KPATKA XAPAKTEPHUCTHKA HA NPOAVKTA

1. HME HA JEKAPCTBEHUA ITPOAYKT

MEINEHEKC 500 mg nipax 3a HrpkekIMoHen/ HHGY3HOHEH Pa3TBOp
MEPENEX 500 mg powder for solution for injection/infusion

2. KAYECTBEH U KOJWIECTBEH ChCTAB

BeekH (IaKOH CHIBPKA MEPOMEHEM TPHXHAPAT, eKkBHBANeHTeH Ha 500 mg 6e3BOIeH MEPOTICHEM.

TIoMOIIHO BEINECTBO ¢ H3BECTHO NelicThNE

Boeka dnaxou or 500 mg ceabpxa 104 mg Ge3soaen Harpues KapOoHaT, KOETO ¢6 papHAgsa Ha
npubnmsurentio 2 mEq watpuii (npubmusurenno 45 mg).

3a DEIHHAA CTIHCHK Ha NOMOINHHTE ReMeCcTBa BIKTE TOURA 6.1,

3. JEKAPCTBEHA ®OPMA

Tlpax 33 uroKeRUHOHeH / UHGY3HOHEH Pa3TBOp.
ban no 6nenoxeaT Mpax.

4.  XIAHWYHM JAHHA

4.1 TepanesTHIHH DOKA3AHNS

. M3NbAHATENHA AT EHLLAR N0 NEKAPCTBATA

Kpamia xapaxmepucmura 1 npogyxma - Ipuacsenus |

Paapeweuuemsgg/ﬁﬁﬁﬁ’radé
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MEPENEX € MoKasas 33 NeUSHuE Ha CHeHHTE HHPEKLMH 1IPH BE3PACTHH M IELA HA BB3PacT HaA 3

Mecena (BmkTe Touky 4.4 4 5.1):

» Texxa NHEBMOHKS, BIUTIOSHTENHO, BETpebonHiuHa MmiesMonnd (BBIT) 1 nHesMORMSA, CBHP3aHA C
vaKycTRena Genoapotua searinarua (ventilator associated pneumonia, VAP)
» Bndekupn Ha Genute npobose B GpoHXHTe Npu NALMEHTH ¢ MyKOBUCIHA032

» Venoxknens MEGEKINH HA IHKOUHUTE IBTHIA
« Venoxsery AHTpaaGIoMUHATHE HHGEKIHT
» UnTpa- ¥ CHEAPONHITHH HHPSKIHUH

* YCIomKHEHH HH{beKU,HH HA KOXATa ¥ MCKHTE ThKaHH

» OcThp CAKTEPHANEH MEHHHTHT

MEIEHEKC Mosxe fa ce H3NOoN3Ba NPH JIeUeHHE Ha MAUNEHTH ¢ HeyTponieHas ¢ GubpranrerT, 3a
KOHTO ¢ NIPEANONara, 4 CheTOAHUETO Ce NBJUKM Ha GaKTepHANHA HHQEKIH,

Jleuenve Ha NAUMEHTY ¢ GaKTepHEMUs, pa3BHIIa CC BbB BPB3KA HIH 32 KOATO Ce npejnonara, 4e &

CBhp3aHa ¢ HAKOA OT H3GPOCHHTE NO-TOPe HHGBEKIMY,

CpELCTRA.




4.2 Jlo3BposKa M HAYMH HA NPHIOKEHHE
QIMPOBKA
B raGmumare no-gony ca npeacraBern obmy NPEnopEKH 32 AOIHPAHE.

Hosara MeponeseM 1 IPOABLIDKHTEIHOCTTA Ha NeYchHeTo Tpatba xa Gniar cv00pasekH ¢ THNA U
TEKECTTA Ha HHQEKUMATA, KAKTO K ¢ KIMHIYHUA OTFOROP.

Hoza 1o 2 g TpY mbTH THEBHO NPK BLIPACTHH M IOHOWIH ¥ 1038 10 40 mg / kg Tpu meTH AHEBHO MU
Aeta Moxe 13 bpze 0co0es0 NoaX0AMmA NPY JICUCHAE HA HAKOH BUI0BE HE(BEKIMH, HalpuMep
MHQEKITH NPHYHHERN OT Mo-Cifabo dyBeTBUTe Ry SaxTepHartHu wamMose (Hanp. Enterobacteriaceae,
Pseudomonas aeruginosa, Acinetobacter spp.) Wi Py MHOTO TeAKH MHPESKIH.

Tlpu neuenne Ha nanyeHTH ¢ GBOPEYRA HEAOCTATHUHOCT € HEOHXOIMMA NMPEOLEHKA Ha 503aTa {(RHKTES
no-zouy).

Brapacrau ¥ woHomy

Undexnng JHo3a, kosTo ce npusiara npes 8 gaca
Texka mHeRMOHHA, BRIMOYMTENHO HOZOKOMuATHE | 500 mg um 1 g
DHEBMOHHA M THEEMOHMA, CBBP3aHa C ACUCTHPAHA

BCHTHIALMA

bporxo-nynMonanuu madexnuu npu 2g
MYKOBHCLIMAO3]

YcnoxueHn HEQEKINH HA MMKOYHHUTS IHTHINA 500mgum i g
Y CnoKHEHN HHTPAabAOMHHATHH HEDEKIH 500mgpm ) o
WnuTpa- ¥ nocrnapransy uadexumu 500mguma 1 g
YenomseHH REPEKUHK HA KOKATA H MEKHTE 500mgnm 1 g
THKAHH

Ocrbp Gaxrepuanses MCHHHIHT 2g

Jleuenue ra dhebpunnn namuenT ¢ lg
HEYTPONCHHA

METIEHEKC 06uxrOBEHO Ce NpHiara Karo MHTPABEHO3HA MHPY3HS ¢ TOABIDKUTENHOCT OKONO 15
A0 30 MumyTH (BrACTe TOukH 6.2, 6.3  6.6).

ARTepHATHBHO, 1034 A0 | g Morar 4a 6B HPHNOXKEHR KATO HHTPABEHOEH foayc urokexuua 3a
okono 3 MunyTH. Hammnu ca orpanirenu AaHau 3a 6e30NacHOCT HOAKPENILIK IPHIOKEHHE KATO
HHTPaBeHO3Ha DOTyC HHMCKIHSA Ha 1032 OT 2 g IPH Bb3PACTHH.

Lvpeuno yepexcoane

Hlosara npy BH3PACTHH H IOHOWIHA TPAGHA 14 Ce KOPHTHPA, KOTaTo KPeaTHHHHOBHAT KTHPBHC ¢ HO-
mansk 0T 51 ml/ min, KakTo € MOKa3aHO B TAbMMUATA NO~I0MY.

HaunuTe MOAKPENAIM NPHIArAHETO Ha TEIM KOPCKLHH HA J030BA CIMHHNA OT 2 £ ©a OrpaHH4CHY.

KpearaHHHOB KIHpLHC Hosa (4a basa Ha , eaqunpny™ B Yecrora
(ml/min) A030Ba rpasuna ot 500 mg xo 1
g um 2 g, pixre Tabnnara ro-
rope)j
26-50 Ho3a or ¢aHa eaunmma
10-25 Jlosa o1 nomoBHY eadrma
<10 Jio3a 0T OIOBHH SAMHHLIA

TIPHNAra CNex 3apsPIIBAHC HA [THKBIA HA XEMOAHATHIA.




Hama YCTAaHOBCHH MPCTIOPBLKH 33 JO3H NMPH MNalBCHTH ¢ NCPHTOHERTHA AHATIM3A.

Yeproopobrio yepexcdane

He e 1eo0x0auMo KopHrHpane Ha 03aTa MpH HALMCHTH ¢ YePHOAPOBHO YEpexaaHe (BHKTE TOUKA
4.4).

Hoza npu nayuenmu e cmapyecka_ewv3pacm
He ¢ HeoGxoammo kopurupase Ha 403aTa PH TAIHIEHTH B CTAPYECKA Bb3PACT ¢ HOPMAIHA Op6peuna
dyHKIHA HAM CBC CTOMHOCTH Ha, KPEATHHHHOB KIMPBHC Hag 50 ml / min.

Heduampuyna nonyrayus

Heya noo 3-meceuna enspacm

Besomackoctra u edprkacrocTra Ra MeporieHeM npH Acn2 O 3-MeceuHa BB3PACT He ca YCTaHOBEHYM ¥
HC ¢ YCTAHOBCH ONTHMATHHAT PEXHM Ha Ao3upane. Brnpeku Tosa, orpanuyeumre
(apMaKOKBHETHHY JaHHM npeanonarar, g 20 mg / kg rpes 8 saca Moxe xa Gpae nosxossma
AO3HPOBKa (BikTe TOUKA 5.2).

Heya om 3-meceuna 0o 11-200umna evspacm u 0o 50 xz merecno mezno
TIpenoprunrentyTe 1030BH PEXIMH CA TIOKA3AHH B TabINIATA O-A0IY:

Hudexmun Hosa, koaTo ce nputara npes 8 gaca

Texxa nueaMomma, BRIIOUHTEHO HOJOKOMEAHA | 10 wam 20 mg/ke
OHEBMOHNA M THCBMOHMS, CBBP3aHA ¢
ACHCTHPaHA BEHTH/IAMKA
Bporxo-nyrmonanay undexnpy npy 40 mg/kg
MYKOBHCIIMIO32

| Venomrenu nEGEKLEH HA IHKOYHUTE DbTHILA 10 myu 20 mo/kg
Y CIoKHEHH HHTPaaGroMuHATHY MHbCKIMM 10 nm 20 me/ke
Yenosxnern HHOEKIME HA KOKATA M MEKKTE 10 arm 20 mp/kg
THKaHH
Octbp GaxTepraicH MCHHHTHT 40 mg/kg
Jleuenne Ha heOpuIHE NAHEHTH C 20 mg/kg
HEYTPONeH s J

Hetya uad 50 2 menecuo mezno
Ha ce mpunara gozara 3a BB3pacTHA.
Hama omur mpu zeua ¢ 6u6peqno yeperaane.

Hanaun Ha npuiioxesne

MeporeneM oGHKHOBEHO ce PUAAra Ypes HHTPABEHOIHA MH(YIHS ¢ IPOXBIUKHTEIHOCT
npudamuTenno 15 10 30 munyTa (Brmkre Towky 6.2, 6.3 ¥ 6.6). AnTepHaTuBHO, 1032 MEPOMNEHEM 10
20 mg / kg Moxe na ce mpuIOKM KATO HHTPaBeno3en Gonyc 3a oxono 5 MunyTs. Hamuasu ca
OTPasHHCHE JaHHH 34 OE30MACHOCTTA, NOAKPEIALLH PHIIOKEHHE KaTO MHTPABEHO3HA GoIycHa
HHKEKImA Ha 103a o1 40 mg / kg npu gena.

3a yKasaHud OTHOCHO PasTBapsHE HA NEKAPCTBEHMS NPOAYKT NPELH IPAIOKEHUE, BIDKTE TOUKA 6.6,

4.3 Iporusomoxazanns

CEpBXMYBCTRUTENHOCT KBM AKTHBHOTO BEHIECTBO MUK KbM HAKOE OT HOMOIE)
H36poeHH B TOuKa 6.1.

CBPEXYYBCTBUTETHOCT KbM KONTO M 3 € APYT AHTHOAKTCPHMATSH ATCHT Ha KapOyiA
Texka CEPBLXTYBCTBUTCIHOCT (HANP. AHAGHNAKTHYHA PCAKIHS, TEXKA KOKHA k NG
A2 © ApyT aHTHOAKTEPHANCH areHT OT IPynaTa Ha GeTa-naKTamMuTe (HAMP. NCHHLINGH]
uethanocnopusu).



44 Cneuwasnu npesynpexaeHus o NpeANaIHA MEPKH NpH ynorpeda

Tlpu n3bopa Ha MeporicHeM 3a JEYEHNE HA BCEXM OTAENCH [IAIHEHT TpaOBa Ja Bicme MpexBul
LeIeCH00PA3HOCTTA Ha HINOI3BAHETO HA AHTHOAKTEPHATIEH ATEHT OT rpynara Ha KapbaneHeMHTE, B3
OCHOBA Ha HAKTOPN XATO TEXKECT HA MHPEKIMATA, PEIUCTEHTHOCT KhM APYTH MOAXOAAIIH
aHTHOAKTEPHAIHH ATEHTH ¥ PUCKA OT CENEKTUPAHE HA PEIHCTCHTHA HA kapbanernemu bakrepun,

Pesncrenrroct wa Enterobacteriaceae, Pseudomaonas aeruginosa u Acinetobacter SpD.
PeaucrentrocTTa KbM NEHeMy Ba Enterobacteriaceae, Pseudomonas aeruginosa u Acinetobacter spp.
BApUPa B PaMKHTC Ha EBponelickng cbio3, Ha MeqHupHCKHTE CReuuamicTy ce NPENOPBYBA AA BICMAT
ApeABAN MeCTHATA Npeobranasama pesHCTEHTHOCT NPH Te3u BaxTepuH KbM IEHEMH.

Peakuns Ha CBpBXTYBCTBATEIHOCT

Kaxro npu scyuxy Geta-nakraMun anTHOHOTHIT, ca CHOGIMABANM CEPHO3HH PeaKuyH Ha
CBPBXTYBCTBHTEIHOCT, HOHAKOTA C JIETANCH M3X0J, (BIDKTE TOUKH 4.3 u 4.8).

TanuesTy ¢ anamHesa 3a peakiun Ha CBPBXYYBCTBUTENHOCT KbM KapOaneHSMH, NEHULHITIEHN MITH
Apyra OeTa-naxTaMHy aHTHOMOTHIN, MOTAT A2 MIPOSABAT CHINO CBPBXYYBCTBHTEIHOCT H KBM
meponesiem. [peau sanousane ra neuenwve ¢ Meponenem, Tp#6Ba A2 ce HAITPABH BHEMATETHO
MPOYHBAHE OTHOCHO NMPSAUNIHE PEAKIHK Ha CBPYBXUYBCTBHTEIHOCT KEM BeTa-TaKTAMEH
AHTHOHOTHILIM.

Tpu wacTpitRane Ha TexKa AICPrHYHA peakups, YNOTPeOATa Ha IEKAPCTBEHUAT TIPOAYKT TPAOBA 13 ¢e
CIPE M Ja C& NPECANPHEMAT HEOOXOAHMHTE MEDKH.

Crobmasann ca ommle TexK KOKHA HEKENAHY PEAKIIUH, KATO cunapom Ha Stevens-Johnson,
TOKCHYHA ENHACPMATHA HEKPO/IN3A, IEKAPCTBEHA PEAKIMA ¢ COSMHOPUIHA U CHCTEMHY CHMITTOMH,
MyNTHHOPMHA EPUTEMA I OCTPA TCHEPATMIAPAHA EK3AHTEMATO3HA yCTY. 1034 HPH NAUHEHTH, Ha
KOHTO & npunaray MeponcHeM (siokre 1ouka 4.8). Ipu npossa Ha npusRany ¥ cuMITOMA,
TPCANIORAralny TE3U PEAKIMH, MeponeHeM TpabBa He3abaBHO Aa Ce ¢npe 1 Aa ce oBMuCTH
ANTCPHATHBHO ICUSHUE.

AHTHOHOTHYCH KOIHT

Hpu ynorpeGara ua noutu BoHaKy AHTHOAKTEPHATHH ATCHTH, BKIIOYMTEIIHO MEPOTICHEM, HMa
ChOOIMICHUA 32 PA3BHTHE HA AHTHBHOTIEH KOMUT 1 TICeBAOMEMOPAHO3EH KOINT, KOHTO MOTaT Aa
BapHpar no TexCCT OT ACKH X0 XKupoTo3acTpamasamu, [lopaau T08a ¢ BAXHO TAIM ARArHO3A A4 C&
uMa OPCABHR PH NALMEHTH, KOHTO HMAT JUAPHS TIO BPEME HA WITH CJIe X IPHIIOREHHETO Ha
Meponerem (miokre Touka 4.8). TpaGa a ce o6MucM npeycTanoB BaHE Ha TEPATHATA C MEPOMICHEM
¥ APHIaraHeTo Ka cricuuduyno nevenwie wa Clostridium difficile. He tpabpa fa ce mpunarar
NIEKAPCTBEHH NPOIYKTH, KOHTO TIOTHCKAT NICPUCTANTHKATA,

spuoee
Ipu neuenue ¢ xapbaneHeMy, BKIOYHTEIHO MCEPOIGHEM, M2 HEJECTH ChODIEHH 32 r'bpUOBE

(BuxTE TOUKA 4.8).

Hpocneaapane #a ueproapobuara dynxuys
HeproapoGrara yrxima 1pabsa 1a ce ey CIPUKTHO MO BPEME HA JISHCHHETO ¢ MEPOTIEHEM
NOpPaiy PHCK OT XEMNATOTOXCHIHOCT (HAPYIIEHA YePHORPOOHA, (DYHKLMA ¢ XOdeCTaza 1
(s1pKTE TOUKA 4.8).

Tpnnosxenme nps nauseHT! ¢ ueproapoGHo 3adonssare: HpH TEYCHHE C MEPOTIE
NPeAMECTBAIO YePHOAPOOHO yBpexkIane, TpaGBa Ja ce Cnean JepHoApobHa ¢
HEOOXOAMMO KOPHTRPAHE Ha J03aTa (BIDKTE TOUKA 4.2).



Hupexren anTuriolymiHos Tect (Tect ua Kymbe) 3a CEPOKOHBEPCHS

ITo Bpeme HA NeUCHHETO ¢ MEPOTIEHEM MOKE 1d C¢ IOMYYAT HOTOMKHTETHA DE3YITATH NPU AUPEKTEH
HIU MHAKpEKTeH TeCT Ha Kymbe.

Ennoepemenno npunoxense ¢ B 0CBA KMCCITHHA / HATPHEB BAIIDOAT / B oM
He ce npenopbusa chBMECTHOTO IPHIOKEHHE HA MEPOTIEHEM H BaNfIPOEBa KHCEIHHA / HATPHER
BaNInpoar / BannpoMna (Brokre Touxa 4.5).

MEITEHEKC cnepixa BaTpuii.

Toan nexapcreen npoayxT chappiKa 45 mg HaTpuii Ha $nakon ot 500 mg, KOETO c¢ paBHABA HA
2,25% or npenopruanara or C30 MaxCHMATHA AHEBHA 1023 OT 2 £ HATPHH 33 BH3PACTEH,

4.5 BsaumopeiicTeRe ¢ APYTH NeKapcTBeHn NPOAYKTH U ApYru QopMH Ha B3arMOAeificTBHE

He ca mposexnanu npoy«sanms 32 83auMOeHCTBHATA CBHC CHELMPHIEM ICKAPCTBEHH POAYKTH,
oceed ¢ npobeHenu .

TpoGetenmn ce KOHKypHpa ¢ MEpOIIEHEM 33 AKTHEHATA TyOy/Ha Cexpenns u no TO3H HaYMH
HEXUGHpa 610pesHaTa EKCKPEUHS HA MEPONEHEM, KOSTO BOIH 10 YABIDKABAHE HA CTHMUHALOHHMA
ROy XHUBOT 1 IOBHINABAHE HA [ITA3MEHMTE KOHIIEHTPANMS HA MeporieheM. Hancksa ce nosuieHo
BHHMAIHHE, aKO NPOOEHELM] CE NIPHEMA CHBMECTHO ¢ MEPOTICHEM.

He ¢ npoyusan norenupamiust edext Ha Meponenem BBDXY CBBP3BAHETO ¢ MPOTEHHUTE MIM BbPXY
MeTaboNH3Ma B3 APYTH NeKapCTBERY TIPOAYKTH. Brupexy Tosa, CBBP3BAHETO ¢ NPOTEHHUTE € TOIKOBA
HHCKO, "¢ BL3 0CHOBA HA TO3M MEXAHHIbM HE C€ OYAKBAT B3AUMOACHCTBHA C APYTY BOIIECTHA.

Crobmana ce 3a noHMKaBaHe HA HWBATA HA BANIIPOSBA KUCEIMHA B KpLBTa ¢ 60-100% 23 oKONO ABa
AHH, KOTaTo C¢ Npniara eXH0BPEeMEHHO ¢ xapbanenem. ITopaay 61p30T0 HACTHIBAHE U rOIAMOTC
NOHWKEHHS Ha CCPYMHATA KOHLICHTPALMS, €AHOBPCMCHHOTO IIPHIOKEHHE HA BAIIPOED2 KUCCTHHA /
HATPHEB BAMIPOAT / BAMNPOMHS, ¢ KapBANICHEMH HE C& CMSTA 32 IIOANABAINO C6 HA KOHTPOI U
creAoBatenHo Tpadea aa ce wabarsa (Bxk. Touxa 4.4).

Hepoparnu anmuxoazynanmu

EnxospeMeHnOTO npunoxere ra aHTHOHOTHLM C BaphapHH MoXe 1a NOTEHLMHPa
GHTUKOAFYNAHTHUA MY edexT. Mma Muoro chobniesns 3a yBeHuaBane Ha AHTHKOArYTAHTHHA e(eKT
Ha NEPOPATHO NPANATAHATE AHTHKOATYNAHTY, BRIHOIHTEIHO U Ha BapdapiH, MpH NALHEHTH, KOHTO €3
Ha ChIBTCTBAMO JIEHEHUE ¢ AHTHOAKTEPHAHH areHTH. PHCKBT MOMXE 42 BADUPA B 3aBHCHMOCT OT
OCHOBHATA HH(CKUHS, BH3PACTTA H OBINOTO CHCTOSHHE HA NAUMEHTA, TAKA He © TPYAHO A3 C& OlISHH
BIMAHRETO HA ZHTHOHOTHKA BHPXY yBenuuaraueto Ha INR (Mexaynaposso CTAHJAPTHIHPAHO
crotHOmeHue). [penoprusa ce INR aa ce npociesssa yecto mo BpCME Ha H CKOPO €A CHBMECTHOTO
NPUACKEHHE HA AHTUOHOTHIK ¢ ICPOpaIcH ARTHXOATYIAHT.

Heanarpuana nonynanyg

IIpoyusannd 3a s3asuMoaeiicTBIATA Ca MPOBSHKIANY CaMO [PH Bh3PacTHH.

4.6 ®@epramurer, GpeMeHHOCT H KEPMEHE

Bpemennocr
Jlvncesar unm HAMa JOCTATHYHO JAHHH 32 yHoTpeGata Ha MEPOTIEHEM TIPH OPEMECHHM HKEHY

Hpoy1sannara npH *#uBOTHH He NOKABAT NPIKO HITH HETPSKO BPEAHO BbaACHCTBHE
Ha pCNPONYKTHBHATA TOKCHYHOCT (BK. TOUKa 5.3).

Karo npeanassa msipka ¢e npeanowmnra fa ce u3barsa yrorpebara Ha MEPONCHEM
GpemenuocT.




Kppmene
Crofmana ce, ue Malky KONMIECTBA MEPOTEHEM C& CKCKPETHpPAT B KbpMaTa. Meponenem ue tpatisa

A4 C& U3NOM3BA PH KEPMELIH KEHH, OCBEH aK0 MOTCHIUATHATA 10132 32 MAHKATA OIPABAABA
NOTSHIHANHENA PHCK 23 6ebeTo,

4.7 Edextu supxy cnocobuoctra 38 modupane u pabora ¢ Mamnuy

He ca nposexaany npoyysarus 3a edexra sbpxy cnocobuocrra 3a modHpane n paGoTa ¢ MAIIMEM,
Npu wodupane mau pabora ¢ Mamuey o6aue Tpsbsa xa ce uMa npenBH], Y€ ca cro0iaBanu
I1aBoboIHe, IAPSCTESHA H MBPUOBE IPH YUOTPEDa Ha MEPOTCHEM.

4.8 Hexenans seKapcTBeHH peaKiny

OGobmenue Ha opoduna va 6e3onacHocT

ITpw nperne s ua 4872 namwents ¢ 5026 TEPATICBTHYHH €KCTIO3ALMM Ha TEUCHUE ¢ MEPONEHEM Had~
UECTO CHOOUIABAHKTE REKETAHH PCAKIHK, CBBP3AHY ¢ MeponeHeMm, ¢a auapus (2,3%), o6pus (1,4%),
rajexe / nospiane (1,4%) 1 Bp3IANCHUE Ha MACTOTO HA urskexTupane (1,1%). Haif-uecro
cpobmasaanTe 1abopaTopHR HEXEaHN CHOMTHS, CBHPIAHM C MeponeHeM, ca TpombonuTosa (1,6%) u
OOBMINCHM YepHOAPpoOHH eHanmu (1,5 — 4,3%).

B rabnHuata no-301y BCHUKH HeXeNaHH PEAKIMH ¢a H3GPOSHH B 32BHCAMOCT OT CHCTEMO-OPTaHHHA
K[1ac i o 4eCToTa: MHOTO YectH (= 1/10); yectn (> 1/100 no <1/10); newectn (= 1/1 000 g0 < 1/100};
peaku (= 1/10 000 zo <1/1 000); Muoro peaxu {(<1/10 000); ¢ HeM3BECTHA HECTOTA (ot HanuaHHTE
AGHHH HE MOxe 32 Onhae HampaseHa oneHka). BLb Beska OT rpymuTe o uecToTa, HexenaHuTe
NIEKAPCTBCHE PEAKINVH €2 NPEACTABCHH 8 HUIXO/SM P 10 OTHOIISHHE HA TAXHATA CEPHOIHOCT.

CrHcTeMO~0pranes Kaac Yecrora Crbutne

Hnpexnmn u nadecranuy Hevectu Opanna ¥ BaruHamHa KanIua03a
Hapymenus Ha xpssTa 0 Yecru TpoMBoumTeMuUn

mMpHATA CHCTEMa Heuecrn ArpanyaomaTosa, XeMOIHTIHA

aHeMus, TPOMOOIHTONCHNA,
HEYTPOTICHHSA, ICRKONEHHA,

eoznHOG AN
Hapymenna wa mmynnara Heuecru Anadunakcus (Bx. Touxu 4.3 u
CHCTEMA 4 4), anruoeseM
Hewaram pascrpoiicrsa Peaxu JeHpHYM
Hapymernna na ueperara Yectu FnasoGonne
cHCTEMA Heuectn [Mapecrezus
Peaxu I'bpuose (8. ToukH 4.4)
Cromaimno-upesnn napywenns |Yecty Hunapua, kopemua Gonxa,
TIOBPBINAHE, [3ACHE
Heuecrn AxHTHOHOTHYEH KOMAT (BXK. TOUKA
4.4)
Xenarobunsapuu vapywenns  |Yecr [Tosumasaxe Ha
TPaHCAMMHA3UTE, IOBHINABAHE HA
ankansara gocdarasa

Hexecrn
Hapymesns na xoxara n Yecrn
NOAKOKHATA ThEAH Hegecru Toxcruna en

HEKPOIHIA, C

i (k; i
PIVRIS



Johnson, epurema My rrugopme
(8. TOuKA 4.4), ypruKapus

C Hen3BECTHA UECTOT:  |Tlexaporpena peakuus ¢
€03MBOGUNHA H CHCTEMAH
CHMITTOMH, 0CTpa
rCHEPATHIHPAHA CK3AHTEMATO3HA
My CTyNno3a (B, Touka 4.4)

Hapywenna na Gu6pemyre u Heuecrn ToBHIneH KPEATHHUM B KPBHBTA,
TTHKOYHHTE ITHTHING NOBHIIEHA YPed B KPBBTA
OBy Hapymenus v chextu Ha |Yecrn pBANANCHUE, OOMKa

MACTOTO HA [PANOKEHEC Heuectn TpomBodnebur, Gonxa na

MACTOTO Ha HHKCKTHPAQHE

Neayarpyusa nomyaanus

Meponesem e paspemes 3a yiotpea 3a aena Ha Bp3pacT Haa 3 Mecena. Bb3 0CHOBA HA
OIrPAHHMEHHTE HAIMYHU JAHHH, HAMA HHOOPMAIGSA 32 IOBHINEH PHCK Ha HAKOH OT HEXETAHUTE
NEKAPCTREHU PeakMy NMpy aeka. Berakn noayuenn noknann sa pexenany cxbumus ca HabmoaBaHK
NPY BB3PACTHH. :

Cboﬁg;a_gane Ha TONO3IUPAHH HCHGIIAHY PeaKiHU

Cro6masaneTo Ha NOAOMPAHH HEXKETAHU PEaKLHH CTIES PAIPEIABANE 32 YIOTPeGa HA NeKAPCTBSHUA
TPOXYKT € BakHO. TOBA 103B0/15Ba A3 POXbILKH HABMIOASHMETO HA CHOTROMICHUETO NI0A3a/PHCK 32
SEKAPCTBEHMA MPOAYKT. QT MEAHUMACKATE CIIELHATHCTH €& HIUCKBA 43 ChoOIABar BesKA
NOJO3NPAHA HEXKETAHA PEAKUMS IPea;

Mambmmrensa areHuus 0o nekapcrsara

ya. " Maman Mpyves” Ne§

1303 Codus

Ten..+359 2 8903417

yebeaiiT: www.bda bg

4.9 Ilpeaosupane

Bb3M03KH0 € OTHOCHTEINRO NPeO3MPAHE IPH TAUHEHTH ¢ GBOPEYHO YBPEKIANE, AKO FOIATA HE €6
KOPHIHpa, KAKTO € OMMCAHO B TOuYKa 4.2, OrpaHiJeHHAT NOCTMAPKETHHIOB ONAT MOKA3EA, 9¢ AKO CF
TIOABAT HEXKETAHK PEAKUMH CIEX NPEAOZHPAHE, TE ¢4 B CHOTBETCTBHE ¢ IPOMHIA HA HEWKETAHHTE
peaxiny, onHcaHy B T09xa 4.8, 0OHKHOBEHO Ca JeKH M OTIBYYABAT CNIE NPEKPATABAHE HA
NPHICKEHHETO HIM HAMATABRAHE Ha A03aTa. Tpsubpa 2 ce uma npenpua HeoOXoAMMOCTTA OT
CHMITOMATHYHO JICUEHNE,

Tipu manmenTs ¢ nopmansa Gu6peuna dyHruus ce Habm0aapa HHP30 ENMMHUANpPAHE ¢ ypUHaTA,

MeponeneM 1 HETOBHTE METABONKTH C¢ OTCTPAHABAT NPH XEMOQHALH3A.

5. ®APMAKOJOI'dYHU CBOHCTBA

51 dapmaxkoguHaMuYHu CBOHCTBA

DapMAKOTCPANEBTHHHA TPYTIA; AHTHOAKTEPHARHT CPEACTRA 32 CHCTEMHA YTIOTPE
ATC xoa: J01DHO02

Mexanuanm Ha JeicTBEE
MeponeHeM ochiecTBABa SaxTEPHLMANA CH AKTHEMNOCT, KaTO HHXHOMpa cW

knereusa creHa mpu {'pam-nosoxkwuremn u I'paM-otpunarennm GaxTepun
NeHAIHTIH-CRLP3BanTe nporeuan (TICTT).



Bpuaka $papmakoxuneruka / dapmaxosumavnaxa (PK / PD

TlopoGuo Ha mpyru Gera-nakTamMHR aHTHGAKTEPHATHH arenTH, IOpM MEPONEHEM € YCTAHOBEHO, e
eduKacHOCTTa My Hali-206pe KOpeTupa ¢ BPEMETO, NDE3 KOETO KOHIEHTPALMHTE MY HANBHINABAT
MHHMaNHaTa HExHOupama xoruenTpamus MIC (T> MIC). B npesxmmvunn monenn MEPOTICHEM
ACMOHCTPHPa AKTHBHOCT, TOTaBAa KOTATO IUIA3MEHATA KOHUGHTpAHA wanswmasa MIC ma
undexnyosHr areHT 3a npuGmHIMTERHED 40% OT A030BHSY uHTepBan. Taim uenesa CTofHOCT He ¢
ONPEAe/IeHa KITHHHYHO,

MexannisM Ha pa3BuTHE Ha PE3UCTEHTHOCT

BaxTepHaTHaTa PESHCTEHTHOCT KM MEPONCHEM MOXKE J1a c8 Ak Ha: (1} Hamanexa npomyckmmoct
Ha BLHIIHATA MemOpana Ha D'pam-oTpuuarenmu GaxTepun (MOPAGM HAMAICHOTO obpasysane Ha
nopunn), (2) EaManen apusureT wa tapreraure FICTT, (3) noswmena €KCIIPECHA HA KOMIIOHEHTHTE Ha
enbryxc-nommata m (4) mpomssogcTEO Ha Gera-nakraMasu, KOWTO MOTaT A2 XHAPONI3HPAT
xapbanenemMure.

B Esponefickus cpi03 uMa cuoOUICHWS 33 CNHACMHYEH 30HH Ha HHOEKUMH, TbIDKAOIM €6 Ha
PC3HCTEHTHY Ha KapOanesem GakTepun.

Hama xprerocasa pesucrentnocr mexay MEPONICHEM M TPENAPaTH OT IPYNaTa HA XHHOIOHHTE,
AMUHOTTTHKO3HAUTE, MAKPOTHAH H TETpauHKvHY, Bonpexu Tosa, naxoil Sakreprun Morar aa npoxsst
PC3UCTCHTHOCT KBM IIOBCHE OT CAMH KIAC AHTHOAKTEPHATHM ATEHTH, aKO MEXAHHIMET, N0 KOHTO Ce
OCBIICCTBARA TH, BKIKYBA HENPONYCKIHBOCT 32 HAKOH CHEAMHEHYS W / MIM HATMMHE Ha eyKCHA
rroMita (i)

Kpurinn rpannim

Ho-nony ca npeacrasens kmvirmamTe KpUrTHIHK rpaudim 33 uscneagane Ha MIC na Esponeiicxus
KOMHTET 32 TECTBAHE HA AHTUMHKPOOHaTa wyscTBrTenHOCT (EUCAST):
EUCAST xmsHusu rpasiranm croitHoets va MIC 3a Meponerem (2013-02-11, v3.1)

Miuxkpooprasmssm YyscrenreneH (S) (mg/l) | Pesncrenren (R) (mg/)
Enterobacteriaceae <2 >§
Pseudomonas spp. <2 >3
Acinetobacter spp. <2 > 8
Streptococeus groups A, B, C and G 3abeexka 6 Jabenexka 6
Streptococcus preumoniae’ <2 >2

Viridans group streptococci’ <2 >2
Enterococcus spp. -- -
Staphylococcus spp. 3abenckKa 3 sabenexxa 3
Haemophilus influenzae’’ & Moraxella | <2 >2
catarrhalis’

Neisseria meningitidis®* <0.25 >0,25
pam-nonoxurennu anaepotu, ¢ <2 > 8
uwakmouenne Ha Clostridium difficile

pam-orpunarennu anaepotu <2 > 8

Listeria monocytogenes <0.25 >0.25
Buaoso necrnemmdmuny kputHuan <2 >3
rpanmm *

! Kpurianupre rpanmmp xa meponeuesm 3a Streptococcus preumoniae v Haemophil

MeHuATHT ca (0,25 mg /1 (ayscremrentn) u | mg/ | (pesncrenTay).
* Haonarnte cbe croitnocts wa MIC HaJ KPHTHYHATA TPAHMIIA 33 UYBCTBMTE
PeAKY MM BCE OmC HAMa ChoOmeHuy 3a TaxuBa, Msonupanero u wicnensau
IySCTEHTCIHOCT HA BCCKH TaKeB H30Jar TpabBa Ja cc MOBTOPH W ako ped R
u30narsT TpabBa Aa cc mampatH B peepentHa naboparopus. Jlokato He Ghaat\rBNIeRs
KIHHITHHA OTTOBOP 32 HMOTBRPACHH H301aT# CbC cToiiHocTs Ha MIC max mp

G ¥ Mowe



CTOHHOCTY Ha KPATHIHH IPRHHITH 32 PE3HCTCHTHOCT, TE3W M30NATH TPAGBa ia 6BAaT AOKNARBAKH KATO
PE3UCTEHTHH. :

* 3a uyscreHTenHOCTTAR Ha CTabuNOKOKHM KbM KapOaneHeMH ¢ CHIM MO HYBCTBHTSAHOCTTR HA
neoKcHTHE.

* KPHTHYHHTE rPARHIN CF OTHACAT CAMO 33 CITYSANTE HA MCHUHTHT.

* BHAOBO-HECTCHMMUMHHITE KPUTHYEH FpaEMuy ca onpedencH Ha 6aza Ha PK / PD gausu u ca
HE3ABHCHMH OT AGHHATE 32 MIC Ha xonkpeTnu Buzose. Te ¢a npeHaiHAYCHU 33 yTOTpeDa caMo mpu
MUKPOOPraHHIMH, KOMTO HAMA CREIMQHYAM KDHTMMHM TpadMUM. BHI0Bo-HecTeuR(pHURHTS
KPHTHIHK TDAHHIGI €8 OnPEesenaT Ha 0a3a Ha CICAHMTE AO3UPOBKM: KPHTHYHWTE IPaHHIH 32
meponesem no EUCAST ce ormacar 3a meponereM B gosa 1000 mg x 3 amesHo, mpunaran
HHTPABEHO3HO B POABIKcHNS Ha 30 MMHYTH KATO HAil-HUCKA no2a.

floza ot 2 g x 3 AHEBHO C& MM NPEABHA NPH TEXKH MHEKLWA ¥ Tipe onpeacasse Ha I/ R xpurirana
rpasuiia.

® 3a uyscteurensocrra ma crpentoxoku A, B, C m G kbM GerTa-maKtammM ce CwaM MO
YYBCTBHTSAHOCTTA KBM HEHHIHTHH,

- = TecTsT 32 YYBCTBHTE/HOCT HE CC NIPCIIOPBYBA, Thit KATO BUIET HE € HOAXOASI 32 TEPAINA ¢
nekapersoto. Mionatere morar 1a Gbaar cho0IABAHM KaTo pe3uCTEHTHH R 663 mpeasaputeHo
A3CIeIBaHe.

3a onmpeaenenu BHAOBE, ECTOTATA HA MPUAOOHTATA PEIUCTEHTHOCT MOKE A3 BapHpa reorpajpcxu u
BBE BPEMETO- JKEJIATCIIHO € NOMYYaBaHeTO Ha HMHGOPMAIHA 3a JIOKAJHATa PE3HCTCHTHOCT, ocobeHo
NpH IeUeHHE HA Texkkn HAbexind. [Ipu neoGxoanMocT TpaGBa Aa ¢e MOTHPCH EXCNEPTHO CTAHOBYINE,
B CTY4aHTE, KOTATO TNOKATHATA PESHCTEHTHOCT € Takasa, ue Hai-Manko npH HSkOH Hu(exmyw,
MO3aTa OT IPOAYKTA € CEBMHITEMHA.

Tabmauara ¢ naroresy no-A0dy ¢ USTPajeHA Bb3 OCHOBE HA KIMHHMHUSA ONMT H TEPATIEBTHUHMTE
IpernopbKu.

Buaose, xon1o 06yKHOBEH Ca 4YBCTBHTENHH

I'pamv-nonoaasrrennn aepobn

Enterococcus faecalis®

Staphylococcus aureus (METHIAIME-Ty BCTBUTENHY 1IAMOBE)"

Staphylococcus species (METRLIIH-TYBCTBITEIHH [AMOBE) BKIIOHHTERHO Staphylococcus
epidermidis

Streptococcus agalactioe (Tpyna B)

Streptococcus milleri group (8. anginosus, S. constellatus and S. intermedius)
Streptococcus pneumoniae

Streptococeus pyogenes (Tpyma A)

I'pam-otpuyarensu agpoGu
Citrobacter freundii
Citrobacter koseri
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Haemophilus influenzae
Klebsiella oxytoca
Klebsiella pneumoniae
Morganella morganii
Neisseria meningitidis
Proteus mirabilis
Proteus vulgaris
Serratia marcescens

Tpam-nonoxuTeIHY aBaspooH
Clostridium perfringens




Peptoniphilus asaccharolyticus
Peptostreptococcus species (sxmosnrenso P. micros, P anaerobius, P, magnus)

[pam-oTpunarennu arnacpobu

Bacteroides caccae
Bacteroides fragilis group
Prevotella bivig
Prevotella disiens

Bugose, npy kout mpugoburara PESHCTCHTHOCT MOXKE 13 IPeNCTARIABA ponem
pamM-nonomurenyy aepobu

Enterococcus faecium®

T'pam-orpuuarensu acpobn

Acinetobacter species
Burkholderia cepacia
Pseudomonas aeruginosa

Mu OPraiy3IMH, 33 KOHTO € AKTCPHA PEIUCTEHTHOCT

I'pam-otpunaressu agpobn

Stenotrophomonas maltophilia
Legionella species

gpyl‘ﬂ MHKPOOPraHHIMHK

Chiamydophila pneumoniae
Chilamydophilia psittaci
Coxiella burnetii
Mycoplasma pneumoniae

* Bu0BC, KOHTO MOKAIRAT ECTECTBCHA HEOMPEAEICHA Uy BCTBHTETHOCT
© BCHYKH METHUMITHR-PEINCTERTHY CTADHAOKOKR C PESHCTCHTHH Ha MEPOTIEHEM
" PesucrenTroct > 50% s ¢aua wm nosewe tpasu ot EC.

Can u memmomaosa: YootpeGara ma Meponexem HPR X0Pa ¢ OCHOBABA Ha WICNEABAHE Ha
MYBCTBUTCIIHOCTTA Ha B. mallei u B. pseudomallei in vitro, xaxro v Ha OTpaHHYeHH faHHN OpH Xopa.
Jlexyrawnure nexaps tpabsa Aa ce HO30BaBAT HA HALMOBATHN U / HIN MEATYHAPOTHN KOHCEHCYCHH
AOKYMEHTH IT0 OTHOUICHHE HA JICYSHHETO HA CaN ¥ MeIHONA03A.

52 @apmakoKuHETHUHH CBOICTBA

A6copbuma
pu 3npasu 106poBoIIH cpeaHnaT nIasMeH TIOMY>XKMBOT € MpuOmusuTenno 1 wac; cpegHuaT ofem Ha

pasnpeaenenne € npubmisnremno 0,251/ kg (11-27 1), a cpeanusar KaupbaC ¢ 287 ml / min mpu 250
mg, ¢ norkasane A0 205 ml/ min npu 2 g. Nosure ot 500, 1000 u 2006 mg, npurokenn kato 30
MAHYTHA HHOY3H, JABAT CPEAHH CTOHHOCTH HA Cinax CHOTRETHO NPUEIHIMTEIHO 23,498 115 g/
ml, karo croTBeTCTBamATE CcTOMHOCTY HA AUC ca 39,3, 62,3 u 153 pg.h/ ml Caex uudyang s
TNPOXBIDKCHIE HA 5 MHHYTH, CTOHHOCTHTE HA Cpae €2 CHOTBETHO 52 1 112 pg / ml npu npuaarane na
Zoau ot 500 1 1000 mg. TIpu MHOTOKpATHO NO3MHE npe3 8 waca npr xopa ¢ HopMaTHa,
@YHKLIA, HE HACTBIIBA KyMYTHPAaHE HA MEPOTICHEM.

Hamarsane npu 12 nanvenTy, HA KOHTO € TIPMTIOZKEH MEPONEHEM B a03a 1000
onepana 22 HHTPaadAOMHHANHN UHGCKLHK, HOKA3BA CPABHAMH Cray H oIy,
3ApaBH X0pa, HO O-TOIAM 06eM Ha pasnpeaencHue 27 1,
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Pasnpeacnenne

Cpeanoro cbpapane Ha MEPONICHEM € INA3MEHITE IPOTEHHH & npuGIu3ATETHO 2% U HE 3aBHCH OT
xoHuenTparpiTa My. Caex G5p30 npiiokenne (5 MEHYTH HIH 10-MATRO) diapMakOKHHETHKETA MY €
GHEeKCOHEHIHAHA, HO TOBA € MHOTO NO-C1a50 H3pa3cHO cnen 30-MuHyTHA HHY3Us.

YcTanoseHo € 206p0 NPOHMKBANE HA MEPOTICHEM B PANIMUHH TENECHR TSHHOCTH K THKAHH:
BRITIOUHTEAHO Gstt Apo6, BponxmaneH Cexper, KTbuxa, UepPeGPOCTIMAAIMA TEIHOCT, KEHCKH [OIOBH
OpraHH, Koxka, Gacty, MyCKy/IM ¥ IEPUTOREANCH EKCY,IaT.

buorpancdopmarms

Meponerem ce MeTaboni3npa 9pes XuAPOI3A Ha GETA-NAKTAMEML NPLCTEH, IPH KOETO CE I'CHEpHPa
MUKPOBHONOrUMHO HeaxTHBeH MeTaboauT. B cpasrenue ¢ HUMHIIEHEM N VIfF0 MEPOIICHEM (T0Ka3Ba
HaMAMCHA HyBCTBHTCIHOCT CIPFMO XHAPOIH3A 0T YoBemKa aexwaponenrugasa-f (DHP-T) u ne ce
Hajara CbBMECTHOTO My IIPHIOMEHME ¢ mExubnTop Ha DHP-I.

Emamumupase
MeponeseM o¢ eKCKPETHDa TIABHO HENPOMEHEH upea 6n6peumte; npubnuanrenno 70% (50-75%) ot

TIPHIOKEHATE 2038 CC EKCKPETHPa HENPOMEHCHa B pamuTe Ha 12 waca. Ome 28% ce oTkpHsar kato
MHAKPOGHOIONFIHO HEaKTHBEH MeTaboant. Exckpermsta ¢ (pexatuyre MPEACTABNABA MPHOIMZHTEIHO
2% or nozara. Havepenusr Gx6peucn KIMPEHC 1 ¢EKTHT HA NPOGCHELH TOKAZBAT, Ue MEPOTIEHEM
C¢ NOAMara KakTo Ha GuATPALNS, TaKa ¥ Ha TyOyHA Cexpenma.

bubpeunsa veaocTaTBUHOCT

br6peunoto yepexaane soan ao nosHmasane na AUC Ha mwraaMesara KOHIEHTPAIMN U N0-
NPOABIKATCIICH NOTYAHBOT HA MEpOnicreM. Y cTadoseno e nosamasane #a AUC ot 2,4 mera nipu
NaLHEHTH ¢ ymMepeHo 616peuno yapexaase (CrCL 33-74 ml / min), 5 meTe Ipy NAIMERTY ¢ TexKO
yepexaane (CrCL 4-23 ml / min) 1 10 nyTy npy nauyeHTy HAa XEMOAHANMIA (CrCL <2 ml/ min) 8
CpaBHCHMC ChC 3aparn xopa (CrCL> 80 ml / min). Vpu nammerrs ¢ 6p6pedna neaoctarsunoctr AUC
H3 MUKPOSHOMOIHIHO HERKTHBHHS METABOIHT ¢ OTBOPEH NPHCTEH ChIlo & NOBHINABA 3HATHTEIIHO.
Ipu nawmermy ¢ ymepero u Texko Gb6pesso yBpeskIane ce Npenopsusa KOPEKUHA Ha Ko3aTa (BHHKTE
TOuKa 4.2).

Meponesem ¢e OTCTpanABa Ype3 XEMOHATHIA, KATO KTHPBHCET NO BPEME HA XEMOJAHANH3A ¢
[PUOAHIUTETHO 4 IKTH NI0-BHCOK OT TO3H NPH NALMEHTH C AHYDHA.

Yepuoapobua HeaoCTaTEIHOCT

H3nurease Mpy MALGICHTH ¢ ATKOXOMHA HHPO32 HE NOKA3BA Bh3ICHCTBHE Ha 9EPHOAPOSHOTO
safosasare BBPXy GapMakOKHHETHKATA HA MEPONEHEM IPH MHOTOKDATHO JO3MPAHE.

Bb3pacTay maipenTH

Tposexenu npu naumeHTH $apMAKOKHHETHYHN HINMATBANAA, HE TIOKAIBAT IHATHTENHY
(PAPMAKOKMHETHUHH PRIMHUHA CHPIAMO 3APABH 10BPOBOIIH ¢ EXBUBATCHTHA mOpeuna yHKus,
Monynauvonsms Moae, #3rpaseH B2 0CHOBA HA AAHEH OT 79 NALMCHTY ¢ HMHTpaadROMHHATHA
MHGEKLFA MUK [THERMOHEA, NIOKA3BA 3aBHCHMOCT HA IICHTPAIHMS OBEM OT TETIOTO 1 Ha KIBPBHHECA OT
KPEATHHIRHOBHS KIMPBHC H BB3pacTa.

Tleaunarpruna nomnyranys

DapMaKOKMHETHKATA IPH KEPMAYETA H ACHA ¢ HAGCKIHOINH 2a60,1SBAHNS upu 1031 ot 10, 20 u 40
mg / kg noxa3sa crofiHocTn #Ha Cuex, OMH3KY A0 TE3R HPH BBE3PACTHY npu go3u ot 500, 1000 u 2000
mg, croTseTHO. [lpu Bertkm Aeta , ocBeH npu Hafi-ManKeTe (<6 Mecena 1,6 uaca), cpasueHueTO
TIOKa3B2 GAPMAKOKHHETHIHO CHOTBETOTBHE MEXAY AOHTE H NONYXUBOTA CXOAHH Ha
HabmoasaHy MpH Bb3pacTHE. CpeaHuTE CTONHOCTH HA KAHPBHC HA MEPONCHEM ¢
(6-12 ropumn), 6,2 ml / min / kg (2-5 roasmn), 5,3 ml/ min / kg (6-23 mecena) uf
mecena). TIpubmiazatento 60% oT nprioKEHaTA TO3ATA C& MITEYBA C ypHHATA f
Kato Meponenem 1 oie 12% karo merafonmur. Konnentpaumure ra meponeset
¢ MEHHHIUT ¢a puGaHsHrento 20% oT paBHOBECHATS M NIA3MEHH KOHICHTPANME:
WHTCPHHAMBHAYATHATA BAPHACHIHOCT € 3HAYHTCIHA.
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D2pPMAKOKHMHETUKATA HA MEPONCHEM IIPH HOBOPOACHH, IIPH XOSTO C& HATAra AHTHHH(EKIHOIHO
NEYCHHE, NOKA3BA NO-BHCOK KITHPHHS IPH HOBOPOJCHH C MO-TO/IIMa XPOHONOIMYHR MIH F€CTALHORHA
BR3pacT npu ofw cpeaen nonyskusor 2,9 yaca. Cumymaunn , Monte Kapno®, Gaupanm ua
nony1awEoReH HapMakOKHBETHICH MOJET, IOKA3BAT, Y€ NPHICKEHHETO BA MEPOTICHEM B A03UPOBKA
20 mg / kg mpe3 8 yaca soam sio gocruraue Ha MIC 3a P. Aeruginosa npes 60% ot speMeTo nipu 95%
OT HeAOHOCEHUTE B 91% OT AOHOCCHHTE HOBOPOACHH.

TauueHTy B crapugcka BEIpAcT

DapMaKOKHHETHIHNTE NPOYYBAHKS IPH 3APABY MAUEHTH B CTAPYECKa Bb3pacT (65-80 rogmun)
TOKA3BAT HaMANSBaHE HA IUIA3MEHHUA KITUPRHC, KOETO KOPERHPa CbC CBLPIAHOTO ¢ BB3PACTTA
HAMAIABaHe HA KPCATHHWHOBMA KIIMPBHC, KAKTO M ¢ H0-CRA00TO HAMAJIABAHE HA HE-PCHANHUS
xaupbHE, He ce nanara KOPeKIMs Ha 503aTa MPH NMAUMCHTH B CTEPUECKA BHIPACT, OCBCH B CHYYAHTE
H2 YMEPEHO A0 Texko Op0pevno yBpesknane (BHxTe TOUKa 4.2).

5.3 Tpeaxsunuuny ganny 3a GesonacuocT

Ilpoyusannara ¢ #uBOTHY MOKA3BAT, U¢ MEPONICHEM C& NoHACA Xobpe ot Gubpenmre. [Tpu MUKy 1
Ky4eTa c2 Habmoaapary XHCTOOMHYHY J3HHM 3a 650peqHo TyOYIHO YBPEKIAHE CAMO TIPH 103U OT
2000 mg / kg ¥ NO-BHCOKH, CNIEA €AHOKPATHO MPHIIOACHKE H TIOBSUE H APH MafiMyHH TIP# KO2K OT
500 mg / kg npu 7-18eBHO NPOYUBAKE,

Meponesem obuxHOBERO Ce noHacs [o6pe oT ueBTpanHaTa HepeHa cuctema, [Tpomenw ca
HabmoaBaHK TIPH IPOYHBAHHA 33 OCTPA TOKCHIHOCT IIPH IPH3AYH OpH A03H HanBmmasauwy 1000 mg
/kg.

1V LDs; na meponenem nipu rpusagn e Hag 2000 mg / kg.

Ilpu npoyuranus ¢ MHOTOKPATHO AO3HPAHE ¢ TIPOIBIDKHTCIHOCT JO 6 MECeLa ¢a HAB T aBak#
CAMHCTBERO HE3HAHATETHH eQECKTH, CPel KOUTO NOHMKABAKE HA NAPAMETPHTE HA EPHTPOLKTHTS TPH

KyueTa.
Or npoBeAcHUS KOHBEHIMOHATEH HABOP OT TECTOBE HAMA AAHHH 32 MYTATEHCH TIOTEHIHA, KAKTO U
33 PENPONYKTHEHA TOKCHYHOCT, BKIIFOYHTE/THO H 32 TEPATONEHEH NOTEHIHAT IPH IPOYYBAHHS [IPH HA
mo3n no 750 mg / kg npw rurexose 1 a0 360 mg / kg npu mMaiimyny,

Hama nanmur 32 nouIeHa Uy BCTBHTEHOCT KBM MEPONEHEM TIPH NOAPACTBAINH SKHBOTHH B
CPaBHEHUE C BH3PACTHH AHBOTHH. opMAaTa 33 HHTPABEHO3HO NPMIIOKEHME CE TIOHACS J00pe MK
TIPOYYRAHHS BbPXY KHBOTHH.

Ennscreenust MeTabommT Ha MepoTieReM NOKA3B2 IOA0OEH Mpodvi Ha TOKCHYHOCT MPH HPOYYBAHHS
BLPXY XHBOTHH,

6. ®APMAUEBTHUYHM JAHHN

6.1 CnacbK Ha NOMOUTHATE BEECTBA

beaponen Hatpues kapGOHAT.

6.2 HechBMmecTHMOCTH

To3n nexkapcTBed mpoaykT e Tpabpa Aa ce cMeCBa ¢ APYTH ACKAPCTBEHY ITPOAY
MOCOUCHHTE B TOYKa 6.6,

6.3 Cpok Ha roauoecT

4 rOIUHH.
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Caex pasreapsse: TIPUrOTBEHHST PasTEOP 32 HHTPABEHOIHA MEIKEKIHA HITH uHbyans tpadea qa Gwne
H3N038aR He3abasno. BpeMeTo Mekay HAYANOTO HA PASTBAPAHETO H Kpas HA HHTPABEHOIHATA
HEDKEKIHA WIH HHQY3US He TpaOBa Ja HANBHINABA €HH Jac.

6.4 CreumanHu yci0BEA HA ChXpAHEHHE

To3u nekapcTBEH MPOAYKT HE H3HCKBA CICHMAIHM YCIOBHS 33 ChXPAHEHHE.
He sampasssaiite pasrsopernms pastsop.

6.5 Bnan chabpxayHe HA ONAKOBKATS

Kapronena onakoska, cxIepxama Tan | npo3padse cTeKmeHH daakouu or 20 ml ¢ TeMHEOCHBA
3arTyurainKa ot GpoMoByTHIIOB Kaydyk, 3aNCUaTAHH ChC CHES ATy MHKHEBA KANAYKA, [TOIXOIAMM 32
NapeHTEPATHO IPHIOKEHHUE .

JlexapcTBeHALT TPOAYKT C& NPEANAra b ONakosky ot | wm 10 dtakona.
He serrxu Brnose onaxosis Morar aa 6bar rmychars na nasapa.

6.6 Cneumannu NpeANAHH MEPKM TPH HIXBHPJIRHE H paboTta

Wixernns
3a urrpaseno3na BOyC HIDKEKINA MCPOTIEHEM Tpabea 1a 6bAe Pa3TBOPEH CHC CTEPHIHA BOAA 3

HHXEKIGH,

Hudvaua
3a unTpaBero3na HHGY A $IAKOHHTE ¢ MEPOTICHEM TPAOBA K2 GhaaT PAITBOPEHH AMpekTHO B 0,9%
HaTpHEB XITOPUA B 5% aexcTposa nadysuoHeH pasTeop.

Beexu $naxon e 3a exnoxparea ynotpeba.

Hpu npurotssaneTo 1 NpHIAraHeTo Ha pasTEOpa TpLOBa A2 Ce CHAlBaT CTAHJIAPTHA aCENTHIHA
TEXHWK].

PasrsopbT TpaGra nia ce pasknars npesn ynotpeba.

Hensnonapaunsr 1ekapeTBEH TIPOAYKT WM OTHAZBSHKTE MATEPHANH OT Hero TpAOBa Aa CE WAXBLPIST
B CHOTBETCTBHE ¢ MECTHHTE HAHCKBAHMA.

7.  HPHTEXATEJI HA PA3IPEINEHUETO 3A YIIOTPEBGA
~DAPMA TPEMZ BI'“ EQOJ]

v “Tebpapinky mpoxox” Ne 7,

rp. Cotus, Buirapus

Tea. 359 2 858 10 10

office{@pharmatradebg.com

8. HOMEP(A) HA PAPEHIEHKHETO 3A YIIOTPEGA

Per Ne

9.  JATA HA TbPBO PA3SPEIHABAHE/TIOJHOBSIBAHE HA PA3PE
YIIOTPEBA

Jata 52 nppeo paspermapane:
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AATA HA AKTYAJIM3UPAHE HA TEKCTA

10,

Anpuin 2022
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