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1. HME HA JIEKAPCTBEHUA ITPOAYKT Jo% 60 08 -01- 7078

BpuroconT 10 mg/ml + 5 mg/ml kanku 3a o4u, CycneH3us
Britosopt 10 mg/ml + 5 mg/ml eye drops, suspension

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

EAMH MHUJHIIMTBP OT CyCNeH3usTa chabpika 10 mg Opunsonamua (brinzolamide), n 5 mg TUMOJION
(timolol) xkato TumMonooB Manear (as timolol maleate).

[ToOMOLIIHO BelECTBO C U3BECTHO JIEHCTBUE
EfuH MUTHIMTBD OT cycren3usTa chabpxka 0,10 mg Oben3ankoHues XJIOPHIL.

3a IBJIHKUS CIIMCHLK Ha MOMOIIHUTE BelllecTBa BHXTe Toyka 6.1.

3. JIEKAPCTBEHA ®OPMA

Kanku 3a 04H, CyCII€H3H4.
Bsina no noutu 6si51a CycCrieH3us.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NNOKA3AHHA

HamasnsiBaHe Ha MOBUILEHOTO BbTpeoyHo Hasrade (BOH) npu Bb3pacTHH NAHEHTH C OTKPUTOBIBJIHA
rJlaykoMa Wi OYHa XUIEepPTEeH3Us, IPH KOUTO MOHOTEpanusATa He OCUTypsBa 10CTaTb4HO HaMaJIsBAHC Ha

BOH (Bx. Touka 3.1).

4,2 Jlo3HpoBKa H HAYHH HA NPHJIOKEHHE

J103upoBKa

VYnompeba npu év3pacmnu, 6KAIOYUMENHO CMAPYECKa 8b3pacm
Jlo3aTa e eHa Karka BpuToCcoNnT B KOHIOHKTHBAJIHUS CaK Ha 3aCErHaToOTO OKO(O4H) ABa IbTH JHEBHO.

[Tpu npuTHCKaHE Ha HA30JIAKPUMAJIHUS KaHall HJIM 3aTBapsiHe Ha KJernauure, cuctemHara abcopOuus ce
HaMaJIsiBa. ToBa MOXe Jia JIOBEJIe /10 HaMalisiBaHe HAa CHCTEMHHUTE HeXeJIaHW peaklMu U 3aCHJIBaHE Ha
JIOKaNHoTO JeiicTBHe (BXK. To4Ka 4.4).

AKo eJiHa J103a Objie TponycHara, JieueHHeTo TpsdBa Jia ce MPOABbJ/DKHM ChC C/IeABALlAaTa NJIaHHpaHa /103a.
Jlo3aTa He TpsOBa J1a MpeBHILABA €/1HA Kalka B 3aCEerHaToTo OKO(O4H) /1Ba MMbTH THEBHO.

[Tpu 3aMsiHA HA APYT M3I10JI3BaH AHTHIJIAYKOMEH JIEKapCTBEH MPOJYKT 3a OYHO MPUIIOXKEeHHe ¢ bpuroconT,
APYTHSAT JIeKapcTBEH MPOAYKT TpsOBa Ja ce Crpe U e/1Ba Ha Clie/IBallys [IeH /1a ce 3ar04He JIEYEHHUETO C

bpurtocorr.
BezonacHocTTa ¥ epUKACHOCTTA Ha MPOJYKTa NPH JIeYeHHE Ha 43Ba HAa POroBHLIaTa U OTaNIMHs

HEOHATOPYM HE Ca yCTaHOBEHH.
Cneyuannu nonyaayuu R
ITeouampuuna nonynayus //

bezomacHocTTa M epHKacHOCTTa Ha BpUTOCONT NpH Jiela | IOHOWIX Ha Bb3pact ot 0 ,uo 18 ro,uHHH BCE
Oll[e He ca YCTaHOBEHH. JIUIcBarT JJaHHHu. Il < |



Uepnodpobro u 6vbpeyro yspescoane
He ca npoBexaaHy NpoyyBanus ¢ BpHTOCONT K ¢ THMONON 5 mg/ml Kanky 3a O4H NpH NAUKEHTH C

yepHoApobHo uik 66peyHo yBpexaHe. He ce Hanara KOpHrHpaHe Ha 103aTa NPH NAlHEHTH C
qepHOAPOSHO YBPEKAAHE HIH NPH NALMEHTH C JIEKO JI0 yMepeHO Ob0pedHo yBpeKaaHe.

BpHUTOCONT HE € H3CNEIBAH NPH NALHEHTH ¢ TeXKo Os6pedHo yBpexaHne (KpeaTHHHHOB KIIHPBHC <30
m]/min) ¥IH NPH NANKEHTH C XHIIEPXIOPEMHYHA aino3a (BK. Touka 4.3). Thit kato OpHH30NAMHL H
HEroBHAT OCHOBCH MeTabonuT ce oTaenar ocHoBHO ype3 6ubpennte, bputoconT € NpOTHBONOKa3aH MpH
ManMeHTH ¢ Texko Gr0pedHo yBpexaane (Bx. Touxa 4.3).

BpuToconT Tpa6Ba a e H3TO/I3Ba ¢ OBHLICHO BHHMaHUE NPH [TALHEHTH C TeXKO YepHOAPOOHO

yBpexaaHe (Bx. Touka 4.4).

HauMH Ha NPHI0XKECHHE

3a OMHO NPUNIOKEHHE.

IMauuenTure TpAGBa Aa GBAAT HHCTPYKTHPAHH Aa paskaatTaT Robpe GyTunkara npeau ynorpeba. Cnen
KaTO KAMAYKATA € CBAJICHA, KO 3AIHTHHAT NPhCTEH e xnabaB, MaxHeTe ro, NPSAH a HINOJI3BATe

NpoAyKIa.

3a na ce NpeanassT afIKaTopa-KankoMep ¥ CYCIIEH3HATA OT 3aMbpcABaHe, TPAOBa fia Cc BHHMAaBa a He
ce IOKOCBAT ¢ BbPXa Ha aiuIMKaTopa-Kkankomep Ha GyTuikara Kienaqure, 3ao0ukansuara re 00acT uik
ApYrH nopbpxHocTi. MHCTpyKTHpaliTe naleHTHTe Aa ChxpaHaBar Oy THIIKaTa IUIBTHO 3aTBOPEHa, KOraTo

HE CC H3NOonN3Ba.

ITpH H3M0JI3BaKe Ha 110Beye OT eAKH O TAIMONOTHYCH ACKapCTBEH NPOAYKT 38 JIOKATHO NPHIIOKEHHE,
NEKAPCTBEHKTE MPOAYKTH TpAOBa fa ce NpHIaraT ¢ HHTEPBAJ OT [OHE 5 MHHYTH MOMEX]Y HM.
OunuTe Ma3d TpAOBa A4 ¢ IpHUNaraT MOCHIeIHH.

4.3 IIpoTEHBONOKA3AHHAS

. CBPBXYYBCTBUTEIHOCT KbM AKTHBHHTE BEILIECTBa HJIH KbM HAKOE OT NIOMOULIHHTE BEIIECTBA,
H36poeHH B Touka 6.1.

. CBpBXUYBCTBHTETHOCT KBM Jpyrv Gera-6mokepH.

. CBpPBXUYBCTBHTETHOCT KBM CYN(OHaMIAH (BX. TOUKA 4.4). .

- 3a6osBaHe ¢ NOBHILIEHA PCAKTHBHOCT HA JAMXATEHUTE MHTHILA, BIUTFOYHTENHO OPOHXHAIHA acT™MA
WIIH aHAMHe3a 332 GPOHXHAIHA aCTMA, HITH TEXKa XpOHHYHa 06¢TpykTHBHA GenopoGHa GonecT.

. CuHycoBa Gpajukapans, CHHAPOM Ha GONHHA CHHYCOB Bb3¢Jl, CHHO-aTpHaleH QIIoK,
ATPHOBEHTPHKY1apeH 610K BTOpa HIIH TPeTa CTENEH, HEKOHTPOJHpaH ¢ nelicMeitkep. [IposBeHa
ChpIeUHa HEAOCTaTHYHOCT, KAPAHOTEHEH 1IOK.

. Texxbx anepruycH pHHHT.

. XumnepxyiopeMHUyiHa auuo3a (Bx. Touka 4.2).

’ Texxo 6u6peuno yspexnane.

4.4 Cuennalny npeaynpexiaeHns H NpeAna3HH MEPKR npH ynoTpeba

CHCTEMHH eexTH

. BpHH30maMAl ¥ THMOJION ce aGcopbupat cucTeMHo. Ilopaayu HAMHYHETO Ha
GIOKEep THMOJIOJN, MOTaT Ja ce MOABAT ChII{HA THII CbPACUHO-CBAOBH, ITYJIMO
He)XeNaHH JIEKAPCTBEHH peakUuH, HabnaronaBaHy MPH CHCTEMHHTe Oera
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UeCTOTATa H& CHCTCMHH HEXENAHH PEaKUHH CIEH JIOKATHO OYHO MTPHIIOKEHHE ¢ ITO-HHCKA,
OTKOJKOTO MPH CHCTEMHO MPHJIOXKEHHE, 32 HaMangBaHe Ha cHcTeMHaTta abcopOius BrkTe TovKa 4.2,

. Tsit kaTo ce abcopbupa CHCTEMHO, NPY NALMEHTH, KOKTO NOTyYaBaT bpATOCONT, MOTaT Aia CC MOABSAT
peaKIMK Ha CBPhXUYBCTBHTE/HOCT, OOIIM 38 BCHYKH Cy/IpOHAMHIAHH POA3BOIHH.
CrpIcyRn HapYIIEHHS

ITpu nauMeHTH CHC ChHPASHHO-ChA0BH 3a60/IABAHKA (HANp. HCXeMAUHa 60JECT Ha CHPLETO, AHTHHA Ha
Prinzmetal # CpASYHA HEAOCTATLYHOCT) H XHITOTOHHA, JieueHueTo ¢ GeTa-Onokepu TpaGsa Ja Obae
KPHTHYHO MpELeHeHo K TpAGBa aa ce 06ChM NIEUEHNE ¢ APYTH AKTHBHH BellecTBa, [ JallHeHTHTE Che
ChPACYHO-CHAOBH 3a60aBanus TpsAOBa fa ce Hab/oAaBaT 3a MPH3HALM Ha BJIOLIABAHE Ha TC3H

3a00JIBaHNA H 38 HEXENIAHH PEaKIUH.
IMopajy cBost oTpHLATENeH edekT BBPXY IPOBOAHOTO BpeMe, Gera-bioxkepure Tpsi6Ba Aa ce IPHIArar ¢
MOBHIICHO BHHMAHME FPH NAaLEHTH ¢ TbPBa CTeneH chpAeueH (oK. |

ChIOBH HAPYIICHHS

IanmeHTHTE C TEXKH NepHhepHH LHPKYIATOpHU pascTpoiicTBa/HapyieH s (Hatp. TeXKH GopMH Ha
6onect Ha Raynaud mim curapom Ha Raynaud) Tps6sa na ObaaT NeKyBaHH ¢ MOBHILICHO BHUMAHHE.

XHICPTHPCOHIHIBEM

Bera-6oxepuTe MOraT CbILO J1a MACKHPAT NPH3HALKTE HA XHNEPTHPEOHAU3LM,

MyckymHa cnaboct

Wma crobimeHus, ye ekapcTBEHUTe POXYKTH OT rpynara Ha Gera-afipeHepruYHHTe 0/I0KepH 3aCHIIBAT
MYCKyJTHaTa c1abocT ¢ MposBa Ha Onpe/iecNeHH MHACTEHHH CHMITOMH (HANp. AMIUIONHA, NTo3a ¥ o6ma

cnabocr).
P HH Ha HUSA

PecrMpaTOpHH peakiliH, BKIIOMHTENHO CMBPT, Ib/DKala ce Ha 6poHX0Cnassy, ca ChoOmesH Npy NalMeHTH
C acTMa CJIe/l MPHJIOKEHHE Ha HaxoH 6eTa-GIIoKepH 3a OUHO npunoxeHue. bputocont Tpsabsa 1a ce

H3M0JI3Ba ¢ BHUMaHHE NPH MallMeHTH ¢ JieKa/yMepeHa XpoHHyHa o0cTpykTuBHa 6enonpobHa Gomect
(XOBB) 1 To camo ako NOTCHLANHATA 101338 HAAXBHPJA MOTEHIHAIHHA PUCK.,

XunormmxeMua/nuaber

Bera-6nokepure TpaOBa Aa ce NPUNAraT ¢ MOBHIICHO BHUMAHHE TIPH NalHEHTH, CKIOHHH KbM CHIOHTAHHA
XMIIOIMIMKeMHS M TIPH NAIMeHTH ¢ Jabunen quaber, Thil Kato 6cra-bi0KepUTe MOTaT Aa MACKHPAT
NPHU3HALMTE H CHMITTOMHTE Ha OCTPa XHIIOTTHKEMH.

HOBHH

BpuToconT chAbpka 6paH30oNaMHA, KoHTO € cyndoHaMun. CHUMAT THN HEXeNaHU PeaKLHH, XapaKTepHH 3a
cyipOHAMHIUTE, MOTAT A4 ce Habmogasar NpH JIOKANHO NpHIokeHHe. HapylueHns Ha KHCCTHRHO-
OCHOBHHA GaNakc ca ONMHUCAHH NpH nepopaiHuTe HEXHOHUTOPH Ha KapboaHxuapasara,

To3H nexapcTBeH NPOAYKT TpsOBa Ja ce H3MOJI3BA ¢ NOBHIIEHO BHUMaHHE NPH NAIHCHTH C [
Gu6peqHo YBpekaHe, Nopaay BE3MOXKHHS PHCK OT MeTabomMTHa aunaosa. [Ipu nogpe
peakliiH Ha CBPBXUYBCTBUTCIHOCT, YHOTpeOaTa Ha TO3H IEKAPCTBEH NPOXYKT TPHIBaRg <
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[NepopaiuuTe HHXHOUTOPH Ha KapGoaHXuApasaTa MOraT 1a HapyLaT CHOCOOHOCTTA 34 H3ITLIHEHHE HA

3a71a4H, H3KCKBAIK aKTHBHA KOHLEHTpalus HA BHEMAHHETO W/HIH (PU3MUECKA KOOPAHHAIIHA.
BpuroconT ce abcopSupa B CHCTEMHOTO KpEBoOOpallleHKE ¥ ClISI0BATENHO TOBA ACHCTBHE MOXE 11a Ce

NPOsIBH NPH JTOKAITHO NPHIIOXKCHHC.

AHaQUAAKTHIHA peakiuy

Hokarto npueMaT GeTa-6nokepH, MalHEHTHTE ¢ aHAMHE3a 33 TONMA HIIH aHAMHE34 38 TeXKA

aHabuIaKTHYHA peakiia KbM pCIHLA aNepreHH € Bb3MOXHO [a pearHpaT Nto-H3pa3eHO NpH NOBTOPCH
KOHTAKT C Te3H aAJIEPreHH, a 1a He pearupar Ha oOnyaltHHTE 1034 apeHaiMH, H3MO0JI3BAHH 34 JIeHECHHE Ha

aHADHNAKTHIHE PeaKIHH.

O1jenBaHe Ha XOPHOHICATa

Hima cro6LeHus 2a OT/IeNBAaNEe HA XOPHOHAEATA IPH NpHNaraHe Ha JeMeHHe, MOTHCKALO MPOAYKIMATA Ha
BBTPEOYHA TEYHOCT (HAIIP. THMOJION, aueTrasoNaMui) ciel GUITPAHOHHH MPOLEAYPH.

XHDYPIUYHA aHECTEINA

OdyrasMONOrH4HHTE NMpenapaTy, KOuTo ca Gera-6nokepu Morar Aa 670KkHpar epeKTUTe Ha CHCTEMHHATE
6eTa-aroHUCTH, HalIpHMeED Ha afpeHa KHa. AHeCTe3HoNorsT TpAGBa Aa 6bae HHPOPMHPaH, aKO MALHEHTHT

MoNy4asa THMOJIOJ.

CHOBTCTRALIA TEPANKA

EdexTbT BbPXY BETPEOUHOTO HANATAHE WM H3BeCTHHTE e(ekTH Ha CHCTeMHaTa OeTa-0nokana Morar Jia
GbAaT YCHJIEHH, KOTATO THMOJION C€ NPHJIAra IPH MaMHEHTH Bede NpHeMalli cuctemen bera-Ortokep.

OTroBopbT Ha Te3H NALHEHTH TpadBa Aa Obe HabmonapaH BRUMATENHO. YioTpebara Ha 1Ba JIOKAIHH
Gera-afpeHepryuEy O0Kepa WM Ha ABa IOKAITHY HHXUOHTOpA Ha KapOoaHXHpas3aTa He ce Npenoprpisa

(Bxk. TOUKA 4.5).

ChiecTBYBa BE3MOXHOCT 32 ANHTHBCH e()eKT 110 OTHOLICHHE HA H3BECTHHTE CHCTEMHH €(peKTH Ha
uHXHGHpaHeTo Ha XapboaHXHApA3aTa NpH NalMEHTH, NOMy4YaBallH epopaicK HHXHOHTOp HA
xapGoaHxuapasara H Bputocont., EAHOBpeMEHHOTO NPHIOkKeHUE HA BpHTOCONT H NepopanHi HHXHOHTOPH
Ha KapOoaHXM/Ipa3aTa He e U3CNC/BAHO H HE Ce NpenopbyBa (BXK. ToUKa 4.5).

QuuH ederrn

OnuTeT ¢ BPUTOCONT NpH JieYeHNe Ha NAIMEHTH ¢ NICeBAOEKCPOMMaTHBHA HITH MHTMEHTHA IJIAYKOMA €
orpaHuvcH, TpaGra fa ce MoAX0Mi/ia C BHEMAaHHE KbM JICHEHHETO Ha TE3H MAalMEHTH M CE Mpenophysa

npocneassane Ha BOH.

BpHTOCONT He ¢ H3CeIBAH NMPH NALHERTH C TECHOBIBJINA IMAyKOMa H ynoTpebara My He ce npenopu4bea
NpH TE3K NAIHEHTH.

OdranMONnOrHuHHTE ﬁe'ra-ﬁnokepn MOTAT A8 MPHYHHAT cyXoTa B oyHuTe, [laue
poroBuuaTa TpAOea fa ObAaT NeKyBaHH BHHMATEJHO.




Br3moxHara posis Ha 6punizonaMua BpXy GyHKUMATA HA POTOBHYHHSA €HIOTEN HE € H3C/IeiBaHa NpH
NALMEHTH C YBPEAcHa POroBHLa (0CoGEHO MPH MALMEHTH ¢ HUChK GpOHl eHAOTENHY KICTKH).
[TaiHesTHTe, HOCCIM KOHTAKTHH JICIIM, He Ca CIIENMATHO MPOYYBAHH H Ce Npenopbh4Ba BHHMATEC/IHO
HAGMIONCHHE HA Te3d MAIMEHTR Npu ynorpebaTa Ha 6prH30NaMAl, ThH KaT0 HHXHOMTOPHTE Ha
KapGOAHXHMPA3ATa MOTAT A3 OKAKAT BIMSHHE BbPXY POrOBHYHATA XMApaTauud. Toba MOXeE 1a JOBEAE 10
IEeKOMIICHCALMS HA POrOBHLIATA M OTOK, ¥ HOCEHETO HA KOHTAKTHH JICIIM MOXE Ad NOBHILH PHCKA OT
yBpexXaHe Ha porosHuata, [Ipenoppusa ce BHUMATENHO HAONIO/ICHHE HA MALMEHTH C EBCHTYANHO

YBDPEX/IAHE HA POrOBUIIATA, KATO HAPHMED NALMEHTH ChC 3aXapeH AnabeT HilH TakHBa ¢ POrOBHYHA

RUcTpodus.

BpuToconT MOXe /i c¢ H3NON3Ba, JOKATO C€ HOCAT KOHTAKTHH JICILH, MPH BHUMATEIHO Habmonenue (BK.
No-HONY ,,DeH3alIKOHHEB XJIOPHT ).

DeH3aIKOHHED XIOPHA

BputoconT ¢habpka GeH3ANKOHKEB XNOPHJ, KOATO MOXE J1a MPHYMHU OYHO JIPA3HEHE H € HIBECTHO, 46
MO3i¢e JIa IPCAU3BHKA IPOMSHA B I{BETA HA MEKHTE KOHTAKTHH NeiH. KOHTaKkTsT Ha IPOAYKTa C MCKH
KOHTaKTHH Jiel Tpa6Ba Aa ce u3barsa. [Tanuenture Tpadea 1a ObAAT HHCTPYKTHPAHH Ja CBAJIAT
KOHTAKTHHTE JICLLH MPEeaH MPUIOKEHHETO Ha BPHTOCONT M fia M34akaT 15 MHHYTH C/le/l NPH/IATaHeTo Ha
JIeKApCTBEHHSA NPOMLYKT, PENH Aa I NOCTABAT OGPATHO.

HMa cro0meHus, ye GeH3aTKOHHEBUST XIIOPHA MPHYHHABA TOUKOBHAHA KEPATONATHA H/MIH TOKCHYHA
s3peHa keparonarthd, Heo6xonuMo e BHHMATETHO Habo/eliHe PH YeCcTa A NPOABIDKUTENHE ynoTpeOa.

YepuoapoOHo yBpexane

BprTocorrT TpA6Ba Aa e H3MON3Ba C NOBHINEHO BHHMAHHE NPH NAUHEHTH C TEXKO YePHOAPOOHO
YBpEXKAHE,

4.5 BiaumopeilcTBHe ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aHMOAeHCTBHE

He ca npoBexkaanu cnenuduyHY poyuBaHus ¢ BpHTOCONT 32 NIeKapCTBEHNTE B3AHMO/ICHCTBHA.

BprroconT chAbPKA GPHH30NAMU, KOHTO € HHXUOHTOP Ha KapboaHXuIpasaTa H He3aBHCHMO OT TOBA, Y¢
ce npHIara JIOKanHo, ce pesop6upa cHecTeMHo. [TpH nepopaniute HHXUOHTOPH Ha KapboaHXHApas3aTa ce
chobIIiaBa 38 KHCEIMHAO-OCHOBHH HapyllUeHHA. BE3MOXKHOCTTA 38 TAKMBa B3aHMoAcHCTBHS TpA6Ba Ja ce

¥Ma peXBUA TIPH NAlMeHTHTE, YIoTpedbasauy bpuToconT.

ChILECTBYBa BbIMOXKHOCT 38 AAHTHBEH €(EKT 10 OTHOLICHAE HA H3BECTHHTE CUCTEMHH e(eKTH Ha
HHXHGAPAHETO Ha kapGOAHXHAPA3aTA NIPH MALMEHTH, NOTy4aBail| NepopaneH HHXHOUTOD Ha
kapGoanxuapaszaTa 1 SpHH30IaMH] KallKH 38 OUH. EJHOBPEMEHHOTO NIPHNOXKCHHE Ha KaNKH 34 OUH,
CHABPXKALLH OPHH3ONAMHUA K 11epOpaiHH HHXHOHTOPH Ha kKapboaHXuApa3aTa, He Ce MPEIopbYBA.

HU3o3zuMuTe Ha HuToxpom P-450, oTroBapau 3a merabonnsMa Ha 6punsonamua xmousat CYP3A4
(ocroBeH), CYP2A6, CYP2B6, CYP2C8 u CYP2C9. [Ipennonara ce, 4e uuxuburopure Ha CYP3A4
KaTO KeTOKOHA30/1, HTPAKOHA30/1, KIOTPHMA30J]1, PUTOHABHP H TPOJICAaRNOMHLIKH Iue HHXHOHDAT
metabonmuaMa Ha Gpunzonamun upes CYP3A4, [IpenopbyBa ce BHEMaHKMe HpH KOMOHHHpaHa Tepaius ¢
urxuGuTopd Ha CYP3A4. Bee nak e Masko beposTHO GpHH30NAMBA ia KyMYJ/IHpa, Thi karo 650pedHoTO
eNMMHHUpPaHe € OCHOBHHS ITbT. BpHH30NaMH/] He € HHXGHTOD Ha H303HMHTE Ha UHTOXpOM P-450.

ChIIecTBYBa BE3MOXKHOCT 3a IOMBIHATENHH eheKTH, BOACIIH 10 XHIIOTOHHA H/H
OpanmKapaus, KoraTo pa3rsop nHa 6era-00kep 3a OMHO NPUAOKEHHE CE IpHar




nepopaiki 610KepH Ha KalMeBuTe Kanaiu, 6era-aapeHepruuHy 610kepH, AHTHAPUTMHUYHH NICKapCTBa
(BKIOYHTEIHO AMHOAAPOH), ANTHTAIHCOBH MTHKO3H/H, 1apaCHMIIaTHKOMUMETHLH, rBAHETHHH.

Bera-6iioKkepuTe MOTaT ia HAMAJIAT OTFOBOPA KbM afipeHallHH, H3MOJI3BaH 32 JICYCHHe Ha aHa(HIAKTHIHH
peaxniuy. Heo6xoaHMO ¢ CienHanHo BHUMAHHE NPH NAUHCHTH C aHAMHE3a 34 ATONKA HIIH AHA(DUNAKCHS

(BX. Touka 4.4).

XunepToHH4HATA PEaKiis IPH BHE3aNHO OTHEMAHE HA KIIOHWINH MOXE A1a Ce YCHJIH NMpPH NPHEMAHETO Ha
Geta-Gnokepn. [Tpenopbusa ce NOBHIIEHO BRHMAHHE NPH €AHOBPEMEHHA YNOTpeba Ha TO3H JIEKAPCTBEH

 IPOAYKT ¢ KINOHHAMH,

TloxJiaBaHa ¢ 3acHieHa cucremHa Gera-6Gnokana (Hanp. 3a6aBeH Chp/ieueH PUTHM, ACNPECHS) PH
koMGHHHEpaHa Tepanus ¢ HEXuGuTOpH 1a CYP2D6 (Hanp. XMHUAKH, dITyOKCETHH, TAPOKCETHH) H
THMOJION. [IpenopruBa ce NOBHIUCHO BHHMAaHHE,

Bera-6noKepHTe MOTAT i@ YBEIMUAT XHNOITMKeMUYHHA edeKT Ha aHTHAMaOETHHTE CpeICTRa.
Bera-GoKepHTe MOraT 1a MACKHMPAT NPH3HALATE H CHMITTOMHTE Ha XMITOTIHKEMHS (BX. Touka 4.4).

HMMa eqHEYEH ChOOIIEHHA 33 MHIPHAa3a B pe3yJiTaT Ha efHOBpeMeHHa ynorpeba Ha OeTa-OokepH 3a
OYHO MPHAOKEHHE H afipeHaIHH (CMHHEPPHH).

46 OepruadTtet, 6peMeHIIOCT H KbpMeHe

BpeMenHOCT
Hsama 1oCTATHYHO JAHHH OTHOCHO ynorpedara Ha OpHH30JaMHJ H THMOJION 38 OYHO NIPHIIOKECHHE NPH

GpeMeHHH XeHl. [IpoyyBaHHaTa NPH XKHBOTHH ¢ OPHH30JIAMHJ TOKA3BAT PENPOAYKTHBHA TOKCHYHOCT
clIe[] CHCTEMHO TPHIOXKeEIHe, BIKTe Touka 5.3. bpuTtoconT He TpsAOBa fa ce H3MOJ/3Ba 110 BpEME Ha
GpeMeHHOCT, OCBEH B C/y4aii 11a kaTeropyyHa HeoOXoAUMOCT. 3a HaMajgBaHe Ha CHCTEMHATA abcopOuus

BHXXTE TOUKS 4.2,

EnageMuONOrHYHHTE NIPOYUBAHHSA He OTKpHBAT MaIPOPMaTHBHH €(PEKTH, HO ITOKA3BAT PHCK OT
HHTPayTEPHHHO 3a6aBsiHe Ha pacTexka NpPH NepopajHo NpunoxeHue Ha Oeta-0nokepH. B noneaneHne,
HaGmopaBaHM ca NPH3HAIHN H CHMITOMH Ha Oera-6n0kaja (Hanp. OpaauKapaAns, XHIMOTOHMS,
pecHHpaTOPEeH AKCTPEC H XHITOTNIMKEMHUA) TPH HOBOPOJCHOTO, KOFaTo ca npuiaranu 6era-0nokepu A0
paxcaanero. AKO BputoconT ce npuiara 0 paXcAaHeTo, HOBOPOAEHOTO TpsAGBa jia 6hae HabnlonaBaHo
BHHMATEIHO NPe3 MEPBUTE JHY OT JKHBOTA.

KbpMeHe
He e nasectHo fanu SpMH30AaMH] 32 OYHO IPHIIOKEHHE C€ eKCKpeTHpa B KbpMaTa, IIpoytuBanuaTa NpH
*KHBOTHH [OKA3BAT, Y€ CJEA NepOopPanHo NPHIOKEHHE OpHH30IAMEA Ce EKCKPETHPa B MIAKOTO, BHXKTE

TO4YKa 5.3.

Bera-GoxepHTe ce eKcKpeTupar B kbpMata. OGave, NpH TepancBTHYHH 034 HA THMOJION NIOA (opMa Ha
KaIKH 38 OYH € MATKO BEPOATHO B KbPMaTa Aa JOCTHIHE JOCTATHYHO KOMHYECTBO, KOSTO Ja NpeJH3BHKA
KIHHHYHK CHMIITOMH 11a 6eta-610Kaaa npu KbpMaueTo. 3a HamalsBaHe Ha cUCTeMHaTa abcopOLHA BIKTE

Touka 4.2.

He Moxe o6aye aa ce H3KIOYH PHCK 33 KbpMayeTo. TpsOBa fa ce B3eMe pelIeHEE OAJIH Aa CC
npeycTaHOBM KbPMEHETO HIIH Aa Ce NpeyCTaHOBH/HE C€ NPHIIOKH TepanuATa ¢ bputoconT, karto ce
BaeMAaT NPEABUJ N0JI3aTa OT KbPMEHETO 32 JICTETO M I10713aTa OT TepanuATa 3a XXCHaTy, '"‘“-~
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He ca npoBexaany nMpoy4BaHiis 33 OLEHKa Ha e(eKTa Ha JIOK2IHOTO OYHO NPHIIOKEHHE Ha bpuToconT
BEPXY epTHIIHTETa NIPH XOpa.

HexnuEyuH#Te AaHHH He noka3BaT edeKTH Ha OpHH30MaMHUA HAH THMOJION BbpPXY MBXKKATA HITH XKCHCKA
MIOAOBMTOCT NIPH cliej| nepopanHo npunoxerne. He ce ouaksat edexrd U npu ynorpebara Ha

bparoconT.
4.7 EdexTn BopXy cnocofnocrra 3a modupane # pabora c MAINAHA

BpHTOCONT NOBAMSABA B MAJIKA CTENEH CNocoSHOCTTA 38 WwodupaHe ¥ paboTa ¢ MALIHHY.

BpeMeHHO 3aMbIIIABAHE Ha 3PEHHETO HIH APYTH 3PHTEHH CMYIIEHHA MOTaT A2 NOBJIHAAT CIOCOOHOCTTA
3a mogrpade Wax paboTa ¢ MAUIMHH. AKO NPH NOCTABAHETO HA IEKAPCTBCHUA MIPOXYKT 3PCHHETO CE
3aMBIUTH, NALUEHTHT TPAGBA 18 N3UaKa JOKATO 3peHHETO Ce NPOACHH, NpeaH Aa modupa 1uiH 1a paboTH ¢

MAallHHH.

Muxuburopurte Ha KapGoaHXuApasaTa MOraT Aa BIIOLIAT COCOOHOCTTA 33 H3ITBJIHEHHE Ha 3a/1aYH,
W3MCKBAIIK AKTHBHA YMCTBEHA AcHHOCT H/WIH u3ntecka KOOpAMHALNA (BX. TOUKa 4.4).

4.8 HexenaHu JeKapCTBEHN PEAKIIHN
Pesome na npoguna na besonacrocm

B KIMHUYHHTE H3NMTBAHUS, Hal-4eCTHTE HEXEJAHH PEaKiMH Ca 3aMbIJIEHO 3pEHHS, JApa3HeHe B OKOTO U
6onKa B OKOTO, KOHTO Ca HacTBLIIMIHA IpH 0Koio 2% A0 7% OT nalHeHTHTE.

Tabauuno 0bobwenue Ha Hexceaanume peaxyuu

CneaHuTe HEXeNaHU peaKlHH ca ChoOLEHH 110 BpeMe Ha KIIHHHYHHTE H3NTHTBAHHA U
NOCTMAPKETHHIOBOTO HaGmoAeHHe HA BpHTOCONT K OTACNHUTE ChCTABKM OpHH30MaMHA H THMOJIOIL.

Te ca rpynupaHi ChIAACHO C/EAHATa KOHBEHLA: MHOro decTH (=1/10), yects (21/100 ao <1/10),
Heuecth (>1/1 000 no <1/100), peaxu (=1/10 000 no <1/1 000), muoro peaxu (<1/10 000) mwnu ¢
HeH3BECTHA YecToTa (0T HATHYHHTE JaHHH He Moxe Ja 6bje HanpaBena OleHKa). IIpH Beako rpynupate
B 3aBHCHCMOCT OT YECTOTATA, HEXCIaHUTE IEKApCTBEHH peaKluy ¢e H36posBaT B HH3XOIAL pex no
OTHOICHHE Ha TAXHATA CEPHO3ZHOCT.
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HapymeHHs Ha
MeTabomu3Ma 4 XpaHeHeTo

[TcuxuaaM HApYIIEHHS

CHCTCME

HapymeHus Ha HepBHaTa Yecrn: JIHGI"BYBHHI

Penky; 6e3CHHHE
1 2 3
IC HeH3BeCTHA YECTOTA: AenpecHs , 3ary0a Ha nameTTa , AnaTHA ,
3 3 23

3

Eacnpecunﬂo HACTPOCHHE * HaMaJIeHO MHOHAO , KOLIMapH
1EPBHOCT

2
: MO3BbUHA HCXEMHUA , MOZBYHO-CBAOB

HEU3BECTHA Y
munnemz, cuuxonz, 3aCH/IBaHE HA NPH3HALKTEC H CHMIITOMHUTE Ha
MHACTCHUA rpaBch, cmnnnoc*rz, MOTOpPHa ,nnccbyﬂmnﬂj, aMHe:suaa,
HapylleHHe Ha nauerraa, napemsﬁaz's, Tpemol’a, XHHOEGTGSHHB,
areyanﬂ3, maaﬂoc'rl, rnaaoﬁonnel

Hapymenns Ha ounre

YecTH: TOUKOBHAEH KEPATHT!, 3aMBIJIEHO 3peHHe’, 60Jka B OKOTO',
NpasHeHe B OKOTO'

HeuecTn: xepatut!3, cyXora B 0KOTO', BHTANHO OLIBETABAHE HA
.pOroBMIATA ¢ 6arpiiIo!, O4Ha CeKpenus', OUeH NPYPHUTYC', ycewaHe
33 9yACA0 TAIO B OUHTE!, OUHA XHIepeMus', XHIIEPEMHUA Ha
KOHIOHKTHBATa'

Penxv: eposus Ha poroeiara’, nonoxureneH TuHAaN Ha npeaHaTa
xamepa!, poTodobus’, NIOBUILIEHO ¢HI300TACNAHE', XHIIEPEMH S HA
CKJIepaTa', 3auepBaBaHe Ha Kjenaua', KpycTH no pr6a Ha xnenava'

C HeM3BeCTHA YECTOTa: YBEIHYaBaHe Ha ChOTHOIEHHETO
eKCKABAIMS/ MUCK HA 3PHTEIHHA HEPB®, OT/IENBAHE Ha XOPHOUeATA
cnen GHUITPALHOHHA XUPYpPrus? (BXk. TouKa 4.4), KepaTonaTua’,
fedexT Ha POroBHYHMS ENHTEN’, HapyllleHHEe Ha POrOBHYHHUS
enKTeN’, IOBMIICHO BETPEOUHO HAJIATAHE®, OTIAraHus 1o OKOTO",
MIETHA IO POTOBHLATA®, OTOK HA POroBMUATa’, HaManeHa
YyBCTBHTEJHOCT HA POrOBHIATA%, KOHIOHKTHBHT, MeHGOMHaHHT,
aumIonua® 3, qyBCTBO 3a 3acnenssaHe’, Goroncus’, HamaneHa
3pKTE/IHA OCTPOTa’, 3PHTENHO YBpeXKAaHe', NTEPHIHyM’, O4eH
nHcKoMGOpT®, CyX KEPAaTOKOHIOHKTHBHT®, XHIIOSCTE3HSA Ha OKOTO’,
MUrMeHTAlLKs Ha cKiepaTa’, CyOKOHIOHKTHBAHA KHCTa’,
HapyIeHHE Ha 3PEHHETO’, IO/l BaHEe Ha OKOTO®, OYHa aneprus’,
MaJiapo3a’, HapyIneHHe Ha Knenaua®, OTOK Ha kienaya', nrosa’

Hapyméuna Ha YXOTOTH
nabupHHTA

| | 3 3
IC HeM3BECTHA YECTOTA: BEPTHIO , THHHTYC
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CBFJIB‘IHH ﬁapymcnuﬂ

|
UecTH: HaMallelia CbpACHHA YECTOTa
2

: ChbpJICUYEH apecT , ChpJeYHa
2

eNOCTATLYHOCT mcmﬁna ChbPACYHA HEAOCTATHYHOCT ,
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2,3 2,3
hpmna , ChpredueHe Taxnxapnna [OBHIIECHA ChPACYHA

2
roc'rma3, rppaHa GoJka oro:cz

— - -
Cea0BH HapyLUEHHA

1
HeuecTH: MOHKXKEHO KPLBHO Hamu'aae

Qﬁmﬂwm xuno'ronna XHHEPTOHHH , MOBHIIIEHO

KPBBHO Ha.rmraHe ¢eroMen Ha Raynaud , cTyZ¢HH pBlE H
Kpuxa |
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MEAHACTUHANHH
HapYILICHHA

B 1
HegecTn: xanumia
1 ]
Penxu: opodapunreanna 6oska , puHOpES
2
IC Hen3secTHa UecToTa: OPOHXOCNAZEM (ITpeAHMHO NpH nauu'em v

mPenmecTnamo OpOHXOCTIACTHYHO mﬁomane), J:mcmiex acma
3

enuc'raxcﬂc ﬁponxnanua xnnepanunﬂoc'r Apa3HeHe Ha I"BpJIOTD

Ha3aJTHa KOHTI GCTHH KOHI'CCTHA HA MOPHHTE AUXATCIHHA m'mma
3 3 3
MOCTHA3a/JHa CEKPEIHA , KNXaHe , CYX0Ta B HOCA -

CToMaInHO-YPEBHH

3: NOBphInaHe , Honka B ropHara 4acT Ha

HApPYIIECHUS | 2 ! 1 1
Opcma KopemHa Gollka , iHapHi , CYXOTa B YCTaTa , rafiete ,
:at:':u:l;aa.rl-rr3 J.IHCHCIICHHZ ? abnoMHHaNCH nncxoud)op'rs, CTOMAILICH
_cxombop'r YyecTH necbexalmuz CTOMAIIHO-YPEBHO Hapymenﬂe3
pajiHa xnnnecmsnﬂ opaJiHa napecmm3 tbnarynenunﬂ
Xenamﬁnn;apﬂn C HEH3B 4eCTOTA: OTKIOHEHHS BbB Cl)y;IK-I-.lHOHaJIHHTE._
HapyiICHRA 4CpHOAPOOHH [OKA3ATENH

Hapyimenus Ha KoXara U
NOAKOXKHATA TEKaH

3 o 3

C Hen3BeCTHA YECTOTA: ymecapna , Maxyno-nanynoseu oOpuB ,
3
reﬂepanuaupaﬂ npypn'r_vc Hanper{aTocT Ha xomaTa , IEpMaTHUT ,

annneuna ncopnasmbopma oﬁpun 1M 060CTpAHE Ha
nccpuasﬂc oﬁpna epmema
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HapymeHHn Ha MYCKYJIHO-
CKEJIEeTHATA CHCTEME H
CheAMHHTEIHATA ThKAH
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FlapyLieHis Ha C 1ilen3pecTHA YeCToTa: epeKTHIHA AUChYHKIHSA , CeKCyalHa
BB3IPOH3BO/IMTE/IHATA > 2
CHCTEMA U I'bp/iaTa IHcQYHKIMA , HaManeHo JHOHA0

e ——— — — — — - - e

1,3
OOy HapyLICHHA H HeuecTH; HepasnONOKEHHE
edexTr Ha MSICTOTO Ha ! 3 : 2,3
NPIJIOXCHHE L. HCH3IBECTH YECTOTA. lpbm;a Oonka , 6;3][](& s YMOpa , ECTCI:HH .
MCKOMMOPT B MPhAHHA KOLI , HEPBHOCT , Pa3ipasSHUTENHOCT ,
3 3
nepudepeH OTOK , OCTATBK OT JIEKAPCTBOTO
e T - l — = . |
HscnensaHus HedecTH: MOBHILABAHE Ha KANMSA B KPbBTA , NOBHILEHA
l
aKTaTAEXHAPOreHa3a B KPBBTA

| gexxenanu peaxivu, HaGmofasanu 3a Bpurocont
2 NOITBIHATENHA HEXeNaHu peakuiy, HabnoaaBaii MpH MOHOTEPAITHA ¢ THMOJION
3 JOTB/IHATENIHY HeXeNaHH peakiyy, HabaoaaBaHK NPH MOHOTEPANHKA ¢ OpHH30IaMHUA

JTIHCAE sl JE . - Sl B ILK]
TMucrey3us (rop4us HAH HeoOUYACH BKYC B YCTATa HEMOCPEACTBEHO CIIEA NPHIIOKEHHE) & Hal-4ecTo
NOK/IaBaHATa CHCTEMHA HEXENaHa peakius, CBbp3Bana ¢ ynorpebata Ha BpUTOCONT 1O BpeMe Ha
KIMHHYHATE H3NATBAHKA. Tasu peaxuvs BepOATHO C& MIPHYHHSBA OT MPEMHHABAHETO HA KAITKHTE 38 O4H
1pe3 Ha30JIaKPHMA/IHUS KaHAN B Ha3o(hapHHKCA U ce ARIDKK Ha 6PHH30/1aMHA.

HazostakpHMaIHOTO 3aITyIIBAHE HIIH JIEKOTO 3aTBapsHE Ha KJenayua ciieji MPHIOKEHHE MOXKE Ja HaMaH

MOSBATA HA Ta3H peakuus (BX. ToUka 4.2).

BpuTtocont chaspxa GpMH30NaMHR, Kolito € cyndoHaMHACH HHXHONTOP Ha KapOoaHXH]pasaTa Che
cucreMHa peaopbiina. CTOMALIHO-4YpEBHUTE, CBbP3aHATE C HEPBHATA CHCTEMAa, XEMATONIOTHYHHTE,
616penHuTe B MeTa6ONHTHHTE eeKTH Ce CBhP3BAT OGUKHOBEHO C HHXHOUTOPHTE HA KapOoaHXHIpasaTa
38 CHCTEMHO NpHIoXeHHe. CHIOIMAT THN HEXEIAHH PeaKLiH, XapaKTepHH 38 IEpOpaIHHTE HHXHOHTOPH
Ha kapOoaHXHpa3aTa, MOraT Aa ce HabmoaBaT NPH JOKAJHO NIPHIOKEHHE.

Tumonon ce abcopbrpa B CHCTeMHOTO KphBooOpailieHue. Tosa MOXe Aa NpeAH3BHKA HEXENaHH peakLH
nofo5HM Ha Te3H, KOHUTO ce HabnioAaBaT NPH CHCTEMHHTE JIEKAPCTBEHH TIPOYKTH OT Kjiaca Ha fera-
6nokepuTe. U36poeHuTe HeXeNlaHH PeaKLMH BKJTOHBAT Peakuud, HabmoaBaHy Npy kiiaca Gera-0nokepH
33 OYHO APUIOKEHHE. JIOMbIHUTENHH HEXENAHH PEaKIHH, CBBP3aHH ¢ ynoTpebaTa Ha OTACITHHTE
KOMIIOHEHTH, KOHTO € BL3IMOXKHO lla HacThnAT ¢ BprroconT, ca BxmoueH B Tabminara no-rope.
UecTOoTAaTa HA CHCTEMHHTE HEXeNaHH peakLMi ciefl IOKATHO OYHO NPHACKEHHKE ¢ IO-HHCKA OTKOAKOTO
NPH CHCTEMHO NIPHIOXKEBHKe. 3a HamMansBaHe Ha CHcTeMHaTa abcopblns BikTe TouKa 4.2,

1non A

He ce npenoprusa ynotpeGara Ha BpuTOCONT NpH A€la H IOHOLIN HA BL3PacT NOR 18 roAuHH Nopaiu
JIMIICA HA AaHHH 33 6e30nacHOCT 1 e(PMKACHOCT. -

H HPAHH HEeXe HY
C1o61aBaHETO Ha NOAO3HPAHH HEXeNaHH PEakilny cliell paspelilapale 3a ynoTpeda Ha ieKapCTBCHHS
NPOAYKT € BaxHO. ToBa 1103B0JIABA & NPOTLIDKH HAOMOACHUETO HAa CHOTHOLICHHETO MOJ34/ a_
nexapcTBeHuA NpoAyKT. OT MEAHIUMHCKATE CEHANUCTH C H3HCKBA a Cho6MIABAT BCSKE, ROAOIHPARE
HEXEJiaHa peaklHd Hpes: p
HamsjRrurTeNIHA ar¢HUMSA IO JIEKAPCTBATA
ya, ,,Jlamss [pyes” Ne8
1303 Copns
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4.9 IIpeno3npane

B ciyuali Ha HHUHASHTHO NOTIbINaHe, CAMITOMHTE Ha NPeAC3KpaHe B pe3yNTaT Ha 6era-0nokana Morar
Jla BKMOYBAT Gpanuxapaus, XRNOTOHHA, ChpAeYHa HEAOCTATEYHOCT H OPOHXOCTEIEM.

AKO HACTBIIH Npefo3HpaHe ¢ BpHTOCONT KaNKH 38 04H, eucHueTo Tpsidpa Aa Obe CHMITOMATHYHO H
nojurspxaito. [Topaau chabpkanneTo Ha OpHH3ONAMHJ, MOTAT Aa CE NMOSBAT CICKTPOMHTEH aucbanauc,
Pa3BUTHE Ha Ai{H03a K Bb3MOXHH eeKTH BhPXY LUCHTpaHATa HEPBHA CHCTEMA.

Heo6x0UMO € Ja ce CISAST CepyMHHTE eNeKTPONKTHY HiBa (0co6eHO KanHeBUTe) H HHBOTO Ha pH B
KpBBTA. [IpoyyBasusTa TOKA3BAT, Y€ THMOJION HE CC¢ AHAIH3HpA IECHO.

S,  @®APMAKOJIOTMUHM CBOMCTBA

5.1 dapMakoxEHAMHETHH CBOHCTBA

dapmaxorepanesTHuHa rpyna: O(TanMoNOrHuHH CPEACTBA, AHTHINIAYKOMHH NPENapaTd H MEOTHIIH.
ATC xox: SO1EDSI

M TBHE

BpurtoconT ChABPKA ABE aKTHBHM BellecTBa: OpHH30IAMMA H THMOJIOJ MAJICAT. Te3u aBe ¢CHCTABKH
NOHIKABAT [MOBHILIEHOTO BRTPEOUHO HAJATAHE MVIABHO YPe3 HAaMANABAHE Ha CEKpEeUMATa Ha BhTPCOYHA
TEYHOCT, HO N0 padIH4eH MeXaHHI®BM Ha aeficraue. KomMGHHupanus edekT Ha Te3H ABe aKTHBHH
BenleCTBa BOAH RO NOIMLIIHKTENHO HaMasiade Ha BOH, B cpaBHeHHe ¢ BCAKO €HO OT BEIECTBATA

NnoOTRENHO, -

BpunsonaMua, KolTo e MollieH MHXHGHTOD Ha HoBelIkaTa kapGoanxuapasa Il (CA-II), e
npeoGnanaBalHAT H30€H3MM B okoTo. Huxubupanero Ha xapOoaHXH/ipasaTa B WIHAPHKTE TENLA Ha
OKOTO HaMajiaBa CeKpeilHATa Ha FhTPeo4YHa TEUHOCT, HaBAPHO ypes 3abapsHe oOpasyBaHeTO Ha
6uxapOoHaTHH HORH C NOCNeABAIA PEAYKLHA B HATPHEBHTE H QIYHACH TPaHCNOPT.

TRMONON € HeceNEKTHBEH aapeHeprideH 6nokep, KOHTO HAMA CHUIMHCKA CHMIIATOMHMETHIHE aKTHBHOCT,
He NPHTEXapa Pk MOTHCKaL] edexT BLPXy MHOKapAa ¥ MeMOparnocTabnm3npaiio AeHCTBHE.
Mpoyusauus ¢ ToHorpapus 4 $ryopooTOMETPHA NPH XOpa JOMYCKAT, 4e HEroBOTO NOMHHHPAILO
JieHCTBHE e CBBP3aHO ¢ HaMangBaHe Ha o0pa3yBaHeTo Ha BLTPEOYHA TEYHOCT M ¢naboTo [OBHINIABaHE Ha
YBEOCKJICPAIHHA OTTOK.

dapmaxoIHHAMHYHE ePEeKTH

Knunuuna edpuxacrocm . | |

IpH nBaHaeceT MeceuHO, KOHTPOJIUPAHO KIHHHYHO H3MHTBAHE IIPH NALHEHTH C OTKPHTOBIBIIHA
FIAYKOMA WIH OYHA XMIIEPTEH3MA, KOMTO CIIOPEA H3C/eA0BATE/A MOTAT /1a C& MOBJHAAT NONOKHTENTHO OT
xOMOHMHApaHATA TEpalHtg H KOKTO HMAT U3XOAHH cpeAHH cTolinoctd Ha BOH ot 25 o 27 mmHg,
cpeauusT Hamanssawl BOH edexr, nomyyes ¢ BpuroconT npunaran ABa IIBTH meBHWﬁQ mitt
He no-noumisT edext Ha BputoconT, B cpaBHenue ¢ Jopsonamuz 20 mg/ml + Tumox6n.Smg/ml apn;
cpeaHo HamansBaHe Ha BOH e leMOHCTpUpaH NpH BCHUKY BPEMEHA Ha OTUHTAHE Ha.§ A "

HaAraHero-npw, -,
BCUYKH BH3HTH.
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[TpK 1IECTMECEYHO, KOHTPOMIPAHO KIMHIIMHO NPOYUBAali€ TIPH IIaHEHTH ¢ OTKPHTOBI'B/IHA IIAYKOMa HilH
OYHA XHIEPTEH3UA ¥ H3XOAHH cpeaHu croitiocTH Ha BOH or 25 no 27 mmHg, cpeaHusIT HaMansBa-
BOH edexT, nonyues ¢ Bpirocont, npunarad Asa MbTH AHeBHO ¢ 7 20 9 mmHg u e ¢ a0 3 mmHg mo-
FOJISM OT TO3M, foayueH ¢ Gpunzonamuy 10 mg/ml, npunarax apa ITTH AHEBHO H ¢ A0 2 mmHg no-rossm
OT TO3H, OTy4YeH C THMOJNON 5 mg/ml, npuioxKeH Asa MLTH AHeBHO. HabmoaasaHo € CTaTHCTHYECKH
MpessIX0XKAALIO HaManeHne Ha cpeanoro BOH B cpaBlenne KakTo ¢ OpHH30/1aMUA, TaKa H ¢ THMOJION
Np¥ BCHYKH BpEMEHA Ha OTYHTAHE Ha HA/IrAaHEeTO PH BCHYKH BH3MTH 110 BPEME Ha UAIOTO NPOYYBaHE,

ITpk TpH KOHTPOMHPAHH KIMHHYHH H3MHTBAHUSA, OYHHAT JMUCKOM(OPT criep Npuiarae Ha bpurocont ¢
3HaYMMO TIO-MR&JTBK, OTKOJIKOTO TO3H CNIEA NpIularane Ha fop3onamux 20 mg/ml + Tamonon 3 mg/ml.

5.2 *-@apuakon‘nﬂeimqaln.éaoﬁma

AGcopOrug

Cnea noxanso OHHO:NPHAOKEHKE OpHH30IaMuA U THMONON ce abcopbupar npe3 poroBHLATa K B
cHCTeMHOTO KpeBooOpailenue. [Ipn gapmakoxkuHeryHO NIpoyyBaHe 3apasn JOOPOBOJILH & MPUEMAIH
nepopanso 6puH3onaMuz (1 mg) Asa MHTH JHEBHO B MPOABKCHHE HA 2 CEIMHLIM C (e ChbKpalllaBaHe Ha
BpEMETO 33 JOCTHIaHe Ha CTAIIROHAPHO CheTosHMeE (Steady-state) nNpeau aAa 3anouHe NPHIAraHeTo Ha
BputoconT. Cnea npunaraHe Ha BpuToconT Asa MbTH AHEBHO B NPOALJDKEHHE HA 13 ceMHLH, CpeJHMTE
CTOHHOCTH Ha KOHUEHTPAIMATA Ha SPHH30IAMHEJ B YepBEHHTE KpBBHH Kierky ot 18,8 £ 3,29 uM, 18,1 =
2,68 uM i 18,4+ 3,01 uM Ha 4, 10 ¥ 15 cenMuiia CHOTBETHO NOKA3BAT, Y CTAIMOHAPDHHTE
KORLIEHTPALHH Ha OpHH30/1aMH]] B YSPBCHHTE KPHBHH KIIETKH CE 3ama3par.

[1pH cTauHOHAPHO CHCTOSHHE Cle/ IpHAaraxe Ha BpuroconT, cpeannTe croliHoctd Ha Cmax H AUCO-
12h Ha THMON0N ca choTBETHO 27% H 28% no-Hucku (Cmax: 0,824 + 0,453 ng/ml; AUCO-12h: 4,71 +
4,29 ng h/ml), B cpapHEHHE ¢ Te3H NpH npurarase Ha Tumoona 5 mg/ml (Cmax: 1,13 £ 0,494 ng/m;
AUCO0-12h: 6,58 = 3,18 ng h/mtl). ITo-Huckara cucTeMHa SKCMO3KIHA HE THMOJION Clie] NpHaraHe Ha
BputoconT He e KNHHENYHO 3HaynMa. Cpenrara croltHocT Ha Cmax 3a THMONOJI CACA MpUJIAraHe Ha

bparocont ¢ aocturHata Ha 0,79 * 0,45 vac.

PagnpenencpHne

CeopseaHeTo Ha OpUH30KaMUL C nnasueﬂﬁwﬁpownnn e yMepeno (npubnusurenno 60%). bpuHizonaMuz
Ce CeKBECTHPA B YEPBEHHTE KPBBHYU KNCTKH NOPaf BUCOKHA CH adHHUTET Ha cBbp3BaHe cC CA-llu B
no-manka creneH cb¢ CA-L. HeroBuyr ocHoBer Metabonut N-fe3eTun OpUH30AaMHA CBILO C& HATPYNBa B
YEpBEHUTE KPbBHH KNETKH, KBAETO C€ CBLP3Ba OCHOBHO KbM CA-I. AdunutersT Ha 6pHH30JIAMKA H

MeTaboMHTa My KBM UEPBEHUTE KPhBHHU KNETKH - H CA B THKaHUTE BOAW A0 HHUCKH NNA3MEHH
KOHIICHTpAaLIUH, |

JIaHHKTE 3a pasnpe/ie/ieHHe B OUHUTC ThbKAKH NPH 3ali{d MOKA3BAT, Y€ TUMONON MOXeE Ja Ob/ie H3IMEpEH
BBB BETPEOqHATA TEYHOCT A0 48 uaca cnen npunoxeHue Ha bpurtocont. [Ipu crauuoHapHO CHCTOAHHE

THMOJIOJ MOXeE 1A OhJe H3MEPEH B HOBEIIKATA INasma a0 12 yaca cren npHio:KeHHe Ha Bpmconn
e -~ . JL'l.'lL-' ‘r o
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MerabonutHuTe IbTHIIA 38 MeTA0OAH3UpaHe Ha OPpHH30JaMHA BKIIOUBAT N-A¢ .mapaﬂe, O . '. ;‘;4 |
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OCHOBHHSAT MeTaboaHT Ha OpHH30onaMu, ko#To ce o6pasysa Npi xopara ¥ KOUTO CBILO TaKa CE CBBpP3Ba C
CA-I B npuchECTBHE Ha GPUHA0IAMHA W CE HATPYINBA B YEPBEHATE KPBBHH KJICTKH. /n Vitro NpoyYBaHHA
[OKA3BaT, Ye MeTaGommaMsT Ha GprH3onaMuy BKmoyBa ocHOBHO CYP3A4, a Chillo Taka H Hai-MaJko

veTupu Apyry usosuMa (CYP2A6, CYP2B6, CYP2C8 u CYP2C9).

Tumonon ce MeraGonu3npa no Asa MThTA. EXUMHUAT faBa €TaHONaMKHHOBaTa CTpaHH4YHA BEPHTra NpH
THAKA30/I0BHA NPECTEH, & APYTHAT A2BA €TAHOJIOBATA CTPAHHYHA BEPHra IPH MOPQOIMHOBHS a30T U
BTOpa NONOOHA CTPAHMYHA Bepura ¢ kKapGOHHIHA IPyNa, ChCeHa Ha a30Ta. MeTaboIM3MBT Ha THMOON
ce OCBILECTRABA I'71aBHO upe3 CYP2D6.

HpaH

BpHH30/aMH] Ce eMMUHYPa OCHOBHO upe3 6p0peyna exckpels (mpubmusurento 60%). Oxono 20% or
[03aTa € H3MepeHa B ypuHaTa kato Merabonut. Bpuasonamun u N-aesetun OpuH30JaMHA ca
npeoGnaiaBaHTe KOMIOHEHTH B YPHHaTa, 3ae[HO CBC cneau (<1%) ot MerabonmTHTe N-
Ae3MeTOKCENponHI U O-ae3MeTHL. ~

TuMONON ¥ HENOBHTE MeTabOIUTH Ce OTAENAT OCHOBHO npe3 6u6pewmre. ITpubausurenno 20% ot nosara
THMOJION Ce OT/JE/N HEMPOMEHEHa B YPHHATA, 2 OCTRHAJATA 4acT Ce OTACIA B YPUHATA KATO METa0OIUTH.
Cnen npunoxeHne Ha BputoconT nuiasmeHHaT t1/2 na THMonoa € 4,8 yaca.,

5.3 Hpe.umn-ﬂntmil naﬁnn 38 Ge30MACHOCT
Bpunsonramuo

HexTHHHYHKTE AaHHHA HE rToKka3paT ocobeH PHCK 3a Xopa Mo OTHOUIEHHE Ha GpHH3oAaMHU L Ha Oasara Ha
KOHBEHLHOHANHATE (GapMakoJIOrHUHH NPoy4BaHig 3a 6€30MacHOCT, TOKCHYHOCT IPH MHOTOKPATHO
NpHiaraHe, reHOTOXCHYHOCT H KAHLEPOreHEH NOTEHUHAL.

MpoyuBaHHA 38 TOKCHYHOCT BHPXY Pa3sBHTHETO NpPH 3ai LM, NPHEMAIIH OPHH30JIAMHA NIEPOPAJTHO B 03K
1o 6 mg/kg/nHesHo (214 mLTH NPENOPHYHTEHATA JHEBHA TepaneBTHYHA 1038 OT 28 ug/kg/IHeBHO) He
noKa3satT edeKT BbPXY Pa3BHTHETO Ha NMNOAZ, HE3aBHCUMO OT Hab/moaaBaHaTa 3HaUHTEHA TOKCHYHOCT
npH Maikara. [TonoGHK1 npoyYBaHHs NpPH ILTLXOBE NOKaseart c1abo 3abenexxHMO HaMaNeHHe Ha
OCH(PHKALMATA HA Yepena U rpbAHATA KOCT NPH 32PO/IMIIHTE HA XEHCKH eK3eMILIAPH, OTyHaBalll{
GprH30oNaMKZ B 1034 ot 18 mg/kg/nuerto (642 NuTH NpenopbYMTENHATA ZHEBHA TEPANEBTHYHA J038), HO
He npH 2038 oT 6 mg/kg/aneBno. Tosa ce HaGmo/1aBa I IPH 1034, IPHYHHABALIM MeTaboIMTHA aUHA03a,
CHNIPOBOJICHA C HAMA/IIBAHE HAPACTBAHETO Ha TErNOTO Ha MaHKHTE H HAMAJICHO TEr/0 Ha MJIOAA.
Crip3anu ¢ 03aTa IPOMEHH B TEINIOTO Ha MJIOAA ca Ha0/II0/laBaHH MpPH 3aPOJRLIHTE HA XKEHCKH
eKIeMIIAPH, OJTy4aBaid OpPHH30aMHE] IEPOPAJIHO, KATO MPOMEHHTE BapHpaT OT ¢1ab0 HaMaleHHe
(okono 5-6%) rpu no3a oT 2 mg/kg/AneBHo Ko noutH 14% npu nosa ot 18 mg/kg/nuesno. B neprozaa xa
NaKTalMA HHBOTO Ha JI03aTa, IIPK KOETO He ce Habmonapar Hexenaul eeKTH B IOTOMCTBOTO € 5

mg/kg/nHeBHo.

Tumonon

HexmHHHYHHTE JAHHM 32 THMOJION He noka3saT ocobeH prcK 3a xopa Ha 6a3ata Ha KOHBEHIHOHATHHTE
dapMaKkoNOrHYHH NPOYyYBaHUs 3a 5€301aCHOCT, TOKCHYHOCT NPH MHOTOKPATHO NpHjaraHe,
NeHOTOKCHYHOCT B KanueporeHeH norexnuan. [IpoyusaHHATa 38 penpogyKTHBHA TOKCHHHOCT C THMOJOJI
trokassar 3abapsHe Ha eMOPHOHANHOTO BKOCTABAHE NPH IUTHX0BE He3 HexeNnanu eQekTH BBpXY .
NOCTHATANHOTO pasBHTHe (TpH Ao3a oT 50 mg/kg/aHeBHo KiH 3 500 mbTH npesuinapgia leRHATE - o
TepanesTuyna no3a ot 14 pg/kg/nuesto) u HapacTaane Ha eMOpHOHAIHATA pezopﬁqéﬂ.ﬁpﬂ”aaﬁw?(;ipu’f ;.
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6. GAPMAINEBTHYHHA JAHHH
6.1 CnuchK Ha MOMOITHITE RCINCCTBA

BeH3aNKOHUEB XIOPHI

Manuron (E421)

Kapbomep 974P

JauaTpHes eaerar

Tnnoxcaron

Hatpues xJiopHJa

X 10pOBOAOPOAHA KHCENIHHA M/HIH HATPHEB XHAPOKCHA (3a Kopekiud Ha pH)
Bozaa 3a HHXEKIIHH

6.2 HecbBMeCTHMOCTH
Henpunoxumo.
63 Cpblc H& FOAHOCT

I[Tpenu orBapsHe: 4 TONRHH,
Jla ce M3n0n3Ba B pAMKHTE Ha 4 CEAMHIU ClleAl MEPBOTO OTBapAHE Ha OMAaKOBKATA.

64 Cneunmainnu ycuoﬁna 32 ChXPaHEHHE |
Jla ce cpxpanssa nog 25°C.,

6.5 Bua B CLABPXKAHNIE HA ONAKOBKATS
BpHTOCONT KANKy 3a OUH, CYCIIEH3Hs ce ChAbpkKat B 6ana nenpospauna LDPE 6ytuixa ot 5 ml ¢ 64n
LDPE annukarop-kankomep, 3atsopena ¢ 6ana LDPE-HDPE kanavka.
ByTHIKaTa € NoCTaseHa B KapTOHeHa KYTH, C JIHCTOBKA 3a 1IaLHeHTA.
6.6. Coenpua/jiHH NpeANa3IEH MEePKH HUPH A3XBbPJASHE

HsMa CrieUAaIHi HIHCKBAHKAL.

7.  TPHTEXATEJ HA PA3PEIIEHHETO 3A YIIOTPEBA
Bopng Menucune EBpona EOOI[

yi. ,bopuc PymeHoB” .16 .

1407 Codus, B'bmpna

8. | HOMEP HA PA3PEIIIEHHETO 3A YHOTPEBA .

Per Ne: 20210144 |

9.  JATA HA ITbPBO PA3PELIABAHE/TIOHOBSBAHE HA PA3P
VIIOTPEBA =

JlaTa Ha mepBo paspelanane: 02.06.2021

15




JlaTa Ha NOCJIEAHO NOJTHOBABAHE!

10. JATA HA AKTYAINMIUPAHE HA TEKCTA

12/20235
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