KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA



= r———

!

2B NHATESTHA ArEHunﬁ o nhmpcmnrﬂ
1. UME HA JIEKAPCTBEHHUA HPOHYK Kpameka ”ﬂpd”mEPUCmUKﬂ Al ﬂﬂﬂgﬂt’ma (Tpuacmerus 1
Lol 0oL/

iiiiiiiii
---------------------------------------
llllllllllll

Busumako 0,3 mg/ml + 5 mg/ml kanku 3a o4y, pasTt
Vizimaco 0.3 mg/ml + 5 mg/ml eye drops, solution |Fa3peweiue As

BG/MA/MP - 6'9’2 &—? _____ 21-08-
2. KAYECTBEH H KOJIMMECTBEH CBCTAR . e

Enun ml pazteop ¢babpxka 0,3 mg Gumaronpoct (bimatoprost) n 5 mg tumonon (timolol)
kaTto 6,8 mg TuMononos maneart (timolol maleate).

[ToMOLLHO BELECTBO C H3BECTHO AEHCTBYE:!

Iunatpuer xuaporeHdocdar xenraxuapat 2.68 mg/ml (0,0285 mg docdaru BB BCaka

Kanka).

3a MbJIHKA CNUCHK Ha MOMOLIHUTE BELIECTBA BXHKTE To4Ka 6.1.
3. JEKAPCTBEHA ®OPMA

Kank# 3a ou, pa3Teop.

Buctop, Ge3uBeTEH, BOAEH pa3TBOP, NPaKTUYECKH O€3 YaCTHLIM.

pH: 6,8-7.8
OcmonanureT: 290 mOsm/kg £ 10% (261 — 319 mOsm/kg)

4. KJUHWYHU JAHHU

4.1 TepaneBTHYHH NMOKA3ZAHHA

[ToHnxeHHe Ha BbTpeouHoTO Handradwe (BOH) npy BB3pacTHH MaUHEHTH C OTKPHTOBI'bIIHA
[J1ayKoMa WM O4YHA XHIICPTEH3Hs, KOUTO Ce NOBJHABAT HEAOCTATHYHO OT JIOKAIHU OeTa-
ONnoKepH WM NMPOCTariaHAHHOBH aHAJIO3N.

4.2 Jlo3HpoBKa H HAYMH HA NMPHJI0KEHHE

Jo3npoBka

Ilpenopvuumenna 003a npu 6b3pacmHu (BKAIOHUMENHO U 6 CIMAPYECKA 8b3pacm)
[IpenopbunTennaTta no3a e eaHa Kanka BUsnmako B 3acerHaToro oko (0YH) BEAHBXK AHEBHO,
[IPUNOKEHA UK CYTPHH WY Bevep. Tpabea aa ce npuiara no €1HO U CblIO BpeMe BCEKU JICH,

ChluecTByBalllMTe JUTEPATYPHU AAHHH 33 CbABPXKALIUTE KOHCEPBAHTH
6umaTonpoct/TiMoston 0,3 mg/ml + 5 mg/ml kanku 3a oun, pa3TBOp NPEANONArar, ue
BeuepHaTa /103a MOXKe Aa € No-egekTUBHa 3a HaManaBaHe Ha BOH, orkonkoTo CyTpeiuHara.
Ho Tpsa0Ba aa ce npelieHW BEpOATHOCTTA OT Cna3saHe, KOraTo C€ MMa MpeABUA CyTpeuIHaTa
WJIH BeyepHaTa fo3a (BiKTe Touka 5.1).

AKO € MponycHara e/1Ha 1034, JieueHueTo TpsOBa Ja NpOAbL/KH ChC CIIEABALIATA 1032 MO
nnad. Jlozata He TpaGBa n1a HaABMILIARA €/1HA KANKA AHEBHO B 3aCETHATOTO(THUTE) OKO (OYHK).

bvbpeunu u ueprodpobHu yepescoanus
Kankure 3a ouu, pa3Teop, 6€3 koHcepBaHTU ¢ 6umaTonpoct/Tumonton 0,3 mg/m
HE Ca MPOoYUYeHH MPU NMALMEHTH C YUEPHOAPOOHH MM OBOpEeUHn yBpexaaHus.
TpsOBa Aa ce Npunarat ¢ BHUMaHUE NpY IeYEHHE HA TAKHBA NALUEHTH.

Heduampuuna nonyrayus



" BesonacHOCTTa U €hHKACHOCTTA Ha KaNKWUTE 3a O4d, pa3TBOP, 0€3 KOHCEPBAHTH ¢
oumaronpoct/tumonon 0,3 mg/ml + 5 mg/ml npu neua Ha Bu3pact noa 18 roaUHHK He ca
yCTaHOBEHU. JIMNCBAT JaHHM.

HayuH Ha npuiQKEHHE

Ako TpsabBa Ja ce H3M0N3Ba MOBEYE OT €AUH OQTATMOJIOIUYEH JIEKAPCTBEH NPOAYKT 32
NOKaNHO NpUIcKEHHEe, BCeKY eJMH OT TAX TpAOBa 11a ce npujara Ha HHTEPBal MNOHE

5 MUHyTH.

[Mpu W3non3saHe Ha Ha30JaKPHMaNHa OKJTy3HA WM 3aTBApAHE Ha KJI€TiaunTe 3a 2 MUHYTH
cucTeMHarta abcopbuus Hamansea. ToBa MOXe Ja 10BEJE 10 HaMaJIiBaHE HA CHCTEMHHTE
CTPaHHUUHH e(peKTH 1 A0 NOBULLABAHE HA JIOKAHOTO JEHCTBHE.

Bu3MMaKko Karku 3a O4M, pa3TBoOp, NPEACTaBNABA CTEPUIIEH PAa3TBOP, KONTO HE ChAbpXKa
KOHCEPBAHTH.

Ha nauuentuTe TpaOBa na ce najaT yKazaHus la U3MMBAT pbLie Npeau yrnorpeda v na
W30sreatT na JJOKOCBAT OKOTO WJIH OKOJIHUTE CTPYKTYPH C BPBXYETO Ha KOHTEHHEPA, THH KaToO
TOBA MOXE AA NMPHUYHHH YBPEXKIAHE HA OKOTO.

Cbl10 Taka HAa MAUMEHTHTE TPAOBA a Ce JaJaT yKa3aHus, 4Ye Npu HenpaBUIHO DopaBeHe ¢
OYHUTE Pa3TBOPH Te MOrat 1a 6b1aT 3aMbPCEHH OT HECTO CPeLlaHn DAKTEPHH, 32 KOUTO €
H3BECTHO, Y€ NPHUHHABAT O4HU HHPEeKUMKU. B pe3yntar Ha H3NoI3BAHETO HA 3aMbPCEHH
Pa3TBOPH MOMKE /14 Bb3HMKHE CEPHO3HO YBPEXKIAHE Ha OUUTE W nocneBaila 3aryda Ha

3PEHUETO.

4.3 IIpoTuBONIOKa3aAHHNA

. CBpbXUYBCTBUTEIHOCT KbM aKTHBHUTE BELLUECTBA MIIK KbM HAKOE OT NOMOILHUTE
BeLLECTRa, H3OpoeHH B To4Ka 6.1,

. PeakTHBHO 3a00n8BaHe HAa AMXATEIHUTE [TBTHLLA, BKIKOUUTENHO DPOHXHATHA acTMAa
WK aHaMHe3a 3a OpoHXHnanHa acTMa, Texxka XpoHUUHa 0b6CTpyKTHBHA benoapodha
bonecr.

. CunHycosa Opaaukapans, CHHAPOM Ha 60NHUA CHHYCOB Bb3€j, CHHO-aTpUaneH ONoK,

ATPUOBEHTPUKYNAapeH B0K OT BTOpa UIH TPETa CTENEH, KOUTO HE C€ KOHTPOIMp2 ¢
neiicMelikbp. M3paseHa cbpaevyHa HeZOCTATHLYHOCT, KAPJAHOTEHEH LUIOK.

4.4 CoennaiHH npeaynpexaeHns H NpeaNa3sHd MepKH Npx ynoTpebda

KakTo apyrurte noKaaHo npuiaraHi oQTaaMONOrHUHH JIEKAPCTBEHH NPOAYKTH, AKTUBHHTE
BetecTsa (TumMonioi/OnmaronpocT) BbB Buanumako morat aa ce abcopbupar cucteMHo. He €
HaOnoaaBaHa NOBUILLEHa cUcTeMHa abcopbuus Ha OTAEIHHTE aKTUBHH BELLIECTBA IPH
ChAbPKALLWTE KOHCEPBAHTH Kanky 3a 04K, pa3TBop, ¢ Oumaronpocr/tumonon 0,3 mg/ml + 5
mg/ml. [Topaau GeTa-aagpeHepruyHUs KOMINOHEHT, TUMOJIOJ, MOTaT A4 Bh3HHKHAT ChLINTE
BHJIOBE CHPACUHOCHI0BH, Oenoapobnu u apyru vexenanw peakuuu (HJIP), nadbmonasann
npu cucreMHuTe Oera-6nokepu. Yecrorara Ha cuctemMHn ADR cren ntokanHo
o(hTANMONOTHYHO TIPUIOKEHHWE € MO-HUCKA, OTKOJKOTO CEM CHCTEMHOTO NPHIIOXKEHHE. 3a
HamMansgBaHe Ha cMcTeMHaTa abcopbuus BUXTE ToUKa 4.2.

CbpAeyHKW HAPYLUEHHS
[MaureHTH ¢bC ChpACUHOCHAOBH 3abonABaHus (Hanp. KOPOHAapHa DOJIECT Ha ¢
cTeHokapaHda Ha [TpuHUMETaN ¥ ChpaeHHA HEAOCTATbYHOCT) H NOANOKEHHU
aHTUXUNEPTOHWYHA Tepanus ¢ Oeta-0nokepu Tpabsa na ObaaT BHUMAaTEN
TpaOBa na ce 0OMHCIIH Tepanus ¢ ApYr aKkTUBHH BelecTBa. [launenture




CbpEYHOCHOORH 3abonaBaHuns Tpabsa Aa ce HabnioAaBaT 3a NPU3HALIM HA BIOLLIABAHE Ha
Te3u 3a00NI9BAHKSA U 3a HEXKEJIAaHH PEAKLIMHK.

[Topaan oTpuuaTeNHuTe edekTH BbPXY BPEMETO Ha NPOBOAUMOCT, beta-Onokepure TpsadBa na
ce MpUNaraT ¢ BHUMaHKE MPH MaLMEHTH CbC ChpAcUeH OJIOK NbpBa CTENEH,

CbA0BH HApPYIIESHUS

[TaumeHTUTE C TEXKKH NeprudepHH LHMPKYIATOPHH CMYLLEHHWA/HapyweHHs (T.e. TEXKH (PopMu
Ha GonecT Ha PeitHo wnu cuHapom Ha Peiino) Tpadea fa Obaat iekyBaHHu ¢ NOBHILIEHO
BHHUMAaHHE,

PecnyparopHy HapyLIeHWs
PecnupaTtopHU peakumu, BKIIIOMHTETHO CMBPT, AbJKALla ¢€ Ha OPOHXOCNA3bM MPH MALIUCHTH
¢ aCTMa, ca ChOOLIEHH NPH NPHIICKEHUE HA HAKOU o TanmMonoruuHy deta-0nokepH.

Buzumako Tpabea aa ce U3non3pa ¢ BHUMaHHE MpHU NMAaUHEHTH C JIEka/yMEPEHa XPOHUYHA
obcTpykTHBHa 6enoapobua donect (XObb) ¥ caMo ako noreHuranHara rnon3a HaaBMLLABA

NOTEHUHANTHHA PHUCK.

EHAOKpMHHW HapYLIEHNS

Bera-anpenepriuuHuTe 6MoKHpaLld NEKAPCTBEHN NPOAYKTH TpaOBa Aa ce npuarar ¢
MOBHULIEHO BHUMAHUE NPH NMALUEHTH, MPH KOWTO BH3HHWKBA CMOHTAHHA XUTIOMTHKEMHA, WU
MpY NaUMEHTH ¢ abuneH auader, Thil KaTo OeTa-On0KepUTE MOXKE 1a MACKHPAT [IPH3HALIUTE
H CUMITTOMHTE Ha OCTpa XUNOTTIHKEMHUA.

Beta-6nokepuTe MoKe CHLLIO Aa MACKHPAT MPU3HALMTE HA XUNEPTHPEOUIUIBM.

3abonsBakug Ha pOroBULATA
OdranmonornuHure OeTa-60kepHn MOXKE Aa HHAYUMPAT CyXoTa B ouuTe. [launeHTuTe Cbe
3abonapaHMA Ha porosuuara Tpsdsa a ce NeKyBaT ¢ NOBUILEHO BHUMAaHHE.

Hpyrn 6eta-bnokepu

EdexTbT 8bpXY BETPEOUHOTO HANATAHE WK W3BECTHHUTE edeKTH Ha CUCTEMHHUTE Oera-
Onokepu MOXe a Ce YCHUIAT NP NPHAAraHe Ha TUMOJION IPU MaUKUEHTH, KOUTO BEYe
npueMat cuctemeH Oeta-6nokep. OTFOBOPBT NpH TE3U4 MaLMEHTH TpAOBa BHUMATEITHO 1A Ce
Habniogasa. Ynorpebara Ha ABa nokanuu Oera-aapeHeprudHyu OJIOKUpaly areHTH He ce
npenopbuBa (BHXKTE Touka 4.5).

AHapHJIAKTHYHU PEAKLINU

Koraro npuemat Gera-6nokepy, nauMeHTH ¢ aHaMHE3a 33 aTONHA HIM TEXKa aHaQUNaKTHYHA
peaki1s KbM pazHoo0pa3HU anepreHyu, Morar Aa MMaT no-CUJIHa PEaKLUA KbM NMOBTOPHO
TPEeTUPAHE C TAKUBA allePreHn U 1a He OTrOBOPAT Ha obuualiHaTa 1034 aipeHaNuH,
W3MO3BaHa 3a JICUeHHEe Ha aHAPHNAKTHYHI peaKkLInH.

XOPOUIANTHO OTJIENBAHE
XopouaajiHO oTfienBaHe € OW10 cbOOLLECHO NPU NpUIAraHeTo Ha TEpanus 3a HamainsBaHe Ha
BOAHOTO ChAbP)KaHHe (HaNp. TUMOJION, alUeTa30JaMul) Cael QUITPALUMOHHHK NTpoueay

XHUpYpruuHa aHecTe3ns
Beta-6n0okepHHTE OQTATMOIOrMYHY MPENapaTH MoXe Ja OJI0KUpaT CUCTEMHHS

Oera-aroHHCTHUTE, HAMp. Ha aapeHaATHH. AHECTE3U0IorsT TpadBa fa Obae HHY
KOraTo NauWEHTHT NMPUEMa THMOON.




YepHonpobuu

[Ipn NauMeEHTH ¢ aHaMHe3a 3a JIeKO YepHOApOOHO 3a00nsABaHe WK aOHOPMHH H3XOJHH
CTOMHOCTH Ha allaHWH aMuHoTpaHcdepasa (AST), acnaprat amunoTpanchepasa (AST) u/un
OWIMpYOHUH, KankuTe 3a oM ¢ OMMATONPOCT HAMAT HEXEIAHW PeakUWK OT CTPaHa Ha HepHHA
npo6 B Npoab/mKeHHe Ha 24 meceua. He ca u3BecTHM HexenaHu peakUHH Ha uepHOApoOHaTa

dyHKLHA, ABNKALLMK CE HA OKYNApPEH THMONOJL.

QuHu

[Tpeau 3amouBaHe Ha IEYEHHETO, NMaLUEHTHTe TpAOBa Aa 6bAaT HHPOPMHPAHH 3a
Bb3MOXMKHOCTTA OT NepHopOUTONaTHA, CBbp3aHa ¢ npoctariasianHos aHanor (IH1IA) v
NOBULUEHA TTMIMEHTALMA Ha UPHCA, Thi KaTo TakKBa ca OunKn HabnoaaBaHK TIpH eHEHHE C
KarKH 3a 044, pa3TBop, 6e3 koHcepBaHTH ¢ Gumaronpoct/TuMonoan 0,3 mg/ml + 5 mg/ml.
Hsakou oT Te3W H3MeHeHHs MoraT Aa ObaaT TpaiiHK 1 Aa AOBEeAAT 0 HapyUIEHO 3PUTETHO
[ONEe M pa3/ivKa BbB BbHUIHHA BHJl MEXKAY ABETE O4YH, KOTATO CaMO €JHOTO OB e JIEKYBAHO

(BXK. Touka 4.8).

MakyJieH OTOK, BKJIKOUHUTE/IHG KUCTOWAEH MAaKyAEH OTOK, C€ CboOLIaBa NpH ChAbpKallHTE
KOHCEPBAHTH KaMKH 33 04|, pa3TROp, ¢ bumMatonpoct/Tumonon 0,3 mg/ml + 5 mg/ml.
CneposarenHo Buisnmako TpsabBa 1a ce U3non3ea BHUMATENHO NpU NALHEHTH C adakus, NnpH
ncepnoadakMitHY NaUMEHTH C JIYKCHpaHa NOCTEPHOpPHA Kancyna Ha oyHaTa Jiella i npu
NaUMEHTH C W3BECTHH PUCKOBH (hAKTOPH 3a MAKY.1€H OTOK (HanpuMmep BLTPEOUHA OflepaLiug,
OKNY3HHW HAa PETHHANIHATA BeHa, OYHO Bb3NanuTesIHO 3a0onsaBaHe H AMabeTHa peTHHONATHS),
Bu3sumako TpsaOBa Aa ce U3MTON3Ba BHUMATENHO NPH MALMEHTH C AaKTHBHO BbTPEOYHO
BB3MaeHHEe (HarnpyuMeEp YBEHT), 3aLLLOTO Bbh3MANEHHETO MOXKE 1a C€ U30CTPH.

KOXXHHU

ChlecTBYBA BEPOATHOCT OT U3pacTBaHE HA KOCMHU B 30HUTE, KbAETO KaITKH 33 O4YH, pa3TBoOp,
¢ GumaTonpoct/Tumonon 0,3 mg/ml + 5 mg/ml Bre3e HEKOAKOKPATHO B KOHTAKT ¢
NOBLPXHOCTTA HA KoxkaTa. CnenoBaTenHO € BaXKHO /1a ce npuiara Busumako cniopen
MHCTPYKLIMHTE W Aa ce U30Area noTUHaHeTo no Oy3ara win Apyry o0j1acTH OT KOXKara.

Jpyrun ¢bCToAHHA

Kanku 3a ouu, pa3Teop, 6e3 koHcepBaHTH ¢ 6umaTtonpoct/tumonon 0.3 mg/ml + 5 mg/ml ne
ca MPOyYBaHH NPH NALHEHTH C Bh3MaJUTENHU CLCTOAHUA HA OKOTO, HEOBACKYTapHa,
Bh3NaMWTEHA, 3aKPHTOBIB/IHA [1ayKOMa, KOHFEHUTAJTHA FNayKoMa WK TACHOBIbJIHA

rnaykoma.

[Tpu npoy4vraHdsa Ha Gumaronpoct 0,3 mg/ml npy nauyeHTH ¢ raykoMa WiKn o4Ha
XUMEPTEH3UA € IEeMOHCTPHPAHO, Ye NO-4ECTOTO U3NAraHe Ha OKOTO Ha NoBeYe OT | 1K03a
OMMaTOnpoCT AHEBHO MOXeE Jia Hamanu edekTbT Ha noHwxasane Ha BOH. IlanuenTuTe,
KOHTO H3Mon3eBaT BU3MMAaKO ¢ Apyry aHano34 Ha NpocTariaHdaqH, Tpadea na Obaar
HabnoaaBaHH 3a MPOMEHHW HA TAXHOTO BBTPEOHHO HANAraHe.

[TaureHTHTE ¢ aHAMHE3a 32 KOHTAKTHA CBPBXUYBCTBUTERHOCT KbM cpebpo He Tpabea aa
M3MOJ3BAT TO3H NMPOAYKT, Thil KAaTO OTAENIEHHTE Kankd MOXe [a CbAbpKAaT Cliead OT cpedpo.

4.5 BianmoaedcTBHE ¢ APYTH JeKAPCTBEHH NPOAYKTH H APYrH popMH HA
B3aHMOAEHCTBHE

He ca npoBexaaHy HUKaKBH KOHKPETHH Npoy4YB8aHHs 3a B3aMMOAEHCTBHA C
KoMOHHauua 6UMaTONPOCT/ THMONON.




Uma noteHuran 3a 100aBbYHU eeKTH, BOACLIM A0 XUITOTEH3US W/ WU U3pas3eHa
Opaaukapaus, Kkoraro 0hTaAMOTOTHYHHAT pasTBOP, ChAbPKall OeTa-0oKepH, ce npunara
€IHOBPEMEHHO C NEpPOopasiHH GI0KEpPH Ha KaAlLMEBUTE KaHAMH, IBAHETHINH, DeTa-
afipeHepruyHy 6J0KepH, NApaCUMNATOMUMETHLIH, AHTHAPHTMHULK (BKIKOUNTETHO
aMHOJApPOH) U JUFHTATHCOBH MNTHKO3HAH.

CpoOluasa ce ycujiBaHe Ha CHCTeMHOTO OeTa-OnokupaHe (Hanp. HaMasieHa CbhpaeyHa
yeCTOTa, AETIpecHs) Mo BpeMe Ha koMOUHUpaHo neueHue ¢ nHxrdutopu Ha CYP2D6 (Hanp.
XUHWAHH, GIYOKCETHH, MAPOKCETHH) H THMOJOI.

[Mouskora ce cboOWABa MUAPHA3A, IPOH3THYALLA OT €AHOBPEMEHHATa ynoTpeba Ha
odTanmonoruutiu 6eta-0noKepyu U aapeHaINH (ENUHEPPHH).

4.6 DepTnaurtert, 6peMEeHHOCT H KbPMeHe

bpeMeHHOCT

Hsama gocratbuHO JaHHU 3a ynoTtpebaTta Ha rkcHpaHaTa kKomOrHaums
OouMaronpocT/THMoon npy OpemeHHH xeHn. Busnmako He TpaOGBa aa ce U3MOJI3Ba NO BpEME
Ha OpeMEeHHOCT, OCBEH aKo He € KpaHHo HeobxoauMo. 3a HaMa/iaBaHe HA CHCTEMHATA

aGcopbuus BuxkKTE TOUKa 4.2,

bumamonpocm
He ca HAUTHYHH JOCTATHLYHO KJIMHUYHHA AAHHHW OT OPEMEHHOCTH, NPOTUYALLH PH

excno3uumi. [IpoyuyBaHus NpH >KUBOTHH OKA3BAT PEMPOAYKTHBHA TOKCUYHOCT BbB BUCOKH
NO3H, TOKCUYHH 3a MaikaTa (BHKTe Touka 3.3).

Tumonon
EnuaeMHONOrH4HHTE TIPOYUBAHHA HE NMOKa3BaT MandpopmMaTUBHH e(EKTH, HO NMOKA3BAT PHCK

3a 3a0aBaHe HA BBTPEMATOUYHUA PACTEXK NpU NpUiIokenne Ha OeTa-bnokepH no nepopaseH
nbT. B DJonbnHenue ca HabmonaBaHu NMpU3HaUKW M CUMNTOMM Ha DeTa-Onokana (Hanp.
Opanvkapansa, XUNOTEH3UA, PECTHPATOPEH AUCTPEC H XHIOITMKEMHS) NPH HOBOPOAEHH,
xoraTo OeTa-010KepHTe ca Npuiiaraku A0 paxaane. Ako BusuMako ce npunara a0 pakiaaHe,
HOBOpOeHOTO TpsibBa Na ce HabnaaBa BHUMATEIHO NPE3 [TbPBUTE IHW OT KUBOTA.
[IpoyuBaHHATa NTPH KWBOTHHU C TUMOJION NOKA3BAT PENPOAYKTHBHA TOKCHUHOCT B JO3H,
IHAUKUTENTHO MO-BUCOKM OT Te3W, KOWTO OHXa ce U3MON3Bany B KIMHUYHATA NMPAKTHKa (BHKTE
TOUYKa 5.3).

KbpmeHe

Tumonon

bBera-bnokepuUTe ce eKCKpeTUpaT B KbpMaTa. Brnpexu Tosa, Npy TepaneBTUUHU A03H
THMONOJ B KarnkH 33 oMM, HAMa BEPOATHOCT 34 AOCTATbYHH KOJIMYECTBA B KbPMAaTa, KOHTO 14
NOBEAAT 4O KIHHHYHH CUMITTOMK Ha 6eTa-0510Kaaa npy HOBOPOAEHOTO, 3a HaMaltaBaHe Ha
cucTeMHara abcopbuus BHKTE Touka 4.2.

bumamonpocm
He e u3BecTHO nany 6MMATONpOCT C& EKCKPETHPA B KbpMAaTa, HO C€ EKCKPETUPa B MIIAKOTO Ha
KbpMelln Nnbxoee. Buznumako He TpsaOBa Aa ce M3Moa3Ba OT KbPMELLHMTE XKEHH.

Qeprunurer
Hsama navHu 3a epeKTHTE HA KaMKu 3a O4YH, pa3TBOP, O€3 KOHCCPBAHTH C
oumaTtonpoct/tumonon 0,3 mg/ml + 5 mg/ml Bbpxy deprTunnTeTa Nnpu xopa

4.7 EdexTn BLpXy cnocodnoctTTa 3a wiodupane u pabora ¢ MallHHH




Bu3znMako UMa HE3ZHAYUTENHO RIHAHHE BBPXY CNOCOOHOCTTA 3a wodupaHe U pabora ¢
MalliHH. KakTo npu BCAKO JIOKANHO OHHO JICHEHHE, TIPU (101Ba HA NPEXOAHO 3aMbIJIgBaHe Ha
3PEHUETO Cllel NPHIoKEHHE, NAUMEHTHT TPAOBA Na U34aKa, JOKATO 3PEHHETO MY CE IIPOACHHU,
npeau aa wodHrpa Uau padoTH ¢ MalllMHH.

4.8 HexenaHu JeKapCcTBEHH pPeaKlIMH

Karnku 32 o4u, pa3Teop, 6e3 koHcepBaHTH ¢ OuMaTonpoct/Tumonion 0.3 mg/ml + 5 mg/ml
Pezwome na npoguna na besonacnocm

JloxnaasaHuTe HEXKENaHU peakiliy No BpeEMe HAa KAUMHHWUYHOTO NpOy4YBaHe ¢ ynorpedba Ha
Karnku 3a ouH, pa3Teop, 6e3 koncepsaHTu ¢ buMaronpoct/tumosion 0,3 mg/ml + 5 mg/ml ca
OrpaHUMEHH A0 TE3H, KOMTO ¢a AOKIAJABaHU NO-paHO 3a CbAbPKAWMWTE KOHCEPBAHTH KaNKH 3a
OuH, pasTeop, ¢ 6umaronpoct/Tumonon 0,3 mg/ml + 5 mg/ml uau 3a eaMHUYHO NpunaraHoTo
aKTHBHO BELIECTBO OUMATONPOCT HIIKM TUMOAOI. HUKAaKBH HOBH HEXENAHHU pPEaKLUH,
cneundHYHM 3a KankuTe 3a 04, pa3Teop, 6€3 KoHcepBaHTH ¢ bumatonpocT/TUumMonod 0,3
mg/ml + 5 mg/ml, He ca HaOnmopaBaHK NMpU KIHHWYHKW NPOYHBaHKA.

[ToBeueTo AOKNAABAHH HEXKEJIAHW peakUHWH NPH KANKHUTE 3a OuM, pa3TBOp, 0€3 KOHCEPBAHTH C
ouMatonpoct/Tumonion 0,3 mg/ml + 5 mg/ml ca cBbp3aHKU C ounTE, NEKU MO TEXKECT W HUTO
e/IHa OT TAX He € cepro3Ha. Bb3 0CHOBA Ha 12-C€AMUYHO NMPOYUBAHE Ha KalKH 3a OYMu,
pa3TBOp, 6e3 KoHcepBaHTH ¢ Gumatonpoct/Tumonon 0,3 mg/ml + 5 mg/ml, npunaranu
BEAHDLXK AHEBHO, HAH-4ECTO JIOKNAJABAHUTE HEXeESIAaHW PEeaKLIUK NPU KANKUTE 33 OUM, Pa3TBOP,
Oe3 koHcepBaHTH ¢ OUMaTonpoct/Tumonon (0,3 mg/ml + 5 mg/ml ca koHIOHKTHBANTHA
XunepeMus (NMpearMHO He3HaYUTEIHa A0 ciada W CUMTaHa 3a HEBB3INMAIUTEIIHA MO NMPOU3XOA)
npy npuoau3uTeNHo 21% oT nauneHTHTE W BOAK 10 NpekbeBaHe npu 1,4% ot nauuenTure.

Tabruya c nexceranume peaxyuu
Tabnnua 1 npeacraBa HeXXeNaHUTE peakUuK, KOUTO Ca AOKNAJABaHKU 1O BPpEME Ha KNUHHUYHUTE

[MpOYUYBaHHUA HA KallKUTE 32 OUH, pa3TBOP, 0€3 KOHCEPBAHTH U ChAbPXKALIHW KOHCEPBAHTH C
6umaTtonpoct/TuMonon 0,3 mg/ml + 5 mg/ml (HexkenaHuTe peakumy ca NPeACTaBeHH B
HU3XOMALLl peA MO CEPHO3ZHOCT BbB BCAKA IPyna B 3aBUCHUMOCT OT HECTOTATA), WIIK NPE3

NOCTMapKETHHIOBUA NEPHOL.

YecToTaTta Ha Bb3IMOXHHUTE HEXKENAHH PCAKUHH, NOCOHCHH MNO-R0J1Y, € OHPCACIICHa, KAaTO CC
H3MoJA3Ba CACAHOTO NPAaBHIIO!

MHOro 4yecTH > 1/10
YectH > 1/100 no < 1/10
HeuectH > 171000 1o < 1/100
Penku > 1/10 000 no < 1/1000
MHoro peaku < 1/10 000
C HEHU3BECTHA YECTOTa OT HATHUYHWUTE AAHHM He MOXe Ja Obae HarpaBeHa
OLEHKA
Tabauua 1
CucTremo-opraneH YecToTa Hexenana peakuun ~
Knac , \\
Hapywenus na C HEU3BECTHA YecToTa peaKLUMH Ha / ’3_;\
HMYRHAMAG cucmema CBp'bquBc-rBuT T- f.' . e *.l
BKJIIOUMTENHO M K aa % "‘} ‘i
CHUMITTOMH Ha anQpTpde meed? | /& J




ACPMAaTHT, aHTHOEAEM, OYHAa
aneprus

Hcuxuunu napyuenus

C HeusBecTHA 4YecTOoTAa

6escbHue?, Kowmapu®

Hapywenun na
HepeHama cucmema

UecTH

rnagobonue

C Heu3ReCTHA YeCcToTA

AIKCTey3us’, 3aMaiiBaHe

Hapywenus na ouume

Muoro yecTu

KOHIOHKTUBAHa XMNEpEMUs

UecTH

TOYKOBH/IEH KEPATHUT, €pO3HA HA
POroBHLATA®, yCelllaHe 32
napexe’, pasHeHe Ha
KOHIOHKTHBaTa', oueH
NPYPUTYC, YCEIIAHE 33 LLUIMeHe
B OKOTO?, yCELLaHe 3a YyxK 10
TANO, CYXOTa B O4HTE, EpUTEMA
Ha Kjienada, OosKa B OUUTE,
poTogodHa, OuHa ceKpeLma,
3PUTENHN CMYLIEHKA,
NPYPUTYC Ha KJeMnada, BlolieHa
3puTenHa octpoTa’, Giedapur’,
OTOK Ha KNIeNauuTe, JpasHeHe
HA OYUTE, MOBULLEHA
NaKpUMAaLMs, PacTeX Ha
MULIIHTE

Heuecty

MPHUT?, KOHIOHKTUBAJIEH OTOK?,
6onka B knenaua?, HeoBUuaHo
yCellaHe B OKOTO', acTeHONMA,
TpUXHA3NC?,
XMIIEPMUrMeHTALHSA Ha HPHCa’,
pETpaKkuUMs Ha Kjienaya’,
MPOMSHA Ha LIBETA HA MHUIJIATE
(noTbMHsaBaHe)'

C "HeusBeCcTHAa 4YecToTa

KMCTOMAEH MaKyJIEH OTOK?,
NOAYBAHE HA OUMTE, 3AMBIJIEHO
3IpeHue’, oueH JUCKOMOPpT

Copoeunu Hapywienua | C HEH3BECTHA YECTOTA Opaavkapaus

Cv008u Hapyuienus C HeW3BECTHA YECTOTA XUNEPTOHHMS

Pecnupamopnu, YectH DUHUT

2PBOHU U HedyecTH JUcnnes

MeOUACHIUHQTIHY C Hen3BeCTHa YecToTa OpoHxocnazbm (IPEJAMMHO 1pH
HAPYULEH UA NalHEHTH C NPEAXOMK A0

OpOHXOCNAacCTUYHO
3abonsaBane)’, acTMa

Hapywenua na
KoJeama u
NOOKONCHAMA MBKAH

YecTH

GnedrapanHa NUrMeHTaLMs”,
XHP3YTHILM,
XUMEPIUIMEHTALIMA HA KOXKATa
(OKOJIO QUHTE)

C HeW3BeCcTHAa dYecToTa

anoneuun, obeslperaBaHe Ha
KosKaTa (OKOJ10 OUuTE)

Obwyu napywienus u
echexmu na MaCmMomo
Ha NPUAOHCEHUE

C Hen3BECTHA 4ecToTAa

yMopa

' HexxenaHuW peakiLiMy, HabMIOAaBaHU CaMO NPH KalKH 3a OMH, pa3Teop, 0€3 Kok

cumaTonpoct/Tumonaon 0,3 mg/ml + 5 mg/m!




2 HexkeNlaHW peakunHd, HaboaBaHH caMo MPH ChALPKALIW KOHCEPBAHTH KarlkH 3a OuH,
pa3TBoOp, ¢ Gumaronpoct/Timonon 0,3 mg/ml + 5 mg/ml

[Tono6HO Ha APYFU NOKANHO NMPpUNaraHy oQraiMoNOrHUHK ekapcTsa, Buinmako
(6umaTonpocT/THMoNon) ce abcopbupa B CHCTEMHOTO KpbBooOpaleHHne. AbcopbuusaTa Ha
THMOMOJNT MOXKE /12 IPHYHHHU HEXKENaHU peakUnH, CXOAHH ¢ HaOMOAaBAHUTE MPH CUCTCMHHTE
6eta-6nokepu. Yectorara Ha cuctemuute ADR ciien nokanto oQTaiMOoNorHyHo
MPHIOKEHHE € MO-HNCKA, OTKOKOTO CJie/l CUCTEMHOTO NPUIOXKEHHE, 32 HaManABaHe Ha
cucreMHaTa abcopbuna BHxKTE TOoUKa 4.2.

JoNBAHUTEIHH HEXEMaHH peakunH, KOMTO ca HabmoaasaHy Npyu akTUBHHUTE BELLCCTBA
(6UMaATONPOCT U1K TUMOSOJ) U KOWUTO MOFaT MOTEHUMAIIHO 1a Bb3HUKHAT U npH Busumaxo,

ca noco4eHu no-nony B Tabnuua 2:

Tabanua 2
CncremMo-opraHeH Kiac Hexenana peakung
Hapywienus na waynnama cucmemda | CHCTEMHU aNepruviHy peakuiy, BKIKOUYUTENIHO
aHadunakcus'
Hapywenun na memaboauzma u XHNOTJIHKEMHUS'
XPUHEHEMO
Heuxuunu Hapyuenus nenpecus', 3ary6a Ha namer', xamouMHauua'

Hapywienus na nepeHama cucmema | CUHKOMN', MO3bYHO-CAOB MHUWAEHT', yBeJIH4aBaHe
Ha NPHU3HALKWTE H CUMOTOMHATE Ha MHACTEHHUS

rpasuc', napectesns', uepebpanHa HCXeMHS |

Hapywenust na ouume HaManeHa YyBCTBHUTEIHOCT Ha poroBuiaTa’,

aunaonusa', nroza', oTineneane Ha XopouaeaTa cnes
bUATpaurMonHa onepanus (BUxTe Touka 4.4)’,
kepaTHT', Bnedapocnazbm?’, peTHHANEH KPbBOH3JIHE?,
yBEUT?, nepruopBuTonaThs, CebpiaHa c
OpOCTarJIAaHAMHOB AHAJION (MHOIO YECTH)
Hapyutenus na copyemo aTPUOBEHTPHUKYNapeH Gnok', chpaeueH apect’,
apuTMMA', Chp/Je4Ha HEOCTATLYHOCT' , 3aCTONHA
Chp/JE4HHa HeAOCTAThHHOCT', Bonka B repauTe’,
cbpuebuere’, oTok!

Cv0osu HapyuteHus xunoTonns', pernomen Ha Peitno', crynenu ananu ¢
cThrana’

Pecnupamopnu, cpvonu u ek3auepbaums Ha actma’, exsauepbauus Ha XOBB?,

MeQUACMUHQINY HADYIUEHUS Kalwimuua'

Cmomauno-upegnu Hapyuenus ranene'?, amapua', nucnencus', cyxora B ycrata',
kopeMHa 6oJika', nospbluane’

Hapywenun na xoxcama u ncopuasndopmen obpus' unn exzauepbanus Ha

ROOKONCHAMA MbKAH rncopuasuc’, koxeH o6pus’

Myckynno-creaemHu Hapyuenus u MHaNrusa’

HapYweHW! Hd CheQuRHuUmenama

MbKaH

Hapywenus na penpodykmuenama | cekcyaina auchyHkuus', HamaneHo nub
cucmemd U vpoume

Obwyu napyutenus u eghexnmu na ACTEHUA
MACMOMO HA NPUAOICCHUC
Hzcaeosanun HEOOWUYANHHY PE3YATAaTH OT YEPHOAP

¢ yHKUHOHANIHW uacneaBaHusa (HDU)




' He)KeNaHM peaKLMK, HabmoAaBaHK P THMOJO]
2 HexkeNTaHK peakUMu, HabnogasaHn Npu GUMaTonpocT

HesxxenaHu peakliy, JOKNAABAHW (IPH Kanky 3a OMH, KOUTO cbAbpxaT docdar
CnyuaM Ha Kanun$HKaluusa Ha poroByuarta ca cbod1MaBaHy MHOIO PAAKO BbB BPb3Ka C
yrnorpebara Ha gocaT-cCbAbpPXKALIH KalKK 32 O4H [TPH HAKOW NAUMEHTH CBC 3HAUUTETHO

YBpe)KAaHe Ha pOrOBHLATA.

OnxcanHe HA H3IGPAHH HeXeJIAHH DEAKIHH

[TepuopbuTonarus. cBbp3ana ¢ npocrarnanantos adanor (IT{1A)

[TpocTarnaHIMHOBUTE aHaNO3H, BKIIOUHTENHO OUMATONPOCT, MOTAT Aa MPeAU3BUKAT
NepHOPOHTANHHU JIHNOAUCTPOGHUHH MPOMEHH, KOUTO MOTaT a A0BEAAT 10 3aAbjI0OuYaBaHe
Ha CYJKyca Ha KJiernaua, nro3a, €HoPpTanM, peTpakuus Ha Kienaya, HHBOJTIOLUKA Ha
naepMaToxajasa v rokaspaHe Ha JoJiHaTa JacT Ha cknepata. HaMeHenuaTa 0OMKHOBEHO ca
NEeKU, MOraT Aa ce MpoABAT Hai-paHO eUH MECELL Clie]l 3anoUBaHe Ha neyeHue Busumako m e
BBb3IMOMCHO J1a PEAH3BHKAT HapYllIEHHE Ha 3PUTENHOTO noje aopy 6e3 fa e 3abenasaHo oT
nmaurdenTa. IMTTA cbilio Taka ce CBBHP3Ba C MEPUOKYIAPHA KOXKHA XHMIEPNUrMEHTALIME WY
NpoMsHa Ha LIBeTa W xuneprTpuxosa. HabaoaasaHo €, 4e BCHYKU U3MEHEHHA €A YaCTHYHO
WM HaTBAHO 00paTUMU NPpHU NPEeKpaTABAHE HA JEYEHHETO NIH NPEMHHABAHE KbM
AITEPHATHBHH JICUEHHA.

XUnepnurmeHTauusa Ha Upuca

B13MOXHO € MOoBUILEHATA TUIMEHTALIUA Ha KpUca 1a OCcTaHe NocTosHHA, [IpoMsHaTa B
MUTMEHTALMATA CE ABJIKH MO-CKOPO HA NMOBUILCHO ChAbPKAHHE HA MENTAHHUH B
MEAHOLIUTHTE, 4 HE HA MOBHIIEHHE Ha OposA Ha MeNaHOUMTHUTE. JIbJIrocpoyHnTe ePEKTH OT
MOBULLECHATA MUIMEHTALIMA HAa UPHCA He ca YCTaHOBREHHM. [IpoMeHnTe B LiBETa Ha UpHca,
HabnloaaBaHKU NPU OYHO TIPUNOKEHHE Ha OUMaTONPOCT, MOXKE Aa He ca 3abenexrMH 3a
NepUo, OT HAKOMKO Meceua 0 roguHn. OOMKHOBEHO Ka(siBaTa NUFMEHTALMA OKOJIO
3€HULATa CE Pa3NpPOCTPaHABA KOHLUEHTPHYHO KbM NeprdepusaTa Ha UpUCa U LUEIHA HPUC UK
4aCcTH OT HEro cTaeaT no-kageHrnkasH. HUTO HEBYCUTE, HUTO NYHHUKHWTE B MPHCA CE€ 3acaraT
oT nevdenueTo. Ha 12-vus Meceu yectoTara Ha XMnNepnurmeHtauya Ha Hpuca rnpu
oumaronpoct 0,3 mg/ml xanku 3a o4n, paztsop € 1,5% K He ce NoBMINaBa ciie/l 3-TOAULLHO
JICUEHUE.

CohoflaBale Ha NOAO3UPAHK HEXENAHW peakUHH

Cpob11aBaHeTo Ha NOJ03UPAHU HEXKENAHW PeaKLuK ClIe pa3pellaBaHe 3a ynorpeba Ha
NEKapCTBEHUSA NPOIYKT ¢ Ba)KHO. ToBa NO3BONABA 1a NPOABIKA HAabJIIOAECHHUETO Ha
CbOTHOULIEHHETO MON3a/PHUCK 3a NEKAPCTBEHUA MPOAYKT. OT MEAUUMHCKHUTE CMIEUHATUCTH Ce
M3UCKBA Na ¢hOOLABAT BCAKA MOAO3HPAHA HEXKENAHA peakuMs upes

UanbiHKUTENHA areHuMs No NeKapcerraTa

yn. ,,Jdamsan ['pyes™ Ne 8

1303 Codpus

Ten.: +359 2 8903417

yvebcalT: www.hda.by

4.9 IIpeno3upane

Hsma BeposATHOCT 3a npeao3upaHe ¢ BU3nmako npy 1oKanHo NpUnoXKeHue
TOKCUYHOCT ChOUTHE.

bumaTonpocT




Ako Busumako 6bae moreaHaTo ciydaito, cneaHara vHbopMaunds Moxke Ja Obite rnonesta:
Npyu ABYCEAMHYHH NMPOYYBaHHs Ha IUILXOBE U MULIKH C NEpopasieH NpHEM Ha JI03U
oumaronpoct ao 100 mg/kg/neH He ca nokasajin HUKaKBa TOKCHYHOCT. Ta3u ao3a, WipaseHa B
mg/m?, ¢ noHe 70 NbTH NIO-BUCOKA, OTKOJIKOTO [03aTa NPH CITyYyadHO NOrNbLIAHE OT eHa
byTunka ¢ Buzumako ot gere ¢ ternio 10 kg.

Tumonon

CHMNTOMUTE HA CHCTEMHO [PEA03UPAHE C TUMOJION BKNIOYBAT: OpaanKapaus, XUMOTEH3HUS,
GpoHxocna3zbM, Fapodosnve, 3amaliBaHe, 3aQyX W CbpAeyeH apecT. [IpoyuBaHe npH NauMeHTH
¢ GuOpeyHa HEAOCTATBHHOCT MOKA3Ba, Y€ THMOJION HE €€ AHANU3HPa JIECHO.

[Ipu npeno3upane ieuenueTo TpabBa Aa € CUMNTOMATHYHO H NMOAKPENALLO.

5. GOAPMAKOJOT'HMYHU CBOUCTBA

5.1 ®apmMakoIHHAMHYHH CBOHCTBA

dapmakoTepanesTH4Ha rpyna: OdtanmMonoruunu, oera-bnokepu — ATC koa: SOIEDSI

MexaHH3bM Ha JEHCTBHE

Busumako ¢bAbpiKa AB€ aKTHBHH BeLIECTBa: OUMATONPOCT ¥ TUMONOA. Te3n ABa KOMITOHEHTA
HaMangaeaT NOBHUILNEHOTO BbTPeOouHO Hanarane (BOH) 4pe3 1onbiBaliy c€ MEXaHH3MH Ha
nercTBUE H KOMOUHUPAHUAT edbeKT BOAH A0 AOMbAHMTENHO HaManaBaHe Ha BOH B
CPABHEHHE C BCAKO OT CheAMHEHHATA, NPUIOMKEHO CAMOCTOATEIHO.

Kanku 3a oum, pasTeop, 6e3 koHcepBaHTH ¢ OuMaTonpoct/TumMonon 0,3 mg/ml + 5 mg/ml
MMaT Obp30 HauaNo Ha JCHCTBHE.

BuMaTOnpocT € MOULHO O4HO XHNOTEH3WBHO aKTUBHO BELWIECTBO. TOW € CHHTETHYEH
NpoCTaMK, CTPYKTYPHO noaobeH Ha npocTtarnauinH Fay (PGE2y), koliTO HE gekcrsa
NOCPEACTBOM HUKAKBK U3BECTHHU NPOCTArNaHAMHOBH PELENTOPH.

BumaTonpocT uzbuparesiHo HanoaoOsaBa ePEKTUTE HA HOBOOTKPUTHUTE OHOCUHTE3MPaHH
BelleCTBa, HapeueHH npocramuau. Ho cTpykTypaTa Ha NpoCTaMHUAHMAA PELENTOP BCE OLLE HE
e onpeaeiieHa. MexaHu3MbT Ha JIGHCTBUE, YPE3 KOUTO BMMAaTONpPOCT HamManaBa BbTPEOUHOTO
HansArase Npu xopara, € 4pe3 yBeJM4aBaHE Ha OTTHUYEHETO Ha BOJAHHUCTA TEYHOCT Npes
TpabeKkynapHa Mpexka H NOBHLIABAHETO HA YBEOCKNIEPANHHA OTTOK.,

Tumonon e Geta, u OeTaz HecenekTUBeH DNOKED HA aApeHEePTrHYHHATE PEUENTOPH, KOUTO HAMA
3HAUUMO NMPHCBLLO CHMIIATOMKUMETHYHO JEHCTBUE, AMPEKTHO NEUCTBUE HA MHOKap/eH
JAENPECAHT UIIH JIOKATHO aHeCTETUUHO (cTabunusunpawo MmemOpanuTe) Aeitcteue. TuMonon
noHrxkasa BOH upe3 HamanssaHe Ha 00pa3yBaHETO HA BOAHUCT COK. TOUHHUAT MEXaHU3IBM Ha
IeHCTBHE HE € SCHO YCTAHOBEH, HO € Bb3MOXKHO HHXUOHpaHe Ha NOBHILNEHUSA HHKAIHYeH AMP
CUHTE3, NPUYHHEH OT eHAOreHHa feTa-aApeHepPruiHa CTUMYIallUA.

KnuHuunu edekTH
| 2-ce IMHUHO (1BOHHO-MACKUpaHO, PaRAOMHU3UPAHO, B NAPANEHH rpynu) KIUHUYHO
NpOyuYBaHE CpaBHU €(PUKACHOCTTA U DE30MacHOCTTa HAa Kanky 3a 04, pa3TBop, O¢3
KOHcepBaHTH ¢ Oumaronpoct/THMonon 0,3 mg/ml + 5 mg/ml cbe chABpPIKALIKN KOHCEPBAHTH
Karku 3a o4u, pa3Teop, ¢ bumaronpoct/tumonon 0,3 mg/ml + 5 mg/ml npu naunenTH ¢
rlaykoma Wiau oqHa xunepreHsvsa. Kankure 3a oud, pa3reop, 0e3 KOHCEPBAHTH C
Gumaronpoct/Tumonon 0,3 mg/ml + 5 mg/ml noctvrar HenH(EPHOPHA EPHKACHOGP T oo
noduskasaHe Ha BOH B cpaBHEHMWE CHC CHABPKALUMTE KOHCEPBAHTH KANKH 3a £~
oumartonpoct/rumonon 0,3 mg/ml + 5 mg/ml: ropnara rpanunua ot 95% Cl P
JleYeHUa € B PAMKHTE Ha NpeaBapyuTe/IHO oNpeaeneHaTa A0MyCcTHMA rpaHu
Npy BCAKA OlicHEHa BpemeRa Touka (vac 0, 2-pu 4 8-mu) npes ceamuua 12 (
aHanu3) ¥ ChLIO TaKa npes ceamuua 2 U 6 3a cpeaHa npomsiHa Ha BOH na ¢

/
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u3xoano HuBo (BOH nHa cnaboTo oKko ce oTpa3sBa Ha OKOTO € NO-BHCOKO CPEAHO ANYPHAITHO
BOH Ha u3xoaHo HuBo). BebwnoceT ropHara rpanvua ot 95% Cl ve nansuwasa 0,14 mm Hg

npe3 ceamMuAua 12.

JlgeTe rpynd 3a JieueHKe MOKa3BaT 3HAYWUTEIHU CPEHM MOHMKEHHSE B CTATUCTUUECKO 1
KJAUHHUYHO OTHOLIEHUE OT M3XOAHO HYMBO Nno oTHouweHne Ha BOH na cnaboro oko npu BCHUKH
BPEMEBHU TOUYKH 3a MpocaeassaHe npe3 uanoro npoyusase (p < 0,001). CpeanuTe npoMeHu ot
n3xoaHo HUuBO Ha BOH na cnaboto oko Bapupar ot -9,16 go -7,98 mm Hg 3a rpynara ¢
Karnku 3a o4, pa3sTBop, 0e3 koHcepBaHTH ¢ 6umaTonpoct/TuMonon 0,3 mg/ml + 5 mg/mlu ot
-9,03 no -7,72 mm Hg 3a rpynara cbC ChAbp)Kallid KOHCEPBAHTH KalKH 3a O4YH, pasTBop, €
6umaronpoct/Tumonon 0,3 mg/mi + 5 mg/ml npes usnoto 12-ceamuyuno npoyusaHe.,

KankuTe 3a ouu, pa3TBop, 6e3 koHcepBaHTH ¢ bumartornpoct/tumonon 0,3 mg/ml + 5 mg/ml
ChLULO Taka MOCTHraT eKBUBA/IEHTHA e(PUKACHOCT Ha noHuxkasaHe Ha BOH cnpamo
ChbAbPXKALIMTE KOHCEPBAHTH KalKK 3a Ouu, pa3Teop, ¢ bumaronpoct/tumonon 0,3 mg/ml +5
mg/ml npu BOH na cpeano n cnabo oko npy Besika BpeMeEBa TOUKA 3a NMPOCNeAsBaHE Npes3
ceaMuua 2.6 u 12,

B3 ocHOBA Ha NMPOYUYBAHMUATA HA CbABPKALLMTE KOHCEPBAHTH KarllKv 3a O4H, pasTBOp, C
oumaronpoct/Tumonon 0,3 mg/ml + 5 mg/ml edexTbT Ha noHuxkasave Ha BOH Ha kariku 3a
o4y, pazTeop, ¢ Gumaronpoct/Tumonon 0,3 mg/ml + 5 mg/ml e nenngepropet cNpaMo To3u,
NOCTMIHAT 4pe3 JOMbIBALLA Tepanus ¢ 6UMaTonpocT (BEAHBK AHEBHO) U TUMOJIO/ (1BA IBTH

JHCBHO),

JTauHUTE OT HATHYHHUTE JIUTEPATYPHHU UITOUHHLK 38 ChABPXKALMTE KOHCEPBAHTH KankH 3a
ouH, pa3TBop, ¢ OumaTtonpoct/Tumonon 0,3 mg/ml + 5 mg/ml npeanonarar, 4e BeyepHarta
1033 MOXke Ja e no-eeKTuBHa 3a HamanasaHe Ha BOH, otkonkoTo cyTpelunara. Ho Tpsdsa
Aa ce oOMUCH BEPOATHOCTTA OT CrMa3BaHe, KOraTro ¢€ UMa NnpeiBUA CyTpeluHaTa WK

BeyepHaTa Ao3a.

[leanaTpuuHa nonynauus
FesonacHocTTa M e(DMKACHOCTTa HA KanKKTeE 3a 04K, pa3TBop, O€3 KOHCEPBAHTH ¢
oumaronpoct/Tumoon 0,3 mg/ml + 5 mg/ml npu aena va Bu3pacT noa 18 roavHH He ca

YCTAHOBCHH.

5.2 @DapMaAKOKHHETHYHM CBOHCTBA

Kanku 3a ouu, pa3TBop, JiekapcTBeH nNpoaykT ¢ dumaronpoct/Tumonon 0.3 mg/ml + 5 mg/ml
[Tna3sMeHHTE KOHLUEHTpaUUK Ha OUMaTONpPOCT U THMOJON ca ONpeaeneHH B KPbCTOCAHO
NPOYUBaHE, CPABHABALIO JIEHEHUETO UPE3 MOHOTEPANHH, C JICHEHHETO CbC ChAbPIKAILM
KOHCEPBAHTH KAIKK 3a 04H, pa3TBop, ¢ bumaTonpoct/Tumonon 0,3 mg/mi + 5 mg/ml npu
3ApaBy yHacThulM. CucTeMHaTa abcopbumns Ha OTAENHUTE KOMINIOHEHTH € MUHHUMAJTHA M He
ce MOBJIMABA OT €JHOBPEMEHHO NpUiaraHe B €Ha (GOPMyNHpPOBKaA.

B nBe 12-MeceyHH NpoyvyBaHUA Ha ChAbPKALLH KOHCEPBAHTH KankKH 3a OYH, pasTBop, €
bumaronpoct/TuMoson 0,3 mg/ml + 5 mg/ml, npu KouTo € H3MepeHa cucTeMHATa
abcopbuus, He e HAOMOAABAHO HATPYNBAHE HA HATO €MH OT OTACTHHUTC KOMMOHEHTH.

bumatonpoct
bumatonpocT npoHnksa Aodpe B poroBuliaTa Ha HOBEKA M B CKIepaTa npu in vil
MPUIOKEHHE B OUUTE CUCTEMHATA €KCINO3ULIMA Ha OUMATONPOCT € MHOTO HHUCK
HaTpynBaHe ¢ TeUeHUE Ha BpeMmeTo. Ciien NpUNoXKeHHE B OUHTE BEAHDLK AHEB
kanka ot oumaronpoct 0,03% B ABeTe OMH B NPOABL/IIKEHHE HA ABE CEAMHLM
KOHLEHTPALUUTE B KPbBTA JOCTHTAT BpbXHa Touka 10 MHHYTH Chea npunara




M Majat noa AoAHaTa rpaHuua 3a otkpurane (0,025 ng/ml) 8 pamkuTe Ha 1,5 vaca cnen
npunarane Ha no3ata. Cpeannte cToiHOCTH Ha Cuax U AUC o.24nrs €a noaobHu B aeH 7 1 14
npy choTeeTHO npubnuzutento 0,08 ng/ml n 0,09 ngehr/mi, koero nokasea, 4e € AOCTUrHATA
YCTOH4MBA KOHUEHTPALUMA HA NEKapCTBOTO NO BpEME Ha MbpBaTa C€AMHLA OT MpUSiaraHeTo

Ha a¢3aTta B OMHUTC.

BuMaTonpocT ce pasnpeaens yMepeHo B TBKaHUTE HA TANOTO, 4 CHCTEMHHUAT 00EM Ha
pasnpeaeseHHe NIpU XopaTa B ycToiiuuso cwcrosHue e 0,67 I/kg. B uorelnxkara kphB
OHUMaTONpPOCT C€ HAMHpa OCHOBHO B MnasMarta. CBbpP3BaHETO ¢ NJIa3MEHHA NPOTEHH Ha
bumaronpocT € npubnuznrento 88%.

BHMaTOMpPOCT € rMaBHOTO CheMHEHHE, LMPKYJTHPALLO B KPBLBTA, CNIEA KATO JOCTHIHE
CUCTEMHOTO KpbBOOOpallleHHe, NPH O4YHO NpUNokeHue. Bnocneacrere 6umaronpoct
fipeMHHaBa npe3 OKUcieHue, N-IeeTUnupaHe H IMIOKYpOHHUpaHe, 3a aa 0bpa3sysa
pazHoobpasHa rama oT MeTaboIuTH.

BUMaTOnpocT ce eNnMMUHUpa rNaBHo upes 6uOpeyHa exckpelus, 10 67% oT HHTpaBeHO3HATa
N03a, NPUJIOXKEeHa Ha 3ApaBy 40OPOBOIILY, C€ EKCKPETHPpA B ypHHaTa, 25% OT no3ata ce
eKCKpeTHpa upe3 U3npaxxXHeHusaTa. [1onyKMBOTHT Ha eTMMUHALIUA, ONIPEACICH CNEA
HWHTPABEHO3HO NMPHUAOKEHHUE, € NPpUONN3UTENHO 45 MUHYTH; O0LOTO NPEUUCTBAHE HA KPbBTA

e 1,5 I/hr/kg.

XapakTepUCTHKY NMPU NMallHeHTH B CTApYECKa Bh3pacT

Cnen npunaraHe Ha Ao3a 6umartonpoct (1,3 mg/ml no ABa MbTH AHEBHO CpeaHaTa CTOHHOCT
Ha AUC ¢.240rs 0T 0,0634 ngehr/ml 6umaronpocT npy NaUMEHTHTE B CTapueCKa Bb3pacT
(TALMEHTH HA Bb3PACT 65 roJIMHK WIK N0-Bb3PACTHH) € 3HAYUTENIHO No-BUcoka oT 0,0218
ngehr/ml npu MiaauTe 3/paBu Bb3pPaCTHH.

Ho To3u pe3yaTaT He € KIIMHWYHO 3HA4HUM, Thil KATO CUCTEMHATA EKCNO3ULINMA 38 NAUHEHTHTE
B CTApPYeCKa Bh3PACT H MJIAJANTE NALUMEHTH OCTaBa MHOIO HMUCKa CNel NPUIaraHeTo Ha 103aTa
B ouuTe. Hama HaTpynsaHe Ha GUMATONIPOCT B KPBLBTA € TEHEHHE HA BPEMETO H NPOQUABT Ha
6e30nMacHOCT € CXOREH MPH NALIHEHTH B CTApUECKa Bb3pacT M MJIaAH NALUEHTH.

Tumonosn

Cnen npunoxeHue B ounte Ha 0,5 % Kanku 3a o4M, pa3TBoOp NPH Xopa, NOJAIOKEHH HA
onepauus Ha KaTapakTa, BbpXOBaTa KOHUEHTpauus Ha Tumosnon € 898 ng/m! puB BoiHUCTATA
TEYHOCT €IMH Yac Clea NPUNoIKEHUe Ha Jo3aTa. HacT oT ao3aTa ce abcopbupa CUCTEMHO,
KbAETO ce MeTadonuaupa B 3HaUUTEHA CTENEeH B UepHusg 1pod. [TonyKMBOTHT HA TUMOJION B
niaasmara € oxono 4 a0 6 yaca. Tumonon ce merabonuanpa HaCTUUHO B YepHUS ApoB, KaTo
THUMOJION U HEFOBUTE MeTabOIUTH ce SKCKpeTUpaT oT ObOpeuunTe. TUMonon He ce CRLp3Ba B

3JHAYHTENHA CTCNIEH C [1N1da3MarTa.

5.3 IlpeakJHHHYHN JAHHH 32 0e30nNacHOCT

Kanku 3a o4u, pa3Teop, NekapcTBeH NpoaykT ¢ dumaTonpoct/Tumonon 0.3 mg/ml + 5 mg/ml
[Tpoy4BaHus 3a TOKCHUHOCT NPKH MHOTOKPATHO MpHIaraHe B OUUTE Ha CbAbPIKALUM
KOHCEPBAHTH KaMKH 3a OUH, pa3TBop, ¢ bumaTonpoct/Tumoston 0,3 mg/ml + 5 mg/ml ne
NOKA3BAT HUKAKBY KOHKPETHH OMacHOCTH 3a XopaTa. OUHUAT U CUCTEMHHUAT Npopul Ha

6e30MacHOCT HA OTAEAHUTE KOMNOHEHTH e A00pe YCTaHOBEH.,

bumarTonpoct

HeknMHWYHHK JaHHHW HE NOoKa3BaT ocobeH pUCK 3a Xopa Ha Da3a KOHBEHLMOHaN
dapMaKkoJIOrHYHHU MPOYyUBaHUA 3a 0€30NacHOCT, F’EHOTOKCHUYHOCT, KapUHHOICH
[Tpu npoyuBaHWa Ha rpu3aud ca HablOAaBaHKW BUAOBO-CIIELIUPHUHH ADOPTH 11




HWBA HA €XCMO3ULMA OT 33 10 97 NBTH, KOUTO ca MOCTUTHATH NPH XOpa CleA MPHNO0KEHUE B
OuHTE.

[TpunoxkenueTo Ha 6¥MATONPOCT B OYUTE MNPH MaMyHH B KOHUEHTPALKUH oT 2 0,03% anesHo
B MPOABIKEHHE Ha | FTOXWHA € IOBENO A0 NMOBULIEHA MUMMEHTAUHA Ha HPUCa U 10

NnepHOKYJIapHn edekTH, cBbp3aHu ¢ 0OpaTUMaTa j103a, XapaKTepu3npalum ce ¢ M3naaeH ropet
W/MNK NOJIeH CYJIKYC W pa3UiMpABaHe Ha kiena4dara uernka. [loBuiueHara nurmMeHTanus Ha

WpHUCA U3IJIEKIA € NMPUUHHEHA OT NMOBULLEHOTO CTHMYJIHpaHe Ha NPOAYKLIMATA HA MENAHHH B
MENAHOLUWTHTE, a He NopaiH MopHLLIaBaHe Ha TexHus Opoi. He ca HaOnozaBaHU HUKAKBK
hYHKLMOHATHU WX MUKPOCKOIMHUHHY MPOMEHH, CBBP3aHU C NEPUOKYNAPHUTE eeKTH, a
MEXAHU3MDBT Ha ACUCTBHUE 3a NEPHOKYJIAPHHUTE NPOMEHH € HEU3BECTEH.

Tumonon
HexknuHuuHKMTE AaHHU He NOKa3BaT ocobeH pUck 3a Xopa Ha 0a3aTa Ha KOHBEHLIMOHANHUTE

¢hapmMakonOrHuHK NpoyusaHus 3a 6€30NacHOCT, TOKCHYHOCT NTPH MHOTOKPATHO TIpUNaraHe,
reHOTOKCHUYHOCT, KapLIMHOMEHEH NOTEHUHAN, PENPOAYKTHUBHA TOKCHYHOCT.

6. APMAILEBTHYHHA JAHHHU
6.1 CnHcbK HA NOMOLIHMTE BelleCTRBA
Hatpues xiopua

JuHaTpuer xuaporeHdochar xentaxuapar
JlnmoHeHa kucennHa MmoHoxuapat E330

Havpues xuapokcua E524 nnu/n xnoposoaopoana kuceauna 12507 (3a kopekumus Ha pH)
Boaa 3a viekuun

6.2 HecnBMecTHMOCTH
Henpunoxumo.

6.3 Cpoxk Ha roanocrt
2 TOOWHH

OT MUKPOOHONOTHYHA FNeHa TOUKA, CAE/ [TbPBOTO OTBAPSHE, NPOAYKTHT MOXKE Aa ce
ChXpaHABa MakCUMyM 28 nHU. He ce U3ucKBaT crneurantHH yClOBHA Ha chbXpaHeHWe. BpemeTo

H YCIIOBUATA HAa ChbXPaHEHUE Npu ynotpeda, ca OTTOBOPHOCT Ha notpedurens.

6.4 CneuHanHH NpPeANAIHHE MEPKH NPH ChXpaHEeHHe

To3u JICKApPCTBCH NPOAYKT HE UW3UCKBA CITIEUHANTHH YCJTOBHWA HA CBbXPAHCHHUC,

3a yCNOBHATA HA ChXPAHEHUE Clle/l MbPBO OTBAPSHE HA JIEKAPCTREHUS NMPORYKT BHIKTE TOUKA
6.3.

6.5 Buau cbhibpKaHHE HA ONAKOBKATA

cusinkoH) ¢ Bsma HDPE kanauka.
Bunoee onakoekh: | WK 3 OyTuaxy oT 3 ml pa3TBOP B KAPTOHEHA KYTHS.

He Bcnuxy BHAOBE ONAKOBKH MOraT Aa 6baaT rnycnaty 8 npoaaxoa.




6.6 ChneunajHH Npeana3Z’HH MEPKH PH H3XBbpJsHE

Hama cneuuaiHU U3UCKBAHMA.
7. MPUTEXATEJ HA PASPEHNIEHUETO 3A YIIOTPEBA

BAUSCH + LOMB IRELAND LIMITED

3013 Lake Drive
Citywest Business Campus

Dublin 24, D24PPT3
Hpnanaus

8. HOMEP(A) HA PABPEINEHHUETO 3A YIIOTPEBA
Per. No: 20180031

9. JATA HA HBPBO PA3PEIIABAHE/TIOAHOBABAHE HA
PAZPELIEHHETO 3A YIIOTPEBA

aTta Ha NbPBO pa3pewiaBaHe 3a ynorpebda: 23.02.2018
Iara Ha nocaeaHo nogHoBsBaHe: 15.04.2024

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA




