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1. UME HA JIEKAPCTBEHUSA NPOAYKT
3enapo 5 mg dunmupanu TabneTkn

Zenaro 5mg film-coated tablets

2.  KAYECTBEH H KOJIMYMECTBEH CbCTAB

Beska gunmupana tabneTka chabpika 5 mg neBoueTHpu3nHoB auxuapoxaopus (levocetirizine
dihydrochloride).

[ToMOLIHO BeWECTBO C H3BECTHO AeHCTBHE:

Beaka punmupana tabnetka cbhabpxa 67,5 mg nakto3a MoHOXHIpaT U MakcumyMm 0,04 mg HaTpwmii.

3a NbJIHKA CMUCHK HA MOMOLUHMTE BELIECTBA, BHKTE Touka 6.1.

3.  JIEKAPCTBEHA ®OPMA

DunmupaHa TadneTka

[TouTu Henu, mpoaLAroBaTH, 1BOHHO H3MBKHANW QHIMHPAHH TabJETKH C H3MBKHANO peedHo
niobpakeHue “e* BbPXY eaHara cTpaHa.

4. KJIWHWYHH JAHHH

4.1 TepaneBTHYHH MOKA3AHHS

CHMNTOMATHYHO JIeYeHHe Ha aNepruyeH PHHHUT (XPOHHYEH aNeprudeH PUHUT) U YPTHKAPHA NpH
Bb3PACTHH, FOHOLIW W IeUa Ha 6 H NoBeue rOIHHH.

42 Jlo3MpoBKa M HAYHH HA MPHIOKEHHE
Jlozupoeka

Bh3pacTHH M FOHOWIM Ha BB3pacT |2 W noseye rofAUHH:
[lpenopbunTennara AHeBHa 103a € 5 mg (1 ¢puamupana Tadnerka).

Crapuecka Bb3pacT:
TlpenopbYHTENHO € KOpUIHpaHe Ha 103aTa NpH MauHeHTH B HAMNpPeJHATIA BB3PACT C YMEPEHO 10 TEKKO
yBpeskaaHe Ha 6b0Opeunarta yHkuns (Bx. bnOpeuno yppexnate no-sony).

BbnOpeuHo yBpexkaane:

YecTorara Ha mpueMa Tpa0Ba Ja ce MHAMBHIYANU3HPa B CHOTBETCTRHE ¢ ObOpeuHaTa iy HKLUHA.
W3nonseaiite npunoxenara rno-gony tabnuua 3a ajganTHpaHe Ha 103aTa. 3a 1a ce Mos3sa Tasu
Tabnnua e HeoBX0IHMO J1a ce onpeaen KpeaTHHHHOBUA KIHPBHC Ha nauueHTa (CLcr) B ml/min Ha
nauuenta. CLcr (ml/min) Moske n1a ce onpenenu ot cepymuus Kpeatunns (mg/dl) ¢ momouira Ha
cnenHara (hopmyna:

CLcr = [140 - s3pacmma (200unu)] x meenomo (kg) (% 0.85 npu srcenu)
72 x cepymen kpeamunun (mg/dl)

AjanTHpaHe Ha [03aTa [PH NALHEHTH ¢ HapyleHa 6b0peuna dyHKuuA:

['pyna KpeaTHHHHOB KAHpBHC Jlozuposka
(ml/min) NPHIOKEHH




Hopmanna >80 5 mg eauH NbT AHEBHO

Jleka 50-79 5 mg eanH NbT JHEBHO
Ymepena 30-49 5 mg Ha BcekH 2 IHH
Texxka <30 5 mg Ha BCeKH 3 ITHU
[TauneHTH B kpaeH craauii Ha <10 [TpoTuBONOKa3aHo
0b0OpeuHo 3abonssane — [NaunenTu Ha

auanusa

pu neauarpuuHu naupeHTH ¢ GL0peuHo yBpekaaHe, 103aTa TpAOBa Na ce agaTHpa HHAMBHIYAIHO B
33BHCUMOCT OT OBOpPEYHHA KIMPBHC HA NalMeHTa U TelleCHaTa Maca Ha nauvenrta. Hsama KOHKpeTHH

JaHHu 3a ieua ¢ 0b0peyHo yBpekaaHe.

UepHoapo6HO YBpekIaHE:

He ce nanara npomsHa Ha 103aTa npy MalHEHTH eAMHCTBEHO © YepHOAPOGHO yBpekaane. [Mpu
MALMEHTH € YepHOAPOOHO U OBOPEUHO YBpeskKiaHe ce penopbyBa NpoMsaHa Ha ao3arta (Bx. bedpeuno
YBpEeXaaHe no-rope).

[Teduampuuna nonynayust
Heya om 6 0o 12 zo0uwna ew3pacm
[Mpenopbuanara nHesna aozae 5 mg (| puamupana tabnerka).

Heya om 2 0o 6 codumna ev3pacm

He e Bb3moxkHO anantupane Ha go3ata ¢ opmara guivupana tabnerka. [penopbuuTenHo € u3noa3BaHeTo Ha
neaHaTpHyuHata opMa Ha JICBOLETHPH3HH.

I poabAKHTETHOCT HA MPUIOKEHHETO:

[lepHOOMYHHAT anepruyeH puHUT (CUMITTOMH, H3MIMTBAHH B MPOIBIKEHHE HA O-MAJKO OT YETHPH
JIHH B CEMHLIATA HITH 3a MO-MaNKo OT YeTHPH CEAMHLM B roauHaTa) Tpsadea 1a Obje IeKyBaH B
CBOTBETCTBHE ChC 3a00/I1BAHETO M HErOBATA AHAMHE3A; MOJKe 12 ObJie IPEYCTAHOBEHO CJIEM KaTo
CUMIITOMHTE OT3BYYaT W 1a ObJe 3ano4YHaTo OTHOBO MPHU MOBTOPHA NMOABA HA cuMNTOMH. B cnyyait Ha
XPOHHYEH aNleprHYeH PUHHT (CUMIITOMM, W3IHUTBAHH B MPOABIKEHHE HA MOBEYE OT YSTHPH IHH B
ce/IMMLATa HITH 3a MOBeYe OT YeTUPH CeAMULHM B FOJMHATA), MOXKE 14 Ce MPHUIOKH NPOIBIIKUTETHO
JleyeHue 3a NepHoa, Npe3 KoiTo NauMeHTa e H3M0KEeH Ha aJlepreH .

ChbluecTByBa KIHHHYEH OMHUT € MPHIOKEHNWE HA IEBOUCTUPH3HH MPH NPOBEKAAHO NEUEHHE 32 NIEPHOI
ot 6 meceua. [IpH XpoHHYHA YPTHKAPHUA M XPOHHUEH AJIePriueH PUHMT, ChUICCTBYBA KJIMHHYECH OTHT
C TIpHJIOXKEHHE Ha LETUPU3HUH (paLlemMar) 3a rnepuozl 10 eQHA roIHHa,

Haunn na npuaoxenne
®unmupanara TadneTka TpAGBa Aa ce Npvema npes ycrara, Aa ce Mor/blia 1s1a ¢ TEYHOCT W MOKe 1
ce mpuema cke unu He3 xpasa. [IpenopbunTenHo e nHeBHaTa 403a 14 Ce B3MMA B €IUH MPHEM.

4.3 IlporuBonokasanus

- CBpBX4YBCTBHTENHOCT KBM aKTHBHOTO BELLECTBO, KbM LUETHPHU3HH, KbM XHIPOKCH3UH U KbM
JPYTH MHNEPa3MHOBH NPOH3BOIHM WM KbM HAKOHM OT NOMOLUHHTE BELIECTBA H30pOEHH B TOUKA
6.1.

- Texkko 6BOpeuHO YBpexaaHe H KpeaTHHHHOB KJupbHe noja 10 ml/min.

4.4 CneunaJaHH NpeaynpexIeHHs H NPEANa3HH MePKH NPH ynorpeba

I[Ipenopwusa ce NOBHLIEHO BHUMAHHE NMPH yNoTpeda ¢ aNnKkoXon (BIKTe Touka 4.5).
[TpenopbuBa ce NOBHLIEHO BHUMAaHKE MPY NAaUMEHTH ¢ Mpeapa3nonaraiii hakropu
Ha ypHHaTa (Hamp. yBpe)kIaHe Ha rpbOHauHHA CTHI0, XMNepna3Hia Ha NpocTaTar,
JIEBOLIETHPH3MH MOYKE [1a MOBULIM PHCKA OT 3abpKaHe Ha YpHHa.




HPEHO]JB'-IB& C€ MOBHIICHO BHHMAHME TIPH NAUMCHTH ¢ CMUASNCHA U MAUWEHTH ¢ PHCK OT KOHBYJICHH
TBit KaTo NEBOUCTHPH3IHH MOXKE 43 NPEXHIBHK2 BAOHIABAHE HA NPHCTEHIINTE.

OTroBoOpbT HA KOKHH TECTOBE 3a ANEPrA ce HHXADHPA OT AHTHXHCTAMHHY H € HeOOXOIUM MepHo Ha
u3gucTBaKe (0T 3 IHH) npenu Ja GeJAT HAMpaBeHu.

ITpu npexpatAeaHe MpHeMa Ha NeBOLETHPHIUH MOXKE 2 CE IOABH HPYPUTYC, TOPH H KO TE3H
CHMIITOMH He ca O:TH HaGMIonaBanH MPeny 3aM09BAHE HA NeYcHHEeTo, CUMOTOMMTE MOTAT N2
M34E3HAT CTIOHTAHHO. B HAKOM CITy4an CHMOTOMHTE MOTAT Ja O6AAT HHTCHIURHH H A2 H3HCKBAT
BE3CTAHOBABAHE Ha JiedeHHeTo. CumnroMure TpAOB2 Ja DPEMHHAT, KOraTo JACYSHHUETO 3aloYHe
OTHOBO.

[TennaTpHYHA MOy IALHL

Ynorpebara Ha hrimupans TabIeTKH He ce NPENopbUBa MPH IeUa HA BRIPACT 1oz 6 roadHu, Thi
KaTo Tazu (opMa He nO3ROINBA HYXKHOTO KOPHTUPAaHE Ha Ao3ata. [lpenopbiauTento ¢ 1a ce u3non3sa
neaHaTpuyHa GopMa Ha NeROUCTHPHIUH.

ToMougHH BELIECTRA

[poayxThT CABPXKA MAKTO32 MOHOXHIPAT, MALIMEHTH C PeOKH HacleacTReHH GOpMH Ha
HENOHOCHMOCT KBbM IaNakro3a, 051 TaKTaseH AeHIHT HITH [II0K030-TATAKTO3HA MATabcopOns He
TpADBA Ja NpHeMAT TO3H JIeKApCTBEH HPOIYKT.

Tora nexapcrso ceABPka no-Manko o7 1 mmol Hatpri (23 mg) B TabneTka, Taka ue HA MPAKTHKA €
,-0€3 HaTpHiA®.

4.5 BiaamogeficTBHe ¢ APYTh AeKAPCTBEHA NMPOLYKTH o APYTH Gopmy Ha B3auMogefcTERe

He ca npoBexkpaHi M3NKHTBAHHA 33 YCTAHOBABAHE HA NICKAPCTBEHH B3aUMOJACHCTBUATA C
NEBOLETUPH3HH (BKTFOUHTENHO H ¢ CYP3 A4 HHAYKTOPH); NPOYUBAHHATA ¢ PALIEMATHOTO CheAUHEHNE
LUETHPH3WH IOKA3BAT, Y€ HAMA KITMHHYHO 3HAYHMH HEXEeMaHn B3aHMOﬂef‘lCTBHﬂ (aHTl/lﬂHpHH,
A3UTPOMHIIMH, CHMETHAHH, THAEIAM, EPHTPOMHIMH, TTIMNUZHL, KETOKOHA30N W ncesnoedeaph).
Jleko noHIbKeHUE B KIMPBHCA Ha HeTHpusvH (16%) ce Habmoaara NpH HATHTBAHE ¢ MHOTOKPATEH
npueM Ha Teothunud (400 mg eaun IbT AREBHO), JOKATO PA3NpPEICNeHHETO HA TeO(HIIHH HE ce
[IPOMEHS IIPH CBITBTCTBALIOTO NPHAOMKEHHE HA LETHPH3HH,

B npoyuBane ¢ MHOTOKpaTHO IpUIOXeHHe Ha puToHABHP (600 Mg ABa BTH AHEBHO) W USTHPH3UH
(10 mg nHEBHO), CTENEHTA HA EXCITO3KLMS HA LIECTHPUIMH € OuNia MoBuieHa ¢ okono 40%, mokaro
ANCMO3UUHATA HA PHTOHABUP JIeKo & Ouna noxuxena (- 11%) npu cbobTCTBALIO NPHNO#KEHHS Ha
HEeTHPHIHH.

Crenenra na abcopOuma Npu NEBOUUTEPHIHH He HAMAIARA NMPH NpUeM Ha XpaHa, Makap 4e CKOpocTTa
Ha aDcopOLHA ce MOHIKABA.

Tlpy uyBCTBUTENHY NAUMEHTH EIHOBPEMEHHOTO NPHIOMKEHHE HA UETHPUIHH HAH JeBOUESTHPU3HH H
aIKoxXo WIH 1pyrd nenpecanti Ha LIHC Moske na npuyaHHK DOOBIHMTENHO HOHHXABaHE Ha
BHEMAHHETO U A2 HAPYIUH HINBIHEHHETO Ha NeiiHocTHTE.

4.6 @epTHAHTET, IPeMeHHOCT H KBPMeHe

bpemenunoct

HsMa unu uMa orpaHiMeHH KJIMHWYHE JaHHH 33 yrootpebara Ha NeBOUETHPHINH npy GpeMeHHM WeHH
{mo-Manko ot 300 GpemernocTH). Bhnpeku T0BA 32 LIETHPH3HH, PAUSMAT HA IEBOLETHPH3INH,
MHOXKeCTBO AaHuHM (Tosede oT | 000 GpemMeHOCTH) He YCTaHOBABAT MandopMaLmi HIK
theTo/HeoHATANHA TOKCHYHOCT,

[Tpoy4paHuATa Ipy KMBOTHH He TIOKA3IBAT CHILECTEYBAHETO HA AHPEKTOH MM HHAMPEKTEH yBpexianL

passiTHe (B, TO4Ka 5.3).
YnotpebaTa Ha TeBOUMTHPHIHH II0 BpeMe Ha OpeMeHHOCT Moxe 1a ce 0OMHC

KupMene



LMTHpH3HH, palieMaT Ha JIEBOLNTHPHIHH Ce OTIeNA B YoBewmkoTo miakoe. [lopaau Tosa, oTaeranero
HA JIEBOLETHPH3NH B HOBEIIKOTO MIAKO € B3MOxKHO. HexkenaHu peakuun cEbp3aHH ¢ NEBOLIUTHPH3HH
MOTaT fa ce HaG/mogasaT npu KbpMenu OeGera. (1o Tasu npHYHHA, NPEeINNCRAHETO HA JICBOLETHPHIHH
MpH KbPMELLH ;KeHH TpA0Ba fa Ohae ¢ NOBHIICHO BHUMAHHE.

DepTHaAHTET
Hsima HaITHYHE JaHHH 32 IEBOLIETHPH3MH.

4.7 EdexTH BLpxy cnocodiocTTa 32 modnpane n padora ¢ MaWKHA

CpaBHUTENHHTE KTHHAYHY H3IMHTBaHHA NOKA3BAT, Y€ IEBOLETHPH3HH B PENOPhLUBAHATA 034, He
NOBMUABA BHUMAHHETO, PEaKLHATA WK cnoco0xoecTTa 3a wodupane.

HezaBrcumoO OT TOBa, IPH HAKOH N2LUEHTH O BpeMe Ha NeYeHHE ¢ JIEBOLMTEPHIHH MOKE 13 Ce
MOSBAT CEHIMBOCT, YMODPa U acTeHUd. [lopanu Topa nauueHTH, kouTo wWe odHpat, e YHacTRaT B
NOTEHLMANHO PUCKORH JEHHOCTH HIIH Lie padoTAT ¢ MaluWHK TPAGBEA 13 UMAT NPeIBHI
BB3JISHCTBHETO Ha NEKAPCTBEHUS IPOTYKT.

4.8 HexenaHu neKapcTREHH peaKUMy

KJIMHHYHY H3OUTBAHNS

Buespacmnu u wonowu nad 12 200unu

B TepaneBTHUHH M3NHTBaHHA ¢ MbXKe W JKeHH Ha Bb3pacT 12 1o 71 roguHu, 15,1% oT nanueHTHTE B
rpynara Ha 5 mg NeBOUETHPAIMH ca ChoOLIHIH 32 OHE €HA HEXENAHA IEKapCTBeHA PeaKLHA B
cpaeHedaue ¢ 11,3% B rpynara Ha naaue6o. 91,6% ot Te3H HeXxenaHd NekapCTBEHH PeaKlHH ¢a JIEKH
10 YMEPEHO TEXKH.

B TepancBTHYHU H3MHTBAHUAZ IPEYCTAHOBABAHETO HA TEPAIIHATA NMOPATH HEXETaHH TekapCTBEHH
peaxunn e 1,0% (9/935) npu nepouernpuzut 5 mg u 1,8% (14/771) npu maaueGo.

Knuuu4nuTe TepaneBTUYHA H3NHTBAHUA C JIEROUCTHPHIUH BIIIFOYBAT 935 y4acTHULM, NPHEMATTH
JIEKAPCTREHHS TIPOLY KT B [PEMOPBYHTEIHATA A03a 0T 5 mg AHeBHO. B Ta3u rpyna, ce crobuiasa
4eCTOTa HAa HEXellaH! JIeKapCTBEHH peakiiy, pasua na 1% wik nosede (vecth; = 1/100 no < 1/10)
TIPH OPHIOKEHUE HA IEBOLUESTHPUIUHE 5 mg HIH nnauedo:

Ipennounrtan tepmua IlnaueGo 'J'[eaoueTHpHmH 5 mg
(WHOART) (n=771) (n="935)
nasofomue 25(3,2%) 24 (2,6%)
ChHiMBOCT 11 (1,4%) 49 (5,2%)
Cyxora B yctata 12 (1,6%) 24 (2,6%)
Ywmopa - 9(1,2%) 23 (2,5%)

HalOmonasalu ca i HEYECTH HeKellaHu NekapeTeery peakiuu (Z 1/1 000 ao < 1/100) kato actequa
HAK KOpemHA Honka.

YecToTata HA HEKENAHM JIEKAPCTREHH PEAKLIHK, H3Pa3sBallH Ce B CHHIHBOCT, YMOpa U aCTeHHS
3aenno, e Ouna no-eucoka (8,1%) npu NeBoUCTUPHIUH 5 Mg OTKONMKOTO MpH nnauedo (3,1%).

Heduampuura nonyrayua

B nBe nnauebo-koHTpONUPaHY POY4BAHHUA NPH MEIHATPHYHHK MALMEHTH HAa BB3pacT 0T 6 - 11 meceua
H Ha BB3pPacT oT | roguua 1o ron 6 rogdHy, |59 nanuenty ca Guny MINoKeHH Ha JICBOUSTHPH3UH B
noza ot 1,25 mg nvesHo B MpogemskeHHe Ha 2 cepmuun M 1,25 mg apa nbTH JHeBHO. Ceanara
4ECTOTA Ha HewkeNlaHH JISKAPCTBeHH PeakUHH ca NOKIaABaHK ¢ yectoTa 1% uiM nobeue ¢
TIeBOHETHpH3UH 1y naauedo.

Cucremo-oprafes Kaac i Mnauebo JleBoueTHPH3INH
IlpenopruATeIcH TepMHH {n =83) {n=159)
CromManiHO-"IpDEBHH

HapyImeHHs

PasctpeiicTro 0 3 (1,9%)




TospbinaHe 1{1,2%) 1 {0,6%)
3anek 0 2(1,3%)
Hapymenws ua HeppHATA

cHCTEMA

CHHITHBOCT 2(24%) 3(1,9%)
Ieuxuvunm HAPYIIEHHS

Hapyiuenus Ha CbHa 0 2(1,3%)

JIBoiiHo-ceny KOHTpOJIMpaHH NPOYYRAHKA Ca TIPOBSICHH P AEUa Ha BB3pacT ot 6 1o 12 roguau,

kaTo 243 fena, IpHEMATH, 5 Mg KHeBHO TEBOUSTHPHIHH 34 PA3/IM4HH NEPHOIH, BAPHPALLM OT (0=

manko oT 1 cenmuia 1o 13 ceamuun. CnenHara HecToTa HA HeweENaHH NEKAPCTBEHH PeakilMK ca Ounu

OKNa7BaHY ¢ yecToTa 1% Wi No-roinaMa B rpynaTa Ha NeBoUeTHPHIHH WM Iuauebo.

IIpeanountan [Maanedo UleBoueTHpH3INE 5 mg
TepMun (n = 240) (n=243)
["napobonue 5 (2,1%) R (0,8%)

CBHAMBOCT 1 (0,4%) 7 (2,9%)

[1ocT-MapKETUHTOB OITHT

Hewxenmauute PE€AKUHH OT MOCT-MApPKETHHIOB OITHT Ca MO CHCTEMO-0PraHeH Kac H no 49ecToTa.

UYecToTaTa HA HEXETIAHHTE NEKAPCTBEHH PEaKLIHH Ce OTIpelens KaKTo ceqsa: Maora gectu (= 1/10),
vectu (= 1/100 go < 1/10), neuectu (= 1/1 000 mo < 1/100), peaxu (= 1/10 000 o < 1/1 000), Mmuoro

peaxu (< 1/10 000), ¢ HeuzBecTHA 4eCTOTA (0T HATHUHKTE JaHHH HE MOKE Ja ObJle HanpageHa

OLIEHKA),

Cucremo-opranen kaac no MedDRA

Hesxenann peakunu

Hapyienus va uMyHHaTa C HeuzsecTHa CBpBXUyBCTBHTEITHOCT, BKIIOHHTEIHO
CHCTEMA YeCToTa (anadumakcu)
Hapymienns Ha merabonu3Ma H | C HemsBecTHa YreaudeH aneTut
XpaHeHeTo 4eCcToTa
IMcuxuyay Hapy IeHAs C HeM3BeCTHA Arpecus, Bp30yIa, XAMOUMHALKH,
1ecToTa denpecud, 0e3cEHNE, CYHUMARM KeNaHus,
KOLUIMapH
Hapyuenus Ha HepBHaTa C HeH3pecTHa Konryncus, napacte3ss, 2:aMasHoCT,
CHCTEMA 4eCTOTa CHHKOT, TPEMOD, IMCre3HA
Hapymenus na ogure C Heus3BeCTHa 3pHTeNHN CMYUIEHKS, 3AMBITIEHO BIDKAAHE,
4YECTOTA OKyNOTUpaius
Hapyrenys 1a yxoto u C Hem3pecCTHA Bepruro
nTafupHATA YeCTOTA
CbpnedHH Hapy LIEHUS C Hen3peCTHa TMannuraumy, TaxHKapaus
4ecToTa
Pecnmpatopsu, rpeaHd K C HemszsecTHA Hucnues
MEIHACTHHATHH HApYIUEeHHA HECTOTa
CromamHo-uyperHd HapylieHHA | C HeussecTHa lanene, nospwinane nuapus
HecToTa
Xenaro-Ounuapun napywenns | C HeuspecTHA Xenatur
4ecToTa
Hapywenns Ha 6s6periure # C HensBecTHa Husypus, 3a1pbKKka Ha YPUHA
MHUKOYHHTE ITbTHIIA 4eCTOTa
Hapyuienus Ha xoxara u C HeusmecTHA AHIHOHEBPOTHUEH OTOK, HKCH
MOAKOKHATA TEKAH 4ECTOTA flekapcTeeH oOpuB, chpOekK, 0

YPTRKAPUA

Hapymenns na Myckyako-
CKelleTHATa CHCTeMA U
CBEIHHHTEIHATA THKAH

C Heu3BeCcTHA
YeCToTa

Muanrua, apTpanrua




QO6inu Hapyweuus v edexti Ha | C HemsBecTHa Otox

MACTOTO HA MPHIOKSHHE JeCTOTA
Hacnenpanns C Heu3BeCTHa TMosuinapane Ha TEIECHOTO TETIO,
4ecToTa OTK/IOHEHHA B 1a00paTOPHH H3cASABAHUA Ha

HepHoIpodHaTa GYHKIHA

Onucanne Ha H3GpaHN HeWENAHK PEaKIHY
Cnen npexpaTaBake Ha TIPHEMa Ha JIeBOUSTHPUIHH ce ¢hoBIIABA 33 APYPHTYC.

Crobumapane HAa IOA03MPAHH HEXKENTAHH PEAKITHH

CrobuiaBaHeTo HA MOAO3KPAHH HeXeNaHH pPeakLMy clel paspetuaBate 3a ymoTpeba Ha MeKapeTBeH S
ONpoAyKT € BakHo. ToBa nO3BOMAEA Ja NPOIBIKE HaOIIOASHHETO HA CHOTHOLLIEHHETO TIOM38/PHCK 38
JIEKAPCTBEHHA NPOAYKT. OT METHIHHCKHTE CTIELIHARHCTH CE HIMCKBA 1A CHODLIABAT BCAKA
MOJ03HpAHA HexenaHa peakuua Ipe3 ManbpaHUTENHA areHuus oo gekapersara yi. , JJamad ['pyes” Ne
8, 1303 Codpus, Ten.: +35 528903417, yebeaiit: ww.bda bg,

49 Tlpenosnpane

CHMnroMu
CHuMIITOMMTE Ha MpeJO3HPaHe MOTAT fa BKITIOYEBAT CHHIHBOCT IpH Bb3pacThy. [1pu geua
O'BPROHAYAIHO MOXKE Ja ce Habmoaasa Be30yauMocT o 0e3noKoCTEO, MOCIEABAHO OT CHHIMBOCT.

TlopeacHie pH npego3MpaHe
He £ U3BRCCTCH CHel_[H(l]H‘{CH AHTHOOT cpemy J]BBO[[ETHpHT}HH.

Iipu npenosupane ce IpenopeYBa CHMOTOMATHYHO H DOAABp# Ao deseHne. Hemocpeacrseno cen
NOrTBLIAHETO MOMKE 13 CE HANPABH CTOMAIIHA OPOMUBKA. JIEBOLIETHPHIHH HE CE OTCTPaHIBA
ehHKaCHO C XeMOIHATH3A.

5.  @®APMAKOJOrVYHH CBOHFCTBA
5.1 @apmakoaHHAMHMHH ¢BOHCTBA

DapMakoTepaneRTHYHA IPya; aHTHXHCTAMHH 33 cHcTeMHa yioTpeda, MHIepa3sHHOBH NPOH3IBOIHH.
ATC kon: RO6AEQ9.

MexaHU3bM Ha JeHcTIBHE

Jleponernpusuy, (R) eHAHTHOMEPBT HA LETHPH3HH, € MOIIEH M CeJIeKTHBEH AHTATOHHCT HA
nepudepunte H1- peuentopu.

HpquBaHHﬂTa BBPXY CBBP3BAHETO MOKA3IBAT, Y€ JIEBOLUETHPHIHH HMA BHCOK a(l]l/IHHTeT KbM YOBCLIKH
H1l-peuentopu (Ki = 3,2 nmol/l). jiesoueTdpusud iMa agHHUTET 2-KPaTHO MO-BHCOK OT TO3HM Ha
uetnpuini (Ki= 6,3 nmol/l). Jlesouerupuann ce otaens ot Hl-petlentopure ¢ speMe Ha MOTYKHBOT
oT 115 £ 38 MunyTH.

Criel enHOKpaTHO MPHIIOKEHHE, JIeBoLeTHDH3UH 3aeMa 90% oT peuentopuTte Ha 4 vac 1 57% Ha 24
uac.

@apMakoaHHaMRYHK edekru

(DapMakoAHUHAMHYHUTE [IPOYUBAHKA HA 3APABH J0OPOBOILM MOKA3IBAT, Ye MPH MOJOBHH 4034,
JIEBOLETHPH3HH MMA CPABHHMA C UETHPH3MH aKTHBHOCT, KAKTO BBPXY KO)KAaTa, TAKa H B HOCA.
PapMakoIHHAMHYHATA AKTHEHOCT Ha NEBOUETHPH3HH € pOyYeHa B PaHAOMH3HPAHH, KOHTPOITHPAHK
H3MHTBAHAA:

B manuTrane 3a cpaBHABaNe e(EKTA HA ICBOLETHPU3NH 5 Mg, NeCHOpPaTHINH 5 m
XHCTAMHHE-HHIYLHpalH 0OpHUE H 3a4epBABAHE, TPETHPAHETO C TEBOUETHPH3HH B
MOHKKEHHE Ha (POPMHPAHETO Ha 0OPHB H 3a4EPBABANE, KOETO € HaH-H3PaleHo 4
npogemkara 24 yaca, (p<0,001) B cpapHeHRE ¢ NRALEO0 H JeCHOPATHANH.




Havanoro Ha geficrerero Ha TEBOUSTUPHIHH 5 Mg NpyU KOHTPOJIHPAHE HA NONSH-HHIY LIAPAHH
CHMIITOMH € YCTAHOBEHO Ha ITEPBUA Uac Clef NpHeMa Ha JIKapeTBOTO B MAue00-KOHTPOTHPaHH
H3MATBAHHA ¢ MDJENA Ha alIEpTEHHO HATORAPBAlLA KaMmepa.

In vitro npoyyBanuaTa (kamepa Ha BoiineH n TEXHHKH ¢ KIETBYHH CIIOEBE) NOKa3BAT, 9
JIEBOLETHPH3UH MOTHCKA €0TAKCHH-HHIY IMPAHOTO €03HHODHIHO TPAHCEHAOTENHATHO MHT PHPAHE
npes gepManHuTe H 6emoapodHy kueTk i, OapMakoIHHAMHYHO eKCIIePHMEHTATTHO TPOYUBAHE iR vivo
{ KO’)KHO-KaMepHa TeXHHKA) IIOKA3BAT TPH OCHOBHH HHXHOHUTOpHH edekTa Ha IEBOUETHPHIHH 5 mg
IIpe3 NBPBHTE 6 Haca OT MONCH-HHAYLHPAana peakuii, B cpasHeHHe ¢ Miauebo npu 14 pe3pacTHu
NAUHeHTH: NoTHeKaRe ocsoboxnaBaneto Ha VCAM-1, MogynupaHe Ha CHOOBHA nepMeabHAKTET H
MIOHMKEHHE HA €03HHO(MIHOTO YUacTHE.

Kunpnuta edHkacHocT W Ge3onacHoct

EdmxacrocTTa ¥ Ge301acHOCTTa Ha NeBOLIETHPH3IHH € YCTAHOBEHA B HAKONKO OBOHHO-CIENH,
fTale00-KOHTPOMHpaHu POYYBAHHS, IPOBESCHH C BRIPACTHH MAllMEHTH, CTPAJAIIM OT CE30HEH
anepruyeH PHHHT, HENOTOAHILEH ATIEPrHYeH PUHHT HIIH XPOHHYEH AIePTHUSH PHHHAT.

YeTaHOBEHO €, Ue NCBOLETHPH3AH 3HAYUTENHO [0A00PABA CUMITTOMATHKATA [IpH aIePrHYieH PUHHNT,
BEKTHOYHTENHO 3aMy WBaHe HA HOCA ITPH HAKOW YYaCTHHUH B H3IHTBAHETO.

lecTMeceuHo KAMHHYHO DPOYYBaHe IPH 551 BB3PACTHH MalueHTH (BKAIOYMTENHO 276 NalMeHTH,
JIGKYBaHH C JICBOLIETUPH3UH ), CTPAJALIH OT XPOHUYEH DUHHT (CHMITOMUTE Ce MPOsBABAT NOHE 4 THU
CeIMHYHO B MPOIbIKEeHME HA TTOHE 4 [TOCIeN0BATENHN CEAMMIK) H YYBCTBHTEIIHH KBM KHJISKUTE B
JIOMAIIHHA Npax, H DOMeHH M0Ka3a, e TeROUSTHPHIAH 5 Mg € KIHHHYHO H CTATHCTHYECKH 3HAYHMO
mo-edekTHREH OT IMane6o NpH ofNeKyaBaHe Ha CUMITOMUTE Ha aNepruueH pUHAT MO BPpeMe Ha
LIANIOTO M3THTRaHE, De3 KAKBATO H 1A € TaxHpimakcus. JleBoueTHPHIHH [0A06pK 3HAYHTEIHO
Ka4eCcTBOTO Ha )KHBOT Ha MALIHEHTHTE II0 BpeMe HA H3NHTBAHETO.

B mnanefo KOHTpOJHpaHO KIHHHYHO H3INHTBAHE IPH 166 NALMEHTH ¢ XPOHNUYHA HAHOIATHYHA
ypTukaphns, 35 nanuenT ca nexysany ¢ niauedo, a 81 nmarHentH ¢ TeRoUeTHPHIMHE 5 Mg eOUH BT
JHEBHO B MPOIBIDKEHHS HA LIeCT ceaMHULM. JIeYeHHeTO ¢ IeBOUCTHPHIHH BOJHU 10 3HAUHMO
TIOHMKEHHE B TeXecTTa Ha Chpdexa npes nupBaTa CeIMMUA H 33 LM IepHO Ha TPETHPAHE B
cpagHeH#e ¢ mnaneto. JlepoUeTHpH3UH BOIH H 10 N0-Uu3paseHo nonodpeHue B cpaBHeHME ¢ ManeGo
HA CEBP3AHOTO CBC 3TPABETO KAYECTBO HA KHBOT, KATO OLIEHKaATa € Hanpasena ¢ Dermatology Life
Quality Index.

XpoHuuHaTa HIRONATUMHA YPTHKAPHA € NPoy4BaHa KaTo MOJE HA YPTHKAPHATHY ChCTOAHMA. Twil
KaTo 0¢BO0OMKIABAHETO HA XHCTAMUH € MPHYHHHO-CIIeACTREHHA (aKTop 3a TI0ABATA HA YPTHKAPHATHH
3360J’[HB&HHH, €€ OYaKBa NEBOUCTHPH3IHH 04 € CClJHKaCBH 3a 00NeK4YaBaHe Ha CHMOTOMATHKATA Ha
Hpyry YPTHKAPHAITHH CHCTOAHHS, B JOMTBIHEHHE HA XPOHHYHATA WAHOMATHYHA YPTHRKAPHS.

EKT ue mokasBaT 3Haunmu e(heKTH Ha AeBOUMTHPIIHH Bupxy QT HHTepRana.

INenuarpyuyka nonynanus
BejomachocT 1 edMKRACHOCT HA NEBOLETHPH3UH TAONETKH npi Aela ca OUAH H3CIeOBAHH B qBe
nnaneto KOHTPOIMPaHH KIHHHYHH NIPOYYBAHMA, BKIIOYBAIM TALHEHTH Ha BB3pacT oT & no 12
TOOWHH, ¢ IHATHO3A Ce30HEeH H CHOTBETHO LENOTOMMIUEH anepradet pHHuT. M B ABeTE M3NHTBAHKA,
JIEBOLETHPH3HH 3HAYHTETHO € Nod00pHII CHMIITOMHTE H € MOBHILKI KAYSCTBOTO HA KHUBOT.
Knuauunata Ge3omacHOCT MPH AeUa nox 6 ToAHIIHA BE3PAcT, ¢ 01Na YCTaHOReHA B HAKONIKO KpaTKo-
CPOYHH H HPOIBTAWTEIHA TEPACBTHIHH NPpOYUBaHUS:
- oHO KIMHUYHO OpoyUBaHe, B kocto 29 aeua Ha BE3PACT OT 2 Ao 6 rofiMHu ¢ aNepruteH
PHHMT ca OHAH J1eKkyBaHH ¢ JleBoLeTHpH3KH 1,25 mg asa NbTH ZHEBHO 3a 4 CeIMHLH.
- edHO KNHHHUYHO MpoY4BaHe, B koeTo |14 aeua Ha BE3pacT oT 1 10 5 roaudH ¢ anepruden
PHHHT HIHM XPOHKYHA MAHONATHYHA YPTHKAPHA ca GUIM NIEKYBaHY ¢ IeBOLETHPH3MH 1,25 mg
JBA TLTH THEBHO 34 2 CEIMULM.
- €AHO KIHHAYHO [poyuBaHe, B koeto 45 nera Ha Bu3pacT oT 6 10 11 mMecena ¢ anepruyen
PHHHT HAH XpOHHYHA HAHONATHYHA YPTHPAaKapHUa ca O1UTH NeKyBaHHU C IEBOLETHPHIUH
1,25 mg BeOHbXK ZHEBHO 32 2 CEOMMLIM.
- emHO HpoabmxuTesHo (18 Mecela) KIMHHYHO H3NKMTRAHE C 225 aTOMHYHH 11
NeKyBaHH ¢ JICBOLETHPHIUH Ha BR3pacT oT 12 go 24 Meceua NpH BKIIOY
[TpogunsT Ha GesomacHocT € Oun nonobeH Ha TO3H, HAOMIOAABAH MPH KPATKOC
NpoBeieny IpH Aela oT | 7o S-rogutiHa ph3pacT.




5.2 @apMaKoKRHeTHYHH CEOHCTBa

DapMaKOKUHETHKATA HA NEBOUSTHPWIRH € [THHSHHA, HE3ABKUCEIUa OT J03aTa ¥ BPEMETO, ¢ MAKH
HHIHBHAYANHH pazmuyud. PapMakOKHHETHIHUAT Opohiin € euH H ChIL, HE3ABHCHMO OT TOBA JANH
ce MPUIAra KaTe eAMHAYEH eHAHTHOMEP WM KaTo HeTHPU3UH. TTo BpeMe Ha TmpolecHTe Ha abcopbuua
H €MMMHHHPAHE He HACTHIIBA XHPAIHO NpecOpazyBaHe.

AGcopbinia:

Cren nepopallHO NpHIOKEHHE JICBOLIETHPH3HA ce abcopOupa OBp3c U eKcTeH3nBHO. [IpH BE3PACTHH
[THKOBH ILTa3MeHH KOHUEHTPAanHH ce gocturar 0,9 yaca cnen npueMaHe Ha no3ata. PasHOBECHH
KOHLEHTPALMH c¢ YCTAHOBABAT cfien 2 nHU. [THKoBH nnasMeHy KOHLIEHTPALNH cllefl npHEMaHe Ha
¢AMHHYHA 1034 0T 5 Mg WK IpH nosTopeH npkem ca csoteeTHo 270 ng/ml w 308 ng/ml. CrenenTa Ha
abcopbLina He 32BMCH OT J03aTa K HE Ce BIUAS OT XPaHaTa, HO ClIe] XPAHEHE MHKORUTE
KOHUCHTPAIHMH ¢a MOHIDKCHH M Ce JOCTHIAT ClIel MO-ALIBT IEPHOA OT BpEME,

Paznpeaeneuue;

Hsima naHHM 33 TBKAHHOTO Pa3MpeneieHue pasnpeaeieHHE MPH XOPa, KaxTo H 33 NPeMHHABAHETO
npe3 KPsBHO-Mo3buHaTa Gapuepa. [Ipy WbXOBe 1 KyYeTa Hall-BHCOKM ThKAHHH HHBA C& YCTAHOBSBAT
B uepHua gpod 1 OsOpeunTe, a nafi-ucku B [ITHC,

Ipn xopa, 90% oT NeBOUCTHPH3HH Ce CBLP3BA C M1a3MEHHTE NPOTCHHN. PazrnpenensHUeTo Ha
J€BOLETHPH3HH € OrpankyeHo, Thil kKaTo 06eMBT Ha paznpenencuue e 0,4 kg,

BunotpaucdopMarnus:

CrerneHTa Ha MeTaOonu3Hpane Ha NEBO3HTEpHIMH TIpH Xopa e no-Manka ot 14% ot nozara, 3aToBa ce
OYaKBaT NpeHeSpekuMH PANTHYHA PA3THUMA B PE3YNTAT HA reHeTHYHUA NOTHMOPQHIBM HITH
gIHOBpEMEHHATA yroTpeba Ha eH3UMHM BHXHOHTOpH. MerabonuTHHTE THTHINA BKTOYBAT APOMATHE
okcuzaumsA, N- n O-geanKuiupane 4 TAYpHHOBO KopHrupane. leaIKHTHPAHETO & OChITECTBABA
ocHOBHO 0T CYP 3A4, mokaTo apoMaTHOTO OKCHAMPAHE BKIHOYRA MHOXKECTBEHH W/HUNK
wennenTeduuupann CYP modopmu. JlepoueTHpuing ve okazea edekt sppxy aktuenoctra Ha CYP
n3oeH3uMu 1A2,2C9, 2C19, 2D6, 2E1 u 3A4 B KOHUEHTpaUMY, 3HAHHTETHO HAX [THKOBHTE,
AOCTHTHATH cile]] NepopPanHo MPHIIoKEHHe HA 5 mg Ko3a.

[Mopanu HHckata cTeneH Ha METABGOMM3IBM H JIMIICATA HA MeTA0OIHTEH HHXHOHpALI TOTEHUHAY,
B32VMOSEHCTRUSTO HA SICROLUETUPHINH ¢ APYTH CLeMHSHHA WIH ODPaTHOTO € MaJIKo BEPOATHO.

EnuMuaHpane:

[MrasMeHHAT MOMYKHBOT NPH BE3pacTHH € 7,9 £ 1,9 yaca. CpenuuaT anapeHTeH TOTaNeH TeNeCeH
KIHPBHC 0pH Bb3pacTdH € 0,63 ml/min/kg, JlesoueTHpU3HH B MeTAOOIMTHTE MY Ce eAUMHHHPAT Haii-
BE4E C YpHHAaTa - cpenHo 85.4% or npuerarta no3a. EnHMHHApaHeTO © M3NpaKkHEeHKHATA [IPSACTABNIABA
camo 12,9% or go3ara. JleroueTHpH3WH Ce eNHMHUHHPA ¢ TIoMepyJIHa GunTpauHa 1 akTHBHA TyBynHa
CeKpeLHs.

Creuyanyy momynanud

Bvopeuno vepedcdane

JIeHCTBUTEITHHAT TeNeCEH KIMPBHC HA IEBOUSTHPHIHH € CBBP3aH € KpeaTHHHHOBHA KNHpBHC. ITopann
TOBA, € MPEMOPBYHTENHO NAUMCHTHTE ¢ YMEPEHO J0 TeKKo ORGpeyHo yBpekaane 1a KopHrupar
HHTEPBAIIMTE Ha A03MPAHE HA NeBOLETHPH3MH, B CBOTBETCTBHE ¢ KPEATHHHHOBHA KIMpBHC. [pH
MalHeHTH ¢ AHYPHR ¥ B KPAeH CTaInil Ha OpOpeuHa HeJoCTaATHYHOCT OOILHAT TeNSCeH KIUPLHC Crana
npnbmasuTento ¢ §0% B cpaBHeHHE CBC 3IPABH MHIHEHAH. KOMHECTBOTO TEBOLETHPHUIUH
€JMMHHHPAHO ChC CTAHJAPTHa 4-9acoBa XeMoInanu3Ha npouerypa e < 10%.

Heouampuuna nonyaayua
Januu ot neauatpuuHo PapMaKOKHHETHUHO TPOYUYBaHE ¢ IEPOPaATHO NPKITOKEHHE HA GFH
0T 5 mg feBoLieTHPH3NH HpH 14 gena Ha sn3pact oT 6 Ao 1| roaMHu ¢ TenecHo Tern ;/
40 kg, moxazear 4ye cToHHOCTHTE HA Chax and AUC ca 0Kom0 2 MBTH MO-BHCOKH 0T AAH)
NpH 3IPABYE BB3PACTHH MALHEHTH B KPRCTOCAHO-CPABHUTRNHG Npoyyrane. Cpean
Cuax € 450 ng/ml ce npoaesasar B cpenHoTto BpeMe oT 1,2 yaca, TErTOBHO HOpMAT

Teneced KMHpEHHC € 30% [0-ToImIM, a HonyKHBOTET € 24% Mo-KPAaThK B TazH neak
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MOy ALK CpaBHEHHE ¢ Bp3pacThi. He ca nposex1aHn cneunanHi GapMaKOKHHETHIHH NPOYIRAHHS
TIPH JEUA HA BB3PACT Noj 6 roAMHU. PeTpoCIeKTHBHUAT MOy TallHOHEH GAPMAKOKHHETHIEH aHAIIM3 &
nposeseH ¢ 323 nayuenTd (181 gena wa se3pact ot | 00 5 roguun, 18 meua Ha Be3pact oT 6 40 11
rogvey 1 124 swipactHi Ha BE3pact oT 1§ 1o 55 rogunu), KOMTO ¢a MOTYYABAIH eQHOKPATHH HIH
MHOIrOKPATHH JO3H JeBOLETHPHIRH, BapHpally ot 1.25 mg o 30 mg. JJaHHHTe, HONYUYESHY OT TO3H
aHanu3 NoKa3BaT, 4e MPUIOKEeHNETo Ha 1,25 mg BeIHBK JHEBHO MPH Jela Ha Bb3PacT oT § Mecera 10
5 ToAMHH Ce OYaKBA A4 A0BEIE 10 ITA3MEHH KOHLIEHTPALHH, CXOIHH € Te3M H& BBIPACTHH NALHEHTH,
NOMYYaRalli 5 mg BeAHBK JHEBHO.

Cmapuecka gb3pacm

ColllecTBYBAT OrpaHHMeHH (apMaKOKHHCTHYHH JaHHH MPH NAUUEHTH B CTap4Yecka Bu3pact. Cnex
BEAHEBX JHEBHO MHOTOKPATHO NEPOPAITHO Npune:xeHne Ha 30 mg ASBOLETUPH3HH 32 6 IHH OpH 9
TALHEHTH B CTAPYECcKa BEIPACT (HA BB3PACT 65 - 74 roguHu), 0GLUMAT TeneceH KIHPBHE & 0koo 33%
NO-HHCBK B CPABHEHHE C TO3W MPH M0-MAadl Bh3pacTHH. PaznpeneneHineTo Ha paueMaTta UETHPHIHH
NoKa3Ba 3asHCHMOCT oT OnOpedHaTa yHKUMA, 2 e 0T Bb3pacTTa. To3d H3BOA € MPHITOKHM H 34
JIEBOLIETHPHM3KH, THH KATO KAKT( NEBOLETHPH3MH TAKA M LETHPU3HH C& eKCKPETHPAT NPeIHUMHO ¢
ypunara. [Topaau ToBa 103aTa Ha ISBOLIETHPH3IHH TpAGBA da ce KOPHTHpa B CBOTBETCTBHE ¢
OpOpeuHaTa QyHKLOMS NMPYU MAUMEHTH B CTApYecKa Bb3pact.

flon

DapMaKOKMHETHYHHTE Pe3yITaTH Ha 77 mauneHTH (40 Mbxke, 37 jkeuH) ca OLEHEHH 34 €BEHTYANHA
3aBMCUMOCT OT 1ToJ1a. BpeMeTo Ha NOoMy»XHBOT € MANKO Ho-KpaTko npu skeHute (7,08 = 1,72 u),
OTKONKOTO N1pu MbaeTe (8,62 + 1,84 u.), HO KOPHTHPAHHUAT CIPAMO TENECHOTO TETJIO [IEPOPATIEH
gnupbHC npH e (0,67 + 0,16 ml/min/kg) ce 9BABa CHIOCTABUM C TO3H IIPH MBXKETE

(0,59 = 0,12 ml/min/kg). CouinTe OHEBHU TO3M H J030BH HHTEPBAIH CA HPHAMKUMH 32 Mb3KE M JKEHH
¢ HopmaTHa 6u0peyna PyHKUAA,

Paca

Bnusnueto Ha pacata BbPXY J€BOUETHPHIUH HE € Mpoy4yeHa. Thif KaTo JIEBOLETHPH3NH Cce
EKCKPETHDA NpeAHMHO upes G0pennTe, a HiMa 3HATHMH PACOBH Pa3HUMA B KPCATUHHHOBHS
KIHPTBHC, (ApMaKOKHHETHYHHTE XAPaKTEPHCTHKH HA MTEBOLETHPU3HH HE ce 0Yakea J1a Onaar
pazau4uEHM B pasnryHuTe pacd. He ca HaGmopagaHu CEBP3aHM ¢ pacaTa pasfMKH B KHHETHKATA Ha
paLemMara UeTHPU3HH.

Yepnodpobro yepexcoane

He e manurBana dapMakoKHHETHKATA HA NEBOUETHPHIHH OPH NALKHEHTH C Y4ePHOAPOGHA
reaocTathuHocT. [TaumenTuTe ¢ XxpoHuyHK 3a00NIBaHHA HA YepHUA Ipob (XenaTouenynapHa,
XOJIeCTATHYHA ¥ GUIMAPHA UMPO3a), MPUEMALINTE eqHOKpaTHa 103a 10 win 20 mg oT paueMHYHOTO
BELIECTBO LIETHPHIMH MMAT 50% yBennyeHne Ha BpEMeTOo Ha MOJTY)KHBOT, KakTo H ¢ 40% HaManeHue
Ha K/IHPBHCA B CpaBHEHHE CBC 3APABH HHINBHOM,

DapmaroxuHemuH PapMaKoOUH AMUHHYE 83AUMOOCHC MBHA
XNCTaMHH-HHAYIUPaHH KOMXKHH PEAKUHH He 3aBHCAT OT [UTA3MEHHTE KOHLEHTPALIHH.

5.3 [Mpeax;MHHYHHA ZaHHH 332 0e30MACHOCT
Heknnanunnre gasHn 6asHpaHy Ha KOHBEHIHOHATHH NPOYYIBaHuA 3a (apMaKOTOrHTHA De30NaCHOCT,
TOKCHYHOCT MPH MHOTOKPATHO [IPHIIOKEHHE, TEHOTOKCHYHOCT, KAPIHHOMEHEH MOTEHLHAT,
PENPOIYKTHBHZ TOKCHIHOCT HE IOKA3BAT HANMYME Ha CHSHH(HIHH 33 XOpa PHCKOBE,

6. ©OAPMAIEBTUYHHU JAHHH

6.1 CnHebK HA IOMOLIHUTE BelleCTEA

Arpo na TabneTkara:
JlakTo3a MOHOXMOpPAT




Henyno3a, MUKpOKpHUCTANHA

Harpues HHIIeCcTEH THHKOAAT (THI A)
CHnuOHeB THOKCHE, KOMOHIEH Ge3roneH
Marue3HeB cTeapaT

OOBHBKA HA Tal/IETKATA:
Xunpomenoza 2910/35
Makporon 6000

Tank

Tutanos auokcun (E171)

6.2 HeceemecTnmMocTH
Henpunoxxumo

6.3 Cpok Ha rogxoct
2 rogMHHU

6.4 CpoenuManHi ycAOBHA HA ChXPaHeHHe

Jla ce cexpansBsa npH Temneparypa nog 25°C. Jla ce chxpaHiBa B OpUrHHANHATA ONIAKOBKA, 32 Aa
Ce npeanain OT Baara.

6.5 Bua Honabpakanne Ha ONAKOBKATA

[Mupenuna onakoBka: Al/Al 6nuctep wivn PVC/Aclar/ Al 6nuctep unu PVC/Aclar/PVC/Al Gnucrep
unu PVC/PE/PVAC/Al Gnuctep.

BTOpHYHA OMAKOBKA; CrHEALUA Ce KAPTOHEHA KYTHA.

Paimep na omakoskute: QnakoBkuTe chinpuar 7, 20, 28, 50, 90, 100 punmipanu TabneTxu.
Topa o3nayaea | wnu 4 6mucTepa, BeekH ceabpkanl 7 GumMupaHy TabieTky, B eIHA NperbBalla ce
KAPTOHESHA KYTHA ¢ IHCTOBKA 3 MatHeHTa uak 2, 5, 9 wnu 10 6mictepa, Beexu cohispxan 10
dunMupani TabNeTKY, B €Ha NPErbBalla c¢ kapTOHEHa KyTHA 3a6AHO C IHCTOBKA 3a NAUEHTa.
He BCcHUKH BHIOBE ONAKOEKH MOTAT A2 OBAAT IMYCHATH B IpoAaxda.

6.6 Crnenyaxuy npeaAna3HA MePKH NP YHHILOKABAHe H paboTa

Hewsznonsganusart MPOOYKT WIIH OTIIATBYHHTE MaTepHalH 0T HETO TpﬁﬁBa Od CC YHHIQMAT B
CBOTBETCTBHE ¢ MECTHUTS H3UCKBaHUA.

7.  NPHUTEXATEJ HA PASPELIEHUETO 3A YIIOTPEBA

Zentiva k.s.,

U Kabelovny 130,

Prague 10,

Dolni Mécholupy,

Yeurka pemytnuka

8. HOMEP(A) HA PAIPEIHEHHETO 3A YNIOTPEEA

Pcr. Ne 20090586




9. JATA HA ITBPBO PAZPEINABAHE/IOJHOBABAHE HA
PASPEHIEHHETO 3A YIIOTPEBA

Hata na nupBo paspewasase: 15.12.2009
Hapa ua nocenno moaHossAsaxe: 04.12.2013

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

01/08/2022




