KPATKA XAPAKTEPUCTHKA HA INTPOAYKTA

1. UME HA JJEKAPCTBEHUSA ITPOAYKT

AT
685 7Y L

e

e

Amuntudpu 20 mg/ml + 5 mg/ml kanku 3a o4uu, pa3TBop

Amiptifree 20 mg/ml + 5 mg/ml eye drops, solution

2, KAYECTBEH U KOJTHYECTBEH CbCTAB

Beeku ml cpabprka 20 mg mop3onamun (dorzolamide) (moa ¢popmara Ha 10p30JIaMHUZIOB
XuApoxjopua: 22,26 mg) u 5 mg tumonon (timolol) (moa ¢opmara Ha THMOJIONOB MaJieat: 6,83 mg).

Beska kanka (okoso 35 pl) ceabpika 0,70 mg nopsonamua 1 0,18 mg THMonon.
Bcsika 6yTunka chabpka 5 ml pazteop (He mo-manko ot 105 kanku).

3a MbJIHUS CIIMCHK HA MOMOILLHMTE BellecTBa BHKTe Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Kanku 3a ouu, pa3TBop

bucTtbp, 6e31BeTeH, JJIEKO BUCKO3EH pa3TBOP
pH: 5,0 - 6,0
Ocmonanuret: 242-320 mOsmol/kg

4. KIUHUYHHU JAHHH
4.1 TepaneBTHYHH MOKA3AHHA

[Toka3aH 3a JieueHHe Ha MOBUILEHO BbTpeouHo Hansirane (BOH) npu naumeHTH ¢ OTKPUTOBIbIIHA
riaykoma Wid rnceuoekcosiraTuBHa riaykoma, Koraro MOHOTEpanusTa ¢ JoKalleH beTa-0JIOKEp HE €
I 0CTaTb4yHa.

4.2 Jlo3uMpOBKA H HAYHH HA MPHJIOKEHHE

Jlo3MpoBKa

Jlo3upoBKaTa e eqHa kanka AMUNTH(GPH B (KOHIOHKTUBATHUSA CaK Ha) 3acerHaToTo(ure) oko(o4M) aBa
MbTH JTHEBHO.

AKO ce W3M0JI3Ba APYro JIOKAITHO 0TaaIMOJIOrHYHO CPEICTBO, MEXAY MPHUIOKEHHETO Ha AMuntudpu
M TOBa CPEACTBO TpAOBa 1a UMa MHTEpBaJ MOHE OT AeceT MUHYTH. Masuiara 3a 04u TpsbBa 11a ce

npuJiaraT MoCjaeaHH.

IMauueHTuTe TPsAOBa A2 OBAAT MHCTPYKTUPAHH [a U3MHUBAT PbLETE CH [IPEAH yrnoTpeda v 1a BHUMaBat
OMaKOBKAaTA J1a HE BJIM3a B KOHTAKT C OKOTO WJIM OKOJIHUTE CTPYKTYPH, ThH KaTO TOBA MOX€E Jl1a HapaHH
0KOTO (BX. yKa3aHUATa 3a ynorpeda).




[TaupenTuTe TpsOBa CHIIO Taka na OBAAT HHCTPYKTHPAHH, Y€ NMPH HETIPABUTHO M3TI0N3BaHE €
Bb3MOKHO Pa3TBOPHTE 3a 04U Ja CE 3aMBPCAT C YECTO CpeliiaHu 0aKkTepHH, 3a KOUTO € U3BECTHO, Ue
MOTAT A3 NPUYHHAT OYHH HH(pekumu. Ynorpebara Ha 3aMBPCEHH Pa3TBOPU MOXE & 10BEAE A0
CepUO3HO YBpeXkJaHe Ha OKOTO M TNocieBalia 3aryba Ha 3peHHeTo.

ITeduampuuna nonynrayus

EduxacHocTTa MpH NeAMAaTPHYHUTE MNALIHEHTH HE € YCTaHOBEHA.

Be30nacHOCTTA IPH NEAHATPUYHHUTE NALMEHTH HA BB3PacT Mo 2 roAMHM He € yCTaHOBeHa. (3a
uHbopMalLIMa OTHOCHO Ge30NMacHOCTTa NPH NMEAUaTPHYHATE NALMEHTH HA Bb3pacT OT 2 2 10 <6
rOJMHH BXK. TOUKa 5.1)

HauuH Ha OpHIOKEHHE

OYHO NMPUNOKECHHUE.
MeaKRLUHMHCKHY TIPOAYKT AMHITTH(PH € CTEPUIIEH PasTBOP, KOHTO He ChABpXKAa KOHCEPBAHT.

IIpedu 0a 3anouneme Oa npunazame xankume 3a O¥u:

- Ilpw mepBO H3MON3BAHE, TIPEN Aa KAITHETE €Ha Kanka B OKOTO, LIe TpAOBa Hak-Hanpea 1a ce
YIIPaXX HUTE Aa H3non3Bate OyTHIKATA C KalIKOMEP, KATO % CTHCHETE JIEKO, 33 [1a KANHETE €lHa
Kanka BB Bb3AyXa, JAIEUe OT OKOTO.

- Koraro cre CHTypHH, Y€ MOXKETE f1a KarnHeTe efHa Kanka B ONpelelieHOTO BpeMe, Hibepere
MO3ULHA, KOATO HAMHUPATE 33 Hali-y100Ha 3a NPIIOKEHHETO HA KANIKUTE (MOXKETE fa CeauTe, Aa
JIEKUTE 1O rph0 WIH Ja CTOMTE Npel OrNeAanoro).

Vrkaszanun 3a ynompeba:
1. Tlpenu ma W3Moa3BaTe TOBA JIEKAPCTBO, H3MHUHTE IPHXKITABO PBLETE CH.

2. AKO ONAKOBKATa WIH OYTHJIKATa ¢a NMOBPEAEHH, HE H3NON3BalTe IEKapCTBOTO.

3. Tlpu IrepBO M3MON3BAHE HA JIEKAPCTBOTO Pa3BHITE Kamaykara, clejl KaTo Ce yBEpHTe, 4e
3anevYaTaHUAT NPLCTEH HA Kanadkara He ¢ cuymneH. lle Tpsa0ra na moyyBCTBATE JEKO
CBHIIPOTHBJIEHNE, KOTATO TO3M NMPBCTEH 3a NpeAnassade oT danlundULHpaHe ce OTHYNH.

4. Axo npeanassauaT ot ¢anmuudHuMpade NpbCTEH € XM1abas, ro U3XBbpleTe, ThA KaTO TOH MOXeE
jla MonajHe B OKOTO H Ad I'0 HapaHHU.

5. Haxnodere rnaBara CH Ha3ajJ U BHUMAaTENHO W3OBPHAATE JONHUA KNenad Hanolly Taka, He ga ce
o6pasysa ko6 MexAy OKOTO H Kienaya. Tpsabsa na ce U36Arsa KOHTAKT MEXAY BbpXa Ha
OyTUIIKaTa, OKOTO, KIENavya Wiy NpbCTUTE.

6. CrucHere BHUMATENHO OYTHIKATA 110 CpeaaTa U KAalHeTe e/1Ha Kamka B OKOTO CH. Mo
3alIOMHETE, Y€ MOXe 13 H3MHHAT HAKOJIKO CEKYHAM OT CTUCKaHETO Ha OyTHJIKaTa 10 HITH3AHETO
Ha KankaTta. He cTHCKaHTe NMpeKanNeHO CHIHO. AKO HE CTe€ CHT'YPHHM Kak jaa MpUiiarare ToBa
JieKapcTBO, nonuTaiire Baluys sekap, GpapMaUeBT WIH MEOIULIMHCKA CECTpa.

7. TlaumeHTsT TpAGBa N 3aTBOPH OKOTO CH M Ja NPUTHCHE BLTPELIHHA BI'bJl HA OKOTO 33 OKOJIO 2
MMHYTH. TOBa NpeIOTBpaTABA pa3sNpOCTPAHABAHETO Ha JIEKAPCTBOTO B OCTAHANIATA YacCT OT
TANOTO.

8. H3barealite KOHTAKTA MEXKIY BbpXa Ha OYTHIKAaTa U OKOTO, KJIENAYHTE WIH NIPBCTHATE.
9. AKO € He0OXOAHMO, MOBTOPETE CTHIKUTE 3, 6 M 7 U 3a IPYroTo CH OKO.

10. Cnen ynorpeba v nipeu Aa s 3aTBOPHTE OTHOBO, OyTHKaTa TPSOBa Ja ce pask/iaTH BeQHBNK-B.




oT BBpXa. TOBa € HeoOXONMMO, 33 J1a Ce OCHTYPH ocBOOOXKAAaBAHETO Ha criefBallyTe Kankd. Ciex
NPHUIOKEHUETO 3aBUHTE Kanaykara Ha OyTHAKaTa.

AKO HEKOA KAMNKa He NOCTHTHe oxoTo BU, onuTanTe OTHOBO.

CucremHaTa abcopOLMA ce HAMAABA, AKO CE U3NON3BA HA30JMAKPHMAaTHA OKJTY3HsA WIH KIENaunuTe ce
3ATBOPAT 32 2 MHHYTH. TOBa MOXe Jia OBEAE 10 HAMAIABAHE HA CHCTEMHMTE HEXENaHN €QeKTH 1
NMOBHIIIEHHE HA JIOKANHOTO AeHCTBHE.

4.3 IIpoTHBONOKA3aHHS

AMUNTHODPH € NPOTUBOIIOKA3aH NpH MaLHEHTH C:

- PEaKTHBHH 3a00JBaHNA HA IUXATETHUTE NBTUILA, BKIOYHTENHO OPOHXHAIHA aCTMA HITH
aHaMHe3a 3a OpOHXHATHA acTMa, WIH TeXKa XpOHWTHa o6cTpykTHBHA DentoapobHa bonect

- cuHycoBa 6panukapaus, CHHIAPOM Ha OOJIHMA CHHYCOB BB3€/, CHROATpHaleH 010k,
aTPHOBEHTPHUKYNAapeH OJIOK OT BTOpa WIM TPETa CTENEH, KOHTO HEe C& KOHTPOJINpa C
neficMefiKLp, M31BEHA ChPACYHA HEAOCTATHYHOCT, KAPAHOT€HEH LIOK

- Texkka Gp0peuHa HeIOCTATEYHOCT (KPEaTHHUHOB KITUPBHC < 30 ml/min) unu xunepxnopeMuyHa
anua03a

. CBPBXYYBCTBHTENHOCT KbM €IHO OT WIH U KbM JBETE aKTHBHM BELIECCTBA, HITH KBM HAKOE OT
TIOMOLIIHHUTE BellleCTBa, H30poeHH B TO4YKa 6.1,

H36poeHnTe no-rope NpOTHBOMOKA3aHUA CE OTIPEACNAT OT ChbCTABKUTE H HE ¢a CICLHPHYHH 33
koMOuHanuaTa.

4.4 CreunaJaHu npeaynpe;kIeHHs H NPeANasHH MePKH NpH ynorpeba

Pearxyuu om cmpana na cxpoeunocviosama/ouxamenanama cucmemd

KakTo » apyru noxamHo npuiarany oGTaTMoNOorH4HH NPOAYKTH, TUMONIO HMa CHCTeMHa abcopbiius.
[Topanu GeTa-aApeHepruYHATA CHCTABKA, KAKBATO € TUMOJION, MOIaT Jia Ce& pa3BUAT CBHIIHTE THIIOBE
CHPASYHOCHOOBH, OemoapobHK H ApyTH HEXENaHH peaKUiH, KakTo MMPH MPHICKEHHE Ha CUCTEMHU
6eta-6nokepn. YecroTata Ha CHCTEMHHTE HEKETAHY JICKAPCTBEHH PEaKUMH Clie] IOKAJTHO

o TATMOTOrHYHO NPUNOKEHHE € MO-HUCKA, OTKONKOTO MPH CHCTEMHO NPUJIOKEHHE. 3a HAaMATABaHe
Ha cCHcTeMHaTa abcopbuys BHXKTe TOYKa 4.2,

CopOeuHu HapyuweHus:

[Tpit nanvieHTH ChC CHPAESYHOCHOOBH 3a00sBanuA (Hanp., KOpOHapHa DoJeCcT Ha CBPLIETO, aHI'MHA Ha
[TpuHuMeTan U ChbpA€YHa HEAOCTATHYHOCT) U ApPTEPHAITHA XHIIOTOHHS JIEYEHHETO ¢ beTa-Onokepn
TpaOBa na Obae oOMHCIIeHO BHUMATEIHO M Ja ¢¢ uMa NpeABHI BE3IMOXHOCTTA 348 JIEUeHHUE C ApyrH
akTUBHM cybcTaHuuH. [TallHeHTHTE ChC ChPAEYHOCHAOBU 3a00NaBaHUs TpAOBa Aa ca nof HabmoaeHue
3a MPH3HALK Ha BNIOMIABAHE Ha Te3H 3ab0nABaHNA U HeXXEIaHHU peakLHH.

[Topaau HeraTHBHHA CH eeKT BbPXY NPOBOAHOTO BpeMe, bera-6nokepure TpAOBa a ce Npeanucsar
CaMo ¢ NOBHIIEHO BHUMaHHUE IPK [MALIHEHTH ChC ChpAc4eH OOk OT MbPBa CTEEH.

Cwdo6u HapyuieHUs:
[TauueHTHTE C TEXKH NepudepHH LMPKYJIaTOPHH HapylueHus/3abonasaHua (Hamp., TeXKH GOpMH Ha
Honecr Ha PeiiHo WM CHHAPOM Ha PeltHo) Tpabpa ga 6bAaT NeKyBaHH ¢ NOBHILIEHO BHHMAaHHE.

Pecnupamopru napyuenus:
[Ipy maLMeHTH ¢ aCTMa UMA CHODILIEHHA 3a PECNUPATOPHH HEXKENAHHW peaKLiii, BKIIOMHTEIHO

H CMBPT B PE3yNTaT Ha OPOHXOCHA3BM, CJICH NPUNIOKEHHE HA HAKOH O(TanMOIOTHYHH DeTta-biiokepH.
AMHIITHPH TpaOBa a ce WU3TO3Ba C NOBUILICHO BHUMAHKE MPH NALMEHTH C Nleka/YMEPEHO TekKKa
xpoHnvyHa o6cTpykTHBHa OenonpobHa donect (XObb) ¥ caMo ako noTeHUHanHaTa Noj34-HalBY
MOTEeHLHHUATHHSA PHUCK.




Ueprodpobro yapedcoane

Nopsonamua/Tumonon 20 mg/ml + 5 mg/ml, kanku 3a 04y, pa3sTBOp, HE € NPOY4BAH NIPH MALKUEHTH C
qyepHOAPOGHO YBpexkIaHe U CIEN0BATENHO TPAOBA Aa ce U3NO0Ji3Ba C NOBUIIEHO BHHMAHHE NPH TaKHBa
MaldeHTH.

Hmynono2us 4 c8peXyyscmeumentoc

Kaxto ¥ Apyrd NOKanHO npuiarauy opTaiMoJOrHYHH NPOAYKTH, TO3M JIEKAPCTBEH NMPOAYKT MOXE Na
uMa cucteMHa aGcopbuna. lopzonamun ceabpxa cynpoHaMHIHa rpyna, KAKBaTo HMa H B
cynpouamuaHuTe npoAykTd. [lopagy ToBa NMpH JIOKANMHOTO MY NPHIOKEHHE MOTAT A CC PA3BHAT
CHLIMTE HEXXeNaHH PEakLiiM, KAKTO Y NPH CHCTEMHO MPHIOKEHHE Ha CYTPOHAMHIM, BKITIOUHTENHO
TEKKH peakiMy KaTo CHHAPOM Ha Stevens-Johnson M TOKCHYHA eNUIECPMAIIHA HEKPOJTH3A. AKo ce
NOABAT NPH3HALK HA CEPHO3HH HEXENIAHH PEaKLIUK WK CBPbXYYBCTBUTEIIHOCT, CHPETE
MPUIOKEHHETO Ha TO3H MPOAYKT.

[Mpu npHacHKEHHETO Ha aop3onaMua/TuMonon 20 mg/ml + 5 mg/ml, kanku 3a o4H, pasTsop, ca
HaONIONABAHK IOKATHH HEXeJJaHH PeakLIWH OT CTpaHa Ha OUHTE, CXOAHHU C HAOMIAaBAHUTE NIPH
MPUNIOMKEHHE HA NOP30/IaMUAOB XUAPOXIOPHL, KANKH 38 04M. AKO Ce Pa3sBUAT TaKHBA PCAKLIMH,
Tps6Ba fa ce OOMUCIN CTIMpaHE Ha IEYEHHETO ¢ AMUITTHQPH.

Jlokato npueMar GeTa-610Kepy, MAUMEHTHTE C aHAMHE3a 33 aTOMUS WITH TEXKA aHapUIaKTHYHA
peaklys KbM PasUuHMU anepreHy MoraT aa 6bJarT ¢ MOBALICHA PEAKTHBHOCT, KOTaTo OTHOBO MMAaT
KOHTAKT C TAaKMBA AJICPreHH, U A2 He Ce MOBAUAAT 0T ODHUYaAHHUTE J03H aAPCHAIHH, H3NOA3BaHH 32
nevyeHne Ha aHadWIAKTHYHN peaKkHH.

Cvhememequio aeYenue

[Mpy npusokKEHHE Ha TUMOJION TP TMALMEHTH, KOUTO Bee NpueMar CUCTeMeH 0eTa-011okep, epexTsT
BBPXY BBTPEOUHOTO HANATAHE WM U3BECTHUTE e(EKTH Ha CHCTeMHaTa Oera-Onokana Morar na Obnar
noteHuMpann. [Tpya Te3d MalMEHTH OTrOBOPHT Ha JleyeHHeTo TpabBa fa ce clieay CTPUKTHO. He ce
npenopbyBa eIHOBPEMEHHATA YNoTpeba Ha aBa NokanHu Gera-61okepa (Bx. Touka 4.5).

He ce npenopbyBa eIHOBpEMEHHATa yNoTpeba Ha JOP30IaMHA ¥ NEPOpaTHK kKapooaHXHAPa3HH
HHXHOUTOPH,

Crnupane Ha neyeHuemo

KakTo npH neYeHHue CbC CHCTEMHH 6eTa-610KepH, ako ce Hajlara CliMpaHe Ha 0@ TanMoNoru4HUs
NPOAYKT TMUMONOJ NPH MALMEHTH ¢ KOPOHapHa GONECT Ha ChPLETO, TO JieYeHKETO TPAOBa na ce CnHpa
IIOCTENEHHO.

Honwanumennu epexmu na bema-éaoxadama

Xunoenuxemus/Ouabem:.

Bera-6nokepure TpAOBa Aa ce mpuiaraT ¢ NOBULIEHO BHHMAHHE [IPH NALMEHTH, KOUTO ¢a CKIIOHHH
KbM CTMIOHTAHHO Pa3BHTHE HA XHITOTJIMKEMMUs WITH NPH NALIMEHTH ¢ HeCTaOWIeH auadeT, TIoOHEXe MOTaT
Ia MAaCKHpPaT NPU3HALIUTE H CUMITTOMHWTE HAa OCTPATa XUMOTJIHKEMH.

bera-6nokepHTe MOTAT ChILO A3 MACKUPAT NPH3HALUTE HA XUIEPTHPEOUAU3IBM. BHE3anHOTO CIIHpaKe
Ha JeyeHueTo ¢ GeTa-baokepn MoXKe Na NpeIu3BHKa BJIOIIABAHE HA CHMITTOMHTE.

3abonssanus HA pozosuyYamMa:
OdranmonoruunuTe Gera-6okepu MOTaT Aa NPeAU3BUKAT CYX0Ta B ouuTe. [1auMEHTHTE ChC
3abonABaHUA Ha porosuuaTa Tpabea na OBAaT nexyBaHH C MMOBHLICHO BHUMaHHE.




Xupypeuuna anecmesun:

Odranmonornyuute 6eTa-610KepH MOraT ia MOTHCHAT CUCTeMHHTE beTa-arOHHCTHYHH e eKTH,
HanpyMep, Ha aAPeHaNHHA. AKO NAlMEHTDT MoJyYaBa THMONON, aHECTE3HONI0T BT TpabBa aa OnIe
npeaynpeaeH 3a TOBa.

JIeueHueTo ¢ Hera-60KkepH MOXe Aa BJIOIIKM CHMITTOMHTE Ha MHAacTeHHA rpaBuC.

Honvinumennu ecpexmu om unxubupanemo Ha xapboanxudpasama
JleyeHUEeTO ¢ NepopalHyd HHXUOUTOPU Ha kapOoaHXKWApa3laTa € CBbp3aHo € ypONuTHa3a BCJICACTBHC Ha

HApYIIECHNA HA AJIKATHO-KMCETMHHOTO PaBHOBECHE, 0CODEHO MPH NMALMEHTH ¢ aHaMHesa 3a
HedponuTHAa3a. BhNpeky Ye MpH NPUIOKEHHE HA NIPOAYKTa (3anaseHa dopmyna) He ca HabnropaBaHH
OTKJIOHEHUS B ANKATHO-KHCEIHHHOTO PABHOBECHE, MMa HEUECTH chobUIeHU 32 yponuTHasa. ThH kaTo
B ChCTaBa HA AMHNTH(PH BIK3a TOKaJeH MHXUOHTOP Ha KapBoaHxpApasara, KOATO HMa CHCTEMHA
abcopbuus, No BpeMe Ha ynorpedaTa Ha TO3M JIEKAPCTBEH NPOAYKT NALKEHTHTE C aHaMHE3a 32
HedpONKUTHA32 MOYKE J1a ¢a ¢ MOBHUICH PUCK 3@ PA3BUTHE Ha ypoaWTHA3A,

Hpyeu

JledeHHEeTO HA MALMEHTH € OCTPA 3aKPHTOBIBIIHA [IayKOMa H3HCKBA U Apyrd TCpaneBTUYHH
MHTEPBEHIMH B AONBIHEHHE KBM CPECTBATA, NNOHIKABALIH BHTPCOYHOTO HANAraHe. To3u
NeXapcTBEH MPOAYKT HE € NPOY4BaH NpH MAlMEHTH ¢ 0CTpa 3aKPHTOBIbIIHA TayKOMa.

[Tpu NaLMEHTH ¢ MpeJuecTBAM XPOHHYHU POrOBUYHH Je(eKTH H/WIH aHaMHe34 32 BbTPEOUYHH
onepalry MMa ChOOILEHHA 32 POrOBUYEH OTOK M HeoGparyMa poropuyHa ICKOMNEHCalus o BpeMe
Ha ynotpe6ara Ha qop3onaMua. [Ipy nalMeHTH ¢ HUCBK Opo# Ha €HAOTENTHHTE KIIETKH CBIIECTBYBA
[MOBHLIEH PUCK 3a Pa3sBUTHE HA OTOK Ha JyraBuuara. [1py npeAnHcBane Ha AMHTITU(RPH HA MaLUEHTH
OT Ta3u rpymna TpadBa Aa ce B3eMaT NpeAnasHu MepkH.

[Tpu npunarase Ha IEKapCTBa, MOTHCKALUM TPOAYKIHATA HA BBTPEOYHA TEIHOCT (Hanp., THMOION,
areTasoNaMua) ciell GUITPALMOHHN NMPOLELyYpH, MIMa CHOOIIECHHA 3a OTIENBAaHE HA XOPHOUILATA.
KakTo u npy nprinokeHHe Ha OpyTrH JIEKapCTBa 3a IeHEHHE Ha IN1aykoMa, uMa CHOOIICHHA 32
oTcabBaHe Ha OTTOBOPa KBM O0QTAIMOJIOTHYHHA TUMONOIOB MaseaT Clie/l NpOADKUTENHA ynorpeba
IIPH HAKOHM MTALMEHTH. B KIHHUYHK npoyYBaHua 00aue, B KOMTO Ca MPOCHEAABAHN 164 malMeHTH B
IPOABIKEHHE HA TTOHE TPH FOAHHM, Cle]l TbPBOHAYAIHOTO CTA0MIH3HpaHe HE €A yCTaHOBEHH
3HAYMMH PA3IUKH B CPEIHOTO BLTPEOYHO HAJArane.

H3nonzearne Ha KOHMAKMHYU AU U
Topzonamua/rumonon 20 mg/ml + 5 mg/ml, kanxu 3a 04K, pa3TBOp, HE € MPOYHBAH NIPX MALHCHTH,

KOMTO HOCAT KOHTAKTHH JICILH.
[NanuenTtuTe TpA6Ba Ja 6bAAT HHCTPYKTHUPAHM J1a CBAIAT KOHTAKTHHUTE JELUH OT OMHTE CH NpeaH
NPHIOXKEHHETO Ha MPOAYKTA ¥ Aa Yakar MoHe 15 MUHYTH, Ipe/ix a CH IH CIIOXKAaT OTHOBO.

[legdaTpyyHa OONyJalKA
BuwxTe Touka 5.1

4.5 BiaumomeiicTBHe C APYIH JeKapCTBEHH MPOAYKTH H APYrH GopMM Ha B3aHMO/leHCTBHE
He ca mpoBexIaHH NpOyYBaHus 3a CIELHPUUHHTE MEIHLUMHCKH B3aUMOAEHCTBHUA C AMUNTHDPH.

B xI#HMYHO Mpoy4yBaHe Aop3onaMug/TumMonon 20 mg/ml + 5 mg/ml, kanku 3a ouM, pasTeop, €
M3MOM3BaH eAHOBPEMEHHO CHC CIIEAHUTE CUCTEMHH JIEKApCTBa, 63 ZaHHM 33 HEXKENaHH JIEKapCTBeHH
p3auMogeiicTBus: ACE-HHXHOUTOPH, KAILMECBH AaHTArOHHCTH, AUYPETHLMA, HECTEPOUIHH
[IPOTHBOBB3MANHTENHH CPEACTBA, BKIIOUUTENHO ACTIUPHH, U XOPMOHH (Hanp. €CTPOreH, HHCYITHH,
THPOKCHH ).

ChlIECTBYBa BEPOATHOCT 33 CHHEPTH3EBM, BOEIL JO XHIOTOHUA /UM H3pa3eHa OpauKapaKs, KOraro
odTanMonordyeH pa3TBop Ha Gera-OI0KepH Ce H3M0JI3Ba EAHOBPEMEHHO C NEPOPATHH KARLUMEHH .




(BKTIOYMTEIHO AMHOAAPOH), ChPACHHH MNINKOINUIH, MapacMMIATHKOMHMETHLIH, TBAHETHIHH,
HapKOTHYHH BEIlECTBa U MHXHOUTOPH Ha mMonoamuHookcuaazata (MAQ).

Mma chobleHns 3a NOTeHUMpaHe Ha CHCTEMHNTE NPpOABH Ha Geta-Onokanara (Hamp. MOHUXECHA
ChPAEYHA 4ECTOTa, ASNPECHa) APH XHOBPEMEHEH PHEM Ha uaxubutopu Ha CYP2D6 (Hanp.,
XMUHHAMH, QIYOKCETHH, MAPOKCETHH) X TUMOJOJL.

Burpeku ye NpoAYKTHT (3anaseHa dbopMyJia) cam 1o cebe cH 0Ka3pa caMo cnab edpext WM He oKa3Ba
HUKAKHB eeKT BhPXY AMaMeThpa Ha 3eHHLATa, HMa CIIOpPaIHHH cpOOLIEHNs 3a MuIpHa3a B pe3yITaT
Ha eAHOBPEMEHHO NPHIOXKEHHE Ha OB TATMOAOrHIHH GeTa-6nokepu U agpeHaniH (enuuedpuH).

Bera-6n0KepHTe MOTAT Aa NOTEHUMPAT XHUIOTTHKEMUHHA eeKT Ha NPOTUBOAHA0ETHUTE CPE/ICTBA.

[Tepopanuure Gera-610kepu MOraT Aa NOACHIIAT pubayHa-XUNEPTOHMUATA IPH CIMPaHe Ha IpUeMa Ha
KJIOHHIUH.

4.6 @epTHIHTET, GPEMEHHOCT H KbPMEHE

bpeMEHHOCT
Amuntudpu He TpsabBa oa ce npusiara no BpeMe Ha OpeMEHHOCT.

Jop3onamMun
JIunceaT AOCTATHYHO KIMHUYHKM NAHHH 33 CKCITO3MLIUA IO BPEMC Ha 6pemenHoct. [1pu 3anLiy
A0P30JaMUJl UMA TEPaTOr¢HEH edeKT MpU TOKCHYHY 33 Makkara 03¢ (Bxk. TOuka 5.3).

TuMonon

HsMa 1OCTaTBYHO JAHHY 3a ynorpebaTa Ha TUMOIOJ IIpH SpeMeHHH xeHu. THMOTION He TPIOBa Ja ce
Mpwiara no BpeMe Ha GPEMEHHOCT, OCBEH aKC TOBA HE € Ge3ycnoBHO HeoOX0AMMO. 32 HaMalIABaHe Ha
cucTeMHara abcopOuua BikTe TOUKa 4.2,

EnuaeMHoI0rMYHHTE TIPOYYBaHUs NPH 1epopanHo NpHIIoKCHHE Ha HeTa-OnoKepy HE NMOKa3BaT
HATMYHe Ha MalGOpMaTHBHY edeKTH, HO NOKA3BAT PHCK 38 BETPEMATOHHO 3a0aBaHe Ha pacTeXa.
OcBeH ToBa, NPY HOBOPOAEHHTE ca a0/ aBaHH NpU3HALM 1 CUMITTOMH Ha 6erta-Onokaga (Hamp.,
6paaMKapnus, apTePHATHA XMNOTOHHSA, PECIHPaTOPeH AUCTPEC B XHITOTJINKEMHEA ), aKO NPCOH
PRKAAHETO ¢a MpriaraHu Gera-dnoxepH. AKO TO3M JIEKapCTBEH MPOAYKT Ce npuiara rnpeiu
paskIaHeTo, HOBOPOAEHOTO TPA0BA a € [IOR CTPOT KOHTPO [pes IMEPBUTE AHH OT )KUBOTA MY .

KupMmene

He e H3BeCTHO AATH JOP30IaMHJ e OTAEA B MAHYHHOTO MIIAKO. [Ipy KbPMELIH ILTEXOBE,
MoMy4yapally A0p30JiaMul, € yCTAHOBEHO 1afaBsgHe B HAJNABAHETO HA TETIO HA MOTOMCTBOTO.
Bera-6/10KepHUTe C& OTAESNAT B KbpMata. BbapekH T0Ba, IPH TEPANCETUHHUTS 103H Ha TUMOJION B
KarKHTe 33 O4H, HAMA BEPOSTHOCT B KbPMaTa Ja PUCHCTBAT AOCTATBYHH KOMH1ECTBA, KOUTO na
Npeau3BUKAT KIMHHYHK CUMIITOMH Ha Gera-Gnokana npd HOBOPOJCHHUTE. 32 HAMAIABAHE Ha
cucreMuara abcopOums BibKTe Touka 4.2. AKO C¢ Hanara JIEHEHHE C Amuntudpy, KBpMEHETO HE Ce
npenoprYBa.

4.7 EdexTH BLPXY CNOCOOHOCTTA 32 modupane u padoTa ¢ MALIHHH

He ca npoBe/JaHy NPOy4BaHKA 32 eeKTHTE BbPXY criocobHOCTTA 3a iodHpake ¥ padoTa ¢ MALTHHM.
Bs3MOKHUTE HEKENaHH PEaKlMy, KaTo 3aMbITICHO 3pEHUE, MOrarT a NOBINAAT cnocoOHOCTTa 32
urodupane Wunu pabora ¢ MaliMHK NP HAKOH NMALKCHTH.

4.8 Hexenanu JeKapcTBEHH PEAKUHH
B kNMHHYHO MPOYUYBaHe Ha NOP30aMKUL/ THMOIION 20 mg/ml + 5 mg/ml, xanku 3a O4H, pasTsop,

HAGNIOIABAHNTE HEXKENaH! PeaKUMH ca GUIH CXOMHH CbC ChOOLIABAHKTE NPSIN TOBA MPH 1
Ha Z0P30IaMHIOB XUAPOXJIOPHA WK THMOJIONOB MAeaT, ChbAbPHAIll KOHCEPBAHT.




Io Bpeme Ha KIMHU4YHE Npoy4Banus 1035 nauuenTy ca JIeKyBaHH ¢ leKapcTBeHa popMa Ha
OP301aMHUI0B XUAPOXJIOPUI H THMOJIONIOB Maslear, ChAbpiKalla KoHcepBaHT. [Tpyu npubnu3nTenHo
2.4% OT BCUYKH MalldEHTH JIeYEHHUETO ¢ A0P30NAMHAOB XUAPOXIOPHI H TUMOJIONOB Maear B
neKkapcTBeHa hopMa, ChAbPKAILA KOHCEPBAHT, € MPEYCTAHOBEHO NMOPAAHU JIOKANTHH HEXENAHH PEaKUHH
OT CTpaHa Ha ouuTe; [pu npubymsuTento 1,2% oT BCHYKU NAaBUMEHTH JISYCHUETO € NPeYyCTaHOBEHO
Nnopajy JOKANHHU HeXXeJIaHH peaKLMH OT CTpaHa Ha O4KTe, NpeAnonaraliy aneprus Wi
CBPBXYYBCTBHTEIHOCT (KaTo BE3NATEHHE Ha KICNAYNTE U KOHIOHKTHBHT).

B aBOHOMACKHPaHO, CPAaBHHUTEIHO NMPOY4YBaHE IPH MHOIOKPAaTHO NMPHIOXKEHHE € YCTAHOBEHO, 1€
IOP307aMHIOBHAT XMAPOXJIOPHI H TAMOJIONOBHAT Manear (B iekapcTeeHa ¢popma 6e3 KOHCepBaHT)
MMa CXOAEH Mpodun Ha 6e30MacHOCT ¢ LOP30NAMHAOBUA XUAPOXJIOPHA H THMONONOBYSA Manear (B
nekapcrBeHa ¢popMa, ChIABPIKALLA KOHCEPBAHT).

KakTo ¥ Apyry NOKAJHO MPUIAraHK O TAIMOIOINMIHH JIEKapCcTBa, THMoNnon ce abcopbupa B
CHCTEMHOTO KpBBOOOpalleHue. Tosa MOXKE a NPUMHHM HEXEJIAHU peaKUd, CXOAHH € TE3U IIpH
NPUIOKEHHUE HA CHCTEMHH OeTa-6nokepH. YecroraTa Ha CUCTEMHUTE HEXCNAHU JIEKapCTBEHH
peakLMK Cliel NPUIOKEHHE Ha JIOKAMHY 0TATMONOrHYHH MPOAYKTH € MO-HHCKA, OTKOJIKOTO IpH
CUCTEMHO NPUIIOKEHHE.

ITo BpeMe Ha KTMHWYHKUTE POYYBAHHA HIIM Npe3 NOCTMAPKETUHIOBHS NMEPHOA ¢a CHOOLIABAHH
CNEAHHUTE HEXKENAHY peakuuy MpH NPUI0KEeHHUE Ha A0P30JIaMUAOB XHAPOXIOPU K TUMOJIONOB
Manear B JekapcTBeHa fopma 6€3 KOHCEPBaHT, WIH Ha HAKOH OT KOMIIOHEHTHTE:
[Muoro gect: (= 1/10), Yectn: (= 1/100 mo < 1/10), Hewectu: (= 1/1000 no < 1/100) u Peaxu:

(> 1/10 000 no < 1/1000), C Heu3BecTHA 4eCTOTA (OT HAMTHYHUTE AaHHH HE MOXeE Aa ObJe HanpapeHa

OLIeHKa})]
CHcTeMHO- Jlekapcreena |Muoro Yecrn Heuecrs Peaku C HeH3BecTHA
OpraHHM Kj1acoBe |popma 9eCTH JecroTa*™
{(MedDRA) | _ . | _
Hapymenns ua |[lop3osaMHIoOB MPH3HALK H CHMIITOMH
HMYHHATA XHIAPOXJI 5 HAa CHCTEMHU
CHCTEMA TUMOJIOJIOB aNcpruvyHHU peakLHH,
MalleaT BLB BKJIFOYHTEJTHO
dopma Be3 aHTHOEOEM, YPTHKapHA,
KOHCEPBAHT cepbex, cOpHB,
aHa(HIaKCHR
—_— — - ,
TuMONONOB NPH3HALH # CHMIITOMH |CHphex
MaJICaT, KalKy Ha QIePrudHHU PeakluH,
33 Q4UH, PAa3TBOP BK/TFOUHTETHO
aHTHOEAEM, YPTHKApHA,
JNOKAIH3IKPaH U
reHepann3upan obpus,
anadunakcus
Hapymenus Ha | THMO0J10/10B XHIIOTHKEM HA
MeTabonuimMa 1 |Manear, KankH
XPaHEHeTO (33 QuM, DAITBOD 1 _
MenxuvaHU Tumononos genpecus® |Ge3CbHHE™, KOLIMAPH™*, |XaTIOUHHALKSA
HApYINeHN Masear, KanKH 3ary0ba Ha naMmerTa
38 O4H, pa3TBOpP
- R . — —_
HapymeHnst Ha |Jlop30aaMHAOB rnapobone™® 3aMaiBaHe®,
HepBHATA X Xno napecre3suu®
CHCTEMA KanKkH 33 OYH,
PasTBOP




— — — — - — - — —
THMONOIOB rnapofonue* [3amaitsane*, [mapecresnn®,
MAaNleaT, KANKH CHHKOI™ BIOLIABAHE HA
3a Q4H, PA3TBOD NMPH3HALIATE H
CHMIITOMHTE HA
MHACTEHHA [PABHUC,
MOHHKEHO THOH 0¥,
MO3BLYHO-CBI0B
HHLKACHT*, MO3bUYHA
HCXEMHSA
- r , |
HapymenHna Ha OpP301aMHUIOB |[napeHe H |KOHIOHKTHBA
OYHTE XHIPOXJAOPUI K |cMBbAEHE |/THA
THMQ.J10J10B HH$EKLHA,
MaJeaT BLB 3AMBIJICHO
dopma He3 3pEHME,
KOHCEDPBAHT €PO3HH Ha
POTOBHLUATA,
CbpOeXK B
QUHTE,
| ChN3eHe . ) i
Jlop301aMHIIOB BrananeHue |MpHUOOLHKIM [Ipa3HEeHC, yCeLaHe 3a
XHAPOXJTIODHA, Ha ™ BK/TIOUYHTEHO 4Y3KIO TAJIO B
KAMMKH 38 OUM, Knenauyure’, sayepBrRBaHe*, bonka*, |0xoTO
pa3TBOp ApasHeHe Ha obpa3zyBaHe Ha KPYCTH
Knenayute”* Mo xaenayure®,
MpeXoAHa MHOTTHA
(KOATC OT3BYYaBa caAel
CrMpaHe Ha
Je4YeHHETO), OTOK Ha
porosruara*,
XMIIOTOHHA Ha OYHATa
A6saKa%, OTIENIBAHE HA
XopHoHIeATa (cnen
PHUATPALIHOHHA
_ XUpyprus)*
. Tumononos MPH3HALUHN H |3PHTEIHH MT03a, JUMIONHA, chpbex,
MalleaT, KankH CHMNITOMH  |HapylleHHsd, [OT/enBaHe Ha CBJ3EHE,
a OYH TBO Ha Jpa3HEHE |BKJIHOYHTENH | XOPHOHACSTA Cle/ 3a4epBABAHE,
Ha OUHTE, |0 MPOMEHH B |PHATpaLHOHHA 3aMBIVIEHO
BKIOUYHTEAH |pedpakLuaT |XUpPYprHa® (Bixk. BHXKIAHE,
0 a (B HaAkon |CrierHaHH €pO3HHK Ha
Onedaput*, |ciayuau npeaynpexxaeHus 1 porosduara
KeparuT®, |(nopaiu npeanas’Hi MEepKH NpH
MOHWXXEHa |cnHpane Ha |ynoTpeba, 4.4)
YyBCTBHUTEIH |MHOTHYHATA
OCT Ha tepanusn)*
POrOBHLIATA
H CYXOTa B
ouHTE*
| — — . — ., - - 1
Hapymenus na |TUMOJ0J0B THHUTYC*
yXO0TO H MaJICAT, KankH
aabupuHTa |38 OYH, PAITBOD _
Cupaeuns Tumononos rﬁpﬂ.ﬂH kapau |0oJika B repauTe®, ATPHUO-
HapyIieHHA MaJieaT, KalKH a* ManmuTauuH*, oToxk*, |BEHTpHKY.Jape
38 O4H, Pa3TBOD apHTMMA™*, 3acTolHa  |H 610K,
ChpaeYyHa cbpleyka
HEOOCTATBYHOCTY, HETOCTATBHUYHO
ClIHpaHe Ha ChpLeTo™, |cp-— -
ckpaeyeH QMoK




- -
CobaoBRu
HApYIIEHHS

Jop3onaMunos
X XJIO

KankH 3a O4H,
a3TRO

—_—r

TUMOROJ0B
Manear, KalnkH

334 O4YH. pa3TBOp

Ho p30NaMHAOB

X XJIo

KANKH 38 OYH,
pa3Teop

PecnHpATOpHH,
rpbAHH H
MeIHACTHHAIHH
HAPYUIEHHA

Cromamno-
YpeBHH
HApYOIeHH A

ﬂﬂ p30.JidM HI10B
XHIPOXNOPHI H
THMOJOQI0B

KOHCCDBAHT

anar |

ﬁ

cohpuednene,
Taxukapaus

apTepHaTHa
XHMOTOHNA ™,

K1ay AMKaLHo,
denomen Ha Pe#tno”,

CHUHY3HT

CTy/€HH pBUE H Kpaka® |

XUNEPTOHHA

3aKyX, JUXATETHA
HEAOCTATHYHOCT,
PHHHT, PAJKO
OpOHXOCMA3BM

" = S

Iop30aMHAOB
XHUIPOXJIODUA,
KANKH 33 OYH,

pa3TBOD

T

enucTakcuc*

JHCITHEA

THMOJIQJOB
MaJleaT, Kanky
38 O4H, pa3TBO

nucnHea*

dpoHxocnaztM
(MpeAHMHO MPH
MaLMEHTH CBhC
CBILECTBYBALIO
CNACTHUHO
zabosiaBaHe)”,
aMXaTesiHa
HEeBOCTATBYHOCT,
kamnuua®

ﬂﬂ p301aMHao0B
XUIPOXTOPHIL K
THUMOJO/I0B
MAJeaT BbB

dopma Ge3

KOHCEpPBAHT

AKCIrey3ns

XHAPOXJIOPHA,
KAMKH 33 QYH,

Jop30namMunoB |

].
raneHe™

LOpAasHEHE Ha I'bploTo,
cyxoTa B ycTara®

pa3TBoOp
TUMOQJIOQIOB
MAJICAT, KANKH

32 O4H, Da3Th

rageHe”,
nucnencua™*

-

QUapHs, CyXoTa B
ycrata®*

JUCTEY3HA,
HONKU B

KOpeM4,
OBPbIIAHE

— S
HapymeHns Ha

KOKATA H
HOAKOXKHATA
TBKAH

_[l——

XUIDOXJIODHA H
THMOJIONIOB
MaacaT BbB

dopma 6e3
KOHCEPBAHT

1
Jop3oaMHaoB

1T 1

— =

KOHTAKTEH AEpMAaTHT,
cHHAPOM Ha CTHBBHC-
JXXOHCBH, TOKCHYHA
enuaepMania
HEKpOIH3a

Hop3onaMunos

XUIPOXIOPHA,

KankHy 34 O4H,
a3TBO

o6pus*




TumMoN010B anorneuus ™, KOxeH OOpUB

MaJ1eaT, Kanku IcopUasuOpMes
33 OYM, Pa3TBOD 0OpHUB WU O0OCTPAHE
Ha ncoprasnc* |

Hapymenns va |THMononos CHCTEMEH YNyC MUAAICUA
|IMyCKYyaHO- MAaJICaT, KalKH EpPUTEMATO3YC
CKeJIETHATA H 32 OYW, Pa3TBOD
CheAHHHTETHATA
ThKAH —— R , i J -
Hapywiennust Ha |Jlop30JaMHIOB YPOJIHTHA3E
6nbpenure 1 XHIPOXJIOPUIL H
NHKOYHHTE THMONQJIOB
ILTHIA MAJIEAT BBB

tdopma Ge3

_|kOHcepBaHT | |

iHapymenus na | THMoONIONIOB Gonecr Ha [Teliponn®, |cexcyanHa
BB3INPOH3IBOANTE |MaNeaT, KANKH NOHHAKEHO THOHIO OUCHYHKIHA
JIJHATA CHCTEMA H |32 OYH, Pa3TBOD
ILPAATA _ ,
O6mn Jlop30a1aMH OB acCTeHHA/yMO
HAPYLIEHUS H XUAPOXJIOpHA, pa*
ePpeKTH HA Kanky 3a O4H,
MSCTOTO HA pPasTBOD _ _
npUAGKCHHE TumMononOB ACTEHHA/YMO

Malear, Kalku pa*

32 OYH, PA3TBOP

*Te3x HeXKENaHH peakliH ca HabmrolaBaHH M TIPH NTPUIOKEHHUE Ha JOP30J1aMHIO0B XHAPOXIIOPHA U
THMOJIOIOB MAJIEAT B JlIeKapcTBeHa GOpMa C KOHCEPBAHT N0 BpeMe Ha NTOCTMAPKSTHHIOBHUSA MEPHO.
** JIOMBJIHUTENHY HEXEIaHH PeaklMy ca HabnoaaBaHu Ipd ynorpebdara Ha Apyrd opTanMoIOrHYHH
OeTa-010KEPH M € BB3MOXKHO Jia C€ Pa3BHAT M MMPH JOP30MaMHIOB XHAPOXJIOPHI U THMOJIONOB MaJleaT
B fiekapcTBeHa opMa 0e3 KOHCEPBaHT.

Cpo0l11aBaHe Ha NOJO3UPAHHU HEXETAHU PeaKIIHH

Crof11aBaHeTO HA NNOA03UPpaHY HeXENTaHM peaKiiy cel| paspeuiagaHe 3a ynorpeda Ha nekapcTBeHuA
NPOOYKT € BakHo. ToBa M03BONABA Oa MPOABDKH HaOMOAEHHETO Ha ChOTHOLIEHHETO MOJI3a/PHCK 32
JIEKapCTBEHHA NPOAYKT. OT MEAMLIMHCKUTE CIIEUHATHCTH C€ U3KMCKBa Ja choblliaBaTr BCAKa
MOAO3HPAHA HEXKENaHa peaklys upes

H3menHdTEeNHA areHLMA Mo ekapcTeaTta

via. ,,JamMan ['pyes” Ne 8

1303 Cogus

Ten.; +35 928903417

vebcaiiT: www.bda.bg

4.9 Ipenosnpane

JIuncBar AaHHH MO OTHOIICHHE HAa CBPBXI03UPAHE, MOPAaH CIyYaiHO HIIM YMHIUUIEHO NMOIrTbillaHe OT
X0pa Ha JOp30JaMHIOB XHAPOXJIOPHI ¥ TAMOJIONOB MajieaT B JIekapCcTBeHa (popMa C KOHCEPBAHT HIH
Ha JOP30JAMHIOB XHAPOXJIOPK U THMOMONOB MaleaT B JIeKapCcTBeHa GopMa 0€3 KOHCEPBAHT.

CUMOTOMHU

HNMa crnobleHns 3a npeRo3upaHe Mo HEBHUMAHHE Ha OPTAMMOJOrHYEH Pa3TBOp HA TUMOIIOJIOB
MasieaT, KOeTO BOAY OO Pa3BUTHE HA CHCTEMHU € eKTH, CX0OHU ¢ HabmoaasaHHTe NIPH Npeno3upaHe
Ha cHicTeMHM Oera-OnokepH, KaTo HanpyuMep 3amalipaHe, rinasobonue, 3anyx, Opanukapaus,

OpoHxocnma3sbM M CIIHpaHe Ha ¢bpLeTo. Hal-uecture npu3Hauy H CUMITOMH, KOHTO MOTAT 44 C¢ _
o




OYaKBAaT MpH NPeA03NpaHe Ha JOP30JIaMH], Ca eJICKTPONMTHY HapyILEeHHUA, Pa3sBUTHE Ha allH103a H
eBEHTYATHO e€KTH OT CTPaHa Ha LIEHTpanHaTa HEPBHA CHCTEMA.

JTaHHWTE OTHOCHO CAYuYaHO WIM YMHLWICHO NMpefo3vpade Ha oP30JIaMHI0B XUAPOXIOPUL NPH Xopa
ca orpaHiueHH. [1py NorpLIaHe Npe3 YCTaTa MMa ChOOLIEHHA 32 COMHONECHTHOCT. I1pH ToKanHo
MPUIOKEHHe MMa crOOLIeHKs 3a cnenHuTe edexTu: raaeHe, 3amalisane, rnapobonue, yMmopa,
HeoOHYaliHK ChbHHMINA U aucdarusg.

JleyeHue

Jleuernunero TpaOBa Ja 6bAe CHMNTOMATHYHO M NOAABPxKaWo. TpadBa na ce cneadar HYBara Ha
CepyMHHTe eneKTposuTH (ocofeHo Ha kanus)  pH Ha kpeBTa. [IpoyuBanuATa nokasBar, 1€ THMONO!
HE Ce JHAIH3NpA JIECHO.

5. GOAPMAKOJOT'HNYHH CBOMUCTBA

5.1 dapMakoIHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHa rpyna; AHTHTIIAyKOMHH NIpenapaTy 1 MHOTHLHM, GeTa-610kepH, TUMONON,
komOuHariny, ATC xon: SO1E D31

MexaHH3BM Ha JeHCTBHE
AMHUITTHGPH Ce CHCTOM OT IBA KOMIOHEHTA: AOP30JaMHI0B XHAPOXJIOPHI H THMOJIONOB MaJlearT.

Bcekn ealH OT Te3H KOMIIOHEHTH MOHMXKABA IMOBUILCHOTO BETPEOYHO HANATAHE YpE3 MOTHCKAHE Ha
CeKpeuusaTa Ha BBTPEOYHA TEYHOCT, HO IMOCTUTA TOBA MO Pa3jIHYCH MCXaHH3IbM.

Jop30AaMHIOBHAT XHAPOXJIOPHIL € MOLIEH MHXHOUTOP Ha YoBelIkaTa kapboanxuapasa IL.
HUuxnbupanero Ha kapfoaHxuapasaTa B HUITHAPDHHTE H3PAaCThIM HA OKOTO HaMaNABa NPOAYKLUHMATA HA
BHTPEOYHA TEYHOCT, BEPOATHO upe3 3abaBaHe Ha oOpa3yBaneTo Ha 6ukapboHaTHH HOHH, KOETO BOOH
O NoCNenBaIllo OrpaHHYaBaHe Ha TPAHCIopTa Ha HaTpuil ¥ BoAA. THMOIONIOBHAT Majear €
HecenexkTHBeH OeTa-aapeHepruyeH 6nokep. 3a MOMEHTA TOUHHAT MEXaHH3IBM Ha AEHCTBHE, MO KOKWTO
THUMOJIOJIOBHAT MaleaT HaMalgBa BhTPEOYHOTO HANSraHe, He € HAITBJIHO U3ACHEH, Makap

¢y opecliMHOBOTO H TOHOTpad)CKUTE H3CNEABAHUSA 1a FOBOPAT, Y€ OCHOBHOTO MY HEHCTBUE CC
W3pasfBa B HaMalABaHe Ha 00pa3yBaHeTo Ha BLTPEOYHA TEYHOCT. B HAKOM npoyyBaHuUA obadye ce
orfensas3Ba 1eKo yBennuasaHe Ha oTTuyaHeTo. KomOGuHupanusat edekT Ha Te3u ABe CPERCTBa BOIY 10
[O-roJaMo MOHWKaBaHe Ha BhTPpeodHoTO Hansrade (BOH) B cpaBHEeHHE ¢ TOBA, KOETO ¢€ MOCTUra Npu
pUaraHe Ha BCAKA €HA OT ABETE CbCTABKH MOOTAEIHO.

Cren JOKAIHO MPHIOKeHHe AMUNTH(PH HaMANABa MTOBUILEHOTO BTPEOYHO HaNAraHe, Oe3 3Ha4YeHHe
AaNH TO € CBBP3aHo C INMayKoMa. [TOBHILIEHOTO BETPEOUHO HANATaHE € 3HAYMM PHCKOB axTop

B [IATOreHEe3aTa Ha YBPEeXJaHeTO HA 3PUTETHHA HepPB U 3arydara Ha 3pUTENHO MOJIe MPH INayKoMa.
To3u nexkapcTBEH NMPOLYKT HAMANIABA BBTPEOUHOTO HANIArase, 0e3 Ja nNpeiM3BHKBa Y€CTUTE HEWENaHH
eeKTH Ha MMOTHLIMTE, KATO HOLUHA C/IeMN0Ta, CNa3bM HA aKOMOAALMATA H CBUBAHE HA 3€HULIUTE.

DapMakQIUMHAMUYHA ebekTU

Knunuunu eghexmu

[IpoBeacHHU ca KITUHHUYHU npquBaHHﬂ C IPOABDKUTETHOCT A0 15 Mecela, 3a ia Ce CpaBHY €(eKThbT
Ha JOP30IAMHIOBUA XHAPOXIOPH/ H THMOJIONIOBHA MaJieaT (B JiekapcTBeHa HopMa ¢ KOHCEPBAHT) Py
MpUAOKEeHHe 1Ba ITbTH AHEBHO (CYTPUH H Beyep), NO OTHOLUEHHE Ha MOHIKaBaHe Ha BhTPEOYHOTO
HaNAraHe ¢ e)eKTUTE HA MOOTAENHO U EJHOBPEMEHHO Npunarany Tumonon 0,5% u gopsonamun 2,0%
[pH NalMEeHTH ¢ [IayKoMa WM NOBHIIEHO OYHO HAIArAaHe, 33 KOMTO KOMOHHHPAHOTO JIEYCHHE

€ MPEeEeHEHO KaTo YAa4yHO B H3CAeABaHUATA, B TOBA YMCNO BAW3AT KAKTO HEJIEKYBaHH NMALMEHTH, TaKa
Y MalMEHTH, AP KOUTO C TUMOJION KaTO MOHOTEpPArUS HE € MOCTUIHAT BOCTaTh4¢H KOHTPOI.
[loBeueTo naHeHTH Ca JEKYBaHH ¢ MOHOTEpanuA ¢ NOKaneH Ge'ra-ﬁnnxep Npeay BKIKYBAHE




ITHTH AHEBHO HMAT NO-TOMAM ePEKT MO OTHOLIEHHE HA MOHMKABAHETO HA BETPEOYHOTO HATATAHE OT
TO3M 33 MOHOTEpAINHATA XKaKTO ¢ Aop3onamua 2% Tpu bTH JHEBHO, Taka M ¢ TUMonon 0,5% npa neTu
nHerHo. EdeKTHT Ha I0P301aMUA0BHA XHAPOXIOPUI H THMOIONIOBUS MasteaT (B iekapcTBeHa dopma
C KOHCEPBAHT) ITPH NPWIOKEHHE Ba ITBTH JHEBHO MO OTHOLIEHHE H2 NOHMKABAHETO HA BRTPCOHOTO
HaJISraHe e eKBUBANICHTEH Ha TO3M Ha ¢IHOBPEMEHHOTO NMPWJIOKEHHE Ha ZOPp30JIaMU/l 18A MMBTH
IHEBHO H THMOJIOJ OBa MBTH AHeBHO. EQEKTHT HA A0P30JaMHOOBHA XHAPOXNOPHI ¥ THMOIOIOBHA
Mmanear (B JexkapcTeeHa ¢opMa ¢ KOHCEPBAHT) MPH TIPHIOKEHHKE ABa ITbTH JHEBHO 10 OTHOIICHHE Ha
MOHMXKABAHE HAa BETPEOUHOTO HANATAHE € JI0KAa3aH Upe3 H3MepBaHe Ha BETPEOUHOTO HajlsiraHe

B pas/MYHH YACOBE HA JEHA, KaTO MPH ABJIrOCPOYHO MPUIOKEHUE TO3H eeKT ce 3ama3sa.

IIpyu aKTHBHO KOHTPOJIHPAHO, NapajieNIHO, ABOAHO MACKHPAHO Npoy4BaHe NpH 261 NauueHTH

C MOBMINEHO BETPEOYHO HansraHe > 22 mmHg B eAHOTO WM B IBETE OYH, AOP30IaMUIOBUAT
XKOPOXJIOPH, K THMOJIONOBHAT MasieaT (B iekapcTeeHa GpopMa O6e3 KOHCEPBAaHT) HMaT NOHKXaBall
BLTPEOYHOTO HajiAraHe eQeKT, CKBUBANECHTECH HA TO3H OT AOP30/aMHI0BHA XHAPOXIOPUA H
THMOJIONIOBHSA MaTeaT (B JiekapcTBeHa GopMa ¢ KoHcepsaHT). [1po¢unsT Ha O€30MacHOCT Ha
[OP30NaMUIOBHS XHAPOXIIOPUA H TUMOTIONOBHA Maear (B JIeKapcTBeHa gopMa Oe3 KOHCEPBaHT)

e cxO/eH Ha TO3H Ha A0P30JIaMHUIOBHA XHAPOXIOPH ¥ THMONONOBHS Maneat (B JeKapCTBeHa popmMa
C KOHCEPBAHT).

[lenaTpuyHA NOOYJIALIHA
[IpoBeneHO € TPUMECEYHO KOHTPOJIHMPAHO MPOYdIBaHe ¢ rMaBHA LE) AOKYMEHTHPAHE Ha 0e30TacHOCTTa

Ha 2%-aus 0TATMOJIOTHYEH Pa3TBOP Ha JOP30JIaMKI0OB XHAPOXJIOPHA MPH ACLA H& Bh3PacT Noa

6 rogueK. B ToBa oTBOpPEHO npoyysaHe 30 NalUeHTH Ha BB3PacT noj 6 rofHHH U MO-TroJ%Ma UH
paBHA HA 2 FOAWHM, NPH KOUTO BRTPEOUYHOTO HAJIATaHe HE € OMI0 KOHTPONHPAHO B AOCTAThYHA
CTeleH NPH MOHOTEPAITHSA C JOP30JIAMU HIH THMOJION, Ca MOJTYy4aBsalii A0p30JaMHIOB XHAPOXJIOPHA
1 TUMOJIONIOB ManeaT (B lekapcTeeHa (opMa ¢ koHcepBaHT). EpUKacHOCTTa IpH Te3W MALMUEHTH He

e ycTaHoseHa. B Tasm Manka rpyna malyeHTH NPWIOKEHHETO 1Ba bTH AHEBHO Ha OP30JIAMHIOB
XMAPOXJIOPH ¥ TUMOJIONOB MaJeat (B iekapcTBeHa jopMa ¢ KOHCEPBAHT) KaTo Lo € Ouno nobpe
NoHeceHo, Kato 19 naiMedTH ¢a 3aRsPIIIN NMPOYYBAHETO, 2 I |1 ca oTnagHaM MopagHu onepaums,
NPOMSHA Ha IEUEHHETO MY NMOPAAH ApyTra NpHYMHa.

5.2 @apMaKoOKHHETHYHH CBOlCcTBA

Hopzonamudog xudpoxnopug
3a pa3snuKa 0T IIEPOPAHOTO NPHIckeHHEe Ha HHXMOMTOPH Ha kapboaHx1apasarta, TOKaIHOTO

NPHIOKEHHE Ha I0P30JIaMHIOBHA XUAPOXIOPH MO3BOJIABA Ha AKTHBHOTO BEILECTBO Aa YIIPAXHH
eeKTHTEe CH AUPEKTHO B OKOTO MPH 3HAYKHMO N0-HHCKA 1032 U CIETOBATENHO I10-HUCKa CUCTEMHA
eKCMO3HLIMA. B XIMHUYHUTE MpOyuYBaHUA TOBA BOAY A0 OHKXaBaHe Ha BETPEOUYHOTO HalAraHe 6e3
ANKANHO-KMCEJIMHHUTE WIH €NEKTPONMTHH HapYLUSHH, XapakTepHH 3a NePOPaTHUTe HHXUOUTOPH Ha
KapboaHXpuapasara.

[pi JIOKANHO MPHAOKEHHE AOP30JaMHKJ] AOCTHIA CHCTEMHOTO KpbBooOpalieHHne. 3a la ce OLeHH
MOTEHLUMATHT 38 CHCTEMHO HHXHOHpaHe Ha kapboaHxHapa3aTa ¢liel IOKAIHO NPUIOKEHHE, ca
H3IMEPEHH KOHLIEHTPALMUTE Ha aKTHBHOTO BEILIECTBO M METaboaMTHTE MY B €PHTPOLIMTHTE (depBeHUTE
KPbBHH KJIETKH) U [UTa3MaTa, KakTo B HHXHOUpaHeTo Ha €puTpoLMTHATA KapOoakxuapasa. [1pu
NPOABKHTENHO NPHIOKEHHE JOPICNaMHUI KyMYITHPA B €PUTPOLIATATE B PE3YTAT HA CEJIEKTHBHO
CBbP3BaHEe KbM KapOoauxuapasa-Il, kaTo B IasMara KOHLIEHTPaUUsATa Ha CBOOOAHOTO aKTHBHO
BEIIECTBO CE MOATBPA U3KITIOUHTENRO HUCKA. M3X0QHOTO aKTUBHO BeiecTBO 00pa3yBa enuH
N-ae3zerun merabonur, Kolito e no-cnab nHxuburop Ha kapboaHxuapasa-l1 B CpaBHEHHE ¢ H3XOIHOTO
AKTHBHO BELLECTBO, HO MHXUOHpPa H euH OT Mo-cnafo akTUBHUTE H30eH3UMH (Kapboauxuapasa-I).
To3u MeTabONUT CHINO KYMYJIHPa B €PUTPOLHMTHTE, KbAETO CE CBBP3Ba NPEAUMHO ¢ KapboaHXHApa3a-
1. Jlop3onamMuz ce CBbp3Ba C IUIa3MEHKTE POTEUHH B yMepeHa creneH (npubnusurenHo 33%).
IopsonaMuil Ce OTAENA OCHOBHO HEMPOMEHEH ¢ YpHHATa; META0OIUTHT MYy CHLIO CE OTACHA C
ypuHara. Cnieql IpeyCcTaHOBABAHE Ha MPHEeMa EPUTPOLIMTHUTE CE OYKCTBAT OT AOP30NaMUA HEIMHEHHO,
KOETO BOIAU [0 TbPBOHAYATHO 6Bp30 HaMalgBaHe HA KOHLIEHTPAUKMATA Ha aKTHBHOTO BELLECTBO,
ocieaABaHo oT No-0aBHa (pa3a Ha ENUMHHALIMA ¢ NOAYKUBOT OKOJIO YETHPH MECCLA. =




ITpu nepopaiHO NPHIOKEHHE HA IOP30/IaMul € Led CHMYJIMPAHE HA MAKCHMaNHa CHCTCMHA
SKCIIO3MULIASA Ol JBITOCPOUHO JTOKATHO MPHJIOKEHHUE B OKOTO, CTALHOHAPHO ChCTOAHME C€ MOCTHra
B paMKuTe Ha 13 ceamMHL. B cTalMOHapHO CBCTOAHNE B [UIA3MA4TA Ha NPaKTHKa HiMa CBOOOAHO
AKTHBHO BEIIECTBO WIKM MeTabonnT; HHXHOUpAHETO HA kapOoaHXHapa3aTa B €epHTPOLIMTHTE € MO-
cnabo u3pa3eHo OT 04AKBAHOTO, KOETO € HEeoGXOLMMO 3a OKa3BaHe Ha GapMaKoJIOTHYeH eeKT BBPXY
6uOpeyHara GyHKUMA WK JMIAHETO. CxoaHY GapMaKOKMHETHYHH PE3YJITATH Ca NOJyHeHH Clel
[IPOIBIKHMTENHO JIOKANHO NPHIOKEHNE Ha 10p30/1aMIA0B XUApoxJopua. Bunpeku TOBA, HAKOHU
BBH3PACTHM MAlMEeHTH ¢ OpOpeyuHa HEA0CTaThYHOCT (M34MCIIEH KpeaTMHHHOB KnupbHC 30-60 ml/min)
ca ¢ [[O-BUCOKA KOHIICHTpALIMA Ha MeTab0/TuTa B €PUTPOLHTHTE, HO 6e3 3HaYMMH pa3IUKH B
MHXMOHpaHeTO Ha KapOoaHxuapasaTa 1 6e3 KIMHUYHO 3HAYHMH CUCTEMHH HEXETaHH e(eKTH, KOUTO
MOLaT Ha C& OTAAJAT NPAKO HA Ta3H HaXoZKa.

Tumoron08 Maneam

[Tpu npoy4BaHe Ha IUTa3MEHaTa KOHUEHTPALUs Ha aKTHBHOTO BEIECTBO MPH LIECT YYACTHULIH

¢ Onpe/ieNieHa CHCTEMHATA eKCTIO3MINA Ha THMOJO0] 1Py [BYKPATHO JHEBHO NIOKANHO NPHIOKEHHUE Ha
0,5% THMOJOJNIOB MaJIeaT, pasTBOP 32 QM. CpenHaTa MMKOBA ITa3MeHa KOHLIEHTPaLus Crel
cyTpetiHo mpuioxenue € 0,46 ng/ml, a cnen Be4epHO NPHIOKEHUE € 0,35 ng/ml.

53 IIpeAKAMHHYHH AaHHH 32 0e30MacHOCT
OYHATE ¥ CUCTeMHUTe IpoduIK 32 6e30MacHOCT Ha OTASNIHUTC KOMITOHSHTH C4d nodpe W3IBECTHH.

HNop3zonamun
[Tpu 3aifuy, Ha KOUTO € NpraaraH A0p30i1aMiil B TOKCHHHH 3d Maijikara 031, CBBP3aHH C
MeTabonuTHA aUMR034a, ca HabmonaBaHi MangopMaluri Ha TeaaTa Ha PEIUICHATC.

Tumonon

TIpoyuBaHHATA BBPXY KHUBOTHH He OKA3BAT HATHHHE HA TEPATOTCHEH edeKT.

OcpeH TOBA He ¢a HabIMoIaBaHN HexenaH! eGeKkTH OT CTpaHa Ha OUMTE NPH XKUBOTHH, Ha KOHMTO ca
OpHIATaHH JTOKATHO PasTBOp 3a 09YH J0P30JIaAMHUI0B XHAPOXJIOPHA H THMOJIONIOB Majiear, HWTO MpH
TaK{Ba, Ha KOUTO JOP30NaMIA0B XHAPOXIOPHA H THMONONO0B MaNeaT ¢a npHiarati 3aeJHO.
Ipoy4BaHusTa in vitro U in vivo Ha BCAKA €/1HA OT CHCTABKUTE HO [IOKa3BaT HAIMYUE HA MYTarcHeH
norequuan. [Topanu T0Ba, MPH IpUIaraHe Ha AMUNTHOPH B TEPANEBTHYHH JO3M HE CE O1aKBa ocobeH
PHCK 3a XOpa.

6. OAPMALIEBTHYHH JAHHH
6.1 CrnucbK Ha TOMOIHHTE BeLUECTBA

Xumpokcuerhnuenynosa 6400-11900 mbPa-s
ManuTon

Hatpues uuTpat

Harpries XMOPOKCH] (32 KOpEeKUMA Ha pH)
Bopna 3a HHXEKLHH

6.2 HecbBMECTHMOCTH
Henpunoxumo.

6.3 Cpok Ha roaHOCT

2 TONUHH

CpoKbT Ha FOAHOCT Ha TO3M MPOAYKT ClleA MBPBOTO OTBAPAHE Ha OyTHIIKaTA € 90,0
pa



3a yCAOBUATA 32 CbXPaHEHHe Ha MPOAYKTA CNIEA MHPBOTO OTBAPAHC Ha GyTHiKaTa, BIDKTe TOUKE 0.4.
6.4 CHnenHaaHH YCJIOBHA 33 ChXPAHCHHE

Jla ce cpxpanasa moa 30°C.

JlokazaHa e XuMU4HA ¥ GpH3NUHA cTabunHocT npu ynorpeba B mpoub/hkeHHe Ha 90 IHU MpH 25+ 2°C.
Ot Mukpo6HONOrHYHA TTIEIHA TOUKA, ClIE] KATO € OTBOPCH, NPOAYKTBT MOKE JIa CE ChXpaHiABa B

MPOAbKEHHE HA MakCUMyM 90 ITHH MPH TEMMNEpATypa NoA 25°C. Ilpy apyrv BpeMeHa H yCNOBHA Ha
CbXpaHeHuMe Mo BpeMe Ha ynotpebara HOCH OTTOBOPHOCT noTpedHTENIT.

6.5 Bnua H ChALPXKAHHE H3 ONAK0BKATA

OLaKOBKATA C& CHCTOH OT 6na 6YTHKA OT MONHETIHIEH C HUCKA IUIBTHOCT (3 ml) ¢ MHOT01030B
ATUTHKATOP KanKOMEP OT NOMHETWIEH ¢ BUCOKA IUTBTHOCT, KOETO NpEAOTBPATSBA oOpaTHOTO
3aMBPCABAHE HA ChIbPKaHUETO 61aronapeHue Ha CUIMKOHOBA KniarnaHHa CHOTCMA B BpBlI@HE Ha
¢unTpupaH BB3AyX B OyTHIKaTa, Mpeanaspala ot danuudyuMpaHe Kanayka Ha BAHT OT NOJUETHIICH
C BUCOKA IMUIBTHOCT U XapTOHEHA Ky THA.

Bceaka GyTunka caabspixka S ml pa3sTeop (He NOo-MaKo 0T 105 kankwu).

1 x 5ml
3 x5ml]

He BCHUKY BHIOBE OMAKOBKH Morar na 6sIaT mycHaTH B npojaxda.
6.6 Chenuainy NpeanasHi MEPKH NPH HIXBLPJIAHE H paboTa

Hsama cnellyanHH H3IUCKBaHHUA.

7. NPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA
Pharmaceutical Works POLPHARMA SA

19 Pelplifiska Street

83-200 Starogard Gdanski
[Tonwma

8. HOMEP(A) HA PAPEIIEHHETO 3A YIIOTPEBA

Per. No; 20170272

9. JATA HA MIBPBOTO PA3ZPELIABAHE/MTIOAHOBABAHE HA PASPEHIEHHETO 3A
YIHOTPEBA

IlaTa Ha mepBO paspewasane: (7.09.2017
IlaTa Ha NOCNEAHO MOAHOBABAHE: 29.] 1.2022

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA




