KPATKA XAPAKTEPUCTHKA HA IPOXYKTA [5 /3~o (7 s

1. HMME HA JIEKAPCTBEHUS IPOAYKT - Fl2yY U3 -03- 2025

JIunesonun [Mondapma 2 mg/ml uHdyY3HOHEH pa3TBOP
Linezolid Polpharma 2 mg/ml solution for infusion

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcekn ml ot uHGY3HOHHUS pa3TBOpP ChAbpka 2 mg nuHe30uA (linezolid).
300 ml ot uHdy3uoHHHA pa3TBOp cbAbpKAT 600 mg nuHesonua (linezolid).

[loMOLIIHY BelIECTBA C U3BECTHO ACHCTBUE: HATPHUM, IIKOKO3A.

To3u nekapcTBeH npoaykT ceabprka 0,38 mg/ml (0,113 g/no3a) Harpmii.
To3u nekapcTBeH NpoAyKT chabpka 45,67 mg/ml (13,702 g/no3a) riokosa.
3a IIbJIHKA CIMUMCHK HA MOMOLIHMTE BELLIECTBA BHIKTE TOUKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

Hudy3uoHeH pa3TBop.

H3oTroHnueH, OUCcTHP, O€3LUBETEH A0 KBJT Pa3TBOP.
pH: 4,3 — 35,3

ocmonanuteT: 280 — 340 mOsm/kg

4. KJIMHUYHHA TAHHU

4.1 TepaneBTHYHH NOKA3ZAHHSA

- HozokomMHas1HA THEBMOHMSAL.
- [ITHeBMOHMUS, MpuaoOKTa B OOLLECTBOTO.

JIunezonup [NondapmMa e nokaszaH rnpy Bb3pacTHH 3a JICUEHHE HA MHEBMOHHA, MPHA00HUTa B 001IECTBOTO H
HO30KOMHa/IHa MHEBMOHHS, KOraTo € U3BECTHO MJIM C€ Mpeanosara, 4ye ca Npu4HHEHH OT YYBCTBUTE/IHH

['pam-nonoxkurenHu 6akrepuu. [Ipu onpenensHe, naay JUHE30MUI € NMOAXOAAL 38 JICUEHHETO, €
HeoOXOAMMO 11a c€ B3eMaT NMPEABH/ PE3Y/ITaTUHTE OT MUKPOOHOOTHYHHUTE TECTOBE MJIM JAHHUTE 32

[peBaJiupalla pe3sHCTeHTHOCT KbM aHTHOAKTepHallHU areHTH U3MexXy [ paM-1osioKHTeIHH OaKTepHH.
(Brxkre TOuKa 5.1 32 MOAXOASALLUMTE OPraHU3MH).

JIMHE30/IH/1 HE € aKTHBEH cpellly UH(PEKLIMH, NPUYUHEeHH oT ['paM-oTpuLaTeTHA MaTOreH|. AKO € JoKa3aH
WK ce rpeanosiara I'paM-oTpHLIaTeNeH NnaToreH, TpsaOBa Aa ce 3anovyHe eJHOBPEMEHHO Crelr(@HYHA

Tepanus cpewty ['paM-oTpHULIATETHH MATOrCHH.
- Yceno)kHeHH HH(EKLIMH Ha KOXKaTa U MEKUTE TbKaHH (BXK. TouKa 4.4)

JIunezonun [Tondapma e nokazaH Npv Bb3paCTHH 3a JICUEHUE HA YCIIOKHEHH HH(PEKLMH Ha KoXKaTa U
MEKHTE ThKaHH CaMO KOraTO MHKPOOHOJIOrHYHHUTE TECTOBE Ca YCTAHOBUIIH, Y€ HH(PEKLUATA € JIPK
OT uyBCTBHUTEHA [ paM-nonoxuTenHa 6akTepus.




JIMHEe30MU/ He € aKTHBEH cpelly HHEeKLIMHY, MPUYHHEHH OT ['paM-0TpHLIATETHH NATOT€HH. JIMHE301H
TpabBa Aa ce U3NON3Ba NPH NALMEHTH C YCJIOKHEHH HH(EKIMH Ha KOXKATA B MEKHTE TBKaHH, NPUYHHEHH
OT HW3BECTHH WIH BE3MOXKHY CHOBTCTBAINM [ paM-OTpHULIATEIHY OPraHH3MH, CAMO 8KO HAMa HaTHYHH
aJITePHATHBHH TEPANEBTHYHH BE3MOXHOCTH (BXK. Touka 4.4). [Ipu Te3u obcrogrencrsa Tpiadsa aa 3anoyHe
eJHOBPEMEHHO JIeueHHe cpelly I paM-OTpHLIATETHHTE OPraHH3MH.

JleueHue ¢ THHE30IUA TpAOBa Aa ce 3ano4Ba caMo B OonHHYHA 00CTaHOBKA H CNel KOHCYITAlHA CBbC
CBOTBETEH CIIELMANIHCT N0 MUKPOOHONOTHA WK HHEKIIHO3HH OONeCTH.

Tpabea na ce umar npeasua oUUMATHUTE TIPENOPHKY 3a NOAX0AAA yrioTpeba Ha aHTHDaKTepHATHH
CpEACTBa.

4.2 Jl03HpOBKA H HAYHH HA NPHJIOKEAHE

EOBH pOBKa

JInHezonuy pasTeop 3a HHGY3Hd, PHaMupaHy TablleTKH WK NepopajiHa CyCIMEeH3Hs MoraT Jia ce
M3M0JI3BAT 34 [TEPBOHAYAIHO NeyeHHe. [TaleHTH, KOMTO ¢a 3ano4YHaH IeUeHHe ¢ NMapeHTEepaIHATA
¢opMa, MOTaT 1a MPEMHHAT Ha NepopasiHa (opMa, KOTATO TOBA € KJIIMHUYHO MOKa3aHo. B Takuea crnyyau
He e HeoOXOMMO aJlalTTHpaHe Ha JI03aTa, Thi KaTo JHMHE30IN UMa NepopaiHa SHOHATHYHOCT
npuommurenHo 100%.

Hpenopvyumenna 003uposxa v NDOOBANCUMERHOCM HA AEYEHUEINO NPU 8bIPACMHU.
ITpoabKHTENHOCTTA HA JIEYEHUETO 3aBUCH OT NIATOr€Ha, MACTOTO HA HHQEKIIHA H TeXXECTTa, KAKTO U OT
KJIMHUMHUSA OTTOBOP Ha MaLMEHTA.

CneaHHTEe NPENnOPBhKH 33 NPOARIKHATETHOCT Ha JICYECHHETO ¢e Da3upaT Ha Te3H, U3MNON3BaHH IPH
KJTHHAYHU W3NATBAHUA. BepoATHO Npu HAKOH BUAOBE HHPEKLUHMH € MOAXOIALL [O-KPATHK PEKHM Ha
JIeYECHHE, HO He € OUN OUEHABAH NPH KIHHAYHH U3MHTBAHUA.

MakcuMaaHaTa NpoAbJDKUTEHOCT Ha JiedeHUeTo € 28 aHH. be30nacHOCTTa M €(PeKTUBHOCTTA Ha
JIMHE30JIHI, NPHIAraH 3a NePHOAM, TIO-IBArH OT 28 AHK, HE ca YCTAaHOBEHH (BXK. Touka 4.4).

He ce npenoppyuBa yBeIHuaBaHe Ha 1032Ta WIH POXB/DKHMTETHOCTTA Ha JICUEHHETO NIPHU UHQEKLIMH,
CBBP3aHH ChC CHITETCTRALIA DaKTCPHEMHUS.

[IpenopryHTENHATA 1032 € €4HAKBA NPy UHPY3HOHHHA pa3TBOp U TabneTkuTe/rpaHyIuTe 3a NEepopaiHa
CYCIIEH3HA M € KAKTO CleABa:

Hudexunu J03HpOBKa IIpoABIKUTENHOCT Ha
JIEYEHHETO

HozokomMuanHa MHEeBMOHHUS 600 mg ABa MBTH 10-14 nocnenoBaTeNHU JHH
OHEBHO q

[THeBMOHMA, NpuooOHTa B 600 mg aBa mpTH 10-14 nocnexoBaTeaHu JHH

ob1ecTBOTO JHEBHO _

YcnoxHenu nHdexkuun Ha koxkata ¥ | 600 mg aBa meTH 10-14 mocnenoBaTesTHU IHU

MEKHTE ThKaHU OHEBHO

Ileduampuuna nonynayus




Hsma J0CTaThuHO JAHHH 3a 6e30racHOCTTa H €(PHKACHOCTTa Ha JIKHE30/IMA NIpH Aclla 1 roHoIH (< 18
rOJMHK), 3a Aa CE Mpernopbya A03UPOBKA (BXK. TOUKH 5.1 u 5.2). CnenoBaresiHO, AOKATO HAMA HANIMIHA
NOITBJIHKTE/IHHM IaHHH, YoTpe0aTa Ha IMHE30/IH/L B Ta3H BB3pacToBa Ipyra HE ¢C NpenopuLUBa.

IMayuenmu 8 cmapyecka 6b3pacm.
He ce wanara ajanTHpaHe Ha 103aTa.

Iayuermu ¢ 6v6peyna HeOOCMAMBYHOC:
He ce nanara afanTHpaHe Ha f03aTa (BXK. TO4KH 4.4 H 5.2).

Iayuenmu ¢ mesicka 6v6peuna nedocmamyvuHocm (m.e. Cler < 30 mi/min).

He ce Hanara aanTupaHe Ha go3ata. [lopaJi HEM3BECTHOTO KIMHMYHO 3HAUCHHE HA BUCOKATA
excro3uuma (2o 10 bTH) Ha ABATA OCHOBHH METabONMTa Ha IWHE3OIH TIPH NAHEHTH C Texka Op0peuHa
HEeNOCTATHYHOCT, TMHE30 i TpA0Ba A1a Ce NPHNara ChC CMelHaNHO BHUMAHUE MPH TE3H MALCHTH 1 camo
TOraBa, KOraTo oyaksaHaTa nosisa HaBHLIaBa TCOPETHYHHA PHCK.

Twii kaTo okonio 30% OT npHIoKeHaTa A034 IHHEC3OIHA C€ OTCTPaHABA 34 3 yaca NpH XeMOAHAIH3a, NpH
[aLMeHTH Ha AHanu3a TuHesonua Tpabsa na ce nmpuara ¢/iea npouelypara. QOcuosHuTe MeTabOUTH Ha
JIMHE30JIMA e OTCTPAHABAT A0 M3BECTHA CTEIEH YPE3 XEMOAUAIN3A. Benpeku TOBAa, KOHLISHTPALIMHTE Ha
Te3 MeTabOoIMTH ce 3ana3BaT 3HAYMTETHO NO-BHCOKH Clie] JHANKN3a, OTKOJIKOTO TE3H, HaOmonasasu npu
nalueHTH ¢ HopMaHa Ob0peuna QyHKLUMA WIH jieKa, 10 yMepeHa 6B0peuHa HeJOCTaThYHOCT.

C e OBATENHO, JTMHE3011I Tpa6Ba a ce H3NON3Ba ChC CIEUMANHO BHUMAHHE NPH NALHCHTH C TeXKa
650peuHa HEAOCTATHYHOCT HA AMATH3a H CaMO TOrasa, korato oYakeanara 1oJ13a HaABHILIABA

TEOPETHYHHA PHCK.

Jlocera HAMA ONMT C IPUNAraHe Ha AMHE30IM/ HA NAUHEHTH, NOAJIOKCHH HA NPOABLKUTEIHA
amOyNaTOpHA NEPHTOHEANHA INATIH3a (TTAIL) une aNTepHaTHBHO JIEYCHHE 32 Op0peuHa HEAOCTATHYHOCT
(pasnM4HO OT XeMO/IMANH32).

Hayuenmu ¢ 4epHOOPO6HA HEOOCMAMBYHOCT:

He ce Hanara aganTupaHe Ha fo3aTa. Bee mak nMa orpaHHUeHH KIHHHYHA IaHHH H CC npenopb4sa
IMHE30JMA 18 C€ H3MOJI3Ba IPH TAKHBA NALIMEHTH CAMO KOTaTo OJaKBaHaTa 1107133 HaBHIlIaBa
TEOpETHYHHA PUCK (BK. TOUKH 4.4 1 5.2).

Hauuu Ha IPUNOXKEHUE
HHTpaBeHO3HO MPUIOXKEHHE. Pa3TBOPHT 32 uHdy3Ha Tps6Ba Ja ce BbBEXIa 3a Nepuoa oT 30 no 120

MHHYTH.

4.3 IIpoTHBONOKA3AHHS

CBpBXUYBCTBHTENHOCT KbM aKTHUBHOTO BEIECTBO HJIM KBbM HAKOE OT MOMOILIHUTE BELICCTBA, n30poeHH B
TOuKa 6.1.

JIuHe30MMA He TpA6Ba [a ce H3NON3Ba MPH MaUMEHTH, KOWTO B3UMAT JICKAPCTBO, HHXHOHpaIo
MOHOAMUHOOKCHIa3HTe A Hid B (Hanp. deHensnH, H3okapOokcasui, CeNeruig, MOKII00EMH) HITH 110
JABE CeIMHLIM Clie]] MpuiaraHe Ha TaKoBa JICKapCTBO.

AKO HAMA BB3MOKHOCT 33 CTPHKTHO HaGNIOCHHE HA KPBBHOTO HANATAHS, IMHE30IH] HE TpsOBa Oa ce
npHNara MpH NALMEHTH ChC CAEAHHKTE NOTEKALIM KIHHHYHA CBCTORHHS UITH CbC CNIEAHATE TUIIOBE
CHITHTCTBALLO JieYeHHe:




- TIaUMEHTH ¢ HEKOHTPOIMPaHa XHNEPTOHHS, PEOXPOMOLIMTOM, KapUHHOH, THPEOTOKCHKO3a, O1nonspHa
menpecHs, IH30adeKTHBHO Pa3CTPOHCTBO, OCTPH CHCTOAHYS HA OOBPKBaHE.

- [MaupeHTH, MPHEMALIM HAKOE OT CJIeJHHTE JIeKapcTBa: MHXHOWTOPH HA 00OpaTHHA 3aXBAT HA CEPOTOHHHA
(BK. TOUKa 4.4), TPUUMKIHYHA AHTHICPECAHTH, CEPOTOHHH 5-HT) peenTopHH aroHUCTH (TpHUITraHH),
MPEKH M HENPEeKH CUMNATHKOMHMETHIHM (BKJI. aipeHeprHIHUTe OPOHXOAMITIATATOPH, nceproedeapUH U
(heHHNNPONAHONAaMHUH), Ba30NIPECHBHU CPEACTBA (HAMp. eMHHEePPHH, HopenuHedpUH), JONaMHHEPTHYHH
cpeacTBa (Hanp. RonaMuH, Jo6yTaMuH), NeTHAHH UM OYCITHPOH.

JIaHHUTE OT OMHTH C HHBOTHH MPEATIONAraT, Ye TMHE30 M H HEroBHTe MeTabOoJIMTH NPEMHHABAT B
MAYHHOTO MJIAKO H CIIEOBATEIHO KbPMEHETO Tpa0OBa Aa ce NpeKpaTH Nnpean 3arnovBaHe WiH 10 BpEME
Ha eYEHHETO C THHe30aH/ (BXK. TouKa 4.6).

4.4 CnenHaJHH npelynpekieHas H NpeAna3sHH MepKH HpPH ynorpeda

Muenocynpecus

[Ipn nauMeHTH, MpHeMaLy IMHE30AHA ce ChobLIaBa 3a MUEIOCYnpecHs (BIITIOUHTENHO aHEMMUA,
NIeBKONEHUA, MAHLUTONIeHUA H TpoMOouuTOonenus). B cny4yanTe, NpH KOKWTO Pe3yNTaTbT € H3BECTEH, NPH
peKpaTABaHe Ha MPHEMA HA JIHHE3OJIH, 3aCerHaTHTE XeMaTOJOTHYHY NIOKA3aTeNH C€ BPBLIAT KbM
CTOHMHOCTH OT NPeJM JISYEHHETO. PHCKBT OT TE3H €QEKTH, H3FIeXKIa € CBhp3aH C NMPOABIDKATEIHOCTTA Ha
neyenuero. ITpH NALMEHTH B CTapUecKa BB3PAcT, JAEKYBaHH C JIMHE30MM/, MOXeE 1a ce HabmoaBa
MOBUILIEH PHCK OT AUCKPa3us, CIIPAMO MO-MJaau MaiHeHTH. TpoMOOUMTONEHUA MOXKE 1a HAaCTbITH [10-
4eCTO MPH NALMEHTH C TexXKa OEOpevHa HEIOCTATBEYHOCT, HE3aBUCHMMO AAJIH Ca Ha JHAJIH3a WIH HE. [To
Ta3H NPUUMHA CE NPENOPHUBA BHUMATEIHO MOHUTOPUpaHe Ha Opos Ha KPBBHUTE KIICTKH NPH [TALHEHTH,
KOMTO:

HAMaTt aHaMHe3a 33 aHeMHS, TPaHyJIOLUTONEeHUA WIH TPOMOOLIMTONEHH, NPHEeMAT €IHOBPEMEHHO
JIeKapcTBa, KOMTO MOTaT Ja MOHIKAT HHBATA Ha XeMOrI006HHa, 1a MOTHCHAT OpOs Ha KPBBHHTE KIICTKH
WM [a TIOBNUSAT HeGIaronpHATHO Gpod wiK (yHKUMATa Ha TPOMOOLIMTHTE; UMAT TexXKa Op0peuHa
HEZOCTATHYHOCT; JIeKyBaT ce noeede ot 10-14 guu. IIpH Te3u nauueHTH THHE30MMA TPSOBA Aa ce npuiara
CaMO KOraTo € Bb3MOKHO BHUMATETHO MOHHTOPHpaHe Ha CTOMHOCTHTE Ha XeMorlofHHa, Opod Ha
KPBBHHTE KJIETKH U TPOMOOLIMTHTE.

AKO TIO BPEME Ha IEYEHHETO C JINHE3ONH C€ NOSBH CEPHO3HA MHENIOCYIPECHA, JIEYEHHETO TpsOBa Ja ce
[IPEKpaTH, OCBEH aKO MPOTBIDKABAHETO MY He € aGCOMIOTHO HANOKUTENIHO, KATO B TO3M cayyai Tpabpa
aKTHBHO Aa ce NpociieAssa OPOAT Ha KPbBHHTE KIETKH H [ C€ NMPUIOXKAT MOJXOALIN CTPATernH 3a
OBNAJsIBaAHE Ha CHCTOAHHUETO.

B momeyiHEHHE ce NPenopbyBa €KECEAMUYHO MOHHTOPHPAHE HA KPBbBHHUTE MMOKA3aTENH (BIKJI.
CTOMHOCTHTE Ha XeMOTIoGHHa, TPOMOOLHTHTE, o01LKA Gpoil Ha TEBKOLIMTUTE H AMGEPEHLHANHO OpOCHE)
MpH NAUMEHTH, NIPUEMALLH JIMHE30IUA, HE3aBHCHMO OT MbPBOHAYANHHSA OpOH KPBBHH KNETKH.

[Ipu npoy4eaHuATa, TP KOMTO JIMHE3OJM], € H3MONM3BaH 6/1ar0TBOPUTENIHO, KaTO NOC/IeHA
YKHBOTOCTACABAILA BB3MOXKHOCT, € HaOmoaasaHa 1o-BUCOKA YeCTOTa HA CEpHO3Ha aHEMHA MPH NALHCHTH,
MOMYYABATH IMHE3OIH/ MO-IBJIT0 OT MAKCHMATHO NPEenophyBaHaTa NPOABLKMTEAHOCT OT 28 HH. IIpH
T€3H NaLMEHTH MO-YECTO Ce Hanara KpbBONpEIrBaHe. B mocTMapkeTHHroBHA NEpHOA ce ¢hobliaga 3a
CJIyuad Ha aHEMHs, HANArauly KpbBONpeIHBaHe, KATO MoBeye ciyvau ce HabMoAaBaT NpH NaUMEHTH,
PHEMAIH JIHHE3OIH noBeye oT 28 AHu.

B nocTMapKeTHHIOBHA Nepyo ce choliana 3a ciydan Ha cuaepobaactHa aHemus. B ciyyanTe, npH
KOWTO Havaj0TO Ha peakuuaTa € OHI0 H3BECTHO, MOBEUETO MANHEHTH Ca IMPUEeMaITH JIMHE30JTH/ 32 N0BeUe




ot 28 nuu. [ToBeyeTo MauMeHTH ca ce B3CTAaHOBH/IM HAITBIIHO WIH YaCTUYHO CNS[ NPEeKpaTigBaHe Ha
npyYeMa Ha IMHEe30/IM], ChC WIH Oe3 JieueHHe Ha aHeMHUATA.

Hucnponopyus Ha CMbPMHOCMMA NO 8PEMe KA KIUHUYHO USnUmMeane npu nayuesmu ¢ I'pam-
NONOXNCUMENHYU KDBBHYU UHPEKYUY, C6bP3IARYU C NOCMABAHE HA Kamemuvp.

Ha6monapaHa e noBUILIEHa CMBPTHOCT NPH MALIMeHTH, JIEKYBaHH C JINHE30JH B KOMOHHALMSA C
BAHKOMHKLIMH/ THIKJIOKCALIMIUH/OKCAlM/IMH B OTBOPEHO NPOYYBAKE NMPH TEXKKO OONHH NALHMEHTH C
BBLTPECHIOBH, KATETHP-CBbp3aHu uHpexunH [78/363 (21,5%) cnpamo 58/363 (16,0%)]. OCHOBHHAT
haKTOp, MOBIHABALL CMBPTHOCTTA € H3XOAHOTO CHCTOSHUE Ha I'paM-TIO/IOKHTEHATE HHPEKLNA.
CMBPTHOCTTA € 61iia CXOAHA NIPH NAUMEHTH ¢ HH(EKUHH, TPUMHHEHH H3LIUIO OT I'paM-TIOI0KHTETHH
MUKpOOpranu3MH (koeduumeHT Ha puck 0,96; 95% unrepsan Ha nosepue: 0,58-1,59) Ho e Ouna
3HAYHTENHO no-BHCOKa (p=0,0162) npu rpynara, n1eKyBaHa ¢ JIHHE30IH, MMPH KOATO HMa APYT NaTorex
Uiy He e HabmoaBan maToreH B Hayanoto (koepHLUMEHT Ha puck 2,48; 95% HHTepBan Ha AOBEpHE:
1,38-4,46). Hali-ronemusT auc6anauc ce e noydw Mo BpeMe Ha JICUCHHETO W B pAMKHTE Ha 7 THHU Clie]
npeKpaTABaHe NpHeMa Ha NPOYYBAHOTO JiekapcTeo. [loBeueTo nauyeHTH OT rpynara, noryyasana
NIMHE30H, ca NpUaoOKHIH [paM-OTPHUATEIHH MAaTOrSHH N0 BpEMe Ha NPOYYBAHETO U €2 NOYHHANH OT
"paM-OTPULIATEIHH NATOrEHH U MOAUMHKPOOHanHK HHdexumy. Clea0BaTeNHO NP HHPEKLMA Ha KOXKaTa
H MEKUTE ThKaHH, NHHE30aHI TpabBa a ce npuara camo MpH NaudeHTH ¢ H3BECTHA WIH BB3MOXKHa KO-
HH(pEKLMA ¢ [ paM-0TpHUaTeNHH MUKPOOPraHH3MH, aKO HAMA aNTepHAaTHBHH BB3MOXKHOCTH 32 JICUCHHE
(pk. Touka 4.1). IIpu Te3u o6cTosTencTea Tpa6a Aa 6pA€ 3aMOYHATO €AHOBPEMEHHO JICYEHHE CPELILY
I'paM-OTpHIIATETHHTE MHKPOOPTraHH3MM.

Tuapus u xonum, cevp3anu ¢ anmubuomuyu.
IIMapus U KOHT, CBBP3aHH C MPHEM Ha AHTHOHOTHLIM, BIJTIOUHTETHO NCEBAOMEMOPAHO3EH KOMKT H

nuapus, cesp3ana ¢ Clostridium difficile, ce cpobiaBar BeB BpB3Ka ¢ ynorpedara Ha NoYTH BCHYKH
aHTHOHOTHIM, BKIIOYMTE/THO JTHHE30NI B MOTaT ia BApHpAT OT JieKa AHapHA 0 (QaTalleH KOJIUT.
CniefOBATEHO € BOXHO Aa Ce MMa MpeaBU/ Ta3H JMarHo3a NpU NalueHTH, NPOABABAILY CCPHO3HA THAPHA
1O BPEME HA HWITH Clie] H3MON3BAHETO Ha IUHE30NHA. B cyuait Ha nojo3peHHe WM MOTBBPXKICHHE 32
AHTHOMOTHYHO-CBBP3aHH AMAPHS MITH KONKT, TpAGBa Ja ce IPeKPaTH JCYECHUETO C aHTHOAKTepHAITHH
areHTH, BKIIOMHTEITHO JIMHE30/HA H BeHara Aa 6b4e MpeAnpHeTo NOAXOAALIO AcyeHHe. B To3u cnyyan
ca NPOTHBOTIOKA3aHH JIEKapCTBa, HHXHOHpAlK NePHCTANTTHKATA,

Jlaxmamna ayuoosa

[Ipu ynotpe6a Ha ntMHe30NKMA ce chroOUIaBa 3a JaKTaTHA auuaosa. [lauueHTH, pa3sBMBallH NPH3HALH H
CUMITTOMH Ha METa0OJTHTHA alK034a, BIIIIOYUTEIHO MPEXOAHO rajeHe U NoBpbllaHe, abNOMHHAIHA
60NKA, HUCKA CTOMHOCT Ha 6MKapGOHATH WIIH XMITePBEHTHIALMA TIPH MPHEM Ha JIHHE301u], TpAdBa
BeAHara fa OpJaT mperfieaHy OT JAeKap. AKO HACTBITH JIAKTATHA alliA03a, NOJN3UTE OT NNPOAL/KAaBaHe Ha
Ne4eHHeTo ¢ IHHe30au Tpatea aa 6par npelcHeHH CIIpAMO MOTEHLHAIHHTE PUCKOBE.

Mumoxonopuannua oucynxyus
JuHesonux uHxuGUpa GerrbuHHsA CHHTE3 B MHTOXOHApUKTe. B pesyaTar Ha ToBa HHXHOMpane Morar Ja

ce NMOMyyYaT HexeNaHH PeaklMK KaTo JIAKTaTHa auMA03a, aHEMHS U HEBPONIATHs (OYHA M MepUQepHa); Te3n
cBOHTHA ca [0-4Y€CTH, KOTATO JICKAPCTBOTO C¢ NpHara no-Asaro ot 28 JHH.

CepomoHur06 CUROPOM

MMa cioHTaHHH CHOOIEHHS 38 CEPOTOHHMHOB CUHAPOM, CBBP3aH ¢ €AHOBPEMEHHO MpHIAaraHe Ha
JIMHE30JH] € CepOTOHHHEPTHYHH CPEACTBA, BINTIOUMUTEIHO aHTHAESIIPECAHTH KaTO CeNIeKTHBHH
uHxubuTopu Ha 06paTHHA 3axBaT Ha cepoToHuHa (SSRI) v onuonau (Bxre pasaen 4.5). [lopaau Toea
€/IHOBPEMEHHOTO MMPHIATraHE HA JIMHE3ONHU M CEPOTOHHHEPTHYHU CPE/ICTBA € IMPOTHBOMNOKA3aHO (BiK.
Touka 4.3), OCBEH B CIyYauTe, KOTaTo € eQHHCTBEHA BEIMOXKHOCT. B Tesn ciyyan nanveHTHTe TpabBa Aa
ce HaOI0AaBaT BHUMATEJTHO 38 MPU3HALM U CHMITTOMH Ha CEPOTOHHHOB CHHAPOM KaTO KOTHHUTHBHA




NHCHYHKLMA, XHNepnupeKcHa, Xxuneppeduekcnua 1 3aryba Ha KOOpAHHALHUA, AKO C€ MOABAT TAKMBA
NMpU3HALK H CHMIITOMH, JiekapuTe TpAOBa Aa 00CHAAT NpEKpAaTABAHE [TPHEMA HA €/IUH OT J1BAaTa WK Ha
IBATA MPOJYKTA; aKO Ce IPeKPaTH NPHEMEBT Ha CEPOTOHUHEPrUYHKA POAYKT, MOXKe Ja ce MOABAT
CHMITTOMH Ha OTHEMaHe.

Iepugepna u ouna nesponamus

[Ipy naLMeHTH, ieKyBaHH ¢ AHHE30AH ce ChoOLIaBa 3a neprdepHa HEBPONaTHs, KaKToO H 38 OYHa
HEBpPOMATHA ¥ OYCH HEBPHT, MOHAKOra NPOrpecUpallld aa 3aryba Ha 3peHHeTo. Te3u JaHHHU ca MOIy4eHH
rJIABHO MPH MalMEeHTH, KOWTO Ca MPHEMAITH JIHHE3O0IHUA 32 NTOBEYE OT MAKCHMAITHO NpenopbyaHuTe 28

AHH.

Bcuuku nauneHTH TPpAOBa 4a ObAaT CHBETBAHH Aa ChOOLIABAT 38 CUMITTOMH HA 3PHTEJIHO YBpEXKAaHe,
KaTO MPOMEHH B 3PHUTE/THATA OCTPOTA, UBETHOTO 3PEHHE WITH 3aMBITICHO 3pEHHE WX HApYLWICHUS B
3pUTENHOTO nojie. B TakuBa ciyuau € HeobxoanMa Obp3a oneHKa ¥ NPH Hy»KIa — KOHCY/TTalys ¢
odTamMonor. AKO HAKOH rnaurdeHTH nprueMmar Jlunesonua I[ondapma noseue OT npenopbruaHUTe 28 AHY,
3pUTEIHHTE UM QyHKUHMH TpAOBa Aa ce nmpoc/ieasBaT BHUMATEITHO,

[Ipu nosBa Ha nepudepHa HIH OYHA HEBPOIIATHA CICIBA A€ CE NPELEHAT NOTCHLHANHUTE PUCKOBE, Npean
npoab/LKaBaHe Ha jieueHuero ¢ Jlmnezonua Iondapma.

[IpH maUHEeHTH, KOMTO NMPHEMAT WK HACKOPO ca MpHeMald JIEKapCTBa Cpely MUKODAKTEepHH 32 IeUeHHE
Ha TyOepKyno3a, MOXKe Ja ChIIeCTBYBa MOBHUILEH PUCK OT MOABA HA HEBPONATHH.

I'spyoge
CrpobuiaBa ce 3a nosBa Ha I'bpPYOBE NPU NALMEHTH, IEKYBaHH ¢ JIHHe30mua. [Ipu noseyeTo oT Te3H ciayyau

ce cro0U1aBa 32 aHAMHeE3a 33 MbPUYOBE HIH HaJHYHE HA pUCKOBH (PaKTOPH 34 MOABA Ha I'bPUOBE.
[Taimenture TpabBa na 6baaT NOCHBETBAHM Aa HHGOPMHUpPAT JieKaps CH, aKO UMaT aHaMHe3a 3a I'bPYOBE.

Monoamunooxcuoasnu unxubumopu

JInHe30mHy, € oOpaTHM, HeceNeKTHBeH HHXHOHUTOP Ha MoHoaMHHooKenaasaTta (MAO-uHxuOKTOD);
BBIIPEKH TOBA NMPH I03HM, MTPHWIaraHd 3a aHTHOAKTEPHaNTHO JIEYECHHE, TOH HE OKA3Ba aHTHAENPECHBEH
edexT. JIaHHUTE MO OTHOILIEHHME Ha JICKAPCTBEHH B3aUMOJEHCTBHA M 6€30MaCHOCT Ha JIHHE30/IN,
NpUiiaraH Ha NMalHeHTH ¢ NoAexao 3abongpaHe W/ WIH €IHOBPEMEHHA Teparus, KOATO MOXe Aa I'y
noIoku Ha puck oT MAO-unxubupane ca MHoro orpasnuyieHy. [lo Ta3u npyuMHa, npuiaraHero Ha
JIMHE30MUA NPU TakuBa 0OCTOATENCTBA HE C€ NPENOPbLYBA, OCBEH aKO € Bb3MOXXHO BHHMATEAHO
MOHHTOPHPAHE Ha MAUHEHTHUTE (BXK. TOYKH 4.3 u 4.5).

Ynompeba c xpanu, 6o2amu na mupamun
[TanuenTuTe TpabBa a 6bAAT CHBETBAHH Ad HE KOHCYMHPAT I'OJEMH KOJIMYECTBA XpaHHu, Oorat Ha

TUpaMHUH (BXK. TO4Ka 4.5).

Cynepunexyuu

E¢eKTsT Ha TEYEHHETO C IMHE30/IU BBPXY HOpMAITHATa (p/Iopa HE € OLIEHABAHO MO BPEME Ha KITHHHYHH
MpOy4BaHHUA.

Ynorpebara Ha aHTHONOTHLIM MOXKE MOHAKOra 1a I0BEAE 0 CBPBXPa3BHTHE HA HEWYBCTBHUTEIHH
MHKpoopraHusMi. Hanpumep, okono 3% o1 nauMeHTHTe, NPHEMALLH NPENOPBUHTENHHTE HO3H
JIMHE30/TH/, ¢a MPOABHIH JIeKapCTBEHO-00YC/IOBCHA KAHOMW O34 MO BPEeMe HAa KITHHHUYHHTE HU3MHTBAHHUA.
HeobxoauMo e Aa ce npeanpueMar NOAXOAALIM MEPKH IMPH N0ABa HA CYNEPHHPEKLHA 110 BpEME Ha
JICYEHUETO.

Cneyuannu nonyrayuu




JIunesonua TpaOBa Aa ce MPHIAra cbe CiELHATHO BHUMaHKE MPH NMaLMeHTH ¢ TeXKa ObOpeyHa
HENOCTATHYHOCT H CAMO B CAYUaHTe, KOraTO O4aKBAHATA MOJI3a NPEBB3X0KAA TEOPETHHHUA PHCK (BXK.

TOYKH 4.2 U 3.2).

[IpunaraHeTo Ha IMHE30MMA MPH NMAUHEHTH € TEXKKa YEpPHOAPOOHA HEAOCTATHYHOCT C€ NMpPENOPHLUBa CaMo,
KOraTO OYaKBaHATAa M0JI3a NPEBL3X0XKA TeOPETUYHNA pucK (Bx. ToukH 4.2 1 5.2).

Knunuunu uznumearus
BesonacHocTTa H epeKTHBHOCTTA Ha JIHHE3ONK, MPUNaraH 3a nNepuo, No-AuJer OT 28 IHH, HE Ca

YCTAHOBEHHM.

KoHTponvpaHHTe KIMHHUYHH H3MUTBAHKA HE Ca BKIIOUBANM NMAUKEHTH ¢ 14abeTHH JIe3UH Ha CTHIIAJIOTO,
NeKyOUTYC, ICXEMHYHH JIE3HH, TEXKKH H3TapsIHHUA WK radrpeHa. [1o tasu npuurHa OMUTHT OT ynoTpebarta
Ha JIMHE30JTHA ITPH Te3H ChCTOAHHA € OrPaHHYEH,

HHomownu eewgecmsa

To3u nexkapcrBeH mpoAYKT chabpka 45,67 mg/ml (t.e. 13,702 g/300 ml) rmokosa. Tosa Tpsa6ra aa ce nma
npeaBUA IIPH MALHEHTH CBC 3axapeH guaber.

To3u nekapcTBeH npoayKT cbabpka 113 mg Hatpuii B 300 ml or npoaykTa, eKBUBaIeHTHH Ha 5,65% oOT
NpenopbLYMTENHHA MAKCHMAJIEH JHEBEeH IIPHEM OT 2 g HATPHii 3a Be3pacTeH. Koan4ecTBOTO HaTpHid
TpaOBa aa ce HMa NpeABH NPH NaUHEHTH Ha KOHTPOJIMpaHa HATPHEBA AHETA.

Bcesako kosmMuecTBO HAaTpHii B pa3TBOpHTENA TpAOBA Aa ce HMa MPEABHA NPH NpecMsITaHe Ha OOLLOTO
ChIbpXKaHHE HAa HATPHI B FOTOBHA pa3TBOP (BX. TOUYKA 6.6).

3a no-noapoOHa HHpopMaLKA 38 ChABPKAHHETO Ha HATPUH B pa3TBOPUTEIIS, OTHECETE Ce N0
npoayKToBata HHGOpMAaLIMA, IPEJOCTABEHA OT MPOU3BOAMTENS MY .

4.5 BsammopeiicTBHe C APYIH JEKAPCTBEHH NPOAYKTH H APYTH (JOPMH HA B3aEMOJEHCTBHE

Monoamunooxcudasnu unxubumopu

JIune3onun e oGpaTHM, HeceJIEeKTUBEH HHXHOUTOp Ha MOHOaMHHooKcHaa3aTa (MAQO-unxuburop). ima
MHOTI'O OrpP@HHUYEHH JaHHH OT NPOYYBAHHSA 34 JICKAPCTBCHH B3aHMOICHCTBUA U 38 O€30MacrOCTTa Ha
JIMHE30HI, KOraTO C€ Npuiara Ha [auUeHTH CBC ChITBTCTBALIUM JIEKapCTBa, KOMTO MOraT f1a M H3JIOKAT
Ha puck oT MAO-uaxubupane. I1o Tasu npuumMHa, NpHIAraHeTo Ha JIMHE3ONNT [IPH TAKUBA
00CTOATEICTBA HE € NPENOPHUBA, OCBEH KO € BB3MOMXKHO CTPUKTHO MOHHTOPHPaHEe Ha NMALMEHTHTE (BXK.
ToukH 4.3 u 4.4).

ITomenyuanuu g3aumooeucmeus, 600ewu 00 NOGUWABAHE HA KPBEHOMO HANA2AHE.

[Ipu 3apaBy HOPMOTEH3IHBHU AOOPOBONLUH JTHHE3OIH NOTEHUMPAa MOBULIABAHETO Ha KPBBHOTO HaNAraHe,
NnpeaAu3BHKaHO OT ncesaoedeaprH M geHunnponaHonamMuH xuapoxiopua. IIpueMsT Ha nHHE30AKA
3aeqHO ¢ neeBaoedenpyH U GeHUNNPONAHONAMHH XHAPOXJIOPHA NPEAU3BHKBA CPEAHO [IOBUILABAHE Ha
CHCTOJIHOTO KPBBHO HajaraHe oT nopsaska Ha 30-40 mmHg, B cpasHenue ¢ 11-15 mmHg nosuuieHue,
MpH CAMOCTOATENCH NPUEM Ha JHHe30mua, 14-18 mmHg npu camocTosTeneH npueM Ha ncesaoeeapHH H
deHuanponaHonamMuH 4 8-11 mmHg npu nnaue6o. ITono6uu npoyusaHKg He ca OWITH NPOBEXAAHH €
XHNEPTEH3UBHH NauveHTH. IIpenopbunTenHO € JO3HTE Ha JIEKapCcTBa ¢ Ba3ONPECHBHO NEHCTBUE, BKIL.
NONMaMHHEpPruyHH areHTH, Ja c€ TUTPUpAT BHHMATEHO [0 NOCTHraHe Ha XKeJIaHUA pe3yTaT, Koraro ce
npuaarat €AHOBPEMEHHO C JIMHE30IU.

Homenyuannu cepomonunepzuun 63auMo0eUcCmens
[ToreHIMANHOTO NEKAPCTBEHO B3aUMOLEHCTBHE ¢ AEKCTPOMETOPhAH € U3CNeIBaHO IPH 30PpaBH
aobposonun. [Ipunarau e nekctpomeropdad (aee no3u no 20 mg Ha 4 yaca HHTEPBAT) CBC MK De3




nanesonua, He ca HabnionaBaHu epeKTH Ha CEPOTOHHHOB CHHIAPOM (00OBpKBaHe, ACTHPUYM,
6e3noKOKCTBO, TPEMOP, 3a4YepBsaBaHe, Auadope3a, XHIICPIUPEKCHA) NTPH H3CNeABaHE Ha 3/IpaBH JIMLA,
npuUeMailuM JTUHEe30IU] U AEKCTPOMETOPPaH.

[TocTMapKeTKHIOB OMMT: HMA €HO ChOOLUEHHE 3a MALMEHT ¢ edeKTH, NOAOOHH Ha CEPOTOHUHOB
CUHAPOM, N0 BpEME Ha MPHEM Ha JTHHE3OJIHA H JEKCTPOMETOp(daH, KOHWTO Ca H34E3HaNH CJICA CITHPaHe Ha

IBETE JIEKapCTBa.

[To BpemMe Ha KIHHHYHATA yNoTpeba Ha NHHE30H CBC CEPOTOHHHEPTHYHH CPECTBA, BKITHUHTENHO
AHTHIENPECAHTH KATO CEJICKTUBHH HHXUOUTOPH Ha 0OpaTHHA 3aXBaT Ha cepoToHHHa (SSRI) u onmnonan
ca cpOOLIIaBaHH CTy4aH Ha CEpOTOHHHOB CHHApOM. [lopanH ToBa €AHOBPEMEHHOTO NpUiaraHe Ha
JIHHE30/IHA H CEPOTOHHHEPrHYHM CPECTRBA € NPOTHBONOKAa3aHO (BXK. TO4Ka 4.3), OCBEH B CTyJauTe,
KOT'aTO € AHHCTBEHA BB3MOXKHOCT M €2 OITUCAHH B TOukKa 4.4,

Vnompeba ¢ xpanu, 602amu Ha Mupamun

He ¢ Ha6moAaBaH CHIISCTBEH NPECOPEH OTrOBOP IPH JIMLA, NpUEMAallly 3a€JHO JIMHE30U H IMO-MaNKO OT
100 mg TupamuH. ToBa npeanonara, ye € HeoOXOJUMO EMHCTBEHO Ja ce U30ArBa NpUEeMaHeTo Ha rojleMu
KOIMYECTBA XPaHH H HAMMUTKH C BUCOKO ChAbPXKAHHE HA THPAMHH. (Hamp. 3pafio CUpeHe, eKCTPAKTH OT
APOXAH, HEJECTHIHPAHN ATKOXOMHH HAIUTKH U (hepMEHTHPAIY COEBH NPOMYKTH KaTo COEB COC).

Jlexapcmea, memabonusuparu om yumoxpom P450

JIuHezonun He ce MeTaGonu3upa 3HauuMo ot P450 (CYP) eHsuMHaTa cHCTeMa M He MHXMOMpPa HUKOS OT
KTHHHUHO3HaYuMHuTe YoBeltkd CYP n3odopmu (1A2, 2C9, 2C19, 2D6, 2E1, 3A4). CxoaHo, NTMHE30MIUA
ne HHAYLHpa P450 n3oen3umuTe npu rbxose. CnenosarenHo He ce ovakBat CYP450-nHayLMpaHH
NEKapCTBEHH B3aUMOACHCTBHA C JIHHE30MK.

Pugamnuyun

EdexrsT Ha pudaMITHUMH BEpXY PapMaKOKHHETHKATa Ha IHHE30/IMA € NpoyyYeHa NipH 16 3npaBH MEBKE —
NOGPOBOILM, HA KOMTO € NPHIaraH TuHesonus 600 mg ABa MbTH JHEBHO 3a 2,5 IHH CBC WK 6e3
pudbamnuumH 600 mg BeAHEK AHEBHO, 3a 8§ AHH. PHdaMmuLuH MOHWKaBA Cmax 1 AUC Ha THHE30JIHA
cpeaHo ¢ 21% [90% CI, 15, 27] n cvotBeTHO ¢ 32% [90% CI, 27, 37]. MexaHH3MBT Ha TOBa

B3aHMOAEHCTBHE H KIIMHUYHOTO MY 3HAUCHHE HE ¢a H3BECTHH.

Bapgapurn

[Tpu BrIrOUBaHE Ha BapdapyH MO BpEME Ha PaBHOBECHO CHCTOAHHE MPH JICUSHHE C JIMHE30HA ©
nabmopaaeaHo 10% Hamanssase Ha cpefHaTa MakcuManda INR npu eqHoBpeMeHHO npHeMaHe ¢ 5%
namanseane Ha AUC INR. Uma HeocTaThyHO JAHHHU NPH NALUMEeHTH, MpHeMany BapdapuH H JTHHE30/IU],

3a J1a C€ OLIEHH KIMHHYHATA 3HAYHMOCT, 8KO HMa TaKaBa.
4.6 DbpemMeHHOCT, KbpMeHe H QEepPTHIHTET

bpeMeHHOCT

Hsama AocTaThYHO MOAXOAAIIM JAHHM 34 H3MO0JI3BAHETO HA JIHHE30IMA MPpH OpeMeHHH XkeHH. [IpoyuBanus
MPHU KHBOTHH €& MOKA3aJIH PErPOAYKTHBHA TOKCHYHOCT (BX. TOUKA 5.3). ChlIeCTByBa NOTCHLHAIEH PHUCK
NpH XOpa.

JIuneszonua He TpAOBa Ja ce npHeMa no speMe Ha OPEeMEHHOCT, OCBEH aKO H3PHYHO HE Ce Hajara, T.€.
CcaMO KOTaTo Bb3MOXKHATA M10/13a HAABHIIABA TCOPETHYHHA PHCK.

KspMeHe




JIaHHM OPH )XHBOTHH AaBaT OCHOBAHHE Jla C€ CMSATA, Y€ JIMHE30/IHA H HErOBUTE MEeTabOIUTH MoraT Aa
NPeMHHABAT B MaiiYHHOTO MIIAKO U CbOTBETHO KbPMEHETO CiieaBa aa Objae CIpAHO Mpead ¥ N0 BpeEME Ha
NpHEMA.

QepTUINTET
[Tpu npoyyuBaHHA Y >KMBOTHH JIMHE30/IM NPHUHHABA peAyKUHA Ha peprwinTeTa (BXK. TOUKa J5.3).

He e u3BeCTHO, JaNy Te3H IaHHU CE€ OTHACHAT 3a (pepTUIHTETa NMPH XOpa.

4.7 Edexkrnr Bppxy cnocofHocTTA 32 opHpane n pabora ¢ MAIIHHH

[TamentuTe TpsAGBa Aa ca NpeAyNpEeaCHH 3a MOTEHUMANAHHA PHCK OT BHEHE HA CBAT WIH MMOsSBA Ha
CHMIITOMH Ha 3PMTEJIHO HapylueHHe (BxkK. TOUKH 4.4 1 4.8), noxaro npHeMaT NMHE30NKHA H clieaABa Ja
6baaT MOCHLBETBAHHM A4 He wodupar 1 fa He paboTAT ¢ MAIlIHHK, aKO C€ MOABH HAKOH OT ONHCAHHTE

CHMITTOMM,
4.8 HexenaHnu JeKapcTBeHH PeaAKIAH

Ha Ttabauuara no-gony ca H30poeHH HEKEAAHH JIEKAPCTBEHH PeaKkLiH, C YeCTOTa B3 OCHOBA Ha BCHYKH
JAHHH OT KJIMHUYHM NPOYYBaHHs, C BKIloYeHH nopede or 2 000 BB3pacTHH NalUEeHTH, KOUTO Ca

MOJYYHIIH NIPENOPBYUTETHATE AO3U JIMHE3ONHA 33 NepHoa 10 28 OHH.

Haii-uecture noxnansanu peaxuuu ca Ounu auapus (8,4%), rnasoSonue (6,5%), ragene (6,3%) n
nospuiiaHe (4,0%).

Haii-yecTo chobliaBaHHTE HEXKENTaHH peaKUHH, CBbP3aHu C IPEKbCBaHEe Ha JIEYUEHHETO ca OMin
rnapo0one, AHapHs, raaeHe H noppbiane. Oxono 3% oT NauMeHTHTE Ca NPEKBCHATH JIEYEHHETO NOopanH
MosgBa Ha HEXENAHK PeaKLiH, CBbP3aHH C JIEKApCTBOTO.

He>xenauu peakiiiu oT NOCTMAPKETHHIOBHA OMUT €a BKIIOUEHH JOMBJIHUATENHO B TabMHuaTa B
KaTeropuaTa ,,C HeH3BeCTHA YecToTa™, Thif KaTo ACHCTBUTCIHATA YECTOTA HE MOXKE 1 C€ OTPENENH OT

HAJIHYHHUTC JaAHHH.

CneaMure HeXeJIaHH peaKilM MO BpeMe Ha JieueHHe C JIMHe30au]] ca HabnogaBaHy CbC CileiHaTa
yecToTa: MHOro uecTH (>1/10); yectn (>1/100 no <1/10); reuectu (=1/1 000 no <1/100); peaxu
(=1/10 000 oo <1/1 000); muaoro peaku (<1/10 00Q); ¢ Hen3zBecTHa yecToTa (YECTOTATE HE MOXE J1a C€
ONpPEeReH OT HATHYHHTE JaHHH).

r -
CrcreMo- Yectn HeuecTH Peaxn MHuoro C HeH3BecTHa
opraHed xaac |(21/100 xo | (=1/1,000 no (=1/10,000 no peAKH 4¢CTOTA
<1/10) <1/100) <1/1,000) (<1/10,000) |(uecroTaTa He
MOKE A ce
onpeaenH oT
| HATHIHHTE
NAHHH)
Hudexnn n Kanpunnosa, | BarMHut AHTHOHOTHHHO-
HH}ecTALIHH opasiHa Npeau3BUKaH
KaHAM034, KOJTUT, BKJL ‘
BarvHaJIHa ncesRomMeMOpaHo -
KaHaUno34a, 3eH KOJINT ¥




HapymenHs HA
YXOTO H
JaGHpHHATA

CHcTreMo- YecTn HevecTn 1Pua,[:ml Mnoro C HeuiBecTHA
opranes knac | (21/100 po | (=1/1,000 no (=1/10,000 no PeAKH YecToTa
<1/10) <1/100) <1/1,000) (<1/10,000) | (vecToraTa He
MOKe 1A ce
OnpeaenH oT
HAJIAYHHTE
JAHHH)
reOHUHH
HHOEKLMH
- - 4 - ~ | - +
Hapymenns Ha | Anemusn*' | nesxonenua®, MaHuuToneHua™* MHeocyTipecus ™
KPHBOHOCHATA HEYTPOIEHHS, cuaepobnacTHa
CHCTEMA H | rpombouuTone- | aHeMHA*
aambarta HUA®,
_I €03MHOPHIUA R
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CHCTeMa
— — — — — L !
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XPAHERETO
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HAPYIIEHHA
Hapymenus Ha | rnaso6onue, | rspyose®, CEPOTOHHHOB
HCPBHATA NMPOMSAHA Ha | XHIIOECTE3HA, CHHApPOM™* ¥,
CHCTEMA BKycCa napectesus nepudepHa
(MeTanen | ; HeBponaTHa*
BK}"C), ; !
3aMalBaHE
- | L -
Hapymenns Ha 3aMbIIEHO HapyLIEHHA B O4YHa
OMHTE 3peHHe™* 3PHTEITHOTO HeBponaTusa®,
nose* OuYeH HeBpHTY,
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IIBETHOTO 3peHHe™*
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Cacremo- | Yectn HeuecTh Peakn Muoro C HeH3BEeCTHA
oprames Kkjac {(21/100 no | (=1/1,000 oo (=1/10,000 no peaKH qeCTOTA
<1/10) | <1/100) 1 <1/1,000) (<1/10,000) | (uecToTaTa He
| MOMKe Ja ce
onpenesiH oT
HAJAYHATE
AaHHH)
CbaoBH XUNEPTOHUA | NPEXOAHH I—
HApYIIEeHAS HCXEeMHYHH
araxy, guebur,
TpoMOodneduT
Cromamuo- | Auapu, | NAHKPEAaTHT, [MOBBbPXHOCTHO
YpeBHH rajieHe, FacTpHT, ofe3lBeTaABaHe |
HAPYIHCHHS MOBPBUIAHE, | NOAYyBaHE Ha Ha 3p0uTe
| Tokanu3upa § croMaxa, CyxoTa
Ha WK B YCTATAa, IVIOCHT,
ofma peaKy
KOpEMHA  ( H3MPaKHEHHH,
00JIKa, CTOMATHT,
3anex, obeslpeTABaHE
OUCTIENICHA | WIH HapylIeHHe
4 Ha ¢3HKa
XenaroOuanap |NpOMEHH B Tnoaumeﬁ o011
BH Hapyllenns |tecropere |OmnupyOHH
3a
| vepHOZPOOH
a QyHKUMA;
MOBHIUCHH
AJIAT, | J
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{ afKaHa '

) docdarasa ’ - l - 1 !
Hapymenns Ha |IPYPHUTYC, | ypTUKapHs, h63,/J1¢:):?.1-m
K0KaTa H obpus NEPMATHT, HapyLICHHH,
NOAKOKHATA nuagopesa noaoOHU Ha
ThKAH CHHIAPOM Ha

Stevens-Johnson u
TOKCH4YHA
enuAcpMaIHa
HEKPOJIH3a,
AHTCHOEIEM,
| anoneums
i S I .
Hapymenns B2 | MOBHIIEHH | ObOpeuna
OpOpenHTe H | CTOHHOCTH |HEAOCTATHUHOCT,
NHKOYHHATE Ha ypes B MOBHUICH
NLTHINA KpbBTa KpeaTHHHUH,
[OJIHYPHA




IHeqecTH

o

MmHuoro

CucremMo- YecTn Peakn C HeH3BECTHA
opranen kjaac | (21/100 no {(21/1,000 no (21/10,000 no peaxH JecToTA
<1/10) <1/100) <1/1,000) | (<1/10,000) |(q2ecToTaTa He
| MOXe 1a ce
onpeaead OT
HAJHYHHTE
NAHHH)
Hapymiends Ha BYJIBOBArHHATHH
penpoayKTHBH HapylUICHUA
ATA CHCTEMA H
rEpAMTE | L _
O0mH Bucoka | TPBITKH, yMOpa,
HApYIIeHHS B |TeMnepary- |0onka Ha MACTOTO
edpexTH HA pa, Ha HHXCKTHpPaHE,
MACTOTO HA JOKAIH3Hpa | MOBHILIEHA XKAA
npujokeHae |(Ha Gonka
Hacaeapanan | Xumuuyny | XUMHYHA
MOKA3aTEAH | IOKA3aTeNH
[Topumenu |IlosumeHH
JUIX, HaTpHUH HUITH
KpEeaTUHUH- } Kanuui. h
KHHa3a, ITonuxkeHa
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aMusasa XpaHeHe).
WIH [IoBHIIEHH WU
rJK0KO3a HaMaJICHM
(cnen XJIOPHUAHM.
XpaHeHe);
MOHKHKEHH
o011
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HATPHUH HIH
KaJIL{UH;
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HYHH [TosuiieH OpoH
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[ToBulIeH |noOHIKeH Opoit
Opoii HEYTpODHIIH.
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Cucremo- YecTH ]HE‘IECTII Peaknu MHoro C HeH3BecCcTHA

oprame¢s kaac | (=1/100 no | (21/1,000 no | (=1/10,000 xo peIKn J€CTOTA
<1/10) <1/100) <1/1,000) (<1/10,000) | (qecToTaTa He
MOJKe 4 ce

onpeaeJH OT
HAJTHAYHHATE
AAHHH)

€O3HHODHN
U. [lonnxen
XeMOTJI00HH
| 3
XE€MaTOKPHT
WK Opoii
Ha
YEpBEHHUTE | {
KPBBHH

| KJIETKH.
IlosuiieH
| HIIH
NOHKWXKEH |
Opoi
TPOMOOLIMT
M Wiy Oenu
KpPbBHH
KJIETKH.

* Binkre Touxa 4.4,
** Buoxre Toukn 4.3 u 4.5
T Bwukre no-aony

CrieqHHTE HEXENAHH PEaKLIMK KbM JIMHE3OQJIH] ca OTOENA3aHH KATO CEPHO3HH B AMHUYHH CITYYau:
nokanu3rpaHa abgoMuHaiHa 60ska, NPeXOAHH HCXEMHUYHH aTaKH W XHIEPTOHHS,

¥B xoHTpOnMpaHH KIMHUYHY MPOYYBAHHA, B KOMTO JIMHE30WA € rmpuiaraH ao 28 nuu, 2,0% ot
MalUeHTHTe ca chobmunu 3a asemus. [Ipu ynorpeba B 6;1aroTBOpHTENIHH NPOrPAMY NIPH TTALIMEHTH C
’KHBOTO3aCTpaluaBallly HHGEKIHH ¥ MOUIeXKalNY ChITLTCTRAIIM 3a00/11BaH s, MPOLEHTHT NAUHEHTH,
KOHTO Ca Pa3BHJIM AHEMHSA, TOKATO Ca NOMy4YaBaiy JIMHHE30Iu 3a <28 1tHu € 61 2,5% (33/1326) B
cpaBHeHHe ¢ 12,3% (53/430), koraro ca nekyBanu >28 quy. CHLOTHOLISHHETO Ha CITy4auTe, ChobLIaBalM
JI€KapCTBEHO3aBHCHMA TEXKKAa aHEMHA H H3HCKBALM KPLBONPENUBaHe, € 0110 9% (3/33) npu nauueHTH

neKyBaHu <28 nuu H 15% (8/53) npu Te3u, nexyBaHu >28 qHM.

[lennaTpuyHa monyaaius
HanHuTe 32 0€30MacHOCT OT KIIHHUYHHTE MPOyYBaHHA, BKIIOUBALIH nmosede oT S00 neauarpuysu

MalHeHTH (OT HOBOPOAEHH 10 17-roAMIIHK) He MOKAa3BaT Pa3fiMKH B poduaa Ha 6e30nacHoOCT Ha
JIHHE30/IHA NPH NEAUATPUYHH NALMEHTH H ITPH BB3PACTHH.

Crobliasate Ha NOAO3MPAHH HEXETAHH DEeaKLIMU

C100uiaBaHeTo Ha MOJO3IHPAHH HEXENTAHH PeaKlHHU Cliell paspelaBaHe 3a ynoTpeta Ha NeKapCTBEHHS
NPOAYKT € BaKHO. ToBa No3BONIABA Ja MTPOABIDKH HaOMIONEHHETO Ha CHOTHOIIEHHETO ON3a/pUcK 3a




NeKapCTBEHMA NPOoAyKT. OT MeOHLIMHCKHTE CIIELMATUCTH Ce H3NCKBa Ja ChoOLIABAT BCAKA MTOJO3HpaHa

HEXKeraHa peakLya upe3

M3 mpIHKTENHA areHiHa 10 JieKapeTBara yAa. ,,JlaMsaH ['pyes” Ne 8
1303 Codus

Ten.: +35 928903417

yeOcalit: www.bda.bg

4.9 Ilpenoznpane
He e w3secTeH cneLndpHYeH aHTUOOT.

He ca orfena3BaHu ciiyuyad Ha rpeao3upaHe. Benpeku ToBa, HHGOpMauysTa NO-A0AY MOXKE Aa €& OKaxkKe
M0JIE3HA.

[TpernopbuBa ce NOAABLPAKALIO JICYEHHE, €AHOBPEMEHHO C NOAXBPKAHE Ha TTIOMEPYJIHa QUATpaLA.
[Mputnusurento 30% ot go3ara THHE3OMH CE OTCTPAHABA 3a 3 Yaca XeMOAHaIH3a, HO HAMa JIaHHH 33
OTCTPaHABAHE HA JIMHE3ONH Hpe3 NMePHUTOHEeaTHA JHATH3a HIH XeMonepdy3us. [lpaTa OCHOBHH
MeTa0O0THTH Ha JIHHE30JIH ChLUO ¢ OTCTPaHABAT A0 U3BECTHA CTEMEH Ype3 XeMOoAran3a.

CHUMITTOMH H4 TOKCHYHOCT IIPH IUTHXOBE CNE NpiUiaraHe Ha ao3u auHesonua ot 3000 mg/kg/nHeBHo ca
HaMaJleHa aKkTHBHOCT WJIH aTaKCHs, A0KATO MPH Kyuera, TpeTupaHH ¢ fo3a 2000 mg/kg/auesHo ce
HaOMoAaBaT MOBPBLUAHE H TPEMOP.

5. OAPMAKOJIOTHYHH CBOUCTBA

5.1 DapmMakoAHHAMHYHM CBOHCTBA
dapMaKoTepaneBTHYHA rpyna: Apyrd antubakTepuannu cpeacrea. ATC xoa: J 01 X X 08

Obuiu ceolicmea

JIuHE30NHA € CHHTETHYEH aHTHOAKTepUaAIeH areHT, KOWTO NpHHAaLIeNH KbM HOB KJ1aC aHTUMHKpPOOHH
CpeACTBA — OKCa30MHAHNHOHH. Tol uMa in vifro akTHBHOCT cripaMo acpoOHH I'paM-nIoNOKHTENHY
GakTepHH W aHaepoOHH MHKpOOpraHu3Mu. JInHe3onHa ceneKTHBHO HHXHOHpa OaKkTepHanHusa NMPOTEHHOB
CHHTE3 Upe3 YHHKAIEH MeXaHH3bM Ha aelicTere. Toli ce cBbp3Ba cnieliMHYHO ¢ MACTO B OakTepHalHaTa
prbo3oma (23S Ha 508 cyGenunniiata) ¥ Bp3npensTcTBa o6pasysaHero Ha 708 HHALMATOPEH KOMILIEKC,
KOHTO € OCHOBEH KOMITOHEHT B MpoLeca Ha TPaHCIaLHsl.

In vitro noctanrubuotTunuat edekr (ITAE) na nuHe3onun 3a Staphylococcus aureus € npubAN3UTENHO
2 yaca. [Ip4 U3MepBaHe B )XMBOTHHCKH Moaeny, in vivo ITAE e 6uw1 csoTBeTHO 3,6 U 3,9 aca 3a
Staphylococcus aureus v Streptococcus pneumoniae. 11py npoyusaHHs ¢ XKHBOTHH KJTFOYOBUAT
dbapMakoJUHAMHYEH NMapaMeTsp 32 eHUKAcCHOCT € OWIT BpEMETO, 32 KOETO IUTa3MEHOTO HHBO Ha
JIMHE30/IM] HaABUINABA MMHUMANHATa HHXHOHpala koHueHTpauus (MHK) 3a ungexkuno3Hus MaTore .

I'panuunu cmoiinocmu
['paHUYHHTE CTOWHOCTH 33 MUHMMaNHaTa HHXHOupaia koHueHTpauus (MHUK), yreppaenn ot
Esponeiickusa KOMHTET 3a TecTBaHe Ha aHTUMHKpoOGuanHara (EUCAST) 3a cTapHI0KOKH H €HTEPOKOKH

ca uyBCTBUTENHM <4 mg/L u pe3ucreHTHU >4 mg/L. 3a cTpenrokoku (BKIHOUHTENHO S. preumoniae)
rpaHHYHUTe cTOMHOCTYU ca <2 mg/L u pe3rcreHTHH >4 mg/L.




He-eunoBo capp3anute rpaunyusy croifHocTu 3a (MUK) ca uyscTBUuTeHH <2 mg/L ¥ pe3sHCTEHTHH
> 4 mg/L. He-BMAOBO CBBP3aHHUTE IrPaHUYHH CTOHHOCTH Ca ONPEAEAAHH IJIaBHO HA OCHOBATA Ha JaHHHUTE

PK/PD u ca He3aBUCHMH OT pasnpeaenennero Ha MUK Ha cneunguinure pugose. Te ca 3a ynorpeba
CaMo MpPH OPraHU3MH, 3a KOHTO HE ca JaJieHH cneuMpUYHHd rpaHHYHH CTOHHOCTH M HE Ca NMOAXOALIH 32

BHAOBETE, KbJETO HE CC MMPENOPBYBA TCCTBAHE 3a4 HYBCTBHTCJIHOCT.

Hyscmeumennocm
YecTOTaTa Ha PE3UCTEHTHOCT MOXKE J1a BaApHpa B PA3/IHYHH reorpapcki palioHH M BbB BPEMETO 32
OTIENHHUTE LIAMOBE H € JKEJIATE/IHO Jia ¢e B3eMAT NpeABH JIOKATHU AAHHHU 3a PE3HCTEHTHOCT, OCOOEHO

MpH JeUeHHEe Ha TEXKKH HHPeKuMH. AKO € HeobxoaumMo TpabBa Ja ce NOTHPCH EKCNEPTEH ChBET, KOTaTo
JIOKanHara npeofnaaBaiia pe3HCTEHTHOCT € TaKaBa, 4e NoJ3aTa OT JIEKAPCTBOTO NOHE 33 HAKOH THIIOBE

HMH(}EKLHH € 110/ BBITPOC.

Kareropus

UyBCTBHTENIHH OPraHH3MHU
I'pam-nonoxuTeIHH aepodn:
Enterococcus faecalis
Enterococcus faecium*
Staphylococcus aureus*
Koaryna3za-HeraTHBHH CTaHJIOKOKH
Streptococcus agalactiae™*
Streptococcus pneumoniae™*
Streptococcus pyogenes*

Group C cTpenTOKOKH

Group G CTpenTOKOKH
I'pamM-moI0KHTEIHH anaepobn:
Clostridium perfringens
Peptostreptococcus anaerobius
Peptostreptococcus species

Pe3HCcTEHTHU QpPrauv3MHy
Haemophilus influenzae
Moraxella catarrhalis
Neisseria species

Enterobacteriaceae
Pseudomonas species

*K1HHWYHATA €PUKACHOCT € JIEMOHCTPHPaHa 32 YyBCTBHTEJIHH W30JIaTH NPH OA0OPEHH KIHHUYHU
H3NUTBAHHA.

BonpekH ye JTHHE30MKA TIOKA3Ba M3BECTHA in vitro aktuBHOCT cpewty Legionella, Chlamydia pneumoniae
u Mycoplasma pneumoniae, HiMa JOCTaTb4YHO AAHHM, 32 /14 CE IOKAXKE KIHHHYHA €(DHUKACHOCT.

Pezucmenmuocm

KpbcTocaHa pe3ucTeHTHOCT

MexaHu3MBT Ha JeHCTBHE HA JIMHE3OIHU CE pa3/iiyaBa OT TO3H Ha ApYruTe Kiacose aHTHOMOTHUM. [n
Vitro NpOy4BaHUATA ¢ KJIMHHYHM U30/1aTH (BKJI, METHUWITHH-PE3UCTEHTHH CTAQHIOKOKH, BAHKOMULIKH-
PEe3HCTEHTHH EHTEPOKOKH M MEHHLIWIHH- U €PUTPOMHULIMH-PEIUCTCHTHH CTPENTOKOKH ) NOKA3BAaT, Y€
JIUHE30MUA OOUKHOBEHO € aKTUBEH CPELLy OPraHH3MH, KOHTO ¢a PE3HCTEHTHH KbM €IMH WIH MOBEYE OT
ApPYrHTe KJI1aCOBE€ aHTUMHKPOOHH CpeACTBa.




Pe3HCTEHTHOCTTA KbM JIMHE30/IHI € CBhp3aHa ¢ ToukoBa MyTauua B 23S pPHK.

KaxTo € onucaHo H ¢ Apyryd aHTHOHOTHLH, H3TION3BaHH IIPH NAUKMEHTH, NPH KOKTO TPY.AHO W/WIH 32
NPOAB/DKHTEIHO BpeMe Ce JIEKYBAT, ce Habnioaasa pa3Ko crajaHe Ha YyBCTBHTEIHOCTTA KbM JIMHHE3OIH]I,
Pe3UCTCHTHOCT KbM JIMHE30IMA € ChobluaBaHa NpY €HTEPOKOKH, Staphylococcus aureus W KoaryJiasa-
HEraTUBHH CTa(pHIOKOKH. TakHBa ce CBBP3BAT OCHOBHO C MPOAB/DKHTE/ICH KYPC Ha JIeYEeHHE U
NPUCHCTBUE HA NPOTE3HH UMIUIAHTH WM HeApeHHpaHH abcutecH, Koraro B GonHMIIA C& YCTAHOBAT
MHKPOOPTaHU3MH, PE3UCTEHTHH Ha aHTUOMOTULIH, € BXKHO Aa ce HabyierHe Ha MOJIMTHKA Ha KOHTPOJI Ha

HH]EKLHATA.

Hughopmayus om KIUBUYHE URUMEBAHUR
ITpoyuBanus npH neayaTpuyHa MOMyJIALHUA:

B otBopeHo npoyusaHe epukacHocTTa Ha imHe30H ] (10 mg/kg q8h) e cpasHeHa ¢ BankoMuIH (10

- 15 mg/kg q6 - 24h) npu neyenne Ha HHOEKLMH, THDKALM Ce Ha TOZO3UPAHH WM JokasaHu I pam-
TOJIOXHTEIIHH NMATONeHH (BIUIIOYUTETHO HO30KOMHAITHA THEBMOHHSA, YCIIOXKHEHH KOXHHU U KOKHO-
CTPYKTYPHH HHQEKLHH, CBBP3aHa C KaTeThp 6akrepHeMus, 6akrepHeMust ¢ HEH3BECTEH MPOH3XOJ K
ApyTH WHGEKLMH), IPY JeLid Ha Bb3PACT OT HOBOpoAeHH A0 11 roavuu. CTeneHHTe Ha KIIMBRUYHO
H3IeKyBaHe NMpH HabiroaBaHuTe Nomyaauuu ca 6unu 89,3% (134/150) u 84,5% (60/71) croTBeTHO 3a
JAWHE30MA H BaHKOMHULUH (95%ClI: -4,9; 14,6).

5.2 PapMaKOKHHECTHYHH CBO#icTBA

Jlunesonug IlondapMa craAbLPKA rNaBHO (S)-THHE3ONHA, KOHTO € GHONOrMYHO aKTHBEH H MeTabonuavpa
IO HEAKTHBHH ACPHBATH.

Abcopbyus

JlnHesonun ce pesopOupa 6bp30 ¥ HAITBIIHO Cliel NepopaleH npieM. MakcHMaHaTa Ia3sMeHa
KOHLIEHTPALIMA ce JOCTHTa A0 2 Yaca cien npHema. AGComoTHaTa nepopania OHOHATHYHOCT Ha
NHHE30H ] (Cie] NEpOpaTHO HIH HHTPABEHO3HO MPUIIOKEHHE NPH KPhCTOCAHO NPOYUBAHE) € MBJIHA
(mpudausurento 100%). A6copbumsara He ce BIHAE YyBCTBUTENHO OT NIPUEM Ha XpaHa H abcopbLyaTa Ha
nepopajiHaTa CyCNeH3Ha € CXO/HA Ha Ta3H Ha QUIMHpPaHHTe TabaeTKH.

[Inasmenunte Crax ¥ Crin Ha THHEE30H] (CpeaHa v [SD]) npH paBHOBECHO CHCTOAHHE Cite[] HHTPABEHO3HO
npunarane Ha 600 mg ABa MBTH AHEBHO Ca onpeaeaeHH cboTBeTHO Ha 15,1 [2,5] mg/l u 3,68 [2,68] mg/l.

B npyro uscnensane cnen nepopaneH npuem Ha 600 mg nBa MbTH AHEBHO A0 PaBHOBECHO CHCTOAHHE Crax
H Cmin Ca ONIpeieNieHH choTBeTHO Ha 21,2 [5,8] mg/l u 6,15 [2,94] mg/]. PaBHOBECHOTO CBCTOAHHE €
AOCTHUTHATO A0 BTOPHs NECH Ha JO3HPAHETO.

Pasnpedenenue

OO0eMBT Ha pa3npesieIeHHe NPH paBHOBECHO CBCTOSHHE JOCTHIa CPEAHO A0 0Koo 40-50 nmuTpa npu
3ApaBU BH3PACTHH HHAHBHAM H ce NMpHOMIkaea 10 o6eMa Ha o6IIOTO BOAHO ChABPXKAHHE HA OPraHH3Ma.,
Cebp3BaHeTO C IU1a3MEHKTE MPOTEHHH € OKOJIO 31% M He 3aBHCH OT KOHLEHTPALIHATA.

CrieA MHOTOKPATEH NPUEM Ha THHE30IHI, KOHUEHTPALHMTE ¢a OTIpeAeNIaHE B Pa3THYHHA TEYHOCTH, B3€TH
OT orpaHHyeH 6poit n1uua, npy npoyusaHusa ¢ A06poBonuH. CHOTHOLIEHHETO Ha JIMHE30 M B CIIFOHKATA U
B MOTTa CnpaMo mia3Mara e CrorBeTHO 1,2:1,0 1 0,55:1,0. CroTHOLIEHHETO 32 MOKpHUBAILIATA EMUTENA
TEYHOCT U ANBEOJIaPHHUTE KIIETKH B Oenure apobose e choTeeTHO 4,5:1,0 1 0,15:1,0, uaMepeHo npu Cmax
B paBHOBECHO CHCTOAHHE. B Manko npoyysaHe NpH NaUMEHTH C BEHTPUKY/IO-NIEPHTOHEATTHH LIBYEE




OCHOBHO HEBB3IAJICHH MEHHHIH, ChOTHOLWEHHETO Ha JIMHE30JIH]] B rphOHAYHO-MO3BYHATAE TEYHOCT
cnpsAMO ruia3marta Npu Cuax € 0,7:1,0 ciep MHOrokpaTeH npueM Ha JTHHE3OMH,

buompancgopmayun

JIuHesonua ce Merabonu3upa OCHOBHO Ype3 OKUCIABaHE Ha MOPQOIMHOBHA NPLCTEH, KOETO BOAM [JIABHO
no oOpa3yBaHe Ha IBa HCAKTHBHH JepHBaTa Ha KApOOKCHIOBATA KMCEJIMHA C OTBOPEH NPBCTEH -
@MHHOETOKCHALIETHIOBO KHCEeTHHEH MeTabouT (PNU-142300) 1 XMAPOKCHETHITTHLIMHOB MeTa00NUT
(PNU-142586). XuapoxcHeTunrmuunHOBHAT Metabonut (PNU-142586) e npeobnaaapatuat metabonut
NPH 40BEKa H ce MpHEMa, 4e ce 00pa3yBa upe3 HEEHIUMEH NpoLieC. AMHHOETOKCHALIETUIIOBO
KHCETHHHHUAT MeTabonuT (PNU-142300) e B no-Manko xoau4ecTBo. AMa onmucaHH M OpyrH Manik,
HeaKTHBHH MeTaboJIHTH.

Enumunupane

[1pu manueHTH ¢ HopManHa 6b0peyHa QYHKIMSA WIH JieKa A0 yMepeHa 6p6peuHa Hea0CTATHYHOCT,
JIMHE30JIUA Ce €KCKPEeTHpA IVIABHO MPH YCIOBHA Ha PaBHOBECHO CHCTOSHHE upe3 YpHHaTa kato PNU-
142586 (40%), HerpomeHeno nekapeTso (30%) 1 PNU-142300 (10%). dakTHYecKkH HE ¢ OTKpHBA
HECIMPOMCHEH JIMHE30/1M ] B H3NPaXKHEHHATA, NOKaTO 0ko10 6% u 3% oT BeAKa 1034 Ce OTKPHBAT
¢bOTBETHO KaTo PNU-142586 1 PNU-142300. EnUMHHALMOHHHUSAT NOTY>KHBOT Ha JTMHE30IH] € OKOJIO 5-7
qaca.

HeObp0peuHnaT KIHpBHC BB31H3a NPUOIH3HTENHO Ha 65% OT 01K KTHPBHC Ha JTUHe301ua. Maka
CTENEH Ha HEJIHHEHHOCT ce HabMoaaBa B KIIMPBHCa MPH YBEJIHYEHHE Ha AO3HUTE HA IUHe30aua. Topa
M3IJIEXKIa Ce ABDKH HA NO-HUCHK OBOpeueH H HeOBLOpeUeH KIHMPBHC NpH NO-BHCOKH KOHLIEHTPAUHH Ha
NHHE30KA. Benpexn ToBa pa3nukara B KIHPHHCA € MaJika M He Ce OTpa3fBa BBPXY BHIMMMS
€THMHHAUMOHEH NOJTYKHBOT.

Cneyuannu nonyrayuu

[1anmeHTH ¢ OB0peUHa HEAOCTATHYHOCT

Cnea eanokpatiu 103u ot 600 mg uMa 7-8 mbTH yBeNHYEHHE B EKCMO3HLIMATA Ha ABaTa MeTaboNnuTa
JIHHE30MHJ B IU1a3MAaTa NMPH NaUHeHTH ¢ Op0peuHa HEAOCTATHYHOCT (T.€. KPEaTHHHHOB KJIHPBHHC

<30 ml/min). Bonpeku ToBa He ce Habmonasa yBennuenue Ha AUC Ha H3XOQHOTO NekapcTBo. Bhrpeks
Y€ MMA U3BECTHO OTCTPAHABAHE HA OCHOBHUTE METAO0OIUTH HA JIMHE30MHA Ype3 XeMOJHATHU3A,
[U1a3MEHKTE HUBA Ha MeTaboHTHTE ClieR eAHOKpaTHa A03a oT 600 mg ocTapaT 3HAYUTENHO NO-BHCOKH
CJIeA Ananu3a, B CpaBHEHHE ¢ Te3H, HaO/IIo0aBaHH NPH NAUHEHTH ¢ HOpMalHa Ob0peuHa QyHKIMS Wnu
neka a0 ymepeHa 6sbpedna HeZocTaThYHOCT.

ITpu 24 nauyeHTH ¢ TeXKa OBOpeyHa HenOCTATBYHOCT, 21 OT KOHTO Ha PENOBHA XEMOAUATH3A, IMKORHTE
[U1a3MEHH KOHLCHTPALIMM Ha ABaTa raBH{ MeTabo/nTa ciel HEKONMKOAHEBEH NpueM ¢a okono 10 nbTu
M10-BUCOKH OT Te3H, HabJloAaBaHM NpH NauMeHTH ¢ HopManHa Os0peuHa GyHKUMA HIH Jieka 10 yMEpeHa

61p06peyHa HepocTaTEUHOCT.
KinuHuyHaTa 3HaUMMOCT Ha Te3d HabMOACHHA HE € YCTAHOBEHA, ThH KATO MOHACTOAINEM Ca HAJHIIE CAMO
OrpaHUYEHH JaHHH 3a Oe30macHoCT (BXK. ToukH 4.2 H 4.4).

[NanyeHTH ¢ YepHOApPoOHA HEAOCTATHYHOCT
OrpaHH4YeHH AaHHH co4art, 4e hapMaKOKHHETHKATa Ha nuuesonua, PNU-142300 u PNU-142586 He ce

MPOMEHAT MPH MALMEHTH C JieKa A0 yMepeHa YepHoaApoOHa HepocTaTeuHOCT (T.€. Child-Pugh knac A wim
B). ®apMaKOKHHETHKAT2 Ha JIMHE3OIUA [PH NALKUEHTH C TeXKA YEPHOAPOOHA HEAOCTATHYHOCT (T.€.
Child-Pugh xnac C) He e ouenaBaHa. Brnpexu ToBa He ce 0uaKBa HAPYLUEHUATA B YEPHOAPOOHATA
(PYHKIMA A3 NOBIMAAT 3HAUHTENHO MeTaboIH3Ma Ha IMHE3ONH, Thil KaTo Tol ce MeTabonn3npa upes
HeeH3HMEH rpoLeC (BXK. TOUKH 4.2 U 4.4).




IlenuaTputina nonynaums (< 18 roaunu)

Hama nocraTsyuHO AaHHH 3a 6e3onacHocTTa K epeKTUBHOCTTa Ha IMHE3ONHA NPH ella M IOHOUIH

(< 18 roayHH) M CIIEXOBATENHO IIPUIOKEHHETO Ha JIMHE30JIM B Ta3H Bb3pacTOBa I'Pyria He €
NpenopBUYMTEIHO (BXK. TouKa 4.2). HeoOxonuMu ca QOITB/IHHTEIHY NIPOYYBaHM, 34 Ja C€ YCTaHOBAT
NpenopuKy 3a 6e30nacHa ¥ eeKTHBHA JO3UpoBKa. [IpoyuBanudaTa BEpXy PapMakOKHHETUKATA MOKA3BAT,
ye Ciel €THOKPATeH ¥ MHOFOKPAaTeH npueM npH aena (1 ceamuua a0 12-roguiuHN), KIMPBHCHT HA
auHesonua (Ha 6asara Ha KwiorpaM TeECHO Tero) € NO-BUCOK NpU NeAHATPHYHHTE NAlHEeHTH,
OTKOJKOTO IMPH BB3PaCTHH, HO HAMANIIBA ¢ YBE/IMYaBaHe Ha BB3PACTTA.

ITpu peua ot 1 ceamuna oo 12 rogunu npuwraradeTo Ha 10 mg/kg Becexn 8 yaca AHEBHO NoKasBa
eKCMOo3HLHA, MoA00Ha Ha Ta3H, KoATo ¢e noctura ¢ 600 mg ABa MbTH AHEBHO IMPH BH3PACTHH.

[Tpn HOBOpPOAEHH Ha BB3pacT A0 | ceaMHIa, CHCTEMHUAT KIMPEHC Ha iuHe3onu (bazupaHo Ha kg
TENECHO TErJI0) Ce NMOBHIDaBa Obp30 Mpe3 ITBpBaTa CEAMHLIA OT XKHUBOTA. 3aTOBa KbpMayeTa, MoTyvaBallH
10 mg/kg Bceku 8 yaca ZHEBHO, LIE UMAT Hal-BUCOKA CHCTEMHA €KCIIO3HIIMA HAa MbPBUS ACH OT
paxaaHeTo. BrIlpeky TOBa He C€ OuYaKBa PEKOMEPHA KyMyJ1auusa [pH Ta3H CXeMa Ha JO3UPaHe 110 BpeMe
Ha ITbpBaTa CEAMHLA OT )KHBOTA , ThH KATO KIIMPBHCHT C€ NMOBHLIaBa 6P30 NMpe3 TO3H NEPHOR.

[Tpu ronown (12 a0 17 ronunm), papMaKOKHHETHKATA Ha JIMHE30JIMA € CXOJHA ¢ Ta3H IIPH Rb3PAacTHH MpH
no3a 600 mg. 3arosa roHowM, npreMaiiy 600 mg Ha Bcexku 12 yaca JHEBHO, L€ UMAT CHILATA
eKCMO3MIIUA, KaTO Ta3H, HabmoxaBaHa NpH BB3PACTHH, NPUEMALIH ChLIATA 1034,

[Tpn neanaTpUIHK NALMEHTH ¢ BEHTPHKYIONEPATOHEA/ICH LITbHT, HA KOKMTO € MpHaaraH JIWHE30JIH

10 mg/kg Ha 12 unu 8 yaca, ce HaONKOAABAT pa3NUYHH KOHLIGHTPALlMH Ha JIMHE30IU ] B
uepedpocnuHanHata reunocT (CSF) kakro cnen egHoxpatHa, Taka W el MHOrOKPaTHH AO3H IMHE30IH,.
TepaneRTHUHHUTE KOHLIEHTPAUMH HE Ce MMOCTUraT H noaasp:kat TpaHo B CSF. [lopagu ToBa, ynotpebara
Ha JIHHE30JIHJ, 34 EMITHPHYHO JIEYCHHE HA NEAMATPAYHH NALHCHTH ¢ UH(EKLIMA Ha LEHTPANIHATA HEPBHO
CHCTEMA HE CE NMpernophyiBa.

[TallMEeHTH B CTApPYECKA BH3PaAcT
PapMaKOKMHETHKATA Ha JIMHE30JU/ HE C€ TTPOMEHA 3HAUMTENHO NPH NALMEHTH B CTap4ecka BB3pacT Ha
65 roqUHH U MoBeye.

[IalilHEeHTH OT JKEHCKH MO
JKeHure UMaT MATKO No-MalTEK O0EM Ha pasNpeAcAEHHE OT MBXKETE H CPEIHHAT KIHPBHC CC HAaMallfABa C

okono 20% npu KOpHrHpaHe CIIPAMO TellecHaTa Maca. [1nasmMeHuTe KOHLUEHTPALMH ca MO-BHCOKY ITPH
KCHHUTE H TOBA MOXKE YaCTHYHO Ja CE€ OTHAAC Ha Pa3IMKHUTE B TEJIECHOTO Terno. Bee nak cpeaAHHAT
NOTYKHBOT HA JIMHE30/IH]] HE C€ pa3yIiyaBa 3HAYHTENHO TIPH XKEHH U MBXE U He ¢ OYAKBA I1a3MESHUTE
KOHLIEHTPAaLWH MPH )KE¢HHTE A C€ NMOBHIIAT 3HAYHMO Hall T€3H ¢ JOKa3aHa MOHOCHMOCT H, CJIEAOBAaTEMHO
HE € HeoOXOOUMO aJanTHpPaHe Ha 034aTa.

53 IIpeaxknuEHYRE JaRHH 32 6e3o0nacHOCT

JInHe30/1Ha HaMansgBa QEPTIIIHTETA H PENPOAYKTHBHATA CNIOCOOHOCT NPH MBXKKH MTHbXOBE NPH HUBA Ha
eKCMO3HNLHUA, MPUOIH3ATENHO PABHM HA TE3H, OYaKBaHHU NMPH Xopa. [Ipu noaoBo 3penn )KHBOTHH TE3H
edexT ca oOpaTiMH. BENpeKH TOBA NPH MIIAJH XXHBOTHH, TPETHPAHHU ¢ JIMHE3OIH Npe3 MOUTH LETHA
[IepHO/ Ha TIOJIOBO Ch3pABaHe, TE3H ePEeKTH He ca u3desHanu. Orbensasanu ca abHopMHa Mopdoiorus Ha
criepMaTa B TECTUCHTE Ha 3PeiM MBIKKH IUTBXOBE M XHNEPIUIa3UA Ha €MUTE/IHA KIETKH B HaJCeMEHHHUKA.
JInHe30/IU BEPOSTHO MOBIMABA CH3PABAHETO HA CIIEPMATO30MANTE MPH ILTbXoBeTe. JJobapsaHeTo Ha

TECTOCTEPOH HE MOBMUABA MEAMUPAHUTE OT JIMHE30NMUI ePeKTH BEpXY peprunurera. Ilpn ky




TpEeTHPaHH B IPOABDKCHHE HA €JHH MECELL, HE € nHabmopapana xuneprpod s Ha HAACEMEHHHKA, BBIPCKH
Je MPOMEHHTE B TEIJIOTO Ha MPOCTATaTa, TECTHCHTE H HAACCMEHHHKaA Ca O BUAHMHU.

WUacrieBaHUATA 38 PENPOLYKTHBHA TOKCHYHOCT [IPH MULIKH M ILTbXOBE HE AaBAT I0KA3aTC/ICTRA 34
TepaToreHeH edekT NPH HMBA HA EKCIO3ULIMA CHOTBETHO 4 I'LTH MO-BUCOKH WJIH paBHM Ha T€3H, OUAKBaHH
npH xopa. ChlKTe KOHIEHTPALHH Ha JIMHE30JHA Ca MOKa3aii TOKCHYHOCT BBPXY MaMKaTa NPy MHULIKHA U
ca CBBP3aHH ¢ TIOBUIIEHA eMOPHOHAIHA CMEPTHOCT, BKIIOYHTENIHO saryfa Ha UioTO NOKOJICHUe,
HAMASBAHe Ha TeJleCHAaTa Maca Ha [U10/a H H30CTPAHE Ha HOPMATHATa FCHETHHA MPEIUCTIOZHLIASL KbM
CTepHAJHW TIPOMEHH B TIOKOJICHHETO Ha MHILKHUTE. [IpH ruibxoBe ce orbena3sa ciafa TOKCHYHOCT TIpH
MaiikaTa Npy €KCMO3ULMH, MO-HHCKH OT O4AaKBaHWTE KIHHHYHH TaKHBA. 3aGena3pa ce neka eranHa
TOKCHYHOCT, H3Pa3eHa KaTO HaManeHo TerIo Ha 1710/, NOHIDKEHA ocy(HKaLKA Ha IPbRHATA KOCT,
HAMAJICHA BEPOSTHOCT 3a OLIENABAHE HA MAIKHUTE U JICKO 3aKBECHEHHE B Ch3PABAHETO. IIpu yudTocBaHe
CHIIHTE TE3H MAJIKH MOKa3BaT 0GpaTHMO A0303aBHCHMO YBEIHYEHHE Ha NPEeNMILIaHTallHOHHHATA 3aryfa,
ChC CHOTBETHO HaManaeaHe Ha deprunurera. [Ipy 3aiuu peayliMpaHo TE/IECHO TEIJIO HA deTyca ce
NoJTyyaBa caMo TPH HATHYHE HA TOKCHYHOCT 32 MaHKara (KNMHHYHH CUMITTOMH, Py UMPaHO TEJIECHO
TErJio, H3pa3xoBaHe Ha XpaHa) NpH HUCKH HHBA Ha CKCTIO3HULINA 0,06 NETH B CpaBHEHHE C OYaKBaHaTa
ekcrno3uiMA npH xopa, 6asuparo Ha AUC. M3BecTHO €, 4e TO3H BHA ¢ HyBCTBUTE/ICH KbM aHTHOMOTHLIH.

JIMHE30MU ¥ HerOBUTE META0OIHTH Ce EKCKPETHPAT B MIAKOTO HAa KbpMEIIH ILTHXOBC H HabmopaBaHUTE
KOHLIGHTPALIMH Ca IMO-BUCOKH OT Te3H B MaH4YHHATA M1a3ma.

JIMHE30MH PeU3BHKBA 0GpaTHMa MHENTOCYTIPECHA NPH IUTBXOBE M KyHCTa.

Ipu nBXOBE, HA KOWTO € MpHJiarai nepopaiHo JTHHE30H/ B NPOAB/DKEHHE Ha 6 Mecella, € HabnioxasaHa
HeoOpaTHMa MUHMMANHA [0 JIeKa AKCOHAIHA NereHepaLyd Ha CXHATyCOBHS HEPB HPH 0034

80 mg/kg/AHEeBHO; ChiaTa aKCOHATHA ICFEHEPALIUA € HabmoaaBada Mnpy MBbXK, NMPHEMalll Ta3H 4034 10
BpeMeE Ha ME&KIWHHA HCBPOCKONHUA Ha 3-HA Mecell. 3a Aa ce NonyvaT J0oKa3aTeICTBa 33 AercHepaLua Ha
3pUTE/IHNS HEPB, € HanpaBeHa OLIEHKA Ha nepdy3uoHHO-(pHKCHpaHK ThKaHH. Ciien 6 Meceua
NPUIOKEHHE, NPH ABa OT 3 MBKKH ILTHXA € Ouya BHOHAa MHHHMAaJIHA IO YMEpEHa JCr¢HepalHi Ha
3PUTEIHHUSA HEPB , HO IMPEKTHATA BPB3Ka C JICKAPCTBOTO € 6xna HeyOeanTeNHa, NOPaH OCTPHS XapaKTep
Ha HaXONKATA ¥ HECUMETPHYHOTO i pasnpeaencHue. Habnionasanarta lereHepaLlia Ha 3pUTEAHUA HOPE ©
Guia MHKPOCKOTICKH CPaBHHMA CBC CIIOHTaHHATa JereHepalis Ha 3pUTC/THHA HEPB, croblapaHa npy
BB3PACTHH IUTbXOBE H MOJKe J1a TIPeCTaBIABa H30CTPAHE HAa H3MEHCHHUE OT o011 XapaKkTep.

[TpenKIMHHYHHTE JaHHH, 6a3HpaHy Ha OOLIONPHETHTE METOAHN 33 H3CICIBAHE Ha TOKCHIHOUT NpH
MHOTFOKpaTeH NPHEM H FeHOTOKCHYHOCT, HE MOKa3BaT 0Co0eH PUCK 38 XOpa, OCBEH 3a PYMHTE, ITOKa3aHH
B ApyrHd Toukd Ha Tasu KXII. Mscnenpanus 3a KaHLICPOreHHOCT/OHKOr€HHOCT Ha €a NPOBEXAaHH, NOpaiH
KpaTKHA NEPHOA Ha IO3HPAHE H JIMICATa HA FeHOTOKCHUYHOCT NPH CTAHAAPTHHTE COPHH H3cNeaBaHuUs.

6. ©®APMAIIEBTHYHHA JAHHH

6.1 ChoHchbk Ha NOMOIIHHTE BellleCTBA

[ nroKo3a MOHOXHIpAT,

Hatpues unrpar auxuapat (E331)

JIiMoHeHa KuceaHHa, 6e3soaHa (E330)
XnopopoJopoiHa KHCEIHHA (3a ananTHpaHe Ha PH)
Hatpues xuapokcua (3a agantupase Ha PH)

Bona 3a HHXeKLHH




6.2 HecLbBMECTHMOCTH

He Tpa6Ba aa ce BbBEXAAT AOOABKH KbM TO3M pasTBOP. [Ip HEO6XOAMMOCT OT €AHOBPEMEHHO MpHIaraHe
¢ THHE30IHI BCAKO OT CHITHTCTBAILMTE JieKapeTsa TpAGBa Aa Gbae npuiaraHo OTACIHO, B CHLOTBETCTBHUE
che COBCTBEHHTE MY YKa3aHHs 3a ynoTpe6a. [1o Chllus HaUHH, aKO ce Hallara M3noN3BaHeTo Ha oblua
MHTPABEHO3Ha CHCTEMA 32 MOC/IEAOBATENHH HHY3MH Ha pa3fiHYyHK JIeKapCTBa, CHCTEMATa TpsOBA Aa ce
IPOMHE MPEAH H Cliell BBBEXAAHETO Ha JIHHE30JIH/L ChC CHBMECTHM H}Y3HOHEH pasTBOp.

H3BecTHO e, 4e pa3TeopbT Ha JInnezonun [londapma ¢ (bH3MUECKH HECEBMECTHM CBC CICIHHTE BELIECTBA.
ampoTepuilH B, xJ10prnpoMasuH XHAPOXIOpKI, AHasenaM, NEHTAMHARH H3E€THOHAT, EpPUTPOMHLIHH
NaKTOGHOHAT, GEHHUTOMH HATPHIA H CyJ(amMeTOKCaso// TPHMETONPHM. CbLUO TaKa TOH € XUMHYHO
HECHBMECTHUM C LiedTpUaKCOH HATPHH.

6.3 Cpok Ha roaHocT

[Ipenn oTBapaHe: 3 FOXHHH.
Cnepn OTBapsHe: XMMHYHATa U GU3HYHA CTAOMIHOCT MO BPEME Ha ynotpeba e AokasaHa 3a 24 yaca npH

remneparypa noa 30°C, 6e3 Heo6X0AMMOCT Aa ce Nasu OT CBETIHHA.
Cnex cMecBane (¢ pa3TBOpHTE H3GPOCHH B TOUKA 6.6): XHMHYHATA H du3ruHa cTabUIHOCT € IoKa3aHa 3a

2 yaca npH 25°C, 6e3 Heo6X0AMMOCT J1a Ce Ma3y OT CBET/IKHA.

Ot MHUKpOGHONOrYYHa TNIeAHa TOUKA IIPOXYKTBT TpsaOBa Aa Gbae U3NON3BAH He3a0aBHO. AKO HE ce
W3NO/13Ba BEAHAra, MPOABDKUTENHOCTTA H YC/IOBHATA Ha CbXPaHEHWE HA OTBOPCHHA POAYKT ca Ha
OTTOBOPHOCTTA Ha NoTpedbHTeNA.

6.4 CrennanaH YCJIOBHSA HA ChXPaHEHHE

To3u JieKapcTBEH MPOAYKT HE H3HCKBA CMELHaNHH yCIOBHA Ha CBXPaHEHHC. CrxpaHsBaiTe
ONMETWIEHOBHS CaK B KApTOHEHATa KyTHA, 3a [ia IO MPEAnasHTe oT CBETJIHHA.

6.5 Bnua H CHAbLPXKAHHE HA ONNAKOBKATA

To3u NeKapCTBEH NPOAYKT € ONaKoBaH B CAKOBE OT MOMMETHICH ¢ RHCKA IUIBTHOCT ((LDPE) 3a
eqHOKpaTHA ynorpeda, opOpMEHH C afialTop THII Insocap, ceapprautd 300 ml pastop (600 mg
JIMHE30IU).

Besaka xyTHs cpabpxa 1 win 10 noSHeTUICHOBH CaKa.

He BCHUKM BHIOBE OMAKOBKM MOTAT a k44T MycHaTH B Npoaax0da.
6.6 ChnenuanHH Npeanas’HH MEPKH NPH HIXBLPJIAHE

Camo 3a eqHokpartsa ynorpeba. [IpoBepere 3a MUKPOTEHOBE YpE3 MPUTHCKAHE Ha NOJIMETHICHOBHS CaK.
AKO OT HEro MMa U3TH4YaHe, He I'0 H3MOA3BalTe, ThH KaTO CTEPHIHOCTTA MOXKE 214 6ble HapyLIeHa.
PasrBOp®T Tps6Ba Na 65e BU3YaJTHO NTPOBEPEH HpEIH ynorpeba U Ja ce H3IOoN3Ba CaMo OHCTBP pa3TBOP,
Oe3 uacTHLH.

Cnen npoBepKa Ha 3ApaBHHATA H OTCTPaHABaHE Ha 3alIMTHOTO $hOHO, NMOHETHICHOBHAT Cak TpAOBa N1a
ce CBBPKE KbM CHCTEMATa MOCPeICTBOM AByKaHaIHA HIJIA. He n3non3BaiTe Te3d Cakose 33 CePHHHM

CBBP3BAHHI.




Beaxo HEM3IION3BAHO KOJHYECTBO TpAOBA fa ce u3XBbpiaH. Jla He ce CRBP3BAT YaCTHYHO H3NOJI3BAHH
CAKOBE.

JIunesonun [ondapma pasTBop € CbBMECTHM CBC CIICAHHTE Pa3TBOPH: 5% IVIIOKO3a 33 HHTPABCHO3HA
HHbY3H4, 0,9 % HaTpHEB XJIOPHA 32 HHTPaBeHO3Ha HH(Y3Mi, lakTaTeH Ringer pa3TBOP 38 HHXKCKIUMH.

HsaMa crielianHyd H3HCKBaHMA 33 H3XBBDIIAHE.

Hen3non3paHUAT NEKAPCTBEH NPOAYKT WIH OTMNAaIB4YEH MaTePHal OT Hero TpAOBa Jia ce U3XBBPJIAT B
CBHOTBETCTBHE C MECTHHUTE H3UCKBAHHA.
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