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KPATKA XAPAKTEPHCTHKA HA ITPO/IYKTA
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. HME HA JJEKAPCTBEHUS IPOAYKT AN xapaKmepuCITKa Ha DpGaya Tipuoars
KoM Pez. N "&’/Jo-f‘?y

Jluneszonua Kpka 600 mg dunMupanu Tabnerxu Paspeiuserue Ne
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Linezolid Krka 600 mg film-coated tablets BGAMAMP - é‘:(’??&/ 12 -07- I3

2.  KAYECTBEH U KOJIMMECTBEH ChCTAB
Beaka punMupana tabnerka ceaspixa 600 mg nunesonna (linezolid).

32 NBNHUA CIIHCHLK Ha [MOMOLHUTE BELLUECTBA, BHX TOUKa 6.1,

3. JIEKAPCTBEHA ®0OPMA
OunMupaHa TadbneTka

beau vam nouty Genu, eUNCOBUIHM, IEKO ABOMHOU3NbKHAMH PuaMupanu Tabnerkn. PasMep Ha
TabneTkara: 18 x 9 mm.

4.  KJIVHAYHHA JAHAA

4.1 TepaneBravunn nokazaHus
Ho3zokomMuanHa nHeBMOHHA
[THeBMOHUSA, NpHaobuTa B OOLLIECTBOTO

JInnezonua Kpka e nokasaH Mpy BL3pacTHH 34 JiedeHHe Ha MHEBMOHHS, IPUACOHTA B OOLLECTBOTO K
HO30KOMHA/IHA MHEBMOHMS, KOraTo € H3BECTHO WIH CE Mpeanoara, ue ¢a npHYHHEHH OT
yyBCTBATENHU [ pam-nonoxurentu dakrepuu. [1pu onpeaensxe aann Jinnezonua Kpka e noaxoasi
33 JaIeHO JieUeHHe € HeoOX0MMO J1a ce B3eMAaT NpeaBu/] pe3yJITaTHTE OT MAKPOOHOJIOTHUHHUTE
TECTOBE WJIH JaHHUTE 33 pasrpOCTPaHEHUE HA PE3UCTCHTHOCT KbM aHTHOAKTEPHAIIHW Ar¢HTH Cpefl
['paM-ronoxxnTenrHure dakrepuu. (Buxk Touka 5.1 3a noaxo S1MTE MHKPOOPraHU3MMU ).

Jlunesonmun He € akTUBeH cpelly HHPEKUHH, NPUYUHEHH OT I paM-OTpULATENHH MATOIE€HH.
EnHoBpemeHHO TpaOBa na ¢€ 3anouHe cneundryHa Tepanus cpety ['paM-oTpHLIATCIHH NATOreHH,
aKo € 10Ka3aH UM ce npeaonara [ pam-orpyunaresied naroreH.

YCIOKHEHH HHPEKLIMK HA KOMKATA U MEKMTE TbKaHH (BUXK TOUKa 4.4)

JIMHe30aMA € NOKa3aH NpY Bb3PACTHH 34 JISYEHHE Ha YCI0KHEHH HHPEKUWH Ha KOXKATa ¥ MEKHTE
TbKaHH, CAMO KOraTO MHKPODMOAOrHYHUTE TECTOBE JOKA3BAT, Ye HH(EKLIMATA € NPHYHHEHA OT
YYBCTBHUTEJIHA [ pamM-Mono:xHTe/iHa OaKkTepus.

JIMHE30/IHA He € AKTUBEH Cpellly HHEKIIMY, TPUYKMHEHH OT I paM-0TpULaTS/IHH MATOTEHH.
JIuHe30ana TpAGBa 1a ce U3N0N3Ba MPH NALMEHTH ¢ YCAOKHEHH KOXKHH H MEKOTbKAHHH MH(MEKLIUH C
H3BECTHA HIIM BB3MOXKHA CHMBTCTBAIA HHpeKIHS ¢ [ paM-0TpULIaTETHH MUKPOOPraHHu3MH, ¢aMo ako
HAMA HAIMYHH AJITEPHATUBHH TEPANEBTHUHH Bb3MOXKHOCTH (Birxk Touka 4.4), Hpu Te3n
obcroaTencTaa TpabBa na ¢ce 3anoyHe eHOBPEMEHHO jieueHKe cpelly | paM-oTpULaTey
MHUKPOOPTraHHU3MH.

Jivnesonnn Tpadea na ce 3arnousa camMo B DONHHYHA OOCTAHOBKA M ¢S KOHCY
CTIEUHANTHCT 10 MUKPOOHOIOTHSl WIH CIIEUAATHCT N0 HHPEKLHO3HHA DOJIECTH.



TpabBa na ce umar npeaeun opUIMATHUTE NPEMOPHKU 3a NOAXONAIIATA YIOTpeda Ha
AHTUOAKTEPHANHH CPEACTRA.

4.2 /103HPOBKA H HAYHH HA NPUICKEHHE

osupoeka

Jlenezonua Kpka punmupanu tabaetky Morar aa ¢e M3MoJi3Bat 3a HayaiHa Tepanus. [lauyenTn,
KOMTO €a 3aM04HalH JIEYEHHUE ¢ napeHTepainara ¢opmMa, MOrat Ja [IpeMHHAT Ha rnepopanta ¢opma,
KOTaTo TOBA € KJIMHHYHO Nnoka3aHo. B TakuBa ciiyyad He ce Hanara KOpeKuus Ha J03aTa, ThH KaTo
nepopasHaTa OMOHANMYHOCT Ha THHE30AHA ¢ MpHbnu3uTeHO 100%,

IIpenopeuumenna 003uposka 1 HPOGBANCUMETHOCH HA ACYCHUEHO NPY Eb3PACTHHY

l_[pD,[l'bJ]}l{HTEJIHOCTTa Ha JICHCHHUCTO 3aBHCH OT 11aTONCHAa, MACTOTO HA HH(I)GKJ.I,I-’IHT& H TEKCCTTa, KAKTO
H OT KJIMHHYHHA OTTOBOP Ha MNMauuCHTA.

Cﬂeﬂ.HHTe IIPETIOPBKH 3a NMPOIBILKHTC/IHOCT HA JICYCHHETO €& 633HpaT Ha TC3H, U3II0JI13BaAHH TPH
KMTHHHYHHATC U3TITMTBaAHMA. HPH HIKCHU BUIOBC Ir‘lH(lJe!{Ll,I«llv'l MOJKC Ja CA MoaXoAALHH MO-KPaTKKH KypCOBC

Ha JICHYCHHEC, HO TC HC Ca NPOYYBAHH NMPH KIIHHHYHH H3NMTHTBAHHAL.

MakcuManHaTta NPOABLDKUTENHOCT Ha jgeveHueTo ¢ 28 nHu, be3omacHocTra W €)eKTHBHOCTTA Ha
AUHE30AH, NPUIIOMKEH 34 NEPHOAH, NO-ABATH OT 28 OHU, HE ca yCTaHOBEHH. (BHXK TouKa 4.4).

He ce 3uckBa yBeNHUEHHE Ha MPENOPBUHTENHATA 1032 WK NPOLB/DKHTENHOCT HA JIEYEHUETO MPH
KH()EKLUH, CBBP3aHH CbC CBITLTCTBAIIA GAKTEpHEMHA.,

[IpenoprunTenHara ao3a npH (pUIMHpaHHUTE TaOJETKH € KAKTO CAeABa:

Hupexnnu Ho3nposka IpoaABLKHTETHOCTHA
JIe4eHHETO

Ho3zokOomMuanHa nHeBMOHHSA 600 mg apa nbTH 10-14 nocnenoeareIHU HH

[THeBMOHMS, MPUI00UTA B OBLLECTBOTO AHCBHO

YcnomHeHy HHpEKUUH Ha KoxaTa 1 MekuTe (600 mg fBa mbTH
THKaHH AHEBHO

fleduampuuna nonyrauus

be3onacHOCTTa M ePUKACHOCTTA HA JIMHE3OIMA [TPH Jeua v IoHOLHM (<18 roaMiuHa Bb3pacT) He ca
ycTaHoBeHH. [IoHacTod1eM HANMUYHKUTE NaHHU ca onucaHy B TOUKH 4.8, 5.1 u 5.2, HO He Morar ja ce
AaBaT NPeNnOpPbKY OTHOCHO AO3UMPAHETO HA MPOAYKTA.

llaunenTn B cTrapyecka Bh3pacT
He ce Hanmara kopekuus Ha j103aTa.

[launentu ¢ 6OpeUHO yBpeXKIaHe
He ce nanara xopexkuus Ha no3ara (Bk Touku 4.4 u 5.2).

[lanueHTH ¢ Te)KO OBOpeuHo yepexkaane (CLCR <30 ml/mm)
He ce Hanara kopekuus Ha no3arta. [lopaau HEU3BECTHOTO KIHHHYHO 3HAYEHHE H : ;
excno3uuma (10 10 mbTH) Ha 1BaTa OCHOBHM META0OJIUTA HA JIMHE3OIHUA NPH Napgt ig‘d‘ ¥ Tea e,

HEAOCTaTLYHOCT, JIMHE30AU TpADBaA fa ce npwiara ¢ 0Co0eHO BHHMAHHE NPH ? 1 g *
KOraTo O4aKBaHAaTa 1osi3a MPeRnllIaBa TEOPETHYHHA PHCK. &

F
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TuH kato npubnmsurenno 30% o1 no3aTa Ha THHE30/IK I €€ OTCTPaHABA 34 3 Yy @&( T



JTAHC30NHU] TpﬂﬁBﬂ Ja c€ JaBa CJ1<ca Ana.1M3a Ha NaluucHTH, Nnoayyapalld TAKOBa NEHCHHC, (OCHOBHHTE
MeTaOONUTH HA JHHEC30JIU CC OTCTPaHABAT 10 U3BECTHA CTCNCH UPE3 XCMOIHAIIN3a, HO BBITPCKH
KOHLICHTpAUHHTC Ha TE3H MeTabOJIHTH Ce 3ana3Bar 3HAUUTENHO NO-BUCOKH Cliel IHAIH34, B

CpaBHEHHUE C Te3d, HADMOAARAHHW NPH NAUWEHTH ¢ HopMaiHa ObOpeuHa PyHKLIUS WK JIeKa 10
ymepeHa 0b0pedHa HeAOCTATbYHOCT

[lo TazW npuuuHa, nuHE30 1K1 TpAOBa Aa ce H31013Ba ¢ 0COOEHO BHUMAaHHE NpH IALHEHTH € TEXKKA
OBOpedHa HEOOCTATBUHOCT, KOWTO ca MOJNCKEHH HA [HATTH3a, M CaMO KOraToO OYaKBaHaTa I1oJ3a
MPEeBHLIABA TCOPETHYHHS PUCK.,

KbM MOMeHTa, HIM& OMNMT C MpHI0KEHHEe HA THHE30MH/ TPH MALUMESHTH, NOAN0KEHU Ha
[poAb/KUTENHA aMOynaTopHa rnepuTtoHeanHa quannia (CAPD) uiu anTepHaTHBHO JICYEHHE Ha
ObOpeyHa HEAOCTATHEYHOCT (Paz/IMHHO OT XEMOIHANH3A).

[TaumeHTy ¢ yepHOAPOHHA HETOCTATHEYHOCT:

He ce Hamara kopekuus Ha ao3aTta. Brnpeku ToBa, MMa OrpaHHYEHH KIIMHMYHW TaHHH 4 ynoTpedara
Ha JIMHE30JIMA IIPY TaKWBA NALMEHTH CE MPeropbuBa, CaMO KOTaTo O4YaKBaHAaTa NoJji3a NpeBUiiiana
TEOPETHUYHHS PUCK (BUXK TOUKH 4.4 H 5.2).

HauuvH Ha npuioxkeHue

[IpenopbunTenHaTa 03a THHE30NW TPAORA J1a ¢€ NMPUJIara NEpOPATHO ABa ITbTH JHEBHO.
[I6T Ha BBBEKAAHE: NEPOPATHO TTPHIOKEHHE.
OunMupanuTe TadlieTKH MOraT aa ce NpHeMar ¢ MM 6e3 XpaHa.

4.3 IIporuBonokazanusn

C8pPbX4YBCTBUTETHOCT KbM AKTHBHOTO BELIECTBO HJIM KbM HAKOE OT MOMOIIFHUTE BELECTBA,
M30pOoeHH B TOUKa 6.1.

JInHe30Ma He TpiabBa aa ce u3Moa3Ba MpH NaUMeHTH, MPHEMalM KaKBOTO 4 Aa OMUIO J1eKapCTBoO,
KOETO HHXUOUpA MOHOAMHUHOOKCHAA3HUTe A WM B (Hanp., deHen3uH, nzokapboKcasua, ceneriivy,
MOKJIODEMHU/1) WK 1O ABE CEAMMLIM ClI€e/l IPHEMA HA TAKOBA JIEKAPCTBO.

OcBeH, aKO HAMA BB3MOXKHOCT 33 CTPUKTHO HAOMIOASHHE W KOHTPOJ Ha KPBBHOTO HATATAHE,
JIMHE30/IM He TpAdBa Na ¢€ Npuiara rnpy NauHeHTH B CIEAHUTE KIIMHHYHH ChCTOSHHUA WIIH ChC
CJ€AHHUTE BUAOBE CHIThTCTBALLO JICUEHHE:

- [TauMeHTH ¢ HEKOHTPONHpaHAa XUIEPTOHUA, (PEOXPOMOLMTOM, KAPLHUHOHI, THPEOTOKCHKO3a,
OunosspHa nenpecus, Wn3oaeKTHBHO PA3CTPOHCTBO, OCTPH CHCTOSHHA HA OOBPKBAHE.

- ITanyeHTH, TpHeMaily HAKOE OT CJSAHHWTE JICKAPCTRA: MHXUOUTOPH Ha OOpaTHOTO 3aXBalllaHe Ha
CEPOTOHHHA (BHK Touka 4.4), TPUMHUKIMYHH aHTHUASNPECaHTH, cepoToHHH 5-HT1 peuentophn
arOHHCTU (TpPUNTAaHH), MPEKH W HENPEKHA CUMIATHKOMHMETHUM (BKJI. &ApEHEPrHYHHTE
Oponxoaunararopy, ncesaoedeaprd U GEHHANPOIIAHONAMHH ), BA3OMNPECHBHH MPOIYKTH (HaIIp.,
eNnUHEDPUH, HOpenuHedpUH), NOMAMHHEPrHYHW NPOAYKTU (HAMp. JOMAaMHH, A00YTaMHH),
NETUAHH WA OYCNHPOH.

JIAHHHUTE OT ONKUTH € XWBOTHHU IIPESANMONAraT, Y€ JHHE3ONN] H HErOBUTE METabDONIUTH NPEMHHABAT B
KbpMaTa U CLOTBETHO KbPMEHETO TPpAOBA /1A ce MpeycTaHOBH MPeH U NO BPEME Ha [pH
(Busk TOUKA 4.6).

4.4 Crenpa/iHH npexynpe;KIeHHs H NpeAnasHH MEPKH NPH ynorpeda

Mueaocynpecun
Mma cbobiuenus 3a Muenocynpecus (BKIKOUYHTENHO aHEMHHA, IEBKOMEHHS, NAHLI



TPOMDOUMTONEHHA) NPH NALKUEHTH, NOYy4aBally JHHE30NHA. B ciiyyauTe, korato pe3ynrareT €
H3BECTEH, MPH NPEKpaTIBAHE HA NpHEMa HA JTMHE30JIH/] 3aCETHATHTE XEMATOIOTMHYHH MOKA3aTeH CC
1oKausar 0OpaTHO KbM CTOWHOCTHTE OT MPeRH JeyeHHETO. PUCKBT OT Te3H epeKTH H3MIEKAA €
CBBP3aH ¢ APOABIKUTENHOCTTA HA JedeHHeTo. [lalHeHTHTe B HANPeAHAMA Bb3PacT, IEKYBaHH ¢
NHHE30IWA, MOraT [a €& ¢ [NOBULUEH PUCK OT KPbBHH AHCKWHE3WH, B CPaBHEHHUE C ITO-M/1aIH
naLueHTH. TpoMOOUHTONEHHUS MOXKE 12 HACTBNH MO-4eCTOo MPH MALHEHTH ¢ Texkka ObOpeyHa
HEJOCTATBhYHOCT, HE3ABUCHMO AA1M €A HA AHAIN3A WM HE, KAKTO H NPH NALMEHTH C YMEPEHO 10
TEKKO YepHOAPOOHO yRpexcaaHe. [To Ta3u MpUYHHA Ce NpenopbYBa BHUMATENHO NPOCEIBAHE Ha
Opost Ha KPbBHUTE KJIETKH 1IPH NAUMEHTHTE, KOUTO Ca: ¢ aHAMHE3a 33 aHEMUsA, NPaHYJICLIHTONEHNA
UNTH TPOOMOLMTONEHHS; NPUEMAT € JHOBPEMEHHO JIEKApCTRa,KOUTO MOTAT a ITOHHKAT HHBATa Ha
xeMorno0uHa, Ja MOHMWXKAT OpoA HA KPLBHUTE KIETKH WITH HeOIAronpHITHO a4 NOBAHAAT Opos Wi
(pyHKUMsATA HA TPOMOOLMTHTE; UMAT TexKKa ObOpeuHa HEJOCTATLYHOCT WIH YMEPEHO /10 TEXKKO
YECPHOAPOOHO YBpEXKAAHE; TOMJIOKEHH ¢a Ha JieueHue 3a nosede ot 10-14 auu. [Ipy TakHBa nauMeHTH
HHE30/1MA TPSIOBRA J1a Ce NpHJiara caMo B CITYYAUTE, KOraTO € Bb3MOXHO BHUMATEHO NPOCIeAABaHe
Ha CTOMHOCTHTE HA XEMONIOOUHA, OPOs HA KPBLBHWTE KJIETKH H TPOMOOLIMTHTE.

AKO M0 BpeME Ha JISYEHHETO C JIMHEZONHJL CE MOSABH CEPHO3HA MHETOCYIIPECHA, ICHEHUETO TPAdsa Aa
Obae NpeKkpaTeHo, OCBEH aKO NPOAB/IKABAHETO HA TepanuaTa He e aDCoNMOTHO HEODXOIHMO, KaTo B
TO3U Cayyai TpAOBa aKTUBHO A ce MpocieaBa OposT Ha KPbBHHTE KJIETKH U /1a C€ MPHIOMKAT
NOAXOAALLM CTPaTeTHU 3a OBJIAAABAHE HA ChCTOAHUETO.

B gonbaHeHHe ce MPeropbuBa €KECEIMHMYEH KOHTPON HAa KPBBHUTE MOKA3aTEIH (BKIKOYHTEIHO
CTOMHOCTHTE Ha XEMOTJIO0HHA, TPOMOOLIUTHTE H 00L GPOii NEBKOUMTH H AH(EepSHIIMATHO DpoeHe) mpu
MAUMESHTH, MPHEMALIH NTHHEZOMHI, HE3ABUCHMO OT ITbPBOHAYAIHHA OPOH KPBbBHH KJIETKH

[1pu npoy4BaHus 3a NanHaTHBHA yNoTpeda NpH NAUMEHTH, MOAYYaBalll¥ JTHHEZONH, NO-AbJTO OT
NpenopbYBaHaTa MAKCHMAIHA NPOABIIKHUTEIHOCT oT 28 AHM, € HaO/IH0JaBaHa Mo-BHUCOKa HECTOTA Ha
TeKKa aHemus, [Ipyd Te3W NALMEHTH NO-YECTO €& € HAJlarajio Kpbeonpeausane. B mocT-
MAPKETHHIOBUS NEPUOA ChIUO ce ChoOIIaBa 3a cydad Ha aHEMHMA, HaJlaraiid KpbsBONpennBaHe, KaTo
MOBEYE CAY4au ca HabIroaaBaHy Npy NaUHeHTH, KOUTO Ca MPUEMANH JIMHE30/IU 38 TIO-IbJIBI MEPHOT
OT 28 OHu.

B nocT-MapkeTUHroBHA NEpUoO ce ¢hoOLIaBa 3a cnydaH Ha cuaepobnactHa aHemud. B ciyvanTte, npu
KOHTO Ha4YaJI0TO HA peakuUHATa € OHJIO U3BECTHO, NMOBEYETO MAUHEHTH ca IPHEMANH JIMHE30I1] 32
nosede ot 28 gHu. [loBeueTo nauMenTH ca ce Bh3CTAHOBUIIM HAIMBHO HIIM YACTHYHO ClIe],
IpeKpaTaBaHe HA NPHEMA HA JIMHE30/IH, CbC WK 0€3 IeYEHHUE HA TAXHATA aHEMHUSL.

Hucnponopuyus na cMbpMHOCHIMG RO 8PEME HA KIUKHUYHO UINUMBARE NPU NAUUCHME C Kamembp-
cebp3aru I pam-nogoxcumeinu Kpvauu undexuuy

[lopuiiieHa cMbpTHOCT € HabMOJaBaHa NpH MAUHEHTH, JIEKYBAHH C JIMHE30JMI B KOMOHMHAUMA ¢
BAHKOMMWUMH/ JUKJIOKCAIW/IMH/ OKCALWAIMH, MO BPEME HA OTBOPEHO [POYYBAHE MPH TEXKKO OONHHM
MalHEHTH ¢ BBTPECHJAOBH KAaTeThbp-CBEp3aHu MHbekuun [78/363 (21,5%) cpemry 58/363 (16,0%])).
OCHOBHHAT (PakTOp, NOBIMABALL CMBPTHOCTTA, € M3XOAHOTO ChCTOSHME Ha [ pam-monokuresHaTa
uHpekuns. HuBata Ha CMBPTHOCT Ca CXOIHH NP NALMEHTH C HHOEKLUMH, TPUYMHEHH HU3UATO OT [ pam-
MOJIOKHUTESHH MHKPOOPraHu3Mu (koeduipenT Ha puck 0,96; 95% nopepurenen uatepsan: 0,58-1,59),
HO ca 3HauuTenHO 1o-BUCOKM (p=0,0162) B paMOTO Ha JIMHE3O/AH MPH NALMEHTH ¢ KOH Ja € Apyr
narored wiM 0e3 MaTOreH B M3XOJHO ChCTOAHME (KoedHUMeHT Ha puck 2,48; 95% nosepurencH
uHTepsan: 1,38-4,46). OCHOBHuAT quUCOaNaHC € MPOsABEH M0 BPpeMe HA JICHCHHETO U B PAMKHWTE HA 7 HM
ciel NpexpaTsiBaHe Ha H3MHTBAHOTO JiekapcTBo. [loBeueTo nauueHTH OT rpyrnara Ha JAMHE3OIWI ca
MPUOOOHAH [ paM-OTpHLATENHH NATOr€HHM M0 BPEME HA MPOYYBAHETO H €A MOYHHAIHM OT HHQEKLMS,

YCJIOKHEHHM KOXHM M MEKOTbKaHHW MHPEKUMM JuHe3onua Tpabea Aa ce npwiara
YCTaHOBEHA HJIH Bb3MOXkKHA ChITbTCTBALIA HHDEKIIWA ¢ [ paM-OoTpHLATENHH MHUKPOOP
HAMAa aNTEPHATHBHH BB3MOMKHOCTH 3a neveHde (BHK Touka 4.1). IIpu te3un obcTo
OBbAE 3aN04HATO €AHOBPEMEHHO JieYeHHe cpelly [ paM-oTpHuaTeany MHKpOOpraH



ARmMUOUOMINHO-CEbPIAHA OUAPUR U KO.TUIM

[Tpn ynoTpedaTa noYTH BCHUKH AHTHOAKTEPHANTHH NPOAYKTH, BKJIIOUYMTETHO JTHHE301], € ChODLIARA
33 AaHTHOHOTHYHO-CBBP3aHa AMapua U aHTHOHOTHYHO-CBBP3aH KOJIHT, BKIIIOYHTEIHO
ncesnomMeMOoparoseHd Koaut Clostridivm difficile-cBbp3aHa aMapusi, YMATO TEXECT MOYKE 1A BapHpa OT
NneKa gudapus a0 ¢artajieH KOMuT.

3aToBa € HEOOXOAHMO Ta3K AWArHoO3a Aa ¢e MMa MpeaBUA [TPH NALMEHTH, KOUTO [IPOABABAT CHMIITOMH
Ha TEXKAa AMapHs NO BPEME Ha ynoTpeda Ha NWHE301HA. AKO ce noao3upaT Wi 0bAaT YCTaHOBEHH
aHTHOMOTUYHO-CBbP3aHA AHAPHS HIH aHTHOUOTHYHO-CBBP3aH KOJIHWT, JEYEHHETO ¢ AaHTHOAKTCPHAIIHH
MPOAYKTH, BKIOUYHMTENIHO JMHE30NMA, TPAOBA Ja ¢e npekpard 4 He3zabaBHO ga OBAAT NpeanpHETH
MOAXOAALLM MeEpKY 3a Jjevenue. B TO3M c¢nyuait, NexkapcTBa, WHXWMOMpallH NEPUCTAITHKATA Ca
MPOTHBONIOKA3aHH.

Haxmamna ayudoza

[Tpn ynorpedaTa Ha THHE3OIM ce ¢hOOLLIABA 34 JIakTaTHA aluao3a. [lauMenTy, KoHTO pa3BUBaT
MPU3HALKM H CHMIITOMH HA MeTaGoIMTHE aUMA03a, BKIKOYHUTEIHO [PACTHIN HA raJleHE UiH
NospblUAaHE, adaoMHHaNHA DoJiKa, HUCKH CTOMHOCTH Ha OWKapOOHATUTE WK XUIIEPBCHTHIIALIKA,
AOKATO NpHeMaT NHHE301A, TpsaOBa nesabapHo Aa ObAAT Operieaady oT Nekap. AKO HACTHIM
MaKTaTHA allMA03a, MON3KUTE OT NIPOAb/DKABAHE HA IEUEHHETO C JIHHE30MHM A TpadBa a ObaaT OUEHEHH
CIPSIMO Bb3MOKHHUTE PHCKORE.

Mumoxonopuaina ouchyuruus

JluHe3sonua uHxubUpa OenThuHKA CHHTE3 B MMTOXOHApHHTE. B pe3yarat ot ToBa uAxubupatie Morar
fa ce HabMIoJaBaT HEXKETaHH peaki[HiH, KaTo JAaKTaTHa aluyua03a, AHEMHUS H HEBPOIATHA (OYHA K
nepudepHa); Te3M ChbOUTHA Ca MO-4ECTH, KOTATO IEKAPCTBOTO €€ MPHIAra no-ab/ro ot 28 JHH.

Cepomonunos cunopom

HMma cnoHTaHHU CHOOLIEHHUS 32 CEPOTOHHHOB CHHAPOM, CRbP3aH C €JHOBPEMEHHO NpUIarate Ha
AHHE30JHA U CEPOTOHUHEPIMUHM NPO/YKTH, BKIKYHTEIHO AHTHAECNPECAHTH, KATO HAMpP. CCAEKTHBHU
HHXUOMTOPHU Ha O0paTHOTO 3axBallaHe Ha cepoToHuHa (SSRI) 1 onvouan (Bx. Touka 4.5). I1o Tasu
NpHYHHA €THOBPEMEHHOTO NpUJIaraHe Ha JAMHE30AU U CEPOTOHHHEPrUYHHA are¢HTH €
NPOTHBOIMOKA3aHO (BUK TOUKA 4.3), OCBEH B C/YYaUTE KOraTo €HOBPEMEHHOTO MPHITAraHe Ha
JTHHE30IUA H CEPOTOHHUHEPIHYHU MPOAYKTH € SKU3HEHO BAXKHO.

B Te3u ciyyan nauueHTHTe TpsOBa BHUMATE/HO 1a ce HAOII0AaBaT 3a NIPH3HALMW M CUMITTOMH Ha
CEPOTOHMHOB CHHAPOM, KATO KOrHHTHBHA IUCHYHKIMA, XUITePNHPEKCHA, XHNEPPe(PIeKCHA U N1nca
HA KOpOIHHALMA. AKO Ce MOABAT TaKWBA MPH3HALIH H CHMIITOMM, JeKkapuTe Tpadsa 1a OOMHCIAT
MpeKpaTdBaHe Ha MMpHEMa Ha €/1MH WM Ha ABATA TIPOAYKTA. AKO CE€ MPEKPATHA €AHOBPEMEHHHAT NPHEM
HA CEPOTOHUHEPIrU4HHUSA MPOAYKT, MOTaT Aa c€ HabN0JaBaT CUMITTOMH Ha OTHEMAHE.

Xunouwampuemus u SIADH

[Ipn HAKOM NALMEHTH, JIEKYBAHH ¢ JIHHE30IH]1, ¢a HADII0AaBaHH XHUIIOHATPHEMHUA H/HAW CUHAPOM Ha
HEAACKBATHa CEKPELMA Ha aHTuauypeTHued XopMoH (SIADH). Ilpenopbusa ce cepyMHHTE HHBA HA
HATPHH Ja C€ MpOCaeasBaT peAOBHO NPH MALKUEHTH C PUCK OT XHIIOHATPHEMHS, KATO MALMECHTH B
CTapuecKa Bb3pacT HIH MALWEeHTH, NpHEMALIM JIEKAPCTBA, KOUTO MOraT Ja NOHHXKAT HABATa Ha
HATPUH B KPbBTA (HAND. THA3U/IHH IHYPETHLIM KATO XHAPOXJIOPOTHAZHA).

Iepuhepra u ouna nesponamus
[Ipy naumeHTH, nekyBanm cbe JluHesonua Kpka, ce chobuasa 3a nepudepHa HeBpONaTHs, a CbLUO
OYHa HEBPONATHA M OYEH HEeBPHUT, MOHAKOra Nporpecyupalliyd 1o 3aryda Ha 3peHueTo. Te3u NaHHH ca
[MOJIy4€HH OCHOBHO OT MALMEHTH, NEKYBAHH 3a N0-AbJIBI NEPHO OT MAKCHMMANTHO NPENOpPb4YBaHUTE 28
JIHH.

Beuuky nauueHTH TpadBa ga 6baat CbBETBAHHW A3 CHOOLIABAT 32 CHMOTOMH Ha 3pHTEIH -/ :
KaTO HaIlp. IPOMEHH B OCTPOTATA HA 3PSHHETO, MPOMEHH B LIBETHOTO 3PEHHE, 3aMBIJICHL
HApPYLUEHHs B 3PUTENHOTO nojie. B Te3u ciyuau ce npernoprpyea Obp3a OUCHKA H [IPH I - A
KOHCYATaUMs ¢ ofpTaIMONOr. AKO HAKOH nauuedTu npuemar JInnesonun Kpka no-aHnks i
3pUTEIHATa UM QYHKUMA TpaOBA BHMMATE/IHO Ja C¢ NPOC/IEAABA. = |-




[1py nosia Ha NEpU@epHa WK OYHA HEBPOMATHA ¢ligABa Aa ¢ MPELEHAT Bh3MOKHHTE PHCKOBE
COpPSAMO [oA3aTa OT NPOoAbIKaBaHe Ha neHeHneTo ¢ JInHesonna Kpka.

[lpy MauWeHTH, KOMTO MpHEMAT WK HACKOPO ca NpHeMasin JeKapcTBa cpelly MUKOOAaKTepuu 3a
neveque Ha TyGEpKYI03a, MOJKe J1a ChUIECTBYBA TTOBULIECH PUCK OT [OABA HA HEBPOMNATHH NpH ynotpeba
Ha JIMHE30JIM],

I vpuose

CpoDinara ce 3a NOSBa HA M>PUOBE MPH AALUMEHTH, JIEKYBaHH ¢bC JIMHesonua Kpka. B MHO3HMHCTBOTO
OT Te3M CITy4ad C& CbOOINABA 33 aHAMHE?A 33 MbPYOBE WIH HAJTHYHE HA PUCKOBU (PAKTOPH 32 MOABA
[TaumeHTHTE TPAOBA Na ObAAT ChBETBAHHU Aa HHPOPMHUPAT NeKyBallMd CH JIEKap, aKO HMAT aHaMHe3a
3a M'bPYOBE.

Monoavunooxcudasnu unxubumopu

Jlunezonua € o0paTuM HeceNeKTHBEH HHXUOMTOP Ha MoHoamuHOOKcHAa3aTta (MAOH). obaue,
BAO3MTE, MPHIATAHK [IPH AHTHOAKTCPUAIIHA TEeparus, TOH He OKa3Ba aHTHIeNpecuBeH e(PeKT. Fima
MHOCO OCPOHHYEHW JAHHKH OT NPOYYBAHMATA NO OTHOMICHWE 1A JIEKAPCTBEHUTE B3aUMOACHCTBUA 1
0€e3011acHOCTTa HA JIMHE30MM/] KOTaTo c€ MPHJIAra Ha NalHEHTH C MOIEXALH CHCTOSHHS H/KIH
CBITLTCTBAUIN TCPANIHH, KOHTO MOraT & I'M H3JI0KaT H3/J0KaT Ha puck oT MAO nnxubHpaHe, ca
orpandueHu. [lopagu Tosa ynorpebara Ha THHE30IM MPH Te3d 0OCTOATE/ICTBA HE CE€ NPeNnopbYBa,
OCBEH KOTaTO € Bb3MOXHO BHUMATEIHC NMPOCIeAABaHEe Ha MALHECHTHTE (BIK TOUKH 4.3 H 4.5).

Ynompeba ¢ xpanu 6o2amu na mupamur
[Maumenture TpaAdBa Aa OBAAT CHLBETBAHH Ja HE KOHCYMHpPAT TOJIEMH KOJIMYeCTBa XpaHa, borara Ha
THUPaMUH (BHX TOYKA 4.3).

Cynepunerxuus

E(exTbT Ha neueHHeTo ¢ IMHE30IW BbPXY HOpMalHaTta (Jiopa He € OLEHABAH B KJIHHUYHH
W3TTHTBaHHUA.

Ynorpebara Ha aHTHOMOTHLM MOKE MOHAKOra Ja JoBelde A0 CBPbXPACTEK HAa HEUYYBCTBHTEIHH
MHUKpoopradu3MH. Hanpumep, npudaunsurenno 3% OT NauHEeHTHTE, NPHEMALH NPENOPBUUTENHUTE
AO3M JNHMHE30/M[, Ca NPOSBUNM KaHAWA03a, CBbP3aHa ¢ JICYEHHMETO, 110 BpeME€ HA KIHHUYHHUTE
u3nmuTBaHuA. HeoOxoaMMo e 1a ce npeanpHeMar MoaXo/alH MEPKH NMPH NOABa HA CyNEePHHPEKHHA 110
BPEME Ha JICUEHUETO.

Creyuainu nonyaayuu

JluHe3zonua TpadBa 1a ce npuaara ¢ NOBHIIEHO BHUMAaHKME NPH MAallMEHTH ¢ T&XKKa ObOpeuna
HEOCTATHYHOCT H CaMO KOraTo €€ NPELICHH, Y€ O4YaKBaHaTa I10J13a IIPEBHILABA TCOPHTHYHHA PUCK
(BHXK TOUKH 4.2 1 5.2).

[TpunaraseTo HA THHE3ONU NTPH MALMEHTH C TeKKa UepHOAPOOHA HEROCTATHLYHOCT Ce [PENnophUBa,
CaMO KOraTo OuaKBaHaTa foji3a NpeBMIABa TEOPUTHYHHUS PUCK (BIK TOUKH 4.2 n 3.2).

Hapyienua na pepmusumema

JInHe3oama obpaTUMO NMOHMKARA (PEPTHIIMTETA U HHAYLIHpa a0HOpMHa MOp(ONIOrud Ha CrepMara rnpu
BB3PACTHH MBKKH ITBXOBE MPH HUBa HA €KCNO3HLIMA, TPHOIH3IATENHO PABHH HA TE€3W, OUAKBAHH NpH
Xopa; Bb3MOXHHUTE eEKTH HA JIHHE3ONHA BLPXY PENPOAYKTHBHATA CHCTEMA HA MBXKETE HE Ca
H3BECTHH (BMXK TO4KA J3.3).

Knunuunu npoyueanus
be3onacHocTTa ¥ €DEKTHBHOCTTA HA JIWHE3OJHA, NIPHAraH 3a NePHOH, NIO-ABITH OT 28 HY, He ca
YCTAHOBECHH,

JInnezonna Kpka cbabpiKa HATpHH
Toea nekapcTso cbabpxka no-manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e.




Y€ [IPAKTHYECKH HE CbIbprKa HATPHM.
4.5 BsauMoaeHCTBHS ¢ APYTH JIeKAPCTBEHH NPOIYKTH H ApYrd (popMA Ha B3aHMOACHCTBHIA

Mowoavunoorcudaznu unxubumopu

JIuHe30NMH € OOpaTHM, HECeIEKTHBEH MOHOAMHHOOKCHAa3eH HHXHOuTOP (MAO HHXHUOHTOD).
HanuuHu ca MHOTO OrpaHHYeHM JaHHU OT NPOYYBAHMS 3a JIEKAPCTBEHH B3aUMO/AECHCTBHA H 32
De3onacHOCTTa HA NMHE30TH, KOTATO Ce Npuiara NMpy NaMeHTH Ha CbITbTCTBALUM JIEKAPCTBA, KOUTO
MOTaT 4a rd nocTasaT B puck oT MAQ nnxubupane. [Topaau ToBa He ce npenopbuBa ynorpedara Ha
JMHE30IHA NPH TE3H 00CTOATENCTBA, OCBEH aKO HE € Bb3MOXKHO CTPHKTHO HaOIIOACHHE H
KOHTPOIMpaHe Ha NauueHTa (BHXK TOUKH 4.3 u 4.4).

Homenyuainu g3aumodeticmeuis, 6odewy 00 ROBUIABANHE HA KPbEHOMO HAll2aKe

[IpH HOPMOTEH3UBHH 3ApaBK JOOPOBONLM JTHHE3OAHA NOTEHLUMPA NOBHIUABAHETO HA aPTEPHATHOTO
HaJiAraHe, NPeAH3BUKAHO OT IIceBaoedeprH U PEHHINPONaHOIaMHHOB XHAPOXJIOPHA.
EAHOBPEMEHHOTO NIPUIIOKEHHE HA THHE3ONANL € IICEBAOSHENPHH U (DEeHHTTPONAHOJIAMHH
Npegy3BUKBA CPEAHO MOBMIIABAHE HA KPBBHOTO HansraHe ot nopaaska Ha 30-40 mmHg, cpaBHeHo ¢
HapacTBaHe oT | 1-15 mmHg npu caMocTosTeneH nmpremM Ha AHHe3onua, 14-18 mmHg npr
CAMOCTOATEIHO MPHEM KW Ha ncesaoedeApHH Wid Ha deHunponaHo aMud v 8-11 mmHg mpu
nranedo. [lomoOHU NpoyuBaHHA NPH XHIEPTEH3UBHH JIMLA HE ca npoBexAany. lIpermopbisa ce
IO3HUTE HA IEKAPCTBATA ¢ Ba30NPECUBHO JEHCTBHE, BIUIKOUHTENHO JOMAMHHEPIUYHH NPOAYKTH, Ja Ce
THTPHPAT BHUMATEITHO A0 MOCTHIAHE HA KEAAHUS pe3yTarT, KOraro ¢e pHUiarar 3a€aHo ¢ JIMHE30JI1A.

[lomenyuaanu cepomonunep iy 83auModeicmes

[ToTeHLHATHOTO JEKAPCTREHO B3aHMOACHCTBHE C IEKCTPOMETOP(AH € H3CICABAHO NPH 3APaBH
noOposonim. Ha yyacThuiinTe € nprnaran aexctpoMeTtopdan (Ase 1034 no 20 mg, nasaxH ¢
HHTEpRA1 OT 4 yaca) ¢ uid Oe3 adueszonua. He ca HabnonaBaHM €(DeKTH HA CEPOTOHUHOB CHHAPOM
(oObpkeaHe, nenupuyM, 6e3nNOKORCTBO, TPEMOP, 3aUepBsBaHe, Aadopesa, XUNepnupeKCHa ) npy
H3C/IeABaHe Ha 3/1paBH JHLIA, PUEMALIH JTHHE30AH1 H JEKCTPOMETOpP(daH,

ITOCTMapKETHHIOB OMHT: UMA €JHO CHODLIEHHE 33 MALHEHT C eeKTH, NOJAOOHH HA CEPOTOHHHOB
CHHAPOM, NIO BPEME HA NPHEM HA AHHSIONHMA U ASKCTpOMETOPdhaH, KOMTO Ca Y3UC3HANM CIE CnUpaHe
Ha JBeTe JleKapCTRa.

1o BpeMe Ha KNIMHMYHATA ynoTpeda Ha TIMHE30HI CbC CEPOTOHHHEPTHUHM JICKAPCTBA, BKIIIOYHTEIHO
AHTHIEMPECAHTH, KATO CCIEKTHBHN HHXHOMTOPH Ha 0OpaTHOTO 3axBaluaHe Ha cepoToHpHa (S5RI) n
OMHOHAH, MHOTO €A CHODIIABAHM CIYUYAW HA CEPOTOHUHOB CHHAPOM. [10 Ta3u NpUYHHA, BBIIPEKH e
€AHOBPEMEHHOTO UM NPHIOKEHHUE € NMPOTHBOIOKa3aHo (BHXK Touka 4.3), B Touxa 4.4 ca onucaHu
MEPKHTE NpPH MaUUEHTH, 33 KOUTO JIEYeHHE C JIMHE30/IH H CEPOTOHHHEPTrHYHH JIEKApPCTBa € KPaHHO
HEOOXOAHMO.,

Ynompeba c xpanu, bocamu na mupavun

He e HabnonapaH chlIeCTBEH NPECOpeH eeKT BbPXY KPbBHOTO HANArAHE MPH IULA, TPHEMaLLH
3a€AHO JIMHE30MUA K To-Manko ot 100 mg tupamuH. Tosa npeanonara, 4e € HEOOXOAUMO €1HHCTBEHO
1a ce W304rea MPHEMAHETO Ha NPEKANICHO MOJIEMU KOMYECTBA XpaHa U HalTUTKH C BUCOKO
ChABPKAHHE HA THPaMHUH (HAIPUMEp 3pAJIOo CHPEHE, EKCTPAKTH OT APOAKAH, HEJECTH/IHPAHH
ANIKOXOJIHW HAMMHTKH W (PepMEHTHPAIH COeBU MPOAYKTH KaTO COEB COC).

Hexapcmea, memaboauzupanu ypes yuumoxpom P450
JInnezonua He ce meTaboauznpa 3HaunMMo OT UHTOXpoM P450 (CYP) eH3rmHaTa CHCTEME H HE
HHXHOMPA HUKOS OT KAWHKUHO 3Hayumute yosewkd CYP wiodopmu (1A2, 2C9, 2C19, 2D
2E1.3A4). AHanOrH4HO, THHE30JIHA He uHAYUHpa P450 H30€H3MMHTE NPH [L1BXOBE.
He ce oyaksar CYP450-unayupany tekapcTBEHH B3aMMOJICHCTBHA C JIMHE30IH.

Pubavinuyun
EdexTsT Ha pudamMnuumy BbpXy GapMakOKMHETHKATA Ha JIMHE30JIHM] € NPOYyYEHa
BL3PACTHH 3PABH JOOPOBOJILIH OT MBKKH NMOJI, HA KOMTO € NPHJIaraH JUHE30MH ]




AHEBHO 3a 2,5 AHK cbe Wiu Ge3 pudamnuunH 600 mg BenHbX AHeBHO 328 8 AHH. PHpaMnuuuH
noHmwkara Cmax 1 AUC na nunezonua cpeano ¢ 21% {90% JIH, 15,27] u cvoreetHo 32% (90% /I,
27,37]. MexaHH3MBT Ha TOBA B3aUMO/ISHCTBHE H KIIHHMYHATA MY 3HAYMMOCT €4 HEU3BECTHH.

Bapgapun

[Mpu BrIKOUBaHE HA BapdapuH B Tepanus ¢ JIMHE3011] B CTALHOHAPHO ChCTOAHUE € HAD/TIO1aBaHO
10% peayxuus Ha cpeauua MakcumaneH INR apu eanorpeMeHHo apunokenue ¢ 3% HaMaICHUE Ha
AUC INR. Hama gocTarbuHO JaHHH OT MALMEHTH, KOUTO ¢a NMPHEMaNH BapdapHH W JIHHE30.111, 3a 1a
Ce€ OLUEHH KIIMHAYHATA 3HAYUMOCT HA TE3W HAXO/KH, aKO MMa TaKasa.

4.6 DepruaurTeT, OpeMeHHOCT H KEPMeEHE

bpeMeEHHOCT

HMma orpaHHyeHy JaHHU 3a M3ITOT3BAHETO HA JUHE3OMHT [IpU OpeMeHHHU keHHU. [TpoyuBaHus Npy
XKHBOTHH Ca [MOKA3AIH penpoAYKTHBHA TOKCHYHOCT (BHXK TO4YKA 5.3). CplIECTBYBA NOTCHUHANCH PUCK
3a Xopara.

Jluxe3onua ve TpabBa a ce W3NONA3BA MO BpeMe Ha OpPeMeHHOCT, OCBEH NPH ACHA HEOOXOMHUMOCT T.€.
CaMO KOTATO BB3MOXHATa NoN3a HAABULIABA TEOPETHUHUA PHCK.

Kspmene

JIaHHHWTE 33 3KUBOTHM JaBaT OCHOBAHME JIa CE€ CMATA, Ue JIMHE30/IU/I H HErOBUTE MeTabOJMTH MOraT Ja
NpEeMHHABaT B KbPMAaTa U ChbOTBETHO, KbpMEHETO TpsbBa na ObAe CNIPAHO NMpEeaH U MO BpEME Ha
NPHIOKEHHETO,

Qeprunurer
B npoy4Bakus npH XKUBOTHH THHEIONW NPEAH3BUKEA NoHWKeHHe Ha depTinureTa (BK Touka 3.3).

4.7 EdexTn BbpXy cnnocobHocTTA 32 LiohHpane u padoTa ¢ MALIHHHA

[Tauuenture TpadBa na ca npeAyNpeacHH 3a Bb3MOKHHS PUCK OT BUEHE HA CBAT HJIH CHMIITOMH Ha
IPUTENHO yBpeskaane {KakTo € ONUCcaHo B TOUKH 4.4 u 4.8), 1oKaTo NnpydemMar IMHE30IMA W TpAbBa 1a

0BaaT NochBeTBaHHU 1A He 1W1odUpaT H 1a He padoTAT ¢ MallMHKY, aKO ce MOABH HAKOH OT ONUCAHHUTE
CHMIITOMH,

4.8 Hexenanu JeKapeTBeHH peaKUHH

Tabnuuara no-a01y NpeacTaps CIIMCHK HA HEXETAHUTE IEKAPCTBEHH PeaKLMHy ¢ 4eCTOTa, OCHOBaBall(a
Ce Ha JaHHU ¢ BCAKAKBA IMPUUHMHHO-CIE/ICTBCHA BPB3Ka OT KITHHHYHH NPOYYBAaHHA, B KOWTO Ca
BKITIOUEHH noeeye ot 6 000 Bb3pacTHU NalMEHTH, KOUTO NONYYABAT OPEIIOPBYUTEIHHTE N03H
JHHE30JH B MPOAL/GKEHUE HE MAKCHMYM 28 JHH.

Haii-uecTo chobumiaranuTe Hexxenanu peakunu ca anapus (8,9%), raneue (6,9%), nopwutate (4,3%)
H rnasodoiue (4,2%).

Haii-yecTo cboO1IaBaHUTE HEXKENAHH CHbOUTHA, CBBP3aHU ¢ JIEKAPCTBOTO, KOUTO ¢4 TOBETH 10
npeKpaTABaHe Ha JICUCHHETO ¢a rMaBodoaue, JHapus, rajeHe u nospoinaie. [pudbnnzurenno 3% or
MAUHEHTUTE ca NPEKPATHIIH JCYEHHETO, ThH KATO ¢a MPOIBHIA CHMITTOMH HAa CBBP3aHO C JIEKAPCTBOTO
HEXKEJIAHO ChOUTHE.

JIOMBITHUTENHO HOKESNAHWA PeAaKLUMUW, CHLOOIABAHM OT NOCT-MAPKETHHIOBHSA ONINT, Ca BKIHOUC

HAalpaBCHA OLUCHKA 34 pealHaA UM HCCTOTA.

CneIHHTE HeXeTaHH peaklMy ca HaDMI0JaBAHHU M CHODLUECHH 110 BpeMe HA JIEYEeHH
CbC CHbOTBETHUTE YECTOTH!
- MHoro yectn (>1/10)

-
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-t



- Yectu (>1/100 oo <1/10);

- Heuecru (>1/1 000 oo <1/100);
- Peaxu(>1/10 000 no <1/1 000);
- Musoro peaku (<1/10 000);

- C HeusBecTHA 4eCcTOTA (OT HATHYHHTE JAHHM HE MOXE Ja ObJe HanpapeHa OLEHKA).

CHcTemo- YecTH HevyectH Peakn Muoro |C HeH3BecTHA
opraHeH kiaac |(=1/100 no (>1/1 000 xo <1/100)|(>1/10 000 no |peakun  [uecToTa (OT
<1/10) <1/1 000} (<1/10  |Ha/THUHHTE
000) AAHHH He MOXe
aa obae
HANIpABEHA
OLEHKA)
Huadgexknum u  |[KaHIUA03M, AHTHOUOTHYHO-
HHpeCTAIHH  [OpPA/IHH NpeIH3BHKAH KOJIMT,
KaHIUI03H, BKJT. MCEBIO-
BArMHAJIHH MeMOpaHo3eH
KaHAHUIO3H, KOJIMT*, BACHHUT
FbOMYHH
HHPEKLHH
Hapywenna [TpomMOoOuUMTO- |naHuMTONEHUA®, cuaepo- MHUETOCYTPECHS ™,
HA KPBBTA B |NCHHA™Y, JEBKOTICHUS®, OnacTHa
aumMepHAaTA aHeMus*" HEYTPOTICHHUS, aHeMua™
CHCTEMA eo3HHogunmsa *
Hapyumenns aHa(rIaKCHA
HA HMYHHATA
CHCTEMA
Hapymennst XUIOHATPHEMHA JIAKTATHA
HA aunaoza™
meTabGoIAIMA
H XPAHEHETO
Ieuxmunn HHCOMHHA
HApYIUEHHS
Hapymenus (rnaBobGonue, |rbpuoBe”, CEpOTOHHHOB
HA HepBHATA [[IPOMSHA HA nepugepHa cUHApoM**
CHCTEMA BKyca (MeTaneHHEBpOnaTus ™,
BKYC), XHITOECTE3HA,
3AMARHOCT napecTesms
Hapymenns O4YHa HApYLUCHHUA B OYEH HEBPHT™,
HA 0YHTeE HEeBponaTHa ™, 3PHTETHOTO 3aryda Ha
3aMbIJIeHO 3pedue * |none* 3peHHe™, NpOMEHU
B 3pHTE/HATA
ocTpoTa*,
MPOMEHH * B
[{BETHOTO 3peHue™®
Hapyuenns THHUTYC
HA YXOTO H
JAOHPHHTA
Copaevnn apUTMMs
HAPYIICHHHA (TaxukKapamns)
CraoBn XHMNEPTOHUS  |[IPeXOAHM

HAPYIICHHSH

MCXEMHUYHH aTakKH,




bneduT,

TpombodIeOUT
lacTpounTeeT |AHapuA, MaHKpeaTHT, MOBbPXHOCTHO
HHAJIHH raacHe, racTpuT, 00e31BETABAHE
HapyileHHSA NOBpLLUAHE,  |[IOAYBAHE HA KOpeMa,|Ha 3p0uTe
JOKAJIM3UPAHA |CyXOTa B yCTara,
WJIH CJIOCHT,
ofLIa KOpeMHa [pPeAKH M3NPAXKHEHMH,
00MKa, CTOMATHT,
3aMek, obe3uBeTaBaAHE MU
AUCNENCHS HAPYIUCHHE HA e3HKa
Xenaro- NPOMEHH B MOBMILEH 00111
OM/IHAPHH yepHOApoO-  |OUIMpYOUH
HADYIIEHHS  |HUTE (DYHKLHO-
HaJHH TECTOBE,
MOBULUCHH
ACAT,
AJIATunu
anKanHa
dpocdaraza
Hapyuwieanss  |npypuryc, AHTHOEIEM, TOKCHYHA asiorneuus
Ha KoXkatam  |0OpHB YpTHKApPH4, enuaepMaHa
MOAKOKHHATE aepmarut, Oyia03en  |Hekponusa®,
TbKAHH NEPMAaTHT, CHHIpOM Ha
nuagopesa Stevens-
Johnson®,
CBPbX4YyB-
CTBUTEJTHOCT,
BACKYJIUT
HapymieHua  |[IOBHIIEHH OBOpeuHa
HA O0BOpelHTe |[CTOMHOCTH HA |HEAOCTATHYHOCT,
H nHKoYHNTe |[BUN MOBHILCH
IbTHINA KpEATHHHH,
[OJTHY PUS
Hapymenns BYJIBOBArHHAJIHO
HA HapyuI€HHE
Bb3NPOH3BOIH
TeJIHATA
CHCTEMA U
'bpAATA
O0mn TPecKa, BTPHCaHE, yMOpa,
HAPYIICHHS H [fokamu3upaHa |Do.1Ka HA MACTOTO Ha
ehexTH Ha Oonka HHXKEKTHPaHE,
MACTOTO HA MOBULUCHA YKaxKaa
NPHIOKEHHE
Hiciaeapanua |XHMHYHH XHMHYHH
(10KA3aTEe/IH noKasaTe/u
nosuviieH LDH, |nosuiueH HaTpun
KpCaTHHWH WY KU,
KMHAa3a, MOHUKEHA [JTHKO3a
nvnasa, cJie]] HaXpaHBAaHe,
dMHJIa3a NOBHUUICHHU HU.1H

MOHMKECHH XJTOPHUIN,




WM DJIFOKO3a X€eMaToJIOTHYHH
Chen XpaHeHe, inokazarenu
MOHWIKEH 001l |TTOBULLIEH DpO#
OENTHK, PETHKYJIOLUMTH,
andyMuH, nOHUKeH Opoid
HATPUN UNH HEYTPOQUITH
KaJILHHA,
NOBHIUEHH UK
NOHHKEHH
KaJIHH WK
OnkapboHatH,
XeMaTonorus
NnoBHUIEH OpoH
Ha HEYTPOPHIH
HJIH
€O3UMHOPHITH,
MOHUKEH
XEMOIr100MH,
XE€MaTOKpHT
unu Hpoi Ha
YepBEHH
KPbBHH
KJIETKH,
MOBHULLEH HIIH
MOHWKEH Opoi
Ha
TPOOMOUUTHTE
HJIKH OenuTe
KPbBHHU KJIETKH

* Bk TOouka 4.4.

** pusk Touka 4.3 u 4.5

# Yectora Ha HJIP, ouenena ¢ nomowra Ha , Ilpasunoro Ha 3°
T Bk no-gosny

CrneaHnTe HEXKENAHU PeaKUMH KbM JIMHE30JIM/ €A OLIEHEHH KAaTO CEPHO3HH B PEAKM ClIyUaH:
nokanu3vpaHa abnoMuHaiia 60Ka, MPEXOAHN MCXEMHUYHM aTaKH H XHIIEPTOHHUA.

B KOHTPONMpaHH KAMHHYHH W3MHTBAHMWA, B KOMTO JIMHE3ONH € NpHAaraH a0 28 QHH, Mo-MajKko OT
2,0% oT nauMeHTHTe ca choOLIMM 3a aHeMus. B eHa nporpamMa 3a nanHaTvBHA yrioTpeda 3a NalueHTH
C JKUBOTO3ACTpAlUABAllH HH(pEKIHH U MOMJICKALH CLITLTCTBAK 3a00/ABaHHA MNPOLEHTHT HA
MALKEHTHTE, KOMTO €a Pa3BH/IH aHEMHMA, JOKATO ca MOJy4yapand JIMHE30NH 3a <28 aHH, e 2,5%
(33/1326) B cpasHenue ¢ 12,3% (53/430) npu neueHue >28 aHM. CHOTHOLUEHUETO HA CHAYYAMTE,
ChOOLIABAWK IeKap< CEPUO3HA aHEMUS W W3HCKBAWM KpbBOmpeansane, ¢ 9% (3/33) npy naunenTy,
nexyeaHH (8/53) npu nekyBauute >28 qHHU.

[leqnatpuyHa nonynauus
HanuuTe 3a 6€30NACHOCT OT KIHHUYHHUTE MPOYUYBaHUA, BKIIOYBALIK floBeye oT 500 negHaTpHUHH
NaluKeHTH (0T HOBOpodeHU A0 | 7-roAxiiHKM) HE MOKa3BaT pa3zivky B Npodria Ha OE30MacHOCT Ha
JIAHE30JIU/L PH NEJHATPUYHH NAUHEHTH H NIPH Bb3PACTHH.

CpoOLiaBade Ha NO103MPaHH HEKENAHH JICKAPCTBEHH pPeaKiluu

CboOLIABRHETO HA MOJ03MPAHK HEXENAHH PEeaKUMH Clea pa3peliaBaHe 3a ynorped
NpoaYKT € BayKHO. ToBa no3BoJiABa 1a NPOABLIDKY HAOMIOAEHHETO HA CHOTHOLUEHH
AeKapCcTBEHHA NMPOAYKT. OT MEIMIMHCKHTE CMEUHATHCTH €€ H3MCKBA A ChoOLIaBa
MOAO3UPAHA HEWENAHA PeaKLHA Ype3



M3nmbaHHuTENHA areHUUA No JieKapcTBara,
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4.9 Ilpenoznpane

He ¢ w3BecTeH cneuudueH aHTHAOT.

He ca otDeng3aHy caydam Ha npepo3dpaHe. Boiipeku TOBa MHPOPMALIHATA M0-101Y MOXe Ja ce
OKaXKe M0JIE3HA.

[IpenopbuBa ce MOAABLPIKALIO JICHEHHE eTHOBPEMEHHO ¢ MOLThPKAHES Ha IJIOMEPYIIHA QPUITPALIHA.
[1pubnusurento 30% ot pozara Ha TMHE301MA C€ OTCTPAHABA 3a 3 4aCOBa XEMOAHANU3a, HO HAMA
AAHHH 33 OTCTPAHARAHE HA JIMHE30AMA Ype3 IIePUTOHEAIHA HAaNN3a Wik xemonepdysud. [garta
OCHOBHH META0ONUTA Ha JIMHE30/1M/1 ChUIO C€ OTCTPAHABAT A0 M3BECTHA CTENEH YPE3 XEMOAHATH3A.

CHMNTOMHTE HA TOKCHUHOCT MPH MIBXOBE cnel npunaratde Ha ao3u ot 3 000 mg/kg nHeBHO
JIMHE30/TU]I Ca C HAMAJIEHA aKTHBHOCT M ATAKCHA, IOKATO NpU KyueTa, TpeTHpaHu ¢ 2 000 mg/kg
AHEBHO, C& HAO/MIOAABAT NOBPbBIAHE H TPEMOP.

5. ©®APMAKOJIOTHYHH CBOUCTBA
5.1 dapmMakoaHHAMHYHH CBOHCTBA
MdapmakorepanesTuyHa rpyna: Jpyru antubakrepuantn cpeactsa, ATC koa: JOTXX08.

MexaHH3BEM Ha JEUCTBHE

JInHe30/1Ma € CHHTETUYEH aHTUOAKTEPHAIIEH NPOJIYKT, KOWTO MPHHAAIEKH KbM HOB KJ1ac
AaHTUMHKPOOHM CPECTRA - OKCA3OIMAUMHOHU. TOM uMa in vitro akTHBHOCT cripaMo acpoOHH [ paM-
MONOKUTENHH OAKTEPHH H aHAEPOOHH MHKPOOPraHH3MH. JIHHE30IU CEIEKTUBHO HHXHOHPA
DakTepHanHKs NPOTEHHOB CHHTE3 4pPEe3 YHHKaMEH MeXaHU3bM Ha AcicTBHe. [lo-cneunanyo, Toi ce
CBBP3BA ¢ MIACTO B DakTepuanHaTta pubo3zomMa (23S Ha 508 cybenuHHLATa) B BBIIIPENATCTRA
oOpa3syBaHeTo Ha QyHKLUUOHaNEH 70S HHHLMATOPEH KOMILTIEKS, KOUTO € OCHOBEH KOMITOHEHT B
npoueca Ha TpaHCNaAUHA

In vitro noctantHOHoTHUHMAT €dekT (IIAE) Ha nure3onun 3a Staphylococcus aureus e
MpUOIU3HUTENHO 2 Yaca. [IpH sKMBOTHHCKH MoAeAH € onpesened in vivo TTAE ot 3,6 1 3,9 4aca
cboTBeTHO 3a Staphylococcus aureus u Streptococcus pneumoniae. [Ipu u3crneaBaHus ¢ xKUBOTHH
KTHOYOBHUAT (PapMaKOAHHAMHYEH MapaMeThp 3a €(UKACHOCT € OHJI BPEMETO, 33 KOETO NJIA3MEHOTO
HUBO Ha JIMHE30/1M] HaJABHIIIABA MUHAMaHATa HHXHOHpaina koHueHTpauus (MHUK) 3a undexurozHus
MaTOrEH.

[ paHM4HH CTOHHOCTH
[ paHHYHHUTE CTOMHOCTH Ha MUHHAMaTHATA MHxHOHWpaiia koHueHTpaund (MHUK), yctanoseHu or
EBponeiickus KOMUTET 3a H3CJIEABAHE HA aHTHMHKpoOHaTa yyscTeHTenHOCT (European Committee on
Antimicrobial Susceptibility Testing, ELUCAST) 3a ctadunokoku ¥ eHTepokoku ca HyBcTBuTeicH

<4 mg/ L v Pesnctenten >4 mg/ L. 3a CTPENTOKOKH (BKIKOUHTENHO S. preumoniae ) rpaHHUHHTE
cToHHCTH ca HyecTeureneH < 2 mg/ L u Peauctenten >4 mg/ L.

Hecrup3aHuTe ¢ wamoBeTe rpannyiH ctoitHocTd Ha MUK ca UyscTtButeneH <2 mg/ L.y BesmeseyTeH
>4 mg/ L.. HecBbp3aHHTe ¢ maMoseTe rpaHMuHH CTORHOCTH ca ONPEIENEHHU OCHOS _.; 2
oannume Ha PK/Q/] v ca HE3aBUCHMH OT pasnpeaencHuATa Ha cneuupruiHUTe a/:‘
Ce U3NO0J3BAT CamMO 38 MHKPOOPraH1u3MH, 33 KOMTO HAMA cnieuHPu4HA rPaHHYHA #
Aa ce W3MOI3BAT 3a OHE3U MUKPOOPraHA3HHO NPU KOWTO HE ¢e MIPenopbyBa H3NYrER
4yBCTBUTEIHOCT.




YyBCTBUTEIHOCT

PasnpocTpaHeHHETO Ha pEe3UCTEHTHOCT MOXKE Jia BapyUpa B pa3jUYHH reorpaCcky paioHH U BLB
BPEMETO 3a OTAEJHH LAMOBE H € JKeJIaTe/THO Ja ce B3eMaT NPeABKH JIOKATHK NaHHH 3a
PE3UCTEHTHOCT, OCOOEHO NpH JieueHHe Ha TEXKKU UHekuuvH. [TpH HeoOx0aAHMOCT, TpsabBa na ce
MOTLPCH EKCACPTHO MHEHUE, KOraTo YeCcToTaTa Ha PE3MCTEHTHOCT € TaKaBa, 4e MnoJj3arta OT npoayKTa

NPU HAKOW BHAOBE HH(EKLIUH € MOA BbNPOC.

Kareropus

HyBCTBUTENHH MHKPOOPTA@HU3MU
I'paM-mon0KHTENHH aepodu:
Enterococcus faecalis
Enterococcus faecium*
Staphylococcus aureus™
Koarynaza HeraTuBHH cTaMNOKOKH
Streptococcus agalactiae™
Streptococcus pneumoniae ™
Streptococcus pyogenes ™

I'pyna C cTpentokoku

[ pyna G cTpanTOKOKH
I'pam-nonoxnreJnu anaepobn:
Clostridium perfringens
Peptostreptococcus anaerobius
Peptostreptococcus species

Pa3ucTeHTHH MUKDPOOPraHH3IMH
Haemophilus influenzae
Moraxella catarrhalis
Neisseria aMoBe
Enterobacteriaceae
Pseudomonas mamose

* KnuanuyHata eUKACHOCT € [oKa3aHa 3a YYBCTBUTETHH W30NATW NPH OJOOPEHMTE KIHMHHUYHH
noKa3aHus.
Bhrpeku, ue BHHE30MMA nOKa3Ba u3BecTHA in vitro aKTHBHOCT cpewy Legionella, Chlamydia
preumoniae u Mycoplasma pneumonige, HsiMa JIOCTaTRYHO JAaHHH 34 Ja C€ JOK&KE KIHHHYHA
e(hMKACHOCT.

Pe3UCTEHTHOCT

Kpvcmocana pezucmenmuocm
MexaHH3MDBT Ha ASHCTBHE Ha JTMHEIONH Ce pa3iiuaBa OT TO3H Ha APYrHTE KJIACOBE aHTHOMOTHLM. In
VILro MpOyUBaHUATA C KIIMHHYHH H30JaTH (BKJI. METHUHIMH- PE3HCTEHTHH CTAPHITOKOKH,
BAHKOMUIHH-PE3UCTEHTHU SHTEPOKOKH H NEHHLMIHH- 1 ePUTPOMULHH—PEIHCTCHTHH CTPEITOKOKH)
[TOKa3BaT, Ye JIHHE30UI OOMKHOBEHO € aKTHBEH Cpelly OpraHH3MH, KOMTO Ca PE3UCTEHTHH KbM €HH
WIH NIOBEYE OT APYTHUTE KIaCOBE AaHTUMHUKPOOHH NPOIYKTH.

Pe3UCTEHTHOCTTAa KbM NHHE30/IH/ € CBBP3aHa C TOYKOBHM MyTallMH Ha 23S rRNA.

KakTo e ycTaHOBEHO ¢ ApyrH aHTHOMOTHLM, KOraTo ¢a MPHJIaraly npH NalMeHTH ¢ TPYIHH 3a
nevyeHHe HHPeKUMH WU 3a MPOABHKHTEIHY NEPHOAM OT BPEME, ¢ JIMHE30IH ¢a Habmo1aBa
HOBOBB3HHKBALUH NOHWXEHKA B Uy BCTBUTENHOCTTA. MMa cho0LIEeHus 3a PE3HCTEHTHOCT KbM
JIHHE30/TH/] KbM EHTEPOKOKH, Staphylococcus aureus ¥ koarynaza-oTpvuaTensu cTadunokokd. Toea
ODUKHOREHO € OHIIO CBbP3aHO C NPOABIKHUTEIHH KYPCOBE HA JIEUEHHE H C HATHYHETO Ha 11
HMIUTAHTH WM HEAPEeHUpaHH alLecH. ,

Korato pe3ucTeHTHH KbM aHTHOMOTHK MHKPOOPraHH3MH Ca YCTAHOBEHH B OOJTHHYH
0CODEHA BAXKHOCT € Aa c€ NPEANPUEMAT MEPKH 33 KOHTPOJ Ha MHQeKUuATA.

HMudopmanHs OT KIMHHYHY HINUTBAHHS
[TpoyuBanusa npy neAHATPUYHATA MOMYJIALIWA:




EgukacnocTra Ha nuHezonua (10 mg/kg q8h) e cpapHeHa B OTBOpEHO 1IPOYUYBAHE ¢ Ta3H Ha
BaHKOMHWUUH (10-15 g/kg q6-24h) npu neveHue Ha HHPEKUHM, ThIKALIM C€ HA MIOA03ZHPAHH HIIH
YCTAHOBEHH PE3HCTEHTHH | paM-nos10%KUTENHH NATOreHH (BKJIKOUYMTEIHO HO30KOMHAIHA MHEBMOHHS,
YCJIOKHEHN HHPEKUMH HA KOXKaTa W KOXKHATA CTPYKTYpa, CBbp3aHa ¢ KATETbP DakTepeMu,
OaKTEepEMHS OT HEM3BECTEH U3TOYHHK W AAPYrH HHMEKIKUHK) TIPH Jlella Ha Bb3pacT OT HOBOPOAEHH a0 | |
rOAHHH. KIIMHHYHHTE YECTOTH HA U3JIEKYBaHe B NOAYNALMATA, TIOAXOMALIA 38 KIMHHYHA OLEHKA, Ca

89,3% (134/150) v 84,5% (60/7]) cLOTBETHO 32 IMHE30NHA H BAHKOMHLKH (95% JIWU: -4,.9 ; 14.6).
5.2 DapMaAKOKHHETHUYHH CBOHCTBA

JliHe3onua ChABPKA CNABHO (S)-TUHEIOAUA, KOUTO € OUONOrduUHO aKTHBEH W ce MeTabonuzupa Ao
HEaKTHBHH MMPOHU3BOHM,

AbcopOLmsa

JInne3o:4g ce abecopOupa 6bp30 B 10 ronaMa cTeneH el nepopaneH rnpueM. MakcHMalHHTE
INA3MEHH KOHUEHTPALIMK Ce JOCTUraT fo 2 Jaca ciel npuemMa. ADcomoTHaTa nepopasita
OMOHAJIMYHOCT HA JIMHE30JIU] (C1e NEPOPASTHO WM HHTPABEHO3HO NPWIMKEHHE [IPH KPHCTOCAHO
npoy4eane) € nmuaHa (npudnuzurenvo 100%). AdcopdimsTa He ¢¢ BIUAC 3HAYMMO OT [IPHEM Ha XpaHa
KaTo abcopOUMa HA nepopanHaTa CyCneH3ua € noaodHa Ha TasH, NOCTUIHaTa ¢ (pHIMHPAHHUTE
Tabserku. [Tnazmennre Cmax u Cmin Ha nuHe3onua (cpeaHa v [SD]) B CTauMOHApPHO CbCTOAHHE Cliel]
MHTPABEHO3HO MpUJIoKeHHe Ha 600 mg aBa MbTH JHEBHO Ca ONpeneeHH CbOTBETHO Ha 13,1

[2,5] mg/] u 3,68 [2,68] mg/L

B apyro npoyuBaHe ciieq nepopalnieH npueM Ha 600 mg 1Ba IbTH AHEBHO J0 JOCTHIAHE HA CTAIIHOHAPHO
cheroatne Cmax v Cmin ca omnpepencud cnotaetdo Ha 21,2 [5,.8]mg/l u 6,15 [2.94] mg/l.
CTalMOHAPHO CHCTOSHUE Ce JIOCTHIrA 10 BTOPHA JIEH HA MpHEMa.

PasnpeaeneHue

006eMBbT Ha pa3npene/ieHUe B CTALMOHAPHO CHCTOAHHE AOCTHTA cpeHO okono 40-30 suTpa npu
3APABY BB3PACTHA MHIMBUIM ¥ C€ npuONKKaga 10 00eMa Ha 0DLIOTO BOHO ChOABPXKAHHE B
opranHusMa. CRbp3BAHETO € [UTA3MEHUTE IPOTEHHH € OKOJ10 31 % M He 3aBHCH OT KOHLEHTPAUHUATA.
KoHUEHTpauHUTe 1€ MHOTOKPATEH MPUEeM Ha THHEe30IM ] ¢a ONnpeaciiHu B pa3IHUYHH TCHHOCTH,
B3€TH OT OrpaHHYeH Opoi UHAMBHIHK MPH NPOYUYBaHHUA ¢ A00poBOILH. CHOTHOLLIEHHETO Ha JIMHE3OIHA
B CIOHKATA M B MOTTA cnpaMo miasmara € ¢hoTeeTHo 1,2:1,0 1 0,55:1,0. CborHOwWweHHETO 32
MOKPHBALIATA CMUATENA TEUHOCT M aJIBEOJIAPHUTE KIETKH B OenuTe npobose e cboTBeTHO 4,5:1,0 H
0,15:1,0, uamepero npu Cmax B CTALHOHAPHO ChCTOAHHE. B Manko mpoyusaHe npu auua ¢
BEHTPUKYJIHO-TIEPHTOHEAIHH II'BHTOBE U HEBB3MAJIEHH MEHHHIH CHOTHOWEHHETO HA JIMHE30/IKW B
rpBEOHAUHO-MO3bYHATA TEYHOCT cnpamo ruasmara npu Cmax e 0.7:1.0 cnea MHOTOKpaTeH NpUEM Ha
JTHHE3OITH ],

buorpanchopmaius

JIuHesona ce meTadoNM3upa OCHOBHO Upe3 OKUCIIEHHE Ha MOP(OTHHOBHA NMPBCTEH, KOETO BOAH
rJI1aBHO A0 00pa3yBaHe Ha B¢ HEAKTHBHH NMPOU3BOAHH Ha KAPOOKCHIOBATA KHCE/IHHA ¢ OTBOPEH
IPBCTEH: AMUHO-CTOKCHAUCTUIORO-KUcenuneH MeTabonut (PNU-142300) » x\OpOoKCHETUI-TITMLINHOB
(PNU-142586). XuapokcueTun-rinuunHoBuaT Metabonut (PNU-142586) e npeodnanasaiyus
MeTaDOMT MPH YOBEKa H Ce CMATA, Ye ¢e 00pa3yBa upe3 HECH3HMEH npotec. MeTaboHTLT Ha
aMHHOeTOKCHaLeTHaTa kucenuda (PNU-142300) e B no-manko koiuyecTBO. ONMKUcaHy €a M JApYTH, AO-
He3HAYHTEIHH, HEAKTUBHH MeTAOONHTH.

EnumuHUpane
[Ipy nauweHTn ¢ HopMmanHa ObOpe4Ha (YHKLMA WM Nieka 10 ymepeHa OBOpeuH
JIMHE30JTH], €& €KCKPETHpa MpEeJUMHO B CTAUHOHApPHO CHCTOAHHME 4pe3 yYpHHATa
(40%), HenpomeHeHo nekapeTBe (30%) w PNU-142300 (10%). Ilpaktuuec
HEMPOMEHEHO JICKAPCTBO B M3MPaXKHEHHATA, AOKATO MpHOMU3MTenHO 6% W 39
OTKPHBAT CLOTBETHO KaTo PNU-142586 u PNU-142300, pecnekTuBHO. ENMMHHauy




Ha JIMHE30JIHA € CPeaHo OKoJIo 5-7 Yaca.,

HedBbOpeuHHMAT KIIHPBHC Bb31W3a HA NpUO.IM3uTeIHO 65% 0T 001 KIMPBHC HA JIMHE30AH.
Hadnronasa ce Majika cTeneH Ha HEJIMHEHHOCT B KJIMpPBHCA NPH YBE/MHABAHE HA JO3UTE Ha
nuHesomua. ToBa M3rnexIa ce AbLHKU Ha MO-HUCHK ObOpeUeH H HeObOpeUeH KIIMPBHC NPH N0-BHCOKH
KOHUECHTPALIMK Ha IMHE30/1K. BLnpexku ToBa pazinkara B KIHpLHCA € MAJKA U HE Pe(IeKTHpa BbPXY
AEHCTBHUTETHUA MONYKHBOT Ha €MTUMHHHpPAHE.

CrieMaiHy NonyJaluM

[lauveHTH ¢ OBOpeyHa HeocTaTBUHOCT: Cnea eaHokpaTHH 1034 oT 600 mg nma 7-8-kpaTHO
YBEIIMUECHHE B €KCITO3MIIHATA HA /IBaTa OCHOBHH MeTaOoIMTa Ha JIHHE3O0IUA B IL1a3MaTa NpH NAUHEHTH
¢ Teskka 6pOpevHa HeAOCTATHUYHOCT (T.€. KpeaTHHHHOB KiubpbHC <30 ml/min). Benpeku ToBa He ce
Hab.monaBa yeenuyeHde Ha AUC Ha HenpoMeHeHOTo JieKapcTBo. BhNpeku, ue uMa U3BECTHO
OTCTPAHABAHE Ha OCHOBHUTE METAOOIMTH Ha JTHHE30JIM]T UPE3 XeMOIHAJIN3A, IA3MEHUTE HHBA Ha
META0OAHTHTE clie]l €IHOKpaTHH A02H OT 600 mg ce 3ana3BaT 3HAYMTEIHO MO-BHCOKHM CJIE], IHANH3A B
CpaBHEHuUE C Te3d, HaOmogaBaHu NP NaUMEHTH ¢ HOpMasiHa 6b0peuHa PyHKUMS WM C JleKa 10
yMmepeHa 0b0pedHa HeTOCTATBYHOCT.

[Ipu 24 nauuenTH ¢ Texxka 6BOpPEUHa HEAOCTATBLYHOCT, 21 OT KOMTO HA PENOBHA XEMOAHATH3A,
MMKOBHTE ITA3MEHU KOHLIEHTPAaLHU HA JBaTA OCHOBHU MeTaboJuTa clell HAKOJIKOAHEREH TIPHEM Ca
okouio 10 0bTH No-BHCOKH OT Te3H, HabMIOJaBaHU NPH MALKEHTH ¢ HOpManHa 0bpOpevHa QyHKUHSL.
[lukoBUTE N1Aa3MENKU HIUBA HA JTMHEZONMA HE Ca 3aCETHATH.

KnuHn4HaTa 3HaYMMOCT Ha Te3H HaOMOAEHHUA HE € YCTAHOBEHA, Thil KaTO MOHACTOAIIEM Ca HATTHLE
CaAMO OrpaHHYEHH JAHHHA 33 0e30nacHOCTTa (BHK TOUKA 4.2 1 4.4).

[lauMeHTH ¢ YepHOAPOOHA HeaoCTAThYHOCT: OrpaHH4YeHd AaHHH COYAT, Y€ (PAPMAKOKMHETHKATA Ha
nuHesonna, PNU-142300 u PNU-142586 He ce npomeHs npu NaUHEHTH ¢ J1IeKa J0 YMepeHa
yepHoApoOHa nepocrarbuHocT (T.€. Child-Pugh knac A wnu B). He e npaBena olieHKa Ha
(papMaKOKHHETHKATA Ha JIMHE30MU NIPH MALHEHTH C TEXKA YepHOApOoOHa HEAOCTATBHHOCT (T.€.
Child-Pugh kaac C). Beapekn ToBa He ce O4akBa HapylIeHHATa B yepHOApoOHaTa QyHKUMA 1A
MOBIUAAT 3HAYMMO MeTab0;11M3Ma Ha TMHE30JIH/1, Thil KaTO TOM ce MeTaboIH3Hpa Ype3 HECH3UMEH
npouec (BHK Toukd 4.2 u 4.4).

[leanaTpuyna nonyaauus (<18 roanuun); HaMa noctarputo ganuu 3a 0€30NacHOCTTa ¥ eUKacHOCTTa
Ha JIMHE30JH IPU Acla U 1oHOLIH (<18 roauHM) 4 3aTOBA NMPUIIOKEHUETO Ha JTHHE30IHA B TA3U
Bb3PacTOBa rPyna He € NpenopbyrTeHo (BK Touka 4.2). HeobxoauMH ca JOIbJAHUTEIHH
POYYBAHHA, 32 A4 C€ YCTAHOBSAT Npenopbku 3a 6e3onacHa v edpexTuprHa fo3MpoBka. [IpoyuBaHusaTa
BLPXY (PapMaKOKHMHETHKATA MOKA3BAT, Ye CJIe] €IHOKpaTeEH H MHOTOKPATEH MpHEM npy aena (1
ceaAMHLA 10 12 rOgHHH) KTHPBHCHLT Ha JIHHe301u A (Ha Dazata Ha kg TeNecHo TEro) e no-BMCoK MpH
NeAHATPHUYHHTE NMALUEHTH, OTKOJKOTO IIPH Bh3paCTHH, HO HAMAJABa ¢ YBENIMYaBaHe HA Bb3pacTTa.

I1pu neua na Bb3pact ot 1 ceamuua ao 12 roguuu npunoxennero na 10 mg/kg Ha Beceku 8 yaca
AHCBHO MOKA3BA €KCTIO3ULUMA, NMOA00HA Ha Ta3H, koaTo ce noctura ¢ 600 mg 18a NbTH AHEBHO NPH
Bb3PACTHH.

[Ipu HoBOpOAEHH Ha BB3pacT o0 | ceMHLIA CHCTEMHUAT KJIMPBHC Ha JTMHE301HMA (Ha Oa3ara Ha kg
TEJECHO TETN0) ¢e NOBHIABa OBP30 MPE3 IbLPBATA CEAMULA OT JKUBOTA. 3aTOBA HOBOPOACHHTE,
nostyuaBatili 10 mg/kg Ha Bceku 8 yaca AHEBHO, 1€ HMAT HAH-BHCOKA CHCTEMHA EKCMO3UIIHA HA
MbPBHS ACH_OT paxkaaHeTo. Brnpeky ToBa HE €€ 04AaKBA NPEKOMEPHA KyMYJIALMA TIPH Ta3H

[Ipu ronowu (12 no 17 roauHM) papMaKOKHHETHKATA HA JIMHE30/TH]] € CXO/IHA C Ta3
Bb3PAacTHHC/IEA NpreM Ha qo3a ot 600 mg. 3aTora wHolnuTe, npuemard 600 mg H
OHEBHO, L€ UMAaT ChILATA €KCNO3NUHSA KaTO TazH, HabM01aBaHA MPH BL3PACTHH, I
NO3UPOBKa,



[lpv nenuMaTpUyHH MNAUHEHTH ¢ BEHTPHKYJIONEPHTOHEANEH IULHT, HA KOUTO DAXa MNPHIOKEHM
auHesonua 10mg/kg va 12 vaca wnd Ha 8 4aca, NMPOMEHIHBH KOHLEHTPALMH HA JIMHE30AHI B
epebpocnuHanHaTta TeuHocT (CSF) ca HadmogasaHu OuAo ciiell €AHOKpPaTHO HJAW MHOIOKpPaTHO
NPUNOKEHHE Ha JInHe30Ma. He ca OWIM DOCTHIHATH MOCTOSHHY TEPANeBTHYHU KOHLICHTPaUHH HIIH
noaaop:xaHd B CSF. Eto 3auio, He ce npenopbuBa ynorpedaTa Ha JIMHE3OJIM/], 38 EMITUPHUYHO JIEYCHHUE
Ha MEAMATPUUHHK NAUKWEHTU ¢ HHPEKUHH HA LEHTPAIHATA HEPBHA CUCTEMA.

[laitMeHTH B cTapyecka Bb3pacT: PapMaKOKMHETHKATA HA JTMHE30JHA HE C& MPOMEHS 3HRUYUTEITHO Py
MALMEHTH B CTAPYECKA Bb3pacT HA 63 H NO-BbL3PACTHH.

AKenu: JKeHute uMart Manko no-Manbk 06eM Ha pasnpee/ieHHE OT MBXKETE H CPEAHHAT KIIMPBHC Ce
Hamansea ¢ okoso 20% npu KopHUrHpaHe CnpsaMo TejecHara maca. [lnazMenure KOHIEHTpalUKH ca Mo-
BHCOKH PH KEHHTE H TOBA MOJKE YaCTHYHO [Ia Ce OTAaE Ha PA3IMKUTE B TEAECHOTO Terno. ThH Karo,
oDaue, CPEeIHUAT MOAYKUBOT Ha JIMHE3OJIM/ HE C& pa3iiMuyaBa 3HAUYHTE/IHO MNPH KEHH 1 Mb3KE, HE C€
OYaKBa TUIA3MEHHTE KOHLIEHTPALIMH MNPU KEHKUTE 1a € MOBHIIAT 3HAYHMO HAJl Te3H C JOKA3aHa
[IOHOCHUMOCT H, CIIEAOBATENHO, HE € HEO0X0AMMA KOpeKLIM Ha 103aTa.

5.3 llpeakIHHHYHH ZaHHH 33 §€30NACHOCT

JInHe30/1MA HamMansABa GepTUANTETA U PENPOAYKTHBHATA CNOCOOHOCT HPH MBIKKH IITbXOBE NMPH HUBA
HA eKCTNIO3HLMSA, NIPHOIM3UTEHO PABHH HA Te3H NpK Xopa. [Ipy No0BO 3penu >KHBOTHHU TE3H ceKTH
ca oOpaTUMH. Bbnpeku TOBa Npu MIIaH )KMBOTHH, TPETUPAHU € JIMHE3OIMA NIPE3 MOYUTH LCTHAT
EepPUOA Ha MOJIOBO Ch3pABaHe, TE3H eeKTH He ¢a u3uesHanu. OrbenszaHn ca abHOpMHA Mopdonorus
Ha CIIEPMATO30MAUTE B TECTUCHTE HA 3PE/TH MBKKH IJIbXOBE H XUMEPTPOQHA H XHNEPILIA3HA Ha
CNUTENHH KJICTKH B HaaceMeHHHUKA. JIMHE30IU1 BEPOATHO MOBHABA Ch3PSIBAHETO Ha
CTIEPMATO30MINTE MpH rLTbxoeeTe. JI0DaBAHETO HA TECTOCTEPOH HE NOBIHUABA METUUPAHNUTE OT
NrHe30nuA ehekTH BhpXY depTunnTeTa. Xuneprpodusa Ha HaACeMEHHHKA He ¢ Ha0ToaBaHa Npu
Ky4eTa, TPETUPAaHH B MPOABIKEHHUE HA €AMH MECEL, BBITPEKH Ye IPOMEHHUTE B TEMMOTO HA NPOCTATaTa,
TECTUCHTE U HAACEMEHHHKA ca OU/TH BHTHMH.

HPD}'T-IBHHHHTEI 34 penpoiayKriBHa TOKCHYHOCT MNPH MHULUIKH H IUThbXOBC HC AaBart JOKa3aTeJACTRA 3a
TepaToreHeH eeKT MpH HUBA HA CKCMO3HMLMSA ChOTBETHO 4 MBTH MO-BUCOKK MM PAaBHH Ha TE3H MpH
xopa. ChlIMTE KOHUEHTPALMH HA IMHE301 Ca NOKA3ATH TOKCHYHOCT BhPXY MalKaTa NpU MULIKH U
Ca CBbP3aHM ¢ MOBHLICHA EMOPHOHAIHA CMBPTHOCT, BKJHOUMTEHO 3ary0a Ha UAA0TO [MOKONEHHE,
HAMAIAABAHE HA TEECHATa Maca Ha [10Ja H H30CTPAHE Ha HOpMAatHaTa FeHETHYHA NPEAUCNO3HULNA
KbM CTEPHA/IHH NPOMEHH B NOKOIEHUETO Ha MUIIKMTE. [IpH niibxoBe ce oTOensA3Ba ciaba TOKCHUHOCT
MpH MakiKkaTa MpH NO-HUCKW KJIMHUYHH eKCrno3Huuy. 3abenaspa ce ieka (eTaiHa TOKCHYHOCT,
v3pa3eHa KaTo HaMalleHO TErJIo Ha 1043, MoHwKeHa OCH(HKALMS HA FpbAHATA KOCT, HaMaJieHa
BCPOATHOCT 32 OLIC/IABAHE HA MAJNKHTE H JIEKO 3aKbCHEHHE B cb3paBaHeTo. [IpH yudTocsane chiumre
Te3u MANKHW NOKA3BAT OGPATHMO J030-3aBUCHMO YBEIHYEHHE HA MPe-HMIUIAHTALMOHHATA 3aryba Che
CBHOTBETHO HAMAIABAHE HA pepTuiinuTeTa. {Ipu 33k HaMaIEHO TENECHO TEMIO HA MJTOAA €
YCTAHOBEHO CaMO TIPH HAMHYME HA TOKCHHYHOCT MPH MaiKara (KTMHHYHH CUMIITOMH, HAMAJTIEHO
NOKAYBAHE HA TENECHO TErs10 M KOHCYMALMS HA XPaHa) MPH HUCKH HUBA HA ekcro3numd 0,06 mbTh B
CpPaBHEHME ¢ MPEABUACHATA €KCMO3ULMS MPH YOBeKa, Ha 6a3a Ha AUC. U3BecTHO €, ue BUABT €
YYyBCTBUTE/CH KbM €eKTHTE Ha AaHTHOHOTHLIM.

JIMHE30,IM M HETOBUTE METADOJIHTH CE EKCKPETUPAT B MIAKOTO HA KbPMELLH TUTBXORE U
HaDMOABAHHTE KOHUEHTPALMH Ca NO-BUCOKH OT T€3U B MAH4YHUHATA fL1a3Ma.
JInHe3onua npean3BuKea 0OpaTUMa MHUENOCYNPECHS MPH INILXOBE H KYUETa.

[Ipy NBXOBE, HA KOMTO € NPHAOKEH NEPOPATHO JHHE30MHA 3a 6 Meceua, ce Habumongg® ﬁb\'} DATIN4

MHHHMANTHA 0 YMEPEHa aKCOHHA JiereHepalys Ha ceJalMUuiHHTe HepBu npH 80 mg/ :? CBHA e

MHHHMAaJIHA JereHepauds Ha ceTATHIIHUA HEPB € HabMoaaBaH CbUIO MPH | MBXKKHU[EHSE PUE A} e : %

TOBA HMBO Ha JIO3UPAHE MPH 3-MECEUHA MEXKIHHHA Hexponcuia. lIpoBereHa e Uy BCTIRHEES p‘*fﬁ”‘{%; ]:

Mopdo.1oruuHa oleHka Ha rnepdysuarta Ha GUKCHPaHUTE ThKAHH 32 U3CAeIBaHE 32 J0 :" ?3a J &
~

» - w :



AeTeHepalius Ha OTITHYHKA HEPB. Y CTAHOBEHA € MHHMMANHA A0 YMepeHa JiereHepauna Ha ONTHYHHA
HEepB NpH 2 OT 3 MBIKKH €K3EMPITSIPH ciiel 6 MeceuHa A03UpOBKa, HO NpAKaTa BpPbh3Ka ¢ JIEKAPCTBOTO €
HECHIYPHA [IOPaaH OCTPATa HA HaXO4KaTa H HEHHOTO acMMETPHYHO pasmnpeaesieHne. HabawnasaHara
AEreHEPALMI MUKPOCKOINCKH € DUa CpaBHHMMA CbhC CNOHTAHHATA €HOCTPaHHa JAEreHepaLlHa Ha OUHHA
HEPB ChOOLUAaBaHA MPH CTapPECIId MIbXOBE M MOXKE 12 € 000CTpAHE HAa OOU4AHHO H3MEHCHHE,

[{peaxnuHUUHUTE RaHHA, Oazupany Ha o0LONPUETUTE METOAM 32 U3CIIEABAHE Ha TOKCHUHOCT NPH
MHOTOKPATHO [MPUJIMKEHUE ¥ TeHOTOKCHYHOCT, HE NMOKa3BaT 0CODEH PUCK 3a XOpa, OCBEH TE3H,
MOCOYEHH B APYTH TOYKM HA Ta3HM KpaTKa XapakTepucTyKa Ha npoaykra. [Ipoy4BaHuna 3a
KapLMHOM€HHOCT/OHKOM€HHOCT HE ¢4 NPOBEKIAHH NOPaJIH KPATKHA MEpHOA HA MpHIIaraHe H JIMNncara
Ha8 NEHOTOKCHYHOCT.

6. POAPMAINEBTUYHHU JAHHHU

6.1 CrnHcbk HA NIOMOIMHHTE BelEeCTBA

Anpo Ha TabneTkara:
MUKpOKPHCTAIHA LeTy103a
[lapeBsr4HO HHMWIECTE

HutuecTeH HaTpyueB rioyxonar (Tim A)
Xuapokcunponun uenynosa (tin EF)
Marunesues cTeapat

(DHIMOBO NOKPUTHE:

Xunpomenosa 3 mPas

Turanos guokcua (E171)
Makporon 6 000

Tank

6.2 HecnBMeCTHMOCTH

HenpruioxuMo

6.3 (Cpok Ha roanocT

5 rOaMHH

6.4 CoenHaiHH YCJI0BHA 32 CbXpPAHEHHE

To3un nekapcTBEH NPOAYKT HE U3UCKBA CNICUMAIIHY YCIOBUS HA ChXPAHEHHE.
6.5 BuanchabpkaniEe HA ONAKOBKATA

biuctep (PVC/PVDC// Anymunuii): 10, 20, 30 ¢punvupany Ta0NETKH, B KyTHS.
He BcUUKK BUAOBE ONMAKOBKK MOraT 4a ObAaT MyCHATH Ha nasapa.

6.6 Coenna/jHH NpenNa3HH MEPKH [IPH H3XBBLPJISIHE

Heu3mosn3BaHUAT JeKapCeTBEH NPOAYKT WM OTIIAAbYHUTE MATEPHIIH OT HETO TPAOBa
B CbOTBETCTBHE C MECTHHTE H3HCKABAHUS.

7. ITPUTEXKATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA



KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CroBenwus

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

Per. Ne: 20150383

9. JIATA HA IIBbPBO PABPEIIABAHE/TMOJHOBSIBAHE HA PA3SPEIIEHHETO 3A
YIIOTPEBA

Jlata Ha nbpBO paspelaBade Ha ynorpeda: 13.11.2015

JlaTta Ha nocneaHo noaHossiBaHe: 13.05.2020

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

04 FOuu 2023

[NoapoGHa nHdopmMaliis 3a TO3H JieKapcTBEH MPOAYKT € NpeAocTaBeHa Ha yeOcaiira Ha M3mbiHuTeHa
Arenums no Jlekapcrsara (MAJD) http://www.bda.bg.




