OBIIAS XAPAKTEPUCTHUKA ITPOAYKTA

1. HA3BAHUE JIEKAPCTBEHHOI'O ITPEITAPATA

Hukcap® 20 mr, Tabnetku

2.  KAYECTBEHHBIN 1 KOJJUYECTBEHHBIA COCTAB
B omnoit TabneTke comepykutes 20 Mr OmIacTHHA.

[TonHbI# CIUCOK BCIIOMOTATENIBHBIX BEIIECTB CM. B pazzeine 6.1.

3. JEKAPCTBEHHAS ®OPMA
Tabnerkn.

OBasbHBIE, TBOSKOBBITYKJIbIE Ta0JIETKH O€TIoro 1BeTa ¢ Haceuko# (ummHa 10 MM, mmpuHa 5 MM).
Haceuka npenHa3HaueHa HCKIIOYUTENBHO JUIS pa3iaMbIBaHUS TAOJIECTKH C LEbI0 00JIerYeHHS
ImporjaTelBaHusd, a HC IJId ACJICHUA HAa YaCTH C OI[HHaKOBOﬁ I[03HpOBKOI>'I.

4. KIMHNYECKUE XAPAKTEPUCTUKHA
4.1 TIloka3aHusi K IpUMEHEHHIO

CuUMITOMAaTHYECKOE JICYCHUE MTPH AIJIEPTUIECKOM PHHOKOHBIOHKTUBUTE (CE30HHBIN U
KPYTJIOTOJMYHBIN) U KpAalBHUIIE.

[Ipenapat Hukcap® nokas3aH K IPUMEHEHHIO y B3POCIBIX U MMOIPOCTKOB (B Bo3pacte 12 neT u
crapiie).

4.2 Jlo3upoBKa U cOCO0 MPUMEHEHMUS

ﬂOBI/I[zOBKa

Bspocnvie u noopocmku (12 nem u cmapuie)

Pexomenmyemas no3a cocrasiser 20 mr 6unactuna (1 Tabnetka) 1 pa3 B CyTKH Ui 00JIerdeHHs
CHUMIITOMOB aJJIEPIrHYECKOr0 PUHOKOHBIOHKTHBUTA (CE30HHOTO M KPYTIIOTOJJMYHOT0) U KPATUBHHIIBL.
Tabnetky ciemyer NIpUHUMATh BHYTPb 3a 1 yac 10 mim yepes 2 yaca 1mociie npuemMa MHIIH HIIH
(bpykToBoro coka (cM. paszaen 4.5).

Ocobvie epynnvl nayuenmos

Tayuenmul neduampuueckoeo npoghuis
[Ipumenenne OunacTrHa PHU AJIEPIrHYECKOM PUHOKOHBIOHKTUBUTE Y KPAIIMBHHUIIE Y A€TEH B
BO3pacTe 0 2 JIET Heleaecoo0pasHo.

JIIUTEILHOCTD JICUSHUS

[Ipu annepruyeckoM pUHOKOHBIOHKTUBUTE MPEMapaT clieyeT MPUHUMATh TOJIBKO B IEPUO] KOHTAKTa
¢ aiepreHaMu. [lanmenTaM ¢ Ce30HHBIM aJUIEPrUUYeCKUM PUHUTOM JIEYEHUE MOYKHO MPEKPATUTh
MOCJIE Pa3peIIeHNs] CHMITTOMOB M BO30OHOBHUTH TIOCIIe UX Bo3BpamieHus. [larmentam ¢
KpPYTJIOTOAUYHBIM aJJIEPTUYECKUM PUHUTOM MpenapaT MOKHO HEMPEPHIBHO NPUMEHATH B TEUCHUE
MepHO/Ia KOHTAKTa C aJJiepreHaMu. Y MalMeHTOB ¢ KpauBHULIEH JUIUTEIBLHOCTD JICYEHUS 3aBUCUT OT
XapakTepa v MPOoI0JDKATEIHFHOCTA CUMITTOMOB, 8 TAK)KE OT UX JHHAMHKH.




[arueHTsl OKIIIOTO BO3pacTa
ITanmmeHTaM MOKUIIOTO BO3pacTa KOPPEKIIMA 036l He TpeOyeTcs (cM. pasmens 5.1 u 5.2).

Hapymienne dhyHKIMY oYek

HUccnenoBanus, MpOBEACHHBIE Y B3POCIBIX U3 TPYI 0COO0OTO prcKa (TTAIUEHTHI C HAPYIIEHHEM
(YHKIINH [TOYEK) TTOKa3BIBAIOT, UTO ¥ B3POCIBIX HEOOXOAMMOCTH B KOPPEKTHPOBKE 0361 OMacThHA
HeT (cM. pazaen 5.2).

Hapymienue QpyHKIIMU eYeHH

OmnbIT KIMHUYECKOTO MMPUMEHEHHMS Tperiapara y MalueHToB B3pOCIOro Bo3pacra ¢ HapylueHUeM
(GyHKIMHU nedyeHn oTcyTcTBYeT. OHAKO, MTOCKOJIBKY OMIIACTHH HE META0OIU3UPYETCSl M BBIBOJMUTCS C
MOYOH U KaJIOM B HEH3MEHHOM BHJIC, YBEITMUYCHHSI CHCTEMHOT'0 BO3/ICHCTBHS BhILIE O€30II1aCHOTO
YPOBHSI y B3POCIIBIX TALIMCHTOB MOYKHO HE omacarhbces. [103ToMy marueHTam B3pociioro BO3pacTa ¢
HapyleHreM (QyHKIMY TIeYeHn KOppeKLus 1036l He TpeOyeTcs (cM. pazzen 5.2).

Cnocod npuMeHeHHu:

Jns npuema BHYTpb.
TaOnerku ciexyeTr NporiaThiBaTh U 3auBaTh BoAoH. [Ipenmapar pekoMeHayeTcs NpuHUMATh B
CYTOYHOM J103€ 32 OAUH MPUEM.

4.3 IIpoTuBONOKA3aHUsI

'Mnep4yyBCTBUTENLHOCTD K JEHCTBYIONIEMY BELICCTBY HIIM JIFOOOMY M3 BCIIOMOTATENIbHBIX BEIIECTB,
MEPEUHCIICHHBIX B pazzaene 6.1.

4.4  OcoOble npenynpexaeHusi 1 Mepbl MPeI0CTOPOKHOCTH NPH NMPUMEHEHUH

Iayuenmul neduampuueckoeo npoguis

O¢ddexTuBHOCT M OE30MaCHOCTH OMIIACTHHA TIPH JICUSCHHUH JeTel B BO3pAcTe 10 2 JIeT He
YCTaHOBJICHBI, © UIMEETCS JIMIIb HEOOIIBIION ONBIT KIMHHYECKOTO IPUMEHEHUS y IeTel B BO3pacTe OT
2 110 5 neT; mMoATOMY MpH JCUYEHUH MAMEHTOB U3 ITUX BO3PACTHBIX IPYII OMIIACTHH MPUMEHSATh HE
cienyeT.Y MalueHToB ¢ HapyIIeHUSIMU QYHKIIUH OYESK CPETHEH WIIN TSDKEJION CTENeHH
OJJTHOBpPEMEHHOE IPUMEHEHNE OMITacTHHA C MHrHOUTOpaMu P-TinkonpoTenHa, HanpuMep ¢
KE€TOKOHA30JI0M, SpUTPOMUIIMHOM, TUKIIOCTIOPUHOM, PUTOHABUPOM WJIN AUJIITHA3EMOM MOKET
IMPUBOAWTDH K MOBBIIICHUIO KOHICHTPpaIN OMIacTHHA B IIJIa3Me ", TEM CaMbIM, K ITOBBINICHUIO PHUCKa
BO3HUKHOBEHHS €ro MOOOYHBIX AeicTBuil. [0 3TO# npuunHe manueHTaM ¢ HapyIeHUsIMH (QYHKIIHN
HOYEK CpeTHel M TSHKEIIOH CTeneHn OMIIaCTHH OJJHOBPEMEHHO ¢ MHTHOuTOpamMu P-riaukonporenHa
IMPUMCHSATH HE CIICAYCT.

B nanHOM J1€eKapcTBEHHOM IIperapaTe COIEPKHUTCS MeHee, 4ueM 1 MMmoib HaTpus (23 Mr) Ha TabJeTKy,
TO €CTh IMPAKTUYECKH «HATPHUI HE COJIEPKUTCS.

45 B3aumopeiicTBHE ¢ IPYTHMHU JeKAPCTBEHHBIMH CPeICTBAMH U PyTrue BUABI
B3aHMOJEHCTBUSA

BzanmopeiicTBue ¢ mumeBbIMU TpoaykTamu: [Iuma cHmkaeT 6MoI0CTYITHOCTh OUTacTHHA TIOCTIE
npueMa BHYTpb Ha 30%.

BsaumoneiictBue ¢ rpeiindpyToBsiM cokoM: B cityuae npuMeHeHus OwnactuHa B Jj03e 20 Mr
OJTHOBPEMEHHO C I'peindpyToBEIM COKOM OMOAOCTYITHOCTh OMnacTHHA CHIKaack Ha 30%.
[HonoGHbIH 3 deKT MokeT HabII0AATHCS U B CiIydae Apyrux GpyKToBbIX COKOB. CTerneHb
YMEHbIIIEHUS] OMOIOCTYITHOCTH MOYKET PAa3INYaThCs B 3aBUCUMOCTH OT TIPOU3BOAUTEINS COKA H
(GpPYKTOB, M3 KOTOPBIX OH MOJTy4YeH. JJaHHOe B3anMoJieiicTBHE 00YCIOBICHO HHTHOMPOBaHUEM OelTKa-
nepenocunka OATP1A2, B OTHOIIEHUN KOTOPOTO OMIIACTHH SBIISETCS CyOcTpaToM (cM. pazzmern 5.2).



CHWXaTh KOHIICHTPAIUIO OMIIACTHHA B TIa3ME MOTYT TaK)Ke JICKAPCTBEHHBIC CPEICTBA, SBISIOIIHECS
cyoctparamu win uHruouropamu OATP1A2 (Hanpumep, puTOHABUP WK pUBaMITUIINH).

B3aumoeiicTBre ¢ KeTOKOHA30JI0M WM 3puTpoMutinHoM: [Ipu coBMecTHOM npueme Oumnactira 20
MT OJIMH pa3 B CYTKH U KeToKoHa307a 400 Mr ouH pa3 B cyTKu wiu spuTpomunuHa 500 Mr TpH pasza B
cyTku HaOmoaeTcs nossinenne 3Haderns AUC B 2 pa3za u noBsimeHne Cpqy B 2 - 3 paza. [lomoOHbIe
WU3MEHEHUS MOXHO OOBSICHUTH B3aUMOJICHCTBUEM Ha YPOBHE OCIIKOB-TICPEHOCUYMKOB, OTBEUAIOIIUX 32
BBIBEJICHHE M3 KIICTOK KUIIICYHUKA, TaK KaK OMIACTHH SBJIIETCS CyOcTparoM P-rimkonporenHa u He
MeTtabonmupyercs (cM. pasnen 5.2). Ha npoduns 6e30macHocTH OMtacTiHa, ¢ OJHOW CTOPOHBL, U
KETOKOHA30J1a WX SPUTPOMUIINHA, C IPYTOU, 3T IPPEKTHI, TO-BUAUMOMY, BIUSHUS HE OKa3bIBAIOT.
[oBpIaTh KOHIICHTPAIIMIO OWUJIACTHHA B IJIa3ME MOTYT M JAPYTUe JICKAPCTBCHHBIC MTPeTapaThl,
SBIISIONINECS CyOCTpaTaMu MM HHTHOUTOpaMu P-rimKomnpoTenHa (HanpuMmep, TUKIOCTIOPHH).

BzaumogeiictBue ¢ nuntrazemMoM: B cirydae oJHOBpeMEHHOTO niprueMa OunactuHa B o3¢ 20 Mr ¢
nnTrHazeMoM B 03¢ 60 Mr Cpx OnacTuHa moBbeimaiack Ha 50%. [TogoOHsbIf 3 ekt MoKHO
00BSICHUTH B3aMMOJICHICTBUEM Ha YPOBHE OEIKOB-TIEPECHOCUYHKOB, OTBEYAIOIINX 33 BBIBEJCHUE
BEIICCTB U3 KJIETOK KHUIIIEYHUKA (CM. pa3zen 5.2); Ha npoduis 0€301acHOCTH OMIIACTHHA TOT 3P QEKT,
MO-BUIUMOMY, BIIUSTHUSI HE OKa3bIBACT.

BiaumogeiictBue ¢ ankorosiem: [Tociae 0THOBPEMEHHOTO MPUMEHEHHS aJIKOTOJIsl U OMJIaCTHHA B J103¢
20 MT OAMH pa3 B CYTKH IICUXOMOTOPHBIE (PYHKIIMH HAXOMIUCH HA TOM K€ YPOBHE, UTO U TIOCIIE
OJTHOBPEMEHHOTO TTPUMEHEHHS aJTKOTOJIA U Tane6o.

Bzanmopeiicteue ¢ nopazenamom: B ciryuae oHOBpeMEHHOTO IPUMEHEHHs OniacTHHA B 103¢ 20 Mr
OJIMH pa3 B CYTKU U JIopa3enama B J03€ 3 MI' OJUH pa3 B CyTKU B TEUCHHUE 8 THEH yCUIICHUS
MOIABJISIONIETo AeiicTBus jJopazenama Ha [[HC BrisiBneHO He OBLIO.

[MatmeHTH eAnaTPUIecKOro mpoduIIs

HccnenoBannii B3anMOIEHCTBHS C JPYTUMH JICKAPCTBEHHBIMH CPEICTBAMH MPOBOIIIIACEH TOIBKO Y
B3pOCIbIX. [IOCKOJIbKY KIMHUYECKUI OIBIT IPUMEHEHHS OMJIACTUHA Y JIETEH COBMECTHO C IPYTUMHU
JICKAPCTBEHHBIMH CPEJICTBAMH, MUIIECH WIN (PYKTOBBIMU COKAMU OTCYTCTBYET, B HACTOSIIIMNA MOMEHT
NP HA3HAYCHUW OWJIACTHHA JIETSM CJIEYeT YIUTHIBATh PE3yIbTaThl MCCIIEIOBAHUI B3aUMOICHCTBHS,
MoJTydeHHbIe Y B3pocibix. KiTmHNYeckne JaHHbIe, HA OCHOBAHUN KOTOPBIX MOXKHO OBLITO OBI C/IeIaTh
BBIBOJI O TOM, OKa3bIBAIOT JIK 00yCIIOBIEeHHBIE B3auMoaericteuem n3mMeHeHust AUC u Cmax
OmIacTUHA BIUSHIE HA ero Mpo(uih 0€30MacHOCTH, y JeTei 0TCYTCTBYIOT. OKUIAaeTCsl, 9TO CTENICHb
B3aMMOJICHCTBUS C IPYTHMH JIEKAPCTBEHHBIMU CPEACTBAMU U MIPOUNe (POPMBI B3AUMOICHCTBUS Y
MaIMEHTOB MeJUaTpHYecKOro Mpoduiis B Bozpacte 12-17 net OyayT CXOAHBIMU.

4.6 @epTHWIBLHOCTb, DEPEMEHHOCTD M JIAKTAIUS

bepeMeHHOCTD. [[aHHbBIE IO TPUMEHEHHIO OMIacTHHA y OEepEeMEHHBIX KEHIIIMH OIPaHUYEHBI WIN
OTCYTCTBYIOT.

B nccnenoBaHuax Ha KUBOTHBIX HE OTMEUYEHO MPSIMOTO UM KOCBEHHOTO BPEIHOTO BO3/IEHCTBUS
npenapaTa Ha penpoAYKTHBHYIO QYHKIHIO (TOKCHYHOCTh B OTHOLLICHUH OPTaHOB PENPOIYKIINH),
POZBI HJTH [TOCTHATAIBbHOE pa3BUTHE (CM. pasaen 5.3). B kauecTBe Mepbl IpeJoCTOPOKHOCTH
pexoMeHayeTcs n3deraTh mpuMeHeHus npenapara Hukcap® Bo Bpemst 6epeMeHHOCTH.

I'pynHoe BckapMnmBanwue. MccnenoBanus B OTHOIIEHHH TOTO, IEPEXOIUT JIM OMIIACTHH B MOJIOKO Y
YeJIOBEKa, HEe MMPOBOAWINCH. VIMeroIuecs B pacopsyKeHUH JaHHbIC (PapMaKOKUHETUKH [TOKA3ajIH, YTO
y )KHBOTHBIX OMJIACTHH MEPEXOIUT B MOJIOKO MaTepH (cM. pasmen 5.3). Pemenue o
MIPO0KEHU U/ TIPEKPAIIEHUH KOPMIICHUS TPY/IBIO WIIH O MTPEKPAICHUH JICUSHHSI/BO3ICPKaHUU OT
JICYCHUA IIperiapaToM HI/IKC&p@ CICOAYCT IPUHUMATDL C YUYE€TOM ITOJIB3bI I'PYTHOT'O BCKaApMIIMBAHUA JJI
peOeHKa U TOJIb3bI OT JICUCHHUS OUITACTUHOM JUIS MaTepH.

DeprunbHOCTh: KiTMHUYECKHe JaHHBIE OTpaHrYeHbI UK K€ OTCYTCTBYIOT. B HccinenoBanuu Ha
KpbICAaX OTPULIATESIILHOTO BIUSHHMSI ITperapaTa Ha (pepTUIIBHOCTh BBISIBICHO HE ObLIO (CM. pasnen 5.3).



4.7 BuausiHMe HA CIIOCOOHOCTH K YINPABJEHHUIO TPAHCIIOPTHBIMHU CPEACTBAMH H 00CTY:KUBAHUIO
MEXaHU3MOB

[To maHHBIM HCCIEAOBAHMS, IPOBEACHHOTO C YYACTHEM B3POCIBIX MAIIMEHTOB, B KOTOPOM M3ydalld
BJIMSHUE OMJIACTHHA HA CIIOCOOHOCTH K YIPaBJICHUIO TPAHCIIOPTHBIMU CPECTBaMH, IPUMEHEHHUE
omnactina B A03€ 20 MT Ha TaHHYIO CITOCOOHOCTH BIIMSHUS HE OKa3biBaeT. OIHAKO, IIOCKOIBKY
MHMBHIYaJIbHAS PEAaKIs Ha JIEKapCTBEHHBIH IperapaT MOXKET BapbUPOBATh, MAIMEHTaM CIIEIyeT
PEKOMEHIOBATH BO3JIEPKATHCS OT YNPaBICHHUS TPAHCTIOPTHBIMH CPEACTBAMH U 00CTY KHBaHUS
MEXaHU3MOB JI0 TEX TOp, TI0OKa He OyeT BBIICHEH XapaKTep X MHINBHIYAIbHON peakIuy Ha
OunactuH.

4.8 TIlo0ouHble JeiicTBUA

OO6uwmii npoduab 6e30MaCHOCTH Y B3POCIbIX MAIIMEHTOB M NAIIMEHTOB MOAPOCTKOBOTO BO3pacTa
B KIMHMYECKHX HCCIIENOBAHUAX y B3POCIIbIX NALMEHTOB U MALMEHTOB ITOJPOCTKOBOIO BO3PAcCTa,
CTPaJalOIIMX OT AJIEPIrMYECKOT0 PUHOKOHBIOHKTUBUTA WM XPOHUYECKOW MIHNONATHUECKOM
KpanrMBHUIIBI, YaCTOTAa BOSBHUKHOBCHHA HCKCIIATCIbHBIX SIBJICHUM Ha Q)OHC IIPUMCHCHU A 6I/IJ'IaCTI/IHa B
no3e 20 Mr Obl1a COMOCTaBMMA C TAKOBOH y ManueHToB Ha (hoHe npumeHeHus mianedo (12,7% u
12,8%).

Knunanueckue ucnbitanus 11 u 111 dassl, mpoBeaeHHBIE BO BpeMst KITHHHYECKOH pa3paboTKH,
BKJIFOYANK 2525 B3pOCIBIX NAIIUEHTOB U MALMEHTOB NOAPOCTKOBOI'O BO3PACTA, IPUHUMABIINUX
OMIIACTHH B pa3IMYHBIX [103aX, 1697 U3 KOTOPHIX Moxy4anu OunactuH B no3e 20 mr. B xonme atux
KIMHAYECKUX UCTIBITaHUH 1362 manuenTa moaydainy miane6o. Y manueHToB, IPUHUMABIINX
OounactuH B 03¢ 20 MT 110 TIOBOJly aJIJIEPIrUYECKOr0 PHHOKOHBIOHKTUBUTA WA XPOHHUUYECKOH
UANONIATHYECKON KpalTMBHUIIBI, Yalie Bcero orMmevanich tTakue HJIP, kak ronoBHas 60:b,
COHJIUBOCTD, TOJIOBOKPY)KEHHUE M YCTATIOCTh. [[pUOTU3UTEIIEHO ¢ TaKOM e YaCTOTON 3TH
HCXKCJIATCIIbHBIC SABJICHHA OTMCHAIMCH Y IAIUCHTOB, MIPUHUMABIINX rmaue6o.

Tabnuia ¢ 0000IEHHBIMY JAHHBIMY O HEKEIATENBHBIX PEAKIUAX Y B3POCHBIX ITAIMEHTOB U
MMAlEHTOB MMOAPOCTKOBOI'O BO3pacTa

B tabmune ke npuseaensl HJIP, cBsi3p KOTOPHIX ¢ OMIacTHHOM MpH3HAHA, IO KpaiiHel Mepe,
BO3MOJXKHOM M KOTOpPBIE B IpOrpaMMe KiIuHuueckou pa3padotku (N = 1697) Obutn oTMedeHBI O0Jiee
yeM y 0,1% manueHToB, IPUHUMABIINX OMIacTuH B 103€ 20 Mr.

[To6GouHbIe AEHCTBUS PACHIPEICIIAIOTCS 110 CIIEAYIONIMM KaTerOpHsM 4acTOTHI:
Ouenb yacto (>1/10)

Yacto (o1 > 1/100 mo < 1/10)

Wuorma (ot > 1/1 000 go < 1/100)

Penxo (or > 1/10 000 mo < 1/1 000)

Ouens peako (< 1/10 000)

HewusBecTHO (Ha OCHOBaHHH MMEIOIIUXCS JTAHHBIX OIIEHKA YaCTOThI HEBO3MOYKHA)

HexenarenbHble PpCaKiumr, BO3HUKAOUINE PEAKO U OY€Hb PEAKO, a TAKIKE TC, HaCTOTa KOTOPBIX
HCHU3BCCTHA, B Ta6J'II/ILIe HC YKa3aHbI.

Opranbl HJIM CHCTEMbI OPraHOB Bce 10361
bunacrun
20 mr omJIacTHHA Il.1ane6o
Yacrora HexenarejbHasi peakuus — Jlo3bl N=1362
N=1697 -
N=2525

Hngpexyuonnvie u napasumapuvie 3a001e8aHUS
Wnorna | Cepriec B o6macTH pra | 2 (0,12%) | 2 (0,08%) | 0 (0,0%)

Hapywenus co cmoponsl 0bmena eeujecme u numanus
Urorza | Yeunenue annernta | 10(059%) | 11(044%) | 7(0,51%)
Hapywenus ncuxuxu
Mioraa YyBCTBO TPEBOTH 6 (0,35%) 8 (0,32%) 0 (0,0%)

! BeccoHnHIA 2 (0,12%) 4 (0,16%) 0 (0,0%)

Hapywenus co cmoponbi Hep8HoUl cucmemsl

Yacro | Connupoctsb | 52(306%) | 82(325%) | 39(2,86%)




Opranbl HJIM CHCTEMbI OPraHoOB Bce 1031
Buaactun
20 mr- onnacTuHa Ilnanedo
Yacrora HexenareabHasi peakuus N=1697 Jlo3b1 N=1362
N=2525
TonoHas 60116 68 (4,01%) 90 (3,56%) 46 (3,38%)
Wnorga T '05I0BOKpYKEHHUE 14 (0,83%) 23 (0,91%) 8 (0,59%)
Hapymenns co cTOpoHBI OpraHOB cIyXa U JJaOUPHUHTA
Hroraa TuHHATYC 2 (0,12%) 2 (0,08%) 0 (0,0%)
Bepruro 3 (0,18%) 3 (0,12%) 0 (0,0%)
Hapywenus co cmoponst cepoya
briokaja nmpaBoit HOKKH my4uka ['ica 4 (0,24%) 5 (0,20%) 3 (0,22%)
CuHycoBast apUTMHs 5 (0,30%) 5 (0,20%) 1 (0,07%)
Huornma Y anunenne naTepBana QT Ha 9 (0,53%) 10 (0,40%) 5 (0,37%)
SIIEKTPOKAPJUOTPAMME
Hpyrue otknonenns va DKI 7 (0,41%) 11 (0,44%) 2 (0,15%)
Hapywenus co cmoponst opeanog Obixanus, 2pyOHoil Kiemku u cpeooCmenus.
JucmHon 2 (0,12%) 2 (0,08%) 0 (0,0%)
HHorma Juckomdopt B HOCY 2 (0,12%) 2 (0,08%) 0 (0,0%)
CyX0CTb B HOCY 3 (0,18%) 6 (0,24%) 4 (0,29%)
Hapywenus co cmoponsl #ceny0ouno-KuueuHo2o mpakma
Bouib B BepxHEH 4acTH )KHUBOTA 11 (0,65%) 14 (0,55%) 6 (0,44%)
Bosib B xKHBOTE 5 (0,30%) 5 (0,20%) 4 (0,29%)
TomHoTa 7 (0,41%) 10 (0,40%) 14 (1,03%)
— JucxkoMdopT B xenmyaKe 3 (0,18%) 4 (0,16%) 0 (0,0%)
Juapest 4 (0,24%) 6 (0,24%) 3 (0,22%)
CyXOCTb BO PTY 2 (0,12%) 6 (0,24%) 5 (0,37%)
Jucrencust 2 (0,12%) 4 (0,16%) 4 (0,29%)
Tactpur 4 (0,24%) 4 (0,16%) 0 (0,0%)
Hapywenus co cmoponst Kodicu u ROOKONCHOU KAeIMHYAMKU
Urorna |3y | 2(012%) | 4(0,16%) 2 (0,15%)
Hapywenus obwezo xapaxmepa u peakyuu 8 mecme 66e0eHuUs RPenapama
VYeranocts 14 (0,83%) 19 (0,75%) 18 (1,32%)
Kaxna 3 (0,18%) 4 (0,16%) 1 (0,07%)
Unorna ViIyuIIeHHE NPEKHEro 2 (0,12%) 2 (0,08%) 1 (0,07%)
COCTOSIHHS
IMupexcus 2 (0,12%) 3 (0,12%) 1 (0,07%)
AcTeHuns 3 (0,18%) 4 (0,16%) 5 (0,37%)
Jlanuvie nabopamopusix Memooo8 uccied08aHuUs.
[NoBEIIEHHE YPOBHS raMma- 7 (0.41%) 8 (0,32%) 2 (0,15%)
Ty TaMHITpaHCcpepashl
Toseruenne yposHs 5 (0,30%) 5 (0,20%) 3(0,22%)
ATaHUHAMHUHOTpaHChepasbl
Toseruenne yposHs 3 (0,18%) 3 (0,12%) 3(0,22%)
Huorna acrmapTaTaMHHOTpaHchepassl
IMoBbIlIEHNE YPOBHS KpEaTHHUHA 2 (0,12%) 2 (0,08%) 0 (0,0%)
B KPOBH
HoBbiuieH#He ypoBHA 2 (0,12%) 2 (0,08%) 3(0,22%)
TPUTJIMIIEPUJIOB B KDOBH
[oBbIlIEHHE MAcChI TEJIa 8 (0,47%) 12 (0,48%) 2 (0,15%)

Yacmoma neu3eecmua (Ha OCHOBaHMU MMEIOIIMXCS JaHHBIX OLIEHKE He nojaercs): B reuenue
MOCTPErHCTPALIMOHHOTO Meproia HAOJI0AaINCh OLIYIIEHHE CepALeOneHHs, TAXUKapANs, pEaKun
THIIEPYYBCTBUTEIBHOCTH (TaKue KaK aHA(QHIAKCHS, aHTHTOHEBPOTUYECKUI OTEK, OJIBIIIKA, ChHIIb,
JIOKaJIM30BaHHBIN OTEK / MECTHBI OTEK U dpHTEMa) U PBOTA.

Onucanue OTACIBHBIX HEXKCIATCIbHBIX DeaKUI/Iﬁ

COHHI/IBOCTB, TOJIOBHaA 6OHI), TOJIOBOKPYKCHHUE U YCTAJIOCTDh Ha6J'IIO)IaJ'II/ICB Yy IaouCHTOB,

nonmyyaBimx 20 Mr 6unactrHa wiym miane6o. Mx gactora cocrasisiia coorBeTcTBeHHO 3,06% 1
2,86% mist connmuBocty; 4,01% u 3,38% ais ronosHoi 60mu; 0,83% 1 0,59% 1T TOTOBOKPYKEHHUS U
0,83% u 1,32% st ycTanmocTH.




Wudopmanus, momydeHHas B X01€ IOCTPETUCTPAIIMOHHOTO HAOIOICHHS, TIOATBEP/IHIIa TPOGUITH
0e30MMacHOCTH, HAOIIOaeMbIH BO BpeMS KJIMHHYCCKOM Pa3pabOTKH.

Tayuenmul neouampuueckozo npoghuis

Bo Bpemst KITMHHYECKOH pa3paOdO0TKU 4acToTa, TUI U TSHKECTh HeXelaTeIbHbBIX PEakIiid y TIOAPOCTKOB
(ot 12 mo 17 ner) ObpuTH TaKUMH Ke, Kak M y B3pocibix. MHpopmarus, coOpaHHas B JaHHOW TpyIe
(TOPOCTKH) BO BpEMs IOCTPETUCTPAITMOHHOTO HAOJIOICHYSI, ObLTA MTOITBEPKIACHA Pe3yIbTaTaMu
KITMHAYECKUAX UCTIBITAHUH.

CoobuieHne 0 T0A03PEBaEMbIX HEXKENATEIBHBIX PEAKIIUIX

Coo01ieHne 0 ToA03pEeBaeMbIX HEXKENATENbHBIX PEAKIHSIX ITOCIE PETUCTPALNH JIEKAPCTBEHHOTO
npenapaTa UrpaeT BaKHYIO poJib. DTO MO3BOJISIET MPOJOIKATh HAOIIOICHHUE 32 COOTHOIIEHHEM
«TI0JTB33/PUCK» B OTHOLICHWH JTAHHOTO JIEKapCTBEHHOTo cpencTBa. OT paOOTHUKOB CHCTEMBI
30paBoOOXpaHeHusl TpeOyeTcs coo0ImaTh O JFOOBIX BO3MOXKHBIX HEXKENAaTEbHBIX PeakLUsIX Yepes
HaIlMOHAJbHYIO CUCTEMY OIIOBEILICHHUS.

4.9 Tlepeno3dupoBka

Wudopmarust, kacaromasicst OCTpoil epeao3upoBKY OMIIACTHHA, ITOTYYeHa U3 ONbITa KIMHUYECKUX
UCTIBITaHU, IPOBEICHHBIX BO BpeMs pa3padOTKH U NOCTPETUCTPallMOHHOro HabmoneHus. [lpu
MPOBEICHNH KIMHUYECKUX UCTIBITaHUH Ha (hOHE IPUMEHEHHsI OMIacTHHA B 033X, PEBBIIIABIITNX
TepaneBTHdeckyto B 10-11 pa3 (220 mr B ciydae 0 JHOKpaTHOTO puUMeHeHwus, 1u6o 200 Mr/cyT B
ClTy4ae MpUMEHEHUs B TeUeHHE 7 JTHEH), HeXKenaTeNbHbIe SBICHUS BO BpeMs IIpremMa Iperapara y 26
B3pOCIIBIX 37I0POBBIX JOOPOBOJILIIEB BOZHUKAIIM B 2 pa3a yaile, YeM Ha (hoHe IpuMeHeHus riane6o. B
YHCIIe HeXKENATeNbHBIX PEaKIMid, KOTOpbIe OTMEYaIINCh Yallle BCETro, ObLIN TOJIOBOKPYKEHHE,
rojoBHas 60116 U TOIHOTA. Cepbe3HbIX HEXKETAaTeNbHBIX ABJICHUN U 3HAUNTEILHOTO YATHHEHUS
uaTepBana QT otmedeHo He Obut0. MH(bOpMaIms, coOpaHHast BO BpeMs TOCTPETUCTPAITMOHHOTO
HaOJIroieHNs, coryacyercs ¢ HHpopMarueil, 0 KOTopoi coo0Ianoch Py NPOBEICHUHN KIMHUUECKUX
WCTIBITAHUH.

B nepexpectHoM ncciienoBannu ¢ m3mepenuem uatepsaioB QT/QTc, B kotopom y 30 310pOBBIX
B3pOCIBIX J0OPOBOJIBIIEB U3Yy4aJIU BIMSIHIE OMIACTHHA Ha PEHOISIPU3AIHIO JKEITyJOUKOB IIPH €T0
MHOTOKpaTHOM npuMmeneHnH (100 Mr/cyT B Teuenue 4 nHeil), CTAaTHCTHYECKH 3HAYUMOTO Y/UIMHEHUS
uHTepBana QTc BbIIBIEHO HE HAOIIOJATIOCE.

JlaHHbIE 0 Iepe103UPOBKE y A€Teil OTCYTCTBYIOT.

B cityuae nepeno3upoBKu peKOMEHI0BAHO CUMIITOMAaTHYECKOE U MOEPKUBALOILEE JIEUCHHUE.
Crienuduyecknii aHTUAOT A1 OMIIACTHHA HEU3BECTEH.

5. ®APMAKOJIOTUYECKHUE CBOMCTBA
51 ®@apmakoauHaMu4YecKHe CBOIicTBA

dapMakoTepaneBTHUECKAs TPyYIINa: AHTUTUCTAMUHHBIC CPEICTBA ISl CHCTEMHOI'O IIPUMEHEHUS,
JIPYTHE aHTUTUCTAMHUHHBIEC CPEJICTBA JIUISl CHCTEMHOTO TIPUMEHECHHSL.
Kox ATX: RO6AX?29.

MexaHu3Mm JeHcTBUS

Bunactu — 3T0 aHTUTUCTAMUHHOE CPEJCTBO JUIUTENBHOTO JIEHCTBUS, HE BBI3BIBAIOLIECE CEJATUBHOTO
s dexra, m3dmpaTenpHO cBA3BIBatONIEeCs ¢ eprudeprueckumu Hy-perientopamu u He
CBSI3BIBAIONIEECS C MyCKAPHHOBBIMH PELIEITOPAMH.

B cityuae ogHOKpaTHOTO IpUMEHEHUS OMIIACTHH B Te4eHUE 24 4acoB MOAABIISET BbI3bIBACMBIC
TUCTaMMWHOM KOXXHBIC PCAKIH, COIIPOBOXKAAOIIUECA BOJJABIPAMU U 3pPITeMOI7L

Knunnyeckas s ekTrBHOCTL M 6€300aCHOCTh
B xiIMHUYECKNX MCCIeT0BaHMUAX, B KOTOPBIX YYaCTBOBAIHM B3POCIHIBIE U MTOJPOCTKHU C aJUIEPTUUECKUM
PUHOKOHBIOHKTUBUTOM (CE30HHBIM M KPYTJIOTOJIMYHBIM), Ha (poHE mpuMeHeHns bunactrHa B 103 20




Mr 1 pa3 B CyTKH B TeueHHE 14-28 mHElH 0TMEUanoch 0CiIa0IeHNe TAKUX CHMITTOMOB 3a00JICBaHUS, KaK
YMXaHUE, BBIAEICHUS U3 HOCA, 3y B HOCY, 3aJI0’KEHHOCTb HOCA, 3yl B IJ1a3aX, CJI€30T€UCHUE U
nokpacHeHue rna3. JleueOnsiit 3 ekt OnnactrHa coxpansics B TedeHue 24 yacos. bunactun

3¢ $EKTUBHO KOHTPOJIUPOBAJ CUMIITOMEI B TeUeHHE 24 4acoB.

B nByX KIMHMYECKHX HCCIIEOBAHUAX, B KOTOPBIX yYaCTBOBAJIH MALIUEHTHI C XPOHUYECKOM
UANONIATHYECKON KpauBHUIIEH, Ha QoHe mpuMeHeHns omnacTiHa B A03e 20 mr 1 pa3 B CyTKH B
TedeHue 28 nHel oTMedanoch ocialieHue 3y/ia 1 yMEHbIIEHHE KOJIMYeCTBa U pa3Mepa BOJNIbIpeH, a
TaKXXe CHIDKCHHE CBSI3aHHOTO C KPAaIMBHULIEH AucKoM(OpTa. Y ManueHToB HabI0Aa10Ch yIydIeHHE
CHA U KauecTBa )KU3HHU.

Hwu xnmHMueckun 3aaunmMoro yauimHenus uatepsana QTc, Hu Ipyrux HapyIeHuH co CTOPOHBI
CepACYHO-COCYAUCTON CUCTEMBI B KIIMHUYECKUX UCCIIEIOBAHUSIX OMIaCTHHA BBISBICHO HE OBIIIO —
JTaXkKe B CITyvae ero MpuMeHeHns y 9 y4acTHUKOB B TeueHue 7 nHei B mo3e 200 mr B cyTku (dto B 10
pa3 BbIILIE KIMHUYECKOHN 103b1) U B ClIydae ero MpuMeHEeHHUs] OJTHOBPEMEHHO ¢ HHrHOUTOpamu P-
TJIMKONPOTENHA, TAKUMH KaK KEeTOKOHAa30:1 (24 yuyacTHUKA) U 3pUTPOMHULKH (24 ydyacTHHKa). Kpome
TOTO0, OBIJIO IPOBEACHO HCCIEeI0BaHIE, B X01€ KOToporo y 30 1oOpoBOIBIeB MOAPOOHO H3ydan
BJIMsAHUE IpenapaTta Ha uaTepBai QT.

B KOHTPOJIMPYECMBIX KIIMHUYCCKUX HCCIICAOBAHHAX, B KOTOPBIX 6I/IJ'IaCTI/IH IIPUMCHIN B
pexomernoBanHOM 03¢ 20 Mr 1 pa3 B cyTku, mpoduim 6e30macHOCTH OUIacTHHA | I1anedo B
otHomenuu [THC Obutn cXOaHBIMH; KPOME TOTO, YACTOTA TOSBICHUS COHJIMBOCTH Ha (hOHE
IIPUMCHCHUA 6I/IHaCTI/IHa CTaTUCTUYECKH 3HAYMMO HE OTJIMYanach OT TAKOBOH Ha Q)OHC IMPUMCHCHUA
iane6o. B kuHuYecKkux ucciae1oBaHusIX OMIacTHH, MPUMEHsieMbli B 1o3ax A0 40 Mr 1 pa3 B cyTkH,
HE BJIHSJ HAa ICUXOMOTOPHBIE (DYHKITHH U Ha CITOCOOHOCTH YIPABISATH aBTOMOOMIIEM (B CTaHAAPTHOM
TeCTe Ha BOXKJICHHUE).

V manueHToB MOKUIIOTO Bo3pacTa (cTapiie 65 JieT), KOTOphIX BKItouadu B uccienopanus I u 111
¢azbl, 3¢ (heKTHBHOCTD U 6€30IaCHOCTH MpenapaTa He OTIHYAINCh OT TAKOBBIX Y MAIIMEHTOB OoJiee
MOJIOJOrO BO3pacTa. B MOCTperucTpalliOHHOM UCCIIEAOBAHUY, IPOBEACHHOM ¢ yyacTueM 146
MalrEeHTOB MOXXKWJIOTO BO3pacCTa, Y HUX 110 CPABHCHUIO C APYTHUMHU HYICHAMU I'PYIIIbI B3POCIIbIX
YUACTHUKOB pa3iniuii B mpoguie 6€30MacHOCTH HE BBISBICHO.

THayuernmul neduampuyecko2o npoguis

IMoapoctku (ot 12 10 17 5et) ObUTH BKIIIOYECHBI B IPOTpaMMy KIMHUYECKOW pa3paboTku. Bo Bpems
KITMHUYECKUX UCCIEIOBAaHMNA OMIACTHH Momydmin 128 moapocTkoB (81 B JBOWHBIX CIIETBIX
WCCIIEIOBAHUAX aJUIEPTUUECKOTO PHHOKOHBIOHKTHBHTA). [[pyrue 116 monpocTkoB ObuH
PaHIOMHU3UPOBAHEI B TPYTIHI YYaCTHUKOB, MTOJIYIABIINX aKTUBHBIC MTPEMapaThl CPABHEHUS WU
rutane6o. Paznmunii B 3 pekTuBHOCTH 1 6€30MIaCHOCTH MEXKIY B3POCIBIMHU U TIOJAPOCTKAMHU HE
HaAOJIIOJAJIOCh.

EBporneiickoe ATEHTCTBO 110 JISKAPCTBEHHBIM CPEJICTBAM OTKA3aJI0Ch OT TpeOOBAHUS IPEI0CTABICHHUS
PE3yIbTaTOB UCCIEAOBAHMNA MPUMEHEHNUS OMIIACTHHA BO BCEX MOATPYIIAX MAIUEHTOB IeIHaTPH-
yecKoro npoduis B Bo3pacte 10 2 net (MHpopMarus 1o MPUMEHEHHIO y JeTel — cM. pasnen 4.2).

5.2 ®apmakokHHeTHYeCKHe CBOiiCTBa

BcackiBanue

Ilocne mpuema BHYTpb OMIIACTHH OBICTPO BCACHIBAETCS, BPEMsI JOCTHKEHHUS MAaKCUMAIBHOM
KOHIICHTPAIIMH B TIa3Me COCTaBIsieT okouio 1,3 yaca. HakoreHus mpenapaTa B OpraHU3Me BBISIBICHO
He Obu10. CpeiHee 3HaYeHHe OMOAOCTYITHOCTH OUIaCTHHA TIPU IIPUEME BHYTPb cocTaBisieT 61%.

Pacnpenenenue
Hccnenosanus in Vitro u in vivo mokasanu, 4To OMIaCTHH SBJISETCS CyOCTpaToM P-riamkomnpoTenHa

(cM. paznmen 4.5 «B3auMoeicTBrie ¢ KETOKOHA30JI0M, SPUTPOMHUITMHOM H auintrazemMom») 1 OATP
(ToNUnenTUABI-EPEHOCUYNKY OPraHMYECKUX aHHOHOB)(CM. paszen 4.5 «B3aumo/eicTrie ¢
rpedndpyToBsIM cCOKOM»). 1o Bceit BumuMocT, OUIacTHH HE SBISETCS CyOCTPaTOM MEPEeHOCYHKA
BCRP wm noueunsix nmepeHocunkoB OCT2, OAT1 u OAT3. Ha ocHOBaHUM pe3yabTaTOB
UcclieoBaHui in Vitro MOXXHO He omacaThCs HHTHOUPOBAHUS OUITACTHHOM CIIEYIOIINX
MIEPEHOCUYMKOB B CHCTEMHOM KpoBooOpaieHnuu: P-rimukonporenn, MRP2, BCRP, BSEP, OATP1BI,
OATP1B3, OATP2B1, OAT1, OAT3, OCT1, OCT2, u NTCP, nockoabKy OBLIO 3aperUCTPUPOBAHO
JUMIH Jierkoe nHruoupoBanne P-rimmkonporenna, OATP2B1 u OCT1, npuuem, cormacHo onenke, 1Csq



> 300 MkM, 9TO 3HAYMUTEIHHO BHITIE pACUECTHOU KIMHUICCKON Cpay B IIIA3ME, U, CIICIOBATEIIBHO, 3TH
BUJIBI B3aMMOJICHCTBHUS HE UMEIOT KITMHUYECKOT0 3HaueHus. OTHAKO Pe3yNbTaThl TEX JKE HCCIIe-
JTOBaHMIA TOBOPAT O TOM, YTO MHI'MOUPOBaHUE OUIACTHHOM OCIIKOB-TICPEHOCYMKOB, HAXOSIIUXCS B
CIIM3UCTON KUIICYHHKA — HATIPUMED, P-TIIMKONPOTEHA — UCKITIOYUTHh HEBO3MOKHO.

ITocne mpuMeHeHUs B TepanieBTHIECKUX 103aX OMIIaCTHH CBSA3BIBACTCS ¢ OCITKaMHM IIa3Mbl Ha 84 -
90%.

buortpancdhopmanus
B uccnenoBanusx in Vitro y OunactuHa He ObUIO BBISIBJICHO CIOCOOHOCTH MHAYLIUPOBATH WU
MOJABIISATH aKTUBHOCTH N30(pepMeHTOB IuToxpoma P450.

BriBencHme
[To maHHBIM HCcenOBaHUS OalaHCa MacChl, TPOBEJCHHOTO Y 3/I0POBBIX B3POCIIBIX JT0OPOBOJIBIICE,

Tociie OAHOKPATHOro puMeHenns ~*C-Gunactiua B 103e 20 Mr mouTH 95% OT BBEGHHOTO IIpernapaTa
0b110 0OHapykeHOo B Moue (28,3%) u kane (66,5%) B Buje HEM3MEHEHHOTO OUIIACTHHA, U3 YETO
MOJKHO 3aKJIIOUUTh, YTO B OPTaHMU3ME YeIIOBEKa OMIIACTHH METa00IM3NUPYeTCS B HE3HAYUTEIBHOMN
CTerneHH. B cpeaHeM neprot moyBhIBEACHHS OMIIACTHHA Y 3I0POBBIX JTOOPOBOJIBIIEB COCTABIISCT
14,5 gacos.

JInHEWHOCTD
B nccnenoBanrom nuamnazone 103 (0T 5 qo 220 Mr) papMakoKHHETHKA OWIIACTHHA SBISIETCS
JIMHENHOM, a TaK)Ke XapaKTepU3yeTCsl HU3KOU MEKUHIUBUYAJIbHON BApUATUBHOCTHIO.

Hapymienne dyHKIMM noyex

B uccnenoBanum, NpoBeICHHOM y TAIIMEHTOB C HAPYIICHUAMH (PYHKIIMU TTOYEK, ObLIO IOKAa3aHO
nossitieane AUC. (=CO) ot 737,4 (£ 260,8) Hr-u/mMI y TAIIMEHTOB C HOPMaJIbHON (PYHKIHEH TTOYEeK
(CK® > 80 mn/mur/1,73 M%) 10 967,4 (+ 140,2) Hr-a/Mi1 y MAIMEHTOB C HAPYIICHUSAMH (yHKITHH
nouex sierkoii crenenu tsokectr (CK®: 50-80 mur/mun/1,73 M?), 1o 1384,2 (+ 263,23) Hr-a/mMn y
NAIMEHTOB C HAPYIICHUAME cpenHeii crenenn ket (CK®: 30-<50 mn/mun/1,73 M) u 1o 1708,5
(£ 699,0) Hr-4/MI1 y NAIHEHTOB C HApyLIEHHAMH Tsokenoi crenenn (CKD < 30 mn/mun/1,73 M?). V
MAIMEeHTOB C HOpMaJbHOH QyHKIHeH nodek cpeaunii (xCO) mepro ] moyBeIBeIeHUs OnnacTrHa
cocTaBisut 9,3 9 (£2,8), y MalMeHTOB C HAPYIICHUSIMH JIETKO# crernenn — 15,1 4 (+ 7,7), y maliueHToB
C HapyLEeHUsIMH cpeniHelt creneHu Tsokectd — 10,5 4 (+ 2,3), a y TalMeHToB ¢ HapyIIEHUSIMU TSHKEI0H
crenenn — 18,4 4 ( 11,4). [Ipaktudeckn y Bcex manueHTOB yepes 48 - 72 1 mocie npuemMa OMUIIacTHH B
Moue He 0OHapyKuBaycsi. MOXKHO HE omacarthesi, YTo Mo100HbIe H3MEHEHHS (PapMaKOKHHETHKH OYayT
OKa3bIBaTh KIIMHHYECKHA 3HAYMMOE BIUSHHE Ha 0€30M1aCHOCTh OMIIACTHHA, TOCKOJIBKY MTOKA3aTEeIH eT0
KOHILIEHTPALMH B IJIa3Me y NAIMEHTOB C HapyLIeHHEeM (PyHKIMH HOYEK OCTAIOTCS B 0€30IacCHBIX
npezaenax.

Hapymienne dyHKIMYM e4eH:

DapMaKOKHHETHYECKHE JaHHbIE KacaTeIbHO MALMEHTOB C HAPYIIEHUSIMHU (GYHKINH NeUYEHH
OTCYTCTBYIOT. B opranusme denoBeka OmnacTiuH He MeTabonuzupyercs. [IockombKy pe3ynbTaThl
WCCIIEIOBAHUS MMAIUEHTOB C HapyIIeHNeM (YHKIIUH MTOYEK CBHJICTENBCTBYIOT O TOM, YTO BEIBEJICHHE
OuyacTUHA OCYIECTBIISIETCS TIIaBHBIM 00pa3oM 4Yepe3 MOUYKH, TO, BEPOSITHO, OH JIMILb B
HE3HAYUTEIIHPHOM KOJIMYECTBE OYIeT BBIBOJUTHCA C XKelubl0. KITMHNYECKH 3HaYNMOe BIIHSHUE
HapylmeHnH QyHKIMH NeuyeHN Ha (PapMaKOKHHETHKY OMIIaCTHHA TPE/ICTABIISETCS MallOBEPOSTHBIM.

ITanmeHTs! HOXKUIIOTO BO3pacTa

Jannsie o ¢papMaKOKWHETHKE Y JIUIL cTapie 65 et orpaHu4eHbl. CTaTUCTHYECKH 3HAUNMBIE
paziuyus mapaMeTpoB papMaKOKMHETHKH OMITaCTHHA Y TTAllMEHTOB MOKMIIOTO BO3pacTa crapiie 65
JIET U 'y B3POCIIBIX NallMeHTOB 18-35 JIeT OTCYyTCTBYIOT.

IanmeHTs! NeInaTpUIecKoro npoduis
JanHble 0 papMaKOKHHETHKE Y IOAPOCTKOB OTCYTCTBYIOT (12-17 j1eT), Tak KaK B OTHOILICHUH
JTAHHOTO ITPOAYKTA CUUTAETCS YMECTHON IKCTPAITOJISALUS TaHHBIX, TOJIyYEHHBIX Y B3POCIbIX.




5.3 I[OKJ'II/[HI/[‘[GCKI/IQ JaHHbIE 10 0e30MACHOCTH

Hexnuaudeckne qaHHbIe, TOMYYSHHBIE PU OOIIETPUHSATHIX UCCIETOBAHUAX (hapMaKOJIOTHIECKOM
0€30MacHOCTH, TOKCUYHOCTH MTPH MOBTOPHOM IPUMEHEHHUH, TCHOTOKCUYHOCTH U KaHIIEPOTCHHOTO
MOTEHIUAIA, CIIENU(YUISCKOT0 PUCKA, CBSI3aHHOTO ¢ IPUMCHEHUEM OWJIACTUHA Y YSJIOBEKa, HE
BBISIBIJINL.

B nccienoBaHmsIX TOKCHYHOCTH B OTHOIIICHHH OPTaHOB PENpOoAyKInH 3(PpPeKTh OnnacTrHa Ha M0
(Tpe- ¥ MOCTUMIUTAHTAIIMOHHBIC TTOTEPH Y KPBIC, HEMOTHAS OCCU(PUKAIUSI KOCTEH ueperna, CerMeHTa
TPYAWHBI © KOHEYHOCTEH y KPOJIMKOB) OTMEUAINCh TOJIBKO Ha (POHE IPUMEHEHHSI IIperapaTa B 03aX,
TOKCHUYHBIX 15l MaTepu. B ciydae mpuMeHneHus: OnilacTiHA Yy )KUBOTHBIX B MAKCHUMAJIBHBIX 033X, HE
BBI3BIBAIOIINX HexenaTelbHbIX peaknuil (NOAEL), ero cucteMHOe BO3/ICHCTBUE 3HAYUTEIBHO
npesbimano (6onee yem B 30 pa3) cucTeMHOE BO3ACHCTBHE Y UEIOBEKa MMOCIe IPUMEHEHUS perapara
B PEKOMEHJIOBAHHOM TepareBTUUYECKOMN J103€.

B uccnenoBanuu, kacaroeMcs epruoia JJaKTaluy, OMIacTuH ObUT 0OHAPYKEH B MOJIOKE KOPMSIIIIUX
KPBIC MOCJIE OHOKPATHOTO MEePOPaAILHOTO BBeneHus B 03¢ 20 mr/kr. KoHueHTparys OuinactuHa B
MOJIOKE COCTABIISIIIa OKOJIO TTOJIOBUHBI €70 KOHIIEHTPAIIMN B MaTEPUHCKOH 11azme. [I[puMeHnMOocCTb
STHX PE3yNbTAaTOB B OTHOIIIEHUH Y€JIOBEKa HE BHISICHEHA.

B uccnenoBanum GpepTUIBHOCTH Y KpbIC OMITACTHH BBOJUIIN JKUBOTHBIM TIEPOPAIBHO B A03ax A0 1000
MT/KT/CYT, ¥ TIPY 3TOM HHKAKOTO BIUSHUS MperapaTa Ha )KEeHCKHE U MYKCKHeE OpTaHbl PerpoAyKINH
BEISIBIICHO HE ObUT0. IHIEKCH criapuBaHus, PepTUIBHOCTH U OEPEMEHHOCTH HE MEHSIIHCH.

ITo JaHHBIM HCCJICAOBAaHUSA paCIIpCACJICHNUA Y KPBIC C OIPEACIICHUEM KOHIICHTPAIUH ITpEriapaTa
nocpeactBoM apropaauorpaduu B [IHC OnnacTvH He HaKaIlIMBaCTCS.

6. DAPMALEBTHYECKHUE XAPAKTEPUCTUKHU

6.1 IlepeyeHb BCIOMOTaTe/IbHBIX BEIIECTB

Lenntosi03a MUKpOKpUCTAIIMYECKAS

HarpueBas comb rmukomnsTa kpaxmana, Tar A (13 kapTodens)

Kpemuus muokcu KoIonaHbIi 0e3BOTHBIH

Maruus cteapat

6.2 HecoBmMecTUMOCTH

Henpumenumo.

6.3 Cpok rogHocTu

5 ner

6.4 Oco0ble Mepbl NPEIOCTOPOKHOCTH NP XPAHEHUH

Jlnst XxpaHeHus TaHHOTO JIEKAPCTBEHHOTO CPECTBA OCOOBIX YCIIOBHUI HE TpeOyeTCsl.

6.5 Buau cogep:kumMoe yaKkoBKH

Tabnerku ¢ cogepkanueM 20 Mr OWJIaCTHHA YIaKOBBIBAIOT B OJIMCTEPHI, HA3bIBAEMbIC AIFOMUHHI-
AIIOMUHHUEBBIE OJIMCTEPHI, COCTOAIINE U3 ABYX Pa3HbIX YacTeH, B KaXKA0M U3 KOTOPHIX CONEPKHUTCS

ATFOMUHUN.

B kaxmom onuctepe conepxutcs 10 TabneTok. biarcreps! yrakoBaHbl B KAPTOHHBIC TTAYKH.
Pa3mepsr ynakosok: 10, 20, 30, 40 wiu 50 TabieTok.

B npoaaxe MOryT UMETbC YITAKOBKH HEC BCEX pa3MEpPOB.



6.6 Oco0ble MepbI MPETOCTOPOKHOCTH NMPH YTUIU3ANHH

JItoObIe HEMCIIOIB30BAHHBIC npenapaTtsl WK OTXOAbI CJIEAYET YTUIIU3UPOBATH B COOTBETCTBUU C
TpC6OBaHI/I}lMI/I MECTHOI'O 3aKOHOJAaTCIIbCTBA.

7. BJAJEJIELNI PETUCTPAIIMOHHOI'O YIOCTOBEPEHU A

Menapunan Uatepaamran Onepeiimas JlrokcemOypr C.A.
1, ABento ae na [ap,
1611 JlrokcemOypr, JltokcemOypr

8. HOMEP(A) PETUCTPALIMOHHOI'O YIOCTOBEPEHUSI

9. JIATA IEPBOM PETUCTPALIAY / IEPEPETUCTPAIIAH

10.JATA PEJAKINU TEKCTA
Amnpens 2021 1.



SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Nixar® 20 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 20 mg of bilastine.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Tablet.

Oval biconvex scored white tablets (length 10 mm, width 5 mm).
The score line is only to facilitate breaking for ease of swallowing and not to divide into equal doses

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications

Symptomatic treatment of allergic rhino-conjunctivitis (seasonal and perennial) and urticaria.
Nixar® is indicated in adults and adolescents (12 years of age and over).

4.2  Posology and method of administration

Posology
Adults and adolescents (12 years of age and over)

20 mg bilastine (1 tablet) once daily for the relief of symptoms of allergic rhinoconjunctivitis (SAR
and PAR) and urticaria.

The tablet should be taken one hour before or two hours after intake of food or fruit juice (see section
4.5).

Special populations

Paediatric population

There is no relevant use of bilastine in children aged 0 to 2 years for the indications of allergic rhino-
conjunctivitis and urticaria.

Duration of treatment

For allergic rhino-conjunctivitis the treatment should be limited to the period of exposure to allergens.
For seasonal allergic rhinitis treatment could be discontinued after the symptoms have resolved and
reinitiated upon their reappearance. In perennial allergic rhinitis continued treatment may be proposed
to the patients during the allergen exposure periods. For urticaria the duration of treatment depends on
the type, duration and course of the complaints.

Elderly
No dosage adjustments are required in elderly patients (see sections 5.1 and 5.2).



Renal impairment
Studies conducted in adults in special risk groups (renally impaired patients) indicate that it is not
necessary to adjust the dose of bilastine in adults (see section 5.2).

Hepatic impairment

There is no clinical experience in adult patients with hepatic impairment. However, since bilastine is
not metabolized and is eliminated as unchanged in urine and feces, hepatic impairment is not expected
to increase systemic exposure above the safety margin in adult patients. Therefore, no dosage
adjustment is required in adult patients with hepatic impairment (see section 5.2).

Method of administration

Oral use.
The tablet is to be swallowed with water. It is recommended to take the daily dose in one single intake.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

Paediatric population

Efficacy and safety of bilastine in children under 2 years of age have not been established and there is
little clinical experience in children aged 2 to 5 years, therefore bilastine should not be used in these
age groupsin patients with moderate or severe renal impairment coadministration of bilastine with P-
glycoprotein inhibitors, such as e.g, ketoconazole, erythromycin, cyclosporine, ritonavir or diltiazem,
may increase plasmatic levels of bilastine and therefore increase the risk of adverse effects of bilastine.
Therefore, coadministration of bilastine and P-glycoprotein inhibitors should be avoided in patients
with moderate or severe renal impairment.

This medicine contains less than 1 mmol sodium (23 mg) per tablet, that is to say essentially ‘sodium
free’.

4.5 Interaction with other medicinal products and other forms of interaction

Interaction with food: Food significantly reduces the oral bioavailability of bilastine by 30%.

Interaction with grapefruit juice: concomitant intake of bilastine 20 mg and grapefruit juice decreased
bilastine bioavailability by 30%. This effect may also apply to other fruit juices. The degree of
bioavailability decrease may vary between producers and fruits. The mechanism for this interaction is
an inhibition of OATP1A2, an uptake transporter for which bilastine is a substrate (see section 5.2).
Medicinal products that are substrates or inhibitors of OATP1AZ2, such as ritonavir or rifampicin, may
likewise have the potential to decrease plasma concentrations of bilastine.

Interaction with ketoconazole or erythromycin: Concomitant intake of bilastine 20 mg o.d. and
ketoconazole 400 mg o.d. or erythromycin 500 mg t.i.d. increased bilastine AUC 2-fold and Cmax 2-3
fold. These changes can be explained by interaction with intestinal efflux transporters, since bilastine
is substrate for P-gp and not metabolised (see section 5.2). These changes do not appear to affect the
safety profile of bilastine and ketoconazole or erythromycin, respectively. Other medicinal products
that are substrates or inhibitors of P-gp, such as cyclosporine, may likewise have the potential to
increase plasma concentrations of bilastine.

Interaction with diltiazem: Concomitant intake of bilastine 20 mg o0.d. and diltiazem 60 mg o.d.
increased Cmax of bilastine by 50%. This effect can be explained by interaction with intestinal efflux
transporters (see section 5.2), and does not appear to affect the safety profile of bilastine.



Interaction with alcohol: The psychomotor performance after concomitant intake of alcohol and 20 mg
bilastine 0.d. was similar to that observed after intake of alcohol and placebo.

Interaction with lorazepam: Concomitant intake of bilastine 20 mg o.d. and lorazepam 3 mg o.d. for 8
days did not potentiate the depressant CNS effects of lorazepam.

Paediatric population

Interaction studies have only been performed in adults

As there is no clinical experience regarding the interaction of bilastine with other medicinal products,
food or fruit juices in children, the results obtained in adult interactions studies should be at present
taken into consideration when prescribing bilastine to children. There are no clinical data in children to
state whether changes to the AUC or Cmax due to interactions affect the safety profile of bilastine..
Extent of interaction with other medicinal products and other forms of interaction is expected to be
similar in paediatric population from 12 to 17 years of age.

4.6  Fertility, pregnancy and lactation

Pregnancy: There are no or limited amount of data from the use of bilastine in pregnant women.
Animal studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity,
parturition or postnatal development (see section 5.3). As a precautionary measure, it is preferable to
avoid the use of Nixar® during pregnancy.

Breast-feeding: The excretion of bilastine in milk has not been studied in humans. Available
pharmacokinetic data in animals have shown excretion of bilastine in milk (see section 5.3). A
decision on whether to continue / discontinue breast-feeding or to discontinue / abstain from Nixar®
therapy must be made taking into account the benefit of breast-feeding for the child and the benefit of
bilastine therapy for the mother.

Fertility: There are no or limited amount of clinical data. A study in rats did not indicate any negative
effect on fertility (see section 5.3).

4.7  Effects on ability to drive and use machines

A study performed in adults to assess the effects of bilastine on the ability to drive demonstrated that
treatment with 20 mg did not affect the driving performance. However, as the individual response to
the medicinal product may vary, patients should be advised not to drive or use machines until they
have established their own response to bilastine.

4.8 Undesirable effects

Summary of safety profile in adults and adolescent patients

The incidence of adverse events in adult and adolescent patients suffering from allergic
rhinoconjunctivitis or chronic idiopathic urticaria treated with 20 mg bilastine in clinical trials was
comparable with the incidence in patients receiving placebo (12.7% versus 12.8%).

The phase 11 and 111 clinical trials performed during the clinical development included 2525 adult and
adolescent patients treated with different doses of bilastine, of which 1697 received bilastine 20 mg. In
these trials 1362 patients received placebo. The ADRs most commonly reported by patients receiving
20 mg bilastine for the indication of allergic rhinoconjunctivitis or chronic idiopathic urticaria were
headache, somnolence, dizziness, and fatigue. These adverse events occurred with a comparable
frequency in patients receiving placebo.

Tabulated summary of adverse reactions in adult and adolescent patients
ADREs at least possibly related to bilastine and reported in more than 0.1% of the patients receiving 20
mg bilastine during the clinical development (N = 1697) are tabulated below.




Frequencies are assigned as follows:
Very common (> 1/10)

Common (> 1/100 to < 1/10)
Uncommon (> 1/1,000 to < 1/100)
Rare (> 1/10,000 to < 1/1,000)

Very rare (< 1/10,000)
Not known (cannot be estimated from the available data)

Rare, very rare and reactions with unknown frequency have not been included in the table.

System Organ Class

Bilastine

All Bilastine

. 20 mg Doses PIE‘CEbO

Frequency Adverse reaction N = 1697 N = 2525 N = 1362
Infections and infestations

Uncommon | Oral herpes | 2(012%) | 2(0.08%) | 0(0.0%)

Metabolism and nutrition disorders
Uncommon | Increased appetite | 10(059%) | 11(0.44%) | 7(0.51%)
Psychiatric disorders
Uncommon Anxiety 6 (0.35%) 8 (0.32%) 0 (0.0%)
Insomnia 2 (0.12%) 4 (0.16%) 0 (0.0%)

Nervous system disorders

Common Somnolence 52 (3.06%) 82 (3.25%) 39 (2.86%)
Headache 68 (4.01%) 90 (3.56%) 46 (3.38%)
Uncommon | Dizziness 14 (0.83%) 23 (0.91%) 8 (0.59%)
Ear and labyrinth disorders
Uncommon Tinnitus 2 (0.12%) 2 (0.08%) 0 (0.0%)
Vertigo 3 (0.18%) 3 (0.12%) 0 (0.0%)
Cardiac disorders
Right bundle branch block 4 (0.24%) 5 (0.20%) 3 (0.22%)
Uncommon Sinus arrhythmia 5 (0.30%) 5 (0.20%) 1 (0.07%)
Electrocardiogram QT prolonged 9 (0.53%) 10 (0.40%) 5 (0.37%)
Other ECG abnormalities 7 (0.41%) 11 (0.44%) 2 (0.15%)
Respiratory, thoracic and mediastinal disorders
Dyspnoea 2 (0.12%) 2 (0.08%) 0 (0.0%)
Uncommon Nasal discomfort 2 (0.12%) 2 (0.08%) 0 (0.0%)
Nasal dryness 3 (0.18%) 6 (0.24%) 4 (0.29%)
Gastrointestinal disorders
Upper abdominal pain 11 (0.65%) 14 (0.55%) 6 (0.44%)
Abdominal pain 5 (0.30%) 5 (0.20%) 4 (0.29%)
Nausea 7 (0.41%) 10 (0.40%) 14 (1.03%)
Uncommon Stomach discomfort 3 (0.18%) 4 (0.16%) 0 (0.0%)
Diarrhoea 4 (0.24%) 6 (0.24%) 3 (0.22%)
Dry mouth 2 (0.12%) 6 (0.24%) 5 (0.37%)
Dyspepsia 2 (0.12%) 4 (0.16%) 4 (0.29%)
Gastritis 4 (0.24%) 4 (0.16%) 0 (0.0%)
Skin and subcutaneous tissue disorders
Uncommon | Pruritus | 2(012%) | 4(016%) | 2(0.15%)
General disorders and administration site conditions
Fatigue 14 (0.83%) 19 (0.75%) 18 (1.32%)
Thirst 3 (0.18%) 4 (0.16%) 1 (0.07%)
Uncommon Improved pre-existing condition 2 (0.12%) 2 (0.08%) 1 (0.07%)
Pyrexia 2 (0.12%) 3 (0.12%) 1 (0.07%)
Asthenia 3 (0.18%) 4 (0.16%) 5 (0.37%)
Investigations
Increased gamma-glutamyltransferase 7 (0.41%) 8 (0.32%) 2 (0.15%)
Alqnlne aminotransferase 5 (0.30%) 5 (0.20%) 3 (0.22%)
increased
Uncommon Aspartate aminotransferase
- 3 (0.18%) 3 (0.12%) 3(0.22%)
increased
Blood creatinine increased 2 (0.12%) 2 (0.08%) 0 (0.0%)




System Organ Class Bilastine All Bilastine
. 20 mg Doses Placebo
Frequency Adverse reaction N = 1697 N = 2525 N = 1362
Blood triglicerides increased 2 (0.12%) 2 (0.08%) 3 (0.22%)
Increased weight 8 (0.47%) 12 (0.48%) 2 (0.15%)

Freguency not known (cannot be estimated from the available data): Palpitations, tachycardia,
hypersensitivity reactions (such as anaphylaxis, angioedema, dyspnoea, rash, localised oedema / local
swelling, and erythema), and vomiting have been observed during the post-marketing period.

Description of selected adverse reactions.

Somnolence, headache, dizziness and fatigue were observed either in patients treated with bilastine 20
mg or with placebo. The frequency reported was 3.06% vs. 2.86% for somnolence; 4.01% vs. 3.38%
for headache; 0.83% vs. 0.59% for dizziness, and 0.83% vs. 1.32% for fatigue.

The information collected during the post-marketing surveillance has confirmed the safety profile
observed during the clinical development.

Paediatric population

During the clinical development the frequency, type and severity of adverse reactions in adolescents
(12 years to 17 years) were the same as observed in adults. The information collected in this
population (adolescents) during the post-marketing surveillance has confirmed clinical trial findings.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit / risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system.

49 Overdose

Information regarding acute overdose of bilastine is retrieved from the experience of clinical trials
conducted during the development and the post-marketing surveillance. In clinical trials, after
administration of bilastine at doses 10 to 11 times the therapeutic dose (220 mg as single dose or 200
mg / day for 7 days) to 26 adult healthy volunteers, frequency of treatment emergent adverse events
was two times higher than with placebo. The adverse reactions most frequently reported were
dizziness, headache and nausea. No serious adverse events and no significant prolongation in the QT¢
interval were reported. The information collected in the post-marketing surveillance is consistent with
that reported in clinical trials.

Critical evaluation of bilastine’s multiple dose (100 mg x 4 days) effect on ventricular repolarization
by a “thorough QT/QT¢ cross-over study” involving 30 healthy adult volunteers did not show
significant QT prolongation.

In the event of overdose symptomatic and supportive treatment is recommended.

There is no known specific antidote to bilastine.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antihistamines for systemic use, other antihistamines for systemic use.
ATC code RO6AX29.

Mechanism of action

Bilastine is a non-sedating, long-acting histamine antagonist with selective peripheral H; receptor
antagonist affinity and no affinity for muscarinic receptors.

Bilastine inhibited histamine-induced wheal and flare skin reactions for 24 hours following single
doses.




Clinical efficacy and safety

In clinical trials performed in adult and adolescent patients with allergic rhinoconjunctivitis (seasonal
and perennial), bilastine 20 mg, administered once daily for 14-28 days, was effective in relieving
symptoms such as sneezing, nasal discharge, nasal itching, nasal congestion, ocular itching, tearing
and ocular redness. Bilastine effectively controlled symptoms for 24 hours.

In two clinical trials performed in patients with chronic idiopathic urticaria, bilastine 20 mg,
administered once daily for 28 days was effective in relieving the itching intensity and the number and
size of wheals, as well as the patients discomfort due to urticaria. Patients improved their sleep
conditions and their quality of life.

No clinically relevant prolongation of QT interval or any other cardiovascular effect has been
observed in the clinical trials performed with bilastine, even at doses of 200 mg daily (10 times the
clinical dose) for 7 days in 9 subjects, or even when coadministered with P-gp inhibitors, such as
ketoconazole (24 subjects) and erythromycin (24 subjects). Additionally a thorough QT study
including 30 volunteers has been performed.

In controlled clinical trials at the recommended dose of 20 mg once daily, the CNS safety profile of
bilastine was similar to placebo and the incidence of somnolence was not statistically different from
placebo. Bilastine at doses of up to 40 mg q.d. did not affect psychomotor performance in clinical
trials and did not affect driving performance in a standard driving test.

Elderly patients (= 65 years) included in phase II and III studies showed no difference in efficacy or
safety with respect to younger patients. A post-authorization study in 146 elderly patients showed no
differences in the safety profile with respect to the adult population.

Paediatric population

Adolescents (12 years to 17 years) were included in the clinical development. 128 adolescents
received bilastine during the clinical studies (81 in double blind studies in allergic
rhino-conjunctivitis). A further 116 adolescent subjects were randomised to active comparators or
placebo. No differences in efficacy and safety between adults and adolescents were seen.

The European Medicines Agency has waived the obligation to submit the results of studies with
bilastine in all subsets of the paediatric population below 2 years of age (see section 4.2 for
information on paediatric use).*

5.2 Pharmacokinetic properties

Absorption
Bilastine is rapidly absorbed after oral administration with a time to maximum plasma concentration

of around 1.3 hours. No accumulation was observed. The mean value of bilastine oral bioavailability is
61%.

Distribution

In vitro and in vivo studies have shown that bilastine is a substrate of P-gp (see section 4.5 “Interaction
with ketoconazole, erythromycin and diltiazem”) and OATP (see section 4.5 “Interaction with
grapefruit juice”). Bilastine does not appear to be a substrate of the transporter BCRP or renal
transporters OCT2, OAT1 and OAT3. Based on in vitro studies, bilastine is not expected to inhibit the
following transporters in the systemic circulation: P-gp, MRP2, BCRP, BSEP, OATP1B1, OATP1B3,
OATP2B1, OAT1, OAT3, OCT1, OCT2, and NTCP, since only mild inhibition was detected for P-gp,
OATP2B1 and OCT1, with an estimated ICsq > 300 uM, much higher than the calculated clinical
plasma C..x and therefore these interactions will not be clinically relevant. However, based on these
results inhibition by bilastine of transporters present in the intestinal mucosa, e.g. P-gp, cannot be
excluded.

At therapeutic doses bilastine is 84 - 90% bound to plasma proteins.

Biotransformation
Bilastine did not induce or inhibit activity of CYP450 isoenzymes in in vitro studies.




Elimination

In a mass balance study performed in healthy adult volunteers, after administration of a single dose of
20 mg “C-bilastine, almost 95% of the administered dose was recovered in urine (28.3%) and faeces
(66.5%) as unchanged bilastine, confirming that bilastine is not significantly metabolized in humans.
The mean elimination half-life calculated in healthy volunteers was 14.5 h.

Linearity
Bilastine presents linear pharmacokinetics in the dose range studied (5 to 220 mg), with a low
interindividual variability.

Renal impairment

In a study in subjects with renal impairment the mean (SD) AUC,., increased from

737.4 (+ 260.8) ng x hr/mL in subjects without impairment (GFR > 80 mL/min/1.73 m?) to

967.4 (+ 140.2) ng x hr/mL in subjects with mild impairment (GFR: 50-80 mL/min/1.73 m?), 1384.2
(+ 263.23) ng x hr/mL in subjects with moderate impairment (GFR: 30 - <50 mL/min/1.73 m?), and
1708.5 (+ 699.0) ng x hr/mL in subjects with severe impairment (GFR < 30 mL/min/1.73 m?). Mean
(SD) half-life of bilastine was 9.3 h (% 2.8) in subjects without impairment, 15.1 h (= 7.7) in subjects
with mild impairment, 10.5 h (+ 2.3) in subjects with moderate impairment and 18.4 h (= 11.4) in
subjects with severe impairment. Urinary excretion of bilastine was essentially complete after 48 - 72
h in all subjects. These pharmacokinetic changes are not expected to have a clinically relevant
influence on the safety of bilastine, since bilastine plasma levels in patients with renal impairment are
still within the safety range of bilastine.

Hepatic impairment

There are no pharmacokinetic data in subjects with hepatic impairment. Bilastine is not metabolized in
human. Since the results of the renal impairment study indicate renal elimination to be a major
contributor in the elimination, biliary excretion is expected to be only marginally involved in the
elimination of bilastine. Changes in liver function are not expected to have a clinically relevant
influence on bilastine pharmacokinetics.

Elderly
Only limited pharmacokinetic data are available in subjects older than 65 years. No statistically

significant differences have been observed with regard to PK of bilastine in elderly aged over 65 years
compared to adult population aged between 18 and 35 years.

Paediatric population
No pharmacokinetic data are available in adolescents (12 years to 17 years) as the extrapolation from
adult data was deemed appropriate for this product.

5.3  Preclinical safety data

Non-clinical data with bilastine reveal no special hazard for humans based on conventional studies of
safety pharmacology, repeated dose toxicity, genotoxicity and carcinogenic potential.

In reproduction toxicity studies effects of bilastine on the foetus (pre-and post-implantation loss in rats
and incomplete ossification of cranial bones, sternebrae and limbs in rabbits) were only observed at
maternal toxic doses. The exposure levels at the NOAELSs are sufficiently in excess (> 30 fold) to the
human exposure at the recommended therapeutic dose.

In a lactation study, bilastine was identified in the milk of nursing rats administered a single oral dose
(20 mg/kg). Concentrations of bilastine in milk were about half of those in maternal plasma. The
relevance of those results for humans is unknown.

In a fertility study in rats, bilastine administered orally up to 1000 mg/kg / day did not induce any
effect on female and male reproductive organs. Mating, fertility and pregnancy indices were not
affected.

As seen in a distribution study in rats with determination of drug concentrations by autoradiography,
bilastine does not accumulate in the CNS.



6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Cellulose, microcrystalline

Sodium Starch glycolate type A (derived from potato)

Silica, colloidal anhydrous

Magnesium Stearate

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

5 years

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Bilastine 20 mg tablets will be

packaged in blisters, named Aluminium-Aluminium blisters, consisting of two different parts, both of
them containing Aluminium.

Each blister contains 10 tablets. The blisters are packaged in cardboard boxes.Pack sizes: 10, 20, 30,
40 or 50 tablets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

Any unused product or waste material should be disposed of in accordance with local requirements.
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