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Kcusan 5 mg punMupans Tabnerku
Xyzal 5 mg film-coated tablets

2. KAYECTBEH K KOJMYECTBEH ChCTAB

Beska ¢unMupaHa Tabnerka cwhanpka S5 mg NeBoueTHpH3HHOB Juxuapoxnopua (levocetirizine
dihydrochloride).

[ToMowuu Beruectsa: 63,50 mg nakroza MoHoxHApar / Tabnerka
3a TbJIHHUA CECTAB Ha MOMOUIHHTE BelLIecTsa BX. Touka 6.1.

3. JEKAPCTBEHA ®OPMA

OunMUpaHH TabJIeTKH
benu 10 nouru Genu, OBajHK, PHIMHPAHH TaONAETKH € KOA "Y" OT €HATa CTpaHa.

4. KIMHHYHHUX JAHHH
4.1 TepaneBTHYHH NOKAZAHHA

CHMNTOMAaTHYHO JeYeHHe Ha aNepruyeH PHHHT (BKIIOYHTEIHO NEPCHCTHpALL alepruveH PHHHAT) H
XPOHHYHA HAHONATHYHA YPTHKAPHA.

4.2 {034poBKa H HAYHH HA NPHAOKEHHE

duamupannTte Tabnerkure TpadBa Aa ce NMpHEMaT Mpe3 YCTaTa, KaTo e MOIThINAT UeMH ¢ MOMOLITA Ha
TEYHOCT W MOraT Aa ce nmpueMar ¢ UK 6e3 xpaHa. [Ipenopryba ce €IHOKpaTeH NpueM Ha JHEBHATA 034,

Bb3pacTHH ¥ jeua Haa 12 roguuiHa Bb3pacT:
[penopbuanara JHeBHA K033 € S mg (1 puaMupaHa TabaeTka).

[TaumeHTH B HanpeAHana Bb3PacT:
[Ipu nauueHTH ¢ yMepeHOo 0 Texko OBOpeuHo yBpexaaHe ce Mpenopbysa aJanTHpaHe Ha A03aTa (BXK.
no-aoay [Naunentn ¢ 6pOpedHO yBpexKAaHE).

ela oT 12 roguniHa Bh3 :

[Ipenopwuanata aHeBHA 103a € S mg (1 ¢unmupana Tabaerka).

[Mpu aeua ot 2 go 6 rogulliHa BBIPACT HE € BB3IMOKHO afanTHpaHe Ha fo3aTta Ha Kcusan QuaMmHpaxu
taGnetku. Ilpenoprusa ce NpuiokKeHHe Ha NeAHATpHYHA POpMA HA NIEBOLIETHPH3HH.

IauneHTu ¢ 6p0peunO YBpEXIaHE:

YecroTaTa Ha npueMa TpaGBa Aa ce HHAMBMAYANH3HpA B CHOTBETCTBHE ¢ OnOpeuHara (yHKUHL
H3nonssaiite npunoxeHara no-xoay tabiauua 3a axanTHpaHeTo Ha 03aTa. 3a Aa ¢e mon3pa Ta3u tabauua
e HeoOXOAHMO Aa Ce OonpeldenH KpeaTHHHMHOBHA KNUpPBHC Ha nmauuenTa (CLcr), H3pasen B ml/min. Cler
(ml/min) MOXe 1a ce onpeient OT cepyMHHS KpeaTHHHH (mg/dl) ¢ nomourra Ha cne,uHa'ra dopmyna:
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[140 - sv3pacmma (200unu)] X me2aomo (kg

O e gt —- ( x 0,85 npu ocenu)
72 x cepymen kpeamunun (mg/dl)

AZlanTHpaHe Ha A03aTa NPH NallHEHTH ¢ HapylleHa 6x0peyHa QyHKUuUS:

I'pyna KpearrauHOB KaHpbHC (ml/min) [lo3a M YecToTa Ha NpuiaraHe
Hopmanxa 2 80 | 1 Tabnerxa BeAHBX AHEBHO

Jleka 50-79 1 Tabnerka BEOHBK JHEBHO
YMepena | 30 -49 | TabneTka BeAHBK HA BCEKH 2 AHU
Texxa <30 | TabneTka BeAHBK HA BCEKHM 3 AHH
[Jau#eHTH B KpacH CTaguH

Ha OBOpeuHo 3abonsBaHe

[launeHTH Ha AHANH3E <10 - B ~___TIpOTHBOMOKA3HO

[Mpu neua ¢ 6nbpeuno yspexnane, fo3zaTta TpAGBa Ja ¢e ajanTHpa HHIMBHIAYAIHO B 3aBHCHMOCT OT
6GbOpeuHHs KAMpBHC H TenecHara WM Maca. JIMncBaT KOHKDETHH AaHHM NMpH Aeua ¢ OGuOpedHO

yBpexaaHe.

[TauueHTH ¢ Y4epHOAPOOHO yBpeKAaHe: |
He ce Hajara npomMsHa Ha QO3aTa [pH MALUKWEHTH, €AMHCTBEHO ¢ “epHOAPOOHO yBpexaawe. Ilpu

NAaLKUEHTH ¢ YepHOAPOOHO H GBOpevHO yBpexJaHe ce NMpenopbysa NpoMsHa Ha Ro3arta (BK. MO-rope
[TaunenTn ¢ 6u6peyHO yBpEKaaHE).

[TpOXB/KUTENHOCT Ha NEUYESHHETO: . |
VIHTEPMHUTEHTHHA ANepruyeH PUHWT (CHMATOMH < 4 [JHH /Ce/IMHLA WK 3a NO-MAJIKO OT 4 CEIMHULH)
TpabBa Ja ce JeKyBa B 3aBHCHMOCT OT 3a00/IABaHETO H HEropaTa aHaMHE3a, NIEHEHHETO MOXE Aa ce cpe
BeqHAra Clell H3Ye3BaHeTO Ha CHMIITOMHTE M MOXE Ja Ce [IOJHOBH KOraTo CHMITOMHTE C€ MOABAT
otsoBo. [IpM NepcHCTHpAIl aNepruyeH PUHHT (CHMOTOMHM > 4 JHM /CeAMHUA WIH 33 MOBe4e OT 4
CeAMMLH), MOXKE A3 C€ Ha3HAYH MPOXL/DKHTENHO JIEUSHKHEe HA MAUMeHTa [Pe3 NEepPHONa HA CKCIO3HLIHS
KbM aeprexa. ChbiECTBYBa KIMHMYEH OMMT C TPHJIOKECHHETO HA 5 Mg JNEBOUETHPHSHH (HIMHPAHH
TabneTkH B NpoAb/okeHHe Ha 6 Meceua. IIpu naluueHTy ¢ XPOHHYHA YPTHKAPHSA HIH XPOHHYCH alCpriecH
DHHHUT, ChIUECTBYBA KIHHUYEH OMHT A0 | FOAHHA C MPHJIOKEHHE Ha pauemara (LECTUPHIHH).

4.3 IlpoTHBONOKA3ZAHHA

CBpPBX4yBCTBHTEAHOCT KBM JIEBOLETHPH3KH, NHIEPA3HHOBA NPOH3BOAHH WM HAKOE OT NMOMOLIHHTE
BELIECTBA.

[MaiHeHTH ¢ TeXKO 6HOPeYHo yBpeXaaHe H KPEaTHHHHOB KIHPBHC noA 10 mi/min.

[TauueHTHTE ¢ PEAKH HACAEACTBEHH 3a00/4BaHHA KATO ralakTo3Ha HEMOHOCHMOCT, IaKTa3Ha
HENOCTATHUHOCT Ha Lapp Wi rTOK030-ranakTo3Ha Manabeopbums, He TpAOBa Aa MpUeMaT TE3U
TabNeTKH. |

4.4 Cneunansy npeAynpexiacHus B NpeanasHa MEPKH NpH ynorpeba |

He ce npenopwysa ynorpebara Ha Keuzan ¢punmupanu TabneTku MpH AU Mo 6 roaxWHa BB3PACT, ThH
KaTto Ta3d (opMa He MO3BOJABA TOMHO ajanTHpaHe Ha zosata. IlpenopbuBa ce NpUIOKEHHE HA
neAUaTpHyHa GopMa Ha NEBOLETHPHIHH.

He ce npenopbysa npuioxeHneTo Ha Keusan npu deua nox 2 roguilH
OIUT B Ta3M nonynauus.



IIpenopwuBa ce NOBHLIEHO BHUMaHHUE NMpH ynoTpeba Ha ankoxon (ex. B3aumoxeHcTBUA).

4.5 BsanmopgeiicrBue ¢ ApyrH JeKapcTBEeHH npbnym H ApyrH popmu Ha B3aHMoOZelcTBHE

HaAMa npoyusanus 3a B3aUMOACHCTBHATa Ha /IeBONCTHPH3HH (BKIIOUHTENHO C HHIYKTOPHTE Ha
CYP3A4); npoyusanusTa ¢ paieMara ChALPXKAL] USTHPH3NH HE NOKa3BaT KITHHHYHO 3HAYMHMH HEXeNaHH
B3aMMOAEHCTBHA (C ncesaoedeapuH, UHMETHAMH, KETOKOHA30J1, ePHTPOMHLIMH, a3HTPOMHLMH, MITHIMH3HI
H JHalenaMm). B npoyusaHe ¢ MHOIMOKpaTHH A03H TeoduinuH {1o3a ot 400 mg Ha geH) e HaOmoaaBaHo
cnabo HamaneHHe Ha KIHpPBHCA Ha UeTHpH3HH (16%), kaTo NoBEJEHHUETO HA TEO(HIHH HE C& MPOMEHs
NpU €JHOBPEMEHHO MPHIIOKEHHE Ha UETHPH3HH.

Crenenta Ha aGcopluua Ha JICBOUETHPH3HH He C€ HaMalsBa OT XpaHaTa, BLIIPEKH Y€ CKOPOCTTA €
NOHHKEHA.
IIpH 4yBCTBUTENIHH MALMEHTH, €XHOBPEMEHHATA yrnoTpeda Ha HETHPH3UH WM NIEBOLETHPH3HH ¢ AJIKOXOT

MM Apyry genpecaHTd Ha [JHC moxke Aa 8b3aeHCTBa BBPXY LUCHTPANHATE HEPBHA CHCTEMA, BBIIPEKH e
NPOY4YBaHHATA C UETHPHIHH HE Ca I0Ka3anu [OBHIIaBaHEe Ha edeKTa Ha aKOXoJa.

4.6 bpeMeHHOCT 4 KbpMeHe

HsaMa iIHHHYHH JaHHH 32 ynoTpedaTa Ha I€BOLICTHPH3HH NPH OpeMEHHH XKeHH.

[lpoyuyaHHATa NpH XWBOTHH HE TNOKA3BAT NPAKO WM HENPAKO BPERHO BB3ACHCTBHE B'l.pxy
OpeMeHHOCTTa, eMOPHOHANHOTO/QeTanHO pa3sBHTHE, paXAAHETO WIH MNOCTHATANHOTO pAa3BHTHE.
[IpeanuceaHero Ha OpeMeHHH HIIH KbpPMELUH KeHH TpA0Ba Aa 6bae ¢ MOBHIWIEHO BHUMaHHE.

4.7 E¢dextn Bbpxy cnocofHOCTTA 3a WwodHpane H paboTa ¢ MALIKHH

CpaBHMTENHHTE KIHHHYHH NPOYYBAaHHS MNOKA3BAaT, Y€ JEBOLUCTHPH3MH, B MNpEenopbyaHaTa A033, HE
HapyllaBa BHUMAHHETO, PEAKIMATA H CrIoCOOHOCTTA 3a wWodHpaHe. Brnpexn TOBa HAKOH NALMEHTH NpH
ynotpebara Ha Kcu3an Morat Aa no4yBCTBAaT CBHAMBOCT, YMOpa H acteHus. IlauueHTHTe,
BB3HAMEpsBAlM A3 WodHpaT, fa H3BbPIUBAT NMOTCHUHAIHO OMAcHH AeHHOCTH HIH Oa paboTaT ¢
MaLUIWHK, TPAOBaA Ja UMAT npeaBHA edeKkTa Ha IEKapCTBOTO.

4.8 HexxenlaHu JeKAPCTBEHH PeaKIHH

[Ipu mpoyuBaHHA Ha JeueHHETO HA MBXKE W XKEHH Ha Bb3pacT oT 12 A0 71 roguiiHa BB3pacT, 135,1% or
NallMeHTHTE B rpynara Ha NpHEMAlMTE ACBOLCTHPH3HH 5 Mg ca HMaJH Hal-Manko €JHa HeXenaHa
NIeKapCTBEHa peakuui, B CpaBHEHHe ¢ miauebo rpynara, KBAETO TO3H npouem* e oun 11, 3% 91.6% ot
TE3H HemeNaHu peakuuy ca OKUiIH NEKH J0 YMEPEHH.

[Mopanu nossara Ha HeXeNaHH JICKAPCTBEHH pEeakUMH, OT MpoyuBaHHATa ca ornanHanu 1,0% (9/935) ot
nalHeHTHTe NpHeMally eBOLETHPH3HH 5 mg, B cpaBHeHHe ¢ 1,8% (14/771) ot nauuenTuTe 8 naauedo
rpynara.

KraunuuHuTe MpoyuBaHHA ¢ JISBOLETHPHU3HH BKMOYBAT JICYEHHETO HAa 935 nauWeHTH, MpHEeMaluH TOBa
flekapcTsO B MPERNOpbYaHaTa AHEBHA 1032 OT 5 mg. Ot Taka crOpaHHTe AaHHH, ¢ 4eCTOTa OT 1% HiH
noseue (vect: >1/100 no <1/10), ca Guid KOKIaABaHH CIESAHHTE HEXKENAHH JICKAPCTBEHH PEaKUHH IPH
MPUIAraHeTo Ha S mg JieBOLETHPHIKUH HAH niIanedo:




[IpenopbunTE/ICcH TEPMAH ILnane6o JleBOUETHPH3HH S mg
(WHOART) _ (n=T771) (n = 935) |
| [nasobonue 25 (3,2%) S 24 (2,6%) '
COMHONEHTHOCT 11 (1,4%) _ 49 (5,2%) T
Cyxota B ycrara | 12 (1,6%) | 24 (2,6%)
Ymopa _ 9 (1,2%) j —23(2,5%)

Hpyru uve vectd (>1/1000 no <1/100) HexXeNnaHu JEKAPCTBEHH PeakiiHH ¢a aCTEHHA K GONKH B KOpEMa.
YecToTaTa Ha CEaTHBHHTE HEXKENAHH JEKAPCTBEHH PEaKUHH KaTO COMHOJIEHTHOCT, YMODa H aCTEHHS ca
HabnofaBaHy Mo-4ecTo ¢ 5 mg nesouerHpusud (8,1%), B cpaBHeHne ¢ mauedo (3,1%).

B ngombaHeHHe KbM HalmonaBaHWTe MO BpeMe Ha KIHHUYHH IPOy4YBaHHA TOpEH3OPOCHH HEXeIaHH
peakL¥H, B MepHola CAel NMYCKAHETO Ha nasapa Ca JOKNaABAHH MHOIO PEAKH Cly4YaH Ha CNERHUTE
HeXKeNaHH PeakLHu:

¢ HapyweHus Ha KMYHHATA CHCTEMA; CBPBXYYBCTBHTEIHOCT, BKIIOYHTEHO H aHA(HIaKCHA
[Mcuxuuny HapyWeHHs: arpecus, Bb30yaa, XaMOUMHALIHH, JCTIPeCHs
HapyiueHna Ha HEpBHATA CHCTEMa: KOHBYJICHH

HapyiieHus Ha OYHTE: yBPEKIAHHA Ha 3PEHHETO

ChpacuHH HApYIIEHHA: NMANNHTALHS

PecnupaTopHH, FPBAHH H MEIHACTHHANHHK Hapymeﬂnﬂ AHCTIHES
CTOMALIIHO-YPEBHH HapYILIEHHS: rageHe

Xenaro-OunnapHH HApYUICHHA: XETIATHT

Hapywienns Ha KoXaTa M NOJKOXKHATA TbKAH: AHTHOHEBPOTHYEH OTOK, QHKCHpaH nekapCTBeH o0pus,
NPYPHTYC, OOpHB, YPTHKAPHS

Hapywenus Ha MYCKYJIHO-CKE€THATa CHCTEMA H ChEIHHHTEIHATA ThKAaH: MHANIHA
e MHacneapaHus: NOBHILNABAHE HA TETJIOTO |

4.9 IIpeno3dpane

a) CUMITTOMH
CeMnTOMUTE NpH MPEAO3HpaHe BKJHOYBAT. CHHIHBOCT NPH BB3PAaCTHH, a an Aela - MbPBOHAYANHE
pb30yaa M HecnokoHCTBO, MOCNEABAHA OT CbHAHBOCT.

6) JeficTBus NpH Npeao3npaHe

Hama ussecten cneunduyveH aHTHAOT Ha JICBOLICTHPH3KH.

B cnyuail Ha NpeNO3HpaHE Ce MPENopbYBa CHMIITOMATHIHO WM NOAXBPXAILO NeveHne. Heobxonumo &
[a e HampaBH CTOMAUIHA MPOMHBKA HEMOCPEACTBEHO C/IEA MOTMBIUAHETO MY. JIeBOLIETHPH3HH HE Ce
eNMUMHHHPA eDEeKTHBHO NPH XEMOAHANIH3A.

5. DPAPMAKOJIOTHYHHU CBOHCTBA

5.1 PapmMaxKoARHAMHYHA CBOHCTBA

dapMaxoTepaleBTHYHA [Pyna: AHTHXHCTAMHHH 32 CHCTEMHO NPHJIOKEHHE, NHNEPa3HHOBO NIPOH3BOAHO.
ATC xon RO6A E09.
JiesouerHpusuH e (R) eHaHTHOMEpA Ha UETHPHIHH, TOH € Momeu H CEJCKTHBEH AaHTarOHWCT Ha

- Py

nepudepunte H1- peuenrops.




IIpoy4BaHua NOKa3BaT, ue JEBOUESTHPH3NH HMA BHCOK aduHUTET KpM H1-peuentopu npu yoseka (Ki=3,2
nmol/l). JlesoueTHpuanH ¥mMa 2 MbTH 1MO-BHCOK aQHUHHUTET, B CpasHeHue ¢ TO3H HA ueTHpH3uH (Ki=6,3
nmol/l). JlesoueTHpH3HH ce ocsoboxkaasa oT Hl-penenropure, karo nepHoa Ha MOMYKHBOT € 115 + 38
min. Cnex eAHOKPATHO NPHIOKEHHE, JICBOLICTHPHIHKE CBBP3BaHeTo ¢ pelentopuTe ¢ 90% caen 4 yaca u
37% cnen 24 vaca.

QapMakogHHAMHYHH MpOyuYBaHHS MNpH 34paBH JOOpOBOJLH NOKAa3BaT, 4€ MOJNOBHH KOJAHYECTBO
NEBOLICTHPH3HH HMA CPABHHMA aKTHBHOCT C TA3H HA UCTHPH3HKH, N0 OTHOLICHHE Ha Bh3AeHCTBHETO KAKTO
BBPXY KOXKaTa, TAKa B BEPXY HOCA. |

QapmMakofHHAMHYHATA AKTHBHOCT HA JIEBOLCTHPH3HH € H3CjAcABaHa B PAHAOMHHH3WDAHH,
KOHTPOJIMPaHH NpOyYBaHHA. B npoyuBaHe cpaBHABAWIO JEHCTBHETO Ha JIEBOLETHPH3HH 5 mg,
RecnopaTaidH 5 mg # muaue6o BBPXY XHCTaMHH HHAyUHpaHa MNanmyja H epuTeMa, JEHEHHETO C
JCBOLICTHPH3HH M0OKA3Ba 3HAYHTE/IHO HaMansaBa o6pasyBaHeTo Ha Manyna U epHTeMa, KOeTo € OHIIo Hali-
BHCOKO IIpe3 nepBHTEe 12 4aca ¥ npoxab/okaBa 24 daca, (p<0,001). B cpaBHeHue ¢ nnaueSo H
qeclopaTaiHH. | |

HavanoTo Ha nelCTBMETO Ha NEBOLECTHPH3HH O Mg 3a KOHTPOIHpaHE Ha IIPOBOKHMPAHHTE OT MOJEH
CHMNTOMH ce HabnrogaBa 1 wac ciex mpueMa MpH maauedo KOHTPOJIHMpAHH NMPOYYBAHMA C MOIeNa Ha
aJICpreHHO HaTOBapBAallATa KaMepa.

In vitro npoy4yBaHusTa (kamepa Ha boHAcH U CNOHHO-KJICTRYHA TEXHHKA) MOKa3BaT, 4Ye JICBOLUETHPH3HH
MHXHOHpPA e0TAKCHH-HHIYUHPaHATa €03HHO(HIHA TPAHCEHAOTENHA MUIPALIHA KAKTO B IEPMAJIHH, Taka H
B GenoapobHu kineTkd. PapMakxoAHHAMHYHHTE SKCNEPUMEHTANHH NPOYYBAHHUA i1 vivo (KOXKHO-KaMepHa
TEXHHKA) MOKa3BaT TPH OCHOBHH efpexra Ha HHXUOHpaHe Ha NEeBOLETHPH3KH 5 Mg B IMLPBHTE 6 Yaca Ha
HHAYUHMPpaHA OT MONEHH peakuui, cpaBHeHa ¢ nauedo npy 14 BE3PaCTHH NALUMEHTH Ca: MOATHCKAHE HA
ocBoboxaaBaHeTo Ha VCAM-1, MogyanpaHe Ha CbAOBHA nepMeabWIMTET H HaMmalsgBa y4acTHETO Ha
eo3HHOGHIHTE. |

EdektrBHOCTTa H 6€30MACHOCTTa HA JICBOLETHPH3HH € J0KAa3aHa B HAKOJKO ABOHHO-ciens, rniaueto-
KOHTPOJIHPaHH KJIHHHYHH NPOYYBaHHA, MPOBEACHH NPH MALWEHTH, CTPAAALH OT CE30HCH ANCpru4cH
DHHHT, LEJOrOAHIICH AaJleprHyeH pPHHHT HNM MEPCHCTHpALl anepri4eH pPHHHT. JICBOLETHPH3HH
3HAYHUTENHO NOAOOpABa CHMIITOMHUTE HA ANCPrUYHHA PHHHT, BIUIIOMHTENHO HasanHaTa OOCTPYKUHS B
HAKOH OT MPOY4YBAHMATA.

IllecTMeceyHO KIMHHYHO NpoyuBaHe NpH 551 nauueHTH (Blnovsawmo 276 mauHeHTa NEKYBaHH ¢
NIEBOLETHPH3KH), CTpaZallid OT NMEepCHCTHpAlll AICPrHYeH PHHHT (HATHYHE HAa CHMITOMH Npes 4 AHHK B
ceAMHUATa, B MOHEe 4 NMOCNEAOBATCIAHH CEAMHUM), CEHCHOMIH3WpaHH KbM HOMAUICH NpaxX H TPEBHH
fI0JIEHH, MOKa3Ba, Y¢ JICBOLETHPH3HH 5 Mg € KIHHHUECKH H CTATHCTHYECKH 3HAYHMO NO-MOILIEH CIIpPAMO
nnaunebo npu obekyaBaHe Ha TOTAIHHSA CHMIITOMEH Pe3y/TaT Ha aNepruyHus PUHUT Mpe3 LeNHs NepUoL
Ha npoyusaHero, Oes ja npeanssuxa Taxuumakcus. Ilpes uenns nepHos Ha NPOYHBAHETO,
NIe8OLIETHPH3HH 3HA4YUMO MOAOOPABa Ka4eCTBOTO Ha JKHBOT Ha NALHCHTHTE,

BesonacHoCTTa M e(HKACHOCTTA NpPH NEAMATPHYHH [NAUHEHTH € H3cieaBaHa B ase maauebo
KOHTPOJIMPAHH KAMHHYHHM [POYYBAHHA, BKJIOUBAILLH NALMEHTH OT 6 A0 12 TOAHHH CBC CHOTBETHO
Ce30HEeH H LUCAOroAMIUEH anepruyieH PHHMT. JIEBOLUETHPH3HH 3HAYHTENHO € NOAOOpHA CHMNTOMHUTE H
MOBHLIKA Ka4eCTBOTO HA XKHUBOT H B JBETE MPOYUBAHHA.

B nnauefo KOHTPOJHPAHH KIHHUYMHHM MPOY4BaHHS BKIIOYBAUH 166 manMeHTa CTpagalld OT XpOHHYHA
HAHONATHYHA YPTHKapHsA, 85 naliHeHTa ca GuiH niekyBaHH ¢ naauebo i 81 nauKeHTa ¢ NEBOUSTHPHIHH S
mg BEAHBX JHEBHO 3a WeCT CeAMHUH. JICHEHHETO C JIEBOLUETHPH3HH BOAM [0 3HAYHTE/HO HaMaldBaHe
Ha CHJIaTa Ha cbpbexka Mpe3s MbpBaTa CeAMHIA H Mpe3 LeNHA NePHOA HA NeYeHHe CpaBHEHO ¢ nuaueobo,
JIeBOLETHPH3HH CBILO BOAH K JAO NO-TOAAMO NOAOOPEHHE HA KAYECTBOTO HA JKHBOT CBBP3aHO CBC
3[pABETO HA MALMEHTHTE, OLEHEHO MO HHAEKCa Ha JlepMaToNOrH4HOTO KayeCTBO Ha JKMBOT, CPABHEHO C
nnauedo. - |

Bpuika Mexay apMaxokMHETHKA H papMaKoAHHAMHKa! |
EQexTsT BbPXYy XHCTAMMH-MHAYUHPaHHTE KOXHH PpCaKUHH HE CBOTBETCTBA._Ha fUIasMEHHTE
KOHLICHTPAaLlHH.

-
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Jlannure or EKT" He noka3par NOBHsABaHE HA JEBOLETHPH3HH BBPXy QT uHTepBana.

3.2 DapMaKkoKHHETHYHH CBOHCTBA

DapMakOKHHETHKAaTa Ha JIEBOLCTHPH3HH € JiMHelHa, He3aBucella OT [03aTa H BPEeMETO, ¢ MAaIKH
HHOMBHAYANHH pasin4nsi. ©apMaKOKHHETHYHHHAT NPOGHA € eIUH H ChIL, HE3aBUCHMO OT TOBA IAJH ce

[IPHAIAra KaTo CHAHTHOMEP HH KaTO UCTHPH3HH. [lo Bpeme Ha npolecHTe Ha pe3op6uus H eNUMHHHpAHE
HE HacThNBA XHPANHO Npeofpa3yBaHe.

AbcopOuna: |

Cnen nepopanHo NpHIoKeHHe JICBOUETHPHIHH Ce pasnpelens Gbp30 ¥ eKcTeH3uBHO. [THKOBH MIa3MeHH
KOHUEHTpauuk ce aocturar 0,9 yaca ciea mpueMaHe HA [03aTa, KaTO PABHOBECHH KOHUEHTPALMM Ce
ycranoBABaT ciel 2 AHH. [TukoBHTE MAa3MEHH KOHUEHTpALMH CAef NpHEMaHe HA SAMHHYHA 4034 OT 5
Mg WK NpPH TOBTOPeH nipueM ca ¢boTBeTHO 270 ng/mi 1 308 ng/ml. CrenenTa Ha aGcopGUMA He 3aBHCH

OT 1034Ta U Ce HE Ce BIIMAC OT XPAHATa, HO CJIEA XpaHeHe NMHKOBUTE KOHLEHTPALHHM Ca NIOHHKEHH U ce
ROCTHraT 33 NO-ABJTbI IEPHOA OT BpEMe. |

‘PasnpeneseHue:

HaMa paHHM OTHOCHO TBKAHHOTO pasnpedcieHHe NpH HOBEK3, KAKTO W [PEMWHABAHETO Ha
NICBOLUCTHPH3HH MNpe3 KpbBHO-MO3b4Hara Oapuepa. Ilpu mpxoBe H Kyuera, Hall-BUCOKH HHMBa ca
HaMepeHH B YepHua Apob u 6u0peunTe, a Hal-uucku B LJHC.

Jlesouerrpusu B 90% ce cBbp3Ba C NIAMEHHTE MPOTEHHH. PasnpeleNeHHETO Ha NEBOLETHPHIHH €
OrpaHH4eHo, kato obema Ha pasnpenencuue e 0,4 lkg. |

buoTpaHcopmauus:

Crenexra Ha MeTaGONHIBM Ha JICBOLETHPH3HH NPH 4YOBEKAa € Mo-Manko oT 14% OT 403aTa, 3aTOBa Ce
OYAKBAT NPEHEOPEHUMH DAIIHYHA B PE3YNTAT HA IEHETHYHHS MONMMOPQHIBM HIH EJHOBPEMEHHATA
ynotpeba Ha eH3UMHK UHXKOHTOPH. MeraGonuTHHTE MbTHIIA BKIIOYBAT ApOMaTHA okcHaauus, N- u O-
ACaNKH/IHpaHe H TaypHHOBO KOHIOTHpaHe. Jleanxunupanero ce OChINECTBABA OCHOBHO 0T CYP3A4,
AOKaTO apoMaTHaTa OKCHAAUHA BKJIIOYBA MHOXECTBO H/Wnu HewaeHTHOuuupaHu CYP uzodopMu.
JleBoueTHpH3HH He OKa3Ba edexT BLpxy akTHBHOCTTA HA CYP u3oeHzumute 1A2, 2C9, 2C19, 2D6, 2E]
i 3A4 B KOHUCHTPALMH, 3HAYHTENHO HAJ MUKOBHTE, JOCTHTHATH C/IEA NEPOPANHO NPHIOXKEHHE Ha 5 mg
n03a.

[lopaagu HHCKaTa creneH Ha MeTabOonW3BM W JHmcaTa Ha MeTaGoONHTeH HHXMGHMpall noTeHLHa,
B3aHMOREHCTBHS MEXAY JIEBOLICTHPU3HH U JPYr'H BEUISCTBA CA MAJIKO BEPOATHH.

EnuMmuHMpaHe:

[lnasMeHHA NOMYKHBOT MPH BB3pacTHH € 7,9 £ 1,9 yaca. CpeHUAT anepeHTeH 00 TeneceH KIMPBHC €
0,63 ml/min/kg. [ naBHHAT MbT Ha OTAENAHE HA NEBOLETHPH3IHH H METAOONHTHTE My € C ypHHaTa - 85,4%
OT npueraTa n03a. Upes dexanuure ce oTaens caMo 12,9% ot Ao3ata. JIeBOLIETHPH3IHH Ce OTHENA KaKTO
ypes riioMepyaHa QHITpalUu, TAKa M Ype3 aKTHBHA TyOynapHa CeKpelHsl.

brOpeuHo yepexane:

ATIEPEHTHHSA TeJIeCeH KITHPBHC Ha NEBOUETHPH3HH CHOTBETCTBA HA KPEaTHHHHOBHA KIHPBHC. ETO 3allo
Ce MpenopwbyBa NPH MALHEHTH C YMEPEHO A0 Texkko OpOpeyHo yBpexkaaHe ajanTHpaHe Ha MHTEpBAIA
MEXIY NPHEMHKTE, B CbOTBETCTBHE ¢ KPEATHHHHOBUS KHpbHC. [Ipy mauMeHTH ¢ anuypHs K B Kpaiiua ¢asa
Ha GBOpeyHO yepexaaHe, OOLUHA TeleceH KIHPBHC ce MOoHWxasa ¢ oxono 80%, B cpaBHEHHE CBC
3ApaBUTEe HHAMBHAH. KOMH4YECTBOTO JIEBOLUCTHPH3HH, OTAC/ALL CE [0 BpeMe Ha CTaHAApPTHA 4-4acoBa
XeMOAHANIM3Ha npoueaypa € < 10%. |

5.3 IIpeakTHHHYHM JAaHHA 33 fe3onacHOCT




HexnuHHMYHHTE AAHHH HE MOKa3BaT oOCO0EH PHCK 3a XOpara CbriacCHO KOHBEHIIHOHAJTHHUTE

bapMaKkoAOrHUHKH M3MMTBAHMA 33 0e30MacHOCT, TOKCHYHOCT MPH MHOIOKPaTHO MDHIOXKEHHE,
FeHOTOKCHYHOCT HJIH KaHUEPOTreHEH NOTEeHIHAN, PENPOJYKTHBHA TOKCHYHOCT.

6. PAPMAIIEBTHYHH JAHHHA
6.1 CoHchbK Ha TOMOIIHHTE BelleCTBA

Anpo:

Llenyno3a, MUXPOKpHCTANIHA

Jlakto3a MOHOXHIpAT

CHIIHUHER JHOKCHA, KonoxaeH Oe3BoaeH
Marsesunes creapar

[Tokputue:

Onagpu Y -1 —7000, cecTof1in ce OT:
Xunpomesnosa (E464)

Turanos auoxcug (E 171)
Maxkporon 400

6.2 HecLBMeCTHMOCTH

He e npHioxKuMo.

6.3 Cpok Ha rogHOCT

3 rogHHu.

6.4 CnenHaliH YCJOBHS HA ChbXPAHEHHE

To3H siekapcTBeH npo,uyxT He H3HCKBA 0CO0eHH YC/IOBHA 33 ChXpaHCHHE.

6.5 JlanHH 32 OIAKOBKATA

AnymMuuui-OPA/anymuHnit/PVC Onucrep
Onaxosky no 7, 10, 14, 20, 30 Tabnerxu.
He BCHUKH BHAOBH OMAKOBKM MOraT fa ObAar mycHaTH B mpoAaxba.

&6 Cnenuaasy Npeana3’Hd MEPKH UPH H3XBHpAsHE

Hsma CIIeLIHa/THH U3UCKBAHHA.

7 IPUTEIATEJ HA PASPEIIIEHHETO 3A YIIOTPEBA

UCB GmbH, Alfred-Nobel-Str. 10, 40789 Monheim, 'epMaHus e

8. HOMEP(A) HA PA3PEIIEHHUETO 3A YIIOTPEEA




20030607

9, JATA HA ITbPBO PA3PEIUABAHETIONHOBSABAHE HA PA3PEIIEHHMETO 3A
YIIOTPEBA

29.09.2003

10. JATA HA AKTYAJIM3APAHE HA TEKCTA

10.2008




