IMPUAOXKEHHE

KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1. HME HA JEKAPCTBEHHA ITPOAYKT
TOBPAJIEKC 3 mg/ 1 mg/ml xankH 3a o4y, CycneHsus
TOBRADEX 3 mg/ 1 mg/ml eye drops, suspension
2. KAYECTBEH H KOJHYECTBEH ChCTAB

1 ml or cycriensusaTa chaspxa 3 mg To6paMuume {tobramycin) u | mg nekcameTazoH
(dexamethasone).

HOMO[.EEO BEIEECTBO C HIBECTHO OCHCTRBHE

1 ml o1 cycniensuaTa chabpika 0,1 mg GeH3aIKOHHER XIIOPHE.

38 ITREIHHS CIHCHK Ha TIOMOLOBHTE BEIECTBA RHIKTE TOUKa 6.1,

; CTHBLRAHGTENHA ATEHLINA N0 NEKAPCTBATA
3. JEKAPCTBEHA ©OPMA hpamxa XBDAKMEPUCMUNE HA npogyxma - Npuacxenus |

ii’m Paa. Ne .. 9’5(7995 ¢
| raspouensers 8BS 1147, MA f};w
4. KAHUWYHH JAHHH :

- Ogobpeiiue e /OGHT,ZUZZ

Kanku 3a oun, cycniensus: 6sma 10 noutH Gaia Cycnensud.

4.1 TepaneBTHIHH NOKAIAHMS

llpennasBate H IeUeHAE Ha OKOTO OT BB3NAICHUE, KAKTO H NpeANia3Bate OT HHEKINA, Cle] ONepalni
HA KATapaxTa, IPH BB3PACTHH H Jelia Haf 2 FOAMHH.

4.2 [Mo3supoBka H HAMHH HA NPAIOKEHAE
O3HPOBKA

Vnompeba npu ronoutu, ewspacmuu, grmovumento u nayuenntu 6 Crmapuecka 6b3pacm

Ho3aTa e efHa WM ABe Kanky B KOHIOHKTHBAJIHKSA CAK Ha 3aCEerHaToTO 0Ko (04M) Ha BCeKH 4 1o 6 yaca.
ITo BpeMe Ha mepBHTE 24 5o 48 uaca, 03aTa MOXE JIa C€ YBEMYH Ha €HA WM JIBE KAITKY Ha BCCKH Ba
vaca. Yectorara Ha mpunarane Tpadpa A2 ce HAMAJISBA MOCTENEHHO HA OCHOBAHHEe NoJo0peHye B
KITHHH4YHHKTE Nokasarens. Tepammiara ve TpA0sa aa ce NMPEKLCEA OPEKAEBPEMEHHO,

Ipu TexxH CHCTOAHMA, NO3ATA € €A HIH JIBe KAIKH Ha BCEKH 9ac 0KATO C€ OBJIafiee BL3IAICHHETO K
NOCTENEHHO HAMAJBAHE Ha JI033TAa N0 €HA WK /(B¢ KAITKH HA BCEKH /1A Yaca Npe3 CACABANITE 3 THH;
cieq TOBA, €HA 3O ABE Kalky Ha BeekH 4 yaca npes cJieARamnATe 5 Ac 8 gHM, 1 Bakpad €/Ha 10 JBe
Karikd JIHEBHO Mpe3 nocneasnTe 5 no 8 mem, ako e HeoOXompMo.

Crnex onepaups Ha KaTapakTa, 103aTa € ¢[Ha KaIKa YeTHPH ITETH JHEBHO, OT A€Hd Cllejl onepalpMsrta 10
24 muu. Jledennero MOKeE [a 3aIOYHe SHA MPERH ONepalliiTa ¢ eIHA KalKa YCTHPH MbTH JHEBHO, 14
NPOABLIDKHM C €AHA KaIKa clie]] ONISPaLHaTa, H OCTaHAIMTe 10 23 THH 1A ce Karne YeTHPH OBTH JHEBHO.
Axo e HeobX0UMO, YECTOTATa MOXKE [1a Ce YBEJIHYH IO €HA KAIIKA Ha BCCKH J{BA Haca IPe3 ITbPBHTE
JB3 JHH HA NeYCHHE.

IperopsurTe/HO € BFTPeOUHOTO HANATAHE 1A Ce CIIENH PeryJIspHO.




Cneyuannu nonyaayuu

Yepnoopobuo yepescoane

He ca nposexnany npoyusanus ¢ TOBPAJIEKC mpu naideHTH ¢ HepHOApoOHH yBpexnanus. [lopany
HHCKATa CHcTeMHa abcopbima Ha TOOpaMHLIMH B JEKCAMETa30H CNIe JIOKAJTHO NPHJIOKEHHE HA
NIEKapCTBEHHA MPOJIYKT, He € HeoOXOAHMA CTIeLIHANIHA JIO3HPOBKA.

Bvbpeuno vepescoane

He ca nposexxnanm npoyasatms ¢ TOBPA IEKC npu naupenty ¢ 6u6peuts yspexxaaeu. [Topagu
HHCKATA CHCTeMHA abcopOLMs Ha TOOpaMMIIMH H JeKcaMeTa3oH CIIEH JOKA/IHO IIPHIOKEHHE Ha
NEKAPCTBEHHA NPOAYKT, He € HeoOXOTHMa CTIelMasiHa J03UPOBKa.

Heduampuuna nonynayun

TOBPAJIEKC xarmkm 3a 04H, CyCIIEH3HS MOKE A3 C€ H3TO/I3Ba TIPH JIela HaZ 2 TOAMHHY, KaTo Ce
H3TI0/I3B4 CHINATS AO3HPOBKA KATO TIPH BB3PACTHH. be30NacHOCTTA H e(pMKACHOCTTA IIPH Jelia 10/
2 TOAMHM He ¢4 YCTAHOBEHH.

Cmapuecka ev3pacm (na u nao 65 2o0unu)
He ce Hayara xopHrHpaHe Ha 103aTa lIp# NALMEHTH HA BR3PACT HA M HaX 65 royuHN.

Hauun Ha npumokenne

Camo 33 OYHO IIPHIOKEHHE.

Crien xaTo kanavkata Ha 6yTHikaTa e ceaneHa, aKo 3alllHTHUAT MPHCTEH € Xnabas, Tpabea a ce
OTCTPaHH MPEHK Aa ¢e H3NOoN3Ba NPOAYKTA.

ByTunkara Tpabsa na ce pasiiaTi 1obpe npeu ynotpeba.

3a na ce u3berHe 3aMEPCABaHe, BHPXET Ha AIUTMKATOPA-KAIIKOMEP He TpAOBa Aa ce AOKOCBa 10
HHKAKBY MOBBPXHOCTH, ChIULO TaKa, BBPXbT Ha AILTHKATOpA-KANIKOMEp He Tps6Ba na BiH3a B KOHTAKT
¢ OKOTO, Thii KATO TOBA MOJKE /ia IPHYMHMA HAPAHABAHE HA OKOTO.

Ipenopsypa ce HIH HA30/1AKPHMAJIHA OKITY3H4, WIH BHHMATENTHO 33TBapSHE Ha KIenaua(ure) cnes
npunokeHre. Topa moxke na HamaW cHcreMHata aGecopbuus Ha IEKapCTBEHH NPOAYKTH 33 OUHO
HPHIOKEHHE U 1A JOBEIe 0 HAManABaHe Ha CHCTEMHUTE HexellaHH PeaKIHu.

[Ipu H3noN3Bate Ha NOBEHE OT €AWH OPTAIMONOrHYeH NIEKAPCTBEH MPOAYKT 38 JIOKATHO MPHIOKECHHE
€ HeODXOZHM HHTEPBAI OT 5 MHHYTH OMEXTY UM. Masure 3a 04u TpAOBa na ce MOCTABAT [OCIIEIHH.

43 IlIporHBONOKAIARNS

. CBpBXUYBCTBHTEIIHOCT KbM AKTMEHHTE BEHISCTBA HITH KbM HAKOE OT NOMOLIHHTE BELICCTBA,
u30poeHn B TouKa 6.1,

- Xepnec cumnnekc kepatut (Herpes simplex keratitis).

- BakcHHus, BapHLIea H IpyTH BUPYCHH 3a601ABaHMs HA POTOBHIIATA HIM KOHIOHKTHBATA.

- I'sGrani 3a00/14BaHHSA Ha OUHHTE CTPYKTYPH HAR HeEKYBaHH NAaPRIUTHH HHEKIHH Ha OKOTO.

- MeuxkobaxTepuanau ounn HHpeKIpH.

4.4 Crenuanan npeaynpexaeHAs B OPESUAHE MEPKH NPH ynoTpeda

- Ipu HAKOH MALMEHTH MOMKE A2 Ce TIPOABH YYBCTBHTEIHOCT KbM JOKAIHO TP
AMUHOTIHKO3HAH. CTENSHTA HA peaKINTe HA CBPBXUYBCTBHTEIHOCT MOMKS
nokamHy epextH 10 o6Ia peaKuMa KaTo epuTeMa, chpOek, YpTHKApHs, KO
aHadMnaKcHy, aHaQHIAKTOMAHM peaKLiH KM OyI03HH peakiue. AKO ce
CBPBXYYBCTBHTE/HOCT [0 BPEME Ha yNOTpeDbara Ha TOBa JISKapCTBO, ieye
APEYCTAHOBH.



- Moxe na ce NOABH KPBCTOCAHA CBPBXYYBCTBHTENHOCT KBM APYT aMHUHOTTMKOSHIH, 3aT0Ba
Tpsbea fa ce MMa mpeBUA BE3MOKHOCTTA MALKCHTHTE, YYBCTBHTEHA KbM JOKAIHO
MPHJIOKEHHA ToOpaMHIAH, Aa ObJaT YyBCTBHTENHA H KBM APYTH JIOKAIHO W/WIH CHCTEMHO
TIPHNIATAHA AMHHOTTTHKO3HIH,

- CepHo3HH HexXeTaHH PEaKLIHH, BKIIGUHTETHO HEBPOTOKCHIHOCT, OTOTOKCHIHOCT U
He(POTOKCHYHOCT Ce MPOSBSBAT NPH NALHEHTH, H3I03BAM AMMHOT/IMKO3HIHA TEPAITHS 32
CHCTEMHO NpHoxkeHHe. [Ipenoprusa ce NOBUILIEHO BHHMAHWE NPH eQHOBPEMEHHATA YIIoTpeba
Ha TOBPAJJEKC xanks 3a 04H CbC CHCTEMHO IPH/IATAHH AMHEHOTIMKO3HIH.

- Tpabzra na ce o6ppHe BHUMaHKe npH mpeamiceare Ha TOBPAJTEKC xamnxu 3a 04M HA MAlHEHTH
C M3BECTHH HITH [IOJI03HPAHH HEBPOMYCKY/THH Pa3CTPOHCTBA KATO MHACTCHHA 'PABHC HITH OONTECT
Ha [TapxMHCOH. AMMHOITIHKOZHAKTE MOTAT A8 3aXRIC0YaT MyCKYIHaTa ciaboct opagn
HOTEHUHATHHUAT UM eeKT BEPXY HEBPOMYCKYIHATA QYHKIMHA.

- TpomemxaTemHaTa ynorpeda HA KOPTHKOCTEPOHAH 34 JIOKATIHO IPH/IOKEHHEe B OKOTO MOJKe JTa
ZOBEJIE IO OYHA XMIEPTEH3HA WIHIH [TAYKOMA ¢ YRPEN/aHe Ha 3pHTEHHA HEPB, HAMAJIEHA
3PHTENHATA OCTPOTA M E(EKTH B 3PHTEAHOTO TOJIE, H 00pazyBane Ha 3aHa CyOKancyapsa
Kkarapakra. IIpH naupeHTH, NOANOKEHH THITO BPEME Ha TEPATIA ¢ KOPTHKOCTEPOH/IH 32 04HO
NPHIIONKEHNE, BETPEOYHOTO HallsraHe TpsabBa aa ce nposepssa peaoeHo K yecto. Topa € ocodero
BKHO NpPH MEIHATPHYHY TTAUHCHTH, THH KATO PUCKBT OT KOPTHKOCTEPORA-HHYIHPAHA OuHa
XHIICPTEH3HA MOMKE /1A € TI0-TOJBIM TIPH Ae1a H MOJKE Ja HACTBITH [I0-PaHO OTKOJKOTO TIPH
EB3PacTHHTE, PUCKBT OT MOBMINIEHO BBTPEOYHO HAAATAHE H/KITH 00pa3yBaHe Ha KaTapakra,
TIPeIM3BMKAHH OT M3II0/I3BAHE Ha KOPTUKOCTEPOHIH, € O-BHCOK NIPH TIPEApa3snoaoKeHH
nalMedTH (Hanp, [HabeTvIm).

- Cranppom Ha Cushing w/iwmi HanGu6peuHa HeIOCTATHUHOCT, CBLP3aHH ChC CHCTEMHATa
abcoplia Ha IEKCAMETA30H 34 O4HO MPHIOKEHHE, MOJKE JA Ce TIOABAT CIIEA HHTCH3HBHA HITH
NPOABL/DKHTENHA HETIPEKBCHATA TEpanuid NPH IpeApasoioxeHy NAIMEHTH, BITIOYHTENHO JeUa
¥ MALMEHTH, NIeKyBaHH ¢ uixuGuropu Ha CYP3A4 (BKMOYHTENHO PHATOHABHP W KOOHLMCTAT).
B TaxuBa crydaH, neyennero TpabBa a ce Cripe upe3 MOCTENCHHO HaMasBaHe Ha J103aTa.

- KoprukocTeporiuTe MOraT Aa HaMAJIST PE3HCTEHTHOCTTA KBM H {4 CNIOMOTHAT 32 Ch3/IABAHETO
Ha GaKTepHAITHH, BHPYCHM HIH I'EOMUMH WIH [TAPA3UTHH HHGEKIMHA H Ja MACKHPAT KITHHHYHHTE
NpH3IHaM Ha MAdEKINATA.

- I'e6runmTe MHpekIMM ca CyCNEKTHI NpH NAMEHTH ¢ MOBTAPANIA C& PA3S3BABAHAA Ha
poroBHIaTa. JIeueAHeTO ¢ KOPTUKOCTEpOoHIH TPAGEa Na ObJe NpeyCcTAHOBEHO NMPH N0ABa Ha
rEOHYHA HH(EKIHA.

- INpogbmoxaTenHaTa yroTpeda Ha aRTHOHOTHIIE, KATO TOOPAMMIIMH, MOXE Zia IOBEHE IO
CBPBXPacTeXk Ha HEUYBCTBHTEIHH OPraHH3MM, BRIEOUMTENHO ME0HYKH. AKO BB3HHKHE
cynepHHGeKIHA, TpsaOBa Aa ce 3aMo9YHe NIOAXOASIIO JIEUEHHE.

- KoprHkocTeponaHTe 3a TOKATHO OYHO PUIOXKEHHE MOTAT 3 3a0aBaT 3a3pasABaHETO Ha PAHH
Ha porosHiaTa. MssectHo e, me HCIIBC za noxaiHo NpANOKEHHE CBHIO 3a0aBAT
3a3/paBABaHeTo. EnnoBpeMennarta ynoTpeba Ha CTEpOHIH 3a JIOKATHO MPHIOKEHHE H IOKaAHH
HCTIBC mo2xe a TTIOBHINM BE3MOMKHOCTTA 32 APOGISMH MDH O3XPaBHTEHMA TpoTiec. (BK.
ToYKa 4.5).

- H3eecTHo €, 9e npH ynoTpebara Ha JIOKATHA KOPTHKOCTEPOHAH Ca BEIMOKHHM riepdopaupm,
KOTaTo c¢ IpUyarat npH 3a00/9BaHHs, IPHIHHABALIY W3ThHABAHE Ha POTOBHLIATA MITH CKIICpaTa.

- 3purennn cMymenus
Ilpu crcTEMHO K NOKANHO MPHNOKEHHE HAa KOPTHKOCTEPOHITH ¢a BB3MOXKHH CHOOIICHHS 3a
3PHTENHK CMYINCHAS. AKO TIpH NIAIHEHT Ca HATHIE CHMITTOMH KaTO 3aMBITICHO 3PEHHE HITH
APYTH 3PHTEITHA CMyINEHMA, NALeHTET TpAOBa aa 6hae HACOYEH 3a KOHCYITAlMA ¢ ofrajMosor
34 OIIEHKA Ha BH3MOXKHUTE IIPHYMHH, KOHTO MOTAT Ja BKIIOYBAT KATAPAKTa, TIayKOMA HIH PE/IKH
3a60/14BaHUS KaTO LEHTPATHA cepo3Ha XopropeTrHonaTha {LICX), 3a KoHTO ce cholLlaBa cex
CHCTEMHO H JIOKAJTHO H3MO0/I3BaHe HA KOPTHKOCTEPOHIH.

- Hocenero Ha KOHTAKTHH JIEIH He C¢ NPENoOpbYBa MO BpeMe Ha JIeYeHHe Ha 0THO

"

HHGEKIHA.
beHzankonner XIopua e ;
TOBPAJEKC karnxs 3a 0uM ChABPXKA GeH3aIKOHHEB XJIOPU, KOWTO MOXe A3 Tp | IpasHene Ha il
OYHTE H € H3BECTHO, ue 0De31BeTARa MEKHTE KOHTAKTHH Jemu. Tpabga na ce u30 KOHTAKT C'MEKH |,




KOHTaKTHH Jemu. B ciyyuaii, ye Ha nallMeHTHTe € 1103BOJIEHO a HOCAT KOHTAKTHH JICIIH, T¢ TpaOBa aa
6baaT HHCTPYKTHPAHHM Ja OTCTPAHABAT KOHTAKTHHTE JICIiH IpeaH npuioxkenyero Ha TOBPAJ[EKC
KAITKH 38 OYH H [a H39aKaT Hal-Manko 15 MHHYTH e/l IPHIAraHeTo Ha JIEKAPCTREHHA NPOAYKT,
Tpead Aa TH NOCTaBAT oGpaTHO.

4.5 BaaumoneiicTBEe ¢ APYTH JleKapCcTBERM UPOAYKTH B APYTH JOPMH HA BIAHMOJEHCTBHE

EnnospeMennara ynoTpe6a Ha cTepouM 32 JIOKaIHO npwiokenne 1 nokaisn HCIIBC mMoxe na
MOBHIIH Bh3IMOXHOCTTA 3a npoﬁneMn ChC 3a3paedpaHe Ha POrOoBHLATA.

CYP3 A4 uHxubHTOpH (RKHOUHTENHO PATOHABHP K KOOMIHCTAT): MOTaT A3 HAMAST KITHpLHCA HA
JleKCaMeTa30H, KOETO BOAH A0 3aCHNBAHE Ha eeKkTHTe H Hag0r0peaHa HegocTaThHHOCT/CHHAPOM Ha
Cushing. Kom6nnammaTa Tpabea na ce u3barsa, 0cBeH ako NoN3aTa HAAXBBPIA YBEIHUCHH PHCK OT
CHCTEMHH KOPTHKOCTEPOH/IHH e(eKTH KaTo B TO3H CIyYaii nauMeHTHTe TpaOBa Aa 6saar
MPOCIEABAHH 38 CHCTEMHH KOPTHKOCTEPOHAHH e(eKTH.

He ca nposexnany npoyusanus 3a s3aumozneiicTersTa Ha TOBPAJIEKC kanky 3a o4H ¢ ApyrH
TieKapCcTBa.

4.6 @eprHanTeY, (PeMEHHOCT H KbpPMEHE

bpemennocT

Hama anexearsy n 106pe xonTponmpanw npoygeanus ¢ TOBPAJIEKC kank# 3a ous nps GpeMeHHH
HKSHM, 34 [1a Ce Jjaae HRPOPMAIIHA 3a BE3MOKHHMTE PHCKOBE, CBHP3aHH C H3TION3BAHETO Ha [IPOTYKTA.
[IpoAB/DKHTENHATA HIIH NOBTAPAIIA e YIIOTpe6a Ha KOPTHKOCTEPOHIH 1O BpeMe Ha GpeMeHHOCT ce
ACOLHKPA C YBCMUCH PHCK OT H30CTaBaHE TI0 BPpeMe Ha RBTPeMaTOTHHA pacTek, Jeata, poaeHH ot
MaiiKd, KOMTO ca NOTy<aBATH 3HATHTEAHH J03H OT KOPTHKOCTEPOHAM M0 BpeMe Ha GPeMEHHOCTTa CH,
TpabBa na 6vAaT HaOMoxaBaHH BHAMATE/IHO 33 NPH3HALH Ha XMITOA/IPEHAHN3EM.

Em6puo-derarna TOKCHMHOCT B TEPATOrEHHOCT ¢4 HAOMIOAARAHY B IPOYYBAHHA C JSKCAMETA30H [IPK
JKHBOTHH, KAKTO CJIEJl CHCTEMHO, TAKA ¥ IIPH O4HO MPHIOKEHHE TPH TepaneBTHYHO SHAYHMH HYBA Ha
nozupane (BX. Touka 5.3 — JJaHHH [IPH KUBOTHH).

Tpoyusanusa ¢ ToOpaMHIINH BEPXY penpoAYKTHBHOCTTA NIPH IUTbXOBE M 3aiflii He MOKa3BaT
AOKa3aTeliCTBa 3a YBPEXAaHe Ha IUIoa Cle]] NOAKOKHO NPIITOXKEHHE Ha JO3H, HaJABHHIABAIIM TTOBCYe
OT 45 mbTH MaKCHMANTHAT2 NpeNopbyBana A03a 3a vyosek oT 0,288 mg/kg AueBHo, Gasnpana Ha
IIOINTA HA TejlecHaTa NMorspxHOCT (body surface area, BSA) (Bx. Touka 5.3 - J[aHHH IIPH XXHMBOTHH).
TOBPAJIEKC kanku 3a oun TpaGBa fa ce H3m0138a N0 BpeMe Ha OPeMEeHHOCT caMo aKO 04aKBaHATa
10J134 HAXBHPII NOTEHIHAIHHA PHCK 3a TIJ0AA.

B®3 0cHOB2 Ha JaHHW OT CBBP3aHO NPOYYBAHE CITY4ali-KOHTPO/IA € HAPABEHO 3aK/IF0YEHHE, Y€ PHCKBT
OT TYXOTa IIPH Ae1a, POJESHH OT MaiikH, KOHTO [0 BpeMe Ha GpeMeHHOCTTa ca oMy 4aBaiy
TeHTAMHLMH, HEOMMLIMH ¥ JPYT'H AMHHOTJIHKOZHIHH AHTHOHOTHLIH, HE MOXE JIA C€ HIKJIIOYH, HO
CTEMEHTA MY € OIICHCHA KaTo Maka, OTOTOKCHYHOCT, 33 KOATO € H3BECTHO Y€ BRIHHKBA CJie/l TEPAllHA ¢
TOOpaMHIBIH He € IOKIA/BAHA KaTO e)eKT IPH BHETPeyTPOOHA EKCIIOZMLMA. BBIpPeKH TOBA, TOKCHYHHMAT
ehexT BBPXY OCMHs YEPEITHO-MO3bYEH HEPB Ha M0 ¢ Ao6pe HIBECTeH Cliell eKCTIO3HITHA Ha APYTH
AMHUHOTITHKO3HIIM, KOSTO € Bh3MOXHO €BeHTYATHO A3 Bb3HMKHE ¥ IIPH TOOPaMHIIHH.

Kbpmene
He ¢ m3pecTHO Nanmu ToOpaMULMH H AEKCAMETAZOH NMPEMIHABAT B MAUHHOTO MIISKO CJIe]| JIOKaIHO

O9HO NPIIOKEHHE.
Wma orpanAdenn MyOIHKyBaHH JaHHH OpK KhpMEIIH )KEHH, KOHTO MOKA3BaT, ye TOOPaMHIIMH ce
OTAeNd B KBPMATa CJIeA HHTPAMYCKYIHO TIPHITOKEHHE,

Manko BEpOATHO & KOIHYECTBOTO TOGpAMULIMH H IEKCAMETa30H ClIEA JIOKATHO OYHO
MPOOYKTa Aa ¢e OTKPHE B KbpPMaTa HiIH Ja MOXe [a A0BeAe A0 KIHHHIHH eeKTH
Buipexu ToBa, PHCKBT 32 KEpMaveTo He MOXKe 1a Obae nskmoueH. TpabGea Aa ce
NPEeKpaTH KBPMEHETO HJIH J1a C¢ MPeyCTAHOBK/ Ja He Ce TIPUCTHIBA KbM Teparn




Kark# 32 O4YH, KaTO C€ HMa NpCABHI TO3aTa OT KBPMEHETO 34 JeTCTO M MOMA3aTa Ha Madikara ot
JICYLHHCTO.

DeprrauTeT

Hama nanns otrOCHO edekTa o nokanno ouHo npunoxerne Ha TOBPAJIEKC Kanku 3a 04l BBPXY
GdEpTHIHTETA NpH MBXKE H XKECHH HITH IIPH )KHBOTHH. MMa HeJ0CTATHYHH KIMHHYHH JIaHHH, 38 ]a MOXE
Iia ce OLieHH eheKTa OT JACKCAMETa30H BEPXY (epTiHTeTa Npu MEXKe H skend. HaMa HamuyHn
CTaHJapTHH NPOYYBAHHA C ACKCAMETAa30H BEPXY (PepTHIATETA npH XKHBOTHH. ToOpaMHLUEH He BOH
JI0 yBpex/iaHe Ha GepTHIMTETA IPH ILTEXOBe (BXK. Touka 5.3)

4.7 EdexTH BBPXY cnocoGHOCTTA 38 modupane u pabora c MAmIHER

TOBPAHAEKC karmu 3a O4H He TORTHMABA WM IOBIHARA NpeHeGpesxHMO crioco0HOCTTa 3a WwodupaHe
H pabota ¢ MammHHM. Bee nak, kaxTo npH yriorpefaTa Ha BCHUKH OQTAAMONOTHYHY TIEKAPCTBEHH
MPOAYKTH, MOTaT Aa C€ HOABAT KPaTKOTPaHHO 3aMBIJIABAHE HIM JPYTH HApYIICHHUA B 3PEHHETO, KOHTO
Jia NOBJAMSAAT Ha CIOCOOHOCTTa 3a modupaHe win paboTa ¢ MammHHE. AKO ¢e MOABH KpaTKOTpaiHo
3aMBITIARAHE HA 3PEHHETO ClIeN MpUIlaraHe, NaUMEeHTHT TPAORa 1a H3UaKa 3pEHHETO MY /1A Ce MPOACHH
npenH Aa modHpa WIH Aa paboTH ¢ MallHHK.

4.8 Hexenand 1eKapCTBCHH peaknBH

Pesiome Ha npodina na GezomacHocT

[Ipn KAHHIFYHUTE IPOYYRAHHA, HAH-YECTO AOKNIATBAHMTE HEKEJIAHH PEakiu ca 601Ka B OKOTO,
TIOBHINEHO BHTPEOYHOTO HAJIATAHE, JPa3HEHE B OKOTO H OUEH NpPYPHTYC, CPelaHy pH No-Manko ot 1%
OT DAIHEHTHTE.

OGo0menne Ha HeXeNAHATE JCKAPCTBEHH PeAKIHHA 0T KIHAHIHE H3NATBAHAS

HesxenaHATE IeKapcTBEHH PEAKLIMHA OT KIMHHYHH H3MHATBANEA ca H30poerH cernacHo MedDRA no
CHCTEMO-OPTaHHH Kilacoke. BLp Bcgka rpyna o 4ecToTa, HexkeJIaHHTE JTeKapcTBeHH PEaKIMH Ca
NPEACTABCHH B H3XOJAIN Pe/i 0 OTHOINECHHE HA TAXHATA CEpPHO3HOCT. B nombiiHeHHE, CROTBETHATA
KATEropHs YECTOTA 33 BCAKA HEMeNaHa JIEKapcTReHa peakliua ce 6a3Hpa Ha CJieIHaTa KOHBEHIHA
(CIOMS III): muoro yectu (>1/10), wectH (>>1/100 po <1/10), veweca (>1/1 000 ao <1/100), peaxu
{=1/10 000 xo <1/1 000) u MHOrO peakH (<1/10 000).

CHcTeM0-0pranHs Kiacose Hexenann peaxnun

Hapymenya Ha odHTe Hevecmu: nosrimeno BpTpeodHo HanArade, Honxa B
OKOTO, OYEH TPYPHTYC, 04eH JHCKoMPOPT, APasHEHE B
OKOTO, IPYPHTYC HA KJieTaya, TOYKOBHACH KEPaTHT.
Pedxu: xepaTHT, 09HA ATEPrHS, 33aMBIJICHO 3PEHHE
(3K, ¢BINO TOUKA 4.4), CyXOTa B OKOTO, O4HA
XHIIepeMus

CToMalllHO-YpeRHA HAPYIDECHHS Peoxu: pucreysns

Hexenann nexapcTBeHH PeaKn¥H OT CHORTAHEH CLOOMEnns B ¢IyIaH, ONHCAHE B
JETEPATYPATA (¢ BEHIBECTHA YECTOTA)

ClieIBAIHTE HEXKEIAHH JIEKAPCTBOHH PEAKLMH IIPOH3XO0KIAAT OT CIIOHTAHHH ¢HOOIIEHHS N0 BpeMe Ha
noctMapkeTHHroBEA onuT ¢ TOBPAJIEKC kanku 3a ouM H ciydan, OIMCAHH B IHTepaTypara. T'ni
KaTO TE3W PeakUMy ca JOKIaABaHH J0OPOBONHO OT MOMyAaUus ¢ HeoNpeielieHa MojeMiHa, He €
BBIMOXKHO JOCTOBEPHO Jia €€ OLEHH TAXHATA YeCTOTa, TIOPaaH KOSTO TA C¢ KaTerOpH3Hpa KaTo
Hem3pecTHa. Hexxenanwre peakipan ca u3bpoenu cernacko MedDRA no cucremo-opra
BB BCEKH CHCTEMO-OPTaHEH KITac, HEXEIAHUTE PEAKIMH Ca MPEICTABEHH B HH3X0A WH nn
OTHOIICHHE HA TRXHATA CCPUO3HOCT.




CucremMo-oprannn Kaacose HexeNlanl peaknan

Hapymenna Ha mIMyHHaTa CHCTEMA asabHNIaKTHYHA peaKUus, CBPEXYYBCTBHTENHOCT

Hapymerus Ha eHIOKpHHHATA Cunapom Ha Cushing, HanGs6peuna

CHCTEMA HEAOCTATHYHOCT (BAK. Touka 4.4)

Hapymenns Ha HepEHATa CHCTEMa BHEHE Ha CBAT, rnasoboime

Hapymenws Ha ounre OTOK Ha KjIenadqd, epHTeMa Ha KicTa4a, MHIPHA33,
YBEAWICHO CITB30OTIEIIAHE

CroMallHO-9peBHH HAPYICHHS razieHe, AHCKOMMOPT B abpoMuHaNHATA 00IacT

Hapymwenns Ha koxata 1 epUTeMa MyITH(OpPME, MOyBaHe Ha JIMHETO, 00pHB,

HOAKOMXHATA TEKAH MPYPHTYC

Onmcanne Ha u30panu HEKENAHH PEAKIMH

Ipoabmkurennara ynorpeba Ha 0§TaNMONOrH4HH KOPTHKOCTEPORIH 34 JIOKATHO TIPHIIOKEHHE MOKe
lia xoBesie OO NOBHIIABAHE Ha BETPEOYHOTO HAMITAHE ¢ YBPEK/IaHe HA 3PHTENHHMA HEPB, HaMaJIgHA
3puUTENnHA OCTPOTA M Ae(EKTH B 3pHTENTHOTO NoJE, oOpasyBaHe Ha 3aHa CyOKancylapHa KaTapakra H
na 3abapH 3apacTBaHeTO HA paHHTe {BX. Touka 4.4).

lopaau HamHuReT0 Ha KOPTHKOCTEPOMIHA CHCTABKA, MPH 2a00/IBaHkA, PHIHHABALIY H3TEHABAHE Ha
POTOBHLIATA HIM CKIIEpATa, CHLICCTBYBA MOBHIIEH PHCK OT nepdopaims, 0co0eHO CEA NPOIRDKHTEHO
NeqeHHe (B, Touka 4.4).

PazeaTreTo Ha BTOpHYHA HH(EKIS e BE3MOKHO ClIel] HPHIOKEHHe HA KOMOMHAIHH, ChAbPHKAITA
CTEPOHIH ¥ AHTHMHKPOOHH cpencTBa. [pOHuHHTe HHGEKLIMH HA POTORHIIATA Ca H3KIIOYHTEHO
CKIIOHHH KbM Pa3sBHTHE N0 BpeMe Ha IIPOJBDKHTENTHO Mpritarane Ha crepouau. Tpabsa na ce uma
TIpeABHI BEPOATHOCTTA OT FEOMMHA MHBA3HA NIPH MOCTOSHHO POTOBHYHO BB3MANICHHE, KOrato e 6uwio
H3MOA3BAHO JIEUEHKE CEC cTeporIM. Moxke Ja ce Ha(moNaRa H BETOpHYHA GaKTepHATHA OUHA MHpEeKIH,
fI0pai [MOTHCKAHE HMYHHHTE OTTOBOPH Ha TOCTONPHEMHHKA (BX. To9ka 4.4).

CepHOIHH HEXENIAHH PEAKIHH, BKITIOYHTEIHO HEBPOTOKCHYHOCT, OTOTOKCHMHOCT H HE(PPOTOKCHIHOCT
ca Hab/MmonaBaKK UPH NALECHTH, MOAJIAraHA HA CHCTEMHA TepamHs ¢ ToOpaMuLmH (Bxk. Touka 4.4).

Ipy Hakon HaLMEeHTH MOKE Ja CE MOARH MyBCTBMTENHOCT KBM AMKHOLTHKO3HM 33 JIOKATIHO
IPUWIOKEHKE (BK. TouKa 4.4).

CrobmapaHe Ha NOJO3UPAHH HEXENAHN PEAKIHK
CrofimasaneTo Ha NONO3MPAHK HEXENAHH PEakLMH Cliefl paspeniasase 3a ynorpeba Ha IeKapCTREHHS

NPOAYKT € BaxkHo. ToBa NO3BOIIABA JIa MPOABILKA HAOMIOIEHHETO HA CHOTHOIMEHHUETO T1013a/PHCK 34
NeKApCTBEHMA NPOAYKT. OT MEMIMHCKHUTE CTICLIMAITHCTH C€ M3HCKBA Jia ChoOIaBar Besaka
N0I03MPAHA HeXeNaHa peakiA Upe3 HAMOHAIHHA PeryaaTOpPen opraH Ha ajpec:

Brwarapus

HMameimuTenHa areHumA mo Jekapersara
viL ,,Jlamaa I'pyes™ Ne 8

1303 Codun

Ten.: +359 2 8903417

yebeaiiT: www.bda.bg

4.9 Ilpeaosmpane

ITopanu xapaxTepHCTHKHTE Ha TO3H [IPOLYKT, HE CE OUAKBAT TOKCHYHH eeKTH
MpeAO3Upate WIH B C1y4ail Ha HEIHACHTHO MOTIbINAHE HA LAAOTO ChILPIKAHH
JloxanroTo npeposupane Ha TOBPAJTEKC kankH 32 OuH, CycIIeH3sds MOXe J1a
(ounTe) Upe3 MPOMHBAHE C TOILIA BOJA.



Krmuausaute npusHamy H ciMromu Ha npeosupare ¢ TOBPAIEKC xanxu 3a 04H, CyCHeH3HA
{TOYKOBHIEH KEPATHT, €PHTEMA, TIOBHINEHO CHB3OOTIEANHE, OTOK H CHpOeXK Ha Kilenaya) Morar na
HaMOO0ABAT HEXEFAHNATE ACKAPCTBEHH PEaxiluy, HabIOAaBaKH TIPH HIKOH MALIMSHTH.

5. ®APMAKOJIOTHYHH CBOMCTBA
51 <®apMakogUHAMHYIHM cBOHCTBA

DapmakoTepalleBTHHHA TPyTIa: oyTalIMONOT HYHH, TPOTHBOBB3NATHTENHA H HTHHH(QEKIHO3HH
CPeNCTBa B KOMOMHAIAA; KOPTHKOCTEPOHIH H aHTHHH(EKIMOIHH CPECTBa B KOMOHHAIHS.

ATC xom: SO1C AQ1

MexanuseM Ha gelicTeHe

TToTsckar ce BRHITANTE NPH3HALM HA BE3TATHTEIHHA MPOLIEC KATO OTOK, OTNAraHe Ha PHOpPHH,
KanmpnspHa AHAATAINS, JIEBKOLMTHA MUTpallls, KaH/MpHA IpoiH(epalia, OTIaraHe Ha KOAarcH,
obpasysade Ha pruoBa TekaH u Gubpobnactra npommdepaims. KoprikocrepouanTe 3a IOKaTHO
HPHIOHKEHHE Ca e)eKTHBHH NPH OCTPH BE3NANKTEIHH ChCTOAHHS HA KOHIOHKTHBATA, CKJISpaTa,
POroOBHLATA, KNENAYHTE, HPHCA W NIPEAHHA OYEH CErMEHT, KAKTO M IIPH OCTPH &IEPTHYHH ChCTOSHHA Ha
OKOTO.

HekcaMeTasoH € eH OT Hali-MOLIHETE KOPTUKOCTEPOMIH, Tok € 5 00 14 IrbTH MO-MOIIEH OT
TpeHA30JI0HA ¥ 25 N0 75 IMETH 1I0-MOLISH OT KOPTH30HA H XUPOKOPTH30HA. TOUHHAT MEXAHHIBEM HA
NPOTHBORB3NATHTEIHOTO JEHCTBHE Ha TEKCAMETA30HA € HeH3BeCTeH. 1ol HHXnOHpa MEOKECTBO
MEGNAMATOPHH LIUTOKHHH H NPOSBSBA MHOKECTBO ITIFOKOKOPTHKOMIHH H MUHEPATKOPTHKOKIHH
edeKTH.

HekcaMeTa30HET € MOILEH KOPTHKOCTEpOr. KopTHkoCTEpOraHTe IOTHCKAT BEINATHTEHHA OTTOBOP
KBM Pa3/iiyHH BEIIECTBA H MOTaT Jia 3a0aBAT MM 3aTPYAHAT O3IpaBHTENHMA nipotiec. Trid kaTo
KOPTHKOCTEPOHIIMTE MOTAT 1 NOTHCHAT 3AIMTHUTE MEXAHK3MH HA OPraHH3Ma Cpelly HHpEKIHH, &
BB3MOXKHO [1a C¢ NPHIAraT €AHOBPEMEHHO ¢ AHTHMHKPOOHH IeKapCTBEHH NIPOAYKTH, KOTaTo TOBA
NOTHCKAHE Ce CYHTA 33 KIIMHHYHO 3HaYMMO. ToOpaMHBIMH ¢ aHTHOAKTEPHANICH IEKAPCTBEH MIPOIYKT.
To# norreka GakTepranHnsi pacTex KATO HHXMGHpA CHHTE3a Ha TIPOTCHHHTE.,

MexanuspM Ha pe3UCTEHTHOCT
PeancreHTHOCTTa KBM TOOpaMUIIMH HACTHIIBA O HAKOJNKO PAIHYHH MEXaHH3MA, BKIOUHTETHO (1)

DIPOMEHH B pHOO30MHATE NOJeAMHNLH BHTPe B OakTepHanHata kneTka; (2) uarepdepennns Ha
TPaHCNOPTa HAa TOOpaMHLMH BBTPE B KNeTKaTa H (3) HHaKTUBAHA Ha TOOpaMHIIHH Upe3 OTNPEAEeHH
Knacoee MOXUGMINPaHY CH3HMH — aneHIIaTHH, hocdopunaTay U aueTHnaTay. I'eHeTHyHaTA
HHpOPMALIMA 3a MPOAYKLIMA HA HHAKTHBHPAHH €H3HMMH MOXe 1a Obe npeseceHa 1o 6akTepHaniHuTe
XPOMO30MH HJTH IUTa3sMHANTe. Mojke Aa HACTHITM KPBCTOCAHA PE3MCTEHTHOCT KBbM APYIH
AMMHOTTTHKO3H/IH.

T'pasyuny cTolHOCTH
I'pannuHNTE CTOMHOCTH H in Vitro CIEKTHpa, CIIOMEHAT NIO~AOITY, ca 6a3HpaHH Ha CHCTEMHATa

ynorpeba. Te3n rpaHidHu CTORHOCTH MOXE /(4 He Ca IPHIOKHMHE 34 JIOKATHO 0YHO NPWIOKEHHe HA
NIeKapCTBEHUA MPOAYKT, Thi KATO IO-BHCOKHTE KOHLICHTPALMY A TIOMYIeHHU JTOKATHO H IOKATHUTE
GH3UYHH/XAMHYHH YCIOBHUA MOTaT Ja [OBITHAAT SKTHBHOCTT2 HA IPOMYKTa HA MACTOTO HA
npunoxenne. Criopen EUCAST ciieiHHTe rpasi4HE CTOMHOCTH Ca ONPEAeTcHH 38 TOOpaMHILHH:

. Enterobacteriaceae S<2mg/l, R>4 mg/l
. Pseudomonas spp. S<4mg/l, R>4mg/l
. Acinetobacter spp. S <4 mg/l, R >4 mg/l
. Staphylococcus spp. S<1mg/l,R>1mg/l
. I'panyHKE CTOHRHOCTH,

KOWTO He ca cBBp3aHH ¢ BHaa S <2 mg/l, R >4 mg/l




KnunvaHa edwkacHoct ¢ cHeLHHYIHN NaTOTeHH

Homywsbpoenara nudopmalts 1aa camMo NPHOITHIMTENHA HACOKA 33 BEPOSTHOCTTA AN
MMKpOOpraHM3MHTe iie 6b0aT uyecTBHTENHH KBM ToGpamuimi B TOBPAJIEKC kanks 3a o4,
cycnensus. Tyk ca mpeacTapenu GakTepHATHITE LIAMOBE, BE3CTAHOBEHH OT BHHLIHUTE OYHH
HHQEKIHY, TAKHBA KAKBUTO C¢ HAO/IONABAT U [TPH KOHIOHKTHBHT.

PasnpocTpaHeHHeTO Ha NIPUAOGHTATA PEBHCTEHTHOCT MOXE 4 BAPHPA B PA3TTHUHATE reorpadeku
06nacTd 4 OT BpeMeTo 3a H30pauH IAMOBE, 3aTOBA € XEJIATEHO /14 Ce H3TIOM3BA MECTHa HH(OpMaius
33 Pe3UCTEHTHOCTTA, OCOOEHO NPH JleveRHe Ha TexXKH urbekrd. [Tpn HeobxoxuMocT Tpabea aa ce
AOTHPCH CHBET OT CHIELMANNCTH, KOraTo JIOKATHO MpeobiaaBainaTa pe3HCTEHTHOCT € TaKaBa, ue
MOCTaBA N0/I FRIPOC NPHICKAMOCTTa Ha TOGpaMHilMH NTOHe NpH HAKOHW BUAOBE HH(EKINIH.

OGHKAOBEHO JYBCTBHTE/IHH IIAMOBE

Aepobnn I'paM-m010KAETEIHE MEKPOOPragaIMA:

Bacillus megaterium

Bacillus pumilus

Corynebacterium macginleyi

Corynebacterium pseudodiphtheriticum

Kocuria kristinae

Staphylococcus aureus (methicillin wwacmeumennu — MSSA)
Staphylococcus epidermidis (koazynraza-nosumuenu u -nezamueHu)
Staphylococcus haemolyticus (methicillin vyacmeumennu - MSSH)
Streptococci (sxmovumenno Haxou Gema-xemorumuiny 6udoee om 2pyna A, naxou
HEXeMORUIMUNHIL 8UOOEE U HAXOU Streptococcus preumoniae)

e & & & & & & &

Aepoban I'pam-oTpHOAaTETHH MHKPOOPTaHHIMA:
Acinetobacter calcoaceticus
Acinetobacter junii

Acinetobacter ursingii

Citrobacter koseri

Enterobacter aerogenes
Escherichia coli

H aegyptius

Haemophilus influenzae

Klebsiella oxytoca

Klebsiella pnewmoniae

Morganella morganii

Moraxella catarrhalis

Moraxella lacunata

Moraxeila oslonensis

Haxou eudose Neisseria

Proteus mirabilis

Hosevemo Proteus vulgaris wamose
Pseudomonas aeruginosa

Serratia liguifaciens

ANTHOAKTEPHAIHA AKTHBHOCT CPEINy APYrH AHAJOTHYMH NATOTC¢HH

IamoBe, 32 KOHTO NPHACOATATA PE3RCTEUTHOCT MOXKe aAa ¢ npobaem:
Acinetobacter baumanii

Bacillus cereus

Bacillus thuringiensis

Kocuria rhizophila

Staphylococcus aureus (methicillin pezucmenmunu — MRSA)
Staphylococcus haemolyticus (methicillin pesucmenmuu —~MRSH)
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. Staphylococcus, other coagulase-negative spp.
. Serratia marcescens

PeIHCTeATHH N0 CROSTA CHLITHOCT OpraHzMA

Aepobau I'paM-NOI0KATETHE MEKPOOPTAHUIMH:
. Enterococcus faecalis

Streptococcus mitis

Streptococcus pneumoniae

Streptococcus sanguis

AepoOru I'paM-0TPHNATEHH MEKPOOPranH3MHu:

. Chryseobacterium indologenes
. Haemophilus influenzae

. Stenotrophomonas maltophilia
Anaepo6nn Gaxrepnn:

. Propionibacterium acnes

Tpoyusamus 3a SaxTepHATHA TyBCTBUTEHOCT [IOKA3BAT, Y€ B HAKOM CIYHAM MUKPOOPTaHIBMHTE,
PE3HCTEHTHH KbM TCHTAMHMLHH, 38I1a3BAT TYBCTBHTEIHOCT KBM TOOPAMHLIMH.

L[amm OT KITHHHYHH POYIBAHHA

KymynaTupHHTE AaHHM 3a 6€30MaCHOCTTA OT KIIHHHYHHTE [IPOY4YBAHHA ¢4 IpeCTAReHH B Touka 4.8,

HeauarpyuaHa monvaaigis
besonachoctTa ¥ edukacnoctra Ha TOBPAJIEKC kanku 3a ous, cycriensus npH Jena e ycTaHOReHa OT

IIHPOKHS KITMHWYEH OIUT, HO CAMO OrpaHH4Y¢H OpoH JaHHH ca HANMYHH. B IMHMYHO Npoy4YBaHe ¢
TOBPAJIEKC Kark# 3a 04H, CYCIISH3HA [PH JeYeHHE Ha GaKTepHATHH KOHIOHKTHBHTH, 29 NTallHeHTH Ha
Bb3pacT or 1 0o 17 rogunv ca tpetupany ¢ 1 wmw 2 kanky TOBPAJIEKC kankH 3a 0M# — Ha BCCKH 4 WIH
6 vaca, 3a 5 unu 7 . [1pu ToBa npoyusasxe He ca HaGMONABAHN pa3fiMKH B npodna Ha GeaonacuHoct
MEXAY BE3PACTHH H TIEXHATPHYHH NALHEHTH,

52 @apmakoxkHHeTHYHH CBOHCTBA

AGcopbims
TobpamuimH ce abcopGupa ciaabo npez porosuaTa ¥ KOHIOHKTHBATA. CIIER JIOKAAHO OYHO

npwiokenue Ha 0,3% robpamuiHH nuKoBaTa KOHLUEHTPAUHS OT 3 MHKporpaMa/ml BbB BHTPEOUHATA
TEYHOCT ¢e JI0CTHra cieA 2 Yaca, nocneasaHa ot 66ps cnag. Hezaeuchmo ot toBa, TOBPAJEKC
oCHrypsBa 542 + 425 muxporpama/m| ToOpaMMIIAH B CEIT3HTE MPH XOpa 2 MHHYTH clle]] MPHIMKeHHEe
B OKOTO, KOHLICHTPAalHA, KOATO KaTo mato Hagermaea MIC Ha moBevero pesuctenTHi mamose (MICs
> 64 mAKporpaMa/ml).

TNuxoBaTa KOHOCHTPAIUY HA AEKCAMETA30H BHB BETPEOYHATA TEYHOCT CIe [PHWIMKEeHHe Ha
TOBPAJIEKC ce noctrra npubimmzurenyo Ha 2-1s 9ac | e cpeauo 32 ng/ml.

Cucremnara abcopbupst Ha roSpamemn cen npunoxenre Ha TOBPAJIEKC e Hucka, ¢ niasmeHa
KOHIICHTPALMA [T0/] FPAHHLIATA HA KONHYECTBEHO ONpeenane.

Cnen mpunioxkenne Ha TOBPAJIEKC ce Habmiogasar [ma3MeHy KOHIEHTPAIHE Ha JEKCaMEeTa30H, HO
€a MHOTO HHCKH ¥ BCHUKH cToiiHocTH ca nox 1 ng/ml.

BHOHANMHYHOCTTA HA IEpOPATHO NPIIOKEHHS JSKCaMeTaz0H BapHpa Mexay 70 go 80% npH sapasH
HHAHUBHOH H NaLIACHTH.

Pasnpenenctme
Cucremunar obeM Ha pasnpesenenue Ha ToOpamuimH e (0,26 1/kg npu xopa. Ceb

TOOPAMMITHH C JOBEIIKHTE TUIA3MEHHTE MPOTEHHH € HHUCKO oA 10%.
ObeMbT Ha pasnipencaeHue Ha TEKCAMETa30H B CTAHOHAPHO cheTonkKe € 0,58
HHTPABEHO3HO MpHiIOkenne. CBEP3BaHETO C [TA3MEHKMTE POTEHHH Ha JeKCaM
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buotpancdopmaina

ToGpamuiyn He ce MeTaGoTM3Mpa, HOKATO AEKCAMETA30H ¢& MeTabONH3NPa OCHOBHO 10
6 GeTa-XUIPOKCHAEKCAMETA30H H 10 MHHUMAITHH KOJIHYECTBA 6-
Bera-XHIPOKCH-20-IMXHAPOAEKCAMETA3OH.

Enums aHe

TobpaMHITHH ce eKCKpeTHpa OBP30 H EKCTEH3HBHO ¢ YPHHATA 9pes3 IVIOMEpYIIHA (GHITpaiys, OCHOBHO
K4TO HETPOMEHEHO JIeKapcTBO. CHCTEMHMAT KIHPBHC Ha ToGpaMuiH € 1,43 + 0,34 ml/min/kg npu
TIALHEHTH ¢ HOPMAJTHO TEJIECHO TEIO il HHTPABEHOZHO NPHIIOKEHHE H CHCTEMHHAT KITHPBHC
HAMAUISBA MPOTOPUHOHATHO Ha 6bOpeuHaTa GyrxiuA. [TomyKMBOTET Ha TOOPAMHLIEH €
npHbMzUTENHO 2 Yaca.

CHCTEeMHHAT KITHPBHC HAa [EKCAMETA30H CJied MHTpaBeHO3HO npwioxente e 0,125 Vhr/kg xaro 2,6%
OT NMPHJIOXKEHATA 4034 C€ OTKPHBA KATO HEIIPOMEHEHO JISKapeTBO, & 70% OT npunoXkeHara 103a ce
OTKPHBA KaTo MeTabouTH. [TomykHBOTET ce chobiasa, ye ¢ 3 10 4 uaca, HO € YCTAHOBEHO, 4e €
MAJIKO no-AbJIBT IIPH MEXeTe. Ta3n HalimogasaHa pasiiiKa He Ce MPHITACEA HA IPOMEHH B CHCTEMHUS
KIHPBHC Ha AEKCAMETA30H, a Ha PasjIHKHTe B obeMa Ha pasTpeAencHue U TeJIeCHOTO TETNo.

Junetinoct/HennetocT

He e uscnearana ouHATA WM CHCTEMHATA EKCNO3HIMS HE TOGPAMULIMH Clel JIOKANIHO OYHO
NPAJIOXKEHHE NMPH HAPACTBALIM KOHLESHTPALN Ha [IPHIOKEHaTa fo3a. [fopany Tasu npHauHa
NUHEHHOCTTA HA EKCHO3HIMATA IPH JOKATHO O4YHO NPHIOKEHHE He MOxe 1a ce ycTaHoBH. CpeaHaTa
Cmax Ha ieKCAMETA30H TIPH JIOKAJHO OYHO NPHIIOKEHHE Ha J03a ¢ koHuentpauus 0,033% ¢ 0,3%
ToGpamMuIHH € no-HucKa ot Ta3d npd TOBPAJIEKC, xaro croiiHocrra e npubnusurenso 25 ng/ml, Ho
TOBA NOHIDKEHHE HE € NPONOPUHOHANHO HA JI034Ta.

Bpuaka(u) dapMakokuHeTHKA-DapMaKoIMHAMHKS

He ¢ ycranosena cienndvma Bpbaka $papmaxokmneraka-papmakomunamuka npu TOBPAJIEKC. B
HyO/THKyBaHHTe POYIBAHHA IPH KHBOTHH ASKCAMETA30H JEMOHCTPHPA JO30HE3aBHCHMA
(apMaKOKHHETHKA.

Tly6nuxypanHTe IPOYYBAHNS i# Vitro U in vivo NIOKA3BAT, Ye TOGPAMHIMH NPOABABA VITRDKEH
NOCTAHTHOHOTHYEH €EKT, KOHTO eeKTHBHO MOTHCKA HAKTEPHATHMA PACTEXK BHIPSKH HACKATA
CepYMHa KOHHEeHTpalHA, IIpoyyBaHnsTa IPH CHCTEMHO NPHIMKEHHE Ha TOOpaMHIIMH CBOGIIABAT 32 T10-
BHCOKA MAKCHMAJIHA KOHUSHTPALHSA NPH €JHOKPATHO JHEBHO IPHIOYKEHHE B CPABHEHHE C
TEPANIEBTHYHHTE CXEMH ¢ MHOT'OKPAaTHO AHEBHO MpiiokeHHe. ChlIeCTBYBalIATe KbM MOMEHTa
AOKA3ATeNICTBA PEANIONAarar, 4e CHCTEMHOTO PHIOKEHHE BEIHBXK JHEBHO € CHIIO TONKOBA ePHKACHO,
KOJIKOTO H MHOTOKPATHOTO JAHEBHO NpwioxkeHue. TobpaMALMH MPUTEXABA 3ABHCHMA OT
KOHLIEHTPALMATa AHTHMHKPOOHA aKTHBHOCT M TIO-TOMAMA €(pHKACHOCT ¢ HApACTBaHE HA HHBATA HA
aHTHOHOTHKA Hajl MIC i MuHuManHara GaktepuimaHa korenTparmd (MBC).

CrenyanHy NOMyJTalHK

Heduampuuna nonyrayua

AMHHOTTTHKO3HIHTE, BIJIFOYHTEIHO TOOPAMMIIHH 32 IOKATHO OYHO NPWIOHKEHHUE, CE H3TION3BAT YECTO
IpH A¢na, 6ebeTa M HOBOPOJEGHH 3a IeYEHHE HA Cepro3HH | paM-oTpHLATeNHY HHEKIHH.
Knutirrnara dapMakonoris Ha To0paMHIMH IIPH ASLA € OTIMCAHA CIIEA CHCTEMHO IPHIOKEHHE.
DapMaKkOKHHETHKATA HA AEKCAMETa30H NPH NEAMATPHYHH MALHMECHTH He Ce Pa3IHJYapa OT TasH NMpH
BB3PACTHH CAE] MHTPABCHO3HO NPWIOKEHHE,

Hayuenmu s cmapuecka ev3pacm (na u Had 65 200unu)
Hsama mpomsana BBE (JapMaKOKHHETHKATA Ha Toﬁpamnuuﬂ IIPH NalHeHTH B CTapyecka

BBH3pPACcTTa H IUIA3MCHATA KOHLUCHTPAMA HA IEXCAMETA30H Ciell IIepopanHo IPHNO;
ACKCAMCTA30H.

11



Bvbpeuno yepexcoane
He ca mpoyusanu $apMakokMHETHKATE HA TOOPAMHLH WIH JEKCAMETA3O0H Ciie] PUIOKEHHE Ha
TOBPAJIEKC B Tazu naisenTcKa MOy Al

Yeproopobuo yepexcoare
He ca npoyusanu papMaKOKHHETHKUTE HA TOOPAMHLMH WIH JEKCAMETa30H CIISH TIPIIOKEHHIE Ha
TOBPAJIEKC ® Ta3k naupentcka nmomynaums.

5.3 IlpexxamEEuNHK JanHH 32 Ge3omacHOCT

HexmnpMaHuTe [aHkK He MOKA3BaT 0COOEH PHCK 33 XOPA OT HAaraHe Ha TOOpaMHLHE M4 [IEKCaMeTa30H
pe3 JIOKATHO OYHO NPWIOKEHHEe Ha 6a3aTa Ha NPOyYBaHUA 32 TOKCHYHOCT NPH MHOTOKPATHO TPHIIAraHe
M TeHOTOKCHYHOCT. HAMa HAMAYHH [poyYBaHHA ¢ IEKCAMETA30H 33 KAHLIGPOreHeH noreHnMan. B exxo 2-
POAMIIHG NPOYYBAHE HA HHXA/TATOPHO NPHICKeHHe Ha TOOPAMHLIMH NPH ILTEX0BE, HE ¢a HAOMOAaBaHH
KaHIeporeHHH eeKTH 10 Hali-BHCOKaTa 103a oT 25,7 mg/kg AHEBHO, CHOTBETCTRAMA Ha 10 |4 mETH
MaKCHMAaTHATaA NPEHOPhYBAHA 1032 NPH Y0BEK, Oa3upana Ha BSA. 3a nHdopmaliia OTHOCHO
NpOYYBaHUSATA 33 TOKCHYHOCT BEPXY Pa3BHTHETO BIDKTE T. 4.6.

B craHzapTHH HpoyvBaHHd Ha QepTHIMTETA, NOAKOKHOTO NpuwiokeHue Ha Ao 100 mg/kg anerHo
TOOpaMHLIHH, He € YBPEAIO (hEpPTHIHTETA PH IUTEXOBE, KOETO CHOTBETCTRA HA 56 HBTH
MaKCHMATHATA IIPENIOPLYBAHA 1034 TIPH YOBEK BE3 0cHOoBa Ha BSA. He ca npoBeXJaHH CTaAHJapTHH
Npoy4BaHKA Ha (epTHIIMTETA C JeKcaMeTa3oH. B eHo HecTaHmApTHO NPOYYBAHE, JEKCAMETA30H &
3aCHIIHI epTHANTETA MPH HHKEKTAPAH ¢ FOHANOTPOIHE HE3PAT MOJIEN Ha TUTEX.

Hannu npu sxcueomnu

EKCAMETA30H
B npoy4Banua Ha emGpuo-(heTanHOTO passuTHE, JEKCAMETAa30H € OWiT TepaToreHeH NPH MHIIKH K
3aHITH CIIE]T TOKAMHO O9HO mpriokeHHe. GeTanHu MangopMaid, 3abaBeH pacTex Ha Iiofia M
YBeTHYCHHE Ha CMBPTHOCTTA ¢a HaG/I0AaBaHy (1P MHLIKH, T'bXOBE H 3aifiH IIPH TOKCHYHH 32
MaiKaTa JO3H Clel CHCTEMHO NpIWIokeHKe (IEPOPanHo, NOAKOKHO H HHTPaMyCKYJIHO) B TIEPHOZIA Ha
opraHoresesa. O6ImoTO HHEBO, NpH KOETo He ¢ce Habmonara edekT (no-observed-effect level, NOEL)
Ha TOKCHYHOCT BbPXY Pa3BHTHETO, € TIOIYYCHO OT MPOYYRaHe ¢ MEPOPATHO NPUIOKEHHE MPH MIBX0BE
H ce Gasupa Ha emOproTokcHanoct (0,01 mg/kg mueBro). ToBa CHOTBETCTEA HA NMO-MAJIKO OT | BT
MaKCHMAalIHATAa NPenophLYBaHa 03a APH Y0BeEK, OasupaHa Ha BSA.

Tobpamuunn

B npoyuranng Ha eMGpHO-heTansoTo pasBATHE NPH TEXOBE H 3aiiH, Ha GpEMEHHATE JKHBOTHH €
TpHIAraH NOAKOXHO ToOpaMHIAH NIpe3 IIepHoa Ha OpraHoTeHesaTa B 103 a0 100 4 ceoTBeTHO 10
40 mg/kg maesHo. EMOpHO-(eTANHa TOKCHYHOCT He € Bh3HUKHAJIA NpH HUTO eIHH OT BHOBETE N0
MAaKCHMAJIHATA TECTBaHA 034, CHOTEETCTRAIA HA 56 M CBOTBETHO 45 MBTH MAKCHMAIIHATA
MpenopbuBaHa 1032 MpH YoBek, Oaznpana Ha BSA,

B npoyusanus Ha nepH- M HOCTHATAIHOTO Pa3BHTHE [IPH IUTHXOBE, NOJKOXKHOTO MPHICKEHHE Ha 10
100 mg/kg nxeBHO TOGpaMHIMH Npe3 pasHa GPEMEHHOCT H B NIEPHOJIA Ha KbPMEHE, HE Ce € OTPasHIIo
HETAaTHBHO Ha MHJEKCA 3a (PEPTIVIHTET, HHAEKCA 38 FeCTAlMOHHA NPEKUBIEMOCT, 6pod Ha JKHBOTHHTE
B KOTHJIOTO, pasipefe]IeHHETO MEX Y NONIOBETE, HHAEKCA 3& OLC/IBAHe Ha MOTOMCTBOTO NOCTIAPTYM
HJIY Ha TETNO0TO Ha MOTOMCTBOTO. CHLOTHOMIEHHETO Ha Hali-BUCOKATa TECTRAaHA 1038 KM
MaKCHMAITHATa MpeNopbLYBAHa O34 IIPH “0BeK € 56 Bb3 ocHoBa Ha BSA.

6. ©®APMAIEBTHYHH JAHHHU
6.1 Concbk B2 NIOMOIHATE BeMECTBA

benzankonues xiuopun

JHHATpHEB efeTaT

Harpues xnopun

Harpnes cyndar, 6e3somen (E514)
Tunoxcamon
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XHAPOKCHETHILETY 038

CsipHa KHCelTMHA WHIIH HaTpHeB XHApokcHy (3a kopexuuA ha pH)
Tlpeuucrena rona

6.2 HechLBMECTHMOCTH

Henpunoxumo.

6.3 Cpox na roanocr

2 ToAMHH,

Ja ne ce M3INoMmBa TOBEYE OT 4 CeMUALH CIe) ITHPBOTO OTBAPAHE.
6.4 Chnenuanss ycJI0BEA BA CLXpaAHEHAE

Ha ce cexpanara mox 25°C.

Ja He ce 3ampa3zspa.

Jia ce ChxpaHsABa B H3NPABEHO NOJIOKEHHE, -

Jla ce CbXpaHABa B TUTHTHO 3aTBOPEHA ONEKOBKA.

6.5 Baau chpabpXkanne HA ONAKOBKATA

IInacrmacosa GyTika ¢ ammikatop-kankomep (or LDPE) 1 nonHnpomuieHoBa Kanadka Ha BUHT CBC
3ANTATEH MPECTEH.

Kapronena kytus, ceappxama 1 6yranka ot 5 ml,

6.6 CoenmajHH NpeANa3HU MEPKH NpPH H3XBLpAnHEE H pafora

Hsama cnenmaniy H3HCKBaHuA.

Heuzrion3paHusT 1€KapCTBEH NPOAYKT HWIH OTHaABYHHTE MATEPHAITH OT Hero Tpalea 4a ce H3XBBPIIAT
B CBOTBETCTBHE C MECTHHTE H3HCKBAHHS.

7.  NIPHTEXATEJ HA PAPENIEHUETO 3A YIIOTPEBA

Novartis Pharma GmbH

Roonstrasse 25

90429 Nuernberg

T'epmanun

8. HOMEP(A) HA PABPEMIEHUETO 3A YIIOTPEBA

11-17804/09.05.2012
Per. Ne 9600064

9. JATA HA ITBPBOTO PA3SPEIIABAHE/TIOIHOBABAHE HA PA3PE
YIIOTPEBA

Hara Ha mepBo paspeinasane: 10 anpun 1996 r.
Jara Ha nocTreAHo moAHoBgBaHe: 09 Maii 2012 r.




10. JATA HA AKTYAJH3HPAHE HA TEKCTA
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