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KPATKA XAPAKTEPPICTI/IKA HA nr TA 10050UF6 ..

WYL ok

1. HME HA JJEKAPCTBEHHA NPOAYKT

Z'.’tm'mg

3enapo 5 mg pHIMHpaHH TabneTKH

Zenaro Smg film-coated tablets

2. KAYECTBEH H KOJHYECTBEH CBCTAB

Bceska punMupana TaGneTka chABPKE 5 Mg NEBOLETHPHIHHOB IAXHAPOXIopHS (levocetirizine
dihydrochloride).

TlomoIIIEO BEMECTBO C M3BECTHO AeHCTBHE: 67,5 mg IaKT03a MOHOXHIPAT BBB BCAKA tabnerka.

3a TBIHHA CIIHCHK HA MOMOIIHATE BEHIECTBA, BHXKTE TOYKa 6.1.

3.  JEKAPCTBEHA ®OPMA

dunMupana TabneTKa
[Tourn Genn, DPoXLIroBaTH, ABOHHO M3MBKHANH GHIMHpPaHH TabNeTKH ¢ H3bKHATIO penchuo

LT Y

n300paxeHue “e” BLpXy eaHaTa CTpaHa,

4. KIHMHHYHU TAHHH
4.1 TepaueBTHYHM NOKAZAHHUA

CHUMITTOMATHYHO JIEYEHKE HA aNleprHYueH PUHHT (XPOHHYEH aNeprudeH PHHHT) H YPTHKAPHA IIPH
BL3pacTHY ¥ Jcla Ha 6 H moBeye TOJUHN.

4.2 Jo3HpOBKA H HAMME HA NPHIOKeHHE

Hosuposka

Br3pacTHH M IOHOIIK Ha BB3pacT 12 ¢ mopeve roHHK,
[IpenoprunTenHara queBHa A03a € 5 mg (1 ¢unmupana Tabnerka).

Crap4ecka Bb3pacT:
IIpenopBUHTENHO € KOPHTHPAHE HA J103aTa NIpH MalMEeHTH B HALIpEAHANA BB3PacT ¢ YMEPEHO A0 TEKKO
yBpexkaaHe Ha Ob6peunara pynxuws (sx. Brpeuno yBpexaane no-aoiy).

br0pedno yBpexaane:
YecroTara Ha npueMa TpsbBa Ja ce HHAHBHAYAIHM3UDA B CHOTBETCTBHE ¢ OBOpeuHaTa dynkima.

HznomssaiiTe mpraoxkenaTa no-noxy TafiHIa 3a ananTHpaHE Ha 103aTa. 3a Aa Ce MO3Ba TasH
Tabmuna e HeoGXOANMO Ja Ce ONpeeNH KPEeaTHHHHOBHA KNMPBHC Ha nampenTa (CLcr) 8 ml/min Ha
naupenta. CLcr (ml/min) Moxe 1a ce onpeneny ot cepyMHus KpeaTHHHH (mg/dl) ¢ nomoirra Ha
clieaHaTa GopMyna: ‘

CLcer=[140 - swgdcmma (z00unu)] x meznomo (kg) (* 0,85 npu scenu)

72 % cepymen kpeamunun (mg/dl)

AjanTHpase Ha J03aTa IPH NAIHEHTH ¢ HapymeHa Os0pedHa QysKHs:

[pyma JKpeaTHREHOB KIBDPBHEC oauponlc
(ml/min) : ;
Hopmanua > 80 5 mg emuH di-\r JHBRHO

o




Jlexa 50 — 79 5 Mg e[IHH TET [HEBHO
Ymepena 30 — 49 5 mg Ha BCEKH 2 JHH
Texka < 30 5 g Ha BCEKH 3 AHH
TlaumenTy B KpacH CTauil Ha < 10 POTHBOTIOKA3aHO
6p0peunc 3abonaeane — [lanmenTn Ha

HAJTH3a

[pu neauaTpUMHKM NarprenTH ¢ GROpeTHO YRpeAane, 03aTa TPAGEA 13 Ce ANATHPA HEAMBUIYAIHO B
3aBHCHMOCT OT OBOpe HMs KIMPBHC HA NANHEATA K Te/leCHATa Maca Ha nanuenTa. Hama KOHKpeTHH

JaHHH 33 Aena ¢ O50pedHo yBpexnaHe.

Yepnonpobuo yBpexnane:

He ce Haynara NpoMsiHa HA A03aTa IPH DALMEHTH eAMHCTBEHO ¢ 4epHoapobHo yBpexaane. [Ipn
NalMEHTH ¢ YepHOAPoGHO M 656peuno yBpexAaHe ce npenopbLIBa MPoOMAHA Ha Jo3aTa (BXK. bnbpedaro
YBpPEKIGHE I10-TOPE).

Heouampuuna nonyrayus
Heya om 6 00 12 zo0uuna ev3pacm
Ipenopraanara aHesHa Ao03a e 5 mg (1 dunmupana TabaeTka),

Heya om 2 do 6 200umuna svapacm

He ¢ BE3MOKHO ananTHpaHe HA 103ata ¢ dopMara dprivapana Tabrerka. [TpenopsuINTENHO ¢ HINOMIBAHETO HA
neARATpEIHATE OpMA Ha EBOLETHPUINT.

TpoabLAXKHTEAHOCT HA NPHIOKEHHETO!

IepHOAMYMHHAT ANEPrHaeH PHHHT (CHMITOMM, H3NHTBAHH B IPOIBIKCHHE HA M10-MAJIKO OT YETHPH
JHY B CSOMHIATA HIIH 33 TI0-MAJIKO OT YeTHpH CEIMHITH B FoJiWHaTa) Tpabsa aa Obae NeKkyBaH B
CBOTBETCTBHE CHC 3a00/BAHETO H HETOBATA AHAMHE3A; MOMKeE Ja OBJe MPEyCTaHOBEHO CNEH KATO
CHMITOMETE OT3BY9AT M 13 6B/€ 3aI09HATO OTHOBO [IpH [IOBTOPHA [10ABa Ha cAMITOMH. B cryuali Ha
XPOHMYEH AJIEPTHYICH PUEAT (CHMIITOMH, H3NMTBAHH B MPOIBIKCHHE Ha NOBEYS OT YETHPU AHHA B
CEAMHLIATA WM 32 NOBEYC OT YETHPH CEAMHLIM B TOJHHATA), MOXE 1A CE MPHIOXKH MPONBIKHTETHO
NeqeHHe 3a NICPHO/A, TIpe3 KOMTO NAIHeRTa e HITI0XKEH Ha aJIepreHH.

CallecTByBa KIMHHYEH OIHT ¢ NPIUICKEHME HA JIEBOLECTHPH3HH IIPH NPOBEXIAHO JIEYSHHE 3a NICPHOA
or 6 Mecena. [Ipy XpOHHTHA YPTHKAPHA K XPOHHHEH aneprHIcH PUHHT, CHIIECTBYBA KIIHHHYEH ONUT
C MPHIIOJKEHHE Ha LETHPH3HH (pameMar) 3a epHoj| 10 e4HA TOJHHA.

Havun Ha OpANOKeHHe
Ounmupanara Tabnerka TPsdBa Aa ce NpuemMa TIPE3 YCTATR, A2 CC NOIBINA 1isna ¢ TEYHOCT ¥ MOXe Ja
ce OpHeMa cse WK Oe3 xpana. IlpenopbuHTeHO € AHEBHATA 1034 @ ¢ B3UMa B CIHH IPHEM.

4.3 IIpoTHBONMOKA3AHHMA

- CBpPBXYYECTBHTEIIHOCT KM aKTHBHOTO BEMIECTBO, KbM HETHPH3HH, KbM XHAPOKCHIHH H KBM
JPYTH MHIIEpa3HHOBH MPOH3BOAHK WM KbM HAKOM OT NOMOITHHTE BEMIECTBa K30pOCHH B TOYKA
6.1.

- Texko 6wbpeuno yBpexaase M KpeaTHHHHOB KIHpBHC oA 10 ml/min.

4.4 CnenuaJHR NpeAyOpeXIeHAs H NPeIUA3AN MEPKH OPH ynorpeta

IpenopsuBa ce NOBHIEHO BHHMAHKE TP YNIoTpeba ¢ ankoxon (BMKTe Touka 4.5).

I[MpenopsyBa ce MOBUUICHO BHUMAHHE NIPH NAUAEHTH ¢ MpeApasnonaraniy GakTopH KuM 3apspiea
Ha ypuHAaTa (HANp. yBpeXAaHe Ha rpbOHAuHMA CTHI0, XMNepIUIasus Ha MpOCTaTaTa), 'rL" -;&T'-\‘\‘-m” flp
NEBOLECTHPHINH MOKE JIa OBHINM PACKA OT 3a/IbpiKaHe HA YPHHA.

2 IALER 1.

IIpenomea €€ [OBHINCHO BHUMAHHE NPH NMALHEHTH C SMUICIICHA H MAUHECHTH C PH(
THi KaTo JeBOLUCTHPHIHA MOXKE Oa NPSIH3BHKA BIOWIABAHE HA NPHCTHITHTE.



OTroBOphT Ha KOXKHH TECTOBE 34 alleprui ce HHXHOHpa 0T AaHTHXMCTAMHHH H € HeoOXO0qNM MIEPHON, Ha
u3gHcTRaHe (0T 3 AHM) Ipeu Aa OBIaT HaupaBeHH. :

Hpu npekpaTABaHe NpHEMa Ha JSBOLETHPHIHE MOXE /(@ ¢¢ NOSIBH MPYPHTYC, JOPH H aKO Te3H
CHMITOMH He ca GHITH HabnroaBaHH [peay 3aN0YuBaHe Ha JiedeHreTo. CHMOTOMHTE MOTAT A3
H34€3HAT CHOHTaHHO. B HAKOM Cliydan CHMNTOMETE MOrar Ja GbJaT HHTEH3HBHM M Ja H3HCKBAT
BB3CTAHOBABaHE Ha JedyeHuero. CuMmToMuTe TpAGBa 1a MPEMARAT, KOTaTo JICYCHHETO 3aM0THE
OTHOBO,

IeauarpaaHa DolyNama

Voorpebara Ha dHIMupark TaONETKH He ce MPENOPLIRA IPH JLUa HA BB3PACcT N0/ 6 rOAMHH, Thi
KaTo Ta3u GopMa He No3BOMABA HYXKHOTO KOPHTHpaHe Ha Jto3aTa, IIpenophuarenHo e fa ce H3NoA3Ba
neHaTpH9Ha dopMa Ha IEBONETUPHIHH.

[IpooyXTHT CHOBPKA NAKTO3a MOHOXHAPAT; TALMEHTH C PEAKH HACIENCTBEHH (HopMu Ha
HEMIOHOCHMOCT KM ranaxrosa, o0my maxTazen aedunyr van IMoko3o-ranaxrossa Manabcopbums ne
TpabBa Aa NpHeMaT TO3H IEKapCTBEH NPOAYKT.

4.5 BiauMopneiicTBHE ¢ APYrH JeKAPCTBEHH NPOIYKTH H Apyra (opMH HA BIaHMogelcTBaE

He ca npoBexaani 3NIHTBAHKA 32 YCTAHOBABAHE Ha NEKapCTBEHN B3aUMOAEHCTBAATA C
nepoueTHpr3HH (Bkmountento H ¢ CYP3 A4 HHAYKTOPH); IPOYYBAHHATA C PDALCMATHOTO CheARHCHHE
LCTHPH3HH MOKA3BAT, Y€ HAMA KIMHIYHO 3HAYAMH He)XeaIaHH B3aMMOIeiiCTBHS (aHTHIKPHAE,
A3UTPOMHLIME, CHMCTHMH, THA3CIAM, CPHTPOMHIINE, TIMIN3HL, KETOKOHA30M H IceBaocdeIpHH).
Jleko noHMXeHHE B KIMpBHCa Ha eTHpusul (16%) ce Habmogasa npn H30UTBAaHE ¢ MEOTOKPAaTeH
npHeM Ha Teobuue (400 mg euH IHT AHEBHO), JOKATO pasNpe/ie]IcHHETO Ha TCOPHIHE He ce
NPOMEHA IIPH CHIBTCTBALIOTO MPHNOKECHHE HA IETHPHIHH,

B npoy4BaHe ¢ MHOTOKPAaTHO HPAIOKCHHE Ha pHTORABHp (600 mg fBa MBTH AHEBHO) H UETHPH3HH
(10 mg aHEBHO), CTENEHTA HA EKCTIO3HUHA HA NeTHPH3KH ¢ 611a noBameHa ¢ okono 40%, gokaro
JMCTIO3HIIHATA H2 PHTOHABHD JICKO € 6una noHmkeHa (-11%) mpy ceIbTCTRAIO NPHIOKEHHE Ha
NEeTHPH3HH.

Crenenta Ha afcopOIus OpH JICBOLMTEPH3HH HE HAMAIABA TIPH NPHEM HA XpaHa, MakKap Je CKOpoCTTa
Ha abcopb1Ha ce MoHMXKaBa.

IIpH 4yBCTBHTENHE NAlHEHTH €MHOBPEMEHHOTO MPHUAMKEHHE HA HETHPHIHH HIH JEBOLCTHPHINH H
AMKOXON MM ApyTH Aenpecantd Ha [THC moske 1a NpHYHHE AOTBIHATENHO DOHIWKaBaHE Ha
BHMMAHHETO M 2ia HAPYIIH H3TENHEHHETO Ha JeHHOCTHTE.

4.6 @epruanret, 6peMeHHOCT A KbPMEHE

BpeMeHHOCT
HsMa WIH HMa OrpaHHYeHH KITHHHYHY JaHHHA 33 YTIOoTpebaTa Ha TeBOLETHPH3HH IPH GPCMEHHH XKeHH

(no-Manko or 300 6peMeEocTi). BEIpeks ToBa 33 OETHPH3HH, PALICMAT HA JICBOLETHPHIHH,
MHOXecTBO AaHnH (mosBeqe ot 1 000 GpeMenocTH) He yCTaHOBABAT MaN(OPMaLHH MK
theTo/HEOHATANHA TOKCHYHOCT,

TIpOy“BaHHATA MPH XKHBOTHH HE MOKA3BAT CHIIECTRYBAHETO Ha IUPEKTEH MIH HHANPEKTEH YBpek a0l
e(heKT Bbpxy GpeMeHHOCTTa, eMOPHOHANHOTO/(PETAHOTO Pa3BHTHE, PAXAAHETO HITH MOCTHATAIHOTO
pasBHTHE (BXK. TO4YKa 5.3).

VYnotpebara Ha NEBOMUTHPH3IHH [0 BpeMe Ha OpeMeHroCT MOXKeE Ia ce oOMHCIH, ako e Heobxomumo.

Knpmene
[IMTHPH3KH, PanieMaT Ha IEBOMMTHPH3KH CE OTAESNA B JoBemKkoTo Muaxo. [lopanu Tosa,

Ha IEBOLICTUPH3KH B YOBEIIKOTO MISKO € BB3MOXKRO. Hexenauy peaknui CREpP3aHH C ,
MOTaT Aa ce HabmoAasar npH KbpMeHH Gebera. [lo TasH mpHYMHA, ApeIMCBAHETO HY/AGBORET M
IIpH KbpMEINH sxeHH TpAGBa na ObAe ¢ NOBUIICHO BHEMAHHE.

deprunurer



Hsama HamH9IHH AaHHY 33 JICBOLCTHPH3HH.
4.7 Edexrn Bopxy ciocofHOCTTA 33 wogHpane ® pabora ¢ MAIIARH

CpaBHHTETHATE KINHHYIHH H3MHTBAHKA I0KA3BAT, Y€ NEBOLCTHPH3IAH B HPEOOPHIBAHATA A034, HE
HOB/IMABA BHUMAHHETO, PEAKLMATA MM ciiocobHOCTTA 32 modupane.

HezaBHcHMO 0T TOBA, IPH HAKOH NALHEHTH 10 BPEME Ha JICYCHHE ¢ ICBOIUTEPH3INH MOXKe Ja ce
NOABAT CHLHAMBOCT, yMOpa H acrenud. [Topagn ToBa HalMEHTH, KOHTO IMie MOQHPAT, e YIACTBAT B
TOTSHIMANHO PHCKOBH ACHHOCTH Wi WE PaGoTAT ¢ MANTHHH TPAOBA JA HMAT UPCABUI
EB3CHCTBHETO Ha IEKAPCTBEHHUA IIPOAYKT.

4.8 Hexenann NexapcTBeHH peaKIHA

Knunuyey u3nuTBanus

Buvapacmnu u wnowu nad 12 zo0unu

B TepaneBTHYHH H3MMTBAHIA C MBKE H JKCHH Ha Bb3pacT 12 no 71 roauny, 15,1% ot manueHTHTE B
Ipymara Ha 5 mg JeBOLCTHPH3HH ¢a CHODIIHIA 32 NMOHe €/Ha HeXeNNaHa JCKapCTBEHA PeaKUHUs B
cpaeHenue ¢ 11,3% B rpynata na nnane6o. 91,6% oT TesH HeXKEIAHH NEKAPCTBCHH PEAKIHH €a JIEKA
J0 YMEPEHO TEKKR.

B TepaneBTHYHY M3HTBARAA MPEYCTAHOBABAHETO HA TEPAIINATA NOPANH HEKENAHH JEKapCTBSHY
peakuuu € 1,0% (9/935) npu neponernpusun 5 mg u 1,8% (14/771) npn mwiane6o.

KnueEM9HETE TepaneBTHYHH H3NMTBAHUA C JIEBOLETHPHINH BIIOUBAT 935 yYaCTHHIH, MPHEMAIH
JIEKapPCTBEHEA MIPOAYKT B IPENOPHUMATENIHATA 7038 OT 5 mg AnesHO. B Tasu rpyna, ce cpobmara
YECTOTA HA HEXEJIAHH JIEKAPCTEEHH PEAaKIINH, paBHa Ha 1% wiH noeede (sectw; 2 1/100 no < 1/10)
NpH NPHAGKEHNE Ha JICBOLETHPH3HH 5 mg 1iH nianebo:

TIpeamounTan TepMEE  [[InaneGo [TeBoUeTHpHAMH 5 Mg
(WHOART) (n="771) (n = 935)
Tnapobonne b5 (3,2%) b4 (2,6%)
‘CeHIMBOCT 11 (1,4%) 49 (5,2%)
Cyxora B ycraTa 12 (1,6%) 24 (2,6%)
Vwiopa 5 (1.2%) 53 (.5%)

HabmozapaHu ca ¥ HEYECTH HEXKENaHN NnekapeTBeH” peaxumu (= 1/1 000 go < 1/100) xato actenns
Wi KopeMHa Gonka.

YecToTaTa Ha HE/KEJIAHH JICKAPCTBEHH PEAKLIMH, H3PA3ABAIH CE B CHHIMBOCT, YMOPa H aCTCHHA
3ae/HO, € Gua no-pucoka (8,1%) mpy nesoueTHpH3MH 5 Mg oTKONKOTO NpH Wianebo (3,1%).

Heduampuuna nonynayun

B ape nnanefo-KOHTPOMNPAHH HPOYIBAHHA IPH MEQHATPHIHH NaUeHTH Ha BB3pacT oT 6 - 11 Mecena
H Ha BB3pacT ot | roanna Xo nox 6 roaunw, 159 naunenTr ca 6Hnn WINOKEHN HA JIEBOLETHPH3NH B
no3a ot 1,25 mg mueBHO B npogbDkenue Ha 2 ceimuum 1 1,25 mg f8a meTi AHeBHO. CnegHata
9ECTOTA Ha HEXENAHH IEKAPCTBCHH PeakLHH ca NOKNABaHH ¢ TecToTa 1% mmm noeede ¢
JICBOLIETHPHM3KH MAH wianebo.

CHcTeM0-0prafHen Kiac 0 ILnane6o JIeBoIeTHPHIHHA
IpenopbynTeed TEPMHH (n = 83) (n=1359)
CroMaIIHO-PEBHH

HApYIIeHHSA

PascTpoiictBo 0 3(1,9%)
Toepsiase 1(1,2%) 1 (0,6%)
3anek 0 2(1,3%)
Hapyui¢Hna HA HepBHATA

cHCTEMA

CBHHANBOCT 2 (2,4%) 3 (1,9%)
IlcHXHYHH HAPYIICHHA




| Hapymerss Ha CHHA

I

[ 2(1,3%) |

JBoiHO-CNIeNH KORTPOIHPAHE MPOYIBAHMA A IPOBEICHH IIPH fiena Ha BB3pacT or 6 Jo 12 romuun,
Karo 243 neua, IpueMalH, S mg AHCBHO JIEBOLICTHPH3UE 33 Pa3HIHH [IEPHOAH, BAPHPAINM OT II0-
Maiko ot 1 ceamuma o 13 ceqmumy. CriennaTa YecToTa HA HEKENAaHN ICKapCTBEHH peakiny ca O1mm
JOKNIABaHH ¢ YecToTa 1% win no-roNAMa B rpyliaTa Ha JEBOLETHPH3HH ik mnane6o.

Ipeanountan Fl].uaueﬁo J1eBOLIETHPH3HH 5 Mg
TEPMHHE (n = 240) (n=243)
I'maro6Gonue 5 (2,1%) 2 (0,8%)
CruanBoCT Il (0,4%) [7 (2,9%)

[MocT-MAPKETHHTOB ONHT

HexenaHuTe peakiM¥ OT IOCT-MAPKETHHTOB OTMT €a 110 CUCTEMO-OPraHeH Kiac H 10 YeCTOoTA.
YecToTaTa Ha HEXENAHKTE NIEKAPCTBEHH PEaKIHy Ce Ofpeaels KakTo CJIEHBA: MHOTO 9ecTH (2 1/10),
gectH (2 1/100 go < 1/10), newectd (= 1/1 000 a0 < 1/100), peaxs (= 1/10 000 ao < 1/1 000), MAOTO
peaxu (< 1/10 000), ¢ HeM3BecTHA 9€CTOTA (OT HANMYIHHTE AAHHH He MOXKeE Ja Objie HanpaseHa

OlIEHKA).

Cucremo-opranen kaac no MedDRA Hesxenanu peaknpy
Hapymenna Ha nMyHHATA C nen3pecTHa CBPLXIYBCTBHTENHOCT, BKTIOYHTENHO
CHCTEMA 4ecToTa (anadrmakcus)
Hapymennsa Ha Merabonmsma u | C HeH3BeCTHa VBenu4yeH anerHT
XpaHCHETO JEecTOTa
IMcuxpaHy HApyHICHUS C Heu3BecTHa Arpecns, Bp30yaa, XaIIONHHALMH, ICIPECHA,
9EeCTOTa 6e3CbHHE, CYHIHAHH XKeIaHHa
Hapymenus Ha HepBHATa C HeusBecTHA KoHByncHs, napacTe3nd, 3aMaAHoCT, CHHKOIL,
CHCTEMA 4eCTOTa TPEMOP, AUCIe3Ns
Hapymennd Ha oumre C HEH3BeCcTHA 3puTenHn cMyIICHHS,3aMbBIIEHO BIDKIIAHE,
4eCTOTa OKYTOTHpansa
HapymeHns Ha YX0TO | C nen3BecTHA BeprHro
NabHMpHETA YEeCTOTA
ChbpreyHH HapymICHHSA C mem3BecTHa TTanmMTALIAH, TAXHKApAHS
4ecToTa
PecriapaTopHH, rpnaH ¥ C HeH3BECTHA JAucnnes
MERHACTHHAIHY HApYIIECHUA 9eCcToTa
CroMamaO-9peBHH Hapymenna | C HemseecTHA I"ageHe, NOBpPEBINAHE JHAPHS
4ecToTa
Xenaro-OHIHApHH HADYIICHAS C Hem3BecTHA Xenatut
9eCTOTA
Hapymenna Ha Os0penuTe 1 C meusBecTHa JIu3ypua, 3a0peiKKa Ha YpHHA
IMHKOYHHTE NBTHOIA 9eCTOTA
Hapymerna sa xoxxara B C Hen3pecTHA AHTHOHEBPOTHYEH OTOK, (PHKCHpaH
HOAKOKHATA ThKaH 49eCToTa nexapcreeH 0GpHE, ChpOex, 06puB,
YpTHEApHA
HapymeHus Ha MycKYJIHO- C HenspecTHa
CKEJIeTHATa CHCTEMa H 1eCTOTa Muanrng, aprpanras
ChEAMHHTENHATA THKAH
O6mm Hapymenus u edexktn ua | C Hen3BecTHA Orox
MACTOTO HAa MPHIOXKEHHE 9ecTOTa @
Hicneasanma C HeH3BecTHA IToBuraBade HA TEIECHOTO TEFAQY
JecToTa OTKIIOHEHNA B 1abopaTophy # oy ia \
gepHoapoOHaTa QYHEINS

Onwucanue Ha n30paHy HEXENAHH PEaKIHK




Cinen npekpaTsBane Ha IPHEMA Ha NICBOLECTHPHIHH ce ChoOIMABA 3a MPYPHTYC.

C'I:OGE&B&HC Ha [NONO3INPAHH HEKENGHN PCAKITHA
Cro0maBaHeTo Ha NOK03HMPAHNA HEXKEIAHH PEaKLiH clie]] paspeniaBaHe 3a ynoTpeba Ha NeKapcTBeHAs

nponyKT € BaxHO. TOBa I03BOMABA J]a IPOABIDKH HaGIII0IEEMETO Ha CHOTHOMICHHETO ITO/13a/PHCK 33
NeKApCTBEHMA NPOoAYKT. 0T MEIHUMHCKHTE CIELHANNCTH ¢ H3HCKBA Aa chobImaBaT BCAKA
I0/I03MPaHa HEKENaHa peakuus 9pe3 U3mbIHuTeN A areHuMA 110 JIeKapeTsara yiL. ,,Jlaman I'pyes” Ne
8, 1303 Codiua, Ten.: +35 928903417, yebraiit: ww.bda.bg.

4.9 TIlpeno3upane

CHMOTOMH
CHMNTOMHTE Ha IPe03MPaHe MOTAT Ja BKIIOYBAT CRHIMBOCT pH Bh3pacTrH. [Ipy neua
NLPBOHATANHO MOXe A3 ¢ Habmionara E30yaMMOCT 1 Oe3noKoicTRO, NOCAEABAND OT CHHANBOCT.

TloBenense npy npenosupaHte
He e m3BecteH cneqrdHIeH aHTHAOT CPenIy JICBOLCTHPHIHH.

TIpu npeao3upane ce Mpenops4YBa CHMITOMATHYHO M NOUNBpoKallo NedcHue. Hemocpencraeno chex
HOTTHIIAHETO MOXE /I3 C¢ HATIPABH CTOMANIHA MpoMUEBKa. JIEBOUETHPH3HH HE CE OTCTpaHIBa
edmkacHO ¢ xeMomanu3a.

5.  ®APMAKOJOIHYHH CBOHCTBA
5.1 ®apMakoauHAMUYHH CBOlCTBa

(dapMaxoTEpaneBTHYHA IPYNa; aHTHXMCTAMHH 3a CHCTEMHA YIIOTpeda, MHnepa3MHOBH NPOH3BOIHH.
ATC koa: RO6AEOQS.

Mexann¥sM Ha neficTBIE
JlepouerHpHsHH, (R) €eHAHTHOMEPHT HA IETHPH3HH, € MOLIEH K CENCKTHBEH aHTArOHUCT HA

nepudepuure H1- penenropu.

TTpoyupanmATa BHPXY CEBP3BAHETO IIOKA3EAT, 9€ JICBOLSTHPA3SHE HMa BUCOK apHHHTET KbM HOBEIIKH
H1-peuentopu (Ki = 3,2 nmol/l). Jleponernpysnn uma agueHTeT 2-KPaTHO MO-BHCOK OT TO3H HA
geruprsid (Ki = 6,3 nmol/l). Jlesouernpusu ce otnens ot Hl-penenropure ¢ BpeMe Ha [101yKHBOT
ot 115 % 38 MumyTH.

Cnex eqHOKPATHO IPHIIOKEHHE, IEBOLICTHPU3HE 3aema 90% ot peuenropure Ha 4 9ac u 57% na 24
qac.

DdapMakoOHHAMHIHEY eeKTH

dapMakoTMHAMUTHHTE ITPOYIBaHAA Ha 3ApaBH NoOPOBONIM IOKA3BAT, Y€ IIPH HONOBHH 1033,
JICBOLCTHPHIHH MMa CpaBHHMA C IIETHPHA3WH AKTHBHOCT, KaKTO BEPXY KOXaTa, TaKa H B HOCA.
dapmakoIHHAMHYHATA AKTHBHOCT HA JIEBOIICTHPH3HH € MPOYYEHa B PAHTOMH3HPAHH, KOHTPOIHPAHH
H3IHTBAHKA:

B usnuTBane 3a cpapHABaHe e)eKTa Ha JCBOLSTHPHINH 5 mg, NecnopaTHIMH 5 mg 1 manefo npu
XMCTAMHH-HHAYIHpaHH 0OPHB H 3a9epBABaHe, TPETHPAHETO C NECBOLCTHPU3NH BOAK A0 3HATHMO
MOHMXEHHE Ha GopMuparero Ha oOpHB U 3a9epBABaHe, KOETO ¢ Haii-iu3paseHo B mbpsaTe 12 vaca u
npoaspkasa 24 uaca, (p<0,001) B cpaBHeHHE ¢ W1anebo ¥ KECIOPATHIHH.

HauanoTo Ha AefiCTBHETO HA NEBOLETHPHIHH 5 Mg NpH KOHTPOIHPAHS HA MONCH-HHIYIHPAHH
CHMIITOMH € YCTAHOBEHO Ha ITPBHS Yac CJIEA IPUEMA HA IEKapCTBOTO B IUTanebo-KoHTpoMHpaHd
H3MHTBAHMS C MOJIENA HA ANEPreHHO HATOBAPBAIA KAMEPA.

In vitro npoyqsannaTa (kaMepa Ha BoliieH 1 TEXHHKHN ¢ KJIEThYHH CIIOEBE) IIOKA3BAT, 9¢
NEBOLETAPH3HH NIOTHCKA E0TAKCHH-HHAYIIHPAHOTO €03HHOMHIHO TPaHCEHAOTEIHANH
npes aepMannure o 6enonpobHH KeTku. PapMakoIHHAMIIHO EKCOCPHMEHTAIHO
(KOXHO-KAMEpHa TEXHHAKA) IOKA3BAT TPH OCHOBHH HHXMOHTOPHH €(DEKTA Ha JICBOLIE
apes mepBHTE 6 yaca OT MONSH-HHAYIUPAaHA PeaKklii, B cpaBHCHHE ¢ IU1aneto IpH




HAIMEeHTH: MoTHCKale ocBofoxaasarero Ha VCAM-1, MogyaHpaHe Ha ChIOBHS EpMeabHIATET H
ONOHIKEHHE HA 603HHOCIJIUIHO’I‘O Y43acTHE.

Knunnana edHkacHocT 1 fe30macHocT

EduracrocTTa H 6€3011aCHOCTTA Ha AeBOLETHPH3HH € YCTAHOBECHA B HAKONKO ABOHHO-CIIENH,
maueGo-KOHTPOITHPAHH MPOYIBAHNA, IPOBEACHH C Bh3PACTHH NAlIHEHTH, CTPANAIIH OT CE30HEH
anepruYieH PHHHT, [ENOroAKIICH aNepruied PYHAT HAH XPOHHYEH ANCPTHICH PHHHT,

YCTaHOBEHO €, 4e JIEBOLETHPH3HH 3HAYHTENHO Togo0paBa CHMITTOMAaTHKATA [P ANCPrHdcH PHEMT,
BKNIOUHTENHO 3allylllBaHe HA HOCA TIPH HAKOH YMACTHUITA B M3MHTBAHETO.

lllecTMeceuHO KIIMHAYHO [POYIBAHE TIPH 551 FB3PACTHH NANHCHTH (BKIOYATENHO 276 NanneHTH,
NEKYBAaHH € NISBOLIETHPH3HH), CTPA/IaIlM OT XPOHMYEH PUHUT (CHMIITOMHTE CE NPOABABAT NOHE 4 JHU
CEAMMYHO B NPOIBIDKEHHE HA NOHE 4 MOCHENOBATENHH CEAMHIH) M IyBCTBHTE/IHN KbM KEPIEKHATE B
JOMAIMHKA NPax, H MOJIeHN TI0KA3a, Y€ JICBOLETHPH3HH 5 mg € KIMHAYHO H CTATHCTHISCKH SHATHMO
no-eexTHBEH 0T wianeto npr ofjieKyaBaHe Ha CHMITOMHTE HA aleprudeH PHHHT 10 BpeMe Ha
IUIOTO H3MUTBaHe, Ge3 KAKBATO H Aa € Taxubuiakcui. JIeBoueTHPHIHA MoAoGpH 3HAUUTETHO
KA4eCTBOTO HA XKHBOT Ha HAIMEHTHTE 110 BpEME Ha H3NMTBAHETO.

B nmnane6o KoRTpoNHpaHo KIHHUYHO H3MHTBAHE IIpH 166 nalueHT ¢ XpOHUTHA HOHONATIIHA
YPTHKapHA, 85 MAICHTH ¢a JICKYBaHH ¢ mwiauefo, a 81 manMeHTH ¢ HeBOLETHPUIUH 5 mg e/IHH ITbT
JHEBHO B NPOgLIKEHHE HA MIECT ceaAMHUIM. JleneHneTo ¢ neBOLETHPH3HH BOTH X0 3HAYHMO
NOHIDKEHHE B TEKECTTa Ha Chpbexa mpe3 mbpBaTa ceIMHLIA M 3a IIENHA Nepuol Ha TPETHpane B
cpaBHerue ¢ IWianeGo. JIesOUSTHPH3MH BOIH H 10 0-H3pa3eHo nofobpenve B cpaBHEHHUE ¢ mranebo
Ha CBBP3aHOTO ChC 3/[PABETO KAYECTBO Ha KHBOT, KATO OLEHKaTa ¢ Hanpasesa ¢ Dermatology Life
Quality Index.

XpoHMYHATA HAMONATHIHA YPTHKAPHA € IPOYYBaHa KaTo MOZIEN Ha YPTHKAPHAIIHHA CheToSHAA. Thif
KaTo 0cs000KIaBaHeTO HA XHCTaMHH € IPUYHHHO-CASACTBEHHA (GakTop 3a NOABATA HA YPTHKAPHATHA
3a60MABasVs, Ce 0YaKBa NEBOLECTHPHIME Na e edukacen 3a obnekyaBaHe HA CHMITOMATHKATA HA
IPYTH YPTHKAPHATHA CHCTOAHNS, B IONBIHEHHE HA XPOHUYHATA HAHONATHYHA YPTHEKAPHAL.

EKT He mokassat 3HaunMu eeKTH Ha neBoUMTHpH3HH BpXy QT urTepBana.

IleanaTpHuHa OODYNAIHA
Be30macHOCT H eHKACHOCT Ha JIEBOLETHPH3HH TalneTKu IpH Aeua ca Oum H3CNe/BaHH B BE

nnaue6o KOHTPONUpPARK KIKHAYHY OPOYIBAHNS, BKIIOUBAINH NANMEHTH Ha Bb3pact ot 6 go 12
FOAMHH, ¢ AMArHO3a CE30HEH H CLOTBETHC LICHOrO/HIIeH aieprided puHuT. 1 B ABETE M3NATBAHHA,
ACBOLCTHPHIHH 3HAYKTENHO € MOXOOpHI CHMIITOMHTE M € IOBHIIE KA9ECTBOTO HA KHUBOT,
Kinnnnunata 6esonacHocT NpH Aena nog 6 roJHIHa B3pacT, € OHlla yCcTaHOBEHA B HAKOJKO KPATKO-
CPOYHH H NPOALIDKHTENHE TEPANECBTHIHY NPOYIBAHHA:
- eIHO KIMHHYHO NpPOYdYBaHe, B KOETO 29 Jena Ha BB3PacT OT 2 10 6 TOAUHH ¢ alepruieH
PHHUT ca Gunm nexyBaHH ¢ ieBoneTupusuA 1,25 mg ABa IbTH THEBHO 33 4 CEIMHIM.
- €IHO KIMHHYHO Npoy4BaHe, B koero 114 nena Ha sw3pact ot 1 g0 5 roanns ¢ anepradeH
PHHHT MIIH XPOHHYHA MAMONATHYHA YPTHKApHA ca GHIH IeKYBaHH ¢ NeBOLETHPH3HH 1,25 mg
IBA ITETH AHEBHO 33 2 CEIMHIIH,
- eJIHO KIHHHYHO NpOy9YBaHe, B KoeTo 45 aena Ha BE3pact o1 6 jo 11 Mecena ¢ aneprudeH
PHHHT MITM XPOHHYHA HAMOTATHIHA YPTHpaKapHa ca OHIH JIEKyBaHH ¢ TeBOLETUPH3HH
1,25 mg BeARDK MHEBHO 33 2 CEAMEILIH.
- eJHO NpoabEKTENHO (18 Mecena) KIHHHIHO H3NHTBAHE ¢ 225 aTONMMYHH NalHEHTH
NeKyBaHH ¢ IeBOLETHPH3HE Ha Bb3pacT oT 12 no 24 Mecena nmpH BKIIOYB3HETO.
[poduasT Ha Ge3onacHocT € Oin nomobeH Ha To3H, HAGMIOAABAH NIPH KPATKOCPOYHNTES MPOYYBaHHUA,
NpOBEOeHH NPH Aena oT 1 Jo S-roaumHa Bp3pacT.

5.2 d@QapMaKOKHHETHYHH CBOiicTBA

®apMakOKHHETHKATA Ha JICBOLETHPHANH € JIMHEHiHa, HE3aBHCEIA OT 103aTa H BPEMETO.
HHIUBUAYAIHH pasnuaud. PapMakOKMHETHIHAAT NPO(QHI € €AMH K ChIIl, HE3ABHCHMO /f
¢e TpHuara KaTo eHANYEH EHaHTHOMeEp WK KaTo leTupu3ua. [To BpeMe Ha nponecu
H eNMMUHHAPAHE HE HACTENBA XMpanHo npeobpasypane.

I i

AGcopbuus:



Crnen mepopanHo npIokeHHe JICBOmeTHpH3HH ce abcopOHpa 61p30 1 ekcTe3HBHO. Ipn pB3pacTHY
NHKOBH [1a3MEHH KOHLEHTpauuH ce qocrurat 0,9 gaca criefl NpueMane Ha Jo3ata. PasnoBecHy
KOHIIEHTPAUHH CC YCTaHOBABAT creX 2 Auu. [THKOBH NUTa3MERN KORUESHTPALHH ClI¢l PHEMAHEe Ha
eAMHMYHA 033 OT 5 Mg KK IpH IOBTOPEH NpHeM ca crorseTHo 270 ng/ml u 308 ng/ml. CrenenTa Ha
aGcopbiua He 3aBHCH OT H03aTa H HE c€ BIIHAS OT XpaHara, HO CJIC/l XPaHEHE IIHKOBHTE
KOHLEHTPaIHMH ca MOHWKEHH H Ce JOCTHTAT Clel NO-TBIIBI IEPHOL OT BPEME.

Pasnpenenenue:
Hama maHEM 33 TEKAHHOTO pa3snpeleleBHe pajsIpeAencHue IIPH X0pa, KaKTO H 3a [IPEMIHABateTo

Tpes KpbBHO-Mo3b4iHATa Gaprepa. Iipy neXxoBe M XydeTa HaH-BHCOKH THKAHHNA HABA C€ YCTAHOBABAT
B uepHus Apod u 6u6penure, a Hal-auckn B [THC.

ITpn xopa, 90% 0T JCROLIETAPH3HH CE CBBP3RA C IVIa3MEHHTE NPOTEHHH. PasnpeaeneHHeTo Ha
NEBOLETHPH3HH € OTPAHHYeHO, THil KaTo 06eMbT Ha pasupezenenne e 0,4 Lkg.

buoTpaucdopmarius:

Crenenra na MeTabonH3InpaHe HA JICBOZHTCPHIHH HPH XOpa € Ho-Manka ot 14% ot no3ara, 3aToBa ce
OYaKBAT NpeHeGPEeXHMH pasiInuHA Pa3THIHA B PE3YATAT Ha FeHETHYHHAS NOMHMOPGHIEM WIN
eIHOBpEeMEHHATa YIOTpeha Ha CH3UMHE MHXHOHTOPH. MeTabonuTHITE I'bTHINA BKIIOUBAT APOMATHA
oxcupanus, N- 1 O-geankwiHpane H TAYPHHOBO KOpHTHpaHe. J[eaIKMIHpaHEeTO Ce OCHIIECTBABA
ocuoeno or CYP 3A4, nokato apoMaTHOTO OKCHAMpPaHE BKIIOYBA MHOKECTBEHH I/
reraenTeduimpann CYP usodopmn. JleBonieTHpH3HE He 0Ka3ba epeKT BbpXy akThBHOCTTA Ha CYP
m3oeH3uME 1A2, 2C9, 2C19, 2D6, 2E] u 3A4 B KOHUEHTpaIlHH, 3SHAYHTENHO HaJl IHKOBHUTE,
JOCTHTHATH CJIe] MIEpOpaHo NPHICKEHHE Ka 5 mg 1034,

TNopanu HUCKATa CTeNeH Ha MeTaGoNHIbM M JHIICATa Ha MeTabOMMTEH HEXHOMPAIN NOTEHIAAN,
B3aHMOJEHCTBHETO Ha JIEBONESTHPH3HH C APYTH ChEAHHEHMA MK 06paTHOTO € MAJIKO BEPOSTHO.

Ennmuanpane:
ITna3smMeHHAT MOMYKHBOT NP BR3pacTHH € 7,9 * 1,9 vaca. CpeiHUAT anapeHTEH TOTAICH TENECEH

KIHPBHC npH B3pacTHH e 0,63 ml/min/kg. JleBoLeTHpusu H META00NMTHTE My C¢ ETHMHHMPAT Hail-
BEYC C YPHHATA - cpenHo 85,4% oT npuerara A03a. EMAMHIHHPaHETO ¢ H3NPAXHCHHATE [IPSACTABIABA
camo 12,9% ot Ao3aTa. JIeROLETHPHIHH C€ €/IMMHHKPA ¢ FAOMEpYIHA (GHATPalHL H aKTHBHA TyOymHa
CeKpeH.

Cuenwanuy nonyiaalnue

bvopeuno yepescoane
JefcTBUTEIHUSAT TeleceH KIMPRHC Ha IeBOLETHPH3HE € CBhP3aH ¢ KpeaTnHAAOBHA knupsHC. [Topaan

TOBa, € NPENOPBUMTEIIHO NANACHTHTE ¢ YMEPEHO A0 TeKKo Gp0pedno yBpexXaaHe fa KOPHTHPAT
HHTEPBATHTE Ha JO3HPaHE HA JICBOLIETUPH3HHE, B CHOTBETCTBHE C KPEaTHHAHOBAA KIHpsHC. [Ipu
NANMEHTH C aHyPAs H B KpaeH cTaanii Ha 6x0peyHa HeAoCTaTEIHOCT OONMIMAT TEAECEH KIMPHHC CIIafa
npuGmusuTento ¢ 80% B cpaBHEHHE CBC 3APABH HHAMBHAH. KONMHYECTBOTO I€BOLETHPUIAH
EIMHMMHHPAHO ChC CTAHAAPTHA 4-9aCOBa XeMOIHAIH3HA Npoueaypa € < 10%.

ITeduampuuna nonyaayun
JlaHHH OT neAMATPUIHO PapMaKOKHHETHIHO NPOYIBAHE C NEPOPAIHO NPMIOKEHHE Ha eJUHHIHA 1033
or 5 mg nesoueTupusun npe 14 Aena Ha BE3pact ot 6 40 11 roAMHA ¢ TenecHO TerIo Mexy 20 kg i
40 kg, mokasBar qe ¢roliHocThTe HA Crax and AUC ca oxono 2 TbTH 110-BHCOKM OT HabmoaaBaHUTe
IIPH 30PABH BH3PACTHH MAIHEHTH B KPECTOCAHO-CPABHUTENHO NpoyyBane. CpeHHTE CTOHHOCTH Ha
Cumax € 450 ng/ml ce nposssapar B cpemHOTO BpeMme ot 1,2 yaca, TErNIOBHO HOpPMATH3NpaHus o0m
Terecer KIupeHe € 30% no-ronaM, a noayxHBOTET ¢ 24% N0-KparsK B Ta3y NEMHATPHIHA

TNOIyIAlMA CPABHEHHE ¢ Bb3pacTHy, He ca npoBexkaaHy cnelHanay GapMakOKMHETHIHH upqunalmx
Npe Aena Ha B3pact noj 6 roguHd. PeTpocrnekTHBHIST oMy NaloReH HhapMaKOKHH AHAR
nposenen ¢ 323 naupertn (181 nena Ha Bw3pact ot 1 go 5 roaunn, 18 xea Ha BB3pacT

MHOTOKDATHH A03H NCBOLETHPHINH, Bapapamu o1 1,25 mg a0 30 mg. Hanuwte, na
AHAIH3 TIOKA3BAT, Y¢ NPHIOKCHAETO Ha 1,25 mg BeIHBX JHCBHO IIPH €L HA Bb3pa
5 roauHH ce 09aKBa Ja AOBEAS IO IUa3MeHH KOHICHTPAHY, CXOMHH ¢ TE3M HA Bh
HOJTy9aBany 5 mg BeAHBXK NHEBHO.



Cmapuecka ev3pacm

ComecTayBaT OrpaHBycHH GapMaKOKMHSTHYHH AAHHH [PH MAIMEHTH B cTapuecka Bo3pact. Cren
BEAHBK JHEBHO MHOTOKPATHO NEPOPATHO Nprioxenue Ha 30 mg neponeTHpu3uE 32 6 JHH OpH 9
NAallHEeHTH B CTApueCKa BE3pactT (Ha BbapacT 65 - 74 romuaH), o6IHAT TeNeceH KIMPBHC € okonoe 33%
II0-HAUCEK B CPABHEHHE € TO3H NPH NO-MIaiH BE3PACcTHH. P A3MNpCOcnCcHReTO Ha paneMara NETHPHIHH
HOKa3Ba 3aBHCHMOCT oT 660peuHaTa QiyHKIMSA, a He OT BB3pacTTa. TO3H HIBOA € NPHIIOKHM H 33
NEeBOHETHPHU3HH, THH KATO KaKTO JICBOLETHPH3MH Taka H ICTHPHIHH C€ €KCKPETHPAT HPEJIMHO C
ypHuHara. [Topanu Tosa 103aTa Ha JICBOLETHPK3HH TPAGBA Ja CE KOPHUTHPA B CHOTBETCTBHE C
6s6peunara GyHKUHA NPH NALMMEHTH B CTAPICCKa BH3PACT.

1lon

dapMaKOKMHSTHIHHTE PE3yITaTH Ha 77 nanuenTd (40 mexe, 37 )xeHH) ¢a OLICHEHM 33 €BEHTYATHA
3aBHCHMOCT OT I10/1a. BpeMeTo Ha NONMy)XHBOT € MaJIKo n0-Kpatko mpH xkenure (7,08 + 1,72 1.),
OTKOJNKOTC NpH MBkete (8,62 + 1,84 4.), HO KOPUTHPAHKAT CHPAMO TENECHOTO TEINO IEPOPAICH
KIMpBHC pH xerd (0,67 £ 0,16 ml/min/kg) ce ABABa CHIOCTABHM ¢ TO3H IIPH MBXKETE

(0,59 £ 0,12 ml/min/kg). Coiiiure ZHEBHY 1034 Y JO30BH HHTEPBAJIH Ca NPRIOKHAMH 34 MbAKE H JKEHH
¢ HOpMaJIHa OBp0peTHa QYHKIHA.

Paca

BnusHHETO HAa PacaTa BEPXY JICBOICTHPH3HH HE € poyyeHa. Thil KaTo JICBOLETHPH3NH Ce
eKCKpeTHpa OpeauMHo upes 666pelnre, a HAMA 3HAYHMH PACOBH PAsIHYHA B KDEATHHHHOBHA
KJIHPBHC, (papMakOKMHETHIHUTE XaPAKTEPHCTHKH Ha IeBOUCTHPH3HH HE Ce 0YakBa fia Gnaar
paznnuHH B pasnuaaute pacy. He ca HabmiogaBany CBBbP3aHH C pacarTa pasiuKy B KHHETHKATa Ha
paneMaTa UETHPH3UH.

Yeproopobno yspesicoane

He e usnurBana GpapMaKOKMHETHKATA HA IEBOLETHPH3HH PH NAIMEHTH ¢ YepHOAPOOHa
HE0CTAaThYHOCT. [lanuenTuTe ¢ XpoHHIHH 3a60NBanNs Ha YepHHs APo6 (XenaTonenynapHa,
XONECTATHYHA U OMNMHApHa IMpP03a), NPUEMaIHTe earoKpaTHA Ao3a 10 umu 20 mg oT paneMHIHOTO
BENIECTBO UETHPH3MK MMAT 50% yBenHUeHUE Ha BPEMETO Ha IONYXHBOT, KakTo M ¢ 40% HamaneHHe
Ha KIHPHHCE B CPABHEHHAE CHC 3APABH HHAUBH/IH.

DapmMaKoxuHeMuYHY/ PapMaKoOUHAMUNHY B3AUMOOETCMBUS
XucTaMuH-HHAYIHPAHN KOMKHH PeaKLHH HE 33aBHCAT 0T IU1a3MEHHTE KOHICHTPALMH,

53 IlpeaxauHMuYAH NaHHM 32 He30nacHOCT

Heknuawgarute AaHun GasHpanH HAa KOHBCHIMOHAIHH NMPOYYBaHuA 33 hapmakonornuna 6e30macHoCT,
TOKCHYHOCT NPH MHOTOKPATHO NPHIOKEHAE, FEHOTOKCHIHOCT, KapIMHOTCHCH ITOTEHIHA,
PENpOAYKTHBHA TOKCHYHOCT He MOKA3BaT HATHYHE Ha CHCIM(HIHM 32 XOpa PHCKOBE.

6. PAPMAIEBTHYHM JAHHH

6.1 Cuuchbk Ha TOMOUTHHTE BellleCTBA

Anpo na Tabnerxkara:
JlaxTo3a MOHOXMApAT

Henyno3a, MEKPOKPHCTAIHA

Hartpues HuIECTEH FIMKOIAT (THI A)
CHIHIREB AMOKCHI, KOTOHICH 8e3IBOICH
Marne3nes creapat

(0BHBKa Ha TabneTKATa;
Xwumpomenosa 2910/5

Maxporox 6000




Tank
Turanos quoxcan (E171)

6.2 HechbBMeCTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha roamoct

2 rofiMHH

6.4 CrnenHuajHH yCJH0BAA HA CEXPaHEeRne

Ha ce cexpansBa npu TeMneparypa nox 25°C. Ja ce chxpansea B OpHTHHANHATA ONTAKOBKA, 34 /14
ce IpEAIa3H OT Bi1ara.

6.5 BEAH CHALPEKAHHE HA ONAKOBKATA

ITspeuyHa onakoska: Al/Al Grucrep win PVC/Aclar/Al 6mucrep mmm PVC/Aclar/PVC/Al 6nncrep
unu PVC/PE/PVAC/AL Gnmctep.

BTopudHa OnakoBKa: CIBBAILA CE KaPTOHEHa KYTHA.

PasmMep Ha onakoBkute: OnakoBkeTe CHABPKAT 7, 20, 28, 50, 90 dnnMupanH Tabnerkw,

Tosa o3nauasa 1 nau 4 GaHcTepa, BCEKH Chabpkanl 7 GUIMHpaHH TabReTky, B ¢OHa NPErbBalia ce
KAPTOHEHA KYTHA C JIHCTOBKA 34 MAUEHTa UH 2, 5 wim 9 6nmcrepa, Beeku cpAbpaxam 10 dunmapann
TaGlIeTKH, B ¢HA OPEerkBalla Ce KapTOHeHa KyTHA 3aeHO C JIMCTOBKA 33 ITAIHCHTA.

He BCHYKH BHIOBE ONMAKOBKH MOTAT Aa ObJaT MyCHATH B MpoAax0a.

6.6 CrennaIHH NpeADa3HH MEPKH NPH YHHI[:KaBaHE B paboTa

HeusnoaisanuaT NpOayKT WK OTHaAbYHITE MaTePHATH OT Hero TpabBa na ce YHHILOKAT B

CHLOTBETCTBHE ¢ MECTHUTE M3NCKBAHMA.

7. NPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Zentiva k.s.,

U Kabelovny 130,

Prague 10,

Dolni Mé&cholupy,

Yenrka penybmuka

8. HOMEPFP(A) HA PAJPEHNIEHHETO 3A YIIOTPEBA

20090586

9. JATA HA ITBPBO PAIPEHIABAHE/INIOTHOBABAHE HA
PAZPELHIEHHETO 3A ¥YITIOTPEBA

15.12.2009/04.12.2013

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

25/06/2018




