KPATKA XAPAKTEPHCTHKA HA TIPOIMIMMTENNA . iiliMS i1e. -1cKAPCTBATA
Koamua xapagmepucmuka Ha noogyxme - i

MTpusomenue |1
1. HME HA JJEKAPCTBEHHUSA INMPOAYKT

TAITTUKOM 15 mukporpama/ml + 5 mg/ml KankH 3a 04M, pasTsop
TAPTIQOM 15 micrograms/ml + 5 mg/ml eye drops, solution

3.  KAYECTBEH H KOJIHMYECTBEH CbCTAB

1 ml pasteop chABp*a 15 MHKporpama Taguynpoct (tafluprost) u 5 mg Tumonon (timolol) (xaro
THMONONOB MAJIEAT).

Enna xanka (okono 0,03 ml) ceabpxa okouo 0,45 MHKpOorpaMa radaynpoct 1 0,15 mg THMONO!L.

3a ILIHKUA CIHCHK Ha IOMOLIHHTE BeljeCTBA BHXKTC TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Kanxu 3a o4M, pasTBop (KankH 3a O4M).

Buctbp, Oe3LBETEH Pa3TBOP, MPAKTHIECKH 6e3 Buaumy yactuiu ¢ pH 6,0 - 6,7 u ocmonanuter 290 -
370 mOsm/kg.

4. KJIAHHYHH JAHHH

4.1 TepaneBTHYHH HOKAIAHHSA

[MoumxkaBane Ha pyTpeounoto Hawirase (BOH) npu Bp3pacTHY MAUHEHTH ¢ OTKPUTOBIBIHA riiaykoma
WIK OYHA XMIICPTEH3Hs, KOUTO MMAT HEJIOCTATHYEH OTroBOp KbM JIOKaiHa MOHOTEpAIIHA ¢ OeTa-00KepH

HIIM NPOCTArIAHAMHOBH aHAIO3H.

4.2 Jo3HpoBKA H HAYHH HA NPHJI0XKEHHE

Ho3upoBka

IIpenopbYMTENHATA TEPANKA € €Ha KANKa 33 04H B KOHIOHKTHBATHAA CaK Ha 3aCETHATOTO OKO (04H)
BEAHBK JHEBHO.

AKO Ce IPONyCHE eHa A034, JIeYeHHETO TPAO0Ba I3 NPOABIIKM Che CileABallaTa 11034, KaKTO € [JIaHHPaHO.
Jiosara He Tpsabsa Ja MPEBHIIABA €AHA KankKa JHEBHO B 3aCETHATOTO OKO (oun).
TATITUKOM e cTepuieH pa3rBop 6€3 KOHCEPBAHTH, ONaKOBaH B MHOTOZ030B2 OIAKOBKA.

I[Teduampuuna nonynrayus

BesonacHocTTa U eduxacHoctra Ha TAIITUKOM npy /iena U 10HOIIK HA BB3pacT MO 18 roaMHu He ca
yCTaHOBEHH. JIHncBaT AAHHH.

TAIITUKOM ne ce npenopbuba 32 ynorpeba npH Aelia M I0HOWIH Ha Bh3PAcT 04 18 ronunu.

Ynompeba npu nayuexnmu 8 cmapyecKa év3pacm
He ce Hanara mpoMsHa Ha J03aTa OpH NANMUCHTH B CTap4eCKa Bb3pacT.

Vnompe6a npu 6v6peuno/ueproOpobHo yepescoane

TadbaynpocT ¥ THMOJIOJ KallK{ 33 O4H HE €2 NPOYHCHH IPH NALHCHTH ¢ 6n0peuno/uepHOAPOOHO

yepexaane u satoBa TAITTUKOM Tpsbsa na ce npiiara ¢ NOBUIIEHO BHHMAaHHE NP Ut )\
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HauuH Ha OPHAOKCHHE
O4HO NPUHIOKECHHE

Mauuentute Tpadsa Aa ObaaT MHGOPMHUpPaHY 3a NIPABUIHKA HAUNH Ha 6opasene ¢ Oyrunkara. Koraro ce
M3M0A3BA 33 I'BPBH IBT, NPEAHM Jia HAKAMNE KaMKa B OKOTO CH, NALHCHTHT Tpa08a npeay BCUYKO Aa €
ynpaxHu B ynorpebara Ha DyTuIKaTa, KaTO A CTHCHE GaBHO, 3a Ja KallHE €JHa Kalka aajied OT OKOTO.
[MaienTsT TPAOBA Ja cE YNPAXKHABA, JOKATO HE CE€ N04YBCTBA YBEPEH, HE MOKE J1a HaKamne €IHa Kanka.

[ManuenTHTe TpsOBa Aa ObAAT HHCTPYKTHPAHH 1A U30ArBAT OMAKOBKATA J1a BAK3a B KOHTAKT C OKOTO WIH
3200 MKAIALLATE TO OUHH CTPYKTYpPH, Thil KaTo TOBa O MOI/IO 12 NPHHHH HAPAHABAHC Ha OKOTO.

[TayuentaTe TPAO6BA A4 OBOAT MHCTPYKTHPaHH /3 HE JOKOCBAT KENIAUUTE CH, 3300MKaNIUTE T'H 00IACTH
JWIH KAKBHTO M J1a € APYrH NOBBPXHOCTH C KankoMmepa Ha OyTHIKaTa. OcrtaHanara TCYHOCT B KankoMepa
criel NpHNOKeHue Tpa6Ba He3abasHO Na OBAE OTCTPAHCHA YPE3 CIHOKPATHO pasThpcBaHe Ha OyTHIKATa
nagony. KankoMepsT He TpA0Ba Aa ce JOKOCBA WIH H30BpCBa.

ITaupenTtrTe TpsOBa Aa ObAAT YBEAOMSABAHHU ChLIO, Y€ aKO C PA3TBOPUTE 32 O1H CC GopaBu HENPABHIHO,
7€ MOTAT A3 C€ 3aMBPCAT OT OOMKHOBEHH OaKTEpHH, 338 KOHTO € U3BECTHO, HE NPHHUHABAY OYHH
undexuuy. H300138aHETO HA 3AMbPCEHH PA3TBOPH MOXE J1a JOBCAC N0 CEPHO3HO YBPEXKJaHE HA OUMTE H
nocJjieABaila 3aryba Ha 3peHHUE.

3a Ia c€ HAMAJIM PHCKDBT OT NOTHMHSABAHE HA KOXATA HA KieNaya, NalUCHTHTE Tpa6sa na u3bwpeear
H3JIULIHYMA PA3TBOP OT KOXAaTa.

Korato ce {31o3Ba Ha30daKpHMaIHa OKITy3Ha HIH KJIENa4HTe CE 3aTBOPAT 34 2 MMHYTH, CHCTEMHATA
aGcopOuus ce Hamanasa, ToBa MOxe /13 IOBEE 10 HAMAIABAHE Ha CHCTEMHMTC HEKENaHU peakUyH H
[IOBHILIABAHE Ha JIOKAJIHATA aKTHBHOCT.

AKO CE HAMOM3BAT NOBEYE OT €AMH J0KaNeH 0PTAIMONOTHYEH JEKAPCTBEH NPOAYKT, BCEKH CAMH TpsabBa
a ce MpUIara ¢ NoHe 5 MHHYTH PasliHKa.

KoHTAKTHATE el TPsGea Ja e CBAIAT NPEIH HAKANBAHE HA KANKHTE 33 O4H M MOTAT 1d €& MOCTaBAT
obparHo cnex 15 MHHYTH.

4.3 IIpoTHBOMOKA3AHHSA

CBpBXUYBCTBHTEIIHOCT XbM AKTHBHHTE BEeIECTBA MIIH KbM HAKOE OT NOMOIHHTC BCLIECTBA, H30pOCHH B
TOYKa 6.1.

PeakTHBHO 3a00NsaBaHe HA JHXATEIHUTE NBTHUILA, BKIIOYHTEIHO GpOHXHANHA acTMa WIH aHaMHe3a 33
6pOHXMAIHA ACTMA, TeXKAa XPOHHHA OOCTPYKTHBHA Benoapobna HoneCT.

Cunycosa 6pagukapaus, CHHAPOM Ha OOJHHA CHHYCOB BB3€Jl, BKIIOUUTE/IHO CHHOaTpHajeH OJIOK,
aTPHOBEHTPHKYIApeH OJIOK BTOPA HIIH TPETa CTENCH, HEXOHTPONHPaH upe3 neHcMeHkep. M3sapeHa
CLpJEYHA HEJOCTATEYHOCT, KApAMOTEHEH LLIOK.

4.4 ChneudajHH NPeAYIPEKICHEN H NPEANATHH MEPKH NIPH ynoTpeda

Cucmemnu epexmu.

[Mozo6HO Ha APYTH JOKATHO NpHIaraHy O(pTaIMONOrUHA CPEACTBA, TadQaynpocT K TUMONOI Ce
aGcopbupat cucremuo. [Topaau 6era-agpeHepruuHHs KOMIIOHCHT TUMOTIOI, MOTAT Ia ce NOJIyyYaT
ChPAEUHO-ChAOBH, 6€0APOOHH M PYTH HEXEIaHH PEAKLIMH, nogo0HH Ha HaOMIOAABAHUTE IIPH
cHCTeMuMTE GeTa-apenepruuny 6nokepu. YecroTara Ha CHCTEMHH HEXKETAHH PEAKLIMHM ClIe/L JIOKATHO
0 TaJIMOJJOTHYHO [IPHUIIOKEHHE € N0-HHCKA, OTKONKOTO NPH CHCTEMHO NPpUIOKEHHE. 32 HAMAIBAHE Ha
CHCTEeMHATa abcopOLIMA BHXTE TOUKa 4.2.




CopoeuHu HAPYWeHUA.
[Ipn NauMEHTH CHC CHPACHHO-CBAOBH 3afonaBarua (HaNp. HCXeMU4HA DONECT HA CHPLETO, AHI'MHA HA

Prinzmetal # chpAcYHA HEAOCTATHYHOCT) H XHIIOTOHHUA, TEPANMIATA C GeTta-Onoxepu TpabBa a ce NMPCIICHH
KPHTHYHO M Ja ce OOMHC/IM Tepanus ¢ Jpyr'H aKTHBHH BELIECTBA. TTaMEeHTHTE ChC CHPASYHO-ChAOBH
3aGonsBanKa TPA6Ba Aa GbaaT HaOnomapaHy 32 MPU3HALM HA BIOLIABAHE HA TC3H 3a00NABAHNSA, KAKTO U
33 HEXKEIAHH pPeaKLHH.

TTopasy HEraTHBHUAT HM eDEXT BbPXY BPEMETO Ha MPOBEKAAHE Ha umnyca, 6eta-6noxepute TpadBa Aa
ce MpHUJIAraT npH NaLHMeHTH CbC CHPACHEH 6J10K MTbpPBA CTENEH CaMO ¢ MIOBHIICHO BHUMAHUC.

Cv006U HADYUIEHUA:
TTalMEHTH C TEXKH neprudepHH LIHPKYIaTOPHH HapYICHHA (1.e. Texxku Gopmu Ha Gonect Ha Raynaud
#1H cHHAPOM Ha Raynaud) Tpsa6Ba aa 63T €KyBaHH ¢ NOBHLICHO BHAMAHHC.

Pecnupamopru HaQpYWeEHRUA.

NMa choBiieHns 33 pecMPaTOPHHA PEAKUHH, BKIIIOYHTEIHO CMBPT 10pA/IH OpoHXOCHAa3bM NPH NALMEHTH
C aCTMa, ClIeA NPHIOKEHHE Ha HAKOH O(TaAMOIOrHYHH 6era-6moxepu. TATITUKOM rpabea na ce
M3MOJI3BA C MOBHIIEHO BHUMAHHE NPH NAUKHEHTH C JICKA/yMEPEHa XPOHUYHA obcTpykTHBHA Genoapobua
Gomect (XOBB) H caM0 aKO NOTCHUMANHATA [10/132 HAABHINIABA IOTCHIMATHHA PUCK.

Xunoznuxemus/Ouabem:

Bera-Gnokepure TpAOBa 1a C€ MPHIATaT ¢ NOBHILCHO BHUMAHKC IIpU [TALIMCHTH, noJy4aBallyd CHOHTAHHA
XHIIOTIMKEMHS WIR IPH NALUeHTH ¢ nabuien Anabet, Thi KaTo OeTa-0M0KEpHTE MOTAT Ja MaCKHpaT
NPH3HALMTE ¥ CHMIITOMHTE Ha OCTPA XMIIOTIMKEMHIL.

Bera-610KepUTE MOTaT CHILO A3 MACKHPAT H NPH3HALMTE Ha XHIIEPTHPCOUTHIBM. PazkxoTo
NpeKpaTABaHE Ha TEpanHara C Geta-610KEpH MOXKE Aa HOBEOE AO BJIOLIABAHE HA CHMIITOMMTC.

3abonssarus Ha pocosuyama:
OdranMonoruunuTe OeTa-610KepH MOraT 1a HHAYLMPAT CYyXO0Ta B OUHTE. [ManuenTHTE CHC 3a0OIABAHHA
na poropuuara Tpsabea ga 6521 eKyBaHH € [IOBKIICHO BHHMAHHUE.

Ipyzu bema-6aokupawju cpeocmea:

EdexThT BbpXY BLTPEOYHOTO HAIATaHE HIIH H3BECTHUTE eexTH Ha cHcTeMHaTa Gera-0nokaza Morar aa
e YCHIIAT, KOTATO THMOJION (KOMIIOHEHT Ha TAITHKOM) ce npunara npM NanyeHTH, KOUTO BCHE
npHeMaT CHCTEMHH 6eTa-0JIoKHpallH ar¢HTH. OTroBOpbT Ha TE3U NAUUEHTH TPAOBA BHUMATEIIHO A& CC

nabnionasa. Ynorpebara Ha JBe JOXaTHHM -afpeHepruiHu GrnoKupalllH CPEACTBA HE Ce NMPENopbhYBA.

3axkpumovebana enayKxoma.

ITpH MALMEHTH CBHC 3aKPHTOBIBIIHA [IAYKOMA HENOCPEACTBEHATA LEH Ha NEYEHHETO € BIBIBT Ja Ce
OTBOPH OTHOBO. TOBa H3UCKBA CBUBAHE Ha 3CHHMLATA CbC CPEICTBO C MHOTHUHO JedcTBHe. THMOI0N HMA
MATK WIH HUKAKBB eexT BbpXy 3enuuata. Korato THMOION €€ 31101382 33 HAMA/IABAHE HA NIOBULLIEHO
BBTPEOYHO HAJIATAHE MPH 3aKPUTOBIBIHA IIAYKOMA, TOH TpAORA Aa C€ H3MN0JI3Ba CbC CPEACTBO C
MHOTHYHO IEHCTBHE, a HE CAMOCTOATEIHO.

Anadrunaxmuynu peakyuu.

JlokaTo npueMat Gera-6a0KepH, NALMEHTH C AHAMHE3a 33 aTONHA HilH 33 TeAKa aHaWIaKTHYHA PCAKLHA
KbM Pa3HOOOPA3HM ANCPreHH, MOraT 1a pearupar IQ-CHIHO [PH NOBTAPAILH ¢C KOHTAKTH C TAKHBa
allepreHH U Ja He Ce MOBJIMAAT Ha OOMYaHHMTE JO3H a/PCHANKH, U3NO3BARM 3d JeUeHHE Ha
anaUIAKTHYHH PEAKLIMH.

Omnengane Ha Xopuouoeama.
HMa choGLeH s 32 OTICNBAHE Ha XOPHOHAEATA NIPH NPUIATaHe Ha JEYECHHME, NOTHCKANIO NPOAYKIMATA Ha
BHTPEOYHE TEYHOCT (Hamp. THMOJIOJL, aleTa’onaMua) cnel GUITpauMOHHH OPOLEAYPH.




Xupypeuuna anecmesun.

O TaIMONOTHYHHTE NIPOLYKTH C Gera-6I0KHPAINO AEHCTBHE MOTAT Ja G0KUpaT eEeKTUTE Ha
CHCTEMHHTE 6eTa-arOHHCTH, HAMp. HA afipEHAHH, AHECTE3HONONbT TpabBa na 6ba¢ HHPOPMHUPAH, AKO
NauMenTbT 10J1y4aBa THMONOJL.

[Ipeau ga 3anoyHe NEYCHHETO, MALHCHTUTE TpaGea aa 6baaT HHHOPMHUPAHH 32 BE3MOXKHOCTTA 33 PACTEK
Ha MUIIHTE, TOTHMHABAHE HA KOXATA HA KIENaya i NOBHILCHA IHIMEHTAllMA Ha HpHCa, KOMTO Ca
CBBP3aHH C TEPANUATA C TadUIynpocT. Hsxou OT Te3H MPOMEHH MOraT Ja 0bJaT TPaHHH H MOrat Ja
JOBEJAT A0 PA3IMKM BbB BbHIUHKA BHJ HA IBETE OUH, KOTATO CAMO EIHOTO OKO e SJIEKYBaHO,

[IpomMsHaTa B MHTMCHTALMATA HA HPHUCA HACTHIBA 6aBHO M MOKE IXa He e 3abenexuma, Npeay xa H3IMHHAT
HSKOIKO Meceia. I[pOMAHATA B 11BETA HA OKOTO ce HabII0aBa NpeAUMHO [PA NANHEHTH © HPHUCH Ch<
cMECEeHH LIBETOBE, HAIIPHMEP CHHBLO-KadaB, cHBO-KadB, KbaTo-KadsB U 3eneHo-Kadas. PeaneH € puCKpT
OT JOKHBOTHA PA%THKA B IIBETA Ha OYMTE B CIIy4aH HA JIEYCHHE HA CIHOTO OKO.

ChLiecTBYBa MOTEHIIHAI 32 II0ABA Ha OKXOCMABAHE Ha MECTA, KbIACTO taQIynpocT pa3TBoOp BIH32
MHOTOKPATHO B KOHTAKT ¢ IOBBPXHOCTTA Ha KOXATa.

Hama onuT ¢ Tadhaynpoct OpH HEOBACKYNIApHA, 3aKPUTOLIBIHA, TACHOBI'B/IHA HIlH KOHTCHUTAIHA
raayxoma, MiMa orpaHyyen ONUT ¢ TaulylpoCT NPY MAHEHTH C a(aKuA ¥ NpM IHCMEHTHA HIH
ncesaoekchONHATHBHA ITIayKOMa.

IIpenopryea ce TadIympocT A2 Ce NPHiIara ¢ NOBUIICHO BHHMAHUS TIpH naiHeHTy ¢ adaxui,
ncepaoadaKHyHH NAUMEHTH C Pa3KbCata 3a4Ha JICIICHA Kalcy1a HitH peiHOokaMepiln Jel1H, WK MIPH
AlMEHTH ¢ U3BECTHH PUCKOBH GaKTOPH 332 KUCTOHIACH MAKyJICH €ACM HIIH HPHT/YBEHT.

4.5 BiaumMojaelicTBHe ¢ APYIrH JIEKAPCTBEHH NMPOAYKTH H APYTH dopMn HA B3AHMONEHCTBHE
He ca npoBexAaHH POYYBAHHA 32 B3AUMOJCHCTBH.

ChLIECTBYBA Bb3MOXKHOCT 32 ATMTHBHH €PEKTH, BOACIH A0 XHOOTOHHA 1w/ MiIH H3paseHa bOpagukapaus,
korato o(TaIMOJIOrHY€eH pasTBOp Ha OeTa-On0Kep ce npunara ¢AHOBPEMEHHO nepopanty OIOKEPH Ha
KaJILMEBHTE KaHaNy, 6eTa-agpeHeprudHy O10KepH, aHTHAPHTMUYHH CPCACTEA (BKJIIOUMTENHO
aMHOJAPOH), AMTHTATHCOBH IJIMKO3HIH, 0apaCHMIIATHKOMHUMCTHIIH, TBAHCTHAMH.

[epopanuute P-aapeHeprHuHy OIOKHpalH CPEACTBA MOraT 13 060cTPAT pHOAaYH XHIIEPTOHUATA, KOATO
MOJKE Na NOCIEABa NPEKPATABAHETO HA IPpHEMA HA KIOHHUIUH.

mMa chobleHus 32 YehIeHa cucteMHa Oeta-6okana (Hanp. OHWKEHa ChpPACHHA 1ECTOTa, AETIPECHUA) 110
BpeMe Ha KOMOMHMPAHO JIEUCHHE C unxubutopu Ha CYP2D6 (Hanp. XMHHAHH, (PIIyOKCETHH, NapOKCETHH)
M THMONOJL.

Mma oTaelHH ChOOEeHHs 3a MHPHA3a B pe3yiITar OT €AHOBPEMCHHATA yrnorpeba Ha 0QTAIMOIOTHYHH
HeTa-6lI0KepU M aJpeHANHH (eMMHEPPHH ).

4.6 ®epTHauTer, GpeMEeHHOCT B KbPMEHE

bpeMEHHOCT
JIMIICBAT MIIM KMa OFPaHMUEHH JaHHH OT ynoTpebara Ha TAIITUKOM npu 6peMeHHH XKEHH.

¥enu ¢ feTepojeH NoTeHnuan Tpsbsa na M3MOI3BaT ecKTHBHA KOHTpALEHLHA 110 BPEME HA JICYCHHE €
TAIITUKOM.

TAITTUKOM He TpsA6Ba Ja Ce IpHiIara no BpeMe Ha OPeMEHHOCT, OCBEH aK0 HE € KAaTCTOpHHHO
Heo6xoauMO (B cTydaii, ye HAMa APYTH Bb3MOXKHOCTH 34 JIEYCHHE).

Tagaynpocm:
Hsima 4OCTATHYHO J3HHH 3a ynotpebara Ha Ta(IynpocT [P 6peMenn xenu. Tadn
oKaxe BPEAHO (papMaKoIOrH4HO Bh3ICHCTBHE BBPXY OpeMEHHOCTTA WM ¢
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[TpoyusaHusTa OpH XKHBOTHH IOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BX. TOUKA 5.3). BL3MOXKHHUAT PHCK
33 XOpa HE € H3BECTEH.

Tumonon:
Hama gocTaTbuHO JaHHH OT ynotpefaTa Ha THMOJION NIPH OpeMEeHHH XKEHHU. Tumonoin He TpadBa aa ce

puiara no BpeMe Ha 6peMEHHOCT, OCBEH aKO HE © KATCTOPUHHO HeoOxoaHMO. 3a HaMansiBaHe Ha
cucTeMHara abcopOius, BIXKTE TOUKA 4.2.

EnuaeMHONOTHYHH TPOYIBAHHA HE NOKA3BAT Mal(OPMATHBHH ed)eKTH, HO IOKA3BAT PHCK OT 3a0aBaAHE Ha
BLTPEYTPOOHHA pacTeX, KOTaTo 6eTa-GrIOKEPUTE Ce PUIAraT nepopanHo. B AonbaHeHUE, NPH
HOBODOACHH ca HabmoaaBauy Npy3HaNy ¥ CHMNTOMH Ha Oera 610kana (Hanp. OpaaHKapAHs, XHIIOTOHHA,
PECIIMPATOPEH AUCTPEC H XHOOTTTMKEMHA), KOTaTo A0 PAXAAHETO Ca [IpHJIaraHy Oera-0OMOKEpPH. AKO
TAITTUKOM ce npunara 20 pakJaHETO, HOBOPOACHOTO TpaGBa BHUMATE/IHO Aa c¢ Habnioaasa no BpeMe
HA ILPBYMTE JHYU OT XKHBOTA.

KspMeHe
Bera-010KepUTe C€ €KCKPETHPAT B KbpMATa. Burpeks TOBa, lipH TEPANIEBTHYHH 103K THMOJION B KAMKUTE

33 O4H, MAJIKO BEPOATHO € J1a MMa JOCTAThYHH KOJHYCCTBA B KbPMaTa, TAKa H¢€ 13 NpeAu3BHKAT KIHHHYHH
CHMITOMH Ha HeTa-610Ka1a IpH KbpMadeTo. 3a HaMaABaHe Ha CHCTEMHATA abcopOIMA, BHXTE TOUKA
4.2.

He e u3pecTHO AanH TapaynpocT W/HIK HETOBUTE MeTaBOIHTH Ce EKCKPETUPAT B KbpMaTa, HanuuHuTe
TOKCHKOJIOTHUHH JAHHH NPH XUBOTHH IOKA3BaT €KCKPEUMA Ha Tad1ynpoCT WIH HETOBUTE METADOIHTH
B MJIAKOTO (32 OAPOGHOCTH BX. TOUKa 5.3). Bbnpexu T0Ba, NPH TCPANCBTHHHH 103U TaQIynpocT B
KAIIKUTE 33 OYH, MAJIKO BEPOATHO € Ja MMa JOCTAThYHH KOJJHYECTBA B KbpMATa, TaKa 4e Ad IIpEAN3BHKAT
KJIMHHYHHA CHMITOMH MPH KbPMAUECTO.

Kato npeanasHa MApKa € 3a MPEANOHHTARE 13 HE CE KhPMH, aKO CC wanara neuenye ¢ TAIITUKOM.

DepTHIMTET
Tuncsat nauuu 3a edexrure Ha TAITTUKOM Bbpxy GepTHIHTETA MPH XOpa.

4.7 Edexrn BopXy CHOCOOHOCTTA 32 modupane 1 paboTa ¢ MALIHHHA

He ca npoBex/aHH POy BaHHsA 33 ¢PeKTHTE Ha TAITTUKOM BBpxy cnocofHocTTa 3a IodhHpaHe 1
pabora ¢ MalIMHU. AKO 110 BPEME Ha IIPHIOKCHHUE CC MOABAT HEMNEIAHA peaKuMH, KaTo NMPEXOAHO
3aMBIJICHO 3pEHHE, NAUMCHTET He Tp10Ba Aa wodupa uiy Aa paboTH ¢ MAILIHHH, AOKATO HE CE I0YBCTBA
xobpe u uMa ACHO 3PCHHC.

4.8 HexelaHH JeKAPCTBEHH PeaKIHHA

Hay 484 naumenTH ca fNexyBank ¢ TanTHKOM €AHO/I0308a ONAKOBKA B KITMHU1HH NPOYHBAHHA. Haii-yecto
chLOOIMABAHATA HEXENAHA peaKilisi, CBbp3aHa C ICUCHUETO, © KOHIOHKTHBaJIHA/OUHA xunepeMus. 11 ¢
Bb3HMKHAIa Ipy nprbau3uTenHo 7% OT NALUCHTHUTE, Y4acTBallM B KIKHHAHH poy4ysanua B EBpona, B
[I0BEUETO Clly4aH e Oua jleka i e Ouna cebp3aHa ¢ NPEKpaTABAHE HA NEHCHUCTO IpH 1,2% ot
NAIUCHTHTE.

HeskeaHUTE PEAKLHMH, CHOOLICHH B KIHHUYHHTE NPOYYBAHYA, B KOUTO € U3NOI3BAH TarTHKOM B
eHONO030BA ONAKOBKA, CA OFPAHHYEHH JO CHOOLIEHHTE NO-PaHo 38 BCAKO OT OTACTHHIC aKTHBHH
BewecTBa TadnynpocT HIH THMOJION. B KxIHHEHYHHTE MPOYUBAHHA HE Ca HAOMI0JABaHH HOBH HEXENAHH
peakiuH, cneunduyan 32 TanTHKOM €1HOA030Ba ONIAKOBKA. BOJIIHHCTBOTO OT CHOOLIEHHTE HEXKETaHH
peakiHHy ¢a OYHH, TEKH WIM YMEPEHH M0 TEKECT, ¥ HHKOA HE € CEpHO3HA.

Kakto APYTH NOKaaHO NpWiarasy opTanMonoryHy cpeicTaa, tadmynpoct ¥ THMonoa ce abcopbupat

cucteMuo. ToBa MOKE A3 NPHYHHH NOA00HM HEXENaHU PEaKLUUH KaTOo HaONI0AaBAHUTE IPU CUCTEMHHUTE

GeTa-6IoKHUpaLIH cpeAcTBa. YecToTaTa Ha CHCTEMHH HEXE/IaHH PEakitin Cnel NOKaNHO 0P TaNIMONOrHUHO

PUIOKEHHUE € MO-HHCKA, OTKONKOTO MPH CHCTEMHO NPHUIOKEHHE. U30poeHHTE HEXKETAHH PEAKIMH .

BKJIFOYBAT PeaKildu, HaG/01aBaHH B PAMKMTE Ha Kjlaca Ha odranmonoruyanTe 6era-610 ALY I ’\
- Rl




CleIHHTE HEXENaHH Peakuuy ca ChoOIIeHH Py TalTHKOM €1HO030B2 ONAKOBKA 10 BPCME Ha
KIMHKYHHE MPOy4BaHus (BbB BCAKA IPYIa B 3aBHCHMOCT OT YCCTOTATR, HEKCIIAHHTC PCaKIHH ca
NpEeACTABEHH B HM3XOJALL pe/l N0 OTHOLICHHUE HA TAXHATA 4eCTOTa).

YecToTaTa HA BLIMOKHHTE HEXEITAHH peakiuy, H36poeHH N0-101Y, CE ONPEeACs ¢ HOMOLITA HA

cJeHara KOHBCHLI KA.

MHOro 4ecTH >1/10

YecTH >1/100 go <1/10
HeuecTH >1/1 000 no <1/100
Penku >1/10 000 no <1/1 000
MHOT0 peIKH <1/10 600

C geH3BecTHA 4ecToTa

He Moxke na ObjJe HanpaBeHa OLICHKA Ha
4ecTOTATA Bb3 OCHOBA HA HAIMMHHUTE AAHHH

TanTHkoM (KOMOBHANNA OT Ta(aynpocT/THMOJION)

CucreMo-OpraseH Kiac

YecToTa HexenauH JeKapCTBEHH PEAKLMH

Hapymenus HA HCPpBHATA
CHCTEMA

HeuectH I nanobosue.

Hapyluenus Ha OMHTE

KOHIOHKTHBAIHA/O4HA
XHIIEpeMHA, CbpOekK B OKOTO,
00/1Ka B OKOTO, NPOMSAHA HA
murnute (yBeIHYeHH Nh/DKHHE,
ne6ennna ¥ 6poii Ha MUTTIHTE),
NpOMAHA B LIBETA Ha MUIIIMTE,
pa3ipa3HEHHE HA OUHTE, yCCIIaHe
33 HAIMYME HA YYXKI0 TLIO B
OYHTE, 3AMBITICHO 3PEHHUE,

porododus.

YectH

HeoOnuaiiHo ycewaHe 8 0KOTO,
CYX0 OKO, AUCKOM(POPT B OUHTE,
KOHIOHKTHBHT, EPHTEM HA
KIenaya, ouHa ajacprus, OTOK Ha
Kjernaua, NOBbPXHOCTEH
TOUKOBHIEH KEPATHT, YBENIMUYCHO
Chi3€He, Bb3MaJICHUE Ha
npeJHaTa Kamepa, ACTEHONHA,
Gnedapur.

Heuectu

HOombIHUTENHH HEXENAaHU pCaKLMH,

KOUTO ca HabnogaBaHH NPy BCAKO OT aKTHBHHTC BEIMECTBRA

(TadaynpoCcT KWK THMOO/), ¥ NOTEHIMANHO MOTAT J3 CE [ONyHaT M npu TanTtukoM, ca H30POCHH I10-

A0NY:

Tadaynpocr

CucreMOo-0praseH Knac

Hexenanm NEeKapCTBCHH PCAKUHH

HapyieHHs HAa OYHTE

HamaneHa 3puTelHa OCTpOTa, YBEIMUeHa NMIMEHTALMA Ha HPHCA,
IUCMEHTALIMA Ha KJIenaya, KOHIOHKTUBAJIEH €1¢M, CEKPELIHA OT OKOTO,
KIICTKH B TEMHOCTTA HA [IPEAHATA KaMepa, NONOKUTENCH THHAANO0B
eeKT B MpeaHATa KaMepa, AIepruieH KOHIOHKTHBHT, MUrMEHTAIHS HA
KOHIOHKTHBATa, KOHIOHKTHBAIHY QOMHKYIH, 3a1ba004aBaHE HA
BHKATA Ha KIENaya, HPHUT/yBEHT, OTOK Ha MAKY/1aTa/IHCTOKACH OTOK

Ha MAKyJlaTa. s g
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HapymeHus Ha KOMXATA H
NOAKOKHATA ThKaH

XunepTpHuxo3a Ha Kjienaa.

PecniupaTOpEH HAPYINCHHA

O6ocTpAHe HA aCTMa, IHCIIHE.

TuMoN0.1

CucteMo-opraHeH Kiuac

Hexenanu 1eKapCTBEHH PEAKIHU

HapymeHHnsi H3 HMYHHATA
cHCTEMA

[TpH3HALK M CHMIITOMH Ha aJICPrHYHH PEAKIMH, BIJIIOHUHTEIHO
AHTCHOEEM, YPTHKAPHUS, JIOKANM3UpaH H FEHEPAIHIHPAH o0Opus,

aHaMIAKCHS, IPYPHTYC.

Hapymenus Ha MeTaA00IHIMA H
XPAHEHETO

XHUNOrIHKEMHA.

IIcHXHYHHA HApYLIEHUSA

Henpecus, 6ec3chHUE, KOLIMAPH, 3ary0a Ha maMeT, HEPBHOCT,
X101 HALTHA.

HapymeHdd HA HEpBHATA
CHCTEMA

3aMagHOCT, CUHKOI, NAPECTE3UH, YCHIBAHE HA TIPH3HALNTE H
CUMIITOMHTE HA MHACTEHHS IpaBUC, MO3BYHO-CHA0B HHIIHICHT,
MO3bYHA HCXEMHAL.

HapyuieHus Ha OYHTE

KepaTut, NOHHKEHA KOPHEANTHA YyBCTBUTCIHOCT, 3pHICIHH
HAPYLICHUA, BIUIIOYHTENHO pedpakTOpHH NPOMEHH (B HAKOM CnydaH
nopaad NpeKpaTaBaHe Ha TEPanuia ¢ MMOTHYIHY Cpe/iCTBa), IITO32,
NMIUIONHS, OTIENBaHE HA XOPUOHACATA Clell PUITPAHORHA
XHpypruuHa Hameca (Bx. Touxa 4.4, Cneunaniy npeaynpexacHua v
Mpe/Na3sHi MEpKM IpH yNoTpeda), Chil3eHe, KOpHEaTHa po3ua.

HapyuieHHA HA YXOTO H
JafupHHTA

THHHTYC.

CopaeyHH HapylIeHHS

Bpamukapaus, Gojika B I'bpAMTE, ChPLEOHEHE, OTOK, apHTMHA, 3aCTOMHA
CbpACYHA HENOCTATHYHOCT, CHPACUCH aPECT, ChpIACHCH OnoK,
aTpMOBEHTPHKY1apeH 610K, ChpAeHHA HENOCTAaTEYHOCT.

C1bA0BH HApYLIEHHSH

XHUIIOTOHHA, KIayAHKALKO, heHOMEH Ha PEeHHO, CTYZICHK PBUEC H KPAKa.

PecniupaTopHH, rPbAHH H
MEIHACTHHAJIHH HAPYIICHHA

Iucnues, 6porxocnassM (MPeAMMHO NPY NAUHEHTH ¢ NPEIIECTBALLO
OpOHXOCIIACTHYHO 3ab0JigBaHe ), JHXATEAHA HEJOCTATBYHOCT, KalllNTHLA.

CTOMAIIHO-YIPeBHH HADYUICHHSA

Tanese, pUcnencus, JMapus, CyXoTa B yCTaTa, AUCreysus, bonka s
KOpEMa, IOBPBILAHE.

HapyuieHHS Ha KOXKATA H
NOAKOXHATA THKAH

AJioneLys, ncopuariyeH oOpHB KM 000CTpAHE Ha NCOPHA3HUC, ofpus
10 KOXKaTa.

HapymeHH HA MYCKY/IHO
CKEJICTHATA CHCTEMA H
CheJHHHTEIHATA ThKaH




HapyuieHus HA Bonect Ha Ieiiponn, MOHHKEHO MUOHIO0, CEKCYaIHa OUCHYHKINA.
BL3NPOH3BOAHTEIHATA CHCTEMA
H rbpaara

O6uu napymenus M eQpekTH HA | ACTeHHA/YMOPA, XaK/A.
MACTOTO HA NPHIIOKEHHE

Cay4ay Ha KanuH(HKalKA Ha poropuuaTa ca chOOIIABAHN MHOTO PAJIKO BhB BpB3Ka ¢ ynorpebara Ha
hochaT-ChAbpPKALLM KAIKH 33 O4H IIPH HAKOH MALMESHTH CBC SHATUTCIHO yBpeAeIKAaHe Ha POrOBHULIA.

Cb He Ha NOJO3HPaHH HEXENAHH PEAKIIUH

Cpo6ImaBaHeTo Ha NOJ03HPAHH HEXKETaHH PEaKIHH CIE pa3peliaBate 3a ynorpeba Ha nexapCrBeHHsA
NPOAYKT € BaKHO. TOBa 103BOJIABA J1a NPOXBIDKH HabNI0AEHHETO HAa CHOTHOLIEHUETO NON3a/PHCK 32
eKapcTBEHMA OPOAYKT. OT MEAULMHCKUTE CIEUUATTHCTH CC H3MCKBA Na Cho0L1aBaT BCAKa MOAO3HPAHA
HEXKeNaHa peaKkLun Ha:

WsnbaHUTENIHA areHiiug 1o JeKapcTBaTa

yi. ,.Jdamsan I'pyes” Ne 8, 1303 Codusa

Ten.: +359 2890 3417

yebGcaiiT: www.bda.bg

4.9 Ilpepoaupane

JIokanHo npeao3upase ¢ TaduynpocT e MaIKo BEPOATHO Aa CC MOJYHH HilH 1a Oble CBBP3aHO C
TOKCHYHOCT.

ViMa ChOGIIEHHS 33 IPEAC3HPAHE 10 HENPEANAITUBOCT € THMOJIOJ, IOBENIO A0 CHCTEMHH edexry,
No#OOHH Ha HAGMIOAABAHKTE IIPH CHCTEMHHTE OETa-aAPCHEPrHHH O10KHpany CpelcTBa, KaTo
3aMasHOCT, raBoboue, 3aayX, Opaauxapaus, OpoHxocna3bM U ChpIACHCH peEcT (BX. CBILO TOYKA 4.8).

Axo pb3unkHe npenosupane ¢ TAIITUKOM, neuenuero TpsOBa Aa ObAC CHMITOMATHYHO H
noAbpKAIO. THMOION HE C& OTCTPAHABA JIECHO HPE3 TNATH3A.

5 ®OAPMAKOJOHYHH CBOHCTBA

5.1 @apMaxkoIHHAMHYHH CBOHCTBA

dapMakoTepaneBTHYHA rpyna: AHTUIIIAYKOMHH NPENapaTi 1 MHOTHLA, Gera-Onokupamu cpeacTsa, ATC
xoa: SO1ED51

MexaHu3bM Ha JCHCTBHE
TATITUKOM e bukcHpaHa kOMOHHaUUA OT BE AKTHBHH BCLICCTBA. Ta(IynpocT ¥ THMOI0N. T€3H ABe

AKTUBHH BEILECTBA MOHIKABAT BETPEO4HOTO Halarane (BOH) upes nombasaii € MEXaHU3IMH Ha
neiicTBUE, 2 KOMOMHUPAHUAT ¢QeKT BOAH X0 AOIBIHMTECIHO NOHMKCHUC Hd BOH, 8 cpaBHEHHE C BCAKA
OT CHCTABKKTE MOOT/IC/THO.

Tadnynpoct € (pIyopHpaH aHAIOr Ha IPOCTarnaHauH F2.. TadmynpocroBaTa KHCEIHHA, OHOIOTHYHO
AKTHBHHSAT METaGOIHT HA TadiIyIPOCT, € MHOTO MOLIEH M CEJAEKTHBEH arOHMCT Ha ZOBCIIKMA NPOCTAHOM/L
FP peuentop. ®apMakOAHHAMHYHHTE NPOYHBAHHA [IPH MaiiMyHH HOKa3Bat, 4e TapIynpocT HaMajlisa
BHLTPEOYHOTO HANAraHE KaTO YBEM4aBa OTTH4AHETO HA BRTPEOHHATA TCUHOCT 1Ipe3 YBEOCKICPATHUTE
NbTHLLIA.

THMOOI MAJEAT & HeCeleKTHBeH Ookep Ha 6eTa-aqpeHEPrHUHUTE PELESHTOPH. 10
neificTBHE Ha THMOJIOJ MaJeaT 3a NOHKKABAHE HA BLTPEOYHOTO HAJLArAHE HE € ACHO
MOMEHT, BBIIPEKH 4€ €AHO (PI1yOPecLEHHOBO IPOYYBAHE U MPOY4BaHUA C TOHOTPA Wil
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npeo6aJaBalliuaT HAUMH Ha ACHCTBHE MOXE /12 € CBBP3aH € NOHKXkEeHO 06pa3yBaHe HA TEHHOCT. BbrOpekk
TOBA, B HAKOH NMpOYUBaHKs € HaGNOAABAHO H JIEKO yBEIMHMCHHUE B OTTUUAHETO Ha TEYHOCTTA.

KnuuuyHa epUKacHOCT

B enno 6-meceuyso npoyusase (n=400) npH nmaiueHTH ¢ OTKPHTOBIBIHA r1ayKOoMa HJIM OYHA XUIIEPTOHHA
¥ CpEHM CTOHHOCTH Ha HEIICKYBaHO BOH mexay 24 u 26 mmHg, edexrbT Ha NOHWKABAHE HA BOH ot
TanTHKOM eXHO0308a ONAKOBKA (BEAHBK JHEBHO CYTPHH) € CPAaBHEH C TO3H OT eTHOBPEMECHHO
npunoxenue Ha 0,0015% Ttadrynpoct (BEAHBLXK AHCBHO cyTpus) H 0,5% THMONON (11Ba TETH JHEBHO).
TanTHKOM € He NO-MaIKO ePEeKTHBCH OT €AHOBPEMCHHO H3IOJI3BAHHTC 0,0015% Tadnynpoct 1 0,5%
THMOIO BB BCHUKHM BPEMEBH TOUKH H BU3HTH NpH 00110 H3N0/13BaHATa FPaHKIIA 33 HE O-HHCKA
edexruroct ot 1,5 mmHg. CpeaHoTo HaMaleHHE Ha ACHOHOILHOTO BOH 0T H3X0AHO HHBO € 6110 8
mmHg © B ABeTe pAMEHA B ThPBHYHATA KPaHHA TOUKA 6 Mecela (HamaneHue B AHana3oHa ot 7 1o

9 mmHg B ABETE paMeHa B Pa3IHYHH BPEMEBH TOUKH OT ICHA IO BpPEME Ha BH3UTHTE 11O NPOYYBAHETO).

Ipyro 6-MeceuHo npoyuBane (n=564) e cpaBHsaBano TanTMkOM €1HON030BA OMNAKOBKA CBC ChOTBETHUTE
MOHOTEPAIHY [PH NMALHEHTH ¢ OTKPHTOBIBJIHA I11aYKOMa MIIH OtHa XHMIIEPTOHHA H CPEIHO HENEKYBaHO
BOH 26-27 mmHg. I[TauueHTH ¢ HEAOCTATHYEH KOHTPOII C 0,0015% tadnynpoct (BOH 20 mmHg nin
noseue npu seuenne) Wik 0,5% trmonon (BOH 22 mmHg HiIM noBeye NpH NeyeHue) ca Oum
paHJOMM3UPaHH 3a JeueHHe ¢ TanTHKOM B €AHOA030Ba OMaKOBKA WIH ChlllaTa MOHOTEpanus. CpeaHOTO
nenoxnomuo Hamaneuue Ha BOH ot TanTukoM € G0 CTATHCTHYECKH MO-BHCOKO OT TOBA OT TaduIynpocT,
NpUIATaH BEXHBK JHEBHO CYTPHH, HIIM THMOIIO, PHIAaraH /182 fTbTH JHEBHO, HA BU3KTHTE B ceaMHuLa 6,
3 mecewa (ITbpBUYHA KpaiiHa TO4Ka 33 ¢PHUKACHOCT) H 6 mecena. CpeIHOTO ACHOHOIIHO HAMAICHHEC Ha
BOH ot u3xoauo HuBo oT TanTukoM Ha 3-ua Mecel, € 6u10 9 mmnkg, B CpaBHEHHE ChC 7 mmHg,
HabnIOAaBaHo NPH ABETE MOHOTEpanuy. HaMaleHHeTo Ha BOH ot TanTHKOM B pa3iHYHHTEC BPEMCBH
TOMKH B X0/1a HA ACHs IO BPEME HA BU3HTUTE € OUIIO B AHAN230Ha OT 8 no 9 mmHg B rpynara 3a
CpaBHEHHE C MOHOTEPANMA ¢ TAQIyNpoCT H OT 7 no 9 mmHg B rpynara 3a cpaBHEHHE C MOHOTEpANHA C
THMOJIOIL.

KoM6uHKpaHH JAHHM OT HALMEHTH Ha NeYeHHe ¢ TanTHkOM ¢ BUCOKO U3XOAHO BOH 26 mmHg (cpeano
EHOHOLLHO) WM IIOBEYE B TE3H B¢ OCHOBHH NpOY BaHHA (n=168) ca moka3anu, Y€ CPEAHOTO
neHoHonHo Hamanenne Ha BOH e 6uno 10 mmHg B mbpBHyHaTa xpaiiHa Touka (3 unu 6 Mecena) B
nuanazoHa Mexay 9 u 12 mmHg B pa3nuyuHu BpEMEBH TOUKH B XOAa Ha ICHA.

Esponeiickara areHitus no JcKapcTaara O0CBOBOXKIABA OT 3aIbJDKSHHETO 3a [IPEAOCTaBAHE HA PC3YJITATHTE
ot npoyusauuara ¢ TanTukom (KOMOHHALMA TadAynpOCT/ TUMOJON) BBB BCHUKH MOAIPYNH Ha
neJMaTpHYHATa nomy/ianHa (BX. TouKa 4.2 3a pHpOpMALKA OTHOCHO Yrnorpeba B HeAHATPHATA).

5.2 <apMaAKOKHHeTHYHH CBOHCTBA

AbcopOius
[Lna3MesnTe KOHLCHTPALHH Ha TaQaynpoCTOBA KHCENHHA H THMOJIOR ca M3CNCOBAHHU IIPH 30paBH

106POBOJILM CI€, CAHOKPATHO H MHOTOKPAaTHO PHIAraHe Ha JI03H B OYHTC B NPOIBIDKEHUE HA OCEM JHH
na TanTukoM (Beaubxk adesHo), 0,0015% raduynpocT (BemHBK AHeBHO) H 0,5% TUMONION (ABA MIBTH
nnesno). [l1a3MeHuTe KOHUCHTPALMH Ha Ta(QIyMpOCTOBA KHCEIHHA AOCTHTAT nuk Ha 10-tata MHHYT2
clle] PWIATaHe Ha A03aTa M CHAJaT [0 JOJHATA IPAHHLA 34 OTKPHBAHC (10 pg/ml) npean u3THYAHE HA
30 MUHYTH OT NIpWIaraHe Ha 03ara TanTHkoMm. HaTtpynsaHeTo Ha TadaynpocTOBa KUCEIHHA €
npenebpexumo 1 cpeanata AUCo.nocn. Ha Ta(IyIPOCTOBA KHCENMHA (moHOTepamus: 4,45+2,57 pg-h/ml;
Tantuxom: 3,60+3,70 pg-h/ml) u cpesnara Crax (MOHOTEPATIHAL 23,9+11,8 pg/ml; TanTHkOoM:

18,7+11,9 pg/mi) ca 6uM MaNKo NO-HUCKYU NPH TAaNTHKOM B CPaBHCHHE C MOHOTEPATIEA ¢ TaaynpocT B
Jlen 8. [L1a3MeHHMTE KOHUESHTPAUMH Ha THMOJIO JOCTHraT MHK NpH MEAHAHEH CTOMHOCTH HA Timax
chOTBETHO 15 1 37,5 MMHYTH CJI€A fpujlarade Ha 103aTa TanTHKOM B JIeu 1 n Jlen 8. B llen 8 cpeaHara
AUCo.ncen Ha THMONON (MOHOTEpanus: 5750+2440 pg-h/ml; Tamruxom:4560+2980 pg-h/ml) u cpeanara
Crmax (MonOTepanus: 1100 £ 550 pg/ml; TanTHkoMm: 840 + 520 pg/ml) ca 61IH ManKO NO-HUCKH MPH
TaOTHKOM B CpaBHEHHE C MOHOTEPANHA C TUMONO.. [10-HHCKaTa 1a3MEHA CXCIIO3HIHA Ha THMOJAOJ].
TanTHKOM H3TIEKIA C& Ih/KH Ha MPHIATAHETO HA JI03H E/IWH BT AHEBHO 33 TanTH 5@md )
pHNAraHe HA 03K JBa IBTH AHEBHO [IPH MOHOTEPANHA C THMOROI.




Tadnynpoct u TUMOION ce adcopOHpaT NPe3 pOroBHUATA. TIpy 3aiiuy NMPOHUXBAHETO NPE3 POroBHUATA Ha
tadaynpoct oT TanTHKOM € Ouio noXo6GHO Ha TOBA HA MOHONpENapaT Ha TaduIynpoCcT CNe] eHOKPATHO
HAKANBANE, NOKATO NPOHMKBAHETO HA TUMOIION € OHII0 MAJIKO NO-HHCKO OT TanTUKOM, B CPABHEHHME C
MOHOIIPENAPAT HA THMOJION. 33 TahaynpOCTOBATa KHCEINHA AUC4 e 7,5 ng-h/ml cnen npuinarane Ha
TantukoM u 7,7 ng-h/ml cnex mpunaraHe Ha MOHONPENApAT HA radaynpoct. 3a Tumonon AUCs. ¢
croTBeTHO 585 ng-h/ml u 737 ng-h/ml cien npunaraie na TanTHKOM ¥ MOHONMPENAPAT HAa TUMOIOL. Tmax
33 TaduIynpoCTOBaTa KHCENHHA € 60 MHHYTH 32 TanTHKOM M MOHOTIpENnapaTa Ha Ta(IynpocT, JOKATO 3a
TUMONOT Temax € 60 MuH. 332 TanTuxom u 30 MuH. 3a MOHONIpENapaTa Ha THMOJIOI.

PaznpeneicHue

Tagn cm

Ilpu MaiiMyHH HAMa CneUMGHIHO Pa3NPEACICHHE Ha paJHOMapKHpaH TagaynpocT B MPHCA U
{[HAHAPHOTO TASIO WIH XOPHOHAEATA, BKIOUHTEIHO MHTMCHTHUA CIIHTCI Ha peTHHATA, KOSTO IpeAnoaara
HUCHK aQMHBHTET KbM MENaHHHa. B npoy4BaHe ¢ aBTO-PEHTreHOrpaus Ha LAJIOTO TAIO NPH ILTHXOBE,
Hali-BHCOKATA KOHLICHTPALMR Ha PaJHOAKTHBROCT € Ha0M01aBaHa B pOroBHIIATA, NO-HUCKA B KJICIIA4YHTE,
cKiepata u upHca. M3pbH OKOTO, paAMOaKTHBHOCTTA CC pPa3npoCTpansiBa B CTb3HKSA anapart, HeOueTo,
XpaHONPOBO/A ¥ CTOMAIHO-YPEBHMHA TPAKT, 6BOpeluTe, YepHUA APOD, HUTBUHHA U MHKOYHHA MEXYD.
Cebp3BaHeTo Ha TAGQIYNPOCTOBATA KHCENHHA C HOBCIIKH CEPYMEH anbymuH in vitro € 99 % npu

500 ng/ml TadnynpocTOBa KACEIHHA.

Tumonon

[TMKOBOTO HHBO Ha CBBDP3AHATA C THMONO/ PAIHOAKTHBHOCT BB BETPEOYHATA TEUHOCT CC JAOCTHIa

30 MHEYTH ciel €AHOKPATHO MMPHIAraHe Ha 3H-paguomapkupan TiMonon (0,5% pasTsop: 20 pl/oxo) B
JBETE OUK NpH 3aiiun, THMOION CE SMIMMHHHPA OT BRTPEOUHATa TEHHOCT MHOI'0 10-0BbP30, OTKOAKOTO OT
MHrMEHTUPAHMTE ThbKAHH Ha HPHCA U IMJIMAPHOTO TALIO.

BuotpanchpopMaLms

Tagaynpocm

I naBHUST MeTaGOIMTER I6T HA TaduIyIpOCT IPH X0pa, H3CACABaH ik Vilro, € XHIPOIH3ATa Ha
(papMaKQJOrHYHO aKTHBHHSA MeTaboauT TadayIpoCTOBa KMCEIMHA, KOHTO CE Mojiara Ha nocaeasatl
MeTaboMK3BM Upe3 IIOKYPOHHpaHe WIIH OeTa-OKHCICHHC. IIpoaykTHTe Ha GeTa-OXHCAEHHETO 1,2-NHHOD
u 1,2,3,4-Terpanop TapaynpocT KHCCIHHH, KOUTO ¢4 (hapMaKOJIOTHYHO HEAKTHBHH, MOTaT Ad OBpar
FIIOKYPOHHPAHK WK XHIPOKCHIUpaHH. EH3HMHATA CHCTEMA HA IMTOXPOM P450 (CYP) He € BKIIOYCHA B
meTaboau3Ma Ha TadIynpoCTOBaTa KHCENKMHA, B3 0CHOBA Ha IPOYUBAHCTO Ha POrOBHYHATA ThKAH MPH
3aji114 ¥ ¢ IPeYHCTEHH EH3MMH ITIaBHATA eCTepasa, OTTOBOPHA 32 €CTEPHATA XHIPOnK3a X0 TadurynpocTo-
Ba KHCeNHHa, ¢ kapfokcunecrepala. byTHIXonHHecTEpa3aTa, HO HE B aLleTWIXONHHECTEpA3aTa, ChIlo
MOJXe Jia JOMPHHECE 38 XMAPOIH3aTa.

Tumonon
Tumonolt ce MeTabonH3upa B yepHua Apod OCHOBHO 4pe3 CH3HMA CYP2D6 no HeakTHBHH METabOIHTH,
KOHTO C& EKCKPETHPAT OCHOBHO 4pe3 ObOpeLHTE.

EnumuHHpane

Tagr cm

Cren npunoxenue Ha *H-radmynpocr (0,005 % odranmonordyes pasreop; 5 ul/oxo) eaxH MBT HA JCH 33
21 AHHM B IBETE OUM NPH ILTEXOBE, IPUONH3IKTEIRO 87 % oT obwaTa palHOaKTHBHa 103a ¢C OTKPHBA B
exckperute. [IpoUeHTHHAT As1 oT o61aTa 1033, EKCKPCTHPAH B YpHHATA, © npubnusutento 27-38 %, a
npubnuaurento 44-58 % oT [03aTa € EKCKPETHPAHA BB pexanHuTe.

Tumopon
BHIKMHAT DOIYKHBOT Ha €TMMHHHPAHE OT HOBEIIKATA ILU1a3Ma € OKOI10 4 yaca. TumMonoi ce
MeTaboIU3Mpa H3KIIOUHMTENHO B YEPHHUA apo6 U MeTaGoIUTUTE CC EKCKPETHPAT B YP
xbM 20% HEempoMeHEH THMOJION CNIEA NEPOPaIHO NPHIOKEHHCE.
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53 IlpexxkIMHMYHH AaHHK 32 6€30IACHOCT

Tanmuxom
HexnHHUMHHTE JAHHH HE 00Ka3BaT oco0eH PHCK 32 X0pa Ha 6a3aTa Ha MPOYYBAHE 32 TOKCHYHOCT IIpH

MHOT'OKPATHO NpHIIAraHe 4 Mpoy4uBaHMs 32 09Ha hapMaKOKHHETHKA, OUHHMAT M CHCTEMHHAT npodui Ha
6e¢300aCHOCT HA OTAETHHTE KOMIIOHEHTH € 00pe yCTaHOBEH.

Tadavnpocm
HexaMHHYHHTE JAHHH HE ITOKa3BaT 0coOCH PHCK 3a Xopa Ha 6a3aTa HA KOHBEHIIHOHAJIHHTE

¢dapMaKONOrHYHH NPOYUBAHHA 32 $€30IIaCHOCT, IPOYYBAHHA 338 TOKCHYHOCT IIPH MHOIOKPaTHO
NpIIAraHe, TEeHOTOKCHYHOCT H KaHIEPOreHEH NOTCHIMAI. Kaxto 1 npu Apyrd PGF2 aroHHCTH,
MHOTOKPATHOTO OMHO MpPUJIAraHe Ha TadIynpocT IpH MAHMYHH BOAM 0 HeoOpaTHMH €(PEKTH BBPXY
MHCMEHTALMATA HA HPMCA M 00paTHMO YroaeMABAHE Ha KIICNaHaTa HCHKA.

TToBHIlICHO CHKPALIECHHE HA MYCKYJ/IHTE HA MATKATA HA ILUIBX H 3aCK CC Ha0m101aB8a in vitro Ipu
KOHLIEHTpalyH Ha TadIynpocToBa KHCEIHHA, NPEBUILABAIIH chOTBETHO 4 A0 40 nbTH MaKCHUMAJIHHTE
[ia3MEHH KOHLEHTpaLUKH Ha TadaynpocToBa KHCEIMHA [IPH XopaTa. YTepOTOHHYHATA AKTUBHOCT HA
TadAyIPOCT HE € H3CIEABAHa IPH MPENapaTH OT HOBCIIKA MATHA.

[TpoBeieHO € IpOy4YBaHE 38 PENPOAYKTHBHATA TOKCHYHOCT IipH [UTBX K 33€K C MHTPABEHO3HO
npunoxenue. IIpu Ibxose HE C€ nabnonaBaT HexenaHy edeKTH BbpXY IUIOAOBUTOCTTA WIH PAHHOTO
pa3BHTHE Ha eMOPHOHHMTE IPH H3NAraHE Ha OPranH3Ma Ha Hall 12 000 mbTH MAKCHMANHOTO KJIHHHYHO
yanarage Bb3 ocHOBa Ha Crax MM noBeue o1 2200 mbTH B3 OCHOBA HA AUC.

B KOHBEHIMOHATHHTE OPOYYBaHUA 3a eMOpHO-PeTanHo pa3BUTHE, Tadu1ynpocT NPpHYKHABA HAMANABAHE
HA TErJ0TO HA 3apPOJHMIIUTE Y YBEIH4ABA 3aryOHTe Cliel HMIVIAHTALHA. Tapaynpoct yBeau4aBa 4€CTOTATa
Ha CKEJIETHH aHOMANHY NpPH [UIBXOBE, KAKTO H YECTOTaTa Ha HEPEIIHH, MOIBHHM H rprOHAYHH
mandopMauHH Ipy 3akiny. B npoy4yBaneTo ChC 3aif14, Ia3MEHUTE HHBA Ha Ta(UIyNpoCT U HETOBHTE
MeTaBONKTH Ca D0 HHBATA 338 KOJIHYECTBECHO OIPEACIAHC.

B npoy4BaHETO 3a Ipe- B MIOCTHATAIHOTO Pa3BUTHE NPH ILITLXOBE CC Habni0JaBa yBeIHUaBaHe Ha
CMBPTHOCTTA Ha HOBOPOJCHHTE, [IOHHXKEHO TErII0 NpH pKIAHE H 3a6aBeHO pa3TBAPAHE HA YIIHATA MHJA
py TOTOMCTBOTO, TIPH K034 TadIynpocT, 20 nbTH MO-BUCOKH CIIPAMO KIHHUYHATA 1033,

ExCrIepMMEHTHTE HPH INTBXOBE ¢ paXHOMapKHpaH radaynpocT noxassat, 4e okono 0,1 % OT NOKaTHO
APHI0XKEHHTE O34 B OUHTE NPEMHHABAT B MILAKOTO. Tbil KATO HONYXKHBOTHT Ha AKTHBHHA META0ONHT
(TadaynIpOCTOB2 KMCEIMHA) B 11:1a3MaTa € MHOI0 KbC (1e ce oTkpuBa caea 30 MUHYTH NIpH xopa), no-
roaaMara YacT OT PajlJHOaKTHBHOCTTAa BEPOATHO NPCACTABIABA meTaGoMUTH C HACKA M4 Oe3
$hapMaKoIoruuHa AKTHBHOCT. Bb3 OCHOBA Ha MeTaboIH3Ma Ha TaQIynpocT H €CTECTBCHUTE
NpoCTarJaHaHHH, OpanHaTa 6GHOHAIIHYHOCT CE OUaKBa Aa € MHOIO HHUCKA.

Tumonon

HexIMHKUEHTE NaHHH HE M0Ka3BaT 0cODEH PUCK 32 Xopa Ha 0a3aTa HAa KOHBEHIIHOHATHHTE
(papMaKOIOrH4HH MPOY4BaHHA 33 6e30MacHOCT, TOKCHUHOCT IPH MHOTOKPaTHO NpHlaraHe,
reHOTOKCHUHOCT, KApIMHOTeHeH NOTeHUHAll, PENPOAYKTHBHA TOKCHUHOCT.

6. OAPMANEBTHYHH JAHHH
6.1 CnHcbK HA NOMOIMHHTE BEINECTBA

["nduepon

HunatpueB pocdar roaexaxuapar

J[uHarpues eneTar

[Moaucopbar 80

X10pOBOJOPOAHA KMCETHHA W/HIIH HATPHEB XHAPOKCH], 34 kopeknua Ha pH
Boa 3a HHXKEKLMH,

11




6.2 HecrBMEeCTHMOCTH
HenpunoXxumo.
6.3 Cpok na rojHocT

3 roAuHH
Cliea WHpBOTO OTBapAHE Ha OyTHIKATa CPOKBT HA FOAHOCT € 3 mecewna.

6.4 CpoenualHHn YCJI0BHA HA ChXpaHCHHE

Jla ce chXpaHABa B XJAJHITHHK (2°C - 8°C). 1a xe ce 3aMpa3fea.
CrpxpanspaiiTe B OPHTHHAIHATA ONAKOBKA, 33 /ja CC NPCAIasH OT CBCT/IHHA.

Crea spBo OTBapsHe Ha OyTHIIKATa:

Jla ne ce chxpanasa Hap 25°C. Jla He ce 3aMpasisa.

Copxpanspaiite 6yTHIKaTa B OPUrHHAIHATA KAPTOHEHA ONIAKOBKA, 3a J1a C€ peanasy OT CBETJIHHA.

6.5 Bua H chAbpXKaHHE HA ONIAKOBKATA

[Tpospauna 6yTHIKA OT NOAHETHICH C HACKA ILTBTHOCT (LDPE) ¢ 6410 0TKanBailo yCTPOHCTBO 32 OYHO
npwioxkerue OSD (ophthalmic squecze dispenser 0T NOJKETHUIEH, IOAUMPONHIEH U KOTIONHMCD Ha

HHKIMYHE 0NEhUHH) ChC CHHA MO/IMETHIEHOBA Kafauka ChC CHCTEMA 32 yCTAHOBABAHE HA BMCLIATE/ICTBO.

Hanu4HH ca CAeIHHTE PA3MEPH HA ONMAKOBKHTE. KAPTOHEHA KyTHd, ChIbpKalld 1 ynu 3 OyTrixu ot 3 ml
(BCAKa OT THAX MPEJHA3HAYCHA 32 CAHOMECEUCH NIEPHO] Ha ynotpe6a), 1 6yrwixa or S ml (3a 2 MeceLa)
unu 1 6yTuika ot 7 ml (3a 3 Mecewa).

He BCHUKH BMIOBE OMAKOBKH MOraT Aa 6baT MyCHATH Ha Nna3apa.
6.6 ChnenHAIHHM NpeANa3HH MEPKH NPH HIXBBLPJIAHE H pabora

Hen3non3BalusaT NEKAPCTBEH NPOAYKT MM OTHA{bYHHUTE MaTepHaIH OT HETO TpsaOBa Ja c¢ U3XBLPILIT B
CHOTBETCTBHE C MECTHUTE H3HCKBaHMUA.

7. NPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA
Santen Oy

Niittyhaankatu 20

33720 Tampere

OUHITAHIAA

8. HOMEP(A) HA PAZPEHIEHHETO 3A YIIOTPEDBA

Per. Ne 20200216

9. JATA HAIIBPBO PA3PEIIABAHE/MTIOJHOBSIBAHE HA PAZPEILIEHUETO 3A
YIIOTPEBA

JlaTa Ha mBpBO paspeiuasane: 30 OXTOMBPH 2020 r.
HaTa Ha OCIEAHO MOAHOBABAHE!

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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