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Bucenron 200 mg/40 mg/5 ml nepopanya cycneHzus e e e M e
Biseptol 200 mg/40 mg/5 mi oral suspension S

1. UME HA JEKAPCTBEHHA NPOAYKT

2. KOMYECTBEH H KAYECTBEH ChCTAB

5 ml coavpxar 200 mg cyndamerokcazon (sulfamethoxazole) 1 40 mg TPHMETONPHM {trimethoprim).

TToMOLIHH BEIECTBA ¢ H3BECTHO ASHCTBHE:

5 ml oT nepopanHaTa CyCTIeH3Hs ChIBPKAT MAKDOroArHNEPOIOB XHAPOKCHCTEApaT; 7,5 Mg METHII-
napaxunpokcutensoar (E 218); 2,5 mg nporn-napaxuapokcubensoar (E 216); 2,42 g TeueH MAITHTON,
142,72 mg npormneurnvkon (E 1520); 38 mg narpuil.

34 TENHMA COMCHK HA TOMOIMIHHTE BeWECTBA BHXK Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

ITepopanna cycnensus
Cycnensya ¢ 6an WM cBeTHOOEKOR IBAT C APOMAT Ha AT0/a.

4, KJIHHWYHH OCOBEHOCTH
4.1 TepanesTHUHNA MOKA3ZAHHS

BHCE['[TOJ'I CYCIICH3HA © ITOKAa3aH 3a NeUeHHe Ha CIIeIHHTS HHqIEKU.HH, H]JH‘!HHBHH OT 4YBCT BHTEITHH
MHKPOOPTaHH3MH (BXK. Touka 5.1):

- neucHHe W MpodMITAKTHKA Ha Preumocystis jiroveci (Ipeau u3BecTHa karo P. carinii)
TTHEBMOHHS;

- JleYeHHe Y NpoHIIAKTHKA Ha TOKCOIIA3MO03a,;

- JIEUCHHUE Ha HOKapaHo3a.

Crnensnte HAGEKIHA MOTAT Ja Ce JIeKyBaT ¢ bucerrron, npH nokasana GakTepuanta 1yBCTBHTEIHOCT
1 BeoGXOMMMOCT Aa ce MPEAnoYeTe KOMGHHALMATA OT aHTHOMOoTHUETe B BrcenTon, npen ynotpebara
Ha eNiH aHTHOHOTHK:

- 0CTpa, HeyCIoKHeHA MH(eXuua Ha TMKOYHHUTE MBTHINE,

- OCTpO BE3NANEHHE HA CPEOHOTO YXO;

- ofocTpsiHe Ha XPOHHYEH GPOHXHT.

Bucenron e moxasad OpH BE3PACcTHH, IOHOLLH, Je1a H KhPMAUueTa Ha Bh3pacT 6 ceAMHLH K TIO-TONEMH,

Tpatea na ce B3eMaT NOA BHUMaHHe OQHUHATHHTE PEKOBOACTBA 3a NPaBUITHATA ynoTpeda Ha
aHTHOAKTEpHaIHHTE Ar¢HTH.

4.2 Jo3sMpoBKa H HAYHH HA TIPHJOKEHNE

Jlosnponxa

C ApPTHA JO3HPOBKR, NPENOPEYBaHA IIPH @ 1 HHOEKUHHA




Bo3pacTun
20 ml Ha BcekH 12 yaca.

MeaHaTpH4HA NOMYNALHA
Jlo3MpoBKaTa 32 [eLA € EKBHBAICHTHA MPHONTHINTENHO HA 6 mg TpuMeTonpuM | 30 mg

cynd:amemxcason 3a KMJIOFpaM TeNeCHO TerNo AHCBHO.

CxeMara 3a iela e chofpazeHy ¢ BE3pacTTa Ha ISTETe U € Aa/ICHA B 1abnniara no-Kouy:

CTauaapTHa JO3HPOBKA
Bunapact QfeM Ha CYCTIEHIHATA H Y€CTOTa HA
NpRJGKEHHE
NO-BB3PACTHH OT 12 roAMHH 20 ml Bceks 12 yaca
ot 6 70 12 ronuHu 10 ml Bcexu 12 vaca
oT 6 Mecela 10 5 roOJHHK 5 ml Beekn 12 vaca
oT 6 ceIMHIHN A0 5 Mecela 2,5 ml Bcekn 12 waca
OO-MUIKHM OT 6 CEIMMUITH ynoTpebara ¢ NPOTHBONOKA3aHa

JleyeHueTo TpaOBa fa IPOTBAXKH 2 JAHH CIEM KaTo MALHEHTET HAMA CHMITTOMH, OOUKHOBEHO C€
HAJTara Ja Ce [pOBeAe Hal-Manko 5 AHEBeH KypC Ha JICHCHHE. [Tpw TMNCa HA KIMHHYHO nopoGpenve
cyieil 7-AHeBHA TEpanyd CECTOAHHETO Ha MUHMEHTA TpsGBa Ja ce Npepasriena 0THOBO.

Kato anTepHaTHBA HA CTAHAAPTHATA JIO3UPOBKA IPH OCTPH HEYCNONKHEHH uHEKIHY KA NOTHHTE
IMKOYHH METHILE, KPATBK TEpaneBTHYeH Kype oT 1 10 3 AHK ¢ nokasal e(peKTHEHOCT.

Crenpanyy NpenophEH 34 Jo3Upane
(Tlpunara ce CTAHAAPTHA NO3MPOBKA, aKO HE € MOCOICHO Ipyro)

TIHeBMOHNS, IPHYMHEHA OT Pneumocystis jiroveci (P. carinii) (PCP).

JleuenHe: HAIION3BAT C& BHCOKM 103H - 20 mg TpuMeronpum i 100 mg cyndameToxcason Ha
KHJIOTPaM TEJIECHO TerNO0/IHEBHO, Pa3ae/CHN Ha (B NPHEMA, 33 [IBE CEIMMILIH.

LlenTa € A3 ce AOCTHIHAT MTMKOBH Ma3MEHH HHBA HA TPEMETONPHM OT N0-BHCOKH WM paBHH Ha

5 micrograms/ml, DOTBBPAEHH NPH NALMEHTH, IOy aBallH 1-uacoBa Hi(y3HA OT HHTpPaBeHO3CH Ko-
TPHMOKCA3011.

(Buxre Touxa 4.8 Hexenanu nexapcTBCHH peaxiim).

TipodunakTuka:
ChrefiHHTe KO3UPOBKH MOTAT 1A C€ H3MO/I3BAT N0 BPEME HA PHCKOB MEPHO] — BIDK CTAHIAPTHATA
LO3HPOBKA, MPENIOPHYBAHA PH OCTPH HHPEKLMHA (B3X. IO-TOpE B TA3H TOYKA):

— CTaHAapTHa JO3WPOBKa, PHETA B ABC OTOENHH J03M, CeAcM IHH OT CeoMHLIATA;

— CTaHJAapTHa JO3HPOBKa, MPHETA B OB€ OTAENHH A03H, TPH IIETH B CeAMHMLIATA Npe3 ICH,

— CTaHgapTHa AO3KPOBKa, NpHCTa B JIBE OTOENHH A03H, TPH ITHTH B CEIMULATA B NOCNEN0BATEIHN
HHH,

— ¢TaHJapTHa AO3HPOBKA, NMPHETA KATO eJHOKpaTHa 1034, TpH IbTH B CeAMHUATA B NOCAEROBATE/THH
JHH.

JlHeBHaTa 1034, IPHETA B NIeHs 3a TEPaNua € IPUONHZHTEIHO 150 mg TpﬂMe’l‘OﬂpHM/mzf,IIEH i 750 mg
cyml:ame'roxcmon/mz/neﬂ. OfiaTa [HEBHA 1032 He TpAGBa Ja HaABHLUABA 320 mg TpUMETORPHM H
1600 mg cyndamerokcason.

ToxcomIa3M03a:

HsiM2 KOHCEHCYC OTHOCHO Hali-noaxonflllaTa A03a 3a IEHEHHE 1 nipoQUTaKTHKA HA TOBA 32
Pemennero TpA6Ba Aa ce 6azHpa Ha KIMHHIHMA OTIMT. 32 npodHITAKTHKA € TIPHETO [L e
IO3MPOBKUTE, H3TON3BAHH 33 MPOPIIIAKTHKE HA Preumocystis jiroveci THEBMOH pe




era oy 12-roauiiHa Be3pacT ¢ yepelieHa 6x6peuna GpyHKIma:
HsiMa HanTWYHH JAHHM OTHOCHO JO3MPOBKATA NMPH Aela noJ 12 rofuHy ¢ yBpeAcHa OBOpeyna
(ynxusa.

ena oA 12-roauuiHa FE3PACT ¢ yBpedeHa YepHOApolHa KIYHSA;
HisiMa HainHYHH JaHHH OTHOCHO 5O3MPOBKATA IIPH AeUa NoA 12 roAHHH ¢ YBpeAcHa uepHOApoOHa
dyBxUHA.

Hauuy Ha NpHAGKEHHE

IMepopanHo APUAOKEHHE.

3a npeanourTane ¢ Bricenron na ce npHeMa ¢ XpaHa MM TEYHOCT, 33 A C6 HAMATH BEPOATHOCTTA OT
CTOMAINHO-YPEBHH CMYLLEHUA.

4.3 IpormeonokazaHHs

BucerTon cycreH3us He 61Ba lia ce Npuiara NpH NAUMEeHTH ¢ aHaMHe3a 3a CBPBXYYCTBHTEIHOCT KbM
AKTHBHHTE BEIIECTEA KO-TPHMOKCA307 HITH HAKOH OT NOMOIIHHTE BEIIECTREA, H36poeHH B To4Ka 6.1.
BHCEIrTON & IPOTHBOIIOKA3aH MPH MALUMEHTH CBC 3HAYHTENHO YBPSKAAHE Ha 4epHOJIPOOHHA
MAPEXHHM.

BicenTon € NpoTHBONOKA3aH IPY NALHEHTH ¢ Texka 6b0peuna REIOCTaTBIHOCT, IIPH KOHTO HE MoTar
Ja e MPOBEXNAT NOBTOPHH H3MEPBaHHS HA MNa3MEHHTE KOHLEHTPAHH.

Ko-Tpumokcason He Tps6Ba Ia ce npuiiara Ha J€La, [0-MaIKH OT 6 CenMHITH.

4.4 CnenpanHH NpeIyNpeAaeHUs K NPeANa3sHH MepKH npH ynotpeba

Maxap 4 MHOTO psfKo ca HabmofasaHy GaTantHH CNy4an NPy TEXKH peakiiH, BKIKOYBAIH 0CTpa
yepHoapo6HA HEKPO3a, ArpaHyN0UUTO3a, AMIACTHYHA BHEMHSA, APYTH KPBBHH JHCKPa3Hy H
CBPBXYYBCTBHTENIHOCT Ha PECTUPATOPHHA TPAKT. :

Ipu nevenue ¢ BrcenTon ca OMHCAHH XUBOTO3ACTPAIABAIM KOKHH PeakiMi KaTo CHHAPOM Ha
Stevens-Johnson (SJS) 1 TokcHuHa enuaepmanta Hekpomuza (TEN).

MaupenTure Tpa6ea aa 6bAAT NpeAyNpENEHH 32 NPOSBIEHHATA H CHMITOMHTE, B Ia OBJAT CTPHKTHO
CIAENSHH 3a TIPOABA Ha KOXHH peakunH. Hali-BHCOKHAT PHCK 32 NNPOA5a HA SJS mm TEN ¢ npes
IBPBHTE CEIMHUIHN OT JESYCHHETO,

AKO € TIOABAT Genean win cuMiToMd Ha SJS wix TEN (Hanp. nporpecupali KOXeH 06pHB, HECTO ¢
MEXYPH HIIH MYKO3HY A€3HH), NedeHureTo ¢ Bucenton tpabsa aa Gb/ie npeKpareHo.

Haii-nobpuTte peayntati npu euennero Ha SJS u TEN ce mony4apar pH paHHA ZHATHO3A B
He3a0aBHO CIIMpaHE Ha BCAKO CHMHUTE/IHO 32 TAKBE eeKT NekapcTRo. PAHHOTO CIIHpaHe Ha
JIEUEHHETO € CBBP3aHo ¢ NMo-106pa NporHosa.

Ako mauuenT passue SJS min TEN npu ynorpeBa na BucenTon, Hukora ne Tpa6aa Aa ce 3ano4sa
OTHOBO NeqeHue ¢ BUCenToN NpH TO3Y NALHEHT.

OcoBeHo BHEMAHHE ce NPenopbyBa P JIEGeHHETO HA NTALMEHTH B CTAPUECKa BE3PAcT, ThH Karto Te
KA4TO MpyTa ca No-NPeapa3noNoKeHH KbM HEXEIAHN PEakKH ¢ TEXKO NPOTHYAHE, KaTO pe3yJTar o1
HaTMGHETO HA YCNOKHABAIIM CHCTOAHAS KATO yBperieHa 6:0peuna wimu yepHoapoGHa (yHKLuA
¥W/HIIH ¢AHOBPEMEHHMA NIPKEM Ha IpYrH JIeKapcTBa. _

Tpes wsoTo Bpeme TpaGBa fia ce NOANLPXA aleKBATHO OTAENAHE Ha ypuHa, Tlossara Ha
KPHCTAIYDHS in Vivo € PRIKOCT, BBNPEKH Ye CyIdOoHAMHIHA KPHCTANH Ca OTKPUTH B OX/IaJICHa yprHa
Ha feKysaHH ¢ Brucerrron naumentu. [1py NauyenTy, CTpajally OT MUIHYTPALIHA, PHCKET € TI0-TOJIAM.
Ipenoprhysa ce PEAOBHO NPOC/esBate Ha KPsBHATA KapTHHA, korato brcenTon ce npueMa 3a ABIBr
NEePHOL, OT BPEMe HITH NPH NalMeHTH ¢ onaten eHIHT, WK [0-BL3PACTHH, THH KaTo CHINECTRYEA
PHCK OT ACHMTOMATHYHH TPOMEHH B XEMaTOJIOrHYHUTE NOKA3ATENH, NOpamu HENOCTHI Ha donar.
Te3n u3MeHeHHA MOTaT fa GhaaT o6paTHMK NpH NPIIOXEHHE Ha honuesa Kucenuna (5 a0

10 mg/men) Ge3 ToBa fa PB3AelcTRA HA AHTHOAKTEPUATHATA AKTHBHOCT.

Tlpu NauMeHTH ¢ TIoK030-6-Gocdar nexuaporeraser neduuut (G-6-PD) Moxe 1a ¢



XeMOJH3a.

Bucenrton Tpabea aa ¢e IpuAara ¢ MoOBHIUCHO BHHMAHHE NPH NAlHEHTH ¢ TEXKKA aeprus Hil
OpoHXHanHa acT™a,

BucenTon He 61Ba Ja ce H3NOI3Ba NPH CTPENTOKOKOB GapHHIHT, NMPHYHHEH OT OeTa-XeMONHTHIHN
CTPEIITOKOKH OT rpyna A, epaauKalATa Ha Te3H MAKPOOPTaHH3MH OT opodapumkca ¢ 11o-cnaGo
edeKTHBHA, OT KOJIKOTO IIPH yrnoTpeda Ha NEHWLIHAWH.

YCTaHOBEHO €, Ye TPMMETONPHM [TOBIIHABA META0OIH3MA Ha (JeHHTaIaHHHAA, HO TOBA HE €
CHTHU(HKAHTHO NPH MALKEHTH ¢ EHIKETOHYPHA, KOHTO ¢& HA NORXOIALLA IHETa.

TpunoxenueTo Ha BUCENTON NPH MALMEHTH, CYCIIEKTHH 33 0CTpa nopdHpus, TpaGea Na ce H30ATBA.
KnuHAuHO 0GoCTpAHE Ha OpQUPHATA Ce CBBP3RA C TPUMETONPHM H CBC CyndoraMuaH (He camo
cynaMeroKca3on).

3a0BIDKHTENHO MOHHTOPHPAHE Ha CEPYMHHNTE HHBA HAa KallMA H HATPHA € HAJara IpH NauuenTH

C PHCK OT XHNEPKAIHEMUA U XHNOHATPHEMHUAL.

Oceel npH cTporo HabmoaeHne, BrcenTon He ce NPUNAra pH NALUHEHTH ¢ TEKKH XCMaTOJOTHIHH
3aGonasanusd. (Buxre Touka 4.8, Hexenanu JIekapCTBEHH PEAKLHH).

BHCEIITON € NPIJIATAH NpH NALMEHTH, NOMyYaBalll WHTOTOKCHYHA TEparid ¢ ManbK Wi Ges edeKT.
KombuuaumsaTa oT aHTHOMOTHIM B BrcenTon Tpabea Aa ce HIMOMI3BA CaM0, KOTaTd MPH NPeLCHKA HA
JNeKapa, TOA3aTa OT JIEYEHHETO HAIBHIIABA BCCKH BEIMOKEH PHCK; pemieHueTo Tpabea na 6bae B3€T0
B 10132 Ha €JIHHHYEH e(peKTHBEH AHTHOAKTEPHANICH areHT.

ToOKCHYHOCT 33 AMXATENHATA CHCTEMA

IMo BpeMe Ha NEUCHHE ¢ KOTPAMOKCA301 ce ChoOIiaba 33 MHOTO pelKH, TEXKH CIy4ad Ha TOKCHYHOCT
33 AMXATENHATA CHCTEMA, MOHAKOra POrPecHPaliy A0 OCTHP PECIMPATOPEH THCTPEC CHHAPOM
{ARDS). ITossara Ha GenonpoGHY CHMITOMH KaT¢ KaAlUTMLA, NOBHIICHA TEMMEpaTypa H AHCIIHEA,
MPHAPYXEHH OT PEHTIEHONOTVYHH JaHHH 3a GetoapobHy uHUITPATH H HApYIIaBaHe Ha
GenonpoGHHTe dyHKIMH, MoraT Aa GbAar meperTe npusHany Ha ARDS. Ilpu Takusa obcToATENnCTRA
KOTPHMOKCa30/1 TpA0Ba [la ce MpeyCTAHOBH K 1A C6 IPHI0XH NOAXONAIIO JIEUCHHE.

Xemodarouutra mvdoxncruonurosa (Haemophagocytic lymphohistiecytosis, HLH)

Meuoro paako ca ceobiasany cnyuas Ha HLH npw naleHTH, JeKYBaHH ¢ KOTPHMOKCA3ON.

HLH e xuBOTO3ACTpAIIABALL CHHAPOM HA TIATONOTHYHO AKTHBHpAHE HA HMYHHATA CHCTCMA, KoiTo ¢¢
XApAKTEPH3HPa ¢ KHHHUHY IPH3HALM 1 CHMITTOMH Ha CKCLECHBHO CHCTEMHO Bh3ailenHe (Hanp.
MOBUIIEHA TEMIEPATYPA, XEMATOCIUIEHOMETANHA, XHIIEPTPUTITHUEPHACMHAA, XunohHOPHAOTEHEMHA,
BHCOK CepyMeH (hepHThH, LITONEHHH K XeMogarouuTosa). [lalneHTHTe, KOUTO Ppa3RHBaT PaHHH
TIPOSIBH HA TIATONIOTHYHA MMYHHA AKTHBAUWS, TPAOBa He3abaBHO A8 ¢€ OLEHAT. AKO CE NOCTABH
nuarsosa HLH, nedennero ¢ KoTpuMOoKcason Tpabsa fa ce IpeKpaTH.

BucenTon chIbpka MAKPOTOATIHLIEPON XHAPOKCHCTEAPAT: MOXE A3 NPEAU3BHKA CTOMALLIHK
pa3cTpoHCTBA M AMAPHA,

BucenTon ¢habpka MeTHInapaxuapokcubensoar (E 218), nponmnapaxnnpoxcnﬁeusom (E 216):
MOXe 02 PEIH3BHKA ANeprudHi Peakiny (BE3MOKHO € 3a0aBeHH).

BHcenTon CEABPKA ManTHTON, [TalieHTH ¢ pAaKa, HacNeACTBEHA HENOHOCHMOCT KbM dbpyxTo3a, He
Tpa6Ba ia IPHEMAT ToBa JieKapeTBo. [1pH npHeM Ha fo3a Haa 20 ml, To3H IEekapCTBEH NPOIYKT MOXE
A ¥Ma JIeK JTaKCaTHBeH edexr.

Kamophusa crofinoct 2,3 keal/g ManTuton.

Bucenton curbpia 142,72 mg npomanenrmukol (E 1520) Ha Beeka 5 ml nepopanHa CycneH3us. Ipu

IpHeM Ha A03a Haa 1,75 ml (14 mg Tpumeronpim B 70 mg CyndaMeTokCcason) 3a KHIOrpaM TENECHo

TErno AHEBHO, TPIORS Ha C& UMAT NPeIBUI NpeAYIPekASHHATA OTHOCHO NPONMICHITHKON T10-A0/Ty:

- eAHOBPEMEHHOTO NpHioxeHue Ha Bucernton ¢ HAKo#H oT CyGCTpaTHTE Ha ATKOXOI-
NEXMAPOreHA3aTa, XaTo eTAHOI, MOXE Ja HHAYLHPA HEXKE/IaHH PEAKLIMK NP Aela No—MaIKK OT

5 ropuHm;

BBIIPEKH Y€ HE € YCTAHOBEHO MPOMTWICHTITHKON Aa IIPHYHHABA PENPOLYKTHBHA TOKCHTHOCT




OTKpHT B MaluHHoTO MAKo. KaTo ¢neacTBue, MPHAOKCHHETO Ha l'lpOI]HJIeH]‘J'lHKOJ'I Ha
GpeMeHHH WIH KEPMELIH NAUMEHTKE TpAGBa 1a Obae 00CHKAAHO 33 BCCKH OTAENCH CIyuaii;

- Tp¥ NIAHEHTH ¢ YBpeneHa Gppeuna wiy 4epHonpofHa GYHKIHA & H3UCKBA METHIIHHCKO
MOHHTOPHpaHe, TOPAIK AOK/NANBAHH PA3THIHH HEXKENaHH PEAKLHH, CBHDP3AHU C
MpOMHAEHITHKON, Kato 6B6peuna aucdyHKIm (ocTpa TyOyiHa Hexpo3a), ocTpa 6x0peuHa
HENOCTATEYHOCT M YepHOOpobHa TuchyHKIMA.

To3u NeKapCTBeH NPOAYKT ChABMKA 38 mg HaTpuil Ha 5 ml, ekBHBANEHTHH Ha 1,9% oT
npenopbuBanss oT C30 MakCHUMaIeH AHEBEH NPHEM OT 2 g HATPHH 32 BE3PAcTeH. JIlHeBHaTa 103a Ha
TO3H HpoAyKT ot 40 ml ca exsrBaneHTHH Ha 15,2% OT NpenopbBPaHKA OT C30 MakcHManeH JHEBEH
npHeM oT 2 g HaTpuii 32 BE3PACTEH.

4.5 BsanmopneficTBHE ¢ APYrH JEKAPCTBEHH NMPOLYKTH H APYTH GopMi HA BIAHMOCHCTBHE

TPHMETONPHM MOXe [a TIOBJIMAE PE3YNTATHTE NPH ONPEACIIAHE HA CepyMHMSA/TIIA3MEHNA KPeaTHHHH,
KOTaTo ce H3NO0JI13Ba peakUMa ¢ MMKPAT B alKalHa cpena. Toea MOXe 21a 10BEAE 10 danmiso
ITOBHIIEHH CTOHHOCTH ¢ 0KONO 10%. KpeaTHHHHOBHAT KIHPLHC € PEAyuHpat: peHajiHara TyOynHa
CexpellMa Ha KpeaTHHHHA € HaManeHa oT 23% Ha 9%, nokaro rinomMepynHara ¢dunTpauma ce 3ana3ea
HETIPOMEHEHA,

B HAKOH CIy4aH CEBMECTHATA YNOTpeba ¢ 3UA0BYAMH MOKe 12 NOBHINH PHCKA OT XCMATONOTHTHH
HEKENAHY PEAKIMH KbM KO-TPAMOKCA30M1. AKO Ce Hallara ChbBMECTEH NpHEM, TpabBa ga ce
MOHHTOPUPAT X€MATONIOTHIHHTE TOKA3aTEeN .

O6parumo yspexnaane na GrOpedHara GyHKUHs € HabnrwaBaHo Mpy MAUMEHTH, JCKYBAaHA C KO-
TPHMOKCA30] M UKMKAOCTIOPHH, cnea 6b0peyuna TpaHCIIaHTAlH .

CronreTBauiara ynotpeba Ha BrucenTon ¥ pudaMnHUHH BOOK 10 CKBCABAHE HA NIASMEHIA
MOJYXKHBOT Ha TPHMETOTIPHM e, TIeproa OT okono 1 cenmuua. He ce cumTa, e To3U tdaktec
KINHHWYHO 3HaueHue.

KoraTo TPHMeTONpHM ce NpHAara eIHOBPEMEHHO C APYTH IEKapCTBa, dopMHEpallH KaTHHOHH [IPH
du3HONOrHYHO pH H 4aCTUHHO €KCKPETHPALM €& YPe3 akTHBHA PeHalHa CeKpELA (nanp.
TNIPOKAMHAMHUI, AMAHTAIHH), CBLIECTBYBA BEPOATHOCT OT KOHKYPEHTHO MOTHCKAHE HA TO3H IIPOLIEC,
KOETO MOE Ia IOBE/IE 10 YBEIUIABaHe HA [UTa3MeHaTa KOHUCHTPAus Ha €NMHHA WIH Ha 1BaTa
JIeKapCTBEHH TIPOLYKTa.

[Ip¥ NaIHeHTH B CTAPYECKA BH3PACT, NPHEMANTH JHYPETHLH, 0COGEHO THA3H/HH, HMA OBULICH PUCK
OT TPOMOOLIMTONIEHHA, che WK Ge3 nypnypa.

HMa croGlilenus, npeanonaramy pa3sBUTHE Ha MeranofiiacTHa aHEMHUA TIPK NALKMCHTH, MPHCMAILH
NUPHMETAMMH B RO3H Hax 25 mg ceAMHYHO H KO-TPHMOKCA30J1.

Ko-TPHMOKCA30/1 IOTEHLMPA AHTHKOATYIAHTHATA aKTHBHOCT Ha BaphapHHa Hpe3 CTEPEOCENCKTHBHA
HHXUGULHEA HA HETOBMS MeTaGonMIbM. KO-TPHMOKCA30/ MOXKeE 1a U3MECTH Bap(apHH OT CBBP3BAHETO
MY € TIa3MeHnTe anbyMuny in vitro. Tlopany T0Ba Ce Haara CTPOr KOHTPON Ha aHTHKoaryJIaHTHATa
TepanuA npu neverne ¢ bucenron.

Ko-TpoMOKca30n yIb/kaBa [OMyKHBOTA Ha (PEHUTOKH, KOETO MOKE Aa ROBEAE 10 CKCUECHBEH
dernToHH-edexT. IIpenopbusa ce CTPOr KOHTPON Ha CHCTOAHHETO HA MALMEHTA H MOHWTOPHPAHE Ha
CEpYMHUTE HHBA Ha PeHUTOMH,

CwIBTCTBALIOTO MPHIOKEHHE HA TPHMETOTIPHM H AMIOKCHHE MOJKE J1a IOBEAE 10 YBEIUTHABAHS
TUTa3MEHHTE KHBA Ha JHUTOKCHH, 0c00EHO IPH BH3PACTHATE NALMEHTH.

Ko-TpuMOKcas0oN NOBHINABa CBOOOIHHTE NAa3MEHH HHBA HA METOTPEKCAT.

TpPHMETONPHM NMOBIHABA ONPEAEISAHETO HA CEPYMHHTE HUBA HAa METOTPEKCAT, KOTATO C¢ H3mo/13ba
auxunpodonar pexykrasa or Lactobacillus B MeToaa Ha H3CI€BAHE. Topa B3aEMOAeHCTBHE HE Ce
Habmozasa, KOraTo ce M3NO0I3Ba PAAHONMYHONOrHYSH METOM.

TIpunoxenueTo Ha TpAMeTompuM/cyndamerokcason 160 mg/800 mg (KO-TPHMOKCA301) IPHIHHABA
40% TIOBHIIEHHE HA EKCNIOHALHATA HA NaMHUBY/HH, TTOpany edexTa Ha TPHMETONPHM. JIaMiBy AMH
HsiMa edpexT BbpXy papMaKOKMHETHKATA HA TPHMETOTPHM ¥ CY/ndaMeToKCa3om.

B3auMmozelicTBHE CbC CYIGOHWTYPEHHN, XMNOMIHKEMHYHH aréHTH € PAAKOCT, HO C€ choOlraBa 3a
TIOTEHLIHpaHe Ha edexTa.

BHHMaTENHO ce NOIXokKAA IPY NMALMEHTH, IPHEMAlIX KaKBUTO H [1a A ApYTH JICKapCTBa,
[0 XMIEePKaTHeMHs.




ENHOBPEMEHHOTO NPHJIOKEHHE HA TPUMETONPAM H CyB(aMETOKCa30N (KO-TPHMOKCA30M) ChC
CIHPOHOMAKTOH MOXE 04 ACBEAE NO KIMHHYHO 3HAYHMAa XHOCPKanTueMu.,

AKo BHCEToN ce IpHiIara pH NauHeHTH, NoAyYaBallli IpyTH A€KapcTBa ¢ anTudonareH edekT,
Tpr6Ba na ce 06MuCAM BKIIOYBaHETO Ha NoGaBka Gomar.

4.6 @epruanter, GpeMEHHOCT H KLPMEHE

Bpemennoct
HsMa nocTaThYHH JAHAW 32 ynoTpebSara Ha BucenTon npu OpeMeHHH KEHH. QTaensy Npoy4YBaHHA

IOKA3BaT, 4e MOXKe 61 HMa BPB3Ka MEeXAy M3TION3BAHETO Ha GOIATHH AHTATOHUCTH H BPOACHH
nedeKTH NpH Xopara.

TpuMeTOnpHM € (ONATEH AHTATOHHCT H NIPH MPOY4BaHMUA BEPXY KUBOTHH H BATA areHTa
npuuAnABaT gerannn aHoManuu.(Buxre Touka 5.3. IIpeAKIMHIYHH A2HHH 33 Ge30macHoCT. ).
Bucerrron He TpaGBa Ia CE HINONIBA N0 BpeMe Ha GpeMeHHOCT, 0COGEHO NPe3 TBPBAA TPUMECTBP,
0CBeH NpH abeoMIoTHA HeoGX0oUMOCT. Axo BHCENTON c¢ npanara npH GpeMEHHH, C& HasHATapa
no6aBka Ha Qonar.

Cyndameroxcason uamecTsa GunUpyGuHa OT CBHP3IBAHETO My ¢ IUTA3MEHNA anGyMHH. AKO
CHrHA(UKAHTHY KOIHYECTBA OT MaiikaTa IEPCHCTHPAT B [UIOJ@ 33 HAKOJIKO AHK, CHIIECTBYBA PHCK OT
MPELUTMTHPAHE WM H3OCTPAHE HA HEOHATAHA XHIIEPOHAUPYOHHEMHS H ACOLMHPAH TEOPETHCH
DHCK OT KEPHHKTEp, Korato Bucerron ce npunara Ha maiikara 0KkoJi0 BpEMETO 38 POKAAHC. To3n
TEOPETHYEH PHCK € 0COGEHO 3HAUMM TIPK JIEUa ¢ NOBHIIEeH PHCK OT xunepbunpybuHeMus, Karo
HEOHOCEHH H TAKHBA ¢ TI0K030-6-pocthar JexHAporeHasen AehHIHT.

KnpmeHe
KomnonentHte Ha Bucerrron (TpuMeTONpUM K cyndaMeTokCcason) ce eKCKPETHPAT B KbpMaTa.

Tpunoxennero Ha Bucerrron TpaGBa aa ce u3bArBa B KECHUA €Tl HA OpeMeHHOCTTA H KbPMEHETO,
KoraTo Matikara WM JeTero HMAaT, HAH CBIIECTBYBA PHUCK OT paiBHTHE HA XUrepOUIHpyOHHEMUA.
Jonenmurenno Tpadpa na ce wadarea ynorpebara npu Aeua, Mo-Malky 0T 8 ceamuin, 3apany
NPEeAUCIO3KLIHATA HM KbM XUnepOHnupyGuHemMus.

4,7 EdexTh BBpXy cnocoGHOCTTA 32 Wodupane i paioTa ¢ MAIMNHH

He ca IpoBeXaaHH POYYBaHUs, KOMTO [a u3CIe[BaT edexra Ha bucenTon BBpXy crniocoBHoCTTA 32
wodupane U pabora ¢ MAWIHKK, B nomEnHEHNE, eQEKTHT BLPXY TE3N AKTHBHOCTH HE MOXe 13 ce
TIPEMICKAKE, KATO CE H3XOXKAA OT (hAapMAKONOTHATA Ha JIEKAPCTBOTO. Brpeku TOBa, KIMHHIHOTO
CHCTOSHHE HA MALMEHTA ¥ NPOGHTHT HA HEKENAHUTE NEKAPCTBEH) PEaKLWH Ha BHCETToN Tpadea aa
Ce UMAT TIPEIBH MPH OTPEAEASHE COCOBHOCTTA Ha MAUMeHTa 33 6e30MacHO OCHILECTBABANE Ha TE3H
AKTABHOCTH.,

4.8 HexenaHu JEeKAPCTREHH PEAKNHH

Thi KaTo KO-TPHMOKCa30/1 ChABbP KA TPHMETOTIPHM K CyN(GOHAMHT, 01aKBa Ce BHIBT H YeCTOTATA Ha
HEXENIAHUTE IEKAPCTREHH PeaxliMH Ia ChOTBETCTBAT Ha TAXHATA ynotpefa fgocera.

JlanAH 0T OGIIMPHA MyGIKHKYBAHH NPOYUBAHMA ¢4 U3MONIBAHH ApPU OMPECIAHETO HA YeCcToTaTa Ha
MHOTO YECTH IO PEAKH HEKENaHH Peakiun. MHOTo OT pefkiTe HEXeNaHH PEaKIMH €2 ONpPElSIAHU
BB3 OCHOBA HA JAHHH OT NMOCTMAPKETHRIOBY NPOYUBaHHA H TI0pajii TOBA C& OTHACAT NMOBEHE KBM
CTATHCTHKATA, OTKOAKOTO KBM ,,HCTHHCKATA® YeCTOoTa.

CrieHaTa CXeMa € H3NON3BAHA 32 03HAYaBaHe Ha HEKENaHHTE PeaKLUWH CIIOPEA TAXHATZ YECTOTa:
Muoro gectn =1/10, sectn > 1/100 u <1/10, newectr = 1/1000 u <1/100, penxn >1/10,000 u <1/1000,
MHoTo penku <1/10,000, c Heu3BecTHA YeCTOTA (0T HATMYHHTE JaHHK HEe MOKE 1a ce HampasH
OLICHKZ).

Hudexnuy ¢ nHpecTalgyn

YecTH: MOHMNIHA32 (KAHAHE038)




HapyiueHns B KPEBTa W KPbBHATA CHCTEMA

MHOTO peAKR: NeBKOLMTONEHHA, HEYTPONERH, TPOMOOLIHTONIEHHA, arPaHYIOLHTO33, MeranaGnacran
aHEeMHUs, ATACTHYHA aHEM¥A, XEMOIMTHYHA aHeMHUsl, METXEMOTTOOHHEMHA, eosuHoduIA, Myprypa,
XEMOIH34 NPH HAKOM [ALMEHTH € DIIHOK030-6-(oChaT ASXHAPOTeHA3eH NehruuT.

HapyiwieHus Ha HMYHHATa CHCTEMa
Mmoro penkH: cepyMHa Gonect, aHadMNakCcus, aneprudeH MHOKApAUT, AHTHOCACM, JieKapcTBeHa

Tpeckd, aTeprideH BAacKyIHT Hanono6ssam Henoch-Schoenlein mypnypa, nepHapTepUTHC HONO3E,
CHCTEMEH JIYITyC epHTEMATO3yC

Hapymenns Ha meTafof13Ma H XpaHeHeTo
MBHOT0 YeCTH: XHIEPKanHeMHUA

Mmuoro peaKH: XHIIOTTIUKEM KA, XHIIOHATPHEMHA, AHOPEKCH:

TICHXHATPHYHH HADYINSHHS
MHOTO peaKH: Aenpechs, XaTIoUHHaHA

Hagygeﬂm Ha HEPBHATA CHUCTEMA
YecTH: riapobosne

MHOT0 PeAKH: acenTHYeH MEHHHIHT, KOHBYJICHH, NepudepeH HEBPHT, ATAKCHA, BEPTHIO, IyM B
yUIKTe, 3aMaiiBaHe

ACENTHYHHAT MEHHUHTHT € OBp30 06paTHM NPH CIIHPAHE Ha JIEKAPCTBOTO, RO € PEKYPEHTEH TIPH
CJTy9aH Ha TIOBTOPHA EKCTIO3HITHA Ha KO-TPHMOKCA30/ MK CaMO TPHMETOTIDHM.

PecnypaTOpHH, [PBAHH H MEJHACTHHAITHH HapYIHEeHA
MHoro peIKH: KallAKia, 3aabxsaHe, Genonpobus RHIITPaTH

Te3u cHMIITOMH MOTaT Aa OBAAT paHHA HHAHKALHA 3a PECTIMPATOPHA CBPBXSYBCTBATEIHOCT, KOATO,
MaKap ¥ MHOTO PAAKO, Moxe Aa Gbjie daranua.

CroMamuo-9pepBHH HAPYINSHUS

UecTn: raficHe, nHapHa

Heuectu: nospbIlaHe

MHOIO PEIKH: TIIOCHT, CTOMATHT, IIcepAoMeMOPaHO3EH KOJIUT, [TAHKPCATHT,

HapyiuieHua Ha 04MTE:
MHOre peikH: YBEHT

XenaroGUIHApHH HAPYIICHHA

MHOr0 pefKy: MOBHIICHAE HA CEPYMHHTE TPAHCAMHMHA3H, TIOBHIICHHE Ha 6unHpyOHHa, XONeCTaTHIHa
KBITEHHIIE, YepHOAPoGHa HeKpo3a

XO/ecTaTHIHATA X BITEHHLA H YepPHOAPOGHATA HEKpO3a MOTaT ia ObAaT daTamtu.

Hapyuienss Ha KOXara H NONKOKHEATE ThKaH

YecTH: KOXKHA 0OpHBH

MHoro penkH: $OTOMYBCTBUTENHOCT, eKCHOTHATHBEH NCPMATHT, dHKCHpaH EK3IAHTEM, epUTEMA
MyntudopMe, CHEAPOM Ha Stevens-Johnson, TOKCHHA eniiepMania HEKPOIH3A (TEN) (Bx TOYKa
4.4).

Cungpomst Ha Lyell's € cBbp3an ¢ BHCOXa CMBPTHOCT.

C HeM3BECTHA YeCTOT4: 0CTpa (pebpuwina HeyTpobHIHA AepMaro3a (CHBAPOM Ha Sweet).

Hapymienus Ha MYCKYNHO CKE/IETHATE CHCTEMA
MHOro0 peiki: apTPaIrii, MHAITHA

Hapyuienus Ha G50pelHTe H THKOUHUTE NBTHINA _
MHOTFO pefiKu: yBpexnaHe Ha 6p6pedsara Gpynkuus (NOHAKOra A0KNIaNBaHO KATo Op0peuss

HEeOCTAaTh4HOCT), MHTEPCTHUHANRH He(pHT.




EdiekTH cBHp3aHH ¢ neueHreTo Ha Preumocystis jiroveci (P. carinii) THEBMOHWT (PCP)

MHOro peliKH: TEXKH peakilHH Ha CBPEXUYBCTBHTEHOCT, 0OPHB, TPECKa, HEYTPOTICHHA,
TPOMGOLMTONICHHA, MOBHILEHHE HA EH3MMMTE NOK23ATENHH 32 YepHOIPOoOHATa bYHKLHS,
XHIIEPRATHEMEN, XHIOHATPHEMHA, pabnomMyonm3a.

[Mp¥ BHCOKHTE AO3HPOBKH, H3TIONBAHH 3a jiedeHne Ha PCP, ca NoknaxBaHH TEKKH peakLi Ha
CBPBXHYYBCTBHTEHOCT, HANTAFALIH NPeKbCBaHe Ka TepalHATa. AKO e NOABAT NIPU3HALM 32 [I0THCKaHEe
(YHKUMATA HA KOCTHHA MO3BK HA NMALMEHTa, TPA0BA A3 ce Ha3HAYM Kanueso-GonaTHa robaska
{5-10 mg/aueBHO). TexKH PeaKLHH Ha CBPBXIYBCTBHTENHOCT ¢a JOKA2ABAHH pH MOBTOPHA
EKCITO3HMIIAA HA KO-TPHUMOKCA30]1, IOHAKOrA MPH /0308 MHTEPBAI OT HAKONKO AHM. PaGroMionusa
Habmoxasasa npyu HIV nO3HTHBRM NAalUMEHTH, NOIyYapalld KO-TPHMOKCA30/ 38 MPOGHIAKTHKA HiIH
negenue Ha PCP.

Crobuapane Ha MOJOMPAHHA HEXCTAHH PEAKLIMH

Cro6maBaHeTo Ha IONO3HPAHH HEXENIaHH PEaKUMK C/iell paspellaBane 3a ynorpeba Ha JiekapCTBeHHs
RpoAykT ¢ BaxkHo. ToBa N03BO/ABA N2 NPOABIKH HAGTIOREHHETO Ha CHOTHOLICHNETO II0J13a/PHCK 32
ACKApCTBEHHA NpoAYyKT, OT MEIHMIMHCKHTE CELHATHCTH C& H3HCKBA 14 ¢hOGIDABAT BCAKA
NOIO3HPAHA HexKelaHa peakiiHg upes

H3anbanyTenHa areHLd N0 IeKapcTeaTa

ya. Jaman [pyes” Ne §

1303 Cotdun

Ten.; +35 928903417

yebeairr: www.bda.bg

4.9 Ilpexosupane

Tanene, NOBpBIIAHE, BHEHE Ha CBAT U o0BPKBaHe ca 00xyaliHHTE CHMITOMY IIPK NPEI03HpaHS.
[ToTHCKAHE HA KOCTHHSA MO3bK € ChOGUIEHO NPH NPEA03HPAHE HA TPHMETONPHM. AKO HAMa
NOBPBLIAHE, KeAATeHO ¢ Aa Gbe Tpenn3BrKano, CToMAIIHATA NPOMUBKA MOXe f1a GBae romesHa,
Makap 4e abcopOLUMaTa B FACTPO-HHTECTHHATHHAA TPAKT 0GHKROBEHO & MAOro 61p3a H 3aBBpILBa
NpHOTFIKTENHO 32 2 Yaca. B 3aBHCHMOCT OT CBCTOAHHETO Ha ObOpeuHara GyHKUHA C& NPEropbiBa
npUACKeHHe Ha duyunu, ako OTIeNAHeTo Ha yprHa ¢ cnabo.

TpuMeTONpUM H CyhaMETOKCA30NT ¢a YMEPEHO OHanu3aluiiHy, Ype3 XeMOaHaln3a.
[MepuroHeanHaTa AUaNU3a He e edekTurHa.

5. ®APMAKOJIOrHYHH CBOHCTBA
5.1 @apmMakoaHHAMHYHH CBOHCTRA

MapmanesTHaHa rpyna: KoMGuHauun oT cyA¢OHaMHIM H TPUMETOTIPHM, BKJl. NCPHBATH, ATC xon:
JO1EE01

Mexanu3asM Ha JelicTeHe
BucenTon e aHTHOAKTEpPHATEH IPOAYKT CHCTABEH OT IBE AKTHBHH CyOCTaHLMM, cymaMeTOKCa3oNn H

rpumeronpumM. CyndamMeToKcasolN & KOHKYPEHTEH HHXHOHTOP Ha AEXHAPONTEPOAT CHHTETASHHA
ex3HM. Cy(aMeTOKCa3oN KOHKYPEHTHO HHXUGHPA H3MONZBAKETO Ha MTapa-aMHHOGEH30eHaTa (PABA)
KHCEMHHA B CHHTE3aTa Ha AuXHApodonaT oT HakTepHanHara KIeTka, KOETO BOAM A0 GaKkTepHoCTasa.
TpHMETONpHM Ce CBBP3BA M 06parumo nHXHGKpa GakTepHaTHaTa AuXuApodoNaT PeayKTasa (DHFR)
H GIIOKHpA POM3BOACTBOTO HA TETpaxnApo¢o/IaT. B 3aBHCHMOCT OT yCIoBAATA ehEeKTET MOXKE 12
6Bne Gakrepuumnen, Taka TPHMeTORPHM H cyNdaMeTokcasoll GIOKHPAT IBE [IOCNE10BATENHH CTHIIKH
B GHOCHHTE3aTa HA ITyPHHUTE H HYKICHHOBHTE KHCETHHH, KOHTO Ca eCEHIHANHH 328 MHOTO GaKTEPHH.
Tosa AeHcCTBHE BOIH J0 3HAYMTENHO MOTEHLHPAHE HA aKTHBHOCTTA HA ABaTa arcHTa in vitro.




MexaHU3bM Ha PA3BUTHE HA PE3UCTEHTHOCT

In vitro MpoyYBaHKA ca [OKa3any, 4e GakTepHaNHa PE3NCTEHTHOCT MOXKE a C¢ pa3BHe MHOIO o-
GABHO CTIPAMO CYI()AMETOKCA30M H TPUMETONPHM B KOMOHHALHA, OTKOKOTO CAPIMO BCCKH OT ABaTa
areyTa 00 OTASTHO,

PeascTedTHOCTTA CTIPAMO CYT(haMeTOKCas30 MOKE Aa e pa3Bye Mo pas/TnyHy MEXaHH3MU.
BaxTepHanHHTE MYTALMH NPEAW3BUKBAT NIOBHUIICHHE HA Napa-aMUAOOEH30CHATA KUCIHHA (PABA) 1
HAMANEHHE HA KOHKYPEHIMATA ChC CyNPaMETOKCA30Ma, KOETO BOAH A0 PeAYKIIN Ha MHXHOHTOPRAL
edeKT CNpAMO AHXMAPONTEPOATCHHTETA3HAA eH3AM. J{pyT MEXaHu3bM Ha PE3UCTEHTHOCT € NNasMui-
MeIMMPaHHs, KOITO BOMH A0 NPOH3IBOACTBO Ha H3MEHEH AHXAAPOPONATPENyKTAICH EHINM, C HAMAICH
aduuuTeT KM CyNdaMeTOKCa30Nna, B CPABHEHHE ¢ ,,IUBHA™ THII eH3UM.

Pe3HCTEHTOCTTA CIPAMO TPHMETOTIPHM CE JBIKH HA IIa3MUA-MENMHpaHa MyTallHsd, KOATO BOAK 110
TPOAYKUMSA HA M3MEHEH TUXMAPOQONATPEnYKTa3eH €H3HM, KOHTO € C HaManeH aQUHHTET CIpAMO
TPUMETONIPHM, B CDABHEHHE € ,,AHBHA" THN EHIHM.

TpUMEronpUM ce CBEPIBA C IUIa3MuaniiinA nuxunpodostarperykrasen (DHFR) eHsnM, HO
SHAYUTEINHO 110-cab0, B cpaBHenHe ¢ Gakrepuanums ensim. Tosk adumuurer e okono 50 000 merh no-
caab,

MHOro naToreHHy GakTepuy ca YYBCTBHTEHY i1 vifro KM cyl(aMeTokcason # TPHMETONPHM B
KOHUEHTPAUHK [O-HHCKH OT AOCTHTAHHTE B KPHBTA, TENECHATE TeYHOCTH K yPHHATA NPH NMPATOKEHUE
HA NPENOPLYAHHTE N03H.

MopoBHo ka AelicTBHETO Ha ApYTH aHTHOUMOTHIN, 00ade, NeACTBHETO in Vilro HE 03HAYABA
HENPEMEHHO, Ye MMa JIoKa3aHa KiuHH4Ha edukacHocT 1 TpAdsa 1a ce OTOEEKH, 1€ 3aA0BOTHTCIHA
PE3YIITATH OT TeCTBaHe Ha HaKkTepHanHa YyBCTBHTENHOCT € NOCTHIaT ¢aMO TIPH H3TION3BAHETO Ha
NPenopEYUTETIHUTE CPEAN, HECHABLPHKALIM NOTHCKAIY BEIlecTBa (HHXHOHTOPH), MO-CIISITUATHO
THMHAMH W THMHH,

TpaAvvHE CTORHOCTH
ONTHMATHHTE CTOHHOCTH HA KNHHMYHATA HHXHOHpala KOHLeHTpauKa Ha bucenTon ca:
Enterobacteriaceae: S <2 mg\L R> 4 mg\L

S. maltophilia: S < 4 mg\Ll R> 4 mghL.

Acinetobacter: § <2 mg\LL R> 4 mg\L

Staphylococcus: § <2 mg\L R> 4 mg\L

Enterococcus: S <0.032 mg\L R> 1 mg\L

Streptococcus ABCG: S < 1 mg\L R>2 mg\L

Streptococcus pneumoniae: S < 1 mg\L R> 2 mgil

Hemophilus influenzae: S <0.5 mg\L. R> | mg\L

Moraxella catarrhalis: S <0.5 mg\L R>1 mg\L

Psuedomonas aeruginosa w Apyru non-enterobacteriaceae: § <2* R > 4*

S = uyBcTBHTENeH, R = pesuctenren. *ToBa ca OCHOPHUTE rPAHUYHK CTOHHOCTH CTIOPEA CLSIL, teit
KaTo 33 MoMenTa HaMa onpenenend or EUCAST crofHOCTH 3a Te3H MHKPOOPraHH3IMU.
TpumeronpuM:cyndamerokcason B coTHomerne 1:19. [TokasaTenaute 3a aHANH3 Ca H3Pa3eHH KaTo
KOHUSHTPALHA Ha TPHMETOHPHM,

AurnfaxTepHane ceKTsp
3a onpefieNieHH MUKPOOPraHN3MY HeCTOTATa Ha PE3UCTEHTHOCTTa MOXKE A2 Bapupa reorpadiCKH ¥ BEB
BPEMETO I € JKeNaTelHO Aa Ce HIMON3BaT MECTHHTE JaHHH 33 PE3HCTEHTHOCT, 0CO0EHO Nph Jedenne
Ha TexKH HHpexHi. [Tpy HeobxomuMocT TpabBa Ja ¢e THPCH CHBET OT SKCNIEPT, KOTATO MECTHOTO
Pa3IIpOCTPAHEHHE Ha PESHCTEHTHOCT € TAaKoBa, Ye MOJIE3HOCTTA Ha arcHTa o OTHOWeH)e A
HAKOJIKO BHAA HH(EKIHA € coMHHuTenHA, Tazy HHopMaLHs JaBa CaMo TIPHOIHSHTEN
BEpOATHOCTTA NANCHH MUKPOOPTaHH3MHE 12 GBAAT YyBCTBHUTENHH KBM
TPHMETONPHUM/CYI(PaMETOKCA30T HITH HE,




B TabNHIaTa € NoCOYeHa YyBCTBUTETHOCTTA Ha HAKOH GaKTEpUH KbM
TpHMETONpPHM/CyndaMeToKcason:

O6H9alinoe YYBCTBHTETHH DAKTEPHN

T'pamM-TIoJOKHTENHH aepodn:
Staphylococcus avreus
Staphylococcus saprophivticus
Streptococcus pyogenes

I'paM-0TpULATENHH apeoin:
Enterobacter cloacae
Haemophilus influenzae
Klebsiella oxytoca

Moraxella catarrhalis
Salmonella spp.
Stenotrophomonas maltophilia
Yersinia spp.

Braone BaKkTepun, IPY KOKTO NPANOGATATS PL3HCTEHTOCT MOMXE 13 onae npobaem:

T paM-TIONOKUTENHH aepoOn:
Enterococcus faecalis
Enterococcus faecium
Nocardia spp.

Staphylococcus epidermidis

Streptococcus pneumoniae —

I'pam-oTpRUATEIHH apeodu:
Citrobacter spp.

Enterobacter gerogenes
Escherichia coli

Klebsiella preumoniae
Proteus mirabilis

Proteus vulgaris

Providencia spp.

Serratia marcesans

TpHpoOaHO Pe3HCTEHTHH OPrAHH3MH:

.F'pam-oTpunarennn apeobu:
Pseudomonas aeruginosa
Shigella spp.

Vibrio cholerae

52 @apMaKOKAHETHYHH CBoHCTEA

Crien nepopanieH NpHeM TPUMETOTIPHM K CyJdamerokcason ce abcopbupar 6530 1 I0YTH HANBIIHO.
INpHeMbT Ha xpaHa He 3a6a83 abcopOiaTa. [IMKOBY KOHUEHTPAUMK B KPBBTA CE IOCTHIAT MEXIY
IMH 1 YETHpPHU Haca CTe MpHEeMa H HUBATA Ca JI0303aBHCAMH. EQEKTHBHN HHB2 [IEPCHCTHPAT B -
KPBETA 32 TIOBEYe OT 24 yaca ciefl TepanesTHIHa 103a. CTaluWiIHu HHB2 Py BE3PACTHH CF A0CTHIAT
a3 2-3 nuA. Hukoit OT GBaTa KOMNOHEHTA HAMA 3HAYHTETEH eQeKT BHPXY KOHIEHTDAHHTE,
INOCTHTaHA B KPHEBTA OT OPYTHA,

TpumeronpeM e caba 6aza ¢ pKa ot 7,4. Toii ¢ munodwied. ThrkaHHHTE HMBA HA TPHMETONPHM Ca
10-BHCOKH OT [NA3MEHNTe; Te3n B Genure npobose v GrGpewTe NOKa3BaT 0COGEHO BHCOKH
KOHKEHTpaury. TPUMETONPHM UMa NO-BHCOKH KOHUSHTPALHH CTIPAMO IIASMEHHUTE B KNBHUKATA,
[pOCTATATa, CAKGHKATA, XPAUKMTE H BATHATHHAA CexpeT. HUBata B o4HaTa TEHROCT, KhpMATa,
LEepeOPOCTIMHATHATA TEYHOCT, TEYHOCTTA Ha CPEAHOTO YXO, CHHOBHAIHATA TEHHOCT Y yepBaTa
alek8aTHY 3a aHTHGaKTepyHanHa akTMBHOCT. TPHMETONpUM MPEMHHABA B AMHHOTHYHAT [
(peTanHUTE THKAHN KATO JOCTHIA KOHIICHTPALMHE, TPHOIH3HTENHO PaBHY Ha TE3H B M A
Mpubnuzurento 50% oT TPHMETONPHM € CBBP3aH C MNa3MEHHTE MPOTCHHY. Momyx
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xopa ¢ ot 8,6 no 17 yaca npu ropmanHa Ou6peuna Pyrkums. Tok ce yBenmiapa koedMIHeHT ot

1,5 mo 3,0, KoraTo KPeaTHHHHOBHMAT KITHPBHC ¢ MO 10 ml/mun. Hama cHrasgiKaTHa Pa3anKa [Py
BB3PAcTHH B CPRBHEHHE C Majy NAUMCHTH.

OCHOBHHSAT ITHT 33 EKCKPELIHs Ha TPHMETOMPUM € upe3 GrGpeunre 1 okono 50% ot 1o3ara ce
eKCKPEeTHpa ¢ YPUHATa 3a 24 4aca KaTo HENPOMEHEHO JIEKapCTBO. Hskonke MeTafonMra ¢a
WACHTHULEpaHH B ypHHaTa, KOHNIEHTpanuyuTe Ha TPHMETONIPUM B YPUHATA BAPUPAT B LHPOKH

_ TPAHHDN.

Cyndametoxcason e cnaba kucenuna ¢ pKa ot 6,0. KoHneHTpaunsTa Ha akTHBeH cyngamMeToKcason B
TeJleCHHTE TeUHoCTH € okono 20 go 50% oT mramMeHara KOHUCHT DAL,

Oxono 66% ot cyndaMeToKeaso) B IUIa3MaTa € CRLp3aH C POTEHHH ¥ OCHOBHHUAT BT HA eKcKpenus
e upe3 6p6peumre. MonyxueoTET € OkoNo 9 no 11 yaca npy HopMATHA 6u6peuna pynkuud. Hama
TIPOMSAHA B IONYXHBOTA HA AKTUBHHA CYIQAMETOKCA30/ ApH PERYKIHA HA Osfpevsara pyHKUMA, HO
ce HabMIOABA YABIKABAHE HA NOTYKHBOTA Ha OCHOBHHA ALICTHIHPaH MeTaoIHT, KOraTo
KPEATHHHHOBHAT KIHPBHC € mog, 25 ml/MuHyTa.

OCHOBHHAT ITHT HA EKCKPElyd Ha cynamMeTokcalon e upes Gp0peLnTe; MOKIY 15% 1 30% ot no3ata
ce OTKPHBAT B ypHHATa B aKTHBHA (opma. I1pH BE3PACTHH NAUHEHTH ¢ pelylHpaH GeOpednun
KIHPBHC Ha cyndaMeToxcason.

[legnarpytHa monymaums

DapMaKOKHHETHKHTE Ca 3aBHCHMH 0T BR3IPAcTTa IPH NeAKaTPUYHATE NoMy1auus ¢ HOPManHa
6nOpeuna QyHKuMA M 3a I8aTa KoMNoHenTa Ha BucenTon - TPUMETOMPHM-CYA(aMETOKCA30L.
ENVMHHAPAHETO HA TPHMETONPUM-CYN(AMETOKCA30N € PeNyUMpaKo NpH HOBOPOARHH NPE3 MHPBHTE
OBa Mécella OT XXHBOTa H 3aTOBA U TPHEMETOMPHM H C)’Jl(l)aMBT QKCA30J MOKa3BaT Nno-BHCOKO
€TMMHHHPAHE C TO~BHCOK TENECEH KIHPBHC M 10-KbC eNHMUHALIHOHEH NONYKHBOT. PasaukuTe ca no-
H3ABEHH [IPH MAIKH KbpMayera (>1,7 mecenga 2o 24 Mecela) 1 HAMANABAT C YBeTH9YaBaue Ha
BBIPAcTTa NPH CPaBHERNe Mexay Matky feua (1 roauna 1o 3,6 roguhu), Aeua (7,5 rogusd o <10
TOAMHH) H BE3pacTHH (BXK. TO4Ka 4.2},

5.3 IpenkauHnvHA RaHEH 33 GesonacHocT

PerponyKTHBHA TOKCHKOMOTHA;

Mpu 2034, HaZBHILABAIIY NperlopbYaHaTa TepanesTHYHA 11032 NPH X0pa, TPHMETONPHM H
cyndamMeTHKcaszon Morar Ja MpHYMAAT hedekTd Ha Rebuero ¥ apyry (eTanHu aHOMATHK NIpH
IUThXOBE, KOMTO ¢4 THIHYHH 3a (onarteH aHTaroHucT. EdekTure Ha TPHMETONPHM MOTAT JIa C&
MpeaoTBPATAT 4pes npHeM Ha (onar. [Ipu 3aiium ¢ HabnrogasaHa 3aryfa Ha IJI0AA MPH A03H,
HANBUILABAUTH YOBEUIKATA TEPAncBTHIHA Jo3a.

6. DOAPMAINIEBTHUHH JAHHH
6.1 Chnucex HA MOMOIMHHTE BEIMECTBA

MakporoiriHUepoIoR XHAPOKCHCTEAPAT
Kapmenosa Hatpuit
ANYMHHHEBO~MATHE3HEB CHITHKAT
JInMoHeHa KHCelHHA, MOHOXUIpAT
Junarpues gocdar, foackaxnapar
Merun-napaxuapokcrbenzoar (E 218)
[Mpomun-napaxuapoxcndensoar (E 216)
ManTtHTox, TeUeH

3axapuH AaTpui

Tpomanenrmixon (E 1520)

ApoMaT Ha JUBH ATOLH

Ipeuncrena Bola
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6.2 HecLsMecTHMOCTH
He ca u3pecTHR.
6.3 Cpox Ha roaHocyY

3 roanun
CpoK Ha rOIHOCT CAefl oTBapsAHe Ha (uiakona — 8 meceua.

6.4 CrnennajHH yCJIOBHA HA ChXpaHEHHE

Ha ce cpxpannsa mon 25°C.
CoxpasaBaiiTe ¢pAaKoHa B KapTOHEHATa ONIAKOBKA 32 Jla Ce IPEANA3H OT CBETIHHA.

6.5 Bun | CLObpXKAHHE HA ONAKOBKATA

DAKOH OT THMHO CTBKIIO, ChABpKan 80 m! cycrensus, 3aeHO C IUCTOBKA 38 IALMEHTa, 0/TakOBaHH
B KapTOHEHa KyTHs. B kyTusTa ¢ BKMIOYEHA ¥ MEPHTENHA IHKHYKE.

6.6 CroeumaiHma NpeanasHi MEPKH NPH HIXBBLPAAHE

Hama

7. NMPUTEXATEJ HA PA3PEILIEHHETO 3A YIIOTPEBA
Zaklady Farmaceutyczne POLPHARMA S.A.

ul. Pelpliniska 19, 83-200 Starogard Gdanski

IMonma :

8. HOMEP HA PA3PELLIEHHETO 3A YIIOTPEBA

PerucrpaunonsH Ne 20050115

9. JATA HA OI'BPBO PA3PENIABAHE/MOJHOBABAHE HA PA3ZPELNIEHHETOQ 3A
YHOTPEBA

Hara ua mepBo paspeiuasasxe: 25.02.2005
Jlata Ha mocneqHo noaHoBsBaHe: 16.06.2010

10. JATA HA AKTYAAR3AIHA HA TEKCTA

29.07.2021
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