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Bceku ml Hopmatun chabpka 6,83 mg tumononos manear (timolol maleate), chbOTBETCTBAIUHM HA 5
mg TUMOJI0] (timolol).

[ToMOLIHO BEUIECTBO C U3BECTHO ACHCTBHUE

Bceku ml ot pasTBopa chabpxka 0,1 mg OeH3anKoHHEB XJIOPHL.
3a IIBJIHUS CIIMCHK Ha TTOMOIIHUTE BelllecTBa BHXKTE To4kKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Kankwu 3a o4H, pasTBop.

PastBOopbT € Ge3lpeTeH, noutH 6e3usereH, OUCTLP, NPaKTHYECKH 0€e3 BHIMMH YACTHILIH.

4. KJIAHAYHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHSI

HopmaTvH € npeaHasHadeH 3a peAyKLHs Ha MOBMILIEHO BBTPEOYHO HansraHe. llpy KIMHHYHH
M3MUTBAHUA € 10Ka3aj criocoOHOCT J1a NOHWKAaBa BTPEOYHOTO HAJIATAHE TPH:

. [TaieHTH ¢ NMOBUILIEHO BHTPEOUYHO HAJISATAHE.

. [laniueHTH ¢ XpOHUYHA OTKPUTOBLIBJIHA IJIayKOMa,

. ["naykoma ciief] ekcrpakiids Ha Jielara.

. BpozaeHa riiaykoMma, Korato Jpyroro J€4€HHe € HeJIoOCTaThb4HO.

HopMaTHH € npeaHa3HaueH CbLIO 3a KOMOMHMpAHO JIEYCHHE Ha TIJjlayKoma B IeJdaTpusTa IpH
[alMEHTH, KOUTO ca HEaJICKBATHO KOHTPOJIWPAHHU C IPYT BH/ aHTUIIAYKOMHA Teparus.

4.2 JIO3HPOBKA 1 HAYHH HA NPHJIOKEHHE

Jlo3upoBka

O6uyaiiHaTa Ha4aJIHa J103a € e[ Ha Kanka HopMaTHH B 3acerHatoTo oko (04HM) J(Ba IMETH JIHEBHO.

[Tpu HeoOxoaumocT, ycriopeaHo ¢ Hopmatin Moxe J1a ce npuiiaraT JIpyrd Cpe/ICTBa 3a NOHH)KaBaHe
Ha BLTPEOYHOTO HAyIsrane. Yrorpebata Ha JBa JIokaJlHH Oera-azpeHepruytn Osiokepa He ce
npenopb4Ba (BxK. Touka 4.4).

Cucremnara abcopOLus ce NOHWKaBa NpH NpUJlaraHe Ha JIEK HATUCK BbPXY Ha30JJaKpUMaJIHUA KaHal
WJIM 3aTBapsgHE Ha KJIernayuTe 3a 2 MUHYTH. ToBa MOXe J1a I0BeJie 10 HaMaJIsBaHe Ha CUCTEMHHTE

HEXKEJIaHU pCaKIlMHU U ITOBHIIAaBaHE Ha JIOKaJIHaTa akTHBHOCT.

Tl kKaTO NpH HAKOH MauuenTH epekTsT Ha HopMaTHH, CBBp3all ¢ TOHWKEHHE Ha BBTPEOYHOTO
HAJISITaHE € B3MOXKHO J1a U3MCKBA HIKOJIKO CEJIMULIM 3a J1a ce cTabunusupa, TpsAadBa J1a ce Ha3Ha4M
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¢Ha JHCBHA J1034.

Kax mps6ea da cmasa npemunasanemo om mepanus ¢ dpyeu iexgpcmed kvm mepanus ¢ Hopmamus

IpH npeMyUHABAHE OT JI€YEHHE C ¢AHH GeTa-anpeHeprudeH O1okep, Ha TakoBa € ApYT, MPUIAraHUAT 110
MOMEHTA JIOKAJICH TIPOAYKT Cce CTMpa B 30paH JeH M Ha C/ICABAILHAT CE MPEMHHABA HA JIEYCHHS C
eJHa Karka THMOJIOJ, IpHIaraHa B 3aCerHaToTo OKO, ABa MbTH AHECBHO,

[Tpu 3aMAHa Ha ONpPE/IENIEH THII aHTHITIAYKOMEH MPOAYKT, pastuyeH oT feTa-aapeHepruyeH 6moxep,
[IpUIaraHeTo My NMPOAL/IKaBa, ¢ A0GaBANIE Ha eHA KATIKA TUMONOJ JBa ITBTH JHesHO. OT ce/(BalluaAT

J€H ce npunara caMO THMOJIOJ, 11O €/[Ha Kallka /Ba ITbTU JHEBHO B 3aCCrHATOTO OKO.

Ileduampuuna nonynayus
O6uualinaTta f03a € ¢Ha karka HopMaTry B 3aCeraTtoro oko Ha Bceku 12 uaca. He ce npenopbysa

ynotpeba Ha HopMaTHH rpy HOBOPOJEHH X HEAOHOCEHH AeLla.

HayuH Ha NpunoXxeHue

[Ipunara ce B OKOTO.

Kankure 3a oun 06MkHOBEeHO TpAOBa Aa ce W3noa3Bar, 6e3 BbpXa Ha KankoMepa Aa 10KOCBa OKOTO
HJTH KOXarTa.

4.3 IIporuBonoxasanus

HopmaTHH e IIpOTHBOMNOKAa3aH NMPH MauHeHTH C:

. PeakTHBHO pecniupaTopHO 3a00/sBaHe, BTIOUMTETHO OpOHXHANHA aCTMA HJTH aHaMHe3a 3a
GpoHxHaTHa acTMa, TexKKa XpoHHuHa obcTpyxTHBHA GenoapobHa Oonecr,
. CuHycoBa Opagukapaui, CHHIpOM Ha GOJIHMA CHHYCOB BB3€Jl, CHHOaTpHalleH OOk,

aTPHOBEHTPHUKYJNapeH GJIOK BTOpA M TpeTa CTeneH, HEKOHTPONMKPaH ¢ nekcMelkbp. HssseHa chpaeyHa

HEXOCTATHYHOCT, KAPAHOr€HEH 1IOK.,
¢ CBpbXHyBCTBHTEIHOCT KBM AKTHBHOTO BEILECTBO HJH KbM HAKOE OT [MOMOLUHHTE BEILECTBE,

H30poeHn B TO4Ka 6.1.

4.4 CrnenRaJIHH NpeAyupexAcHEd H NpeAna3sHH MEPKH npH ynorpeda

Kaxro npu ipyrure NpoAYKTH 32 O4HO NPHIIOKEHHE, TIPH THMOJION UMa CUCTEMHA abcopOLus.

CuluTe ChbpASYHO-CHAOBH, PECIIMPATOPHH M APYTH HEXEJIAaHHU PEeaKLiMK, HabmoAaRaHK NPH CHCTEMHO
NpUIOKeHHe Ha OeTa-aipeHepruyHH OMOKEpH, MOraT [a HACTBLIAT ¥ NPH JOKAIHOTO MPUIOXKEHHE Ha
TUMOJ101 nopagy GeTa-afpeHepruyliaTa My aKTUBHOCT. UecToTaTa Ha CHCTEMHHTE HEXEMaHH PeaKIuH
C/Ie]l MPUIOKEHHE B OKOTO € IO-HHCKA, OTKOJIKOTO NPH CHCTEMHO NPUIMKeHHe. 3a HaMalfiBaHe Ha

cAcTeMHara abcopOuus BHxTe TOuka 4.2,

Cuvpoeunu HapyueHus
[Ipu NaLMEHTH CbC CHPAEHHO-CLAORH 3a00naBaHMA (Hanp. UCXEMHUHa DONECT HA CHPUETO,

cTeHoKapaua Ha Prinzmetal ¥ ¢cbpaeyna HEAOCTATHYHOCT) U XHIIOTOHHA, TepanuaTa ¢ OeTa-0.10kepH
TpaBa BHUMATE/IHO [a C€ OLUEeHH U 13 ce OOMMCIIH JICUeHHe ¢ APYI'H akTHBHHM BellecTsa. [launeHrure
ChC CbpAEHHO-ChAOBH 3a0onsranus TpaOBa Aa 6bAaT npocieIBaHH 3a MPU3HALIM HA BJIOWIABAHE HA

Te3M 3a00/19BaHHA W 32 HEXKENAHH PEaKLUK.

J\K’T BATA

ITopagu HEraTUBHHAT WM eEKT BPXY BPEeMeTO Ha MPOBEXKAaHe Ha UMITyJica, 6eTa-6/10KkepHTe 1@\

[1a Ce MPEANIHCRAT ¢ MOBHILEHO BHHMAHHE NPH MaLMenTH ¢ NbPBa CTENEH ChpAcyeH OMoK. RS TN

.__1' + Ll .r.i..:r'
S SRRX

i -"
T




Cr008U HapyUieHUR
[TaLMeHTH ¢ TeXKH nepudepHH LIUPKYJIATOPHH HapylleHHA (T.¢. Texkn Gopmu Ha GosecT Ha Raynaud

WK cuHApoM Ha Raynaud) tpabra ga ObAaT JieKyBaHH ¢ NOBUILCHO BHUMAHUE.

Pecnupamopnu napyuenus
Cpobinasa ce, e ciiex ynorpeda Ha Hakou GeTa-GokepH 3a OYHO NpUIIOKEHHe ca HaboAaBaHy

PECTMPATOPHH PEAKLIMH, BIIIFOYHTEIIHO CMBPT, ABJDKALIA CE Ha OPOHXOCTA3hM [TPH NALKUEHTH C
acT™a.

HopMaTHH Tpa6Ba 1a ce M3MoN3Ba ¢ MOBHUILEHO BHHMAHHUE TPH NALIHEHTH C JICKa/yMepeHa XpOHHYHA
o6ctpykTHBHa Genoapobia 6onect (XOBb) u caMo ako noTeHlHanHaTa NoJ3a Ha/IBHLIABa

NOTEHLIHAJTHHA PHCK.

INaumenTrre ¢ GPOHXMANHA aCTMa, ¢ aHaMHe3a 33 GPOHXHAIHA aCTMA, TEXKA XPOHHYHA OOCTPYKTHBHA
6enoapobua Gonect, cHHycOBa OpafMKapAus, BTOpa WM TPeTa CTENEeH Ha aTPUOBEHTPHKYJIapeH Onok,
WIH CbPJCYHA HEAOCTATBHHOCT, TpAOBa Aa 6bAaT ChBETRAHH AA HE H3NONI3BAT TO3M JIEKAPCTRCH

npoAykT (BX. ToUka 4.3).

Xunoanuxemus/ouabem
Bera-6nokepuTe TpaOBa Ja ce MPHIAraT ¢ MOBHIIEHO BHUMaHKE NpPH MALHEHTH CbC CIIOHTaHHA

XMMOIJIMKEMHS WIK MPH NALMEHTH ¢ HecTabunen auaber, Thit kaTo Oera-Onokepure Morar Ja
MaCKHUpaT NPH3HALKUTE H CHMITTOMHTE Ha XHUIOTIHMKEMHA.

Bera-610KkepUTe MOTaT CBLUIO JJa MACKMPAT IPH3HALMTE HAa XUITEPTUPEOUTHIBM.

3abonsearua na pocosuyama
Bera-610kepHTE 3a OYHO NPUIIOKEHHE MOTaT A3 NIPSAM3BHKAT CyX0 OKO. [launeHTHTe CBC

3a60J11BaHKA Ha porosulaTa TpsAOBa Na CE TPETHPAT ¢ MOBHLUEHO BRHHMAaHHE.

Hpyzu 6ema-6roxepu
[TpH NpUNOXEHHE HAa THMOIOJ TPH NALIMEHTH, KOHTO Bede MojyyaBaT CMCTeMEH Gera-Gnokep,

eeKTHLT BBPXY BBTPEOYHOTO HANATAHE W W3BECTHHTE CHCTEMHH edexTH Ha GeTa-Onokana Moxe Jia ce
norexHumpat. Heo6Xxoaumo € BHUMaTeTHO NpocjieasBate Ha OTFOBOpPA Ha TE3W NAaLMEHTH KM
TepanuATa. Ynotpebara Ha apa nokanHu 6eta-Gnokepa He ce npernopbusa (BXx.ToUKa 4.5).

[IpH NaLHeHTH CHC 3aKPHTOBLIbIHA IIayKOMa, HETIOCPEACTBEHATA LEN Ha JICUCHHETO € A& C€ OTBOPH
H4HOBO BI'bILT. TOBA M3CKBA KOHCTPHKLMSA Ha 3eHHLaTa ¢ MUoTHK. HopmaTtuH uMa cab wm
HIKAaKLB eEKT BhPXY 3eHULaTa. 3aT0BA Korato HOpMAaTHH C€ npunara ¢ Les MOHWKEeHHE Ha
YBEJIHYEHOTO BHTPEOYHO HANIATAHE MPH 3aKPUTOBIBIIHA MNIaYKOMA, TOH 61 TpAbdBaio ja ce H3Mo/3sa B

KOMOMHAaI1Ug ¢ MUOTHK, a HE CAMOCTOATETHO.

Anagpunaxmuunu peaxyuu
[To BpeMe Ha ynotpeba Ha 6era-610kepH, NalMEHTH ¢ aHAMHE3a 3a aTONHA WIH TEXKa
aHa(UIAKTHYHA PeaKLHA KbM Pa3iHYHH aJlepreHH Morat Aa OblaT Nno-4yBCTBUTETHH [IPH TOBTOPHA

Cpella chC ChIIMTE AIEPreHH 1 MOXe JIa He ce MIOB/IHABAT OT o0HuaiiHHTe 1031 eNHHEPPHH,
M3ITOJI3BAHH 38 OBJIAJIABAHC.

Omunengane Ha xopoudeama
HabnronaBako € OTAENBaHe Ha XOPOHASATA MTPU NPWIATaHCTO Ha JIEKAPCTBEHH NTPOAYKTH, MOTHCKAIH

o6pa3yBaHeTO Ha TEYHOCT (HAINP. THMOJION, ALETa30/aMHI) C/1CK PUNTPAUHOHHH NPOLICAYPH.

[TaunenThTe TpaOBa Aa O1LAAT HHCTPYKTHPAHH, Y€ aKO Pa3BHAT HAKAKBA OYHA HEXKE/1aHA BATA » %;;
AN

0co6eHO KOHIOHKTHBHT  PEAKLIMH, 34CAratli KicnauuTe, Te TpaBa He3a6aBHO f1a NOTLPEATIISKAD
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IMaumenTuTe TpaOBa Aa 6LAAT HHCTPYKTHpaH# Aa H3GATBAT KOLTAaKTa Ha BbpXa Ha (J1aKOHa C OKOTO
WTH 3800HKaALIMTE ro CTPYKTYPH.

MauuenTuTe Tpa6Ba Aa 6BAAT HHCTPYKTHPAHU CBIIO TAKA, Y€ aKO HE Ce OOpaBH CTPUKTHO C KAaNKHTe
34 O4YH, Te MOTAT [a C€ 3aAMBPCAT ¢ YECTO CpeliaHy DaKTePUH, 3a KOUTO CE 3HAE, Y€ NPUIMHABAT OYHH

undexuuy. Y3non3saHeTo Ha 3aMbPCEH Pa3TBOP MOXeE 12 AOBE/e 10 CePHO3HO YBPEXKIAaHE Ha OKOTO U
nocaexsaiia 3aryba Ha 3apeHHeTo.

[MaumentyTe TpaOBa ga 6bAAT CHBETBAHH, Y€ aKO pa3BUAT HHTCPKYPCHTHO OYHO 3abonsasaHde (Harp.
TpaBMa, O4YHa OnepaLys Wik HHpekuua), Te TpabBa He3a0aBHO /1a NOTHLPCAT JICKAPCKH ChBET OTHOCHO

MPOABJDKABAHE H3TIONI3BAHETO HA CHILWA MHOIOA030B KOHTCHHED.

Hma chobuieHus 3a 6akTepuaneH KepaTHT, CBbP3aH ¢ H3M03BaHETO Ha MHOTO/I030BH KOHTEHHEPH 32
NOKaNHU odTasMooruuin npoaykTy. Tesu konTeiiHepH ca OHUITH 3aMBPCABAHH M0 HEBHUMAHHE OT
NalEHTHTE, KOHTO B TIOBEUETO CYyYau Ca MMaJIH NPHAPYKasaly 3a00N1BaHAA Ha KOpPHEATA HITH
HapyIleHHE Ha EMUTEHATA NOBBPXHOCT Ha OKOTO.

HopMaTHH e npunaraH ChLio npy NMauMEHTH ¢ r1aykoMa, HOCeI OOHKHOBEHH TBbPAH KOHTAKTHH
neniy, noxaspaiku nobpa noHocumoct. HopMatuH He € rpoyyuBaH KIMHHYHO NPH NALHCHTH, HOCCIIH

KOHTAKTHH JIELIH OT APYT MaTepHa, OCBEH NONHMETHIMETAKpHIIAT.

HopMaTHH ChAbpP)Ka KOHCEpBaHT GEH3aKOHUEB XJIOPHA, KOHTO MOxe Na ce abcopbupa B MeKUTe
koHTakTHH new. I[Topaau Toea HopMaTiu He Tpabna Aa ce npuiara, A0KaTO MAUHEHTBHT HOCH MEKH
KOHTaKTHH neinn. KoHTakTHUTE nety Tps6Ba Aa 61AaT CBaieHu rpeau ynorpeda Ha NMpoaAyKTa H Aa
ce NMNOCTABAT He MO-PaHo OT 15 MHHYTH CJICA TOBA.

Xupypauuna anecme3us
BeTa-610KepUTE 33 OHHO NPUIIOKCHHKE MOTAT Aa GIOKMpPAT CHCTEMHHTE 6€Ta-arOHUCTHYHH ePEKTH

Harp. Ha agpeHanHHa. TpaGBa aa ce HHGOpMHpPaA aHECTE3HONIOTA, aKO Ha MALHEHTA Ce Mpuiara
THMOJION,

4.5 BiarmoaelicTBHe ¢ APYrH JCKAPCTBEHA NPOAYKTH I APYTH GOpMH HA B3aHMOJEHCTBHE
He ca npoBexxaaHH NpOy4BaHHMA 3a B3aUMOJICHCTBHATA ¢ TUMONOJ.

Mouskora ce cho6ILARA 33 MMAPHA3a, ALDKAIIA ce Ha efHOBpeMeHHa ynoTpeba Ha Geta-0iokep 32
OUHO TIPHJIOKEHHE W aApCHWIMH (enUHepHH).

Crobiieta e noTeHUMpaHa cHcTeMia GeTa-6nokazna (Hanp. 3abaBeHa CbpASYHA YECTOTA, ACTIpecH) no
BpeMe Ha KOMOUHHUPAHO JIEYEHHE C mm&ﬁnmpn Ha CYP2D6 (Hanp. XMHUIHH, QTYOKCETHH,

fIAPOKCETHH) H THMOJION.

ChIIeCTBYBa BEPOATHOCT 38 AMTHUBII e(peKTH, BOAEILH 0 XMNOTONHs W)Y H3pa3eHa DpanHkapiaus,
korato G6eta-DnokepH 3a OYHO NMPHIOXKEHIE CE ITPHAAraT CAHOBPCMEHHO ¢ NEPOPATHH KallUCBH
AHTArOHUCTH, GeTa-afpeliepruany GI0KepH, AHTHAPHTMHUIIH CPEACTBA (BIITIOUHTE/THO aMHOAAPOH),
JUCHTATHCOBH THKO3HIIH, 1apacUMIIaTOMUMETHIIH, "BAHHETHHEL

Korato 6era-610kep ce npunara NpH NalyeHTy, NoAyYaBallii JIEKapCTBA C KaTeXOJIaMHUH-H34eprBalll
edeKT, KATO pPe3epIHH, Ce NPENnopbiBa CTPHKTHO TIPOCAAABaHE Ha MaLMeHTa, NOpajd Bb3MOXKHO

NOTEHUKPAHE HA ehEeKTHTE, TPOABEHO KaTo XMIIOTOHHA W/WMH H3pa3seHa OpalKapaus, KOETO MOXeE Ja
NOBefie 10 BUCHE Ha CBAT, CHHKOM WX NOCTYPAJIHA XHNOTOHHA,

TlepopaiHH KaNLMEBH AHTATOHUCTH MOTAT A2 CE H3NON3BAT B koMOKHaLMa ¢ OeTa-aapeHepyy;
610KepH, KOTAaTO ChpAcYHaTa HYHKLIHS € HOpMaJIHa, HO TPAOBa Aa ce U30ArBaT npy naunel-ma




yapeneﬁa chpaeuyHa QyHKIHA.

ChlecTBYBa NOTEHLHANHA BB3MOXKIIOCT 32 Bh3HHKBAHE Ha XHITOTOHHA, HApYIICH!A Ha
NPOBOAMMOCTTA B AV-Bb3ella H JIEBOCTpaHHA ChpACYHA HEAOCTATLYHOCT (PH NALMEHTH, NPHEMAILIH
Geta-60Kep, KOraTO KbM TCpaneBTUHHATA CXeMa ce NPHOaBH KailMeB anTaroHucT. 1pupoaaTa Ha
BCHYKH HEXETaHH ChPASHHO-CHA0BH ePeKTH M3rNIekKIa 3aBHCH OT THIA Ha M3NOA3BAHKUA KaJIHEB
aHTaroHUCT. JIMXUAPONUPHAMHOBHTE HPOH3BOAHM KAaTO HH(PEANNHH MOrar Aa XOBEAAT 0 XUIIOTOHHS,
OKATO BepamnaMH WK JWITHA3EM MMAT N0-TO/IAMA CKIIOHHOCT /1a BOAAT 0 HapyIIEHHA Ha AV-
[IPOBOAMMOCTTA WM JIEBOCTPAHA ChPACHHA HEAOCTATEHHOCT, KOTaTO C€ U3MOM3BAT ¢ Bera-610Kep.

[Mps naumenTH, nonyvasawy Gera-aapenepruiHy 0J10kepH, HHTPABEHO3HUTE KalLIHCBH aHTarOHHCTH
clie/Ba Aa ce NpuiaraT ¢ BHUMaHHe.

ETHOBpEMEHHOTO M3NOJI3BaHe Ha GeTa-agpeHeprHiHH OJI0KepH W AMTHTATHCOBH TTTHKO3UAN €
AWITHA3EM MIH BEpanaMuil MOXe J1a UMaT aJUTHBHH €PEeKTH B YABDKABAHETO HA

AV-npOBOJTHOTO BpEME.

[Tepopanuure GeTa-60KepH MOraT fia 06OCTPAT XHITEPTOHUATA, TIPOsIBABALIA Ce KaTo rebound
heHOMEH ClIe/ CTIHPaHe Ha KIOHKIKH. AKO [BETE JIEKApPCTBA CC PUIIaraT ¢IHOBPEMCHHO, IPHEMBT Ha
Gera-60Kepa cieiBa Aa Ce NMPEKLCHE HAKOJKO JHH MNpeAH MOCTENICHHOTO CNHPaHe Ha KIIOHHAMH,
Korato knoHuaMH ce 3ameHs ¢ bera-6nokep, OcTa-biiokephT ciiezpa Jia ¢¢ 3aMoyHe no-KbCHO,
HAKOJIKO AHU Clle]] KATO € CIIPAH MPHEMDBT Ha KITOHHMHH.

4.6 DepTRIETET, OPEMENHOCT I KbPMEHE

BpemeHHOCT
Hsama f1o¢TaThuHO JaHHH 32 yrioTpebara Ha THMOJI0N ipH GpeMeHHM xeru. TruMonon He TpsbBa a ce

31101384 1O BpeMe Ha GpeMeHHOCT, OCBeH ako He € abcomoTHo HeoOX0aAnMO. 3a HaManfBaHe Ha
cHcTemMHaTa abcopOuud, BxK. Touka 4.2

EnsageMAOIOrMYHKTE NIPOYYBAHHA HC PasKpHBAT MandopMaTHnHy eQeKTH, HO NOKa3BaT PHCK 3a
3a6aBsHe Ha BLTPEYTPOOHOTO Pa3BUTHE MPH MEPOPATTHO NPHIIOKEeHHe Ha OeTa-0lokepH. B
NOMLAHEHHe, TIPH HOBOPOAEHHM Ca HAGNIOAABAHY NPH3HALIM H cHMITTOMH Ha GeTta-Gnokana (Hamp.
6panuKapans, XMIIOTOHMSA, PECITUPATOPEH JUCTPEC W XHIOTJIMKEMHMS), KoraTo Gerta-OJiokepH ca
NpHtaraHy npeay paxaaneto. Ako [Hopmatwil ce npunara npeam paxiaHeTo, HOBOPOACHOTO TpabBa
aa ce HabnmoaaBa BHAMATCIHO Npe3 NbPBUTE AHH OT XKHBOTA MY,

KbpMeHe
Bera-6nokepuTe ce eKCKPETHPAT B XbpMaTa. BunpekH ToBa, 1py TepaneBTUYHH JO3H Ha THMOJIOTIOB

MAJIeaT B KANKKTE 34 049M, HAMA BEPOSTHOCT B KbpMaTa J1a MMoNaxHaT KoMHYeCTBa JOCTAThYHH, 32 1a
MPEAN3BUKAT KIMHHYHH CUMIITOMH Ha 6¢Ta-6110xa4a y HOBOPOAEHOTO. 3a HaMalIABaHC HA CUCTEMHATA

abcopOiis, BrKTe TOUKA 4.2,

QepTUNHTET
Hsama u3eecteH ediext Ha HopMaTin BEpXy penpoAyKTHBHATA CNOCOOHOCT M QepTIWIHTETA.

4.7 Edexrn Bupxy cnocobHoctTa 32 modupane ¥ pabora ¢ MAIHHA

He ca npoexxaaHu Npoy4satiug Ha edekrure ta HopMaTHH BppXy cniocobHOCTTa 32 INO(pHpaHEe HIH
paGoTa ¢ MauIMHH. Benpeku ToBa npH modupane ¥ pabota ¢ MawMHu TPAOBa Aa Ce HMa NPE/BHA, Y
BB3MOXKHH HEXXEJAHM PeaKluy KaTo HapylueHHe Ha 3peHHeTo MOTaT Jia 3acerHaT CrnocoOHoOCTTa Ha

HAKOH MAUMEHTH Aa WohHpaT wuny paboTsar ¢ MallIMHH.




4.8 HexenaHH JEKAPCTBCHH PCAKIHI

KakTo ocraHanure NpoyKTH 33 OUHO MPUIIOKEHHe, THMONOJI ce abcopOrpa B CHCTEMHOTO
kpbBoOGpalieHre. ToBa MOXe [1a IPHUWHH HEXKENAHH PeaKLuH, NoAoGHH Ha HabmoaaBaHUTE NPH
cucTeMHHTe GeTa-6nokepn. Yecrorata Ha cucremHuTe HJIP caen nokaaHo O4HO NPUICKEHHE € NO-

HMCKa B CPABHEHHE ChC CHCTeMHOTO npunoxkenne. H3bpoenure HexenaHn peakiliy BKIIOYBAT
peakiuy, HaboaaBaHy B rpynara Ha 6¢cra-0okepuTe 3a OHHO TIPHIIOKEHHE.

Tumonon obuxHoseHo € nobpe noHocnm. C1,o61aBa ce 3a cre/iHHTe HEXENaHH JICKapCTBEHH peaklui
TIPH OYHO NMPHIOKEHAE Ha TO3H UAH JPYTH IPOAYKTH, ChABPXKALIN THMOJIOIOB MaJI€ar, KakTo no
BpeMe Ha KITHHHYHM W3NHTBaHMA, TAKa M CJIeA MyCKaHe Ha nasapa.

MHuoro 4ecTH (>1/10), uectn (21/100, <1/10), Heuectu (=1/1 000, <1/100), penku (=1/10 000, <1/1
000), mHoro peaxy (<1/10 000), c Hen3BecTHa 4eCTOTA (OT HANHYHHTE AAHHU HE MOXeE /1A O6bae

HanpapeHa OLEHKa),

Hapywenun na kppema u iumprama cucmema
CucTeMeH Nynyc epUTeMaToaec, HeTPoMOOLIHTONEHHYHa ITypnypa.

Hapywenus na onume
[Tpu3HaLM 1 CUMITTOMH Ha OYHO BB3MNAJICHHE, BKIIIOYBAILH NApEHE H CMBACHE, KOHIOHKTHBHT,

6nehapuT, KEpaTUT U TIOHIKEHA KOPHCaHa WYBCTBUTENHOCT H CYXOTa B OUHTE. 3pHUTEIHH
HAPYIUEHHUA, BKJIFOUBALIM MPOMEHH B pe(pakuHaTa (ABIKALLM Ce B HAKOM C1y'aH Ha CMHPaHE Ha
MMOTHYHATA TEpalkA), RUILIONHS Y 171034, XOPOHAAIHO OTNICNBaNe, BCICACTRHE Ha dunTpHpalH
XHPYPryU4HH NIpoUeAYpH (BXK. TOUKa 4.4).

Hapywenun na yxomo u 1abupunma
I[Iym B yiuure.

Copoeunu napyuieHun
Bpagukapaus, apuTMusd, XUIIOTOHUS, CHHKON, ChpAcueH BJIOK, nepebpanHa HCXeMHUs, KOHI€CTHBHA

CBPACYHA HEAOCTATHYHOCT, AJINTHTALMS, CbPACYEH apecT, OTOIHM, KayauKauHs, GeHOMeH Ha
Raynaud, cTy/IeHs pPBLE H Kpaka, 60/ka B ILpANTe, CHHOaTpHaneH 610k, 6enoapobeH oTok,
BJIOIIABAHE HA aPTEPHATHA HEAOCTATLYHOCT, BIOLIABAHE HA CTEHOKApAUA, Ba3OAWIaTaLHs.

Pecnupamopnru, 2po0iin it MeOUAcCIUIGRNU HAPYIEHUR
BponxocitasbM (IIpeJMMHO IPH NAUKCHTH C aHAMHE3a 33 ChILIECTBYBAILO GPOHXOCNACTHYHO
3a00/1aBaHe), AUXaTe/HA HEAOCTATHYHOCT, AUCMTHESA, Kallllyila, XpUIOoBe.

O6uqu Hapywienun U eekmu g MACHIOMO HA RPUSIONCEHUE
ACTeHHS, YMOpa, MPH3HALK H CUMIITOMH Ha AICPIHYHH PEAKIIMH, BKIIOYHTEIHO aHauIaKcus,
aHTHOEAEM, YPTHKApHA, JIOKATH3UpaH U reHepanHsupal obpus, 6osika B KpaiHHLMTE, HAMANEHa

HIIPBXIHBOCT Ha (PH3NYECKO HATOBAPBAHC.

Hapywenun na xoxcama g nooKoycHama meKan
Anoneuns, ncopuasdgopmeH o6pus wiK 060CTpaHE Ha COpHAsHC, ChpOEk, U3NOTABAHE,
ekchONHAaTHBEH JEPMATHT. - |

Hapywiernua na RepsHama cucmemMa/neuxuini HapyiieRun

[naBoGonue, 3aMasHoOCT, Aenpecus, Heschine, kolMapH, 3aryba Ha nameTTa, yCHIBaHE Ha
[PU3HALMTE ¥ CHMITTOMMTE Ha MUACTEHHS IPABHUC, APECTE3UA, IIOHHKEHO AHOHA0, MO3BYHO-C
MHIHJICHT, CBETOBBPTEX, ¢NadocT, MOHIDKEHA KOLIEHTPallus, NOo-HHTCH3UBHO ChHYBaHe.




Hapywienun Ha eHOOKpURHAMA CUCINEMA
XUnepriinkeMHA.

Cmomaiuno-4pesni Hapyuienun
["apneHe, nMapud, AMCIEIICHA, CYXOTa B YCTaTR.

Hapyuienun Ha ¢vnpouseooumeitnama cucmema
Bonect Ha Peyronie.

Hapyweniua Ha 6v0peyrme u nuxoiiiume nomuiga
3aTpyAHEHO YPHHUpAHE.

JonmbnHUTENHY HEXENAHU peakiyy, Habmonasany npy era-610kepy 3a 04HO NPHAOKEHHE, KOUTO
MOMXE A1a ce MoABAT Npy ynotpebara ta HopmaTu.

Hapywenun na umynnama cucmema
Cupbex. -

Hapywiernun na memaboauMa u xpanenemo
XHIMOrnHKeMHUA., |

Hcuxuunu napywenun
Heparocr. |

Hapymenux Ha oxume
3aMBIJISBAHE Ha 3PEHHECTO, Ch/I3CHE, 3QYCPBABAHE, CPO3HA Ha pOroBHLaTa,

Copoeunu napyuwienus
ATpHoBeHTpuKyaapeH 6nok (2-pa ¥ 3-Ta cTeneH), ChpAeyHa HCAOCTATBYHOCT.

Pecnupamopnru, 2peonu it MEOUACMUIIA/INI HAPYUIEHUA
3anyx. |

CmoMaluno-4pesHu Hapywen s
Hucreysns, 0onka B roptara 4acT Ha KOpeMa, MoBphIlaHe.

Hapywenun na xoxcama u noOKONcHAMA MyKAH
Koxcen oOpus.

Hapysutenua Ha MyCKyIHO-CKEIEMNAMA CUCMENA 1 CLEOURIMCTHAMA NTYKAN
Muanrus, aptponarus.

Hapyuwienus na evanpouzsooumentinama cucmemda
Cexcyanta THCOYHKLHA. - ' ‘

Obwyit napywenun u egbexmu HG MACMOMO HA NPUAOICEIHE
XKaxna. ' -

Heoicenanu nexapcmegeny peaxyuuy, npy Koumo e ¢ yemianp6eHa HPpusuHH0o-cAe0CmeeHa 6pvikd
JloxiaABaHK ca CIEAHHMTE HEXENAIM JICKAPCTBEHH PeakIlnny, 110 1ie ¢ Owia Joka3zaHa NPHYUHHO-
C/IeJICTBEHA BPBH3KA HA TEparHaTa ¢ TUMONCIE a(PaKUTHA IMCTHYIIA MaKyHa egeMa, KOHTECTUA H

HOCA, AHOPEKCHA, eeKTH Or cTpata Ha IIHC (Harp. npoMAIia I8 TOBEAEHUETO, BKITHOYRALL /ﬂ——>
00LpKBaHe, XATIOHHHALIWH, TPEBOKHOCT, ACIOPUEHTHPAHOCT, 1ICPBHOCT, COMHOJICHTHOCT /ﬁpy’ﬂ ’E”t&:wx\
NCUXHYHH HAPYIIEHU), XHITEPTOIIMY, peTpornepyaToneania (pudpo3a 1 IlCEﬂB,IlDHBM(bHPDHIlﬁ & --:_“"f-"" CR
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Homenyuanku nezcenaiy ACKApcmeen peaKyliy
HexxenaHuTe neKapcTBeliH PEAKIMH, H3BECTHH OT KIMHUUIHS OIHT ChC CHCTEMHO NPWIOKEHHE Ha

THMOIIGJIOE MaliieaT, MoraT Ja C¢ Bh3NPHEMAT KaTo HO’I’EHHH&J‘IHH HBH{EJ'I&HH pPEaKLMH IIPH O4YHO
HPHJIG)KGHHE Ha THMOJIOJIOB MaJear.

Cucmemnu ehekmu Ha bema-adpenepzunriume 610Kkepu

Cepoeuna Heoocmamvuiiocm
CHMNaTHKyCOBaTa CTHMYNalna MoXe aa Obae kpaitHo HeoGxoaHMa 3a NOMABPIKAHE HA

HHPKYAALMATA MPH HHIHBHAN ¢ HAMANEH MHOKAPACH KOHTPAKTHAMTET U HEHHOTO NMOTHCKAHE OT
6i0KHpaHeTo 1Ha GeTa-aIpeHEPruHHA PELEITop Aa NPCAH3BUKA MTO-TexkKKa HEROCTATBUHOCT.

[Ipu naumenTy Ge3 aHaMHE3a 3a CLP/ACYHA HEAOCTATLYHOCT, NPOABIDKHTETHOTO NNOATHCKAHE HA
MHOKapaa ¢ 6¢ra-6nokepy Hag orfpenesied NepRoA OT BPCME MOXC, B HAKOU CIy4aH, Jia I0Beae N0
chpiic4Ha HenocTaThYHOCT. [IpH 11LPBHA CHMIITOM HITH NIPH3HAK Na ChpACYHA HEAOCTATBUHOCT,
HopmatuH cnieiBa fa 6nae cnpsid,

Ionemu xupypzuunu numecut

HeobX0aMMOCTTa MM XKETAHHMETO 3a cupane tia 6eTa-OnokepUTe NPEIH rojiiMa XHpYypruvecka
Hameca e criopria. I1pu HeoOXxoaumocT, edexrute Ha HeTa-OnrokepHTe MO BpeMe Ha OnepauMsaTa, MoraTt
na OpaaT HeyTpanH3UpaHK OT AOCTATHYHHU J03H ATOHKCTH KATO H30NPOTEPEHON, JONaMHH,

nobyramun uiK nepapreperon (Bx. Touka. 4.9).

Jaxapen ouabem

Beta-afperepruunuTe 0JI0KCPH CIc/BA Aa CE 1IpHIarar ¢ BHUMaHME MPH NaUUEHTH, CKIOHHHA KbM
CIIOHTAHHA XHITOITTMKEMHS Wil TIpH Goniy ot avader naineHTH (ocobeHo TakuBa ¢ HeCTa0UIeH
grabeT), KOHTO MOoNYYaBAT HHCYIHI KK Nepopaing aHruadabeTHy nekapersa, baokepure Ha bera-
afpEHEPrHYHUA PELIENTOP MOTAT i MACKMPAT IIPH3HALUTE U CHMITTOMHUTE Ha XHITOTTHKEMHUS.

Tupeomoxcuxoza
Bera-anpeHepruunnTe ONOKepH MOraT Aa MACKHPAT ONPEACHCHH KIMHUYHA CUMIITOMH HA

Xuneprupeouansma (Hanp. Taxuxapjiusra). [1amicHTH, Npyd KOUTO ce NOAO3Npa PasBUTHE Ha
THPEOTOKCHKO3a, C/1e/IB2 /1A CC ICKYRAT BHHMATE/INO, 33 [1a CC NIPEAOTBPATH PA3KO NIPEKbCBAHE Ha
Bern-6nokepuTe, KOETO MOXC A4 NPSAK3BHKA THPEOTOKCHUYHA KpH3a. |

Myckyana crabocm
Toknazsaso e, 4e Hera-ajpeliepruunara 61okaja MOBUIIIaBA MYCKYIHaTa ¢nabocCT, CLOTBETCTBRAIlA Ha

ONpeZAesicHH MHaCTCHHA CUMITTOMY (Harip, ABoHHO BIX 1aHe, nrosa n obwa cnaboct). Crobuiasato e
PAJIKO, Ye THMOMOJ 3aCHIBA MYCKY/IHATA c1abOCT Npy HAKOM TNIALMEHTH ¢ MHACTEHHH CHMITTOMH.

Obrqu

[Topaau noTenupanAnTe edexr Ha 6eTa-azpenepruainrre GJI0KCpH, CBBp3aHH C ApTEPHATHOTO
HAJIATAHE W TTYJICa, TE3K JiekapcTsa rpadBa 1a cc NMPUIATAT BHUMATENTHO NP NALUEHTH C MO3BYHO-
ChIOBA HEAOCTATHHHOCT. AKO clie/l 3anousaic Ha neqactine ¢ HlopMaTHH ce pa3BUAT NIPH3HALM WITH
CHMIITOMH, NIpeAnonaratin llaMﬂJ'ICl{ MO3bYCH upmo*rmc 1TpabBa aa ce oOMUCIH aﬂTepHaTHBHD
JIEteHHE, - -

CrofiaBaHe Ha NOJAO3UPAHU HEKETAHU PCaKIIHH

C1o61aBaHETO Ha MOKO3UPALIM HEXKCNAHH PeaKLMIl Clie paspeliasane 3a ynorpeba Ha JIekapCTBEHHA
APOAYKT € BakHO, TOBa NMO3BONABA A2 NPOAKILKH 11A0NI0ACHHETO HA CHOTHOILEHHETO 10/132/PHCK 32
NeKAPCTBEHHA NMPOAYKT. OT MEAULMHCKIITE CNEHATIHCTH C€ M3UCKBa Jd ChoOlIaBaT BesKa
MoIo3HpaHa HEXKEeNaHa peaklus upes:

H3mreiHyTEIHA areHIM 10 NeKapcTRaTa my
yn. ,,Jlamsu I'pyes” Ne 8, )
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49  Ilpeposupane

JloknaaBaHH ca ciy4Yau Ha HeyMHILJIENo npegosupane ¢ HopmaTHH, BOACIHM 40 CHCTCMHH HEXE/IaHH
peaxlyy, ToA06HY Ha Te3u, HabmoNaBaHY [P CUCTEMHOTO NpUIOKEHHEe Ha HeTa-0N0KepHTE, KATo

3aMasgHOCT, [MaBobonue, 2aayx, Opaaukapand, OpoHxocna3sM U ChpAedeH apecT (BX. Touka 4.8).

Cnenasa na 0bAaT NPHJIOKCII CJICANHTE TEPANICDTHIHA MEPKH

(1) CroMalliHa MPOMHBKA: KO € ITOrbJIHAT. H3ciie[Banud ca rnokasaliy, Ye THUMOJION HE Ce
IHATU3UPA JTECHO.

(2) CumMrrroMaTHYHa OpaiKapans: H3I0N3BaiTe aATPOITMHOB CyN(aT MHTPABEHO3HO B I03H OT
0,25 mg 0 2 mg 3a Npean3BMKBaHe Ha Barycora Giokana. Ako GpagukapaHaTa NEpCHCTHpa TpAdea
14 CE NPUIIOKH BHUMATEIHO HIITPABCHO3HO H3OMPOTCPCHOJ XHAPOXNopKA. B peppakTepHn cyyau
MOJKE A Ce MMa NMPEABU U3MIOI3BAHETO HA TPAIICBEHO3EH CLPACUEH NEeACMEHKBP.

(3) XHUNOTOHHUA: HU3IO/I3BANTE CHMIIATHKOMUMETHIIHA JIEKAPCTBEHA TEPANHA, KaTo AONAaMHUH,
nobyramMuH Wi aceaprepenon. Cho6iaBaHo ¢, e NMpH pedPaKTEPHH ClIy4ad U3MOJI3BAHETO Ha
[TIOKAroH XUIPOXITOPH] ¢ MOJIE3HO.

(4) BpolxocnassM: H3NON3BRKHTE H30NPOTCPEHON XHApoXnopua. Moxe 1a ce nma rpeasun
AOITBIHKTEIHO JICYEHHE ¢ aMHHOPWINH, - |

(5) OcTpa cbpaeYHA HEAOCTATHYHOCT: HE3a0aBHO CCABA A1a CC MPHJIOKH KOHBEHLIHOHATHOTO
JICYCHHE C JHFUTAJIMCOBH MIHKO3WAH, HHypeTHnd H kucnopol. [pu pedpakrepHu cayuau ce
[IPENopbYBa HHTPABEHO3IIO NMPUIIOKEHHe Ha amuHogiMA. [Tpr Heo6xoauMOCT TOBa MOXe Ja ce
MOCAEABA OT IJIIOKAroH XHIPOXJIOPHL, 3a KOETO 1MMa CLOOIUEHHH, YE € MOJIE3HO.

(6) CipaedeH 610K (BTopa Wi TpeTa CTENeIL): M3M03BaHTe MITPAaBEHO3EH H30NPOTEPEHOI
XMAPOXJIOPU HIH TPAHCBEHO3EH ChpAedeH NMERCMEHKDD.

5. - ®APMAKOJIOI'MYHU CBOMCTBA
5.1 PapMakoAHHAMIMNIK CROIICTBA

dapmakoTepaneBTHYHA IPyRa: aHTHIMAYKOMilH HpoaykTH, 6eta 6nokepn. ATC koa: SO1EDO!.

MexaHuzsM Ha JeACTBUC
Tumononos Maieat ¢ HecenekTHBeH (B u [32) Duiokep Ha Oera-agpeHEepriyHHA PpELIENTOp, KOATO HAMA

3HAYHMA BHTPCILHA CUMIIATHKOMHMCTIINHA, JUPCKTHA KapAMORETPECHBHA WIH JIOKaJIHA
aHecTesHpaua (MemGpaHocTabunnanpalla) AKTHBEII0CT. TUMOOIOB MasieaT ce CBbp3Ba 00paTHMO ¢
YACT OT KIeTbYHaTa MeMBpana - ¢ 6eTa-aapeHeprMUInGl PCUCITTOP M TAK4 IOTUCKa OGHYaHHuUS
6HONOrHYEH OTTOBOP, KOITO 61 Ce 1I0ARKI IPH CTHMYJIALIMATA HA TO3H peuenTop. Tosu cnermpHueH
AHTAMOHHM3LM OT KOHKYPCHTEH THII O/10kupa cTuMynauusra Ha 6cTa-afpeHepruuiuTe peUenToOpH OT
KaTexonaMuHuTe, uMaiy Ocra-aapeHepraiia (aroHHCTH) aKTHBHOCT, HE3aBHCHMO A@JIH Ca C
eHJOIeHeH MK ek3orelcH mpousxoa. OfpaTumocTTa na 6.;10KkalaTa MOXKe Ad e OCHIUECTBH NPH
NMOBHILABAHE KOHICHTPALMITA Ha Ar'OHHCTA, KOETO 1le BL3CTAHOBH obuuaiiiug Guonoruyet oTroBop.

KrinHnuHa edpukacHocT 1 He3onacioct
HopmaTuH NOHWKABa IIOBHIIEIOTO WM HOPMATIIO BLITPEOUNO HaiAraHe, CBbp3aHO WIH HE C

r;iaykoma, [TOBHILIEHOTO BHTPEORHO HAJIAraHe ¢ rNaniyaT PUCKOB (DaKTOp B NATOreHes3aTa npu
rnaykoma M cBhp3atara ¢ Hed 3aryba Ha 3peniie. KonxoTo no-BHCOKO € HHBOTO Ha BBTPEOYHOTO

HalAraHe, TONKOBA NO-TFONIAMA € BCPOATHOCTTA 3a 3ary0ba 11a 3pMTeNHO I0JI€, KAKTO M 33 yBpeaaaHe Ha
OYHMA HEPB.- |

-

TOYHHAT MEXAHM3BM HA JICHCTBHE HA THMOJION 33 MOHWKABAHE HA BLTPEOUHOTO HANATAHC
€ Hal'BbJIHO M3RCHEH, BLIPEKH uc Ha Ha3zara Ha (uiyopecLielITHH H TOHOTPadCKH METOH €
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4C JOMHHMPALMAT MOMEHT MOXKE a 61ae CRBP3aH ¢ HAMANEHA NPOAYKIIMA Ha TeyHOCT. OCBeH ToBa
[pH HAKOH MpOyuBaHHUs ¢ HabinofaBalo H MOAOOPARakKE B CNOcoBHOCTTA 32 OTTHYAHE.

3a pasiMka OT MHOTHLMTE, [lopMaTHil NOHKKaBa BLTPCOMIOTO HaaraHe 6e3 ia HMa HAKAKBB HITH
caMo c1ab eeKT BLPXY AKOMOJALMATA, WITH pa3Mepa 11a seruuuTe. [1o TAKbB HauMH MPOMEHHTE Ha
IPUTETHATA OCTPOTA, CBBHP3AHH C YCHJIEHA AKOMOJAIKA ¢4 HCOOHYaHHH, 8 HEACHOTO WITH 3aMBIJICHO
BIIKIIAHE, KAKTO W HOIHATA CNENOTY, IPeAU3BUKAHH OT MHOTHIIMTE He ¢a 0Ka3aHu npu HopMaTHH.
OcBeH ToBa, IPX NMALMEHTH ¢ KaTapaxTa ce H30arsa HecroCoOHOCTTA 3a BHXKAAHE OKOJIO
JIEHTUKYJIAPHUTE JIE3MH, aKO 3CHMLATA € CBHTA ¢ MHOTHUH. KoraTo maiueHTHTe NPCMHUHABAT OT
MHOTHIM Ha HopMaTuH, MOXE /1a CC 11AT0KI KOPCKIMA Ha pepakLHATA, ¢Jie]] TPEMHHABAHE Ha

¢(exTHTe Ha MHOTHKA.

Brnokanarta Ha GeTa-aApelicPTHYHHA PCLENTOP HAMaNABa yAapHHA 006eM Ha CHpLETO H NPH 31paBH
KA, ¥ NIPH NAaUKEHTH CBC Cupileynto 3abonssane. [Ipy naluMeHTH ¢ TEKKO YBpEIcHa MHOKapaHa
hyHxHHMS, 60KazaTa Ha Bera-uipeHepriYHus PELEITTOP MOXE Aa MHXHOHpa CTHMY/IHpaLHs edeKT Ha
CHMIATHKYCOBATA HEPBHA CUCTEMa, HEOOXO0AMM 33 NOMIBPKANE HA aJIEKBATHA ChbpACUHA QYHKUHA
(B, TOukn 4.4 1 4.8). | | S | ' '

briokanara Ha Heta-afpeHepruyins pelentop B 6pouxire ¥ 8 GpOHXHOINTE BOAX A0 NIOBHIIABAHE
PE3UCTEHTHOCTTA HA BB3AYIIHATE [IbTHILA OT Hecpellaiard CLIpOTHBA NapacHMIIaTHKYCOBa
akTHBHOCT. [TonobeH edekr e NoTeHUHANIHO ONACcCH NPH NauHEHTH C aCTMa WK ApYrH
GpoHxocnacTHYHH cheTomis (Bxk. ToukH 4.4 u 4.8). |

Knunuunu npoyveanus
KiHHHUHMTE NpoyuRaHHs 110KassaTt, e Hopmarin ¢ ofnuaiitio epexTHBEH NPH MOBEYETO NALHEHTH H

NpeAU3BHKEA MATOGPOMHH, He TOMKOBA TEXKKH HEXENAHH JICKAPCTBEHH PEaKLKM, B CPABHEHUE C TC3H
Ha NMWJIOKAPIIHH HIH €ITHHEQPHH.

B KOHTpOIUpaHyd MHOTOUECHITPOBH MPOYYBanus NPt MALHEHTH ¢ HEIeKYBaHO BPTPOYHO HanAraHe 22
mmHg 1 no-rosAMo, THMOJNONOR MaJicaT NpyiaraH Asa I'bTH Ha ACH, BOAM 0 3HAYHTEIHO HAMAJICHUE
Ha BLTPEOHOTO HaNAraHe, B cpasiieHue ¢ 1, 2, 3, wim 4% pa3TBop Ha MUJIOKAPTIMH, IPHJIAral HeTHPH
mbTH Ha Aen wH 0,5, 1 1um 2% pasTsop Ha enHHEQPHH, NPREMAH [1Ba IThTH JIHEBHO.

B MHOFOLICHTPOBH MPOYYBAlIHs, CPABHABALLM THMOIOJIOR MATICAT C MHJIOKAPIIHH, 61% OT NauMeHTHUTe,
NEKYBaHH C THMOJIONIOB MAJICAT Ca HMWIW BBTPEOYHO HANAraHe, HamaseHo moa 22 mmHg B cpaBHEHHE

¢ 32% OT nauMeNnTHTE, JCKYRAIH C ITHJIOKAPITHIL.

3a MALMEHTHTE, 3aBLPLIAIAKR TC3H POYUBAHHA, CPCAHOTO AMAIEHHE HA HAIATAHETO B Kpad Ha
NPOYMBAHETO OT TOBA Mpet Jicuctiiero e 30,7% 3a nanucnTure, nekysanu ¢ Hopmarnn u 21 , 7% 38

NalHEHTHTE, JIEKYBAHH ¢ NHIOKAPHN,

B MHOrOLEHTPOBH NpPOYUBalNs, CPABIIABAILM TUMOJIONO0B MAJIEAT C enUHEDPHH, 69% OT NALKEHTHUT®,
NEKYBaHH ¢ THMOJIONOB MaJlcaT ¢ MMajli BLTPeOUHO HALTaHe, HaMasIeHo oA 22 mmHg B cpaBHEHHUE
¢ 42% OT NalMeHTHTE, NEKYBailK ¢ erHledpuil. 3a MAKMEHTHTE, 3ABLPIUWIH Te3H NpOYYBaHHs,
CPEAHOTO HAMAJICHHE HA HAArANCTO B Kpas Ha MPOYy4BAHCTO OT TOBA npeam nevenueto e 33,2% 3a
NaUMEeHTHTE, JJEKYBaHH C THMONOMACB Maneat 1 28,1% 3a nalMeHTHTE, ICKYBaliu C enuHePHH.

Kakto 1 npy ynotpe6a Ha APy aHTHITIayKOMHH MPOAYKTH, Taka u npi HopmaThH ce Habmozasa
NORTHCHAT OTTOBOP KBbM JICKAPCTBEIINS NPOJYKT Clie;] NPOAb/LKHTENHA Tepanus. [1py KNHHHYHH
npoyuBaHua ofiaye, IpH KOMTO | 64 IaLMENTH ca 1MpoCae/ieHin 3a HaH-MalKo TPUrOJHILICH NEPHOA, He
€ yc*raﬁonena CHMTHH(HKAHTHA Pa3NMKa B CPEAHATA CTOMHOCT 11a BETPEOYHOTO HANAraHe ciel
HAuanHaTa crabuau3anui. | - - o
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5.2 OapMAKOKHHETHHIIH CBOHRCTRA

Abco i
[MupsoHauanuuat edexr Ha HopMaTiil 0SRKHOBCHO HaCTLIBA O®N30, okono 20 MHHYTH CJIC/T JIOKATHO

NPHJIOKEHHE B OKOTO. MakCHMaJTHO [TOHWIKENNE 1A BBTPEOHHOTO HANATALC CC 04aKBa 10 eAUH-]Ba
yaca cJieZl TOBa. YCTAHOBEHO € 3HAUMTENO IIOHIDKEHHE 11a BLTPEeODII0TO HANAraHe ¢
NPOMXBJDKHTETHOCT A0 24 yaca npu yrorpeGa na HopMaTui Kanky 3a 04H, pasTop. Takosa yAB/DKCHO
BpeMe Ha peHcTBUE MO3BOMABA HEOOXO/IMMHUA KONTPOJ Ha BLTPEO'IHOTO HANAraHe 1a ¢ NpOBEXKAA H B
yacoBeTe Ha Cbi. [IPOABIKHTENHN KIMHNYHY BabiofeHns 3a CPHOA, NO-ToJIAM OT TPH FOAHHH
[OTBBPIKABAT, Y6 OHWKABAIMA PHTPEOYIIOTO HandArane chexr Ha npoxykra HopMaTHH ce 3ana3sa.

PasnpeneneHue

B npoyuBaHe Ha IJIa3MEHATA KOHUC:ITPAIMA 11 JICKaPCTROTO NPIt UISCT HHAWBHAA, CHCTEMHATa
eKCHO3MLHS Ha THMOJION € ONpeeicHa cliell IByAHeBHO punarade na HopmatuH. CpeaHaTta nKkoBa
[Ula3sMeHa KOHLCHTpaLMs clIeR cyTpelnara jgosnpoka e 0,46 ng/ml a cnen cnepobennara 103NPOBKa
- 0,35 ng/ml.

5.3 [peAKIHHHYHE AaHHH 32 O¢ionacHocT

He ca HabiogaBaHH HEXENAHH OUllM PCaKLMi (1IpU 3aiLM 11 Ky4eTa, [TOTy'aBaild THMOIO0II JIOKATHO,
P W3CNEABAHHUA, NPOAB/DKHIN CHOTBCTIO €/iHa My ABe roauiin, IlepopanHara LDso Ha nexapc'rnom
e 1190 mg/kg 1 900 mg/kg 34 KEHCKH MRILKH H ChOTBETHO XEIICKH [LTBXOBC.

Kapyunozenesa, mymaceriesa, yape.-m'dmm 1a (hepmutiumenta

[1py ¢AHO ABErOAMIIHO M3C/ACABAHE HA IIThXOBE, MPHEMalLI! [IEPOPATHO THMOMOJIOB ManeaT UMalo
CTATHCTHUYECKH 3HAUMMO (P<0,05) MOBHILICHAC HA CAYYANTC 11a aipeiialiti eOXPOMOLIMTOMH B
MBOKKHM TUTbX0BE, nonyyuasatm 300 mg/kg suceno (300 ™ MakcumaniaTa repopanHa
npenopbUuTeNHa 1034 3a xopa). [TonoGuu pasiiug He ca OTKPHUTH [P TTHXOBE, NONYy4aBallH
[epopaiHi A03H, eKBUBaNeHTHH Ha 25 jio 100 mLTH MakcuMannara Jicpopaniia npenopbLYrTeHa
YyOBEILKA A034.

B 20XMBOTHO NEPOPASTHO M3C/ICABAHE HA MHLLIKH HMaNO CTATHCTHICCKH 3HAYHMH YBCTHHEHNA
(p<0,05) B uecToTaTa Ha AOGpOKAYECTREIM MK 3jl0KadecTnEHH 6eI0APOGHI TYMODH,
noBPOKAYECTBEHN MATOUHM MOJIAMH H ARCHOKAPIMHOMM 1Kl MJICRHATA MUIC3A IIPH KEHCKH MHLLKH TTIPH
500 mg/kg auerHo (500 nbTH MakcHManIaTa IPEHOPBYMTENIA HOBCILKA 103a), HO HE H [PH 3 WK
50 mg/kg aHeBHO. B mocneaBalno U3CHEABAIIC HA JKEHCKU MHLIKH, IPH KOITO NOCIECMBPTHHTE
H3c/eABaHKUA GUIK OrpaHMueHH A0 MaTka H Gent ypobose, 0TIIOBO OUIIO OTKPHTO CTATHCTHYECKH
3HAYMMO YBEMYEHME Ha cily4aute Ha OestoapobHu TyMopi pn o34 ot 500 mg/kg nuesno.

IToBlIIEHATa NOABA HA AACHOKAPLHHOMU 114 MJIeUTIaTa %#uiesn SHII0 CBBP3AHO C YBEIMMEHHE HA
CEPyMHHS MPOJIRKTHH, KOETO €€ MOARKIIO NPH HKCHCKH MHUIIKH, NoayJasaiuu tumonost 500 mg/kg
JAHEBHO, HO He W NpH A03H OT 5 Win 50 mg/kg AuesHo. YBEAHUYCHIIETO H1a ECTOTATa HA
a/IeHOKAPLMHOM Ha M/ISYHATA 3Jie3a NpH rpr3aqyyre OHI0 CBBP3ANHO C NPHIOKENHETO Ha pasiinyHY
[IPyTH TEpaNeBTHYHH CPEACTBA, KOWTO NOBHILABAT CEPYMHN ITPOJIAKTHH, HO HE € 0Ka3aHA BPB3Ka
MEXQRY HUBATA HA CEPYMHHA POAKTHH M TYMOPHTE Ha MIICUIIATA JKIC3a NPH XOpa.

OcBeH TOBa, Bb3PACTHH XOPA OT >KEHCKH 110J1, KOKTO MONYUABAIN NIepopanHy 1034 oT 60 mg
THMOJIOJIOB MAJIEAT, MAKCHMAJTHATA NPENOPHLUHTCIHA YOBCLUKA /1033, HE ¢4 HMATH KIHHHU'MHO 3HAYUMU

NIPOMEHH B CEPYMHHA NPOJIAKTHH,

THMONOJI0B MaJieaT € JiuilleH OT MYTArcHell MOTENLHAJl NIPH OLeNABAHE in vivo (MUHIKA) [PH
MUKPOHYKJICYCHHS TECT ¥ LHTOreHeTHHHO W3ccueane (qosu jo 8§00 mg/kg) H inn vitro uicnelBaHe Ha

b
KontenTpauns Ha Trmoon, 5 000 mg/rouka mm 10 000 mc,/nnoqxa OMjla CBBbP3aHa CbC o RS e -“_-;_;.;\
CTATHCTHHECKIT 3HAMMMO noanmcﬂuc (p<0,05) na penrcpraurure, OTKPHT [H C TCCTEP OT TUINIA TAIDO € _-5;:}.}1;;_?\ L % \
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celleM PEeIUTHLMPaHH H3CJIEABAHHS), HO He U NIPH OCTaHANHTE TpY THNA. [Ipy H3NNTBaHUs C TECTED THI
TA100 He € OTKpHTA MOC/ACAOBATENIIA BPB3KA N038/0TTOBOD, HUTO ITHK CHOTHOILIEHHETO HA
TECTBAHHTE K&M KOHTPONHHTE PEBEPTAHTH € 0CTHrHao 2. CLOoTHOWeHHE OT 2 0BMKHOBEHO Ce

fIpyeMa KaTo KpUTEPHii 33 MONOKUTCIICH AMES TCCT.
Uscnensanua BEPXY PENPOAYKTHBHOCTTA K (PCPTHIIATETA NPil INTLXORE HE C4 roKasajld HEXEAaHH

PEAKUHH BEPXY MBIKKHSA KM XKEHCKHUS (epTiTeT npH Ao3M A0 150 MbTH Haj MakchmanHaTa
NpenopbUKHTENHA JOBCIUKA NMepopasiHa (034,

bpemennu ycusomnu

[MpoyuBaHus HA TEPATOreH kst MOTCHINIAIL 112 THMOJIOA TIPil MITIIIKK 31 3aH1u1 ¢ 2034 10 50 mg/kg
aHeBHO (50 MLTH MaKCHMAITHATA NPENOPLYHTCRAHA HOBEILIKA NEPOopasiia j103a) He ¢a NoKa3any JaHHH
33 MandopMalMK Ha IUI0AA. BROPCKH e npi risXoBe NpH Teslt 1034 ¢ Hablnojasata 3abaseHa
heTanHa ocHbHKAINA, HE ¢ HMAJIO CTPALIMHIIH ACHCTBHUA BT,PXY NMOCIEPO/IOBOTO Pa3BUTHE HA
nnoroMcTBoTY. [lo3n ot 1 000 mg/kg anesno (1 000 nbTH MakcHMaHATa MPENOPBYHTE/IHA YOBCLILKA
iepopaHa J103a) ca OHIM TOKCHYHH 3a MAHKara NPH MULIKH i €2 J\OBEITH A0 MOBHILIEHA 1ECTOTA Ha
¢peramHa pesopdums.

[Topuiena deranua pesopbuns 61ia nabmoxasana couO NpU 3aiud npu nosu 100 msTH
MaKCHManHaTa npﬂnop'wmnua 4OBCLIKA 11epopanﬂa 1034, B TO3H Ciyuail 0e3 u3siBeHa TOKCHUHOCT

33 maﬁkam

*MaxkcuMaTHaTa HperophYHTEIHA nepopaiia A03a e 60 mg Timos10:1. 1iana xanka HopMaTHK cbIbpXka OKOJIO
1/300 oT Ta3u nﬂaa koeto ¢ okono (1,2 mg.

6. - (DAPMAIIEBTH‘—IHH I[AHHH

-

6.1 - CIIHC'I:H HA HOMOLUUANTE BELUeCTBA

Hunatpue gocdar goaekaxu/par
Harpnes apuxunporeHpocdar MDHO‘{HHpﬁT
Harpues xnopun - :
JlHHaTpHEB ¢lleTaT

BeH3aNKOHHEB XJIOPHA

Harpuer xuapoxcun (3a Kopelcuua Ha pH)
Bona 3a HH)I{EKIIHH

6.2 HecerMecTHMOCTH
HenpunomxumMo.

6.3 _Cpm: HA roAHOCT

5 roAHHI |
Cpok Ha rogHOCT C/Ie]l NLPBO OTBapAHe na OyTHNKATa: 4 CEAMIILM.

He u3non3paiiTe ToBa JeKapcTBO CNCR CpoOKa i1a MOAHOCT, oTdenA3aH BbPXY KapTOHEHATa OIAKOBKA.
CpOKbT Ha MOJHOCT OTrOBapA Ha rnoclieHs AeH OT NOCOYEIHA Mecell.

6.4 Crennajun ycoBis HA ChXpallCHHE

Jla ce cbXpaHaBa npH TeMneparypa noi 25°C,




6.5 Bua v coabpxkaHHe HA ONMAKOBKATA

Hopmaruy 0,5% kankn 3a oun, pa3tBop ce npeanara B 1 6yrwika or 5 ml nocraseH 8 KapTOHEHa
ONaKOBKa.

bytunkara e 0ana nenpospayna LDPE ¢ 6an LDPE kankomep, ¢ 6ana HDPE xanauka Ha BHHT M
3ALIHTEH MPBCTEH U Chabpaka 5 ml pasTeop.

6.6 CnenuanHyu npeana3HH MepKH NPH H3XBBLPJIsHE H pabora

Hewu3nonzpaHUAT NEKapcTBEH MPOAYKT WIK OTHAAbYHUTE MATEPHANTH OT Hero TpsaOea aa ce U3XBBPJAT
B ChOTBETCTBHE C MECTHHTE H3UCKBAHHS, |

7. IMPUTEXATEJ HA PAZPEINEHUETO 3A YIIOTPEBA
Bopaa Meaucuue Espona EOOJ

yi. ,,bopuc PymeHoB” 16

1407 Codus, brarapus

8. HOMEP(A) HA PASPEINEHHUETO 3A YIIOTPEBA

Per. Ne: 20200222

9. JATA HA ITBPBOTO PA3SPEIIABAHETIOAHOBABAHE HA PAZPEHIEHHETO
3A YIIOTPEBA

JlaTa Ha nbpBO paspewiaBaHe: 24.11.2020
IlaTa Ha nocieAHO MOAHOBABAHE!

10. JATA HA AKTYAJIM3IUPAHE HA TEKCTA

03/2026
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