNapeH
THMQIOJ.

O4HH

Mpeny 3ano4BaHe HA JIEYeHHETO, NauueHTuTe TpAbBa fa ObAaT MHGOPMHPAHH 32 BB3MOXKHOCTTA OT
nepuopGHTONATH, CBbP3aHa ¢ npocrarianauHos aHanor (II[IA) 1 NoBHILIEHA TMTMEHTALMA HA
npuca, Thi KaTO TakkBa ca 6K Habmo1aBaHH MY JIedeHne ¢ 6UMaTONpPOCT H
6UMATONPOCT/TUMONON. HAKOM OT Te3u H3IMEHEHNA MoraT Aa ObAaT TpaiHH U A3 N0BeAaT 10
HapyLIEeHO 3PUTENHO [ONIe U Pa3iiKa BbB BLHIIHHA BHI MEXIY IBETE O'H, KO CaMO E€IHO OT TAX ©
neKyBaHo (BX. ToOuka 4.8).

EneM Ha MaKy/aTa, BRIIOUHTEIHO KUCTOMACH €IEM Ha MakKyara e CboOILeH NpH
6umaTonpoct/Tumonon (0,3 mg + 5 mg)/ml 6e3 BAC. Ilopanu Tosa Bumudpn KomOu tpsibBa na ce
M3MOJI3BA C NOBULIEHO BHUMAHKE NpH adakuaHU MALMEHTH, NPH NCeBAO(QAKHIHH NALKCHTH C
pa3KbCaHA 3a/1Ha Karcy/a Ha OYHATa JIelIa WIH PH MAlHeHTH ¢ M3BECTHH PHCKOBH dakTopu 3a eneM
Ha MakyJjaTa (Hamp. BbTPeOdHa ONepalys, 3amyllIBaHe Ha BEHUTE Ha PETHHATA, BBE3NAIHTCIHO
3a60ABAHE Ha OKOTO H quabeTHa peTHHOTIATHA).

Bumudpyn KomGH TpabBa Aa ce H3No3Ba ¢ MOBUMIEHO BHIMaHHE NMPH TAUMEHTH € aKTUBHO BETPEOTHO
BB3NasieHye (HaMp. YBEHT), Thi KAaTO Bb3MANCHUETO MOXE 13 Ce 060CTpH.

Koxa
ChlIeCTBYBa IMOTEHUHAT 32 OKOCMABAHE HA 30HUTE, BEPXY KOHTO Pa3TBOP Ha Bumudpu KomOn

RIIM3a MHOTOKPATHO B KOHTAKT C KO’KHATa NOBBPXHOCT. [lopany ToBa € BAXHO Bumudpu KombH
13 Ce pwi1ara CTiopea HHCTPYKLMAUTE U a HE C& OCTaBA [ia 1oTeye no 6y3aTa Wik APYTH KOKHU
30HH.

[dpyry ¢hCTOSHUA

Bumaronpoct/rumonon (0,3 mg + 5 mg)/ml 6e3 BAC e € U3nHTBaH MpH MalHeHTH C
BE3NATUTETHH O4YHH 3a60ongBaHusA, HEOBACKYJIapHA, BE3NANUTENIHA, 3aKPUTOBIBIIHA MNIayKOMa,
BPOJiCHa IJIayKOMa WM TECHOBIBIIHA IJ1IayKoMa.

IMpu npoyusaHus Ha 6umaronpoct 0,3 mg/l NpH NaUMEHTH ¢ FIayKoMa HITH 0'{Ha XHIICPTOHNA €
OKa3aHo, Ye I0-4ecTaTa eKCIO3HLMA Ha OKOTO Ha NoBede OT 1 1032 6HMaTonpoCT AKEBHO MOXeE 1A
HamanH edexTa Ha noHwkapaHe Ha BOH. [TauuenTH, kouTo u3nomnssat buMudpu Kombu ¢ -

HaJIATaHeC.




4.5 B3aumoznelicTBHe ¢ APYTH JeKAPCTBEHH NPOAYKTH H APYrH GOpMH Ha B3aHMOaeHCTBHE

He ca npopexnanH crieuMdpu-IHI IpOYyUBaHUA 33 B3aUMOJICHCTBHATA C dukcupaHara
KOMOHHALMA OUMATOMPOCT/ TUMOJIOI.

HMa BeposATHOCT 3a A00aBbUeH e(eKT, KOUTO Ja A0BEAE 10 XMIOTOHUA H/HAIY ITog4epTaHa
GpaaMKapIuA, KOraTo OYHH pasTBOPH ¢ Gera-Onokepu ce NpuiaraT €AHOBPEMEHHO C IIEPOPATHH
GNOKEpU Ha KANMEBHTE KaHalM, TBAHETHIHH, OeTa-aapeHEPruiHH ONoKMpallyd arcHTH,
[apacHMIIATHKOMUMETHLIH, aHTUAPUTMHYHH CPEACTBA (BKIIOHHTENHO aMHOJapOH) U
OWTHTATUCOBH IMTUKO3UIH.

IMoTeHUHATHY CHCTEMHH GeTa-610Kan (HanpuMep NOHIKEH ChPACYEH PHTBM, JepecHs) ca
chobmens npu koMbuHupano nedenne ¢ CYP2D6 MHXHOUTOPH (HanpAMeEp XHHUIHH,
dIyoKCeTHH, MAPOKCETHH) U TUMOJIO,

[Moxaxora ce choOLIaBa 3a MHIPHA3a, BCIEACTBHE HA ¢AHOBPEMEHHO NIPHJIOKCHHC
Ha odranmonoruynu Gera-Gnokepy M anpeHanuH (enuHepHH).

4.6 Depruanrter, OpeMeHHOCT H KbpMeEHe

BpeMeHHOCT
Hsma 10cTaTh4HO JAHHH 3a yrorpebara Ha ¢ukcHpaHaTa koMOuHaLKa 6UMATONPOCT / THMOIION

npu 6peMenH# »eHn. Bumndpu Kombu He Tpabsa 1a ce M3M10/13Ba 110 BPEME Ha OpeMeHHOCT, OCBEH
aKo He € abCOMOTHO HeoOX0MMMO. 3a HaManABaHe Ha CHcTeMHaTa abcopBums, BixTe ToUKa 4.2.

bumamonpocm

HsMa 10CTATHYHO KIMHHYHY JaHHHU 3a €KCIIO3ULUA N0 Bpeme Ha OpemeHHOoCT. I1poy1BaHUATA
[PH XUBOTHH TI0KA3BAT PENPOAYKTHBHA TOKCHYHOCT NPH BHCOKa TOKCHYHA 1032 TIpH ManKara
(Bx. TOuKa 5.3).

Tumonon

EnuIeMHONOrHYHNTE NPOYYBAHUA He MoKa3saT MaiQopMaTHBHH eeKTH, HO [OKa3BaT, Y& UMa
PHCK 33 MHTPayTEpHHHO 3a6aBiAHE Ha pacTexa NpH NepopaTHO NPUNIOKECHHE Ha Gera-Onokepu. Karto
NOITBIHEHHE, MPU3HALIK U CHMITTOMH Ha 6eta-Onokana (Hanp. Opaaukapaus, XHTOTOHHA,
PECITHPATOPEH JAHCTPEC ¥ XUMOrTHKEMHUA) ca HabmoiaBaiu Np¥ HOBOPOJIEHH, KOraTo Oeta-
6nokepuTe ca Gunu Npunarany npeay paxaa€ero. Ako bumndpu Kombu e npunaral npeay
PKIAHETO, HOBOPOAEHOTO TPAGBA BHHMATENHO Ja C¢ HabnionaBa Npe3 MbPBUTE IHH OT XHBOTA MY .
[Tpoy4BaHKATA C THMORON MPH XHBOTHH NIOKA3BAT PENPOXYKTHBHA TOKCHYHOCT PN 3HAUHMO I10-
BUCOKH HO3M OT Te3M, KOMTO GUXa ce W3NOoN3Baly B KIIMHNYHATA MpaKTHKa (BX. To4Ka 3.3).

KepMeHe
Tumonon

Bera-610kepyTe C& eKCKpETUpaT B kKbpMaTa. BeNpekH ToBa, Npy TEPaneBTHHHATE 103H HA
THMOJION B OYHHUTE KAlKH, HE € BEPOATHO FOJIEMH KOJIMYECTRA J1a ce CbABPI)KAT B KbpMaTa, 3a Jia
JOBeIaT 10 KIMHHYHUA CUMITTOMH Ha 6era-Onokana npy 6edeTo. 3a HaManABaHEe HA CUCTCMHATA
abcopOuus, BIKTE TOUKA 4.2.

Bumamonpocm

He e u3BecTHO Oamyd OWMATONPOCT CE eKCKPETHPa B KbpMAaTa, HO C€ €KCKPETHPA B
MIIAKOTO Ha JaKTHpalu rbxose, bumudpu Kom6u He TpsadBa na ce npwiara npy
KbpPMELLY JKEHH.

QDEePTUITUTET
Hsma naHuu 3a edexta Ha Gumaronpoct/tumonon (0,3 mg + 5 mg)/ml o4HH KaIlKy, pasTBop

BEPXY (GEPTHIMTETA NPK XOparTa.




4.7 E(deKTH BbppXY cnocoOHOCTTA 38 modupane H pabora ¢ MalIHHH

bumaronpoct/tumonon (0,3 mg + 5 mg)/ml ouHH Kanku, pa3reop 0€3 KOHCEpBaHT, MOBIXABA
npeHedpexxnmo cnocodHocTTa 32 wodupane U padbota ¢ MalKHH. KakTo MPH BCAKO JIOKAITHO
OYHO JISYEHHE, [IPH NOABA HA NPEXOAHO 3aMBITIABAHE HA 3PEHHUETO ClIel NPHIOKEHUE, MAHEHTHT
TpAOBa Aa nodaka, A0KaTO 3p€HHETO Ce MPOSCHHU, NPEeaH OTHOBO Aa wodupa U paboTH ¢ MaLUHHH.

4.8 HexeJaHH NEeKAPCTBEHH pPeaKIHH

Bumaronpoct/TuMmonos (0,3 mg + 5 mg)/ml ounu kanku, pasteop 6e3 koHcepsaHT (bX)

Obobwenue Ha npoghuna 3a besonacrkocm

Hexxenanere peakuuH, cboOLIaBaHK 110 BpEME HAa KTHHMYHUTE U3NUTBAHMUA C YIOTpeba Ha
oumartonpoct/rumonon (0,3 mg + 5 mg)/ml ouHu kanku, pasTBop 0e3 KOHCEPBaHT, C€ CBEXKIAT A0
Te3H, ONMMCAHH B NpeAHiliHK ChOOLIEHNS 32 HAKOE OT ABETE aKTUBHH BelllecTBa DMMATONPOCT H
THMONON. [IpH KIHHHYHHTE H3NTHTBAHUA HE ca HaObnrozaBaHW HOBY HEeXKeJIaHH peakLMH, creupHyHH
3a OuMaronpoct/Tumosion (0,3 mg + 5 mg)/ml o4HM kanku, pa3TBOp O€3 KOHCEPBAHT.

MHO3MHCTBOTO OT HEXEIAHNTE peaKUMH, cho01eHH 3a Onmaronpoct/rumonon (0,3 mg + 5 mg)/ml
O4HH KaIKH, pa3TBOp 0€3 KOHCEPBAHT €A OUHH, JIEKH K HE Ca CEPHO3HH.

Ha 6a3ara Ha 12-ceAMHYHO H3NHTBaHe Ha 3a Oumaronpoct/Tumonon (0,3 mg + 5 mg)/ml ouHu KankHy,
pa3TBOp Oe3 KOHCEPBAHT MPWIOXKEH BEIHEX AHEBHO, Hali-yecTo ceodwasanure HJIP ca
KOHIOHKTHBAIHA XUNEepeMua (NpeauMHO HE3HAYUTENHA H0 cnadba U CUYMTAHA 32 HEBB3NAJIUTENHA MO
MPOH3X0X) B MOYTH 21% OT NMailueHTHTE, KOETO € JOBEO A0 NpeKkCBaHe Ha Tepanuara rpu 1,4% ot
[aUEeHTHTE.

Tabnuuer cnucvyK HA HEJCENAHUME PeaKyul

B Tabnuna 1 ca npeacTaBeHH HEXEIAHUTE peakLMH, KORTO ca ChOOIIABaHH 10 BpeMe Ha KIMHHYHHTE
HM3NUTBaHKMA NpH Sumarornpoct/Tumoson (0,3 mg + 5 mg)/ml o4HHM Kankhy, pasTBOp 6€3 KOHCEPBAHT U
dumaronpoct/Tumonon (0,3 mg + 5 mg)/ml o4UHK KANKH, pa3TBOP C KOHCEPBAHT, [TPH BCAKO
FpYNHpaHe B 3aBUCHMOCT OT Y€CTOTATa, HOXKEIAHHUTE PEAKLMH ¢ H30pOoABaT B HH3XOMALL PEA 10
OTHOLUCHHAC HA TAXHATA CCPHO3HOCT) WIH B [IOCTMAapKETHHIOBUA NEPHON.

YecToTaTa H2 BL3MO)KHHUTE HEXKEJIaHH peaKLHH, NNOCCOYCHH I[10-001Y, € OIIpCacC/ICHa ChITIaCHO
ClIeAHATAa KOHBCHILIHUA.

MHOT0 49ecTH >1/10
YecTH >1/100 go <1/10
Heuecrus >1/1 000 oo <1/100
Penku >1/10 000 go <1/1 000
MHoro penxu <1/10 000
C HeH3BECTHA 4ECTOTa OT HATMYHHUTE JAHHHA HE MOXe Aa ObAe HarpaBeHa OLICHKA
3a4eCcToTara
Tabauua 1
ICHcTemo-oprauen KJIAC “lec’m’m [Hexenana peaKkuus
Hapywienus na umynnama C HeHn3BeCTHA YECTOoTa peaklUKH Ha
cucmema CBPBXYYBCTBUTETHOCT,

BKJTFOUHTETHO NMPU3HALM H
CHMITTOMH Ha ajI€pPruyeH
JEPMATHT, AaHTHOESAEM,
O4YHA aNeprud

Heuxuunu napywenus C HeM3BECTHA YECTOTa 6e3chHuE?, I{OIJ.IM

YecTH rnaﬂnﬁonﬂe 34|
/ni




Hapywenua na nepenama C Heu3BECTHA 4ECTOTA aucreysus’
CHCTEMA

_ el

Hapywenun na ovume MHOro 4ecTH KOHIOHKTUBANHA XHIIEpEeMMUs,
nepuopOuToONaTus, CBbp3aHa
¢ IPOCTarnasavuHOB aHAIOr

YectH TOYKOBHACH KepaTHUT, €pO3d Ha
KOPHEATa’, 9yBCTBO Ha NapeHe’,
KOHIOHKTHBAIHO Ipa3HeHe',
chpOexK B OUHTE, CMBAEHE?,
yCelllaHe 3a YyXKI0 TAI0, CYX0 OKO,
epUTeM Ha Kkienava, 0omnka B
ouute, porododus, oyna
CeKpeLMs’, BUIYATHH HapyIIEeHNs’,
CchpOeXK Ha KIeraya, BIOLICHA
3pHTENHA OCTpoTa’, 6nedaput’,
OTOK Ha KJlenaya, 04HO
Ipa3HeHe,MOBULLIEHO CBII3EHE,
pacTeXx Ha MUTAU

Heuectn MPUT?, KOHIOHKTHBANIEH OTOK,
6oJKka Ha Kienaua’,

HeoOHUalHO yCelliaHe B OKOTO',
aCTCHOIMSA, TPHXHA3a%,
XHIIEPNUIMEHTALMA Ha UpHCa’,
peTpakLps Ha KJenaya’, mpoMsiHa
Ha LIBeTa HA MMIJIMTE
(moTeMHsABaHe)',

C HEeH3BECTHA YECTOTA KUCTOMICH eeM Ha MaKy/aTa?,
OTOK HA OUYMTE, 3AMBIJICHO 3pEHHE’

Hapyuwenua na copyemo C Heu3BECTHA YeCTOTA Opagukapaus

Pecnupamopuu, 2pvonu u YecTH PHHHT
MeQUACMUHANHU HAPYWEHUS

HeuecTu NUCIIHEA

i

C Heu3BeCcTHA 4YeCToTa O6poHxocna3sM (NpeauMHO NPH
NalMeHTH C NPeAIecTBAO
6poHXOCTIACTHYHO 3a00NsBaHe)?,
acTMa

Hapywenua na xoxcama u Yectu 6nedapanHa nUrMeHTaLu,

ROOKOXCHGMA MbKAaH XHP3YTHIBMZ, XUTIEPITHIMEHTALINA
Ha KOxkara (OKOJIO OUUTE).

C HeM3BECTHA YeCcToTa aJIoneLuua’
—F

Obwu Hapywenun u echexmu C HEeHM3BECTHA 4ECTOTa ymMopa
HO MACMOMO HA NPURONCEHUE

| HexenaHHW peakLHH, HaOIOIaBaHH caMo MPH CBCTAB Ha JIEKapcTBeHaTa popMata 63 KOHCEPBaHT
2. HexeNlaHM peakKLuH, HaOmoJaBaHy caMo NP CHCTAB Ha JIEKApCTBEHATa opMarta ¢ KOHCEpPBAaHT

Onucanue Ha W30paHH HEXKENaHH peaKkLMH

[Tepropburonarus, ¢Bbp3aHa ¢ npocrarnanauHos ananor ([1I1A)

[TpocTarnaHaMHOBHTE aHANO3H, BKIIOYMTENRO buMudpu Kombn, Morat aa npean3ByKar
MEPUOPOUTANHH JIMNOAUCTPOGHYHH MPOMEHH, KOMTO MOTaT Ja JOBEIAT A0 3aAbJI004YaBaHe Ha
CYAKYyCa Ha KJIeTnava, ITT03a, eHodTaM, peTpakLs Ha Kienaya, HHBOJIOUMA Ha JepMaToxanasa u
nokasBaHe Ha JOJIHATA YacT Ha ckiepara. H3MeHeHnaTa 0OMKHOBEHO €a JIEKH, MOTaT Aa C¢ NMPOARAT .
Hail-paHo eduH MeCeL] ClIe]] 3aroYBaHe Ha neucHue ¢ bumudpu Kombu B € Bp3MOXHO 13 DpOnA3E
HapyIlLEHNE Ha 3pHTENIHOTO noje aopu 6e3 na e 3abenszano ot nauuenTa. [1I1A cro 12 A
¢ NEPHOKYApHa KOXHA XHUIIEPITHIMEHTALMA WIH NPOMAHE Ha [[BETA H XMMEPTPHX03a. /Y14




e, Y€ BCHYKH H3MEHEHHUA ¢a YaCTHYHO WIH HaITRIHO 00paTUM¥ MPU NpEeKpaTABAHE Ha JICYEHHETO HIH
nNpeMHHaBaHe KbM AITCPHATHBHHU JICYEHH.

XHUIepnurMeHTanus Ha upuca

B153MOXCHO € NOBHIIEHATA MUTMEHTALMA Ha UpHCca Ja OCTaHe NocTosHHa. [IpoMaHara

B IUTMEHTALUATA C€ ABJKH MO-CKOPO Ha MOBUIIEHO ChABPXXaHHE HA MESIAaHWH B MEITAHOLHUTHTE, 4 HE
Ha NOBHIIeHHE Ha 6poA Ha MenaHOUWTHTE, JBarocpoyHHTe edeKTH OT NOBUIICHATA ITMHIMEHTALHA Ha
UpHCa He ¢a yCTaHOBeHH. [IpoMeHuTE B 11BeTa HA HpHca, HAOMIOJaBaHH IIPH OMHO NPHIOKEHHE HA
Oumaronpoct, Moxe J1a He ca 3a0eNex MU 3a NEPUO]] OT HEKONKO Mecela 10 roquHd. OBHKHOBEHO
KadsaBaTa MMIMEHTALMA OKOJIO 3€HHIIATA CE€ PA3NpOCTPaAHABA KOHLEHTPHYHO KbM nepudepHATa Ha
UPHCA U LICTHAT HPHC WM YACTH OT HEro crarar no-kadenuxkasu. HUTO HEBYCHTE, HUTO JIYHHYKHTE B
UpHCa ce 3acArar ot aeueHnero. Cnen 12 meceua neqeHne ¢ OUMaTONPOCT/TUMOJION, YECTOTATA Ha
NUrMeHTauna Ha upuca e 6una 0,2%. Cnen 12 MeceLia 1e4eHHe CaMO ¢ Kankyu OHMaTONpOCT,
4eCTOTaTa Ha MUrMeHTanua Ha upuca € 6una 1,5% U He ce e MOBUILIMIA NTPH NOCNEABAILO 3-TOIHULIHO
NeYeHue.

[TogoOHO Ha APYTH JIOKATHO NMpHIAaraiuk 0GpTaIMONOrHYHH JIeKapcTBa, OUTAMOIIPOCT/THMOJION CE
abcopbHpa B CHCTEMHOTO KpbBOOOpBILEHHE. AGCOpOLMATa HA TUMOJION MOXKE 1a A0BeAE 10
NONOOHH HEXENAHM peakliMH, KakTO npH cucTeMHMTe Oeta-010Kkepy. HecToraTa HA CHCTEMHHTE
HEXENAHH peaklMH Cllef JIOKUTHO OPTAIMOIOTHYHO PUIIOKEHHE € ITO-HUCKA CIIPAMO Ta3H IIpH
CHCTEMHOTO IMPHIIOKEHKE, 3a fa HAaMaTUTE cucTeMHaTa abcopduus BUKTE TOUKa 4.2,

JOIBIHUTEIHN HEXENIaHY peakuuu, KOUTO ¢a OMNK HaOMIoaaBaHU I1PH BCAKO OT AKTUBHUTE
BeHiecTBa (OMMATONPOCT WM THMOJION) H NOTEHUMANIHO OKMXa MOTIIH A4 C€ NOABAT NMPH
KoMOMHAUMATA, Ca H30poeHU no-gony B Tabnuua 2:

Tadanua 2

CHcTeMO-OpraHeH Kiac Hexenana peakuus

Hapywenua na umynnama cucmema CHCTEMHH AJIEPTHYHK PEaKLHH, BKIIOYHTETHO
agadunakcus’

Hapywenus na memaboausma u xpaneremo XHIIOTTTHKEM s !

Hcuxuunu Hapyuenus aenpecus’, saryfa Ha naMer’, XaJlOLHHALHA'

Hapywenun na nepeama cucmema CHHKON', MO3bYHO-CBIOB MHLIMACHT',
3ACIITBAHE HA NIPH3HALMTE M CHMITTOMKTE Ha
MHACTEHMA IpaBuc’, napecresus’, uepebpanna

| HexeMus'

Hapywenus na ouume HamaJIeHa KOPHeanHa YyBCTBHTEIHOCT!,
aurtonua', nrosal, xopouaanHo oTaensaHe
cnen GUITpHpalla XHpYprauHa HaMeca
(Bx.TOUKa 4.4)', kepaTut!,
6nedapocnasnm’,

PETHHAJICH KPBHBOM3IMB’, YBEHT

Hapywenus na copyemo aTpPUOBEHTPHKYapeH Onok!, chpieyeH apect’,
apUTMHS', Chp/IeUHA HEAOCTATEYHOCT',
3aCTONHA ChPAEYHA HeJOCTaThYHOCT', GoJKa B
repanTe’, nannurauun’', egem’

Cvdosu Hapyutenusn XHIIOTOHHA', XUIIEPTOHHSA®, HEeHOMEH Ha
PeiiHo!, cTyenH AnaHu ¥ xoauna’

Pecnupamopnu, 2pe0rnu 4 Meouacmunaiiu O6ocTpane Ha acTma?, oboctpae Ha XOBB?,

HapYWweHus Kaumua'

CmomauHo-4pesHu Hapyuwerus rageHe"?, tnapus’, nucnencus’', cyxora B
ycrara', 6osxa B kopema', nospsiuase’

Hapywenua na kodcama u nooxosicHama ncopuasupopMeH OﬁpHBI WIH 000CTpAHS A2 -

mMbKaH ncopuasuc’, obpuen no koxara'

Hapywenus Ha MycryrHo-cxeaemuama mMuanrusa’

CUCTEMA U CHEOUHUMENHAMA MBKAH




Hapywenus na svsnpoussodumennama CeKCYalHa nnc¢yﬂkuﬂﬂ‘, HaMmaJleHo Jubuno!
cucmemMa u E'bpdama

Obwu napywenur u epexmu na msicmomo Ha | acTeHus '+’
_npunodcerue
H3acnedsanus OTKIOHEHNS BEB QYHKIHOHAIHHATE
yepHOAPOOHH TOKA3ATENN’

! HexenaHW peaxlyH, HaOMIOAABAHU IPH THUMOJION
2 HeenaHH peaxuuH, HabmoaaBaHy rpH MoHoTepanus ¢ 6uMaronpocr

Hexxenany peakLiny, Ch00NIABAHM BEB BPb3Ka ¢ KaNKH 3a O4H, ChIb ocdar
MHOI0 psaKo MMa ChboOUIEH s 33 ClTyYad Ha pOrOBHYHH KalLM(pUKaTH BbB BPb3Ka C yroTpedaTa Ha
KalkH 3a OvH, ChAbPKALIK GocGhaT, MPH HAKOH MALUEHTH ChC 3HAYHTENTHO YBPEACHH DOrOBHIH

CrobliiaBaHe Ha NOAQ3HPAHN HEXKETAHU PEAKIIHY
CroblaBaseTo Ha MOJO3MPaHK HEXENIAHH peaKliHy Ciell paspeluaBaHe 3a ynotpeba Ha nexapCTBeHH s

IPOAYKT € BaxHO. ToBa No3BogBa Aa NPOABLIAKH HAONHONEHNETO HA CHOTHOLLIEHHETO [10/13a/PUCK 32
JIeKapCTBEHHA NPOAYKT. OT MEAHIMHCKHUTE CIIELIHAIUCTH CE H3HCKBA J]a ChoOILABAT BCAKA
NOAO3HpAHA HEXKENAHA peaKlud Ypes

HsnbiaHATENHA areHIHa 110 JIeKapcrBaTa

ya. ,,Jlamsn ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yeOcaltr: www.bda.bg

4.9 Ilpenosupane

He e BeposTHO Ja c€ NOJYYH JIOKATHO Npeao3rpane ¢ SUMaTONPOCT/ TUMOJION WiK 1a Obhe
CEBP3aHO C TOKCHYHOCT.

bumaronpoct
Cneanara undopMaumsa Moxe ga 6bae nonesxa, ako 6GuMaronpocr/rumonon (0,3 mg + 5 mg)/ml

OYHH KanKu, pa3sTBop 0e3 KOHCepBaHT ObAe ClyualiHO NOTBIHAT: NMPHU 2- CEAMHYHY H3CNeNBaHN Ha
TUTBXOBE ¥ MUILKH, NepopanHu no3u ouMaronpoct a0 100 mg/kg NHEBHO He ca JalH HHKaKBa
TOKCHYHOCT; TOBAa CHOTBETCTBA Ha J03H oT 8,1 u 16,2 mg/kg, npu xopa. Ta3u a03a e noxe 7,5 mbTH
110-BKCOKA OT KOJIHYECTBOTO HA OMTaMONPOCT NPH CAyUYaiHO MONTHLIAHE Ha LSUIOTO CHABPXKAHHUE Ha
onakoska oumaronpoct/TuMoona (0,3 mg + 5 mg)/ml o4HH Kamku, pa3TBop O€3 KOHCEpPBaHT (32

oriakoBka oT 90 eqnono30BH KoHTeliHepa X 0,4 ml; 36 ml) ot aere ¢ Terno 10 kg,
[(36 mI*0.3 mg/ml dumaronpoct)/ 10 kg; 1.08 mg/kg].

Tumonon
CHMNTOMHTE HA CHCTEMHO NIPEeno3npaHe ¢ TUMOJION BKIFOYBAT: OpaauKapAus, X HIIOTOHH,

OpoHxocnasbM, rimaBobosnne, 3aMagsHOCT, 3a0yX U CIIMpaHe Ha ¢bpuUeTo. M3nuTBaKe MpH MalHeHTH ¢
O0B0peuHa HEHOCTATHYHOCT TOKA3BA, Y€ THMOJION HE C€ QHATH3HPA JECHO.

B cnydait Ha ripeno3upaHe, 1eueHUETO TpaAdBa na Obae CHMITTOMATHYHO H MOAABPKALIO.

5. ®OAPMAKOJOIHYHH CBOUCTBA

5.1 PapMaKOAHHAMHYHH CBOHCTBA

dapmakotepanepTuyHa rpyna: O¢ranmonoruutu — 6era-6nokepn — ATC koa: SO1EDS ]

MexaHu3eM Ha NEACTBHE
Bumudpu KoMOH ce CECTOH 0T ABe aKTUBHM BEILECTBA: OMMATONPOCT ¥ THMOJION. Te3n

BeLlIeCTBA HaMATABAaT [TOBHIIEHOTO BHTPeouyHo HanArane (BOH) ype3 HoMBaHUTENHH
Ha neiicTBHEe M KOMOWHUPAHHAT e(deKT BOAH JO NOIMBbJAHMTENHO HaMansasaHe Ha BOH,




CpaBHEHHE C BCAKA CHCTABKA NPUIokeHa camocrosTendo. bumudpn Kombu nma 65p30 Havaro
Ha JACHCTBHE,

BHMATOMpOCT € aKTHBHO BELIECTBO ¢ MOWIHO ACHCTBHE, PECAM3BUKBALIO MOHKABAHE Ha
BBTPEOYHOTO Hansarade. Tol € CHHTeTHYEeH IPOCTAMHUJL, CTPYKTYPHO NMoA0o6eH ¢ MpocTariaHmnH Fa,

(PGF,,), KOWTO He AeiicTBa Ype3 HHKOH OT NMO3HATHTE IPOCTArNaHAHHOBH peuenTopH. buMaronpoct

u3bHpaTenHo HanoAo0ABa eeKTHTE Ha HOBOOTKPHTHTE OHOCHHTE3HpaHH CYOCTAHLIMH, HApEYCHH
npocraMuay. IIpocTaMUaHUAT pelienrTop o0aye BCe OIE HE € CTPYKTYPHO HAEHTHQHLIMpaH.
MexaHu3MbT Ha aeiCcTBHe, ITo KolTo OMMATOIPOCT HAMAJIABA BETPEOYHOTO HANATAHE NMPH YOBEKA, €
CBBP3aH C MOBHILIEHO OTASNAHE Ha BOAHUCTA TEUHOCT Npe3 TpabeKynapHaTa Mpexa H 3aCHIBaHe Ha

YBCOCKNCPANMHOTO OTAC/IAHC,

Tumonon e 6era] u Oera, HecenekTHBEH OJIOKUpALl ATEHT HA 4ApeHEePTHYHUTE PELENITOPH, KOHUTO
HAMA 3HAYHMa MIPUCHILA CUMITATOMHMETHYHA, AMPEKTHA MHOKApAHO NOTHCKAILA FIH TOKATHO
obe3bonaBama (MeMOpaHo-cTabwnsnpaiua) aeiHocr. TuMonon nonwxaea BOH, kaTo Hamansea
o6pa3yBaHeTO Ha BOOHUCTE TEYHOCT B OKOTO. TOYHHMAT MEXaHH3IBM HA JEHCTBHE HE € SICHO YCTaHOBEH,
HO € BB3MOIKHO MOTHCKAHE HAa NOBHIUEHHA CHHTE3 Ha LIMKIWYEH anero3uH MoHodocdat (LAAM),
NpeIu3BHKaH OT eHaoreHHa 6era— ajjpeHEPru4Ha CTHMYJ1allH.

KayHuyHu edexTu

B 12-ceIMHM4HO KIMHHUYHO MpoyuBaHe (ABOKHO-MACKUPaHO, PAHAOMH3HPAHO, C NAapaieJHA rPYIIH) ¢a
cpaBHeHH epHKacHOCTTa U GezonacHocTTa Ha GuMaronpoct/TuMonon (0,3 mg + 5 mg)/ml ounn
KankH, pa3reop 6e3 koHcepBaHT ¥ 6umaronpoct/Tumonon (0,3 mg + 5 mg)/ml O4UHH KANKH, pa3sTBoOp
CHC KOHCEPBAHT NPH NALHEHTH C INIayKOMa U O9HA XUIMEPTOHHSA. PasTBopbT 6€3 KOHCEPBaHT
[oKa3Ba He NMo-HUCKa MoHWkapailla BOH akTHBHOCT, OTKOJIKOTO TO3H ¢ KOHCEPBAHT. FOpHaTa
rpasuua oT 95% CI Ha pasnHkuTe MeXIY NedeHdeTo e 6wia B AvanasoHa ot 1,5 mm Hg npu Beska
W3MepBaHa BpeMesa Touka (yacose 0, 2, u 8) npu cenmuua 12 (3a MbPBHYHHA AHATTH3), H CBILO NPH
ceaqMHLH 2 U 6, 3a ycpeaHeHHTe Hal-noum croifHocru Ha BOH ot HayanHaTa Touka (Hai-1oliuTe
crofinoctd ha BOH ce oTHacAT 3a OKOTO ¢ Hali-BHCOKO CpeaHo exxenHesHo BOH npu HavanHara
toyka). Jle ¢axro ropuara rpannua ot 95% CI ue e gocrurnara 0.14 mm Hg npu ceamuna 12,

JABere rpyny NOKa3BaT CTaTUCTHYECKO H KIIHHUYHO-3HAMHMO CPEAHO HaMalIsIBaHE Ha Hai-J10lIOTO
BOH npH BCHUYKH NMOC/TEABAIIM BPEMEBH TOYKH Ha npoyysaHeTo (p < 0.001). CpeaHnTe OTKIOHEHHA
OT M3XOAHATA TOuKa 3a Hai-imomo BOH sapupar o1 -9.16 no -7.98 mm Hg 3a rpynara Ha
6umaronpoct/Tumonon (0,3 mg + 5 mg)/ml ounu kanku, pasTsop 6€3 KOHCEPBaHT, U 0T -9.03 1o -
7.72 mm Hg 3a rpynara Ha 6umaronpoct/ramonon (0,3 mg + 5 mg)/ml o4HH KamnkH, pa3TBop C
KOHCEpPBaHT MO BpeMe Ha 12-ceAMUYHOTO MpOYYBaHE,

Bumaronpoct/Tumoroi (0,3 mg + 5 mg)/ml oyHu Kanku, pa3Teop 6e3 KOHCEPBAHT AOCTUra
eKBMBAJIEHTHH CTONHOCTH Ha edUKacHOCT npu noHmxkapaHe Ha BOH ¢ 6umaronpocT/THMONON

(0,3 mg + 5 mg)/ml o4HH KammKH, pa3TBOp C KOHCEPBAHT NPH BCAKA NOCIEABALlA BpEMEBA TOYKA Ha
ceaMuuM 2, 6 and 12.

B13 OcHOBa Ha mpoyuBaHuaTa Sumaronpoct/Tumonod (0,3 mg + 5 mg)/ml ouHK Kanku, pasTeop Ge3
KOHCEPBAHT I0KAa3Ba He Mo-10W eeKT OT Npunarany 6UMaTronpocT (BEAHbXK JHEBHO) M TUMOJNON
(IBa MBTH OHEBHO).

ChlLecTBYBaILMTE TUTEPATYpHH AaHHK 38 GumMaronpoct/Tumonon (0,3 mg + 5 mg)/ml o4HY Kanky,
pasTBOP C KOHCEPBAHT NPEANONArar, 4e¢ Be4epHOTO NpHIaraHe Ha J03aTa € no-¢(peKTUBHO 32
noHuxkaeade Ha BOH ot cyTtpemnoTto. Bee nak 3akioueHuaTa TpA0Ba Aa ce AaBaT Karo ce uMa

NPEABUA NPWIKKATA, KOraTo ce 0OCHKAAT KAaKTo CyTPUIIHATA, Taka U BeYepHaTa A03HPOBKa.

[leanaTpHUYHa nonynauus
BesonacHoctTa ¥ edHKacHocTTa Ha GuMaronpoct/Tumonon (0,3 mg + 5 mg)/ml o4HH Kankwy,

Oe3 xoHcepBaHT MpH aeua ot 0 go 18 roauHy He ca yCTAaHOBEHH




5.2 @apMaKOKMHETHYHH CBOHCTBA

JlekapcTBeH NPOAYKT OUMaTONPOCT/TUMOJION

[InazMenuTe KOHLIEHTPAUMK Ha OMMATONPOCT U THMOJIOJ Ca ONpEeAENICHU Ype3 KPBCTOCAHO
M3MHTBAHE, CPaBHABAILD MOHOTEPAIIeBTHYHH JIEUEHHNA C JIEYEHHETO ¢ GHMATONpOCT/THMOMON

(0,3 mg + 5 mg)/ml o4YHH KaNKH, pa3TBOp ¢ KOHCEPBAHT NpH 34paBu xopa. CucreMHaTa abcopbuus
Ha OTHENHATE KOMITOHEHTH € MHHHMAJTHA U HE Ce MOBIIHABA OT CAHOBPEMEHHOTO HM IPUJIOKEHHE B

eHa JIeKapcTBeHa opMa.

IMpu ase 12-MeceyHn w3nuTBaHuA Ha Gumartonpoct/Tumonon (0,3 mg + 3 mg)/ml ouHu
KanKy, pa3TBOP C KOHCEPBAHT, [IPH KOUTO € H3MepBaHa CUCTeMHaTa abcopOum, He e
HabnMOAABAHO KYMYJIMPAHE HA HATO €IHH OT KOMITIOHCHTHTE.,

bUMAaTONMpPOCT
BuMaTompocCT NpOoHKKBa A00pe Npe3 YOBEILIKATa KOPHEA H CKJIepa in vitro. Cnen 04HO

MPHIOKEHHE, CHCTEMHATA €KCMO3HLIMA Ha 6UMATONPOCT € MHOIO HMCKA W HE Ce KyMyJTipa CNek
BpeMe. Cliell eqHOKPaTHO, IHEBHO, OUHO NpIUTOXKeHNe Ha eaxa xanka 0,03% GumaronpocT B ABeTe
04YH, B MPOJBIDKEHYE HA IBE CCAMHLM, KPBBHHTE KOHLIEHTPALM# ¢a ¢e NOBHINWIK 10 MURYTH Crien
MpUAAraHe ¥ ca HaMalleau noA npara Ha otkpusaHe (0,025 ng/ml) 1,5 yaca cnen npunarase.
Cpennarta C,, 1 AUC 4n CTOMHOCTH ca OUNH Moa00HK Ha 7-MHUA H 14-THA IEH 1 ca Oy
cpoTBeTHO npubmuzurento 0,08 ng/ml u 0,09 ngehr/ml, xoeTo nokasea, ye cTalOHApHATA
KOHLIEHTpaLMs Ha JIEKapCTBOTO ¢ Gusia NoCTUrHaTa npes MbpBaTa CeAMHULA Ha OUMHO NPHIIOKECHHE.

BUMATONPOCT € YMEPEHO pasnpenesicH B TEKaHUTE Ha TSUIOTO M CHCTEMHHAT 00eM Ha
pasnpeesieHue NPH Xopa, MPH CTaLHOHapHO ¢bheTosHME, € 0,67 l/kg. B yobewkara kpbB
OUMATONPOCT C& HAMHpa TIPEAUMHO B ITa3MaTa. bUMATOTIPOCT Ce CBBP3BA C IUIA3MEHNTE APOTEHHH
npubnusurento §8%.

BUMaTOnpOCT € NIABHOTO CheAHHEHHE, UMPKYIHPAIIO B KPBBTa, CJIER KaTo BlIe3¢ B
CUCTEMHOTO KpbBooOpalleHue, Mpy 04HO NPWIOKEHHE. BUMaTONpoCcT NpeMHHaBa mnpes
okcuaupaHe, N-JeeTHIHpane U IIOKypoHHpaHe B o6pasyBa pasHo06pasH MeTaboNuTH.

BrMaTonpocCT ¢ eNMMHMHHPA ITaBHO Ype3 peHATHA eKCKpelysd, karo 10 67% OT HHTpaBpeHO3HO
MPHIOXKEHATA 103a IIPH 3ApaBH A0GpOBONLM & EKCKPETHpa B YPHHATa, 25% OT Ho3ara ce
ekckperHpa ¢ pekaruuTe. ENTUMUHAIHOHHHAT MONYXHBOT, ONIPERENEH CJIC HHTPABCHO3HO
NPHIIOKEHHUE, € TTPUONM3NTENHO 45 MUHYTH; oOLIMAT KpbBeH KNUpEHC € 1,5 Vhr/kg.

XapakTepucrtyka IIpH NO-Bb3PacTHH Xopa
Cnen NBYXpaTHO AHEBHO npuioxenue, cpeauata AUCQ-24hr croiiroct ot 0,0634 ngehr/ml

6UMATONPOCT IPH XOpa B HATNIpeAHANA BB3PAcT (Xopa Ha 65 FOAMHH WIH MO-Bh3PACTHH) € 3HAYHMO
no-sucoxa ot 0,0218 ngehr/ml npu no-mnagu 3apasu 8b3pacTHH. He3aBHCHMO OT TOBA, TE3H JaHHU
HE Ca KIMHHYHO 3HAYNMH, Thi KaTO CHCTEMHATA €KCMO3HULIHA, KAKTO NPH X0pa B HanpeaHala
BB3PACT, TaKa H NMPH MMO-MIagH XOopa, 0CTaBa MHOTO HHCKA ClIell OUHO mpuiioxkeHue. He e
0TOENA3aHO KyMyJIMpaHe Ha GUMaTONPOCT B KPBBTA C TEIEHHE HA BPEMETO M IPOIITHT Ha
6esonacHOCT € moaobeH nNpH Xopa B HANMpeAHANa Bb3pacT M IIPH MJal4 NALKCHTH,

Tumonon

Cnen ouno npuioxeHue Ha (,5% OYHH Karky, pa3TBOP NpH X0pa NOAJIOKECHH Ha onepaLiud 3a
KaTapaKTa, MMKOBATa KOHUEHTpaluMa Ha TuMonol € 898 ng/ml BbB BOAHHCTATA TEYHOCT Ha
OKOTO, €MH 4Jac cjiel Ipuiaarade Ha no3ata. Hacr ot po3arta ce abcopOupa CHCTEMHO, KbIETO C€
MeTabonu3upa HHTEHIUBHO B YepHUA Apo6. [TomyxHBOTET HA THMOJION B IU1A3MATA € OKOJIO 4 10
6 yaca. TuMonon e 4aCTHYHO MeTabonn3KupaH oT YepHUs Apod, KaTo THMONOJ H HETOBHTE
MeTabomuTH ce ekckpeTHpar ot Ob6penuTe. TUMONON HE € eKCTEH3UBHO CBBP3aH ¢ IUIA3MEHUTE
MPOTEHHH.




5.3 IIpeaxnHHHUYHH JAHHH 3a 0€30NIACHOCT

JlexapcTReH NpoaykT GuMaTONMpPOCT/THMOJION
[IpoyyBaHus 3a OMHA TOKCHYHOCT IPH MHOTOKPATHO NMPHWIOXKEHHE Ha 6umaTonpoct/Tumonon (0,3 mg

+ 5 mg)/ml OYHH KanKku, pasTBoOp ¢ KOHCEPBAHT HE MOKa3BaT ocobeH puck 3a xopara. OKyJapHUAT
npodui, KAKTO H IPOPITBT HA CHCTeMHA 6€30MaCHOCT Ha OTAENIHUTE KOMIIOHEHTH ca Jo0pe
YCTAaHOBEHH.

bumaronpoct
HeknMHHYHUTE JAHHY HE NOKa3BaT 0co0eH pHUCK 3a Xopa Ha 0a3aTa Ha KOHBEHUHOHAIHUTE

hapMaKOJOTHYHH MPOy4YBaHUA 3a 6€30NacHOCT, FTéeHOTOKCHYHOCT, KAPUHMHOTCHEH MMOTCHUHAN.
IMpu M3cnenpaHus Ha rpU3ayH ca HaGMiofaBaHK BUAOBO-CielGuaHN abOpTH, NPH CHCTEMHH
HHBa Ha eXCIO3KLA 33 A0 97 MbTH NMO-BUCOKH OT TE3H, MOCTHIHATH NPH XOopa ciael 09HO
TIPHIOKEHHE.

OYHOTO NPHUIOKEHHE HAa GUMATONpPOCT NMPH MalMyHH, B KOHLIEHTpauuu = 0,03% nHeBHO, B
NpoXBIDKEHHE Ha | rofMHa e JOBENO OO NOBUIICHA MMIMEHTALMA Ha HPUCA U OOPAaTHMH 1103a-
3aBACHMU NIEPHOKYIAPHH edeKTH, XapaKTepU3Upally ce ¢ H3NaleH ropeH WHIH IOJeH CYTKYC, H
pa3HpsBaHe Ha nannebpanHara ¢pucypa. [ToBUIlICHaTA NUIMEHTaLMA HA HPHCA CE MPUYHHABA,
BEPOATHO, OT MMOBHLLIEHOTO CTUMY/IMpPaHe Ha NpOoyKLHATA HA METAaHHH B MEJTAHOLMTHTE, 2 He
nopany noBHiuasaHe Ha TexHus 6poit. He ca 6unu HabnionaBawy GyHKUHOHAIHY WIH
MHUKPOCKOITMYHH NPOMEHH, CBEp3aHH ¢ HabMoJaBaHHTE NIEPAOKYIAPHH ePEKTH H MEXaHU3MBT Ha
OelCTBHE NMPpH TE3W NEPHOKYAApPHH MPOMEHH He € H3BECTEH.

Tumonon

HekIHHHYHKTE JaHHY He NoKa3saT ocobeH PUCK 3a Xxopa Ha 6a3aTa Ha KOHBCHUMOHAITHHTE
bapMakoIOruuHM Npoy|BaH#A 32 6€30MacHOCT, TOKCHYHOCT NMpH MHOMOKPaTHO
NpHIAaraHe, FreHOTOKCHYHOCT, KapLHHOTCHEH MOTCHLMAN, PENPOAYKTHBHA TOKCHYHOCT.

6. OAPMAINEBTHYHH JAHHH

6.1 CnucebK HAa NIOMOIUIHHTE BENeCTRA

JunarpHeB dochaT noaekaxuapar

JIKMOHEHa KHUCeJIMHA MOHOXUOpAT

HaTtpues xnopux

HaTtpues XMAPOKCHI WIH paspeleHa XJI0pOBOAOPOAHA KMCETHHA (32 KOPEKLIUA Ha pH)
Bona 3a HHXEKIIHA

6.2 HechBMECTHMOCTH
HenpunoxuMo
6.3 Cpok Ha roaHocT

2 FrOOWHHU
ITa ce u3xpbpau 90 AHH cnen MbPBO OTBAapAHE HAa OyTHIKaTa.

6.4 ChnenMajiHH YCIOBHS HA CLXpPaHeHHE

To3u nekapCTBEH NPOAYKT HE H3IUCKBA CTICLMANIHH YCIOBUA HA ChXPaHEHHE.

XuMuvecka H GusHuecka cTabHIHOCT NO BpeMe Ha ynoTpeba € NeMOHCTpUpaHa B NPOABIKEHHE Ha
90 nuu npu 25°C.




6.5 BHA H CHALPXKAHHE H3 ONAKOBKATA
Onakoskara npexncrasiasa 6ana LDPE 6yTinka (5 ml), ceaspxawa 3 ml pasTsop, ¢ MyJITHA030B
HDPE kankoMmep, KOWTO npelna3sBa ChALPXKaHNETO OT 3aMBPCABAHE bnaropapeHre Ha CHIIHKOHOBA

KJaMmHa cucTeMa, QIITpUpallia BE3AyXa BIH3alll HaBhTpe B OyTIIKaTa U HDPE kamna4ka CbC 3aLIHTEH

MpbCTEH B KAPTOHEHA Ky THA.
Beska GyTiwika cpaspka 3 ml pasteop (He no-Manko ot 78 xanku).

1 6yrunka ot 5 ml, ceaspxkaiia 3 ml pasTBop
3 6yTwiks or 5 ml, ceabpxalxy 3 ml pasTeop.

He BCHUKH BHIOBE OMAKOBKH MOraT 1a ObAaT mycHaTH B nponaxoda.
6.6 CneunuaJHH NpeANa3HH MEPKH NpH H3XBLPAsHe U paboTa

HsaMa cnenuaiHd H3UCKBAHHA.

7.  TIPUTEXATEJ HA PASPEILIEHHETO 3A YIIOTPEBA

Zaklady Farmaceutyczne POLPHARMA §.A.

ul. Pelplinska 19, 83-200 Starogard Gdanski, [Tonwa

8. HOMEP(A) HA PA3PELIEHHETO 3A YIIOTPEBA)

Per. Ne: 20190243

9. JATA HA ITBbPBO PABPEIIABAHE/TIOJHOBSABAHE HA PASPELIEHHETO 3A
YIIOTPEDBA

JlaTta Ha nepBO paspewasane: 29.10.2019
Tara Ha nocneaHo noaHoBaBade: 19.04.2024

10, JATA HA AKTYAJIN3UPAHE HA TEKCTA




