KPATKA XAPAKTEPACTHKA HA IIPOAYKTA



1. HME HA JEKAPCTBEHUA ITPOJAYKT
To6pamuuin Bua papma 300 mg/5 ml pasteop 3a HeGynH3arop
Tobramycin Via pharma 300 mg / 5 ml nebuliser solution

2. KAYECTBEH H KONTHYECTBEH CbCTAB

Beaka eAMHAYHA J03a aMmyAa oT S ml ceaepka 300 mg robpaMuniH (tobramycin).
34 MBIHUA CNKCHK Ha NOMOIIHKTE BEIIECTRA BHXKTE TouKa 6.1.

pCTBATA |
3. JIEKAPCTBEHA ®OPMA msnaniﬁTF.nH}\ AFEHI::::P; nniﬁieuue 1
Kparmia xpaKMepUCIuK HA
PastBop 3a HeGynu3aTop. Cao ?3 ..............................
BucTbp, 61en0xbiT pasteop 6e3 BUAMMH YaCTHLY. KoM Paz. No -T2 6 /(7 /7 /L7 % J‘ 6 d? 8
4. KJIAHAYHA JAHHH PagpouisHe Mo ol T nm
4.1 TepaneBTHIAA NOKAIAHAS Muehk .

Tobpamuuyn Bua dpapma € nokazas 3a NpoOARDKUTETHO JICUCHHE HA XpOHHIHA GenoxapobHa
undeKHs, npuIHHeHa oT Pseudomonas aeruginosa Npy NaUMeHTH ¢ KicTosHa ¢ubposa (KO) Ha
BB3pacT 6 H moBeve rOJHHA.

Tps6Ba fa ce nMa MpeaBUA OPHIMATHOTO PHKOBOLCTBO 32 IPaBUIHA YNOTpeOa Ha AHTMOAKTEPHAIHH
CpeacTBa.

4.2 Jo3HpoBKa R HAYHH Ra NPHJICGKEHNE

O3HPOBKA

[MpenopruHTENHATA J03a 32 BE3PACTHH H ACLla € ¢/THA aMITysia JBa METH JHEBHO B IPOXBIKEHHE HA
28 nuu. J{o3oBusT HHTEpBan TpAGBa Aa € BE3MOXHO Hal-0)iu35K 1o 12 yaca 1 He MO-MAIbK OT 6 Jaca.
Cnes 28-nHeBeH Kype Ha NeYeHue NALMEHTHTE TpAORA J1a MpeKBCHaT TepanuaTa ¢ Tobpamunuy Bua
dapma 3a cneasamure 28 tHu. TpaGea fa ce NOLTBPKA HKBT OT 28 JAHH HA akTHBHA TEPanHA H

28 AHH MOYHBKA OT JIGYECHHETO.

Jozara He ce onpeaens B3 OCHOBA HA TENECHOTO Ter10. Bexuky nalHenTH TpabBa 1a npueMar 1o
enna ammyna ToGpamunin Bua dapma (300 mg TobpamMuusy) 18a TETH THEBHO.

Jleuenuero TpabRa Aa GBAE 3AMIOYHATO OT JIEKAP ¢ OTIUT B JIEHESHUETO Ha KHCTO3Ha GHOpO3a.

TTpONBIDKHTENHOCT Ha JIe4eHHETO

Jleuennero ¢ Tobpamuuus Bria dapma TpaOea na Mpoas/LKH HA MMKAHYEH TIPHHLMI, NOKATO EKapaT
CYHUTA, Y€ NIALHEHTHT MMA KITHHHYHA N0N3a oT BkmoueaHeTo Ha ToGpaMuumy Bua dgapma B
TEpANeBTHYHATA CXeMa. AKO HMa JaHHH 33 KTHHHYHO BIIOIIaBae Ha GenoapobHud ctatyc, Tpabea ja
ce oOMMCIIH AOMBITHUTENHA WITH ATTEPHATHBHA AHTHIICEBJOMOHACHa Tepanus, KnuHHuHHTe
NpOy4BaHKA NOKA3BAT, Ye HANHYMETO Ha MUKPOGHOIOTHYEH AOKIAN, IOKA3BANL in VilFo JiekapCTBeHa
PE3UCTEHTHOCT, HE M3KITIOURA HENPEMEHHO KIHHHUHA 034 33 TALHEHTA.

CrensaTHy normyNanumu

HauueHTH B cTapYecka Bh3pacT (2 65 roaunn)
Jlunceat mocTaTBhHMHO JAHHH NPH TA3H NOMYJALAA B IOAKPENa Ha IPENopbhKa 3a WM TpOT,
KOpeKIHA Ha 03aTa.

INammenTH ¢ OE6peyHO YEpeXkAaHe
Jlunceart JaHHK MPw Ta3W NOyJIAlEA B NOJKPEna Ha NPenopska 3a WiH IPOTHB KO

Ha To6pamuuin Bua dapma. Moo, Biokre H HHGOPMALHATA 38 HEQPOTOKCHYHOCT B
HHBOPMAIUATA 34 €KCKPELMA B Touka 5.2. “Ilayuenmu ¢ weprodpobro yepexcoane ",



He ca npoBexaanu Npoy4BaHHA NPH NaUKMEHTH ¢ YepHonpobHo yepexaane. Toif kaTo ToOpaMULH He
c€ MeTabONH3HPa, He Ce 0YaKBa epeKT Ha YEPHOAPOOHOTO YBpEKIaHe BbPXY €KCNO3HIMATA Ha
TOOpaMHLHH,

TManpeHTH ciea opraHHa TpaHCILIAHTANMA
He chiiecTByBaT AOCTATHYHO JAHHH 3a ynoTpebGaTa Ha ToGpamuwmun Bra gapMa npu NauMeHTH clex
opram-[a TPaHCIUIaHTalHA.

Heduampuuna nonynayus

BesonacHocTTa B eukacHocTTa Ha To6paMHuun Bua dapma npu aeua Ha BB3pacT 0o § TOAMHY BCe
olme He ¢a ycraHopenu. HamHunuTe NOHACTOAIIEM AAHHM ¢A ONMCAHH B TOYKa 5.1, HO npenopeka 3a
IO3MPOBKATA HE MOYKE 113 ObIe JadeHa.

HayuH Ha DpHICKCHHE

TobpamuuuH Via Pharma ce qocraea 3a ynorpeba upes HHXanauus U HE € 3a NapSHTEPANHO
NPHIOKEHHE,

Coapp:kaHHeTo Ha exHa amnyna TpsOBa a ce H3Upa3HH B HeOynH3aTOpa ¥ CE HPHIara upes
HHXANALHA C MPOIBDKHTEHOCT OKOMIO |5 MEHYTH ¢ OMOMITA HA phyeH HeOynM3aTop 3a
MHorokpaTHa ynorpeba PARI LC PLUS, ¢ noaxonaw kommpecop. [oJXoaduy KOMIpecopH ¢a Te3H,
KOMTO TIPH CEBp3sate ¢ neGynuzatopa PARI LC Plus aasar cxopoct Ha cTpysta o1 4-6 I/min wwiu
obparro Hamarane ot 110-217 kPa. TpsGea na ce cna3Bar yKasaHHATA Ha MPOM3BOAMTENH 32
NOAAPEAKA H YoTpeda Ha HeOynu3aTopa W KOMIpecopa.

Tobpamuumn Bua dapMa ce HHXxanupa B CeIHAIO WIH H3IIPABEHO MONOKEHHE Ha NALHEHTa IPH
HOPMAITHO BRHIIBAHE 4YPe3 MYHALIYKa Ha HeOynu3aTopa. 3aiylBaHETO HA HOCA MOXKE Aa MOMOTHE Ha
MALHENTA 1a TUIna npes yerara. [TanuenTsT Tpabsa na NPOABLIKH CTAHNAPTHATE CXeMa Ha
{pu3HOTEpAnKd Ha rpbaHuA komw. [IpunoxkeHHeTO HA MOAXOAAM OPOHXOANIATATOPH Tpadea na ce
MPONBIDKH, JOKATO € KIHHHYHO Heobxogumo. Korato nanueHTHTE MONY4aBAT HAKOIKO Pa3siniHH
pecMPaTOPHHA TEPANHH € NPEMOPBHYHTESIHO T€ Ja ¢ NPHSMAaT B CIIeAHATa MOoCIenoBaTENHOCT.
6ponxonunaTaTop, Gu3MoTEpanig HA FPBAHKA KOLLE, IPYTY HHXAJATOPHH JEKApCTBEHH NMPOJYKTH H
Hakpas Tob6pamuumH Bua gapma.

MaxkcaMana nonocamMa AHEBHA 1033
MaxkcemanHaTa noHocHMa JHeBHa a03a Tobpamuumy Bua dapma He ¢ onpeaeneHa.

4.3 TIIpoTHBOIOKA3AHHA

CRpPBXYYBCTBHTENHOCT KM aKTHEHOTO(HTE) BellecTBO(a), KbM HAKOH aMHHOTIIHKO3HI KITH KbM
HAKOE OT [IOMOLIHHTE BEILECTBA, H30POeHH B TOUKa 6.1.

44 Cuenransy npexynpexkacHas H NpeJNa3HH MePKH NPH YRoTpeba

O0um npenynpexacHus
3a uHGopMaLma npH 6peMEHHOCT H KbPMEHE BIDKTE Touka 4.6.

TobpamuiniH Bua dapma Tpabea na ce u3noa3sa ¢ NOBHILICHO BHUMAHHE NPH NAUHEHTH ¢ U3BECTHA
WIH N003HpaHa Gu0peyHa, cllyxoBa, BeCTHOYIapHa HITH HEPBHO-MYCKY/HA JHCHYHKUMS Ml ¢ TEXKA
(opmMa Ha aKTHBHA X€MONTH3a.

MoHHTOpHpaHe Ha CEPYMHHTE KOHUEHTPALIMA Ha TOOpaMULIH
IIp# NarHeHTH ¢ H3BECTHA KM NO03MpaHa CTyx0Ba win GbGpeuna quchYHKIMA € Heob

NpOCNeAIBAHE HAa CEPYMHHTE KOHLEHTPAUHH Ha TOOpaMHUWH. AKO P MAIMEHT, NOay4
Tobpamuin Bua dapma, Bh3HHKHE OTO- HITH HE(PPOTOKCHYHOCT, TepartHATa ¢ Tobpamu
e MPEKPaTH NOKATO CepyMHATa KOHLCHTpalMA cnanase moa 2 pg/ml.



CepyMHHTE KOHIEHTpaLMA Ha ToOpaMHUUMH TpA0Ba Ja ¢e MpOCNeAABAT MPH TTALMECHTH, TTOyHaBalln
CBITETCTRAIIA TEpAMHA ¢ MAPEHTEPATHA AaMUHOITHKO3KAM (MM JPYTH JIEKApPCTBa, KOMTO MOrar 1a
nosnuast 6u6peuHara ekckpeuus). Te3n naunenTd TpAGBa Aa ce NpOCIENABAT CNOPE KIHHHYHATA
HEOOXOAMMOCT.

CepyMHaTa KOHLIEHTPALMS Ha TOGPAMHUIH TPAGBa [Ia ce NMPOCIEAIBa camMo 4pe3 KpbaHa npoba, BieTa
OT BEH4d, 4 HE OT NPBCTa, KOeTo € HepastHaupad Metol. Habmoaaeano e, ye 3aMBpCABaHETO Ha KOKATA
Ha NPBCTHTE OT MOArCTOBKATA M IMyIBEPH3HPAHETO HA TOOpaMHIMH MOXE Ja JOBEAE 10 damumeo
TIOBHILICHH CepyMHH HHMBA Ha nekapeTsoro. Toea 3aMbpCsBale HE MOXKE A ce OTCTPaHd HalbaHO upe3
M3MHBAHE Ha PBUETE MPeM HACTEeIBaHETO.

Bponxociaszem
BbpoHxocnasem MOXKE Aa ¢e MOABH IIPH HHXATHPAHE HA NEKAPCTBCHH NMPOAYKTH H HMa CHOOHLICHHS 32

BpoHXoCIa3bM NpH yroTpeba Ha HeOynusupan Tobpamuums. ITbpara nosa ToGpampuyH Bua dapma
TpaGBa ga ce NpuaoKK oA HabllofeHHe Ha Nexap, clie/l H3NoN3BaHe Ha OpOHXOIHNATATOD, AKO TOBA
€ 4acT OT TEKYLIATA CXeMa Ha JedeHHe 3a nauueHTa. PEQ; Tpabsa na ce M3MepRa NpeIH H Clex
HeOynm3atma. AKO MpH NMALMEHT, KOHTO He MoTy4daBa OPoHXO/AHIIATaTOp, HMA JaHHH 33 HHAYIHpaH OT
TepanuaTa 6pOHXOCTA3EM H3CIICABAHETO TPAORA /1a CE MOBTOPH NMPH OTASAHO NMOCELICHHE,
npunaraiikyu Sponxoannatarop. Hatuuke Ha GPOHXOCHA3BM B IPHCHCTBHETO HA GPOHXOANIATHPAIIA
TepanHs MoXe Jia MPUYHHH AlepriudHa peakims. [IpH chbMHEHHE 3a ANepPrUYHa PeaKkitni,
npaiokenreTo Ha ToGpamuumun Bua dapma Tpabsa ia ce npekpary. BporxocnasmeT, Tpabea 1a ce
NIeKyBa CTIOpeH KIHHHYHATA HEOOXOMHMOCT.

HepBHOMYCKYJIHH HADYIIEHHA
ToGpamuumn Bua ¢apma TpaGpa a ce M3noII3Ba ¢ TIOBHLIEHO BHHMaHHE NPH NAlHEHTH C

HePBHOMYCKYJIHH HapyIIeHHs, HANPUMED TaPKMHCOHH3bM HIH APYTH ChCTOAHHA, XapaKTepU3npaLiy
ce ¢ MHACTEHHSA, BKJIIOUYATENHO MUACTEHHA TPABMC, THi KATO aMHHOTTIMKO3HAWTE MOTaT J1a Biowar
MYCKYJIHATa ciaboCT BCECTBHE HA MOTEHLMAIEH Kypape-Mofio0eH edexT BLpXy HEPBHOMYCKY/HATa
hyHKIHA.

HedporokcHunocT

BunpekH ye HepOTOKCHYHOCTTA € O1ta CBbp3aHa C MapacHTEPAIHATa AMHHOITIHKO3HAHA TEpanus,
HAMA JAHHH 33 He(POTOKCHYHOCT MO BpeMe Ha KJHHHYHH H3IMTBAHHS ¢ HHXAIATOPEH TOOpaMHLIMH.
IpoaykThT TpAdBa Ja ce U3MON3BA © MOBHINCHO BHUMAHKE NPH NAUHEHTH ¢ H3BECTHA HITH
noposupana 616peuna AMCHYHKUMA H CEPYMHHTE KOHUEHTPALME Ha TOSpaMHLIMH Tps6Ba [a ce
MoHHTOpHpar. [lalMenTH ¢ Texko 6b0peuno yBpeskaaHe, T.€., CTOHHOCTH Ha CepyMHHA KPEaTHHHH
> 2 mg/dl (176,8 pmol/1), e ca 61nu BKIIOYEHH B KIHHHYHHTE NIPOYYIBAHHI.

CrBpeMeHHaTa KJIMHMYHA NPAKTHKA MPeanonara oleHKa Ha O0peunara QyHKIMA Ha H3XOAHO HMEO.
HuBata Ha ypes H KpeaTHHHH TpAOBa Ja ce MPEOLCHAT cnel BCEKH 6 IMLIHH UHKBJIA Ha Tepanusa ¢
Tobpamuniun Bua tdapma (180-aHeBHa aMMHOTHKO3HAHA TEPAaNu).

Buxre cbmo "MOHHTOpHpaHe Ha CEPYMHHMTE KOHLIEHTpaLMH Ha To6paMHLMA" NOo-rope.

OTOTOKCHYHOCT
Ilpu napexTepankHTe AMHHOITHKO3ZHAN HMa ChOOIIEHHA 38 OTOTOKCHYHOCT, NPOSRABAINA CC KATO
CYXOBa H BecTHOYNapHA TOKCH4HOCT. BecTHDyIapHaTa TOKCHYHOCT MOJKE J1a C€ MPOABH ChC
CBETOBBPTEX, ATAKCHA HITH 3aMafHOCT. OTOTOKCHYHOCT, M3MEPEHA upe3 OTUIAKBAHMATA OT 3aryba Ha
CciyXa WIH 4pe3 ayAHOMETPHYHHTE OLIEHKH, He € HACTHILIIA TIPH Tepanud ¢ HeOynH3HpaH
TOOpaMHLHH No BpeMe HA KOHTPOMHPaHH KIMHHYHH Npoy4eanHs. B oreopeHH Npoy4BaHHs H ONMKTa
cleA ITYCKAHETO HA Ma3apa, HAKOH MAlUWEHTH ¢ aHaMHe3a 33 NPOALLKHTE/HA NPEAX0AHa HilH
CHITBTCTBAINA YNOTpea Ha HHTPABEHO3HM AMMHOTIMKOZHAM Ca H3MHTAIH 3aryda Ha cnyxa.
[NaumeHTHTE Che 3ary6a Ha CITyXa 4ecTo chobIuaBar 3a myM B yilure. Jlekapure Tpabea 1a B3emar
107 BHUMAHKE MOTEHLMAIA HA AMHHOTIHKO3HAKTE Aa IPHYMHABAT BecTHOYnapHa M KoXJiea
TOKCHYHOCT H Ja NPOBENaT HeOOXOAHMHTE OLEHKH Ha CIYXOBaTa QyHKLMA M0 BpEME H
Tobpamuunn Bua dapma . [1pu manyedTH, NpH KOUTO CBIIECTBYBa PHCK OT Mpeapas
NopajH NPeIxoAAAINA IPONBIDKUTENHA CHCTEMHA Tepanis ¢ aMHHOMTTHKOIHIH, MO:
na ce 0GMHCITH 2y JHOIOTHYHA OLCHKA NPeJH 3anovsake Ha TepamuaTa ¢ ToOpamu
IlosieaTa Ha THHHUTYC Hajlara TOBHLIEHO BHUMaHKWe, Thil KaTo To# € npeaynpeauTesn
OTOTOKCHYHOCT.




ToGpamurn Bua dapma Tps6Ba 1a ce MpeANncsa ¢ NOBULUECHO BHUMAHHE NPH NAUMCHTH € H3BECTHA
WJTH TIONO3HpaHa CITyX0Ba WM BecTHOynapHa aHcQyHkums. JiekapuTe TpaGBa na o6MECAAT
AyIHONIOrHHA OLIEHKA 38 TALHENTH, KOHTO MTOKA3BaT NPH3HAIIM HA WA €2 C TIOBHILEH PHCK OT
ciyxopa auchyHKuMA.

AKO JaneH NANHEHT choOmABa 32 THHHTYC WM 3aryda Ha CliyXa 1o BPEME Ha TepanHi ¢
aMHHOTJTMKO3HK, JIEKApAT TPAGBa 18 0OMUC/TM HACOYBAHETO MY 3a ayAHOAOIHIHA OLCHKA.
[TaLMeHTH, NOMyYABaILKM CHITETCTBANIA TEPANnA ¢ NapacHTePATHA aMHHOTTHKO3HH, TpsabBa na ce
NPOCIEAABAT CTIOPE/ KITMHU4HATA HEOGXOAMMOCT, KATO CE OT4HTA PHCKBT OT KyMY/aTHBHA
TOKCHYHOCT.

BuxTe ¢biio "MoHHTOpHpaHe Ha CEPYMHHTE KOHUEHTPALMU HA TOOpaMHLMH" NO-rope.

XeMonTH3a

HuxanupaHeto Ha HeOYIH3HPAHK Pa3TBOPH MOXe 1a NPEAM3BHKA KalUTHICH pedrexc.
Tpunoxenvero Ha TobpamuiuH Bua dapMa NpH NauMeHTA ¢ AKTMBHA, TEHKA XCMOITTH3A Tpabea aa
Ce M3BHPIIIBA CAMO AKO C@ CUMTA, 4 MOJ3HTE OT JIeYEHHETO HABUIIABAT PHCKOBETS OT HHAYLHMPAHe
Ha AOMMBIHHTENEH KPEBOH3IHB.

MuKpoOHa pE3NCTCHTHOCT
BezonacHocTTa M €)HKAaCHOCTTA HE ¢a NPOYYEHH MPH NaLHEHTH, KOJIOHH3HpaHH C Burkholderia

cepacia.

B KJIMHHYHH NPOYYBAHAA HAKOH TIALMEHTH HA Teparus ¢ HeGYIH3HPaH TOGpaMMLIMH NOKa3BaT
yBE/IHYEHHE Ha AMUHOMTHKOIHAHHTE MHHHMAIHH HHXHOMPANIH KOHLEHTPALUMUH KBM H30IATHTE Ha P,
@eruginosa, KOMTO ca acnenpanu. [Ipn NaUMeHTH, eKyBany ¢ HeOyTH3upaH TOOpaMHIHH,
CBILECTBYBA TEOPETHYEH PHCK OT Pa3BHTHE Ha Pe3UCTCHTHH KbM HHTPABEHO3HHA TOOpaMHUAH
n3onatH Ha P. aeruginosa (Bx. 3.1).

45 BaammoaelcTBHE ¢ IPYrH JeXAPCTBEHA NPOIYKTH | APYra Gopme HA B3aHMOAEHCTBHE
He ca nposexasy IpoyuBaHHA 3a B3aUMO/eicTREATa ¢ TOGpaMHITME Bua ¢apma.

B xIMBMYHH IPOYYBAHMS, NAUMEHTH, IPHEMAILH HEOYM3KUPaH TOOPaMHLIHH €AHOBPEMEHHO C
IOpHa3a apa, P-aroHMCTH, HHXANATOPHH KOPTAKOCTEPOHAH H APYTH NEPOPANH#A WA NapeHTePaHlt
AHTHOCERIOMOHACHH aHTUOHOTMLIM, TIOKa3BaT NPOoQIIH Ha HEXKSTIAaHH CcEOMTHA, N0N0GHA HA TE3H NpH

KOHTPOJIHATA rPyTa.

EAHOBpEMEHHOTO M/HITH NOCAEA0BATENHO IPUIOKEHHE HA To6pamuiiH Bua ¢papma ¢ ApyTH
NEKAPCTBEHH MPOYKTH C HEBPOTOKCHYEH, HE(PPOTOKCHYEH HIH OTOTOKCHUCH noTeHuMan Tpabsa aa
ce m36area. HakoH nuypeTdiM MOraT Aa YCHIST TOKCHMYHOCTTa Ha aMHHOTTIHKOSHIIMTE Mpes npoMaHa
HA aHTHOHOTUYHATE KOHIIEHTPALMHM B CepyMa i ThKaHHUTe. TobpaMHIMH Bua ¢apma He TpaOBa Ja ce
npenara ¢IHOBPEMEHHO < PyposeMHl, ypes Wi MaHHTOL.

JIPYTH NeKapcTBEHH POIYKTH, 338 KOUTO HMa ChOOILEHNS, Ye MOBHILIABAT NOTCHUMANHATA TOKCHYHOCT
Ha [TApeHTePAIHO NPIIAraHuTe aMUHOTIMKO3UAH, BKITIOUBAT: Awmborepuii B, nedanorus,
LHKAOCTIOPHH, TAKPOIUMYC, NONUMUKCHHH (DHUCK OT MOBHILEHA He(POTOKCHHHOCT); CHEAMHEHMS Ha
mnaTHHATa (PHCK OT NOBHILEHa Hedpo- H OTOTOKCHYHOCT); aHTHXOMHHECTEPAsH, GOTY/TUHOB TOKCHH

(HEBPOMYCKYJIHH peaKLHHK).

4.6 @epTHAHTET, HPEeMEHHOCT H KhpMeHe

ToGpamuiid Bua dapma He Tpabpa aa ce H3NON3BA MO BPEME Ha GpeMEeHHOCT HIH KEPMEHE, OCBEH
KO MOJI3MTE 33 MAKKaTa HAJXBLPIAT PHCKOBETE 3a TUIoAa Witk Gebeto. o=

BbpeMeHHOCT
Hsama goctaTh4HO JaHKH OT YHoTpebara Ha TOOpaMHLIMH, PIAraH upes HHxall

#enn. [IpoyyBaHudTa NPH XKHBOTHH HE MOKA3BAT TEPATOrCHEH edext Ha ToOpaMu
BBIpeKH TOBA, SMHHOTIHKO3HANTE MOTaT /ia YBPEAAT W10/ (HalpiMep, BpOASHa



Ce JOCTHIAT BHCOXH CHCTEMHH KOHIEHTPALHWH Npu AaneHa OpemenHa xerna. Axo To6pamuuuH Bra
¢apma ce H3NON382a 110 BpeMe Ha GPEMEHHOCT MM aKO TIAIMEHTKATa 3a0peMeHee QOKaTo NpHEMa
TobSpamuums Bua dapma, Ta Tpabea aa 6nae vHdoOpMHEpPaHA 3a MOTEHLHANHHA PUCK 32 ILTONE.

Kbspmene
Cren cHcTeMHO NpUaokeRHe TOOPAMHLMHE Ce eKCKPETHpa B KbpMaTa. He e H3BecTHO nanH

npunoxeHHeTo Ha Tobpamuuun Bua ¢apma e noene 40 AOCTATEHHO BHCOKM CEPYMHH
KOHLCHTpalHK Ha TOOpaMMuMH, KOKTO &4 C€ OTKPMST B KbpMara. [lopaau noTenRuuana 3a oto- u
He(POTOKCHYHOCT PH HOBOPO/IEHH, TPAOBA Na ce B3eMe PEILEHHe JATH Ja ce MPEKPATH KbPMEHETO
HITH 12 C¢ NpeyCcTaHoBH TepanHaTa ¢ Tobpamuuun Bua dapma.

DepTrHIHTET
B nipoy'panma npu XHBOTHH He ¢ HaOMOTaRaH e)eKT BBPXY QEPTHIIHTETA MPH XKHBOTHH OT MBIKKH

HIH JKXEHCKH MO ¢/Ie]l MTOKOXKHO NMPHUIoKeHHe (BK. ToYKa 5.3).
4.7 E¢exTn Bbpxy ciocobnocTTa 33 modHpane 7 paboTa ¢ MAIIHHE

B132 ocHoBa Ha chODIIEHHTE HEXENRHH JIEKAPCTBEHM PEAKLMH Ce NPEANONIara, 4e e MaJko BEPOATHO
HebynusnpauaT ToOpaMHLEH a NpoRyLHpa eekT BrpXY crnocofrocTTa 3a wodypane 1 paboTa ¢
MAUIHHH,

4.8 Hexenann NeKapCTBEHA peaKNnuH
O6obmenae Ha npodana aa GezonacHOCT

IlpoBenennu ca jse napanenty, 24-ceMAYHY, PAaHIOMU3UPAHH, JBOHHO-CIENH, L1anebo-
KOHTPONHPaHH KJIHHAYHH Npoy4BaHKA ¢ TobpaMuiA pa3Teop 3a HeOynuaarop npu 520 naukeHTH Ha
BB3pAcT ot 6 10 63 roAMHH ¢ KrucTo3Ha Gubposa.

Haii-yecto (> 10%) choliuasaHuTe HexeNauu CLOMTHS MPH IL1aue60-KOHTPONMPaHKTE NPOYIBaHNS C
TOGpaMHINIH pa3TBOP 32 HeGYMH3ATOP Ca KAuLTHLA, GApHHTHT, MPOAYKTHBHA KAULTHLA, ACTEHHA,
PHHHT, 3ayX, nupekcns, SenonpobHo Hapylnenue, raasoboiue, Gonka B FBPIHTE, MPOMIHA B UBETa
Ha Xpa4KHTe, KPLBOXPAYCHE, RHOPEKCHA, NOHWAKEHH 0enoipoOHH (DYHKLMOHANHH NMOKA3aTENH, acTMa,
NoBpbillane, kopeMHa Gonka, AucoHHs, rajeHe U 3aryda Ha Terno.

[oeeuero crbuTHA Ce cHOGIIABAT NPU CXOAHM KM O-BHCOKH YECTOTH MPH MALUEHTH, IPHEMAILLH
mnaneto. JluchoHns H THHUTYC ca €ANHCTBCHHTE HEXETAHH IEKapCTBEHH Peakyuu, CHOSIUEHH TTPH
3HAYMTEIIHO NOBEYE NALHEHTH, ICKYBAHH ¢ TOOPAMHLMH pa3TBOP 33 HeOy/IH3aTOp; PECIICKTHBHO
(12,8% TobGpamMuimA pazTeop 3a HeGynU3aTOp cpaMo 6,5% mane6o) u (3,1% TobpaMHLIMH pa3TROp
3a Hebynm3aTop cnpaMo 0% mnaue6o). Tesn enu3onu HA THAHTYC ca GIWITH NPEXOOHH H OT3BYYaBaT
Ge3 npekbCRaHE HA TEPANHATA C TOGPaMHMLIKH pa3TBOp 33 HEOYNH3aTOP, U He ¢a BN CBbP3aHH ¢
TpaitHa 3aryba Ha cayXa npy ayAMOMeTPHYHO H3cneaBaHe. PHCKBLT OT THHHTYC He Ce € YBEIHYMIT C
NOBTapAHe Ha LMK/IMTE HA €KCMO3HLNA Ha ToOpaMUUKMH pasTBop 3a HeOyIH3aTop (BXK. Touka 4.4
OrotokcuuHOCT).

Kpatko paiokenne Ba HexeJaHATEe Peaknua B TabaugeH gopmar
B 24-cenmuuny nnaiie6o-koHTpOMpaHH NPOyYBaHHA U TEXHHTE OTBOPEHH PasLIMPEHHA 3a AKTHBHO

nevyeHue, obmio 313, 264 1 120 nauueHTH Ca 3aBLPIIAIM IEYEHHETO C TOOPaMHLIMH PA3TBOP 32
HebyM3aTop ChOTBETHO 3a 48, 72 M 96 cenMHIA.

B Tabnmua 1 € npencTaBeHa YeCTOTATA Ha HeXe/laHUTe JeKkapcTeeHu peakuue (HITP)
CIIeLlTHO JIEYCHHE, B ChOTBETCTBHE CBC CIEAHHTE KPHTEpHH: CLoOlLEHA € decToTa > 2
noy4akaiy TobpaMHIMH pa3TBOP 32 HeOynusatop, HJIP, cpewaliy ce ¢ no-BHcoKa
PaMoToO Ha JieueHHe ¢ To6paMuLHH pasTBOP 3a HeGymuzaTop U HJIP, oueHeHH xaro ¢
JeKapeTsoTOo MpH > 1% oT nanueHTHTE.



HexenaHute NEeKapcTBEHM peakildH OT KIMHHWYHH HM3MHMTBAaHAA ¢a W3OPOCHH B CHOTBETCTBHE CBbC
cucTeMo-opragiuTe Kiacose no MedDRA. B paMkuTe Ha BCEKH CHCTEMO-OpraHEH KNac HEwelaHuTe
JIEKapCTBEHH DeakiMM ca KiacHHUMpaHH MO 4YecTOTa, KaTO HAi-YyecTHTe peakldy Ca MOCOYEHH
mspBH. TIpH BCAKO rpynmHpaHe B 3aBMCHMOCT OT HeCTOTATa, HEKelJaHWTE JICKAPCTBEHM PEaKUHH ca
TIPpeACTABCHH B HM3XOJANI Pef MO OTHOLIEHHE Ha TexecTra MM. B JombiHeHue 3a BeAka HeXenaHa
JICKAPCTBEHA pPeaKUMA € MPEJOCTABEHa M CHOTBETHATA KATEropus N0 YecToTa, KATO ce H3NON3Ba
crepHata xoHBeHIHA (CIOMS IIT): muoro uwectuw (= 1/10); wectu (= 1/100 mo < 1/10); HewecTn
(= 1/1 000 no < 1/100); penxu (> 1/10 000 no < 1/1 000) Muoro penxsu (< 1/10 000),

and not known (cannot be estimated from the available data).

Tabnmuna 1 Hexenasn peaknns, cbofiIeHE 0T KIHHAYHHE HINATBARAS

Hexenann JexkapcTBeHH peaknun Kareropus na
qecToTa

PecnupaTopBE, rpbIHA B METAACTRHAJINE HAPYIICHAR

BenoapobHo Hapylenne MHoro yecTH
Punur MHoro uecTu
Hucdobsns MHoro uecti
[MpoMaAHa B BETA HA XpauKUTe MHoro necTe

Ofmu Hapywenns B epeKkTH Ha MACTOTO HA NPHICKERHEE

Hepasnonoxkenne YecTH
Hacneapannsn
Tonaxenn SenonpobH GYHKIHOHANHYM NOKA3ATENH TMHoro YeCTH

Hapymenna Ka yxoTo B JaGHpHHTA

Tunnryc hecm

Hapymemul HA MYCKY/IHO-CKeJIETHaTa CHCTeMA H CHeIHHATEIHATA ThKAH

Muanrus |‘-Iecm

Hudexnnn o nEdecTannn

Jlapunarur Yectr

Tsi kaTo B NEpHOLRA Ha JBETE OTBOPEHH PA3LIHPEHH NPOYYBatK NPONLUKHTENHOCTTA HA HANAraHe
Ha TOOpaMMIIKE Pa3TBOp 33 HeGYNH3ATOP HAPACTBA, YECTOTATA Ha MPOAYKTHBHATA KAILTHIA M Ha
noHwkeHHTe HenoapobHu PyHKIMOHAIHY MOKa3aTeNd Harexaa ce yBemuiana, oOpaTHo yecTorara
Ha aucgonns obaue Hamamsea. Karo usnio, yecToraTa Ha HexeNnaHnuTe ChOMTHA, CBBP3aHH C
u36pOeHHTE NMo-A0y cHcTeMo-opraihu kiacose (SOC) no MedDRA, HamansBa ¢ yReTH4aBaHe Ha
SKCIO3HIIMATA HA TOOPaMHIIHH Pa3TBOp 3a HeOYNM3aTOp: PeCNUPATOPHH, MPhAHE ¥ METHACTHUHAITHH
HApYIICHHSA, CTOMAIHO-YPEEHH HAPYIIeHHA | 001y HapyIeHHA H eleKTH Ha MACTOTO Ha
TIPHJIOKEHHE.

Hexenaun peaknus, NoJy4YeHH OT COOHTAHHM chobmensn

I'Ipem:'ranenme NO-A0TY CIIOHTAHHO ChOOIMIEHN HeXeTaHH JICKapCTBEHH peaktHK Ca A0KTadBaHH
IIOﬁpOBOJ'[HO H HE BHHard ¢ Bp3MOXHO HAASKIHOTO YCTAHOBSIBAHE HAa 4ECTOTATA HJIH IIp
CICICTECHATA BPb3Ka C €KCMO3HIIHATA Ha JICKAPCTBOTO.

Hapywmenns Ha yX0T0 H Jaénpunra

3ary0a na ciyxa




Hapymenns HA KOKAT2 H NOAKO0KHITA THKAH
CBpPbXIyBCTBHTEHOCT, IPYPHTYC, YPTHKapHa, o6pHB
Hapymensn Ha RepBHATA CHCTEMa

Adouns, qucreysus

PecnapaTopBH, rpsAHH H MEAHACTHHAJIHE HAPYIIEHHA
Bbponxocna3ssM, opodapunreanta Gonka

B oTBOpeHH Mpoy4BaHHA K OIHTA ClTe]] ITyCKAHETO Ha [a3apa, HAKOH MALMEHTH ¢ aHAMHe3a 3a
NPONBIMKUTENHA NPEXONHA WK eAHOBPEMEHHA YTIOTpeOa Ha MHTPABEHO3HH AMHWHOIIIHKO3MIH Ca
MpexuBen 3aryba Ha ciayxa (Bxk. Touka 4.4). JleueHuero ¢ napeHTEPaTHH AMHHOITTHKO3HAH ©
CBBP3aHO CHC CBPBXUYBCTBHTENHOCT, OTOTOKCHYHOCT H HE(pPOTOKCHYHOCT (B3K. ToUkH 4.3, 4.4).

CrollapaHe Ha NONO3ZHPAKN HEXENaHH PEaKIHK

Cro01maBaHeTo Ha NOO3HPaHH HEXENaHH PEakuMH cliel paspeiuasaHe 3a ynoTpeba Ha JIeKapCTBeHHS
NpoAYKT e BaXkHo. ToBa MozBONABA 42 NPOABDKH HabNIOAEHHETO HA CHOTHOWICHHETO MOJI3a/PHCK 34
JIeKapCTEeHAL NPOAYKT. OT MEIHLIMHCKHTE CICLMATMCTH Ce HIMCKBA Ja ChoOmasar Beska
HOZO3HpaHa HEKEJTaHa peakiys Ypes M3mbinATENnHa areHUEA 110 JeKapCTRaTa, Y. ,,Jdaman ['pyes”
Ne 8, 1303 Codus, Ten.: +359 28903417, yeGeaitr: www.bda.bg.

4.9 Tlpenosupane

INpunoxeHUETo MO HHXANATOPEH ITHT BOMAM A0 HHCKA CUCTEMHA OHOHAIHYHOCT Ha TOOpaMULIMH.
CuMNTOMHTE Ha Npeao3HpaHe Ha HeGYIM3MPAHUS PAsTBOP MOraT Aa ©¢ NMPOABABAT KATO TEXKa
NPECHIHAJIOCT.

B cnyuaii Ha HHUHAEHTHO norTbiane Ha ToGpamMuuuH Bua dapMa € MATKO BEPOATHO a BB3HHKHE
TOKCHYHOCT, ThH KaTO ToOpaMHLMH ce pesopbupa c1abo OT HHTaKTHHA CTOMAIIHO-YPEBHUS TPAKT.

B ciryyaii Ha HenpeaHaMepero npwioxkenue Ha ToOpamuuun Bua gapMa no HHTPaBeHO3CH BT,
MOTAT /2 ce MOABAT NPH3HALM K CHMITTOMH HA NAPEHTEPAJIHO NPEAO3HPAHe Ha TOOPaMHLIMH, KOHTO
BKTIOUBAT 3aMasgHOCT, THHHTYC, CBETORBPTEK, 3ary0a Ha CyXOBa OCTPOTA, PECNUPATOpeH JUCTPEC
H/HITH HEBPOMYCKYJIEH OJI0K H Ou0pedHo yBpeskaate.

Octpata TOKCHIHOCT TPAGBa Ja ce NexyBa ¢ HezabaBHo npekparaeane npieMa Ha ToSpamuimH Bua
t(papma 1 TpaGBa Na ce HaNpaBsT U3XOAHHA H3cneNBanua Ha GrOpeuHaTa GpyHKIHa. OnpenensHeTo Ha
CEPYMHHTE KOHUCHTPALIMH Ha TOOpaMHIMH Moxke Ja Obae oT nossa MPH MOHMTOPHpaHe Ha
npenosupane. B cnyuaii Ha npenosupane Tpa0Ba Ja ce MMa NpeaRHA BE3MOKHOCTTA 38 NIEKAPCTBCHH
B3aHMOJEHCTBHS C MPOMEHH B e/IMMUHKMpPadeTo Ha ToOpamuuus Bua dapma unu Ha Apyru
JEKapCTBEHH NPOIYKTH.

5. ©®APMAKOJIOTHYHH CBOMCTBA
5.1 <dapmaxkoaHHAMHYHHA CEOMcTBA

(apmakoTepalleBTHYHA Ipyna: AHTHOAKTEPHAITHY CPEICTBA 32 CHCTEMHA YNoTpeba, AMHHOIIM.
AnTbakTepranny cpencrea, ATC kon; JO1GBO1.

MexaHH3EM Ha NelcTBHE

To6pamuuuH € AMHHOMTHKO3HIeH AHTHOHOTHK, IPOAYLHpaH OT Streptomyces tenebr
JieHCTBAa OCHOBHO Ype3 HapyllaBaHe CHHTE3a Ha MPOTEHHH, KOSTO BOSH A0 NPOMEHH B
TIPONYCKITHBOCTTA HAa KIIETH4YHATA MeMOpaHa, [IPOrpecHEHO pa3pylliaBaHe Ha KIIeTEYHA



€BEHTYalHa CMEPT Ha KIeTKHTe, Herosoro GakTepHUHOHO TeHCTEHE Ce MpOABABA B KOHLUEHTPALMH,
PaBHH Ha WIH MAJIKO [10-TOJIEMH OT HHXHOHTOPHHTE KOHIIGHTPALMH.

T'pann4usBH cTOHHOCTH

Vceranoeenute rpaHHYHH CTOMHOCTH 32 YYBCTBHTCIHOCT IIPH MapeHTEPAHO NNPHIOKCHHE HA
T06paMH].[HH €4 HENOOXOAANIH NPH aepo30/IHOTO NPHIOKEHHE Ha JIEKapCTBEHHA NMPOAdYKT.

B xpauxaTa npu KHCTO3Ha Gprbposza (K®) ce Habnogasa nuxHGHpaHe Ha NoKanHaTa GuonorniHa
AKTHBHOCT Ha HeOY/IM3HpaHHTe aMMHOrTHKO3HIH. ToBa Hanara KOHUEHTPAIHHMTE Ha a€PO30AHNS
TOOpaMHIIMH B XpadkaTa clie/l HHXalawis Aa ObIe OKONO JeceT- M ABAJECET U NET MBTH Hal
MUHHMaIHATa HHXHOMpama koHueHTpauus (MIC), choTBeTHO 3a NoTHCKaHe pacTexa Ha P.
aeruginosa ¥ 3a 6akTepuUMAHO JeiicTBHe. B KOHTpONHpaHH KIHHHYHH H3NKTBaHKs, 97% oT
NaLHeHTHTE, KOHTO Ca NPHEMA/IH TOGpaMHLIMH, CA MOCTUrHAZH KOHIEHTpauHHy B XpaukuTe 10 neTH
MO-BHCOKH OT Haii-Bucokata MIC 3a P. aeruginosa, H30IHpaHH OT NaukeHTa, a 95% OT nauueHTHTe,
KOMTO Ca NPHEMAITH TOOpaMHLIMH Pa3TBOp 3a HeGYIM3aTop, C4 NOCTHIHANH H 25 ITHTH MO-BHCOKA OT
HaH-BHcokaTa MIC. Bee owe npH 60mmmMHCTBOTO OT MALKMEHTHTE, IPH KOWTO Ca M30IHPaHH LIaMOBe
Cbe CTOHHOCTH Ha MIC 10-BHCOKHM OT T€3H NPH MAPEHTEPANHO NPUIOIKEHHE, CE MIOCTHra KNHHHYHA
noJI3a.

YyBCTBHTEAHOCT

ITpu nuncaTa Ha OOMONPHETH IPaHHYHK CTOHHOCTH 3a YYBCTBHTEITHOCT 33 HAUHHA HA PHIIOKEHHE
ype3s HeOYNH3aTOP, NPH ONpeAeNAHE Ha OPraHU3MHTE KaTo YyYBCTBHTENHHM HIH HEUYBCTBHTE/IHH KbM
HeOynmu3upaH TOOpaMHIMH C€ H3HCKBA IOBKUIEHO BHAMaHKe. KiHHHHMTE NpoyYBaHns 3a
TOOpaMHLIMH PasTBOP 3a HeGyuK3aTop obaye NIOKA3BAT, Y€ HANMYHETO Ha MHKPOOHONOTHYEH JIOKIIaZ,
NOKA3Balll in Vifro NeXapcTBeHa PE3HCTEHTHOCT, HE H3KIIOYBA HENPEMEHHO KIMHHYHA TI0/132 33
NALHEHTA.

IToeueto naunenTH ¢ H30MaTH Ha P. aeruginosa ¢ MIC 3a To6pamums < 128 ug/ml B Havanoto Ha
NPOYHBAHETO NOKa3BaT tioxobpena dyuxims Ha Gennre apoSose ciel ieueHne ¢ TOOpaMHIKH
pasTBOp 3a HeOynH3aTop. 3a NaumeHTH ¢ H3onaTu Ha P, geruginosa ¢ MIC > 128 pg/ml Ha usxoano
HHMBO IEMOHCTPHPAHETO Ha KIHHMYEH OTTOBOD € NT0-MANKO BEPOATHO. BRIIPEKH TOBA, MIPH CelleM oT
13 nawmentn (54%) B nnauefo-KOHTPONHPAHHTE H3MHTBAHHUS, KOHTO CA MMAIH H30MATH ChC
crofiHocTit Ha MIC > 128 pg/ml, gokato ca nprnaranu To6paMHELMH pa3Teop 3a HeOynusarop, €
HaOmoaasaHo noaoOpeHue Ha GenoapobHara GyHKIHS.

ITpe3 nenus mepuog ot 96 ceaMULM Ha pasmHpenrnte npoyusasus, MIC50 na TobpamumH 3a P.
aeruginosa ¢ HapacHana ot 1 Ha 2 pg/ml, a MIC90 ot 8 Ha 32 pg/ml.

B13 ocHOBa Ha in Vitro naHHHTE WHIH ONMTA OT KIHHHYHHTE H3NTHTB2HHA, MOXKeE Ja Ce O4YaKsa
MHKPOOPraHH3MHTE, CBBp3aHH ¢ benogpothu uadexumy npu K@, na ce nopnuAsT oT TepanunaTa ¢
TOOpaMHIIMH Pa3TBOP 3a HeGYIHATOP, KAKTO CEBA:

YyscTBHTENHH Pseudomonas aeruginosa
Haemophilus influenzae

Staphylococcus aureus

HeuyscTBHTeHH Burkholderia cepacia

Stenotrophomonas maltophilia

Alcaligenes xylosoxidans




JleuenneTo N0 CXeMaTa Ha IPUIAraHe HA TOGPAMMIMH PasTBOP 3a HeGYTH3AaTOp B KIIMHHYHHTE
NpOYYBAHMS NOKA3BA MAIKO, HO SCHO NosulIeHKe Ha MIC cTofiHoCcTHTE ITPH ToOpaMHLIMH, AMHKALIHH
M FeHTAMMIHH 33 TECTBAHUTE W30JNATH Ha P. aeruginosa. Beekn JOTBIHATENEH §-MeceyeH ICPHOA Ha
JIE4eHHE BOJM A0 CTHIANOBHIHM YBENHUEHHS, TTONOOHH N0 roneMiHa Ha HabogaBaHHTe rnpes 6-1¢
Mecella Ha KOHTPOJIHpaHHTe npoyusaHus. [IpeobnafapaliuaT MEXaHH3bM HA PE3HCTEHTHOCT KEM
aMHMHOLIMKO3KANTe, HabmoaaBax npy P. aeruginosa, waonupaiu oT nauueHtd ¢ KO ¢ xpoHnuHa
HH(EKLBs, € THICA HA MPOIYCKINBOCT, JeGHHHpaHa ¢ 061ua NHICA HA TYBCTBUTEIHOCT KBM BCHUKH
amMaHODTHKO3HH. JIoKa3aHo €, 9e u3onature Ha P. aeruginosa or naukeHtH ¢ KO npossssat n
a[a[ITHBHA PE3UCTEHTHOCT KbM AMHHOMTMKO3HIH, KOATO CE XapaKTepH3Hpa ¢ 00paTHMOCT 1o
OTHOIlIEHHE HA YYBCTBHTEIHOCTTA, KOraTo aHTHOHOTHKST CE [IPEKPATH.

Jpyra mudopmanun

Hsma gauHu, 4e npH NanMeHTH, IEKYBaHH ¢ TOOpaMHLH pa3TBOp 3a HeOYNH3aTOp 38 NEpHON 110

18 MeceLia, HMa TIO-TONIAM PHCK OT pa3sBHTHE Ha B. cepacia, S. maltophilia wnu A. xylosoxidans,
OTKOJIKOTO 6H ce OMaKBAIIO NPH HeneKyBaHH naHeHTH. OT XpaukuTe Ha JICKYBaHH © TOOpaMHLIMH
pa3sTBOp 3a HeOyNM3aTOp MALMEHTH M0-4ECTO C& H30JMpPAT BHIORE HA Aspergillus; BENIpeKH TOBa,
KJIHHMYHH NOCNEACTRHSA, KATO ajlepruuHa GpoHxonyMoHanHa acriepriiosa (ABPA), ca CchODImAaBaHH
PAAKO H C YeCTOTa, NoA00HA Ha KOHTPOIHATA [PyIa.

HsMa JOCTATBYHO KIMHHYHH JaHHH 3a Ge30NacHOCTTa M e)HKACHOCTTA [IPH AELa Ha BB3pacT < 6-
rouliHa BB3pacT.

B otBOpeHo HekOHTponupano npoy4eate, 88 naumenty ¢ KO (37 nauueHTH Ha BE3pacT MEXAY

6 Mecena i 6 rofMHH, 41 TAIHeHTH Ha BE3PACT My 6 U 18 roaunu ¥ 10 nanwenTr Hay 18-
roJHIIHA BE3PACT) C paHHa (HeXpOHHUHA) uH(EKIHA, IPHYHHEHA OT P. geruginosa, Ca IEKyBati B
NpoawDKeHHe Ha 28 IHH ¢ ToGpaMHLIMK pa3Teop 2a HeGyausarop. Crien 28 AHH, NALHEHTHTE ca
PaHIOMH3IHPaHH B CHOTHOIeHHe 1:1 WK aa NpeKpaTAT neueHueTo (n = 43) Wid Ja Toay4ar
JOMEJIHATENHO 28-1HeBHO NleueHHe (n = 43).

OCHOBHMAT PE3YNTAT € MeJHaHHOTO BPEMe 0 T0SBa Ha PeLMaKB Ha P. deruginosa (BCeKH 1am),
KoeTo € 26,1 1 25,8 MeceLa CHOTBETHO 3a 28-IHEBHHTE K 56-AHEBHHUTE IPYNH. Y CTAHOBEHO e, ue 93%
H 92% OT NALMEHTHTE HE ca pa3BHIH HH(eKLHs, IPHIUHERa OT P. geruginosa 1 Mecell cnejl Kpasa Ha
JIEYEHHETO CHLOTBETHO B 28-IHEBHHTE H 56-IHEBHUTE IpynH. YnoTpebaTa Ha TOGpPaMHLIMH Pa3TBOP 32
HeGyIM3aTOp, C PeXKAM HA JOZMPAHE NO-TRIVET OT 28 AHH HENPEKBCHATO JIEUEHHE, He € ono0pena.

Knunauna edpukacHOCT

JIBe HACHTHYHH MO AH3AHH, ABOHHO-CIENH, PAHIOMH3HPAHH, UTale00-KOHTPOTHPAHH, ¢ NapaieiHH
rpy1H, 24-ceIMHYHN KITHHHYHH Mpoy4Banus (npoyusaHe 1 u npoyusaHe 2) ca NpoBeCHH NpU
nampenTs ¢ KO ¢ P. geruginosa, 3a 1a NOOKPENAT TbPBOHAYAIHATA PerHCTPalMd, H3BBPUICHA NP3
1999 r. B Te3u npoyuBaHuA ca BIKOYEHH 520 MALMEHTH, KOWTO HA H3XOHO HHBO Ca HMaJH DEO,
mexay 25% u 75% o1 TAXHATA NPOrHO3MpaHa HOpMaHa cToiHoCT. [latMeHTHTe, Ha BB3PACT 1101
LECT FOAKHH WK KOWTO Ha H3XOIHO HHBO ¢4 MMAIH CTOHHOCTH Ha KpeardHHH > 2 mg/dL, uau ot
XpauKaTa Ha KOMTO € H3ojiHpaHa Burkholderia cepacia, ca w3kmoveHn. B Te3H KIHHHMHH
TIpoyuBaHHs, 258 NALHEHTH ca MONYYHIH JIeYeRHe ¢ TOOpaMHLMH pasTBOp 3a Hebyan3aTop Ha
amGynaTopHa OCHOBA ¢ MOMOITA HA phyeH HeGynuzatop PARI LC PLUST 3a MHOTOKpaTHa
ynorpeba ¢ DeVilbiss® Pulmo-Aide® komupecop.

BBB BCAKO NPOYyUBAHE, IEKYBAHHTE C TOOPAMMLUMH PasTBOP 32 HEOYIM3aTOP NALMEHTH :-e ;
3HAYHTENHO NoAoGpeHne Ha GenoapobGHaTa GYHKIHMS M CHLIECTBEHO HaMANIEHHE Ha & o
obpasyBawure enunuu (KOE) sa P. aeruginosa B Xpauxa npes 0epHORHATE Ha JIeHeh
®EQ) ocTasa Hajt H3XOHOTO HMBO Npe3 28-1HeBHHTE nepHoAN He3 AeueHHE, B’bl'lp
CIly4yaH B HAKAKBA cTeneH e obparum. [1o sBpemMe Ha nepHoHuTe Ge3 TeYeHHE TUTETHY
GaKkTEpHHTE B Xpa4KaTa Ce BPBIIA [0 Ta3H HA H3XOAHOTO HuBO. [Ipy Beekn creapaiy
HAMAIEHHATA HA GaKTepHaliHATA ITHTHOCT B XpadkuTe € OHiia o-Maka.



Haupenture, nekysann ¢ ToGpaMULME Pa3TBOp 3a HeOYIHIATOP, CPSAHO CA XOCTTHTAIW3HPAHH TI0-
MAJIKO ZIHH H C& HYIKAAAT OT N0-MAJIKO JHH Ha MapeHTEPANHH AHTHIICEBAOMOHACHH AHTHOMOTHLIH B
CpPaBHEHHE ¢ MTALIMEHTHTE Ha T1anedo.

B oTBopenuTe pasmvpenus Ha poyusaHusTa 1 u 2 ca yuacTsanu 396 naupeHTH oT 464, KoMTO ca
3aBbPIIKITH e[]HA OT ABeTe 24 ceAMHLH ABOMHO-cleny npoyusanua. Karo uano, 313, 264 u

120 naumeHTH ca 3aBbPUIMITH IEYEHHETO ¢ TOOPAMHLIKH PasTEOP 3a HEOYJIH3ATOp CHOTBETHO 3a 48, 72
H 96 cenmuun. Cropocrra Ha cnan B GenopobHaTa dyHKIHA € 3HAYHTETHO N0-HKCKa cren
3a104BaHE HA TEPANHA ¢ TOOPAMHLIMH Pa3TROpP 3a HeSYIH3AaTOP OT TasH, HabmonapaHa pH
NAUACHTHTE, IPHEMALIH IUTaueO0 M0 BpeMe Ha JBOMHO-CJICHHA PAHIOMH3HPAH MEPHOA Ha JIEHEHHE.
OuaKBaHMAT HAKJIOH B PErPECHOHHKA MOJE Ha criaj Ha GeroapoGHaTa hyHKuuA € -6,52% 0 BpeMe
Ha 3aCJIeNeHOTO JieYeHHe ¢ mnanebo 1 -2,53% no BpeMe Ha JIYEHHETO ¢ TOOPAMHLIME Pa3TBOp 3a
Hebynusatop (p = 0,0001).

KorTponupanuTe KIHHMYHY IpoyYBaHHA, NPOBEACHH 3a NIEPHOJ OT 6 Mecena, H3MON3BaNKH JO30BHA
pexuM ¢ TOOpaMHIMH, OTIHCAH NMO-AO0NY, Ca MOKA3A/IM, Y€ 110 BPeMe Ha 28-IHEBHHS nepuon Oe3
AcyerHe NogoGpeHHeTo Ha GenoapobHata GyHKUHA ce MOUThPiKa HAX HIXOAHOTO HUBG.

Cxemu na do3upane na mobpamunus & KOHMPOTUPAHUME KNUHUGHI NPOYUCAHUA

Haxsa 1 axea2 Opkba 3

28 qum 28 nun 28 anun 28 nuu 28 ann 28 nan
To6pamunes Tobpamuuun TobpamuLHH

300 mg aBa 300 mg nea 300 mg npa

TIETH Exennepuu TIoTH ExeaneBun MLTH Exennernn
IHEBHO, JIHEBHO, oK IHEBHO, op

3a€7HO C P 3ae7HO C P 3ae[HO C

€KeIHEBHHTE €XKCIHEEHHTE €XKCIHECBHHTS

IPIDKH IPHKH TPHIKH

BesonachoctTa 1 edmKacHocTTa ca OLieHEHH B KOHTPOMEPaHH H OTBOPEHH NMpOYIBaHHA C
TPOABIKHTENIHOCT A0 96 ceamuum (12 mHKLia), HO He ca G NpoyYeHH MPH MALMEHTH MOJ 6~
FOJHIIIHA BB3PACT, NAUHEHTH ¢ NPOTHO3HPaH opeHpaH ekcImMpaTtopeH obeM 3a | ceKynpa
(DEO:) < 25% wau > 75%, Wnu npH NauMenTH, KONOHW3HpaKHy ¢ Burkholderia cepacia.,

KiaunH4HATe Npoy4BaHKs MOKa3BaT, Ye MHKpOGHONOTHYEH T0KNA/, TIOKA3BALI HH BHTPO
PE3HCTEHTHOCT KbM JIEKAPCTBA, HE M3KNIOYRA HENPEMEHHO KIIHHWYHATA NOJI33 3a NALHEHTA.

5.2 PapMakOKHHETHYINH CBoOjicTBa

AGcopbuss
ToOpamuupn e kaTHOHHA NonApHa MOJIEKY/1A, KOATO HE MPEMHHABA IECHO eNUTeTHAJIHHTE MeMOpaHu.

Ovaxga ce CHCTEMHATA EKCNO3MIMA Ha TOGPAMMIMH Clie] UHXANAIHA Ha TOOpaMHULIH Pa3TBOp 3a
HeOYIH3aTOp J1a c€ KAbMiH Ha Genoapo6ua abeopbims Ha 1030BaTa GPaKiKs, HOCTABEHa Ha De/HTe
ApoboBe, Thil kaTo abcopGiKaTa Ha TOGPAMHIAH TIPH HEPOPATHO MPHIOKEHHE € HE3HAYHTENHA.
buoHannuHOCTTa Ha TOGpPaMALMH PasTEOP 32 HeGYTHIATOP MOYXE /12 BAPHPA TIOPAH HHAHBHIYATHHTE
Pa3HYHA B H3MEIHEHHETO HA HeOyIM3aTOpa H NATOJOrMATA HA AHXATETHUTE ITHTHILA.

KonuenTpaunu B xpaukata

Hecer MuHYTH Clell MHXanWpaHe Ha MLPBaTa 1o3a ot 300 mg TOGpaMHLKH PasTeop 3a HeGyNH3aLop,
CpesHaTa KOHUEHTpALMA Ha To6paMHUMHE B xpaukute e 1 237 pg/g (nuanason: 35 xo 7 41 '

To6pamuumn He ce HaTpynea B XpaukuTe; crieq 20-CEAMHYHO NEYeHHe N0 CXEMATA Ha I R

MHHYTH CI€Jl HHXaNauMs, € |1 154 pg/g (amanason: 39 no 8 085 pg/g). Habmonasa ce
BapHabHIHOCT HA KOHUEHTPALIMHTE HA TOOPaMMLIMH 8 Xpauku. Jlga uaca ciie HHXaN:
KOHUCHTPALMKTE HA TOOPaMHLIME B XpauKHTe CNAaT A0 npubiansuresto 14% or HuB
TOGpaMHLIMH, H3MepeHH 10 MHHYTH cllea MHXanaius.
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CEepYMHH KOHLGHTpalHu

Cpennara cepymua KOHUEHTpauEs Ha ToOpaMuLiag 1 uac cjien HHXaNalMs HA eRHOKPATHA 11034 OF
300 mg ToGpamuimH pasTeop 3a HeGyau3aTop OT naureHTHTe ¢ K® e 6mma 0,95 pg/mi (auanazon:
NOA rpaHMLaTa Ha KonndecTBeHo onpenendHe [BLQ] - 3,62 pg/ml). Crnen 20 ceamuuM Ha nevyenue no
CXE€MaTa Ha NpANaraHe Ha TOOPaMHLH PasTBOP 3a HeOYIM3ATOP, CPEAHATA CepyMHa KOHLIEHTPALIHA
Ha ToGpamuukn | yac cien npuema e 6una 1,05 pg/ml (ananason: BLQ- 3,41 pg/ml) .3a cpaBHenue,
MHUKOBHTE KOHLICHTPALMH /€]l HHTPABEHO3HO AIH HHTPAMYCKYHO NPHAOKEHHE HA €[IHOKpAaTHA 1032
TobpamuuEH ot 1,5 a0 2 mg/kg o6uxuoseHo BapHpa ot 4 1o 12 ug/ml.

Pasnpenenenue
Cinen npanarane s#a ToGpaMHLMH pasTeOp 32 HeGyAM3aTOp, TOBPAMHIIMH OCTaBa KOHIEHTPHpaH
OCHOBHO B IHXaTenHHUTe NbTHIA. [To-Manko ot 10% ot ToGpamMHLKH Ce CBBP3Ba ¢ IL1A3MEHHTE

[IPOTEHHH.

buotpanchopm
Tobpamuin He ce MeTaGo/H3Hpa W ce eKCKPETHPa OCHOBHO HENPOMEHEH B YPHHATA.

EnuMuHMpane
EnMmunnpaneTo Ha TOOpaMALIMH, NPHIIOXKEH ype3 HHXANALIHA, HE € IPOY4BaHO.

Criell HHTPABEHO3HO NPHIOKEHNE, TOGPaMHLKMH Ce ETHMHHHPa NPEHMHO YPe3 [IoMepyJTHa
¢urTpams Ha HePOMEHEHOTO cheMHerHe. [1py NAUMEHTH ¢ KMCTO3HA PUOGPO3a MPUBHAHHIT
TePMHHAJIEH MOMYXXHBOT Ha TOOPAMHUMH B CepyMa ciiel HHXanaumns Ha 300 mg eHOKpaTHA 1034
TOOpaMHIMHE pa3TeOp 3a HeGynusarop e 6un 3 yaca.

brbpeunara pyHKims ce O4aKBa 1a ce OTPA3H HA EKCTIO3HLIAATA Ha TOGPAMHELMH, JaHHHTE obave He
Ca HAJIMYHH, ThH KaTO NALHEHTH ChC CTOMHOCTH Ha cepyMHHs kpeatuuus 2 mg/dl (176,8 pmol/1) nin
HOBEYE, HIH Ha KpbeHaTa ypes (BUN) 40 mg/dL wau noeeue He ca GHIH BKIIOYEHH B KITHHHYHH
NpOY9YBaHHA.

HeabcopOupanusT TOGpaMHLHH, ¢liel NPUIOKEHHE HA TOGPAMHLIMH Pa3TeOp 23 HeGynu3aTop,
BEPOATHO C€ e/IMMUHAPA OCHOBHO C OTAEJIEHHTE XPAyKH,

5.3 HpeaxnuBH4YHA RAHHE 32 Oe30macHOCT

ITpeaAKnHHUYHHTE JaHHM TI0KA3BAT, Y€ OCHOBHHSAT PHCK 3a Xopara, Ha 6a3zara Ha GpapMaKOTOTHYHH
TPOY4BAHHA 32 6€30MaCHOCT, TOKCHYHOCT NPH MHOTOKDPATHO NpHJIaraHe, NeHOTOKCHYHOCT WJTH
pEnpoNYKTHEHA TOKCHYHOCT, €& ChCTOR B OR6peMHaE TOKCHYHOCT H OTOTOKCHYHOCT. [IpH npoy4Banus
33 TOKCHWYHOCT IPH MHOT'OKPATHO NMpPHJAraHe € A0Ka3aHo, Ye NPHLIETHHTE OPTaHH 3a TOKCHYHOCTTA ca
Os6pewmte U BecTuOynapHHTE/KOXNeaprrTe dyRKIHE. KaTo 151710, ToKCHYHOCT ce HabmonaBa [pH
NO-BHCOKH CHCTEMHH HHBA Ha TOOPAMMIIMH OT NOCTHTHATKTE NPY HHXATHpaHe Ha NPenopEUHTETHATA
KIHHHYHA J034.

IIpoyuBannaTa 3a KaHUEPOreHHOCT ¢ HHXANATOPEH TOOpaMHLIMH HE TIOKA3BAT MOBKIUABAHE HA
4ECTOTATA Ha olpefesieH BHA TyMop. ToOpaMHIIMH He OKa3Ba NeHOTOKCHYEH ITOTEHIHAN [IPH
MHOXECTBO TECTOBE 38 FEHOTOKCHYHOCT,

He ca nposexnanyu npoy4paHHs 3a peNpogyKTHBHA TOKCHUHOCT ¢ HHXAIATOPHO IPHIIATaH

TOOPaMHLIKH, HO MOAKOKHOTO NPUIOKEHHE Ha J03H oT 100 mg/kg/AeH IpH [LTEXOBE H MAKCHMANHATA
[OHOCHMa 71032 oT 20 mg/kg/nen npw 3aiiuy 110 BpemMe Ha OpraHOr€HE3aTa He € GHIO TepaTon
TeparorennocTTa He 61 Morna aa 6Ba€ oueHeHA NPH NO-BHCOKH NIAPEHTEPATIHH T03H (110
Wi paBHH Ha 40 mg/kg/nen) npu 3aiinm, Toil KaTO Te ca MHAYUMPATH TOKCHUHOCT 34
afopT. OTOTOKCHYHOCTTA He € OLIEHEHA B MOKOJEHHETO 110 BpeMe HA HEKITHHHYHH 01
PENPOAYKTHBHA TOKCHYHOCT ¢ To6paMuimy. Bb3 0CHOBA Ha HAIMYHKTE JAHHH OT JKH

Aa C& M3KJIIOYH PHCK OT TOKCHYHOCT (Hamp. OTOTOKCHMHOCT) IIPH NMPEHATAIIHHTE HHSB.

., e
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TobpaMULIHH HE MOBITHABA MOBEAEHHETO Ha YHPTOCBAHE WM He Hapyiasa GEpPTHIHTETA MPH MBLXKKH
H XEHCKH TUIBXOBE NPH NOAKOXHO NpHImKeHWe Ha o3u 1o 100 mg/kg.

6. PAPMAIEBTHYHU JAHHH

6.1 CHoechK Ha NOMOMIAATE BEMECTRa

Harpuep xnopug
Bona 3a HHKeKIMH
CspHa KHCETHHA M HATPHEB XMAPOKCHA (3a KopHrupane Ha pH)

6.2 HecnLBMECTHMOCTH

Tpu nHNcaTa Ha Npoy4BaHus 3a CHBMECTHMOCT, TobpamuuyH Bua dapma He Tpabsa na ce paspexkna
IJIH CMECBa C HHKAKBE JIPYT JIEKapcTBEH MpOAYKT B HeOynH3aTopa.

6.3 Cpok Ba roanocr

3 roauuH.

3a eguokpaTHa ynorpeGa. ChABPKAHHETO HA SAMHUYHATA I03a aMimyna Tpabea aa ce H3Non3Ba
BeJHara Ce/l HeliHOTO OTBapAHe (BXK. Touka 6.6). U3XBbpiieTe HEU3NON3BAHOTO KOHYECTBO.

Crienl u3saKaaHe OT XJIaAUAHNKA, HIH aKO TAKbB HE € Ha pasnojiOkeHHe, Imkyerara TobpaMuuns
Bua hapMa (HEOTBOPEHH WIH OTBOPEHHN) MOXE JIa CE CEXPaHABAT NpH Temneparypa 10 25°C B
Npoab/LKEHHE Ha 28 nHu.

6.4 CroenHagnR yCIOBHS HA ChXpaHEHHAE

Ja ce cexpanasa B ximaaunHuk (2°C - 8°C).
3a yCNoBHATA Ha CHXPaHEHHE CJIeNT ITPROTO OTBAPAHE Ha EKAPCTBEHHUA NPONYKT, BIKTE TouKa 6.3.

6.5 Bui ¥ chabpKaHHe HA ONAKOBKATA

To6pamuiiH Bua dhapma ce npeasiara g aMmynu 3a eiHOKpaTHa ynorpeba ot 5 ml oT IONHETHWICH ©
HHCKa IUTBTHOCT. EfHa BBHIIHA KAPTOHEHa OMaKOBKa ChAbPa 000 56 aMITylIH, OTTAaKOBaHH B
8 sanevyaTann donuesn muk4yera. Besko donneso IWIHKYE ChAbPXKa 7 aMITyIIH.

6.6 Cpoensannn NpeANa3HA MEPKH NPH A3XBbpPJIHHE

Tob6pamuups Bua dapMa e crepunieH, anuporeHeH, BOAEH Npenapar 3a eAHOKpaTHa ynorpeda. Tril
KaTO pa3TBOPBT HE ChAbPKA KOHCEPBAHTH, CBABPKAHHETO HA LIAIATA aMiTylaTa TpabBa na ce
H3MI0JI3Ba BE/IHATA CJIE], OTBAPSHE, & HEH3MOA3BAHHAT Pa3TBOP A4 ce H3XBhPITH. OTBOPEHHTE aMIyIH
HHKOTa He TpAOBa /ia ce ChbXpaHABAaT 3a IIOBTOPHA YIoTpeba.

PasteopsT ToGpamuie Bua dapma o6uKkHOBEHO & 61eAOKBIT, HO MOTaT Ja ce HalIofaBaT HAKOH
pasnMuHA B 1BeTa, KOSTO He [10Ka3Ba 3ary0a Ha aKTHBHOCT, aKO NPOAYKTHT € ChXPaHABaH criopel
NPENOPBKHTE.

Hen3non3BaHuaT AeKapcTBeH MTPOAYKT WK OTNAZbLYHHTE MATSPHANH OT Hero Tpsbsa
B CHOTRETCTBHE C MECTHHTE U3HCKBAHUA.

7. TMPHTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

UAB Via pharma
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J. GalvydZio str. 5

LT-08236 Vilnius

Jutsa

8. HOMEP HA PAZPEHIEHHETO 3A YIIOTPEBA

Per. Ne: 20160288

9. JIATA HA ITBPBO PASPENMABAHE/TIOAHOBABAHE HA PAZPEINEHHETO 3A
YIIOTPEBA

Jata Ha mbpBO pa3zpemapate: 15.09.2016

JlaTa Ha momHoBARaHe:

10. JATA HA AKTYAJIM3IHPAHE HA TEKCTA

. 22.02.2021 r.
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