KPATKA XAPAKTEPHCTHAKA HA SIFOUISEER -, " rEHINS 10 NEKAPCTBATA

KDBMKA XapaKmBpucmuKa M8 Npogyxma  [IpUAOKBHUG |

1.  HME HA JEKAPCTBEHHSA NPOAYKT Kom Pea. e 2O O30 607
Kcusan 5 mg darMapaHy Tabnersy Paspsuigrue Ne _ 0.
Xyzal 5 mg film-coated tablets BG/MA/MP - ..... 6(7;"‘]7 ..... / 2202202& ......

2. KAYECTBEH H KONTHYECTBEH CBCTAB

Bcaka ¢wiMupara tabnerka cwnappxa 5 mg NEBOLETHpH3IHHOB Auxuapoxnopnn (levocetirizine
dihydrochloride).

[ToMomHO BEINECTBO ¢ H3BECTHO AelcTBHE: 63,50 mg nakTo3a MOHOXHApaT/TAbNeTKa

3a MJIHHUSE CHCTAB HA NOMOITHHMTE BEIECTBA BIDKTE TOUKA §.1.

3. JEKAPCTBEHA ®OPMA

OunMupany TabneTku
benu no nourn 6eiH, opaTHH, pIMHpaHK TabNeTKH ¢ koA "Y" OT e¢[IHATa CTPaHa.

4. KJJHHAYHHA JAHHHA
4,1 TepanesTEIHE BOKAIARAN

Kcuzan 5 mg ¢dwniMupaHd TabneTkH € MOKa3aH 3a CHMITTOMATHYHO JIedeHHE HA aliepruveH PHHHT

(BKJTIOMHTENHO MEPCUCTHPAIN alleprH¥eH PHHHT) H YPTHKAPHA MPH PB3PAcTHH M ACLia HA PE3pacT Haj
6 rouHH.

4.2 J103HpOBKS B HAYHH HA OPRJIOKeHHE

Jo3uposka
Br3pacTHU: ZHEBHATA APENOPHLYHTEHA N03a € S mg (1 pwimupana Tabnerka).
HIpOXbIDKHTENHOCT HA IEHEHHETO

HMHTEepMHTEHTHHAT alleprHdeH PHHHUT (CHMIITTOMH, H3NHTBAHH B NPOAB/DECHHE HA NO-MANKO OT TETHPH
OHHA B CEIMMLATA HIH 338 NO-MAIKO OT 4YeTHPHM CEAMHIM B roauMHaTa) TpaOBa na ce NeKyBa B
3aBUCAMOCT OT 3a00NABaHETO W HEroBaTa aHaAMHe3a; JICYEHHETO MOXE [1a Cé CNpe BeaHara cliel
M39€3BaHETO Ha CHMITOMMTE M MOXE /I3 C€ NOAHOBH, KOTaTO CHMITTOMHMTE C€ MOABAT OTHOBO. [IpH
NEPCHCTHpALL ATEPrH4eH PHHHT (CHMITTOMH M3IIHTBAHH B NMPOXHL/DKEHHE HA NOBEYEC OT YCTHPH JAHH B
CeIMMLIATA WIH [OBEYE OT YETHPH CEAMHMIH B FONWHATA), MOXKE 14 C€ HA3HAYM NPOAB/DKATEIIHO
JleyeHHe Ha MALHEHTA Npe3 MepHoaa Ha eKCNO3HIHMA KbM a/lepreHa.

CrinecTBYBa KIMHHYEH OMMT C MPHIOKCHHUETO HA JICBOLIECTHPH3HH 34 MEPHOAM HA JICYCHHE B
NpONB/DKEHHE Ha MOHE 6 Mecena. [Ipy malHeRTH ¢ XPOHAYHA YPTHKapASA HIH XPOHHYEH aleprHyicH
PMHHT, CHIIECTBYBAa KJIMHMYEH OIUT ¢ NMPHIOKEHKETO Ha LIETHPHU3HH (palieMaT) 3a nepHoI A0 eOHA
rOIMHA.




Cmapuecxa gv3pacm
JlaHaWTe He MpeANnoNaraT HAMAJIABAHE Ha [03aTa IIPH NANWEHTH B CTApPYUecKa BB3PACT, [IPH YCJIOBHE
ge OnOpeunaTa QyHKIMS ¢ HOPMANHA.

bvbpeuno yspexcoate

Yecrorara Ha npueMa Tpabba Aa ce HHAMBHYa/IH3HPA B CHOTBECTCTBHE ¢ ObOpeutarTa pyuxims (eGFR
- H3THC/ICHA CKOPOCT Ha rnoMepynHara rnrpaums. Hinorssaitre npunokerara no-1ony tabnuua 3a

aJIalTHPAHe HAa 103374, KAKTO € MOCOYEHO.

AzanTiupale Ha NO3aTa [P MaUHEeHTH ¢ HapymeHa 6pbpeuna pyHKImMN:

I'pyna eGFR Jlo3a v YecTOTa Ha MpUIaraHe
i (ml/min) )
Hopmansa 6s6pequna 290 1 rabnerxa BeOHBX OHEBHO
Qymiap
Jlexo HapymeHa Onbpeuna | 60 -<90 ] TabneTxa BegHBXK JHEBHO
byHKIMA
YMepeHO HapyleHa 30-<60 1 TabneTxa BEAHBXK HA BCEKH 2 JIHA
OrOpeyHa QYHKLHA
Texxko HapynieHa OnOpedna | 15- < 30 1 TabneTka BeAHEXK Ha BCEKM 3 OHHU
byrxuHa (He H3HCKBAIIO
_ | JHanu3a)
[TaueHTH B KPAEH CTaXHH <15 OPOTUBONIOKA3HO
Ha 6s6peqHo 3abongsane
Heproopobro yspeacoare

He ce Hajmara mpoMAHA HA AQ3aTa NpHM DAIMEHTH, CAUHCTBEHO ¢ Y4E€pHOAPOOHO yBpexnane. Ilpm
MAIMEHTH ¢ 9epHOIPoOHO H 6BL0peYHO yBpeXaane ce¢ mpenophYBa NMPOMIHA Ha Jo3ara (BX. no-rope

bnbpeaHo yspexjane).

ITeouampuuna nonynayus

JleBoLIeTMPHM3HH He TPA0BA Z1a Ce NPWIAra nNpyd ACIA Ha Bh3pacT Moj 6 Mecena.

dopmara puwinupana Tabserka He Tpabpa Aa ce U3MON3BA NPH ACL2 HAa BB3PACT NOoA 6 roguHu, Toid
K4TO He € Bb3MOXHO afJaTApPaHe Ha J03aTa.

Hena Ha BB3pacT or 6 20 12 ronnnn:
J{HeBHaTa NpenopbynTe/ina Ao3a ¢ 5 mg (1 ¢wiMupana Tabnerka).

OnRomn B aena Ha BhIpacT naax 12 roannsa:
JAHeBHaTa MpenopruUuTeNHA no3a ¢ S mg (1 punmupana radnerka).

[Tpu nemuaTpHYHM nalMeRTH ¢ 0BE0pedHO yBpexare, Ao3aTa TpAOBa na ce ananTHpa UHAKBUIYTHO
B 3aBHCHMOCT OT OROpEYHAA KITHPBHC U TeeCHATa Maca Ha MAalMeHTA.

HauuH Ha NpHIOKEHHE

JleBOoLIETHPH3HH c€ NMpHEMA NEPOPANHO M MOXE 1a C¢ IpUeMa ChC UK Oe3 XpaHa.
OunmMupanata Tabnerxka Tpabsa ga ce MONTHINA A ¢ MOMOIITA HA TEYHOCT.

4.3 IIpoTRBONOKAIARNS




CBpPBXYYBCTBHATCHOCT KbM aKTHBHOTO BEUICCTBO MM HAKOE OT NMOMOIIHHTE BeillecTBa, H30OPOCHH B
TO9KA 6.1, XbM XHAPOKCH3HH, HWIH KbM IHICPASHHOBH NMPOH3BOAHH,

[TaumenTy ¢ kpaeH craguih Ha OBOpedno 3abonaBaHe ¢ HITHCACHA CKOPOCT HA IAOMEpPYJIHA
¢mwrrpanus (¢GFR) noa 15 ml/min (M3HCKBAmIO AHANHIHO JICYCHHUE),

4.4 CoenuaHH npeqynpekaeHus H NPeAns3EHE MePKH npH ynorpeba

IIpenopsyBa ce NOBHINEHO BHUMaHHKE ITpH yrniorpeba Ha ankoxon (BX. Todka 4.5).

[Ipenopr4Ba ce HOBMIIEHO BHUMAHHME ITPH MALMEHTH ¢ NTpeapa3nonaramH GakTopH KbM 3aTkPKaHe
Ha ypHHA (HaIp. YBpeXKAaHE Ha rpbOHaqYHKA CTHI0, XANepIIa3ds Ha NPOCTaTa), Thif KaTo
NEBOLETHPAZHH MOXKE Ja YBE/IMYH PUCKA OT 3albpikaHe HA YPHHA.

[TarenTH ¢ peaKH RacNEACTBEHH MpodieMy HA HEMOROCHMOCT KbM MAakTo3a, ITbJICH JIaKTa3eH
AeOHLIAT HIIH III0K030-TaNakTo3Ha Manabcopbias He TpAOBa 1a MPHEMAT TOBA JIEKAPCTBO.

[Tpenopruna ¢¢ MOBHIIEHO BHUMAHHE NPH NAIMEHTH ¢ eMWICHCHS ¥ NMALMEHTH ¢ PUCK OT KOHBYJICHH,
ThH KaTO JIEBOLICTHPHIAH MOXKE 8 MPESAH3BAKA BIIOMABAHE HA MPUCTHIINTE,

He ce mpenopvusa ynorpebara Ha dgopmara ¢priMupaHu TabneTku mpH Aema Ha BB3IPACT MOx 6
rOAMHH, ThbH KATO TA3M (POpMa HE NO3BOJIABA NPABWIIHO ajanTMpaHe HA xo3ara, [Ipemopsusa ce

NMPUIOKECHNE HA IEAHATpUYHA opMa C IEBOUECTHPH3HH.
4.5 BiamMoaeciicTBNE ¢ APYIE JEKAPCTBEHE NPOAYKTH H APDYTH $OPMHE HA B3aAMoaelicTBHE

He ca npoBEKIaHM W3NHTBAHMS 38 B3aUMOACHCTBHS C JICBOLCTHPU3HH (BRIMIOYHTENHO ¢ HHOYKTOPHTE
Ha CYP3A4), A3NHUTBAHUSTA ¢ PALIEMATHOTO BEIIECTBO HETHPH3MH HE MOKA3BAT KIMHMYHO 3HAYHMM
HeXeNaHH B3auMOAeHCTBHA (C AHTHIHMPHH, a3HTPOMHLINH, ILMMETHAMH, HMA3EIIAM, EPHTPOMMIIHH,
I'TIMIIM3HA, KETOKOBA30M A ncesacedenpun). B mamureaHe ¢ MHOrOKpaTHM 103H TeodunuH (400 mg
BEIHBK JHEBHO) ¢ Ha/mozaBado ¢rabo HaMancHHEe HA KTAPhHCA Ha HeTHpH3HH (16%), KaTo creneHTa
Ha JMCHO3MIMA HA TEOQMIMH HE CC NMPOMEHA TPH ¢IHOBPEMEHHO MPWIOKEHME Ha UETHPH3HH. B
M3MATBAHE ¢ MHOTOKPATHO npuioxkeHude Ha puroRaBap (600 mg npa mesTH AHEeBHO) U HeTHpusHH (10
mg AHCBHO), CTCTCHTA HA GKCNO3HIMA Ha LeTHPU3HH ¢ Omna mosumeHa ¢ okono 40%, dokaro
AMCNO3MLMATa HA pUTOHABUD nexo ¢ Omna nommkeHa (-11%) npu CHITPTCTBAIO NPHNOXKEHHME Ha

IICTHPH3HH,

Crenenra Ha abcopbmus HA NEBOLETHPU3HHE HE C¢ HAMANSBA OT XPAHATA, BRIIPEKH Y€ CKOPOCTTa Ha

abcopbuua € NOHMKCHA.

EnnospeMeHHaTa ynotpeba Ha HETHPH3HH WM JIEBOLICTHPH3HH € aTKOXOJ WIH PYTH JCNpPeCaHTH Ha
IHHC Moxe a3 Npa9HHA JOITHTHHTEIHO NOHIDKAaBAHe HA BHMMAHKETO H Ja HapYIDH M3TBJIHCHHETO Ha
NeHHOCTHTE, BBIIPEKU Y€ HIMHTBAHMATA C palieMaTa LUCTHPH3HH He ¢a NOKAa3ajiM NOBHINABAHE HA
edekTa Ha ankoxoina (0,5 g/l kppBHH HIBA).

4.6 PepraanTer, 6peMeHROCT H KhpMEHE

bpemeHHOCT

Hansau# ca orpaHvdeHd OaHHHM (AaHHH, CHOpaHM NpOCNEKTHBHO OT no-Manko or 300 cayqas Ha
OpeMEHHOCT H paXxaaHe), KOMTO He NOoKa3BaT MandopMaliii HAH (PEeTO/HEOHATANHA TOKCHIHOCT OT
JICBOLCTHPH3HH ¢ ACHA NPHYMHHO-CIICACTBEHA Bpbh3Ka. M3NMTBAHMATA IIPH XHMBOTHM HE NOKA3BAT
MPAKO HIH HENPAKO BPEAHO BPH3ACHCTBHE PLPXY OpeMeHHOCTTa, eMOPHOHANHOTO/PETAIHO PA3BHTHE,
PAXARHETO HIH MOCTHATANHOTO Pa3BUTHE.

IIpe muceaneTo Ha OpeMeHHH XKeHH TpabBa fa Obae ¢ NOBHIIEHO BHMMAHME.




KnpMeHe

B’BHP&KH Y€ HAMa NaHHH AdaNnH JICBOLICTHPH3IHH CE€ OTACIIA B KbPpMAT4, MOXKC [ad CC OYHYakBa TAKLHB
pe3yiTart, TBM XaTo OETHPH3HH CC OTACNA B YHOBCIHIKOTO MIAKO. Moxe mga ce HaGuoaasar

JIEKAPCTBEHH PEaKIiiM, CBBP3AHH ¢ JICBOLCTHPHIKMH NPH KbPMa4deTa Ha €CTECTBEHO XpaHeHe.
[TpenmuacBaHeTO HA KBPMEIIH XEeHA TpAOBa 1a Ople ¢ MOBHIICHO BHHMaHUE.

DepTHANTET

HaMa Hanu49HE KIMHHYHE JAHHW 38 (QepTHWIMTETa, HHTO SaHHM OT XMBOTHH 33 edeKkra Ha
NIeBOLCTHPH3HH BLEPXY depTIIHTETA.

4.7 EdexTs BLpXY cnocoOHOCTTA 38 modhHpane H paboTa ¢ MAIMHAH

CpaBHHTENHNTE KIMHWIHM H3NMTBaHHA TOKA3BAT, Y€ JICBOLECTHPHINH, B MPEIOPhYAHATA 71033, HE
HapyImaBa BHHMAHHWETO, PEaKLEATa H CIOCOOHOCTTA 3a modHpaHe H pabora ¢ MammUHH. BBITpeku
TOBA HAKOW MALMEHTH IIpH yMoTpebdaTa Ha TeBOLETHPH3IUH MOTaT Ja MOYYBCTBAT CHhHJIMBOCT, YMOpa H
acrerud, [laipeHTHTE, PR3HAMEPABAINHN JA MOPHpaT, 1a W3BHPIIBAT NOTEHLMAIHO OMACHH AeHHOCTH
WM Aa paboTaT ¢ MamMHK, TpAOBa a MMAT PEABHLA BB3ACHCTBHECTO HA ICKAPCTBEHHUA MPOAYKT.

4.8 HexesanH JeKaPCTBEHE PEAKIHH

KITHHHYHY H3IIHTBAHHA

Bv3pacmuu u oeya na evapacm nad 12 200unu:

[Ipy u3nUTBAHMA Ha JICYEHHETO HA MBXKE H JKEeHM Ha Bb3pacT or 12 g0 71 roawsm, 15,1% ot
IAIMERTHTE B Ipynara Ha NPHCMANIATE JEBONETHPI2HH 5 mg ca UMaly Hai-Malko e€gHa HexelaHa
JEeKapCTBEHA peakLus, B CPABHEHME ¢ I1anedo rpymara, KbAeTO TO3H mpoueHT € 6un 11,3%. 91,6% ot
TE3H HEXENAHW peakuud ca Oumu nekd A0 yMepeHH. Ilopagu mosBaTa HA HeXeNaHHW JNeKapCTBEHH
peakilHd, OT H3NMTRaHMATa ca ornagHamH 1,0% (9/935) ot naumeHTHTE, IIPHEMAINH JIEBOLCTHPH3HH
5 mg, B cpaBHeHue ¢ 1,8% (14/771) ot naugenTATE HA IUIanedo.

KituHAdHWTE H3IHTBAHKUA € JIEBOLCTHPH3HH BKIIOYBAT JICYCHUETO HA 935 maimeHTH, MpHeMally ToBa
JeKApCTBO B AHEBHA 4034 OT 5 mg. Ot Taka cpOpaHuTe NAHHH, ¢ 9€CTOTA OT 1% HIH noBede (YeCTH:
>1/100 no <1/10), ca 6UnHM DOKTAABAHH CIEIHUTE HEXEIAHH JICKAPCTBEHH PEAKIMH MPH MPHAATraHeTO
Ha 5 mg JIeBOLETUPH3MH WK maaneto:

IIpenopbunTelicH TEepMHAH ILhane6o Jlesouerapuiua S mg
(WHOART) _ (n=771) (n = 935)
"naBobosne 25 (3,2%) 24 (2,6%)
COMHOJICHTHOCT 11 (1,4%) 49 (5,2%)
Cyxora B ycTaTa ' 12 (1,6%) 24 (2,6%)
yMopa 9(1,2%) 23 (2,5%)

HabmozasaHy ca M ClIeHHUTE HEKeJIaHH JIEKAPCTBEHM peakimd (HedectH >1/1000 no <1/100), karo
acTeHuA H OOJIKH B KOpeMa.

YecroTara HA CEAATUBHUTE HEXKECNAHH JICKAPCTBCHH pPeakiiMH KATO COMHONEHTHOCT, YMOPA H aCTeHHA
ca HabmoaagaHu no-4ecTo ¢ 5 mg nesoueTupsuH (8,1%), B cpasHeHue ¢ rwanebo (3,1%).

Ileduampuuna nonyaqiyus
B ape nnanebo-KOHTPOIMpAHH WANKTBAHKA IPH NEAHATPHIHM TAHMEHTH Ha Bh3pacT 6 - 11 Mecena u
Ha BB3PacT OoT 1 rogwna 5o moa 6 romuHH, 159 MalMeHTH ca NPHEMANH JICBOLECTHPH3HH B 1034
chOTBEeTHO 1,25 mg AHEeBHO B NPOXWDKCHHE Ha 2 cenMuAnd ¥ 1,25 mg ABa MBTH OHEBHO,




4YeCTOTa HAa HEXCHAHH NEeKapCTBEHM peakuyd € chobmena ¢ decrora 1% mnd no-rosiama ¢
J1eBOLIETUPH3NH WIH 1iauebo.

Cnmno—OTrmnn Kaacone m lIpenopvunrenen ILaanebo JleBORETRPEINN
_ TepMENR 1 (n=83) (n=1359)
CToMAIIAO-IPEeBHR HADYIDEHHS
Huapus 0 3(1,9%) .
______Tlospemane _ 1(1,2%) 1(0,6%)
KoHcTunanms 0 2(1,3%)
_ HapymieHag H HePBHATA CHCTEMA _ _ )
_ CoHIHBOCT 2(2,4%) 3(1,9%)
IcHXNYAR BApYIICHAS | L
Hapymenue Ha ChHA n L 2(1,3%) 1

Jpolino-cnerm mnaneGo-KOHTPONMPAHH H3MKTBAHMA €4 IPOBCACHM IPH JACLAa HA BB3pacT 6-12
rOAMHM, KaTto 243 nena ca NpHEMAalH JNCBOLCTUPH3IMH 5 mg AHEBHO B NPOAB/DKEHHME HA PA3IHYHH
MepHOIM, BApUpaIH OT No-Manko ot 1 ceamuua a0 13 ceamumm. CrOOIMIEHH A CNEOHHUTE HEXKENaHH
NIEKAPCTBCHH PEAKITHA ¢ JICBOLCTHPH3HH M fianebo ¢ yectora 1% wim mo-ronsma.

IIpeanoYNTaH TEPMHH _llnaneﬁo.(n=240) | Jlenouﬂ"ngmnu Smg (n=243)
I'nasobonne 5(2,1%) 2(0,8%)
CrHiEBOCT 1(0,4%) 7(2,9%)

[TocT-MapKeTHHIOB OIHT

B nompnHeHME KbM HEXKENAHWTE PEAKIHH, CHOOINCHHM O BpeMe HA KIMHHIHM H3[IMTBAHHA H
u3bpoeHHTE MNO-rope, CHCAHMTE HEXENAHH NEKapCTBEHH peakiiMd ¢4 ChOOmERHM InpH noCT-
MApPKETHHIOBHA OMMT. J[aHHHTE ca HEeJOCTATHYHH, 33 Ja AOKAXKAT OLEHKATa 3a 4ecToTa UM B

TPETHPAHATa NOMYJIALIAA.

Hapyuenus na umynnama cucmema: CBphXIyBCTBHTEIHOCT, BKJHOYHATENHO aHadunakcus
Hapywuenun na memabonusma u xparenemo; YBEIMUEH arieTHT

HHewxwunu napywenus: arpechs, 8s30yaa, XamouMHanuu, aenpecus, 6eacsHue, CyHIAHA
HACALHL, KOIMapH

Hapywenun na nepenama cucmema: KOHBYJICHH, MaPAacTe3nL, 3AMRTHOCT, CHHKOIL, TPEMOp,
OACTeY3HA

e Hapywenua na yxomo u nabupunma: BEpTAro

e Hapyuienun na onume: yBpeXIaHui HA 3PCHHUCTO, 3aMBIJICHO 3PEHHC, OKYJIOTHPALIHA

o Covpoewnu napyuienus: NANMATALAA, TAXHKAPIHA

o  Pecnupamopru, 2pv0nu t MEOUACMURANHY HAPYUIEHUR: THCITHES

o Cmomauno-ypesHu HapyuieHus: TaicHe, MoBpbIaHe

o Xenamo-bunuapnu napyuienun: Xenarur

o Hapywenun na 6vbpeyume u nuxounume nomuwa; AU3ypHa, 38pPHKKa Ha YPHHA

o Hapywenus na xoxcama u nOOKGICHAMA MubKAH: AHTHOHEBPOTHYEH OTOK, (UKCHpaH
JNIEKapCTBEH OOPHB, NPYPHTYC, OOPHB, YPTAKApHS

o Hapywenus Ha MyCKYIHO-CKEReMHAMA CUCMEMA U CoeOUHUMERRAMA MBKAN: MARITHA,
apTpanrus

o Obwu Hapyuienus u ehexmu Ha MACMOMO HA NPUAONCEHNUE: OTOK

® Hscnedeanun: NOBHINABAHE HA TENIOTO, OTKIIOHEHHA B YEPHOAPOOHHTE H3CNCABAHHNA

Onxcanue Ha HeXeaHu

Crnen npexpaTaBaHe HA NPUEMA Ha JICBOLCTHPH3HH, [TPH MHOTO MATTBK Opo# NaliHeHTH C
NpYPHTYC.
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OOIHABAHEC HA ITONOIHDAHN o AT 1AL )
CrobmaBaseTo Ha NOAO3HPAHH HEXENAHH peakUMH Clie]l paspenapate 3a yrnorpeba Ha IeKapCTBEHUS
IIPOAYKT € BaxHO. ToRa No3Bo/MABA ia HPOAR/DKH HAOMIONECHHETO HA CHOTHOMICHHETO HOM38/PHCK 38
JAeKapcTBeHHS mnpoaykr. OT MEAMIMHCKHTE CHELMAINCTH C€ H3HCKBA Ja ChoOmaBar BCAKa

NMNoxO3MpaHa HEXRECIAHA PCAKLIMA YPE3.

H3mbHMTENHA arcHIUMA NO JICKApCTBATA

yi. ,JlamsH 'pyes™ Ne 8
1303 Codus
Ten.: +359 2 8903417

yebcaiir: www.bda.bg
4.9 Mpeno3apane
CUMITOMH

CHMIOTOMHTE TIpH TIPego3MpaHe BKIIOYMBAT: CHHIMBOCT NPH BB3pacTHH. IIpH geuia € Bb3MOXHO -
THPBOHAYANHO /12 HACTHNAT Bb30Yy/Aa H HECNOKOKCTBO, NOCNEABAHH OT CHHINBOCT.

4 0 e

Hama m3BecTeH cnelmHYeH aHTHAOT HA JICBOICTHPH3MH. B ciyqaii Ha npenosupaHe ce MpenoprYBsa
CHMITTOMAaTHYHO WIH MOAABPXKAING JiedeHHe. HeoOX0MUMO € aa ce HanmpaBH CTOMAOIHA IIPOMHBKE

CKOpO CJHel MOTTBIIAHE Ha JIEKAPCTBOTO. JICBOLCTHPHM3MH HE C¢ EIHMHHHPA €(eKTHBHO INpH
XeMOAHAIH3A.

5. ®APMAKOJIOTrHYHH CBOHCTBA
S.1 DapMaAKOARBAMEYHE cBolicTea

DdapMaKkoTepaneBTHdHa Ipyna: AHTHXMCTAMHHHM 38 CHCTEMHO [IPHIOKEHHE, IHIIEPAIHHOBO
npou3BoaHo, ATC xon: RO6A E09.

MexanuuwibM Ha neicTRHE

JlepoueTupi3vH ¢ (R) eHaHTHOMEpa HA LICTHPH3HMH; TOH € MOINEH M CQNICKTUBEH AHTArOHUCT Ha
nepudepunTe H1- peuenrropn.

HM3nuTBaHHE OTHOCHO CBBLP3BAHETO NOKA3BAT, Y€ JICBOLETHPH3IMH HMMAa BHCOK adpuHuTeT KM HI-
penenropd npr voseka (Ki=3,2 nmol/l). Jlepouerupusun MMa 2 ObTHM NO-BHCOK aHHMTET, B
CpaBHeHHe ¢ TO3M Ha LeTHpH3uH (Ki=6,3 nmol/l). JlesonetnpusnH ce ocBoGoxzasa ot HI-
peuenTOpUTe, KaTo nepuoja Ha monyxkUBOT € 115 + 38 min. Cnen eaHOKpaTHO NpPHIIOKEHHE,
CBBP3RAHCTO Ha JIEBOLCTHPH3HH C perienTopHTe ¢ 90% cnea 4 waca n 57% cnex 24 vaca.

QapMakOAMHAMHYHM M3NHTBAHHA IIpH 3OpaBH  Ao0pOBOJINM NOKA3BaT, b€ NOJOBHH J03a
JIeBOLICTUPH3NH HMA CPABHHMA AKTHMBHOCT C Ta3H HA LIETHPH3HH, 110 OTHOHICHHE HA BE3AeHCTBUETO
KaKTO BBpXY KOXAaTa, TAKA A BLPXY HOCA.

DapMaxoAHHAMUIHY edexTr

QapMakOAHHAMHYHATA AKTHBHOCT HA JCBOUCTHPH3IMH € H3ClieBAHA B PAHXOMHHA3HPAHH,
KOHTPOJHAPAHH H3NTHTBaHHA:

B u3nETBaHEe CpaBHABAIMO ACHCTBHETO HA JICBOLCTHPHIMH 5 mg, AeclOopaTamuH 5 mg-7 ﬂ_m Tet

BBPXY XHMCTAMHH MHAYIHpaHA MaIlyna H €PHTCMA, JICYCHHETO C JIEBOLICTHPH3HE WV LG ‘.




ﬁﬂamrenﬂo HAMaI98a OOpa3yBaHETO HA Manyia U epyureMa, Koero € fwio HAll-BHCOKO Npe3 ITbPBHTE
12 gaca u mpoabpkasa 24 gaca, (p<0,001) B cpaBHeHHe ¢ TU1aLed0 H AeCNOpaTaIHH.

Haganoro Ha OeHCTBHETO HA JICBOLIETHPH3MH 5 Mg 33 KOHTPOJIHPAHE HA NPOBOKAPAHMTE OT IIONCH
CHMITTOMH c€ Habmoaasa 1 qac ¢nes mpHeMa MpH Mmnanedo-KOHTPOJMPAHE M3MUTBAHUA ¢ MOZeNa Ha
AIEPreHHO HATOBAPBAINATA KaMepa.

In vitro wnuTBaHMaTa (kaMepa Ha bodaeH H CcloMHO-KJIETbYHA TEXHMKA) I[IOKa3BAT, 1€
JIEBOHNETHPH3INH MHXHOHpa eOTAKCHH-HHAYLMpaHaTa cO3SHHO(HIHA TPAHCEHNAOTENAA MUATPALMA KAKTO
B ICPMAIIHHM, TaKa H B 6esroapobHM KAETKH.

DapMakOAWHAMHIHHTE EKCNEPUMEHTATHH H3NKUTBAHHA in Vivo (KOXKHO-KAMEDHA TEXHHMKA) NOKa3BaT
TPH OCHOBHM ¢(eKTa Ha HHXUOHMpaHe Ha JEBOLETUPH3UH 5 mg B rbpBHTE 6 Yaca HA HHAYLMPAHA OT
NONCHH peaxums, CpaBHCHA ¢ mnauebo mnpr 14 PBB3PacCTHH NALMEHTH: MOATHCKAHE HA
ocsoboxnasaHero Ha VCAM-1, mMoaynupane Ha CBHAOBHA nepMeaOWIMTeT KW HaManiBaHe
aKTHUBH3HPAHETO Ha €03HHODUITHTE.

KnuauyHA edHKACHOCT ¥ 6€30NaCHOCT

EdexrneHocTTa M 6€30NMaCHOCTTA Ha JIEBOLIETUPH3UH € JOKA3aHA MTPH Bh3PaCcTHH MALKEHTH B HAKOJIKO
ABONHO-CcnemM, mnaueSo-KOHTPONMHPAHH KIAHMYMHH M3[MTBAHWN, NPOBEREHH [IPH IANMEHTH,
CTpafialld OT CE€30HCH ANePru4cH PHHMT, LCNOroJMINeH ANCPrudcH PHHHT HWIM MNEPCHCTHPAIL
aneprudeH PHHHT. JICBOLCTHPH3MH 3HAYHTENIHO MOAOOpABA CHMITTOMHMTE HA aJeprHIHHA PHHMT,
BIUIIOYHTENHO HA3AIHATE OOCTPYKLMA B HAKOH OT H3MMTBAHKHATA.

HlecTMecedHO0 KNHHHYHO M3MHTBaHe MpH 551 mammenTd (BmouBamo 278 nauueHRTH JIEKYBaHH ¢
NIeBOLIETHPH3UH), CTPANAIIH OT NEPCHCTHPAI AneprudeH PUHHT (HaNHYHe Ha CHMITTOMH Npes 4 AHU B
CeIMMLIATa, B IOHE 4 MOCNECAOBATCHHH CEOMHULM), CCHCHOMIH3IMPAHA KbM AOMAIICH NMpax H TPEBHH
MONECHH, MOKa3Ba, 4e JICBOLICTHPH3HH 5 Mg € KNIHHUYHO H CTATHCTAYSCKHA SHATHMO NO-MOIIEH CIIPAMO
rauebo npH obnexJasane Ha oOmuA CHMITTOMEH CKOP HA JIEPTHYHHA PHHMT INpe3 MEHR NEpHOA Ha
HIMKTBaHeTo, Oe3 pa npeamsBuka Taxapunakcus. [Ipe3 uemHs nepHOA HA HIMMATBAHETO,
NIEBOLCTHPH3IHH 3HAYHMO NMOROOPABA KAYSCTBOTO HA KHBOT HA NALIMCHTHTE.

B mnane0o-KOHTPOAHpAHH KIMHMYHM M3NHTBAHHA BKMoYBamy 166 nallHeHTH cTpajamM oOT
XpOHHYHA MAHOIIATHYHA YPTHKApHA, 85 naumeHTH ca O6MnM neKyBaHH ¢ ruianiebo H 81 nmanweHTH ¢
JICBOLICTHPH3UH ) Mg BEAHLX AHEBHO 3a MIECT CeAMUUM. JIedeHHeTO ¢ NEBOLETHPH3IHWH BOAM IO
JHAYMTEIHO HAMAIABAHE HA CHIaTa Ha ChpOexka Npe3 mepPBATA CEOMHLIA M IIpe3 LENHd MEPHON HA
nevenne cpasHeHO ¢ mnanebo. JleBOUETHPH3MH CBHINO BOAM M A0 NO-roJIAMO nojcodperne Ha
Ka4eCTBOTO HAa XHMBOT CBBP38HO CBHC 3APABETO Ha MALMEHTHTE, OICHEHO CLIVIACHO HHIEKCa 34
HAepMaTONOrH49HO KAYSCTBO HA XKUBOT, CIIpAMO ruiatiebo.

XpoHHYHATA HAMONATHYHA YPTHKapHA ¢ OMna mpoydeHa Karo MOZEN 3a YPTHKAPHAIHH CHCTOSHMS.
TeH KaTO OCBOOOKIABAHETO HA XHMCTAMHH € NMPHIHHHO-CICACTBEH (pakTop NpH YPTHKAPHAJIHHTE
3a00/19BaHNA, 0Y4KBA C€ JEBOLICTUPH3IHH Aa € eeKTHBEH 3a 001eKJaBaAHE HA CHMIITOMMTE H Ha APYTH
CBBP3aHH ¢ YPTHKAPHATA CHCTOSHUSE, B JOMKIHECHHE KbM XPOHHYHA HIHONATAYHA YPTHKADHA.

IenuarpraHa nomyaaAs
Be3omacHOCTTa M €pHKACHOCTTE NpH NEAHATPHYHW NAIMEHTH € H3CNeABaHa B JBe rianebo-

KOHTPOJIMPAHH KIMHHYHM H3NHTBAHWS, BKIIOYBAIM NAMEHTH OT 6 10 12 rogMHH CBC CHOTBETHO
CE30HCH M UEJIONOAMINEH AeprHUCH PHHHT. JIEBOLIETHPH3HH 3HAYHTENHO € NOROOPHI CHMIITOMHTE H
NOBMIIMJI KAYECTBOTO HA KHUBOT M B IBETE H3NHTBAHMA.

I[1pu Aena Ha BBE3pACT NOA 6 roAMHH, KIMHAIHATA 6€30NACHOCT € OLIEHEHA B HAKOJIKO KPATKOCPOYHH

HIH OBITOCPOYHH TEPANeBTHYHHE H3ITMTRAHMA:

- ¢/IHO KNTHHHYIHO H3NHTBaHE, B KOCTO 29 nera Ha PB3pacT oT 2 A0 6 NOAMHHE ¢ aNepras
OnnH NexyBanH ¢ JIeBOLCTHPHM3HH 1,25 mg ABa MSTH AHEBHO B IPOTB/DKEHHE HA /. )




- €HO KTMHHYHO M3NHKTBaHE, B kKoeTo 114 aena Ha BB3pacT o1 1 40 5 roIMHH ¢ aNepradéH PUHUT WIH
XPOHMYHA HAHONATHYIHA YPTHKAPHS ¢4 OWIH NICKYBAHH C ICBOLICTHPH3HH 1,25 mg ABa ITLTH AHEBHO
B IPOALIDKEHHE Ha 2 CEIMMIH

- ¢IHO KJIMHHYHO H3NUTBAHE, B KOCTO 45 Zlena Ha BB3pacT oT 6 A0 11 Mecelia ¢ aneprudeH prHAT WIH
XPOHHYHA MAHONATHYHA YPTHKAapHAS ¢a OMIM JICKyBaHH C JIEBOLCTHPH3HH 1,25 mg BEAHBXK AHEBHO B
IPOXB/DKCHUE HA 2 CIMHALM

- ¢THO ABIrocposo (18 Mecena) KTHHUYHO M3MMTBAHE ¢ 255 aTONKHYHM NNALMEHTa, JEKYBaHH ¢
NCBOLICTHPH3HH HA BL3pacT 12 10 24 Meceia NpH BKIIOYBAHETO UM.

[TpopuwmsT Ha GezonacHocT ¢ OM nomobeH HA TO3H IPH KPATKOCPOUHHMTE H3NUTBAHMA, NMPOBENEHH
[IpY AeLla Ha Bb3pacT oT 1 4o 5 roauHu.

52 QapMaKOKHHCTHYIRHE CBOHCTBA

QapMakOKHHETHKATA HA JICBOLUCTHPU3MH € JIMHeMHA, He3aBHCEINa OT A03ara H BPEMETO, ¢ MAJIKH
HHIMBHIYAMHH pa3uiud, DapMakOKHHETHYHHHUAT OPpOPHU € ¢aUH B ChI, HE3aBMCHMO OT TOBa AaNM
CC¢ NPUJIAra KATO0 C¢HAHTHMOMED WM Karo UeTHpM3HH. [I0 Bpeme Ha mpolecHTe Ha pe3opbius n

C/IHMHAHHPAHC HE HACTRIIBA XHPAITHO npeoﬁpasymne.
Abcopbimin

Cren nepopanHo NpUIOKEHHE JTEBOLICTEPUIHH ¢¢ abcopbupa Onp30 M excTeH3MBHO. TIpH BB3pacTHHY,
MHKOBH INa3MCHM KOHLEHTpalMH ce aocrurar 0,9 daca cnen npuemMaHe Ha Ao03ara. PaBHoBecHH
KOHLICHTPAIIHH C¢ YCTaHOBABAT cieAl 2 AHH. [IMxoBHYTe nua3MEHH KOHLEHTPALMH Cjiell MPHEMaHe Ha
eIMHMYHA 1034 OT 5 mg WIM IIPH NOBTOPEH NpHeM ca ¢boTBeTHO 270 ng/m! n 308 ng/ml. CrenenTa
Ha abcopbimMa He 3aBHCH OT A03aTa H cé He C€ BIMAC OT XPAHATA, HO CNel XpaHEHe IIHMKOBHTE

KOHLICHTPAIIHH Ca NOHIDKCHH H C€ AOCTHUTAT 38 NMO-ARIThI MEPHOO OT BPEME.

Pasnpenenenng

HaMa pnaHAM OTHOCHO TBKAHHOTO pasnpeAclieHde NpH 4Y0BEKa8, KAXTO H TPpEMMHABaHETO Ha
JIEBOLETHPH3MH IIpe3 KPBBHO-MO3b4HaTa Oapuepa. IIpH muexoBe M Kydera, Hall-BNCOKH HMBA Ca
HaMepeHH B yepHHE Apob 1 Onbpennre, a pali-uucku B LIHC.

JlesoueTupu3uH B 90% ce CBBP3Ba ¢ IUIA3MEHHTE NPOTEHHH. PainpeaeneHRUeTO Ha ICBOLETHPH3HH €
OrpaHU9eHo, KaTo obeMa Ha pasnpeneneHue ¢ 0,4 l'kg.

brorpancpopmanms

Crenenra Ha MeTabOIM3IBM HA JIEBOLISTHPH3HH NMPH YOBeKa e no-Manxo ot 14% or fo3ara, 3a10Ba Ce
OYAKBAT NpeHEOPERKUMH PA3NIHIME B PE3YATAT HA NeHeTHYHHA NOMIHMOPPUILM WIH eXHOBPEMEHHATA
ynorpeba Ha eH3UMHY MHEXMOMTOPH. MeTabONMUTHHTE ITHTHILA BKNIOYBAT apOMATHA OXCHAALHA, N- H
O- neanxumHpaHe ¥ TAypHHOBO KOHIOIHMpaHe. JleaIKMIIMpaHeTo C€ OCBHINECTBABA OCHOBHO OT
CYP3A4, noxaro apomMarHara OKCHAAIME BKIIOYBA MHOXKECTBO W/um nenjeHTAGHuMpanH CYP
motopmu. JleBoLeTHPH3HH HE Oka3pa edekr BepXy axtHBHOCTTE HA CYP HioemsmMure 1A2, 2C9,
2C19, 2D6, 2E1 4 3A4 B KOHUCHTpALMH, 3HAYHTEIHO Hal MHUKOBHUTE, NOCTHIHATH CJICA NEPOPATHO
IPWIOKECHHAE Ha 5 mg N034.

[lopans HUckaTa cTeneH Ha MerabonM3LM H JHncara Ha MeTaboauTeH HHXHMOMpalll NMOTEeHUHAN,
B33HMOIEHCTBHA MEXAY JIEBOLETHPH3IHH H APYTH BEHISCTBA Ca MANKO BEPOATHH,

EnAMyRBpane

[Ina3sMeHHsAT NOTYXHBOT NPH BBL3pacTHH € 7,9 + 1,9 uaca. ITomyXWBOTET MpH MAIKHM ZEUA € Io-
KpaThK. CpeHUST anepeRTeH o0 Tenecen XiMpeHC npu BB3pacTHH € 0,63 ml/min/kg. 'napumsT mbT
Ha OT/AENIAHE Ha JIEBOLCTHPU3IMH ¥ MeTabQIMTHTE My € ¢ ypuHaTa - 85,4% ot mpuerara nos3a. Upes
¢exanuure ce oraens camo 12,9% or posara. JIeBOLETHPH3HH Ce OTAENN KAKTO 9pe3 IIIOMEpYJIHA

¢rrTpanms, Taka H Ipe3 aKTMBHA TyOy/lapHA CeKpeImA.

Coeumansa nonynanus
bvOpeuno yepencoane




ATICPEHTHHA TEMECCH KIMPHHC HA JIEBOUESTHPHM3IMH CHLOTBETCTBA HA KPEATHHHHOBUA KIIMpPBHC. ETO
330 Ce Mpenopbhb4sa ANANTHpAHE HA MHTEPBAIA MCXKAY NPHEMHTE NPH MANHEHTH C YMEPEHO O
Texko 6B6peuno yepexnane (Bx. 4.2). Ilpn naumeHTH ¢ aHYpHA H B Kpaina ¢dasza na 6s0peano
yBpexkaHe, oblMs TeNeceH KIMPRHC ceé noHmkapa ¢ oxono 80%, B cpaBHEHHE CHC 3ApaBHTE
HHIUBHAH. KONMMYeCTBOTO JNEBOLECTHPH3AH, OTACNANl €€ 10 BpeMeé HA CTAHNApTHA 4-9acoBa

XeMOAHANM3HA nnpouenypa € < 10%.

Ileduampuuna nonvaayun
JlaHEHTE OT MeAHATPHYHO (PapMAKOKHHETHTHO H3NMHUTBAHE C MMEPOPATHO MPHIOKEHHE HA CAHOKPAETHA

Io3a OT 5 mg NepoUeTHpU3MH NMpH 14 zeua Ha BB3pacT 6-11 roaMHH C TENECHO TErno BapUpalo
mMexny 20 u 40 kg npu cpasHIBaHE¢ HA W3NWTBAHUA NMOKA3BaT, 4¢ Cnx H AUC cToiiiocTH ca okoio 2
IThTH NNO-BHCOKH OT HAOMONABAHWTE NPHA 3IpaBH BbL3PAacTHH MAamHeHTd. CpeaHuTe CTONAOCTH Ha Crax
¢ 450 ng/ml ce npogBARAT B CPEAHOTO BpeMe orT 1,2 Yaca, TernoBHO HOPMRIM3HPaHHA 001N TeleceH
KHpeHC € 30% Do-ronsM, a noayxHBOTRET € 24% NO-KparbK B Ta3H NEIHATPHYHA MOMyNalua
cpaBHEHHE ¢ Bb3pacTHH. He ca nposexaaHH cneuMaliHd GapMaxOKWHCTHYHH H3NMATBAHHAA NPH Jcla
Ha BB3PACT 104 6 roauHH. PeTPOCTICKTHBHMA NONYNAIMOHEH QapMaKOKHHETHICH aHAIH3 € ITPOBEACH
¢ 323 naienty (181 meua Ha pp3pactT or | zo S romum, 18 aeua Ha Be3pacT or 6 no 11 rogmuu n
124 prapacTHH Ha BB3PACT 18-55 ropuun), KOHTO €& NONYYABAIM ¢AHOKPATHH KM MHOTOKPATHH 03U
NICBOLICTHPH3KH, Bapupamy ot 1,25 mg no 30 mg. anHuTe, NoNydYeHH OT TO3HM aHA/IH3 NOKA3BAT, 9
NPATOKCHACTO HA 1,25 mg BEAHLXK AHEBHO MPH ACLIA HA BB3PacT OT 6 MecelLia A0 5 roAHHH C¢ 0YaKBa
Aa KoBefe A0 MNA3MEeHH KOHIECHTPAIMH, CXOAHM ¢ TC3H HA BBH3PACTHH NALMEHTH, NMOoayYasaim 5 mg
BEAHLK AHEBHO,

Qmmuegxa guv3pacm

CrliecTByBaT orpanuveHH GapMakOKHHETHYHH JAHHM NPH NALHEHTH B CTApYecKa BL3PacT. BeaHnixk
HHEBHOTO MHOTOKPASTHO NEPOPANHO MpHNOXKeHHe Ha 30 mg NeBoLeTHPH3HH 34 6 JHH IMPH 9 NalMeHTH
B CTap4yecKka Bb3pacT (Ha Bu3pacT 65-74 ropuanm), oOmmsT TeneceH KIMPHHC € 0KoJo 33% no-HACHK B
CPaBHEGHHME C TO3H MPH NO-MIAAM BB3PACTHH. PasnpezelleHHeTO Ha paneMara LeTMPH3MH TMOKA3Ba
IABUCUMOCT OT OnOpeuHara QyHKIMH, & HE OT BBIPACTTA. TO3H H3BOI € MNPUWIOKHM H 34
NEBOLICTHPH3HH, Thif KAKTO U ABETE JICBOLETAPH3INH H LCTHPH3HH C¢ SKCKPeTHPAT NPEeXHMHO 4pe3
ypunata. Ilopaaud ToBa Jo3ara HA JIEBOLETMpM3HMH TpAbBa A Ce KOpHIHpa B CHOTBETCTEBHE C

On0peuHara GpyHKIHA NPH NANHEHTH B CTApIecKa BB3PAacT.

Ilon

DapMaKOXHHETHUYHHTE pe3yaratd Ha 77 nanmeHTH (40 MbXe, 37 jkeHH) ca OLICHEHH 32 €BEHTYANIHA
3aBHCHMOCT OT NOJa. BpeMero Ha HOMY>XHBOT € Majiko no-Kpatxo npn xenmre (7,08 + 1,72 h),
OTKONKOTO IIpH MBKere (8,62 + 1,84 h), HO XOpHUTHpPEHHS CIPAMO TENECHOTO Terjo IepopaieH
KIEpBHC npH xeHd (0,67 * 0,16 ml/minkg) ce aBgBa CHNOCTABHM ¢ TO3H NpH MBxete (0,59 £+ 0,12
ml/min/kg). ChimMre JHEBHM JO3H H J030BH HHTEPBAIH CA NPHIOKHMH 38 MBXE H XKEHH ¢ HOPMANHA
610peuHa QyHKIHA.

Paca

BmgHHeT0 HA pacaTa BBPXY JIEBOLETHPHM3MH HE € MOpOy4YeHA. [h¥ KaTO JIEBOLCTHPH3IMH Cé
eKCKpeTHpa mpeauMHo 4pe3 OBOpeiluTe, @ HSMA 3HAYMMH PacoOBH PAVIMYHA B KPEaTHHMHOBHS
KIHPHHC, (GapMAKOXKHHETHYHMTE XApaKTEpUCTHKH Ha JICBOICTHPH3HH HE C¢ o4YakBsa Aa Owjar
pPavIMyHH B paziMuyEMTe pacH. He ca HalmozaBaHHM CPBp3aHH C pacara pa3HMKM B KMHETHKATa Ha

paLieMara LeTHPH3HH.

Yeprodpobro yepexcoane
He e w3nuTBaHa ¢apMakOKHMHETHKATA HA JICBOLCTHPH3MH IPH DALMEHTH ¢ 9epHOApobHA
HEAOCTAaThIHOCT. [laumenTuTe ¢ Xponuunu 3aongpanHa HAa depHua Rpob (XenaTonenynapes,
XONECTATHYIEH M X/IThYHA LMpOo3a) npueMamu eaHokparHa no3a 10 mnu 20 mg ot
BEIECTBO LUECTHUPH3HH HMaT 50% yBenH4YeHHe Ha BPEMETO Ha MOJYXKHBOT, KAKTO H €
HA KIHPHHCA B CPABHEHHE ChC 3APABH NHIUBHIH.
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SDE3KE PAapMAKOKWHETHKa- PapMaKoIMHAMHAKS
EdexThT BLpXY XHCTAMHH-HHAYILMPAHHTE KOXHH pEaki(MH He CBOTBETCTBA HA [ILIa3MEHHTE
KOHIEHTPALIHUM.

Hammure oT EKI" He moka3Bar 3Ha4uMM ¢(eKTH Ha JEBOLETHPU3HMH, MPWIOXKEH B JI034 6 ITbTH Hax
IIpENOPbYHTENHATA A03a, BepXy QT-uHTEpBaNa.

53 IpeaxanERYHR JaHHH 32 6€300aCHOCT

HexMAMdaMTe JAHHM He MNOKa3Bar oco0eH pHCK 3a Xopara HAa 0a3aTa HA KOHBEHIMOHATHUTE
dapMaKoNOrHIHM NpOydIBaHHS 38 0e30NmacHOCT, NMPOYJBAHHH 38 TOKCHMHOCT PN MHOTOKPATHO
NPWIOKEHHe, TE€HOTOKCHYHOCT, KAHLEpPOreHeH [IOTEHIMAN, pEeMpPONYKTMBHA TOKCHYHOCT H
TOKCHYHOCT 38 pa3BUTHETO.

6. ®APMANEBTHYHH JAHHH

6.1 CHEchbK HR NIOMOIIHATE BEIECTBa

Anpo:

Lenyno3a, MUKPOKPHCTAIHA

JlakT038 MOHOXHIDAT

CwiHimeB THOKCHA, KOMOHACH He3BOJeH
Marue3uen creapar

[TokpurHe:
Onaznpu Y —1 -7000, cecroqix ce or:

Xunpomenosa (E464)

Turanos auoxcua (E 171)

Maxkporon 400

6.2 HechbBMECTHMOCTH

He e mpunoxumo.

6.3 Cpox Ha rogaocT

4 roguHH

6.4 CnenHANHE YCJIOBHS HA ChXpaHEeHHE

To3u nexapcTBEH MPOAYKT HE M3HCKBA 0COOEHHM YCIOBHA 32 ChbXPAHEHHE,

6.5 BHA R CHALPARAHAC R ONAKOBKATS

Anymunuit - OPA/arymusmii/PVC 6nucrep

Onaxosku o 7, 10, 14, 20, 30 tabnerkn.

He BCHUYKH BUAOBH ONAXOBKHE MOTraT Aa Obaar nmycHaTH B npoaaxda.
6.6 ChnenEanHg NpeaAnaind MepKH NPH H3XBLpASHE H paboTa

HaMma crneimMatHi M3HCKBaHuA,
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7. INPHTEXATEJ HA PASPEMNIEHHETO 3A YIIOTPEBA

UCB Pharma GmbH, Rolf-Schwarz-Schiitte-Platz 1, 40789 Monheim am Rhein, I'epmanns

8. HOMEP HA PASPEINIEHHETO 3A YIIOTPEBA

Pernctpaimones HoMep 20030607

9. JAATA HA ITBPBO PASPEHNIABAHE/MOAHOBSBAHE HA PASPEIHEHHETO 3A
YIIOTPEBA

Jara Ha mepBO paspeniaBane: 29 cenremspu 2003 T,
Hara Ha nogHopapane: 19 auyapn 2009 r.

10. HAATA HA AKTYATNIAPAHE HA TEKCTA

01/2024

11




