KPATKA XAPAKTEPUCTHKA HA ITPO/IYKTA



V3MbACWTERHA ATEHUVA NO NEKAPCTBATA

Kpamxa xapaxmepucmuxa Ha npogyxma - [puaoxeriue 1

®oprekan 20 mg TabieTkyn Kim Pee. Ne ............ A0100%3% .
Fortecal 20 mg tablets

1. UME HA JIEKAPCTBEHUS ITPOJIYKT

Paapewsnue Ne o D
BGMAMP - ... 120G 7 /‘2{’“2‘J

2. KAYECTBEH H KOJIMMECTBEH CbCTAB OQOBPEHUE Ne ... fvessnmesnormmsss:

Beska Tabnerka chabpika 20 mg OGunactun (bilastine).
3a MBJHMA CIUCHK Ha TOMOLLHWTE BELLECTBA, BHIKTE TOUKa 6.1

3. JEKAPCTBEHA ®OPMA

Tabnerka.

Osannu, ABoliHOM3NbKHAMH Gesn TabieTku ¢ nenutenna uepra (abkunHa 10 mm, LIMPHHA

5 mm).

JlenutennaTa yepTa € caMo 3a YJIeCHABAHE Ha CUYNBAHETO C LIEJT TI0-JIECHO MOMIbILAHE, a HE 3a
paznessaHe Ha PABHH JI03H.

4. KJIMHHUYIHH JJAHHHA

4.1 TepaneBTHYHH NOKa3aHHHA

CHMNTOMaTHYHO NIeYeHHe Ha aJleprutier PUHOKOHIOHKTHBHT (CE30HEH H LIeI0rOIMILIEH) H
YPTHKapus.

(MopTekan e nokasaH NpH Bb3paCTHH M I0HOLIN (Ha Bb3pacT 12 rojIMHK W noseue).

4.2  Jlo3MpOBKA H HAMHH HA NPHJIOKEHHE

Josuposka

Bvspacmuu u onowiu (na evspacm 12 coounu u noeue)

20 mg OGMaacTHH BeIHBXK THEBHO 3a O0JIeK4aBaHe Ha CHMITTOMHTE Ha alepruueH
PUHOKOHIOHKTHBHT (CE30HEH aJlepruieH PHHHT H LIeJIOrOJIMILICH PHHUT) U ypPTHKapHs.
Tabnerkara TpaGpa na ce npuema enH Yac Mpeu WK 1Ba 4aca ciejl MoemMaHe Ha XpaHa Wi

IJIOJIOB COK (B3K. Touka 4.5).

[TpoabJIKUTEIHOCT Ha JIEYEHHETO:

[Ipu anepruued pHHO-KOHIOHKTHBUT JleueHHeTo TpsOBa Jla ce Orpanuyy J10 Nepro/ia Ha
CKCMO3HIMA HA allepreHy. 3a Ce30HHHS allepruyeH PHHUT JIEUEHHETO MOKe /1a Objle
MpeyCTaHOBEHO, CJIE/l KATO CHMITTOMMTE CE€ PA3CEAT M J1a e Bb30OHOBH 1PH MOBTOPHOTO UM
nossseaHe. [Ipy MHOTOrOMIIHK AJIEPrHYHU PHHUTH NPO/IL/IKHTENHO JIeYeHHE MOJKE 14 ¢e
MPEAIOKH Ha NALMEHTHTE 110 BPEME Ha €KCIO3HLMATA Ha alieprena. [Ipu ypTukapus
NMPOABKUTENHOCTTA HA JIBYEHUETO 3aBUCH OT BHAA, NPOJBIKHTENHOCTTA M X01a Ha
OMJIaKBAHUATA.




Crnenuaanu nonyayuu

Crapuecka Bb3pacT
He e HeobGxonMMO apanTupate Ha J03MPOBKATA NIPH MAlMENTH B CTAPYECKA Bb3pacT (BXk. ToUKa
5.1r5.2).

BrOpeunn Hapylienus

TpoyuraHna, nnpoReAEHN NPH BL3PACTHH B CRENHANHH PUCKOBH rpynu (MaupedTH ¢ 6u6peuno
yBpexknaHe) [0Ka3BaT, Ye He € HeoGXOAMMO J1a Ce KODHTHpA [103aTa Ha OHIACTHH TIPU TIX
(px. Touka 5.2).

Yeproapobuu Hapylwienus

HsaMa KIMHUYeH ONKUT NpH Bb3PACTHH NMALUMEHTH C YEPHOAPOOHH HapymieHus. Brhpeky Tosa,
Tbif kaTo GUIIAaCTHH He ce MeTabOH3Upa U Ce elIMMHHHPA HENPOMEHEH B ypUHaTa H deueca ,
HE CE¢ OYAKBA YEPHOAPOOHOTO HAPYIUEHHE 1A YREIHYM CHCTEMHOTO BE3ACHCTBHE Ha
rpaHHLMTE Ha 6€30MacHOCTTA NPH BE3PACTHH NauueHTH. CleRoBaTeNnto, He € HeoOxoanMo
aJarTHpaHe Ha NO3WPOBKATA NMPH Bb3PACTHH NALMEHTH C YepHOAPOOHH HapyLleHHs (BXK. TOYKa
5.2).

[leduampuuna nonyrayus
- Jleua Ha BB3pact oT 2 a0 11 roguns ¢ TenecHo Terno Haii-manko 15 kg
Bunacrun 10 mg tabnetku, aucnepripaiy ce B ycrata W Gunactun 2,5 mg / ml nepopanen

pasTBOp Ca HOAXOALIH 32 NPHIOKEHHE B TA3H NONYJaLMUs.

bezonmacHoctTa 1 epukackocTTa Ha HUITHCTHH NpH aeua ¢ 6p6pedno v yepHOAPOGHO
YBPEHIAHE HE Ca YCTAHOBEHH,

Hauun Ha npunoxxeHue;

Mepopanno npuioxkeHue
Tabnrertkara Tpabsa na ce norwiHe ¢ Boaa. [IpenopLunTENHO € 1a IpUeMaTe THEBHATA /1033 B
€JHHHYEH TIPHEM.

4.3 IIpoTuBonoxazanus

CBpbX4yBCTBUTENHOCT KbM aKTHBHOTO BELIECTBO MIIM KbM HAKOE OT NOMOLLHHTE BeLLeCTRa,
H30poeHH B Touka 6.1,

4.4 Crneunannn npeaynpesxkaeHus H npeARa3sHH MePKH NpH ynoTpeba

fleduampuuna nonyaayus

EdukacHocTTa M He3zonacHocTTa Ha GHIACTHH NPH cua noa 2-FOAHILHA BB3PAcT H ¢ TEIECHO
Terno noa 15 kg He ca ycranoBenH, nopajay koeTo GMnacTHH He TpaGBa aa ce M3NOA3Ba NPH

Aeua noJ 2-rofliilHa Bb3pacT UK ¢ TejlecHo Terno noa 15 kg. -

lipn naumenTH ¢ ymepeno no Texko 6x0peuHo HapyleHHe NpuiokKeHWe Ha GHAACTHH
CHBMECTHO C HHXHOUTOPUTE Ha P-raukonpoTenH KaTo HaNpUMep KeTOKOHA30., EPUTPO
UHIJIOCTIOPHH, PHTOHABMP H/H NHITHA3EM, MOJKE 1a NMOBHILK NJIa3MEHWTE HHBA Ha OU



CJ1eN0BATEHO, Aa YBETHYH PUCKa OT HewenaHu edektd Ha Ounactud. ETo 3awo,
CAHOBPEMEHHOTO NPUAMKEHHE Ha OHNacTHH U MHXMOUTOpPH Ha P-rnukonporenn Tpadea aa ce
H30ArBa NPH NALKUEHTH ¢ YMEPEHH 110 TeXKKH OBOpeUHH HapyLeHNs.

Chobiuenn ca cnyyan na yabiked QT-MHTepBan Ha enekTPoKapiAHOrpaMaTa NpH NauueHTH,
npueMaiun 6unacTih (Bx. Touku 4.8, 4.9 u 5.1). [Ipennonara ce, ue N1eKAPCTREHUTE NPOAYKTH,
KOHTO NpHYMHABAT yab/pkaBane Ha QT/QTc-uHTepeana, nopuiuasar pHcka ot torsade de
pointes.

l'Iopa):ud TOBA CC U3HCKBA INOBHUIIIEHO BHHMAaHHE NpY NpyiiaraHe Ha BunacTHH Py MaiHeHTH,
KOHTO Ca U3NOKEHHN Ha MOBHIIEH PHCK OT yabmkasane Ha QT/QTc-uurepsana. Tosa Bxniousa
NAaLHEeHTH C aHaMHE3a 33 CbpACHHH APHTMHH, NALTHEHTH ¢ XHNOKaANHEMNA, XHITOMarHe3ueMus,
XHIOKAILEMHS, MALIHEHTH ¢ H3BECTHO yAbMkaBaHe Ha QT-HHTepBANa KM 3HAYMTEIHA
OpanvMkapans, MaLUMEHTH Che ChMLTCTRAILA YNOTpeda Ha APYTH IEKapCTBEHH NPOAYKTH,
CBBP3aHH ¢ yawbkaeane Ha QT/QTc-nuTepsana.

[lomownu sewygecmaa
To3n nekapcTBeH NpoAYKT ChAbPKa No-Manko oT 1 mmol Hatpuii (23 mg) na Gunmupana
TabneTka, T.€. MOXE J1a ce KaXKe, Ye NPaKTHYECKH HE ChABbPXKA HATPHIA,

4.5 BiaumonelicTBHE ¢ APYrH NeKAPCTBEHH NPOAYKTH K ApYyru GOpMA B3auMoAeiicTBHe

IlpoyuBasua 3a B3aMMOZEHCTBHS ca NPOBEKAAHH CaMO NPH BB3PacTHH U ca 0600IIeHH No-
oony.

BsaumopeiicTBre ¢ xpaHa: XpaHaTa 3HaUMMO HAMAJIABa OpajiHaTa GHOHAIHYHOCT Ha BHUNACTHH
¢ 30%.

BsanmopeiicTeue che cok or rpeiingpyT: EnHospeMeHHnsT npuem Ha Gunactun 20 mg u cok
OT rpeHngpyT NoHWkasa OKOHATHYHOCTTA Ha GunactuH ¢ 30%. Tosu edekT Moxke Na ce oTHacs
CBLUO 32 JIPYTH HI0A0BH COKOBE. CTENEHTa Ha CHIXKaRaHe Ha GHOHA/IMMHOCTTa MOXKE J1a BapHpa
CMopeA NPOU3BOAUTENH W NNoAocee. MexaHH3MBT Ha TOBa B3aUMoaeHCTBYE e MHXHONpane Ha
OATP1 A2, rpancniopTHa CHCTeMa 3a YCBOABaHE, 3a KOATO GUnacTHH e cybeTpat (BHKTE Touka
5.2). JlekapcTBeHH NPOAYKTH, KOUTO ca cybcTpaTi Wi MHxHGHTopu Ha QATP1 A2, kato
PHUTOHaBUpP MM pudaMNHULIMH, MOKE Ja KMAT MOTEHLMAN 1a HAMAJIABaT Mo [oA00eH HA4YHH
NasMeHaTa KOHUEHTpalHa Ha OHITacTHH,

B3sanmoneHcTBHE ¢ KETOKOHA30N KIIH CPHUTPOMULIMH: EnHOBpeMeHHUAT npueM Ha Bunacthu 20
mg BeAHbXK JHEBHO W KeTokoHazon 400 mg BeAHB K THEBHO WK epHTPOMHLKH 500 mg Tpu
1bTH AHeBHO noeuinaea AUC na Gunactil 2 mbti, a Crax — 2-3 nbTH. Tesu npomenn Morat na
ObaaT 06ACHEHH ¢ B3aMOIEHCTBHETO C MPEBHHTE TPAHCHOPTHH CUCTEMH 3a OTAENAHE, Thil
KaTo OHAacTHH € cybcTpat 3a P-rankonporent u He ce MeTaGonusupa (BUKTE Touka 5.2). Teau
NPOMEHY M3MJIEKAa He NMOBRMABRAT npodhuia Ha 6e30NacHOCT Ha BUNACTHH Y, CLOTBETHO, HA
KeTOKOHA30J1 UM EPUTPOMHLIKH. JIpyry lexapcTBEHN NPOYKTH, KOUTO ca cyOcTpaTh Wiu
HHXHOWTOPK P- rnnKonpoTenH, KaTo LMKJIOCTIOPHH, CHLIO TAKa MOXKE J1a HMAT NOTEHLWAN 1A
YBEnH4aBaT NNa3MeHaTa KOHUCHTPAUWS Ha OUNacTHH.

BsaumoneicTere ¢ qunTHaszeM: EnHoBpeMeHHHAT npueM Ha Gunactin 20 mg BeAHBK JHEBHO U

Annrnazem 60 mg BEIHBK JIHEBHO JIOBHLLABA Cunax Ha 6unactiH ¢ 50%. To3u edext Mmoxe J],a ce




BaaumopgeiicTeme ¢ ankoxon: IlcuxomoTopHaTta nelHOCT cnea eNHOBPeMEHEH NPHEM Ha
ankoxon ¥ 20 mg GHUIACTHH BEAHBK AHEBHO € NoaobHa Ha HabmolasanaTa ciesl MPUEM Ha
anKoxon v miauedo.

BaaumoneiicTeue ¢ nopaienam: EqHoBpeMeHHHAT NpueM Ha OutacTHH 20 mg BeAHBX AHERHO H
nopasenam 3 mg BeAHBK AHEBHO B NPOABIKEHUE Ha § AHM He YCHIIBa NOTHCKALIKS eeKT Ha
nopazenam eepxy LIHC.

fTeouampuuna nonviayus

IlpoyuBanus 3a B3aHMOLEHCTBHS Ca NIPOBEAEHH CaMO TIPH Bb3pacTHH. Thil KaTo HAMA
KNHHHYCH OIIHT 0 OTHOLUEHHE HA B3aUMOCHCTBHETO Ha BHNACTHH C IPYFH JICKADCTBEHH
NPOJTYKTH, XPaHH HIIH TIION0BH COKOBE TIPH €L, Pe3yNTATHTE, MONYYEHH NIPH NPOyYBaHHs 3a
B3aWMOJNEHCTBHS NPH Bb3PAacTHH, TpAOBA Aa ce BIEMAT NPEABU]L IIPH NPEANHCBAHETO Ha
GunmcTnH Ha nena. Hama iIMHMYHKM JaHHK NPy Deua, 32 Na Ce NOCOouH saiu npoMenute B8 AUC
unn Cmax, JbLDKaLuM ce Ha B3aMMOAEHCTBHATA, 3acaraT npoduna Ha Ge3omacHocT Ha
BunacThH.

4.6 ®eprTHaHTeT, HPEMENHOCT H KbpMeHe

bpeMenHocT: JIMNcBaT uay MMa orpaHnYeHH JaHHH OT ynoTpebara Ha GuiiacTHH Npn GpeMeHHH
HEHH.

IlpoyuBanuATa ipH XMBOTHH HE NIOKA3BAT NPEKH HAK HENPEKH BPEAHH eeKTH 110 OTHOLIEHHE
Ha penpoAyYKTHBHA TOKCHYHOCT, paxK/aHe Ui NOCTHATANHO passBHTHe (Bx. Touka 5.3). KaTo
npe/nasHa MsapKa e 3a npeanoyuTane Jia ce u3barsa ynorpebata Ha DopTekan nno Bpeme Ha
OpeMeHHOCT.

Kbpmene: ExckpelnaTta Ha 6unacTvH B kKbpMaTa He € npoydeHa npu xopa. Hamnunure
(bapmMaKOKHHETHYHI JaHHH NIPH KHBOTHH NOKA3BAT €KCKPELIHA Ha GHNACTHH B MIAKOTO (BXK.
Touka 3.3). Tpabea na ce B3eMe pelteHMe NaiH [a ce NPOIBIKH/TIPEYCTAHOBH KbPMEHETO HITH
Aa ce NpeyCTaHOBH/N1a He Ce MPHIIOXKH TepantaTa ¢ SWIACTHH, KaTo Ce B3eMAaT NpeaBH.l
Nnoni3ara OT KbPMEHETO 32 AETETO U MOJ13aTa OT TepanuaTa ¢ OMNACTUH 34 KeHaTa.

@epruauntet: JIMNCBAT HAM HMA OrpaHHYEHH KIMHHYHK AaHHH, [poyuBaHe NpH mIbXoBe He
1I0Ka3Ba HeraTHseH edekT BbpXy deprHnuTeTa (k. Touka 5.3).

4.7 EdexkTn BbpXY cnocofHocTTa 32 modHpane H paGoTa ¢ MALIHHE

[lpoyuBane mpu BBL3PacTHH 3a OLIEHKA Ha ebeKTHTE Ha GUNACTHH BLPXY CNOCOBHOCTTA 33
wodupaHe noxasea, ye neveHre ¢ 20 mg SWIACTHH He NOBNIHsABA crnocoBHOCTTa 32 WogHpaHe.
Bbnpeku ToBa Thit KaTO HHAMBMAYATHHAT OTFOBOP KbM J1EKAPCTEEHHS NPOAYKT MOJXKE Aa
BapHpa, auMeHTHTe TpAOBa 1a 6BAT NOCHBETBAHM Na He WOMHUPAT Wik 1a pabOTAT C MalLIHHH,
ZOKATO HE YCTAHOBAT CBOA COOCTBEH OTTOBOP KbM GUNACTHH.

4.8 Hexenanu nekapeTBeHn peakumu

O606uienne Ha npoduna Ha Ge30MACHOCT NPU Bh3PACTHYU NALUMEHTH H KOHOLIH
HecroTaTa Ha HexenaHH peakiUMH NP BB3PACTHH MALMEHTH M IOHOWH, CTPaJalliv OT aNepruyen
PHHOKOHIOHKTHBHT HJtH XPOHHYHA HIMONATHYHA YPTHKapH1, nekyeanu ¢ 20 mg Gunactun, B
KIIMHKUYHH U3MHTBAHHS, € CPABHHMA C HECTOTATA NPH NALMEHTH, Nonyuund nnanebo (12,7%_—_
cnpsamo 12,8%).
Kannnuny npoy«usanns dasa Il v 11, nposenieny no speme Ha knuHKuHaTa pa3paGoTk
BKHO4BAT 2525 BB3PacTHU NAUMEHTH M IOHOWIH, IEKYBAHH C Pa3IHUHH 103M OHIACT




kouTo 1697 nonyuasat 6unactun 20 mg. B resu npoyueanns 1362 naumenTu nojayuasar

mnaneoo.

Hesxenanure JIEKAPCTBCHW PCAKLIMH, KOUTO HaH-uecTo ce C1306U_laBaT OT NAUMUCHTH,
InoJivuapaliu 20 mg OutacTum [PpH NOKa3aHHe aJICpruicH pHHOKOHKOHKTHBHT HJIH XPOHHYHA
HHONIATHYHA YPTHKapHUa ca ]“J'laBOGOJ']HC, CBHHIMBOCT, BUCHE Ha CBAT U YMOpa. Te3u HexcenaHu
PEAKLHUH CC TOABABAT CHC CPAaBHUMA YeCTOTa MPH NAIHEHTH, NOJIyYaBallm nﬂaue60.

O606U16HHC Ha HEIKCJTAHHUTE peaKliiHu B TadJHYeH BH/ TTPH Bb3pacTHH IMallMEHTH U KOHOILLIH

Heskenanure iekapcTBEHH peakUi, KOUTO € BEPOATHO J1a ¢a CBLP3aHn ¢ OMIACTHH U
cvobwasann npu noseye ot 0,1% o1 naunentu, noiayyaeamm 20 mg GUIACTHH 110 BpeMe Ha

KiMHKuuHarta pazpadorka (N = 1697), ca npejictapeHy B tTabnuuara no-uoiy.

YecToTuTe ce onpenensT KakTo cieiBa:
Mnoro vect (=1/10)

Yectn (=1/100 no <1/10)

Heuectu (>1/1 000 no <1/100)

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

Mmuoro peaxu (<1/10 000)

C neuspecTHa uecToTa (HE MOYKe Ja Ob/Ie OlleHeHa, OT HATMUHUTE J1aHHHN)

PC,HI{PI, MHOI'0 peJIKM U HEXKEJ1aHHU peaKIlHH C HEU3BECTHA YeCTOTa HE Ca BKJIIOUEHH B

Tabiuuara

HUndexkumn n nudecranum

Heuecrn Xeprec na ycruure 2 (0,12%) 2 (0,08%) 0 (0.0%)

Hapyuienns na meraGonusma u XxpaHeHeTo

Heuectu INoBuieH aneTHT 10 (0,59%) 11 (0,44%) 7(0.51%)

ITeuxuuHu HapyueHus

Heuecrn TperosxHoCT 6 (0,35%) 8 (0,32%) 0 (0.0%)
bescnhue 2(0,12%) 4 (0,16%) 0(0.0%)

Hapyuienus na nepeHaTa cuctema

CbHIUBOCT 52 (3,06%) 82 (3,25%) 39 (2.86%)
Yecru
I'naBodonue 68 (4,01%) 90 (3,56%) 46 (3.38%)
Heuectn Buene Ha crat 14 (0,83%) 23 (0,91%) 8 (0.59%)
Hapywenns na yxoro u nabupunra
Heuecrn Tunuryc 2 (0,12%) 2 (0,08%) 0 (0.0%)
Bepruro 3(0,18%) 3(0,12%) 0 (0.0%)
CbpacuHy HapylIeHus
Heuectn Jecen Genpen Grok 4 (0,24%) 5(0,20%) 3(0.22%)
CHHYCORa apuTMHS 5 (0,30%) 5(0,20%) 1 (0.07%)
DG ey 550 T i
Jpyru otknonenus B EKI |7 (0,41%) 11 (0,44%) 2 (0.15%)
PecnimpaTtophu, rpbHH 1 MEAHACTUHAITHH HApyLLIEHHS /(/;\«P A ‘H
Heuectn TlnerHes 2 (0,12%) 2(0,08%) /S ~F

Warn,




' G Benukn 1o
Cucremo-opranna kiacnpHkaums E [lnane6o
Yecrora Heskenana peakins ey N=1362.
Jluckomdopt B Hoca 2(0,12%) 2 (0,08%) 0(0.0%)
CyxoTa B HOCa 3(0,18%) 6 (0,24%) 4 (0.29%)
CTOMALITHO-1PERHH HAPYLIEHMSI
HeuecTn bonku B ropnara uact na 11 (0.65%) 14 (0,55%) 6 (0.44%)
Kopema
Kopemum Gosku 5(0,30%) 5(0,20%) 4(0.29%)
I"anene 7 (0,41%) 10 (0,40%) 14 (1.03%)
Cromatien jiuckomdopt 3(0,18%) 4 (0.16%) 0 (0.0%)
Jlnapus 4 (0,24%) 6 (0,24%) 3 (0.22%)
CyxoTa B ycTaTta 2 (0,12%) 6 (0,24%) 5(0.37%)
Jlucnencus 2 (0,12%) 4(0,16%) 4 (0.29%)
['acTpur 4 (0,24%) 4(0,16%) 0 (0.0%)
HapylueHus Ha KoskaTa v NoJIKOKHAaTa ThKaH
Heuectn Cupbe 2 (0,12%) 4(0,16%) 2(0.15%)
OO napytenus 1 epeKTH Ha MACTOTO Ha TTPHIIOKCHHE
Heuectn Ymopa 14 (0,83%) 19 (0,75%) 18 (1.32%)
Kaskna 3(0,18%) 4(0,16%) 1 (0.07%)
IO/ REHAE Ha 2 (0,12%) 2 (0,08%) 1 (0.07%)
Mpe/IecTBallo ChCTOAHHE
Bucoka Temneparypa 2(0,12%) 3(0,12%) 1 (0.07%)
ActeHus 3(0,18%) 4 (0,16%) 5(0.37%)
Hacnenpanus
Heuectn [’losnmeu? rama- 7 (0.41%) 8 (0.32%) 2 (0.15%)
rayramuiTpancdepasa
HamiineHa AaEHR: 5 (0,30%) 5(0,20%) 3(0.22%)
amuHOTpancepasa
1GRUIIEHA AEApTE- 3 (0,18%) 3(0,12%) 3 (0.22%)
amuHOTpaHcdepaza
[ToruieH KpeaTHHUH B 2 (0.12%) 2 (0.08%) 0 (0.0%)
KpPbBTa
UGBMUERNTRICINUSENIH | o 5 1 5o 2 (0,08%) 3 (0.22%)
B KpbBTA
[ToBuieHo Terno 8 (0,47%) 12 (0,48%) 2 (0.15%)
FCrobuwara ce  3a ybimken QT-nnrepBan Ha e1eKTpOKapAHOrpamMa B NocTMapKe THHIOBHS
NnepuoL,

C neuseecnia yecmonia (HE MosKke J1a ObJie OLICHCHA OT HAJTHYHHUTC nalnm): Ila.nmrr;umn,

TAXHKapAHA, peakKlHH Ha CBPBbXYYBCTBHTCIIHOCT (KE!TO ElHEHlJHJIaKCHH, AHTHOCICM, JIMCITHEH, e
T

06})”3, JNOKaJIM3Hpan c,aem/nommmnpan OTOK H C])I’]TﬁME]) W MOBPLIIAHE Cca IH]GH}OLLHBHH
BpEMC Ha NOCTMAPKETHHIOBHA 1CPHOL.

pX

R
N B R

€



Onwucanue Ha H30paHK HEKEJIAHU PEAKLIMH NPH BL3PACTHH NALUMEHTH W IOHOLIH

Corimpoct, rnapobosine, CBETORBPTEAK H YMOPa ca HaOIIOIABAHN WK TIPH TAlIHEHTH,
nekyBanu ¢ Ouaneran 20 mg mim ¢ nianedo. Crobuasanara vecrora ¢ 3,06% crnpamo 2,86%
3a cuinuBocT; 4.01% cpemy 3.38% 3a riasobonue; 0,83% cpeuy 0,59% 3a samasnoct u 0,83%
cnpamo 1,32% 3a ymopa.

Hndopmanmara, chbupana no Bpeme Ha N0CTMaPKETHHIOBOTO HAaOIIIO/ICHHE, NOTELPIK/IABA
npoguna na GezonacHoct, HabIIOIaBaH N0 BpeMe Ha KJWHKHYHATa pa3paboTKa.

Qoobwgenue Ha npoghuia na OE30NACMHOCIN 6 NEOUAMPUYHAIMA NONY AL

[To Bpeme na kinHMuHATA pazpaboTKa 4ecTOTaTa, THITLT M CEPHO3HOCTTA HA HEXKEaHNTE
peakumu npu oHowu (12 roamun 10 17 roguMim) ca cbhlUTe, KAaKTO Te3H, HadmoaaBanu npH
BhipacTi. Mudopmannsra, cubpana npu tazu nonyiauds (10Homu) no speme Ha
MOCTMAPKETHHIOBOTO HAOJII0/1€HHE, NOTRBLPIKIARA IJAHHUTE OT KJIMHHUYHHTE NPOYUBAHHSL.

[TpouenTsT Ha neuata (Ha Bb3pacT oT 2 10 11 roMHm), KOUTO cLOOLIABAT 3a HEKEIAHU
peakuuu (HP) cnen nevenne ¢ Gunactun 10 mg Ha anepruues pUHOKOHIOHKTHBHUT WITH
XPOHHYHA HIMONATHYHA YPTHKApHs B 12-CeAMUUYHO KOHTPOJHPAHO KIMHHUHO W3MHTBAHE, ¢
CpPaBHMM € TO3M Ha rpynara, npuematua riaiebo (68,5% cpemy 67,5%).

Cebpsanure HP, chobmasanu Haii-uecto ot 328 neua (Ha su3pact ot 2 10 11 roaunm),
nosyyasaum 6uaactun (noa gopmara Ha AMCHEprupaliy ce B ycrara TabaeTku) 1o BpeMe Ha
KIMHUUHKA m3nuTBanus (260 neua, BKITOUEHH B IPoyUBaHe Ha KIMHHYHATA Ge30MacHOCT W 68
Aena, BKIIOYEHH BbB (PaPMaKOKHHETHYHUTE MPOYYBaHHA), ca r1aBobosine, anepruyen
KOHIOHKTHBHUT, PUHUT W KopemHa Ooska. Te3u cBLp3anu HesKeslaHu peakiiii e ToABABAT Che
cpaBHuMa yectoTa npu 249 nauuen v, nojvyasaiy niane6o.

Tabnnuno 06obienme Ha HesKeNaHNTE PEAKLIMH [IPH NeIMATPHYHATA TIONYJIaLNs

HC, kouto BeposaTHO ca cBbp3ann ¢ OUnacTHH W ce chobulasar npu noeeye ot 0,1% or Jnenara
(2-11 roannu), npuemaiul GUINCTHH N0 BpeMe Ha KIMHUYHOTO Pa3BMTHE Ca NPEICTABEHH B
Tabuuara no-Jaomy.

YecToTHTE Ca NMOCOYEHH, KAKTO CJIC/IBA;

Muoro uectu (=1 /10)

Yecru (=1 /100 no <1/10)

Heuectu (=1 /1,000 no <1/100)

Penxu (=1 /10,000 go <1/ 1,000)

Muoro peaku (<1 /10,000)

Hewnssectho (1e moske 1a Objie OLEHEHO OT HATUUHHTE AaHHH)

peleH, MHOI'O pE/IKH H HEXKEJIaHHW PCaKIlMK ¢ HEW3BECTHA YECTOTa HE ca BKIKOYCHH B TabauiaTa.

Hudexkunn n undecrannn
Heuectu | Punut - | 309%) | 3(01.2%)
Hapymennsi na nepBuara cucrema
YecTn ['naBoGonue _ 6 (1,8 %) 3(1,2.%)
HeuecTn gdl\flé:“mm : L0 vl 9 3@1&0/-“)37"*:&1{
aryba Ha ch3naHue 1 (0,3 %) /0 6.0-%) 1~
Hapymennst na ounre T/ oamh
Yecrn | AJCPruueH KOHIOHKTHBUT ] 4(1,2 %)




Heuectn J HpazHeHe Ha ounTe | 1 (0,3 %) | 0 (0,0 %)

Cromaurn O-"IpEBHH HAPYIICHHA

Kopemna 6onka/Gonka 8 ropHarta 4acT Ha 3(0,9 %) 3(,2%)
Kopema
HewecTu Hnapus 2{0,6 %) 0(0,0 %)
Iagene 1 (0,3 %) 0 (0,0 %)
[TonysaHe Ha ycTHUTE 1(0,3 %) 0 (0,0 %)
Hapymenns Ha KOXKaTa 1 NOAKMKHAT2 ThKAN
HewecTn Ek3ema 1(0,3 %) 0(0,0 %)
Yprukapus 2 (0,6 %) 2 (0,8 %)
OO0IIH HApYIIEHHS H CHLCTOSHHA HA MACTOTO Ha NPHIGKEHHE
HeuecTn [ Ymopa | 3009% |  0(0,0%)

#260 neua, BKNIOUEHH B NPOYMBAHETO 33 KNHWKHATA 6e30NacHOCT W 68 aelia, BKIKOYMEHH BB (BapMaKOKHHETHUHNTE
Npoy'BalHg

Onucaniie Ha W30paHU HEXeNaHH PEaKLHM B NeaHaTPH1HATA onyAalus

['nasobonne, kopemHna 607ka, anepruueH KOHIOHKTHBHT M PHHHT ca HaGMIOaBaHH H NPH Aella,
nekyBaHH ¢ Gunactud 10 mg, ¥ npu fena, nekysaHu ¢ nnaue6o. CrobuieHaTa yectoTa e 1,8%
cpewty 1,2% 3a rnasobonue; 0,9% cpeiny 1,2% 3a kopemna Gonka; 1,2% cpeuty 2,0% 3a
aneprudeH KOHIOHKTHBHT U 0,9% cpewy 1,2% 3a puHuT.

Crobulapane Ha NOAO3MPAHN HEXKEJIAHH PEAKLHH

CpobulaBaHETO Ha MONO3MPAHH HEXKENAHH PEAKLMH ClIed paspeluasaHe 3a ynorpeba Ha
NEeKAPCTBEHNA NPOOYKT € BaxkHo. ToRa MO3BONARA A NPOABLKH HaOIOAEHHETO Ha
CBHOTHOLUEHHETO TION3a/PUCK 33 JIEKAPCTBEHUA MPoAYKT. OT MEHUHHCKHTE CHIELHANNCTH Ce
M3HCKBa ia cbobllaBaT BeAKa MO/I03MpaHa HexellaHa peakLiMs YPe3 HALMOHANHA CHCTEMA 3a
c¢boOLIaBane:;

HansnnuTenna areHuus no nekapcreara
yn. ,,JdamsH I'pyer” Ne 8

1303 Coodusn

Ten.: +359 28903417

yebcaiiT: www.bda.bg

4.9 Ilpexoznpane

HndopmaumaTta 0THOCHO 0CTPO TIPEAO3UPaHE € OrPaHHYeHa [0 OITMTA OT KIMHHYHH
M3NIMTBaHKS, IPOBE/ICHH 110 BpeMe Ha pazpaborkara Ha 6unacTHH. Cnen npunokeHue Ha
Gunactin B ao3u 10 5o 11 MbTH AO-BHCOKK OT TepaneBTHYHaTa Ao3a (220 mg ¢aMHMYHA A03a
wnn 200 mg IHeBHO B NPOaBKEHHE Ha 7 AHK) Ha 26 BL3PACTHH 3ApaBH 106POBOMILIH
YECTOTATa Ha CBBLP3aHHM C JIEYEHHETO Bb3HHKHAIH HEXENAHH PEAKLHU € BAa NbTH N0-BUCOKA
OTKOJIKOTO NpH Mlauedo. HexenannTe peakuuu, KOMTO ca cho611aBaHKu Hali-4ecTo, ca BHUEHE Ha
cBaT, rnaBobonue U rafeHe. He ca nok1aBaHn CePUO3HN HEXENTAHH PEAKLMH H 3HAUHMO
yabvmkasane na QTc untepsana. Undopmanuata, cbipana npu NocTMapKeTHHIOBOTO
Habnonenye, CHOTBETCTRA € TAa3H, JOKIAABAHA B KIMHHUHHKTE NPOYYBAHMS.

Kpurhunarta ouenka Ha edexta Ha MHOrokpaTHara no3a Ha Gunactud (100 mg x 4 11K) BLPXY
BEHTPHKYNapHata penonsipusaums upes “usnoctio QT/QTe kpocoysbp npoyusaHe” ¢ yuacrHe
Ha 30 31paBy BB3pacTHH A0OPOBONLM HE NOKA3Ba 3HAUMMO yabmxkaBaHe Ha QTc.

Hsama navnm 3a npenosupare npn aeua.B cnyuait Ha npenosupane ce npenopwura L
CHMMTOMATHYHO M NOJIKPENALLO JeYeHHE.

Hama uzsecTeH cneurduieH aHTHAOT 3a GUITACTHH,




5. ®APMAKOJIOTWYHH CBOYICTBA
5.1 <dapmaKoAHMHAMWUYHH CBOHCTBA

QapMakoTepaneBTHYHA TPyIa: AHTHXHCTAMUHH 33 CHCTEMHO NPUIIOKEHHE, APYTH
AHTUXHCTAMHKHH 32 CUCTEMHO TIPHIIOIKEHHE
ATC xon RO6AX29

MexanuzbsM Ha peiicTBUe
DH/acTHH € HeCeNATHRBEH aHTHXHCTAMMH C NPOABDKUTENHO AeHCTBHE M CENEKTHBHA

nepudiepHa Hy-pelienTopHa aHTarOHHCTHYHA aKTHBHOCT 6€3 aUHHTET KbM MYCKapPHHOBH
PelEenTopH.

BunacTiH noTHcka HHAYLIMPaHHTE OT XMCTAMHHE KOXHM peakuyn an ,wheal and flare” 3a 24
yaca ciejl mpHeMa Ha eMHHYHM A03M.

Knnxuyna edpkacHoCT ¥ 6€30MaCcHOCT

B xnHHHYHK NpoyyBaHHA Ha BB3PACTHM NALMEHTH H MALUMEHTH B IOHOILECKA BBL3PACT ¢
anepruyeH pHHOKOHIOHKTHBHT (Ce30HeH H LenoroauineH) Ounactuy 20 mg, Npuaaral BeIHBK
AHEBHO B NpoAkaeHne Ha 14-28 nHy, e eiekTHBEH NpH obneKYaBane Ha TAKKBA CUMITOMH
KaTO KHWXaHe, Tedalll Hoc, chpOesk B HOCa, 3allyluBaHe Ha Hoca, CbpbeXk Ha QUHTe, CBI3EHE H
3a4epBsBaHe Ha 04YNTe, BUNacTHH edeKTHBHO KOHTPOHpPA CUMITTOMHTE B MPOALIDKEHUEe Ha 24
yaca.

B nse KNMHHYHH NPOYYBAHKS HA MALMEHTH ¢ XPOHUYHA UAMONATHYHA YPTHKaphsa, 6unactua 20
mg, Npuiaral BeAHbK JHEBHO B NMPORb/DKEHHE Ha 28 IHH, e edekTHBeH 3a o6NeKYaBaHe Ha
VHTEH3WBHOCTTa Ha chpbexa u 6pos 1 pa3Mepa Ha MEXYPHTE, KAKTO M AUCKOM(OpTa Ha
NaLKWeHTHUTE, NPEAU3BHKAH OT ypTHKapuaTa. [lauuenture nogoGpsear cEoA CbH H KaUeCTBOTO
Ha JKHRBOT.

He ce Habmopaea kKNMHMYHO 3Ha4YMMO yabbkaBaHe Ha QTc uuTepBana waK apyr
CBPIEYHOCHAOB eEeKT B IMHHYHATE NpoYYBaKHa ¢ GunacTiH, JopH npu Ao3u ot 200 mg
AxeBHO (10 meTH KTHHHYHATA 03a) B MPOABIDKEHHE HA 7 AHK NpH 9 JIMUa, HITH J0PH KOTATO e
npunara 3aeiHo ¢ MHXHOUTOPK Ha P- MIHKONpoTenH, TakHBa KAaTo KETOKOHa30M (24 Hua) 1
€pUTPOMHIIHH (24 nuna). B pomenxenne e naewpiueHo wanocrtsio QT uscneasane, BIIOYBALIO
30 nobporonun.

B KOHTponMpaHy KTWHHYHH NIPOYYBAHKSA P Npenopbyana 103a ot 20 mg BeAHBK AHEBHO,
npounbT Ba GesonachocT no otHowuenue Ha LJHC Ha SunacTyn e chusMepyuM ¢ TO3H Ha
nnauebo M nosRaTa Ha CHHIMBOCT CTATHCTHYECKH HE C€ pa3nyuaba oT nnaue6o. Bunactud B
Ao3u 10 40 mg eNHOKPaTHO AHEBHO HE 3acAra [CHXOMOTOPHOTO (PYHKLMOHHPAHE B KITHHWYHHU
Npoy4BaHHA M He 3acATa CNIocoOHOCTTA 3a WodHpale B cTaHAapTeH WIOPLOPCKH U3MHT,
ITaumenTy B cTapuecka BB3pacT (> 65 roanHK), Bkmouenn BB dasa I1 u 111 Ha Hacnensanusta,
HE TOKa3BaT Pa3lHKa No OTHOLIEHHE Ha eMKacHOCTTa WK GE30NacHOCTTa CIPAMO NO-MIAIH
nauxeHTH. IJoCT-perucTpallionHo npoyyeaHe Npy 146 nauueHTy B cTapuecka Bb3pacT He
MoKa3sBa pa3nvkKH B npocbnna Ha Ge30MacHOCT MO OTHOLIEHHE Ha Bb3pacTra Ha nonynauusaTa.

Heduampuuna nonynayus

YOnoww (12 roaunm no 17 romyum) ca BIIOYEHH B KITMHHYHATa paspaboTka. 128 roHown
1onyyaeaT GHIACTHH NO BpeMe Ha KIMHWYHKUTE Npoyusanus (81 npu ABoiiHO cnenu
NpOY4BaHKA NPH aNlepruyied pHHOKOHIOHKTHEHT). Jlpyru 116 loHoLuM ca pasnpeneneHu Ha
ClyuaeH MTPHHLIKI Ha aKTUBHA KOHTpona uinu rnauebo. He e nabnofasana pasnuka B
eprkacHOCTTa M 6e30MaCHOCTTA MEXKAY BE3PACTHHTE M FOHOLIH.

Cnopen npenopbkute, noKa3aHaTa epHKACHOCT NPH BH3PACTHN M IOHOWH MOXeE a GbL
€KCTpanonvpaHa kbM J€La, KaTo € 10Ka3aHo, Y& CHCTEMHATA ekcno3uima ¢ 10 mg 6m
npu geua ot 2 Ao 11 roayky ¢ TenecHo Terno Haii-manko 20 kg e eKBUBANEHTHA Ha
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€KCTIO3HLIMATA ITPY Bb3PACTHH, IpHeMaink 15 mg dunactud (Bx. Touka 5.2). Exctpanonaumsara
OT JaHHH 3a Bb3PACTHH H IOHOLUH CE CHUTA 32 TIOAXOAALLA 33 TO3H MPOLYKT, ThH KATO
NaTo(pHU3INONOrMATA HA aNEPrHUHUR PHHOKOHIOHKTHBHT M YPTHKAPHA € ENHAKBA 32 BCHUKK
BBL3PACTOBYU TPYIH,

B 12-cenMHuHO KOHTPONHPaHO KAMHUYHO NPOYYBaHE ¢ AeL@ Ha Bb3pacT oT 2 Ao 11 roguam
(o6uo 509 mena, 260 nekypanu ¢ 6unactud 10 mg: 58 Ha pw3pacT or 2 40 <6 roannu, 105 Ha
BB3pacT OT 6 R0 <9 roaunH, 97 Ha Bu3pact or 9 1o <12 roanHu 1 249 nexypaHu ¢ nnaueo: 58
Ha BBL3PacT OT 2 10 <6 roankH, 95 Ha BB3pacT oT 6 20 <9 roaunu H 96 Ha BB3pacT oT 9 oo <12
FO/AMHH) NPH NPENOPBYHTENHATA NEAWATPHYHA f02a oT 10 mg BeAHBX HEBHO NPOdWILT Ha
6ezonacHocT Ha GunactHH (n=260) e cXomeH ¢ To3u Ha 1u1auebo (n=249), xaTo HexenaHu
JICKApCTBEHH peaKLMH ce Npoasarat npu 5,8% u §,0% ot nanMeHTHTe, NpHeMallli ChOTBETHO
6unactv 10 mg v nnaue6o. [1pu Tosa npoyusane 1 Gunactun 10 mg, ¥ nnaue6o
JEMOHCTPHPAT NEKO HAMANABAHE HA PE3YNTATUTE 32 CHHIMBOCT U CelalMs B MEAHATPHYHHA
BBIPOCHHUK 3a CbHa (Paediatric Sleep Questionnaire}, KaTo MEXY JIeKYBaHUTE IPYIMH HAMA
CTATHCTHYECKH 3HAYNMH pa3niuky. [1pn neuara Ha Bb3pact ot 2 1o 11 roMHK HAMa
HabnogaBany 3HaUMMH pa3nukh B QTc cnea neuenuero ¢ 10 mg 6unacTvH AHERHO B
cpaBHenuMe ¢ mnane6o. CnenranHi BbNpOCHHLM 3a Ka4€CTBOTO Ha XKMBOT 3a ICLa ¢ anepruuen
PHHOKOHIOHKTHBHT HJIH XpPOHHUYHA YPTUKAPH: AEMOHCTPHPAT OOLUO YBENHUEHHE B PE3YITATHTE
3a nepuon ot 12 ceaMuUM 6e3 CTATUCTHYECKH 3HAYHMA Pa3lTHKA MEXKAY paMeHaTa Ha JIEUeHHE ¢
6unactun n nnauebo. O6wara nonynauus ot 509 aeua o6xsawa: 479 nuua ¢ aneprayeH
PHHOKGHIOHKTHBHT H 30 THLIa ¢ AHATHOCTULIMpAHA XPOHHYHA YPTHKapua. 260 feua ca
nipiemainy 6unactuH, 252 (96,9%) 3a anepruueH pUHOKOHIOHKTHBHT H 8 (3,1%) 3a XpoHHYHA
yptukapus. Ilo aHanorus, 249 nena ca npuemany nirauebo, 227 (91,2%) 3a anepruvex
PHHOKOHIOHKTHBHT H 22 (8,8%) 3a XpOHHYHA ypTHKapHA.

Erponeiickara arenuua no nexapcTearta ocBo00k/1aBa OT 3aIbJKEHHETO 3a Mpe/ICTaBAHE HA
pe3yNTaTHTE OT NPOYUBAHUATA ¢ OHIIACTHH BBB BCHYKH NOATPYNH Ha NeAUaTPHYHATA
nonynauus noj 2-rofMiiiHa Bh3pacT (BxK. Touka 4.2 3a nugopMaLds OTHOCHO AENHATPHYHATA
ynotpeba).

5.2 ®apmMaKkoKNHETHHH CBOHCTBA

Abcopbumg
Bunactun 6sp3o ce abcopbupa cnea nepopanHo NPUIOKEHHE C BpEME 3a JOCTHTAHE Ha

MaKCHMAaJTHa NI71a3MEHA KOHLEHTpaLMa oT okono 1,3 vaca, He ce HabnionaBa akymynaums.
CpeaHoTo HHBO Ha GHOHANTHYHOCT Ha GHIACTHH NPH NEPOpanHoO NpHioKeHHe ¢ 61%.

Pasnpenenenue
In vitro w in vivo npoy4eanns nokazeat, ue GUNacTHH ¢ cyGeTpaT Ha P-rnnkonporenH (Bix.

Touka 4.5 ,,B3aMMOACHCTBHE ¢ KETOKOHA30M U EPUTPOMHLIME W, BiaumMoneiicTue ¢
nunrnazem™) n OATP (Bx. Touka 4.5 ,.BzaumozeiicTBre cbe ok OT rpeingpyt™). BunacTun He
€ cybcTpar Ha TpaHcnoprha cucrema BCRP unn Ha 6u6peunn Tpancnopthu cuctemn OCT2,
OATI1 u OAT3. Ha 6a3ara Ha in vitro npoydpane OM1acTHH He Ce OuYaKea Ja MHXHWGHpa
CIIEAHHUTE TPAHCNIOPTHH CHCTEMM B CHCTEMHATa UMpKynauus: P- rnnkonporens, MRP2, BCRP,
BSEP, OATPIBI, OATP1B3, OATP2BI1, OATI1, OAT3, OCTI1, OCT2 u NTCP, Tsit kaTo ce
Habnroaaea camo cnabo nuxubupane P- rnnkonpotenn, OATP2B1 n OCTl, ¢ onpeaeseHa ICso
= 300 uM, MHOTO MO-BMCOKA OT W34MCIICHATA KIHHWUYHA nnazMeHa Cmax v nopa, -
B3aMMOAEHCTBHA HE Ca KAMHUYHO 3HauYUMH. Bbnpeku ToBa, Bb3 0CHOBA Ha Te3M
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WHXHOMpaHe OT OMJIACTHH Ha APYrH TPAHCNOPTHH CHCTEMM HA YpeBHATA NWraBuua, Hanp. P-
FAMKONPOTEHH, HE MOXKE JIA CE H3KIIOYH.
B TepanerTHuHM 103K OUNacTHH ce CRBLP3BA € TNA3MEHHUTE NPoTenHd B 84-90%.

Buorpadcdopmaling
BunactyH He HayuMpa W He NoTUcka akTHBHOCTTA Ha CYP450 H30eH3UMH B NpOy4BaHua in
vitro.

EnumMuHupane
B npoyusaHe npH 3ApaBH Bb3pacTHH A00poBONLM ¢ fanaHcHpana Maca ciej NpHICKEHNE Ha

eannuyuHa 203a ot 20 mg *C-GunactuH, noutu 35% OT NprAOKeHATa 1034 CE OTKPHBA B
ypuHarta (28,3%) u u3npakuenunara (66,5%) karo HempomeHeH GHUIIACTHH, KOETO NOTBbPK/1aBa,
qe GUMACTUH He ce MeTadoMM3Mpa 3HAYUMO TIpH XopaTa. CPpeaHUAT NOJNYXKHBOT Ha
eTTMMHHHMpaHe, H3YKCTIEeH IPH 3ApaBH N0OpOBOLM, € 14,5 u.

JluneitHocT
bunacTHH nokassa HHeeH (GapMaKOKHHETHYEH TIPOGUI NMPH MpoCneAdBaHe HA Pa3fIMUHK NO3H
(5 no 220 mg), ¢ HUCKM HHAMBHAYATTHR Pa3NHYuHA,

brOpeunn napylienuns

B u3cneapane Ha nuua ¢ 6v6peunH HapyeHus, cpeatara (SD) AUC., HapacTsa ot 737,4
(£260,8) ngxhr/ml npu auua 6e3 napywenus (GFR: > 80 ml/min/1,73 m?) no: 967,4 (£140,2)
ngxhr/ml npu nuua c neko Hapywenue (GFR: 50-80 ml/min/1,73 m?), 1384,2 (£263,23)
ngxhr/ml npu nuua ¢ ymepero napywenue (GFR: 30 - <50 ml/min/1,73 m?), u 1708.5 (£699,0)
ngxhr/mi npu nuua c Tesxko Hapyenne (GFR: < 30 ml/min/1,73 m?). Cpeannst (SD)
NOJYKUBOT Ha OunacThH € 9,3 u (£ 2,8) npu nuua Ges Hapymenue, 15,1 4 (£ 7,7) npu nuua ¢
JIeKO HapyuleHne, 10,5 u (% 2,3) npu nuua ¢ ymepeno Hapyinenue U 18,4 4 (+ 11,4) npu nuua ¢
TEKKO HapylleHHe. Y pHHapHaTa eKCKpelnsa Ha OHNACcTHH NPHKIIOUBA OKOHYATENHO cnen 48-72
4 NIpH BCHYKK JIHLA. Te3n dapMakoKHHETHYHH NPOMEHH HE Ce OMAKBa [1a HMaT KJIHHHYHO
3HAa4YMMO BJIMAHHE BbpXy 0e30macHOCTTa Ha OWIACTHH, 3a110TO NNA3MEHHTE HHBA Ha GUnacTux
TpH MauxedTH ¢ 6p6peuHH HapyLUEHHA ca BCe NaK B rPaHULIMTE Ha GE30MacHOCT Ha GHIACTHH.

YepHonpobHu HapyleHHs

Hsama dapMakoKHHETHUHH BaHHH NpH ML ¢ yepHOApoOHN HapyllenHa. buaacTuH He ce
meTabonnzupa npu xopata. Thii kKaTo pe3ynTaTuTe OT NPOYYBaHETO HA GLOPEUHUTE HapyNICHUS
nokassat, 4e 6OpeuHaTa enMMUHALIMS MMa OCHOBHHA MPUHOC 33 eNMMHHALMATA, JKITbYHATA
€KCKPelHA CC OMaKBa Ja 6bJe caMO MaprUHanHoO BhBJEeYeHa B elIHMUHALHATA Ha Gunactun. He
€€ OYaKBa NPOMEHMTE B UepHOpoOHATa PYHKLMA Ja UMAT KIHHHYHO 3HAYHMO BIHMAHHE BBPXY
(hapmakokHHeTHKaTa Ha OMNACcTHH.

Crapuecka Bb3pacT

Hanwnyuny ca camo orpaHnyeHH GapmMakoKMHETHYHH AaHHH NPH CYOEKTH NMO-BB3PacTHH OT 635
roanuH. He ce Habnionaeat ctaTHCTHHECKH 3HAUYMMH Pa3IMUHA 110 OTHOLIEHHE Ha
(apMaKOKHHETHKaTa Ha GHAACTHH NP MALMEHTH B CTAPYECKA BH3PACT B CPABHEHHE C
BBL3PACTHH NAUHEHTH Ha Bb3pacT Mexay 18 1 35 roaunn.

Ilennatpuyna nonynauus
He ca Hannunu dapmMakoKWHeTHUHHM AaHKHH NpH 1oHOWH (12 roauHu 0o 17 roaunm), Thil KaTo
eKCTpanoIMPaHeTO Ha IAHHUTE OT BBb3PACTHHTE JIKLA CE CYMTA 3a NMOAXOAALLO 32 TO3H NPORYKT.
DapMaKOKHHETHYER aHANW3 MPH AELa € H3BbpLIEH Bb3 OCHOBA HA AAHHH, MOIYYEHH OT 1BE
Npoy4BaHus, BKIoYysatuH 66 neua Ha Bb3pacT oT 2 0o 11 roauHH ¢ anepriueH ==
PHHOKOHIOHKTHBHT MJTH XpPOHHYHA YPTHKAPHA, HA KOHTO € NPHIaraHa BeAHbX JHe
GunacthH 10 mg qucneprupaiua ce B ycrata tabnerka. DapMakOKMHETHYHHAT aH
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Ounactyn 10 mg BeHBK AHEBHO BOJM A0 CUCTEMHA EKCIMO3MUMA EKBUBAIEHTHA HA Ta3H,
Habnionaeana cresl no3a oT 20 mg npy BL3pacTHY K IOHOUIH, KATO € MaNta3oHDT OT CTOHHOCTH
na AUC (95% CI) 511,5 no 1450 ng hr/ml 3a neua or 2 no 11 roansn. Tezn pesynrarH ca
3HAUMTENTHO NOA Npara 3a 6€30NacHOCT Bb3 OCHOBA HA JAHHWTE OT NPHJIATAHE Ha €JIHOKPATHA
OHeBHa 103a oT 80 mg NpHU Bb3PacTHH B CHOTBETCTBHE ¢ NPodHna Ha 6e30NacHOCT Ba
nekapeTBoTO. Te3u pesynTaTti noTebpxAaBatT H3bopa Ha Gwnactuk 10 mg 3a nepopanto
NPUIOkKEHUE BEAHBAK JHEBHO KAaTO NOAX0AALIA TEPANeBTUMHA 033 34 NeAUaTpH4HATA
nonyjalus Ha Bb3pact oT 2 10 11 roasHy ¢ TenecHo Terno Hag 15 kg,

5.3 IlpesknHHHYHH AAHHH 32 GE30MACHOCT

HewinHu4HHTE AaHHH He noka3BaT ocofen puck Ha OMnacTiH 3a xopa Ha Gasara Ha
KOHBEHLIMOHANHUTE (hapMaKONOFMYHH M3NUTBaHUA 32 GE€30MaCHOCT, TOKCHYHOCT MpH
MHOTOKPATHO NPHNAarade, reHOTOKCHYHOCT H KAPLIMHOTEHEH TIOTEHLIHAIL.

B u3cnenpanyaTa Ha pernpolyKTHBHATA TOKCHHHOCT epeKTHTE HA GUIACTHH BBPXY deTyca
(npe- v NOCTUMMNIAHTALIMOHHA 3ary0a MPH NTBXOBE H HEMbJIHA OCU(BUKALHS Ha YepenHUTE
KOCTH, rpBAHATa KOCT H KpaHHHLIMTE IIPH 3aklM) ce HabmoaasaT caMo NPH A03H, HHAYLHPALIH
MaiyHHa ToKCH4HOCT. H1BaTa Ha ekcro3uums, Npy KOMTO He ce HabnioaaBaT HekenaHu
nexapcTeerH peakuMn (NOAEL), 3HaunTenHo HagxBupasT (> 30 irbTH) eKcno3uums npx
XopaTa NpH NpenopsYaHaTa TePaneBTHYHA 1034,

B npoyusane 3a naktauusTa, GUIACTHH € OTKPHT B MASKOTO HA NILXOBE B NAKTALRHA CIEA
NPHIIOKEHHE Ha eAHOKpaTHaA nepopanHda go3a (20 mg/kg). Kokuentpauuure Ha GUNacTHH B
MJISKOTO ca PHOIH3NTENHO HANONOBHHA Ha Te3M B Mila3MaTa Ha Maiikata. He e ussectHo namu
TE3H PE3yNTaTH ca NPHIIOXKHUMH NPH XOpa.

B nacnensaue 3a geprunuteTa MpH NibXoBe GHIIACTHH, NPHIIAraH MEPOPANHO 10

1000 mg/kg/nen, He npeM3BHKBA HUKAKBB e(EKT BHPXY KEHCKUTE W MBKKHTE PENPoyKTHRHI
opran. [lokasarenure 3a undrocsaHe, PpepTHIHTET U GPEMEHHOCT HE CE TIOBJIMABAT.

OT nanuTBaHMa 3a paznpejeneHHe NpH TUTHXOBE ¢ ONPeleiIsHe Ha KOHLEHTPAlMATE Ha
JIEKapCTBOTO upes aBTopaaMorpadus, 6unacTid He akymynupa 8 LIHC.

6. DAPMAIIEBTHYHH JAHHHA

6.1 Choacbk HA NOMOWHHTE BEIIECTBA

MukpokpucTanta uenynosa

Hatpues uniecten rnukonar (tun A) (monyveH ot kaptod)

Konouaen cunuumer anxuapua

Maruezuer cTeapat

6.2 HecneMecTRMOCTH

Henpunoxumo.

6.3 Cpok Ha roanocr

5 ropkuu

6.4 CrnenuanHu ycJ0BHA 32 ChXPaHeRHe

Tozu JICKAPCTBCH NPOAYKT HE H3MCKBA CNEUHANTHH YC/IOBHA 32 ChXPAHEHHE.
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6.5 BnaH chbabpxKaHHe HA ONAKOBKATA

JlekapcTBEHHAT MPOAYKT Ce Onaxoea B GaKCTep, ChCTOANL Ce OT JIBE YACTH:

JlaMunar, CBCTOALL CE OT NOJIHPaH NOJHaMHA (BBHLIHA CTPAaHA HA NAaMHHATA), ATYMUHHIA 1
PVC (BbTpeuIna cTpaHa Ha laMUHAaTa)

Anymunneso gonuo

AJlyMHHHEBOTO ONHC TEPMHUHO ce 3aiiensa ¢ Tepmo nak (PVC-PVAC xononuMep u 6yThn-
METAKPHJIaTHH CMOJIH} KbM JITaMHHaTa ciefl M3paboTBaHe U NOCTaBAHE HA TabAETKHTE.
Beexn 6nucrep cuabpxa 10 tabnetku. bnucrepuTe ce onakosaT B KAPTOHEHH KYTHH.
Onaxoekure ca no 10, 20, 30, 40 unu 50 Tabnetku.

He Bcrukd BMAOBE ONakoBKH MOTaT Aa 6bAAT NycHaTH B npogaxba.

6.6 Cneuuanny npena3Hi MepKR NpH HIXBLPIIAHE

HeusnonspaHusT ieKapcTBeH NPOAYKT MM OTIIAABYHUTE MaTEpHANH OT Hero TpaGea Ja ce
H3XBBPJIAT B CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHMA.

7. IIPUTEXKATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

Menarini International Operations Luxembourg S.A.,

1, Avenue de la Gare, L-1611, Jliokcem6ypr

8. HOMEP HA PA3ZPEIIEHUETO 3A YIIOTPEBA

20100738

9. JATA HA ITBPBOTO PASPEHIABAHE /TTIOJHOBSBAHE HA
PAZPEINIEHHUETO 3A YIIOTPEBA

Jata Ha nbpBo pazpewasane: 17.11.2010 r.

JlaTa Ha nocnenHo nogHosasane: 04.01.2016 .

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

09/2025
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