KPATKA XAPAKTEPHCTHKA HA TIPOAYKTA

WU3NLAHUTERHA AT EHLNA 10 NEKARCTR
i. HME HA JJEKAPCTBEHHS NPOJAYKT Kpamxa xapaxmepucmuna na npogyxma - Hpmwxanuat\TA

doprekan 3a fena 10 mg ucneprupaiy ce B yerata Tabnerku | KoM Pez. he............, AO Lo 28 <.
Fortecal for children 10 mg orodispersible tablets
Paspewenus Ne BO A\ L0~ { 3 f )2"

ALLLL L LT T TTTF PP LLITT

2, KAYECTBEH 1 KOMNMUECTBEH CHCTAB EQO@SHUE Ne ........,.........,..........Z.....,.ﬂ.g.....z.qzz .........

Beska nucneprupaina ce B ycraTa Tabnetka chabpxka 10 mg Gunactun (bilastine).
3a NBITHMA CTIMCHK HA TIOMOILHKTE BEILECTBA BHXKTE Touka 6.1,

3. JIEKAPCTBEHA ®OPMA
Jueneprupawa ce B yerara tabuerka.

Kpwrin, nexo apoiiHo-h3mrskHany Genn TabneTky ¢ AMaMeTsp 8 mm.

4. KJIMHHWYHH JAHHH
4.1 TepanepTHIHH NOKa3aHHA

CHMIITOMATHYHO NIeveHNE Ha aeprHueH PHHOKOHIOHKTHBHT (CE30HEH H LIENOTOAMIIEH) M YPTHKAPUA.
(QopTexayn 3a fena e M0Ka3aH NPH Jielia Ha Br3pacT oT 6 A0 11 romunu ¢ Tenecno Terno Han 20 kg.

4.2 Jo3npoBKa B HAMRH HA HPHJIOKEHHE

ﬂosuposxa

Heouampuuna nonynayus
- Jleua Ha Br3pacT ot 6 mo 11 roguHu ¢ Tenecho Terno Hag 20 kg :
10 mg 6unactun (1 Rucneprupaiua ce B ycrara TabneTka) BEIHEK JHEBHO 3a obneKyaBaHe Ha
CHMITOMHTE Ha anepriuy¢H pHHOKOHIOHKTHBHT (CE30HEH aJfepruyeH pHHKT H LIENONOAHIIEH
aJIEpPruYeH PHHUT) B YPTHKAPUA.
HAncneprupamara ce p ycTata Tabnerka, Tpabba a ce mpHema eIHH “ac NP WK ABA Yaca cleft IpHeM Ha
XpaHa WM ILIONOB oK {BIKTE TOUYKa 4.5).

- Heua na BBp3pact noj 6 roAMHy H TesecHo Terno nox 20 kg
Hanuyhute nankn ca npegoctaseny B Touxd 4.4, 4.8, 5.1 1 5.2, Ho npenopsk# 3a A03MPOBKA HE
Morat Aa 6baat Hanpasenn. CenoeatenHo OMIacTHH He Tpsibea fla ce U3NON2BA B Ta3H RH3PacTORa

rpyna.

Ilpu BB3pacTHH 1 10HOIM (Ha BB3pacT Hal 12 ronMHA) € MOAXOAILIO NPHAGKEHHETO Ha HraacTud 20 mg
TabneTku.

lpoatmxyTenHOCT Ha NEYEHHETD

Ipn anepruyen PHHOKOHIOHKTHBHT JleyeRueTo TpabBa 12 6bae orpaHyMyeHo Jo TiepHOAA Ha H
aneprenure. [Ipy ce3oHeH aiepruyen pHHMT ieueHHeTo TpAGBa fa GhAe NPeyCTAHOBEHO ¢
Ha CHMIITOMMTE H /la 3aN104He OTHOBO MPH TIOBTOpHATA MM nossa. [lpu uesnoroaMinen an
NAHEHTUTE MOKE 13 C€ TTPEAN0KH NPOABIKHTENHO JJEeYEHHE 110 BpeMe Ha NIepHOAHTE
anepreHuTe. Hp}l YPTHKaPpHUA NMPOAB/LDKHTEIIHOCTT2 Ha JICHEHHETO 3aBHCH OT BHAA, IIpoA|
TECKECCTTA HA OIUIAKBAHHATA.




Creyuantu nonynayu

b16peuno Hapyienue

besonacnoctTa 1 euxacHocTTa Ha G1nacTHH IpH fiela ¢ GBOPEYHO HAPYIICHHE HE CA YCTAHOBEHMH,
Tlposesennte npoy4BaHHs NpH BB3PACTHH B CNEUHANNK PHCKOBK rpynH (NaunenTy ¢ 666peuno
HapYILIEHNE) NOKA3BAT, Y€ HE € HEOOXORNMO afanTHpaHe Ha JOZHPORKATA HA GHNACTUH HPH BL3PACTHYA
{rmKTE TOYKA 5.2).

Yepnoapobno napylenue

BezonacnocTTa 1 eHKACHOCTTA Ha GHACTHH NPH Aella ¢ YEPHOAPOOHO HapyleHNe HE ca YCTAHOREHM.
Hsma wiuniaen onmMT npa BB3PACTHH H eIMATPHIHH NaUAeHTH C YepHOnpoGHo Hapyuiesne. Tbil karo
GunacTH He ce MeTaGoNH3Apa H ce eIUMUHPA HENPOMEHEH Upe3 YPHHATA H (PeKATHUTE, He C¢ 04aKBa
4epHOAPOGHOTO HapyIIeHHe [ YBETHYH CHCTeMHATa EKCIIO3HLMA Hajl IPAHKILATE Ha 6e30MacnoCT HpH
BB3PACTHH NalpieHTH. ClieJoBaTeNHO He e Heo0XOMMMO aaNTHPaHe Ha IO3HPOBKATA NIPH 1pU BL3pacTHH
DIAlHeHTH ¥ IAHHEHTH ¢ YepHo/pobHo RapywmeHue (BIKTe TOUKa 5.2).

Hauus Ha npHaoKeHye
Yiepopanuno npunoxerne

Hncneprupamara ce B ycTara TabnieTka ce nocTaBd B yCTaTa, KBASTO Ce pasTsaps 61p30 B CIFOHKATA H TAKa
MOKE J1a C€ TITBTHE JIeCHO.

Hpyruar sauun e AuCTIeprupaiiaTa ce B ycrarara Tab/erka Aa ce pa3TBOPH BB BOJA TIPE/IH NPHIIOKEHHE.
He Tpa6sa n1a ce nanonssa cox OT rpefindpyT WM Apyrd IIOAOBH COKOBE 3a Pa3TBapAHETO (BHIKTE TOUKA
4.5).

4.3 IIporusonoxazanus

CBpPLXYYBCTBUTETHOCT KBM AKTHBHOTO BeHIECTBO H/IH KbM HAKOE OT IOMOWHMTE BeilecTsa, nstoei—m B
Toyka 6.1.

4.4 Croenma/ua npexynpexIensa H NPeNa3Hy MePKy Npu ynoTpeba

Heouampuuna nonyrayun

EdukacnocTra 1 Ge30nmacHocTTa Ha GiacTiH TIpH Jena Ha BR3pacT NMoA 2 TONHHH HE ca YCTAHOBERH ¥ HMa
MAJIbK JUTMHIYEH OIHMT IIPH Zela HA BB3pacT oT 2 [0 5 FOAMHH, CRENORATERHO CitacTyH ne Tpabea a ce
H3M0J13Ba B T€3H BBIPACTORM I'PYTIM.

TIpH palMenTH ¢ yMepeHO A0 TexKo OBOpevHo Hapymlenye, NpuloxeHHe Ha OHIACTHH CBEMECTHO ©
uHxuGuTOpNTe Ha P-rmiKOTIpOTENH, KaTo HaNpUMEp KETOKOHA30H, €PHTPOMULME, UHKIOCTIOPHH, PHTORABHP
HIIH AMIITAA3eM, MOXE Na NOBHILIH [UIa3MEHUTE HABA Ha GMNACTHH W, CAEAOBATEIIHO, A YBEIHYH PHCKA OT
HEXKENAaHK peakiwn Ha Sunactun. ETo 32110 enHOBpeMEHHOTO NIpHIOKEHHE Ha GITACTHH ¥ WHXHOHTOPH Ha
P-rnuxonportesn Tpabea pa ce M30ATBA IPH DALUKEHTHA ¢ yMEpeHO 10 Texko GrOpeuno napymenue.

Tosa nexapeso chabpika No-Manko ot 1 mmol Hatphii (23 mg) Ha AUCHeprHpalla ce B yeTara TabneTxa,
T.€. MOXKE 13 ¢€ KaXKe, Ye NPakTHYECKH He ChAbpKa Harpri.

4.5 BsaumoaeiicTaue ¢ Jpyrn NeKapcYBeHH NPOAYKTH B APYrH GopMi 1A BIaMMofeiicTBye

IlpoyuBatiug 32 sB3aumopelicTeue Ca NPOREKNANN €AWHCTBEHO NIPH BB3PAaCTHH H ca 0606IeHN 1o-foAy.

BsaumopeiicTue ¢ Xxpany; XpavaTa 3HaUMMO HaMaltiBa OpaldaTa GHOHATHYHOCT Ha 61
Tabnetxy ¢ 30%, a a3k Ha Gunactun 10 mg iHCneprapamy ce B yerara tabnerxu ¢ 2

Baaumoneiictne ¢ue cok or rpein@pyT: EnHOBpEMEHHHAT NMpHeM Ha Gunactun 20

noxukasa GuoHaYHOCTTa HA GunacTid ¢ 30%. To3u edekT Moxe 14 ce oTHace Cb

coxose. CTenieniTa Ha NOHILKaBaRe Ha OHORANHYHOCTTA MOJXE 12 BapHpa CTIOpE] Npo
2




MexannamsT Ha ToBa B3aumoneiicTeue € nHxnGupane va OATP1 A2, TpancnopTha cHcTeMa 3a YCROABAHE,
2a KO4TO GUNacTHH e cybeTpar (Bykre Touka 5.2). JlekapcTBeRH NPOLYKTH, KOHTO ca CYGCTpaTH HiN
naxubuTopu Ha OATP1 A2, xato puroHaBup uny pudaMIIHUMH, MOXKE 1a MMAT NOTEHLMAT i HAMANARAT MO
nono0eH HAUMH NNa3sMEHAaTa KOHLEHTPAUYA Ha GUnacTHH.

BzayuMoneiicTaue ¢ K€TOKOHA301 WM EPHTPOMULIH: EnHOBpeMeHHHAT npyeM Ha GunacTiH 20 mg BenHbXK
JHEBHO M KeTOKOHA30M 400 mg BeNbIK IHERHO N epUTpoMMLIME 500 mg TpH MBTH JHEBHO TIOBHIIABA JBa
neT] AUC Ha 61nacTvB B 2-3 NBTH Cimax. Te3H npomenn Morat aa Gbaar o61cHenH ¢ B3aHMOAEHCTBHETO ©
YpeBHHTE TPAHCTIOPTHH CHCTEMH 3a OTeNsHe, ThH kaTo GHnacThi e cyGerpar 3a P-gp o He ce
MeTabonuznpa (ke Touka 5.2). Tezn npoMeny u3riiexaa He NOBAKABaT npoduna Ha 6€30MacHOCT Ha
GHIACTHH H, CHOTBETHO, Ha KETOKOHA30T WM epHTPOMHLIMH. JIpyTH leKapcTBEHH NPONYKTH, KOHTO Ca
cybcTpaty unm MAXHOMTOPH Ha P-gp, kaTo IMKIIOCHIOPKH, MOXE 118 MMAT NIOTEHIIMa /a YBEIHYaBaT 110
nono6eH HAaYMH IA3MeHaTa KOHIIeHTpaltig Ha OHNacTHH.

Bsanmopeticteie ¢ murmnazem: ExsoBpemMennust npueM na 6unactun 20 mg BEAHLX JHEBHO M AWITHAZEM
60 mg BeHBK AREBHO NOBULIABA Cpax Ha GunacTiH ¢ 50%. To3H edekT Moxe aa ce 0GICHH ¢
B3aHMOAEHCTBMETO C YPEBHHTE TPAHCTIOPTHH CHCTEMH 32 OTAENAHE (BHKTE TOUKA 5.2) ¥ M3IIEKEa He
NoRJIHABa NpodHia Ha Oe30macHOCT Ha GHIIACTHH,

Baaumoneiicrsue ¢ ankoxon: IlcuxoMoTopHaTa aelinoct cliefl eAHOBPEMeHER MpUeM Ha ankoxon i 20 mg
GMIacTHH BeIHBXK HEBHO € nogobHa Ha HabMoNaBaHaTa Cliel IPUEM Ha aIKoXol H nnaneso.

BsanmoneifcTeHe ¢ Topasenam: ExroBpeMeHHHAT npHeM Ha 6unacTvH 20 mg BeJIHDK AHEBHO 1 Jopasenam
3 mg BeANEK AHEBHO B NPOABIDKEHHE Ha § IHH He YCHIIBA NOATHCKAIMS eeKT Ha TopasenaM prpxy [THC.

Heouampuuna nonynayus

He ca nposesxnanm npoyysanns 3a ssanMoaekcTBye ¢ Ginactid noa GopMara Ha AUCTIEPrUpaLIy ce B
ycraTa TabneTks npH Aeua. HaMa KNHHMYEH ONMT N0 OTHOIIEHKE: Ha B3aUMONEICTRMETO Ha GHIACTHH ¢
APYTH JIeKapCTBEHH NPOAYKTH, XPaHH HIIH INIOIOBH COKOBe NpH Jena. ETo saimo npu npeanuceanero Ha
GunacTun Ha fena Tpabra NOHACTOALEM Jla C& B3eMAaT NPE/BH/ PE3YNITATHTE, TIONYUEHH OT NIPOYIBAHHATA 33
B3aHMOAECICTBHE NIPH BE3pacTHH. He ca HaNHYHK KIMHWYHYA AaHHH NPH feLa, KOUTO MOKa3BaT JajK
npomenute 8 AUC i Cmax, npHYMHEHH 0T B3aUMOREHCTEHA, TIOBTHABAT Ipodina Ha He30nacHocT Ha
Ounactun.

46 ®eprannrer, GpeMmennocT H KbpMene

Epemennoct
Jlumcpat uin ¥Ma OrpaHHYeHH JaHHH 3a YToTpeGara Ha GuiacTHH NIPU GpeMEHHH >KEHH.

Tpoy4sannaTa NpH XHBOTHH He NOKA3BAT IIPEKH UAM HENPEKH BPeaHYU eeKTH 10 OTHOMCHHE Ha
PenpORYKTHBHE TOKCHIHOCT, paKAaHe WIH IIOCTHATATHO pasBHTHe (BUxkre Touka 5.3). Kato npennaska
MsIpKa € 32 PEeRNOYMTaHe Na ce 30aTBa ynoTpeGara Ha Qoprekan 3a fena 1o speMe Ha GPEMEHHOCT.

Knpmene
Exckpeunara na 6unacTin B kbpMaTa He € NpoyueHa Npu xopa. Hannuuurte GpapMakoKdBETHIHN TaHHH TIPH

XKUBOTHH TIOKA3BaT €KCKpeLMs Ha OMAaCTHH B MIIAKOTO (B3k. Touka 5.3). Tpabea na ce B3eMe pelleHne naiu
la ce NpeyCTaHOBK/ 1a He ce MPUII0KH TepanisiTa ¢ Poprexai 3a €1d, KaTo Ce B3eMaT NPEABHI II0N3aTa OT
KBPMEHETO 33 IETETO H NONI34Ta OT Tepariara ¢ OWIACTHH 3a MakkaTa.

DepTHAUTET

Jluncear unu ¥Ma orpaNMYeHM KIHEHUYHH JauHy. [IpoyuBaHe Npy NvbXoBe He TIOKA3RA HETATMBEH edext
BBPXY epruinmrera (BIOKTe TOuKa 5.3).

47 EdexTtn BpXy ciocobHocTTa 23 modnpane ¥ pabora ¢ MalluHK

M3BBpieso NpoyysaHe Mpy BE3PAcTHH 3a OLEHKA Ha eeKTHTE Ha GHIIacTHH BLPXY ©
1opypaHe NoKa3Ba, 4e neyeHne ¢ 20 mg GUNacTHH He NOBNHABRA CNOCOGHOCTTA 33 1O
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+ TOBA, ThH KATO HH/IMBH/lyallHATA PEAKIIMA KbM JIEKAPCTBEHUS MIPOAYKT MOJKE Jla Ce pa3iiuyaBa, NnalHeHTHTe
Tpsa6Ba na 6bJAaT ChBETBAHM Jia He 10(UpaT U na He paboTAT C MALIMHM, I0KATO HE YCTAHOBAT KaKpa €
coOcTBeHaTa UM peakLs KbM OMNacTuH.

4.8  Hexesiann eKapcTBeNH peakuny

O606u1enue Ha npoduaa Ha 6e3onacHOCT NPH NEAMATPHYHATA NOMYIAL|s

[lo Bpeme Ha KiIMHHYHaTa pa3paboTKa YeCTOTaTa, BUABT M TEXKECTTA HA HEXKENIAHUTE PeaKLMM TIPH FOHOLIM
(Ha Bb3pacT or 12 10 17 roannm) ca chiMTe Kato HabmonapaHuTe NpH Bh3pacTHH. CvOpaHata undopmalus
B Ta3M NOMyJalus (I0HOLIH) 10 BpeMe Ha NOCTMAapPKETHHTOBOTO HabIII0/IeHHe MOTBBPIK/IaBa PE3yNTaTHTE OT
KJIMHMUYHHUTE M3ITUTBAHMA.

[ponenTsT Ha nenara (na Bb3pacT o1 2 10 11 roauuu), KOWTO cHOOIARAT 32 HexenaHu peakiuu (HP) cien
neuenue ¢ 6unactun 10 mg Ha aepruyeH pUHOKOHIOHKTHBUT HIIH XPOHHYHA HAMONATHYHA YPTHKapHs B 12-
CEAMHYHO KOHTPOJIMPAHO KIIMHHYHO M3MIMTBAHE, € CPaBHUM C TO3M Ha NAlMEHTHTe, IpHeMaliy nnauebo
(68,5% cpemty 67,5%).

Cebpsanure HP, chobmaranm Hali-uecto ot 291 nena (Ha BB3pacT ot 2 10 11 roaunu), nonyyapaiu
Gunactun (noa popmata Ha AMCIIEPrUpally ce B ycTaTa TabNeTKH) 110 BpeMe Ha KIIMHUUHH U3MTUTBAHUs
(260 nena, BnOUEHH B IPOYYBaHE HA KIMHMYHATa GezonacHocT U 31 Jela, BRIIOUEHH BhB
hapmakokuHeTHUHOTO NpOyUBaHe), ca r1aBoboiHe, allepriuieH KOHIOHKTHBHT, PUHUT M KopeMHa Goka.
Tean crBp3aHH HEXENAHN PeakIiMy ce MOoABABAT ChC CPABHUMA YECTOTA NpH 249 nauuenTH, Noayyasaii
nnaue6o.

O6061neHne Ha HeXKeNlaHWTE PeaKLK B NIeAHaTPUYHATA NOMyJIalus B TabnuueH BUJ

HP, xouTo ca noHe Bb3MOKHO CBBp3aH# ¢ OUIacTHH M ca chobmasanu npH noseye ot 0,1% ot nenara (Ha
BBb3pact ot 2 1o 11 roaunu), nonyyasaiy 6UIacTHH No BpeMe Ha KIHHWYHATA pazpaboTKa, ca npeacTaBeHu
B Tabnuuara no-nomy.

YecToTHTe Ce OnpeaensT KakTo CleaBa:

Muoro vecty (>>1/10)

Yectn (21/100 mo <1/10)

Heuwectn (=1/1000 no <1/100)

Penxu (>1/10 000 no <1/1000)

Mmuoro peaku (<1/10 000)

C HeM3BecTHa uecToTa (He MOXe Na Objie OLeHeHa 0T HATMYHHMTE AaHHH)

Penku, MHOTO pe/iki M peaKlMM ¢ HEH3BECTHA YeCTOTa He ca BKJIIOYeHH B Tabnuiiara.

Cucremo-opranna kiacupukaums ~ Buaactun IMnane6o
Yecrora Hexenana peakunsi : 10mg (n=249)
(n=291)"
Hndexnun n nndecrannun
Yectn |  Punut [ 30,0% [ 3(0,2%)
Hapymenns na Hepsnara cucrema
Yectn ['naBoGonue 6 (2,1 %) 3 (1,2 %)
3amaiipane 1(0,3% 0 (0,0 %
Hesecm 3aryba Ha ch3HaHHE 1 §0,3 %; 0 E0,0 %;
Hapymenns na ounte
Yectu AnepruieH KOHIOHKTMBHT 4 (1,4 %) 5(2,0 %)
Heuectn JlpasHeHe Ha oumTe 1(0,3 %) 0 (0,0 %)
Cromalino-1peBHH HAPYUICHHS
s 0
% D L{(?g:::a Gonka/bonka B ropHarta yacTt Ha 3(1,0%)
Juapus 2 (0,7 %)
Heuectn I'anene 1(0,3 %)
[TonyBane Ha ycTHUTE 10,3 %)




Hapywienns Ha Ko’KaTa M NOJK0XKHATA ThKaH
Hevect Exzema 1 (0,3 %) 0 (0,0 %)
VYprukapus 2 (0,7 %) 2 (0,8 %)
OO0mu napymennsi H ChbCTOSIHUSI HA MSCTOTO HA NPHJIOKEHHE
Heuectn [ Ymopa | 207%) |  0(0,0%)

#260 nena, BkmoUYEHH B NPOYUBAHETO Ha KIHHKYHATA Ge30nacHocT U 31 Aena, BKIOYEHH BbE ()apMaKOKHHETHUYHOTO NPOyYBaHe

Onucanve na n3bpaHu HexeslaHH PeakiMK B NEAHATPHYHATA MOIy1alus

['naBobGonue, kopemna Gosika, aneprudeH KOHIOHKTHBHT H PUHMT ca HaG/IIOaBaHu U 1PY Nella, IEKYBaHH C
Gunactun 10 mg, ¥ npu neua, nexyBanu ¢ mwiane6o. CrobuwieHaTa yectora ¢ 2,1% cpemy 1,2% 3a
raasobonue; 1,0% cpeury 1,2% 3a xopemHa 6onka; 1,4% cpeuwy 2,0% 3a anepruven KOHIOHKTUBHT 1 1,0%
cpemy 1,2% 3a pUHMT.

O6Gobmenue Ha npoduna Ha 6€30MaCHOCT NPU BH3PACTHH NALIMEHTH U 11PH I0HOIIH

YecroraTa Ha HeXeNnaHu peakLMM NPH BB3PACTHH NAIHEHTH 1 TIPH IOHOLIM, CTPAJALH OT ajepryyeH
PMHOKOHIOHKTHBHT MJIH XpPOHHYHA MMOIIATHYHA YPTHKApH4, JleKyBaHu ¢ 20 mg OGMNacTvH B KIIMHHYHH
M3MHTBaHMsA, € CPaBHUMA C YECTOTaTa IPH MalMeHTH, nony4unu naanebo (12,7% cnpamo 12,8%).
Knunnunn npoyusauus dasa I1 u 111, npoBesienu no Bpeme Ha kiMHW4HAaTa paspaboTka, Biuousar 2525
BB3PACTHM NALMEHTH U IOHOLLH, JIEKYBAHH C PasjIMuHH 11034 Ounactul, oT kouto 1697 nonyyasar 6UnacTun
20 mg. B Te3n npoyusanus 1362 naumenta nosmyyasar mwiane6o. Hesxenanure iekapcTBeHH peakiiii, KOUTO
Haii-4ecTo ce choOLIABAT OT NALMEHTH, nony4asaiy 20 mg GUNAacTHH NPH NOKa3aHHE aJlepruyeH
PHHOKOHIOHKTHBHT WIH XpPOHHYHA MIMOTIATHYHA YPTUKApHs, ca riapobosiue, CbHIMBOCT, 3aMaliBate u
ymopa. Te3u Hexelann peaklMH ce NMOABSBAT ChC CPABHUMA YECTOTA NPH NALMEHTH, NoJTydaBaly nnanebo.

OGOGIQCHHG Ha HEKEJIAHWUTE peaKiiiK NPH BB3PACcTHH NAIMEHTH W TIPH IOHOLIH B TabnuueH BH/I

Hesxenanute nekapcTBeHH peakliMH, KOHTO ¢a TIOHe Bh3MOXKHO CBBP3aHH ¢ GMIACTHH M ca cho6LIaBaHu NpH
noseye ot 0,1% ot naumentyre, nomyyasamy 20 mg 6MIACTHH 110 BpeMe Ha KIHHWYHaTa paspaborka (N =
1697), ca npencraeny B Tabinnara no-aoiy.

YectoTuTe ce onpeneniT KakTo cle/Ba:

Mnoro uectu (>1/10)

Yectu (>1/100 no <1/10)

Heuectu (>1/1000 o <1/100)

Penxu (>1/10 000 no <1/1000)

Muoro peaxu (<1/10 000)

C HeuspecTHa yecToTa (He MOXKe Aa Ob/ie OLileHeHa OT HAJIMYHHUTE 1aHHH)

PCI[KH, MHOTO pelIKH H p€aKllMH C HEM3BECTHA YECTOTAa HE Ca BKJIKOYEHH B tabnuuara.

Benukn
: ; ; Bunacrun
Cucremo-opranna kiacudukanus 103H [Maanebo
Yecrota Hexenana peakuus 1\?:01[25'7 Bilastine N=1362
N=2525
Hudexnnu u undecrannn
Heuectu Xepnec Ha YCTHHTE 2 (0,12%) 2 (0,08%) 0 (0,0%)
Hapymenus na MeraGo/iu3ma u XpaHeHeTo
Heuectn [ToBuinEH aneTuT 10 (0,59%) 11 (0,44%) 7 (0,51%)
Icuxuunn Hapymenus m
Heuecrn TpesorxHoCT 6 (0,35%) 8.(0.32%)/. N
beacbhue 2 (0,12%) 4 (0,16‘% g /

Hapywenua na nepenama cucmema




Benukn

ChcreMo-opransa KaacHpnkanus Buaactyu a038 Inane6o
YecroTa Hexenana peakuns ]331?57 Bilastine =1362
: =2525 e
CEBHAMBOCT 52 (3,06%) 82 (3,25%) 39 (2,86%)
Heet narobonue 68 (4,01%) 90 (3,56%) 46 (3,38%)
Heuecru 3amaiiBane 14 (0,83%) 23 (0,91%) 8 (0,59%)
Hapymenusn na yxoro 0 1aGUpHHTA
Heuvectn Tunnrye 2(0,12%) 2 (0,08%) 0(0,0%)
Bepruro 3(0,18%) 3(0,12%) 0(0,0%)
Crpaeunr napymenns
Heuectn Hecen Genpen 6nok 4 {0,24%) 5(0,20%) 3(0,22%)
CunycoBa apHTMHA 5 (0,30%) 5 (0,20%) 1 (0,07%)
:;f'ﬂm’;f:agu‘;g;gz” B 9 (0,53%) 10(0,40%) | 5(0,37%)
Hpyry otknoHenus 8 EKT 7 (0,41%) 11 (0,44%) 2 (0,15%)
Pecnnparopun, rpsAAA B MEARACTHHAJIHH HAPYIIEHHS
Hexectn Hucnnes 2(0,12%) 2 (0,08%) 0(0,0%)
Huckomdopr B Hoca 2 (0,12%) 2 (0,08%) 0 (0,0%)
Cyxorta 8 Hoca 3 (0,18%) 6 (0,24%) 4 (0,29%)
Cromamno-4peBHE HapYUICHHUS
Heuecrn Bonka B ropHara yact Ha xopema 11 (0,65%) 14 (0,55%) 6 (0,44%)
Kopemna 6onka - 5(0,30%) 5 (0,20%) 4 (0,29%)
Tanene 7(0,41%) 10 (0,40%) 14 (1,03%)
CromameH quckoMgopt 3(0,18%) 4 (0,16%) 0 (0,0%)
Hrapns 4 (0,24%) 6 (0,24%) 3 (0,22%)
Cyxora B ycTara 2 (0,12%) 6 (0,24%) 5(0,37%)
Jucnerncus 2 {0,12%) 4 (0,16%) 4(0,29%)
Tactpur 4 (0,24%) 4 (0,16%) 0{0,0%)
Hapyurenns na K0:Kata ¥ NOAKOXKHATA ThKAH
Heuectu Copbex 2 (0,12%) 4 (0,16%) 2(0,15%)
O6uim Hapymenns 1 cHCTOSHNSA HA MACTOTO H2 IPHJICIKEHHE
Heuectu VYMopa 14 (0,83%) 19 (0,75%) 18 (1,32%)
Kaxna 3 (0,18%)
i%l;};};:;};i :a NnpefH ChIUECTRYBALIO 2 (0,12%)
Tpecka 2 (0,12%)
AcTeHus 3 (0,18%)




Benuxn
Bunactun S
Cncremo-opransa knacHpukanna 20 - io3M Inane6o
Yectora Hexenana peakuns N=1rg9g7 . Bilastine N=1362
. N=2825
Hacnenpanun
Heuectn Tloeumena rama- 7 (0,41%) 8 (0,32%) 2 (0,15%)
TAYTaMHIITpaHchepasa
[opHuena ananuh- 5 (0,30%) 5 (0,20%) 3 (0,22%)
aMuHoTparcepasa
Ilopnmena acnaprat- 3 (0,18%) 3(0,12%) 3(0,22%)
amMuHoTpaHcgepasa
Hoeumen kpeaTMHUH B KPBLBTA 2 (0,12%) 2 (0,08%) 0 (0,0%)
ToBMweHH TPUTTHLIEPUIH B KPLBTA 2 (0,12%) 2 (0,08%) 3 (0,22%)
TloBnmeHo terno ¥ (0,4'7%) 12 (0,48%) 2 (0,15%)

C neuseecmra yecroma (He Moxe fa Obze OLIeHEHA OT HaTH4HUTE NanHH): [TannuTalny, TaxuKapans,
PEAKIMHM Ha CBPBXYYCTBHTENHOCT (KATO aHa(UIIAKCKs, aHTHOENEM, AUCIIHES, 0OpHB, NOKATH3Hpas
eZIeM/JTOKaNM3Npal OTOK M epHTEMA) H TIOBpBIIaHe ca HabmoaaBaHu Mo BpeMe Ha NOCTMAPKETHHTOBHA
TIepuo,.

OH[‘ICB}IHC Ha HBGDaHH HEXENAHW PEAKIH TpH BE3PAcTHH NDalHeHTH W TIPH IOHOLIH

CeunueocT, rnapoGonue, 3aMaliBade H yMopa ca HabloiaBaHH M NPH NalMeHTH, JICKYBaHH ¢ GunacTtiy 20

- Mg, | IIPH TaKMBa, JleKyBanh c manebo. CrobmeHata yectota ¢ 3,06 % cpeiny 2,86% 3a crunusocT; 4,01%
cpeuly 3,38% 3a rnasoGonue; 0,83% cpemyy 0,59% 3a 3amaiisane u 0,83% cpemy 1,32% 3a ymopa.
Wndopmanusnta, crbupasa Nio BpeMe Ha MOCTMAPKETUHTOBOTO HabMioneHNe, TIOTRBpXAaRa podhuna Ha
BezomacHoCT, HaGMmONasaH No BpeMe Ha KIMHIMHATA paspaboTka.

Crpob1mapate Ha I0103MPAHY HEXKENIAHH peakliy :
CrobmaBaHeTo Ha IOZO3HPaHK HEXKEMaHH peaKIliH cliell paspeliiaBaHe 3a YoTpeOa Ha IeKapCTBEHUA

MpOOYKT € BaKHO, Tora nmo3soasea 4a NpoABIKH HabMORSHHETO HA CHOTHOWICHHETO nonaa/pucx 3a
JICKapCTBCHHA TIPONYKT. Or MenMIIMHCKHTE CIENHATIMCTH ¢ HAHCKBA 714 CHOOIIABAT BCAKa noao3upana
HEXeIaHa peakiiig ype3 HanHMOHANHATa CHCTEMaE 32 croOinaeane:;

Hsnrannrenna arennud 1o nexapcTBaTa
ya. . Jlamsn I'pyep” Ne 8

1303 Codmna

TemL: +359 28903417

yebGcaiit: www.bda.bg

4.9 Ipenoanpane

Hsama nannu 3a npenosupaHe npu neua.
Hndopmanmata 0THOCHO 0CTpO Tpe/io3Hpate Ha 611acTHH e NONyueHa OT ONHTa OT KIMHIYHH M3TTHTBaHWM,
NPOBEREHH IO BpeMe Ha pa3paboTkaTta NpH BB3PACTHH, KAKTO H 110 BpeMe Ha IOCTMAPKETUHIOBOTO

Habmroaenne. TIpH KIHHHYHHTE IPOYYBAHAA Cel NpHIOKeHHe Ha Ounactin B 1034 10 o 11 neTH no-

4eCTO, ca 3aMaiiBane, rmarobonue ¥ ragene. He ca foknaiBany CepHO3HH HeXenaHH peph
yAbnxaease Ha QTc nHreprana. HadopmawysTa, chipaHa NIpH NOCTMapKETHHTOBOTO
CBOTBETCTBa € Ta3H, ROKNAJABaHA B KIMHHYHMTE IPOY4YBaHHs.
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Kpuriunata onenxa na edexta Ha MHOTOKpaTHaTa no3a Ha Gunactib (100 mg X 4 aHH) BBHPXY
BEHTPHKYNIapHaTa penonsgpH3anus upes ,,uanocto QT/QTe kpocoyenp npoyysane” ¢ ywactue Ha 30 appasn
BB3pACcTHU NOOPORONLM HE NOKa3Ba 3HAUHMO yabibKaBane Ha QTc.

B cnyuaii na npenosnpane ce NpenopsBa CAMITOMATHUHO H NIOANEPKAILO JIEYEHHE.

Hsama u3recTeH cneundiiden anTHNOT Ha GHIACTHH.

5.  @®APMAKOJOI'MYHU CBOMCTBA
5.1 @®apmakogHHAMMYHH CBOHCTBA

PapMakoTepanesTHIHA rpyna: AHTHXHCTAMHHHU 38 CHCTEMHO npUAoKeHHe; JpyTH aHTHXMCTAMHHEH 3a
cHcTeMHo npunoxkenne. ATC xox: RO6AX29.

Mexanussm Ha JeiicTBhe

BumacTun e HecepaTHBeH XHCTAMHHOB AHTArOHKHCT C PONBIDKUTEHO EfiCTBUE M CElleKTHBEH nepadepeH
Hi-penentopen antaronucTiyen apuaHTET 663 adHHHTET KbM MYCKaPHHOBH PELIETITOPH.

BrnacTin noTHcka MHAYUHpaHHTE OT XHCTAMUHA KOXKHH peakinn Tdn ,,wheal and flare” 3a 24 uaca cien
NpHEMa Ha eJHHHYHH A03M.

Knunvdxa edmkacHoCT

E¢ukacHocTTa ha 6unacTuH e u3cieBaHa IPH BE3PACTHE M I0HOMH, CHINACHO TIPENOPLKUTE, NOKA3AHATA
e(HKaCHOCT TIPY BB3PACTHH H JOHOLIM MOXKe Ja C& SKCTPAIONHPA M TIPH J€Lid, Thil KaTo e NOKA3aHO, Ue
cHcTeMHaTa eKcnosuiys Ha 10 mg 6unacTiH Npu nena Ha BB3pacT oT 6 A0 11 roaMHY ¢ TenecHo Terno Haj
20 kg e crImaTa KakTo €KCNO3HLAATA IIPH BB3PAcTHH Ha 20 mg GHIacTHH (BIDKTE TOMKa 5.2).
ExcTpanonupaHeto OT naHHHTE 33 BB3PACTHUTS H IOHOUIMTE Ce CYMTA 3a NOAXOJAIIO 32 TO3M NPOKYKT, Thil
XaTo NaToH3NOAOTHATA HA ATIEPTUYHHMA PUHOKCHIOHKTHEMT M YPTHKAPMATA € €/{HA V1 CHLIA 33 BCHYKM
BB3PACTOBH TPYIIH.. ‘ :

B xiuHuMHM NpoyuBaHHs Ha PH3PaCcTHM MALMEHTH W MALHEHTH B IOHOLIECKA BL3PACT C leprugeH
PHHOKOHIOHKTHEHT (CE30HEH H NeNOToAuIIeH) GumacTin 20 mg, NPHNaraH BENHBXK AHEBHO B TIPOIBIDKEHHE
Ha 14-28 ann, e edpexTHREH NpH obckuaBane Ha CHMITOMM KaTo KHXaHe, TEYawm HOC, cbpbex B Hoca,
3aMylIeH HOC, CEPOEX B OUHTe, CHII3CHE U 3auepBaBaHe Ha 0uMTe. BUNacTHH eeKTHBHO KOHTpOIHpa
CHMIITOMMTE B IIPOJBDKEHHE Ha 24 yaca.

B npe xauuuuHY poyUsaHys Ha NAlMEHTH ¢ XpOHHYHA WAMONATHYHA YpTHKAapH, GhnactuH 20 mg,
NpHIIaTaH BEAHLXK RHEBHO B NIPONBIDKEHME Ha 28 nHY, e eeKTHBEH 32 061€KYaRaHe Ha HHTEHIUBHOCTTA Ha
cppbesxa M Gpos ¥ pasMepa Ha YPTHKHTE, KakTo ¥ Ayckom$opTa Ha NAUMEHTHTE, IPEAHIBHKAH OT
yptaxapuara. Ilaunenture nono6paeaT cEos CHH M Ka4€CTBOTO HA KMBOT.

He ce nabmonasa knuHIuHO 3Ha4AMO YaB/bKaBaHe Ha QTc HHTEpBaNa MM IPYT CHPASYHOCHAOR edexr B
KIHHNYHHTE NPoy4BaHus ¢ GUnacTiH Dopu npy nosa ot 200 mg nreBro (10 ITH KNMAN4HaTa K03a) B
NpoABJKEHHE Ha 7 IHH TIPH 9 IHIa MITH IOPH KOTATo Ce NPHIAra 3aeHo ¢ nHxuGuTopy Ha P-gp, Takuea
KaTo keTokoHazon (24 nuua) B epuTpoMHLIMH (24 nuua). B nonsanenne e n3ewpimeno nanoctuo QT
H3cnenBade, BKAIOYBaio 30 nobporomiy.

B xOHTposMpani KTMHHMHY TIPOYYBAHKA NIPH Tipenopbuana fo3a oT 20 mg BeHEXK AHEBHO, podMIET Ha
bezonacnocT Ha GunacTun no otHomenwe Ha LIHC e chusMepnM ¢ To3u Ha Mnane6o W nossaTa Ha
CHHIIMBOCT CTATHCTHYECKH HE Ce pasivaBa OT rianebo. Bunactun B nosu 1o 40 mg eNHOKPATHO AHEBHO He
3acAra NCHXOMOTOPHATA (YHKIKS B KIMHWYHK NPOY4YBaHUA M He 3aCATa CocobHOCTTa 3 modHpaHe B
CTAanAapTeH WoQLOPCKH M3NMNUT.

HaumenTy B cTapuecka BB3pacT (> 65 ronunu), Bkmosenn Bbe dasa 11 u I na H3CNE€ABAHKATA, HE MMOKA3BAT
Pa3/IMKa [0 OTHOINEHHE HA ePHKacHOCTTa MK GEe30MACHOCTTA CIPSMO NO-MJIAAW ITALIMEHTH.

Kanunu4na 6ezonacHocT

B 12-ceaMM4HO KOHTPOAHPAHO KIMHUYHO NPOYYBAHE ¢ Aela Ha Bb3pacT oT 2 1o 11

reua, 260 nexypand ¢ 6unacThy 10 mg: 58 Ha BB3pacT or 2 10 <6 ropunu, 105 ua s

ronMHH, 97 Ha Be3pacT ot 9 10 <12 roavuu 1 249 nexypany ¢ nnane6o: 58 Ha BB3p

95 Ha BB3pacT ot 6 10 <9 roanHN ¥ 96 Ha BB3pacT 0T 9 1o <12 roauHK) NpY Npenop
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neauaTpHyHa fosa ot 10 mg BeaHBXK JHEBHO NpodunsT Ha HezonackocT Ha GunacTHH (n=260) e cxozeH ¢
TO2W Ha:Anauebo (n=249), kaTo HexkellaHH NEKAPCTBEHH PeaKLyK ce NposrgBar npH 5,8% « 8,0% or
NalKBeHTHTE, NPYEMAalH ChOTBETHO GunacTiH 10 mg n nnaue6o. ITpu Tosa npoyuBane u 6unactii 10 mg, n
nnanebo AEMOHCTPMPAT JIEKO HAMANSBAHE HA PE3YNTATHUTE 3a CLHIMBOCT M CENALMs B NeANATPHYHUS
BBIIPOCHHK 3a chHA (Paediatric Sleep Questionnaire), KaTo MeXIY JEKYBaHWTe IPYNY HAMA CTATHCTHUECKH
3Ha4HMH pa3nHKH. [Ipy aenata na pr3pact ot 2 no 11 roaurn naMa HaGmonaeanu 3HauAMK pasnnku B QTc
cnea neuenneto ¢ 10 mg GunacTuH AHEBHO B cpaBHEHMe ¢ NnaneGo. CnenmanHu BIPOCHHLH 38 KAYECTBOTO
Ha XHKBOT 32 Iela ¢ a/ICPrHYEH PHHOKOHIOHKTHBHT MJIM XPOHHYHA YPTHKAPHA TEMOHCTpHpaT 060
YBEIMYEHNE B PE3YNTaTHTE 32 Nlepuol o 12 cenmMuun Ge3 cTaTUCTHYECKH 3HaYMMa PasivKa MY
paMenara Ha jieueHre ¢ OunacTin W nnane6o. O6mara nonynanus ot 509 pena obxsama: 479 nHua ¢
AJIEPruyeH PHHOKOHIOHKTHBHT K 3() JIHIla ¢ AMarHOCTHLIMpaHa XpOHRYHA YpTuKapua. 260 feia ca npueMain
6unactun, 252 (96,9%) 2a anepruden puHoKOHIOHKTHBUT U § (3,1%) 3a xponuuHa ypruxapus. ITo ananorns,
249 nena ca npuemany nnanebo, 227 (91,2%) 3a anepriuyeH pHHOKOHIOHKTHEMT M 22 (8, 8%) 3a XpOHHYHA
YpPTHKapys.

Esponeiickara areHuua no nexapersata ocsobokaaBa OT 3aAb/DKEHHETO 32 NpeICTABAHE Ha PesyNTaTHTe OT
NpOYYBaHHATA C OMAACTHH BB BCHYKH NOATPYNH Ha NEHATPHYHATA IOMYJIAINS TI0L 2-rOAHLIHA BE3PACT
(BrxTe TouKa 4.2 32 HE(OPMALINA OTHOCHO NEAMATPHYHATE ynorpeba).

5.2 @apMaKoKHHETHYHH CBOiicTBa

Abcopbuus
Benactun 6xpso ce abeopbupa cnes nepopalHo NPHIOKEHHE ¢ BpeMe 3a JOCTHIAHE Ha MaKCHMAallHa

TIa3MeHa KOHLEHTpalng ot okolo 1,3 yaca. He ce nabmonaea akymynaimsa. CpeaHoTo HHBO Ha
6ronannYHOCT Ha 6UNACTHH NPH MEPOPANHO TIpUIOXKeHHe € 61%.

Pasnpenenenue
In vitro n in vivo npoyuyBanng nokaspar, ye OMNacTHH cyﬁmpa'r Ha Pgp (BuxTe TOUka 4. 5

»B3auMMOIeHCTBHE ¢ KETOKOHA301 HIH EPHTPOMHIWMH™ 1 ,,.B3aumoneiicraue ¢ zunruazem™) m OATP (puwxre
ToYKa 4.5 ,,BzanMoneicTBre che cok oT rpefingpyr™). B TepanesTHuHE 1034 GHIACTHH Ce CBLP3BA C
TUIa3MEHUTE TIpoTerHH B 84-90%.

Buotpanchopmanys

bunacTun He HHAYIIHPA ¥ HEe NOATHCKA aKTHBHOCTTa Ba CYP450 u30eH3MMH B ipoyvBanns in vitro.

EnvmMunuparie
B npoy4saHe rpH Bp3pacTHH 3aparu AoGpoBosiy ¢ 6anascupaHa Maca ClIER MPUIOKEHHE Ha eJMHHYHA

no3a ot 20 mg YC-6unactuy, noutn 95% OT IPUNOKEHATa 032 Ce OTKPHEA B YpHHaTa {28,3%) H
m3npaxxrenuaTa (66,5%) xarto HenpoMeHeH GHIACTHH, KOETO NOTBLPKIARA, ue HulacTHH He ce
MmeTaGonM3Mpa 3HAUMMO IpH XopaTta. CpeHUAT NONYXKHBOT Ha eNUMBHHpaHe, HAUYMCIIEH TIpH 3APABH
" nobpoBonuy, e 14,5 4.

JInnelinocT
bunactun nokassa ivHeeH QapMakokMHeTHYEH NIPOdMIT MPH NIPOCIIERABaHE Ha PazmiyHK J03H (5 ao 220
mg) ¢ HUCKHM HHEUBHAYATIHH PA3THYMA.

Bb6peyno napymenue
Edexture na 6unactiH npu naluenty ¢ 6p06peyno napylwenne ca U3CHeABaHH NPH BH3PACTHH
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pY BeHykH anLa. Te3n papMaxoKMHETHYHY NPOMEHH HE ¢e OUaKBa a MMAT KINMHHYHO 3Ha4YUMO BIIHAHME
BbpXY 0e301macHOCTTa Ha G1nacTHy, 3al10TO NNa3MEHHTe HUBa Ha GyacTHH NpK nauMenTyH ¢ Gp6peuny
HapylIeHy\a ca BCe NaK B FpaHyLiTe Ha Ge30onacHocT Ha GUIacTHH.

Yepnoapobuu Hapywienus

Hsma hapMakoKMHETHYHM JatHi NpH NHLA ¢ 4epHOAPOGHH Hapyinenns. Bunactr we ce MeraGonnaupa
npH xopata. Tbit KaTo peaylTaTHTe OT NpoyuBaHeTo Npy 6R6peyHO HapylieHne noxassar, 4e Gs0peyHaTa
€TMMHHAIM% HMA OCHOBEH NIPHHOC 33 €JIMMMHALMATA, OYaKBA Ce MTBYHATA eKCKpeLis 4a HMa
HE3HaYMTEIHa polid B eNUMUHALKATA Ha OunacTuH. He ce 09akBa IPpOMEHHTE B YepHOApOoGHaTa hyHKUIHA 4]
MMAaT KIIHHHMYHO 3HaYBMO BIMSHHE BHPXY hapMakoKuHeTHKaTa Ha OunacTuH.

Ienuarpiuna nonynauns
PapMaKOKHHETHYHHKTE AaHHM Npu Jelia ca ony4erH ot dasa Il va dpapmakokuHeTUHO NpoyyRaHe,

BKMoysaio 31 geua Ha Be3pact ot 4 1o 11 roAuHy ¢ aneprayes pHHOKOHIOBKTHENT HIH XPOHHYHA
YPTHKapHi, Ha KOUTO € NIPUIlaraHa BeAHbx JHeRHO 6MnactiH 10 mg aucnepripama ce B ycrata TaGneTka.
DapMaKOKMHETHYHMAT aHATM3 Ha JaHBUTE 3a TU1a3MEHATa KOHLUEHTpaLMA TI0Ka38a, Ye NPHIAraHeTo Ha
neAMaTpHyHaTa 103a GlnacTih 10 mg BeAHBXK AHEBHO BORH A0 CHCTEMHA eKCNOSHIINS, €KBHBAEHTHA Ha
Tasy, HaOmoJaBaHa CIel IpMNaraxe Ha 1o3a oT 20 mg npy BbIPACTHH U IOHOIUM, KATO CPEAHHTE CrofiHuCy
Ha AUC ca 1014 ng*hr/ml 3a neua Ha pB3pact ot 6 Ao 11 roaunn. Tesn pe3ynTatn ca 3HAYHTENHO 1TOA
npara 3a 6e30macHOCT BB3 OCHOB2 HA JAHHUTE OT NpHIaraHe Ha eHOKpaTHa AHEeBHA 1032 ot 80 mg npH
Bb3pACTHH B CHOTBETCTBHE C Npodhuia Ha 6e30MacHOCT Ha NeKapcTBOTO. Te3H peaynTaTH NOTERPKAaBaT
u3bopa na 6unacTua 10 mg 3a NepopanHe NPHAGKEHHE BeHRXK JHEBHO KAaTO [IOAXOMMIA TepaneBTHYHa
71032 3a eAMaTpPHYHATa Monynaiisa Ha Be3pacT oT 6 10 11 roausm ¢ Tenecro terno wan 20 kg,

5.3 Ipeaxnunnunu nanHH 3a 6ezonacHOCT

HexnvauvnuTe IaHnH He nokaspaT ocobeH pUCK Ha OHIacTHH 32 Xopa Ha (23aTa Ha KOHBEHUHOHATHUTE
(dapMaKoJIOTHYHE H3MMTBAHNA 38 (Ge30MacHOCT, TOKCHMHOCT IIPH MHOTOKPATHO NpUJIaraHe, FreHOTOKCHYHOCT
¥ KaHIIEpOreHeH NoTeHIIMAN.

B u3cnensannsTa Ha penpolyKTHBHATA TOKCHYHOCT ediexktuTe Ha GHNacTun BHpXy deryca (npe- u
TOCTHMIIIAHTAUHOHHA 3ary6a NPU NABXOBE H HEMBIHA OCHOHKAIAA Ha YEPEITHHTE KOCTH, IPHAHATA KOCT ¥
KpafiHHIMTE TIpH 3akii) ce HabMIoNaBaT caMo NPH JIO3M, TOKCHYHM 32 Makikara. HuBata Ha eKCIO3UHHS, HpH
KOWTO He ce HabmoaBaT HexenaHH nekapeTeenu peakunn (NOAEL), sHauntento HagxBupiar (> 30 ouTH)
€KCITO3HLHA YIPY X0opaTa IIpH NPenophyaHaTa TepaneBTHYHA J1034.

B npoyusane 3a nakTaunaTa € yCraHOBEH GMIIACTHH B MIAKOTO Ha KbPMEUIH IUTBX0Be, [IPH IIpHI4rane Ha
eIHOKpaTHa nepopanHa 1o3a (20 mg/kg). KoxiieHTpaluTe Ha GHIaCTHH B MiIAKOTO Ca OKOJIO HMONOBHHAT2
OT Te3W B Maiiy¥HAaTa nnaiMa. JHAUEHHETO Ha Te3H PE3YIITATH 32 XOPaTa He € U3BECTHO.

B wacnensane sa Qeprunurera npy nnbXose, OHIacTHH, npraarad nepopanto ao 1000 mg/kg/nen, we
OpEeRM3BHKBA KUKAKEB eexT BBPXY XKEHCKHTE 1 MEXKKHTE PENpOAYKTHEHY oprads. [loxasatenure 3a
qHdrTocBane, PepTHINTET H EPEMEHHOCT HE €& NOBIMABAT.

OT u3nnTBanNA 3a pa3npeaeneHie NpH IUTHXO0BE C ONPEAENFHE HA KOHIIEHTPALMHTE Ba JIEKAPCTROTO YPes
apTOpajgvorpadHs ce BUXNa, ye GunacThy He ce akyMynupa B ITHC.

6. PAPMAIEBTHVHHU JAHHN
6.1 CnacnLk HA DOMOIMBNTE BelIECTBA

ManwTon
Kpockapmenosa Hatpni
Harpuer creapuigymapar
Cyxpanosza (E955)
ApoMaT Ha uepBeHO rpo3jie (0CHOBHH KOMIIOHEHTH: TyMa apabuka, erunSyTHpar, Tp
METHIIZHTPaHHAAT, eTaHon, d-THMOHEH, NHHAA0N)
10




6.2 HecnemecTHMocTH

Henpunosknmo.

6.3 Cpox na ropnocr

5 roannn

6.4 Coennanny ycoBmf 3a chXpanenne

To3u nexkapcTBeH NPOMYKT He MAUCKBA CIICHHARHH YCIIOBHSA 33 CHXPAHEHHE.

6.5 Bup H chabpikaHHe HA ONAKOBKATA

Doprexan 3a aena 10 mg gucneprupamy ce B ycTata TabneTkn ca onakopaHu B OPA/AL/PVC//Al 6mucTep.
Beexu bnnctep cpabpxka 1) gucneprapaioy ce B yeTaTa TabneTkm.

BimcTepute ca ONaKOBaHU B KAPTOHEHM KyTHH.

Tonemmna Ha onakoekara ot 10, 20, 30 unu 50 gucnieprupallii ce B ycrata TabaeTkH.

He BcHux# BHIOBE ONAKOBKH MOTaT fia GbAAT NYCHATH B Npoaaxsa.

6.6 Cnenmannm npeanas’HA MepKH IpH H3XBLPJAHE

HensnonspauuaT NpoayKT WM OTHAABYHHTE MATEPHANH OT HEro TpAGBa fia CE H3XBBPIAT B CHOTBETCTBHE C
MECTHHTE U3HCKBAHHA.

7. IIPETEXKATEJI HA PABPEIIEHUETO 3A YIIOTPEBA

Menarind International Operations Luxembourg S.A.,

1, Avenue de la Gare, L-1611, JhokcemGypr

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

20170264

9. JATA HA INBPBO PA3ZPEIHABAHE/MTIOAHOBSBAHE HA PASPEINEHUETO 3A

YHOOTPEBA

Hata Ha mepBO paspemiapane: 16.08.2017 r.

10. [JATA HA AKTYAJIM3UPAHE HA TEKCTA

06/2022
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