KPATKA XAPAKTEPHCTHKA HA TTIPOAYKTA
1 HME HA JEKAPCTBEHHSA IIPOAYKT
Bumudpu Kom6u 0,3 mg/ml + 5 mg/ml Kanku 3a O4H, pa3sTBOP
Bimifree Combi 0.3 mg/ml + 5 mg/ml eye drops, solution
»  KAYECTBEH U KOJIHYECTBEH ChCTAB

Beexu ml pa3tBop chabpxa 0,3 mg dumaTonpoct (bimatoprost) u 5 mg TUMOJON (timolol)
(exBUBAIEHTHH Ha 6,83 Mg TUMONONOB Masear).

Besika 6yTiiika ceabpxa 3 ml pasTop (He MOo-Manko oT 78 KaIkH).
Ensa xanka (mpubnusurenHo 29 MHKPOJIMTpA) ChABP KA MPHONH3HTENHO O MUKporpaMa OHMaToONpOCT
u npubnauaurenHo 150 MukporpaMa THMONON.

MoMOLIHO BELIECTBO C M3BECTHO AeHcTBHE: hocdaTH. r
Beexu ml pasTBop chabpika okono 0,95 mg docdaty. | N3NBAKNUTENHA ATEHUNA MO NEKAPCTBATA

Kpamxa xapaxmepucmuna na npogykma - NMousoxerue 1

34 TRJIHUA CITUCBK HA NOMOIHHTE BELICCTBA BHIKTE TOUKA 6.1.

PaspeiusHue Ne

3, JIEKAPCTBEHA ®OPMA 6 Sxry 1403 W5

--------------
---------
......................
------------
------

Kankw 3a 04H, pasTsop

BesuseTeH, Mpo3padeH pa3Teop
pH: 6.8-7.6
Ocmonanurer; 270 1o 320 mosmol/kg

4, KJAHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3aHHA

[MonwkeHMe Ha BTpeounoro Hansrane (BOH) np BE3pacTHH TIALKCHTH ¢ OTKpUTOBI'B/IHA NIayKOMa
WM OYHA XMNIEPTEH3HA, KOUTO HE C€ MOBMHABAT A0CTaTbHHO OT JIOKAJIHH HeTa-0noxepy WIH
MPOCTArTAHIUHOBH AHANTO3H.

4.2 J103upoBKa H HAYHH HA NPHIOKEHHE

EUBH POBKA

Ipenopvuumenna 003a npu 663pacmiu (BKMIOHUMENHO U NPU XOPA 8 CMAPYECKa gv3pacm)
[TpenopBUUTENHATA /1033 € €JHa KalKa OT Bumrdpn KoMbu B 3acerHaToTo/ure OKO/OYH, €HH BT
HEBHO, TIPIIOKEHA WK CYTPHH, Wi Bevep. Jo3ara Tpa6Ba Aa Ce NpUara no eAHO M ChILO BPEME
BCEKH [EH.

CploecTBYBAILMTE JHTEPATYPHH AaHHH 34 GuMaronpoct/TuMonon (popmMa, CrABpKallla
KOHCEepBaHT OEH3AIKOHHEB XJIOPHA (5X), npearnonarar no-nofpa epeKTUBHOCT HA BEUCPHOTO
[pIarane, B CPABHEHHE ChC CYTPELIHOTO, [0 OTHOUICHHC xa noHuxasaHero Ha BOH.
HesasHCUMO OT TOBA, TpAOBa Aa Ce HalpaBH NpeLeHKa 32 Bb3MOKHOCTTA A CC TTOCTHIHE
CHIJIACYBAHOCT MPH OOMHUCIIAHE HA CYTPELLIHO UITH BEUEPHO HPHITATAHC (Bx. Touka 5.1).

AKO e [IPOITyCHATa €IHa 1032, JICHEHHUETO TpabBa Aa MPOARIKH CBC ClIellBalllaTa 1034 10 1
To3ara He TpsAOBa Aa HAABHILIIaBA €HA Karka JHEBHO B 3aCerHaToTO/HTe OKO/OYH.




Bobpeuno u yepHoOpODHO y8pecoane

Bumarompoct/tumonosn (0,3 mg + § mg)/ml OYHH KaNkH HE € U3NUTBaH IpH NALUEHTH C
yepHOApOOHO MK GBOPEUHO YBPEKIAHT. [Topaau ToBa, TpAOBA fa e npuiara NIOBULIEHO
BHYMAaHHE [IPH JIeUeHHE Ha TaKkyBa MALUCHTH.

[eduampuuna nonyrayusl
BezonacHOCTTa U €pUKACHOCTTa Ha Brumaronpoct/Tumonon (0,3 mg + 5 mg)/ml npy Aeua Ha
ppapacT oT 0 10 18 rojauHu He ca yCTaHOBEHH. JIumncBat AaHHH.

HayyH Ha NPUITOKEHHE
Camo 32 O9HO IPHIIOKEHHE.

Bumudpn Komby € CTepUIIEH pasTBop, KOUTO HE ChABPXa KOHCEPBAHTH.

[Ipesu NOCTABAHETO HA KATIKHTE 33 O°TH:

- KoraTo M3Mo/38are 3a TbPBH ITBT, IPEAX MOCTaBARE B OKOTO Tpa6Ba Ja NPOBEPUTE KankoMepa
Ha GyTIIKATa KaTO M3CTHCKATe €Ha Kailka BLB BB3/AYyXa, Aaneye OT OKOTO.

- Koraro ce yBEpPUTE, 4€ MOYKE [a TIOCTABATE N0 S1HA KaflKd, 3aeMeTe yA0OHa MO3HLMA (MOXe /2
celHeTe, 1a JerHeTe o rpy0d WK 1a 3aCTAHETE CPeLly OrnenganoTo).

UHCTPYKIHM 32 YNOTpeoda:

I

[TaLMeHTHT TPAOBa 0 H3MHE BHAMATEIHO PBLETE CH Tpeil na K3M0a3Ba TOBA JIEKAPCTRO.
A0 ONaKOBKaTa WM HyTHIKaTa ca MOBPEACHH, JICKApCTBOTO HE TpsbBa Aa Ce W3non3sa,
Korato 1eKkapcTBOTO CE€ H3M0/13Ba 3a NP3 BT, OTBBPTETE KaNaykaTta, Cyiel KaTo CTe ce
yOeNiIH, 4 3anevaTBalimaT NpBHCTEH He € cuynen. Tpsabpa da ce yCeTH U3BECTHO
CHIPOTHBIEHHE NPH CUYNBAHETO Ha NpbCTCHA.

4 Ao 3anevaTBaIMAT NPBCTEH € XJ1abasb, TpsOBa Aa ce U3XBBPIIH, 3aLI0TO MOXKE J1a NonagHe B
OKOTO ¥ A3 NMPUYMHK HapaHABaHE.

3. [MauuenTsT TPAOBA Na HABEAE T/IaBaTa CH Ha3all v 1a ApBIHE BHYUMATENHO HAONY IOHWA
jTernay, Aokato ce o00pasysa MaKo kobue MexIy okoTo ¥ kienava. Tpabsa na ce u36sArea
KOHTAKT MEXAY Bbpxa Ha OyTHiKara U OKOTO, Kienata 1ik NMPHCTUTE.

6. TlauWeHTHT TPAOBa Ja CTUCHE JIeKo OyTUiIKaTa U i KarnHe eHd kanka B Jxko6dero. Moxe 1a
MMHAT HAKOAKO CEKYHIH MEXY CTUCKAHETO U NaJaHeTo Ha kankarta. Jla HE ¢€ CTUCKA
6y TWIKaTa MHOTO CHJTHO.

7. Jla ce MpUTHACHE CIB3HUA KaHall OKONO 2 MUHYTH (C IPBCT BBPXY BIbjla Ha 3aTBOPCHOTO OKO,

TaM, K'bAETO OKOTO & Cpelna C HOCA), W Jia Ce 3abpKK OKOTO 3aTBOPEHO. ToBa ocUTypABa

aGcopOUpaHeTo Ha Kankara B OKOTO M CIIMpa HapIW3aHeTo U npes CIB3HUA KaHal B HOCA.

Jla ce IOBTOPAT CTHITKH 3, 6 ¥ 7, AKO NeKapdAT € MPEeLEHHII TaKa.

Cnep ynorpeda ¥ Npeay ceABallloTo HaKalBaHe GyTHIKATA 4 CE CTPBCKA B NIOCOKA HAAOIY

6e3 na ce 10KOCBa BbPXa Ha KankoMepa, 3a fia ¢e OTCTpaHH 0CTaThYHATa TSUHOCT OT BPBXULCTO.

ToBa e HeOBXOaMMO, 3a JIa CE OCUTYPH 0CBODONKNABAHETO HA cnenpaiara kanka. Cren

HaKanBaHeTo ByTUIKATA ce 3aTBApA Ype3 3aBbPTaHe Ha KanatKard.

L B

o >

KoraTo ce IpUTHCKa Ha30JaKpHMAITHHA KaHall WIH KIEnauuTe ¢ 3aTBOPAT 32 2 MHHYTH, CHCTCMHATa
abcopOims e HamaneHa. Topa MOXe Aa 0BEAC 1O HaMaTABAHe Ha CUCTEMHHTE HEXENaHH pEaKIMi H
10 YBENTUYEHHE A JIOKAJIHATA AKTHBHOCT.

AKO ce #3ro3BaT APYTrH O4HH MPOAYKTH 32 NOKaIHA ynorpeda, Ja c€ M34aKa MoHe 5 MHUHYTHU MEXIY
Tsix. Mas 3a oun Tpa6Ba Oa ce ynorpedasa nociacaHa.

4.3 IIpoTUBONMOKA3AHHA

. CBpbXUYBCTBHUTEIHOCT KbM aKTHBHUTE
u36poedn B Touxa 6.1;




. 3a6oNgBaHe ¢ [TOBUIIEHA PEAKTHBHOCT Ha MUXATENHUTE IIBTHILA, BK/TFOUMUTEITHO OPOHXHUATHA
1CTMA WIK aHAMHe3a 3a GpOHXHallHa acTMa U TEXKKa XpOHHYHA o6cTpykTHBHR GenoapobHa
0onecT;

. Cunycosa Opaaukapans, CHHAPOM Ha GONMHUA CHHYCOB Bb3€/1, CHHO-aTPHAJICH 010K,
aTPUOBEHTPHUKYIapeH 60k BTOpA W TpeTa CTENEH, He-KOHTPOJHPaH C NecMeNKbp. ABHO
y3pa3eHa CbpAeyHa HeJOCTATHIHOCT H KapAuOTeHEH UIOK.

4.4 CuoeunaiHyu NpeaynpexIeHNns U npeanasHl MEPKH NpH ynoTpeda

[Moxo6HO HA APYTH NOKATHO MPUAGKEHH OOTAIMONOTHHNA NEKapPCTBEHHU MPOAYKTH, AKTHBHHTE
pelecTsa (THMono/onMaronpoct) B bu mudpu Kombu mMorart ja ce aGcopbupat cucTeMso, He ¢
HaGTI0qaBaHa 3achileHa cucTeMHa abcopOLma Ha OTACIIHHTE aKTHERH pelecTsa. Japanu bera-
afipeHEepru4HHs KOMIOHEHT THMONO, MOTAT 2id C& ONy4aT CHIINUTE ChbPACYHO-CHAOBH, Benonpobuu 1
APYTr'H HEXENaHH PeaklMy, KOUTO CC 3a6es143BaT ¥ OpH cucTeMuuTe Geta-6nokepu. HecroTara Ha
CHCTEMBUTE HEXENAHH PEaKLMHU CIIER JTOKAMHO MPUTIOKEHNE B OKOTO © MO-HUCKA CIpAMO Ta3u MpH
CHCTEMHOTO TIpWIOKeHHe, 3a Ja ce HaMalli CUCTCMHATa aGcopOums, BIXKTE TOUKA 4.

CopaeYyHY HApYLLICHH
[MauueHTH CbC ChPASYHO-CHAOBY 3a00MABaHHA (HanpuMep KopoHapHa 60JIeCT Ha ChpLETO, aHIHHA Ha

[IpHHLIMETAN H CBpACYHA HeIOCTATLYHOCT) ¥ HA TepamnHs, NOHWKapalla KpbBHOTO HAIATAHE ¢ OeTa-
onokepy, TpabBa KpUTHHHO fa C€ OUCHABAT U TpabBa aa ce oOMHCAN TepanhA ¢ APYTH AKTHBHH
gewiecTBa. [1alMeHTH CbC ChPACHHO-CHA0BH 1a60naBaHAA TpsaOBa Aa ce Ha0MoAaBaT 3a NpU3Hatli Hd
BIIOlLIABAHE Ha Te3u 3a00niBaHud U HEXENAHHM PCAKLIMH.

[Topany CBOMTE HEraTHBHY e(eKTH BBPXY MPOBOAHOTO BpeMe, GeTa-GroxepuTe TpAOBA 12 CE
ApeANMUCBAT C BRUMAHNE Ha MAHEHTH CbC CHPACHCH 070K IMbpBa CTENEH

CbA0BH_HApYIUEHHUA
[laLueHTH ¢ TEXKH nepU(PEpHY MUKPOLMPKYNATOPHY HAPYIICHIA (nanp. TexKy GopMu Ha OonecT
Ha PeiiHo WiH CUHAPOM Ha Peiino) Tpadsa na ce NEKYBAT € MOBUIICHO BHUMAaHHE.

PecnupaTopHy HapYIUIEHHA
PecrMpaTOpHH PEaKiMH, BKIIOMHTEIHO CMBPT, Ab/Dkallia Co Ha OpPOHXOCIAa3bM MPH MAUUCHTH C
acTMa, ca ChOOLLIEHH NPH MPUJIOKEHHE Ha HAKOU obTanmonornynu 6era-onoxepH.

Bumupy Kombr TpabBa pa Ce u3rnonssa ¢ [IOBUILEHO BHHMaHHE [MPH NMALHEHTH C nexa/cpeaHa
XpOHUYHA 0OCTPYKTHBHA 6enoapobHa Gosect (XObb) 1 10 caMo ako NOTEHIHANHHUTE MMOJI3H
HaIXBBPAAT NOTEHLUHATHHS PHCK.

HapylueHus Ha eHAOKPHHHATA CUCTEMA

Bera-agpeHeprudHUTE 610KMpAIIH JIEKapCTBEHH MPOAYKTH Tps6Ba Aa Ce MPUAArar ¢ MOBHUICHO
BHUMAHUE TIPH MALUEHTH CbC CIIOHTAHHA XHMOTMINKEMHA WA TTPH NauMeHTH ¢ nabuieH quabet, Thi
xaTo Gera-GNOKEepUTE MOraT 11a MacKUpaT NPU3HAUXTE X CUMITOMHUTE Ha OCTpa XUNOrJINKEMHUA.

Bera-GroKepuTe MOraT ChILO Taka fia MACKMpAT NPH3HALWTE Ha XUNEPTUPESOUOHIBM.

3abGonsBaHus HA POrOBHLATA
Odranmonoru4nuTe GeTa-GioKkepn MOraT 1a MPEAU3BUKAT cyxoTa B 0KoTO. [lauueHTH

cbe 3a60IABAHNIS HA POTOBHLUATA TPAGBa Aa Ce NeKyBarT ¢ IOBHILICHO BHUMAaHHC.

Hpyrn era-6nokepu
EdbekTsT Ha BBTPEOYHOTO HANATAHE WIH MO3HATHTE edexTH oT cuctemHuTe Gera-bnokaan Morar
118 GBAAT YCWIEHH, KOTaTO Ce PHEMA THMONIO) OT NALMEHTH, KOHTO Beue NpueMar cucTeMHu Geta-
6nokepy. PeakuusTa Ha TE3K NANUEHTH tpaGpa Ja ce Habaonasa oTOIH3O. Vrnortpebara Ha ABE
[TOKaTHH GeTa-aqpeHeprudHy OIOKMpally CPECTBa HE CE MPEnopbisd (Bx. Touka 4.5).




AHabWIaKTHYHH peaklnuH

Koraro npuemat 6era-610KepH, MALUNEHTH C aHAMHE34a 33 aTOMMA WIH TeKKa aHapHuIaKTHYHa
peaklis XsM pa3HooOpa3HK anepreHy, Morar ia AEMOHCTPHPAT MO-TeXKa alepruvHa peakLus npy
MOBTOPHO NieYeHUEe ¢ TAKMBA alIEPreHH U ia HE OTrOBOPAT Ha cOMYaiiHaTa 1033 aIpeHANIVH,
W3NOJ3BaHa 3a JIeYeHHNe Ha aHaQUNaKTUYHH peaKkni,

XOpOUBAIHO OTJIENBAHE

XOpOHIATHO OTVIENIBaHE € CHOOILEHO MPH NMPWIAraHeTO Ha TEpanui 3a HaMaiABaHEe Ha
BOJHOTO ChABPXaHHe (HaNpUMEDP THMOJION, alleTa30JIaMil) Cliell IPOLIeIypHTE Ha
¢unTpupase.

XupypruyHa aHecre3us

Bera-6noxupaly opTaANIMONOTHYHH NpenapaTy MOraT Ja G10KHpaT CUCTEMHHTE OeTa-arOHHCTHYHH
edeKTH, HalpUMep Ha afipeHalTHH. A HeCTe3HoNorsT Tpabea Ja 6bae HHPOPMHPaH, KOTaTo
NalUHEeHTHT IpUEeMa THMOIION.

Yeproapobuu
[Ipy nauMeHTH ¢ aHaMHe3a 3a JIEKO YepHoapoOHo 3abonapaHe UK aODHOPMHH U3XONHH CTOHHOCTH

Ha alaHWUH aMUHOTpaHchepasa (AST), acnaprat aMuHoTpaHcdepasa (AST) w/nnn GHTHpYOHH,
GUMATONIPOCT HE ABA HEXETaHY peaklluy OT CTpaHa Ha YepHus Apod B NPOABDKEHHE Ha 24 MeceLla.
He ca U3BECTHHU HEXEJTAHH peakliiy Ha YepHOApoOHATA QPYHKIHSA, Ob/DKALIK Ce HA OKYJlapeH
THMOJIOI.

OyHu

[Ipeny 3anouBaHe Ha JieYeHUETo, NauveHTHTe TpadBa Aa 6bAaT HHPOPMHPAHH 38 BE3IMOXKHOCTTA OT
nepyopOUTONaTHA, CBBp3aHa ¢ npocrarnanaunos aHanor (I111A) v nosHilieHa MHTMEHTALKA Ha
ypHca, ThH KaTo TakuBa ca 6Win HabmonaBaHu NpH Ne4eHUe ¢ OUMATOIPOCT U
GuMaTonpocT/THMoNoN. Hakou oT Te3u Uu3MeHEeHUs Morat aa 6baaT TpalHH M 1a AoBeaar 10
HapYLLIEHO 3PUTETHO NONE U pa3iiKa BbB BbHIUHUA BHA MEXAY ABETE 04YY, AKO CaMO €IHO OT TAX €
JIEKyBaHO {BX. To4ka 4.8).

EaeM Ha MaKyniaTa, BKITIOUHTE/THO KHCTOUAEH €4eM Ha MaKysaTa € ChoOILeH npu
6umaronpoct/Tumonon (0,3 mg + 5 mg)/ml 6e3 BAC. ITopaau Tosa bumudppu Kombu TpaOBa aa ce
U3MOM3BA C MOBUILIEHO BHUMaHHE TNIPH aakWyHU MALHEHTH, IIPH NceBIodaKuiHA NalMEHTH C
pa3KbCaHa 3a/1Ha KarncyJ/la Ha O4HATa Jielifa WIK PY NAIMEHTH C H3BECTHHM PUCKOBH QaKTOPH 3a eaeM
Ha MakKynara (Harnp. BETpPeovHa olnepalus, 3allyllBaHe HA BEHUTE HA PETHHATA, Bh3MATHATEIHO
3a00N5BaHe HA OKOTO M AWabeTHa PETUHOMNATHS ).

Bumudpn Kombu Tpabpa na ce u3nonssa ¢ NOBHILIEHO BHUMaHKE NPU NALMEHTH ¢ AKTHBHO BETPEOTHO
Bb3Najlenue (Hamp. YBEHT), Thil KATO BbaNaleHKETO MOXKE fa ce 0boCTpH.

Koxka

ChilecTBYBa MOTEHIHANT 32 OKOCMABAHE HA 30HUTE, BBPXY KOMTO pa3TBop Ha buMudpyn Kombn
BIIM3a MHOTOKPATHO B KOHTAKT ¢ KOXHaTa nosbpxHocT. [lopaau rosa ¢ paxxHo bumudpu KombH
pa ce npwiara Crope/l MHCTPYKLIMHTE M A2 He Ce 0CTaBd [a rnoteye no OysaTa WK OPYTH KOXHH
30HH.

ﬂp YI' ChCTOAHHA

Bumaronpoct/Tumonon (0,3 mg + 5 mg)/ml 6e3 BAC He € H3nUTBaH NMPH NALKEHTH ¢
BB3TIATMTE/IHH O4YHH 3a00/BaHHs, HEOBACKYNAPHA, BB3MIAJIUTENNE, 3aKPHTOBIBIIHA IIIAyKOMa,
BpOZIeHA I1ayKoMa WY TECHOBI'BIIHA [NIayKOMa.

ITpu npoyusaHud Ha 6umaronpoct 0,3 mg/l Npy NaUMEHTH ¢ rNiayKoMa WIH QYHA XUIIePTOHUA €
NIOKA3aHOo, Y€ MO-YECTaTa eKCIIO3ULUA Ha OKOTO Ha r1oseye oT |1 1o3a OMMaTonpocT ITHEBHO MOXe fa
HaManu epekTa Ha noHwkapaxe Ha BOH. INauuenTtn, kouto usnonssar bumudpu Kombu ¢ apyru

HAJIATAHC.



4.5 BaaumoaelicTBMe ¢ APYrH JEKAPCTBEHH npoAyKTH H ApYTH OpMH HA B3aHMONCHCTBHE

He ca npoBekIaHH CrielHQHHHA NpoyHBanii 34 r3aMMOJeiicTBYATa C pYKCHpaHaTa
KOMGHHALHA DUMATOIPOCT/ THMOJION.

Hma BeposTHOCT 3a A00aBBYEH edeKT, KOWTO a A0BEAE 110 XHIOTOHHA W/WIM TIOOUepTaHa
6pamrKapAns, KOraro O4HH pasTeopy © Gera-6oKkepH ce TIPAIaraT e1HOBPEMEHHO C NEPOPATTHHA
60KEPH HA KATUMEBUTE KaHaH, rBancTuinh, GeTa-afpeHEpriYHK ONOKHPALILHA arcHTH,
NapacHMIMATHKOMHMETHLIH, aHTHAPHTMHTHH cpedcTBa ( BKIIOUHTENHO aMHOJapoH) U
AUTUTATHCOBH [THKO3HUIH.

[ToTeHUManHU cHcTeMHU beTa-Onoxann (HanpuMep TIOHWXKEH ChPACHUCH PHTEM, aeripecHs) ca
cHOOLICHH TTpH KOMOHHUPAHO JICHCHHE C CYP2D6 nHxuburopu {(HanpuMep XHHAIHH,
bTyOKCETHH, MapoKCeTHH) U TUMOJION.

Tomskora ce ChobLIaBa 3a MUAPHUA3a, BCIEACTBHE Ha eHOBPEMEHHO NPHICKEHHE
Ha oG TaMMONOTHYHH GeTa-Onokepy ¥ aapeHaiRiH (ernuHedpHH).

4.6 epruaurer, peMeHHOCT H KBPMEHE

BpeMeHHOCT
Hsma nocTaThb4HO AaHHH 3a ynorpedara Ha dbukcrpanarTa KoMOUHALUA 6UMATONPOCT / THMOJON

npu GpeMeHHH XKEHH. Bumugpn KomGu He TpaOBa a2 ce H3Moi3Ba no ppemMe Ha OPEMEHHOCT, OCBCH
Ko He e aGconoTHO HeobxoauMo. 3a HaManaBaxe Ha CHCTEMHATA aGcopOums, BIDKTE ToUKa 4.2,

Bumamonpocm

HsiMa HOCTATLYHO KIMHHYHM JaHHH 32 €KCTIO3HLHA [0 BpeMe Ha GpeMeHHOCT. IpoyuBaHmATa
[P JKUBOTHY TTOKA3BaT PENpOLYKTUBHA TOKCHYHOCT MPHK BUCOKA TOKCHYHA 11032 IPH Maiikara
(BX. TOUKa 5.3).

Tumonon

EnuaeMHONOTHYHUTE NPOYUBaHKA HE NIOKa3BaTt MandopMaTHBHU edeKTH, HO MOKa3BaT, He uMa
PUCK 33 HHTPaYTCpHHHO 2a0aBsAHE HA pacTexa Npu NepopanHo NPAIoKEHNE Ha Bera-6mokepu. Kato
NOIThbIIHEHUE, TIPU3HALIM U CUMITTOMH Ha 6eTa-6nokana (Hanp. Opagukapaus, XMIOTOHHA,
pecMpaTopeH AUCTPEC H XMIOCTMKEMus) ca HabmoaaBaHH MPH HOBOPOACHH, KOTATO beta-
6nokepuTe ca GHIK NpuwiaraHk Npeay paxknaHeTo. Ako Bumudpn Komby e npunarat npein
paXJaHeTOo, HOBOPOAEHOTO TpsOBa BHUMATENHO Ja Ce HaboaaBa npes3 IbpBUTE AHK OT JKHBOTA MY.
[MpoyuBaHUATA C THMOJIOJN TPH KHUBOTHH NOKa3BAT pEpONyKTHBHA TOKCHHHOCT NPU 3HATHUMO H10-
RHCOKHM DO3W OT TE3U, KOWUTO OHXa ce M3Moa3Bany B KIIMHUIHATA npakTHKa (BX. To4ka 5.3).

KbpMene
Tumonon

BeTa-0n0KepHTe CE EKCKpETUpaT B KbpMaTa. BBapeky TOBa, IPH TePaneBTHHHATE 103H Ha
THMOJO/ B OYHKTE KalKK, HE € BEPOATHO roJieMy KONUUECTBA id Co ChAbPXAaT B KbpPMara, 3a Aa
HOBEAAT A0 KIMHWYHH CUMIITOMH HA Gera-6nokana ripu 6e6eto. 3a HaMansBaHe Ha CHCTEMHATA
aGcopbuus, BIDKTE TouKa 4.2.

Bumamonpocm

He e y3BeCTHO I GHMATONPOCT CE €KCKPETHPA B KbpMaTa, HO & eKCKpeTHpa B
MUISKOTO Ha JIAaKTHpaILH TTbXxoBe. bumudpy KomGu we TpaOBa Ja ce npuiara npu
KbpMEILHM JKEHH.

QepTUARTET
Hsima nasHy 3a edekTa Ha 6MaTonpoCT/ THMOJION (0,3 mg + 5 mg)/ml OYHU KaNKH, pa3TBOP 6e3 bX,
BBpXY (pepTHIMTETA NPH XOpATa.




4,7 EdexkTH BbpXy cnocofHOCTTA 34 I0PHpaHe H paboTa ¢ MALLIHHH

Bumartonpoct/tumonon (0,3 mg + 5 mg)/ml 04HK Karnku, pa3TBop 6€3 KOHCEPBaHT, MOBIHABA
npexedpexuMo cnocoOHOCTTa 3a Wodupane ¥ paborta ¢ MaIIMHY. KakTo MpH BCAKO JIOKAMTHO
QYHO JIEUSHHE, PH TNOABA HA NMPEXOIHO 3aMBITIABAHE HA 3PEHHETO CEeR MPWIOKEHHE, MAUHEHTBT
Tpa6Ba fa no4aka, JOKaTO 3PEHHETO CE MPOACHH, NPeAN OTHOBO Aa wodupa v paboTy ¢ MaLIHHH.

4.8 HexenaHH NeKAPCTBEHH PeaKUHH
Bumatonpoct/Tumonon (0,3 mg + 5 mg)/ml ounn kanku, pasreop 63 koHcepsaHT (bX)

Obobwenue Ha npoghuna 3a besonacrocm

HexxenaHuTe peakuuy, ChoOIIaBaHU MO BpEMe HA KHTMHHYHUTE M3NUTBaHKUs ¢ yrorpeba Ha
ouMmaronpoct/rumonon (0,3 mg + 5 mg)/ml ounn kanku, pa3rsop 0€3 KOHCEpPBAHT, C& CBEXIAT N0
Te3H, OMUCAHH B NPEeAUIIHU ChOOIILIEHHS 32 HAKOE OT ABETE AKTHBHH BellecTBa OUMaTONpPOCT U
TUMOJION. [IpH KTHHUYHHUTE HU3MKTBAHKA He ca HabmoJaBaHU HOBY HEKEJIaHW peakluy, CrieUHpuIHU
3a 6umaronpoct/TuMonon (0,3 mg + 5 mg)/ml ouHu kanku, pa3Tsop 6€3 KOHCEpPBAaHT.

MHO3HHCTBOTO OT HEXeNaHUTe peaklyu, cho0IueHH 3a SuMaronpoct/tumonon (0,3 mg + 5 mg)/ml
OYHH KalKH, pa3TBop 6€3 KOHCEPBAHT Ca O4YHH, JICKM KU HE Ca CEPHUO3HH.

Ha 6azata Ha 12-ceIMHUHO W3NMUTBaHe Ha 3a GuMaronpoct/TuMoon (0,3 mg + 5 mg)/ml o4HH Kanky,
pa3TBOp Oe3 KOHCEPBAHT MPUNIOkKEH BEIHDBXK JHEBHO, Hall-uecTo chodiuasanuTe HJIP ca
KOHIOHKTHBAJIHA XHIIepeMHs (MpeJHMHO He3HaYuTeIHA 40 ciaba ¥ CYMTaHa 33 HEBB3MATHTENHA 110
Mpou3XoA) B MouTH 21% OT nauueHTHUTE, KOETO € OOBEN0 IO NPEeKbCeBaHe Ha TepanusTa rnpu 1,4% ot
MalKEHTUTE.

Tabnuyen CnUuCeK HA Hedcenanume peakyuu

B TaGauua | ca npeacTaBeHH HEXKENAHUTE PeaxuyH, KOUTO ¢a ChoOLIaBaHHM 10 BPEME HA KNHHHUHATE
W3NHTBaHHUA NpH Oumartonpoct/Tumonon (0,3 mg + 5 mg)/ml 0YHM Kanku, pasTeop 6€3 KOHCEPBAHT U
oumatonpoct/Tamonosn (0,3 mg + 5 mg)/ml OUHHU Kafnku, pasTBOP C KOHCEPBAHT, NPH BCAKO
rpynHpaHe B 3aBUCUMOCT OT YeCTOTAaTa, HEXeNaHUTE peaklni ce U30posaBaT B HU3XOIAIL pef Mo
OTHOLUEHUE HAa TAXHATA CEPHO3HOCT) WIH B MOCTMAPKETUHIOBUA MEPHO],.

YecToTaTa Ha BE3MOKHHTE HEXENAHK PEaKLIHM, IOCOYEHH NMO-40NY, € ONpeereHa ChIiIacHo
C/IeIHaTa KOHBEHIIU:

MHoro uecTu >1/10
YecTH >1/100 mo <1/10
HeuectH >1/1 000 oo <1/100
Penxu >1/10 000 no <1/1 000
MHoro peaku <1/10 000
C HeW3BECTHA YEeCcToTa OT HATUYHHTE BaHHY HE MOXKe 1a Obhe HarnpaBeHa OLEHKA
3a4YEeCTOTATA
Tadanua 1
— — 1 )
CHeTeMO-0praHeH Kinac YecToTa Hexenana peaknus
Hapywenua na umynnama C HeHu3BeCTHA YECTOTa peaklIUuH Ha
cucmemda CBPBbXUYYBCTBHTEJIHOCT,
BKJTKOUWTEITHO MMPU3HALIN U
CUMITTOMH Ha allepru4yex
IEPMAaTHUT, AHTHOCAEM,
OYHA aleprus
Mewcuunu napyuienus C HEW3BECTHA YECTOTa He3cbHHE?, KOLII
Yect rnapobonue,
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Hapywenus Ha nepgrama C HeW3BEeCTHA YecToTa NUCTEY3Us’
CHCTEMA

S L

Hapywernusa na ouume MHOro 4ecTH KOHIORKTHBaJIHA XUIEPEMHUA,
nepuopOUTONaTHs, CBbp3aHa
C MpOCTarnadauHOB aHaJIOT

YecTH TOYKOBUICH KEPATHUT, €pO3HA Ha
KOPHEATa?, YyBCTBO Ha NapeHe’,
KOHIOHKTMBAJIHO pa3HeHe',
CbpOex B OMHTE, CMBACHE?,
ycelllaHe 3a MyXKAO0 TAI0, CYX0 0KO,
epUTEM Ha Kienaua, OONKa B
ouute, PoTododus, ouHa
CeKpelMA?, BU3YATHY HApyLIEHHA’,
chpbex Ha Kienaya, BIOomeHa
3pUTENHa ocTpoTa’Z, Gnedapur?,
OTOK Ha KJIenaya, 04HO
Npa3HEHE,IOBUILEHO ChII3EHE,
pacTex Ha MHIJIH

Heyectn UPHT?, KOHIOHKTUBAIIEH OTOK?,

6oJIKa Ha Kienaya?,
HeoB6HYalHO YCELIAHE B OKOTO',
aCTEHOMMA, TPHXHa3a’,
XUTEPIUrMEHTALMA HA UpUcaZ,
peTpaKuMs Ha Kienava’, mpoMsHa
Ha LIBETA HA MHTIIUTE
(noTEMHABaHE)'.

—r

C Heu3BECTHA YECTOTA KUCTOMAEH EAEM HA MaKyJaTa’,
OTOK Ha OUHTE, 3aMBITICHO 3peHune’

Hapywenua na cepyemo C Hen3BeCTHA YECTOTA Opaaukapaud

1 — — — —

Pecnupamopuu, 2pvOHU U Yecty PHHHT?
MeQUACMUHATHY HADYWERUS

HeuecTn IUCIIHES

C HeH3BeCTHA 4eCTOTa OpoxxocnassM (MpeaUMHO NpH
TAUMEHTH C MIpeIIEeCTBAaLLO
6porxocnacTHYHO 3aboMsBane)’,
acTMa

Hapywenus Ha koxcama u YectH Onedapanna MUrMeHTalu,

NOOKONCHAMA MBKAH XMP3YTU3LM?, XUIIEPITUTMEHTALHS
Ha KoXkaTa (OKOJNo OYHTE).

C HeH3BeCTHA YeCTOTa Anoneyns?

4

Obwu napyuienus u egpexmu C Hen3BECTHA YECTOTa yMopa
HA MACMOMO HAQ NPUAOMCEHUE

" HesenaHH peaxliuy, HAONIONABAHY CAMO TPH ChCTAB Ha JiekapcTBeHaTa popmara 0€3 KOHCEpBaHT
2. yeskeNaHV PeaKLMH, HaOMIONABAHK CAMO MPH ChCTAB Ha JIEKaPCTBEHATa (opMaTa ¢ KOHCEPBaHT

OnucaHye Ha H30paHN HEXENaHU peakLuH

[TepuopGuTonarus, CBbp3aHa ¢ NPOCTarnaHIHHOB aHAIOr (IT[1IA)
[pocTarnaHIMHOBATE aHANO3H, BKIIOUMTENHO BuMuppH Kom6u, Morar aa npeau3BUKaT
NepHOpOUTATHY JTMTIOJHCTPODUYHH TPOMEHH, KOMTO MOTaT A A0BEAT 10 3aXbJI00YaBane Ha
CYNKyca Ha K/enaya, ro3a, eHo(pTaIM, peTpakuys Ha Kenaya, WHBOMOLNA Ha 16pMAToXxaliasa i
[IOKa3BaHe Ha JOJHATA 4acT Ha cKiepaTa. M3MeHeHusTa OOHKHOBEHO €A JIEKH, MOrar Aa ce n
Hafi-paHO eUH Mecell e/l 3aMOYBAHE HA JICUCHHE C bumudpn KoMbn ¥ € BB3MOXKHO
HapYLIEHHE Ha 3pUTEHOTO rone JopH 6e3 na e 3abenfa3ano OT NauMeHTa. [TT1A caiL
C MIEPUOKYNAPHA KOXKHA XHTICPTIMTMEHTALMS WITH NPOMAHA HA LIBETA H XUNEPTPHUXO




€, 4¢ BCUYKH U3MCHCHHA Ca YaCTHYHO HIIN HAITBJIHO DﬁpﬂTHMH NP NpeKpaTABaHe Ha JICHCHUCT 0 KN
NpeMHHABaHe KbM AITCPHATHBHA JICUEHHA.

XunepndrMeHTalusd Ha HpUca

B1,3MO0KHO € MOBYLIEHATA IMTMEHTALIMA Ha MpKCa Jia OcTaHe nocroaHHa. [lpoMAHaTa

B MMMFMEHTALMATA Ce IBKH NTO-CKOPO Ha MOBHUIEHO ChAbPXXasHe HA MEIaHHH B MEJIAHOLMTHTE, @ HC
Ha MOBMLIEHKE Ha 6pos Ha MenaHouuTHTe. JBIrocpouHnTe €PeKTH OT NOBHILEHATA MUIMEHTALIMA Ha
MpHCa He ca ycTaHoBeHH. [IpoMeHuTe B LIBETa Ha HPHUCA, Habno0aBaly NpU OYHO NPHICKEHHE Ha
6MMaTONpPOCT, MOXe Ia He ca 3abenexuMu 3a MEPHOI OT HAKOIKO Meceu@a 10 FOANHH. OOHKHOBEHO
kadABaTa NUCMEHTALNA OKONO 3€HHULIATA CE PasnpoCTPaHiBa KOHUCHTPHIHO KM nepudepusTa Ha
HPHCa M LIETUAT APUC WK YacTH OT HEro CTaBar No-KaeHUKaBH. Huto HeByCcHTE, HUTO AYHHUYKHTE B
MPHCA Ce 3acArar oT nedenuero. Cnen 12 Mecena NeUueHUe ¢ 6MMAaTONPOCT/THMONIO, YECTOTATA HA
IHCMEHTALHA Ha upuca e 6una 0,2%. Cnen 12 Mecela ieyeH#e CaMo C KalkH OUMaTonpocT,
4eCTOTATA HA IMIMEHTALMA Ha upKca € 61na 1,5% 1 He ce € MOBHIIWIA PY NOCAeABAILO 3-TOANILHO
JIEYEHHE,

TMoxo6HO Ha APYTH JOKAJHO [IpAIarasy OQTAIMOIOTHIHH JIEKapCTBa, OUTAMOIPOCT/TUMOJION C&
aGcopbupa B CHCTEMHOTO KpbBOOOphIeHHE. ADCOPOLMATA Ha TAMONON MOXeE Ia I0BCAC A0
nogoGHM HEXKENaHH peakLiMH, KakTo npu cucteMHuTe 6eTa-Onokepy. HecroraTa Ha CHCTEMHHTE
HEXeNaHH PeaKlMy Clel IOKATHO 0DTATMOJIOTHYHO IPHIOKEHHE € NO-HUCKA CrPAMO Tasi MpH
CHCTEMHOTO MPWIOKEHHE, 32 1a HAMATHTE CUCTeMHATa abcopOnus BHKTE TO4Ka 4,2.

JIOMBIHUTENHHY HEXENAHH PEaKIMH, KOUTO ca OUM HaboaaBaHU MPH BCAKO OT aKTHBHUTE
pelliecTBa (GUMATONPOCT WIKM TUMOJON) H NOTEHIMAIHO OMXa MOTJIH [1a €€ MOABAT IPH
KoMOMHALMATA, ca M36poeHH no-noay B Tabnuua 2:

Tabauwua 2

CucremMo-opraieH Kaac Hexenana peakuus

Hapywenus Ha umyrnrama cucmema CHCTEMHH aJlepruiHy peaklyH, BKIIKOUHTEIHO
aHadunakcHs'

Hapywenus Ha Memaboauama u xpaneHemo XHIOTJIMKEMHUS'

Tcuxuunu HapyueHus genpecus!, 3ary6a Ha namer', xamouHALMA'

Hapywenus Ha HepeHama cucmema CHHKOIM', MO3BYHO-CHAOB MHLIMIEHT',
3acWIBAHE Ha NPW3HALIMTE H CHMIITOMHTE Ha
MHAcCTeHHs rpaBuc!, napecresua’, uepebpanta
HCXEMMs'

Hapyuienusa na ouume HaMaJIeHa KOPHEATHA YYBCTBUTEIHOCT,
AHTLIONHA', mTo3a', XOpOHAAMHO OT/IENBaHe
cnen punTpypalla XupypruuHa Hameca
(BK.TouKa 4.4)!, kepaTut',

Gnedapocnazbm?,
pPETHHAIICH KPBBOH3IHUB’, YBEHT’

Hapywenus Ha cvpyemo aTPHOBEHTPHKYJIapeH Ook!, CbPAEUEH apecT ',
ApUTMUS, ChpAEUHA HEAOCTATEYHOCT',
3aCTONHA CbpIeUHa HEAOCTATHYHOCT', 60JIKa B
FRPAMTE', MAINMTALAH, €0EM’

Cv006u HapyeHus XUMOTOHUA, XUNEPTOHUA®, PEHOMEH Ha
Peitno!, cTyfeHHX MUTAHH U XOAHIa'

Pecnupamophu, 2pb0HYU U MeOUGCMUHAAHY O6ocTpsne Ha acTMaZ, oboctpste Ha XOBB?,

HADYUWeHUR KallIHLA’

CMmoMatrHo-4peany HapyueHus ragene?, quapus!, RUCNENCHs’, CyXoTa B
ycTata, 6onka B kopema', MOBPBbUIAHE'

Hapywienua na koxcama u nOOKoXCHama ncopuasudopmeH 06pus' Wi 060cTpaHe Ha

MbKaH ncopuasuc’, o6puBH 10 KOXKaTa'

Hapywenus Ha MyckyaHo-ckeaem1ama MUaIrHA'

cucmema U CbeQUHUMETHAMA MbKaH




Hapymenus Ha 853npouse00umeHama ceKCyalHa nucdyHKuuA', HAMANEeHOo nu6uao’
cucmema U 2epoama

O6uu napywienus u epexmu Ha MACMomo ka | aCTEHHA h2
NPUAOACEHUE
Hscnedeanun OTK/IOHEHUSA BBEB (PYHKUNOHAIHUTE

4epHOAPOOHH noKalaTeny’

I HexeNnaHW peakildu, HabnoJaBany NpH THMONOI
2. jekeJaHM peaKUMH, HaOMOABaH! NP MOHOTCPANNA € 6uMaTonpocT

HekenaHy peakiiy, Cholbnapaty BbB BPb3KA L kanku 3a OUH, ceABpXkam dochart

MHOro PAAKO HMA CHOOILEHNUS 33 CJly4aH Ha POTOBHAHH kanlM(UKaTH BbB Bpb3Ka C ynorpebaTa Ha
KAMKY 32 04H, ChAbpxaLy docdat, npy HAKOHM NALUNMCHTH CBC 3HAYUTETHO YBpEACHH POTOBHLIA

Crobmapasne Ha MOAO3MPaHN HEXETaHW pEaKh

Cro6iapaHeTo Ha MOA03UPaHH HeXENaH! peakliiy CJICA pa3peLlaBaHe 3a ynotpeba Ha lekapCTBEHHA
NPOAYKT € BakHO. ToBa no3B0ONABA 12 npoas/KY HabNONCHHETO HA CLOTHOILIEHHETO MOJI3a/PUCK 32
flexapcTBEHNA MPOAYKT. OT MEANUNHCKATE CHEMATHCTH Ce M3UCKBa Aa ChoOI1IaBaT BCAKa
[OI03MpaHa HeXxeJlaHa peakLus 1pe3

H3nbIHUTENHA areHLusA 1o JiekapcTpata

y1. ,,JlamsH I'pyep” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4,9 TipenosupaHe

He e BepOATHO Ja C€ NOMyYH NOKAHO NMPECAO3UPaHT ¢ 6UMATONPOCT/TUMOIION WK Aa Obae
CBBLP3aHO C TOKCHYHOCT.

bUMATONPOCT
Cnenparta naGopManra Moxe Aa Obae nonesHa, ako 6umaronpoct/Tumonon (0,3 mg + 35 mg)/ml

OUHH KaIlKH, pa3TBop 0€3 KOHCEPBAHT OB CTy4YaHHO NOTb/IHAT: NPH 2- ceIMUYHH U3C/IENBAHNA Ha
MTBEXOBE U MHILKH, IEPOPATHU 103 OUMATOTIPOCT A0 100 mg/kg IHEBHO He Ca AKX HHKaKBa
TOKCUYHOCT, TOBAa CHOTBETCTBA HA 103K OT 8,1 n 16,2 mg/kg, mp# xopa. Tazu 0o3a € noHe 7,5 MbTH
0-BHCOKA OT KOJIMUECTBOTO HAa OMTaMONpOCT IIpH cny4aitHO MOrTblIaHe Ha UANOTO ChABPXKAHUC Ha
onakoBka Gumaronpoct/Tumonon (0,3 mg + 5 mg)/ml 04YHH KankH, pa3TBop Ge3 KOHCEPBAHT (3a
onaxoBka oT 90 eNHON030BH KOHTEHHEPA X 0,4 ml; 36 ml} oT mere ¢ TEMNO 10 kg.

[(36 m]1*0.3 mg/ml 6umaTonpoct)/ 10 kg; 1.08 mg/kg].

Tumonon

CUMITTOMHTE HA CUCTEMHO NPEA03UpaHe C THMOIION BKIIHOMBAT. GpaauKapaHa, XUNOTOHHU,
6poHXOCTaIbM, TaBobONHE, 3aMadHOCT, 3a1yX H crpaHe Ha Chplieto. M3nHTBane MpH NAlHEHTH C
656peuHa HETOCTATBYHOCT JOKa3Ba, Me TUMOTION He ce AHANTH3UPA JIECHO.

B ciryyaii Ha Ipeno3upane, JCHCHNETO TpaOBa Aa ObAe CHMIITOMATHYHO K NOAIBPXKALLO.

5. ®APMAKOJIOrHYHY CBOMCTBA
5.1 @dapMaKkOAMHAMHYHH CBOUCTBA

PapMaxoTepaneBTH4Ha rpyna: OPTaaMOAOrHHHH — Gera-Gnoxepu — ATC xox: SO1EDS]

MexaHu3bM Ha JEHCTBUE
Bumudpu Kombu ce CbCTOM OT ABC AKTHBHU BelLIecTBa; GUMATONPOCT M TUMONONL. T€

BelecTBa HAMA/IABAT HOBMUIEHOTO BBTPEOYHO HAIAMAHE (BOH) upe3 NOIBbIHHT
Ha nelicTBMe ¥ KOMOUHUPAHHAT eexT BOaH 10 AOIMBJIHUTENHO HAMANIABaHE Ha




CpaBHEHHE ¢ BCAKA CHCTABKA NIPHIIOKEHA CAMOCTOATENHO. Bumudpn Kom6u rma 6bp30 Havano
Ha neHcTBUE.

BuUMAaTONpPOCT € aKTHBHO BELECTBO C MOLIHO nelicTBHe, IPEIU3BUKBALI0 NOHHKABAHE HA
BETPEOYHOTO HaiArane. Tol e CHHTETHYEH NpocTaMul, CTPYKTYPHO Nofo0O€eH ¢ mpocTariaHanH Fye
(PGF,,), xolTO Be neficTBa Upe3 HAKOH OT Mo3HATHUTE IPOCTArTAHAWHOBH PeHenTOpr. bHMaTompocT

u3GuparenHo Hanoao6aBa epekTHTE HAa HOBOOTKPHTHTE OHOCHHTE3HPaHH CyOCTaHIINH, HAPECHCHH
npoctamuay. [IpoCTaMUAHKAT PEUENTOP 06aye BCe OILE HE € CTPYKTYPHO HACHTH(HLMPAH.
MexaHn3MbT Ha JedcTBHE, N0 KONTO OUMaTOnpoCT HamallsiBa BbTPEO1HOTO HaTAraHe IpH YOBEKa, €
CBBP3aH C MOBKUIEHO OTAENAHE Ha BOIHMCTA TCHHOCT Mpes TpabexynapHaTa MpeXa Y 3aCHIBaHE Ha
YBEOCKIICPATHOTO OTAENAHE.

Tumounon e 6eral ¥ 6eTa, HecenekTHpeH BIOKUpalll areHT Ha aipeHEePrvHATE PELICTITOPH, KOWTO

HSIMa 3HAYMMA [TPUCHIIA CUMIIATOMUMETHYHA, AMPEKTHA MHOKapIHO [OTHCKAlNa ik JOKATHO
o6e3bonsBaia (MeMOpaHo-cTabUNH3HPAILA) ACRHOCT. Tumonon nonwkasa BOH, kaTo Hamangasa
o0pa3yBaHeTO Ha BOLHHCTA TCYHOCT B OKOTO. TouHUAT MEXAHU3BM Ha JelcTBHE He € CHO YCTAHOBCH,
HO € BB3IMOYKHO TIOTHCKaHE Ha TIOBHLIEHUA CHHTE3 Ha LMKAXYEH aiCHO3WH monodocdar (uAJIM),
NpeAn3BUKaH OT eHAOreHHa bera— anpeHeprutiia CTUMyJTaliia.

Knunpuau €heKTH

B 12-ceIMUYHO KIMHMYHO NpOyuBake (4BOHHO-MaCKHPaHO, PAaHIOMU3NPAHO, C MapajleiHi rpymny) ca
cpaBHeHH edpMKacHOCTTA M He30MmacHOCTTa Ha 6umatonpoct/Tumonon (0,3 mg + 5 mg)/ml ouHn
KalKH, pa3TBop 0e3 KOHCEPBaHT ! 6uMaronpoct/TuMonoi (0,3 mg + 5 mg)/ml 04HH KaKu, pasTBop
CBC KOHCEPBAHT MPH MALIMEHTH ¢ raykoMa K OHa XHIICPTOHKA. PastsopsT €3 KOHCEpPBAHT
TOKa3Ba He Mo-HHCKA MoHWxasala BOH akTHBHOCT, OTKOJIKOTO TO3M ¢ KOHCEPBAHT: ropHaTa
rpaduia ot 95% CI Ha pasnUKUTE MEXRY AEHCHUCTO € 6Guna B AwanasoHa ot 1,5 mm Hg npu Besika
H3MepBaHa BpeMeBa TouKa (4acose 0, 2, u 8) npu ceamuua 12 (3a mopBUYHHA aHallH3), U CBIIO TIPH
CeIMHULH 2 M 6, 33 YCPEAHEHHTE Hail-7I01H CTOHHOCTH Ha BOH ot HauayiHaTa To4YKa (HaH-OIINTE
ctotinocTd Ha BOH ce OTHACHT 332 OKOTO ¢ HaH-BMCOKO CPEAHO CXEAHEBHO BOH npu HayaiHaTa
toyka). Jle dpaKTo ropHara rpaHuua ot 95% CI we e nocturuara 0.14 mm Hg nipu ceamuua 12.

JlBeTe rpyNH MOKA3BAT CTATHCTHYECKO U KIMMHMYHO-3HAYHMO CPEAHO HaMaJsiBaHe Ha HAK-IOMIOTO
BOH npy BCHYUKH TIOCTEABALIY BPeMEBH TOUKH Ha MPOYYBAHETO (p <0.001). CpenHHATE OTKIOHEHHUA
OT M3XOOHATa ToYKa 3a Hali-nowo BOH BapupaT oT -9.16 1o -7.98 mm Hg 3a rpynara Ha
6umatonpoct/TiMonon (0,3 mg + 5 mg)/ml 04HY KankH, pasTeop 6e3 KOHCEpBaHT, H oT -9.03 1o -
7.72 mm Hg 3a rpynara Ha OHMATOTPOCT/THMOJION (0,3 mg + 5 mg)/ml 0YHH KaIKH, pasTBOp C
KOHCEPBAHT 1o BpeMe Ha 12-CeAMHYHOTO POY1BAHC.

Bumaronpoct/Temonon (0,3 mg + 5 mg)/ml 0UHH Kallky, pasTBOP 6e3 KOHCEepBAHT JOCTHra
exBUBANICHTHH CTOMHOCTH Ha eduKacHOCT npyu noHWxapave Ha BOH ¢ 6MMAaTONPOCT/ TUMOMNON
(0,3 mg + 5 mg)/ml ouHH Kanky, pasTBOP ¢ KOHCEPBAHT MpH BCAKA nocieasalia BpeMena ToUKa Ha
cenMHLH 2, 6 and 12.

B3 OCHOBA Ha MPOy4BaHUsATa GNMaTORPOCT/ THMOJION (0,3 mg + 5 mg)/ml o4HH Kanky, pasTBOp be3
KOHCEPBAHT f10Ka3Ba He No-I01 e(eKT OT NpHIaraHy HUMATONPOCT {BEAHBK JHEBHO) H THMOJION
(1Ba MBTH JHEBHO).

ChllUecTBYBalNTE TUTEPATY pHH AAHHU 32 6umaronpoct/TuMonon (0,3 mg + 5 mg)/ml o4HH KaMKy,
pa3TBOP C KOHCEPBAHT MPEANOArar, 4€ BEYCPHOTO NPUIArake Ha [03aTa € No-e(eKTUBHO 3a
nonmwicasade Ha BOH ot cyTpetinoTo. Bee nak 3akNIOMCHAATA TpAOBa Aa c€ NaBaT KaTo ce UMa
npeABHI NPWINKATA, KOraTo ce 00ChKAaT KAKTO CYyTPHILIHATA, Taka 1 peyepHaTa A03UPOBKa,

[legvaTpyyHa MomnyJaauus
Be30nmacHOCTTA K eMKaCHOCTTa Ha GUMATONPOCT/THMOIION (0,3 mg + 5 mg)/ml 04HH Kanku, pasTBOP
6e3 koHcepBaHT npH aeua ot § 1o 18 roauHU HE ¢ yCTaHOBCHH




5.2 @apMaKOKHHETHYHH CBOHCTBA

JlekapcTBEH APOAYKT HGUMATONPOCT/ THMOJION

[LnasMeHuTe KOHLEHTpaluHy Ha 6UMaTOmpOCT H THMOJION ¢a ONPENENEHH UPE3 KPBCTOCAHO
W3MUTBAHE, CPABHABALIO MOHOTEPANEBTHYHH JICYEHHA C JISHEHHUETO ¢ OHMAaTONPOCT/TUMOJION

(0,3 mg + 5 mg)/ml o4HH Kanku, pa3TBOp ¢ KOHCCPBAHT IIPU 3ApaBH XOpa. CucremHaTta abcopbuus
Ha OTAETHUTE KOMMOHEHTH € MHHHUMAJTHA H HE C€ MOBIHABA OT CAHOBPEMCHHOTO UM TIDHNOKCHHC B

ef{Ha JeKapcTBeHa (opma.

Ipu ope 12-MecedHU U3NUTBaHNA Ha GUMATOMPOCT/ THMOTION (0,3 mg + 5 mg)/ml ounn
KaITKH, pa3TBOP ¢ KOHCEPBAHT, NIPH KOHTO € U3MEpBaHa CHCTEMHATA abcopbuus, He €
HaOJMIOABaHO KYMYJIHPaHE HAa HUTO €MH OT KOMIIOHEHTHTE.

bumaTonpocT
BuMaTOnpOCT NPOHUKBA J0Ope Npe3 YOBELIKaTa KOpPHEs U CKIepa in vilro. Cnen 04HO

ApWIOKEHHE, CUCTEMHAaTa eKCMO3MLINA Ha DUMATONMPOCT € MHOrO HUCKA M HE CC KyMYJINpa CIICA
ppeme. Criel €THOKPAaTHO, AHEBHO, OYHO NMPHIIOKEHNE HA €HA Kanka 0,03% GuMaTOIpPOCT B ABETE
OYH, B NPOAB/DKEHHE Ha JBE CEAMULM, KPBBHUTE KOHUCHTPALNH Ca C€ MOBHIIHIH 10 MHUHYTH criel
OpIIaraHe v ca Hamasenu nop npara Ha oTkpusane (0,025 ng/ml) 1,5 yaca cnen npunaraHe.
Cpennara Cp ¥ AUC. 4n CTOHHOCTH ca 61 MON0OHM Ha 7-Mus ¥ 14-TUa IeH K ca Owin
cpoTBeTHO npubnusuTenHo 0,08 ng/ml u 0,09 ngehr/ml, koeTo nokassa, 4€ CTalMOHApHATA
KOHLEHTpalMA Ha eKapcTBOTO € Oina MocTUrHata Npe3 NbpBara CeIMUL@A Ha O4YHO NPHIIOKEHHE.

BUMaToONpOCT € YMEPEHO pasnpele/icH B TbXaHHTS Ha TANOTO U CHCTEMHHAT obem Ha
pasnpeacieHte NPy Xopa, NPH CTALKHOHAPHO ChCTOAHME, © 0,67 I’kg. B yoBemxara KpbB
6HUMaTONPOCT C€ HAMYUPA NMPEAUMHO B [LAa3MaTa. bUMaronpocT ¢e CBbP3Ba C IUTA3MCHUTE MPOTEUHH
npubansuTenHo 88%.

BHUMaTOTIpOCT € MIABHOTO ChEAVHEHWE, LMPKYTHPaLlo B KPBBTA, CEM KATO BIC3C B
CHCTEMHOTO KpbBOODpallieHHE, TIPH OYHO MPUIOKEHHE. bHMaTONpPOCT NPEeMUHABA NPe3
okcuaupane, N-IeeTHIMpane 1 [MIoKypoHupaHe ¥ ofpasyBsa pasHoobpa3Hu MeTaDOTHTH.

BUMaTOMPOCT ce eTUMUHUPA ITIABHO Ype3s peHajiHa eKCKpeLUns, Karo 10 67% OT HHTPaBEHO3HO
MPUNOXKEHATa 1034 NPH 3paBH H0OpPOBONLM €€ EKCKPETHPA B YPHHATA, 25% oT Ro3arTa ce
eKCKpeTHpa ¢ pexanuute. ETHMHHALMOHHHUAT NOMTYKHBOT, OTPEEIIEH Cliel HHTPaBEHOIHO
NPUIOKEHHE, € NPUONU3NTENHO 45 MUHYTH; OOLIMAT KPHBEH KIHPBHC & 1,5 Lhr/kg.

XapakTepucTHKA OpY [0-Bh3PAaCTHHA X0pa

Cnex ABYKpaTHO JHEBHO npunoseHue, cpeaHara AUCQ-24hr CTOAHOCT OT 0,0634 ngehr/ml
6HUMaTONpPOCT NMPH XOpa B HaNMpeHANA BB3pacT (Xopa Ha 63 roIMHU Wiy NO-BB3PAacTHH) € 3HAYHMO
no-sucoka ot 0,0218 ngehr/ml npu mo-Mnany 3apasy Bb3pacTHH. He3aBUCHMO OT TOBR, TE3H JaHHH
He ca KIIMHMYHO 3HAYMMY, Thil KaTO CHCTEMHATAa €KCNO3HLMA, KAKTO IIPH XOpa B HAIIpE/lHAIA
BB3pACT, TAKa M [IPH HO-MIIAIH X0pa, OCTaBa MHOTO HHCKA CJIeJ O4HO MPHIOKEHKC. Hee
oTOeNA3aHo KyMy/lHpaHe Ha OUMATONPOCT B KPbBTa ¢ TCUCHHE HA BPEMETO H npoQuUIBT HA
Ge3zonacHOCT € noAolSeH NpH Xopa B HaNpeAHana Bb3pacT ¥ MPH MK NTAUHCHTH.

Tumonon
Cnen ouHo npHiioxeHde Ha 0,5% ouHM Kanky, pa3TBOp NpH Xopa rnojNoXeHH Ha Onepailn 3a
KAaTapaKTa, MMKOBATA KOHLUEHTpPALyA Ha THMonion ¢ 898 ng/ml BbB BOXHKCTATa TEYHOCT HA
OKOTO, €lMH YaC ciief pUiaraHe Ha ao3ata. Yact ot Jo3ara ce abcopbupa CUCTEMHO, KBAETO CC
meTaGonn3upa HHTEH3UBHO B YepHHA Apod. Ilony)kMBOTHT HA TUMOIION B ILTa3MaTa € OKOJIO 4 no
6 uaca. TUMOJION € YaCTUYHO MeTaboMH3upaH OT YEPHHA Ap0o0, KATO TUMOJON U HEFOBHTE
MeTaGonuTH ce eKcKpeTHpar oT Ox0peuuTe. THMONON HE € eKCTEH3HBHO CBBP3aH ¢ LIa3MCHUTE
NPOTEHHHU.




5.3 IpeakanHu4HH AaHHH 3a Oe30mMacHOCT

JlekapcTBeH MPOAYKT 6MMATONPOCT/THMOJION
[TpoyuBaHKs 33 O4YHA TOKCHMHOCT MPH MHOTOKPATHO MPUJIOKEHHE Ha Sumaronpoct/rumosnon (0,3 mg

+ 5 mg)/ml OUHM KANKH, pa3TBOP ¢ KOHCEPBAHT HE M0KA3BAT ocofeH pHcK 3a xopara. OKynapHUAT
npodu, KakTo U MPOGWIBT Ha CUCTEMHa De30TIaCHOCT Ha OTAENHUTE KOMIIOHEHTH Ca nobpe
YCTAaHOBEHH.

byMaTonpoct
HeknIMHUYHHATE JAHHH HE NMOKa3BaT oco0EeH pHUCK 3a Xopa Ha 6a3aTa Ha KOHBEHUHOHATHUTE

bapMaKonora4Hy Npoy4YpaHuA 3a 6€30nacHOCT, FeHOTOKCHYHOCT, KAPUHHOTCHEH NOTCHLIHAI.
[Ipu v3cneaBaHus Ha rpyU3adu ca HabnoaapaHy BUAOBO-crielddHyHH abopTH, IpH CUCTEMHH
HUBA Ha excro3uiMs 33 40 97 nNbTH NO-BHCOKY OT T€3H, MOCTUTHATH IIPH XOpa ClIC O4YHO
TIPYIOXKEHHE.

O4HOTO MpUIOKEHUE Ha HUMATONPOCT NPpK MakMYHH, B KOHUEHTPALUMUK 2 (,03% nneBHO, B
NpOALIKEHHUE Ha | TOANHA € JOBE0 A0 MOBUIIEHA NUIMEHTALUA Ha HPHCA H oOparuMH 103a-
3aBHCHMU NEPHOKYNApHH ePEKTH, XapaKTepH3UpallH c€ ¢ H3AaACH ropeH W/IWIH OOJIEH CYNKYC, H
pa3lMpABaHe Ha nanneOpanHara Gucypa. [loBulIeHaTa NHTMEHTALMA HA HPHCA CC TIPUHUHABA,
BEPOSTHO, OT MOBHULUEHOTO CTHMYJIHpaHe Ha MPOAYKUHATA Ha MEJIAHHH B MEJIAHOLMTHTE, 2 HE
ropajM noBuIIaBaHe Ha Texuus 6poi. He ca Gwin nHabmogaBaHy (YHKERHOHATTHH WIH
MHKPOCKOMWYHU TPOMEHH, CBBP3aHH C HAOMONABAHUTE NEPUOKYTapHH etheKTH U MEXAHH3MBT Ha
aefcTBUE MPH TE3U NEPHOKYIAPHHU NMPOMEHH HE € H3BECTCH.

TuMonon

HekIMHHYHUTE JAHHH HE MOKA3BaT ocobeH puck 3a xopa Ha 6azaTa Ha KOHBEHUHOHATTHUTE
$bapMakoIoruuH1 Npoy4BaHus 3a 6€30NacHOCT, TOXCHYHOCT NPH MHOTOKPATHO
npuiIaraHe, reHOTOKCUMHOCT, KAPLMHOTEHEH MOTEHUHAN, PEIPONYKTHBHA TOKCHIHOCT.

6. GOAPMAIIEBTUYHH JAHHH

6.1 CnHeBK HA NOMOUHHUTE BE1UECTBA

IuHarpues dochar Jorexaxuapar

JinmMoHeHa KUceTHHa MOHOXHAPAT

Harpues xnopua

HaTpseB XxHAPOKCHI HIIH pa3peieHa XI0pOBOAOPOIHA KHCENHHA (3a kopekuus Ha pH)
Bona 3a nHXeKLHH

6.2 HecbBMEeCTHMOCTH
Henpunoxumo
6.3 Cpok Ha roaHocT

2 TOOVHH
Jla ce M3xebpiud 90 OHM CNed MbPBO OTBapAHE Ha OyTHNKATA.

6.4 Crieuna/IHH YCIOBHA HA CLXPAaHEHHE
To3u AexapCTBEH NPOOYKT HE H3HCKBA CTICLNANTHH YCIOBHA Ha ChbXPaHEHHE.
XuMHYeCKa U bU3MUEcKa CTAaGHITHOCT 110 BPEME Ha YMOTpeda € NeMOHCTPHpaHa B NPOABIKCHHE Ha

90 nuu npu 25°C.

Ot Mukpo6GHONOrHYHa ITeqHa TOYKa, BpEMETO U YCIOBHATA HA CHXPAaHEHHUE TIDH ynotpeda ¢

OTI'OBOPHOCT Ha NOTpeOuTeNA ¥ He Ou TpAOBATO A HAlBUILIABAT 90 aHu NpH TEMNESPATY
nond 25°C.




6.5 Bna M chAbPXKAHUE HA ONAKOBKATA
OnakoBxata npexncrasnasa 6s1a LDPE 6ytunka (5 ml), chabpxalia 3 ml pa3TBOp, C MYJITHAO30B

HDPE kankoMep, KOHTO Npearnassa CbAbPKAHHETO OT 3aMbpPCABAHE OnarogapeHHue Ha CHIIHKOHOBA
KJTanHa CHCTEMA, QWITpUpalla Bb3AyXa BIH3aill HABBTPC B 6yrunkara 1 HDPE kanauka CbC 3allHTCH

MPBCTEH B KAPTOHEHA KYTHS.
Beaxa GyTwika ceabpika 3 ml pasreop (He Mo-MalKo OT 78 Kanku).

| 6yTinika ot 5 ml, chappxaiia 3 ml pasTeop
3 6yTWIKH OT 5 ml, ceappxauid 3 ml pa3TBop.

He BCHUKYM BHIOBE ONIAKOBKH MOraT ga 6baar IyCHATH B npoaaxoda.
6.6 ChneunaJHH NpeANa3HH MEPKH NPH H3XBLpAsiHe H paboTta

HaMma crieuyanHy U3HCKBAHUA .

7.  TIPUTEXATEJ HA PA3ZPEIHEHHUETO 3A YIIOTPEBA
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