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1. MME HA JIEKAPCTBEHMSI TIPOYKT

buneprus 20 mg Tabnetku
Bilergia 20 mg tablets

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Besika Tabnetka chabpka 20 mg 6unactun (bilastine) kaTo MOHOXHPAT.
3a MbJIHUSA CMIHCHK HA MOMOLIHUTE BelllecTBa BHKTE Touka 6. 1.

3 JIEKAPCTBEHA ®OPMA

Tabnerka.
Kpbrim, 6enu tabnetku ¢ nuamersp 7 mm.

4. KIUMHHYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHHSA

CHMNTOMAaTHYHO JICYEHHE Ha aJlepruyeH PUHOKOHIOHKTHBHT (CE30HEH H LIeJIOrO/IHILIEH) | yPTHKapHs.
buneprus e nokasas rnpu Bb3pacTHU M IOHOLIM (Ha Bb3pacT 12 roauHu 1 noseve).

4.2 Jlo3HpPOBKAa H HAYHH HA NPHJIO0MKEHHE
J1lo3upoBKa

Bwvspacmuu u 1onowu (na évspacm 12 200unu u noseye)20) mg 6UNacTHH BEAHBK AHEBHO 3a 00/eKYaBaHe
Ha CHMNITOMHTE HA aJIepru4eH PHHOKOHIOHKTHBHT (CE30HEH U LIEJIOTO/IMILIEH) H YPTHKAPHS.

Tabnerkara TpsOBa 1a ce npueMa eIMH 4ac NpeJu UK 1Ba Yaca cjiejl I0EMaHe Ha XpaHa WK TUI0J0B COK
(BK. TOuKka 4.5).

lIpoowadcumennocm na nevenuemo

[Ipu anepruyen puHUT JIeyeHneTo TpsAOBa 1a Ob/ie OrpaHHY€EHO /10 NepHo/ia Ha U3JlaraHe KbM aJIepreHuTe.
[Tpu cezoneH anepruveH puHUT JeyeHneTo TpabBa a GbJe NpeyCcTaHOBEHO Cilefl OTIIYMSIBaHe Ha
CHMIITOMHTE M J1a 3alI0YHE OTHOBO NPH NMOBTOPHATA UM MosBa. [IpH Lenorouiien anepruyeH puHUT Ha
MALHEHTBT MOXKE J1a C€ NMPEAJIOKH NPOAL/DKUTEIIHO JIEYEHHE N0 BpeMe Ha NepHo/ia Ha U3j1araHe KbM
aneprenure. I1pn yprukapus npoabkUTeHOCTTA HA ICYEHHETO 3aBHCH OT BHJA, MPOABIDKHTEIHOCTTA U
TEXKECTra Ha OrnJiaKBaHHUsTa.

CneumanHy nonyJiaiuu
Cmapuecka ev3pacm
He e HeoOxoauMO ajanTupane Ha 103MPOBKATA MPH MALMEHTH B CTapyecka Bb3pacT (Bxk. Touka 5.1-1 -
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He e HeoOX0aHMO ananTupaHe Ha 103MpoOBKaTa MpH NALHEHTH ¢ OBOpeuHH HapyLeHMs (BxK. Touka 5.2). |
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Yeprooobru Hapyuenus

HsMa kidHUYed ONKT NP [alHeHTH ¢ YepHOAPOOHH HapyweHHns. Toil kaTo OMNacTHH He ce
meTaboNU3KMpa M ce eTHMUHKPa HENPOMEHEH B YpHUHaTa H peneca, He ce oyaksa uepHOApOoOHOTO
HapylueHde Aa yBelIH4Hu CHCTEMHOTO Bb3AcHCTBHE HAJl TPAHHLMTE Ha 6e30MacHOCTTa [IPH Bb3PacTHH
naipedTH. CleoBaTeNHO, He € HeoOXOAUMO aTanTHpaHe Ha JO3HPOBKATA NPH MaLMEHTH C YepHOAPOOHH
HapylleHnua (BXK. TOYKa 3.2).

Ileouampuuna nonyrayus

- Heua or 6 no 11 roauuu c Tenecxo terno Haxa 20 kg

Buneprus 20 mg TabneTky He € MOAXOAALI 3a fena nox 12 roaninHa pb3pact. FiMa Apyru MOAXOAsIH
nexapcTBeHH (popMu 3a geua ot 6 10 11 ronuHu.

- Jeua nox 6 roauHy H ¢ Tenecuno terno noa 20 kg
Hanuuuute 1o MOMEHTa JaHHH Ca ONHMCaHH B pasaen 4.4, 4.8, 5.1 u 5.2, HO He MOXe aa ce nane
npenopbka 3a 4o3upoBKata. [Topanu ToBa OunacTuH He TpAOBaA Ja c€ U3I0/3BA NPH Ta3H Bb3PacToBa

rpyna.

BezonacuocTTa ¥ epMKacCHOCTTA Ha OHNACTHH NpH Aela ¢ HapylieHa ObOpeuna U yepHoapobua pyHknus
BCE OLLE HE € YCTAHOBEHA.

HauyuH Ha IpUIIOHKEHUE
[IepopaiHO NpUNOKEHHE.

Tabnetxara TpabBa Aa ce MorbiHe ¢ Boja. [IpenopsuuTENHO € [a MpHeMaTe JHeBHaTa J03a B CIHHHYCH

4.3 IlpoTHBONOKA3aHHA

CBpbX4YBCTBHTEIHOCT KbM AKTUBHOTO BELECTBO MJIM KbM HSKOE OT [TOMOLIHHUTE BELIECTBA, U30OPOCHH B
TOuKa 6.1. |

4.4 CnennHaJHH NpeAynpexaeHHs K Npeana3sHu Mepkyu npx ynorpeba

C1o0LeHH ca ciiydald Ha yabmkeH QT-uHTepBan Ha eneKkTpokapAHorpaMara [py NauyueHTH, NnpyueMaliu
Ounactul (Bx. ToukH 4.8, 4.9 u 5.1). [Ipeanonara ce, 4e 1€kKapCTBEHHUTE NMPOAYKTH, KOHTO NPHYHHABAT
yabmxasane Ha QT/QTc-nHTepBana, noBUIaBaT pycka oT torsade de pointes.

[Topanu ToBa c€ H3UCKBA MTOBHLUCHO BHHMAHUE TNPH Npunarade Ha OUJacTUH NPH nalMneHTH, KOUTO ca
M3N0KEHH HA NOBHILIEH puck oT yabmkasane Ha QT/QTc-uATepBana. ToBa BKIIOUBA MALNEHTH C
aHaMHe3a 3a CbpACYHH apUTMHH; MAUNEHTH ¢ XUTIOKATHEMHSA, XUTIOMarHe3HEMHSA, XHITOKaIlIHEMHS,
MAHEHTH ¢ H3BECTHO yabMkaBade Ha QT uHTepBana niau 3HaYUTENHA OpaauKapaIus; NauMeHTH Che
CBMBTCTBALLA yNOTpeda Ha APYTH JIEKApCTBEHYU NPOAYKTH, CBbp3aHH ¢ yawkasare Ha QT/QTc-
HHTepBaJa.

[Tpyn nanmeHTH ¢ yMepeHo A0 TeXKOo OB0peUHO HapylleHHe NPHIOKEHHE Ha OHIACTHH CBBMECTHO C
HEXHOMTOpHUTE HA P-rMMKONPOTEHH KAaTO HANpUMEp KETOKOHA30J1, EpHTPOMULIMH, U KIIOCTIOPHH,
PHTOHABUP UMK AWITHA3EM, MOXE A MOBHIUM MUIa3MEHUTE HUBA HA OUNACTHH U, CIEAOBATENHO, A4
YBE/IMYY PHCKA OT HexKeNlaHH peakuun Ha bunacTuH. ETo 33110, ¢ THOBPEMEHHOTO NPHIIOKEHHE Ha

OHacTUH W UHXHOUTOPH Ha P-rnukonpoTenH TpAGBa fa ce n304rsa Npyu NAUHEHTH ¢ YMEPEHU 0 TEKKH
O61LOpeyHY HapyYLICHHS. e

[Heduampuurna nonyrayus




Edukacuoctra u GesonacHocTTa Ha 6MnactTHH NpH Aeua Noj 2 FrOAMIIHA Bb3PACT HE CA YCTAHOBEHH, 4

KITHHHYHHAT ONAT NPH ACNA HA Bb3pacT MeXAy 2 M 5 rOJIMHU € orpaHu4eH, 3aToea GUIacTHH He Tpabea
Aa C€ TpHara npy Te3n Bb3pacTOBH TPYIH.

4.5 BsaumopaelcTBHE C IPYIH JIeKapCTBEHA NPOAYKTH H APYrH GOpMH HA B3IaRMOJeHCTBHE
ITpoyyuBannsTa 32 B3aMMOJCHCTBHA Ca NPOBEXAAHH CaMO TIPH BL3PACTHH U ca 06obIenH no-J0y,

BzanMozneHcTBHE ¢ XpaHa: XpaHaTa 3HAaYHMO HAMAJIABa OpaJHaTa GHOHATMYHOCT Ha 6WIacTHH ¢ 30%.

BiaumonekcTBHe Che COK OT rpeiingpyT: EnHOBpeMEHHHAT NnpUeM Ha 6unacTun 20 mg U COK OT
rpefAngpyT noumxkasa GuoHaTMYHOCTTa Ha 6UnacTHH ¢ 30%. To3u edeKT Moxe 4a Ce OTHACSH ChLIO 3a
APYTH NJIOAOBH cokoBe. CTeNeHTa Ha CHHXKaBaHe Ha GHOHAIMYHOCTTA MOXKeE Ja BapHpa criopen
IIPOU3BOAUTEIH U MJIOA0BE. MeXaHW3MBT Ha TOBa B3auMoaeiCTBHe e HHXubupaHe Ha OATP1 A2,
TPRHCIIOPTHA CHCTEMA 32 YCBOSBAHE, 3a KOATO OMUNacTHH e cybcTpat (BinkTe Touka 5.2). JlekapcTeeHH
POAYKTH, KOHTO ca cybcTpati uiau mHxubutopu Ha OATP1A2, kato PHTOHABHP WIH pUPaAMITHIIH,
MO€ 1a MMaT NOTEHIHAA 1a HaMaNABaT Mo NoAo0eH Ha4YKMH NJIa3MeHaTa KOHIEHTpaLUs Ha OMIacTHH.

BiauMouelicTBYE ¢ KETOKOHA30 HIH ePUTPOMHILIUH: EAHOBpEeMEHHHUAT npHeM Ha GUNACTHH M
KETOKOHA30JI MJIH epHTPOMHIIHH noeuinapa AUC na 6unactii 2 neTH, a Cmex — 2-3 bTH. Te3u
IPOMEHH MoraT Aa 0bAaT 00jACHEHH ¢ B3aHMOAEHCTBHETO ¢ YPEBHUTE TPAHCIOPTHH CHCTEMH 32
OTAeNAHe, ThH KaTo GMnacTHH e cybeTpar 3a P-riiHkonpoTenH U He ce MeTabonn3npa (BIXTe Touka 5.2).
Te3n npomeHn U3rexaa He MOBNHABAT MPOdHIIa HA Ge30NacHOCT Ha GUIACTHH M, CHOTBETHO, Ha
KETOKOHA30J1 UJIH EPHTPOMHUHH. J{pyru IEKAPCTBEHH MPOJYKTH, KOHTO ¢a cybCTpaTy HaM HHXHOUTOPH
P- rTHKOTIPOTENH, KAaTO LIMKJIOCIOPHH, ChINO TaKa MOXE 1a HMAT MOTEHUHA 12 YBEIHYABAT [L1a3MEHATa
KOHUEHTpaLua Ha HunacTHH.

BsauMonelcTere ¢ puntuaseM: EnnoBpeMeHHHAT TpHeM Ha GunacThH 20 mg ¥ aunTHasem 60 mg
nosuwmaea Cmax Ha 6unactu ¢ 50%. To3u edext Moxe 1a ce 06ACHH ¢ B3aMMOIEHCTBHETO C UPEBHUTE

TPaHCNOPTHH CHCTEMH 32 yCBOABaHE (BUXKTE TOUYKA 5.2) U H3FJIEXKAA HEe MOBJIUABA Npoduna Ha
be3onacHOCT Ha OMIACTHH.

BsauMmonericreue ¢ ankoxon: IlcuxoMoropHaTa JeWHOCT cliell EAHOBPEMEHEH NPHEM Ha AIKOXO0J H 20 mg
bunactun ¢ nofobHa Ha HabnioaaBaHaTa cilel] MPHEM Ha ATKOXO0J K maueso.

BiauMmoneiicTue ¢ nopasenam: ENHOBpeMeHHHAT npueM Ha 6unactun 20 mg u nopasenam 3 mg B
NpoABIKEHHE Ha 8 AHU He YCHIIBa NOTHCKAIUM edexT Ha nopasenam Bbrpxy LIHC.

[lenuarpuyHa monynalus

IMpoy4eanus 3a B3aUMOJeHCTBHA ca NPOBEKIAHM CAMO NIPH Bb3pacTHU. Tbii KATO HAMA KIMHHYEH ONMUT
fIpA Jeta OTHOCHO B3aHMOJICHCTBHS HA OHJIACTHH C APYTH EKAPCTBEHK NPOAYKTH, XpaHa HiM IJIOAOBH
COKOBe, TpAOBa Ja ce B3eMAT MpeBMA pe3yITATHTE OT NPOYYBAHHUATA, HANPABEHH [PH BH3PacTHH 34
B3aHMOJCHCTBHATA, 0COOEHO KoraTo TpsaOBa Aa ce mpeanucsa 6GMnacTHH Ha faeua. HaMa KNIHHUYHY DaHHH
OT U3NUTBAHUA NPH IeLa, KOUTO Aa ycraHoBsBaT npoMeHn B AUC nin Cp,y IOpagy B3auMOneHiCTRHA,
NMOBNHABALIH Npoduna Ha Oe3onacHOCT Ha 6UIACTHH.

4.6 DepTHAHTET, 6peMEHHOCT H KbLPMEHE |

bpeMeHHOCT: JIuncear uix HMa orpaHHYeHH JaHHH OT ynorpebarta Ha GHIACTHH I ,'-- T
Ilpoy4BaHuATa NIPH XUBOTHH HE NOKA3BAT NPEKU WM HEMpekH BpeIHH edeKTH No/faor cx

PENPOAYKTHBHA TOKCHYHOCT, paXkKaaHe HIIHM MOCTHATANIHO pa3BuTHE (BX. TOUKa 5.3). ¥ '
MApKa € 3a peano4YnTaHe 1a ce u3baresa ynorpebara Ha buneprus no speme Ha 6ie




Kbpmene: EkckpenusTa Ha OMnacTuH B KbpMaTa He € npoy4eHa npy xopa. Hanuunure
(hapMaKOKMHETHYHH JJaHHH MPH )KUBOTHH NOKA3BaT EKCKPELMs Ha GHIaCTHH B MJISKOTO (BXK. TOYKa 5.3).
Tpsa0Ba 1a ce B3eMe pelueHne Jaiu 1a ce npeycTaHoBH/1a He ce PUIIoXkKH TepanusaTa ¢ Buneprus, kato ce
B3eMaT NpeABU/ 10J13aTa OT KbPMEHETO 3a JETEeTO U 10J13aTta OT TepanuaTa ¢ OMnacTHH 3a Maiikara.

OepTunuTet: JIMNCBAT WM UMA OIPAaHUYEHH KIMHUYHM JaHHu. [IpoyyBaHe Npy mibXoBe He MoKa3Bsa
HeraTuBeH eeKT BbpXy deprunurtera (BK. Touka 5.3).

4.7 Ed¢ekTn BbpXy cnocoOHocTTa 32 odHpaHe H padoTa ¢ MALIKMHH

[TpoyuBaHe 3a olleHka Ha edekTHTE HA OMIACTHH BBPXY COCOOHOCTTA 3a logupaHe rnokassa, 4ye JjeyeHue
¢ 20 mg OMIaCTHH He MOB/IMsBA CNOCOOHOCTTA 3a WodupaHe. Bbnpeku ToBa nauuenTHTe Tpa6Ba 1a
ObaaT HHOOPMHPAHH, Y€ MHOTO PSIJIKO MPH HAKOM XOPa MOXeE 1 Ce MOSBH CHbHIMBOCT, KOETO MOXKE 114
MoBJIMAE CIIOCOOHOCTTA UM 3a Wodupane K pabora MalUHU.

4.8 HexelaHH JIEKAPDCTBEHH peaKIHH

O0001enune Ha npoduia Ha Oe3onacHoCT

HYecrorara Ha HeKeNlAHH PeaKUMHU MPH NALMEHTH, CTPAJALIK OT alepPruueH PUHOKOHIOHKTHBHT HITH
XPOHHYHA HAHONATHYHA YPTHKapH, IeKyBaHu ¢ 20 mg OMNIAaCTHH, B KIMHUYHH W3NMTBAHMS, € CPDABHUMA
C YyecToTaTa Npu NauMeHTH, nosy4nau naauedo (12,7% cnpsmo 12,8%).

Knnuuynu npoyusanus ¢asa I v 111, npoBeaenu no BpeMe Ha kaMHHYHATA pa3paboTka BKIHOUYBAT 2525
MalLlHEHTH, JIEKYBaHH C Pa3IHYHH 103K OnacTuH, oT KouTo 1697 nonyyasar 6unactud 20 mg. B te3u
npoyuBaHus 1362 nauuenTn noayyasat niuauebo. Hexxenanure jekapcTBEHN peakiliu, KOMTO Hall-4eCTo
ce cboOLIaBaT OT MalKeHTH, noyyasaiiy 20 mg GUAACTHH NPU NOKa3aHHE alepruyeH
PHHOKOHIOHKTHBHT WJIH XpPOHHYHA HHONATHYHA YPTHKAPHUS ca r1naBo0one, ChbHIMBOCT, BUEHE HA CBAT
M ymopa. Te3un HexeNlaHH peakiMy ce MosBABAT ChC CPABHHMA YECTOTA MPH NMALMEHTH, MOJTyYaBalily
riauedo.

O00011eHHe HA HeXeNaHUTEe peakiiy B TabJIHYeH BUA

Hesxenanute jiekapCcTBEHH peakLMH, KOUTO € BEPOSTHO JIa ¢a CBbP3aHH ¢ OUIACTHH M chobIaBaHu
npu nose4ve ot 0,1 % ot nauuentH, nonyuapaiuu 20 mg OMIACTHH MO BpEMe HA KIIMHUYHATA
paspabotka (N = 1697), ca npeacraBeHu B Tabauiara rno-maoiy.

YecroTuTe ce onpeaensaT KakTo cie/iBa:
Muoro uectn (21/10)

Yectu (21/100 no <1/10)

Heuyectu (21/1 000 no <1/100)

Peaku (21/10 000 no <I/1 000)

Muoro peaku (<1/10 000)

C Hen3BecTHa 4ecToTa (OT HAJIMYHHUTE JaHHHW HE MOXe Jla Objle HanpaBeHa OLeHKa)

| ; BujacTun . Benukn IThanedo
| Cﬂmuo-opmnen Kaac S | nosm |
YecroTa Hexenana peakuus T OnaacTHH
- N=1697 N=2525
Nudexnun 1 nadecTanuu
Heuecmu Xepnec na ycmuume 2 (0.12%) 2 (0.08%)
Hapymenus Ha MeTa00/1H3Ma B XpaHEeHETO




CHcTeMo-oprafeH Kiac | E'-.”-'a#“ f::: 48 ljm_neﬁo
Yecrota | Heskenana peakuus 1:01!23 g OnnacTun | N=1362
| AF A N=2525 |
Heuyecmu Hosuwen anemum 10 (0.59%) 11 (0.44%) 7 (0.51%)
IlcHxXHYHH HApYLIEeHHS
Heuecmu Tpesoacnocm 6 (0.35%) 8 (0.32%) 0 (0.0%)
bescvnue 2 (0.12%) 4 (0.16%) 0 (0.0%)
HapyumieHnunst Ha HepBHATA CHCTEMA
CvHaueocm 52 (3.06%) 82 (3.25%) 39 (2.86%)
- I'nasobonue 68 (4.01%) 90 (3.56%) 46 (3.38%)
Heuecmu 3amananocm 14 (0.83%) 23 (0.91%) 8 (0.59%)
Hapymenusi Ha yxoTo H JaGHpaHTA
Hevyecmu Tunumyc 2 (0.12%) 2 (0.08%) 0 (0.0%)
Bepmuco 3 (0.18%) 3(0.12%) 0 (0.0%)
ChbpaeyHu HapymIeHHSA
Heuecmu Hecen bedpen bnok 4 (0.24%) 5(0.20%) 3(0.22%)
Cunycoea apummusn 5 (0.30%) 5 (0.20%) 1 (0.07%)
Yovaowcen QT unmepean e 9 (0.53%) 10 (0.40%) 5(0.37%)
eJlekmpokapouozpamama*
Apyeu omxknonenun ¢ EKT 7(0.41%) 11(0.44%) 2 (0.15%)
PecnnHpaTOpHH, rPbAHH H MEAHACTHHAJHHA HAPYIICHHS
Heuecmu Hucnues 2 (0.12%) 2 (0.08%) 0 (0.0%)
Huckompopm e noca 2 (0.12%) 2 (0.08%) 0 (0.0%)
Cyxoma 6 nHoca 3 (0.18%) 6 (0.24%) 4 (0.29%)
CromamiHO-4YpeBHH HAPYIIEHHSH
Heuecmu boaku e copnama wacm na 11 (0.65%) 14 (0.55%) 6 (0.44%)
Kopema
Kopemna 6oaka 5(0.30%) 5(0.20%) 4 (0.29%)
T'aoene 7(0.41%) 10 (0.40%) 14 (1.03%)
Cmomawen ouckomghopm 3(0.18%) 4 (0.16%) 0 (0.0%)
HAuapusn 4 (0.24%) 6 (0.24%) 3 (0.22%)
Cyxoma ¢ ycmama 2(0.12%) 6 (0.24%) 5 (0.37%)
Hucnencusn 2 (0.12%) 4 (0.16%) 4 (0.29%)
F'acmpum 4 (0.24%) 4 (0.16%) 0 (0.0%)
Hapymienns Ha KO’KaTa H NOAKOKHATA ThKaH | —
Hevecmu Cupoernc 2(0.12%) 4 (0.16%) , ;” %tg"fﬁjl‘ﬁ% \
O0mn napymenns n epeKTH HA MACTOTO HA NPHJIOKEHHE /Y D \ 21 \\
Heuecmu Ymopa 14 (0.83%) 19 (0.75%) ‘r:" :f_._. 1_8_(1132‘5‘@ .\
Kancoa 30.18%) | 4(0.16%) \\ .\ (410.07%) 4
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ITooobpenue na 2 (0.12%) 2 (0.08%) 1 (0.07%)
npeowecmeau{o CbCmoanue
Bucoxka memnepamypa 2 (0.12%) 3 (0.12%) 1 (0.07%)
Acmenun 3 (0.18%) 4 (0.16%) | 3 (0.37%)
HU3caeaBaHus
Heuecmu Hosuwena 7 (0.41%) 8 (0.32%) 2 (0.15%)
2ama-
2/IYMAaM wi-
mpancgpepasa
Iosuwena ananuns 5 (0.30%) 5 (0.20%) 3 (0.22%)
amuHompancepasa
Hosumena 3 (0.18%) 3 (0.12%) 3 (0.22%)
acnapmamamunompa
Hegepasa
Hoeuwen  kpeamunun 6 2 (0.12%) 2 (0.08%) 0 (0.0%)
Kpbema
Hosuwenu mpuzauyepuou ¢ 2 (0.12%) 2 (0.08%) 3 (0.22%)
Kpvema
Hoeuweno meano 8 (0.47%) 12 (0.48%) 2 (0.15%)

*VYabmxed QT MHTEPBAJ B €N1€KTPOKapaAMorpaMara € J0K/1aABaH ChbllO TaKka B NOCT-MapKETHHIOBUA NEPHOL.

C Hen3BecTHA YecToTa (OT HAJIMYHUTE JaHHHU He MOJKe J1a Ob/ie HarpaBeHa OLEeHKa):

[TannuTanuu, TaXMKapaus, peakiuiu Ha CBPbX4yBCTBUTEIHOCT (KaTo aHa(uIaKCHs, aHrMOe1eM, IHCTHE,
06pHB, OKaIM3MPaH eeM/TOKaTH3HPaH OTOK H epHTEMA) U MOBPBLIAHE ca HadII0AaBaHH 10 BpeMe Ha
[NOCTMAPKETUHTOBHUS MTEPHOL.

Onucanue Ha u30paHyu HEXKEJIAHU PeaKLWK NPH Bb3PACTHH W IOHOLIH

CBHHIUBOCT, r/1aBo00JIHE, CBETOBBLPTEK U YyMOpa ca HalbJi0JaBaHu WJIK MPH MALHEHTH, JIEKYBaHH C
GunactiH 20 mg uau ¢ niaue6o. TsaxHaTa yecToTa npu 6unacTHH cnpsamo miauedo e 3,06% cnpsamo
2.86% 3a counuBoct; 4,01 % cnpsimo 3,38% 3a rnaBobonue; 0,83% cnpsmo 0,59% 3a BHeHe Ha CBAT U
0,83% cnpsimo 1,32 % 3a ymopa.

WUudopmaiusTa, chOMpaHa 1o BpeMe Ha MOCTMAapKeTHHIOBOTO Hab/0IeHHe, NOTBBPIKAaBa Npoduiia Ha
Ge3omacHoCT, HabK0JaBaH Mo BpeMe Ha KJIMHWYHaTa pa3padoTka.

O60601wenue Ha npoduia Ha 6€30NacHOCT NP NeaHaTpUuyHaTa NonyJalus

[To BpeMe Ha KIMHMYHATA pa3paboTKa YeCToTaTa, THIIBT H CEPUO3HOCTTA HA HEXKEJIAHHE PEAKLIWH MPH
toHowy (12 roguuu 10 17 roquHK) ca ChIUKTE, KAKTO Te3H, HAOJII01aBaHu MPH Bb3PACTHH.
UudopmauusTa, cbOpaHa Mpu Tasu nomynauus (FOHOLIK) MO BpeMe Ha MOCT-MapKeTHHr0BO HaboIeH e,
MOTBbPKAaBa JaHHUTE OT KIMHHYHHUTE NPOYyYBaHMS.

[TpoueHTsT npu Aeuara (2-11 roaunu), KOMTO CHOOIIABAT 32 HEXKENAHH CHONTHS
OunactiH 10 mg 3a aJiepru4eH pUHOKOHIOHKTHBHT MJIM XPOHHYHA HAHONATHYH
CEIMHUYHO KOHTPOJHPAHO KJIMHUYHO U3MHUTBAHE, € CPABHUM C MALHEHTHTE, MO
cpely 67,5% ).




CBbp3aHUTE C JICUEHHUETO HEKEJIaHH PeaKlMH, 3a KOUTO Hai-4ecTo ce chobliana npu 291 neua (2-11
FOZAMHHU ), NoJiy4yaBaluy OunacTuH (Aucneprupaila ce B ycrarta tabjerka) no BpemMe Ha KIMHHYHH
u3nuTBaHus (# 260 aeua, u310KeHH B KTHHHYHOTO Npoy4BaHe 3a Oe3onacHocT, 31 aena, H3/10KEeH! BbB
(papMaKOKHHETHYHOTO NPOYyYBaHe), ca r1aBodoaHe, anepruueH KOHIOHKTUBUT, PHHUT M KOpeMHa 0oJiKa.
Te3u cBbp3aHu HexKelaHH CbOMTHA HACTBIBAT CbC CPaBHUMA YEeCTOTa NpH 249 nauueHTH, rnoJyyasatiy
niaanedo.

Tabanyno 0000OLIEHHE HA HeXKeNTaHUTe peaKllMy NP NeWaTPHYHATA NOoMNyJIall|s
Hexenanure peakiuu, Hal-MaJIKO BEPOSTHO CBbP3aHH ¢ OMIaCTHH M AoKaaABaHH npu noseye ot 0,1% ot
neuara (2-11 roauuu), noayyaBanu OUIUCTHH 110 BpeMe Ha KIIMHHYHOTO NMpOYy4YBaHe, ca NpeAcTaBeHH M10-

7101y

YecToTuTe ce onpeaenasT, KakTo clie/iBa:
Muoro yectn (= 1/10)
Yectu (= 1/100 po <1/10)

Heuectn (= 1/1 000 no <1/100)
Penku (= 1/10 000 go <1/1 000)
Muoro peaku (<1/10 000)

C Heu3zBecTHa yecToTa (He MOXKe aa ObJie HanpaBeHa OlLlEHKa OT HAJTHYHHUTE JaHHH )
Penkun, MHOTO peikKu M peakuMy ¢ HEM3BECTHA YeCTOTa He ca BKJIIOYeHM B Tabiuuara.

Nudexnnn 1 nHdecTanHu
Yecmu Punum 3(1.0%) 3(1.2%)
Hapyumiennst Ha HepBHATA CHCTEMaA
Yecmu I'nasobonue B 6 (2.1%) 3 (1.2%)
3amaanocm 1 (0.3%) 0 (0.0%)
Hevuecmu
3acyba na cv3HaHue 1 (0.3%) 0 (0.0%)
Hapymenuss Ha ouunTe j
Yecmu Aﬂepzu#en KOHIOHKmMueum 4 (1.4%) 5(2.0%)
Hevecmu  |/I[pasnene 6 okomo i (0.3%) 0 (0.6%)_ ]
CromamuiHo- qpennu HApYUIeHHS S B | _
— Kopemua oonka / Boaku e zopuamal3 (1.0%) 3 (1.2%)
yacm Ha Kopema
Auapusa 2 (0.7%) 0 (0.0%)
Heuecmu TI'aoene 1 (0.3%) 0 (0.0%)
Ilooyeane na ycmuume 1 (0.3%) 0 (0.0%) )
Hapymenusi Ha KOXkaTa U MOJK0XKHATA ThKaH
Hewecmu Exzema 1 (0.3%) 0 (O;Qf?Vng. -
A Ypmuxapus -~ 12(0.7%) 2 (w8%) "V \
OO0mu HapyieHHs H e)eKTH HA MSICTOTO HA NMPHJIOKEHHE / m \
Heuecmu Ymopa 2 (Q.j%) (Qb% > !

\%. “fﬁu_.." 7

_.--'""'

T_ j

/&)

-~ ;c,&" "4

g



# 260 nena, M310XeHH B KIMHHYHOTO NPOYyYBaHe 3a OezonacHocTt, 31 geua, U3NOXKEHU BbLB
(apMakOKHHETHYHOTO NPOYYBaHE

Onncande Ha H3OpaHH HEXENaHK PEaKIMH [IPH NeAHATPHYHA [TONYJIALMS
'naBoGonne, kopeMHa DoJka, aepruucH KOHIOHKTMBHT W PHHHT ca HabMiozaBaHy WK NpH Jelia,

nekyBaHu ¢ 6unactud 10 mg, unu ¢ nnanebo. Crobinasanara dyectora e 2,1% npu Gunactux cpemy 1,2%
npu nnauebo 3a rnapodonre; croTBeTCTRaUM Ha 1,0% cpewmy 1,2% 3a xopemna 6onka; 1,4% cpeuty 2,0%
3a ajepruydeH KOHIOHKTHBHT U 1,0% cpeury 1,2% 3a pHHHT.

Chobulasane Ha NOAO3MPAHH HEXENAHHN pPEeaKLIMK

CroOLaBaHeTo Ha TOJO3MPAHH HEXENTAHH PeakUHK Clle/l paspellaBaHe 3a ynoTpeba Ha JeKapCTBeHus
NpOAYKT e BaxkHo. Tosa no3eonsBa Aa NpoAb/Dky HabmMoaeHHETO Ha CHOTHOLIEHHETO NON3a/PUCK 34
JNIEKapCTBEHHA NMPOAYKT. OT MeAHUHMHCKUTE CNIELHAIACTH Ce H3UCKBA Aa ChoOLIABAT BCSKA NOJI03HPAHA

HeXeNaHa peakius 9pes:
M3meHUTENHA areHI M 110 JIeKapcTBaTa

yi. ,,Jdamsan 'pyep” No 8
1303 Codus

Ten.: +359 2 8903417
yebcalit: www.bda.bg

4.9 IIpenozmpane

HudopmaiuaTa 0OTHOCHO OCTPO NPEAO3HpaHe € OTPAHHYCHA IO ONHTA OT KIIHHHYHH H3NHTBAHH,
[IPOBEAEHH N0 BpeMe Ha paspaloTkara Ha OWJIACTHH M N0 BpeMe Ha HOCTMApKETHHIOBOTO HabMoaeHHe.
[lo BpeMe Ha KMHHHYHH H3MHTBAHHSA, Clie] NpHAoXeHHe Ha GunacThH B Ao3u 10 10 11 TBTH MO-BHCOKH
OT TeparneBTu4HaTa 7103a (220 mg exrHuyHAa fo3a uay 200 mg AHEBHO B NPOALKEHHE HA 7 IHH) Ha 26
BB3pACTHH 3/IpaBH JOOPOBOJILM, YECTOTATA Ha CBbP3aHH C NIEUEHHETO Bb3HHKHAIH HeXeNaHH PeakLyH e
ABa ITbTH NO-BHCOKA OTKOJKOTO NpH mualebo. Hexenanure peakimu, KouTto ca crobujaBanu Haii-uecTo,
ca BHEHe Ha CBAT, [M1aBo0onue U ranexe. He ca goxnagBaHH CEPHO3HH HEXENAaHH PEaKLMH U 3HAYHMO
yabiokaBaHe Ha QTc-untepsana. Mudopmanusra, cbGpaHa npn nocTMapkersHroBoTO Habmozaenue,
CBOTBETCTBA C Ta3H, JOK/IAABAHA B KNIHHHYHHTE NPOYYBAHMS.

KpuTH4HaTa OlicHKA Ha e)eKTa Ha MHOrOKpaTHaTa 403a Ha 6unactus (100 mg x 4 aHK) BEPXY
BEHTPHKYyJiapHaTa penongpusanus 4pe3 “winoctHo QT/QTc kpocoyrbp npoyusane” ¢ yuactue Ha 30
34paBH ACOPOBOMIM HE 110KA.3Ba 3HAYUMO yAbMkasaHe Ha QTc-uHTepBana.

Hama nasnm 3a npenosupaHe NpH Jela.

B cayyalt Ha npeo3Mpane ce NpenopbyBa CUMIITOMATHYHO H IIGAKPENALIO NedeHne. Hama
H3BECTeH cneurPpuyeH aHTUAOT 3a OHNACTHH.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 <dapmakonERAMHYEE cBolicTBa

(apMakoTepaneBTHYHA rpyna: AHTHXHCTAMKHH 33 CHCTEMHO MIPHIIOKEHHE, APYTH
AHTHXHCTAMHHH 38 CHCTEMHO TNPHIIOKEHHE.

ATC xona; RO6AX29

MexaHNU3EM HA nelicTBHe




- bunacTuH e HeceAaTHBEH XMCTAMUHOB AHTArOHUCT ¢ NPOIBIIKHATENHO AeCTBUE U CENeKTUBHA
nepudepna H; -penentopHa aHTaroHUCTHYHA aKTHBHOCT 0e3 aQUHUTET KbM MYCKaApHHOBH PELIENTODH.
bUNacTHH NOTUCKA HHAYUHPAHKTE OT XHCTAMKHA KOXKHH PeaxlUH THI ,,epUTEM M 3auepBiBaHe” 3a 24
yaca cnej npveMa Ha e JMHUYHH JO3H.

KnnHuvHa eUKACHOCT H O€30TaCHOCT

B K1HHUYHH NPOYYBAHHUA Ha Rh3PACTHHU MALIHEHTH H NMALMEHTH B IOHOLIECKA BBb3PACT ¢ allepriuiueH
PHHOKOHIOHKTHBHT (CE€30HEH M 1enoroauiieH) dOunactun 20 mg, npunarad BeJiHbXK JHEBHO B
npoasKeHne Ha 14-28 oM, € edexrrBeH npu obnekyaBaHe Ha TaKKMBa CUMIITOMH KaTO KHXaHe, Tedall]
HOC, Chpbex B HOCa, 3anylUBaHE Ha HOCA, CbpOexX Ha OUHTE, ChJI3eHe U 3auepBABaHEe HA oyHTe. bunactun
e(eKTHBHO KOHTPOJIHpa CHMIITOMHMTE B ITPOABIKEHHE Ha 24 yaca.

B ABe K1MHHYHH NPOYYBAHHS HA NaLMEHTH ¢ XPOHUYHA UAHONATHYHA YPTHKapus, Ounactun 20 mg,
pMJIArad BeaHBXK JHEBHO B MPOABL/DKEHHUE HA 28 IHH, ¢ e()eKTHBEH 3a 00/leK4yaBaHe HAa HHTEH3HBHOCTTA
Ha cbpbexa M 6poa H pa3Mepa Ha MeXypHUTe, KakTo ¥ AMCKOMGOpPTa Ha NALUEHTHTE, NPeAH3BUKAH OT
ypTHKapusaTa. [Taunenture noaobpsasar CBOS ChH U Ka4eCTBOTO HA )KHUBOT.

He ce nabmonapa KIIHHHYHO 3HaYHMO yALkaBaHe Ha QTc-HHTepBana UK APYTr ChbPASYHOCHAOB €()EKT B
KJIHHUYHUTE npoy4BaHug ¢ OunacTMH, aopu npu Ao3u ot 200 mg auesHo (10 NBTH KWIKHMYHATA [034) B
NpookJbKEHHe Ha 7 AHM NpY 9 JIHUA, WK JOPH KOraro ce npuiara 3aeiHo ¢ HHXHOMTOPH Ha P-
rMUKONPOTEHH, TAKHBA KATO KETOKOHA30 (24 nHua) M epUTpOMHLIMH (24 nuna). B nonbnHenue €
3BbpineHo wiasaocTHO QT u3cneasane, Brmousamo 30 zoOpoBonLH,

B KOHTpoNKpaHH KIHMHHYHH NPOyYBaHHUA NPH NPENopbp4aHa 103a o1 20 mg peAHsXK AHEBHO, NpoQHABT
Ha OezonacHocT no otHoweHue Ha L{THC na GunacTtHH e cbU3MEpUM ¢ T03M Ha 1wiauebo U nosBarta Ha
CBHJIMBOCT CTATHCTHHECKH HE C¢ paivyasa OT Iulauedo. bunactu B 1o3n g0 40 mg eAHOKpAaTHO AHEBHO
HE 3acAra ICHXOMOTOPHOTO (PYHKLIHOHUpaHE B KJIHHUYHH NPOYUBAHMA H HE 3acAra CnocobHOCTra 34
wodupaHe B CTaHIAPTEH MOPLOPCKH H3ITHT.

[launenTH B cTapuecka Be3pacT (=65 roauHHu), BKIOUYeHH BbE ¢a3a Il 1 Ha wicnenBanuaTa, He NOKA3BaT
pasfKKa Mo OTHOLIEHHE Ha ePUKACHOCTTA UM 6€30NacHOCTTa CIIPAMO NO-MIAAH NALMEHTH. [10CT-
perMcTpauMoOHHO npoyyBaHe npyu 146 nauneHTH B cTapuecKa Bbh3pacT He NOKA3Ba Pa3nHuKH B npoduna Ha
0e30nacHOCT 110 OTHOILICHHE HAa Bh3pacTTa Ha NMONnyJaiuaTa.

lleduampuunq nonyrayus |
Ouowmu (12 rogunu 1o 17 roguHK) ca BKIKOYEHH B KIIKHHYHATA paspaboTka. 128 woHonn

NoJiy4yaBaT OMIACTHH [0 BPEME Ha KIMHHYHUTE npoy4BaHui (81 npu aBoliHO cnend npoy4YBaHus
IIPH alepryidyeH PHHOKOHIOHKTHBHT). Jpyry 116 10HOMUIH ca pa3snipeACIeHH Ha CITy4yaeH NPHHLNIN Ha
aKTHBHa KOoHTpona HiH nnauebo. He e nabmopasana painuka B epukacHocTTa H Oe3onacHocTTa
MEXY Bb3PAaCTHHUTE H IOHOLUH.

ChrnacHO pLKOBOACTRATA, HaHHHUTE 32 JOKa3aHa e(pHKacCHOCT MpH Bb3PACTHH W FOHOIHH MOXeE Jia
Obae ekcTpanoiupaHa 3a Aela, KOraro € 10ka3aHo, Ye CHCTeMHAaTa eKeno3nuua ¢ 10 mg 6unactun
npu geua ot 6 10 11 roauHu ¢ TenecHo Terno Hai-manko 20 kg € ekBUBalIEeHTHA Ha eKCMO3HLHATA
[pH Bb3pacTHU ¢ 20 mg GunucTul (Bx. To4Ka 5.2). ExcTpanonauusTa oT AaHHH 33 Bb3PacCTHH H
FOHOLLK Ce CHHTA 33 MOAXOARIA 33 TO3H IPOAYKT, Thit KATO NATOPHUIUONOIHUATA HA ANECPTHYHHS




-

FOANHH, 95 Ha BB3pacT oT 6 A0 <9 roauHy K 96 Ha 9 no <12 roanHu), NpH NPENOPLUNTENHATA
neanaTpHiHa Ao3a ot 10 mg BenHbK AHEBHO, NPodHIBT Ha Ge3onacHocT Ha GunacTuH (n = 260) e
nonobeH Ha nuauedo (n = 249), kaTo HeXeENaHHTE JIEKAPCTBEHH PEeaKLMH ce HabMmoaasaT ChOTBETHO
nph 5,8% u 8,0% o1 nauuenture, npuemamy Gunuctud 10 mg u nnaue6o. Kaxro 6mwractan 10 mg,
Taka ¥ niauebdo Nokas3sBaT J€KO HAMAJIEHHE Ha Pe3YJITATHTE 34 CHHJAMBOCT M Cealus B
NeIHaTPUYHUA BBIIPOCHHK 3a CHHA N0 BPpEME Ha TOBa NpOy4BaHe, 0e3 CTATUCTUYECKH 3HAYHMH
Pa3NIMKH MeXOy JICKYBaHWTe I'pyMH. IIpH Te3u aeua Ha Bu3pact ot 2 1o 11 roauny He ce
HabnoaBaT 3Ha4HTENHU pasnuky B QTc ciea npueM Ha 10 mg GUNacTHH IHEBHO B CPaBHEHHE C
nnauebo. BbNpoCHHLIATE 3@ KAYECTBO Ha XHBOT, OTIPee/IeHH 3a fela ¢ alepriyen
PHHOKOHIOHKTHBHT HJIM XPOHHYHA YPTHKAPHA, [TOKAa3BaT 00110 YBEJHUEHHE HA PE3YITATHTE B
NpOABIKEHHE Ha 12 ceIMHLIM Be3 CTATHCTHYECKH 3HAYUMA PasiHKa MEXIy paMeHaTa Ha GHNacTHH
H manedo. Obiara nomynaums or 509 aena obxsaila: 479 nauueHTH ¢ anepruyen
PUHOKOHIOHKTHBHUT Y 30 NaLMEHTH ¢ AHArHO3a XPOHUYHA ypTHKapud. 260 feua ca nonyuyuiu
bunactiH, 252 (96,9%) 3a aneprudyeH pHHOKOHIOHKTHBHT H 8 (3,1%) 33 xponnuHa yprukapus. [To
aHanorus 249 ngena ca monyuuau nnaue6o, 227 (91,2%) 3a NeprutieH PHHOKOHIOHKTHBHT H 22
(8,8%) 3a xpoHU4YHA YpTHKapHs4.

EBponefickaTa areHUHA 110 IEKAPCTBA € OTIONKWIA 3a0b/DKEHHETO [a CE MPUIIONKAT PE3YITATHTE OT
NpOy4YBaHKATA MpH OWIACTHH NpH elHa NOATPpyNa OT NeAHATPHYHATA NOMyJaluA NoA 2-rOAHIIHA

BE3PACT (BHXKTE TOUKA 4.2 32 HHOpMalKs OTHOCHO NEAHATPHYHATa yioTpeba).

3.2 DapMaKOKHHEeTHYHH CBoOlicTBA

Abcopbuus |
bunactuk 6np30 ce abcopbupa cnel nepopatHo MPUIOKEHHE ¢ BpeMe 3a AOCTHIAHE HA MAKCKMATHA

[1a3M¢Ha KOHHEHTpalLHs OT okofo 1.3 vyaca. He ce nabmonasa akymynauna. CpeqHOTO HUBO Ha
OHOHanu4HOCT Ha 6UIACTUH IPH NEepOPATHO NMpUIoKeHHe € 61 %.

Pasnpenenenue
In vitro u in vivo npoyuBaHKs noka3Bat, 4e¢ OHacTHH ¢ cyGeTpar Ha P-rinukonporens (Bx. Touka 4.5

B3aumoneiicTBue ¢ KETOKOHA30J1, epUTPOMULUMH M aunTHazeM) u OATP (Bx. Touka 4.5 B3anmopelicTere
CBC COK OT rpeiindpyT). BunactiH ne e cyberpar Ha TpancnopTHa cucreMa BCRP unu Ha 6b6peunn
TpaHCnOpTHH cHcTeMH OCT2, OAT1u OAT3. Ha Gasara Ha in vitro npoyuBaHe GunacTHH He ce ouaxsa
ja HHXHOupa ClIeIHHTE TPAHCTIOPTHH CHCTEMM B CHCTEMHATa LupKyaauus: P- rnuxonporens, MRP2,
BCRP, BSEP, OATP1B1, OATPIB3, OATP2B1, OAT1, OAT3, OCT1, OCT2 u NTCP, Tbii kaTo ce
Habnioaasa camo cnabo nuxubupane P- rmuxonporeun, OATP2B1 u OCT], ¢ onpexnenexa

ICso > 300 uM, MHOT0 MO-BHCOKA OT H3YHCIIEHATA KIHHHYIHA NJIa3MeHa Crayx U NOPagH TOBA TE3H
B3aUMOAEHCTBIA He ca KJIHHHYHO 3Ha4MMHU. Bhnpeku ToBa, Bh3 OCHOBA Ha TE3U PE3yJITATH, MHxuOupaHe
OT OMNACTHH Ha JPYTH TPAHCTIOPTHH CHCTEMH Ha YPEBHATA JIMTABULIA, HANP, P- MIMKONPOTEHH, He MOXe
Ja ce N3KIIOYH.

B TepaneBTiYHM 1034 GUTACTHH C€ CBBP3BA C MJ1a3MEHUTE MPOTEMHH B cTeneH 84-90%.

buorpancdopmaiims

bUAacTHH He HHAYItMPA M HE NOTHCKA aKTHBHOCTTa Ha CYP450 H30€H3MMH B NIpOY4BaHHA in vilro.

EnUMHBHpaHe
B npoyusane npu 34paBu 106poBonuy ¢ fanaHcupaHa Maca ciel PHIOKEHHE Ha e,uHH ..

mg '* C-Gunactus, noutn 95% OT npunoxeHaTa 703a ce OTKpHBA B ypyHaTa (28, 3“
(66,5%) kato HenpomeHeH 6UTACTHH, KOETO NOTBLPKAABA, 4e OUNACTHH He ce M 6
npH xopata. CpeIHHAT NOTYKUBOT Ha €TMMHHHpaHe, H3UKCIEH TP 3ApaBH 400 - -,_.




+ 4

JIuHefiHoeT

bunacTHH nokasea THHeeH papMaKOKMHETHYEH NpodHI NPH NPOCieasBaHe Ha pa3IHyHHA A03K (5 go 220
mg), ¢ HACKH HHAHBHAYAIHH Pa3HYHA. |

bbOpeuny HapyuieHus -

B uscnensane Ha nuna ¢ 650pednn Hapyliesns, cpegHarta (£SD) AUCO-wo HapacTBa ot 737,4 (+ 260,8)
ng x hr/mL npu n1ua 6e3 napymenna (GFR: > 80 ml/min/1,73 m?) go: 9674 (+ 140,2) ng x hr/ml npu
nyua ¢ nexo Hapyiuende (GFR: 50-80 ml/min/1,73 m?), 1384,2 ( 263,23) ng x hr/ml npu nuua c
ymepeno napyurenne (GFR: 30 - < 50 ml/min/1,73 m?) u 1708,5 (+ 699,0) ng x hr/ml MIPH JTULA ¢ TEXKO
Hapywes#ne (GFR: < 30 mi/min/1,73 m?). Cpeauuar (+ SD) nomyxuBoT Ha 6unacTun e 9,3 4 (£ 2,8) npu
nnua 6e3 Hapywenue, 15,1 4 (£ 7,7) npu nuua ¢ nexo napymeHue, 10,5 4 (£ 2,3) npu nuna ¢ ymepeHo
HapyweHnue U 18,4 h (£ 11,4) npa nuua ¢ Texxxo Hapywenne. YpuraapHara €KCKpelUA Ha OMJIacCTHH
IpHKII04BA OKOHYATENHO Ciiell 48-72 14 npu Beuvky axuA. Tesn GpapMakOKHHETHYHH IPOMEHH HE ce
O4aKBa /1a HMAT KIHHHYHO 3HAYHMO BAHAHUE BbpXy 6€30macHOCTTa Ha OUNACTHH, 3aL0TO MIa3MEHUTe
HHBa Ha OMJIACTHH NpPH NAaLKEHTH ¢ ObOpPEeYHH HapylIeHus ca Bee Nnax B rpaHULIMTE Ha De30MacHOCT Ha
OUnacThH.

YepHoapoOHU HApYILIEHHUS

Hsama dpapmakoxnHeTHYHE JaHHH [IPH IMUA C HEPHOAPOOHH HapylueHus. bunacTiH He ce
MeTabonH3Kupa npy xopara. Thif KaTo pesyNTaruTe OT NPOYYBAHETO HA 6uOpeunnTe
HapyweHUs NoKa3Bar, 4e Ob0peyHaTa eNMMHHALMA HMA OCHOBHHS MPHHOC 34
CIMMHHHPAHETO, XKTbYHATA eKCKpeLMA Ce o4aKBa Aa Obje caMO MapruHaNHO BhBJIEYEHA B
€IMMUHHPaHeTo Ha OunacTuH. He ce o4aksa npomeHuTe B yepHOAPOGHaTa DYHKIHS 12 HMAT
KJIMHHYHO 3HAYHMO BIIHAHHE BBpPXY (hapMakOKHHETHKAaTA Ha OUNIACTHH.

Crapuecka Bb3pacT

Hanuunu ca caMo orpaHHYerr GapMakOKMHETHYHH JaHHM MPH CyOeKTH NMO-BB3PACTHH OT 65 roanHM.
He ce Habniogasat cTaTHCTHUECKM 3HAaYHMH pasiHuKA IO OTHOIIEHHE Ha dapmMakokuHeTHKAaTa Ha
OHNIACTHH NPH NALMEHTH B CTAPUECKA BL3PACT B CPABHEHHE C Bb3PAaCTHH MAUHEHTH Ha Bb3PAcT MEXKAY
18 # 35 roauuu.

[leaaTpuyusHa nonynaius
He ca nannunun dapmakokHHeTHYHK JaHHM TpH oHoww (12 roawsu 10 17 FrOAWHY ), Tbii KATO
CKCTPANONHPAHETO HA AAHHUTE OT BE3PACTHUTE JIMLA CE CUHTA 3a MOAXOASLIO 32 TO3H NIPOAYKT.

PapMaKOKMHETHYHHTE JaHHH NIPH AeHa ca noJyyeHH BhB daza [l ua GapMakOKHHETHYHO MPOYYBaHE,
BK/IIOYBAILO 31 feua Ha BB3pacT OT 4 10 11 roauHy ¢ anepruyed pHHOKOHIOHKTHBUT MU XpOHUYHA
YPTHKapHu4, MpriaraHy BEAHDK AHEBHO ¢ OunacTuH 10 mg aucneprupaina ce B ycrarta tabnerka.
(PapMakOKHHETHUHHAT AHAJIH3 Ha TAHHWTE 33 [1a3MeHaTa KOHUCHTpalUA [10Kka3Ba, Y€ NeAHaTPUYHATA
Ao3a OunactuH 10 mg BeAHBXK JHEBHO BOAH A0 CUCTEMHA EKCIIO3UIIHA, EKBHBAICHTHA Ha Ta3H,
HabniofaBana cnea jgo3a oT 20 mg IPH Bb3PACTHH H IOHOLLH, KaTo cpeaHaTa ctoitHocT Ha AUC 1014 ng *
x hr /ml 3a zenta 6 no 11 rogunn. Te3n pesynrtaTu 6s1xa A0 ronsMa cTeneH nNoxa nnpara Ha 6€30NacHOCT Bb3
OCHOBa Ha JaHHH OT 1032 0T 80 mg BeAHbX AHEBHO NPH BH3PacTHH B CHOTBETCTBHE C npoduna Ha
OesonacHOCT Ha JekapcTBeHus NpoaykT. Tesn pesynaratu noTBbpANXa H3bopa Ha GunacTiH 10 mg
NEPOPAHO BEJHbX AHEBHO KAaTO NOAXOAALLA TEPANEBTHYHA 1034 32 NeAWaTPHYHATA NONYJA,
Bb3pacTOBHA IHana3oH oT 6 10 11 roaunnm ¢ TenecHo terno Hak-manko 20 kg.

5.3 IlpeaxnnHHAYHA JaHHH 32 Ge3omacHOCT




HexnuHnuHuTe NaHHH He TOKa3BaT 0coOeH puck Ha HUIACTHH 32 Xopa Ha 0a3aTa Ha KOHBEHUHOHATHHTE
(papMaxkonoruyHy U3NMUTBEHUA 32 6€30MacHOCT, TOKCHYHOCT NMPH MHOTOKPATHO NpHaraHe,
FeHOTOKCHYHOCT U KAPLIMHOrN¢HEeH NOTeH1Hal.

B uscienBaHUATa HA PENPOAYKTHBHATA TOKCHYHOCT €peKTHTEe Ha OUJIacTHH BepXY ¢eTyca (npe- H
MOCTUMILJIAHTALHKOHHA 3ary0a NpH IUTEX0BE H HembJIHa ocU(PHKALMA Ha YEePETIHHTE KOCTH, MPhAHATA KOCT
1 KpalHULIUTE NpH 3aiiuu) ce HabmoaaBaT caMo NpH K03, HHAYLHpAlIH MaifunHa TokcHYHocT. HHuBara
Ha €KCNO3HLHA, IPH KOHTO He ce HabmoaaBaT HexenaHu JexapcTeeHy peakiidd (NOAEL), sHauurenuo
HaaAXBBPIAT (> 30 MbTH) EKCTIOZHIKMA TIPH XOpaTa NpU NpenophyaHaTa TepanesTHYHA A03a.

B npoyusaHe 3a nakrauuaTa, OWNACTHH € OTKPUT B MJIKOTO Ha IUIHLXOBE B JIaKTallUg cle] NPUIOKEHHE HA
eJHoKkpaTHa nepopanna 103a (20 mg/kg). KonuenTpanunte Ha OUIacTHH B MAAKOTO ca MPHONU3HTENHO
HanoNnoBHHA Ha TE€3H B MJa3MaTa Ha MaHkaTa. He € n3BeCTHO Jainu Te3M pe3yNTaTH ca NPHIOKHUMH NpH
XOpa.

B u3cneasane 3a GepTHAHTETA NPH TbXOBE GHUNACTHH, TIPHAAraH NEPOPATHO [0

1000 mg/kg/nen, He npeU3BHKBA HHKAKBB €)eKT BbPXY EHCKHTE H MBXKHTE PENPOAYKTHBHH OPraHH.
[lokasarenure 3a undTocBaHe, (GEPTUAHTET H OPEMEHHOCT He Ce MOBIUIBAT.

Ot H3nHUTBaHHA 3a pa3NIpe/ie/ieHHE NPH [UTbXOBE € ONpe/ieNiAHe HAa KOHLUEHTPALHHMTE HA IEKAPCTBOTO Upes
asTopaauorpadua, GunacTuH He akymynupa B LIHC.

6. ®OAPMAIEBTHYHH JAHHH

6.1 CuoHcnx HA NOMOIHATE BELIECTBA

MUKpPOKpUCTATHA LIENYJI032

KpocrioBugoH (ThI A)

CunuumeB XUApPOKCHI, KONOUIEH, He3BoeH

Marueaunes creapar

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha rogsocTt

3 rOUHH.

6.4 CnensHannsa ycJI0BHS HA ChbXpaHeHHE

TO3H nekapcTBeH NPOAYKT HEe U3UCKBA CIIELHAITHH YCIOBHA Ha ChXpaHEeHHE.

6.5 BHAH CHLABPXKAHHE HA ONAKOBKATA

To3u nexapcTBeH NpoAYKT € Hanu4eH B Al-Al 6nucteps, nocTaBeHH B KAPTOHEHH KYTHH, ChaAbpxkaluy 10,
20, 30, 40, 50 unu 100 TabneTxm.

He BCHukH BUOBE ONAaKOBKH Morar aa 6bjarT nycHaTH Ha nasapa.

6.6 CnennaJHH NpeaAna3Hd MePKH OPH H3XBLpJasHe H paboTa




Hensnon3paHUAT IEKAPCTBEH MPOAYKT WM OTNAABYHUTE MATEPHANIH OT HEro TpabBa 1a ce U3XBHPIAT B
CbOTBETCTBHE C MECTHHTE H3UCKBAHHA. |

-

7. IIPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEEBA
STADA Arzneimittel AG |

Stadastrasse 2-18
61118 Bad Vilbel

["epmanus

8. HOMEP(A) HA PAJPEHIEHHETO 3A YIIOTPEBA

" Perucrpaunonen Homep: 20210232

9. JATA HA ITbPBO PA3PELIABAHE/MIO/HOBABAHE HA PA3PEILEHHUETO 3A
YIIOTPEBA

Hara Ha mbpBoO paspemarane: 05.08.2021

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

10/2025
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