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1. HME HA JIEKAPCTBEHHS IIPOJYKT o4 ?/ P22 1905 202 |

[Munepaumnnun/Tazobakram Kabu 4 /0.5 g npax 3a uHdy3uoHeH pazTrop—
Piperacillin/Tazobactam Kabi 4 g/0.5 g powder for solution for infusion
2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Bceeku dnakon chbpika 4 g nunepaumnun (piperacillin) (kato natpuesa con) u 0,5 g Tazobakram
(tazobactam) (kaTo HaTpUeBa con).

Enun dnakon npax 3a undysuonen pasreop cbhabpika 9,7 mmol (224 mg) HaTpuid.

3a MbJIHKA CIIMUCHK HAa MOMOLIHHTE BELECTBA BUIKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA

[1pax 3a undyznonen pazTeop.
bsn o nourtu 651 npax.

4. KJMHHWYHH JAHHH
4.1 TepaneBTHYHH HOKA3ZAHHSA

[Tunepaunnun/TazobakTam e nokasaH 3a jleYeHHe Ha Clie/IHUTe HHEKLIMH MPH BL3PACTHH M JIeNa Hajl
2-ronuuiHa Bb3pact (Bx. Touku 4.2 u 5.1):

BbipacTHH H 1OHOLIH

- Texkka NMHEBMOHUS, BIJIIOYUTEIHO OOJIHHUHO-NIPUAOOHTA U CBBbP3aHa ¢ MEXaHHYHA BEHTHJIALIMA
MHEBMOHMA;

- YenoxHeHH MH(EKIMH Ha MHKOYHHUTE ITbTHILA (BKJIIOUMTEHO MTHeN0HepHT),

- YenoxkHeHH MHHTpaabIoMUHATHN HHDEKLMK;

- YcnoxHeHH MH(EKIIHN Ha KO/KaTa M MEKHTE ThbKaHH (BKJIIOYMTENTHO HHpEeKTHpaHo aAnabeTHo
CThIAN0)

JleyeHue Ha MALIMEHTH C GaKTepHeMHH, CBbp3aHa €, HJIM N01I03UpaHa, 4€ € CBbp3aHa C HAKOA OT
u3bpoeHuTe no-rope HHMEKIHH.

[Tunepauunun/TazobakraM Moxe J1a ce npuiara npv nauMedTH ¢ pedpuiiHa HeyTponeHHs, KOATO OU
MOTIJ1a J1a ce bJDKH Ha OakTepuanHa MHPEKIMS.

3abenexka: Ynorpebata 3a nedyenue Ha ODaKTepHEeMHs MPUYMHEHA OT LUMPOKOCNEKTHLPHH DeTa-
nakramasa (ESBL) npoayuupawm E.coli v K.pneumoniae (HeqyBCTBUTEIHH KbM LeTPHAKCOH), HE ce
[IpenopbYBa MpH Bb3pacTHU NALMEHTH (BHK TOUYKa 5.1).

Jdena ot 2 1o 12-rognmua Bu3pact
- YenoxkHeHH HHTpaabloMMHAIHH HHEKIMH

[Tunepauunun/Tazobakram Moxe J1a ce npuiara npu aeua ¢ peGpuiaHa HeyTponeH
J1a ce Ib/KH Ha OakTepuaiHa UH(pEKUMs.




Heobxoanmo € na ce B3eMar 1o BHUMAHHE MPUETUTE PLKOBOACTEA 34 NPHIIArAHE HA
AHTHOAKTEPHATHY JIEKAPCTBEHH MPOILYKTH.

4.2 [Mo3HpoBKa H HAYHH HA NPHJIGKEHHE
Jozupoeka

JlozupoBkara ¥ uecToTaTa Ha npunaraHe Ha [Tunepauunun/Tazobaktam Kabu 3aBHCAT OT TexecTTa H
NOKANH3aLMATa HA MHDEKLMATA H O4AKBAHHMTE NATOreHH.

Bbspacmyu U TOHOWU

Hugperyuu

O6uuaiiHaTa no3a e 4 g nunepaulnun/0,5 g tasobakram, npunaraHa sa Bceku 8 vaca.

[pH HO30KOMMAIHA MHEBMOHHUA U BaKTepHanHH UHQEKUMH PH HEYTPONEHHYHH MTALIHEHTH
NpenopbYHTENHATA 103a ¢ 4 g nunepaumnnt/0,5 g TazobakTaM, Npuiarana Ha Bcexu 6 yaca. Tasu
TepaneBTHYHA CXEMa MOJXKE [1a Ce NPUIIara M NMpH NaUMeHTH ¢ APYTH 0CODEHO TEXKH HH(EKLMH,

B cnenHaTta Tabnuua ca onucaHy YeCTOTaTa H NPENOPBYHATENHATA 1034 [IPH BL3PACTHH H KOHOILIH 10
MOKa3aHHE UIIH CBHCTOAHHE:

TepanesTnuna yecrora | Ilnnepanunun/Tazobaxram Kabn 4 g/0,5¢

Ha Bcekn 6 yaca Texkka nNHeBMOHHS

(DebpunHa HeyTpoNeHHs NpH BL3PACTHHU, KOATO OM MOTTIa Ja Ce JIBJIKH
Ha GaxrepuanHa HHeKLHs.

Ha Bceku 8 uaca YenoxHeHH HHeKLHMHY Ha MAKOYHHTE MbTHILA {BKIIIOYHTENHO
NHEJOHEGPHT)

Yenomuenu HHTPaabIoMHHATIHU HHDEKUHY

HHekuMH Ha KoXKaTa U MEKMTE ThbKAHH (BKIIOYHTENHO HHEKTHPaHO
1uabeTHO CTHOANO)

Hlayuenmu ¢ 66peyno yepesicoane

Heobxonumo e no3ata 3a MHTPaBEHO3HO NPHIIOKEHHE 1a Ce KOPHTHPA Cropell CTENeHTa Ha
yBpexkaaHe Ha ObOpeuHara GyHKINA, KAKTO cieapa (BceKH IallMeHT TPAGBa fa ce MOHHTOpUpa
BHHMATEJIHO 338 CHMNTOMH Ha MEJMKAMEHTO3Ha TOKCHYHOCT; I03HPOBKATA H MHTEPRAILT Ha
NPUWIOKEHHUE HA JIEKAPCTBEHUA NIPOAYKT TpAGRA A2 C& KOPUrUpaT NOJXOALIO):

KpeaTnHnHoB KAHpBHe (ml/min) IMunepanuaun/Tazobakram Kabn (npenopbuntenna
1033)
> 40 He ¢ HeoOxoanMa KopekLHs Ha 103aTa
20-40 Makcumanta npenopbvunrenHa go3a: 4 g/0,5 g Ha BecekH
8 yaca
<20 MakcumanHa npenopsuntenta no3a: 4 g/0,5 g Ha Boeku
12 yaca

ITpx naLiMeHTH Ha XeMOAHAIH3a € HEOOXOAUMO BBEXIAHETO HA €IHA JAOMbIIHHTENHA A03a OT
2 g/0,25 g nunepaunmiH/TazobakTaM clel BeAka JHANK3a, MOPAAH TOBA, 4e [IPY XEMOAUAIU3ATA CE
orctpanasat 30% - 50% nunepauunuH 3a 4 yaca.

—

Hayuernmu ¢ wepuodpobHo yepescdane
He e HeoOxoauMa kopekuHs Ha ao3aTa (BXK. TOUKa 5.2).

Hayuenmu & cmapuecka év3pacm

GyHKUHA KM CTOHHOCTH Ha KpEaTHHHHOBHA KIMpBHC Haa 40 ml/min,
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Heduampuuna nonyaayus (na svzpacm om 2 0o 12 zoounu)

Hudberyuu

B Tabnuuara no-Aony ca nNpeacTapeHN HECTOTATa Ha NPUAMKEHHE W 103aTa CNIPAMO TENECHOTO Terno
3a NeJHaTpH4iHN MaLuHeHTH OT 2 a0 12 roAMHH B 3aBUCHMOCT OT NOKA3aHUETO MNH CbCTOAHHETO:

ﬂozuponka CIIPpAMO TErJOTO H 4€CTOTA Ilokazaune / cheronnne
HA NIPHJIOKEHHE

80 mg munepaumnun/10 mg tazobakram | HeyTponeHHuyHM fela ¢ Tpecka, KOATO MOXe 1a Ce

Ha kg TemecHO Terno / scekH 6 yaca NpeAM3BHKaHA OT fakTepHanHH HH(eKunu*
100 mg nunepauunui/12,5 mg YcnoXkHeHH MHTpaabaoOMHHANHN HHpeKUHH*
TazobakTam Ha kg TenecHo Terno / Bcexu

8 yaca

* Jla He ce npernLIaBa MakcuMyma oT 4 g/0,5 g 3a no3a B paMkuTe Ha 30 MUHYTH.

bvbpeuno yspesicoane

Heobxoaumo ¢ no3arta 3a HHTPaBEHO3HO NNPHAGKEHHE a Ce KOPHIHpa Cropes CTENeHTa Ha
yBpexxaaHe Ha OrOpeuHaTa (hyHKUMS, KaKTO ce/Ba (BCEKH NaUHEHT TpabBa 1a ce MOHHTOpHpa
BHHMATEJTHO 32 CHMITOMH Ha JIeKapCTBEHA TOKCHYHOCT; J03aTa Ha JIEeKapCTBEHHA NPOAYKT W
MHTEpBAbT HA NpHACKEHHe TPAGBa Ja ce KOpUrupaT NoaXoJAIo):

Kpeatuaunos kaupsuc (ml/min) | IMnnepanuann/Tazobakram KaGn (npenopnueana xo3a)
> 50 He e HeoOxoauma KopekLs Ha qo3aTta
<50 70 mg nunepaunnrn/8,75 mg razobakram/kg Ha BcekH
8 yaca.

I1pn peua Ha xeMoananu3a e HeoOXOOHMO BLBEXKAAHETO Ha eHA AOIMBJIHKTENHA 1033 OT 40 mg
nunepauwIMy/5 mg razobakram/kg cnea Beaka aHanusa.

leva na sv3pacm nod 2 codunu

Be3sonacHocTTa ¥ edrracHocTTa Ha [1unepaunamn/Tazobakram Kabu npu neua Ha Bu3pacr ot 0-
2 rOIHMHH HE ca YCTAHOBEHH.

Jlunceat AaHHH OT KOHTPONHUPAHH KITMHAYEH NPOYYBaHHA.

IIpogbKHTENHOCT HA JTIEYEHHETO

O6uuyaiiHaTa NPOAL/HKUTENHOCT HA JIEYEHHETO MPH NMOBEYETO MOKA3AHHA BAPHPA MEXIY 5-14 1Hn.
Bce mak 0poObKHTENHOCTTA Ha IedeH#eTo TPAOBA Aa 3aBUCH OT TeXKeCTTa Ha HHPeKUHATE,
NaTOreHHHTE NPHYHHHUTENHN U KITMHHYHKA H MUKpOOHONOTHYHHA X0/ Ha 3a0onaBaHeTO.

HauwH Ha npunoxkeHHe

IMunepanunnn/Tasobakram Kabu 4 g/0,5 g ce npunara upe3 uHTpaBeHo3Ha HHQY3HS (B MPOALIKEHHE
Ha 30 MHHYTH).

3a yKa3aHHs OTHOCHO Pa3TBapsAHETO/pa3peskiaHETO Ha JIEKAPCTBEHHUA MPOAYKT Mpedn NPHIOKEHHE
BHIKTe TOuKa 6.6.

4.3 IlporHBOnoKazaHHA

CBP’BX‘-IyBCTBHTﬂJ'IHOCT KbM AKTHBHHTE BELIECTBA, KbM HAKOC APYTO NMNCHHUHIHHOBO
aHTHGaKTepHaJ]HO CPEACTBO WK KBM HAKOC OT MOMOLUHHUTE BEILISCTBA, HBGPOCHH BT




AHaMHE3a 2a TeKKA ANepriyHa peakuus KbM ApYId OeTa-JIaAKTAMHH AKTHEHH BewecTsa (Hanp.
uedanocnopul, MoOHO0AKTAM HITH KapbaneHem).

4.4 CnenuanHu npeqylupexIeHHA H NPelNa3HH MEPKH HPH ynoTpebda

Tpu n3bopa Ha NunepauMIMH/Ta306aKTaM 3a eYEHHE Ha BCEKH MaLMeHT TpAOBa fa ce MpeleHH Janu
€ MOAXOAALILO NPHIIATAHETO HA WHPOKOCNEKTHPEH NONYCHMHTETHYEH NEHHIMINH, KATO CE B3EMaT Noja
BHHMaHHe (AKTOPH KAaTO TeXECTTa HAa HH(EKLMATA ¥ Mpeobnanapamara pesuCTEHTHOCT KbM APYTH
MOAXOAALLN aHTHOAKTEPHAITHH MPOAYKTH.

Mpenu 3anousaHe Ha nevernero ¢ INunepauunnn/Tazobakram Kabu tpabea na ce cxbepat noapobuu
JaHHH 3a NPEALIECTBALLM IPOABH HA CBPBLXYYBCTBHTEIHOCT KbM NEHULMIHHK, ApyrH OeTa-flaKTaMHH
npoayKTH (Harmp. uedanocnopiH, MOHObaKTaM MITH kapbaneHeM) W ApyTH aneprend. [1pu nauueHTH,
JEKYBaHH C NIEHHLIMIIMHOBH aHTHOHOTHLM , BIUL. MHNEpPaLMAHH/Taz00aKkTaM HMa CLobILeHH A 3a
CepHO3HH U NOHAKOra (aTanHu (aHadMIaKTHYHH/aHAPHIAKTOMIHH PEaKLMH (BIUL LIOK)) peaklHH Ha
CBPBLXYYBCTBHTEAHOCT. TakuBa peakuHH € NO-BEPOATHO /1a CE MOABAT MPH NAUMEHTH C JaHHH 32
CBPBXYYBCTBHTENHOCT KbM MHOXKECTBO anepreHH. [Ipn TexkH peakuid Ha CBPbXYYBCTBHTENHOCT,
TIPHITIOKEHHETO Ha JIEKapCTBOTO TpAGBa /12 ce MPEYCTaHOBH W MOXKE A CE HAJIOKH NIPHIOKEHHE Ha
aJpeHalTHH M PYTH CTIEWHH MEPKH.

Mma cbobluenns 3a peakUny Ha CBPLXYYBCTBHTENHOCT, KOWTO Ca IIPOrpecHpaTy 10 CHHIPOM Ha
Kounis (ocTbp anepriuueH KOpOHPEH apTePHOCTIa3bM, KOHTO MOXe Ja JoBele N0 HHPapKT Ha
MHOKApAa, BUKTe ToUKa 4.8).

Jlevwenuero ¢ Iunepaumnun/Tazobakram Kabu Moxe 1a NpHYMHH TEXKKH KOXKHH HEXENaHH PEaKLUH,
KATO cMHJpPOM Ha Stevens-Johnson, TokcHYHa enuaepMania HEKPOJIK3A, JIEKAPCTREHA PEAKLHSA C
€03HHO(PHIHA H CHCTEMHH CHMITTOMH M OCTpa €K3aHTEMATO3Ha MyCcTy103a (Bik Touka 4.8). Ako
NaUHEHTHTE Pa3BUAT KOXeH 0bpHB, Te TpabBa na ce HabMoOAaBAT BHUMATETHO, A MPHICKEHHETO Ha
[Mnnepaunnun/TazobakTaM ce NPeyCTaHOBH, ako JIe3UUTE MPOrpecHpar.

I/IHIlyI.alaH oT aHTPI6PIOTPlK nCCBﬂOMBM6paHO3BH KOJIKT MOJKE 11a ce l'lpOﬂBld ‘-Ip33 TEXKKA,
MEPCHCTHPALILA JHAPHKA, KOATO MOXe 1a Ob/ie ®uBOTO3acTpalapama. CHMITTOMHTE Ha
nceeaoMeMOpaHO3HHA KOJIUT MOKE [a Ce NOABAT [0 BpEMe HNH clie] aHTHOaKTepHaTHOTO nedeHHe. B
TaKuBa cayyad npuembT Ha [Tunepauuann/Tazobakram Kabu Tpabea na ce npeycTaHOBH.

[Mpu ynoTtpeGaTa Ha NHNepauKIHH/Ta300aKTaM ce crobwapa pabaoMHonusa. Ako ce Habmoaaeat
MpH3HALM HIIH CHMIITOMH Ha pabIoMHONHK3a, NPHEMBT Ha nunepaunii/Tasobakram Tpadea na ce
MpPEeKpaTH H Aa CE 3anQuHe NOAXOAALla TEPAIlHA.

B pesyntar ot neyenuero ¢ [Munepauunun/Tasobaxram Kadu moxce na ce mosBAT pe3uCTEHTHH
MHKPOOPTaHH3MH, KOETO MOXKE 13 NPHYKHH CYNepHHOEKIIUA.

[Tpu HAKOH MaLKEHTH, NpHeMallH 6eTa-NakTaMHH aHTHOHOTHLH, ca HabIORABAHH KPbBOTEHEHHA.
Te3u NposBH NOHAKOra ca CBLP3aHH ¢ MPOMEHH B KOATyJJALIMOHHHTE NpoOH KaTo BpeMe Ha
ChCHpPBaHe, TPOMOOLIMTHA arperanys v NPOTPOMOHHOBO BpeMe H € NO-BEpPOATHO 1a Ce€ NOSBAT MPH
narMeHTH ¢ O0peuna HemoctaTeuHOCT. [IpH NosBa Ha KbpBeHe AHTHOHOTHYHOTO JIEYEHNe TpAOBa a
Ce NPeyCTAHOBH M Ja CE MPEANPHEMAT MOIXOIALH MEPKH.

XemodarouutHa numgoxuctiourrosa (HLH)
Joknaneanu ca coyqan Ha HLH npu nauMeHTH iekyBaHH ¢ NMAepaldIng/Ta3obakTam, yecTo ciel
NeyeHHe npoabmkino nosede oT 10 anu. HLH e xusoTozacTpaliagaly cHHAPOM Ha MATONOTUYHO
aKTHBMpaHe Ha UMYHHATA CHCTEMA, KOITO ce XapaKTepu3upa ¢ KIHHHYHH MPH3HALK W ¢
€KCLIECHBHO CHCTEMHO RB3NANIEHHE (Hanp. NOBHINCHA TEMIICPATYpa, XeNaTocilenoMe
XHIIEPTPHUITTHUEPHICMHA, XHNOQHOPHHOTCHEMHS, BUCOK cepyMeH (epUTHH, LUTOoNe
xeModarouuTosa). [lauMeHTHTe, KOHTO Ppa3BHBAT PAHHH MPOABH HA MATOJNOMHYHA H
TpsaOBa HezabaBHO Na ce OLeHAT. AKO ce yCTaHOBM auaruoza HLH, neuenunero ¢
nuUnepaUuunuH/TazobakTaM Tpa6Ba aa ce NpekpaTH.




JleBKONEHHs W HEYTPONEHHUA MOraT Ja ce NoaBAT, ocobeHo npu npoabmxuTeNHa Tepanus. Mo Tam
NpUyKHa TPAOBA a ce OCHILECTBABA MEPHOAHYEH KOHTPO/ Ha XEMOIMOE3aTa.

KakTo npu JieueHHETO ¢ APYT'H NEHHLMAHHH, KOTATO C€ MPUIIOKAT BHCOKH JO3H, OCOOCHO NpH
MalMEHTH ¢ YBpeaeHa 6xOpeuna GyHKUMA, MOTAT A4 Ce MOABAT HEBPONOTHUHM YCIIOKHEHUS 110/
copMaTa Ha KOHBYJCHH. (BHXX To4Ka 4.8.)

TTpH NaLMEeHTH ¢ HUCKH PE3EpPBH Ha KMl WIH MPH NHLA, NPHEMALLH CHITETCTBALIM JIEKAPCTBEHH
NPOAYKTH, KOUTO MOXE Ja NOHWKAT HHUBATa Ha KajlHf, MOXKE [a Bb3HHKHE XHIoKanemusa. 11pn Tesn
NAaLMEeHTH MOXKe [a € MPENOPbYHTENHO Aa Ce NPOBEXAAT NEPHOJNWYHH H3CAEBAHHA HA CEPYMHHTE
€JICKTPOJIMTH.

YBpeagiane na 6nOpenure
[Mopaau noTeHUManHaTa ci HedpoTOKCHYHOCT (BIIKTe TouKa 4.8), nHnepaunmuH/Tazobaktam Tpabea

1a ce MpHAara BHUMAaTeHO NPH MalMeHTH ¢ YBpexaaHe Ha GbOpeunTe HaK nauueHTH Ha
xemoauanusa. MHTpaBeHo3HHUTE 103H H HHTEPBAAH Ha NpHIoXKeHHe TPAOBa Ja ce afanTHpaT KbM
CTEMeHTa Ha YBpeXKaaHe Ha GyHKkuuaTa Ha 6s0penuTe (BHXKTE TouKa 4.2).

I1pu BrOpHYEH aHaNIK3, H3NON3BALLL AAHHH OT FOIAMO MBOTOLCHTPOBO, PAHAOMH3HPAHO-
KOHTPOJIHPaHO MPOYUBaHE, KOTaTo Ce H3CIe/Ba CKOpOCTTa Ha rinoMepyaHarta guntpaums (GFR) cnen
NIPWJIOKEHHE Ha YECTO H3N0N3BaHH aHTUOHOTHLIK PH KPUTHYHO OONHM NanueHTH, yrnoTpebaTta Ha
nunepaunny/Ta306aKTaM ce CBbp3sa ¢ Mo-HUCKa YecToTa Ha obpatiMu GFR nonobpenus B
CpaBHEHUE C APYTHTe aHTHOHOTHLH. TO3W BTOPHYEH aHATTH3 2aKIII04YaBa, ue
NMNepaunIvH/TazobakTaM e npuyMHa 3a 3abaBeHo Rh3cTaHOBARaHe Ha HbOpeukTe MpH Te3u
NAaLUHEHTH.

KomOunupaHaTa ynorpefa Ha nunepaliinH/TazobakTaM W BAHKOMHLIMH MoXe Aa ObJe cBbp3aHa ¢
MOBHLLEHA YeCcTOTa Ha ocTpo 6B0peuHo yBpexIaHe (BHx Touka 4.5)

IInnepaunann/Tazo6akram Kabou 4 g / 0.5 g:
To3u nekapcTBed NpoAYKT cbabpxka 224 mg HaTpuH Ha (akoH, KoeTo e eKBUBaNeHTHO Ha 11,2% ot
npenopbyHTenHug oT C30 MakCHMAaIEH JHEBEH MPHEM OT 2 g HATPHii 32 Bb3PACTEH.

Tosa TpaOBa [a ce MMa NpeABHA 3a NALMEHTH Ha HETa C HUCKO ChAbPXKAHHE Ha HATPHIl.

4.5 BzanMopeiicTBHe ¢ APYIrH JeKapCTEEHA NPOAYKTH H APYTH GopMH HA B3anmMojeiicTene
Heaenoasipuinpamn MHOPEAAKCAHTH

Iph eaHoBpeMeHHa ynoTpeba Ha MUNEpaLWIHH ¢ BEKyPOHHH Ce yIb/DKaBa HEBPOMYCKYIHATa
6nokana, npeAU3BUKaHa OT BeKypoHHii. QuakBa ce, MOpajaH CXOIHHA UM MCXaHH3BEM Ha ASHCTBHE,
HEBpPOMYCKY/IHata O/iokana, NpeJu3BHKaHa OT KOHTO U J1a € HeJeNoNspH3Hpall MHOPETaKCaHT, MOXE
J1a ce YABKH B IPHCBCTRUE HA NMUIMEPALIHIHH.

AHTHKOAry/IaHTH

IIpu ceobTeTBaIIa ynoTpe6a ¢ XenapuH, NEPOPaTHH aHTHKOArYTaHTH M IPYTH NPOAYKTH, OKa3BaLIH
BIIMSHHE BLPXY CHCTEMATa Ha KpbBOCECHPBaHe, BKI. TpombouunTHaTta gyHkuus, Tpadea no-yecto aa

CE€ MpaBAT KoarynaluHOHHH H3ceABaHHA H ha CE CACOAT PEAOBHO PE3YATATHTE.

MeTtoTpekcar

[IMnepaning MoXKe 1a HaMaTH eKCKpeLHATa Ha MeToTpekcaT. CllefoBaTenHo e Heoh _

MOHMTOPHPAHE Ha CepYMHHTE HMBA HA METOTPCKCAT, 33 1A ce M3fertaT nposBy Ha NEKHPRT
=)

TOKCHYHOCT. B



IIpoGenennn

KakTo 1 npu Apyru NeHKBMIHHIK, €AHOBPEMEHHOTO YNoTpeda Ka NpodeHEUU U NPOLYKTH,
ChAbPKALUK TTHNEPALMIIWH/Ta300aKTaM TPeIM3IBHKBA YAbIXKaBaHE Ha M1a3MEHUSA NOJTYKHUBOT H
HaMasisaBaHe Ha ObOPeUHHs KIMPBHE, KAKTO Ha MUMEPALUIIMK, Taka W Ha TazobakTaM. HesaBucumo ot
TOBA, MUKOBHTE MJIa3MEHH KOHLIEHTPALMM M Ha ABETE JIEKAPCTBa HE CE NPOMEHAT.,

AMHHOTTHKO3IHAK

[MunepatunuH, caMOCTOSTENHO HITM € Ta306aKTaM, He MOBJIHABA 3HAYHTENHO $apMaKOKHHETHKATA Ha
TOOpaMHULIMH MPH NHLA ¢ HOpManHa OBOpeuHa QyHKUWA ¥ NeKO WK yMepeHo OB0peuHo yepexaaHe.
DapMaKOKHHETHKATA HA TUTIEPALIIINH, Tazo0akTam H MeTaboauT M1 cbllo He ce mpomMeHs
3HAYMTENHO B PE3Y/ITAT OT NPUAAraHETO HA TOOPAMHILIHH,

[1pu naumenTy ¢ Texxko OBOpeyHO YBpeAaane ce HabnroJapa HHAKTHBMpAHe HA TODPAMMHLIHH U
reHTaMHMLMH OT NMUNEepaLMIKH.

3a uH(opmaLMA, CBbp3aHa ¢ IPKIAraHeTO Ha MUNEPALMIKH/Ta300aKTaM ¢ AMMHOTJIHKO3H/IH, BHXTE
TOYyka 6.2 H 6.6.

Bauxkomuruun

[lpoyyBaHuHA yCTaHOBABAT NOBHLICHA YECTOTA HA 0CcTpO OBOpetHo yBRpexaaHe NpH MALHEHTH,
NPHEMALIH CAHOBPEMEHHO MHIIEPAUMIHH/TA3002KTaM 1 BAHKOMHLIMH, B CPABHEHHE C BAHKOMHLIHH
€caMOCTOATENHO (BIDK TOUKA 4.4).

[TpH HAKOM OT TE3M NPOY4BAHHKA ce CHLOOWARA, Ye B3AMMOAEHCTBUETO 3aBUCH OT [103aTa Ha
BaAHKOMHLIHH.

He ca naGmiogasann ¢apMakOKHHETHYHHN B3aUMOZREHCTBHA MEXY MHNIEPALMINH/Ta300aKTaM U
BAHKOMHLIHH.

EdexrH BBpXY Ja00opaTopHHTe HICIEIBAHHA

KakTo npy octaHanute nEHHLIWIMHY, H3MOI3BAHETO HA He-eHIUMHH METOIH MO3Ke 1a oBele 10
(hamuMBO-NMONOKHTENHA PEAKLHA 32 HAIHUHE Ha [IOKo3a B ypuHata. [lopany ToBa, no BpeMe Ha
neyenueto ¢ [Tunepanunnn/Tazobakram Kabu ce niuckea ynotpeba Ha eH3MMHH TECTOBE DIpH
M3MepRaHe Ha IJII0KO3aTa B ypUHaTa.

[1pH peauLa XMMHYHH METOM 38 H3MEPBAHE Ha ChABLPIKAHHETO HA MPOTEHHH B YPHHATA MOKE J1a C€
nonyyar ¢aniuMBo-IoJIOXHTENHH pe3yNTaTH. MeToauTe, OCHOBABALIM CC Ha TECT-TEHTH, HE Ce
MOBJTHABAT,

JupekTHHAT TecT Ha Coombs Moxe na 6bae NONOIKHUTENEH.

H3BecTuH ca cnyyan Ha anliMBO-NOIMKHTENHH pe3yNTaTH NpPH H3Nnom3eaHeTo Ha Bio-Rad
Laboratories Platelia Aspergillus EIA TecT npH naunenTd, npueManiy [unepaunnun/Tazobakram
Kabun. Crobmaga ce 3a KpbCTOCAHH peakUMH ¢ He-Aspergillus nonwzaxapuan ¥ nonudypanosu ¢
tecta Bio-Rad Laboratories Platelia Aspergilus EIA.

IMosoxkHTENHHTE pe3yNTaTH OT FOPHUTE H3C/IEBAHHA [IPH MALIMEHTH, IPHEMALIH
IMunepaunnun/Tazobaktam Kabu, Tpsadpa ga 6bAaT NOTBbpUEHH Ype3 APYTH JUATHOCTHYHH METOIH.

4.6 @epTHIHTET, OPEMEHHOCT H KLpMeEHe

bpeMeHHocT
Jlunceart naHHK KM HMa CaMO OrpaHHYEHH JAaHHH 32 MpHIoXeHHeTo Ha [Tunepawun

Kabu npu 6peMeHHM >keHH.




[TpoyuBaHHaTa NPH KUBOTHH [IOKA3BAT TOKCHUHOCT Ha Pa3BUTHETO, HO HAMA JAHHU 34 TEPATOr€HHOCT
npu TOKCHYHY 3a MalKaTa 003U (BXK. TOuKa 5.3 ).

ITunepallnHH W Tazo0aKTaM NpeMUHABAT npe3 nnaueHTata. [ IMnepaunnun/Tazobakram Tpabea na ce
npuiara fo epeMe Ha GpeMEHHOCT CaMOo MPH KATErOPUYHH NMOKAa3aHUs, T.€. CAMO KOraTo O4aKBaHaTta
TepaneBTHYHATA M0M3a 3HAYMTEAHO HAABHLIABA CBCHTYANHUTE PUCKOBE 3a OpeMEHHATa KeHa W nnoja.

Knpmene

[MunepaunauH ce eKCKPETHPA B HHCKH KOHLICHTPALMH B KbpMaTa MpH Yoreka. KoHueHTpauuHTe Ha
Ta300aKTaM B YOBENIKATE KbpMa He ca npoy4BaHH. JKeHH, KOMTO KbpMAT, TpaOBa na 6baatT nexyBaHu
CaMO KOraTo O4aKBaHAaTa NoM3a HAJBHILABA eBEHTYAIHHTE PHCKOBE 33 JKEHATAa U AETETO.

DepruauTeT

IMpoyueaHe BbpXy PepTHIHTETA NPH WILXOBE HE YCTAHOBARA ¢PEKTH BhPXY PepTHINTETA H
YHATOCBAHETO CNEll MHTPAMePHTOHEATHO NMPHUIOKEeHHE Ha Ta300aKTaM WIH KOMOHHAUMATA
nunepaunire/TazobakraM (Bx. Touka 5.3).

4.7 EdexTH BLPXY cniocobHOCTTA 32 Wodrpane H paGoTa ¢ MAINHHK

He ca npoBexxaaHH npoyusaHus 3a eekTHTe BbpXy cnocobHocTTa 32 mogupaHe U paboTa ¢ MaLUKHK.

4.8 HexxenaHu JIeKAPCTBEHH pPeaKuuH

Haii-uecto crobinapaHaTa HexenaHa peakuus, € apapusa (Habmonaeana npu 1 no 10 nauueHTH).

OT Haii-CepHO3HHTE HEXENAHH PEaKIIMH, NCeB0MEMOpaHEH KOTUT H TOKCHYHA ENHAEpMAnHa
Hekponu3a, ce Habmoaaeat np | no 10 Ha 10 000 naupenTH. UecToTHTE 33 NAHUMTONEHHA,
aHa(HIAKTHYEH LIOK H CHHAPOM Ha Stevens-Johnson e morar fa 6b4aT onpeaeneHd oT HATHYHUTE B

MOMCHTA JaHHH.

B Tabnuuara no-aony HexkelaHWTE ICKapCTBCHH PeakLIMK ca OTIMCAHU MO CHCTEMO-OPTaHeH Kiac H
CBIIIAacHO NpeaAnovuTaHHs TepmuH no MedDRA. BB Bcska rpyna no 4ecToTa HEXKENAaHUTE peakluH
ca [PEeACTABEHH NO Pejl HA HAMATIABRALLA CEPHO3HOCT.

Crcrtemo- Miaoro YecTn Hewectn Pegkn C HeniBecTHA
opranen kjaac |dectd | (= 1/100 po < =1/1000 g0 | (= 1/10000 oo qecTOTA (0T
(2 1/10) < 1/100) < 1/1 000) HAJTHYHHTE JAHHH
1/10) He Moxe aa Obae
HANIpaBeHA
OIeHKA)
Undekuun u KaHauoa ncepaoMeMOpa
HH}ecTaANHH HHpexkuus* HEH KOJIUT
Hapymienns TpoMOOUMTONEH | NEBKOIMEHA, arpaHynoLHTO? | MAaHIMTONIEHHUS *,
HA KPLBTA H H4, aHeMHA *, a HEYTpPONEHHA,
auMgHaTa XeMONMUTHYHA
CHCTEMa aHeMHR*,
eozHHODHIIHA,
TpoMbouurolza*
Cobpaeunu CHHJIPDOM Ha
HAPYIICHHA Kounis* 23"
Hapymeunns pHet-.
HA HMyHHATA
CHCTEMA




peakuusa*,

aHadunaKkTHYHA
peakumna*,
CBPBXYYBCTBHTENH
oct*
Hapyumenns XHMOKANTHEMUS
Ha
meTabonnima
H XpaHeHeTo
Ienxu4ann GescbHHe ObnHyBaHe
HAPYIIEHHA
Hapywenns rnapofonue npunaabg*
Ha HepBHATA
cHCTEMA
Coaosn XHNOTOHHA,
HApYlIenHs Tpombodietn
T, PneuT,
3a4EpBABAHE
Pecnuparop- eMHCTAaKCHC €03HHODHNHA
HH, TPLAHH H TTHEBMOHHSA
MeHACTHHAJ
HH
HAPYLIEHHS
Cromamno- | guapu | abmoMuHaNIHa CTOMATHT
YpeBHH 1 Gonka,
HapyILIeHHS TIOBPBILAHE,
KOHCTHMALHA,
rajeHe,
AUCOENCHA
Xenaro- Xenatur *,
Oumapuu KBIATEHHLA,
HApYUIeHHs
Hapymenus obpus, epuTeMa TOKCHYHA CHHIIPOM Ha
HA KOXaTa H NpypUTYC myarudopme*, | emunepmanda | Stevens-Johnson*,
MOAKOKHATA YPTHKapHs, Hekponuza* exconuaTHBeH
THKAH MaKyJIONary.io JEPMATHT,
3eH oOpHp* JEKAPCTBEHA
peakums ¢
€03HHODIITHA H
CHCTEMHH
CHMIITOMH
(DRESS)Y*, octpa
reHepan13npana
€K3aHTEMaTO3Ha
mycTyJ03a
(AGEP)*, Gynosen
IepMAaTHT,
Oy prypa, TMHEHHO
IgA 3abonapane*
Hapymenns ApTpanTH, pabnomuonuza® |
Ha MHATTHA oA
MYCKYJIHO- B
CKEeJIeTHATA
cHCTEMA H
CheIHHHTEH
ATa ThKaH
Hapymennsa




HA HEACCTATHHHOCT,

onOpenuTe H TyOyIOMHTEPCTHLM

MHKOYHHTE aneH Hedpur*®

fILTHINA

Oomu NUPEKCHS, BTpHCAHE

HAPYWECHHA H peakuus Ha

eexTH HA MSACTOTO Ha

MSCTOTO HA HHXEKTUPAHE

NpHAGKEHHEe

Hicneppannn MOBHMILEHH HHBA | MOHWKEHH YABIKEHO BpEMe
Ha aNlAHHH KPEBRHH HHEA HA KbpBEHeE,
amMHHoTpaHcdep | Ha roKo3a, NOBHLIEHH HHWBA HA
a3a, NOBMIIEHH | NOBHILEHH rama-
KHBa Ha HHBA Ha rnyTamuaTpadcdep
acnaprar OnnupybuH B asa

amuHotpaHcdep | KpbBTa,
a3a, MOHHXKEHH | YABIKEHO

HHEA Ha 0611 NpoTpOMOHHOB
GenTek B 0 BpeMe
KpbBTa,

MOHWKEHH HHUBA
Ha anOyMHH B
KpbBTa,
NONOXUTENEH
JUPEKTEH TECT
na Coombs,
MOBHLIEHH HHBA
Ha KPEaTWHHH B
KPBETa,
NOBHLIEHH HHBA
Ha aIKaJIHa
docdarasa B
KPBBTA,
NOBHILEHH
CTOHHOCTH HA
ypes B KpbBTa,
YIObIKEHO
aKTHBHpaHO
napLHaIHO
TpoMGOIIacTHH
OBQ BpEME
*HexcenaHa peakLMa YCTaHOBEHa B NOCTMAPKETHHIOBH JaHHH.

**OcTbp KOPOHAPEH CHHAPOM CBBP3aH C anepryyHa peakuus.

TepanusTa ¢ MUNepaLIMH e CBbP3Ba ¢ NOBHLIEHA YecToTa Ha (eOpPHIHN CHCTOAHUA W OOpHBH NpH
naLMeHTH ¢ KHCTHMHA ¢ibpoza.

Eexmu na bema-raxmamnun krac anmubuomuyu
bera-naktaMHHUTE aHTHOMOTHLH, BKJIIOUHTENIHO TNHNEpalAIMH/Ta300aKTaM, MOraT ga OOBEJAT [0
NPOABH Ha eHLEedaIonaTHa U KOHBYJICHH (BHXK Touka 4.4)

Crobuiasade Ha NOAO3WPasK HEXENAHU PEAKLIUH
CrobluaraHeTo Ha NOJO3HPAHH HEKENMAHH PEaKLIHK clell pazpelaraHe 3a ynorpeba Ha
npoaykr e BaxxHo. Tosa no3eonsea Aa npoaBxH HabNOIEHHETO Ha CHOTHOLLEHHETO
JIeKapCTRERHA NpoayKT. OT MEHLIMHCKHTE CIEIHATHCTH C& H3HCKBA Ja ChoOLaBaT
NOI03HpaHa HeXKeNlaHa peakLyd Ype3 HALMOHANHATA CUCTEMA 3a ChO0IaBane nocoy
IIpunoxenue V:




Hanwnuurenna arenuus no aekapereata (MAJD)
vn. Jlamsn I'pyee Ne 8,

1303, rp. Cochua, bunrapus

Ten.: +359 2 8903 417

ye6caitr: www.bda.bg

4.9 IIpenosmupane

Cumnroms

CoinecTByBaT MOCTMAPKETHHIOBH CLOOLIEHNS 22 NPeA03HpaHe ¢ MRepanunud/razobakram. [Mo-
rofsAMara 4acT OT Te3M CbOMTHSA BKUL. TafieHe, MOBPBLUIAHE U AMapHA ca HabTIK0IaRaHU W NPH
obHnuaiiuTe npenopyusann ao3u. [pH nauMeHTH, nony4Hay 10-BHCOKa OT NpenopbyYBaHaTa A03a
MHTPABEHO3HO, MOXe Ja ce HabniaBa HEBPOMYCKYJTHA BB36YAMMOCT WIH I'bpyoBe (0coBeHo B
cnyyauTe Ha 6pOpeUHa HEOCTATHYHOCT),

Jeuenune

B cnyuaii Ha npeno3KMpaHe, TEYEHHUETO ¢ NKUNEpaLtUTHH/TazobakTaM Tpabea na Obae npekpaTeHo.

Hsama nozHar cneuuduuer aHTHIOT.

Jleuennero TpHGBa Aa 6'1:2[6 A0AABPXKAWDO H CHMIITOMATHYHO, B 3aBUCHMOCT OT KJIHHHYHOTO
CBCTOAHHE Ha NMALUHCHTA.

IToBuiueHHTE CepYMHH KOHLIEHTPALMH Ha NUNepalWwIMH WK Ta300aKkTaM MoraT aa 6naat
peayLHpaHHy 4pes XeMoananusa (Bx. Touka 4.4.).

5. ©®APMAKOJIOTMYHM CBOMCTBA

5.1 dapmMakoIHHAMHYHH CBOHCTBA

(dapMakoTepaneBTHYHa rpyna: AHTHOaKTepUanHH cpelCcTBa 3a CHCTEMHO NPWIOKEHHE, KOMOUHALIMY
Ha MEHWLIMNHHY, BKN. OeTa-naktamasuu naxuoutopu; ATC koa: JOICRO5

MexanuinsM Ha AelicTEHE

[Innepanying e MHPOKOCNEKThLPEH, MOMYCHHTETHHEH NEHULWIHH, KOHTO NpoABABa GaKTEPHITMAHOTO
CH NEHCTBHE MOCPEACTROM HHXHOHpaHe Ha CHHTe3dTa Ha KIIEThYHHA CENTYM M KIETHYHATA CTeHa.

Tazobakram npencrae/ispa 6eTa-naKkTaMm, CTpPYKTYPHO CXOIEH C NEHHLMIIHHHTE H € HHXHOUTOp Ha
MHOXeCTBO 6eTa-nakramasH, KOUTO OOHKHOBEHO O0YCNABAT HATHUHETO HA PE3HCTEHTHOCT KbM
NEHWLUKWIHHH 4 uedanocnopuiu, Ho He HHXHOUpa AmpC eH3MMHTE WK MeTalo DeTa-TaKTaMasHTe.
TazobakTam pasiKpABa aHTKOHOTHYHHA CNEKTBP Ha NMHNEPALMAKH, KaTo 00XBauia U roasaM Gpoii
feTa-naKramasa npoayuupalny 6akTepHUH, KOHTO ca NPHAOGKITHA PE3UCTEHTHOCT CAMO KbM
NHUNEPaIUIrHH.

Bptika dapmakokuHeTnka/dpapmakonHHaMHKa

CmATa ce, Ye OCHOBHHUAT ONpeaenail ¢papMakoAHHAMHYEH oKa3aren Ha edHKacHOCTTa Ha
NMHNEPaLUIHH € BpEMETO HaJl MUHHMaNTHATa HHXHOHpalla koudeHTpauus (T>MIC).

MexaHH3BM HA Pe3HCTEHTHOCT
JBaTa OCHOBHM MeXaHH3Ma Ha Pe3UCTEHTHOCT KbM MUNEpaLmiHH/Tazo6aKTaM ca:

¢ HhakrHBupaHe Ha MHOEPALANHHOBHA KOMTIOHEHT O TeSH Oera-nakramasm,
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Ta300aKTaM He OCHIypABa 3alUKTA CPelly IMPOKOCTIEKThPHUTE DETa-1aKTamMasH Ha JedcTBUe
(ESBLs} 8 eH3UMHHTE Ipyny OT MonekyJeH iac A u D.

¢ H3ameHeHHe B NeHHUHITHH-CEBP3BaluMTe npoteunHd (PBPs), koeTo uMa kato pesynrar
HaMaIABaHe HA aQUHHUTETA Ha NMNEPALIMNYH KbM TapTeTHUTE MOMEKy K 8 BakTepuuTe.

Karo nonbiHeHHe, H3MeHeHHs B nepMeabuaHTeTa Ha DakTepranHata MmeMOpaHa WK eKCrpecHaTa Ha
edepeHTHATA TIOMNA 32 MHOYKECTBO IEKAPCTBA MOTraT A2 NPHHYHHAT MM Aa JONPHHECAT 33
HakTepHanHaTa pe3HCTEHTHOCT KbM NMHNEPaLHINK/ TazobakTaM, ocobeno npu ['pam-oTpuuarenHuTe
OaKTepHH.

l"pammml CTOHHOCTH [NPH H3IMIHTBAHE 34 HYBCTBHTEAHOCT

KpuTepuuTe 3a nHTepnpeTtHpare Ha MITK (MMHWMManHa noTHcKailia KOHIIGHTpALHA ) MPH H3NHTBAHE
Ha YYBCTBUTE/IHOCTTA ca ycTaHoBeHHd oT European Committee on Antimicrobial Susceptibility Testing
(EUCAST) 3a nunepaunanH-Ta300aKkTaM U ca H30poeHH Tyk:
https://www.ema.europa.eu/documents/other/minimum-inhibitory-concentration-mic-
breakpoints_en.xlsx

YyBCTBHTEIHOCT

YectoTaTa Ha npuaoOHTATA PE3HCTEHTHOCT MOJXKE [1a BApHpa reorpad)cki U BbB BPEMETO 32
ONpe/ieNeHd BHAOBE H € kKeNaTellHO /1a MMa JIoKaliHa HH(OPMALMs 32 PE3HCTEHTHOCTTA, OCOOEHO NpH
NedeHHe Ha Texxkn HHekuuu. [Ipu HeobxonumocT TpabBa da ce THPCH CbBETA HA EKCIIEPT, KOTaTo
JIOKAJIHATA YECTOTA HA PE3MCTEHTHOCT € TAKABA, UE N0N3aTa OT JEKAPCTEOTO LIPH OHE HAKOH BUJOBE
HH(EKLHH, € MOA BBIPOC.

I'pynupane Ha CbOTBETHHTE BHAOBE CNOPe/l YYBCTBHTEIHOCTTA KEM
NHNepalHIaHE/Ta306aKTaM

BHJIOBE, KOUTO OBHYAMHO CA YYBCTBHUTEJIHH
Aepobnu 'paM-NonoxKUTENTHH MAKPOOPraHH3IMH

Enterococcus faecalis (caMo aMNHMUWIHH- HIK MEHKLIWIHMH-YBCTBHTEIHH H20JIATH)

Listeria monocytogenes

Staphylococcus aureus, (caMO METHLIHITHH-YYBCTBHTEITHH H30JI4TH)

Staphylococcus species, koazyrazo- ompuyamenny, (camO METHUWIMH-YYBCTBHTENHH
H30J1aTH)

Streptococcus agalactiae (rpyna B streptococei)

Streptococcus pyogenes (rpyna A streptococci)

AepobHy I paM-0TpHUATENHY MHKPOOPraHH3MH
Citrobacter koseri

Haemophilus influenzae
Moraxella catarrhalis
Proteus mirabilis
Axaepofu ["paM-noaokuTeIHH MUKPOOPraHH3MH
Clostridium species
Eubacterium species
AnaepoGru I'paM-nonoxuTenty koku'

AHaepoOHu ["paM-oTpHLIATENTHH MHUKPOOPraHH3IMK
Bacteroides fragilis rpyna
Fusobacterium species
Porphyromonas species
Prevotella species

AepoOHH FDaM -HOJTOKHTENHH MHKPQOPraHHu3MH
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Enterococcus faecium
Streptococcus pneumoniae’
Streptococcus viridans rpyna’

AepobHu [ paM-oTpHLUATENHY MHKPOOPTAHU3MH
Acinetobacter baumannii
Citrobacter freundii
Enterobacter species
Escherichia coli
Klebsiella pneumonia
Morganella morganii
Proteus vulgaris
Providencia spp.
Pseudomonas aeruginosa
Serratia species

MHUKPOOPIAHHU3MH C INTPUCHIIA PESUCTEHTHOCT

Aepobun 'paM-nonoxuTeIHH MUKPOOPraHU3MH
Corynebacterium jeikeium

AepobHu ['paM-OTpULIATENIHH MUKPOOPTaHM3MH
Burkholderia cepacia
Legionella species
Ochrobactrum anthropi
Stenotrophomonas maltophilia

Jpyru MHKpoOpraHU3MH
Chlamydophila pneumoniae
Mycoplasma preumonia

tCrpenToxokuTe He ¢a -NakTaMa3o-NpoayNHpanH GAKTEPHH, PE3UCTEHTHOCTTA NPH TE3K OPraHHIMK CE ABIKH Ha
H3IMEHEHHE B NEHUUHIHH-CBBp3BaiMTe npoterty (PBPS) u cneoBaTenino Yy BCTBHTEIHHTE HIONATH €A MyBCTBHTEIIHH
KbM TIHNEPALIMAKH CaMOCTOATENHO NpHnaras. [TenHLHNHHOBA PEIUCTEHTHOCT HE € A0KNafBaHa npu S.pyogenes.

1 BrnrouutenHo Anaerococcus, Finegoldia, Parymonas, Peptoniphilus n Peplosireptococcus spp.

Merino u3nuTBaHe (cencuc npuynHen or ESBL npuupHuTeIH)

B npocnekTHBHO, paHAOMH3HPaHO, NapalelHO-TPYHOBO, KIIHHHYHO H3MMTBaHe 3a ChMOCTABHMOCT
(ToecT GasMpaHo Ha in vitro IOTBBPAEHA UYBCTBHTENHOCT) MPH NeYeHHEe ¢ MHIIepallLIHHE/Ta300aKTaMm,
CPaBHEHO ¢ MEpPONEHEM, He NTOKa3Ba No-Malka edukacHocT 3a 30-1HeBHaTa CMBPTHOCT NPH
BB3PACTHH MALHEHTH CHC CENCHC NPHYHHEH OT HEUYBCTBHTEJIHH KBEM ued)’rpnalccon Ecoliu
K.pneumoniae.

O6mpo 23 or 187 naumentn (12,3%) paHAOMH3IHpaHH Ha NMHUNEPaLWIHH/Ta300aKTaM NOCTHTaT
IIBPBUYHHA PE3YNTAT ieN OTHOCHO 3(-AHeBHaTa CMBPTHOCT cpaBHeHO ¢ 7 ot 191 mauuents (3,7%)
PAHIOMH3HPAHA HA MeponeHeM {pa3fHka B pucka, §,6% [eanoctpanen 97,5% Cl - wo o 14,5%];
P=0,90 3a cknocrasuMocT). Pasnukara He MOCTHra Koe@HLUMEHTA 3a ChIIOCTABUMOCT OT 5%.

EdextuTe ca 060011eHH ¢ aHANTH3 HA NOMyNALKMATa OT NMpoTokona, kato 18 ot 170 naumentw (10,6%)
NOCTHraT MbPBHYHHUA PE3YITAT B I'PYIIATA HA MNAUHCHTHUTE C HHHBP&L{HJ'IHH/T%OG&KT&M CPaBHEHO C 7
ot 186 naument (3,8%) B rpynara Ha MeponeHeM ( pa3iuka B pHcka ot 6,8% [enHoctpanen 97,5%
Cl, - oo no 12,8%]; P=0,76 3a cbnOCTaBUMOCT.

KinHuuHaTa H MUKPOOHONIOrHYHATA OLICHKH (BTOPHYHH Pe3yNTaTH) KEM JeH 4 ce Habmoaaeat npu
121 ot 177 nauuenty (68,4%) B rpynara ¢ nunepaumini/Tazobakram cpaeHero ¢ 138 or 185
nauyeHTH (74,6%) OT paHIOMH3IUpaHUTE ¢ MepofneHeM (pasiHka B pHcka 6,2% [95% CI — 15,3,
3,1%]; P =0,19). 3a BropuyHITE PE3yNTATH, CTATHCTHYECKHTE TECTOBE Ca C ABa KPH
KaTo ca CYETEHH 32 3HAYHTETHH.

Pl »
B ToBa u3nuTBaHe, MeXIy ABETE I'PYIH € OTKPHT AucOanaHc B cMbpTHOCTTA. [pejhdiidrd

CMBPTHHTE CAYYaH NOABHUIH C€ B TPYNAaTa HA MALHUEHTUTE C HHHCPEHHJ'[HHI’T%OG&
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CbC CHITETCTBALIH 3&60J’IHBaHHH, OTKOAKOTO OT CBHITBTCTBALATA HHC[JCKLIHH. C‘,}\\Y .
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5.2 dapMakoKHHeTHYHH CBOMCTBA
AbcopOmusn

HukoBrTE KOHUEHTPALHMK Ha MUANEPAlMNHA K Tazc0akTaM caen npunaraHe Had4 g/ 05 g
MHTpaBeHO3Ha HH(Y31s B NPOABIKEHUE HA Moeeye oT 30 MUHYTH ca choTeeTHO 298 pg/ml u
34 ug/ml.

Pasnpenenenue

[MunepauunyuH 1 Ta3o0akTaM ca CBbP3aHH ¢ NIAa3MEHHTE NPOTeHHH okono 30%. Cebp3BaHeTo ¢
NPOTEHHUTE W HA MUNEPALMIINH K HA Ta300aKkTaM He cE MOBNHABA OT B3aHMHOTO MM MPHCLCTBHE.
CTeneHTa Ha CRBp3BaHe C MPOTEHHHUTE Ha MeTaboNTHTa Ha Ta300aKTaM e mpeHebpexuMa.

[Munepauunux /TazofakTam ce pa3NpenensaT B 3HAYUTENHA CTENEH B ThKAHHWTE H TENECHHTE TEYHOCTH,
BIJTIOYHTETHO YPEBHATA IMIARHLA, HUTBUHHA MeXyp, OenwuTe Apobore, HUTEUKATA H KOCTHTE.
CpenHunre ThbKaHHH KOHLUEHTPALMH O0HKHOBEHO ca Mexxay 50 n 100% ot nnazMenure. Kaxro u npu
JAPYTHTE TICHUITWIIHHH, pazNpe/ielieHHeTO B rPEOHAYHO-MO3bYHATA TEYHOCT € HHCKO MPH MAIIHCHTH C
HEBB3IMNATCHH MEHHHIH.

Buorpancpopmanusn

[MTunepanuiuH ce MeTabonuzupa 10 cnabo MUKpOOHONMOrMYHO aKTHEHHA Ae3eTHI MeTabonuT.
Tazobaxram ce meTabonuzupa 10 eHH MEeTabOINT, KOWTO € HEAKTHBEH B MHUKPOOHONIOMHHHO
OTHOLLEHHE.

Eanmunnpane

[Tunepaumnuy 1 TazobakTaM ce eNMMHHHPAT fipe3 6xOpeuyTe NocpeaCTBOM rIOMepyJIHa GUITpaLHs
H TyOyJIHa cexpeLus.

IIunepaunnmH ce ekckpeTHpa 6bP30 B HEMPOMEHEH BHI KaTO B YpUHaTa ce OTKpHBaT 68% ot
npunoxkeHara ao3a. TazobakraM H HeroBUAT MeTabONMT ce eIMMHHHUpAT r1aBHO upe3 OpOpeyna
exckpeumsd, kato 80% o1 nosara ce OTOeN B HEIPOMEHEH BKJL, 4 OCTAHANATA 4acT — noJ dhopMara Ha
enuHCTBeH MeTabonuT. [TunepatinivHg, Ta306aKTaM U IE3ETHITHIICPALIUAMH CE OTALIAT K B HUTLYKATA.

INpu 3npaBu nHIta Ta3MEHUST MOMYKHBOT Ha MHNEPalHINH /Ta3o0aKkTaM, cejl NpUioKeHHe Ha
eIHOKpATHH MJIH MHOTOKPATHH JIO3H, ¢¢ IBIXH B paMkuTe Ha 0,7 — 1,2 yaca. Tesn cToiHOCTH He ce
BIIMAST OT FOJIEMHHATA HA J03aTa HJIH NMPOIB/DKHTEIHOCTTA HA HHGY3MATA. EMMMHHALMOHHHAT
TIOYKHBOT Ha NHNEPAaLWINH U Ta300aKTaM ce yBeJIMuaBa ¢ HAMaIaBaHeTo Ha OBOpEeUHUs KIMPBHC.

Hsma 3Ha4MMH npoMeHH BbB hapMaKOKHHETHKATZ HA MHIIEPALIHH NOJ BAHSHUE Ha Taz0DaKTaMm.
IMunepaumnue H3MIEKa B MAJTKa CTETIEH MOHMKABA KJIHPEHCA Ha Ta3o0aKTaM.

CnenHannn AONYNAIIHH

[TonyKUBOTET HAa MUINEpalIMH U Ta300aKTaM ce MOBKLIABA NPHOIM3UTENHO ¢ 25% H choTBeTHO 18%
MPH TIALKEHTH ¢ YepHOAPOOHA ITUPO3a B CpaBHEHHE CHC 3IPaBH XOpa.

TMomy>KHBOTBT Ha MHIEPALIINH H Ta300aKTaM ce YIB/IKABA ¢ IOHWKABAHE HA KPEATHHHHOBHSA
KJIHPEHC. Y IB/KABAHETO € JBYKPATHO M CBOTBETHO METHPHKPATHO MO-BHCOKO 3a NHTICpa
Ta300aKTaM MpH KPeaTHHHHOB KIHpBHC nof 20 ml/min B cpaBHeH#e cbC CTOHHOCTHTE
¢ HopmanHa 6b0OpeuHa GyHKUMA.

Xemonnanuzata enuMuHApa oT 30% no 50% oT nunepalHn#H /TazobaKTaM A JOITE,
J03aTa Ha Ta300akTaM kaTo HeroB MeTabonut. [lepuToHeanHaTa A1MANH3a eMTUMHHHP
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6% oT nozaTa Ha nunepauHauH ¥ 21% ot tazobakraM, pecnekTHBHO, KaTo 1o 18% oT npueTara no3a
Ta300aKTaM ce eNMMHHUPA KaTo HETrOB MeTaboNKT.

Ileouampuuna nonyaayus

IMpu nomynaunoner GapMaKOKHHETHYEH aHANIH3 YCTAHOBEHUAT KIHPLHC NPH NALIMEHTH HA Bb3PACT
oT 9 Meceua 10 12 roauHy e cpaBHHM ¢ TO3H NPHU BL3IPACTHHU C NOMYNALHOHHA cpeaHa cTofHocT (SE)
ot 5,64 (0,34) ml/min/kg. KiHpbHCHT Ha NUAepalivHa NPU NeIHaTPUYHK MaLHEHTH Ha Bb3pacT OT 2
o 9 Mecena ¢ ouenen Ha 80%. Cpennara croitnocT (SE) B nonynauuara Ha oGema Ha pasnpejgesieHue
Ha nunepauwink € 0,243 (0,011} I/kg u He 3aBHCH OT Bb3pacTTa.

Ilayuenmu @ cmapuecka ev3pacm

CpeoHuaT niuasMeH Moy KHBOT Ha THASPaIMAKH U TazobakTaM ¢ ¢ 32% U cboTBeTHO 55% NO-abisr
MpH NAalMEHTH B CTapuecka Bb3pacT B CPaBHEHHE ¢ NO-MAaaH NKHUA. Tazu pasfiuka MoXe Aa ¢¢ AbJIKK
Ha Bb3pacTOBH IPOMEHH B KPEaTHHHHOBHA KIIMPBHC.

Paca

He e HabnonaBana pasnuka BbB apMaKOKHHETHKATA Ha IHIIEPALMIIHH HIH Tazo0akTaM Npu 3opasH
M0OpOBOIUM OT a3uaTckara paca (n=9%) u banata paca (n=9), nomyyaBany eNHOKPAaTHYU A03K 0T 4 g/
0,5 g.

53 [IIpeaknnnuynu gannmn 32 06€30MACHOCT

HexnMWHUYHMTE NaHHH HE MOKAa3BaT 0COOEH pHCK 3a Xopa Ha 0a3aTa Ha KOHBEHUMOHAIHHTE
thapMaKOAOrHYHH W3MHMTBAHHA 38 TOKCHYHOCT NPH MHOTOKPATHO NPHIIAraHe M 33 FeHOTOKCHYHOCT. C
NHMNepauMInH/Ta300aKTaM He ca NPOBEXAAHH U3NHTBAHHUA 34 KapPLMHOTEHEeH MOTeHLHA.

B pesyntaT oF npoyuBane BbpXy GEepTHIMTETA H PENPOAYKTHBHHTE YHKLMH NIPY NILXOBE upes
WUHTpPanepHTOHEAHO MPHIOKEHHE Ha TazobakTaM WiH KOMOHHALMATA NHNepawIkH/Tazo0akTaM ce
cho0IIaRa 32 HaMagRaHe Ha OpofA Ha MOTOMCTBOTO, KaKTO U 3a NoBHuIEH Opoii deTycH che 3abaseHa
ocudHKaLHi H MPOMEHH B pebpaTa eIHOBPEMEHHO C TOKCHYHOCT B MaH4HHHA OPraHH3bM.
DepTHANHTETHT NPH MEPBOTO TTOKONEHHE H eMOPHOHANTHOTO pa3BHTHE NPH BTOPOTO MOKOJIEHHE He ca
HapyLWEHH.

IIpoyusanuATa 3a TEpaTOreHHOCT Clie] HHTPABEHO3HO MPUIMKEHHE Ha Ta300aKTaM HiTH
KOMOMHALMATA MHIEPaLUIHA/Ta300aKTaM B JOIMPOBKH, TOKCHUHH 3a MaiiKara, NpH MHLIKY H
TTBXOBE MMa KaTo pe3ynTar cnabo MoHMXaBaHe B TETNOTO Ha deTycure, 0e3 Aa ¢a Hal1le
TePATOreHHH edekTn.

[Mepw/nocTHATATHOTO pa3BUTHE € OUII0 YBPEAEHO CNE HHTPAMEPHTOHEATHO MPHUIIOKEHHE HA

Tazo0aKTaM WiH KOMOHHALMATA NIHNIEPALWINH/Ta300aKTaM TIPH TUTEXOBE (MIOHHKEHO TErNo Ha
HOBOPOJCHHUTE, NO-ToMAM Gpoit MbPTBOPOACHH, NOBHLIEHA CMBPTHOCT B NOTOMCTBOTO).

6. PAPMAINEBTHYHU JAHHHU
6.1 CnHCBK Ha TOMOIHHTE BENECTRA
Hawma.

6.2 HecLBMeCTHMOCTH

To3u nexapcTBeH NpoAyKT He TpAGBA fa Ce CMeCBa C APYTH JIEKAPCTBEHH TPOAYKTH © Hsmroq/nue-ﬂa\
)
MOCOMEHHTE B TOUKA 6.6, e b‘ﬂ Ll 0\
R P

L

Ilpu enHoBpeMenHa ynoTpeba Ha MunepalIng/Tazo6akTaM ¢ Apyr aHTHOHOTHK (Hanp! &
aMHHOTIIHKO3HAH), TEKApCTBEHUTE NPOAYKTH TPSGBa Ja ce BLBEXAaT nooTtaento. C
NHMepaunHH/Ta306aKTaM ¢ aMHHOTTIMKO3H/M in Vilro MOJKe Aa AOBele N0 3HAYUTEN
Ha AMHHOTJIMKO3HAKTE.
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IMunepaumaunn/Tazobakram He TpAOBA Ja c€ CMECBA C APYTH IEKapPCTBEHH NPOAYKTH B CMPHHUOBKA
HIH HHC[Z))/BHOHH& 6aH|<a, TbH KaTO JIMNICBAT AAHHH 34 TAXHATA CbBMECTHMOCT.

ITunepaunaun/Tazobakram Kabu Tpa6Ba na ce BeBEKIA [TPE3 CAMOCTOATENHA HHTPABEHO3HA CUCTEMA
OTIENTHO OT BCAKAKBH APYIH AEKApCTBEHH NMPOAYKTH, OCBEH aKO HE € HAJIHLE JOKa3aHa
CBLBMECTHMOCT.

[Mopanu xuMHuUecka HecTabUNHOCT, NHNEepaLMNHH/Ta3o0aKkTaM He TpAOBa a ce Mpuiara ¢ pasTEOPH,
ChAbPKALUM HaTpHeB GHKapOoHaT.

PaztBop Ha PuHrep JlakTar (Pa3teop Ha XapTMaH) He € CbBMECTHM C NHNIEpaLWiuH/Ta300aKTaM.

INunepauunmnn/Tazodakram He TpAGea Aa ce 106aBA KbM KPBBHH MPOAYKTH WIH ambyMHHOBH
XHJPOJIH3aTH.

6.3 Cpok Ha rogHocT
CTﬁpPUICH npax 3a HHXEKIMH B TBProBCka ONaKoBKAa: 3 rOaHHH.

Pexoncruryupan/paspenen [Tunepaunnnn/Tazo6aktam Kabu: nokaszaHa ¢ XMMHuecka W pu3HuecKa
cTabunuocT Ao 24 yaca npu 2-8 °C.

OT MHKpOOHOIOrHYHA FAIcAHA TOYKa MPOAYKTHT TpaOBa Aa ce H3MO3Ba BeJHara.

AKO He ce U3MOJI3Ba BeJHAra, BPEMETO M YCIOBHATA Ha ChXpaHeHHe TIpedu ynoTpeba ca OTroBOPHOCT
Ha noTpebuTens U 0OHKHOBEHO He TpAOBa aa ca noseyve o1 24 yaca nipu 2-8 °C, oceeH ako
PEKOHCTHTYHPAHETO/Pa3pesIaHeTO HE ca H3BLPLLCHH NPH CNa3BaHe HA KOHTPOIHPaHH U BanWaHpaHu
YCNOBHA.

HewnznonseaHuar pasteop TpadBa fa ce H3XBBPIH.

6.4 ChnennanHH yCI0BHA HA CbXPaHeHHe

Jla ce cxxpansaea nop 25 °C.

CuxpaHsapaiite pakoHHTE BLB BTOPHYHATA KApPTOHEHA ONAKOBKA.

3a ycoBHATA HA ChbXpaHEHHKe Clie]] pa3TBapsaHe/pasperaaHe Ha JICKAPCTBCHHA MPOAYKT BIKTE TOMKA
6.3.

6.5 JlaHHH 332 ONAKOBKATA

BesupeteH cTrkneH gumakoH (Tum II) ot 50 ml, 3aTBopeH ¢ xanoGyTHNIOBa ryMeHa 3aMmyIIalKa.
Onakoeku ot 1, 5 H 10 ¢naxona.

He BcHYKH BUIOBE OMAKOBKH MOraT Aa ObaT fycHaTH B npoaaxba.

6.6 Cnenuannd npeana3HH MepKH NPH HIXBLPJIAHE H paGoTa

PexOHCTHTYHpaHETO H pa3pe;KAaHETo TpaAbBa Ja GbAc HaNpaBeHo NpH aCENTHYHH ycloBHA. Pastsopbt
TpAGBa a ce MPOBEPH 3a BHAWMH YacTHUM W NPOMAHA Ha LIBETa NpeaH npunaraHe. PazTeopbT TpAbBa

Iia ce npHnara camo ako e GUCTLp ¥ 6e3 BHIAHMM YaCTHLIM.

Hurpaseno3na ynorpeba

PexoHcTHTyHpaHTe BCeKH (h1aKOH CbC ChOTBETHOTO KOJTHHECTBO PA3TROPHTE, MOCOYEHO B
110-71011y, KaTo H3MO/3BATE €AHH OT ChbBMECTHMHTE pasTBopHTenH. Paskiarere o nbaH aa:‘aa'lﬁ
Ha npoaykTa. [IpH NOCTOAHHO Pa3KNALLAHE, B [IOBEYETO C/Y4aH PeKOHCTHTYHPAHETO A
10 MuHYTH (32 TOOpOOHH yKa3aHHA, BIXKTE NPUIOKeHaTa Tabnvia).
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KonuuecrBo Bb8 pnakona O6em Ha pasTBopHTeAd* 32 N00aBAIHe BLB
daaxona
42/0,5 g (4 g nunepaunnud 1 0,5 g Tazobaktam) | 20 ml

*CBLBMECTHMM Pa3TROPHUTENH 32 PEKOHCTHTYUPAHE:
- 0,9% (9 mg/ml) HaTpHeB XNOPUA HHXEKLIHOHEH Pa3TBOD
- CTepuina Boja 3a urxkexuuu

() MakcHManHHAT ipenopbyBaH 06eM Ha CTEpHIIHA BOJA 3a MHKEKLMH 3a f03a € 50 ml.
PexoHcTuTyupaHuaT pasteop TpaOsa na Obae naterneH ot dnaxkoHa cbe cnpuHuoBka. [lpu
PEKOHCTUTYHPAHE CMopel YKa3aHHATa, ChAbPKaHHETO Ha (nakoHa, H3TEIIEHO ChC CNPHHLIOBKA,
CHIbPXA 00ABEHOTO KOMMYECTBO NMUNEPALKIIHHE W Taz00aKTaM.

PeKOHCTHTYHPAHHAT Pa3TBOP MOXKE N4 Ce pa3peH JONBLIHMTENHO A0 xenaHud obeM (Hanp. 50 ml oo
150 ml) ¢ eanH OT clleAHUTE ChBMECTUMM PAITBOPUTEH:

- 0,9% (9 mg/ml) HaTpreB XNOPHI HIKESKUHOHEH PA3TBOP

- ['mroko3a 5%

- Hekctpau 6% B 0,9% HaTpiies Xnopua

Bk Touka 6.2 3a HECHBMECTHMOCTH,

Heuwsnonzegauusar JEKAPCTBEH MPOAYKT HIIH O0TNaABYHHUTE MaTepHalIH OT HETO TpﬂGBa Aa €€ U3XBBPIAT
B CHLOTBCTCTBHE ¢ MECTHHUTE H3UCKRAHHA.

Camo 3a eaHokparsa ynorpeba. Hensnonssanuat pasrsop tpabea na ce HIXBbPAH.

7. IIPHTEXATEJI HA PAPEIIEHHETO 3A YIIOTPEBA

Fresenius Kabi d.o.o.
Radnicka Cesta 37a, 10 000 Zagreb
XBpBaTHA

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEEA

Peructpauuonen Ne 20090266

9. JATA HA HIOBPBO PA3ZPEIIABAHE/AIIONHOBSABAHE HA PA3PEUIEHHETO 3A
YIIOTPEBA

Jara Ha mepBo paspewaBate: 04 o 2009 r.
Jlata Ha nocnento noaHosssade: 02 centeMepu 2015 r.

10, JATA HA AKTYAJIM3UPAHE HA TEKCTA
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