KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HME HA JEKAPCTBEHHA INMPOAYKT
bHUCEITTOJI 80 mg/ml + 16 mg/m! koHueHTpar 3a uHPy3HOHEH pa3TBOP

BISEPTOL 80 mg/ml + 16 mg/ml concentrate for solution for infusion

2, KAYECBEH U KOIHMYECTBEH U ChCTAB

Beexn ml ot koHUeHTpaTa chabpxka 80 mg cyndamerokcason (sulfamethoxazole) n 16 mg TPUMETONMPHUM
(trimethoprim).
Bcaka amnyna ot 5 ml ceaspxa 400 mg cyndameTtokcaszon ¥ 80 mg TpPHMETONPHM.

[IOMOIIHK BEIIIECTBA C U3BECTHO JACHCTBME: HATPUI, eTAHO, MPOMHAEHIIHKO.
Beekn MUTHAHTBP KOHLUEHTPAT chabpxka 0,3 mmol (6,9 mg) HaTpuis, 100 mg etanon 96% u 420 mg
MPOMUJICHMTHKOIL.

3a NbJHUA CMIUCHK Ha NMOMOUIHUTE BellleCTRA BUKTe TouKa 6.1.

3. NMEKAPCTBEHA ®OPMA WITHBAHATENMNA ATEH LIRS NO NEKAPCTRATA
A Kpamwa xapanmepucmuKe 1a npogyxTe - Npusoware |

KOHUEHTpAT 3a HHPY3UOHEH Pa3TBOP. NO 3o

be3useTHa unu 6nen0xbnNTa TEUHOCT. Kiw Poa. N ola\g(;)

o as-n-m

4. KJIAHAYHH JAHHU

4.1 TepaneBTHUHH NOKA3AHNS

bucenTos 3a MH(Y3KMA € NOKa3aH 3a J¢ueHue Ha CNeAHNTE HH(CKUHH, NPHYHHEHH OT YYBCTBHTEHH
MHKPOOPraHu3MH (Bx. TOUKa 5.1.). bucernron ¢ nokazaH npd BL3pacTHH, KOHOLIH, Aela U KbpMayeTa Ha
Han 6-CeaAMHUYHa Bb3pacT.
- Jleuenue Ha OCTPH, HEYCIIMKHEHH MH(DEKLUHH HA [TMKOYHUTE MBTHLLA.
[[penopBYUTENHO € HAYATHHTE E€NH30AH Ha HEYCIIOKHEHHTEe HH(EKLWK HA NHKOYHHTE IThTHLIA 1A
CE IEKYBAT C €HOKOMIIOHEHTEH aHTHOAKTEpHAIeH areHT, OTKOJKOTO ¢ KOMOHHALIMA KaTo
bucenron.
- Jleuenue u npoduIAKTHKA Ha MHEBMOHHSA, NPHUKMHEHA 0T Preumocystis jiroveci, unu PJP.
- JleueHue Ha ocTpa ex3auepbauna Ha XpOHHUYEH DPOHXUT.
- JleyeHue U npoduUnaKTHKa Ha TOKCOMIa3Mo3a.
- Jleyenyie Ha HOKapAHO3A.

Karo usno nokazanusTa 3a yriorpeba Ha bucenron 3a MH(Y3Msa ca CBIIHMTE KaTO TE3H 3a MEpOpaHUTE

dbopMH.
TpabBa fa ce UMaT npeaBua OQUUHANHHTE MECTHH NMPENOPHKH 3a MpaBiIHa ynoTpeba.




4.2 /Jlo3HpOBKA H HAYHH HA IPHJI0XKEHHE

Ho3upoBka
CTanJapTHH NMPENOPBKY 3a JO3ZHPOBKA NPH OCTPH MHMEKLIHY

Bwapacmuu u deya nao 12 zoodunu
2 amnynu (10 ml) na Bcexm 12 yaca.

Heya oo 12 co0unu
[MpenopruanaTa no3uposka € npubnusuTenno 30 mg cyndamerokcason v 6 mg TPUMETONPUM/KE TENECHO

TErjo 3a 24 yaca, pa3aciieHH Ha iBe eHaKBU 103M. KaTto cripaBka Moxke Ja ¢e W3MoJ3Ba C/IeaHaTa CXeMa,
OMHUCaHa Mo-A0J1Y.

Iena ot 6 ceamuuM no S5 Meceua: 1,25 ml Ha Bcexku 12 yaca.
Hena or 6 Mecena go 5 rooguuu: 2.5 ml Ha Bceku 12 yaca.
Tlenia ot 6 10 12 roguuy: 5 ml Ha Bceku 12 4aca.

[pu Texkn nHGEKUNKM go3aTa MOXKe J1a ce yBeaudr ao 50%.
JleyeHueTo TpsAOBA 14 NPOABKH, AOKATO NALIMEHTHT HAMA CHMNTOMH B MPOLBLIIKEHHE HA ABa AHK. B
MHO3HHCTBOTO OT C/YYAHUTE C€ H3UCKBA JIEUCHHUE NTOHE 5 JHHM.

Hayuenmu 8 cmapuecka gv3pacm:
Buxre Touka 4.4.

Hapywena wepnoopobra gyruryun:
Hama HATMYHH JAHHH OTHOCHO J03WMPOBKATA NPH NAUMEHTH ¢ HAPYILIEHA YepHOApoOHa (yHKLHS.

CrneuyaiHy OpenopbkH Mpy A03HPAHE
(AKO He € ITOCOYEHO APYIo, Aa ¢€ U3MOA3BAT CTAHAAPTHHUTE MPENOPBKH. )

Hapywena 6vbopeuna pynxyun

Bo3pacTHy u geua Haa 12 roanuy (HaMa HaiMuHa MHGOpMaLud 3a aela noa 12-roguiHa Be3pacT)

KpeaTHHHHOB KAHPBLHC (ml/min) [IpenopsuuTeIHA X032

[Toseue ot 30 ml/min CraHjapTHa n03a

15-30 ml/min [TonoBMH cTaHaapTHA O03a

[To-Manko ot 15 ml/min Ynorpebarta Ha I€KapCTBEHHA NMPOAYKT HE Ce
npenopbYBa

HPEHOPB‘-IBB, CC U3MCPBAHC Ha IVIASMCHHUTEC KOHUCHTPALKWH Hd C)’JI(I)EIMGTOKBHSOH Ha HHTEPBA/1H OT 21003

AHH B 1pobH, B3eTH 12 yaca cnes npunaradeTo Ha bucenTosn. AKO KOHLEHTpalHAaTa Ha ooHA
cyndamerokcaszon HagBHinaBsa |50 micrograms/ml neuenneTo Tpabea na OBAe MPEeKpaTeHO, AOKATO
cToHHOCTTa nagHe noa 120 micrograms/ml.

[IlHeBMOHUA, NpUYHHEHA OT Pneumocystis jiroveci (PJF)

JleueHue
100 mg cyndamerokcazon u 20 mg tpuMeTonpum/kg Te1€CHO TETIO AHEBHO, :-f—"—t-n-
noseue OTAETHH O03H. JleueHueTo TpaOBa Aa Obe NPEBKAKOYEHO HA NepPopaneH an _eptdld 1y

)
Bb3MOXKHO H Ja ce MPOABIIKY 3a nepuoa ot 2 ceamuuy. Llenrta e ga ¢e MOCTHrHAT 11 t,
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[1Na3MaTa Uik cepyMa Ha TPMMETONPUM, TIO-TONeMU WIH paBHHM Ha 5 micrograms/ml (onpeneneHo npu
MAUHEHTH, MOJYYaBallH HHTPAaBEeHO3HO BucenTon B mpoab/ikeHHe HA eAMH 4ac) (B¢ Touka 4.8).

[IpodunakTHka
CrangapTHa A03MPOBKA B MMPOABJLKEHHE HA PUCKOBHS NEPHOA.

Toxconnmazmosa

Hama KoHCeHCYC 110 OTHOUIEHHE Ha HaR-NMOAXOAAMIATa 103a HA TO3H JIEKAPCTBEH NPOAYKT 3a JICHCHHE WIH
npodnakTHKa Ha TOKcornasMosa. Jlozara Tpabea fa ce OCHOBABa HAa KIMHHYHHA OMHT. AKO
JIEKAPCTBEHHAT TIPOAYKT C€ M3MOJ3Ba 33 NPOPHIAKTHKA, JO3HPOBKATA 32 npotunakTuka Ha PCP Moxe aa
Obae noaxoasua.

Hokapauo3sa

Hsma KOHCEHCYC N0 OTHOIIEHHE Ha Hail-noaxoasiaTa no3a. H3non3paHu ca f03M 3a Bh3pacTHH OT 6 10 8
TabNeTKH JHEBHO B MPOABIDKEHHE A0 3 Mecela (eHa TabneTka ¢raspxa 400 mg cysndamerokcaszon U

80 mg TpuMeTONpHUM).

HauuH HA NPUNOKEHUE

bucenron KOHUEHTPAT 3a UH(PY3HOHEH Pa3TROP € MPeAHA3HAYEH 38 HHTPABEHO3IHO NPHIOKEHHE H NPCIH
NPHUNOKEHUETO TPIORA Na C€ pa3TBOPU.

bucenton Tpsabea Aa ce M3MOJ3Ba CaMoO Npe3 NepHUol, B KOHUTO MAUKUEHTHT HAMAa Bh3MOXKHOCT 13 NPHEME
NEPOPATHO JIeUEHHE, KOTAaTO 3alI0YBAHETO HA JICYEHHETO Ce HaNara CreliHo WiH 3a y100CTBO Ha
MALHMEHTA, AKO BeHe MOTy4YaBa TEHHOCTH upes UHdy3ud. Benpexu, ye bucenTon aMiTy/iv € NOJIE€3€H MpH
KPUTHYHO OOTHM NMallMEHTH, TOM MOXKE Ja HIMa TepaleBTHYHO NPEIUMCTBO Npea Nepopajinvs npenapar.
3a MBAHKTE UHCTPYKLMH 3a PaspeIaHe Ha NPOAYKTA NMpeay IIPHAOKEHHUE BIXKTE TOUKa 6.6.

4.3 IIpornBonoka3anus

CBpPBX4YBCTBUTEIHOCT KbM HAKOE OT aKTUBHUTE BEUICCTBA, CYJI(QOHAMUAH, TPHMETOINPHM, KO-
TPHMOKCA30JI UK HAKOE OT TIOMOLIHKTE BellleCTRa, H3OpoeHU B TO4Ka 6.1.

Bucenton e npoTHBOMOKA3AH NPH MALMEHTH C TEXKKO YBpeXKIaHe Ha YUepPHOAPOOHUA MAPCHXHM.

bucenTon e NpoTUBONOKA3aH MpH TEKKa OBOpeUHa HEAOCTATBLYHOCT, KOraTe HE MoraT Ja ¢e npasat
NOBTOPHH W3MEPBAHHS Ha I1a3MEHUTE KOHLEHTPALUH,

bucenron He TpaOBa fa ce npuara npu MalUeHTH ¢ aHAMHe3a 3a JIeKapCTBEHO-HHAYMpaHa UMyHHa
TPOMOOIIUTONEHUS NIPH U3NOI3BaHE HA TPHMETONPHUM WIH CyI(OHAMUIH.

bucenTon He TPAOBa Aa ce NMpunara npH MauMeHTH ¢ aKyTHa NopQupHus.

bucenron He Tpa0Ba Aa ce nNpuiara Npy KbpMayeTa [pe3 NbpPBUTE 6 CCAMMUIIH CJIE PAXKAAHETO.

4.4 ChnenHaJHH OpeaynpeXIeHHs H NPeINaiHA MePKH NPH ynoTpeda

Makap ¥ MHOTO PSAIKO UMa (baTajlHH cyuyaH B Pe3yJTaT Ha TEXKH peakliH, BKJI. CHHIPOM Ha Stevens-

Johnson, TokcuyHa enmuaepmanHa HeKponusa, PyIMHUHAHTHA YepHOAPOOHA HEKPO3a, arpaHyJIoUWTOo3a,
anjacTU4YHa aHeMMUs, IPYTH KPBBHH JHCKPa3UK K CBPBXHUYBCTBUTENHOCT HA AUXATC/THUTE MHTHINA.

. JloxnaiBaHH ca »KHBOTO3ACTPALLABALIMTE KOXKHH PCAKLIHKE CHHAPOM Ha StevensgRiinsanapAoR
TOKCHYHA enuaepManHa Hekponu3a (TEN) npu ynorpebara Ha bucenror.




. [TauneHTHTE TPsAOBA Ja OBAAT CHBETBAHHM 3a MPU3HALMTE H CHMNTOMHTE, U Ja ObJaT CTPMKTHO
MPOCHEAABAHH 32 KOKHH peakuuH. [TopuliteHUAT puck ot nossa Ha SJS win TEN e npes mppeute
CEAMULIH OT JIEUEHHETO.

. AKO NIPUCHCTBAT CHMIITOMM WM Mpu3Hauu Ha SJS vwau TEN (Hanp. nporpecypatild KOXKHHA OOpHEH,
YECTO ¢ MEXYpUYeTa WM Ie3HH Ha IMraBuuara) JedeHuero ¢ bucenron tpsabBa na ce npekparH (BxX.
To4ka 4.8).

Haii-noGpn pesyntary B oBnansaBanero Ha SJS u TEN ce nomy4apaT npH paHHa AMarso3a u
He320aBHO MpeKpaTaBaHe Ha BCAKO M0/I03HPaHo JiekapcTBo. PAHHOTO OTHEMaHe € CBBP3aHo ¢ MNo-
aobpa rporyosa.

. Ako nauueHTsT paseue SJS wnn TEN mpu ynotpeGara va Bucenton, To neuende ¢ bucernTon
HUKOra He TpsAOBa [a ce 3ano4Ba OTHOBO NPH TO3M NAUUEHT.

BB3MOKHO € 3a1bPKaHe Ha TEYHOCTH, KOraTo CE NpUaaraT MHOrQ BHCOKH AO3H, NMPH NMALUHEHTH C
NOA/IEXALLO KapAHOMYyAMOHapHo 3afonsBakle.

Tpabra na ce noaabPKA NOCTOAHEH MOTOK HA YPHHOOTAEAHETO Mpe3 LIAMOTO BPpEME Ha JICHCHHETO.
HabnonaBaHuTe ClyyaH Ha KPUCTATYPHA i1 ViVO Ca PEIKH, BBIPEKH Ye CyIPOHAMHIHH KPHCTAIH ca
OTKPHTH B OXJIAJICHA YPUHA OT JIEKYBaHH NauueHTH. [lpy nauueHTH, cTpajgallld OT HEIOXPaHBAHE, PUCKBT
MOXKe Ja Obae Mo-BHCOK.

I[py naLMEeHTH C U3BECTHO yBpeiaaHe Ha OBOpelMTe TpAOBa 12 ce MpHUIarar CrielHalIHd MEPKH. (BX.
TO4YKa 4.2).

[Ipenopbura ce peAOBHO NpOCieAsBaHe HAa KPbBHUTE €JIEMEHTH, KOrato bycemnron ¢e AaBa 3a AbJIbr
MepHoL, aKo NALHEHTET uMa QONHEB AePUIIMT HIH € B CTaApUECKa BB3PacT, ThH KaTO MOraT Ja HACTBIIAT
aCHMITTOMATHYHH NPOMEHH B XEMATOJOMMUHHTE 1ab0paTOPHU TECTOBE, TIOPaH Bb3MOXKEH QonateH
nebHUKT. Moske na ce 06ChAN AOMBABHUTENHO Npyiarade Ha QONHHOBA KMCENHHA, HO € 0CO0EHO
BHMMaHHe, 10pay Bb3MOXKHO B3aMMOENHCTBHE ¢ epexTa Ha aHTMOAKTEPHATIHOTO JIeYEHHE (See section
4.5).

BuHaru ce npenopupyBaT clieLMaIHy TPHXKH IIPH IPYIAaTa ralHeHTH B CTApUecKa Bb3pacT, ThH KaTo T¢ ca
NO-UYBCTBHTEAHM KEM HEXKEJIaHH AeKapCTBEHH peakUnH H MPU TAX PUCKBT KbM TeXKKH HEKEITaHU
PeAKLMH € TI0-BUCOK, 0CODEHO aKo HMa ApPYrH PHCKOBH (GaKTOpH, Harp. yBpeaeHa 6b0peyHa uau
4epHOAPOOHA PYHKUMA W (MAH) aKO HM3NQA3BAT APYTIU JIEKapCTBa.

[Tpu matweHTH ¢ rIoKo30-6-hocdar nexuaporeraser (G-6-PD) neduunut MOKe 1a HACTBITH XEMOJIH3A.

Bucenton Tpabea na Obae KaBaH ¢ NOBHILIEHO BHUMAHHE HA NALMEHTH ¢ TEXKa (PAaMHIHA aNeprus Wi
OpoHXUaIHA acTMa.

BucenTol He TpaOBa a ¢e W3IMOJ3BA 33 JIEUEHHE HA CTPENTOKOKOB (DapHHTHT, MpHYHHEH oT [ pyna A
beTa-xeMOJUTHYHH CTPENTOKOKH. EpaaukaumaTa Ha T€3H OpraHu3MH OT OpodapHHKCa € NMo-MaJIKo
e(peKTUBHA, OTKOJKOTO NPH U3NONA3BAHE Ha NEHHLIWIMH,

OtGens3ano e, Ye TPUMETONPHM YBpeKaa MeTabonn3ma Ha GeHHIaNaH|H, HO TOBA He € OT 0CO0eHO
3HAYEHHE [IPH HALMEHTH C (PEHUIIKETOHYPHS, KOHTO ca Ha MOAXOAAa JHEeTA.

[MpunoxerneTo Ha BUcenToON Ha MALMENTH ¢ M3BECTEH HJIM MOAO3HPAH PHCK OT MopdHpusa Tpsadea aa ce
n30qarsa. U tpuMeTtonpum u cyndoHamuauTe (He caMmo CyJipaMeToKcas3oll) e CBEP3BaT ¢ KITHHUYHO
ofocTpsHe Ha OpQUPUSTA.

CTPUKTHO MOHHTOPHpaHE Ha CEPYMHHTE KATMH U HATpUil TpAOBa Aa ce€ rapaHTupa n
PHCK OT XHIIEPKATMEMUA H XUIIOHATPHUEMHS.



Ko—-TpuMoxcazon ce acouMipa ¢ MeTaboIMTHA aliua03a, KOraTto €€ U3K/IoUYaT APYTH NOAICHKALLH
npuuuHU. [IpermopbyYBa ce BHHMATENHO NIPOC/EAsIBAHE BUHATH, KOraTo Ce MOA03Hpa MeTaboTHTHA
alua034a.

bucenton He TpabBa fa ce faBa Ha NALKMEHTH CHC CEPHOZHU XEMATOIOFMYKH Pa3CTPpOHCTRA, OCBCH NPH
MHOI'0 BHUMATENHO HabmoaeHue (Bx. Touka 4.8). Ko-TpuMOKca3on € JaBaH Ha MalHEHTH, NO/1y4aBaliy
[IMTOTOKCHYHO JIEYEHHE ¢ MATBK WK 03 NONIHHTENEH ePEKT BbPXY KOCTHUSA MO3bK WM NEpHpeEpHaTa
KPbB.

KombunanusaTa ot anThOHOTHUH ¥ BucenTon Tpabea na ce u3mon3ea caMo, ako TIO NPeLieHKa Ha JieKap
[10/13aTa OT JIEYEHHETO NMpPeBHILaBa Bb3MOxHUA puck. Tpabra aa ce obcwan ynorpebara caMo Ha €1HO
¢(PEKTHBHO aHTHOAKTE pHATHO CPEACTRBO.

TOKCHYHOCT 3a AMXATEIHATa CHCTEMA

[Io BpeMe Ha eueHHE C KOTPUMOKCA30J ce ChoOIIaBa 3a MHOIO PEAKH, TEXKKH CTy4aH Ha TOKCHYHOCT 32
MUXATEIHATA CHCTEMA, IOHSIKOra MPOrpecHpaLi| 10 OCThDP PeCUpaTOpeH AucTpec CHHAPOM (ARDS).
[ToseaTta Ha OenoapoOHH CHMITOMH KaTO KALJTHLIA, [TOBHLIIEHa TEMIIEpPAaTypa ¥ JUCITHEA, PUIAPYKEHH OT
PEHTTEHONIOTHYHH JaHHH 3a Genoapotun nHduTpaTH X HapyluaBade Ha GenoapobHHTe GYHKIMH, MOrarT
na 6baat mepeuTe NpusHauy Ha ARDS. Ipu takuBa o6cToATeICTBa KOTPUMOKCA30,1 TpA0Ba fa ce
NPEeYCTAHOBH M 12 C€ MPUJIOKH NMOAXOAALLO JIEUSHHE.

Xemogarouurna numpoxuctuountosa (Haemophagocytic lymphohistiocytosis, HLH)

MHoro psaako ca ceo0wasany cnyvan Ha HLH npy naimeHTH, nekyBaHH ¢ KOTPHMOKCa3OJ.

HLH e »HBoTO3acTpaluaBail CHHAPOM Ha MaTOJIOTMYHO aKTHBHpaHe HA MMYHHATa CHCTEMA, KOHTO Ce
XApaKTepH3Upa ¢ KIMHWYHH NMPH3HAUH ¥ CHMNTOMH HA €KCIECHBHO CUCTEMHO BE3MAIEHHE (HANp.
MOBHUILIEHA TEMIIEPATYpa, XeNaTOCILIEHOMEralluA, XUIIEPTPHIITHLEpHAEMHUS, XUNIOPHOPHHOTEHEMHA,
BHCOK cepyMeH (epUTHH, UMTOTNIEHHH H XeModaroudrosa). [TaudeHTuTe, KOWTO pasBUBAT PaHHH NIPOSBH
HA MATOJIOrHYHA UMYHHA aKTHBALMA, TpA6Ba He3a6aBHO /1a ce OLEHAT. AKO ce NMocTaBu IrarHo3a HLH,
JIEYEHHETO ¢ KOTPUMOKCAa30s TpAbBa Ja ce TpeKparH.

To3u nekapcTBeH MPOAYKT ChAbPxa 34,5 mg Harpuii B S ml, koeto oTroBaps Ha 1,73% ot
apernopbuBanud o WHO npu queTa IHEBEH MPHEM Ha HATPHIA 32 BB3PACTHH, KOWTO € 2 g HATPHH.

ToBa nekapcTBO MOXKE Aa C€ pa3pelH NMpeaud NpwiaraeTo My (BxK. Touka 6.6.). AKO B pasTBopHTesid ¢
CBABPIKA HATPHI, TO TOH TpsaOBa ma ce UMa IpeaBUI IIPH NpecMATaHe Ha OOLIOTO ChABPIKAHHE HA HATPHH
B FOTOBMA pa3TBOP. 3a no-noapobHa HHAOPMaLHS 33 ChABPKAHUETO HA HATPHH B PA3TBOPHUTENTS, OTHECCTE
Ce A0 MPOAYKTOBAaTa UHGOPMALUS, NPEAOCTaBEHA OT MPOU3BOIUTENS MY.

To3u nekapcTBeH nMpoAyKT chabpxka 500 mg ankoxon (eTaHon) B 5 ml, koeTo eKBHBaIEHTHO Ha 11,88 ml
Oupa uin 4,95 ml BHHO.

JTo3a 1,9 mi o1 TOBa nekapcTBO, NpHIOKEHA HA JETE HA BB3PAcT OT 6 CEAMHLIH, C TErJI0 S Kg Lie /oBeae
N0 ekcno3yuus 38 mg/kg eTaHon, KOETO MOXKE /1a peanU3BHKa NOKAYBaHE HA KOHIEHTpauuATa Ha
anxkoxon B kpsBTa (BAC) ¢ okoso 6,3 mg/100 ml.

Jo3a ot 15 ml oT TOBa NekapcTBO, NpUIOXKEHA Ha BB3pacTeH ¢ Terao 70 kg, uie J0Be/Ie A0 A0 €KCIIO3ULINA
21,4 mg/kg, eTaHO KOETO MOXe [1a NpeaKM3BHKaA NMOKAUBAHE HA KOHLIEHTpAaLUATa Ha aJIKOXOJ B KPBBTA
(BAC) ¢ npubnuanrenno 3,6 mg/100 ml.

3a cpaBHeHHe, TpH ynorpedara oT Bb3pacTeH Ha vawa BUHO Wik 500 ml Oupa, koHLIEHTpaLMATA Ha
anKoXoJ B KPBLBTA € BeposaTHO Aa 6bae okono 50 mg/100 ml.

EAHOBpEMEHHOTO NPUICKEHHE C JIEKAPCTRA, ChABPKALUM HAMNP. NMPOTIHJICHITTAKO/ HITH €TaHOJL MOXKE 11a

HUCBHK WJIM HeAOpPa3BUT METa0OIUTEH KananUTeT.




Toaun nekapcTBeH NPOAYKT cbAbPKA 420 mg NponuAeHrIMKoN B €MH MHJIWJIMTBP, KOETO OTroBaps Ha
2100 mg/5 ml. EAHOBpeMEHHOTO MPUJIOKEHHE C KOMTO M Aa € cyOCTpaT Ha AIKOXOIeXHAPOreHas3ara,
KaTo €TaHoJI, MOXe a NPHYMEH HEXKETAaHH PeaKUWH NPK Aelia Mo 5-FOJAMIIHA Bh3pacT.

Bbnpekn, 4e HE € YCTAHOBEHO MPONUIICHITUKON /1a € TOKCHYEH 334 PENpPOAYKLHATA H Pa3BUTHETO NpH
>KHBOTHHM MU XOpa, TOH MOXe A3 JOCTHIHE IO TUIOAA H € YCTAHOBEH B MAHYHHOTO MIISKO. (C1eA0BaTENHO,
MPHJIAraHeTO Ha MPONUJICHIVIMKO Npu OpeMEHHW W KbpMauku TpadBa Aa ce o0ChHxKaa HHANBHIYATHO.
Brxre ¢puI0 TO4Ka 4.6.

Heo6xoauMo e KIIMHHYHO HaG/LoaeHUe NPY NaLMeHTH ¢ yBpeaeHa 6b6peuna wid uepHoapobHa (yHKLHA,
Thi KAaTO ¢a AOKNABaHH pa3/IMuH{ HEXEIaHH PEaKLHH, CBbP3aHH ¢ MpONMWIEHITHKON KaTo 6b0peyHa
nuchyHKUHa (ocTpa TyOynapHa HeKpo3a), ocTpa Op0pedHa HeAOCTATEYHOCT H YepHOAPOOHa
OUCPYHKUMUA.

4.5 B3anMoaeilicTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH H ApPYrH ¢GopMH HA B3aHMOJEHCTBHE

Bzaumoceucmeue ¢ rabopamopru mecmose

TpuMeTOnpUM Moke 1a TOB/UsAE pe3yATaTHTE NPH ONpefeNsHe Ha CepyMHHA/TUIA3MECHHSA KpPEaTHHHH,
KOraTo Ce M3NON3Ba peaklMs ¢ MUKPUHOBA KUCE/NIMHA B afKaimHa cpela. Pe3yaraTeT Moxke Aa € ¢ OKOJIO
10% no-Bucoku crofiHocTH. KpeaTHHHHOBHAT KJIHPLHC € pelyudpaH: peHanHaTa TyOynHa cekpelys Ha
KPEaTHHHH € HamasieHa oT 23% Ha 9%, nokaTo rioMepyaHaTa QHITPALHA OCTaBa HEIIPOMEHEHA.

Iudo8youHr

B HAKOH Ciiyyad eIHOBPEMEHHOTO MPH/IaraHe cbC 3UA0BYAHH MOXE /1a MOBULIM PHCKA OT XEMaTONIOrH1HH
HEXKENIAHKW PeakLHMM KbM KO-TPHMOKCAa30J1. AKO €IHOBPEMEHHOTO JledeHHe e HeoOXoauMo, TpadBa 1a ce
HMa NpeaBUa MOHUTOPHPAHE HA X€MATOJIOrMUHKUTE NapaMeTPH.

Luraocnopun
HaGmopasaHo ¢ oOpatumo HapylueHde Ha ObOpeuyHaTta ¢yHKUMS NpH MANHEHTH, JEKYBaHH C KO-
TPHMOKCA30J1 H LIMKJIOCNIOPHR cien Ob0peyHa TpaHCITaHTaLMA.

Pudpamnuyun
EaHOBpEeMEHHOTO npWiaraHe Ha pHgaMIdUHH U KO-TPUMOKCA30/ BOAM A0 ChKpalllaBaHEC Ha MJIa3MEHHA

MOMYKHUBOT Ha TPHUMETONPUM clel nepHon okomo | ceamuua. CMATa ce, Y€ TOBA HE € OT KJIMHHYHO
3HAYEHHE.

Korato TpuMeTOnpHM ce mpHiara 3aeaHo ¢ 1ekapcTa, GopMHpalld KaTHOHH NpH PU3HONIOrHYHO pH U
KOHTO YacTU4YHO C€ €KCKPeTHpaT NOCPeACTBOM akTHBHa ObOpevHa CekpelMA (Hamp. NpOKaHHaMHI,
aMaHTaguH), CHLUIECTBYBA BBH3MOMHOCT 32 KOHKYPEHTHO MHXHMOHpaHE HA TO3H MpoUeC, KOSTO MOXE Ja
OOBeAE A0 MNOBHIIABAHE HA IU1a3MEHUTE KOHIUIEHTPALUH Ha €HOTO HWIH ABETE JICKAPCTBA.

Huypemuyu (muazuou)
[Ipy nauueHTH B CTapyecKka Bb3pacT, KOWTO MIPUEMAar eJHOBPEMEHHO IHYPETHLIH, IMTaBHO THa3H/IH,
H3rnexaa UMa MOBHIIEH PUCK KbM TPOMOOLMTONEHHUS, ChC MK O€3 mypnypa.

Hupumemamun

OO0uyaiiHuTe CHLOOIIEHUA NPEeANOJIaraT, 4 MaluHeHTHTE, NOJy4asalld MHPHMETaMHUH 32 IPOMUIAKTHKA HA
MAJIApUs B 103H NO-ToJIEMH OT 25 mg CeJIMHYHO, MOraT Aa pa3BUAT meranobjacTHa aHeMH, aKo Ce
npunaraT €JHOBPEMEHHO ¢ KO-TPHMOKCA3011.

Bapghapun
[Toka3aHo €, ye KO-TPUMOKCaA30, TIOTEHIIMpAa aHTHKOAryJJdaHTHATA aKTHBHOCT Ha Bap(apHH 4pe3
CENEeKTUBHO MOTHCKaHe Ha MeTaboausma. CyndaMeToKcazon MOXKe Ja U3MECTH BapdapvH
CBbp3BaHe ¢ anOyYMHH B 1u1a3Mara in vitro. [Ipenopbura ce BHHMATEIEH KOHTPON HA a

TEPAMMs 10 BpEME HA JICYEHHETO ¢ bycenTom




Denumoun
Ko-TpuMoOKkca3on yab/pKaBa MNOAYKMBOTA Ha (PEHUTOMH M aKo ce TIpHnarat e€JHOBPEMEHHO,

npeanucBauiMAT TpAOBa Ja BHHMAaBa 3a HM3HINEH edekT Ha (erUTOMH. [Ipenoppupa C€ CTPHKTHO
MOHHTOpPHpaHe Ha CBCTOAHHUETO HA MALMEHTA U CHABpKAHUETO HA (PEHUTOHH B CepyMa.

Huzoxcun
YCTaHOBEHO €, Y€ €JHOBPEMEHHOTO MPHNAraHe Ha TPUMETONPHUM M JUTOKCHH MOBUILABA
NPONOPLUHOHATIHO HUBATa Ha JUIMOKCHH NpPH IIALHEHTH B CTAPYECKa BB3PacT.

Memompexcam

Ko-TpuMOKca3on MoXke Ja MOBHINK MJA3MEHHTE HHBA HA CBOOOAHHA METOTPEKCAT. AKO JICHCHHE C KO-
TPUMOKCA30J1 C&€ CMATA 3a NOAXOAAIO NpHU MALMEeHTH, NOJTyYaBaly Apyrd aHTH(OJIATHH JIEKapCTBa KaTo
METOTpPEKCAT, TO TpabBa aa ce obdcban aobapsiHe Ha ¢onart (BXk. Touka 4.4).

TpHM@TDHpHM B3aHMOIEHCTBA C HN3MECPBAHETO Ha METOTPEKCAT B CEPYMA, KOraTto cc HU3II0JI3BA

avuxuapodonar peaykrasa ot Lactobacillus casei. HaMa B3auMoaeHCTBHE, KOTAaTO METOTPEKCAT C€
M3MEPBA C PAAHOHMYHEH METOI.

Hamusyoun

[TpunaraneTro Ha TpuMeTonpum/cynbamerokcason 160 mg/800 mg (ko-TpuMokca3os) npuurHiaBa 40%
MOBMLUABAHE HA €KCIIO3MLIMATA Ha JIaMHBY/AHH, NOpaayd TPHMETONPHUMOBATA KOMIIOHEHTA. JlaMHBY AHH
HAMa €(PeKT BbpXy (PapMakOKHHETHKATA Ha TPUMETONPUM WIH Cy1(paMETOKCA30II.

Cyapanunypeinu Xunoenuke MuiHu cpeocmeaq
B3auMonehcTBHeTO ChC CyNpaHHTypeitHH XHITOTIMKEMHYHH CpeCTBa He € 0OHYalHHO, HO € IOKIA/IBAHO
NOTEHUHPAHE.

Xunepraiuemus

Tpabea na ce BHMMaBa NpH MaLMEHTH, IPHEMALIN BCAKAKBH IPYTH IEKapCTBA, KOMTO NpeH3BUKBAT
xunepkanuemus, Hanp. ACE HHXUOHTOpH, aHTHOTEH3UH-PELUENTOPHH OJIOKEPH H KATHH-ChXpaHsaBallll
IIHYPETHLIH, KAaTO CIIMPOHONAKTOH. EqHOBpeMeHHaTa UM ynioTpeda ¢ TPUMETONPHM-CYJI(PAMETOKCa30
(KO-TPHMOKCA3MIT) MOYKE 14 A0BEJE A0 KIMHHUYHO3HAUHMA XHIIEPKAIHEMHAL.

Penaznunuo
TpumeTonpuM MOXKE 1A NOBHIIH €KCITO3UIIHATA HA PENAFIMHKU, KOSTO MOKE Ja XOBEaE N0
XUNOTIHKEMHA.

DoAunOBA KUCEAUHA

[ToxazaHo e, ue n106aBAHETO Ha PONMHOBA KHCENHHA B3aUMOJEHCTBA ¢ AaHTHMHKPOOHATA €MKACHOCT Ha
TPUMETOTIPUM-CYJIaMeTOKca3on. Tora e HabnK0AaBaHO NPH MPOdUIIAKTHKA U JICUEHHE HA MHEBMOHHA,
npeau3BUKada OT Preumocystis jirovecii.

Konmpayenmuseu

Jloxs1anBaHo € JIMICa Ha IeHCTBUE HAa KOHTPAUENTHBU NIPH €IHOBPEMEHHO MpUilaraHe Ha aHTHOHOTHLIH.
MexaHHU3IMBT Ha TOBA AEHUCTBHE He € u3dcHeH. JKeHH, KOWTO ca Ha JieYeHHe ¢ aHTHOMOTHIM TpsA0Ba Ja
U31TO3BAT ACMBAHHTE/CH GapuepeH METOI KbM MEPOPATHUS KOHTPALIENTHB HIIM Ja H30epaT Apyr METON
Ha KOHTpaLenLuHms.

Azamuonpun
Hma npoTuBopeynre B KIIHHHYHU CHOOLLEHHUS OTHOCHO B3aUMOJEHCTBHETO MEXAY a3aTHONPHH H




4.6 Depruanrer, (peMEHHOCT H KbpMeEHe

bpemenHOCT

TpumeTornpum u cyndaMeToKCazon MPeMUHABAT Npe3 IUIALEHTAaTa U TAXHaTa 6€30MacHOCT npH OpeMEHHH
YKEHH He € ycTaHoBeHa. [IpoyuBaHHA 3a KOHTPON HA OTAEJHH CITy4YaH MOKa3BaT, Y¢ MOXe 1a UMa BPb3Ka
MEXTY EKCMO3HIMATA KM (POJIATHH AHTAFOHUCTH H BpOJeHH Ae(EeKTH MpH XopaTta.

TpuMeTonpuMm € onaTeH aHTAroHUCT H B MPOYYBAHHA NPH JKMBOTHH [BETE ChCTABKH € MOKa3aHO, 1€
MpUUHUHABAT aHOMAaNHU Ha deTtyca (BXK. Touka 5.3).

bucenTon He TpsaOBa Aa ce U3MON3Ba MO BpeMe Ha OPEMEHHOCT, 0CODEHO Mpe3 MbpBHS TPUMECTHP, OCBEH
aKo He e KpaiiHo HeoOxoaumo. TpadBa aa ce obcbau nobaBsaHe Ha GOIHEBA KHCEIMHA, aKo brucenTon ce
ynotpebsea no BpeMe Ha OpeMEeHHOCTTA.

CyndaMeToKca3on ce KOHKypupa ¢ OMnpyOMH 3a CBbp3BaHe ¢ 1iasMenus andyMuH. TbH KaTo
3HAYUTEITHO KOJHUYECTBO JIEKAPCTRO, MONYUYEHO OT MalKaTa, NepPCHCTHPa 32 HAKOJIKO JHH IPH
HOBOPOJEHOTO, MOXKE Aa UMa PUCK OT MPELUITUTHPaHe WU 000CTpAHE Ha HCOHATATHATA
XUnepOUnHpyOMEEMHS U CBBP3aH C TOBa TEOPETHYEH PHCK OT KEPHHUKTEDP, KOorare bucenTos ce npunara
Ha MaHKkaTa OJIM3KO 10 AeHS Ha pakaaHeTo. TO3H TeopeTHYeH PUCK C€ OTHACA 0CODEHO 3a Aeua ¢
MOBHLIEH PUCK KbM XUITEpOMIHPYOHHEMHA KATO TE3H, KOUTO Ca MPEXIACBPEMEHHO POJACHH U TE3H C
MIK030-6-thochat aexuaporetHaseq aAeHLMT.

KbpMeHe

Komnonentute Ha Bucenrton (TpuMeTonpuM U cysgaMeTokcas3on) ce eKCKPEeTHPaT B MaMuYHHOTO MIAKO.,
[TpunaraHero Ha bucenton TpaGea na ce u3barea npes kbcHata GpEMEHHOCT H NPH KbPMEUIH MaHKH,
KoraTo Maitkata Wil 6e6eTo UMaT HITH ¢a ¢ MOBHLIEH PUCK KbM I10ABa Ha XMIepOunupyoHHeMHus.

B nombiHenue, npunaraneTo Ha bucenTon TpaGea aa ce u3bdsaraa npH 6edera, Mo-MajlkH OT OCEM
CEIMMLM, OT IVIEJIHA TOUKa Ha MPEeAPA3NOIoKeHHeTo Ha MankuTe 6e6eTa KM XunepOwinpyOHHEMHS,
Bioxre ¢biio T. 4.4 3a nopeue HHPOpMaLUa OTHOCHO ChABPXAHHETO HAa €TaHO/ B Ta3H JICKApCTBCHA

dbopma.

4.7 Bansinne Bbpxy cnocofHocTTa 32 Mo Hpane H pabora ¢ MAILIAHH

HaMa npoyusaHHS OTHOCHO edeKTa Ha KO-TPUMOKCA30J1 BLPXY CrocoOHOCTTa 3a uiogvpaHe U padora ¢
mawuHK. He Moxe fa ce npeasuaH BpeleH eheKT BPXY Te3H AeHHOCTH Bb3 OCHOBA Ha (hJapMaKOJIOTUATA
Ha JIEKApCTBOTO. BbIpekH TOBA KIWHHYHHAT CTATYC Ha NMaUMEHTa U Npo@uALT Ha HEXKENaHH peakUUH Ha

KO-TPHMOKCA30JI TpsAGBA f1a ce MMaT NpeABH, KOraTo ce o0chikaa crnocoOHOCTTa Ha NalMeHTa 3a pabora ¢
MAILIHHH.

4.8 HexxenaHn JeKapcTBEHH peaKIHHA

TB# KaTO KO-TPUMOKCA301 CBAbPIKA TPUMETOTIPUM M CYI(POHAMH], OYaKBa C€ TUIBLT K YECTOTaTa Ha
He)XXeJIaHUTE peakllvK Ja ChOTBETCTBAT Ha YeCTOTaTa (IPOAB/DKUTENIHOCTTA) Ha TAXHATa ynorpeda no
cera.

H3non3sanu ca naHHU OT MyOMUKYBaHW OOLIMPHH KJIMHUYHU U3ITHTBAHUA, 34 /14 C€ YCTAHOBH Y€CTOTaTa
HA MHOIO O0MYalHK 10 peKH HEXETaHH PEAKIHH.

IlupeoHavanHo ca 6MNK YCTAHOBEHH MHOIO PeAKH HEXENAaHKM peakUMy NPH aHaJIH3 Ha JaHHY ClieA
npoaakOuTe u Mo Tazu MPHUMHA C€ OTHACAT NO-CKOPO KbM OTpa3ssallara CTaTUCTHKA, OTKOJIKOTO Ce
CUHTAT 3a "UCTUHCKA" YeCTOoTa.

B AOCMBJIHECHHE, HEXKECNAHUTES pEaKLIHU MOraT ga BapdpaT B TAXHATA pa3rpoCTPaHCHOCT B 3a
CHMIITOMMUTC,




Hexenanure NekapCTBEHH peakllMk Ca KAaTerOPH3HPAHH CbIVIACHO CHCTEMO-OPraHHH KJIaCOBE, KaTo Ce
H3NOA3BA ClIeHATA KOHBEHIIUA:

MHOTO yecTH (=>1/10),

yectH (=1/100 po <1/10),

HeuecTH (=1/1000 go <1/100),

peaku (=1/10 000 go <1/1000), MHoro peaku (<1/10000),

C HEM3BECTHA YeCTOTa (OT HATHYHHTE JaHHH HE MOJKE J1a C€ HAIIPaBH OLICHKA).

Nudexuun 1 uHdecTalum

YecTu: HeobuvailHo OBp3 reOUYEH pacTex.
MHoro peaku: NceBA0OMeMOpaHO3EH KOJTHT.

HapylileHHs Ha KpbBTa M nuMdara

MHOI0 peKH: JIEBKOMEHHS, HEYTPOTNIEHHA, TPOMOOLIMTONEHHA, arpaHy/IOLMTO3a, MEranobnacTHa aHeMms,
aracTHYHA aHEMMS, XEMOJIMTHYHA AHEMUA, METXEMOTIOOHHEMHA, €O3UHOWIHA, ITyPIIypa, XEMOJIU3a
MPH ONpeaeNeHH NoJaTIMBH nauueHTH ¢ G-6-PD neduumr.

HapywieHus Ha IMyHHATa CHCTEMA

Muoro peaku: cepymHa 6onecT, aHapunakTUYHa peakuus, ajlepruueH MMOKapauT,
CBPBXYYBCTBHUTENHOCT, BacKyuT Harnonoossaul Hlonnaidn-XeHox nypmypa, NnepuapTepHTHC HOA034a,
CHUCTEMEH JIYIYC EPUTEMATO3YC.

TeXXKH peakUVH Ha CBPBXUYBCTBHTETHOCT, acouuupandu ¢ PJP*, oOpuB, MHpeKCcHA, HEYTPOIECHHUA,
TPOMOOLHMTONEHHS, MOBULLIEHH HHBA HA YePHOJAPOOHHTE EH3UMU, XHIIEPKATHEMH, XUIIOHATPUEMHA,
pabaoMHonu3za.

HapyuweHnus Ha MeTaDOJIH3Ma H XPaHEHETO
MHOr0 4€CTH: XUNEepKaTHeMUs.

MHoro peaku: XHNorjiMKeMHs, XUIOHATPUEMHUS!, IOHHXKEH anleTUT, MeTabDONUTHA alHa03a.

IlcuxnyuHM HapYLIEHUS:
MHOro peaku: genpecus, XalOUHHALHH,
C HEeM3BECTHA YecTOoTa: ICHXOTHYHH pa3CTPOHCTBA.

HapylieHus Ha HEpBHATA CHCTEMA

YecTH: rmasobonue.

MHoro penku: acenTHued MEHHHTHT* , KOHBYJACHH, Neprd)epHa HEBPONAaTH, ATAKCHA, 3aMaHBaHe.
ACENTHYHHUAT MEHHHIUT OBP30 OT3BYYaBa Cjied CIIMPAHE Ha JIEYEHUETO, HO € BB3BPAaTHM IIPH HAKOH
CIy4aH Ha MOBTOPHA €KCMO3HLMA HA KO-TPUMOKCA30JI UK CaMO HA TPHMETOTIPHM.

HapviueHHs Ha ouuTe
MHOro peaKU: YBEHT

HapylueHud Ha yxoTo ¥ JabupuHTa
MHOro peaku: BEpTUro, THHUTYC

PecliupaTOpHU, TPLAHU U MEAWACTHHAJIHYA HApYIIEHUS
MHoro peaku: kauuMna*, qucnHes*, OenoapoOHH HHPUNTpaTH™.

CTOMAalIHO-YpEBHH HAPYILIEHUS

YecTu: raaene, nuapus.

Heuectyv - nospbliaHe.

MHOro pefikH - NIOCHT, CTOMATHUT, NCEBAOMEMOPaHO3€H KOIIUT, NAHKPEATHT.




XenaToOUNUapHy Hapy LICHHUS
MHOro penKd: XoJIeCTaTU4YHa >KbATeHUlla*, udepHOApOOHAa Hekpo3a™, NOBHIIEHHE HAa CEpPYMHHTE
TpaHCAMWHA3H, MOBHILIEHHE Ha OWIHpYOMHOBHUTE HUBA.

HapylLIeHUs Ha KO)KaTa | NMOAKOKHATA ThKaH*

Yectu - 0OpHB.

MHoro peaku — peakuud Ha (QOTOUYBCTBHTENHOCT, €KC(HOIHATHBEH JEPMAaTUT, aHrHoeaeM, (QUKCUpaH
JIEKApCTBEH 00puB, epurema MynTudopme, cuHapom Ha Stevens-Johnson (SIS), H TOKCHYHA €MHAEPMATIHA
Hekponnu3a (TEN) (Bxk. Touka 4.4).

C Hew3BecTHaA yecroTa: octpa pebpuiHa HeyTpodHiHa JepMaTo3a (CHHAPOM Ha Sweet).

HapylieHHUs Ha MYCKYJIHO-CKE/IETHATA CHCTEMA M CheIMHUTENHATA ThKaH
MHOTI0 peaKn - apTpanrus 1 MUaIrHs.

Hapyuienns Ha O0B0pelinTe 1 NHKOYHUTE MBTHLIIA

MHoro penku: Hapywena Ou0peuHa ¢yuxkuMs (MOHsKOTa AOKNaaBaHa KaTto ObOpeuHa HeJOCTATBUHOCT),
TyOyTOMHTEpCTHUHAIEH HEPPHUT H YBEUTEH CHHAPOM, TyOyJiapHa peHalHa alMao3a.

* Buxre onrcaHuaTa Ha H30paHUTE HEXENaHH PeaKLIHH,

Onucanus Ha u3bpaHu HEXKETZHH peakLnH

Acenmuuern mMeHunzum

ACENTHYHHUAT MEHHUHTHUT 61::])30 OTIIYMABa NpPH ClIMpaHE Ha ICKApCTBOTO, HO UMa HAKOJIKO Cl1yHaH Ha
Bb3BPAlIACMOCT IPH PEEKCNO3HMINA, KAKTO C KO-TPUMOKCAa30/1, TaKka H CaMO ¢ TPHMETOIIPHM.

benodpobuu peaxkyuu Ha CEPLXUYECINGUMETHOCN
Kawnuua, aucntes u benoapobHa uudunrpauus Morar aa 6vaar paHHH HHAMKATOPH 34 pECIIMpaTopHa
CBPBXUYBCTBHTENHOCT, KOATO, Makap H paako, e Ouna daranHa.

Xenamoburuapuu HapyueHus
XosecTaTHyHaTa KBJITEHHLA U HepHOoApoOHAaTa HeKpo3a MoraT Aa Obaar ¢aTainHu.

TexCKU KOXCHU HEeJICeNanU PeaKyuu

JloKnaaBaHH ca cHHAPOM Ha Stevens-Johnson (SJS) Tokcuuna enuaepmanyda Hekpoansa (TEN) (Bxk. Touxa
4.4)

Egexmu, cevpzanu c reuenuemo na Prneumocystis jiroveci nneemonum (PJP):
MHoro peakud: TEKKH pPeakllHH Ha CBPbXYYBCTBUTE/IHOCT, OOpHMB, TIHPEKCHA, HEYTPOMNCHHS,
TPOMOOIMTONEHHUSA, MOBHILEHH YePHOAPOOHH €H3HMH, XUITEPKATHEMHUA, XHTIOHATPHEMHS, pabIoMuOIU3A.

[IpH BHCOKHTE MOO3HPOBKM, H3NOJI3BaHH 3a JieueHHe Ha PJP ca ngoknmaaBaHH TEXKH peaklUMH Ha
CBPBbXYYBCTBUTEJIHOCT, HAaJIaraty CrielHO NPEKpaTsaBaHe HA TIEYEHHETO.,

[Ipy npu3HaUM Ha KOCTHO-MO3BUHA HEJOCTATHYHOCT e mpuiara Kaiudes donuHat (5-10 mg/aHesro).
Texku peakuuy Ha CBPBXYYBCTBHTEIHOCT Ca JOK/IagBaHH NpH nauveHTd ¢ PJP nipu pe-eKCo3HLIHA Ha
TPHUMETOINPUM-CYN(PaMeTOKCa30J1, OHIKOra ciell J030B UHTEPBaa OT HAKOJIKO JHH.

Paboomuonusa e 6una Habmonaeana npu HIV NO3HTHBHM mNallMeHTH, NOTy4YaBaIl¥ TPHMETOIIPHM-
cyndaMeTokcason 3a JieHeHHe Wid npoduiakTuka Ha PJP.

3a OB/IaASBAHE Ha CBBP3AHHTE C KO-TPUMOKCA30] peaklHH Ha CBPBLXYYBCTBHTETHOCT MOXKE
€IHOBPEMEHHO Ja Ce NMPHIIOKH HHTPaBEHO3eH MU(EHXHAPAMHH Ype3 MPOXB/DKUTENHA HHY3HS, KOraTo
KO-TPHMOKCA30J ¢€ U3MoJI3Ba 3a neueHue na PJP.




CrobluaBaHe Ha NOJO3HPAHU HEXKETAHU peaKLiMu

Cro0111aBaHeTO Ha MOM03UPAHU HEXEIaHU Peaki[MH CIel pa3pelLiaBaHe 3a yrnoTtpeda Ha JIeKapCTBEHHA
MPOAYKT € BaxxHO. ToBa N03BONIABA A2 NMPOABIKHM HABIIOAEHUETO HA CHOTHOIIEHHETO T10J133/PUCK 32
JIeKAPCTBEHUSA NMPOAYKT. OT MeIMUHHCKHTE CNELMAIMCTH C€ H3HCKBA Aa CHOOIIaBaT BCAKA MOA03HPaHa
He)Ke/laHa peaKLMs ypes:

H3nsaHuTeNHa areHIus 1o NeKapcTBarTa

ya. ,,Jlamau ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 llpeaosnpane

CHMNTOMHU H NIPU3HALIM

MakcHManHO NOHOCHMATA 034 MPH XOpa HE € U3BECTHA.

['agene, noBpblIaHe, 3aMasHOCT, U OOBPKBAHE € BEPOATHO Jla Ca CHMITTOMHU Ha MPENO3HpaHe. CpobliaBa
Ce CBIIO 3a JeNpecHsa Ha KOCTHUS MO3bK IPH TEKKO MPeIo3HpaHe C TPHMETONPHM.

JleueHue

B 3aBHCHMOCT OT CBCTOAHHETO Ha OBOpeuHara QyHKIMS, NPH c1abo OTACIAHE Ha YpHHA Ce npernopbHiba
npusiaraHe Ha TeyHocTH., M TpuMeTOnpuM M aKTHBHHUAT CyadaMeTOKCa3ojl Ce JHAJIH3HPpAT “pes3
xemoauanu3za. IlepuroHeanHara aManuvsa He € e(peKTHRHA.

B CJI}-"-I&ﬁ Ha H3B€CTHO, NOAO3HPAHO HJIH HHUHACHTHO NPEeAO3HPpAHE, CIIPETC JEYCHHCETO.

AuunudHKanUIaTa Ha YPHHATA LIE NOBHUIIM €JITMMHHHPAHETO HAa TPUMETONPUM. AJIKalH3MpaHe Ha YpHHATa
UIIOC MHAYUMPAHA AMYPE3a IIE MOBMIIM EIMMHHUPAHETO Ha cyndameTokcasol. AJIKaTU3HPAaHETO LIS
pelyLMpa CTENEHTA Ha elvMMuHMpane Ha TpuMmetonpum. Kanumes GonuHaT 1ie npekpatd edexra Ha
TPUMETONIPUM, BoJell o dosareH AedULMT 3a KOCTHMS MO3BK, aKO TOBa ce ciy4H. [lpenopwusar ce
OO1M NOAAbLPIKALLHA MEPKH.

5. ®APMAKOJIOIT'HYHHU CBOHCTBA
5.1 PapMaKoAHHAMHYHH CBOHCTBA

dapMmakoTepaneBTHUHA Ipyna: AHTHOAKTEPHAIHM CPEACTBA 3a CHCTEMHA YHOTpeba, KOMOHHALIMH OT
cyndoHaMUON U TpUMeETONpUM, BKimoduTenHo aepusatu; ATC kon JO1EEO]

MeXaHU3bM HA ACHUCTBUE

bucenTon ¢ aHTUOAKTEPHANTHO NEKAPCTBEHO CPEACTBO, KOMOWHMPAH NPOAYKT Ha ABE aKTUBHH BELICCTBA -
TPHMETONPHM H Cy1(aMeTOKCa30Jl.

CyndaMeTokca3on KOHKYPEHTHO MHXMOMpPA YCBOSBAHETO HA Mapa-amMuHOOGeH30eHaTa KHcenuHa (PABA)
[0 BPEME Ha CHHTE3a Ha AUXMApodonaT oT HaKTEpHANHNUTE KJIETKH, PH KOETO HAaCThIBa DaKTepHOCTAa3a.
TpuUMeTOnpHM Ce CBLP3Ba ¢ M 00paTHMO MHXHOUpa GakTepuanHaTa auxuapodonar peaykrasa (DHFR),
€H3UM KOHTO € aKkTMBeH BBB (QOJTaTHHA MeETaboNMHTEH BT, NPeBPBIIANKHA IUXHApodONaT B
TeTpaxuapodonar. B 3aBucuMocT oT ycnosusiTa edhekThT Moxe aa Obae 6akrepuuuaeH. [1o To3u HaYHH
TPUMETONIPUM MW CyndaMeToKcazoa ONOKUpaT JBe MOCIeAOBATE/HH CTBIIKH OT CHHTE3a Ha NMYPHHHTE H
C/IEIOBATENIHO M HA HYKJIEHHOBUTE KHUCETHHU, HE3aMEHUMH 3a MHOro Oakrtepyu. ToBa ACHCTBHE HMa 32
pe3ynTaT YCWIBAHETO Ha aKTUBHOCTTA in Vilro MEXLY ABETE ChCTABKH.




Tpumeronpum ce cBbp3Ba KbM mnazmuaHata DHFR, Ho no-cnabo, 0OTKONKOTO KbM O2KTEPHAIHUS €H3HM.
AdunureTbT Ha TpuMetronpuM KeM KbM DHFR Ha 6Goszabinuumre e oxogo 50 000 neTH nmo-cnad,
OTKOJIKOTO KbM CHOTBETHHA DaKTepHasIeH EH3UM.

PesucteRTHOCT

In vitro npoyuBaHuUs ca NOKa3aiu, 4e GakTepHaHaTa PE3UCTEHTHOCT Ce pa3BUBa No-0aBHO MpH
KOMOHHALMATa TPUMETONPHM H CyIdhaMeToKCa301, OTKOJIKOTO MPH ABETE ChCTABKH MMOOTAEITHO.

Pe3sucTeHTHOCT KBM CY/I(haMEeTOKCa301 MOKe a ce MOTYYH M0 pa3iiYHU MeXaHu3MH. bakTepHaiHu
MYTalUMH NpeaH3BHKBAT NOBUIIABAHE KOHUEHTpalUATa Ha PABA, kaTo Mo TO3H HAYMH HAAAC/ABAT HA
Cyn(paMeTOKCa30J B peayKLHATA HA HHXHOMpaLUMA eheKT BhpXY AUXUAPONITEPOAT CHHTETA3ATa.

Hpyr MEXaHHU3bM HA PEIUCTEHTHOCT € MNa3MHAHO 00YCIOBEH W 4aBa KaTo Pe3yJITaT NpOoAYKUKA Ha
H3MEHEHa JUXHAPONTEPOAT CUHTETAa3a, C HaMajleH aQHHHTET KbM CyN1{aMeTOKCa30J1, B CpaBHEHHUE C
JHBHS THIT €H3HM.

Pe3MCTEHTHOCT KEM TPUMETOIPHUM HACTBIBA C MIa3MUAHO-00YCI0BEHA MY TAIHA, YPE3 KOATO Ce
[MoJTyyaBa poMeHeHa AuxyuapodonaT peaykrasa ¢ HaMajieH apMHATET KbM TPHMETONPHM B CPABHEHHE C
AVBHS THIT €H3HM.,

MHOro 4ecTO CpelllaHy [TATOreHHH OaKTepHH ca UyBCTBUTEIHH in Vilro KXbM TPHMETOIPHM U
CYJI(PaMETOKCa30J NIPH KOKLUEHTPAaLMH MHOTO MO-HHCKH OT T€3H, KOUTO C€ AOCTHIAT B KPBBTA, TbKAHHUTE
TEYHOCTH M YPHHATA cjel MPHIAraHe Ha NpenopbLbUKTentuTe 1031, Kakro npy Apyry aHTMOMOTHLIH
obaue, in vitro akTHBHOCTTa HE BMHATH KOpPEJIMpa ¢ KIMHHYHATA e(UKACHOCT, KOATO € NOKa3aHa U Tpabsa
na ce ordenex, 4e 3aI0BOJIMTENIHH TECTOBE 38 UYBCTBHTE/HOCT JaRAT PE3YJITATH CaMo C
MPENOPBYHTETHHTE XPAHUTENHHU CPE/id, B KOUTO HAMAa MHXWOHpalIy CyOCTAHLMH, B YACTHOCT TUMHIMH H
THUMHH.

BpexnoiiHiT na EUCAST (European Committee on Antimicrobial Susceptibility Testing) 3a rpaHuLK Ha
BBL3NPUEMHHBOCT

Enterobacteriaceae: S<2 R> 4

S. maltophilia. S<4 R> 4

Acinetobacter: S<2 R> 4

Staphylococcus: S<2 R> 4

Enterococcus: S<0.032 R> 1

Streptococcus ABCG: S<1 R>2

Streptococcus pneumoniae. S< 1 R> 2

Haemophilus influenzae: S<0.5 R> 1

Moraxella catarrhalis: $S<0.5 R >1

Pseudomonas aeruginosa u Opyzu ne-enterobacteriaceae: S<2% R> 4*

S = yyBCTBHTEJIHHU, R = pe3nucteHTHH. *Tora ca Bp3MokHocTd no CLSI Teit kato EUCAST He ca
MOHACTOAILEM HAIIMYHH 3a TE3M OPraHH3MH.

TpumeTonpum: cyngaMeToKkcaso B CboTHOIIEHHUE 1:19. bpexknoHHT ca JageHd KaTo KOHUSHTpalus Ha
TPHMETOIPUM.

AHTHOAKTEpHANIEH CNEKTHP

JOMUHHpaHeTO Ha pe3UCTEHTHOCTTA MOXKE /1a Bapupa reorpadcku U 1o BpeMe 3a H30paHH BUOOBE, H €
JKeJIaTeTHa JIoKanHa HHGOPMALMs 34 Pe3CTEHTHOCTTA, OCODEHO 3a leUeHHe Ha CepHO3HH HHDEKUMH. AKO




BUJOBe MH(eKUHH. Ta3zn uHpopMaLMa AaBa NPUOIHM3UTEIHO YKa3aHUE 38 BEPOATHOCTTA AaEH
MHKPOOPraHHU3bM J1a € YYBCTBUTENEH KbM TPUMETONPHM/CYI(HaMETOKCA30/1 HITH HE.

BB3MOKHOCTH 33 Bh3ACHCTBUE HAa TPUMETONpPUM/CYihaMeTOKca30 cpelly HAKOH OaKTepHUy ca NokKa3aH!
B TabyMuara 1no-aony:

OOHKHOBEHO YYBCTBHTE/IHH IIAMOBE:

I'paM-no/I0KHTE/IHH Aepodu:
Staphylococcus aureus
Staphylococcus saprophyticus
Streptococcus pyogenes

I'paM-OTpHLIAHTE/IHH aepobu:
Enterobacter cloacae
Haemophilus influenzae
Klebsiella oxytoca

Moraxella catarrhalis
Salmonella spp.
Stenotrophomonas maltophilia
Yersinia spp.

[IlaMoBe, NPH KOHTO MPHAOOHTATA Pe3HCTEHTHOCT MOKE A4 € NpodJIeM:

I'paM-mOJIOKHTEIHH aepolH:
Enterococcus faecalis
Enterococcus faecium
Nocardia spp.

Staphylococcus epidermidis
Streptococcus pneumoniae

I'paM-OTpHOAHTEJIHH aepodu:
Citrobacter spp.

Enterobacter aerogenes
Escherichia coli

Klebsiella pneumoniae

Proteus mirabilis

Proteus vulgaris

Providencia spp.

Serratia marcesans

HacneacTBEeHO-PE3HCTEHTHH OPraHH3MH!

I'paM-oTpHIATEIHH aepodOH:
Pseudomonas aeruginosa
Shigella spp.

Vibrio cholerae

MHoro OT IaMoBeTe Ha Bacteroides fragilis ca yyscTeureniy. Hakou wamose Campylobacter fetus
noasua jejuni u Chlamydia ca uyBCcTBHTENHH O3 AaHHH 3a CHHEPru3bM. HiIKoH pa3HOBHAHOCTH Ha
HeTYOepKYT03HH MHKOOAKTEPHH ca WYBCTBHTENHU KbM CY1(PaMETOKCAa30/1, HO HE ¥ KbBM TPHMCTOIPHM.
Mukonnasmute, Ureaplasma urealyticum, Mycobacterium tuberculosis v Treponema pallidum ca
HEUYBCTBHUTEHH.




3a10BOJIMTENHA YYBCTBUTEIHOCT CE MOCTHIa CaMO ¢ MNPENOPBbUBAHUTE XPAHHTEIHH CPeH, CBODOIHY OT
HHXUOHpaluH cyOCcTaHUMH, 0COOEHO THMHIWH H THMHH.

5.2 @apMaKkOKHHETHUYHH CBOHcTBA

Abcopbuus

[THKOBHTE IJIA3MEHHM HHBA HA TPUMETONPUM/CY1PaMETOKCA30 ¢a NO-BUCOKM H C€ JOCTHIaT 110-0Bp30
cien ! yac MHTpaBeHO3Ha HH(pY3HA Ha Ko-TpuMoKkcason 16 mg/80 mg/ml OTKOJIKOTO NPH NEPOPATHO
NpHIOKEeHHE Ha €KBHBAJICHTHE 1034 KO-TPUMOKCcazoi. [1asMeHUTE KOHLIEHTPALlHH,
NOTYETUMHHALHOHHHMAT XHUBOT M CTEINEHTA HA €KCKPELMA Ype3 YPHHATA HE NOKA3BaT 3HAUHTE/THA pa3/IHKa

NpH NCpOpaIHNUA 1 HHTPaBCHO3HHWA HAYHH Ha NPHJIOKEHHUE Ha KO-TPHUMOKCA30/1.

PasznpenencHue
[TpubnusuTenno 50% OT TpUMeTONpPHUM B 11J1a3MaTa € CBBP3aH ¢ MPOTEHH.

TBHKaHHHTE HHBA HA TPHMETOMPHM Ca KaTO U0 MO-BHCOKH OT CLOTBETHHUTE [U1a3MeHH HUBA. benure
apobose n OuOpeunTe NoKka3zBaT 0coO0eHO BUCOKH KOHUEHTpaluu. KOHUEHTpaLMHTEe Ha TPUMETOTIDHM B
KITBUKATA, NPOCTATHATA TCUHOCT U THKAaH, CJIOHKATA H BATMHANTHUA CEeKpeT HAABHILIABAT TE3U B IU1a3MarTa.
HuBaTa BbB TEIECHUTE TEHHOCTH, KbpPMAaTa, LepedpocnuHAIHATA TEYHOCT, TEYHOCTTa B CPEAHOTO YXO,
CHHYBHAIHATA TEYHOCT K TEKAHHATA (MHTEPCTHLIMANHATA) TEYHOCT ¢a NOAXOALLIH 3a aHTHDaKTepHalHa
AKTHBHOCT. TPHMETONIPHM MPEMMHABA B AMHUOTHYHATA TEYHOCT H ThbKaHWUTE HA 104, JOCTHIaHKH

KOHLEHTPALMH NPUONMIMTETHO KaTO T€3H B MAHUHHUA CEPYM.

[Tpubnusnrenno 66% ot cyndameTokcason B niiazMara € CBbp3aH ¢ [POTEHH.

KoHLeHTpauMaTa Ha aKTMBHHA Cy/1(PaMETOKCa30/l B AMHUOTHYHATA TEYHOCT, BOAHHTE TEIECHH TEUHOCTH,
HUTBYKATA, HepeOpOCTUHANHATA TEYHOCT, TEUHOCTTA B CPEIHOTO YXO, CJIIOHKAT4, CHHYBHAJIHATA H
TbKaHHATa ( HHTEPCTHLIMAJIHATA) TEUHOCTH € B paMkuTe Ha 20% to 50% oT Ta3u Ha nna3MeHarta

KOHLIEHTpaLIMA.

buoTpancdhopMalng
TpUMETONPHM He UHAYUHpa CODCTBEHUA CH MeTabOJIM3bM H CIICA0BATENHO, HA Ta3H OCHOBA HE C¢
W3UCKBA MOOU(pHUKALMA HA 103aTa MO BpeMe Ha ABbJTOCPOYHO JICYEHHE.

EnuMuHupane

[lomy>KMBOTHT HA TPUMETOIPHUM IIPH YOBEK € B MHTepRana 8,6 1o 17 uaca, ako 6nOpeyHaTa QyHKLMA €
HopManHa. Toi ce yBennyasa ¢ dakrop 1,5 1o 3,0, korato KpeaTHHHHOBHAT KIIHPBHC € M0-ManbK OT

10 ml/munyTa. U3rnexna Hama 3HaunMMa pa3liMKa NPy DALMEHTH B CTap4yecKa BB3PacT, B CPABHEHHE ¢ 110~
M/1aH TaKHBa.

OCHOBHHAT BT Ha EKCKPELMA HA TPHMETONPUM ¢ upe3 6uOpennTe u npubansHrento 50% o1 no3ara ce
CKCKPETHpa B YPUHaTa 32 24 yaca KaTo HenpoMeHeHO JiekapcTBO. MaeHTHPHUKPaHH ¢a HAKOMNKO

METabOIMTH Ha TPUMETONIPUM B ypHHaTa. KOHLIEHTpauuaTa Ha TPHMETOIIPHUM B YpHHATa BapHvpa
3HAYUTEITHO.

[TonyXMBOTHT Ha CYMHaMETOKCA30. NIPH JHLA ¢ HopManHa 6u0peuna dyHKUMA € B HHTepBana 9 o 11
yaca. Hama pasznuka B noJry>KMBOTa HA aKTHBHHUA Cy/IdaMeToKca3ol MpH HamaneHa Os0peyra pyHKUHS,
HO HMa YIh/KEHHE Ha MOTYKMBOTA Ha [VIaBHUSA alUETHIUpaH META0O/IHUT, KOraTO KpeaTHHHHOBHAT
KNUPBHC € noa 25 ml/MuHyTa.

OCHOBHMSAT MBT Ha eKCKPELIUa Ha CyndaMeTokcason e upes oubpeunTe; Mexay 15% u 30% ot no3ara c¢
OTKpHUBa B ypuHata B akTuBHA dopma. [IpH mo-Bu3pacTHH NalMeHTH HMa pexyurpaH 610pe UPBHC
Ha Cyn{aMeTOKCa30l.




Cnenuansu [monyJJalldH rnalHeHTH

Bvbpeuno vepexcoaue

ENWMHHALMOHHHUAT MTOMYKHBOT Ha TPUMETONPHM Ce NMoBUiIaBa ¢ gakrop 1,3-3,0, xorato KpeaTHHHHOBHA
KIUPBHC € No-Masnko ot 10 mi/min. korato KpeaTHHHHOBHS KaHpbHC naaHe nol 30 ml/min no3ara Ha Ko-
TPUMOKCa30n TpAOBa Aa ce HaManu. (Bx. section 4.2).

Yeproopobro yepeoscoate

TpabBa na ce BHHMAaBA PU JIEYEHHE HA NMALMENTH ¢ TEXKA YEPHOOPOOHO NMapeHXUMHO YBPEXaHe, ThH
KaTO MOKE Ja MMa MMpoMsAHa B abcopObuuara u OuoTpancpopMaLMaTa Ha TPHMETOINIPHM H
cy.1paMeToKcason.

Hayuenmu 6 cmapuecka ev3pacm
[Ipy naieHTH B CTapyecka BB3pacT e HabmoaaBaHa cinaba penykuus B 0b0peuHHsa KIMPBHC Ha
CyJIpaMeTOKCA30JI, HO HE M Ha TPUMETONPUM.

[leouampuuna nonyrayus

DdapMakOKHHETHKATa Ha [BaTa KoMrioHeHTa Ha Bucenron, Tpumeronpum (TMP) u cyndamerokcaszon
(SMZ), e 3aBucHMa OT Bb3pacrtTa MpH NeauaTpHyHaTa HonyJialus ¢ HopManHa 60pedHa GpyHKUUS.
EnumunupaHero Ha TMP-SMZ e penyunpano npd HOBOPOJEHH, IO BpeMe Ha MBbPBHUTE J1Ba MECCLA Ha
KUBOTa, cnel koero v TMP u SMZ noka3eaT no-BHCOKO €TMMHHHPAHE, C MO-BHCOK KIHPBHC HA
OpraHu3Ma H Mo-Kbe eNMMHHALIMOHEH MOTYKUBOT. PaziMkuTe ca HaH-H3pa3eHH NpH MAJIKH KbpMaieTa
(>1,7 Mecena 10 24 Mecena) ¥ HAMATIABAT ¢ YBEIMYABAHE HAa Bb3PacTTa, CPABHEHO C MaJIKH aena (1-
FOMWIIHA A0 3,6-roqdiHK), acua (7,5-roguiny <1 0-roguinau) ¥ Be3pacTHH (BXK. Touka 4.2).

3.3 IIpeaknnHAYHM AaHHH 332 0e30MACHOCT

PeripoayKTUBHA TOKCHYHOCT.

[Ipyu n0o3M, NO-TOJEMHU OT NPENOPBLYBAHUTE TEPAICBTHYHH AO3U [1PH YOBEK € JOKA3aHO, Y€ TPHMETOIIPHM
H CyJI{aMeTOKCa30JT NMPHYHHABAT He3apacTHao Hebue U Apyrv QPETaTHH aHOMAJIHH Y IITBXOBE, KOETO €
THIUYHA HAXOAKA 3a (OJAaTHUTE AaHTArOHUCTH. Te3u edekTH Ha TPUMETONPHM Morar a Obaar
rpefoTBPATEHH ¥pe3 MpHiaraHe Ha ¢oaar B auerata. [Ipu 3aiiuy e HabmoaasaHa 3aryba Ha 1042 B 1034
Ha TPUMETOIPUM, MO-BHCOKH OT TePaNeBTHYHUTE NPH YOBEK.

6. DAPMANEBTHYHH JAHHH

6.1 ChnHcbK HA NOMOIHHTE BEIECTBA

[TponuiaeHrnukon (E 1520)

Eranon 96%

HatpueB XUApOKCHA

ETaHonaMuH

Hatpuer xunpokena 10% paszreop (3a kopurupate Ha pH)
Bona 3a uH>XeKLHH

6.2 HecnBMeCTHMOCTH

[IpuroTBeHuAT pasTBOp 3a uHPyY3Ka Ha bucenTon He TpadBa aa ce CMECBA ¢ APYTH JICKApCTBa HITH
pa3TBOPHTENH 3a HH]Y3HA, H3BBH TE3H, H3OPOEHH B Touka 6.6.




6.3 Cpok Ha rogHocT
30 mecena

Cpok Ha rOAHOCT clies pa3pexaaHe

XuMuiyHa 4 Pu3HUHa cTabunHoCT npu ynorpeda e ycTaHOBeHa 3a 6 yaca npH 25°C criea paspexnaHe Ha
npoxykTa (Bxk. Touka 6.6). Or MUKpOGHOIOrMYHa IIeHa TOYKa pa3peieHHAT MpoAYyKT TpabBa ja ce
M3IIOJI3BA BeHara. AKO He Ce W3IMOJI3Ba BeJHAra, BPEMETO H YC/IOBHATA HA ChXPAHEHHE ¢a OTTOBOPHOCT
Ha W3MOJ3BAllHSL.

6.4 CoeunajHH yCJI0OBHA HA CHXPAHCHHE

Ha ce cexpanasa noa 25°C. CoxpanaBaiTe aMny/IMTE B OpUrHHAIHATA OMNAKOBKa, 33 Aa NPEAMasHTe OT
CBET/IMHA.

6.5 BuaincpaAbpKAHHE HA OMAKOBKATA
10 ammynu ot 5 ml B xapTOHEHA KYTHA.
6.6 CpnennajHu npeanasHy MepKH NPH H3XBbP/sHe H paboTa

JlekapcTBeHUAT npoaykT TpadBa Aa Obae mpunarad Karo 6aBHa kankoBa HHQY3HA, clel NMpeaBapHTEIHO
paspexknade. CrapaTesHO NMPUrOTBEH A0 NBIHO pa3TBapsHe, pasTBOPHLT TpsabBa Aa ObAe H3MON3BaH
peaHara. Jla He ce H3Mo/38a, KO TIPUTOTBEHUAT Pa3TBOP HMA ONaIECLCHLHA WIH yTaHKa,

PazTeop®T TpsaOBa na Obae NPpUroTBEH B CHOTBETCTBHE ChC CEIHATA CXEMa:
| amnyna (5 ml) ce pazTeapa 8 125 ml pasTsopuTen.

2 amnynd (10 ml) ce pazreapsaTt B 250 ml pazrBopuren.

3 ammynu (15 ml) ce pasteapat B 500 ml pazreoputenn.

Karo pa3TtBopHTenu Morat aa ObJaT M3MOJ3BaAHH!

e 5% u 10% pasTeop Ha riawKo3a

e (,9% pa3TBOp Ha HATPHER XJIOPHJ

e PuHrep pasteop

e (,45% pa3TBOp Ha HaTpHEB xJopHA ¢ 2,5% pa3TBOp Ha MMIOKO3a

Jla He ce U3MOoN3BaT APYIrH pa3TBOPHUTEIH.
CpOK Ha FOOHOCT Clel pa3TBapAHE — BUXKTH TO4Ka 6.3.

3abenexka: [TpoabokurenHocTTa Ha MHGDY3MATa TpadBa na 6b4€ OT €AHH A0 €IHH H MOJIOBHHA Haca, HO
TOBa TpsAOBa a ce chobpa3n ¢ Hy»KJaTa OT TEUHOCTH Ha NauyeHTa. AKO TALMCHTBHT HE MOXKE Ja NpHeMa
roriM o0eM TEYHOCTH, €€ AOMYCKa H3MOJ3BAHETO Ha pa3TBOp € MNO-BHCOKAa KOHLIEHTpAlMsA Ha
KOTpPHUMOKca3on — 5 ml ot npenapatra na ce pa3teopaT B 75 ml 5%-eH pa3TBOp Ha IMIOKO3a.
JlekapCTBEHHMAT MPOMYKT 1a HE Ce Mpu/iara KaTo HHTpaBeHo3Ha 60ycHa HHy3uA.

7.  HPHTEXKATEJ HA PAZPEIHIEHUETO 3A YIIOTPEBA

Zakiady Farmaceutyczne POLPHARMA S A.
ul. Pelplinska 19, 83-200 Starogard Gdanski, Ilonma




8. HOMEP HA PAZPEINIEHHETO 3A YIIOTPEBA

Perucrpaimoner Ne 20030296

9. JATA HA IIBPBO PASPEINABAHE/TIOJHOBABAHE HA PASPEINIEHHUETO

08.05.2003/21.05.2015

10. JATA HA AKTYA/IU3HUPAHE HA TEKCTA




