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KPATKA XAPAKTEPHCTHKAHAIIPO}I{YE]:%,H! R —
1. HME HA JEKAPCTBEHUA NPOAYKT | <pema "2 XBPAKME QUCMLIKA Ha NPOGYKMA  IpUAowenue 1
“om Pz, No Ao/ 7 0’2&3
Bumudpn KoM6u 0,3 mg/ml + 5 mg/ml xanku 3a oum, pasteop -~ ' N """"""""""""""""""""""""""""""""
Bimifree Combi 0.3 mg/ml + 5 mg/ml eye drops, solution  Paspuierue N
samamp.. 8. R93 /1 912 -0
2. KA]{ECTBEH H KOJ[H"IECTBEH CIBCTAB LDQQ(?.’EHU& Mo .....-................,....u;{.‘.__._..”...................,.L,;

Beexu ml pastop ceanpka 0,3 mg Gumaronpoct (bimatoprost) u 5 mg Tumoson (timolol)
(expuBaJIeHTHH Ha 6,83 mg THMOJNOJIOB Maear).

Bceaka 6ytunka cpappika 3 ml pasrsop.

HomonHo BEIEcTBO ¢ W3BECTHO AciicTerE: docdaru.
Beeku ml pasTeop craspxa okono 1,4 mg docdarty.

3a TB/IHNA CHHCHEK HA IOMOMHHTE BEIECTBA BHXXTE TO4YKA 6.1,

3. JEKAPCTBEHA ®0OPMA
Kamku 33 o4, pa3TBOp

BesusereH, mpo3paueH pasTBop
pH: 6.8 7.6
Ocmonanurer: 270 1o 320 mosmol/kg

4. KJHHHMYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHY

[Tounxenue Ha BeTpeoynoro Hairade (BOH) npu BE3pacTHY ITALKEHTH C OTKPUTOBI'BiHA TNayKoMa
HIY OYHA XHIIEPTEH3NA, KOHTO HE Ce NMOBIRABAT AOCTATBYHO OT NOKAIHH OeTa-0/oKepH HWiH
HpPOCTAarIAaHAHHOBY AHATIO3H.

4.2 [J103upoBKa H HAYHH HA NPH/I0KEeHHE

ECBEEOBKR

penopvuumenna 003a npu 663pacmuu (8KMOYUMENHO 1t NPU XOPA 8 CIMAPYECKA 8b3PACT)
[TpenopbunTenHara A03a € eana kanka ot bumudpn KoMOH B 3acerHaTtoro/ure OKO/04H, €IMH BT
OHEBHO, IPHIOKEHA WM CYTPHH, Wi Bedep. Jo3ara Tpadpa Ha ¢e Npiara rno eqHO | ChIIO BpEeMe
BCEKH JIeH.

CrmecTByBamuTe MUTEPATYPHH Januu 3a SuMaronpoct/TuMonon (popma, cpabpiKama
koHceppanT OeH3ankoHueB xnopuga (BAC), nmpeanmonarar no-no6pa eheKTHBHOCT HAa BEYCPHOTO
npriarade, B CpaBHEHHE CBC CYTPEWHOTO, 0 OTHOLIEHHE Ha NORkasaHeTo Ha BOH.
He3aencumo oT TOBa, TpAOBa 1a ce HampaBH NMPENCHKA 38 BE3IMOXKHOCTTa Jid C€ IIOCTHTHE
CBHITIACYBAHOCT NPH OOMMCIIAHE HA CYTPEIIHO WIH BeYepHO Npunaraxe (Bx. Touxa 3.1).

AKO € NpoITycHaTa eHa 1033, NeyeHueTo Tpa0Ba Aa MPOABIDKY CBC CSABALATA 1034 IO TUIAH.
Ho3zara He TpaOBa Na HAABUINABA ¢//HA KATKa AHEBHO B 3aCETHATOTO/UTE OKO/OYH.




Bvbpeurno u yeprnodpobro yapeocoare

bumaronpoct/Tumonon (0,3 mg + 5 mg)/ml ouHK KankH He € KINUTBAH NPH NAIMCHTH C
yepHoapobHO i 6p6peyHo yBpexaane. [lopanu Tosa, TpabBa Aa ce Mpunara ¢ MOBHIICHO
BHHMAHHE NIPH JICUCHHES HA TAKHBA MALKEHTH.

Heoduampuyna nonyrayus
BesonacroctTa 1 edmkacHocTTa HAa bumaronpoct/rumonon (0,3 mg + 5 mg)/ml npy gena Ha
BB3pacT OT O 70 18 roaMHM He ca YCTAaHOBSHH. JIMIICBAT JaHHH.

Ha9uH Ha apunoxenue
CaMo0 33 OYHO NIPHIOKEHHE,

bumudpr KomOu € crepuneH pa3TBOp, KOHTO HE ChIAbPKA KOHCEPBAHTH.

IlpenH nocTaBsiHETO HA KANKHTE 31 O4H:

- Koraro usrronssare 3a ObpPBH ITET, NMPeAM MIOCTABAHE B OKOTO TpA0Ba Ja MPOBEPHTE KalkoMepa
Ha OyTHIKAaTA KaTO H3CTHCKATE eAHa Kallka BbB Bb3AyXa, Janeye OT OKOTO.

- KoraTo ce yBepHTe, 4e MOXE [a MOCTABATE M0 €AHA Karika, 3aeMeTe yaoOHa Mo3MLIHA (MOXKe J1a
CefHeTe, Ja IerHeTe no rpu0 Wik Ja 3acTaHeTe Cpellly OTNIenanoTo).

HHeTpyKIUMH 32 yRoTpeba:

1 IlaimeHTHT TPAOBA 1O W3MUE BHUMATEHO PBLETE CH NIPEAHM Aa H3M0JA3Ba TOBa JICKAPCTBO.

2.  AKO OnakoBKaTa wiH OYTHIIKATa ca NOBPEACHH, IEKApCTBOTO He TPA0Ba 11a C¢ H3MOJI3Ba.

3 Koraro 1ekapcTBOTO ¢€ H3NO0N3BA 32 MPEB ITHT, OTBLPTETE KANayKara, CAell KaTo CTe Ce
yOenunu, ye 3ancuaTBalluaT NpECTEH He € cuyneH. Tpabea aa ce yCeTH H3BECTHO
CBIIPOTHRACHHE MPH CUYTBAHETC HA MPBCTEHA.

4, AKO 3ane4aTBallIlAT IPBLCTEH € xnabas, TpAOBa A4 ¢€ U3XBBPIIH, 3a10TO MOXKE 1A ITONIAIHE B
OKOTO H A3 NMPUYMHH HAPAHABAHE,
3. IamyeHTHT TPAOBA A2 HABEAE INIaBaTa CH Ha3ai ¥ Aa APBIIHE BHUMATETHO HALOTY AONHHA

KJIEnay, J0KaTo ce 00pa3yBa Malko mkobue MEXAY OKOTO U Kienava. Tpabea aa ce u3darsa
KOHTAKT MEXY BEpXa Ha ODYTHIKAaTa H OKOTO, KJIera4va UK NPBCTHTE.

6. [MTauueHTsT TpAGBa Aa CTHCHE Aeko OyTHiKaTa U Ja KarnHe eqHa kanka B okobdero. Moxe ma
MHHAT HAKOJIKO CEKYHIH MEXy CTHCKAHEeTO M ITaJaHeTo Ha kankaTa. Jla He ce CTHCKa
OYTHIKATA MHOTO CHJTHO.

7. Ja ce npuUTHCHE CAB3HHA KAHAN OKOIO 2 MUHYTH (C IIPECT BEPXY BI'BJIA HA 3aTBOPEHOTO OKO,

TaM, KBJIETO OKOTO CE CPEIla ¢ HOcA), M Ad ¢€ 3aXBPKH OKOTO 3aTBOPEHO. T0Ba OCHIYpABA

abcopOupaHeTO Ha Karkara B OKOTO M CITMPA HABIHU3aHETO i npe3 CIb3HKMA KaHali B HOCA.

Jla ce MOBTOPAT CTBIIKH 3, 6 H 7, aKo IeKapAT € MPELIEHUI TaKa.

Q. Cnen ynorpeba ¥ nipead CISARALOTO HAKANBaHe OYTHAKATA Aa €€ CTPBCKA B [TOCOKA HANOMY
6e3 ga ce mMOKOCBA BHPXa Ha KankoMepa, 33 Aa C¢ OTCTPaHM OCTaThYHATA TeYHOCT OT BPBXHETO.
ToBa e Heo6X0HMO, 3a Ja CE OCHIYPH OCBODOMKAABAHETO HA cleABaliaTa Kanka. Cef
HAKanBaHETO OYTHIIKATA CE 3aTBap4d UPE3 3aBbPTAHE HA KAnaykara.

o0

Koraro ce npHTHCKa HA30MaKPHMANTHEA KAHAN HIIH KIeNauyuTe ¢ 3aTBOPAT 3a 2 MUHYTH, CHCTCMHATA
abcopbuusg e HamManeHa. ToBa MOXe 1a JOBele JO HAMAIABAHE Ha CUCTEMHUTE HEXKE/IAaHH PCakKIyH 4
0 YBEMUYEHHE HA JIOKAITHATA AKTHBHOCT.

+

AXoO ce M3N0J3BaT APYrH OYHY NPOAYKTH 32 ToKanHa yrnoTpeda, fa ce W34aKa IoHe 3 MHHYTH MEXIy
TsX. Mas3 3a oun TpabBa na ce ynotpebsapa nocieaHa.

4.3 IIporusonoxkasaHHs

. CBpBXUYBCTBUTENHOCT KbM aKTHBHHUTE BELISCTBA MM KbM HAKOE OT ITOMOMIHHTE
1#30poerHu B TO9Ka 6.1;




. 3abonaBaxe ¢ NOBHIIEHA PEaKTHBHOCT HA JWXATEeIHHTE IETHIIA, BKIIOYHTEIHO OPOHXHATHA
aCTMa 1K aHaMHe3a 3a GpOHXHAaNHAa aCTMa ¥ TEKKa XpOHHYHA o6cTpyKTHBHA GenoapodHa
boJiecT;

» Cunycosa Opaguxapaua, cMHapoM Ha OOJTHHUS CHHYC, CHHO-aTpHAlICH ONOK,
aTPHOBEHTPHKY/ApeH ONMOK BTOpA U TPETa CTEMeH, He-KOHTPOIHpaH ¢ neicMeksp. ABHO
U3pa3cHA ChpACYHA HEAOCTATEYHOCT H KAPAHOTEHEH LOK.

4.4 CoeuHalHH NpeayNPeXACHHA H NIpeANA3HH MEPKH NpH ynoTpeba

ITopoOHO Ha APYTH JIOKAIHO NPHIOKEHH OPTAIMOTOTHYHH JIEKAPCTBEHH NPOAYKTH, aKTHBHHTE
BentecTsa (TUMoson/OuMaTonpoct) B bumudpu Kombu morat na ce abcopbupat cucteMHo. He e
HabrofiaBaHa 3acIIeHa CUCTEMHa abcopOLMs Ha OTACTHUTE aKTHBHH BELIECTBA. 3apany Oera-
aApEHEPTHYHHA KOMITIOHEHT THMOJIO1, MDFAT /1 Cé NOIyYaT ChIHTE ChPAeYHO-ChA0BH, GenonpoOHH U
APYTH HEXKEJIAHH PEAKIMH, KOHTO ce 3abessa3Bar ¥ IpH CHCTeMHHTE OeTa-bnokepH. HecroTara Ha
CHCTEMHHTE HEXKENTaHH PEakiidy CIeA NOKATHO NPHIIOKEHHE B OKOTO € IT0-HHCKa CIPAMO TasH Npu
CHCTEMHOTO MPHIOKEHHE. 3a Ja Ce HaMallH cHcTeMHaTa abcopbiiusa, BHKTE TOUKA 4.

CepaeyHH HapyLIEHHS
INanueHTH CHC CEPACUHO-CHAOBH 3a00onABaHus (HanpuMep KopoHapHa foecT Ha ChPHETO, AHTHHA HA

TIpHHIMETAT ¥ ChPAESYHA HEJOCTATHYHOCT) M HA TEPaNus, IIOHMKaBala KPbBHOTO HaAraHe ¢ Oeta-
OnokepH, TpsOBa KPUTHHHO A4 Ce OLIEHABAT K TpAOBa Aa ce OOMUCITH Tepanus ¢ APYTH aKTHBHU
BelecTea. [TalueHTH Che ChpaeUHo-ChI0BH 3a00aBanus TpabBa fa ce HabMoAaBaT 3a MPH3HALK HA
BIICIIaBaHE HA Te3H 3a00JIABaHNA U He)KelTaHH pPeaKiIvy.

Hopanu ceonte HeratuBHH eeKTH BEPXY NPOBOAHOTO BpeMe, Oeta-Onokeprre TpsadBa Aa ce
NpPEANMCBAT ¢ BHUMAaHHE Ha MAUKMEHTH ChC ChpAetieH 070K NBPBa CTeneH

CrpaoBH HapylueHWA
[NaupeHTH ¢ TeXKH neprdepHH TUPKYIaTOPHM CMYIIEHUA/pa3cTpoiicTea (Harp. TekKH pOopMH Ha
OonecT Ha PeHHO M cHRIOpoM Ha PeiiHo) TpadBa na ce IeKyBar ¢ IOBHLIEHO BHHIMAHHE.

PecninpaTopHH HapyUI€HHS
PecriipaTOpHH peakiiuy, BKIIIOUUTEIHO CMBPT, ABMKAILA ce Ha OPOHXOCTA3sM [IPH MALeHTH C
acTMa, ¢a ChODLIeHH NPU NPWICKEHHE HA HAKOU OhTATMOJIOrMYEK OeTa-OnokepH.

Bumu¢pr Kombn TpabBa fa ce M3noa3sa ¢ MOBHILIEHO BHIMAHKE IIPH MANMEHTH ¢ JieKa/CpeiHa
XpoHuyHa oOCcTpykTHBHA DenonpobHa Gonect (XOBD) 1 TO caM0 ako NOTEHIHANHHUTE ION3H
HAAXBBPIAT MOTECHIHAITHHA PUCK.

HapylieHns Ha €HOOKPHHHATA CHCTEMA

bera-agpeHepruyHITe ONOKHpaily JTeKAPCTBEHH NMPOAYKTH TpAOBA Aa ce NMPUIarat ¢ NOBHIIEHO
BHHMAHHE NTPH NaLHEHTH ¢bC CIIONTAHHA XKIIOTTTHKEMMA HJIM TIPH NAalHeHTH ¢ na0mwieH quader, ThH
KaTo OeTa-0noKepHTe MOraT Aa MacKMpaT NPA3HAIMTE M CAMIITOMUTE Ha OCTPa XHIIOTTTHKEMMUA.

Bera-6nokepure MOraT ChILO TaKa 2 MACKUpAT MPH3HALMTE HA XHOEPTHPCOHIHIBM,

3abonsBaHUs HA POrOBHIIATA
OdranMonoruysure OeTa-010KepH MOrar Aa NpeAH3BHKAT CyX0Ta B 0KOTO. [IalpeHTH
che 3a0019BaHKA HA POTOBHULIATA TPAOBA 1A CE JIEKYBAT € NOBHIIEHO BHHMAHHE.

Hpyru 6era-Onoxepu
E¢dexTsT Ha BETPEOYHOTO HAJIATAHE WIIH MO3HATHTE e(peKTH OT cucTeMHnTE OeTa-0/10Kann Morar

na 6BJAT YCHUIIEHH, KOTATO ce TPHeMa THMOJION OT MALMEHTH, KOUTO Bede IpueMar CHCTEMHH Oeta-
Gnokepu. PeaxumaTa Ha Te3W naupeHTy TpabBa aa ce Habmomasa oTomH30. YrioTpedara Ha 1Ba
NOKanHY OeTa-aIpeHEprHIHH OOKMpAILH arcHTH HE Ce NPEMopbyBa (BX. TO4YKa 4.5).




AHaduIaKTHYHH peaKLHH

Koraro npuemMar Geta-0OnokepH, TaLMeHTH ¢ aHAMHAES3A 3a aTOIHs WM TE&XKKa aHaQWIakTHIHa
peakIMs KbM pa3HOOOpa3HH allepreH , MOTaT 1a IEMOHCTPUPAT [10-TEXKKa aIepri4Ha peakuysa npy
NOBTOPHO TPETHPAHE € TAKWBA AIEPreHH U Aa HE OTTOBOPAT Ha o0uualiHaTa 1032 afipeHaTHH,
H3TIOJI3BaHA 34 JICUEHHE Ha aHA(PUNAKTHYHH peakLHH.

XOPOHIANHO OTJICNBAHE

XopoHganHO OTVIENBaHe € ChOOLIEHO NPH NPIIAraHeTO Ha TepallkA 3a HaMallgBaHe Ha
BOJHOTO ChABPKAHME (HANPHMEP THMOJION, AUETA30NaMul) CJIe IIPOUCAYPHTE Ha
¢unrpupane.

XUpYpruiHa aHecTe3us

beta-6noxupaniz oTanMoIorHYHHK npenapaTH MOTaT Jia ONoKApaT CHCTEMHRTE OeTa-arOHHCTHIHH
edexTy, HanpEMEP HA AAPEHANHH, AHECTE3HONOrBT TpabBa aa 6bae uHGOPMHUpaH, KOraTo
NalHeHTHT MPHUEMa THMOJIOJ.

YeproapoOHH
IIpn nauvenTH ¢ aHaMHe3a 3a JIEKO 4epHoApoOHO 3abonaBane WM aOHOPMHH H3XOJHH CTOHHOCTH

Ha anaHuH ameHoTpaHcdepasa (AST), acnaprar amuHoTpancdepasa (AST) w/wiu GHIHpyOHH,
OGUMaTONpPOCT HE aBa HEKENAHH PEaKLIME OT CTPaHa HA YepHHUA Opo0 B MPOIBIDKEHUE Ha 24 Mecela.
He ca n3BeCTHH HEXENIaHH peakiiu Ha yepHoapoOHaTa GyHKLMA, NB/DKAUIY CE Ha OKYyJIapeH
THMOJIOIL.

OuHn

[Ipenu 3amoyBaHe Ha Ie4eHUETO, NanreHTHTE TpAORa Aa OpAaT HEGOPMHUpPAHH 32 BE3MOXHOCTTA OT
nepropOUTONaTHA, CBBP3aHa ¢ npocrarnadiadHoB aHaior (I1[1A) ¥ nopHIeHd MHMMEHTALHA Ha
upuca, Teil Karo TaxuBa ca Ounu HaGaoAaBaHU NpH JiedyeHHe ¢ CUMATONPOCT H
bumatonpoct/TuMon0N. HAKOM 0T Te3n H3MeHeHHs MoraT Ja ObpJaT TpaliHi U Aa NOBEIAT 10
HAPYINEHO 3PUTENHO MOJIE ¥ PA3INKA BbB BEHIIHMS B MEXIY ABETE 0YH, aKO CaM0 €THO OT TAX €
nexyBaHo (Bxk. Touka 4.8).

Enem Ha MaxynaTa, BKIOUHTENHO KUCTOMACH €IcM Ha MaKyJaTa € choOIeH npu
6umaronpoct/Tamonon (0,3 mg + 5 mg)/ml 6¢3 BAC. INopaam ToBa bumudpu Kombu Tpabsa na ce
H3M013Ba ¢ NOBUIIGHO BHAMaHHe NpH adakWyHY [ALUEHTH, NMPHU MCeBAOdAKUYHH MALMCHTH C
pa3KbCaHa 3aHA KAMCy/a Ha OUHATA JIella WK MPH MAUUeHTH ¢ U3BECTHH PHCKOBH (PaKTOpH 33 efieM
Ha MaKynara (Hamnp. BETPEOYHA Oniepauisi, 3aMylIBaHe Ha BEHUTE HA PETHHATA, Bh3IIAIHTENIHO
3a00nABaHe Ha OKOTO M AMA0ETHE PETHHONATHA).

brmudpu KoMmOGu Tpadea 1a ce w3nons3sa ¢ NOBUIIEHO BHUMAHHE [IPH MaUEHTH C aKTHBHO BETPEOYHO
Bb3NAJCHUE (HANP, YBEHT), Thif KaTO Bh3NAICHHETO MOKE Ja ce 000CTpH.

Koxa

ChInecTBYBa MOTEHIHAN 32 OKOCMIBAHE Ha 30HHTE, BBPXY KOUTO pasTBop Ha bumudpr KoMOH
BIIM3a MHOIOKPATHO B KOHTAKT ¢ KOXKHATA NMOBBPXHOCT. Ilopaay ToBa e saxkHo Bumudpr KomOu
Jia ce mpuiara Cropes MHCTPYKLUHMHTE H Ja He ¢e OCTaBd Ja NnoTeye no Oy3ara WK ApYTHd KOXHH
30HH.

HApyru cecToaHHA

bumatonpoct/Tumonon (0,3 mg + 5 mg)/ml 6e3 BAC He e H3NUTBaH NPHY HAHESHTH C
BE3NATUTEIHN OYHH 3a00MABaHNsA, HEOBACKYJIapHa, Bb3[IAIMTEHE, 3aKPUTOBIHIHA [ITayKoMa,
BPOJICHA IMayKOMa WK TECHOBIBIIHA TIAYKOMA.

INpu npoyusanus Ha Gumaronpocr 0,3 mg/l pyu MALMEHTH ¢ IIayKoMa WIH 0YHa XHIICPTOHUA €
JOKa3aHo, 4e T0-YeCTaTa eKCIOo3UIMg Ha OKOTO Ha NoBede oT 1 n03a OMMAaTOMpoCcT JHEBHO MOKE [a
HaManu edekTa Ha noHmwkasane Ha BOH. [TaudenTn, kouto uanojzpat bumudpu Kombu ¢ n

HAJIATdHE,



4.5 BaaumoaeicTBHE ¢ APYIrH JEKAPCTBEHH NPOAYKTH H ApYrH GOopMH HA B3aHMOIEHCTBHE

He ca nposexaany cieMpHIHN IpoyYBaHUA 32 B3aUMOACHCTBHATA C (PHKCHpaHaTa
KOoMOHHaUKA GHMATONPOCT/ THMOIOI.

HmMa BepoATHOCT 3a aZUTHBEH e(hexT, KOHTO Ja JoBele A0 XUNOTOHM W/ HIH MoaYepTaHa
Opagukapausa, KOraTo QUHH pa3sTBOPH ¢ DeTa-0lI0KepH Ce NpIIarat €AHOBPEMEHHO ¢ NMEPOPATHH
OmoKepH HA KAILMEBUTE KaHA/IM, FBAHETHAHH, OeTa-agpeHepriuHE OJIOKMPalid arcHTH,
napacHMITATHKOMHMETHLH, aHTHAPHTMKYHH CPEACTBA (BKIIQUHMTETHO aMHOAAPOH) H
JUTHTATMCOBH MTMKO3HIH,

[MoreHumanHy cHcTeMHH Oeta-6rokany (HAMPUMED ITOHKMXKEH CHPIeUCH PUTHM, JSTIpECHS) ca
cpOOIIEHH NpH KoMOMHHpaHo jteuenne ¢ CYP2D6 uaxubutopu (HanpHMEp XUHEIWH,
¢nyOKCEeTHH, NAPOKCETHH ) H THMOJION.

IMonsxora ce chobiaBa 3a MEAPHA32, BCICICTBHE HA €MHOBPEMEHHO IMPHIOKEHHE
Ha opTanMoNIoruyHu Gera-0nokepH H aApeHATVH {CTHHEPPHH).

4.6 PepTHINTET, OpeMEHHOCT H KbpPMEHE

bpeMeHHOCT

Hsama pocTaTh9HO JaHHH 3a ynoTpebara Ha dukcupanara koMOHHauMs OMMaTonpoct / THMOIOI
npu 6peMeHHU xkeHH, buMudpu Kombu He TpabBa fa ce HIMON38a O BpeMe Ha BpeMEeHHOCT, OCBCH
ako He € abconTHO HeoGxoauMo. 3a HaMansBaHe Ha clcTeMHaTa abcopOuus, BrkTe To4Ka 4.2.

bumamonpocm

HsMa Z0CTaTHYHO KITHHUYHH JaHHH 3a eKCTIO3HWLIMA 110 BpeMe Ha OpeMeHHocT. I1poyyBaHusaTa
[IPH )KUBOTHM MOKA3BaT PENPOAYKTHBHA TOKCUYHOCT MPH BHCOKA TOKCHYHA J103a ITPHU MaHKaTa
(Bx. TO4Ka 5.3).

Tumonon

EnuieMHONOTHYHHTE NPOYYBAHHS HE I0KA3BaT MaJKPOPMATHBHH €(EKTH, HO NOKa3BaT, 4e HMa
PHCK 33 HHTPAyTEPHHHO 3a6aBAHe Ha pacTexa TPH TIEpopaIHo NpuiokeHie Ha Gera-Grokepu. Kato
JOMTBIHEHUE, MPU3HALIM 4 CHMITTOMY Ha Oera-0okaia (Hanp, OpagrKapaAus, XUIIOTOHHA,
PECIUPATOPEH JIUCTPEC H XHITCFNIMKEMHS) ca HaOIIoJaBaHKH MPHU HOBOPOJEHH, koraTo Dera-
Onokepure ca OMW Npuaarany npeny paxaaHero. Ako buMudpu KoMOu € npunaras npeax
PAKAAHETO, HOBOPOLEHOTO TpAOBA BHUMATEJHO Ja ce Habmoaasa 1npe3 MbPBUTE JHH OT XKHBOTA MY.
[Ipoy4yBanusaTa ¢ THMOIOCI NPH >XUBOTHH MOKA3BaT PENPOAYKTHBHA TOKCHIHOCT ITPH 3HAYMMO NO-
BHCOKH NO3H OT TE3H, KOUTO OMXa ¢€ M3MOI3BA/TH B KITHHHYHATA NPaKTHKA (BX. To4Ka 5.3).

Kipmene

Tumonon

bera-OnokepuTe ce eKCKpeTHpaT B kKbpMaTa. Brrpeku ToBa, [TpU TEPaneBTHYHHTE JO3H HA
THMOII0J B OYHHMTE KAIKH, HE € BEPOATHO I'OJIEMH KOJIMUECTBA 1A C& ChABPXKAT B KbPMATA, 32 1A
AOBEAAT A0 KIMHHYHH CEMITTOMH Ha Oera-Onokana nipu Hedero. 32 Hamanapade Ha CHCTEMHATa
abcopbuua, BIXKTE Touka 4.2.

Bumamonpocm

He e u3BecTHO naiu GHMATONpoOCT ce eKCKpeTHpa B KbpMATa, HO Ce EKCKPETHpA B
MJIAKOTO Ha JIAKTHpalli masxose. bumudpu KoMbn He TpabBa fa ce mpunara npu
KbPMEIIH KEHH. '

DepTHINTET
Hsima aaHn# 3a edekTa Ha 6Gumaronpoct/TuMonon (0,3 mg + 5 mg)/ml ounu kanky, pasteop Oe3 BAC,
BHPXY QEPTHAMTETA MPH XOpaTa..

4.7 EdexTn BBpXy cniocobHoCTTA 32 iodupane n padoTa ¢ MANIMHH




bumaronpoctr/tumMonon (0,3 mg + 5 mg)/ml ousHn karku, pa3Teop 6€3 KOHCEpBaHT, NMOBIHABA
npeHedpe;kUMo cnocobHOCTTa 3a WodHupane U paGora ¢ MamyHE. KakTo npy BCAKO JIOKAIHO
O4HO JIEYEHHUE, NIPH NOABA Ha MPEXOIHO 3aMBIJIABAHE Ha 3PCHHUCTO CIIEH [IPIIOKEHUE, NTalHEHTHT
TpA0Ba [1a ToYaKa, JOKATO 3PEHUETO Ce MPOACHH, IIPEAK OTHOBO Aa modHpa U paboTH ¢ MAIHHHH.

4.8 Hexenanu JekapcrBeHN peakuny

Bumaronpoct/rumonon (0,3 mg + 5 mg)/ml ounu kanku, pasrsop pasreop O6e3 koHcepsaHT (BAC)

Qbobuernue na npoguna 3a 6esonacnocm

HexenaHuTe peakiiMi, ChoOIABAHH 110 BPEME Ha KITHHHYHHATE H3ITHTBAHKA ¢ ynorpeba Ha
oumaronpoct/TuMonon (0,3 mg + 5 mg)/ml o4HK KaTKK, pa3TBOp O3 KOHCEPBAHT, CE CBEXKIAT N0
TE3H, OTIMCAHHU B MPEAUIIIHH CHOOIIEHHS 3a HAKOE OT ABETe aKTHBHH BeniecTBa OUMATONPOCT H
TuMOIIoN. [IpH KIMHHYHHTE H3INWTB2NHUS, He ¢a HAOMKAaBaHH HOBH HEXKeJIAHH PEeaKkImH, CIELHQHIHA
3a GnMaTonpoct/rumonon (0,3 mg + 5 mg)/ml ounu Kanku, pasTBop Oe3 KOHCEPBAHT.

MHO3HHCTBOTO OT HEXEIIAHWTE PEaKiiy, crobmend 3a 6umaronpoct/tuMonon (0,3 mg + 5 mg)/ml
OYHH KallkH, pa3TBop €3 KOHCEPBAHT Ca 09HH, ISKH H HE Ca CEPHO3H.

Ha 6a3ata Ha 12-CeIMHYHO H3MHUTBaHe Ha 33 Sumaronpoct/Tumonon (0,3 mg + § mg)/mi oyHH Karky,
pa3TBOp 0e3 KOHCEPBAHT MPHJIOXKEH BEAHBK NHEBHO, Hali-uecTo crobmasanute HIIP ca
KOHIOHKTHBATHA XUITIepeMHs (MpeaMMHO HE3HAYUTEMHA A0 ¢1aba 1 CUATAHA 34 HEBBINNAJIHUTEIIHA HO
NpON3Xo) B MOUTH 2 1% OT MAHEHTHTE, KOETO € JOBEO 0 MPEeKbCRaHe Ha TepanuATa IipH 1,4% oT
NAIASHTHTE,

Tabnuuen cnucevK Ha HEXCEAAHUME PEAKYUU

B Tabnuna 1 ca npeacTaBeHH HEXENAHUTE PEAKUHH, KOHTO ca ChoOIIaBaHy 1o BpeMe Ha KIHHHMHATE
M3MHUTRAHKA IpH OuMartonpoct/TuMonon (0,3 mg + 5 mg)/ml o4yHH kanku, pa3reop 6€3 KOHCEPBAHT H
6umMaronpoct/THMonon (0,3 mg + 5 mg)/ml ouHuM Kanku, pasTBOp ¢ KOHCEPBAHT, MPH BCAKO
rpynupane B 3aBHCHMOCT OT Y4€CTOTaTa, HEKEMaHHTE PEaKLMH ce H30poABaT B HH3XOAAIL PeJl 1O
OTHOIICHHE Ha TAXHATa CEPUO3HOCT) HITH B IIOCTMAPKETHHTOBHA TIEPHOA.

YecToTaTa HA BH3MOXKHHUTE HEKENaHH PeaKIHH, TOCOYEHH T10-R0Jy, € onpenesieHa CbrilacHo
ClieIHaTa KOHBEHLIIHS;

MHOro 4ecTn >1/10
Yecrn >1/100 no <1/10
Heuectn >1/1 000 go <1/100
Penku >1/10 000 no <1/1 0600
MHOro peaku <1/10 000
C HEHU3BECTHA Y€CTOTA OT HaTHYHWTE JAHHU HE MOXe 12 Opae HanpaBeHa OLCHKA
3a4eCTOTaTa
Tabauna 1
CHCeTEMO-OpraleH Kiae YecToTa HexenaHa peakuns
Hapywenua na umynnama C HeM3BeCTHA YeCTOTa peaKiiy Ha
cucmema CBPBX9YYBCTBHUTEITHOCT,
BKJIFOYHTENHO MMPH3HALH U
CHMIITOMH Ha aJieprudcH
OEPMATHT, AHTHOEAEM,
OuYHa aNeprus
Hcwxuunu napywenus C HeH3BeCTHA YeCTOTa fe3chHUE?, KOINMapH-
YectH rnasobonue, 3aMaiH




Hapywenws na nepsuama C HeHu3BeCTHA YecToTa IHCTey3us’
CHCTEMA

Hapyuenus na ouume MHoro uectu KOHIOHKTHBANTHA XHIIEpeMu,
nepuopOUTONIATHS, CBBP3aHa
C NPOCTALTAHINHOB aHaloT

HecTH TOUKOBHACH KEPATHT, €pO3HA Ha
KOpHEATaZ, YyBCTBO HA NapeHe’,
KOHIOHKTHBAHO ApPa3HeHe',
cBpOEX B OUHTE, CMBACHE,
YCEIIaHe 3a IyXKA0 TLI0, CYyX0 OKO,
epHTeM Ha Kierada, 6omnka B
oumnTte, potododnd, ouHa
CeKpelHa’, BU3yalHH HapymLeHHA’,
cheplek Ha Kienaya, BIOIICHA
3pUTENHA OCTPOTAZ, Gnedapur?,
OTOK Ha kKJiermada, O49HO
Apa3HeHe,TOBULIEHO ChII3EHE,
pacTex Ha MHIJIH

Heuectn VPUT?, KOHIOHKTHBAJIEH OTOK,
fonka Ha Knenaya’,

HeoGHYaiHO ycelaHe B OKOTo',
aCTEHOIIMA, TPHXHA3a>,
XHUMEPITHTMEHTAIHA Ha UpUCa?,
peTpaklys Ha KJenaya’, IpoMAaHa
Ha LBETA HA MHLTTHTE
(norbMHsBaHE)'.

C HeH3BECTHA YECTOTa KHCTOMACH €NEM Ha MaKynaTa’,
OTOK HA OYHTE, 33MBIAIEHO 3peHUE’

Hapywenus na cvpyemo C HeH3BeCTHA YECTOTa Opanukapaus

Pecnupamopnu, 2pvonu u YecTH PHHAT?
MEQUACTUHAIHU HADYWEHUR

HeuectH AHCITHES

C HEeM3BECTHA YECTOTA O6poHXocna3bM (NPpeAHMHO NPH
TNIALAEHTH C NPeIueCTBAIID
6poHx0ocTIacTHIHO 3a00nABaHe)’,
acTma

Hapywenua na xooicama u YectH onedapaiHa MATMEHTALHA,
NOOKONCHAMA MLKAH XAP3YTH3bM>, XHIIEPIIArMEHTALUA
Ha KOKaTa (0KOoJI0 OUHTE).

C HeH3BecTHa YecToTa anonenns>

Obwu napywenun u echexmu C HEH3BECTHA 4eCcToTa yMopa
HA MACMOMO HQ NPUAOAHCEHUE

HEXEeJIAHH PEaKIMK, HabII0NABAaHK CaMO NPY ChCTAB Ha JiekapcTBeHaTa hopmara 63 KOHCEPBaHT
HEeXKeNaHW peakliiy, HaGogaBaHy caMo [IPH ChCTAB Ha JIeKapcTBeHaTa popMara ¢ KOHCEPBaHT

OnucaHue Ha U3OpaHH HeXENaHH PeaKkLUH

[TepuopbuTonaTHs, cBep3aHa ¢ npocrargas/MHoB aHanor (I11TA)
[TpocrarnauiMHOBUTE aHANO3K, BKouuTenHo Bumudpu Kombn, Morat Aa Npemu3BHKAT

nepuopOHTATHH THIOAUCTPOPHYHHY NIPOMEHH, KOMTO MOTaT Aa JOBEAAT IO 3ampibovyapaHe Ha
CYJIKyca Ha KJIeTla4ya, NTo3a, eHodTanM, peTpakuua Ha Kienaya, ¥HBOJIOLKSA Ha NepMaToxall
MOKA3BAHE Ha 0JIHATA YaCT Ha cknepara. M3meHenuara 0OMKHOBEHO Ca JICKH, MOTaT Ja
Half-paHO IMH Mecell CIIeH 3anoyBane Ha nedeHne ¢ bumudpun KoMbu U € BR3MOXKHO
HAPYIICHHE HA 3PHTEITHOTO Moje AopH 0e3 Aa e 3afenszano ot nauuerTa, [II1A ¢w




C TIEPHOKYNAapHA KOXKHA XMIIEPIIMIMEHTALIHA WM NPOMIHA Ha [BETa W XMnepTpuxo3a. HabmoznasaHo
€, Y€ BCHYKH H3MCHEHHA €a YACTUYHO MJIM HAITBJIHO OOPATHMH IPH MPEKPaTABAHE HA JIEYCHUETO WK

NNPpCMHHABAHE KbM ITCPHATHBHH JICYCHHA.

XunepnurMeHTanua Ha Hpuca

BB3MOXHO € NoBHIIEHAaTa IIMrMEHTALMA HA MpHca Ja ocTaHe nocrogyHa. IIpoManara
B MUI'MEHTALUHATA C€ ABJDKH MO-CKOPO HA NOBUIIEHO CHABPXKAHUE HA MEJIAHHH B METAHOLIMTHTE, & HO
Ha NOBHIUEHHE Ha Opos Ha MenaHoUUTHUTe. Jnirocpodnnre eQekTi OT MOBHINEHATAa MMTMEHTAlMUA Ha
HpUCa HE ¢4 ycTaHOBeHU. [IpoMeHuTE B LIBeTa HA Bprica, HAOMIOAABAHH [IPH OYHO NPHIMKEHUC HA
OUMaTONPOCT, MOXe Aa He ¢a 3a0esIexHMH 3a MEPHON OT HAKOIKO Mecelia 1o rofuHH. OOMKHOBEHO
kadABaTa MACMEHTAIMA OKOJIO 3€HHLATA CE PA3NPOCTPAHABA KOHIICHTPUYHO KbM MEPHPEPUATA HA
MpHCa U LICITUAT HPHC WIK YaCTH OT HEro ¢raBar no-kapenukasn. HUTO HEBYCHTE, HHTO JIYHUUKHTE B
HpHCa Cce 3acarar ot JeyeHueTo. Cren 12 meceua nedenne ¢ OAMATOIPOCT/TUMONO, YeCTOTaTa Ha
NUrMeHTalug Ha upHca ¢ 6mna 0,2%. Cnen 12 Mecena ieueHHe caMo ¢ Xamki 6UMaTonpocT,
YECTOTATA HA [THTMEHTALMA Ha uprca e Omra 1,5% U He ce € TIOBHIIUA TIPH MOCIIEABAILO 3-TONHITHO

JICUCHHE,

[ToroGHO Ha APYTH TOKAIHO MPUIATaHH O TANMOJIOTHYHH JIEKapCTBa, OUTAMOTIPOCT/ THMOION Ce
abcopOrpa B CHCTEMHOTO KpBbBOGOpBIeHHe, ADcopOLuATa HAa TUMOJIOA MOXE Aa JOBEAE [0
nopo0HH HEXKENMaHH peaklliK, KakTo NpU cucreMHuTe Gera-6nokepu. YecToTaTa Ha CHCTEMHHTE
HEXKETaHH peaklMM CIIe JJOKATIHO 0TaTMOJIOTHYHO [IPHAOKEHHE € TIO-HHUCKA CIIPAMO Ta3H [1pY
CHCTEMHOTO MPWIOKEHHE. 3a ]a HAMATKHTE cUcTeMHaTa abcopOiuA BIDKTE ToYKa 4.2.

JAOITBIIHHTENHH HEXENaHY PeaKIiy, KOUTO ¢a Ounu HaboaaBaiy NPy BCAKO OT aKTHBHUATE
BemecTBa (6UMaTONMPOCT HWIH THMOJION) H MOTEHIHAIHO OHXa MOTIIM 14 Ce NOABAT IIPH
KOMOMHALMATA, ca 30poeHn no-mony B Tabmmua 2:

Tabanua 2

CHcTeMO-0prafneH Kaac

Hexej1aHa peakuus

Hapywuenun na wmynnama cucmema

CHCTEMHH AlEpPTHYHH PEeaKiHH, BKIIOUHTEHO
aHadaKcus’

Hapywenusa na memaboruama u xpaneHemo

XUTOTTHKEM U

fleuxuunu Hapyuenus

nenpecws’, 3aryba Ha naMer’, XamoLUyHaHs

Hap}menuﬂ HA HEDGHAMAO CUHCMEM

CHHKOII!, MO3BEYHO-CHAOB HHUHAEHT ,
3aCHWIBAHE Ha NPH3HALIUTE B CUMITTOMHTE Ha
MHACTeHHs rpaBuc’, napecresus’, uepebpanHa
HCXEMMs '

Hapywenus na ouume

HAMaJIeHa KOPHEeAHa YyBCTBUTENIHOCT ',
autonusl, mrosza’, XOpOHAATHO OTIENBAHE
cien GUATpHpalla XMpYpPruiHa HaMeca
(Bk.TOuKa 4.4)!, kepaTut,
6nedapocnazbpm?,

pETHHAIEH KPbBOH3/IHB?, YBEHT

Hapywenus na copyemo

ATPHOBEHTPHKYJIapeH O6710k!, ChpAiedeH apect,
apUTMH3', ChpICUHA HETOCTATBYHOCT ,

3acTOl{Ha ChpAEYHA HEAOCTaThUHOCT', GONKa B
repauTe’, nanmuTanmu!, exem!

Cv006u HapyuieHuA

XMIIOTOHHA', KUNIEPTOHNA®, JEHOMEH HA
PeiiHo', CTYICHH JNTAHH ¥ XOMMIA’

Pecnupamopnu, cpvOHU U MeOUACMURATRU
HapYWerHus

OB6octpaHe Ha actMa?, oboctpaHe Ha XOBB?,
Kanutyua'

Cmomauno-upeen HapYueHuA

rageHe?, nuapus’, gucmencus', cyxora B
ycrara', 6onka B kopema', moppsmiae’

Hapyuenun na xoocama u nookoxcHama
MbKaH

Hapywienus na MycKyano-ckeremuama

ko
MHUarHa! /S

.
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CUCEMA U CHEOUHUMENHAMA TBKAH -

Hapywenua na svsnpoussodumennama cekcyanHa JHCOYHKUHS', HaManeHo THorao’

cucmema u 2epoama

Obwgu Hapyenus u eekmy Ha MACIMOMO HA acTeHus 2

NPUNONCEHUE

Hszcreosanun OTKJIOHEHAA BB PYHKUHOHAIHHATE
4epHOAPOOHH MOKA3ATENH

HeKenaHy peakiiiH, HabIogaBaHH [PH TUMOJI0J
HE)KENaH{ peaKIiH, HaOIfoXaBaHy IPH MOHOTepanis ¢ OUMaToNpocT

Hexxenanu peakliiy, CHOOIIABAHN BLB BPE3KA C KAITKH 33 OYH, ChABDXK ocat
MHOr0 PAIKO MMA CHOOLICHUA 32 ClIyYad Ha POTOBHMYHHM KaNM(HKaTH BHB Bpb3Ka ¢ ynoTpedara Ha
Kamnk4 3a O4YH, ChABPXKALH GocdaT, NPH HAKOW NAIHEHTH ChC 3HAYUTEIHO YBpEIeHH POTOBHIK

CrollriaBane Ha MOAO3WPAHY HEWKENAHN PEaKLAY
Cro0LIaBateTo Ha MOAO3HPAHH HeXKeNaHH peaki[iH ClI pa3pellaBaHe 3a ynorpeda Ha JCKapCTBeHHA

IPOAYKT € BaxkHO. TOBA IIO3BOJIARA 713 MHOIBINKK HAOIIOAEHHETO Ha CHOTHOIIEHHETO NON3a/PHCK 32
NEKAPCTBEHMs NPOAYKT, OT MEIARLMHCKHTE CTIEUMATHCTH C€ H3UCKBA Ja ¢ho0IIaBaT BCAKA
IIORO3HPAHA HEXKENaHa PeaKLyAa upes

HsIrenHuTeIHA areH1|s 110 JeKapcTsaTa

yi. ,,JJamsaH I'pyeB” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaitT: www.bda.bg

4.9 Ilpenosupane

He e BEpOATHO 1A ce MOIY4H JIOKATHC MPEAo3ApaHe ¢ 6MMATOMPOCT/THMONON HIH N1a 6bJe
CBBEP3aHO C TOKCHYHOCT. |

bumaronpoct

Cnennara uadopmarius Moxe 1a O5J1e Noe3na, ako Gumaronpoct/ramodnoi (0,3 mg + 5 mg)/ml
OUYHM KANKH, pa3rsop 6e3 KOHCepBaHT Oble CNTyYaifHO TOrBJIHAT: NpY 2- CEAMMYHY H3CNEABAHHA HA
IUTBXOBE H MHLIKH, TTepOpaHH Ko3u Gumaronpoct fo 100 mg/kg nHeBHO He ca JanHy HHKAKBa
TokCcHYHOCT. Ta3ym 1034, H3pa3eHa B mg/m? e moxde 7,5 IBTH MO-BHCOKA OT A03aTa P CIIyJaiiHO
TIOT/TBIANE Ha efHA OyTHnKa 6uMaronpoct/Tamosnon (0,3 mg + 5 mg)/ml 04HM KalKH, pa3TBop 0e3
KOHCepBaHT oT zere ¢ terno 10 kg. [(36 ml¥0.3 mg/ml 6umaronpoct)/10 kg; 1.08 mg/kg].

THMOJ0M

CHMITOMYTE Ha CUCTEMHO NPEXO3UPAHE C THMOJION BKIIOYBAT: OpaaHKapaus, XMIIOTOHHA,
OpoHXOCHA3EM, ITTAROGOINE, 3AMATHOCT, 33JYX W CITHPaHE Ha ChPLETO. VI3NKUTBaHE [IPH NALMEHTH C
OBOpEeUHa HEROCTATHYHOCT AOKA3B4a, Y€ THMOJION HE CE AMANHINPA JIECHO.

B ciyyait na npenosupase, redcHUeTo TpAOdBa Aa 0b1¢ CUMIITOMATHYHO H NOANBPKAIIO.

5. ®APMAKOJOrHYHU CBOMCTBA

5.1 @apmaKoaHHAMHYHH CBOHCTBA
dapMakoTepanesTHuHa rpyna; Odranmonornunu — Geta-6nokepu — ATC koa: SO1EDS]

MexaHHu3eM HA NEUCTBUE
Bumudpu KomGu ce CHCTOH OT B aKTHBHH BEIECTBa: OHMATOIIPOCT M THMONON. Te3n e
BEILISCTBA HAMAIABAT [IOBHILIEHOTO BETPeoYHo HaaAraHe (BOH) upes KoMmIeMeHTapHH
MEXAHM3MH HA NeHCTBHE W KOMOHHHUPAHHMAT edeXT BOAH [0 NONBIHUTSHO HAMAIABAHC
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B CPaBHEHHE ¢ BCAKA CBCTABKA MIPWIOKEHA caMocTosTeHo. brmudpu KoMOu rMa 65p30 Hadamo
Ha JeHCTBUE.

bHMaTonpocT € aKTHBHO BEIIECTBO C MOLIHO AeHCTBHYE, IPEAN3BHKBAIIC NOHHKABAHE HA
BETPEOUHOTO Hanarade. Toit € CHHTETIYEH POCTaMM, CTPYKTYPHO NofobeH ¢ IpocTarnaniuH Fa,
(PGF,,), xoiiTo He NelicTBa Ype3 HUKOM OT MO3HATHTE NPOCTArNIaHAMHOBH pelenTopd. BuMaronpoct
n30MpaTeHo HanoAo0ABa edEeKTUTE HA HOBOOTKPUTHTE OHOCHHTE3UPaHH CYOCTAaHIIHY, HAPEYCHH
npoctammay. [IpocTaMHIHUAT perentop obade Bee OIE HE € CTPYKTYPHO HICHTHQHIHPAH.
MexanusmMeT Ha AeliCTBHE, 10 KOWTO OUMATOITPOCT HaMAJIABa BETPEOUHOTO HA/IAraHe 1py YOBCKa, €
CBBP3aH ¢ IMOBHILEHO OTAENAHEe Ha BOAHKUCTA TEYHOCT Ipe3 TpabeKysapHaTa Mpea d 3aCIBaHE Ha
YBEOCKNEPANIHOTO OTIECIIAHE.

Tumomnon ¢ 6eral ¥ G6era, HecenekTUBeH OIOKUPALL ATSHT HAa AAPEHEPTHIHNTE PEUENTOPH, KOHTO
HAMA 3HAYHMa NPHCHINA CHMIIATOMUMETHYHA, THPEKTHAa MHOKAPAHO MOTHCKAILA WIH JIOKAIHO
o6e3bonsapaia (MemOpaHo-cTabunusupama) aciteoct, Tumonon nonmxasa BOH, xato namansisa
o6pa3yBaHeTo Ha BOOHHCTA TEYHOCT B OKOTO. TOMHUAT MEXaHU3bM Ha [IEHCTBHE HE € ACHO YCTAHOBEH,
HO € Bh3MOXHO MOTHCKAHE Ha FIOBUILIEHHA CHHTE3 Ha IMKIMyeH AMP, Npeu3BUKaH OT €HIOr€HHa
Bera— agpeHEPTrAYHA CTHMYJIALIHSL.

Knvnuuan ¢dekrh

B 12-ceaMUUHO KTHHAYHO MPOYYBaHE (ABOHHO-MACKUPaHO, PaHIOMH3HPAHO, C NAPANCIIHH I'PYIIH) ca
cpaBHeHH epMKacHOCTTa M 6e3onacHocTTa Ha GuMaronpoct/Tumonodt (0,3 mg + 5 mg)/ml oynu
KanmKkH, pa3Teop 6e3 KOHCepBaHT U 6umaronpoct/TuMonon (0,3 mg + 5 mg)/ml o4HH Kanky, pasTBop
CBC KOHCEPBAHT IIPH MMALHEHTH C FIayKOMa H 04HA XHIepToHHA, PasTBOPET 6€3 KOHCEPBAHT
NIOKA3BA HE TIO-HHCKA NMOHWKaBama BOH akTHBHOCT, OTKOJKOTO TO3H ¢ KOHCEPBAHT: T'OpHATA
rpaHuna ot 95% CI Ha paznMkMTe MeX Ay edeHIero € Owia B Auana3oHa ot 1,5 mm Hg npu Bcaxa
H3MEPBaHa BpeMeBa TouKa (Jacose 0, 2, v 8) npu ceqmuua 12 (3a MbPBHYHMSA aHAIHK3), H CHLIO NPH
cenMuny 2 ¥ 6, 3a ycpeqHEHHTe Hai-nomy croiinoctd Ha BOH oT HayanHaTa Touka (Ha#-ommre
croitnocTi Ha BOH ce oTHacAT 32 OKOTO ¢ Hal-BHCOKO cpeHO exennesHo BOH npu HavaiHata
Touka). Jle paxTo ropHata rparuua ot 95% CI we e nocturnara .14 mm Hg npn cenmuna 12.

JIBeTe rpyIiH [T0Ka3BaT CTATUCTHYECKO H KIMHHYHO-3HAUHMO CPEIHO HaMaIABaHe Ha HaH-JIOLIOTO
BOH mnpu BcHYKM HOCNIEABAIIE BpeMEBH TOYKH Ha npoy4BaneTo {(p < 0.001). CpexHure OTKIOHCHHA
OT M3XOJHATA TOYKa 3a Haif-nomo BOH Bapupar ot -9.16 10 -7.98 mm Hg 3a rpynara Ha
6umaronpoct/THMonol (0,3 mg + 5 mg)/ml ounn karnky, pasteop 63 KOHCEpBaHT, U 0T -9.03 1o -
7.72 mm Hg 3a rpynara Ha 6aMaTtonpoct/tuMonon (0,3 mg + S mg)/ml o4HHK Karnky, pa3TBop ¢
KOHCEpBAHT MO BpeMe Ha 1 2-CeaMHYHOTO NpOyUBaHeE.

Bumaronpocr/rumonon (0,3 mg + 5 mg)/ml ounn Kanku, pa3sTBop 6€3 KOHCEpBAHT AOCTHTA
€KBYBATICHTHH CTOHHOCTH Ha e(pMKacHOCT MpH noHumxasane Ha BOH ¢ 6uMaTompoct/THMONON
(0,3 mg + 5 mg)/ml ouHH KaIki, pa3TBOP C KOHCEPBAHT NPH BCAKa MOCICABAIIA BpEMEBA TOUKE Ha
ceamuuu 2, 6 and 12,

BasupaHo Ha npoy4BaHuATa 6uMaTonpoct/Tumonon (0,3 mg + 5 mg)/ml OYHH Kark, pa3rBop Oe3
KOHCEPBAHT I10Ka3Ba HE II0-JIOW edeKT OT NMPUNAraHi GUMaTonpocT (BEAHBK ZHEBHO) H THMOJION
(IBa MBTH AHEBHO).

ChinecTBYBaMUTE JINTEPATYPHH JaHHH 3a Gumatonpoct/Tumonon (0,3 mg + 5 mg)/ml ouHH KankH,
Pa3TBOP C KOHCEPBAHT NPEAIONarar, Ye BEe4ePHOTO NPHIAraHe Ha J03aTa € No-e(eKTHBHO 34
noumxasate Ha BOH ot cyrpeinoTto. Bee nax 3aknroueHnATa Tpa6Ba a ce JaBar KaTo ce HMa
MPeBH/I IIPHIIHKATA, KOTATO ce 0OCHXKAAT KAKTO CYTPHIIHATA, TAKa ¥ Be4EepHATa AO3HPOBKA.

HennarpruyHa nomynanys ‘
bezonacHocTTa W edukacHocTTa Ha SuMaronpoct/ruMonon (0,3 mg + 5 mg)/ml OMHH Kamnkuy, p

Ge3 xoHcepBaHT npH Aena ot O go 18 ronuHM He ca yCTaHOBEHH

3.2 @DapMAKOKHHECTHYHH CBOHCTBA



JlekapcTBEH MPOAYKT OUMATONPOCT/ THMOION

[1asMeHHTe KOHLEHTpallHd Ha OMMAaTONPOCT M THMOJION Ca OIPEAeNIeHH Ype3 KPBCTOCAHO
H3IMTBAHE, CPABHABALLIO MOHOTEPANIEBTHYHH JICYEHHA C IEYCHUETO ¢ OMMAaTONPOCT/TUMOION

(0,3 mg + 5 mg)/m] ouYHH Kanku, pa3TBOP C KOHCEPBAHT NIpH 311paBk xopa. ClicTeMHara abcopOius
HA OTJENHYTE KOMIIOHEHTH € MHHHUMAaNHA W HE Ce NMOBIUABa OT €AHOBPEMEHHOTO MM IIPHJIOKEHHEC B
€HA JIEKapCTBEHa (opma.

[Ipn aBe 12-MeceunH W3NUTBaHKUA Ha GuMaronpoct/TaMono (0,3 mg + 5 mg)/ml ouns
KallKy, pa3TBOP ¢ KOHCEPBAHT, [IPH KOMTO € H3MEepBaHa CHCTeMHaTa abcopbLus, He €
Ha0M0aaBaHO KYMyJIHpaHe Ha HHTO ¢HH OT KOMIIOHEHTHTE.

buMartonpoct

Bumaronpoct npoHUKBa 1o0pe npe3 4oBellkaTa KopHes H ckiepa in vitro. Cliex 04HO
IPWIOKEHHUE, CACTCMHATA EKCIO3HLMA Ha GUMATONPOCT € MHOTO HUCKa H HE C€ KyMynupa cliel
speMe. Cnex eAHOKPATHO, JHEBHO, OYHO NPHICKeHHE Ha eqHa Kanka (0,03% 6umaronpocT B ABETES
OYH, B IPOIB/DKEHHE HA ABE CEAMMIH, KPEBHHTE KOHLCHTPALMH Ca ¢ NOBHUIIMWIH 10 MAHYTH CIEl
NpUjiaraHe ¥ ca Hamajienu noj npara Ha.otkpueane (0,025 ng/ml) 1,5 dyaca cnen npunarase.
Cpennata C,,p 8 AUC ) 241 CTOMHOCTH ca 61K nofo6Hn Ha 7-Mus 1 14-THA AcH H ca OuH
cboTBeTHO npubnuznTennoe 0,08 ng/ml u 0,09 nghr/ml, koero nokasea, Ye CTallHOHApHATa
KOHLIEHTPAlM4 Ha IeKapceTBOTO ¢ OM/la MOCTHIHATA Ipe3 I'bpBaTa CeAMHUIa Ha O9HO NPHIIOKEHHE.

BMMaTONIPOCT € YMEPEHO pas3npeaelieH B TBKAHUTE Ha TANOTO M CHCTEMHHUAT 00eM Ha
pasnpene/ecHAe ITPY Xopa, OPpH CTAHHOHAPHO CheTosiHue, € 0,67 I/kg. B HoBemkara KpbB
OMMATOIIPOCT C€ HaMUpa NPEIUMHO B IJIa3MaTa. BUMATONpOCT ce CBBP3Ba C INIA3MCHUTE NPOTCHHH
npubnuzutenHo §8%.

buMaTonpocT € riaaBHOTO CheAUHEHHKE, LIMPKYIHpaulo B KPBBTA, CIER KAaTo BIC3€ B
CHUCTEMHOTO KPBbBOOOpallleHHe, [TpH OMHO MPHIOKEHHE. BUMAaTOIPOCT NPEMUHABRA NTPE3
oxcHaupane, N-IeeTHwIHpase  M0KypOHHpaHe H o0pa3yea pasHooOpasHH MeTabOIHTH.

Bumaronpocr ce elIAMHMHHpA [MaBHO Ype3 PeHaHa eKCKpels, KaTo 10 67% 0T HHTPaBSHO3HO
NPHIOKEHATA K032 IPH 3APaBH AOOPOBOIIIH ce eKCKpeTupa B ypunata, 25% 0T no3ara ce
eKCKpeTHpa ¢ QexkanunTe. EMIMUHALIMOHHHAT MONYKHBOT, OIIpeAcNeH CJICA HHTPABCHO3HO
NPUIIOKEHHE, € NPROTM3NTENHO 45 MHHYTH; 00INHAT KpbBeH KiHpeHE e 1,5 I/hr/kg.
XapakTepHCTHKA NPH 0-Bb3PAaCcTHH X0pa

Crnen ABYKPAaTHO AHEBHO NPHIIOXKeHHe, cpeanaTta AUCQ-24hr croiitoct ot 0,0634 ngehr/ml
§MMATONPOCT NP XOpa B HANPEIHATA BE3pACT (XOpa Ha 65 TOAMHN WIH [10-Bb3PAaCTHH) € 3HAUHMO
no-sucoka ot 0,0218 nghr/ml npu mo-mnany 3npasy Be3pacTHH. He3aBHCHMO OT TOBA, TE3H
IaHHU He ca KTMHHMMHO 3HAYMMHU, Thil KATO CHUCTEMHATA eKCIIO3HIIHA, KAKTO IPH X0pad B
HalpeAHajia Bp3pacT, Taka M IpH Mo-MIall Xopa, 0CTasa MHOIO HHCKa ClIeH OUHO NPUIT0KCHHE.
He e oTbensg3aHo KyMyaMpaHe Ha GMMAaTOIpOCT B KPBBTA C TSHEHHE HA BPEMETO H NMPOGUIBT Ha
besonacHOCT € oA0OCH NPH XOpa B HanipeAHaAa Bb3pacT U IIPH MIaJM NalHeHTH.

TuMo0I

Cnen ouno npuioxkenre Ha 0,5% OYHH KankH, pa3TBOP [IPH XOpa NOMNTOKEHH Ha ONepalis 3a
KaTapakTa, DHKOBATa KOHIEHTPAIHUA Ha TUMOJIoN € 898 ng/ml BEB BOJHHCTATA TCUHOCT HA
OKOTO, €JIMH 4ac clie] Mpiarade Ha posata. HYact or aosara ce abcopbupa CHCTEMHO, KBAETO CE
MeTabonu3upa HHTEH3HBHO B YepHHA Npos. [1onmyKMBOTHET Ha THMOJION B IJIA3MaTa € OKOJIO 4 no
6 yaca. THMOJION € YacTHYHO MeTaboIH3upaH OT YepHHA Apo0, KaTo TUMOIOJI H HETOBHTE
MeTab0IHTH ce eKCKpeTHpaT oT Os0penuTe. TUMOION HE € €KCTEH3HBHO CBBP3aH ¢ IUIa3MeHHTE
TIPOTCHUHH.

]
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I[IpoyuBaHH4 3a OYHA TOKCHYHOCT IIPH MHOTOKPATHO IpHioxkeHHe Ha Gumaronpoct/TeMonon (0,3 mg
+ 5 mg)/ml OUHH KalKH, pa3TBOP ¢ KOHCEPBAHT He TOKa3BaT oco0eH pHcK 3a xopara. OKynapHUAT

npodyi, KaKkTo ¥ NPodITET Ha CHCTEMHA Ge30IaCHOCT Ha OTHENHHTE KOMIOHEHTH ca nobpe
YCTAHOBCHH,

bumaTtonpoct

HexmHAYHUTE JaHHK HE MOKA3BaT 0COOSH pHCK 3a Xopa Ha bazaTra Ha KOHBCHIMOHATHHTC
GapMakoNorfyHy Npoy4IBaHMA 3a 6e30NacHOCT, TEHOTOKCHYHOCT, KAPLIMHOICHEH NOTCHUMA.
[Mpy u3cnenBanus HA rPU3aYH ¢& HaOIoTaBaHy BHAOBO-cieIMpHIHM a00pTH, NPH CHCTEMHH
HHBA HA eKCIIO3ULHA 33 10 97 ITbTH O-BHCOKH OT TE3H, NMOCTHIHATH IIPH XO0pa CIICA O4HO
NPHIOKEHHE.

QUHOTO TIPHJIOKEHHE Ha OUMATOTIPOCT MPY MalMyHM, B KOHLEHTpaluH > 0,03% nxeBHoO, B
MPOIBIKEHHE HA | rOAMHA € OBENO A0 NOBUIICHA TMIMEHTAMA Ha HpPHCA H 00paTHMH 1033~
3aBHCHMH MEPUOKYNapHH eheKTH, XapaKTEPU3UPALIH CE C H3AaACH rOPEH H/HIIH AOJICH CYNKYC, U
pasiupssane Ha nannebpanuara ¢ucypa. [lopruileHara MUrMeHTALlHA HA HPHCA C€ MPHYIHHABA,
BEPOATHO, OT NOBUILEHOTO CTUMYNHpPaHe Ha NpOoAyKLHATAa Ha MEJTaHKHH B MEJIAHOLMTHTE, & HE
OpajAH MOoBHIIaBaHe Ha TexHus Opoil. He ca Guiu HabniogasaHi GyHKIMOHATHH WA
MHKPOCKOITHYHH IPOMEHH, CBEP3aHY ¢ HaO/oNaBaHHTe NEPUOKYIApHY e(heKTH U MEXaHH3MBT Ha
ACHCTBHE IIPH TE3H NEPHOKYJIAPHH IPOMEHHU HE € H3BECTEeH.

Tumonon

HexnuHHYHHTE AaHHH HE TIOKa3BaT 0CO0EH pHCK 3a Xopa Ha Ga3aTa Ha KOHBEHLIMOHATHHTE
G apMaKOJIOrHYHH IPOYHBAHUA 3a 6€30MaCHOCT, TOKCHYHOCT IIpH MHOTOKPaTHO
MPWIATAHE, TEHOTOKCHYHOCT, KapIMHOTeHEH NOTEHUMAN, PENPOTYKTHBHA TOKCHYHOCT,

6. PAPMAIIEBTHYHH JAHHH
6.1 CnHchbK HR NOMOIHHTE BelMecTBa

JuHarpues pocdar noaekaxuapar

JInMoHEHa KMCelIlHa MOHOXUApAT

Harpues xnopun

HaTpueB XMAPOKCHZ HiH pa3peleHa XJIOpOBOIOPoIHA KHCEMHHA (3a KopekuHs Ha pH)
Bopa 3a uHMEKIUK

6.2 HecbBMEeCTHMOCTH
HernpunoxumMo
6.3 CpoK Ha rogHOCT

2 TOINHU
Ha ce u3xBepid 90 HHU clen IEPBO OTBapAHE HAa OYTUIKATA.

6.4 CneunalaHu yCJIOBHS Ha CHLXPaHCHHE

To3u JTEKapCTBEH MPOAYKT HE M3HUCKBA CIIEHAJIHE YCIIOBHS HA CHXPAHCHHE,

XuMuuecka v ¢puszHdecka ctaGHIHOCT N0 BpeMe Ha yrotpeda e 1eMOHCTpHpaHa B IPOABKEHNE Ha
90 guu npu 25°C.

OT MHKpOGHOIOrHYHA [IEJHA TOYKA, BPEMETO H YC/IOBUATA HA ChXpaHEeHHe IIpH ynotpeda ca

OTFOBOPHOCT HA moTpebuTens u He Ou TpAOBaTO /12 HaziBUIIaBaT 90 AHW TIpH TeMNEpaTypa
nog 25°C.

£

6.5 BdA H CHLALPXKAHHE HA OMTAKOBKATA




OmnakoBkaTa Tpeacrarnasa 6sma LDPE 6yrunxa (5 ml), ceaepxamya 3 ml pasrBop, ¢ MyJITHIO30B
HDPE xankomep, KOHTO MpeAna3Ba ChAbP/HaHHETO 0T 3aMbpcsBate biiaroJapeHHe Ha CWIMKOHOBA
KJIalHa CHCTeMa, GUNTpupaia Bb3ayxa Bik3al] HapbTpe B OyTiikara H HDPE kanavka ¢bC 3aIHTCH
[IPBCTEH B KAPTOHEHA KYTHA.

1 6ytunka ot 5 ml, ceappkania 3 ml pasTeop
3 6ymiiikm o1 5 ml, csappxamu 3 ml pazrsop.

He BcHYKK BHAOBE OMAKOBKY MOTaT Aa OBJaT NycHATH B mpogaxoa.
6.6 ChnennHanHM npeanasHH MepKU MPH H3XBLPJIAHE H paboTa

Hama crienMangy U3UCKBaHKA,

7. HNPUTEXATEJI HA PASPELHIEHUETO 3A YIIOTPEBA

Zaklady Farmaceutyczne POLPHARMA S A,
ul. Pelplinska 19, 83-200 Starogard Gdanski, Ilonura

8. HOMEP(A) HA PASPELIEHMETO 3A YIIOTPEFA)

Per. Neo: 20190243

9., JATA HA TBPBO PA3SPEIIABAHE/MMOAHOBABAHE HA PASPEHIEHHETO 3A
YIOTPEBA

Jarta Ha nepBo paspemasane:; 29.10.2019

10. JATA HA AKTYAJNIM3HPAHE HA TEKCTA




