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1. UME HA JEKAPCTBEHUSA IMPOJYKT e
ArO33~ 01-02- 2026

Meponenem Huny 1g npax 3a HHKeKUIIHOHEH/MH(Y3HOHEH Pa3TBOP.
Meropenem Qilu 1g powder for solution for injection/infusion.

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Beexku dnakoH chabpxka | ¢ MeponeHeM (KaTo MEpPOTIEHEM TPUXHAPAT).

[loMOILIIHHK BellleCTBa ¢ H3BECTHO JEUCTBHE:

Bceku ¢nakoH cpabpka 90 mg (4 mmol) HaTpuid.

3a ITbJIHUA CITUCHK Ha IMOMOLIHHUTE BELIECTBA, BUKTC TOYKA 6.1.

3. JJEKAPCTBEHA ®OPMA
[Ipax 3a HHKEKLIMOHEH/UH(]PY3UOHEH pa3TBOP.

bsn 10 CBETNIO XKBJT KPUCTAJIEH MpaXx.

4. KIMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

MeponeHem Huiy e nokasaH 3a Je4YeHHe Ha cJIeIHWTe HHEKLMH NPH Bb3PACTHH M JI€lla Ha Bb3pacT Hajl 3
mMeceua (Bxk. Touku 4.4 u 5.1):

% Texxka NMHEBMOHHUS, BKJIFOYHMTETHO HO30KOMHA/IHA THEBMOHHUS U MHEBMOHMS, CBbP3aHa ¢ aCUCTHpaHa
BEHTHJIALIUA;

bpoHxornyJiMoHalIHU HHEKLIMHU NpH KUCTHYHA Pubpo3a;

YcnoxHeHH HHPEKIIMH Ha MUKOYHHUTE MbTHILA;

Ycl10KHEHH HHTPaad10MHUHAIHU HHDEKLUH;

MHuTtpa- 1 nocTnaprasiHi HHOEKUHUHK:

YcenoKHeHH HHPEKLIMH Ha KOXKATa U MEKUTE ThKAHH:

OcTbp DakTEpHaIEeH MEHHUHTUT;

MeponeneM Uuny Moke 71a ce U3I10J13Ba 3a JIeYEHUE Ha HeYTPOINIEHUYHH NMaLHEHTH C TPECKa, 3a KOATO ce
[10/103Upa, Y€ C€ AbJIKM Ha DakTepHaiHa HHDEKLHUS.

Jleyenune Ha mauMeHTH ¢ DaKTEpUEMHSs, pa3BUJIa C€ BbB BPb3Ka C, MJIM 3a KOATO C€ Mpe/inosara, ye ce e
pa3BWJIa BbB BPb3Ka € KOATO U J1a € OT U30pOEHUTE MO-rope HHPEKLHH.

Tpsabsa na ce umaT npeaBUa opULIHATTHUTE PHLKOBOJACTBA 3a NpaBu/IHA ynoTpeda Ha aHTHOAKTEepHATHH
Cpe/CTBa.
4.2 Jlo3HpoOBKa H HAYHH HA NPHJIOKEHHE

J1lo3upoBKa m
B TabGauuure no-a101y ca gajaeHu oOLIM NMpernopbKy 3a J03UpaHe. \\ S il £ o
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[Ipunaranara 103a MEPONIEHEM H TMTPOABIKUTETHOCTTA HA JIeYeHHeTo TpsaOBa 1a Obaar chbobpaszeHu ¢ THNa
HHdekLMs, KoaTo TpaOBa na ObJie JIeKyBaHa, BKIIIOYMTEJIHO HeiHATa TeKeCT U KIMHUYHO TTOBJIUSBaHE.

J103a 10 2 g TpH MbTU JHEBHO NPH BB3PACTHHU U IOHOLIK M J103a 10 40 mg/Kg TpHu nbTH JIHEBHO MNPH Jela
MosKe a1a Obje 0coOeHO Noaxoadilla 3a JIEYEHHETO Ha HAKOW BU10BE HH(EKLIMH, KaTO HH(EKLIMH, TPUYUHEHH
OT 10-c1a00 YYBCTBUTEIHHU OaKTepHaiHU BUA0BE ( Hanpumep Enterobacteriaceae, Pseudomonas

aeruginosa, Acinetobacter spp.), WH MHOTO T€KKH HH(EKLIUH.

JlonbaHuTeaHn cbobpaXkeHHUs 3a J103upaHe ca HeOOXOAUMH TPH JIeYeHHe Ha NMalueHTH ¢ ObOpeuHa
HeI0CTAaTbYHOCT (BHK MO-101Y).

B’bapacnmu U IOHOULU

Uudekuus Jloza, kosTo ce npuaara npe3 8 yaca
Texka nHEBMOHHMS, BKJIIOYMTE]IHO HO30KOMHasHA | S00mguamn 1 g
MHEBMOHHUs W IMHEBMOHHUs, CBbpP3aHa C acUCTHpaHa

BEHTH.J1aLIM 4.

bponxonyaMmoHaliHH MHQEKIMH TMpH KHCTHUYHA | 2 g

¢budpo3a.

Yc10)KHEHH HH(EKILIMU Ha THKOYHHUTE IMbTHLIA. S00mguim 1 g
Y cnoxHeHH HHTpaadIOMHHAJIHH HH(EKLIHH. S00mgunul g
MHTpa- 1 nocTtnaptaHu HHDEKIIMH. S00mguin 1 g
YenoxkHeHd WHbekuMH Ha kokata U MekuTe | S00mgunm 1 g
THKaHH.

OcThp OaKkTepHaIeH MEHUHI UT. 2g

Jleuenue Ha GeOPHUIHH NMALMEHTH C HEYTPOIEHHS | ¢

MeponeHem 0OMKHOBEHO Ce NMpuJiara Ype3 UHTPABEeHO3HAa UH(Y3Usl B MPOABIKEHHE HA NPUOITU3UTETHO |5
10 30 MUHYTH (BXK. TOYKH 6.2, 6.3 1 6.6).

AJITEpHAaTHBHO, /1034 10 | g Morar ja ce nmpujiarat Kato HHTpaBeHO3Ha 00J1yC UHKEKLIMA 3a MPUOJTU3UTETHO
5 MUHYTH. UMa orpaHuyeHH HaAJITHYHM J1aHHH 3a 0€30MacHOCT B MOJIKpena Ha NPUI0KEHHETO Ha J103a OT
2000 mg npu BBb3pacTHH KaTO MHTPABEHO3HA 00JTYC MHKEKLIUA.

bvopeuna HedocmamvyHocn
Jlo3aTta 3a Bb3pacTHU M FOHOLIMW TpsiOBaA J1a c€ KOPUIHpa, KOrato KpeaTHHWHOBUAT KJIMPBHC € noa 51 ml/min,
KaKTO € MoKa3aHo 1no-10Jy. MMa orpaHuyeHH 1aHHM B MOJKPENa Ha NMPHUI0KEHHETO Ha Te3H KOPEKLIMH Ha

J034aT1a 3a CIMHH4YHAa 1034 OT 2 £

KpeaTuHoB KJIHPBHC Jlo3a Yec1ora
(ml/min) (Ha Oaza ..eAMHMLA" B J030Ba IpaHMlIa

or 500 mg wm 1 g wm 2 g,

ByK. Tabs1MLaTa no-rope)

26-50 €/1Ha eJIMHMLIA 1034 npe3 12 yaca
10-25 [10JJOBMHATA OT €/IMHMLIA 1034 npe3 |12 yaca
<10 [10JI0BUHATA OT €IMHMLIA 032 npe3 24 yaca

MeporneHeM ce oT/ens upe3 xemoauanusa U xemopuarpauus. Heobxonumara nosa tpsadsa aa ce npuara

CJIe]l 3aBbpLIBAHE HA LIMKbJIA HA XEMOAHAIU3a. S
Hsama ycraHOBEHM NpenopbKHU 3a J03UMpaHe NpH NMAaLMEeHTH Ha NepUTOHealHa Auanu3a. // ' /1 e S0
Heprnoopoono yepexcoarne 1} &t LS B far
He e HeoOX01MMO KOPUIHMpaHe Ha 7103aTa MPH NALMEHTH ¢ YepHOAPOOHO YBpekaaHe (B, Touka 4 4)
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Lo3za npu nayuenmu 6 cmapyecka 6b3pacm
He ce nanara kopurupaHe Ha j03arta rnp4 NalUMEHTH B CTap4yecKa Bb3pacT ¢ HopMasiHa ObOpeuHa GpyHKUHS

MJTH CTOMHOCTH Ha KPEaTHHUHOB KJIUpbHC Haa SO ml/min.

[leouampuuna nonyiayus

Heya noo 3 meceuna eévzpacin
be3onacHocTTa M e)UKACHOCTTA HA MEPOTIEHEM IPH JIELla IM0J1 3-Mece4yHa Bb3pacT, KaKTO U ONTHMAaJIHaTa

CXeMa Ha JI03UpaHe, He ca yctaHoBeHW. OrpaHMyeHHd papMakOKMHETHYHH AaHHK obade npeanosarar, ye 20
mg/kg npe3 8 yaca moske aa Obae NoaxoaAg11a cXeMa Ha JedyeHHe (Bxk. Touka 5.2).

Ieya om 3 meceya oo 11 coounu u ¢ menecno mezio 0o 50 ke
[TpenopbuuTeTIHUTE AO030BH PEKUMHU ca NMOKa3aHU B TabjiMuaTa no-a0ay:

Mudexuns J1o3a, kosiTo ce npuiaara npe3 8 yaca
Texkka NMHEBMOHMS, BKJIKOUUTENHO Ho3okoMuanHa | 10 mam 20 mg/kg
MHEBMOHWUS U TMTHEBMOHMSA, CBbp3aHa C aCUCTHpaHa

BEHTHJIaLIMA.

bponxonyamonaiuu uHpexkuun npu  kuctuyHa | 40 mg/kg
¢udpo3a.

YcnoxHeHH HHMEKIIMKA Ha IMAKOYHUTE IMBTHINA. 10 nim 20 mg/ke
Y C10KHEHH HHTpaadJOMHHAJIHH UH(EKLIHMH. 10 mim 20 mg/kg
VcenoxkHeHn wuH$pekuMun Ha koxara v Mexkure | 10 mim 20 mg/kg
ThKAHH.

OcTbp OakTepuaieH MEHUHIHT. 40 mg/kg
Jleuenune Ha peOpPUIHM NMALIMEHTH C HEYTPONEHHUS 20 mg/ke

HHeya ¢ menecno meeno nao 50 kg
Tpsa0Ba 1a ce npua0kKH 103aTa 3a Bb3PACTHH.

Hama onur npu eua ¢ 0b0pedHo yBpexaaHe.

HayuH Ha npuioKeHHe

3a UHTPABEHO3HO NMPHIIOKEHHE.,
Cnen pasteapsine/paspexaaHe Meponenem Uuny oOMKHOBEHO ce npuiiara ype3 HHTpaBeHo3Ha uHpy3us 3a
npuoan3uTesHo 15 10 30 MUHYTH (BHKTE TOUYKH 6.2, 6.3 1 6.6). AnTepHaTUBHO, /1034 MeporieHeM 10 20

mg/Kg morar Ja ce rnpuJjaraTt Kato MHTpaBeHo3€eH 00J1yC 3a Mpudn3uTenHo S MmuHyTH. UMma orpaHuueHu
HAJIMYHU JIaHHH 3a 0€30MacHOCT B IMOJIKperna Ha NpUJI0KeHHETo Ha j03a oT 40 mg/Kg ripu meua kato
HHTPAaBEHO3HA O0/TYC MHIKEKLIMA.

3a yKa3aHus OTHOCHO pa3TBapsiHe/pa3perk/iaHe Ha JICKapCTBEHHUs MPOAYKT NMPear NMPHII0KEHHE BHKTE TOYKA
6.6.

4.3 IlporuBonoka3aHus

CBpBbXYYBCTBUTEIHOCT KbM aKTUBHOTO BELLIECTBO MJIM KbM HAKOE OT MOMOLIHHWTE BELleCTBa, U30pOoeHH B
Touka 6.1.

CBPBXUYBCTBHTEIHOCT KbM HAKOE JPYro KapOaneHeMHO aHTHOAKTEPUAIHO CpeacTBO. 7 oW
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Texkka CBpbXUYBCTBUTEIHOCT (Hanp. aHaguIaKTUUHA peaKLys, TeKKa KOxKHa peakunﬂ) K’LM, Hﬂxoﬁ ,upyr BH}l
OeTanakTaMHO aHTHOAKTEPHAIHO CPEeACTBO (HaMp. NEHUUHUIMHHA HITH ued)aﬂocnopuﬂu)" s L0 e e ey |
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4.4 CpoenHaJHH npeaynpexieHus U npeanasHi MepKH NpH ynorpeda

[Tpu n3bopa Ha MeporeHeM 3a JIeYeHHe Ha OT/AeJIHUSA NalMeHT TpAOBa Ja B3eMe NpeBU/1 YMECTHOCTTA Ha
M3I10JI3BaHETO Ha KapOaneHeMoBO aHTHOAKTEPHAJIHO CPEICTBO, TIpelieHeHa Bb3 OCHOBA Ha (PaKTOPH KaTo
TeKeCTTa Ha UHPEKLIMUATA, PA3NIPOCTPAHEHHUETO HA PE3UCTEHTHOCT KbM JAPYIH NMOJAXOAALUHA aHTUOAKTEpUATHH
CpPEACTBA M PUCKA OT CEJIEKTUpaHe Ha Pe3MCTEHTHHU Ha KapbarneHeMH OaKTepUH.

PesucreHTHOCT KbM Enterobacteriaceae, Pseudomonas aeruginosa v Acinetobacter spp.

Pe3ucteHTHOCTTA KBM NEHeMHU Ha Enterobacteriaceae, Pseudomonas aeruginosa v Acinetobacter spp.
Bapupa B pamkuTe Ha EBponelckus cbio3. [Ipenoppupa ce Ha npeanucBauMTe 1a B3eMar NnpeiBU1 MECTHATa
npeobazapaila pe3uCTEHTHOCT MPH T€3H DAKTEPUHU KbM NMEHEMH.

Peakiliuy Ha CBPBXYYBCTBUTEIHOCT
KakTo npu BcHukH Oera-1akTaMHM aHTHOMOTHLIM, UMa CHOOLIIEHHA 32 CEPHO3HHU PeaKklMH Ha

CBPBbXYYBCTBUTEIHOCT, IMOHAKOra ¢ JIETaJIeH U3X0M (BXK. TOUYKH 4.3 U 4.8).

[TauMeHTH, KOMTO UMAT aHAMHE3a 3a CBPbXUYYBCTBUTEIHOCT KbM KapOaneHeMHM, NEHULIMJIMHUA WA IPYTH
OeTa-nakTaMHHA AaHTHOHOTHLIM, CHIILO MOrar J1a ObJaT CBPbXUYYBCTBUTEIHH KbM MeporieHeM. [Ipeau
3al04YBaHe Ha JIeYeHHe ¢ MeporieHeM, TpsaOBa aa ce HarnpaBy BHUMATETHO NPOYYBaHE 3a NPEeJHIIHN PeaKLui
Ha CBPbXYYBCTBHUTE/IHOCT KbM O€eTa-IJakTaMHH aHTHOMOTHLIM.

an MnosABa Ha TC)KKA aAJICPrvvyHa pCaKUuAd IMPUEMBT Ha JICKAPCTBCHHUSA IMPOJAYKT TPHGBEI Ad CC INPCYCTAHOBH H
Aa CE npeanpueMar noaxoasaui MEpKH.

Texku kokHM HexenlaHu peakuuu (SCAR), kaTo cuHapom Ha Stevens-Johnson (SJS), TokcuuHa
enuaepMaiHa Hekposnsa (1 EN), nekaperBena peakuus ¢ eosuHoGuins U cucteMHu cuMntomu (DRESS),
eputeMa MyaTudopme (EM) u octpa renepanusupana ekzanteMartosHa nycrysiosa (AGEP) ca cvo0lienu
[pH MalUMEeHTH, NpUeMaLld MeponeHeM (BK. Touka 4.8). AKO ce NosABAT NPU3HALM U CUMITTOMMU,
Npeanosjaraliy Te3u peakiluH, JeYeHHETO ¢ MepoIreHeM TpsaOBa J1a ce npeyCcTaHOBH He3a0aBHO U J1a ce

OOMHUCITH aJITepHATUBHO JICYEHHE.

AHTUOMOTUYHO-CBBP3aH KOJIUT

AHTHOMOTHYHO-CBBP3aH KOJIUT U NCEeBAOMEMOPAHO3€H KOJIMT ca JOKJ1aJIBaHU MPH MOYTH BCHUYKH
AHTHOAKTEPHAJIHH CPE/ICTBA, BKIIFOYMTEIHO MEPOIIEHEM, U MOIaT J1a BapHpar Mo TEeKECT OT JEKH 10
’KMBOTO3acTpaluasaiiu. [lopaau ToBa € BakHO J1a ce UMa NpeABU Ta3u AWArHo3a rnpu rnaluueHTH, pa3Buiu
JMapUs 10 BpeMe Ha MITH CJ1e/l MPUJIOKEHUETO Ha MeporneHeM (Bxk. Touka 4.8).

Tpsabra na ce 0OMUCIIM NpeyCcTaHOBsIBaAHE Ha JICYEHHETO C MEPOIEHEM M MpHiIaraHe Ha crelupUuIHO
nevenue 3a Clostridium difficile. He Tpsa0Ba na ce npujarar JieKkapCTBEHH MPOJYKTH, MOTHCKAIIX
nepucTaJITHKATA.

[ bpuoBe
HeuecTo ce cpoO111aBa 3a ropyoBe 110 BpeMe Ha JiedeHHe ¢ KapOaneHeMH, BKIFOYUTETHO MeporeHeM (BixK.

Touka 4.8).

JlekapcTBO-UHAYLUHPAHO YepHoapoOHo vBpexaaHe (Drug-nduced liver injury. DILI)

YepHoapobOHara pyHKLMs TpsaOBa /1a ce npociieiaBa BHUMATEHO 110 BpEMeE Ha JIYEHHETO C MepOoreHeM
nopaau puck orDILI (Bx. Touka 4.8). Ako ce nabmoasa texxko DILI, TpsaOBa na ce oOMUcau npekpaTaBaHe
Ha MPUJIOKEHHUETO cnopea KJIMHMYHaTa HeobxoauMmoct. [lpuinokeHneTo Ha MeporieHeM clie/1Ba aa 6]:,[1&
Bb300HOBEHO, CAMO aKO C€ MPELIEHH, Y€ € OT CHLIECTBEHO 3HAYEHHE 3a JICYEHHETO. |

i- L

Ynorpeba rnpu nauMeHTH ¢ YepHOAPOOHO 3ab0IABaHE: MPU NALMEHTH C Npe/llecTBaLH qepﬁoﬂpoﬁﬂn
HapylleHus TpsOBa aa ce npocieasBa yepHoapoOHata GyHKLMS 10 BpeMe Ha JIEHEHHETO C| Meponemm He e
HeOoOX0IMMO KOpUIrHpaHe Ha J103aTa (BxkK. To4ka 4.2).

HupekreH aHTuriio0yauHoB TecT (Tect Ha KymOc¢) 3a cepokoHBepcHs
[1o BpeMe Ha JIEYEHHETO C MEPONEHEM MOXKE /1a C€ pa3BHUE MOJIOKHUTEIEH TUPEKTEH HITH HH,JJ,H]JEKTEH TecT ‘Ha

Kymoc.

i
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EnnoBpemenHa ynorpeda ¢ BajanpoeBa KMCeJHHa/HATPUEB BAJINPOAT/BaIIPOMUIL
EaHoBpemeHHaTa yrnorpeda Ha MEPOIIEHEM W BaJINpOeBa KUCEJTHHA/HATPHEB BAJINPOAT/BaJTIPOMM/L HE Ce

npenopbyBa (BXK. To4ka 4.5).

MeponeHem HUuiy cbabpaKa HATPUH.
To3u nexapcTBeH NPOAYKT chabpAa 90 mg Hatpuii Ha d1akoH, KoeTo ce paBHaBa Ha 4.5 % ot
rnpenopburTeHus oT C30 MakcuMasieH JIHEBEH NpHeM OT 2 ¢ HaTPHUH 3a BL3PacTeH.

4.5 B3aumoaelcTBHe C APYIrH JIeKAPCTBEHH NPOAYKTH H APYrd (pOpMH HA B3AHMOJAEHCTBHE

He ca npoBexJ1aHu cneluUPpUUHMA NPOYUYBAHUA 3a B3AUMOJICHCTBHUSA C JIEKAPCTBEHHU MPOJAYKTH, Pa3IMuHU OT
MpOOEHEeLHI.

[IpobGeHeln ce KOHKYpUpa ¢ MepoIieHeM 3a aKkTHBHaTa TyOyJ/iHa CeKpelus U Mo TO3W HAaYMH HHXMOHpa
ObOpeyHaTa eKCKpeLMs Ha MeporneHeM, KOETO BOAM J10 MOBUILIABAHE HA €JITMMHUHALIMOHHUSA MOJTYKHUBOT U
rJ1a3MeHaTa KOHLEHTpalMs Ha MeporeHeM. HeoOX01MMO € MoBHILIEHO BHUMAHKME, aKo NMpoOeHeLH/ 1 ce

rnpuiaara €IHOBpEMEHHO C MCPOIICHEM.

[loTeHUHANHUAT €(PEKT HA MEPOTIEHEM BbPXY CBbP3BAHETO C MPOTEUHUTE WK BLPXY MeTaboJIM3Ma Ha APYrH
JIEKapPCTBEHH NMPOAYKTH He € u3ciieaBaH. CBbP3BAHETO C NPOTEHMHH obaue e TojKoBa cj1abo, ye He Moxke /1a
C€ OYaKBaT B3aUMOJAEHCTBUSA C IPYIrd ChEIUHEHHUS Bb3 OCHOBA HA TO3H MEXAHHU3BM,

(CboOl1aBa ce 3a HaMaJjisiBaHe Ha KPpbBHUTE HMBA HA BAJINpPOE€Ba KUCE/IMHA, KOraTo T4 ce npuJjara
€/IHOBPEMEHHO ¢ KapbarneHeMHH cpeacTsa, koeto Boau 10 60-100% HamansBaHe Ha HUBATa Ha BaJINpPOEBa
KHceJIMHA 3a 0KO0J10 1Ba AHH. [lopaau 6bp30TO HAYaI0 ¥ CTENEeHTa Ha HAMa/IIBaHe MPH €IHOBPEMEHHOTO
[MPUJI0KEHHE Ha BAJIpOEBa KUCEJIMHA/HATPHUEB BAJINPOAT/BaJINPOMH/1 ¢ KapOaneHEeMHH Cpe/ICTBA HE CE€ CUMTA
3a YNpaBJISEMO M ClleJoBaTe/IHO TpsaOBa ja ce uzbarsa (Bxk. Touka 4.4).

OpaiHu aumukoazyiaumu
EAHOBpEMEHHOTO NMPHUII0KEHHE HA aHTHOMOTHLIM ¢ BappapHH MOXKe J1a 3aCHJIH HEMOBUTE aHTHKOAr'YJJaHTHH

edexTH. UMa MHOroO cboOLIEHHUS 3a MOBHILIABAHE HA AHTHKOAryJJAHTHHTE e€(heKTH Ha NnepopaHo
NPUJI0KEHUTE aHTHKOATyJIaHTH, BKJIKOUHUTEIHO Bap(dapuH, IpH NaLMeHTH, KOUTO €JHOBPEMEHHO NMpHeMaT
aHTHOAKTepHaIHH cpeacTBa. PUCKBLT MOKe J1a BapUpa B 3aBUCUMOCT OT OCHOBHATa UH(EKLMA, Bb3pacTTa u
O0LLOTO CHLCTOSIHUE HA NMalMeHTa, Taka 4ye MPUHOCHT Ha aHTUOMOTHKA 3a noBUiuaBaHe Ha INR
(MEX1YHapOJAHO HOPMAJIM3UPAHO CHOTHOLUEHHE) € TPYAHO ja ce oueHH. [Ipenopbusa ce INR na ce
[pocJjieAsiBa YECTO 10 BpEME Ha U MAJIKO CJIe/]1 €JHOBPEMEHHOTO MPUIJIOKEHHUE HAa aHTUOMOTHLIM C [1IEPOPATHO

dHTHKOAryJ1aHTHO CPEACTBO.

[leanaTpuyHa nonyviaaumus
[IpoyuBaHMs 3a B3aUMOAEUCTBHUSA ca MPOBEXK/IAHHU CaMO TIPH Bb3PACTHH.

4.6 Depruaurter, OPpeMEHHOCT H KbpMeEHe

bpeMeHHOCT
HsmMa wau uma orpaHWyeHH J1aHHM 3a ynoTtpebaTa Ha MeporeHeM NMpu OpeMeHHH JKEHH.

[IpoyuBaHusTa NPHU KUBOTHHU HE MOKA3BAT AUPEKTHH WIH MHAMPEKTHHU Bpe/IHH eeKTH M0 OTHOLIEHHE Ha
PENnpoYKTUBHATA TOKCHYHOCT (BUIKTE TOUKA 5.3). sy

-

KaTo npeanasHa msapka, NpernopbuMTEIHO € J1a ce u30area ynorpebara Ha MEPOTIEHEM 110 BPEMe Ha, i« .
GpEMEHHOCT. | AP =38

KbpmeHe
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CpoOlaBa ce, 4e MaJIKM KOJIMYECTBA MEPOINEHEM CE€ EKCKPETHPAT B KbpMaTta IpH xopa. MeponeHnem He
TpsAOBa aa ce U3MoJi3Ba OT KbPMELIH KE€HH, OCBEH aKO MOTEHLIMA/IHATA 110/13a 3a MalKarTa ornpas/iaBa

MOTEHLHATHUA PUCK 3a OebeTo.
4.7 Ed¢exkTn BbpXY cnnocoOHocTTAa 32 odupane H padora ¢ MAIIHHH

He ca npoBex/aanu rnpoyyBanus 3a epekTuTe BbpXy CrnocoOHOCTTA 3a WwodupaHe U padora ¢ MamnHU. [lpu
wodupane Uau padbora ¢ MallMHHU, obaue, TpsOBa aa ce UMa NnpeIBU/l, Yeca cboOLIaBaHu riaaBobosiue,
rnapecre3ust U KOHBYJICHH MPU ynoTpeda Ha MEPONEHEM.

4.8 Hexe1aHH JIEKAPCTBEHH peaKIHH

Ob606u1eHne Ha npoduaa Ha 6e30nacHOCT

B eauH 0630p Ha 4 872 naupentu ¢ 5 026 eKCcno3uLMK Ha JieyeHUe ¢ MEpPONEHEM, Hal-4eCcTo ChoOLIaBaHUTE
HEeKeJlJaHH peakLiMH, CBbP3aHH C MeporneHeMm, ca auapusd (2,3%), obpus (1,4%), ranene/noppsuiuane (1,4%) u
Bb3MaJIeHUe Ha MACTOTO Ha UHKekTUupaHe (1,1%). Hai-uecto cbobiiaBaHuTe 1aDOpaTOpHU HEKEJTaHH
CbOMUTHSA, CBBP3aHU C MeporieHeM, ca TpoMOoiuTo3a (1,6%) ¥ noBuiieHH YyepHoApoOHH eH3uMH (1,5-4,3%).

TabsuyHO npeacTaBsHEe HA PUCKA OT HEXKENaHH PeaKlUH
B Tabnuuara no-n0,1y BCHYKH HEXKETaHU peaklMy ca U30POEHH 110 CUCTEMO-OPraHeH KJ1ac M 4ecToTa:

MHOT0 yecTH (= 1/10);

yectH (> 1/100 no <1/10);
HevectH (= 1/1 000 no <1/100);
peaku (= 1/10 000 no <1/1 000);
MHoro peaku (< 1/10 000);

C HEM3BECTHA YeCcToTa (OT HaJIMYHHUTE JaHHHU He MOJKe J1a Ob/ie HanpaBeHa OLeHKa).
[Ipy BCskO rpynupaHe B 3aBUCHMOCT OT YeCTOTaTa, HeXKeJIaHWUTE JIEKAPCTBEHH peakiiMu ce u3bposBar B

HHU3XO04All p€a 1Mo OTHOWCHHUE HA TAXHATA CEPHO3HOCT.

Tabumna 1
CucremMo-opraien KJjac YecroTa Hebaaronpusitna peakuus
Uudexkumu v HHpecTaumu HeuectH OpaJlHa M BarvHaliHa KaH/J1/103a
HapymeHnus Ha KpbBTa U YecTH TpOMOOLIMTEM U
nuMm@Hara cucrema Heuectn arpaHyJIolIMTO3a, XeMOJMTHYHA
aHEMM A, TPOMOOLIUTOIIEHMA,
HEYTPOTIEHUA, JIEBKOTICHMH,
€O3MHODHIHA
Hapyuienus Ha uMyHHara HeuecTn aHadunakcHus (BUK TOUkH 4.3 U
CUCTEMA 4.4), aHruoenem
Hapyienus Ha merabonusma u HeuectH XHUIOKaJTHEMHUS
XpaHEHEeTO
[ IcuXH4HHW HapyLIeHuUs Penku JIETTHPUYM
HapylmeHnus Ha HepBHaTa Yectu raaBodoJIne
CHCTEMA HeuectH rnapecre3us
Penku rbpUYOBE (BXK. TOUKa 4.4)
CTOMAalHO-YpEeBHHU HAPYILLEHHS YectH Auapus, KopeMHa 0oJika,
MOBpPbLIAHE, rajIcHe
HeuyecTH AHTUOMOTHYHO-CBBP3aH KOIHT (B,
Touka 4.4) 77 R 10 5 0N
XenaToOUWJIMapHU HapyLLIEHHUS Yectn MOBHIIEHHU TPAHCAMHHA3H, v
noBMIlieHa ankaina gocdaraza s
KpbBTA, MOBULIEHA JlaKTaT ||
JIeXH/IporeHasa B KpbBTa | » |
HeuecTH NOBUILIEH OUIHPYOHUH B KPbBTA,

W




JlekapcTBO-MHAYLIUPAHO
4epHOApPOOHO yBpexaaHe™
Hapyuienus Ha Koxkara YecTH 0OpHUB, CbpPOEK

MOJIKOKHATa ThKaH HeuecTy TOKCHYHA erujiepMaiHa HeKpoJin3a,
CUHJIpOM Ha Stevens Johnson,

epuTemMa MyaTudopme (Bx. TOUKa
4.4), ypTUKapus

C Heu3BecTHa YecToTa JIEKapCTBEHA peakLms ¢
€03UHO(PHUITHUA U CUCTEMHH
CUMINTOMHM, OCTpa reHepajIu3upaHa
€K3aHTEeMaTO3Ha IyCTY./103a (BK.

To4Yka 4.4)
Hapymenus Ha 6b0peunre U Heuyecty MOBHUIIEH KPEAaTUHHUH B KPBBTA,
MUKOYHHUTE IbTHLLA [MOBHUILIEHA ypes B KPbBTa
OO01M HapylLIeHHs U e(PEeKTH Ha YectH Bb3najieHue, 0oJika
MACTOTO Ha NMPHI0XKCHHC HeuectH TpoMOOod1ebuT, 601Ka HA MACTOTO

Hda HHKCKTHPAHC

*DILI BkrOYBa XE€NaTUT U YEPHOAPOOHA HEAOCTATHYHOCT.

[leanaTpuyHa nomnyJjaums

MeponeneM e on00peH 3a ynorpeba npu Aelia Ha Bb3pacT HajJl 3 Meceua. Bb3 ocHOBa Ha orpaHHYEeHHTE
HAJIMYHU JJaHHHW HAMA JI0Ka3aTesICTBA 3a MOBHLIEH PUCK OT HEXKEJIaHa JIEKapCTBEHa peakUMs MpH JeLa.
Bcuuku nosyyeHu cboO1IEHUS CHOTBETCTBAT HA CHOMTHATA, HAD/IIO1aBAHU TTPU Bb3PACTHOTO HACEIEHHE.

Cro0l111aBaHe Ha M003WPAaHU HeKeJIaHH PeaKLuH

CbobuiaBaHeTO Ha MO103UPaHH HEXKeJlaHW peaKlMH ciie/l pa3peluaBaHe 3a ynorpeda Ha JeKapcTBEHUS
NPOAYKT € BakHO. ToBa 1no3posisiBa na npob/ky MPocieAsiBaHeTO Ha CbOTHOLLIEHHETO MoJ13a/pUCK 3a
JeKapcTBEHUs NMPOAYKT. OT MeIMLIMHCKUTE CMEeLMAIUCTH Ce U3UCKBA J1a choOLIaBaT BesAKa 1oj103MpaHa
HEJKeJlaHa peakllMs Ype3 HallMOHaJIHaTa CHcTeMa 3a cbobuaBane Ha M3nbiHuTeIHaTa areHuus 1o

JICEKApPCTBATA.

KoHTaKTH:

M3nbaHUTEIHA areHLMs 110 JIeKapcTBara
yia. . Jlamsan 'pye™ Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpexo3upane

Bb3M0KHO € OTHOCHTEJTHO TpeI03HpaHe NMpU NauueHTH ¢ ObOpPEYHO YBpeKIaHe, aKo 103aTa He €
KOpPUIHpaHa, KakTo € onucaHo B Touka 4.2. OrpaHMYeHHUAT NOCTMAPKETUHIOB OITUT MOKa3Ba, 4e aKo ce
MOABAT HEXKeJIaHU peaKlMu Cliej1 Npeao3upaHe, Te ChOTBETCTBAT Ha NMpoduiia Ha HeXKelaHU peaKLIMH, OIUCaH
B To4Ka 4.8, 0OMKHOBEHO ca JIEKH 110 TeKECT U OT3BYyYaBaT CJieJ NpeKpaTsaiBaHe Ha NPHI0KEHHETO HITH TNPH
peayKlus Ha jgo3ata. 1psabBa 1a ce vMa npeaBu/l CAMIITOMATUYHO JICYEHHE.,

[Tpu uHAMBUIM ¢ HOpMasIHA ObOpeyHa QYHKLMSA L1e HACTBITH Obp30 OBOPEYHO eTUHMHHHUpPAHE.

XeMo/1Maiu3a 111e OTCTPaHH MEPOTIEHEM U HErOBUs METabOIIHT. /B e Ny AN

5. ®APMAKOJIOTHYHU CBOMCTBA TN
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S.1 @dapmakoaHHAMHYHH CBOHCTBA

(DapmakoTepaneBTHYHa rpyna: AHTHOAKTEPHAIHH Cpe/ICTBA 3a CHCTEMHA ynoTpeda, kapbaneHeMH,
ATC koa: JOIDHO2

MexaHU3BbM Ha JIEHCTBHE
MeponeHem nposBsiBa cBosiTa OaKTEpULIMAHA aKTHBHOCT Ype3 HHXHOUpaHe CMHTe3aTa Ha OaKkTepUasHarta

KJleThbYHa cTeHa npu [ pamM-nosokuTeHy U | paM-oTpuLiaTesIHi DAKTEpHH NOCPEICTBOM CBbP3BAHE C
NMEHULIMJIMH-CBBp3BallM nporerHy (11CI1).

Bpb3ka dapmakokuHeTnka/papmakoanHamuka (PK/PD)

[lono6Ho Ha apyru OeTa-1akTaMHU aHTUOAKTEPHAIHU CPE/ICTBA, BPEMETO, TPe3 KOeTO KOHLEHTPALMUTE Ha
meponeHem HaaxebpasT MUK (T>MUK), e nokazano, ue Hai-100pe kopenaupa ¢ epukacHoctra. B
MPEeAKJIUHHUYHHK MOJIEJIA MEPOINEHEM JEMOHCTPHUPA aKTHBHOCT, KOIaTo IJ1a3MEHUTE KOHLIEHTPaLUK
npesuiuaBat MUK Ha uHdekTHupammTe MUKpoopranuzmMu ¢ npudauzurento 40% ot uHTEepBana Ha

JO3HPAHC. Ta3m uen He e YCTAHOBCHA KJIMHHUYHO.

MexaHW3bM Ha Pe3UCTEHTHOCT
bakTepuasHaTa pe3MCTEHTHOCT KbM MEPOIIEHEM MOXKE /1a C€ ABbJ/DKHM Ha: (1) HaMalleHa NMpONyCK/IMBOCT Ha

BbHIIIHATa MeMOpaHa Ha [ paM-oTpuLaTeIHUTe OaKTEepUH (b/Kallla ce€ Ha HaMasleHa MPOAYKLIMA Ha MOPHHH)
(2) namanen adpuuurer Ha TapretHuTe [ICII (3) noBuiueHa ekcnipecus Ha KOMIIOHEHTHUTE Ha eduTyKC-
nomnara M (4) npoaykuus Ha 0era-naktaMasu, KOUTO MOraT Ja XHApPOJIH3UpaT KapOaneHeMH.

B EBponelickus cbl0o3 ce cboOl1aBa 3a cTpyrnBaHe (KJIbCTepH) Ha MecTa Ha HHEKLIMH, IbJDKALIHU Ce Ha
pPEe3UCTEHTHH Ha KapbaneHeMH OaKTEpPHUH.

HsiMa TapreTHa KpbcTOCaHA PE3UCTEHTHOCT MEKIAY MEPOIEHEM U INMPOAYKTH OT KJlaca Ha XMHOJIOHHUTE,
AMHUHOIJIMKO3MAMTE, MAKPOJIMUAUTE U TETPALMKIMHUTE. bakTepruTe 00aue MOKe J1a oKa3BaT Pe3UCTEHTHOCT
KbM MOBeYe OT €/IMH KJ1aC aHTHOAKTEPHUAJIHH CPEJICTBA, KOraTo MEXaHHU3MbT, 10 KOHTO ce OCBIIECTBABA TH.
BKJIFOYBA HEMpPONYCKJIUBOCT U/ MK ediiyKcHa rnomna(M).

[ ' paHMYHU CTOHHOCTH
KJMHHMYHMTE rpaHUYHU CTOMHOCTH npH TecTBaHe HA MUK Ha EBponelckuaT KOMUTET 3a TecTBaHe Ha

aHTUMUKpoOHa uyBcTBUTEHOCT / European Committee on Antimicrobial Susceptibility Testing (EUCAST)
ca npeJIcTaBeHH 1no-a0J1y.

KiauHuyHu rpanuyHu ctoMHOCTH HAa EUCAST na MUK 3a meponenem (2022-01-01, Bepcusa 12.0)

MHUKpPOOpraH13bM YyscTButeaHu (S) | Pesucrenthu (R)

(mg/1) (mg/1)
Enterobacterales (AHAMKALIMK. Pa3JIM4HU OT MEHUHIHT) <2 > 8
Enterobacterales (MEHUHTUT) <2 > 2
Pseudomonas spp. (WHAMKALUHK, Pa3JIMYHA OT MEHUHIHT) <2 > 8
Pseudomonas spp. (MEHHHIUT) <2 =
Acinetobacter spp. (WHJAMKALIMH, Pa3IMYHU OT MEHUHTHUT) <2 > 8
Acinetobacter spp. (MEHHHIHT) <2 > 2
Staphylococcus spp. 3abenexka’ 3abenexka’
Enterococcus spp. - -
Streptococcus groups A, B, C and G 3abenexka’ 3abenexka’
Streptococcus pneumonia (AHAWKALUKWK, Pa3IMYHU OT <2 >
MEHHUHIUT) A MR
Streptococcus pneunonia (MEHUHIHUT) <0.25 [ 525025 3.
Viridans group streptococci <2 SRR  Zh \
Haemophilus influenza (MHaAUKaUUK, pa3iuyHu OT <2 T (s i 3
MEHWHIUT) \ |
Haemophilus influenza (MEHUHTUT) <0.25 o e > 0.25
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Moraxella catarrhalis’ <2 > 2
Neisseria gonorrhoeae IE IE
Neisseria meningitidis™* 0.25 0.25
Bacteroides spp. <] >]
Prevotella spp. <0.25 > (.25
Fusobacterium necrophorum <0.03 > (.03
Clostridium perfringens <0.125 >(0.125
Cutibacterium acnes <0.125 > (0.125
Listeria monocytogenes <0).25 >10:23
Aerococcus sanguinicola and urinae <0.25 > (.25
Kingella kingae <0.03 > (.03
Achromobacter xylosoxidans <] > 4
Vibrio spp. <0.5 > (.5
Bacillus spp <0.25 >10.25
Burkholderia pseudomallei <2 > 2
Bunoso HecnnuiuHUYHH rpaHHYHH CTOMHOCTH <2 > 8

' 32 yyBCTBUTEIHOCTTA HA CTaQHIOKOKHTE KbM KapbaneHeMHu ce ChbIU M0 YYBCTBUTEIHOCTTA KbM LIE(POKCUTHH.
’3a 4yBCTBUTEJIHOCTTA HA CTPenTOKOKH oT rpynu A, B, C 1 G kbM kapbaneHeMH ce CbIH 110 4YBCTBUTEIHOCTTA KbM

OeH3MJINEHULIMJIHH.
3 HeuyBCTBHTEHHTE M30JaTH Ce CpeLlaT PAAKO MK BCe OLE He ca A0KIaaBaHH. Pe3yaTarbT OT MAeHTH(HUKALMATA H
TecTa 3a aHTUMHUKPOOHA YYBCTBUTEJIHOCT HA BCEKH TaKbB M30J1aT TPAOBA /1a ObJe NOTBBP/AEH U U30J1aThT Ja ObJe

H3npateH B pedepeHTHa aboparopus.
‘I'paHHuHM CTOMHOCTH 3a CEPUO3HU CUCTEMHHM UHDeKIMU ¢ N. meningitidis (MEHUHIMT CbC WK 63 cenTHIIeMHs ) ca

OonpeacieHl CaMo 3a MEPOTICHEM.

Pa3znpocTpaHeHneTo Ha npuaobUTaTa pe3ucTEHTHOCT MOJe J1a Bapupa reorpadcku U ¢ BpemMeTo 3a u3bpaHu
BHJIOBE, W € JKeJIaTeTHO J1a KMa MecTHa HHpOpMalLlMA 3a Pe3UCTEHTHOCT, 0COOEHO NPH JIeYEHHE Ha TEKKH
HHDekrHu. AKOo € HeoOX0aUMO, TpsaOBa J1a ce NOThPCH €KCINEPTHO MHEHUE, KOraTO MECTHOTO
pa3npocTpaHeHWe HA PE3UCTEHTHOCT € TaKOBa, Ye 1oJ13ata OT NPoyKTa, MOHE MPH HAKOW BHAOBE HH(DEKILIUH,

C€ NnocTapA 1o BbI1pocC.

Cnennara Tabavua ¢ U30pOEHHU NMaTOreHH € W3BJieYeHa OT KJIMHUWYHHUSA ONTUT W TepareBTHYHHUTE PHKOBO/ICTRA.

OOUMKHOBEHO YYBCTBUTEJIHH BUJIOBE
['pam-nonoxkuTeIHU aepodH
Enterococcus faecalis®

Staphylococcus aureus (4yBCTBUTEJIEH KbM METHIIMJIMH )*
Staphylococcus species (4yBCTBUTE/IHH KbM METULIMJIMH) BKIIFOUMUTENHO Staphylococcus epidermidis

Streptococcus agalactiae (I'pyna b)
Streptococcus milleri rpyna (S. anginosus, S. constellatus, v S. intermedius)

Streptococcus pneumoniae
Streptococcus pyogenes (I pyna A)

[‘pam-oTpuniaTesHu aepobu
Citrobacter freundii
Citrobacter koseri
Enterobacter aerogenes
Enterobacter cloacae | | ;
Escherichia coli /8l N N\
Haemophilus influenzae ' e "
Klebsiella oxytoca
Klebsiella pneumoniae
Morganella morganii
Neisseria meningitidis
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Proteus mirabilis
Proteus vulgaris
Serratia marcescens

["paM-110/10KUTEIHH aHaepoOH

Clostridium perfringens

Peptoniphilus asaccharolyticus

Peptostreptococcus species (BKIIOUUTENHO P. micros, P anaerobius, P. magnus)

[ pamM-oTpULIaTETHU aHAEePOOH
Bacteroides caccae
Bacteroides fragilis group
Prevotella bivia

Prevotella disiens

Buaogse, 3a KOUTO NpU00UTaTa pe3UCTEHTHOCT MOKeE J1a Objae npobiiem
['paM-1oJ10’)KKUTEJIHU aepodu
Enterococcus faecium®

['pam-oTpuuaTeasHu aepodbu
Acinetobacter species
Burkholderia cepacia
Pseudomonas aeruginosa

[lo cBOSATA CHIIHOCT PE3UCTEHTHH MHKPOOPraHHW3MH
["'pam-oTpHILIaTEIHU aepoOH

Stenotrophomonas maltophilia

Legionella species

pyru MUKpOOpraHu3MHu
Chlamydophila pneumoniae
Chlamydophila psittaci
Coxiella burnetii
Mycoplasma pneumoniae

> BUJ0BE, KOWTO MOKA3BaT €CTECTBEHA MEKIMHHA YYBCTBUTEIHOCT
* BCHUKHM METHLIMJINH-PE3UCTEHTHH CTA(UIOKOKH Ca PE3UCTEHTHH KbM MEPOTNEHEM
" Crenen Ha pe3ucTeHTHOCT > 50% B eHa WK noBeye abpxasu oT EC

CAIl u wMenuouaosa: ynorpebara Ha MepoNeHEM TMpH XOpa € Bb3 OCHOBA Ha M3C/eJABaHE Ha
YYBCTBUTEJHOCTTA Ha B. mallei w B. pseudomallei in vifro, kakto U Ha OrpaHW4eHH JaHHU TIPH XOpa.

JlexyBamure siekapu TpsOBa Ja ce M0o30BaBaT HAa HALMOHAJIHM W/MIKM MEXIAYHapOIHH KOHCEHCYCHH
JTOKYMEHTH OTHOCHO JieueHueTo Ha CAIl u mennomno3a.

5.2 @apMaKOKHHETHYHH CBOHCTBA

[Ipy 31paBM MHIAMBU/JH CPEJHMUAT IJ1a3MEH IMOJY)KMBOT € npubamszutenHo 1 yac: cpeaHusT oOeM Ha
pasnpeaenenre e npudbausurenno 0.25 I/kg (11-27 1), a cpeanuar kaupbHe e 287 ml/min npu 250 mg,
HamanaBaiku 10 205 ml/min nmpu 2000 mg. {o3u ot 500, 1000 u 2000 mg, npuiokeHH Karo HHOY3HUS B
npoab/keHue Ha 30 MHUHYTH, JaBaT cpeaHH cToiMHOocTH Ha Cmax ot npubausurenno 23,49 u 115 ug/ml
KaTo choTBeTCTBaLUTe cToMHOCTH Ha AUC ca 39,3, 62,3 u 153 pg.h/ml. Cnen undysus B npoablkeHHe Ha
5 MHHYTH cToiHOcTHTe Ha Cmax ca 52 u 112 pg/ml cvorBeTHO cea n03u ot 500 11000 mg. Korato ce
[pHJiaraT MHOIOKPAaTHH /103 Npe3 8 yaca Nnpu naudeHTH ¢ HopMasiHa Ob0peuna GpyHkius, He ce Habmo1aBa
KYMYJIMpaHe Ha MEpPOTIeHEM. | =
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[IpoyuBaHe Bbpxy |2 nauueHTH, Ha KOMTO € npuiiarad mepornedeM 1000 mg npe3 8 yaca ciej onepauus 3a
MHTpaabIOMUHAIHU UHPEKUHUH, noka3Ba Cmax M NoJIyKMBOT, CPAaBHUMH C TE€3H IPH HOPMAJIHH WHJIMBH]IH,
HO MO-roJiaM o0eM Ha pasnpenenenue 27 |.

Pasnpenenenue
CpeaHOTO CBBpP3BAaHE HA MEPOIEHEM C IJIa3MEHWUTE TMPOTEHHH € NPUOAU3UTENIHO 2% MW He 3aBHCH OT

KoHUeHTpauuara. Craex Obp30 npuiokeHue (5 MHHYTH WIM  No-Manko) ¢apMaKOKHHETHKaTa e
OMEKCITOHEHLIMaJIHA, HO TOBA € MHOI0 MO-MajJKO O4YeBMAHO ciiea 30 MUHYTH UHPY3us. JlokazaHo e, ye
MEPOINEHEM MPOHHUKBA /100pe B HAKOJIKO TEJIECHH TEYHOCTH M TBKAaHHU: BKJIKOYHMTEIHO Oenu apodoge,
OpOHXHMAJIHKU CEKPETH, XKJIbYKa, LEepeOpOoCnUHaIHA TEYHOCT, TI'MHEKOJIOTMYHH TBKAHHU, KO)XKa, Qacumm,

MYCKYJIH U MEPUTOHEAJIHH €KCYIaTH.

buorpanchopmauus

Meponenem ce MeradonM3upa 4pe3 XuApoiu3a Ha 0OeTa-1akTaMHMS TPBbCTEH, TeHepHpalku
MHUKPOOHOJIOTHYHO HEAKTUBEH MeTalOJMT. [n vilro MeporieHeM MOKa3Ba HamajleHa YYBCTBUTEJIHOCT KbM
XHUJpOoJIKN3a OT YoBellka jaexuaponentuaaza-l (DHP-1) B cpaBHeHHe ¢ UMUIIEHEM M HAMA HU3MCKBaHe /1a ce

npuiara eIHOBpeMeHHO ¢ HHXHOuTOp Ha DHP-I.

EauMuHMpanHe
MeponeHeM ce eKCKpeTHpa MNpeJauMHO HenpomeHeH npe3 ObOpeuurte; npubausurenHo 70% (50-75%) or

7103aTa ce eKCKpeTHpa HenpoMeHeHa B paMkuTe Ha 12 yaca. Owie 28% ce oTKpUBaT KaTo MUKPOOHOJIOTHYHO
HeakTUBEeH MeTabonuT. EJuMHHHpaHeTo ¢ dekanuuTe npeacrasnsBa camo npubiauszuresHo 2% ot jgosara.
HU3smepenusaT 6b0peyeH KIMpBHC M eeKThT Ha npobdeHelUM NMoKa3BaT, Y€ MepONeHeM MpeTbprisiBa KaKTo

dbuaTpalms, Taka ¥ TyOyJIHa CEKpeLus.

brOpeyHa HEAOCTATHLYHOCT
brOpeuHoTO YyBpeKkKIaHe BOAM A0 IMo-BUcOKa ruasMeHa AUC M MNO-NIpOJAB/DKHTENEH [MOJYKMBOT Ha

meponeHeM. Habmtonaeano e yeeauyenne Ha AUC ot 2,4 nbTHU npH nauueHTH ¢ ymepeHo yBpexaane (CrCL
33-74 ml/min), 5 netn npu Texkko yBpexaaHe (CrCL 4-23 ml/min) u 10 nbTH npM nauMeHTH Ha
xemoauaausa (CrCL <2 ml/min) B cpaBHeHue cbe 3apaBu UHAMBUAM (CrCL >80 ml/min). AUC Ha
MHUKPOOHOJIOTMYHO HEAKTUBHHUA METAOOJMT ¢ OTBOPEH MPBCTEH ChLIO € 3HAYUTETHO TNOBHMIIEHA IpH
nalMeHTH ¢ OBOpeyHo yBpexaaHe. [IpenoppuBa ce KOpUrMpaHe Ha Jo3aTa IpH MALMeHTH ¢ YMEPEeHO M

TEeKKO ObOpeyHO yBpekaaHe (BxK. Toyka 4.2).

MeponeHeM ce OTCTpaHsBa 4pe3 XeMOAUaIM3a, KAaTo KIUPBHCHT MO BPEME Ha XeMoJuaauza e
NPUOJU3UTETHO 4 ITBTH M0-BUCOK OT TO3M IMPU NAUMEHTH C AHYPHSI.

YepHoapoOHa He10CTATbYHOCT
[IpoyyBaHe mpu MaLMEHTH € aJKOXOJHA LIMpo3a He MokasBa edeKT Ha yepHoApoOHO 3abosisiBaHe BBPXY

(I)HpMHKOKHHETHKHTa Ha MCPOINEHEM CJIC] INpUJlaraie Ha MHOTOKpAaTHH J103H.

Bb3pacTHH MalMeHTH
(DapMakOKMHETHYHHTE  TPOYYBAHHUA, TPOBEJAECHH  BBPXY  MNALUMEHTH, HE  [0Ka3BaT  3HAYUMH

GapMaKkOKHHETHYHH pPa3JIMKH CIIPSIMO 31paBH  MHAMBHUIAM C €KBHBaJleHTHa ObOpeyHa QyHKUHUS.
[lonynauroHeH mozen, pa3padoTeH OT JaHHH NMpU 79 nauueHTH ¢ UHTpaadJIOMHHAlIHA WH(EKUHUS WK
[MTHEBMOHMSA, MOKa3Ba 3aBUCUMOCT HA LIEHTpaJHUs 00eM OT TerjioTo, a Ha KJIUpbHCA OT KpeaTMHHHOBHS

KJIHPBHC H Bb3padcCTTa.

[leanaTpuyHa nony.jiaus

(dapmakOKMHETHKATa MpU Kbpmayera M jeua ¢ uMHpexkums npu ao3d ot 10, 20 w40 mg/kg nokassa
cToiHOCTH Ha Cmax, OM3KM 10 Te3M MpH BB3PACTHH cied A03u ¢boTBeTHO OT 500, 1000 n 2000 mg.
CpaBHEHHeTO 1oKa3Ba Mo106Ha GapMaKOKMHETHKA NPH Pa3IHUYHUTE J03H M TONYKHUBOT, N10106eH Ha TO3H,
Ha0/l0/1aBaH NMpPU BB3PACTHU TPU BCHYKH OCBEH NpH Hal-miaaaute cydektu (<6 mecena t1/2 1.6 yaca).
CpeaHuTe CTOMHOCTH Ha KJIMpBbHca Ha MeporieHeM ca 5.8 ml/min/kg (6-12 I"{J_ILHHH) 6,2 ml/min/kg’ (2-5

roauHu), 5.3 ml/min/kg (6-23 mecena) u 4,3 ml/min/ kr (2-5 meceua).

12
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[Tpubnuszurenno 60% ot no3ara ce ekckpeTupa ¢ ypuHara 3a 12 vaca noja gopmara Ha MEpoOrneHeM H OlIe
12% karto MetaboauT. KoHueHTpauuuTe Ha MeponeHeM B LiepeOpocnuHaiHara teyHoct (LICT) Ha neua ¢
MEHMHIUT ca npubausurenHo 20% OT CBMOBTCTBALUMTE IJIa3MEHM HHUBA, BBIIPEKH Y€ HMMa 3HAYUTEIHA

MHTEPUH/UBHIYa/IHA BAPHAOMUITHOCT.

(dapmMakOKMHETUKATa HAa MEPOMNEHEM IMPH HOBOPOJACHHU., HYKIACllM C€ OT AHTUMH(EKUHO3HO JIeuyeHHME,
MOKa3Ba IMO-BUCOK KJIMPBHC MPH HOBOPOJAEHH C MO-rojisMa XpOHOJIOrHYHA WM NecTallMOHHA Bb3PacT ¢ 001l
cpeaeH noaykuBot ot 2,9 yaca. Cumynauusra Monte Carlo, 6asupana Ha nonynauumoneH MK mopedn,
[okassa, ye rnpu /10308 pexxkuM ot 20 mg/kg npes 8 uaca ce noctura 60% T>MMUWK 3a P. aeruginosa npu 95%

OT HeJJOHOCEHHUTE U 91% OT JIOHOCEHUTE HOBOPOJAEHH.

[launeHTH B Hanpe/iHaaa Bb3pacT

PapMaKOKMHETUYHHUTE TIPOYYBAHUS MNP 3[paBH JiMlla B HanpeaHana Bb3pacT (65-80 roamHu) nokassar
HaMaJleHHe Ha [U1a3MeHUsd KIMPBHC, KOETO KOpejupa CbhC CBBP3aHOTO C BB3PACTTAa HaMmajleHHE Ha
KPeaTHHUHOBHUA KJIMPBHC M MO-MAJIKOTO HaMaJleHHe Ha eKcTpapeHalHus KiupbHc. He e HeoOXxoaumo
KOpUrdpaHe Ha J03aTa NpH NalMeHTH B HampejaHasa Bb3pacT, ¢ U3KIKOYEHHE Ha CIy4YauTe Ha YMepPeHOo J0

TEXKKO OBbOpeUHO yBpeskaaHe (Bx. Touka 4.2).

5.3 Ilpeak/MHHYHH JAHHH 32 0€30MACHOCT

[IpoyuBaHMsTa NpH KUBOTHU MOKa3BaT, Y€ MepONEHEM ce ToHacs a00pe or ObOpeuuTe. XHCTONOTHYHH
JaHHH 3a ObOpeyHo TYOY/JIHO yBpexkaaHe € HalJ10/1aBaHO MPH MHMILUKM M Ky4deTa camMo npu ao03u ot 2000
mg/kg ¥ Mo-BUCOKH CJI€]l €IHOKpPATHO NMPHJIOKEHHEe U NMpU MaimMyHH npd ao3u4 oT 500 mg/kg B 7-aHEBHO

Npoy4BaHe.

Meponenem 0oOMKHOBEHO ce noHacs jJo0pe OT LeHTpaHaTa HepBHa cucTema. Edektu ca HabmonaBaHu npu
NMPOYYBAHUA HA OCTPATA TOKCHYHOCT NpH rpusayu npu 1034 Haja 1000 mg/kg.

MuTpaBeno3nara LLDsp Ha mepornieHem npu rpusauu € no-sucoka or 2000 mg/kg.

in] NMpoy4YBaHHUsa € MHOIOKpaTHH J03H C MNPOABL/LKHTECIHOCT 10 6 MCCCLIA cCa Hﬂﬁﬂ!ﬂﬂaBHHH caMo
HC3HAYHUTC/IHH E¢J€I{TH, BKJIOMHUTEC/THO HaMaIABAHC HaA TOKAa3aTC/IMTEC Ha YCPBCHHUTC KPBBHH KJIICTKH TIPpH

Ky4deTa.

Hsama naHHM 3a MyTareHeH MNOTEHLMal NMPH KOHBEHLIMOHAJIHUA HAOOp OT TECTOBE M HAMAa JaHHH 3a
PENPOAYKTHBHA TOKCHYHOCT, BKJIOYHUTE/IIHO TEPATONeHEH TNOTEHILMAI, NPH NMPOYUYBAHHUATA MPH TUIBXOBE C
no3u 1o 750 mg/kg v npu maiimyHu ¢ 1034 10 360 mg/kg.

Hsama naHHHM 32 NOBHILIEHA YYBCTBUTEIHOCT KbM MEPOIEHEM MPH MJIAJAH )KHUBOTHH B CPaBHEHHE C Bb3PACTHH
KHUBOTHU. UHTpaBeHO3HaTa ¢opMa ce noHacsa 100pe npu NpoyyBaHUs BbPXY KHBOTHH.

EavHcTBEHUAT MeTaboIMT HA MeponeHeM UMa nojao0eH Npogua Ha TOKCUHYHOCT MPH MPOYYBAHUATA BBPXY
YKMBOTHH.

6. PAPMAIIEBTUYHHU JAHHHU

6.1 ChnHcbK HAa NOMOIIHHTE BellecTBA
HaTtpueB kapOoHar

6.2 HechLBMeCTHMOCTH

To3u nekapcTBeH NPOAYKT He TpsAOBa J1a ce CMecBa C JIPYTH JIEKAPCTBEHH MPOILYKTH, ¢ U3K/IIOYEHHE HA Te3H, .
MOCOYEHH B TOYKa 6.6. |
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6.3 Cpok Ha rogsocr
3 rOAMHH

Caen pa3rBapsHe/pa3pex/iaHe:

boaycno npunoxcenue kamo unmpaseHo3na UHNCeK YU

Pa3TBOpBHT 32 00JIYCHO HHIKEKTHpAHE Ce TMPHUIroTBS 4Ype3 pa3TBapsHE Ha Ipaxa BbB BOJA 33 HHXKEKLIMH /10
KpaiHa KoHUeHTpauus oT 50 mg/ml.

[IpUuroTBeHUSAT pa3TBOp Ha JEKApCTBEHUS NPOAYKT BBB BOJA 33 MHKEKLIMU TpaOBA J1a ce H3MOJI3Ba

He3a0aBHO.

[Ipunoowcenue kamo unmpageHo3zna unghy3us
MHy3MOHHUAT pa3TBOp ce MPUroTBs upe3 pa3TBapsHe Ha npaxa uiau B 9 mg/ml (0.9 %) pa3rBop Ha HaTpHeB
XJ10puA 3a UHPy3us, uiau B S0 mg/ml (5 %) pa3TBop Ha ritoko3a 3a UHPY3Ms 10 KpaiiHa KOHLIEHTpalus OT |

70 20 mg/ml.
[IpUroTBEHUAT pa3TBOp Ha JEKApCTBEHUS MPOAYKT B MH(Y3MOHEH pa3TBOpP Ha HaTpueB Xjopua 9 mg/ml
(0,9%) TpsadBa aa ce u3non3pa He3abaBHO. MHTEPBAIBT OT BpeMe MEXK/Y HAyaloTO Ha pa3TBApSHETO M Kpas

H4A HHTPABCHO3HATA HHC])}’3HH HC TPHSBH Aa HaJABHUILIIABaA €JIHH 4ac.

[I[pUroTBeHUAT pa3TBOp Ha JIEKAPCTBEHUS MPOAYKT B pa3TtBop Ha rmokosa 50 mg/ml (5%) tpabea na ce
M310J13Ba He3a0aBHO.

He 3amMpa3zsaBalite npuroTBeHUs pas3TBop.

6.4 Chneunua.,IHH YC/IOBHSI HA CbXPAHEeHHE

To3u nekapcTBeH NPOAYKT HE U3UCKBA CIIELIMAJIHM YCIIOBHUS HAa CbXPaHEHHE.

3a YCJIOBMSTA Ha ChbXPAHEHHUE HA Pa3TBOPEHUS U pa3peeHUs JICKAPCTBEH MPOAYKT, BHKTE Touka 6.3.

6.5 JlaHHH 32 ONAKOBKAaTAa

CrobriieH gnakoH (tun I) ot 30 ml, 3aTBOpeH cbe 3anywanka or OYTHIOB KayuyyK M 3arevyaraH ¢ alyMUHHeBa
MOJIMMPOITHIIEHOBA Karnavka.

JlekapcTBEHHMST NMPOAYKT ce npejyiara B onakoBky ot |1 uiaun 10 ¢nakona.

He BcHukM BUOBE OMakoBKMU Morat ja ObaaT nmycHaTu B npojaxoa.

6.6 Cneuua/ HH nNpelIna3HH MEePKH NPH H3XBbPJ/IsiHE H padoTa

Hxexims
MeponeHeM, KOHTO ce U3Mo3Ba 3a 00JyC MHTPABEHO3HA MHIKEKLIMA, TpsOBa Ja ce pa3TBaps Che CTEpHJIHA

BO/1d 3d HHAKCKLIHUH.

Hudy3us
3a UHTpPaBEHO3HA UH(]Y3UA QJIaKOHMTE C MEpOIeHeM MoraT Ja ObaaT AMPEKTHO pa3TBOPEHH ¢ HHDY3HOHEH
pa3TBOp Ha HaTpueB XJopua 9 mg/ml (0,9%) wnm rmokoza 50 mg/ml (5%).

Bceku ¢1akoH e camo 3a elHOKpaTHa yriotrpeoa.

l_lpH [IPUIOTBAHETO K IPHJIAAHCTO HA pa3TBOpa TpHGB& Adad CC Clla3Ba CTaHA4dpTHA HCEFTHHH& TCXHHUKA.

Pa3zTBOpbT TpsAOBa J1a ce pa3kjaTH npeau ynorpeoda.
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Heuznon3BaHUAT J€KapcTBEH MPOAYKT MM OTNAJAbYHUTE MaTepuaad OT Hero TpsOBa Ja ce M3XBBPJIAT B
CbOTBETCTBHUE C MECTHHUTE U3UCKBAHHUS.

7. NIIPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA
Qilu Pharma Spain S.L., Paseo de la Castellana 40, planta 8, 28046 - Madrid, Ucnanus

8. HOMEP(A) HA PASPEILIEHHUETO 3A YIIOTPEBA

Per. Ne 20230107

9. JAATA HA ITbPBO PASZPEINABAHE/INTOJHOBSBAHE HA PA3PEIIEHHUETO 3A
YIIOTPEBA

29/05/2023

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

06/2025
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