
KPATKA XAPAKTEPI4CTIIKA HA TIPONYKTA

l. I4ME HA JIEKAPCTBEHITfl TIPON)TKT

Jlrzue:olr.r4 [lontf aprr,ra 2 mg ml nuSysu oueu pa3rBop
Linezolid Polpharma 2 mglml solution for infusion

2. KAqECTBEH I4 KOJII,IqECTBEH CbCTAB

Bcexu ml or uHSy:HoHHr{r pa3rBop sbAbp)Ka 2 mg nraHe:onr,la (linezolid).
300 ml or r.rH$ysraoHHr4fl pa3rBop cbAbpx(ar 600 mg rrr4He3orrr4A (linezolid).

flotr,roulHn seuecrea c useecrHo neficrnl4e: ruatpuit, tJIIoKo3a.
Tosu rercapcrBeH npolyKr cr,Itpxa 0,38 mg/ml (0,113 g/aosa) uarpuit.
Tosu rerapcrBeH npoAyKr cbAlspxa 45,67 mflml (13,702 g/gosa) rrrroKo3a.
3a nrrHlaq cnucbK Ha rIoMoruHlITe BetuecrBa BI{)KTe roqna 6.1.

3. JIEKAPCTBEHA OOPMA

lIn$y:raoueH pa3rBop.
I4gorosuqen, 6ucrtp, 6esqeereH Ao x6Jrr pa3TBop.
pH:4,3 - 5,3
ocMoJrzlJrr4rer: 280 - 340 mOsmlks

KJIIIHI4IIHTI .IIAHHPI

TepauenruqHn [oKa3aHHq

- Hosorcol\4l,ItulHa rHeBMoHr.rq.

- flHeer\aoHr4 t, npugo6vna e o6qecrsoro.

Jlunesonu4 llon$aprraa e IIoKa3aH npu BTBpacrHr4 3a JreqeHr4e Ha rrHeBMoHr4fl, rrprrAoluras o6u{ecrsoro 14

HO3OKOMH€LJIHA NHEBMOHI4q, KOIATO E IZ3BCCTHO T4ITV CE NPEAIIOJIA|A, LIE CA NPI4qI{HEHI4 OT I{YBCTBUTCJIHH

fpau-nonoxr4TeJrHn 6amepuu. llpu onpe4errflHe, Aatru Jrr4H$oJrrlA e noAxoArrrl 3a reqeHuero, e

ueo6xoAulro Aa ce BeMar rrpeABr{A pe3yJrrarr4Te or uurpo6uoJrofr{qHr4re recroBe r4Jrr4 AaHHr,rre 3a

rrpeBairr.rpaqa pe3r4creHrHocr KbM aHru6anrepuaJrHV areHrv r43Mex(Ay fparu-noloxr4reJrHr,r 6arrepuu.
(BuNre roqKa 5.1 :a no4xoAsrqnre opraunsun).

JIuHesorI.IA He e aKrr4BeH cpeqy un$enqrzu, npur{raHeHu or fpau-orpurlareJrHr{ naroreHu. Aro e AoKa3aH
vllu ce [peAnoJrafa fparvr-orpuqaTeJreH rraToreH, rpr6ea Aa ce 3a[or{He eAHoBpeMeHuo cnequ$uuua
Tepafir4s. cpeuy fparra-orpraqareJrHr4 rrarofeHu.

- VcroxHeulz uuQerqun Ha Ko)Kara u MeKHTe rbKaHr4 (nx. rouna 4.4)

4.

4.1

t4srrbJtHltTEnHA ATEHqUR n0 .ttEKApcTBATA
Kpamxa xapaxmepucmxa xa npogyxm-
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JluuesolIa4 llon$apvra e IIoKa3aH npr4 B:BpacrHr4 3a Jrer{eHue Ha ycJroxueuu rau$erwu HaKoxara 14

MeKpITe rr,KaHI4 caMo Kofaro unrcpo6nolofl4r{Hure recroBe ca ycraHoBr4Jru, qe uu$erquxra e ilpr4qllHeHa
or qyBcrBr.rrenua fpalr-noro?KuTeJrHa 6arcreprz.a.

JluHesollE4 He e aKrlIBeH cpeqy unSerquu, rrpurrr4HeHu or fpau-orpurlareJrHr4 rrarofeHr,r. Jluu*olra4
rpr6na Aa ce H3rIoJI3Ba npu raIIr4eHTr4 c ycJroxHeHn nu$exqnn Ha Koxara r.{ MeKr4re rbKaHr4, npHqHHeHH
oT I'I3BecTHpl I4JII4 Bb3MoxHI4 cT'IIT,TcTBaIqz fpau-orpr4qaTeJrHrr optaHI43MI4, caMo aKo HflMa HaJII{IIHI4
aJITepHarHBHI4 repaneBTLItIHH Bb3MoxHocrr4 (ex. roura 4.4).IIpu regr o6croqreJrcrBa rpr6na Aa 3anorrHe
eAHoBpeMeHHo reqeHue cpeqy lpan-orplrqareJrHure opmHr.r3Mr{.

Jleqeuue c JII4He3oJII4A rpa6sa.4a ce 3arroqBa caMo n 6omrnqna o6craHosrca H cJreA KoHcyJrrarl[r cr,c
cborBereH cflelluaJrr4cr no nrnrcpo6uororr4q ulu nH$er<ql4o3Hr4 6olecra.

Tpr6na Aa ce I4Mar rIpeABI4A o$uquaruure npenopbKr4 3a rroAxoAsrrla ynorpe6a sa alenularcrepvanHu
cpeAcrBa.

4.2 {o:nponna rr Haqr{H Ha rrprrJro}KeHr{e

.[orupoexa

JluuesolIz4 pa3rBop zaun$ysut, Qznrr.rrzpaHn ra6lemu r4Jrr.r flepopaJrHa cycneH3r4q Morar Aa ce
LI3rIoJI3Bar 3a [bpBoHarI€uIHo irer{eHr4e. llaqrzeHr:n, Kor{To ca 3a[oqHaJlu rer{eHl4e c napeHTepaJlHara

Qopua, Morar Aa npeMl4Har Ha nepopaJlHa $oplra, Kofaro roBa e KJrr4HHqHo rroKa3aHo. B raHrzsa c,ltyqav
ue e neo6xoAl4Mo aAanrl4paHe Ha Ao3ara, T6fi rcaro JrHHe3oJraA r4Ma rrepopaJ[ra 6rzoHaluqnocr
npu6rnsurenuo 100%.

Ilpenopuuumenua dosupoerca u npodanJ{umerHocm Ha JxeueHuemo npu rbspacmHu:
llpoAuxureJlHocr:ra Ha JleqeHuero 3aBacu or rrarofeHa, M.f,croro ua uu$erqu.f, r4 Texecrra, KaKTo H or
KJIHHHI{HU' OTIOBOP HA NAIIUEHTA

Cne4uure rrperroptKn 3a [poAT,JIXr.rreJrHocr Ha Jrer{eHr4ero ce 6a:upar Ha re3l4, II3noJr3BaHr4 rrpla
KJII4HHT{HI4 Lr3rrurBaHnfl. Bepo.aruo [pr4 H.f,KoH Br{AoBe nu$erquu e noAXoArxI [o-Kpar6K pe)KHM Ha
JIerIeHI4e, Ho He e 6nl oqeHrnaH tlpa KJIHHHT{HI,I H3III4TBaHHI.

Marcclava.tuara npol:bnlxr4reJrHocr Ha JreqeHuero e 28 4ura. BesonacHocrra u eQercruruocrra Ha
JIHHe3oJIHA, npI4JIaraH 3a IIepHoAr4, flo-Ar,Jrrr4 or 28 4Hu, He ca ycraHoneuu (nN. roura 4.4).

He ce npenopbr{Ba yBernqaBaHe Ha Ao3ara HJrr4 npoAbJrxrr{TeJrHocrra Ha Jrer{eHr4ero npr4 zurfenqun,
cBbp3aHU cr,c cbnbrcreaqa 6axrepneN4Hr.

flpenopruureJlHara Ao3a e eAHaKBa npu rau$ysraoHHur pasrBop r.r ra6rerrnre/rpauynrEre 3a rrepopa;rHa
cycneH3r4.s H e KaKTo cJreABa:

tr4nSenqran ,{osuponra llpo4r,rxureJrHocr Ha

JIEqEHHCTO

Ho:olcotr,t ual Ha rI HeBMoHI4t 600 mg ABa nbrr4

.IIHCBHO

I 0-1 4 nocreaoBareJrHu nHH

IIneeNaoHr4.s, npra4o6rara n

o6ulecrsoro
600 mg ABa nr,rr4

AHEBHO

10-1 4 nocneaoBareJrHn rHr4



VcloNueuu IEH$enquu Ha Koxara n | 600 mg ABa nbrr,r I tO-t+ rocJreAoBareJrHr4 AHZ
MeKI4Te TbKaHH I AHeBHo

II e duampuuH a nonyJr aqun
Hxua 4ocramrlHo AaHHI4 ga 6egonacnocrra H e$uracuocrra Ha JrraHe3oJrr4A npu Aerla u roHourlr (< l8
ro4uHu), 3a Aa ce [penopbqa Ao3HpoBKa (ax. rourcu 5.1 u 5.2). Cle4onarenHo, AoKaro HqMa Halr4rrHr4

AonIJIHI4TeJIHI4 AaHHI4, ynorpeOara Ha Jrr4He3oJrHA B ra3r4 Bb3pacroBa fpyrra He ce flpertopbqBa.

Ilatlueumu s cmapqecKa sbspacm:
He ce Hanara aAa[rr{paHe Ha Ao3ara.

Ila4ueumu c 6u6pevua uedocmamuqHocm:
He ce Harara a1ailrkrpaHe Ha Ao3ara (ex. rourz 4.4 n 5.2).

Ifaqueumu c mecrcKa 6u6peuua uedocmamuuHocm (m.e. Clcr < 30 ml/mtn).
He ce nalara a!.anrvpaHe Ha Ao3ara. flopa4ra Her43BecrHoro KJrHHr4qHo 3HaqeHr4e Ha Br4coKara
eKclo3I4IIHq (Ao 10 n:srIa) Ha ABara ocHoBHu ruera6orr4Ta Ha Jrr4He3oJrHA rrpr4 narlr4eHru c re)r(Ka 6r6peuna
HeAocraTT,r{Hocr, JII4He3onugrpx'uaAa ce npr4Jrafa cbc cnerII4aJIHo BHI4MaHr4e npH Te3H nar{r{eHTl4 I{ caMo
TOfaBa, KOfaTO Or{aKBaHaTa rroJr3a HaABprrxaBa TeopeTr4qHHr pr4cK.

Ttfi raro oKoJIo 30Yo or IIpr4JroxeHaTaAogaJrlrHe3oJrr4A ce oTcTpaH.{sasa3 qaaanpv xeMoAHturr{3a,tpu
IIaqI4eHrI4 Ha AlraJru3a Jrr4He3oJrr4A rpt6na Aa ce ilpr4Jrara cJreA npoqeAypara. OcHosHrare lrera6oluru na
JIHHe3oJIIII ce orcrpaH{Bar Ao r43BecrHa crerreH r{pe3 xeMoAHutu3a. Bupenu roBa, KoHrleHTpaur4r4Te Ha
resn luera6o |lkrrv ce 3arla3Bar 3Har{r4TeJrHo rro-Bl4coKl,t creA \ualrr43a, orKoJlKoro re3H, Ha6lro4anaHIa npu
IIaIII4eHTH c HopMaJIHa 6t6peuHa t|yHnqraa [rJrH JreKa, Ao yMepeHa 6:s6peuua HeAocrarbqHocr.

CreAosarerHo, JII4He3oJIugtpr6uaAa ce r43noJI3Ba cbc cneqplzulHo BHHMaHHe ttpu naIIr4eHTr4 c rexKa
6r6peuna HeAocrarbrlHocr Ha Akrurvga rr caMo rofaBa, Kofaro oqaKBaHara rroJr3a HaABr{[IaBa
Teoperr4qHHs plrcK.

,{ocera HqMa oilI4T c npnJraraHe Ha Jrr4He3oJIHA Ha narlr4eHT}r, IIoAJIoxeHr.r Ha IIpoAIJIXIITeJTHa
av6ynaropHa nepzroHeiulHa AlaaJwaa (IIAilD HJrr4 aJrrepHarr4BHo rer{eHue sa 6r6peuHa HeAocrarbqHocr
(pa:nuuno or xeno4na.nusa).

II aqueumu c u epu odp o6ua u e d o cmam'buH o cm'.

He ce ualara aqafiTlrpare Ha Ao3ara. Bce nar HMa otpaHllr{eHr4 KJTHHIIT{HH AaHHI4 14 ce [penopr,r{Ba
JIHHe3OJIHA Aa Ce H3rrOJr3Ba IIpr4 TaKHBa IIaIIr4eHTr4 CaMO KOfaTO Or{aKBaHaTa [OJI3a HaABI4IXaBa

reoperr4qHr4s,pvcK (nN. rour<n 4.4 n 5.2).

Haquu Ha npuloxenue
I4nrpareuo:Ho rlpl{JloxeHr.re. Pasreopr,r 3a an$ysur rpl6na Aa ce Br,Be)KAa 3a nepuoa or 30 rc 120
Mr4HyTr4.

4.3 llporunonoKa3aHuq

CnprxuyncrBl4TeJlHocr KbM aKTHBHoro BeilrecrBo lrJrrz K6M HrKoe or IIoMouIHI,ITe BelqecrBa, us6poeura n

roqra 6. l.

Nllwq



JluHesonu4 ue rpr6na Aa ce I43troJr3Ba rrpu rraurzeHTr,r, KoHTo B3HMar JreKapcrBo, uHxn6upaulo
MoHoaMI,IHooKcI4AuBLIre A Lrrtu B (uanp. SeHel:uu, u:onap6orccasr4A, ceJrefrzlrau, uor<lo6elrrzl) r4Jrr,r Ao
ABe CeAMr,rqH CJreA npr.rJraraHe Ha TaKoBa JreKapcTBo.

Arco Hslaa Bb3MoxHocr 3a crpI4KTHo ua6rrc4eune Ha KpbBHoro HzurflfaHe, JrHHe3oJrr4A ue rpr6na 4a ce
npHJlafa npl4 rIaI{IIeHTIt ClbC CJIeAHI{Te IIOAJIe}(aI]IH KJr}tHIIr{Hr4 C},CTOflHLTfl, HIrLr C1DC CJIenHr{Te TI4IIOBe
cbIIT,TCTBaIqO JreqeHlle :

- flaqneHrla c HeKoHrpoJIVpaHaxrineproHr4fl, $eoxponroqr4roM, KaprluHor4A, Tr{peoroKcr,rKo3a, 6unorapHa
Ae[pecuq, urusoaQerruBHo pa3crpoft creo, ocrpr4 cbcro flHns. Ha o6rpnnaue.
- flaqIzeHrIa, rlpueMauru H.sKoe or cJreAHr4Te JreKapcrBa: uuxu6utopu ua o6parHnr 3axBar Ha oeporoHr{Ha
(nx. ro.rrca 4.4),Tpu[urcJrLl\IHr aHrrrAenpecaHrr4, ceporoHrzH 5-HTr peue[ropHH afoHr{crr4 (rpnuraHra),
npeKl4 14 HerIpeKLI cI4MrarHKoMlaMervrryt (nrr. a4peHeprr4rrHure 6poHxo4unaruropur, ncengoe$e4puH u
Qeunrnponauonauun), Ba3onpecr{BH}r cpeAcrBa (Hanp. enuHe$puu, HopenuueSpraH),4onauuHeprur{Hr4
cpeAcrBa (Hanp. AorraMuH, 4o6yrarr,luH), [err4Ar4H raln 6ycnupoH.

[auHIzre or orrr4Tr4 c )KpIBorHr{ npeAnoJratar, r{e Jrr4He3oJrtrA r4 HeroBr4re uera6olarr4 rrpeMuHaBar B

rr,rafiqnuoro MJItKo lI cJIeAoBareJIHo Kr,pMeHero rpr6na Ia ce fipeKparrr rrpeAr4 3a[or{BaHe HJrr{ ro BpeMe
Ha rer{eHr4ero c JruHe3oJu.rl (sN. roqna 4.6).

4.4 Cnequa;rnu [peAyrrpexAeHuq H rrpeArra3Hr{ Meprr{ npu ynorpe6a

Muenocynpecun
llpu naqueHrn, rIpI4eMarIIr4 nraHe3oJruA ce cro6qasa 3a Mr4eJrocy[pecntr (srrrcuurerHo aHeMr4q,

reBKoreHuq, rIaHIII4ToIIeuur u rpon6orlr4ToneHnrr). B cnyuarare, npr4 Kor4To p*yJrrarbr e r43BecreH, rrpl4
npeKparqBaHe Ha [pHeMa Ha JrnHe3oJlrA, 3acefHarr4Te xeMaroJrofHqHr4 noKa3areJlH ce Bpbruar K6M

croftuocrn or npeAl4 Jler{eHl4ero. PrEcrtr or re3r4 e$ercrz, H3rirexAa e cBbp3aH c npoAbJrxnTeJlHocrra Ha

JIeqeHHeTo. IIpu naqueHTH B craprlecKa Bb3pacr, JreKyBaHH c JII4He3OJIIIA, Moxe 4a ce na6lrc4ana
IIoBIIIIeH pI4cK or AI4cKpa3I4r, c[ptMo IIo-MJraAr4 rrarlr4eHTu. Tponr6oquro[eHr,Ir Mo)Ke Aa Hacrbnu rlo-
qecro npu naqLIeHTI4 c rexKa 6r,6peuua HeAocrarbqHocr, He3aBr4cvMo !.aIrH ca Ha Alrutuga vrv He. flo
Ta3I4 [pI4r{HHa ce npeilopbqBa BHI4MareJrHo MoHhropr4paHe na 6pox Ha KpIBHHTe KJIeTKII npr4 rraqrreHTr4,

KOI4TO:

I4ntar auaune3a 3a aHeMr4r, fpaHyJror{r{rorreHHfl uru rpolr6orlnrotreHr4r; rrpneMar eAHoBpeMeHHo

JleKapcrBa, Kor4To Mofar Aa [oHr4xaT HHBara ga xevouo6]4{a, Ia llorncHar 6por Ha KpbBHHTe KJrerKr4

vrltv Ia roBiru-s.rr ue6raronpurrHo 6por nnr.r $yurcqraflTaHarpou6oqrEuare; r4Mar rexKa 6:s6peuHa
HeAocrarbqHocr; JIeKyBar ce rroBeqe or 10-14 4nra. flpu re3u rrarlaeHrr4 JruHesoJrr{grpx6saAa ce npr4Jrara

caMo Kofaro e Bb3Mo)KHo BHHMaTeJIHo MoHl4Topr4paue ua crofisocrr{Te sa xeuouo6uua,6pos, na
KpbBHr4Te KJrerKrr ra rpov6oqurare.

Aro no BpeMe Ha JleqeHuero c Jrr4He3orIHA ce [oqBr4 cepr4o3Ha MneJrocyflpecH\ rrerreHvero rp.r6na 4a ce
npeKparlt, ocBeH aKo npoAtJDraBaHero My se e a6comorHo HaJro)Kr4TeJrHo, Karo B rosu clyuafi rpr6ea
aKTHBHo Aa ce npocJle4rsa 6porr Ha KpT,BHr4Te KJrerKr4 v Aa ce [pr,rJroxar rroAxoArrrlr4 crpareful,I 3a

oBnanqBaHe Ha cT,cTofl HI4eTo.

B Aonuuesue ce nperropbqBa exece.rlMuqHo MoHr4TopupaHe Ha KpT,BHHTe [oKa3areru (nrcr.
crofiHocrure Ha xeMorJro6una, rpov6oqurure, o6ulnfl 6poft Ha neBKorlr4rr4Te ra 4r.rQepeHrlr4€urHo 6poeHe)
rIpH naIIIreHTI4, rIpHeMaIqI4 Jrr4He3oJrr4A, He3aBHcr4Mo or rrbpBoHa.uaJrHtrs.6poft rcpreHr4 KJrerKH.



flpr'r npoyueaHHflTa,IIpH KoI4To Jrr.{He3oJr}rA e r{3rroJr3BaH 6rarornopureJrHo, Karo rrocJreAHa
xl4Boroc[acsBa[Ia Bb3Mox(Hocr, e ua6lrc4aBaHa rro-BrlcoKa r{ecrora Ha cepvo3Ha aHeMuflrrpn naUr4eHTI4,
flolyqaBafin JII4He3oJII4A no-AbJrro or MaKcrrMaJrHo rrpeflopbqBaHara rrpolbJrxr.rreJrHocr or 28 4ura. [Ipu
To3H IIaIII4eHTI4 Ilo-qecro ce HaJrara KpbBonpeJrusaHe. B nocrMapKerr.rHroBrzq nepr4oA ce cto6rqana sa
cryrral4 HaaHeMHfl, HaJIatau{H KpibBo[peJIHBaHe, Karo noBer{e cJryqau ce Ha6lrc4anar rIpI4 rrarlqeHTr4,
npr4eMaJru Jrr4He3oJrr4A rroBer{e or 28 4Hra.

B nocrnaaprerllHroBl{f nepuoA ce cro6ulana 3a crtyr{ar4 Ha cu4epo6lacrHa aHeMLIr. B cnyuaure, rrpu
KoI4To Har{zuloro Ha peaKl{uqra e 6zlo }I3BecrHo, noBer{ero [arIr4eHTH ca npueMiulu Jrr,rHe3oJrr4A 3a rroBeqe
or 28 4uu. floseqero [aIII4eHTI4 ca ce BT,3craHoBIrJrH HaII:bJrHo I4ra Llaor[r{Ho cJreA rlpeKpartBaHe Ha
npr.reMa Ha rrr4HegoJruA, cbc nnu 6e: [eqeHr4e Ha aHeMrrflTa.

fucnponopr4u.fl Ha c.A4bpmHocmma no zpeJwe Ha KruHuttHo usnumnoHe npu nar4ueHmu c lpaa-
noIroJ{umeJtHu KpbsHu uucperct4uu, cebpsaHu c nocmoBflHe Ha Kamembp.
Ha6lro4anaHa e IIoBI4IxeHa cMtprHocr npr.r [arlr4eHTa, JreKyBaHH c Jrr4He3oJII,I.4 n rcou6uHaqux c
BaHKoMr4rlr4H/gur<lorcaqulr'tH/orcaqunr4H B orBopeHo npoyr{BaHe rrptr rex(Ko 6omru [aIIr4eHTr4 c
BbrpecbAoBl{, Karer6p-cBbp3aHr4 uuSenqun U8/363 (21,5%) crprMo 581363 (16,0%)1. OurosHr4sr
Qarcrop, [oBrI4qBaIq cMbprHocrra e r43xoAHoro qbcrorHr{e ua fpau-noJro}KuTeJrHara nH$ercqul.
Cu:spruocma e 6uta cxoAHa npr4 nar{r4eHru c uH$erqvr4, npvquHeHn H3rlqiro o:r lpau-roloxr,rreJrHu
Ml4KpoopfaHrz:rr,ru (roe$uqr4eHr Ha pHcK 0,96;95Yo r4HrepBaJr Ha AoBepr.re: 0,58-i,59) Ho e 6una
3HaqHreJIHo IIo-BI4coKa (p:0,0162) npu fpynara, JreKyBaHa c Jrr4He3oJrr4A, npr4 Korro r{Ma Apyr naroreH
LLIIId He e ua6lrc4anaH narofeH B Haq€uroro (rcoe$rzqrzeur Ha pr4cK 2,48; 95%o r4HrepBiur Ha AoBepr{e:
1,38-4,46). Hafi-roreuurtt guc6arrauc ce e noryr{r4Jr no BpeMe Ha reqeHr4ero rr B paMKr4re sa7 AHr4 cJreA
rlpeKpartBaHe rIpIIeMa Ha [poyqBaHoro JreKapcreo. Ioseqero ttarlueHru or fpyrrara, nolyqaBara
JIuHe3oJIHA, ca npn4o6ulra fpau-orprzr{areJlHl4 narofeHl4 no BpeMe Ha [poyr{BaHero 14 ca ilorrrrHaJll4 or
fpau-orpuqareJlHl4 IlaroreHr4 lr rroJrr4Munpoluarluu uu$exquu. Cle4onarelHo npr4 ran$enquu Ha Koxara
14 MeKrITe rbKaHI{, JII4He3oJII4A tpt5na ra ce ilpnrara caMo npu nar{HeHTH c H3BecrHa }IJIH Bb3MoxHa Ko-
nHSerqur c fpav-orpullareJlHlr MHKpoopmHr43MH, aKo H{Ma aJrrepHuruBl:a Bb3Mo)rcHocrn 3a JreqeHze
(rN. roura 4.1). IIpu resIE o6crosreJrcrBa rpr6na 4a 6r4e 3anor{Haro eAHoBpeMeHHo rer{eHr4e cpeqy
fpau-orpuqareJrHr4re Mr4KpoopfaHr43M14.

fuapua u Kolum, clbpsaHu c aumu6uomut4u.

luapun Iz KoJII4T, cBbp3aHI4 c np?IeM ga aurlr6r.rorr4llld, BKJrroqtzreJrHo ncen4orvrerr,r6paHo3eH KoJrr4T I,I

nr4apvs., cB:bp3aHa c Clostridium dfficile, ce cro6ulanar BbB BpT,3Ka c ynorpe6ara Ha nor{rr4 Bcr4r{Kr4

auru6uornqpl, BKJIIoqI4TeJIHo JII{He3OJII4A u Mofar Aa Bapr4par or JreKa Inaprr,fl,4o $ara.leu KoJrHr.
Cle4onarerHo e BarKHo racer4ManpeABuA ra3lr AnarHo3a [plr rtarlneHrr4, npoflBrBailI[ cepuo3Ha Avapvs.
rlo BpeMe Ha vrn cJIeA I,I3norI3BaHero Ha Jrr4He3oJrr44. B cnyuafi Ha rloAo3peHkre uilv rrorB:bpxAeHr4e 3a
auru6uornqHo-cBbp3aHa Auapr4s.I4JIH KoJII4r, rpx6na Aa ce npeKparri rer{eHuero c aHrrz6aKrepuaJrHr4
afeHTH, BKJI[or{I4TeJIHo JIuHe3oJIuA r4 BeAHara Aa 6's1e npeAnpllero noAxoA.rrrqo neqeH[e. B ro:u cnyuait
ca nporuBonoKa3aHr4 JreKapcrBa, uuxn6uparrlu rrep]IcraJrrkrKlta.

Jlarcmamua auudosa
flpu ynorpe6a Ha luue:oJIHA ce cro6rqana 3a JraKrarHa arlnAosa. fla4ueutu, pa3Br4Baurn npv3Har\kr u
CI4MIITOMI4 Ha Ir.rera6onIETHa aIIHAo3a, BKJrroqr.rreJrHo npexoAHo raAeHe 14 I]oBpblrlaHe, a64orulrualna
6orrca, HI4cKa croftHocr na 6urcap6on arv krlrr4 xl4rrepBeHTlr rauvfl, npr4 rrpneM Ha Jrr4He3oJII4 a, lpxlr,a
BeAHafa na 6rl.at nperJIeAaHI4 or JreKap. Aro sacrr,n v rraKTtrHa a\t4/ioga, noJr3r4Te or npoAbJrxaBaHe Ha
reqeHl4ero c JII4He3oJIHA rpr6na Ia 6r4at npeIIeHeHH cnprMo rroreHrlr4aJrHr4Te pr4cKoBe.
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Mum oxou d puarH a duc Qyurct4un
JluHesolu4 uuxu6upa6errr'quras cr4HTe3 B Mr4ToxoHApr4r4Te. B pesymar Ha roBa uuxu6upaue Mofar Aa
ce noryrlar HexeJIaHI,I peaKIII,Ir4 Karo JraKTarHa at\rrryo3a, aHeMr4{ 14 HeBponarr4r (ouHa ra uepn$epna); re:lt
w6utus, ca [o-qecrrr, Koraro JreKapcrBoro ce rrpuJrara [o-AbJrfo or 28 4ura.

Cepomouuuoe cuudpou
I'Irua cnourauHu cro6u1ennfl.3a ceporoHaHoB cr4HApoM, cBbp3aH c eAHoBpeMeHHo np[lafaHe Ha
II4He3OJII4A e CepOTOHI4HeprHr{Hr.r cpeAcrBa, BKJIIoqT4TeJTHO aHTr4AenpecaHTr.r KaTo ceJreKTr4BHr,r

uuxu6uropn na o5paruut 3axBar Ha ceporoHr4na (SSRI). llopa4z roBa eAHoBpeMeHHoro rrpr4JraraHe Ha
JII'IHe3oJII{A 14 ceporoHuHepfl4r{Hu cpeAcrBa e nporlrBonoKa3aHo (nx. rovrca 4.3), oceeH B cJryqar,rre,
Koraro e eAI4HcrBeHa Bb3MoltHocr. B regu crryqav narlr4eHTr4Te rp.r6na Aa ce ga6lrcAaBar BHr4MareJrHo 3a
rIpH3HaIIu 14 cI4MTIToMH Ha ceporoHrrHoB cHHApoM Karo KofHr4TlrBHa 4rzcQyHrqnr, xr4[eprupeKcr4r,
xuneppeQneKcvrfl kr sary6a Ha KoopAl{Haqul. Ar<o ce [orBrr raKHBa rrpr,r3Har{r4 14 cl4MrrroMl.l, JreKapr{Te
rpr6na Aa o6ctAsr IlpeKparflBaHe npueMa Ha eAr4H or .qBara vrrv HaABara rrpoAyKra; aKo oe npeKparr{
npI4eMbT Ha ceporoHl4HeprHr{Hr4q rrpoAyKT, Moxe Aa ce ro_rrBrr cr{MnroMr4 Ha orHeMaHe.

IlepuQepua u ouHa Hezponamun
flpu naqueHrv, JIeKyBaHI{ c JII{He3oJru4 ce cro6rqaBa3a nepr,rsepHa HeBponarr4.rr, KaKro r4 3a oqHa
HeBponarut II oqeH HeBpI4r, rroHrKora nporpecupaulr.r Aa sary6a Ha 3peHr4ero. Tesu 4LaHHla ca iloflyr{eHr4
IJIaBHO npl4 naIIlIeHTH, KOT4TO Ca nppleMaJrrl Jrr4He3oJrr4A 3a roBerre or MaKcraMaJrHo [penopr\anure 28
AHH.

Bcaqnu [aIIHeHrH tpx6na ga6rgar cbBerBaHr,r 4a cro6rqaear 3a cr4MrrroMpr Ha 3pr4reJrHo yBpexAaHe,
KaTO npoMeHH B 3pI4TeJIHaTa OCTpOTa, UBeTHOTO 3peHr4e UJIH 3aMbfJreHO 3peHr4e r4JII4 HapylxeHH{ B

3pllreJlHoro nole. B raKlIBa crryqav e ueo6xo4urr,ra6rpza oueHKa 14 npr4 HyxAa - KoHcyJrrar\ufl, c
o$rarnolor. Arco Hrrcou flallr4eHrrr npueMar JluH*orrz4 llon$aprr.la rroBeqe or rrpenopbqaHlrre 28 4uu,
3pnTeJrHr4re rzlr QyHrquu rpr6na Aa ce [pocreArBar BHr4MareJrHo.

flpu norra na nepnQepHawrv oqHa HeBponarvfl crerBa Ae ce npeqeHqr noreHqlraJrHr4re pr4cKoBe, npeAr.r
npoAbJrxaBaHe Ha Jrer{eHnero c JluuesorraA llon$apva.

llpu naqueuru, Kol4ro npueMar r4rrn HacKopo ca npr4eMaJrn JreKapcrBa cpeqy lrurco6arreprrrz 3a JreqeHr{e
Ha ry6epryno3a, Moxe Aa cbulecrByBa rroBu[reH pacK or rrorBa Ha HeBponarr4n.

fupuoee
Cro6qana ce 3a IIotBa Ha rupr{oBe npr4 nar{}reHTu, JreKyBaHlI c JurHe3oJlz4. llpu rroBer{ero or re3n crryqav
ce cro6ulana 3a aHaMHe3a 3a rbpqoBe I,IJII4 H€urHqr.re Ha pucKonra $arcropu 3a norBa Ha rbpqoBe.
IlaqIaeHrure rpr6na ga6'sgar rocr,BerBaHra ga rzHSopnlhpar JreKapr cH, aKo HMar aHaMHe3a sa rbpqoBe.

Mou oauuu o orccud asuu uuxu6umo pu
JluHesoln4 e o6parnu, HeceJreKTuBeH rznxu6urop Ha MoHoaMr4HooKcuAa3ara (MAO-unxrz6urop);
BbrIpeK[ ToBa llplt Ao3rr, fipuraraHa 3a aHrz6arcrepu€ulHo JreqeHrde, rofi ue oKa3Ba aHTr4Ae[pecI,IBeH
eQercr. ,{aHHIzre no orHolreHr4e Ha JreKapcrBeHr4 n:auuogeilcrBLrs.v 6egonacnocr Ha JIIIHe3oJTHA,

npI4JIafaH Ha naUI4eHTH c rloAJlexaqo ga6onseaHe n/v[tu eAHoBpeMeHHa TeparrH.rr, KoqTo Moxe Aa rr4
IIoAJIoxI{ Ha pHcK or MAO-uuxu6upaue ca MHofo orpaHr{r{eHr4. llo ra:u ilpurrvHa, rrpuJlafaHero Ha
rI4He3oJIHA rIpI4 TaKHBa o6crosrercrBa He ce [penopr,r{Ba, ocBeH aKo e B63Mo)KHo BHr4MaTeJrHo

MoHr4ropnpaHe Ha rrarlueHrnre (rx. roqKrr 4.3 u 4.5).



Ynompe6a c xpaHu, 1ozamu Ha mupal4uH
flaqueurure rpr6na lla6r'lar cbBerBaHI4 Aa He KoHcyMapar foJreMfl KoJrr4qecrBa xpaHu,6orara
rr4paMrrH (nx. rourca 4.5).

Cynepuurperct4uu
E$enmr Ha reqeHuero c nI4He3oJrr4A Bbpxy HopMaJrHara Qropa He e orleHrBaHo rro BpeMe Ha KJrr{Hr4qHr4
IrpoyqBaHr,rff.

Ynorpe6ara rta auru6uorl4l1u Mo)Ke rroHrKofa Aa AoBeAe Ao cBpbxpa3BlztTr4e Ha HeqyBcrBr4reJrHrd
MllKpoopfaHusvn. Hanpl4Mep, oKoJro 3%o ot rraqrreHTure, [pr4eMarrlH [penopbrrHTeJrHHre Ao3r4
JIIIHe3OJII4A, canpoflBkrlr]/' JleKapcrBeHo-ooycronena KaHAr4Ao3a rro BpeMe Ha KJrr{HHr{HATe vgrvrBaH]/'s..
Heo6xo4Ialto e Aa ce npeArlpueMar noAxoArrrlr4 MepKrz rrpu noqBa ua cynepnuQeKrlr{q no BpeMe Ha
JICqCHI4CTO.

Cnetluanuu nonyraquu
JluuesolIl4 rpr6na Aa ce [pI4JIara cbc cnerlr4aJrHo BHrrMaHHe npn [arlr4eHTr4 c re)KKa 6r6pe.rHa
HeAocrartqHocr H caMo B cJryqar.{Te, Kofaro orraKBaHara rroJr3a rrpeBb3xo)KAa reoperr4qHl{r pucn (nx.
roqKr4 4.2 u 5.2).

flpularaHero Ha JII,IHe3oIrwArrpLt [aL{r{eHTr4 c re)KKa.repno4po6ua HeAocrarblrHocr ce rrpeflopbqBa caMo,
Kofaro or{aKBaHara rroJr3a rrpeBb3xoxAa reoperr4rrHrar pr4cK (nx. rourcn 4.2 u 5.2).

Ktuuuuuu u3numqaHutt
Besonacuoclra u eSercrunHocrra Ha JrHHe3oJrHA, trpuJraraH 3a nepr4oA, no-AbJrbf ot 28 guu, He ca
ycraHoBeHrl.

KonrponzpaHuTe KJII,IHI4TIHIz I,I3nI4TBaHIrr He ca BKJTIoqBaJTLI [aqI{eHTu c gua6eruv regvkr Ha crT,I]uIJIoro,
4ery6uryc, I4cxeMl4r{Hlt Iregvpr, TexKH v3tap Hrtfl HJr}r raHfpeHa. llo ra3r.{ rIpI4qI4Ha orrr{TT,T or ynorpe6ara
Ha Jrr4He3OJIHA rrpr{ Te3r4 CT,CTOTHUT e OfpaHHqeH.

Ilououquu seu,{ecmsa
Tosn rercapcrBeH npoAyKr cbAbpxa 45,67 mglml (r.e. 13,702 9/300 ml) fJrroKo3a. Tona rpr6ea Aace uMa
npeABr4A rrplr narIHeHrH cT,c 3axapeH gua5et.
To:rz lerapcrBeH npoAyKr cbAbp)r(a 113 mg uarpuir s 300 ml or npoAyKra, eKBlrBaJreHrHrr Ha 5,65%o or
flpenopbql4TelrHkrfl MaKcI4MaJIeH AHeBeH npueM or 2 guarpui,t 3a Bb3pacreH. Komaqecrsoro Harpnfi
rpr6na Aa ce vMa rrpeABHA rrpr4 narlr4eHru Ha KoHrpolvpaHa Harpr4eBa nvera.

Bc.stco KoJIHT{ecrBo narpuft, B pa3rBopl4Terr rp.r6ea Aa ce r4Ma [peABr4A rrprd npecMrraHe Ha o6uroro
cbAbp)r(aHue Ha Harpuft B roroBtir pa3rBop (nx. rourca 6.6).
3a no-no4po6ua nH$oplra\un 3a cr,AT,pxaHr4ero Ha Harpr4fi n pa":reopureJrq, orHecere ce Ao
npolyKroBara uuSopnraqr4r, rrpeAocraBeHa or npora3BoAr{renq My.

4.5 B:aulro4eficrBlre c ApyrIl JIeKapcrBeHu rrpoAynTr{ r{ Apyru Qopmu Ha B3ar{MoAeftcrnne

Mo u o aauu d o rcc ud a s uu uruxu6um o pu
JlvHesolu4 g o6parnv, HeceJIeKTHBen rzHxu6urop Ha MoHoaMnHooKcr4Aa3ara (MAO-uHxu6urop). llrr,la
MHofo ofpaHnqeHl4 AaHHU or npoyr{BaHl4fl 3a JreKapcrBeHH e:aulro4eftcrBr4s. rr 3a oe3onacHocrra Ha
JII4HC3OJIHA' KOIaTO Ce [pI4JIafa Ha IIaIIH€HTIi CbC CT,tIbTCTBailII4 [eKapCTBa, KOI4TO MOfaT Aa lI4 LI3JIO]I(aT
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OOCTO9TOJICTBa He ce npenopbqBa, OCBOH aKO e BT,3MOXHO CTpLIKTHO MOHI4TOpI4paHe Ha naqI4eHTI4Te (BX.
ro,rKr4 4.3 u 4.4).

IlomeuquanHu $auwodeilcmeua, 6odeu4u do noeuwaeaHe Ha Kpbluomo Harfleane.
flpu s4panu HopMoreH3I4eHu 4o6ponolur4 Jrr4H%oJrr4A noreHrllapanoBr4rnaBaHero Ha KpbtsHoro HaJrqraHe,
npeAI43BI4KaHo or nceBAoeSe4praH n $eunrnpo[aHoJraMr,rH xHApoxJrop]r4. flpuevtr Ha Jrr4He3oJrHA
3aeAHo c ncen4oe$eApl4H I4 $eHrarnponaHoJraMr4H xnApoxJropnA rrpeAr.r3Br4KBa cpeAHo rroBr4rraBaHe Ha
cHcroJlHoro KpbBHo HarqfaHe or IIoptAT,Ka ua 30-40 mmHg, B cpaBHeHr.{e c 1l-15 mmHg rroBtrilreHue,
npu caMocrotreJleH rIpI4eM Ha JII4He3oJIua, 14-18 mmHg ilpu caMocro.rrreJreH rrpr4eM ua ncen4oe$eApr,rH r.t

$eHIarnponaHoJIaMI4H ra 8-1 1 mmHg npu rraqe6o. llo4o6un npoyqBaHr4r ue ca 6unu ilpoBexAaHrl c
xI4nepreH3HBHI4 naIII4eHua. llpenoprr{I4TeJrHo e Ao3r{Te Ha JreKapcrBa c Ba3orrpecunuo 4eficrnr4e, BKJr.

AO[aMI4HepfAtIHI4 aleHTI4, Aa Qe rl4TpHpar BHHMaTeJTHO AO rrooTr4raHe Ha )r(eJlaHr4r pe3yJrrar, Koraro ce
rrprrJrataT eAHoBpeMeHHO C JlI{He3OJrr4A.

II omeuquanHu c ep omoHuH epzuvHu e s aua,to d eitcmeua
floreHqlaa"lltoro JIeKapcrBeHo B3auMo4eficreue c AeKcrpoMerop$aH e r43cJreABaHo trpu 3ApaBH
4o6pononqu. llpularau e AeKcrpoMerop$aH (4ne 4o:n no 20 mg Ha4 \acauurepna-l) crc zru 6es
JII4He3OJIHA. He ca Ha6nrcI:aBaHla e$ercru Ha ceporoHnHoB cr4HAponr (o6tprnaHe, AeJrr4pr4yM,
6esnorcoftcrBo, TpeMop,3aqepBqBaHe,4ua$opesa, xunepflhpexcur) npn r43cJreABaHe Has1para rr4r\a,
rrpr4eMarrlu Jrr4He3oJrr.rA r4 AeKcrpoMerop $au.

llocruaprceu4HfoB oIII4r: I4Ma eAuo cro6rqeHr4e 3a narlr4eHT c e$exru, no4o6Hra Ha ceporoHr{HoB
cI4HApoM, no BpeMe Ha npl4eM Ha JII4He3oJrr4A n AeKcrporr.reropSaH, Kot4To ca r43qe3Harr4 cJreA cnHpaHe Ha

ABere JreKapcrBa.

llo epeve Ha KrHHI4qHara ynorpe6a Ha JIIrHe3oJurA H ceporoHr,rHeprrlqHr4 cpeAcrBa, BKJrroqr4TeJrHo

aHrl4AenpecaHru Karo ceJIeKrr4BHr4 unxu6utoptt ua o6paruul 3axBar Ha ceporoHr4Ha (SSRI) ca
cro6rqaraHu clry.r'au Ha ceporoHr.{HoB cr4HApou. flopa4ra roBa eAHoBpeMeHHoro npuJraraHe Ha JrHHe3oJrr4A

14 ceporoHl4Heprl4r{Hu cpeAcrBa e [poruBorroKa3aHo (nN. rourca 4.3), ocneu B cJryqar{re, Koraro e
eAHHcrBeHa BT,3MoxHocr u ca orrr{caHra e roqra 4.4.

Vnompe1a c xpaHu, 6ozamu Ha mupaJwuH

He e ua6moAaBaH cbqecrBeH rlpecopeH orfoBop trprr rTur\a, [pr4eMarrlr4 3aeAHo Jrr,rHe3oJrrrA r4 rro-MaJrKo or
100 mg rI,IpaMHH. Toea lpe4norlafa, qe e seo6xoArrMo eAHHcrBeHo Aa ce ug6srsa npr4eMaHero Ha foJreMr{
KonuqecrBa xpaHl4 H HaIII4TKT4 c Br4coKo ct,A:bpxaHr4e Ha rl4paMrrH. (Hanp. 3pqro cnpeHe, eKcrpaKTri or
Apo)KAI4, HeAecrI4nLrpaHI4 aJrKoxoJrHH Harrr4TKr4 ra QeprraeHrupann coeBr4 npoAyKTH naro coen coc).

,Uercapcmea, uema6onusupaHu om qumoxpou P450
JluHesonIa4 He ce uera6oJIH3LIpa 3HaqIIMo or P450 (CYP) eH3r4Mnara cr{creMa u se u:s'xulupa HuKoq or
KJIIzHI,IT{Ho3HaqHMI4re qoBerxKrd CYP usorpoprru (1A2,2C9,2C79,2D6,zEI,3A4). Cxoano, Jrr{He3oJrr4A
He LIHAyUI4pa P450 H3oeH3HMI4re npl4 nrrbxose. CreAosareJrHo He ce oqaKBar CYP45O-unAyr{r4paHrl
JIeKapcrBeHI4 rsanuo4eftcrBnt c JIIIHe3oJrr{A.

PuQatnnuqiln
ESermr Ha prE$anrnnrlnH Bbpxy QapuarorcuHerr4Kara Ha nHHe3oJrHA e fipoyr{eHarryu 16 sIlpaBu Mb}Ke -
4o6pononqu, Ha Kollro e rIpI4JIaraH rIHHe3oJrr4A 600 mg ABa rrbrr4 AHeBHo 2a2,5 guu c:,,c utm 6es
pn$aunrzquu 600 mg BeAHbx AHeBHo, sa 8 AHII. PuSannuqrzH rroHH)KaBa C,,u* z AUC na Jrr4He3oJlrA
cpeAHo c 219/o [90yo CI, 15, 271 I4 cborBerHo c 32%o I90Yo CI, 27 , 371. MexaHrasr\lrr Ha roBa
nsaulto4eftclrBl4e 14 KJII4HI4rIHoro My 3HaqeHI{e He ca I43BecrHI4.



Baprrtapuu
llpz nxlrcunaHe Ha eapSapuu rlo BpeMe Ha paBHoBecHo crbcrorHue ilpr4 rreqeHne c Jrr4He3oJrr4A e
ua6mo4anauo 10yo HaMaJI{BaHe Ha cpeAHara MaKcr4MnJrHa INR npr4 eAHoBpeMeHHo rrpHeMaH e c 5o/o
HaMaJL{BaHe Ha AUC INR. llrraa HeAocrartrlHo AaHHr4 npn rrarlr4eHTr,r, nprreMaJru nap$apuH ri JrHHe3oJrHA,
3a Aa ce oI{eHI4 KJII4Hr4qHaTa 3HaqHMOCT, aKO r{Ma TaKaBa.

4.6 EpeueHnocr, Kr,pMeHe u Qeprrururer

Bpervresuoci
Hlua 4ocra-mqHo noAXoAq[In AaHHH 3a r43rroJr3BaHero Ha Jrr{He3oJ]rlA npu 6penreHHu }r(eHrl. flpoyvnanzx
rIpI4 )KI4BorHI4 ca noKrl3tull4 penpoAyKrr4BHa roKcrar{uocr (nN. roqKa 5.3). CrrqecrByBa noreHr{r4aJreH pHcK
npr4 xopa.
Jluuesolu4 ue rpx6na Aa ce npueMa tto BpeMe Ha 6perueuuocr, ocBeH aKo r43pr{qHo He ce HaJrara, r.e.
caMo KotaTo Bs3MOxHaTa noJr3a HaABr4rxaBa TeopeTr4qHr4q pHcK.

Krpveue
[anruu npl4 xIIBoTHV raBur ocHoBaHrre ra ce cMflTa. r{e ruHe3orr4A n HeroBr4re rraera6olnrr4 Morar .{a
rIpeMI4HaBaT n Ir,rafiquuoro MJLuKo lt cborBerHo KbpMeHero cneABa lia6r1e cnprHo rrpeAr{ H rro BpeMe Ha
rrpr4eMa.

Oeprulurer
flpu npoyvnaHVs,y xHBoTHLI JrLIHe3oJrI{A npr4rrr,rHrBa peAyKu}rr na Seprunurera (nx. rouna 5.3).
He e nssecrno. Aaru re:ra AaHHra ce orHacsr sa Oepuarr4rera npn xopa.

4.7 EQenru Br,pxy cnoco6nocrra:a uroQupane u padora c MarrrHHH

llaqueHrlzre rpt6za Aa ca npeAynpeAeHr4 3a rroreHrlua JrHr4fl pr4cK or BHeHe Ha cB.flT vJrkr rroflBa Ha
cI4MrIroMII Ha 3pI4reJIHo HapylxeHne (nN. rourcra 4.4 vt 4.8), AoKaro nplreMar Jrr4He3oJrr4A r4 cJreABa Ia
6rAar IlogbBerBaHpr AaHe uro$rapar 14 4laHe pa6orrr c MarrrrIHH, aKo ce rorBu Hqxoft or onr{caHl{Te
CHMIITOMH.

4.8 Hexrerann JreKapcrBeHr{ peaKrlr{H

Ha ra6luqara rIo-AoJIy ca us6poeun He)KeJraHr4 JreKapcrBeHI4 peaKrIHH, c r{ecrora BT,3 ocHoBa Ha Bcr4rrKr4

AaHHIT or KJII4HIIqHI4 npoyqBaHn.fl, c BKJrroqeHr4 rroBeqe or 2 000 BT,3pacrHr4 rrarlr4eHTr4, KoHTo ca
[onyqr4Jrr4 npeilopbqr.rrerHr4re Ao3H JrrlHe3o rrvq 3a rrepnoA lo 28 lrutt.

Haft-qeclrre AoKJIaABaHH peaKrllrr4 ca 6utu Akraptls. (8,4yo), uaso6orr.{e (6,5yo), raAeHe (6,3Yo) u
noBprbruaHe (4,0%).

Haft-.Iecro oro6qasaHure He)KeJIaHI4 peaKur4u, cBbp3aHlr c [peKbcBaHe Ha JIer{eHr4 ero ca 6nwt
rraso6orlle , AlIapnfl, faAeHe 14 rroBpbulaHe. oxoro 3%o or rlar-lr4eHTr4Te ca npeKbcH€ull4 JIeqeHHeTO [OpaAr4
IrorBa Ha HexeJIaHr4 peaKrII4H, CBbp3aHr4 C JTeKapCTBOTO.

Hexeraun peaKIIHH or nocrMapKerl4HroBnr orrr4T ca BKJrroqeHH Ao[bnHHTeJruo e ra6ruqara e
Karelopl4gra,,C ueIa3BectHa.lecrora", lsft xaTo AeficrsurerHara r{ecrora He Moxe Aa ce oilpeAeJIH or
H€UILII{HI{TC D,AHHLI.
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* Buxre ro\rca4.4.
** BuNre rbqru 4.3 u 4.5

t Buxre np-Aorry

Cle.4uzre HelKeJIaHI4 peaxql,Iu KbM JII4He3o rrrr1 ca or6erssaHra Karo ceppro3Hr4 B eAHHr,rqHH cflyqau:
JIoKaJILI3Hpal{a a64ouIanaffra 6orrca, ilpexoAHr4 r4cxeMrrqHr4 araKr4 14 xr.rleproHrzr.



tB xoHrponupaHv KJIHHI4qHI4 npoyqBaHraq, B Kor4To JrHHe3oJrr4A e rrpr,rJrafaH 4o 28 4ulr, Z,}Yo ot
IIaqHeHTlITe ca clo6qulv 3a aHewkrs. flpr.r ynorpe6a s 6rarorBopr4TeJrHr4 rrporpaMr,r rrpu narIr4eHTH c
xl4Boro3acrpamaBaUl4 uHQeItquu 14 noAnexarqlr cbntTcrBaruu ga6orqsaHr,rs, [poUeHTbr rrarlr4eHTrr,
KoIIro ca pasBHJII4 aHeMUfl, AoKaro ca noryqaBaJrr4 JrrdHe3oJrH I za <28 4HrE e 6ral 2,5% (3311326) s
cpaBHeHI4e c 12,3Y0 (53/430), Koraro ca JreKyBaHH >28 rcu. CroruoureHzero Ha cJryr{ar4re, cno6rqanarrlu
JIeKapcrBeHo3aBHcI,IMa rexKa aHeMVs, r4 u3rrcKBarqr4 KpbBonpeJrnBaHe, e 6nlo 9% (3133) [pr4 rrarlr4eHrr4
JreKyBaHr4 328 wru u 15o/o (8/53) rrpu re3u, neKyBaHr4 >28 pnu.

fle.{uarpuqHa lonylauus
,{aHuure sa 6*onacuocr or KJrr4HHr{Hr{Te rlpoyqBaHr4r, BKJrroqBaulu IIoBeqe or 500 neAnarpvqHl4
rIaUI4eHrH (or Honopo4eHl,I Ao 17-ro4IaurHu) He norca":nar pa3nuKrl n npo$una Ha 6e:onacHocr Ha
JrHHe3OJrr4A npl4 neAr4aTpr4qHr4 nar{r4eHTr4 r4 npII Bb3pacTHr.t.

Cr o6ruasaHe Ha no,uosrapauu HexeraH rz peaxuuz
Cto6uasaHero Ha noAo3I4paHI4 He)KeJIaHr4 peaKrlr4r.r cJreA pa3perxaBaHe 3a ynorpe6a Ha reKapcrBeHr4q
npoAyKr e Ba)KHo. Toea nossorflBa Aa rlpoAlJllrcr4 Ha6mo4euraero Ha cborHo[reHnero nol:a./pucn sa
JIeKapcrBeHIIq [poAyKr. Or ue4uqIzucKHTe cIIeI{r4aJrLrcrv ce r43r.rcKBa Aa crooqasar BcfKa noAo3r4paHa
He)rceJraHa peaKqHr qpe3

I4gnrlHnrenHa afeHrlr4r no JreKapcrBarayr. ,,[avxu fpyee" J\b B
1303 CoQrEr
Ten.: *35 928903417
ye6caftr: www.bda.bg

4.9 Ilpeqo:upane

He e tlseecreH cnequdar{eH aHTr4,[or.

He ca or6elfl3BaHpr cryvav Ha npeAo3r4paue. Brnpercr4 ToBa, rzn$opnraqurra rro-AoJry Mo)Ke Aa ce oKaxe
IIOJIE3HA.

llpenoptuea ce noAAbpxtarlo rer{eHlle, eAHoBpeMeHHo c rroAAbp)KaHe Ha rJroMepyJrHa $unrpaqur.
flprz6lusure]i|Ho 30%o or lo3ara JIHHe3OJIHA ce orcrpaHqna sa 3 qaoa xeMoAr4a,Jrv3a, Ho HrMa AaHHr4 3a
orcrpaHtBaHe Ha JII4He3orI4A qpe3 [epHToHeaJrHa [vanr4sa r4nr.r xeMorrep$ysrax. {eara ocHoBHr{
lrera6olltru Ha JIHHe3oJIIZA cbtqo ce orcrpaHqBar Ao r43BecrHa crerreH qpe3 xeMoAr4 aJrr3a.

CLrunrouu Ha roKcl4r{Hocr rrpr4 rrJrbxoBe cJreA [pr4JraraHe Ha Ao3r{ JrnHe3onr4A or 3000 mg/k{gHeBHo ca
HaMaJIeHa aKTI4BHocr r4rv utaKcns,, AoKaro rrpn Kyqerq rperupaHa c Ao3a 2000 mglkg/aHeBHo ce
ua6rrc4anar [oBptbilIaHe !r rpeMop.

@APMAKOJIO| I,IIIHI,I CBOIICTBA

@apMarcoAuHaMHqHH csoftcrea

(DapuarcoreparreBrr4r{Ha fpyra: Apyrr4 aHru6arcrepuaJrHr,r cpeAcrsa. ATC rcoa: J 01 x x 08

Oduqu ceofibmea
Jluu*olu4 e cHHTer[.reH anrz6arrepl4aJreH afeHT, rcoftro [pHHaAJre)KH KbM
cpeAcrBa - oKca3oJrrrArrHoHr4. Tofi. uva in vitro aKTr4BHocr crrprMo aepo6Hu

5.1



6arrepuu u anaepo1uu Ml4KpoopraHIasuu. Jlprue3oJrr4A ceJreKrHBHo uuxu6upa6amepualnr4q ilporer4HoB
cI4HTe3 r{pe3 yHI,{KitreH MexaHl43srra Ha 4eftcmne. Toft ce cBbp3Ba cneqn$rzuHo c Mrcro n 6arrepuaunara
pu6osoua (23S Ha 50S cy6e4IaHuqara) I4 Bb3nperrrrcrra o6pa^:yBaHero na 70S rdHr4rlr.raropeH KoMrrJreKc.
xoftro e ocHoBeH KoMrroHeHT B npoqeca Ha rpaHcrarlr4q.

In vitro nocranru6norl4r{Hlr-sr e$err GAE) Ha Jrr4He3oJrr{ l, za Staphylococcus aureus e lpu6mEsnreruo
2'aaca. flpn usuepnaHe B xI{BorI{HcKr4 MoAeJrrr, invivo IIAE e 6rzr ctorseruo 3,6 u3,9 uacaza
Staphylococcus aureus u Streptococcus pneulnoniae.flpunpoyr{BaHr.rr c xr{BorHrl KJrroqoBlrrr
ipaprvraroglzHaMur-IeH rlapaMerr,p sa e$uxacuocr e 6ul BpeMero, 3a Koero njra3MeHoro Hr{Bo Ha
JIVHe3oJII4A HaABI{[raBa MHHHMaJrHaraunxuduparrla KoHrIeHrpa\rrs (MI4K) :a nu$enqr.ro3Hraf, narofeH.

fpauuaau pmortnocmu
fpaHuuHlare crofiHocrn 3a MliHr4MaJrnarauuxu6npaua KoHrleHrpaq[r (MIIK), yrBbpAeHr4 or
Enponeficxttt KoMHrer 3a recrBaHe Ha aHrr,rMr4rpo6uutuara(EucAsT) sa cra$unoroKr{ u eHrepoKoKr{
ca qyBcrBl4Temtu <4 mg/I- u pe3ucreHrHl4 >4 mglL.3a crpeurororcu (nrcruourareJrHo S. pneumoniae)
rpaHuqHr4re croftHocrrz ca<2mglL r4 pesucreHrnu>4 mglL.

He-slaAoeo cBT,p3aHHre rpaHI4qHI4 crofisocru sa (MI,IK) ca r{yBcrBr4renruu <2m{L u p$rrcreHrHr4
> 4 m{L. He-wr4ono cBbp3aHl{re rpaHHrIHr4 crofiuocru ca onpeAeJrrHr{ HraBHo Ha ocHoBara Ha AaHHHTe
PK/PD 14 caHe3aBkrcI,IMIz or pa3rlpeAeJleHuero Ha MIIK Ha crequ$uvHure Br4AoBe. Te ca sa ynorpe6a
caMo ttpu opfaHH3MLI, 3a KoI4To He ca AaAeHu cneqnQn.rHr.r rpaHnr{Hu croftHocrIa I{ He ca noIXoA{IqI{ 3a
BhAOBeTe, K,bAeTO He Ce npenoplr{Ba TecTBaHe 3a qyBcTBI4TeJrHOCT.

Vyecmnumenaocm
Hecrorara Ha pe3l4creHTHocr Moxe plaBapvpa B pa3rur{Hr4 reorpaScru pafionlr r.{ BbB BpeMero sa
orIeJIHIlTe IIIaMoBe I{ e xeJlareJrHo Aa ce B3eMar npeABr4A JIoKzlJrHn AaHHlu 3a pesllcreHTHocr, oco6eHo
npu rer{eHl4e Ha re)KKI4 r.rH$exquu. Axo e ueo6xo4uuo rpr6na Aa ce rrorbpcr,r eKclepreH cbBer, Koraro
JIoKzuIHara npeodla4analqa pe3HcreHTHocr e raKaBa, qe rroJr3ara or JreKapcrBoro rroHe 3a HrKoH Tr{noBe
uHSer<quu e noA B:bnpoc.

iKareropnn

I r{yscrsurerHu opraHrasrvrra
ln-- |
i f pau-noroxrrreJrHH aepo6n:
i Ent eroc occus foeca lis
i Enterococcus faecium',us faecium*i^
',Staphrylocoicus antreus*

1 
Koaryrasa,Herarr4BHr4 cra$nlonorcu

; Str eptoc oc cus agal actiae *

i Str eptococdtn pneumoniae*

i 
Streptococcus pyogenes *

I Group C clpenrorcoru

I 
Group G clpenrororcu

I 
lpau-no.iror(r{TeJrHu anaepodn:

I 
C los tridiun perfr in gens

I 
P ept ostr eptoco ccl,ts ana er ob ius

I 
P ept ostr epto c o ccus species

ffigW
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I 
PesucreHrlil,t opraHr.rsrard



naemopnuus Influenzae

i Moraxella catarrhalis
I Neisseria species

! Enterobacteriaceae
'lPseudomoncs species

A6cop64ua
JlnHesonu.4 ce
KoHrIeHrpar]14t

*KlI'rHnquara eQuracuocr e AeMoHcrpupa*a3a qyBcrBnreJrHrr r4soJrarra npu o4o6peHu KJrr,rHrrr{Hr4
v3nuTBaHug.

Buperu r{e rHHe3orI,IA nora3Ba r43BecrHa in vitro aKTHBHocr cpeqy Legionella, Chlamydia pneumoniae
u Mycoplasma pneumoniae, HflMa Aocrarbr{Ho gLaHHrr,3a Aa ce AoKaxe KJrr4Hr4rrHa e$uracHocr.

Pesucmeamuocm
Kp:rcrocalra pegucreHrHocr
Mexanusl\ar,r ua 4eilcrerle Ha JII4He3oJIr4.{ ce pa3Jrr4qaBa or ro3u Ha Apyfure KJracoBe auru6uoruqu. In
vitro npoyuvannflTac KJII4HHT{Hr4 r43oJrarr{ (nxr. uernquJrrrH-pe3r4creHTHr,r cra$uloronlI, BaHKoMHrlr4H-
pe3l4creHrHl4 eHTepoKoKH I,I rreHHrIr4Jr[iH- H eprrrpoMr4rlr4H-p$HcreHrHu crpenroKoKu) noxa-:nar, ue
JIHHe3OJIHA o6uKuoeeHo e aKTuBeH cpeqy opfaHr43Mr4, Kot4To ca pegl4creHTHr4 KbM elrrH r4Itr4 noBeqe or
ApyMTe KJracoBe aururr,rranpo6Hr4 cpeAcrBa.

PegucreHruocrra KbM Jrr4He3oJrprA e cBibp3aHa c ror{KoBa Myrar{r4r e 23S pPHK.

Karro e orll4caHo rt c Apyrr4 a:aru6uotn\lt, rrsrroJr3BaHV ilpv na\veHTlz, npu Kor4ro rpyAHo uluttu sa
rIpoAbJDKIrreJIHo BpeMe ce JIeKyBar, ce Ha6ffo4aBa pt3Ko c[aAaHe Ha qyBcrBr.ITeJlHocrra KbM JII4He3OJrI,IA.

Pegucreurnocr KbM JIHH*oJII{4 e cro6rqaraHa rrpr4 eHrepoKoKr4, Staphylococcus aureus I,r KoaryJra3a-
HefarI4BHH craonnorcoxH. TaKuea ce cBbp3Bar ocHoBHo c rrpoAT,JIXI{TeJIeH Kypc Ha JIerIeHHe r{
rlpncbcrBl4e Ha nporesHl4 r4MrrJraHTri HJrH HeApeHupaHu a6cqeca. Koraro e 6omrrzqa ce ycraHoBqr
MI,IKpoopmHI43MH, pe3I4cTeHTHII rua astu6uorvr\H, e BaxHo 4a ce ua6lefHe Ha noJrr4THKa Ha KoHTpoJI Ha
nH$ercquxra.

IluQopma4un om r&tuHuttHu u3num6aHun
llpoyunauul ilpr4 neAr4arpuqHa rronyJraqu{:

B oreopeHo rpoyqBaHe e$zracnocma Ha JrlrHe3orrza (10 mg/kg q8h) e cpaBHeHa c BaHKoMr,rqun (10
- 15 mg/kg q6 - zah) [pI4 JIeqeHI,Ie Ha auSer<qur4, Al,Jrxarqr4 ce Ha [oAo3vpaHkr r4Jrr.r AoKa3aHra fpau-
noloxutelirn IIaroreHH (nurouurelHo Ho3oKoMvraJrl'i'a [HeBMoH[rq, ycJroxHeHH KoxHrr I{ KoxHo-
crpyKrypHH IauQerqan, cBrbp3aHa c KareTLp 6arcrepueuur, 6arrepueMr.rq c HeH3BecreH rrpor43xoA r{
ApyrH rEu$erqzra), npl4 Aeqa Ha Bb3pacr or HoBopoAeura 4o l1 roAzlru. Crenenure Ha KJrr{Hr4qHo

I43JIeKyBaHe npu ua6mo4aBaHure rlorlyJlallrlr.r ca6utu 89,3Vo 0341150) u 84,5Yo (60171) cborBerHo 3a
Jrr4He3o Jrr4I r4 BaHKoMrrrI uu (9 S%ioCI: -4,9 ; 1 4,6).

<) Oap*raxoxllHerH rrHr.r cBofi crBa

JftzHesolr.r4 flon<faprvra sbA:bp)Ka fJraBHo (s)-ruuesonu4, roftro e 6uonoruqHo aKrzBeH n ruera6olasupa
AO HeaKTHBT{v Aepr4BATV.

pesop6upa 6rp:o lr HarrtJrHo cJreA nepopirJreH npr4eM. MarccuualHara rrJra3MeHa
ce Aocrrzra Ao 2'aaca cJreA npueMa. A6colrorHara nepopaJrsa 6rEoualnqHocr Ha



JII4HO3OJIHA (cle4 lepopaJlHo I4JII4 HHrpaBeHo3Ho npr4JroxeHr4e [pr4 KpbcrocaHo npoyunaHe) e nbJrHa
(npn6nn:urenHo 100%). A6cop6qurra He ce Brr,rfle r{yBcrBr4reJrHo or rrpr4eM Ha xpaHa u a6cop6gwnaua
nepopaJrHara cycrreH3r.rs e cxoAHa Ha r€I3r4 ua QulurzpaHrare ra6lerrcu.

Illasueuure C.u* 14 Cmin H& JIHHe3oJIHA (cpe4ua rz [SD]) ilpr4 paBHoBecHo cbcroqHr.re cJreA nHrpaBeHo3Ho
rIpLIJIafaHe ua 600 mg ABa II:brI4 IHeBHo ca oilpeAeJreHrr c:borBerHo na 1 5, I 12,51 mgll u 3,68 [2,68] mgll.

B 4pyro H3cJIeABaHe cJIeA nepopaJleH npueM na 600 mg ABa rr:bru AHeBHo .4o paBHoBecHo cbcrosHr4o C*u*
I{ Crnin ca onpeAeJIeHI4 sborBerHo rua2I,2 15,8] mg/l n 6,1,5 l2,94lmgll. PasHosecnoro cbcro-rrHr4e e

AOCTT4|HaTO AO BTOpI4r IeH Ha AO3r4paHeTO.

Pasnpedeneuue
O6eutr Ha pa3npeAeJleHl4e npr4 paBHoBecHo cbcroqHue Aocrr4fa cpeAHo Ao oKoJro 40-50 lurpa np1r
3ApaBH Bb3pacrHl4 vHAlz'BkTALt n ce npu6tuxaBa Ao o6eua Ha o6uloro BoAHo cbAT,p)r(aHue Ha opraHr{3Ma.
cnrpsnaueto c nJIa3MeHHTe IrpOTer4Hn e OKOJTO 3lo/o U He 3aBr4cr4 OT KOHr{eHTp AI\VflTa.

Cleg ltHoroKpareH rIpI4eM Ha JInHe3oJIHA, KoHrIeHTparIr4r4Te ca onpeAeJrrHu B ptt3Jrr4qHr4 TeqHocrr4, B3err4
or orpaHl,Iqeu 6poft rvr\a, npv npoyqBaHlu c 4o6pononqa. CrornoureHr4ero Ha Jrr4He3oJn4A B oJtK)HKara r,r

B rlorra cnpqMo IIJIa3Mara e cborBerHo 1,2:1,0 u 0,55:1,0. C:sorHolrenr4ero 3a [oKpHBarqara enHTeJra
Ter{Hocr H aJIBeoJIapHI4Te KJIerKr4 e 6errare Apo6oBe e cr,orBerHo 4,5'.1,0 u 0,15:1,0, usuepeHo npu Cmax
B paBHoBecHo cbcrotHl4e. B ualro npoyrlBaHe npH naIII4eHTr4 c BeHTpl4KyJro-[eprrroHeaJrHr.r [rbHToBe H

ocHoBHo HeBS3rIaJIeHH MeHI4HfI4, c:borHolxeHl{ero Ha JII4He3OJII4A n rpr6uavHo-Mo3brlHara rer{Hocr
c[pqMo IrJra3Mara IIpI4 Cma* e 0,7 :l ,0 cneA MHoroKpareH rrprreM Ha JrI,IHe3oJrr4.4.

Euompauc$opMar4lat
Jlzuesortt4 ce uera6orrz3npa ocHoBHo qpe3 oKrrcJrrBaHe ua nropQoluHoBur rrpbcreH, Koero BoAI{ frIaBHo
4o o6pa":yaaHe Ha ABa HeaKrHBHr4 AepnBara Ha nap6orccnJroBara Kr4celr{Ha c orBopeH npbcreH -
aMHHoeroKcllaqerunoBo Kr4ceJrr4HeH uera6orur (PNU-142300) u xra4porccr4eruJrfJrr{rluHos A4era6orur
(PNU-142586). XragporccHerHJIfrIHIII4HoBr4qr uera6orur (PNU-142536) e npeo6ra4aBau\lrflT rrrera6orur
npI4 t{oBeKa I4 ce npueMa, r{e ce o6pa-:yna qpffi HeeH3uMeH npoqec. AlrnHoerorccuaUerplnoBo
KI4cenI{HHHtr ltera6olur (PNU-142300) e e no-uanKo KoJrrlqecrso. I,{Naa orr4caHr:z Apyrkr MiurKr{,
H eaKTnBHI4 tr.tera60luru.

Enuttuuupaue
flpn naqneuru c HopMaJIna 6r6peuua $yHrqrzr urv rretaAo yMepeHa 6r6peuua He4ocrarbrrHocr,
nzHe3oJIIIA ce eKcKperupa rJIaBHo npr4 ycJroBufl Ha paBHoBecHo cbcro.rrHr4e r{pe3 ypuHura raro PNU-
142586 (40%), HenpoMeHeHo rleKapcrBo (30%) n PNU-142300 (10%). @amuqecrz He ce orKplrBa
HenpoMeHeH nI4He3oJrr4A B r43npaxHe[krflTa, AoKaro oKoJro 6%o u 3o/o or Bc{Ka AoSa ce oTKpHBar
cborBerHo rcaro PNU-1 42586 rE PNU-142300. Elnlauuaql4oHHr4flr rroJryxr4Bor Ha Jrr4He3oJrr4g e orcolo 5-7
qaca.

Hebr'6peunlrqr KrHpbHc Bb3JrH3a npu6lz:nreJrHo Ha 650/o or o6qzq KJrr4pr,Hc Ha rr4He3oJrr,rg. Malrca
crerleH na HeluHeftnocr ce ua6lrc4aoa B KJrr4pbHca npH yBerl4r{eHHe Ha Ao3r4Te Ha JIHHe3oJrr4A. Toea
I4srJIexAa ce AbJIxtI4 Ha IIo-HHcbK 6r6peueu u ue6r6peueH KJrHp:bHc rrpr4 no-BHcoKH KoHr{eHrpa\vr4 Ha
JIHHe3OJII4A. Brnpercu roBa pa3rrr4Kara B KJII{pr,Hca e MaJrKa pr He ce orpa3.sBa Bbpxy BprALrMVs,

enr4Mr4Hatlr4oHeH noJlyxHBoT.

Cnequanuu nonyraquu



llauuesrra c 6t6peqna ue,uocramquocr
Cle4 eAHot<parHu Ao3H or 600 mg utvtaT-8 rrr,Tr4 yBeJrr,rqeHne B eKono3r4rlr4{Ta Ha ABara rr,rera6olura
JII4HO3OJIIIA B IIJIa3Mara rIpH naIIHeHru c 6t6peuHa HeAocraribr{Hocr (r.e. npearnHr4HoB KJrHpbHc
< 30 ml/min). Brnpercn roBa He ce Ha6mo4aBa yBerr4qeHue Ha AUC ua u:io4uoro nerapci"o. Brnpexz
r{e I,IMa r43BeCTHO OTCTpaHqBaHe Ha ocHoBHure uera6olvrv Ha JTI4He3OJIHA r{pe3 XeMOAH AIrUgA,
uIa3MeHI'ITe HI4Ba Ha Ir,teta6onurnre cJIeA eAHoKparHa Ao3a or 600 mg ocraBar 3Haqr4TeJrHo rIo-BHcoKI4
clre[ I]d€Jil43a, B cpaBHeHI4e c re3[, Ha6lrc4anaHl4 npn narlueHTr4 c HopMaJrua 6r6peuHa SyHrqrar uln
neKa Ao yMepeHa 6r6pevua HeAocrarbr{Hocr.

Il:pu 24 [aIIHeHTH c re)I(Ka 6:s6peuua HeAocrartr{H ocr,21 or Kor4To Ha peAoBHa xeMoAuaJrr.r3a, rrr4KoBHTe
IIJIa3MeHH KOHIIeHTpaIIUV Ha ABara fJraBHrl lrera6olnra cJreA HeKoJrKoIHeBeH npr,reM ca oKoJro 10 nmu
rIo-BI4coKH or re3l4, Ha6ln4anaHu npu [aIIHeHrr4 c HopManna 6r6pevHa SyHrcqnx r4JrH JreKa Ao yMepeHa
6r6pevua HeAocrarr,r{Hocr.
KlunzqHara 3HaquMocr Ha re3l4 ua6lro4eHraa He e ycraHoneHa, rrfi Karo rroHacrorilIeM sa Harr4rle caMo
orpaHurreHr4 AaHHr4 sa 6esonacHocr (nx. ror{Kr4 4.2 n 4.4).

llauueuru c qepuo.{po6ua Henocramqsocr
Orpauuueuu AaHHI4 coqar, ue $apnrarcoKrrHerr4Kara Ha Jrr4He3oJrr.r4, PNU-142300 u PNU- 142586 se ce
rlpoMeHtr npl4 IIaIu4eHrH c JreKa Ao yMepeHa uepuo4po6Ha HeAocrarbqHocr (r.e. Child-Pugh rcnac Aulu
B). OaplaarcoKuHeruKara Ha JII4He3oJII4A rrpn rraur4eHrr4 c re)r(Ka vepuo4po6Ha HeAocralbuuocr (r.e.
Child-Pugh xnac C) He e oueHtBaua. Bupexlz roBa He ce oqaKBa HapyrxeHr4{ra B r{epHoApo6Hara

Qyuxqul Aa roBrutqr 3HaqI,ITeJIHo lreta6orugrr,ra Ha JrHHe3o tu4, r-sit rcaro roil ce lteta6olu3r{pa qpe3
HeeH3HMeH rrpoqec (nx. rouru 4.2 u 4.4).

llelvarpuqna nonylauus (< 18 roauuu)
Flxua 4ocralsqHo AaHHII sa 6esonacHocrra H eSerrueuocrra Ha Jrr4He3oJrHA npr,r Aerla v roHorrrr4
(< l8 ro4uHz) u cne4onareJlHo rlpuno)KeHuero Ha Jrr4He3oJrHA B r€r3r.i B:b3pacroBa fpyna He e
npenopbqHTeluo (ax. TorIKa 4.2). Heo6xoAI4MH ca Aorr:bJrHr4reJrHu npoyqBaHr4s,3a Aa ae ycraHoBrr
ilpenopbKl4 sa 6esonacua u eQercrunHa Ao3I4poBKa. llpoyueauuflraB'bpxy Sapnrarcorcunerr4Kara rroKa3Bar,
qe cJIeA eAHoKpareH I4 MHoroKpareH nppreM rrpr.r Aer{a (1 ce4rr,rlrqa Ao 12-roArEruHra), xlraptHct,r Ha
JIHHe3onhA (ua 6asam Ha KI4JIorpaM reJlecHo rerlo) e [o-Bt4coK npr4 rreAr4arpr4rrHure rrarlr4eHTr{,
OTKOJTKOTO IIpH Bb3paCTHr4, HO HAMaJrsBa C yBeJrHqaBaHe Ha Bb3pacTTa.
flpu 4eqa or 1 ce4nuqa lo 12 forr4Hu nprrJrafaHero Ha l0 mg/kg eceKu 8 r{aca AHeBHo rroKa3Ba
eKcno3I4UI4q, logo6ua HarasLr) Koqro ce [ocrr4fa c 600 mg ABa rrbrH AHeBHo npH Bb3pacrHr,r.

llpIa HonopoAeHl4 Ha Bb3pacr 4o I ce4ltnqa, chcreMHr4qr Krr4pbHc Ha JrnHe3oJrr4g (6a3r,rpaHo Ha kg
TeJIecHo rerlo) ce rIoBI{IIIaBa 6rpso npe3 IIT,pBara ceAMHrIa or ]rcr{Bora. 3aroea KbpMaqera, noryqaBarrlH
10 mg/kg eceKla 8 qaca AHeBHo, ilIe I4Mar naft-sncorca cucreMHa eKc[o3r4rlur Ha nbpBrr{ AeH or
paxAaHero. Brnpercu roBa He ce oqaKBa [peKoMepHa KyMyJrarIHr rrphr ra3w cxeMa Ha Ao3npaHe no BpeMe
Ha nbpBara ceAMI4IIa or xuBora, rcft raro KJrr4pbHcr,T ce rroBr4rrraBa 6rpso [pe3 To3H nepl4oA.

flpn rcHourn (12 lo 17 roaunu), QapuanonnueruKara Ha Jrr4He3oJrrrA e cxoAHa a ra3v rrpr4 Bb3pacrHu rrpu
Aosa 600 mg. 3arona IoHoIlI4, rlpueMau{H 600 mg Ha BceKrr 12 \acaAHeBHo, ule r4Mar cr,Llara
eKcIIO3r4rIHr, KOTO T03H, Ua6lrcAanaua npH Blb3pacrHr4, [pr{eMatqr4 clbilIara Ao3a.

llpra ne4uarpl4r{Hlz TaIII4eHTL{ c BeHTpI4KyJro[epI4ToHeaneH [rbHT, Ha Konro e npr,rJlafaH nr4HegoJrr{A
l0 mg/kg rua 12 uttu 8 uaca, ce ua6mo4aBar pa3Jrr4rrHn KoHr,leHrpar\r4r4 Ha rlrHe3oJrrrA B
qepe6pocnrlHtulHara reqHocr (CSF) KaKro cJreA eAHoKparHa, TaKa 14 cJrer MHofoKparHH Ao3rr JrHHe3oJrr4A.
TepanenruuHure KoHIIeHTpaIII4H He ce [ocrnrar H rroAAbpxar rpafino s CSF. flopagra roBa, y



Ha JII4He3OJII{A 3a eMIII4pHtIHo [eqeHHe Ha neAI4aTpHtIHI4 TIaUHeHTI4 c IIHQeKTIHq Ha rIeHTpaJtHaTa HepBHo
cHcTeMa He ce npenopbqBa.

flauneuru s crapqecxa ssspacr
(DapuarcoxuHerl4Kara Ha JII4He3orIuA He ce npoMeHq 3HaqureJrHo rrpu naqueHrra B crapqecKa Br,3pacr Ha
65 roarzHra u rroBeqe.

flauuenrn or xeHcHu non
XeHI'Ire HMar MaJIKo no-MaJIbK o6eu Ha pa3npeAeJreHr4e or Mbxere n cpeAlr4flT KJIIlpbHc ce HaMajrrBa c
oKoJIo 20oh npu KopLIrIapaHe cnprMo reJrecHara lraca. llla^:rraeHr4Te KoHrIeHTparIr4I.{ ca [o-tsr4soKn ilpr4
xeHI4Te I4 ToBa Mo)Ke r{acrl4trHo Aa ce orAaAe Ha pa3JIIzKHTe B TeJlecHoro retJlo. Bce nar cpeAHl4qr
TIOJIyXLIBOT Ha JII4He3OJII4A He Ce pa3JrI/IlABA 3Haqr4TeJrHO npu )KeHr4 14 M6)Ke H He Ce OlraKBa [Jra3MeHr4Te
KOHqeHTpaIIVV trpr4 )ICeHHTe .4a Ce noButrrar 3Har{r4Mo HaA Te3}I C AOKa3aHa IOHOCT4MOCT r{, CJTeAOBaTeJIHO
se e seo6xoAuMo aAanrr4paHe Ha Ao3ara.

5.3 flpe4x.nnnurrH[ AaHHH :a 6esonacnocr

JluHesolu4 HaMaJItBa Seprururera r4 perrpoAyKrr4BHara cnoco6uocr npr,r Mblrffilr rrJrbxoBe rrplr Hr4Ba Ha
eKcIIo3IIIII4t, npu6lusureJlHo paBHH Ha re3I,I, or{aKBaHr.I npr4 xopa. llpu noloro 3peJrl4 xHBorHI4 Te3r.{

eQexrn ca o6paruura. Br'nper<n roBa [pI4 MJraAr4 )Kr4BorHr4, rperr.rpaHrz c J]r,rHe3oJrr{A rlpe: nor{Tn r\ervs,
nepl4oA Ha noJIoBo cb3ptBaHe, resu eQercru He ca r43qe3Hanu. Ot6enq3aHr4 ca a6uopuna uopSolorrar Ha
cnepMaTa B TecTI4CHTe Ha 3peJII4 Mb)KKI4 TIJIbXOBe rI XI4IreprrJIa3Vfl HA erTLrTe.JrHr4 KJIeTKT4 B HaACeMeHHHKa.
JlaHesonu4 BepotrHo noBrl4qBa cr'3prBaHero Ha cnepMaro3or4Ar{Te npl4 trJlbxoBere. ,{o6arxHero Ha
recrocrepoH He iloBrl4qBa MeALIHpaHr4re or Jrr4He3onu4 eQemu Bbpxy $eprnnnrera. flpu Kylrera,
TperI4paHH B IIporbJIlKeHue Ha eAlrH Meceq, ue e Ha6rrc raBaHa xraneprpo$nr Ha HaAceMeHHr4Ka, BbnpeKlr
qe [poMeHI4Te B TefJloro Ha rlpocrarara, TecrHcI4Te rr HaAceMeHHlzKaca6uxusu4krMu.

I4zcnegnauuflTa 3a penpoAyKTr4BHa roKcr4r{Hocr rrprz Mr4IIrKr4 r4 rrJrr,xoBe He AaBar AoKagareJrcrBa 3a
TeparofeHeH eQercr [pI4 HHBa Ha eKcno3HUI4r cborBerHo 4 nr,ru [o-BacoKr4 vIrH paBHLr Ha re3r4, oqaKBaHH
rIpI4 xopa. Crrqure KoHIIeHTpaIIvrkr Ha Irr4He3oJII4A ca rroKa3anr4 ToKcnqHocr Bbpxy rr,tafircara npr4 MHIITKH 14

ca cBbp3aHI4 c IIoBI4IxeHa eu6puonarua cMbprHocr, BKJtoqrITeJruo sary6a Ha rlqroro rroKoJreHue,
HaMZUIqBaHe Ha TeJIeCHaTAMACa Ha rrJroAa 14 I43OCTpgHe Ha HOpMaJIHaTa feHerr{r{Ha npeAl4crro3r4quq KbM
crepHaJIHI4 npoMeHI{ B rloKoireHnero Ha MI4rrIKIare. llpu IrJrbxoBe ce or6ensssa cta6a roKcr4qHocr rlpr{
uafrrara npu eKclo3hIII4I4, rro-HrrcKn or or{aKBaHr4Te KJII4Hr4r{HI,I TaKHBa. 3a6enqsea ce JIeKa $eralHa
ToKcl4r{Hocr2 I{3pa3eHa Karo HaManeHo refJlo Ha rrJroAa, [oHr4xeHa ocnSunaqux Ha fpr,AHara Kocr,
HaMuuIeHa Bepo.flrHocr 3a orlelqBaHe Ha MaJrKr4re tr Jrero 3aKbcHeHHe B cb3pqBaHero. flpu uu$rocraue
cT,lqHTe resl4 r,{arrcu IIoKa3Bar ooparulto Ao3o3aBI4cLtMo yBeJrrzqeHl4e Ha [per4MrrJraHTarlploHHHara sary6a,
cbc cborBerHo HaMaJItBaue Ha $epruJrl4rera. IIpa saftqrz peAyrlr4paHo reirecHo rerJro Ha Seryca ce
[onyqaBa caMo rlpu HaJII4q[Ie Ha roKcr4r{Hocr ga uafircara (nlaHuuull crrMrrroMn, peAyrl}rpaHo reJrecHo
TefJIo, H3pa3xoABaHe Ha xpana) [pr{ Hr{cK}r HuBaHaeKc[o3r4rlr4q 0,06 u:nrn B cpaBHeHI4e c oqaKBaHara
eKcno3I4III4t npu xopa, 6asupauo na AUC. I{geecrHo e, r{e ro3r,r Br4A e qyBcrBr4TeJreH rcv artruluorurln.

JluHesolI't4 u HefoBI4Te uera6oruru ce eKcKperr4par B MlqKoro Ha KbpMeruu rrJrtxoBe z ua6lro4araHVTe
KoHrIeHTpaIILlv ca ro-BLrcoKH or re3a B Iraafiqusata [Jra3Ma.

Jluuesolra4 IrpeAlr3Br4KBao6parurvtaMrreJrocynpewrs.npu nrbxoBe r{ Kyqera.

flpu nlr'xoae, Ha KoI4To e npI4JIaraH rrepopa;rHo nr4He3oJrlrA B npoAtJDKeHIze Ha 6 ueceqa, e
ueo6parnua MI4HLIM€uIHa .qo JIeKa aKcoH€IJrHa AercHeparlr4 fl Ha cxvarycoBtrs HepB rrpn Ao3a

HAOJIIO,IIABAHA



6.

6.1

80 mg/kg/gHeBHo; sburara aKcoH€uIHa AefeHeparlr4r e Ha6lrc4an aHa npv Mbx, rrpueMarl ra3r.r Ao3a rro
BpeMe Ha MexAI{HHa HeBpocKonusua3'us Meceq. 3a 4a ce floryqar AoKa3areJrcrBa 3a AefeHepa\hflHa
3pHrenHl4q HepB, e HanpaBeHa oIIeHKa ua nepQysaouno-SurcupaHr4 rbKaHr4. CneA 6 ueceqa
[punoxeHl4e, IIp]I ABa or 3 ltlNltu nJIT,xa e 6ula BIIAHa Mr4HI4MaJrHa Ao yMepeHa lercHeparlr4.f, Ha
3pI4TeJIHII' HepB , Ho AI4peKTHara Bpb3Ka c neKapcrBoro e 6rzna uey6egurelHa, nopaAr4 ocrpr4r xapaKrep
Ha Haxo.4Kara I4 Hecl4Merpur{Horo fi pa":npe4eneuue. Ha6lrcAaBanaraAercHeparlr4s Ha 3pr.rrerHr4r HepB e
6ula uuxpocnollcKll cpaBHI4Ma cbc ctroHTaHHara AereHepauuflHa 3pr4TeJrHr4{ HepB, 

"uo6rqu"una 
npt

Bb3pacrHH TIJIT,XoBe I4 Mo)Ke Aa rlpe.{craBJltBa I{3ocTptHe Ha r43MeHeHr4e or o6[I XapaKTep.

flpe4rcluutltlHuTe AaHHv!6asupanu ua o6rqonpuerr4Te MeroAH 3a H3cJreABaHe Ha roKcr4r{Hoor rrpu
MHoroKpareH IIpI4eM I4 feHoroKcl4tlHocr, He rroKa3Bar oco6eu pHcK 3a xopa, ocBeH 3a rpynnTe, rroKa3aHr4
B ApyfI4 roqKII Ha ra3H KXII. I4screABaHlaA 3a KaHrleporeuHocr/osrcofeHHocr Ha ca [poBe]Kl1aH;'^,nopaAu
KparKH.[ nepI4OA Ha IO3IIpaHe v lfinrcara Ha feHoroKcr{rrHocr npr4 craHAaprHr,rre cepvv r43cJreABaHr.rr.

oAPMAUE BTIIqHI,I IAHHI,I

Cnncrn Ha rroMorrIHHTe BerrlecrBa

lmoro:a MoHoxlrApar,
Harpuee qurpar (E331)
JlrauoHeua Kr4ceJrr4Ha, 6esno4ua (E330)
Xnopono4opoAHa Kr4ceJrr{ua (sa aAarrrr4paHe ua PH)
Harpuen xr4ApoKcr4A (sa aganrupaHe na PH)
Bo4a:a HHXeKur{H

6.2 Hecrsil{ecrr{Mocrrr

He rpl6na Aa ce BbBexgar 4o6arru K:sM ro3u pa3rBop. llpn Heo6xoAlrMocr or eAHoBpeMeHHo npuJrafaHe
c JIIIHe3OJII4A BcqKo or cT,IIbrcTBaxII4Te JleKapcrea rp.r6na Aa 6bAe npr4JrafaHo orAeJIHo, B cT,oTBercTBHe
clc co6creeHl4Te My yKa3aHlzt sa ynorpe6a. llo crqnr Haqurl, aKo ce Hurarar43rroJr3BaHero na o6qa
uHTpaBeHo3Ha cllcreMa 3a nocJreAoBareJlHr4 nu$yzuu Ha pa3rnr{Hr4 neKapcrBa, ctrcreMara rpx6ea 4a ce
npoMl4e npeAl{ 14 cJIeA BbBe)KAaHero Ha Jrr4He3oJrHI cbc cbBMecrr4M unQy:rzoHeH pa3TBop.

I'IssecrHo e, qe pa3TBopbr Ha JII,IHesonn4 llon$apva e $nsuuecna HecbBMecrr4M cbc cJreAHr4re BerrlecrBa:
alt$orepuqlru B, xlopnpoMa3uH xI4ApoxJIopr4A, Ar4a3erraM, rreHTaMr4Ar4H r43erlroHar, epr4rpoMr4rlr4H
larcro6Ilonar, Senurouu uarpuit n cyn$auerorccasor/rpuMerorrpnM. Crrqo rana roft e xr{MuirHo
HecT,BMecrr4v c qeQrpzarccou uarpnft .

6.3 Cpon na roAHocr

llpe4ra orBapqHe: 30 rraeceqa.

Cle4 oreap.aHe, xI{MI4r{Hara Ia Su:uuua cra6nrnocr no BpeMe ua ynorpe6a e AeMoHcrprlpala sa2'aaca
npu25"C. Or lturpo6uoJlofl4r{Ha fJIeAHa rorrKa [poAyrmr rpx6na Aa6t Ae H3rroJr3BaH Hesa6aeuo. Aro He
ce H3trOJI3Ba BeAHafa, IIpOAT,JDKHT0JIHOCTTa Ir4yCIIOB]r.IATa Ha CbXpaHeHHe Ha OTBOpeHI4q [pOAyKT Ca Ha
orf oBopHocrra Ha norpe6urelr.

j5EHlllf,

:G



6.4 CnequalHuycloBuqHacbxpaueHue

To:u leHapcrBeH rlpoAyKr He I43I4cKBa c[erlr4aJrHr4 ycJroBur Ha cr,xpaHeHue. Crxpaurnafire
IIOJII4OTHJIOHOBI4{ caK B KaproHeHaraKyrvrfl,3a Aa ro npelna3HTe or cBerJrr4Ha.

6.5 Bng n cbAbp?Kaur{e Ha orraKoBnara

To:n lerapcrBeH rIpoAyKT e oIIaKoBaH B CaKOBe or noJrr4errrJreH c HrrcKa rrJr:brHocr ((LDpE) :a
eAHoKparHa ynorpe6a, o0oprraeuu c aAarlrop ran Insocap, cbArbpxaqra 300 ml p*tuop (600 mg
ruuegoluA),
BcsKa Kyrr4s cbA6px(a I r,rnu l0 rroJruerr4JreHoBr4 caKa.

He scnqrfl{ BHAoBe orraKoBKr4 Morar 1La6r1at rrycHarr{ n npo4ax6a.

6.6 Cnequalnu [peArra3Hu MepKr{ flpn r{3xBbpJrflHe

caMo sa erHoKparHa ynorpe6a. flponepere 3a MuKporeqoBe qpes npr4rlrcKaHe Ha rroJrr,rerr4JreHoBr4r caK.
Ar<o or Hefo I4Ma u3Tr4rraHe, He fo ll3rloJl3eailre, r"fi raato crepr4rHocrra Moxe Aa 6rAe HapyrreHa.
Pa^:reoprr rpr6na 4a 6r7e BlI3yaJIHo tlpoBepeH npeAu ynorpe6a H Aa ceu3[oJr3Ba caruo 6uc1rp pa3rBop,
6es qacrurrn.

Cle4 nponepKa Ha 3ApaBllHara I,I orcrpaHtBaHe Ha 3ailInrHoro $oruo, rroJrr4eruJreHoBrirr caK 1;p116ya aa
ce cBbpxe KbM cl4creMara ilocpeAcrBoM AByKaHaJIHa nua. He zgnorgeafire re3rl caKoBe sa cepnfiuu
cBbp3BaHlrr.

Bcsrco HeI43IIoJI3BaHo KoJll4r{ecreo rpr6ea.qa ce H3xB:sprlu. [aHe ce cBbp3Bar qacrr{rrHo rzgnoJl3BaHr4
caKoBe.

Jlnue:olu4 llon$apr'ra pa3rBop e cbBMecrlzM cT,c cJreAHHre pa3TBopr4: 5oZ rnroKosa 3a r{HrpaBeHo3Ha
uu$yzux,0'9 Yo aatpueB xJIopHA 3a IzHrpaBeHosHa un$ysa", nuntur"r Ringer pa3TBop 3a r4m4eKrlr4r,r.

Flanaa cnequaJrHlr H3I4cKB aHtfl. ga n3xBboJlrHe.
HeusrorssaHlltr JIeKapcrBeH npoAyKr IIJrr4 ornaAbrreH Marepu€rJr or Hero rpa6na Aa ce H3xBbpJrrr B
CbOTBETCTBI4E C MCCTHI'ITC h3HCKBAHI,Iq.

7. IIPI,ITEXTATEJI HA PA3PEIIIEHI{ETO 3A YIIOTPEEA

Pharmaceutical Works POLPHARMA SA
19 Pelpliriska Street
83-200 Starogard Gdariski
florura

8. HOMEP(A) HA PA3PEIUEHI,TETO 3A yITOTPEBA

Per. J\b 20150377



9. AATA HA rrbPBO PA3PEIUABAHE/IrOA-IOBflBAHE HA PA3PEITIEHI4ETO 3A
YTIOTPEBA

fiara na nbpBo pa3perxaBaHe: 05. 1 1.2015

10. AATA HA AKTyAJIIT3IIPAHE HA TEKCTA


