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{ M3TTLHUTEAHA ATEHLIVS 1O IEKAPCTBATA

Koamuxs xapaxmapuemuxa Ha Rpogyiena - lpuscwxenus 1

Lo dlvOF |

1. HME HA JIEKAPCTBEHUA IPOAYKT Kt Poz. Ne A —

Kcanepran 5 mg/ml mepopalia kank, pa3Teop 2éE / /’{ﬁ? 4’{ A T 7

Paspeusrue Ne
Xallergan 5 mg/ml oral drops, solution 23-02- 01

2. KAYECTBEH H KOJHYECTBEH ChCTAB

1 ml (20 xanku) pa3TBOp CHABPXKA 5 Mg NEBOLETHPHIMHOB JHXHAPOXJOpHA (levocetirizine
dihydrochloride).

TIomoInHY BelecTBA ¢ H3BECTHO JeicTBUE:
METHII IapaxuapoKcHOen3oaT 1,35 mg/ml;
OPONHI napaxuApokcHben3oaT 0,15 mg/ml.

3a NBENHMA CIHCBK HA MOMOMHKTE BELECTRA, BHKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
llepopanHy Kank, pasTBop.

BoHIeH BuA: GHCTEp, Oe3lBeTeH N0 JEKO KBITEHHKAR PasTBop.

4, KIJHHUWYIHU JAHHH
4,1. TepaneBTHYHH NOKAIAHHH

CHMIITOMAaTHYHO JleYeHHe Ha aNepruyeH PUHHT (BKI. [EPCHCTHPAN] aNeprud4eH PHHAT) H YPTHKApHA
TIpY BB3PAcTHH M ZIella Ha Bh3pacT HaJl 2 rONHHH.

4.2. JTo3HPOBKA U HAYMH HA OPUHIOKeHNE
Br2pacTHH

Hosupoera

JHeBHa jo3a ~ 5 mg (20 xankw).
IIpodvrrcumennocm na nevenuemo

HumegMumeHmeH arepeuyer puHum (KJIHHH‘-IH& CHMNTOMATHKA € NPOIBIDKUTENHOCT HE TIO-MANKO OT
YETUPH AHH B CeAMMIATA WIH 34 MO-MAJKO OT YETHPH CCAMHIH B I‘OJIHHaTa) — NPOABIKHTEIROCTTA
Ha IIEYEHHETO 3aBHCH OT TeXeCTTa Ha 3a00NgBaHeTO W HeEropara AWHAMHKA; MOKC 13 obnie
MPEKpATEHO BeAHAra Cliel ORNa/iIABane ¥ H3ye3BaHe HAa CHMIITOMKTE H Ja C€ MOAHOBH IIDH MOBTOPHATA
HM MOsABa;

Hepcucmupawy anepzuyen punum (KAHHAYHA CHMITTOMATHKA C MPOABIDKMICAHOCT NO-TONAMA OT
YeTHPH JHH B CEJMHIATA WIH MOBEYE OT YETHPH CEAMHIH B TONKHATA) — NedeHHETO MOXe 1a
TPOTBIDKH Tpe3 IIEIHs TePHOA Ha eKCITO3HIUA C aleprena.




Hannne ca naHHH OT KIHHHYEH OIHT € MPOALDKUTENHOCT Ha JiedeHue none 6 Mecena. [TpH nanueHTy
C XPDOHHYHZ YPTHKapHs HJIH XPOHHYEH alNcpriuveH PHHHT HMMa JaHHM OT KIHHHYEH OMHT C
OPUIOKEHHETO Ha eTHPA3MH 3a MepHO a0 1 roauHa.

Crapyecka Bh3pacT

He ce Hanara KOpekIMA 1a 103aTa, IpENOpbYBaHA NPH BL3PACTHH, B Ciiy4aii ye 6v0OpedHaTa GyHKIus
€ 3alascHa.

br6peyno yBpexaaHe

PasMephT Ha 103aTa H YECTOTATA Ha [pPHEMA CE HHIMBHIYANHIHPAT CIOPEsl CTOHHOCTHTE Ha
KPEaTHHHHOBHA KIHPBHC, KAKTO ClIeaBa:

Bulpeana ¢yHriug KpeaTRHHAOB KAHPBHC JIHeBHS K032 B YeCTOTA HA
{mlmin) NPHJIOKEHHE

Hopmanua >80 5 mg €AHOKPATHO FHEBHO
Jlexo yepeneHa 50-179 5 mg efHOKPaTHO JHEBHO
YMepeHo YEpeneHa 30-49 5 mg Ha BCekH 2 IHH
Texxo yBpeneHa <30 5 mg Ha BCEKH 3 JHH
Kpaen craauii na '
616peuno 3abonsaBane <10 [TpunoxkeHneTo HA NEBOLIETHPHIHH
[TauuenTH Ha AHANTHzA € NpOTUBOTIOKA3AHO

KpeaTHHRHOBHAT KIHPBHC MOXe Ja CE ONpe/IeNH OT CTOWHOCTHTE Ha H3MEPSHHA CEPyMeH KPCAaTHHHH
{mg/dl} ¢ nomomra Ha cnegHaTa GopMyna:

[140 — BB3pacT (romuun) X Terno (kg)

CL.=
72 x cepymed KpeaTHHHH (mg/d])

YepHonpobHo YEpeKAaHE

He ce Hanara npomsHa B pasmepa Ha J03aTa H YeCTOTaTa Ha npHeMa. [IpH MalHEeHTH ¢ YepHOAPOOHO |
610peuHo yBpekaaHe, Mo3aTa ce ajanTHpa KakTo e nocodeHo no-rope (Bx. BropeuHo yepexnane).
HleanaTpHYHA MONYIalHA

He ca wWamuuHn peneBanTHH KIMHWYHH JAHHH, KOMTO Ja MOIKPENAT NPHIOKEHHETO Ha
JeBOLICTHPH3IHH NPH A€lia HAa BE3pacT noA 2 roJHHH {BX. Touka 4.4); TaKHBA CHILIECTBYBAT OTHOCHO
NpPHIOKEHHETO Ha NPOAYKTa IPpH Aela 10 12 rofgulH.

Heya na ew3pacm om 2 do 6 200unu

IpenopbynTennata gHeBHa Ao3a e 2,5 mg (10 kanku), pazaeneHa Ha JBa paBHA npHema ot 1,25 mg (5
KamkH). '

Heya na evzpacm om 6 do 12 200unu

TpenopbynTeNHATA AHEBHA 4033 € 5 mg (20 xanku).

IOnowiu u deya nad 12 20dunu
I[NpenopbuKTeHATA AHEBHA A03a € 5 mg (20 Kanku).

Bbvbpeuno vepexcoane




I[GS&T& C¢ auanTupa HHAKBHAYAIHO B 3aBHCHMOCT OT CTOMHOCTHTE Ha KpEeaTHHHHOBHA KIHPBHC H
TENeCHATa Maca.

Hauns Ha nppjoxenne
[IponyKTET € [peiRa3RadeH 3a NEPOPATHO NPHIOKEHHE HE3ABHCHMO OT PHEMa Ha XpaHa.

Kanxute Morat Jia ce IpHeMaT ¢ JIbXHIA HITH pa3peleHH ¢ MaIKo Boja. PaspelleHHAaT pasTRop Tpadsa
Iia ce mpHEMe BeIHAra.

4.3. IIporTnsonokazadns

. CBPBEXUYBCTBHTENHOCT KBM JIEBOLIETHPH3HH MIIH HAKOE OT NOMOIIHHATE BEUIECTBa, H30pOeHH B
T. 6.1;

. CBPBXYYBCTBUTENHOCT KbM XHIPOKCH3HH HITH NTANEPA3HHOBH NPOH3BOAHH;

. TEXKKO 6BOPETHO yRpEKIaHH H KpeaTHHHHOB Knupsie < 10 mi/min.

. Jella nox 2 roaHAH.

4.4. CroensalHH NpeJynpexAcHHS R NPeANa3HH MEPKH NpPH ynotpeba

JleBOLETHPHIHH NOBUINABA PUCKa OT 33JPEKKAa HA YpHHA, mopafy koeTo TpAGBa na ce MpHiara ¢
BHHM4HHE NpH NalHEHTH ¢ YBPEKAaHHd Ha IphOHAYHHA CTHIO, XHNEpHJAA3sHA Ha NPOCTATATA,

YPETPAITHHA CTPHKTYPH H Jp.
[IpoaykTsT TpsbBa ma ce MpUIara ¢ BHHMAHHE NPH NAUMEHTH ¢ eMHIETCHS H TaKHWBa C PHMCK OT

KOQHBYJICHH, MOpagH TOB4, Y€ MOXKE Ja AOBEAES A0 BIOMIABAHE H& CHCTOAHHETO H MOBHLIIABAHE HA
YeCcTOTaTa Ha HPUCTBITHTE.

HanuuHuTe KIMHAMHH JaHHA HE ca JOCTATRYHH 34 Ja NOAKPENsT Ge30MacHOTO TpPHIOXKEHHe Ha
TIEBOLIETHPH3MH NPH JENA HA BRIPACT 110 2 MOJHHH.

VYrnorpebara Ha ankoxon Tpadea ma 6bAc H30ATBAHA IO BpEMe HA JeUeHHE C JIEBOLETHPH3HH (BX.
TouKa 4.5).

JlexapcTBEHHAT NPOAYKT CHABPKA METHN NMapaXuAPOKCHOEH30aT ¥ NMPOMHA NapaxuIpoKCHOCH30aT,
KOHTO MOTAT [1a NPeH3BHKAT aJIePra4HH peakuyu {BepoATHO OT 3a0aBeH THIT).

4.5. B3aaMoaeHicTBHE ¢ APYTH JEKAPCTEBEHH nponylm H Apyrd opMHA HA BiauMoIeHcTBHE

JIaHHH OT H3NHTBaHHA C UCTHPH3HH HE NOKA3BaT KIHAWYHO 3HAYMMMU JICKAPCTBEHH B3AHMOJEHCTBHA C
AHTHUHPHH, A3HTPOMHUHH, EpHTPOMHLHH, HHMETHAHH, JAHAa3enaM, TIJHINN3HA, KETOKOHA3all,
ncesoedenpHH 1 opyry HHAyKTOpH Ha CYP3DA4.

IIpunoxeHneTo Ha MHOTOKPATHH A03H TeodunuH (400 mg AHEBHO) Bogu No cinalo HaMalcHHe Ha
KIHPBHCA HAa HeTHPU3HH (16%), KaTo cTemneHTa HA JUCHOZHLMA HA TeodHAHH He ce [IPOMEHA NPH
¢IHOBPEMEHHO NPHIOKEHHE ¢ IICTHPH3HH.

TpunoxeHnerc Ha MHOrOKpaTHH J03H putoHasup (600 mg IBa mbTH IHEBHO) EIHOBPEMEHHO C
LETHPH3HH BOIH JO NOBHINEHHE HA EKCIO3HIHATA Ha LIETHPU3HH ¢ okono 40%, TokaTo IHCTIO3HLMATA
Ha PHTOHABHp Jieko ce NoHHxaBa (-11%),

Xpanata He HaMaJIsBa CTEeNeHTa Ha abcOpOLHMs Ha TeBOUETHPH3HH, HO MOHWKABA HeifHATA CKOPOCT.

EnHoBpeMerHarta ynoTpefa Ha neponetHpuziH ¢ ankoxon und LIHC nenpecantd moxe na




H3HCKBAlllH aKTHBHO BHHMAaHHE, BLIPEKH, Y€ HAMUHHTE AAHHH COYAT, Y€ LEeTHPH3HH He ROIH JO
NIOBHINABAHE Ha eekTa Ha ankoxona (0,5 g/l KpBBHH HHBA).

4.6. DepTHianTET, GPeMEHHOCT H KbpMEHE

bpemennoct

HanuyHH ca orpaHMueHH JaHHH, KOHTO HE COYAT 3a SCHA NPHYMHHO-CIEACTBEHA BPB3KA MEXIY
MpHeMa Ha JEBOLETHPHU3NH M pa3sBHTUETO Ha MandopMalluH [pH NJI0Aa H HOBOPOAEHOTO HIM APYTH
NPOsBH Ha eTO/HEOHATAIHA TOKCHYHOCT.

PesynTaruTe OT HINMHTBAHHS APH KHBOTHM He TOKa3BaT NMPAKO HIIH HENMPSKO BPEAHO Bh3jeHCTBHE
BBPXY NPOTHYAHETO Ha OPEMEHHOCTTa H PKAAHETO, eMOpHO-(HEeTaTHOTO H TIOCTHATAJIHOTO Pa3BHTHE.

TIpunoskenHeTo npH GpeMeHHH *EHH clejBa [1a ¢TaBa ¢ BHUMAaHHE NPH OHEeHKA Ha CHOTHOIEHHETO
NIOTEHLUMAITHA NTON3a 33 MaiikaTa M PHCK 3a IIOJA.

Kepmene

HsaMa HamHYHH JaHHH 34 eKCKpells Ha JEBOLETHPH3HH B MaifdHHOTO MIAKO, HO TOBa HE MOXe Ja
Obje H3KIMOMEHO HAITLIHO, THH KaTO € H3BECTHO, Y€ LIETHPH3KH ce OTAenA B kbpMaTa. Ipensnn Toea
He MOXe 71a Ob/ie HIKTIOYEHa EBEHTYANTHA TIOSBA Ha HEXeaHU JISKApCTBEHH PeakliHy IIpH KbpMadeTa,
YHHTO MaliKH IIPHEMAT JCROLETHPH3HH,

HpHHO}KeHHGTO IpH KbPMEIH KEHH CjleABa 0a €TaBa ¢ BHHMAaHHE NPH OI€HKA HA CHOTHOLICHHETO
MOTEHIHAJIHA [10J13a 3a MalikaTa 1 PHCK 3a KbpMade€TO.

DepTHIHTET
Hsama HaTHYHH NaHHM 3a HeOnaronUpATHH edekTH BBPXY (epTHANTETA.

4.7. EdexTd BBpXy ciocofHOCTTA 33 InodmapaHe H pafora ¢ MAINHEN

Pe3ynTaTh OT CpaBHHTENHH KIMHHYHH W3MHTBAHHA COYAT, Y€ JEBOLETHPU3WH, HpHAaraH B
NPENOPBYBAHHSA NO30B PEIKHM HE BOAH A0 HApYLICHHS HA BHHMAHHETO H croco0HOCTTA 33 umqmpaHe
H paboTa ¢ MalllHHH.

HeobxonuMo ¢ 1a ce 3Hae, ue NpH HAKOH JHIIA, ICBOUCTHPH3HH MOXe @ AOBEJE A0 PA3BUTHE HA
CHHJIHBOCT, YMOPA H ACTEHHS.

IanmenTure, Bb3HaMepABalIH Aa modupar, 12 H3BPBPIIBAT MOTEHUHATHO OMACHH JSHHOCTH HIH Aa
paboTAT ¢ MalllMHH TpAOBA Aa UMAT NMpeBH/ TE3H Bb3MOXHH BH3ACHCTBHA HA JIEBOLETHPU3HH.

4.8. Hexenanu JekapcrBeHH peaKNHH

ﬂamm OT KIIHEWYHH H3NHTBAHH A

Bespacmnu u deya na evzpacm nad 12 z0dunu

B Xona Ha KNHMHMYHH M3NMTBAHMA TPH [ONynanus, BKIIOYBAlLA Mbxe M keHH (n=935) BBB
Bb3pacToBaTa rpaHuita 12 — 71 roaunn, npi 15,1% OT yvacTHHOMTE, TPETHPAHH C JIEBOLETHPH3HWH B
no3a 5 mg e HabMoaaBaHa Haii-MaJIKo eHA HeXeNaHa eKapcTBeHA peaKins,; B nalefo rpynara To3u
npoueHT ¢ 6nn 11,3%. Hexenannate nexapcTBeHH peakuuu B 91,6% 0T ciydanTe ca 6Hiy ¢ neka Ao
YMEPEHO H3PA3EeHA TeXKECT.

Kato gectn (>1/100 no <1/10) ca Gunm oneHeny cleAHNTe HAOMONaBaHH HEXKETAHH




IIpenopbunTeieH TepMAR ELnanebo rpyma (n=771) JlesoneTapuznn (n=935)
(WHOART)
I'nasoGonue 25 (3,2%) 24 (2,6%)
CoMHONEHTHOCT 11 (1,4%) 49 (5,2%)
CyxoTa B ycTara 12 (1,6%) 29 (2,6%}
VMopa 9 (1,2%) 23 (2,5%)

Karo wnewectm (>1/1000 no <1/100) ca OumM OUEHEHW CleNHHTe HAOMONABAHM HeEXeNaHH
JIeKApCTBEHH PeaKllHK — acTeHus M OONIKH B KOopeMa.

COMHONEHTHOCT, YMOpa H acTeHHA ca HaOmoJaBaHH NO-4¢€CTO B Ipynara, TpeTHpaHa C
NeBoleTHpU3KH {8,1%) B cpaBHeHHKe ¢ maaneto (3,1%).

Heduampuyna nonynayus

B Xoaa Ha nnauebo KOHTPONHPaHH KIMHHYHM W3MMTBAHMS NIPH AeHa Ha Bb3pacT 6 ~ 11 mecena m 1
rOlMHA M TAKHBa 107 6 TOAMHEH, 06mo 159 namueHTH ¢a TPETHPAHH ¢ JISBOLETHPH3HH B J03a 1,25 mg
eJHOKPaTHO AHeBHO H 1,25 mg 1Ba MBTH AHEBHO B POIBIDKCHHE HA 2 ceMHIH. CleAHUTe HeXKeTaH!

JeKAPCTBEHH PeaKIHK, olleHeHH kato vectd (>1/100 go <1/10), ca 6nnu HabaronapaHy:

SOC u [IpenopnuHTe/IeH TEPpMHH ILiane6o rpyoa (n=83) Jesouernpusat (n=159)
Cmomawno-ypesnu HapVenus
HMuapus 0 3(1,9%)
IloBpELIaHE 1(1,2%) 1 (0,6%)
Koncrunanus 0 2(1,3%)
Hapywenua na nepenama cucmema
CbHInBOCT 2(2,4%) 3(1,9%)
Hewxcuwru napyuiernus
Hapyuienus Ha chHA 0 2 (1,3%)

TlIpu zena na BBapacT 6 — 12 roguHy, BKIIOYEHH B JABOHO-CENH NAaNe60-KORTPOIMpPaHH KIIMHHYHH
H2MHTBAHHMA 1 TPETUPAHU C JIEBONETHPULIKH B 4032 5 Mg JHEBHO B NpoIbibkeHne Ha 1 10 13 ceaMunm

ca HabImO/IaBaHHU ClleHHTE HEXENaHH JIEKAPCTBEHH PeakUuH ¢ YecToTa oT >1/100 no <1/10:

IIpeanovdTAH TEPMHH

IInaneto rpyna (n=240)

JlepomernpH3nn 5 mg (n=243)

I'naBobonne

5(2,1%)

2 (0,8%)

CeHIMBOCT

1 {0,4%)

7(2,9%)

JlaHHM OT MOCTMAPKETUHTOBHA OITHT

Habnro/iarany ca cleTHUTE HeXeldHH JNIeKapCTBeHH peakliiH, KaTo JAHHHTE Ca HENOCTaThYHH 33 Ha

MOXe na Obae OpencacHa TAxXHaTa 4£CToTa:

Hapywenus na umynnama cucmemda — CBPbX'MYBCTBHTENHOCT, BKII. aHA(DUIAKCHS;

Hapywenus na memabonuzma u xpanenemo - yBeTHYEH aneTHT;

Hewxuwnu napyuienus — arpechs, 5s30yna, 6e3chHHE, CYHIMAHA HEAlMs, KOLIMapH;

Hapyzue:-tuﬂ Ha HepsHama cucmemq — KOHBYICHH, MAapeCTE3HA, 3aMadHOCT, CHHKQU

JACTEY31S;




Hapywenus na yxomo u aabupunma — sepTaro;

Hapywenus na ouume — yBpexnasns Ha 3peHHETO, 3aMbIIIEHO 3pEHHE, OKYJIOTHPALIHS;
Cvpoeunu Hapywenus — TANTHTALHY, TAXHKAPINA,

Pecnupamopu, 2pednu u MeOUACMURAIRY HAPYULeH s — TACTTHES
Cmomawino-upegnu napyuienus — rajiene, NoBpbIIaHE;

Xenamo-Ounuapuu napywenus — XeIaTHT;

Hapywenusn na 6vopeyume u nuxownume nomiiya — TW3yPHA, 3aXPHXKKa Ha YPHHa;

Hapyuienun na xoxcama u nooKoJlCHAMA mMbKaw — aHTHOHEBPOTHYEH OTOK, GHKCHPaH JeKapcTEeH
OOpMB, IPYPHTYC, OOPHUB, YPTHKAPUA,

Hapyuenus Ha MycKyIHO-CKeAemHama CUcmemd i CoeduHumennama movKaxs — MHAITHS, apTPaTHA,
Obwu napyuienus u ehexmu Ha MECIMONO HA NPUROIHCEHUE — OTOK;

H3credsanus — IOBHIIEHHE HA TETTIOTO, OTKICHEHHE B UEPHOAPOGHHTE U3CTEABAHMS.

Onucanue Ha WIGPAHH HeXENAHH PeaKIHH
IIpu Manbx Opoif manueHTH cen NpekpaTABaHe MPHEMA HA JEBOHETHPHIUH ce chofNaBa 3a MogBa HA

IpypuTyC.

Crof1iagane HA OJOIHPAHH HEXENAHH PEaKIlny
CboflaBaseTo Ha ONO3HPAHH HeXeNaHH PEeakuuy ciefll paspeliaBate 3a ynorpefa Ha JeKapcTBEHHA

NPoAYKT € BaskHO. ToBa MOZBONABA Aa NPOXBLIKM HaOMIOAEHHETO HA CHOTHOIIEHHETO NOJ3a/PHCK 34
NEKapcTBeHHA TNPOAYKT. OT MeaMUMHCKATE CHOEMANHCTM ce M3HCKBa Jia CchoOllaBaT Bcska
IIOZ03HPaHa HeXeNlaHa peakllus 9pes:

ManbanwTenta archiins 1o JeKapCTBaTa
ya. ,Jdamsn I'pyes” Ne 8

1303 Codusn

Tel.: + 359 2 8903417

yebeaiiT: www.bda.bg

4.9, TIlpegozupane

CHMOTOMH

Ipu BE3pacTHH oOMualHO ce HabmonaBa CLHIMBOCT, NIPH JElla € Bb3MOXKHO [TbPROHAYANHO a
HACTBIIAT BB30Y/a H HECTIOKOHCTBO, NOCNEABAHH OT pa3BHTHE HA CHHTHBOCT.

Mepku

penopsyea ce mpuaraHe Ha CHMITTOMATHYHO HIM TOAXBPKAlIO NedeHHe, Heobxomumo e na ce
HAIpaBH CTOMAIIHA TIPOMUBKA. JICBOLICTUPH3AH He ce eIMMHHHPa e(heKTHBHO Ype3 XeMOIHATH3E, He
€ M3BECTEH CrielgIdeH aHTHOT.

5. ©®APMAKOJOI'MYHH CBOHCTBA

5.1. ®apMmakoaHHAMHYHH cBoHCTBa




dapMakoTepaneBTHYHA IpPYNa: AHTHXMCTAMHHH 32 CHCTEMHO MpHIOXeHHe. [IMnepasmHOBO
NPOH3BOTHO
ATC xon: RO6AE(Q9

Mexanu3tsM Ha AeficTBHe
JleBolleTHPH3HH € MOLIEH CelieKTHREH aHTArOHHCT Ha nepudepuute Hl-penenropm; nmpeacrasnssa

(R) enagTHOMED HA 1ETHPHIHH.

Ipuresxasa Bucok admunTeT KM H1-peuentopure npu doseka (Ki = 3,2 nmol/l), kaTo CHIIMAT ¢ IBa
ITBTH IO-BHCOK B CPaBHEHHE ¢ TO3H Ha Hetnpr3ul (Ki = 6,3 nmol/l). Cnea eqHOKpaTHO NPHIOKEHHE,
CBLp2RaHeTO ¢ penentopure e 90% Ha 4™ wac cield nmpmema u 57% 24 dbaca clel NpHeMa.
Jlesonetupusun ce xuconunpa ot H1-penentopure ¢ nepuo #a nonyxHeot 115 + 38 min.

{apMakoNHHAMHYHH M3CICIBAHEA NPH 3ApaBH AOGPOBONLM JEMOHCTDHpAT, 4e JICBOUETHDH3HH,
NPUIIOKEH B V2 TepaneBTHYHA 1032 HMa CPaBHAMa aKTHBHOCT ¢ TepaneBTHYHATA 1033 HA LETHPH3HH,
N0 OTHOWIEHHE Ha eeKTUTE BLPXY KoxkaTa H Hoca.

DapManHHAMUYHA edeKTH

JleBOUETHPH3HH € H3C/ICABAH B PAHAOMH3HPAHH KOHTPONHPAHH KJIMHHHYHH H3IHTBaHHA C L€/ OLCHKA
Ha HeroBata (hapMaKONHHAMHYHA AKTHBHOCT.,

B knmHHYHO H3NHTRAaHE, B X0Za Ha KOETO € CpaBHEHO NeHCTBHETO HAa NIEBOHETHPH3HH 5 mg,
AecnopaTagMH 5 mg W naanefo BhPXY XMCTAMUB-MHIYUUPAHH OTOKA ¥ €PHUTEM € YCTAHOBEHO, 4e
JeBOLETHPH3NH OrpaHK4aBa o0pa3yBaHETO HAa OTOKAa H €pHTEM B 3HAYMTENIHA CTETIEH B CPaBHEHHE C
Aeclopara il H nnane6o, karo edekThT e Haii-u3paseH B mepeATe 12 Yaca ciel MpUeMa H UMa
nopoae/skMTENnHoCT 24 yaca (p<0.001).

Hawanoro Ha aAelcTBHETO Ha JNEBOLETHPH3HH, MPHIOKEH B 1032 5 mg, 3a KOHTPONMpaHE Ha
TIPOBOKHPAHH OT INONEHH CHMITOMH, HacThbiEa 1 9ac ciel MpHeMa NpH MOAEN Ha anepreHHo
HaTOBapBallla KaMepa.

Pesynratate oT in vitro npoyusamns (kamepa uHa BoHZeH H clOMHO-KNEeTEYHa TEXHHKa)
AeMOHCTPHPAT, 4¢  JICBOUETHPH3UH  HHXHOMpa  €OTaKCHH-MHAYyUHpaHaTa  e€o3uHo(dHIHa
TPAHCEHAOTES/IHA MHUIPALHA B ASPMATTHH H GENOAPOGHU KNETKH.

Hannnte OT dapmaxoNMHAMHYEHM in Vivo U3MHTBaHHA (KOXKHO-KaMePHA TeXHHKa) [OKa3BaT TPH
OCHOBHH edekTa Ha HHXHOHPaHEeTO OT JNEBOLCTHPH3HH, NPHIOKEH B 4032 5 Mg HA WHAYIHpaHA OT
TNoNeHH PeakKilia, KOATo ¢e NpoABsBa B MbPBHTE § Haca clef MPHIOKEHHETO, B CpaBHEHHe ¢ manebo:
MOTHCKaHe Ha ocBoGoxkmapanero Ha VCAM-1, moayimpane Ha CbAOBHSA nepMeabHIHTET H
HamansgBalie aKTHBH3UPAHETO Ha €0ZHHOQMITHTE.

Knnuuuna eduxacHoeT g 6e3omachoct

EdexTHpHOCTTa H 6e30MIaCHOCTTA Ha NIEBOLIETHPH3HH € YCTAHOBEHA B XOJa Ha HAKONIKO ABONHO-
cnend, nAaneOO-KOHTPONHPAHK KAKHWUHM W3NMTBAHMS TPH BLIPACTHM NANMENTH, CTPAfalik OT
CE30HEH WIEPTHYCH PUHHT, LENOTONHIIEH ANEPrHYeH PHHAT HIIH MEPCHCTHPAL anepruveH pHHHT. B
HSAKOH OT TSX € YCTAHOBEHO €, Ye JICROLETHPH3HH BOAH [0 3HAMHTENHO MoAoOpeHHe HA CHMINTOMHTE
Ha alepryyHHA PHHHT, BKIL. Ha3aJlHaTa oOCTPYKIH:.

PesynratuTe OT KIMHHYHO M3NHTBAHE C MPONBIGKATENHOCT 6 Meceua H BKIIOY
MAlHEeHTH, OT KOHTO 278 ¢ nepcHeTHpAaN] a1eprudeH PUHHT H CEHCHOMNHU3HPAHH KbM




TPEBHU NONEHH H TPETHPAHH C JEBOLCTHPH3UH, TOKa3BaT, Ye JICBOLESTHPH3HH, NPHIOKEH B AHEBHA
A03a 5 mg OKa3pa CTATHCTHYECKH 3HAYHMO MO-H3pAa3eH e)eKT B CpaBHeHHe ¢ 11auebo No OTHOLIEHHE
KYOHpaHeTo M O0NeKYaBaHETO HAa CHMITOMHMTE HA aNneprUyHHA PHHHT IIpes UENHA [epHON Ha
HaO/TFO/IeHHE TTpH OTCHCTBHE Ha Taxudunakcns. [pes LenAs nepHoj Ha H3NHTBAHETO, IEBOLETHPH3NH
BOAH 114 3HAYHTENIHO NoA00peHHE Ha Ka4eCTROTO HA KHBOT.

B xona ra nnaneGo-KOHTPOTHPAHH KNMHHYHKY H3NATBAHHS, IPH NANHEHTH ¢ XPOHUUHA WIHOIIATHIHA
ypTaKapus (n=166) e ycTaHOBEHO, Ye JEUEHHETO ¢ NEBOIETHPHIHH BOMM 10 3HAYHTENHO HAMAJSBAHE
Ha CHJara Ha ctpbexa ome npes IMbpBaTa CeAMHIA, KAKTO H [Ipe3 HEMHA IEpHOZ HA JICUEHHE B
cpagHeHHe ¢ Taanebo. KabecTBOTO Ha XHMBOT e 3HaYATENHO NOmOGpeHo B Ipyaara, npieMana
NEeBOLCTHPH3HH,

XpouHYHATa MIHONATHYHA yPTHKAPHS € MPOYyYeHa KaTo MOJeN 3a YPTHKAPHANHH CBCTOSHHMA. ThiH
KaTo 0cB0DOXKIaBAaHETO HA XMCTAMHH € OCHOBEH (JaKTop MpH 3a60osBaHus MOAOOHH Ha YPTHKAPHATA,
Ce 04aKBa NEBONSTHPH3MA fa Obae edeKTHBEH NpH OCHIyDABaHE HA CHMITOMATHYHO ofnexvenne 3a
IpYTH MOAOOHH HA XPOHUYHATA MAHONATHYHA YPTHKAPHA CHCTOAHHAL

EKT w3cnenpaHus He nOKa3BaT 3HaYMMH e(peKTH Ha neBoeTHpH3HH BepXy QT unTeppana.

Heduampuuna nonyamma

EdextneHoCTTa M 6e30NacHOCTTa Ha JIEBOLIETHPH3HH Ca OlICHEHH B X014 Ha MJlaleGo-KOHTpoHpaHH
KNMAMYHY H3NUTBAHKMsA TNpR TANMEHTH Ha BB3pacT 6 — 12 rogWHM, CTpajaijy OT Cce30HeH H
LeNIOrO/IMIIIEH ANEPTHYEH PUHHT. YCTAHOBEHO €, Ye NeBOLETHPA3HH BOAH 10 3HAYHTENHO Nogobpenye
Ha CHMIITOMHTE H Ka4ecTBOTO Ha JKHBOT.

Ilpan neua Ha BB3pacT mox 6 roguHu, edekTHBHOCTTA M 6€30NACHOCTTA HA JICBOLETHPH3HH €
YCTaHOBEHA B HAKOJIKO KPaTKOCPOYHM H JbATOCPOYHH KIMHHYHH H3MHTRAHHSA, KaKTO CJIC/BA:

- KJIHHHYHO M3IHTBaHe mpu jeua (n=29) ¢ anepruveH PHHHT Ha BB3pacT 2 — 6 FOAMHH, JeKYBaHH C
JIeBONETHPH3HH B A03a 1,25 mg ABa bTH JHEBHO B NPOAbIKeHAE HA 4 CEMMUIH;

- KIMHHYHO H3IMTBaHE MpH Actta (n=114) ¢ aneprudyeH pPUHHT WIH XpOHHYHA HIMONATHYHA
YPTHKapHa Ha BB3pacT 1 — 5 NO/IHAM, IEKYBaHH ¢ JIEBOHETHPHINAH B 1032 1,25 mg 1Ba TbTH AHEBHO
B OPOABIKEHUE Ha 2 CEqMUIIN;

- KNHHMYHO M30MTBaHE TIpH Jeua (n=45)} ¢ alepraueH pHHMT HIH XpPOHHYHA HAHONMATHYHA
YPTHKapHs Ha Bb3pacT 6 — 11 Mecella, TeKyBaHK ¢ NEBOLETHPHINH B 1032 1,25 mg enuoOKpaTHO
JHEBHO B NIPOJBTKEHHE HA 2 CeAMULUY;

- msarocpouHo (18 mecena) KIMHHYHO H3MHTBAHE TIPH MALMEHTH ¢ aTOMHA (n=255) Ha Bh3pacT 12 —
24 mecena.

MpodunsT Ha 6e30MacCHOCT HPH ABITOCPOYHOTO H3MMTBAHE € MOfoGeH HA TO3H, YCTAHOBEH TIpH

KpaTKOCpOYHHTE HIMHTBAHHA NPH Jiena Ha BB3pacT 1 -5 rondHn.

5.2. ®apmakokHHEeTHYHH CBOHCTBA

Abcopbiius

JlepoueTupH3nH ce alcopOupa OBP30 H EKCTEH3IHBHO ClE[ IEPOPATHO NPHAOKEHHe. MakcumanHH
TJIa3MEHH KOHLCHTPaIHH NPH BB3pacTHH ce AocturaT 0,9 yaca el NpueMa, a PaBHOBECHH NJIa3MEHH
KOHIEHTPALHH Ce YCTAHOBABAH CPENHO 2 IHH Clefl HEeropoTo Hayanlo. CTOHHOCTHTE Ha MAKCHMATHHTE




BiHAS OT IIpHEMAa Ha Xpala, HO Clell HaXpaHBade MAKCHMAIHHTE MIa3MeHH KOHIEHTPAtHH ¢a Io-
HHCKH H C€ JOCTHIaT C/ieA [I0-AbJBI HHTEPBAN OT BpEME.

Paznpenencune

YCTaHOBCHO €, Y€ NPH NITEXOBE H Ky4eTd, JIEBOUETHPH3HH Ch31aBa HAli-BHCOKH THKAHHH HHB2 B
depuns Apod w Onbpenute, a Hali-Huckn B IJHC. Hama NaHHM OTHOCHO pasNpefeleHHETO Ha
JIEBOLIETHPH3MH NPH YOBEKA, KAKTO H TAKHBA 3a CTENEHTA HA NMpeMUHABaHe [PE3 KPBEHO-MO3IBYHATA
Gapuepa.

Cerp3Ba ce B 3HAYATENIHA CTEIIEH C ITa3MeHHTe NpoTeHEH (90%). O6eMBT Ha pasnpefeieHHe ¢ MaThK
(0.4 VVkg). .

buotpancdhopmanus

Crenenta Ha GuoTpancdopManus ¢ Manka; NpH 4oBeKa MO-MANKO 0T 14% oT mpUnokeHata n03a ce
MeTaboJIH3Hpa, INOpagM KOETO pasIMuiATA AB/DKALM - ¢ TIeHETHYeH NOMUMOpPDHIEM HiM
CIHOBPEMEHHHA NpPHEM ¢ €H3UMHM HAXHOMTOpM ca mpeHelOpexumu. BuorpancdopMauusTa ce
OCBINECTBABA MO ITETA HA apoMaTHa okcHAawwd, N- H O-JeankHpuilaHe W TayPHHOBO KOHIOI'HpaHe.
Heanaxunmpanero ce ocrllecTBIBa OCHOBHO OT CYP3A4 CBbp3aHHTE €H3HMHH CHCTEMH, JOKATO
apoMaTHaTa OKCHAAnMA BKIIOYBA MHOXecTBo /MM HewlentAaduuupann CYP umsodopma.
JleoueTHpusuE He okasea edekT BBPXy akTuBHocTTa Ha CYP m3oensumute 1A2, 2C9, 2C19, 2DS6,
2E1 u 3A4 B KOHUEHTpAIHH, 3HAYHTE/IHO HAJBHIIABALIM MAKCHMANHHTE Ia3MEHH, NOCTHIHATH G
NepopaneH NpHeM Ha 1032 OT 5 mg.

I[Topaju HMckaTa cTeneH Ha OMOTPAHC(HOPMALHSA K THIICATA HA MeTaboNHTEH HAXHOUTOPEH NOTEHIMATL,
JIEBOLIETHPH3KH € MaJIKO BEPOATHO Ja Ble3e BbB B3aHMOJEHCTBHA ¢ APYTH BEUIECTBA.

Emmmunupate

[InasmeHUAT NONYKHBOT NPH BB3pacTHH ¢ 7,9 + 1,9 yaca; npH Jea CHIUMAT € no-KpaThK. CToHHOCTTa
Ha CpellHNA anepenTen obuy TeneceH KAMPBHC Ipu Bh3pacTHH € 0,63 ml/min/kg. OCHOBHHAT MBT HA
eTHMHHHPaHEe Ha JIEBOUETHPH3IMH H HETOBHTE MeTa0ONHTH ¢ pe3 YPHHATA, ¢ KOATO ce OTAEIAT 0KOJIO
85,4% ot upnerata no3a. Upes pexanuure ce otaenst 12,9% or mprerara no3a. JIEBOUCTHPU3HH Ce
OT[ICNA KAKTO 4pes rAoMepyiHa GiiTpauis, TaxKa 1 gpe3 akTHEHRa TYGYNHA cexperus.

Crenmaiuy fonyianuu

Cmapuecka av3pacm

Hannvte 32 (apMaKkOKHHETHUYHOTO TOBEAEHHE HA JICBOUESTUPH3HH B Ta3H BB3pacToBa IPyma ca
OrpaHHYeHH. B X012 Ha KIMHMYHO H3ITHTBAHE C NPOJALJUKHTENHO NPHIOKEHHE HA €JHOKPATHA JHERHA
Ho3a (30 mg B npoxeikeHHe Ha 6 AHM) TpPH JHOA B cTapyecka BB3pacT (65 — 74 rogumm) e
YCTaHOBEHO, ue OOLUMST TeleceH KIMPBHC € ¢ 0kono 33% IMO-HHCHK B CPABHEHHE C TO3H TPH MO-MIIAJH
Bb3pacTHH HHAMBHAM. Pasnpenenennero Ha panemara ETHPU3HH I0Ka3Ba 3aBUCHMOCT oT (s0peyHaTa
Gyuxumsa, a He oT BL3pacTra. ToBa BaXW W 32 NEBOUETHPU3WH, ThH KAaTO € M3BECTHO, Y€ M JBETE
BEINECTBA Ce CKCKPETHPAT OCHOBHO ¢ ypHHAara. 10Ba Hallara KOPHTHpaHeé Ha JHEeBHara [03a
JIEBOLIETHPH3HH B COTBETCTBHE ¢ OhOpedHaTa (hyHKIMA MPH JIHLUA B CTAPYECKA FB3PACT,

Bvbpeuno yspescoane

ANEpeHTHRAT TefeceH IIHPBHC HA NIEBOLETHPU3AH CHOTBETCTBA HA KPEATHHHHOBUA KIHPLHC, TOPAIH
KOETO e MPenopb4HTENIHO TPH MalMeHTH ¢ YMepeHO A0 TeXKo GuOpedHO YBpeXHEaHe HHTEPRAIBLT
MEKAY OTACTHHTE NpHeMH Ja ObAe chobpaseH ¢ KpeaTHHHHOBHA KiupbHC. [Ipn MalHeHTH C aHYPHA H
KpaHiHa ¢aza Ha ObOpeunHo yBpexaaHe, oOLIMAT TeNeceH KIMPHHC CE NMOHIXABA ¢ okoimo 80%, B

CTaH/apTHA 4 yacOBa XeMOoOHATH3a ¢ < 10%.




Yepnoopobno yepescoane

HaMa paHHA OTHOCHO (APMAKOKMHETHYHOTO IIOBEASHME HA JIEBOLETHPH3HH NPH TAHEHTH C
4epPHOZIpOOHA HENOCTAaTh4HOCT. [Ip¥ NAlMEHTH ¢ XPOHHYHH YEepHOAPOOHM 3abONsBaHus, BKIL
XenorauenynapeH KapIMHOM, XOJIECTATHYHZ LHpO3a, npHeMalll e€iHoKpaTHa noza (10 — 20 mg)
LHETAPH3IKHHE € YCTAHOBSHO YBeNHYeHHE Ha NuasMeHWs IMOIYXHBOT ¢ 50% H HaMalcHUE Ha KIHPLHCA ¢
40% B cpaBHEHHE CBC 3APABH HHIHBHAH.

Heouampuuna nonyaayua

JlanBn OT KIHHKHYHO H3NHTBAHE NPH AELA Ha Bb3pacT 6 — 11 romuMHH ¢ TenecHo Tero B rpaHuiMTe 20
— 40 kg, TpetApanHH ¢ NeBOLETMPM3MH B J03a 5 Mg MNokasBaT CTOMHOCTH HA Cpi W AUC
IpHONH3ATENHO ABA NHTH NO-BHCOKH B CPABHEHHE ¢ TE3H NPH BH3PACTHH Juia. CpenHuTe CTONHOCTH
Ha Cpe OT MOpsaska Ha 450 ng/ml ce poctdrar cpemxo 3a 1,2 gaca cief mpHeMa, TETIOBHO
HOPMAJIHIHPAHMAT obI TeeceH KMpBHC ¢ ¢ 30% mo-ronam, a BpeMero Ha noiayxkHsoT ¢ 24% mo-
KpaTKC B CPaBHEHWE ¢ Fb3PacTHR MHAMBHIM. HsMa NaHHH OT MpOBEXAAHN H3MHTBAHHA IIPH JeUa Ha
BB3pacT NoA 6 roAHHA. PeTpocnekTuBeH NoNyTaUMHOREH $apMaKOKHHETHYEH aHANH3 TIPH NALHEHTH
(n=181 na Bp3pact 1 — 5 rogunn; n=18 Ha pR3pacT 6 -11 roauHA U n=124 ua Br3pact 18 — 55 roaumu),
TPETHPaHH ¢ COHOKPATHA H MHOTOKPATHA 034 NEBOIETHPHRHH B AHanasoH 1,25 mg — 30 mg, couu ue
NpUIOKSHACTO HA HHCKATA 71034 eHOKPATHO JHEBHO NPH A€l Ha BH3pacT 6 mecela — 5 rofluad ce
OYaKBa /1a ¢h3Jaje MIa3sMeHH KOHUEHTPALHH, CXOIHH C TE3H TIPH BB3PACcTHH, [I0Jy4aBallH eJHOKpaTHA
J03a oT 5 mg.

o

PesyiraTiTe OT (hapMAKOKMHETHYHH IPOYYBAHHA COUAT, Y€ BPEMETO HA NONYXKHBOT NpH xeHu (7,08
1,12 h) e no-xparko B cpasHeHie ¢ Mbxkere (8,62 £1,84 h). KopHrapaussr cupaMo TEIECHOTO TETTIO
KApbHC mpH xkeHH (0,67 £ 0,16 ml/min/kg) € cwpuoocTasuM ¢ Tosu npH Mexere (0,59 + 0,12
ml/min‘kg). JIHeBHUTe J03H H A030BM MHTEPBA/IH ca IPHIOKHMY, KAKTO 38 MBKE, Taka H 32 JKEHH C
HopmanHa 6Ebpeuna pynxknnua.

Paca

Biustinero Ha pacara BepXy (apMakOKMHETHUYHOTO TIOBEACHHE HA JIEBOUESTHPH3WH HE € [POYUYeHoO.
[lopagu ToBa, ye BEIIECTBOTO CE SKCKPETHpA NMpeaMMHO Npes GuOpeluTe, 2 HAMA 3HAYHMM PACOBH
pa:muq!m B KPpCAaTHHHHOBHA ]'U'IPIp'hHC, Cl)apMaKOKI{HCTPI‘lHHTe xapau’rcpncmm Ha JCBOLUECTHPH3HH HC
ce O4YaKea Jia ObJaT pasIMYHE NpH OTHeNHHTe pacy. He ca Habmonarauy CRBP3AHH C pacata pa3JIHKH B
KHHETHKATA HA HEeTHPH3MH.

Junetinocm

DapMakOKMHETHKATA HA JIEBOLETHPH3UH € JIHHEiHa, He3aBHCella OT pasMepa Ha [03aTa, ¢ MaiKd
HHTEPHHIHBUIYAJHH PA3MHKH. (DapMakOKHHETHYRHAT NPOQUI € HASHTUUEH, HE3aBHCHMO JANH ce
OpHIara JeBOUETHPH3HH HIH Lerapusud. [To BpeMe Ha mnpoileca Ha pe3opOuHs W CNUMUHHPaHE He
HAacTBIIBA XHPAAHO npecbpaszyrane.

DapmakoKUHEMURA-PAPMAKOURAMUKA

He e ycranosena xopenauns Mexay edexra Ha NeBOLETHDH3HH BBDXY XHCTAMHH-HHAYUUPaHHTE
KOJKHH peaKUHH H T1/1a3MEHHTE My KOHLIEHTPALHH.

Hauud or EKT 3anuc nHe moxaspaT 3HaummH edektd Ha nesoleTupusHH BLpXy QT WHTepsana,
NpHAOKEH B I03H HABAIIABAINH & ITETH MPENOPbYMTEIHATA TEPANEBTHYHA 034,

5.3. IIpenkIHAHYIKH Janku 3a GesonacHoeT




Hexnvpwdanure naHHM He nokasear oco0eH pHCK 3a xopara Ha 0ala Ha KOHBEHLHOHANHMTE
TOKCHKONOTHYHH H3OHTBAHHA [pPH CAHOKPATHO H MHOMOKPaTHO pBuBexaawe. Wanwipanus 3a
TeHOTOKCHYHOCT, KAapIMHOTEHEH NOTEHIHAY, PEMPOAYKTHBHA TOKCHIHOCT CBINO HE MOKA3BAT HATHYME HA
PHCK.

6. DAPMAINEBTUYHH JAHHH

6.1. CuodchbK Ha MOMOUIHMTE BelIECTBA

Imauepon 100 %
IMpomaneHraukon

3axapus HATpHI

Harpues auerat rpuxuapar
JleneHa oneTHa XucelnMHa
Metin napaxuapokcuteH3oar
Iporan napaxuapoxcubensoar
TIpeuncrena Boza

6.2. HecnpMeeTHMOCTH
He ca n3BecTHH.
6.3. Cpok Ha rognocT

2 FrOAHHH.
Cpok Ha TOKHOCT CNEA THPBC OTBAPAHE — 3 Mecema.

6.4. CrnenHanHn YCIOBHS HA CHXpaHeHHe

ITpu Temnepatypa noy 25°C.
Ja ce cbxpaHsBa B OpUTHHANHATA ONAKOBKA,

6.5. Baj H chabpxKaHHE HA ONAKOBKATA

BytHnka or TeMuo crbino (kmac IIT), chappkama 20 ml pasTBop, 3aTBOpeHa C MJIACTMACOBA
Kana4ka Ha BUHT C BIPaJicH KankoMep.

6.6. Cnenuannu npeIna3HH MEPKH IIPH H3XBLPasiHE U paboTa

Hsma creliMangy H3HCKBAHHAS.

7.  IIPHTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

JAHCOH-BI' OO

ya. ,Oren [Tancnii™ Ne 26
2400 rp.Pagomup,
Bwirapus

Ted.: +35924519300




e-mail: office(@danhson.bg

8. HOMEP HA PA3PEHIEHVIETO 3A YIIOTPEBA

PerdcTpanposeH Ne

9. HJATA HA IIbPBO PA3PEHIABAHE/MIONHOBSBAHE HA PA3PELIEHHETO 3A
YIIOTPEBA

JlaTa Ha TEPBO paspelaBane:

10. JATA HA AKTYAJIUSHPAHE HA TEKCTA

Hexemepn, 2021




