ES/ 7 20 mg
ICE89 S &EH

AERCERBMSNERISRBENRCABTOEEG, ABESTEEISH
SRET2L0THY, LHIERERESNOBERALSOEF B HIFAT
BoLRTEELA.

KEESTEKKSH




ES ./ 7& 20 mg

E1H (FPa1—)L1) : BEESSTEIHER
RUBAXEIZEET 2158

1.5 EERERXEEROERRUVERDER

KEESTEKKSH



= 1.5 EEJF 3I3FE R ofkHeE & OB Db

H &k
= TP 2
B T B ettt et ettt e et et e e e et e et et et e e e et en s 3
15 EJFE ST OB OBHFE DRI oo 4
15.1 T ST TE L ODTRAE (oo 4
1.5.2 BT DT oottt 4
15.2.1 BUELBHFE DFRHL ..., 4
1.5.2.2 AFNBHFE D T ZE oot 6
1.5.2.3 R o) S ST T 7
1.5.3 I Rl i=0Y 4 QLT BT 17
1.5.3.1 FHI T D EGEERFRBR ..o, 17
1.5.4 TET DINENIZNE, FAEROHE e, 18
1.5.5 TR B DI oo 18
1.5.6 ARFN DB O TP e, 18
1.5.7 2 N 19
x—B
715231 SE K OFERARRER D BIFE DBEE (oo, 8
7 1.5.2.33.1-1 BAMEIRBAFE DRGREE (M) oo 14
F51.5.2.3.3.2-1  [EIPERIRBHFE DA oo oii e 15



= 1.5 EE UTFE L DR M OVBHZE Dk
iBes—5
[ 352 WA

BA bioavailability : /XA &7 XA Z U 7 ¢

BCRP breast cancer resistance protein

CYP cytochrome P : & 7 &1 L P450

hERG human ether-a-go-go-related gene : b NIBIEEEEMED U 0 LA F 0 F v XVER

+

NOAEL no observed adverse effect level : i KM &

OAT organic anion transporter : 7 =4 h T AR —F —

OATP organic anion transporting polypeptide : 47 =4 iR U X7 F R
OCT organic cation transporter : EHL F A N T AR —F —

PET positron emission tomography : [57E 1 i I i s 1

P-gp p-glycoprotein : P #f % /X7

QTc corrected QT : #fiiE QT ([#k&)




77 1.5 IR I B ORE M OB 3 DRk

1.5 ERXEHEROEERUVREDRER

151 ERXIIERROEE

7 2F 2 (LU, KH) 1%, A3 > ® FAES FARMA AR L 78l e 2 % 2 0 Hy %R
BRI TH L. BT AF UL, B AZ I Hy B RICEBAME ORI 248550 2R~ L, in
mm&Umeﬁ%T%f®tx&:ymﬁﬁmﬁﬁﬁfhét%uyyﬁ@ﬁ(uT,t%
Vyry) LRk BT, 7JxX V7oV UERE (LT, 7%V T y) Ly
ﬁﬁiﬂ%ﬁm%ﬁ%r? EMIERGRRBR CHERR S Tz, F 7z, BEEERR N &2 b8 U 7z s R
PR | FEERBR T, ASKI 20 mg DA H1E, b A X I U THRK LB K ONIBE % ¢ 5% 55 24
R E CHIHI L, ZOEMITETF U U 10mg Hp#E G EFRETHY, B R TOHE AX I v
EHEICOWTHHERER TS L

HESL I, 12 WA LD ZREIPE R ONEAENE T LV X —MEa R ONCZEiZ 2 s L, 1 B 1 [
20 mg DZEREREARA (B 208, AR 1 RERIAT SO 2 BERIR) & VA - FE L LT, 2015453 HH
1E, BRIN 29 » E & ETe 90 # [E CTHRFE I TWD. AFIE Z v E TOUFAG R ER AGRE 2> 5 $855§
TERRC LFMEME R D22 IR RS T e R 2 2 3R E LTREEMN T BT 5 2

1.5.2 BFEOEE

1.5.2.1 2 BRI
LA, AAAGREEE T 2 AKF OB EIEDRE, %N OVEEOIEIZ DWW TR L.

1.5.2.1.1 TFLILXr—HR%
1.5.2.1.1.1 FREER =

T LR —PEERE, IR SRR | BT L LR — IR AT H Y, RAIAICIR RS
PED L Lodr, KBEMESRR OEMAEZ 3 FHMET 5. 1T LAX—HEDRED, 7 LLF—FKK
(7 LV X— DB, AOHE, FHEE) 2 UIE LiIdEr b, miEpuiss eyt 7 a7 U > E (IgE)
Prikfio E5-, RPFTIEMARROBEM, JHET & A OLFERERO BN, Skl o JERE R AR m: L
7R EOREAE RO, < Lok EKEMERINIL, SAEREO = X E RO e 2% I v Hy 2RI
R DB Sz e 2% I URFES L, ZORIEAS PRI Dy, RAEMRR TR AR
ERNLTHELS. —F, SEIFRIMCEHSh a2 h) =20 ha U Ry Ay SRS Bk
I PN R RIS L& SV A LS VE T L, AR ORI E Bl Ot L0 AT B L& %
LTS,

BT VLR —BRIA FT A2 20134/ °IC L B &, AIBICB T 5 EEOT LAX—Mhaks
R (2008 £F) 1%, WEENET LV —PERR DK 20%, (ERPEDKI 30% T, 7 LbF—HEERAE
RTHI 40% L HE SN TNS.

1.5.2.1.1.2 RE

BT VLR —BRIA KT A2 2%, 7 LR — MRS o B FE RIS SR IEHE O B 73 i
LTI T LR — BRI T TREB STV S,

AT LV — e T, BUERIC R LT, RSB D S T kBT e 2 2 I U,
AN AT ¢ BRI, 2 AL S—T M (Th2) A kA BV
—OE RN 5. PEREGICH LT, < Lod - BT, OF e 27 I UK,
@7 I HNVAT 4 =—F —WEEHIHIEE, UIQBMEER AT u A FEOWFRM— D& @R L,

4
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HEISE L TOXIEOIZ@%E AT 2 7o T0a. BIEFIT, < Lok, SIRPFHIRWIGS
i, SEFERAT B A REICHE Rt 22 I VAL, SMANROEE TIXREE A
TuA REHinA a2 N 2 EZFHT L2 Lo TS,

AEBME DIEMERR W TUE, FIFERWIERMEER 2 R4 BE TIIERE L 8D, THRIN
HAEE R &, R bIERDIEORENC 31T 28, EIEE A ICH WD IR ZEIRT 5 & Sh
TWD., LERST, < Lok SR TIE, H e xZ IV, FrI AT 4 o—4
—EEEIHISEZ, ST CIIHie A 2 U = UERE A VW, ERREE O E L b, ERO
BN LN DGEIITROICEEFER AT o4 FEZBIML, HEICAEDE THRRNEE AT
Ty TTHESNTND.

1.5.2.1.2 EWE, REBREBICTHESIESE

1.5.2.1.2.1 RERVEZ
2 INZ, RLEEZ 1D —mtE, BRBEMEOERENHRICHE T 2EEBTH Y, <30 Hi
RO HRRBIE, PSRRI S 2> OB L0 BRI L, BRI S o e 2
&\/gibw&ﬁé&\ﬁ»x74iw&~w&%wmm%kwﬁmwmLfm%%%%m&
ey ot (B98), KO HREZETLERETHD. FHHZIE, T 1L —LISNTHEmR
%% T U LT 512 OYHERYRRL-CHRA, EH), (RIE LR PICd 2BBUEIC L B b o,
602K e < FPRIICIZE N BT 2 b OR ERH D, BEIZEL D 2o OFOWT ),

KT DR FPEEHNCEE L CRBEZ R T 5 LB b TW 5. FeRMEERs (B FME
WRIZ) 1%, A ORZBIZEET 2 EEMRK WV LR < BREMICEZA BT 5 DT, HIE
LT OHBN 1 » AUNO G O %2 ZVESMIZ, 1 » A DL ERRE U7 b O 2 18RS & MRS,
FERIZFARNZ A A X3 B ORRICHE L, E%%%%x%#éiﬁr®¢fim%§w

T MR ERIIERL, e ThAEORFICRR T D E ORI L N TR L
D BEJE OB B A R, %%@#ﬁi%ﬁﬁﬁm&U%QMTvw%Hﬁmﬂﬁﬁbfi
U2, BHICRET 2 RIELFEBE ZORE L T 205 - KEREO—RETHY, BEDEL
L7 FE—F K EFFo.

FEIZIL, BRI R D INIVEDORERT « EIZ N EEROBZDO—2>TH VY, WEOHBIC
Atk - BYEIC T B, ERENRMEEEE - B LIRS N D. %F@ﬁ“&”ﬁi&*%
EROAITH H2ICHENL SN DTN, FEZB S Z D FEA1E D NI R IZR O 6
LRI ERBRTCH S,

BIEE D FEEIE, 7 b E—MERE RO R & 1T R0, BB REIBRIRVITE b
LT HEAEL DB THD. FEROHBT 2HPAIZ L > T, DOHRBRHEROEI DAL
WCEEDRDBREMEO LD L, RONTZEAICECDREEO b DOICFEIND. LEEREE 9
FERE D2 A\XHLRIE (KT A4 AX) 2B LT HEACEL AONDHEANELEE 5 FEET
b5, Fx ONNRE, A, BRoftl, LDREOLDORENPFRERDLIZENDD.

1.5.2.1.2.2 BR

RSB LRTA RIA 2 2123, R ORBEOEARL, FKA - BRTFORRE - B#EE e X
&:/Mx@%%ﬁ%(ﬁtX&:/i)%¢ukbt£%%%f%ékﬁﬁénfwé.%%
MEIRZ T, O RBERZ/RET A ZENTERNICLID LT, ik A% I VEONR
(X VIERELS IS S, F, NIREZRT S ZE CTREBOHBLZZRICTH T2 0%
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WEENRTWS. BRIEIE, T TOERBICH L TEBSNIREIBBENETHY, B
b A& I VEKITERZ OB A WO TERGRETHD. KL, ZOERLDREORE I
AR 50T, BRI L X 0OREBEX TERT L ENRUTHD. ROKET
1, AL BIVER O C RS T2 7 <, BEFHPEOIRWEE bR oBie A 2 I U HN
HBmPGR L L CHERR SN TV D (HELEE (B). 7ebs, Hik A4 QL VIEOBBITIIMEAELRH Y,
—HEEOIE A X I VI T RDEDHFE LN WEGA TS, il 1~2 FfHOHi e X ¥ I 3K
B, GEM, MITRERETHHIREDROGE NI A X I VEAET 5 Z & CHREZHI
LG5, fie AZ I VEOHENFZ TR L THREBHOREDE LN WEES, TITthoisE
HABIMTRENENL, ERORE, BT 2IREEOMNREORE S, RBIEARORRFHAR
IREDNRT U AEREZTHMITS LS TNS.

AR GRS T N E—ERE KRBT A T4 2 °TlE, 7 b E— R ITEENHER G
BAEZHRREOEBTH Y, REBZOLOETEIRIE I DRI/, MHERIEEZITH Z
EMFHIE 7e 5 TS, IBPERYICHELT D RIEL +o0 I8 L O 23KIT, ORI L 22
DEFINCSIRES VTV A IRANL, AT A RAAVHIEE X7 v ) ARXETH S, HELONY
T—HEREDIR T AMTE L, RIEOHRE THTHHIT, A7 RIZ/nY) AR EEE R
VMR (BRIEAD - (g E) CTARAX U T T EITHMNERDHS. 12, ARIERTHHZ 55
(29D 8 D & DI K B RRICD 720 D Je ek OB L &2 5+ 2 ik & L, 9
PAFPEZR D DR SRR IR O 25 AT e A & I VKA RPUE L L, RER KOV 5 il %)
Rip LN LZOMOIIE A I VEOBMEGZRFIT o LI TWD. £, B
BERZIEITA T4 BT OEIFEZEILAIX, 7 hE—MEEREFT X5 288 H
FCH Pt e A% I VOB A AL L TnD (HELEE - B).

FEZ IR E LTCAT 1A FAHIEOM L O “HHie 2 % I VAR S LTn
%D (HESERE : Cl) 7. REZ D FHEDIRIROEARL, it 2 I VERDDIIBRD RN &
LTHWONRD Z ENE (HEEE - CL) % @lmE N ERMREARD LD, TG & 72
EF, AT = RRT p—v & @GR EOERMNE) oD bR e 22 I K
TERTWD B,

1.5.2.2 AFFERDOER

Pl 22 I VIR HND DI, IRA LA LEE DS AECAERE T 52 LT
HY, A X DHRTEBZHIIR IRGPRAEE (f VT — R T p—v 2 R) 2EE
RN EREETHY, ALV ZEEPELSNIEATHL EEZONTVWD Y. 5T,
BEOT e AL I VIITHT H ==X ThRbEOOR, TH5], kT [eart), TRAEK)
SOIETHo T b E STV D 2

Pl 22 2 U R L RIS SN, B R OB e 22 2 VIR AERH Y,
INEDTROD, ROFFRDE L, BN~DBITAKE W2 DIRE e & O FAREIHIEF AN K & 72
MEL 2o TW5. £D, HOBEELEZT DN, ERAEELT 5 ATTEEL THRET5.
70, iV ARARD B2, FERNEE, BISZIRIER, S S SRR VR O I FEE DS %
mwLEInTng o

ZHUCH L, BB e 2 & I U, IR E R THEEIIE TS D DD, BIES
£, FRIGEERST = U AAER B2, B, BT I BO5E e A ¥
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VHEIZIE, Fes i AR EE BRI A X0 A < HEN RIS D b O PR BRI N TR < 72
D,lalﬁ%ﬁfﬁ%ﬁiﬁ%%%énfmé

BHS B, ﬁﬁk“*ﬁﬁ@#tx& VIDMNE A Y I v H RS R
- HCRH T g i %(%U DEHI L, i A ¥ I VIR L HIRKSCEBIIREEDLRDIKT
%h%;MWER&:/m£ﬁ¢k®%%%%$LT,%WEX&iym£ﬁ$W%ﬁtx&
RUHEEIODHAT (20%LLTF : IEBHERE, 20%~50% : BRIE EERE, 50%LL 1 o BEERE) 129y
YA U 7=, [EERHY72 433 [Consensus Group on New Generation Antihistamines (CONGA)] 2B\ T,
SEEHEF OFHIE & LC PET Z V2N E A4 2 v Hy A RICE S SR & Y, BN
ICBRWTH AARKER 2 DT b E—RERZIEITA T4 0 ThEA STV S, EHERW
72 A K74 > T b Allergic Rhinitis and its Impact on Asthma (ARIA)15 Th, EEFRETY T m
L P450 (CYP) ITHEELWiRAHIE 2% I VIO ANHER SN, FRZOTA RT7A4Th
éamm@#mwawmwﬁf%#ﬁaﬁ@ﬁmﬁtx&:/iﬁ%—%mkbfﬁﬁénf
W5,

FEBEFRMES T HEARPIE R 2 IUERIE, BT LR =BT A FT A U CERE ST D FTEAY
Pl A X I VEOSRM (BN H O, BIRSFRET S, BEA (RK, EEDHEROKTRL)
WO, EEHEGENTE S (L), HEREN LA 1~2[Tar 7o 7 v AR ?
T2 L TCWD S DONZWD, SR 2 = 1 TIEMERGIH W D3 AL S D T2 O MRS DR
BEZTHLO, I - BHERTREE~ORGIZERZGOLO, 7ra— LOMEREASK, #i
REE Ty EPRRINEIEA 2R3 23K & OMEERR S 2 Lo EREEICGREEOH D LD
MHNTWD. P A2 I VY, BEOEEE, GOMEOREE, BE, Fin, %K
DOF BN TATERRR, BEOHFARBERBEREAZBZ L THEW ST Sns Z &nn, AL S
NDEMEEZT T L, BERNEREEEDDDOER=— X E T AMEL REMED T

ZNZMBEAVIFIMENED BUVFEBEFRE DS B 22 I VEEINETH D.

AFNIEEA 2P e A X I VOS2 T Tz L, B BhESEIRS O 2 04 5 kiR
KT DEEMREDOESL 2, BE R NEREFE DER=— XG> T AN L BRI/ NNT

’ﬁﬂk%ﬁ@ﬁ@ikh@&m#ﬁ* OFE MR 2AFX I VETHY, TLAF—MHE

K, FRZ K OBEREIME D & ) FEEE T 28 @R 2 1R I 21K L 0 5 2 L
%ﬁéﬂé_kﬁE,Kﬁ%%%?éﬁaﬂ%ék%i,%%K%ibk.

1.5.2.3 BREOBEE
PITFIZ, SWE, FERERRBR N ORHRRBR O TG a2 R Lz, £, AFOME K OFER KR
BR OB DA # 1.5.2.3-1 IR LT-.
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BRIBAR O
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1.5.2.3.1 mEICET SMFEDER

FAES FARMA t11%, ©'J 2T v Db FAEE O M OB LM E ORI 217V, JR3E
DRIES 1, Btk K OB 15K O L EME DG 21T - 7z,

JFERDZZ ML, MR L R IRERBROME L Y, RIE T CTSEMELETH D T L2
M.

Fiz, WANCOWTIE, KBS TERAS RIS, BUEKOZEEORFEZ1TV, 10
#E / press through package (PTP) *— haL¥E & TN 500 &,/ /N7 @2 COREMERBROFE RN D, =
BT CREBHLETHD Z L a2MHR LEZ. MEIOZEERBIIMkET TH 5.

1.5.2.3.2 JEERREAER DA R D#EZ

1.5.2.3.2.1 I ER

BT AF Db AH IV H SZERITRT 255G B & O ARk T o v 2 2 I HEHTER
%, 72XV 72V RETY U LD bifiho T,

W E P e 2% 2 UERIE, BT Y hOE R I UFERAGEIHE & OVRE i g
JUiE, T v RS E BRI, Ty PO AX I UEREGE, T~ b compound 48/80
PR B N O I e Tl LT, BN ez L, TORBHEE, =%V
TxFVr kIR, BFU YU LIRIZERBEOAER TH T

L7 LV —1ERI, PURTHRIZE L8 & RV, invitro 1 Schultz-Dale it~ %, invivo Tl
PURFROKERINARERRELTME L, ZAENWNEME Lz, —F, 7Y A0SR OEER
FREROSIZHR LT, B 2F 3T A STERH Liso 7z,

BIVRAEEEERER TIE, invitro ICBWT, BT AF 0L, b AKX I v HiZ/RUAMTITIFE A
EERZRET, BOH ZFREREREAZR L. —JF, invivo T, 7 2F0%, ke b=
MOT 7 0% = Ui O RGN E GBIETTEZ IS L7223, B AZ IV RO a— LR
B oy Wil oxt LTI ER L7 o 72

TEMWHKERBR I, OMER, TSR, MRERR, THEER K OURMEREICKIET
AF v OFEE TN Lz, DI RIS 5 EBORBRTIE, fMNELE Yy MOVBICXTT AN
XATERHER, & MUDAMRRO OO MICBE ST 20 ) U ABRICHT 58, b MG RE
i (HEK293 #ffii) T human ether-a-go-go-related gene (hERG) 1 4 > F v /LRI EH, BE
e FELEy bOLERICKETRE, TRE— 7 VROLEE, MEROOERIC LT %
ZAET L7z, Invitro 3Bk CTIlX hERG A A > F ¥ RMTKT 5 BE 2RO - OO, invivo R
TEIAFURHEKEEHEZ B2 HE (F4EY FTIEETZAF D 60mglky, E—27 /LK
TIE 30 mg/kg) TWFH OB THOER, DI O IR RIE S edvo Tz, A
BRITHT HHBORBRE LT, —BIT78 (rwin 0Z5k), ERITH), HES) (REEERER),
FRES), FUEEER (RUF Lo T NI Y — L BB FRER) , MERBRIER (7 B34,
TH )V b E X =)L), RBICRIETREZRFI L. B AF 0, 7 b TR
800 mg/kg T H 3B DO EE R N 2RO 7. FUSEERILRL, =& ) =V IV 7B L%
BE LI~ R T ATF o &b LENEFREA OB Z RO R0 o7, EIFAF T T A
(2 200 mg/kg #5- L7354, v bV EZ — L OVER AR LA, o8t oBEemE
(BF VY, TAT IV =R ZZ V) BREREOIEM %R L7 100 mglkg £ 0 &0 E
Th-oT-.
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MEL RIS T D BT, BT AF LT v NERERRICK L TREB L 2o 7.
THALERRITK T 2 58 CI, WIPAEEE T » O BERIC LV HE L7 BER WA KRI - % e %
R L7223, B 7 AT ATEBWE, pH R OREEEIZEE L2207, B, BEEBIC T

LB~ 7 ADRKEE TR LD, ET7RAF 3B Lo Tz.

ET AT U OMARICK T 258 %, invitro KIRSME T DO 7 v MRIMERIEZ ELAEH TR L 72
0, BT AF AR EAERITRD e h o 72,

LARMIEHRBR G, ©7 AF AIBKRIEEMARETIE, TR, O R L OMERERRIC
WEBLE LBz 1, RMERBEICLEEL )72,

AR AR EAERRBR T, ~ 722 AW T7 a3 Um0 ok
OHAEERR T v b &2 AW MUIREERE T A —=212632 907 7 U o & OB Z27HE L
7o R, T OFAE OMEERIITRS ho Tz,

1.5.2.3.2.2 B REEAER

7y MO XZBTHE 7 AF VHEERARGZORINILE ITESLHTH Y, RAKEH#
DNAFTRAZEYT 4 (BA) 1T7 v b T 25%~61%, A X T 42%~69%CTH-7=. A XITHE
DG Lz ZomEPREL, R L 7 HERFEICS O THEKRFMIC A Lz, 7y 8T
T BRI MR E O ERIIME T o Tz,

Ty MoMC TER# LT 2T ([MCl -E T 2F ) ZHEROKRE LZE X, Mgk
SREIREE X 0 b & < oA L7k 3T R O ige & —fCh o7z, AT > o7 RUREN
IRER 2B &, kTP HEREOMRITHESNTH -T2, £, BEREDIEIE XTI ~D B THEITK
WEEZ BN B MBI A IMEE ARSE3RIT 0.2~1 pg/mL O T %M 87.03%~90.04%,
T 84.22%~86.00% Td V), IRELKIFHIZRZZENT /2o 7.

Ty b, UPXEOA XOFI 70y —ANTT v b LA XONFHIIEZ 7z invitro 1%
BRBROFER, [UCl -T2 F Uiz A LRSS APz, [MC] - ET2F &2 T v PR
A XICHBEROFE L& &, JR, ELOMPEPIIEEE U TRE(ENFELZ. 7> FOJAE
HHZiEFEE U OKBLIRD 7 v 7 v RS IRFE L, RE(MIK KR OKE bR b HEE STz,
7 v MRS XIZBWTE T AT 0%, Kigfk, KBBEIEO 77 v iiaeik, BoF ik,

EHE A EXIIHAEZ I A b2 BRIC X VR D L HEEI L.

7 v MZE T RAF v & BRI A & 5-0% & OHLRIEARN 514 O R ZBAR O 2 IR rh et =X
10 mg/kg ##ARN$E 5T 4.98%, 10 mg/kg #% 11#£5-C 1.04%, 20 mg/kg #% 11#5-C 1.64% T - 7-.
% 1 e B UL FRMRIN I 5% ORZARO S Frh HEt =13, $e 5% 96 ] & TIZ 2241 47.73%
KOR2751%TH Y, WFHOEGRE T EPHREIIE PRt ch -7, v bic [MC] -v
FAF U RHERO®G Lz L &, 168 B £ TOFH 3 T U e Pt =13 83.5%, R k=X
< 123% ThHho7z. WEICH=a— V&L= T v b T, 48 K E O -PE R OYR P
TZENEN16.T%R N T48% Th-T-. Feh S [MC] -7 AF o AcHskd BT REIT 5
% 24 REFILANICHRIE S A, b 168 BFH E TICERAD BIRITHK LTZ. 7y hToRO&L5%0
WL RITAD 24%LL F EHfEE Sz, A X2 [MC] -E T A F U HERO#E S Lz & &, 5%
168 RFf# &£ TIT 92.6% 23 I HEME S, RIS REEIE=R1T 3.8% Th o 7=, &L EDK 93%7)
48 BERIDAINICHEIE S hiz, RPLT v Mo [MC - 2 F U 2 HERAO#ES Lz &, it
JERE DT & 7R 7.

10
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t MFIZ7 ey =20t MFEZ HWZ invitro 3BR CTlx, B 7 AT 03T & A EREE
Niginoiz. B9 2F 12 CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP2EL KU CYP3A Tk L ol U K NPT 2R S e & B 2 7. FIUEE v MITHi
ZHAWRBORE, ©F7 A2F 1T CYPIA2, CYP2B6 &) CYP3A4 I ONZ &AM & > /s

(MDRY1) Zxt4 2B 8EH AR Do 7.

Invitro DRFHIEBWTE T 2T 0%, HRET =4 s AR U <79 K (OATP) 1B1, OATP1B3,
OATP2Bl, ¢ F A4 h T AR —%—(0CT)1,0CT2, AT =4 k7 AR —%— (OAT)
1, OAT3 JOf breast cancer resistance protein (BCRP) DILE Tid7eW 23, PHEX /37 (P-gp) K&
NOATPIA2 DB TH D Z LD MR SNz, B 7 2AF U IILAIMERE % > 27 'E (MRP) 2,
fBH-EE b 7 > AR —% — (BSEP), Na™-{K1FERRHEEfL#is R U <75 K (NTCP), BCRP, OATL,
OAT3, OCT2, OATP1B1 } 1* OATPIB3 IZfHEFEEH A RS einoTo. B 7 AF 1% P-gp, OATP2B1
Fe ONOCTL ot LRLEMER 2R L72AS, BRERICR T 2 M rp iR e K OVH LS RE 2 EE 5 L 2
NoED TV AR—F—%{EFETDZ L ICKDMEERZEC D REHRIIERNEE X .

1.5.2.3.2.3 BHHEER
H[alkt 05387 ClE, 7 v MMIE 2000 mg/kg &, ~ 7 A2 5000 mg/lkg &5 L7208, &
HEMEITERO T, SETEH S o7z,
7 v Nz 28 BRFERE OG- EERERClE, 300 mg/kg/day F CEMEZALIZAR o T,
A X & Az 28 B IRERR 0 #5355 BR Tl 300 mg/kg/day LA oD F CHEZCIE M K OV R
LR, FRMERI e o7z. 60 mg/kglday 5 HRE TITHERI 2R D 7 C RAT 72 AR MEZ 7R
Wi, TR, Ty b RO X &2 13 8 B ERE O & 53R TIE, 1000 mg/kg/day £ T
X EOBEMIFEIC B IETHNT R0 o T2, e RIEFMERE (NOAEL) X~ w7 AT 2000 mg/kg/day, 7 v
I C 75 mg/kg/day, f X C 40 mg/kg/day & HIWF L7=. T v b & HW 7z 26 @ ER O &% 5
BRClE, 1000 mg/kg/day #5-HE CHLIEHA E U L B UAED FF K& OWR I REERS 3T H AL 2 & A
5 NOAEL (% 275 mg/kg/day & HIWr L7=. o X% Fv 7= 52 $# M E R 0 B 5 ERBR T 800
mg/kg/day & CTOHETHLEHIX /20>~ 7=. 800 & O 125 mg/kg/day ¢ 5-#ETik, &5 1B IZH
BEPE ORI, REED G, B FEE) E O 228 N aF PEREEIN 2B 7=, 2 b D%k
V0 LR L2980 L 7=, 800 mg/kg/day CIXF¥IMHIE QT (QTc) WRfEIZSkIFREE L v IER L, fE{KR]
DI KIERNRIZHET 0.07 7, MET 0.04 0 CTH - 7=, [ IR T 1doe BREE & bbli L TR & 2
727Xy o 7=, NOAEL IE 125 mg/kg/day & HIr L 7=.
Invitro & TN in vivo BIEFMEREBR CE T 2 F L OBIEFEMEL I L7-. ZOfE, WTFhoxR
BRCbitErRL, BiomtEa A L TnineEx T,
EIAF U ORAFHERREZER L, ~ TV AKRNT v M2 104 B R AEE L& EOR
MEWEFM L. ~UAKROT v MIREELG L&, WThLoBE LR ARMEE RS
otz
Zhane, MIRETA, (AR AR ISR 2 8L HH LB T, K&
1000 mg/kg/day D& F AF o &5 L2 T v b ROU X OZIRREICKTT 258, MR LEIETE
A, BEFAER RO AR ORAEITK T 2B E2RBD o7z,

BT 2 F 2D 10 FEEAO B ARHM) O-AR Btk A 1 )7 28 R0 SRR CRIAIN L 755, 9 B A4
W TIIWTN LB 2R BFERET VB L=, —J5, R *K ESC{amers

* OHTHAGR IR R I E & R R
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IRAE BB FERENHIE E HIWT SN UL LR N S, AARMM T HELE R TIHAT 5720, BERIZE
WCIERIEEIZ 22 B 720 E I L 7=,

1.5.2.3.3 FRPRBAF D&

1.5.2.3.3.1 B OEKRBAFEOEE & AKBKR

WS Cld FAES FARMA #E23, BT X F | :Ob\f-fﬁb>%ﬁﬁ IRBAYE 2 BA4A L, 2010 49
HIZ, 12 &L EOZFEMER OWEFEET LV —ERRIFONCERE 26 & L, 1 H 1[8 20 mg
OZEER AR (B 20F, IR 1 RFEATOE 2 Feff ) & % - ﬁikbf%néﬂt 2016 4F- 5

HEBE, BN AN R 29 # [E &2 & i 101 » [E TER SN TWS . IR SrERcEH®
4 (Periodic Safety Update Report) %5 8 [6] (2016 455 H 9 H{Ek) (45 5.3.6.31H) £ TICH EJrn‘\"J-
TANDOBFICRASINTEY, WIMNCBW TR RN T — 2 RXR—2A 2 HTHHEATH 5.

LUTIZ, BTGB L7 C ORISR OffE A R, 7, WESMER B OfR X 2 3
1.5.23.3.1-1 TR L7,

raes FARMA 1113, [ o e B w5 2 Uimmmsnic 3os e st
(BILA459-01 #kfR) KO EMHIEIC X 5 14 AMEHR G- (BILA459-03 5llk) ZBHAsL, &
i1 100 mg $¢ 5 % TOEKWBNHE & DEMEE MR Uiz, AFK 20 mg £ 5RO EEIC IE TR F D
WAL T 5B (BILA459-02 i) T, Kﬁ@ﬁDBAbﬁ$@%%%th:&ﬁ6 M
mizzegrs s s, [ o, ma e s Cremmes v mseras 4 e
Shi- GABRE 5 : BILAO401/RAE, BILAO701/RAE, BILAO501/RAP, BILA0601/UCI). 4 fEdu>
THNORBRIZIBNTYH, AR AERGEZRT 2 LT heholdy, *GaE (BFEER -
BROMILHE), SRR TR K OV I EREM B L L C WO D BEE T LA — PRk 2 65 & Lz 2
0B GRERE 5 : BILAO4OL/RAE, BILA0O701/RAE) Tikim L TV A AH 1 1] 10 & TF 20 mg,
1 H 1[5 14 HBER G OB OV THEIT L7251, AHl 20 mg 1X7° 7 ATk LTt
AHICENTZDRE R LZbO0, AFI10mg ITHEREIIRE R -7 b, FEMET L
JLF— r%&:ﬁ?é$ﬁ@mdﬁwmiila1Emmm&ﬁf%é ERENT (5
5.3.5.351H). WFEMET LAF—MERREHE ZxI5 & Lol (BILAOSOL/RAP #ER) Tix, i
RAREZRETDHZENTE eh o720, ZREWE L @EME CRBBAEIZIICITEM L TV D 2 & h
5, BIROPEEIEITORE BRAEZR L TT7 LAAX—MERRICBIT 55/ AR HEIZ 1 B 11520 mg
G- &l S AT B PERRRE IR SERRE B At R & L 72 (BILAOB01/UCH #AlR) T, A#l (10,
20 Z1N30mg) ©3HAET R TTT 7RI LTHEEELERL, AFIOEHER CTHRE#072
BEWERMT 52 LIXTEAed o7, [RIREHNC M S v s AN Bk A2 x5 & U= 3y @hhe
EHie A X I UTEEERRTT 2Bk (BILA459-04 7R5R) OFEEMN S, HFRIZOIEHEIZBIT 2 H%)
TRIREARE LS LCLH 1A 20 mg %5238 R S 7.

AFI 1A 20mg, 1 B 1[AIKERGROGINE L 22 BEEd 5 RS M LERER (77
TR R OGFIGR) NEFIET L —tEaRkE xR s LT3R GURE S : BILA0SB02/RAE,
BILA1003/RAE, BILAL704/RAE), 4EMT L —PEEk x4 & LT 1375 (BILA1503/RAP
ARER) , BVERPRMEEERZ 2 x5 & LT 1R (BILA2006/UCI #fR) ek < 417-. BILA0802/RAE
X5 & BILALS03/RAP iBRIZ, BHtkExtIRIEA & TARKIE 7' TR &L OMICAERREERNT 5
ZENTERMoTEN, ZOMO 3 RBROBAFRBRICE VT T T v R ITHT D@ BRGE S h
7o, 7eks, WEHEMET LLX—MEERR E x5 & L7z BILALS03/RAP iRk ClE, 7B T U+ &
F7 7 U OV T TN —T o0 T BT A3 FE i S 4L, EEFHIEE OX—R T A b 28 H
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77 1.5 IR I B ORE M OB 3 DRk

H £ ToHBHE O reflective 27T L D2 EFERA =7 (TSS) Oh#f Timfglx, 7B F o+
RN 123 GREB CHBEZZRD TN, 7T RORIENENSTZET 7 ) I TEEERD R M-
e enn, MNP BIR L T ST Hivie. £72, BILALS03/RAP Rk CIE, &
BRI ZET LIZBERZOE E 1 FHORMEGRBRA~BITTE 03 E LTHElsh, 1
R B G REOZ MR OGRS MR S LT, BRERSS 11 AR beige s o SERE I TP XX Btk 12
AL - FHEORERIA RS 2 EHIEGERR (BILA2306/ACC #R), it & OWER DR 2

(BILA459-05 #klR), @i &G COIRMENE & Lotk OMERRER (BILA459-08 #lk), JE¥tH
HAEAER GRERE S : BILA459-06, BILA459-07, BILA459-11, BILA459-10), AARMHREAR~D
W (BB 5 : CIM/02/100/01, CIM/04/100/07, CIM/06/100/01), K7 1 &> 735k (BILA2707/UMA
R, QT/QTe FHiiFkER (BILA459-09 7klR) , BHEREM T B (2 I (T 2 FpHEh e (BILA2808/RI
AR, REHFTOREFOZERT (BILAASI-12 iBr), ~ AT 2 &GRSR (BILA459-13
AR NFEE S, AFIL1EI20mgl B 1 RIEGOENE & ZaERfHR I & vn, 2009
2 HITHINIZAGRIRE S, GRS, #xiay BA (BILA2909/BA #llk) ZBinL, 2010 4F
9 TR ZES L7z

won <ok, [l ez wrg o U 20 mg wEE SR ORI E 2 2
TV H AR E AR ARG 5B (BILASLLL/PET #lR) 283 S 47z, if:, 2015 4 5 H I
HMTATARRTH KA E LT, FEMET LA —MEEREREZSRE LIZHAE NH _EHE
R (YCD159 3ER) KO LV X — & At 4 & U7 BREREE N1 FEIE B B iR

(BCRU/11/Bil-AR/001 7XfR) 725a[E e OV o 7 ML CEM S TN D.

AHFETIE, 7 LAF—PEER L OMBIESERRIZ IS BT D AH O ZE L V2P W THifi e
MNZHIAT 2720 DBEBEEE LT, M TEESINZTXTCoORBREFA L. ok, MG
IR ORI 7 - TiE, FEWhREL QST #RIER 0 RIEM OB DWW T, (R A S
P kb5 & U 72 [E N (10055010 75R) & OVESS GRERZE 5 : BILA459-01, BILA459-03, BILA2909/BA,
BILA459-04) DEGIRE | FHERER HIRET L, AARN &SMNE N TIEARA O Y ENRE &K O )5 HIE
MR ERRIEAEEBD DT EME, IO OWIMNERRBSEEFIAT 2 2 & I1XATHE
il L7= (%5 2.5.3 1H).
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## REBEL BEE S

- ik -

= KB -
RN LD HERERE [BILA459-01
ARER LI RERERE BILA459-03
AEFARIIZHEERS R OB RRER SRR IBIL‘NSW
ERE Y OES |Bmassoos
AFOEERE |Brasox
AXOEFRE |erase-12
< AT AL BB [muussm
WA AT ATV T4 |ama0oma
WIS E o0 |Bazsoere

| [Bire<dvvroRGEEKE |Brasso-0s
yhars—nkoEHEEER |Brasso-07
CAFTYIDOEEHEE NN |emasse-n
EHOMIRIEFT /L —TIN—IT 2= 2O |Brasss-10
FIAEL TR |Bmazrorina
BANEAZSVH R RESH R |BwasiivpET
QT/QTcHfiRtE BILA459-09
KB A YRR BILA459-04
PIRAER~OES CIM/02/100'01
T va— A HBODIRSER~OES CIM/O4/100'07
oI AR ABODRRE R ~DES CIM/06/10001
i &G BRE (SAR) BILAMOVRAE
AR R (SAR) BILAOTOVRAE

I |MREGHE PAR) |Bracsorrap
TEFBMEE SAR) [prazosacc
R SR (CU) | e
S BT R R R R (SAR) |pracenraE
FIHa B KRR LRI (SAR) |Bra00sRAE

o T B EWRERRER (SAR) BILA1704RAE
T B EWREERE PAR) Pan]) BILA1503RAE
LERRORMAERE (CEERNMMISHE) G |
T ra B E WS EERRER () BILA 2006'UCT

* BN CORBRICKMENBREBT, BN S MEFCREN

oo : EEHIM, A BEEMER

SAR: seasonal allergic rhinitis (FEEIHET L ¥ —HE8RK)
PAR: perennial allergic rhinitis GREEHET LV —HE#%%)
CIU: chronic idiopatic urticaria ({8445 M HFFZ)

1.5 R I33E RO K OBA%E OFEi&

#* 1.5.2.3.3.1-1

BIVERRBAR DR (FW)
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77 1.5 R I3F R OB R OB R O &

1.5.23.3.2 EROERKREAFROEE

AHFIZHB W TIE, 20124 7 AIZ FAESFARMA tH& 7 A £ A8( &2 FE L, NETEKRBEZH
TeshEE c IR LR (7 VAX—HER, EERHZS) RO TRERBICHED Z 2FE) ORGEZBE
WCAIEORRRARIZEF L.

ENERRBAR OfRMEL K 1.5.233.2-1 [IT/R LT,

BRFBRAA Y AIX, ICH-ES TAMNEERKR T — % 2% T AN S BRICEE TR & REMERIZOWVTO
fagt) ROEEEOHe 2% I VECENRBIOBINRIRT — 2 2EH Lcblz 3512, KAlOWE
MNERRT — % ZENEHFEICHAT 520 DEMEIZ OV TR L, BAANTORYEREIZET 5E
RS THRBR CENEMRMEET) ZRICEmLE (00sso10 35 : 203 ). =20
R, AR OEDEBER OCENFIERICKERRIEETRVWEZS I ONIRENHFEONZ &
b, WBAAER TEME I - EHRERSRR (BILA2306/ACC RBR) 225, FEHMET LLX—
HBRRXEE (RFIEHIE) 204812, AAATOEDE (HERISORITZET) 2B 55
PREE T AERABR (A XTEMIRERBR) 2 FEhi L7~ (10055020 388k : 2013 428 A ~2014 41 A).

F7-, BREIHRROBREELZZ T, MITBUEAERLERBHRRAEE CIT, %)
BV CEGEYS] 202020 0 [TPAEacaEy: NS = G| RS
I = = 1) -

B O OB E, WONCERRE TR (XXEmRERER) CAA 1 [E 20 mg HEIH 5K D
B GEZME & Fifitt) DR TE 2 L 2% T, TULAX—MHERODE - IR EZEET
% 1= ORERS T FEHEGEAER (10055030 38k : 2014 457 A~20154E 1 A), ERKSF I AR &
538 (10055040 3R : 2014 4F 8 A~20154 10 A), HHRER R EHRBIZLED £ 5 EORRE -
R Z TGS 5 7o ORER S TV FHHLBGABR (10055050 388k : 2014 457 A ~2014 411 A), B&
PREE T MR M 5-588% (10055060 38k : 2014 4E 5 A ~2015 48 A) ZBAfAL7=. F7z, TEHE
dn DEERIEM BN ERBRIZOVWT (ER 1346 A 1 HERERSE 796 5) | ICES%, BKRAIT
DIYBER CEDBNEIZRIZTREOXELRITT 5O OBKE THERER (10055070 3Bk
20154 1~2 A) Z2FEM L7,

& 1.5233.2-1 ERERKRRAZEOER

FEMRE M

(RBES) ms | HERHM

ETAFDOEA 20124274

EX & s

ER PR BT (HE - R ERE)
(10055010)

B bR B AR (A IEH )
(10055020)

B bR ST I AR R T LAY — 2014578 ~

2013481 ~
2014415

14 M 3%) (10055030) 2015418
B PR RSB (BERRT -
FREAETL AT RE) w4 | Torsion
(10055040) -

B BTV B (ERA) | o | 2004877 ~
(10055050) " 20144114
GBI E e 55 (B .
&, EREBICESEHE) wa |
(10055060) 2

B BIHAR (Ao v | 25~
(10055070) " 20154248

<> . RERAIRN, A BEEER

PATFIZfE 2 OFRBRAEFR OB EEZ R L=,
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1.5.2.3.3.2.1 EREREEIMEEAER (H[E - REKRS)

2013 48 £ v, trERk B v A x5, A1 10, 20 K O 50 mg % BEEISUEAH] 20 % OF 50 mg
1 H1[F 14 AMRERO#EE L 2 OIEMERE KOS FHIER Btk X & I U6, Rt
TRAERE~DREE) 2t 2 ERIRES | FRR 2 320 L 7-.

T ORGSR, RFNOEY)EREIL 10~50 mg DG EHPAN THETH Y, AFITES EH7HHA
FTITEFRREBICEL TWe, $£72, 14 BRER 5 X 5ER M OCEWERE DO L& X720 >
72, Pl A X 2 UEMEICOWTIE, AHI 20 X ON50 mg HE# 51, 77 BAR & ik L TRE#%
1.5 FEfE 2 DIZ K OLBE 2 A IS Hfl L, & 514% 24 Fef & CHEICHSEIER 23 Fife L 7. 8
BEIZ L DPie A 2 U IEEOWT bR otz —JF, AFI10mg HIE #5137 T 2R L
B L C, &’E5#% 24 B CIIAERZLEZRO 2o 72, F72, AH 20 mg 1TAHK] 10 mg & ik LT,
B 5% 1.5 EfE] CHZE L OB 2 A BN L7z, FEhEEgRE R E X IRKGEEH T, 77 &
R & el U CAH 20 mg 14 A 811 #5-C digit symbol substitution test 2 =t 7 23 A &AL T L 7-FF
HBH ST OO HERFIEITRD -T2, HEIR OKERGREOLZE2VER OB MEILRLG T
otz

1.5.2.3.3.2.2 ERERSENHEEER (R FTEMRBRER)

201348 H LV, MAAXTIEMIERE ZXI5:02, AXEhmEEL AW, “EHER, 77t
RROVEIES, Z o2 Ak, 417 o 24— =3 BRIZ LY, AHAI 10 KON 20 mg % Hal1# 5 &
V7 =%V 7 xF T 60mg & 2 [E5 0 @I RINENEH 28519 2 BR S 1 AHEER 4 50 L
7. 1T, Day 1 0\ Day 2 I& A FAERIREE SN T 4 BER 0> 2 246K (8000 fH/m°) #R#E %% 1T,
AAKNZL, Day 1 OIEREERMEE LRI LRIO A, 7 =% Y 7 = ;2 U 3AEMRE R4 1 ReR
& 1M G 12 o 2 B A& G L.

ZORER, AAN20mgl B 1 [EHR G-I A FIEMIRE THR Lz SIER 2 i 55%46 1R 6
L, TOWEREDRIL, BARKEO 72Xy 727 60mg ERIBEM ETH-T-. 72, K
7 20 J ) 10 mg O LS JE DR OIMHN D Tl 3 5 54 22~26 RefliiFifc L, 7 =%V 725 60 mg
D2 LFRBETH D Z LRI ZRMETIE, AHAI20 LTON10 mg DA EFROFREHE
BT T EREFERETHY, WRMICHBEE 228 EFROBRIUIR - T,

1.5.2.3.3.2.3 ERRSEINFELLEEER CBEMT LILF—HE %)

20147 AR, WEMET LAX—HRREFEXRIC, “EER, T7 AR, 74 A
b, WATRERHLEGRBRIC L W, AKI1E20mg, 1 H 1[0 14 BEKERGEEO 77 2RI 5
BEEEZ RRET D 2 & 2 M L7ZEER S 1N AR Heleak B & 520 L 7-.

ZORER, GBEMET LR —PEBRBFICRB T A AK 1M 20 mg, 1 A 1EEED 75 RIC
B ERMEDSHGES N, FOBKIEREEERITI 7 =% Y 7=F Y 1E60mg, 1 A 2[5
EREETHD Z ENRESNT. 2, AF 20 mg OFEFGORBEN AL T 7R & 2E1T7R <,
BRI 72X Y 72 F UV ERBETHY, Bt e R L.

1.5.2.3.3.24 ERARFINERRAREHE BFEERVEHET LILSF—HEK)
2014 4E 8 A L 0, BEMEROFHIMET LA —MRREE L HRIC, FERRBICLY, AFH

18120 mg, 1 A 1EIORHERE (P HEERHIIGHRD] 12 H TO PR R) TR
OAEZPEE T 2 2 & &2 HECERIARSS 1N FRR 45 57 2 220 L 7-.
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ZOFER, WHEMEL OZFEIVET LV X — MR R BT TR 2 AK 20 mg DI O 22 2 MEICR
REIZ2 <, T LA —MERRIEREZHEHREIANOWEL, AR CaENE : 528, ==
itk 4) 2B U CEORITEITTHZ LR BT ENRENT-.

1.5.2.3.3.2.5 ERERSENI/NNFEELEEAER (BIEZERD)

201447 H XV, BMEZEMIZBERE 2RI, “EER, T ERGR, T b, WATER
el ERBRIC L 0, AKI1[E20mg, 1 H 1[0 14 A RKERGRO 7 Z & RICxH 5 BB & G
L, A#I10 mg & A 20 mg O HELIGSHEZ R 5 2 & 2 F H IS U7 REIRES NI AH g el
% EhE L7z,

Z DGR, B RS BT AAKI 1 E 20mg, 1 H 1EEED T T &R D ERE
DIRRGE S AU, AHI 20 LTN10 mg 13 & B ITIEMEFRRZ OIEIRZ BT 5 Z LRIz, BT
AAI 20 mg D7 Z v RITHFT DB RFET & 72720, BIRART & L TAAI 20 mg & AK] 10 mg
DRSS R LR, AFI10mg 137 7 B RIS THERZELZRBD TN, KK 20 mg
ERHI 10 mg DRNCIZ A B REEARBO RN T-. £, AHI20 V10 mg DA EHEZOFREL
%, T EREERTHLNRELRD T, KARGIZ L DR AEFER LR o7 KA
20 mg & AAKI 10 mg DLEMIXFRRETH Y, Bifeetz L.

1.5.2.3.3.2.6 FRERF N RAKREHR (BIESME, REREICHS T 55

2014 £ 5 H L0, MRS SUIEEIRE (92 - BOER, FE%, BUEX O FEIE) IO X
DFERFE AR, EEMABRIZLY, AFI1E20mg, 1 H 1EIORMEG (Mal R IR
12 B[R TORFMATHER) TOREMEROAEIELRETT 5 2 & 2 HAICERRE IR
5kl A Ikt L 7.

ZORER, BYEEHZ M ORERE (5 - BIER, B2, KET OBEE) (D T O ERE
(2R 2 AH 20 mg OIS O LT RIEIE R <, BYERKE, BUERE (5 - AR, FE
7B, BRIEZ OFIE) ([TfME ) Z )2 R GRFHNOUE L, 52 MM ZE L TEORRITHITT 5
e Ft T 5 Z RSN,

1.5.2.3.3.2.7 EREREIERER (BEDEE)

20154 1 H LY, EERABMEZRRIC, HER, 287 0 24— —lBR TR idFI To &
FOWBE R 2 EERE | FHERER A T L 7=

Z OfER, A 20 mg & @RI BRI IR LG 6, ZIERB GG 0 B b B
TR B HHIRE ] (B Cop e P - AR PR (AUCoy) 135K 40%, iy i 5% i
JE (Crax) 13K 60%IK T L7z, &7z, SR EmEie i (e O FHIMEIL 1.03 KEHED S
BO3MFRMICIER L. ZNOOEIAETHY, AFOEYEREICRFENEET D Z L3R
.

1.5.3 FREESHRELISL TORIF

1.5.3.1 STE DGR ER
AFIOBEERACRE S TH Y, NMEEEEH L TRV, AFNE, MNBTAIEE AL

72, RAMEREREE ([ L R_T— RRT7 4 —< L R) HIFLEAERNEEZLNDZ LG, /)

i b Uit kit e x # v 22 o0 5. [N
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I 17 L 2% & =%

Thb.
154 FEIHIMEXEIUR, RERUVAE
', FERRIR B & OIRIRRER ) &, AFNOAIER VLR R S Z &b, BITIC

RYRIRE - AR, AL - MRS TER G REIRTEARE I § %?5:kkbt

<TIET D8 - R >
T L=V, SE, BUERE (W% - BER, B, BEL OFEIE) ITMED Z OFE

<%E¢ém%-m%>
W, RAIZIZE T AT LT1E20mg 2 1 B 1 [RZEERFICROKET 5. 28, ERIC
FVEERETS.

155 AERMERFOER
salopizicr L, s w6 =55
S L EEEeaw 2900

I =2 BRI E OB 2 L T
R~LTz.
o NN -

0 =2
e - . <
I - - . %
w0 oxnezs <, I
e I
I - . <

.
e
]
I -

1.5.6 AFOHFHRUVOEANE

[EN CTEHi L 72RO, KFNIET VAT =R AT A R T A R S B 22 5L
EAL I VIO TREHRET AT T2 LR SN
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(1) HERBY, SHEBFHET D

()  REMER (RX, (EEDROETRE) bRy
() RGN TEDL (Zath)

@) HEEEPLBLIEITIST I T ARRN

Fiz, WHRBRIZEY, KANILLTOREE G T 52 LR, FIEPED B FEBERES —

AP E AZ I VIETHD I ENRENT.

(B)  MMANBITHIEE A ER N

(6) FMRFEITLAEZTTITREIEDOE FIRPROETICHRE SN D

(7) HEWRHIEEE (CYP) OIERUHEEMEZA S0

(8) EHHMREASIRIRMTH D Z LD, BRI FEE TIIEHEDR TORE L & bk
FlOMAEFRENEMT 2 OO0, BEERHERINTHH LV EBZ RN &G
65 [EITOPAL - VAVANT

(9) FHOFE R AZ IV (TAT IV =)L, TLT7x2FVr) ORETH-7- QT [
MRIEE O RIREMEIXIZ & A E e

(10) T3 — LOHUAR LI e & O AR INHIE F % H85R 9 2 350 & O3 TR0 EAE A 220

(11) RFI7A v 7B CAAl 40 mg » 7 AR ERETH 0B BLEIR B L 220

(12) VSMRFERIRRER T LV X — gk, (YRR RIEERRIZ (R D B0 & ZRMED iR
, K [EFVU P 10mglHLIE, 7ArTIXT5mgl H 1A (ERNRER), LR
EFVOUEBESmgl B 1A LIREFRBREOAEEL R LT

HUR, FEBEEEE AP R X S VRIS SN ABEROEF B L LTIE, 7=2F Y 7=
TV, ZEFRAFUERE, =AARTFY, nIx Uy, BFU TS, dAu Ry U ERE, N
WA AF RV, WONCLAREF U D UEmRIE Y o 8 L 2> TWD. £72, ZbHK
KIOTT, WA CEFCHBIEESEDEESDTHORLNEDIE, 72XV 7=2F Y BRY
nsS2 P onths.

KA, BARRZRPIE A& 2 VEOKME AT T L, HEENERS OEMR A 0 O HiiE
IZxPT BIEBME OB 52, BE R OEREIEHEE DOER=— XA o TG0 & Bk T
v AENTIMNBATOIE L A ER WIS _ItRHie 2 Z IV THY, T LAF—
A%, BRI R ORI BICHE D T O FERE T 2 H - B & L CHREMNICER S 5 &
Z 2.

1.5.7 SEER

1 Church MK. Comparative inhibition by bilastine and cetirizine of histamine-induced wheal and flare
responses in humans. Inflamm. Res. 2011;60:1107-1112. (5 5.4.1 1)
2 Jauregui I, Garcia-Lirio E, Soriano AM, Gamboa PM, Antépara I. An overview of the novel
H1-antihistamine bilastine in allergic rhinitis and urticaria. Expert Rev Clin Immunol. 2012;8:33-41.
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1.

4.1

4.2

SUMMARY OF PRODUCT CHARACTERISTICS for BILASTINE 20 mg tablets

NAME OF THE MEDICINAL PRODUCT

<Invented name> 20 mg tablets

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

For the full list of excipients, see section 6.1.

PHARMACEUTICAL FORM

Tablet.

Oval biconvex scored white tablets (Ilength 10 mm, width 5 mm).

The score line is only to facilitate breaking for ease of swallowing and not to divide into equal
doses.

CLINICAL PARTICULARS

Therapeutic indications

Symptomatic treatment of allergic rhino-conjunctivitis (seasonal and perennial) and urticaria.
<Invented name> is indicated in adults and adolescents (12 years of age and over).

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
Older people

No dosage adjustments are required in older patients (see sections 5.1 and 5.2). There is little
experience in patients above the age of 65.

Patients with renal impairment

No dosage adjustment is required in patients with renal impairment (see section 5.2).

Patients with hepatic impairment

There is no clinical experience in patients with hepatic impairment. Since bilastine is not
metabolized and renal clearance is its major elimination route, hepatic impairment is not
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4.3

4.4

4.5

expected to increase systemic exposure above the safety margin. Therefore, no dosage
adjustment is required in patients with hepatic impairment (see section 5.2).

Paediatric population

There is no relevant use of bilastine in children aged 0 to 2 years in the indications allergic
rhino-conjunctivitis and urticaria. The safety and efficacy in children below 12 years have not
yet been established.

Duration of treatment:

For allergic rhinitis 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.

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.

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

Paediatric population
Efficacy and safety of bilastine in children under 12 years of age have not been established.

In 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
reactions of bilastine. Therefore, coadministration of bilastine and P-glycoprotein inhibitors
should be avoided in patients with moderate or severe renal impairment.

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.
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4.6

4.7

4.8

Interaction with ketoconazole or erythromycin: Concomitant intake of bilastine and

ketoconazole or erythromycin increased bilastine AUC 2-fold and C.,.x 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 and diltiazem 60 mg

increased Cnax 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 was similar to that observed after intake of alcohol and placebo.
Interaction with lorazepam: Concomitant intake of bilastine 20 mg and lorazepam 3 mg for 8

days did not potentiate the depressant CNS effects of lorazepam.

Paediatric population

Interaction studies have only been performed in adults. 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.

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 <Invented name> during pregnancy.

Breast-feeding: It is unknown whether bilastine is excreted in human breast milk. The excretion
of bilastine in milk has not been studied in animals. A decision on whether to
discontinue/abstain from <Invented name> 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).

Effects on ability to drive and use machines

A study performed to assess the effects of bilastine on the ability to drive demonstrated that
treatment with 20 mg did not affect the driving performance. However, patients should be
informed that very rarely some people experience drowsiness, which may affect their ability to
drive or use machines.

Undesirable effects

Summary of safety profile

The incidence of adverse events in 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%).

7
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The phase II and III clinical trials performed during the clinical development included 2525
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

ADRs 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.

Bilastine All Bilastine
System Organ Class
. 20 mg Doses
Frequency Adverse reaction

N=1697 N=2525
Infections and infestations
Uncommon | Oral herpes 2 (0.12%) 2 (0.08%)
Metabolism and nutrition disorders
Uncommon |Increased appetite 10 (0.59%) 11 (0.44%)
Psychiatric disorders
Uncommon | Anxiety 6 (0.35%) 8 (0.32%)

Insomnia 2 (0.12%) 4 (0.16%)

Nervous system disorders

Somnolence

52 (3.06%)

82 (3.25%)

Common
Headache

68 (4.01%)

90 (3.56%)

Uncommon |Dizziness

14 (0.83%)

23 (0.91%)

Ear and labyrinth disorders

Uncommon | Tinnitus

2 (0.12%)

2 (0.08%)

Vertigo

3 (0.18%)

3(0.12%)
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Bilastine All Bilastine
System Organ Class
. 20 mg Doses
Frequency Adverse reaction
N=1697 N=2525
Cardiac disorders
Uncommon | Right bundle branch block 4 (0.24%) 5(0.20%)
Sinus arrhythmia 5(0.30%) 5(0.20%)
Electrocardiogram QT prolonged 9 (0.53%) 10 (0.40%)
Other ECG abnormalities 7 (0.41%) 11 (0.44%)
Respiratory, thoracic and mediastinal disorders
Uncommon | Dyspnoea 2 (0.12%) 2 (0.08%)
Nasal discomfort 2 (0.12%) 2 (0.08%)
Nasal dryness 3 (0.18%) 6 (0.24%)

Gastrointestinal disorders

Uncommon | Upper abdominal pain 11 (0.65%) 14 (0.55%)
Abdominal pain 5 (0.30%) 5(0.20%)
Nausea 7 (0.41%) 10 (0.40%)
Stomach discomfort 3 (0.18%) 4 (0.16%)
Diarrhoea 4 (0.24%) 6 (0.24%)
Dry mouth 2 (0.12%) 6 (0.24%)
Dyspepsia 2 (0.12%) 4 (0.16%)
Gastritis 4 (0.24%) 4 (0.16%)

Skin and subcutaneous tissue disorders

Uncommon |Pruritus 2 (0.12%) 4 (0.16%)

General disorders and administration site conditions

Uncommon | Fatigue 14 (0.83%) 19 (0.75%)
Thirst 3(0.18%) 4 (0.16%)
Improved pre-existing condition 2 (0.12%) 2 (0.08%)
Pyrexia 2 (0.12%) 3(0.12%)
Asthenia 3 (0.18%) 4 (0.16%)

Investigations
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Bilastine All Bilastine
System Organ Class
. 20 mg Doses
Frequency Adverse reaction
N=1697 N=2525§
Uncommon |Increased
7 (0.41%) 8 (0.32%)
gamma-glutamyltransferase
Alanine aminotransferase
5(0.30%) 5(0.20%)
increased
Aspartate aminotransferase
3 (0.18%) 3 (0.12%)
increased
Blood creatinine increased 2 (0.12%) 2 (0.08%)
Blood triglicerides increased 2 (0.12%) 2 (0.08%)
Increased weight 8 (0.47%) 12 (0.48%)

Frequency not known (cannot be estimated from the available data): Palpitations and

tachycardia have been observed during the post-marketing period.

Description of selected adverse reactions
The most frequently reported adverse reactions were two common (somnolence and headache)

and two uncommon (dizziness and fatigue). Their frequencies in bilastine vs. placebo were
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.

Almost all the adverse reactions, included in the above table, were observed either in patients
treated with bilastine 20 mg or with placebo with a similar incidence.

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 seen 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 listed in Appendix V*.

[*For the printed material, please refer to the guidance of the annotated QRD template.]

10
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4.9

5.1

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 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 QTc 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 x4 days) effect on ventricular
repolarization by a “thorough QT/QTc cross-over study” involving 30 healthy volunteers did not
show significant QTc prolongation.

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

There is no known specific antidote to bilastine.

PHARMACOLOGICAL PROPERTIES
Pharmacodynamic properties

Pharmacotherapeutic group: Antihistamines for systemic use, other antihistamines for systemic
use

ATC code RO6AX29.

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.

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 QTc 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

11
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different from placebo. Bilastine at doses of up to 40 mg g.d. did not affect psychomotor
performance in clinical trials and did not affect driving performance in a standard driving test.
Older patients (> 65 years) included in phase II and III studies showed no difference in efficacy
or safety with respect to younger patients.

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 deferred the obligation to submit the results of studies
with <Invented name> in one subset of the paediatric population in the treatment of allergic
rhino-conjunctivitis and the treatment of urticaria (see section 4.2 for information on paediatric
use).

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 Pgp (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 ICsp > 300 uM, much higher than the calculated clinical plasma Cps 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 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

12
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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
(2260.8) ngxhr/ml in subjects without impairment (GFR: > 80 ml/min/1.73 m® to: 967.4
(+140.2) ngxhr/ml in subjects with mild impairment (GFR: 50-80 ml/min/1.73 m?), 1384.2
(+263.23) ngxhr/ml in subjects with moderate impairment (GFR: 30 - <50 ml/min/1.73 m?), and
1708.5 (£699.0) ngxhr/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 (x 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.

Older people

Only limited data are available in subjects older than 65 years. No statistically significant
differences have been observed with regard to PK of bilastine in older people 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.

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 NOAELS are sufficiently in excess
(> 30 fold) to the human exposure at the recommended therapeutic dose.

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

13
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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

The medicinal product is packaged in a blister, consisting of two parts:

laminate, consisting of oriented polyamide (outer side of laminate), aluminium and PVC
(inner side of laminate)

Aluminium foil

The aluminium foil is thermosealed with a heat-seal lacquer (PVC-PVAC copolymer and resins
of butylmethacrylate) to the laminate after molding and filling of the tablets.

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.

7. MARKETING AUTHORISATION HOLDER

<[To be completed nationally]>

8. MARKETING AUTORISATION NUMBER(S)

<[To be completed nationally]>
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9. DATE OF FIRST AUTHORISATION /RENEWAL OF THE AUTHORISATION

Date of first authorisation: <[To be completed nationally]>
Date of latest renewal: <[To be completed nationally]>

10. DATE OF REVISION OF THE TEXT

<[To be completed nationally]>
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/AR

T LV F MRS K OEERRIZ OIS TO 0 ~2 i D/NRA~DOE T 2T o O IEZR V.
12 AT O/ 5 7 AT DR R OE DRI S TUve .
15 1]

T LA —ERROIBEIL, 7 U7 VIZIREBESNVTO O HIRICIRET 2 2 & FHitE7T Lv
—MEERDIRRIZOWTIE, JERAEETIETIEL, R LEZOEEEZHERTL LN TE
L. BT LA —ERRIZOWNTIE, BEDT LT UITRE SN TWAIIE, 1RFZ kR
THILENDD. FRRZICTOWTEL, EK, REHIH AR ORIBIZ X > THREBIMNAEZR 2.
BRI T5 ¥

2O 5
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= 1.6 SMENZ I T DR ILFIZ B 2 &k

BEANIAKEIRICRAT 5. £/, 1EAEZLIEICRAT S Z & &2HET 5.

43 BEER

ETAFURIT61IEIZY A FENTODWNTRNORRIZAN R 2 WBIEN H 5 B,

4.4 BALESERUVERICH->TOFERALOEER
PFALE[]

12 AT D/ L TIE, B 7 A F o OFRME R OV EVEITRESL S TURUN,

RV IIEE OBMRERERE I, EIRATF LS haf Yy =, m) A STy, v
suaARY Yy, UNFEALIIVLVFTELREDP X )7 (P-gp) FLEAIZHEH L T
Li2E, 7 AT OMETREN A LT, BWERO Y 27 38803 2 alREMEN & 5720,
HAE B X O R RERE B RS IS L CE T AF v & P-gp FREAIZ O L2 L.

45 OEHEOHREFRARUTZOMOEEEAKRK

EBYMEOHEEH :BMIE T AT UORAONAFTT XA T EV T 2 30%EFELIIKTSHS.
TL—TTIN—ITa—ALOMAEEH: ©E7AF220mg &7 L—T 7V — T o — A% [FIRf
BT A2 LICLD, ET9RATFUORLFTTXA TV T o B30%ET L thoor—>ry
2 — AZFRHZEIR L7256, REICASA AT XA T80 7 o METF L, (K FOREIE~ DR
BTN ORMEIC LY B L AREMEN S D, ZOMAEAOKFE L, © 7 AF o nEE L2
STWHRY AR N T vV AKR—H—D—>TH2D OATPIA2 DIHETH 5 (5.2 THEBM). [FIERIZ,
U R FEALRLY 77 By 8D OATPIA2 DIV & 70 5 AL E T 2 341 ©F 2 F D
MR 2 KT S5 AlREtER H 5.

rFhary gz 2uvA T EOMBER B AF &2 haf Yy — ATz An
SATVEHAT S L, BT RAF oM sE PR E-RF R T AL (AUC) 28 2 £F, s LAE R
FE (Coa) S 2~3FFHMLTZ. BT AF T P-gp DIEE TH Y FFHRE SN &b, Z0
ZAGITBHNOPEH 7 o AR—2— L O AEERICLVFITE 5 G2HSR). ZoZkixy
FAF U RN hary— i) Aa~v A DR EEMNT 0T 7 A B R RIS 720
EEZLND. IS, 7 xR Y 7 80 P-gp DIE UIREAR L 72 D OHAH ©F 2F
> D I AR 2 BN KB D ATREME N B D
CNFTELLEOHAER : ETAF L 20mgE LT TEL 60mg EOFHTHE, BT AT
D Crax 23 50%3EIN L 72, Z DAEIFIENOHEH 7 o AR —2— L DAL VB TE S
LOTHY GR2HERM), EIAF O T a7 7 A VICEBEERIFSWEEZILNRD.
Toa—)LEOMEER : T a—L bl BT AF 2 20 mg & [RIRHEEL L 721 O RS AEEIERE L,
TNha—e 7T REER LI thOBEBREFRETH T

0T BRALEOMAER : BT AF 1 20mg ke T7E8A 3mg & 8 HEFH L T r Z7E R
DO PR (CNS) ~OMfI/ER IR S /g o7z,

PIEEE]

FEAEARBIIR A OARFE S TN D, O IRE] & O AR KO O oR AR RO
FREEIX, 125725 17 s E CO/NREMTRIRE TH D & Bbivs.

4.6 2ha, HERRUREL

YR IR BT AT a2 LT — 2 XEE A E R0,

TR I, AGEENE, HPE OIS TEE TR U CEEER ST 22 B B SR8 b T
Wy B3HEBM). Lanl, PHIHEE LT, MWEFICE T8 2F0 ) OfHzZRTsZ L
MWEFE L.
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77 1.6 FMENZ I DRI BT 5 &k

Bl EIAFUNE MEALHICBITS NS NEPRAHTHS. €T AF L OBA~OBITIC
B L CIZEM Cldfst ST, B ZAF o DL I Yex 52 L12onWTiE, IR
IRIETHIMEL BT AT ARENEHRIC KT THEMEEZ ZE L CHIlr L2 iz benz

L.
Zhs  BRRT HFEAEHBELN TV, Ty MR TIIZRICEZEIIRO b NRho Tz
(5.3 IEHZM).

47Ehﬁﬁ&0mmwﬁmﬁﬁkﬂ?6wE

HOBIERENNIZEAT D 8T AF OB LN T 572 OICE i L 723 T, ©7 AF
20 mg 5 TILEEBRE N L 2N ARSI, Lo, D TERTIED 5 MR A F
BLL, BEOMEERS OWVIIEMIREISEET 2560700 Z L2 BFIBAH T L.

48 EFELLGLMER

ZeMTOT 74 ILOBE

T LR R R BE AT BRI B A xS & LTEIRBRICR W T, AEFLIEEUE
XTI AF o 20mg it L 77 B ARECRIBRE CTh o7z (12.7%%f 12.8%) .

B A BRI U 20 S L7256 1 AHRRBR I OV I AHRRBR TIE, BT A F U O R5 HE TIHR S
nk%%z.wﬁx%vomm%mmbkmw%%€@>@ﬁﬁﬁﬁink T LR — B
R AT MERFFEIE SRS OIS DT DI BT AF L 20 mg O 5% 5% 1) T2 BH TR < s &
NI-EIEM (ADR) 1%, FEJR, IR, FHEMED VRO ThoTz. ZOFEERORIEE
X7 7 e REE L RIRE CTH T,

BIVEH OB

IRRTE T AF 2 20mg OG- 2521 7283 (N=1697) IZFBW\WT, BT AT & ORFEIRA

FAIREMESD U ) LA T 0.1%LL RIZHE 47z ADR & FRIZRT .

BAEZLLT O X HICHI Y YTz,

s> C L < b5 (Mery common) (=1/10)

X<HBND (Common) (=1/100~<1/10)

LEBVAHABND (Uncommon) (=1/1000~<1/100)

4 (Rare) (=1/10000~ < 1/1000)

e CTEH (Veryrare) (<1/10000)

A (Notknown) (AT L7277 — &0 LHEEAHE
FN, WBOTENRROBHEARRALREWENIL, ZORIEERL TR,
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v7 7 1.6 AMENTISIT L EEAPIRICE RS 2 &)
= 4 Bilastine Bilastine
é,ig f"“*;fﬁ 20 mg B LREH
N=1697 N=2525

REFERUVFLERSE

Uncommon | OBAAANZX | 2012%) |  2(0.08%)

RERURERE

Uncommon | 2#tm# | 10(059%) |  11(0.44%)

RaEE

Uncommon % 6 (0.35%) 8 (0.32%)
THAE 2 (0.12%) 4 (0.16%)

HREREE

common 1ARE 52 (3.06%) 82 (3.25%)
BEE 68 (4.01%) 90 (3.56%)

Uncommon EEMHEL 14 (0.83%) 23 (0.91%)

BERURBEE

Uncommon Hig 2 (0.12%) 2 (0.08%)
EIEZHEDFEL) 3 (0.18%) 3 (0.12%)

DRSS

Uncommon LRI 7Oy o 4 (0.24%) 5 (0.20%)
TETZHR 5 (0.30%) 5 (0.20%)
DERQ THER 9 (0.53%) 10 (0.40%)
FOMLDERER 7 (0.41%) 11 (0.44%)

FEIRER. MR UHIREES

Uncommon FREH 2 (0.12%) 2 (0.08%)
EETIRE 2 (0.12%) 2 (0.08%)
BEE 3 (0.18%) 6 (0.24%)

BHEE

Uncommon LEESE 11 (0.65%) 14 (0.55%)
V% 5 (0.30%) 5 (0.20%)
Zi 7 (0.41%) 10 (0.40%)
ETE 3 (0.18%) 4 (0.16%)
FH 4 (0.24%) 6 (0.24%)
ORELE 2 (0.12%) 6 (0.24%)
HEIEFR 2 (0.12%) 4 (0.16%)
E# 4 (0.24%) 4 (0.16%)

RERUVE THEES

Uncommon | #3584 | 2012%) |  4(0.16%)

2HEERVEBERFARE

Uncommon B 14 (0.83%) 19 (0.75%)
0% 3 (0.18%) 4 (0.16%)
FETEEDHET 2 (0.12%) 2 (0.08%)
Z 2 (0.12%) 3 (0.12%)
L 3 (0.18%) 4 (0.16%)

BRRIRE

Uncommon y-ZNE SN PSR I S—EEW 7 (0.41%) 8 (0.32%)
Fo=>-F5/ PRI 5—HEM 5 (0.30%) 5 (0.20%)
FRNGHABPZ/ FFR I 5N 3 (0.18%) 3 (0.12%)
MY L7 F=Em 2 (0.12%) 2 (0.08%)
mFErYTYEY FEm 2 (0.12%) 2 (0.08%)
HELEW 8 (0.47%) 12 (0.48%)

HETREH (AFT—2MoHETERE

ER SN A EHRR OB

D ENF L HEARIE. THERROAAMICEE ST

Hho bl bEHEEICRESNEAEEFERIT2 > RNAESR JIRETEER) L 2o0FEnES (X
LT Tholz. ETAF U7 T HROZNELDOMEE L, IR 3.06%%f 2.86%TH Y, HHH
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= 1.6 SMENZ I T DR ILFIZ B 2 &k

23 4.01%%f 3.38%, M%i7A% 0.83%%} 0.59%, 577 0.83%%}f 1.32% Th o7z, 1FEALETRTOHFE
FH (ERORICEEND) X, ©TAFr 20mg 720137 7B RBE G S L7 B CRIFRE OB
BB SN, TR —A 7 U RCB O TIEE SN2 E T, BRBEROM TS Ze
W7o 7 =V E R LT,

NN

FERPAR I R OFE (12 ~17 %) [CRBT 2AEFROME, M, H=EEIL, RATRD L
NE-FHG LR TH -T2, TIREY—1 7 2t o = 0EH (FH) TED LN HEHRIL, [
RARBRAT 7L & feaB L7z,

St LWAEHERGORE

EILFFRZORD LW EHFOREITEETH D, FIUuL, EERFOXRT v MU RTINS
VADHIR IR =2 U T B AREICT D, SV A T HMZEL, i VHZ Y A R &b National

reporting system [EZWEH TR DED LWAEELZ TLHRET D2 L0 KEIND.  [HIRY,
HERNBONTNWLEQRD T T L — hDHA X AEBR LT EEW. ]

49 BARKE

v AT O ERGICET D E WL, BRI SEE LR O IR% — A T RO
BRINOED ST D, BEARGRBRICIS W TR TR & O 10~11 50 #e 5-& [220 mg
(WA 5) iX200mg/H%Z 7 BHIE] OETAF U a2RE LI 2 A, IBETICREL-AFESR
ROBEILT 7 B HREED 2 fFIC K ATE. FHCE S WE SNVZEWERIL, 2D £V, SR & O
L Tholz, HERAFEFRLO QTc MBOABRIERITHRE SN0 o7, HRE S —~A
T UATRLNIERIT, R CHE SN FHRE —HLTWn5.

BT AF U ORERS (100mg X4 AR ASLEFEOHIC KIS L, FEFERRA 30 4 &%
GrL L= 7 v 24— 3— thorough QT/QTc #HAMERER I TR IZEHMM L= & 2 A, ¥ 503 QTe 4t
RO N7,

WEREG L7282, SHERE R OB IR R S 5.

v T AF KT D RFE DR EANIA TH 5.

5. EEZPHEH
51 EHhFEMREE

SRYRIERE - REERAMRIe A% 2 V3K ZoMEFERMPe A 2 3 3K

ATC ==— I : RO6AX29

5 AF L, FEBEEEOERERERTO v 2 2 I U AEHEIRTH Y, KO H ZREISRR
HIT, DAY 2RI 720,

BT AF L, HEFEG4 24 B, © 2 & I TR LIm BB IS M OV IR Z2 ) L 7=,

T UAXR—MERK (FEMER AN ORAKROEFBEE ZXRICHEM LB TIE, ©7
AF > 20mg & 1 H1[E], 14~28 HEEET 52812k, < Lok, &iF, ST HFERK, &
P, IRDOZ 5 FERK, WM CIRDOFE AR & DIER OB R IR N A vz, ©F ZF 1% 24 RifH
hAHTIEIR & il L 72,
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= 1.6 SMENZ I T DR ILFIZ B 2 &k

PSR T MBS R A et R FE M L7 2 EOIRBRTIE, B9 2F 2 20mg 4 1 H 11528 H
%&ﬁTé;k;iD,# BIZL DBEHEORPRBIER E & HIZ, T OEOBS K OIEB O &
RE SIOBBIZIRDPBD vz, F7z, BEOERREE R OVETEOE N E L.

QTc MIRIER XX Z DD LLE B ~DEEIZOWTIE, RBRTIERDLNTELT, 94T
Fhi L7 1 H 200mg (FRARHED 1045 o7 BHREEE, 7 haty—n (244) K=Y Ao
~ ATy (244) DX D7 P-gp BAEREDH LB CTHLRO otz £z, 30 40k
R AR T T 4 7 % %4212 thorough QTc FEAthRAER 2 F2HE L 7-.

1 H 18] 20 mg OHELE & CHh L 72 FRR FLiGABR ClX, £ 7 AF 2D CNS ([Zxtd b2 et~
07y AMEITTEREFETHD, @ﬁ@%ﬁ¢i77ﬁTkﬁE§ﬂ@@ok.E?X?V
Z1H 1K 40mg £ THRE LICIRRTCIE, REBERE IS 2837, FYER) 72 O THEERE
BRIZH W CEIZEE NI B L KX S 2o T,

551 FRERER K O N ARRRBRIC SN L o @lin i (265 5%) T, ARSI L 2RI F
FHEOETBEO LN o T2

/NEEE ]
FE (12 5%~17 %) IZEERBEBICE TN TV, 128 4 O FENEXRBRERTICET AF %2Rk
AL GLAIXT LAFT—MEREZHRIC L EEHRRAR). & 512 116 4 O FENFEH IR

X T T2 RITE Y T b=, A E FEOMOFERNE R L EMEIE WA B> 7z,

EMA X, 7 L F—MEERDIGHE L SFRIE OIBRO/NREM D 1 SO 78 » MIBWT,
B AF WA RORHORE LTS Lz ONE~OEREIZETHERTH S 4218
& ZR).

5.2 EVEREMEE
R

BT AF TR OB RGEICRIN ST, K L3R T Chax ([CEET 5. ERITRO S0
ok.t7x%/®ﬁmﬂ4ﬁ7m47t)74 T TEINTH 2.
pAKiil]

In vitro FABR L DNV invivo iBR CE 7 AF 1, P-gp A5HED 7 ha Yy —n, =) zxa~< A
VEOVNLVFTELEDHEERESR) LONOATP B5THDO T L—T7 10—V a—A LD
HERZZR) OB THHZ RSN, ETAF T BT AR—F—BCRP XITE b T
Y AR—H—0CT2, OATL L TNOAT3 DB TN EBZ X HiLd. Invitro :ERD 5, P-gp,
OATP2B1 K& TF OCTL IZxf L THREEDFAENBIZE S, 1C50=300 uM & HEE S 77y, TAUTERIR
THRHENE Cha LV BOD TEETH D Z 20D, ZOMAERICITERMERT 2V EHES
N5, ©7AF AIERMEERIZEHSWT, P-gp, MRP2, BCRP, BSEP, OATP1B1, OATP1B3,
OATP2B1, OAT1, OAT3, OCT1, OCT2 xIXNTCP &\ o7z b T v AR—F —ZHELRNE D
ETHIEND. L, ZOMENDIIE T AF UL D P-gp 72 EOABKENICFET D N T v
AR—Z —DEFERI T E 200,

RIFEARTCIIE T AF U OIES 37 55 RIT 84%~0% TH 5.

AW

Invitro #ER CTIL, © 7 A F 1% CYPA50 43 T HE OTEME 2 5538 IXFHE LR o 7.

P
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= 1.6 SMENZ I T DR ILFIZ B 2 &k

TR 2 6 BT M L7~ AT v ZRBRTIE, MC-E T A F L 20mg A HEREG L& 2
A, BHEOR BWNREAELE LTR (283%) KU (66.5%) kS, ©72F Tk
F TR EAERBENRN T E AR SN, R A Z IR U7 B0 e i
145 Kl Ch o 7-.

BRI

BT AT TG L HERPEN (5~220mg) Tid, EWBREICHIEMENTRD S, fE# AR
EENI/NE ot
R BERE A

XEREPE B A xR & LR BRTIE, Y AUC,., (BEYE(RZE : SD) 1%, HEREFEED 22\ il
Ba# (GFR>80 mL/min/1.73 m%) @ 737.4 (+260.8) ngehr/mL 75, REEHEREREE MY (GFR: 50
~80 mL/min/1.73 m?) T 967.4 (+140.2) ngehr/mL, 45 kg AEREE B ¥ (GFR: 30~ <50 mL/min/1.73
m?) T 1384.2 (£263.23) ngehr/mL K& OEEFERERERE # (GFR< 30 mL/min/1.73 m?) T 1708.5 (+699.0)
ngehr/mL £ CTHIINI L7, B 7 ZAF 0 OFEHEH] (SD) 1, HRekEE D2 Wl Tl 9.3 IFfH
(£2.8), BREERERETE BT C 151 ] (£7.7), EEEHRER S B T 105 FFH (£2.3) K UE
FERSRERE E RS TIL 18.4 R[] (2 114) Tho7-. 2flL & EEARMIC 48~72 FiRZICIIE T AT
Y ORYEMNITET Lz, BHEESEREOMIET E T 2 F VIREITIE T AT OZRIMOHFAN
Thotolowd, ©F7AF L OREMIH LTI ORMERESLIZEEANCERO D DB % KIF
IRNEEZLND.

JITHA RE P T FR T

SRR E R 2 x5 & LT EiieD T — 213720, B XAF ide TR S Zen.
HREREE R A0S L LB O R D, FAPHERBIIBHE TH 5 2 LR SN0,
T AF O LTI RO 5IX T < b T M Th o EE 2 oD, RO E LI
T AT OFEMEEICERNICEROSH L BEL RITIRNEEZLND.

i ik

65 L LOBREFICKITHTFT —Z XTI LA LR, BT ZF L O EIREICE L TlE 65wl b
Dt & 18 ik ~35 ik £ TORNEE THREHIRAEZEITRD b7z,

/N4 RA

FRNT —H 035 OIMENR Z OFEANEH Y THDH L EZLNT-OT, HE (12 ~17) 128
% BRI T — X 13720,

5.3 HIERKZREMET—4

BT AF U OIEMIRT — & (LRI ERER, KERGBHERER, BEFEMERBRL O AR
PERRER) DI MOk L TR AR Z 7R3 5 OIS b zo iz,

ATER AR T, BEFEEREICBVTOARE T ZAF U ORIBICRIFTEE (v F0#
AR COMRIEL, T RITRIT 28EHE, WEofH&k UKD RTE2E() PR bz,
FEE (NOAEL) OBRBEIEE ITHIARAE CO L MREEE /31 (>301%) EE->Tn5.

7 v N OZIREERER TIL, &K 1000 mg/kg/day & TE T AT 2R O#5 L C LMD A5ids
ICHBE RIES ool E£T0, REFEE, ZIREE&R OB I 2 R S o Tz,

F—=NTFTFTTT7 4R VERRELRET DT v NOSARR TR INTZLOIC, v
T AF 1T CNS IZERE L7 u.

6. SR
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v7 7 1.6 FMENZ I DRI BT 5 &k

6.1 EiHl—
Rt L —
T a—@gEr r oA (AR (Px TAEHKR)
anmA RREEKRS Y
ATT VU~ TR T A
6.2 BLEES
AR ah
6.3 AXHM
5 4F
6.4 RELOENLER
AENIFFR 22 R Sk 2 LB L L2V,
6.5 AERDOHERUVAR
2EIENTT Y AL —
MmmJT:b(?iz~%MI®WW,7»i:¢A&@m&(?i%~hWI®mw)
M5 T7 I % — MIL
TIVIRA I
BER & R, FHER, TV IRA LT — k=T v h— (PVC-PVAC EAKKL T F L
AU L— M) TEGE LT Ix— ML
0EEAY T Y RAE =Ny 7. TV REZ—Ry 7 %R — Ve
AIHERNT 10, 20, 30, 40, XiE508E. X LLTRTCOEERENTHRIN WD DI TIER
AR
6.6 REICET AW LER
AR FH o AT BEFE S XS E OB > T T 5 Z L.
7. MRHARESE
<[] Z &R
8. TMRHAIES
<[] Z &R
9. #ERRA/KXZEEFH
MIEIAFE A<[E Z & IZFi#>
TR H<[E Z & ICiid>
10. XFED (#4) HETH
<[] Z &R
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ES/ 78 20 mg

E1H (FPa1—)L1) : BEESSTEIHER
RUBAXEIZEET 2158

1.7 FERMR—ER

KEESTEKKSH



vz 1.7 FFEREZh G — BT

1.7 RERM&E—ERX

AFNE N TR R 2hdn T IO IESERMES e 27 I VRIS TV 7 =% Y
T F U R (7L 5%E30mg, T L2 T%E60mg, 7L~ T OD §E®60mg), LAt T
VORI (PP ACEES M), A uoNF U UERE (T La v 2% 25, T La v 2 ®ES,
7Lnuy/7®D§E25 TlLwuvyZ OD%ES), nIixYy (77 VF % E10mg, 7T FLC
LT 4 2 7CBE10mg), ~NARE ZAF NV (2 U A %E5mg, # U A BE10mg, # Y
A °0D §E5mg, % U4 °0D 10 mg) DOWEE - hE, Mk - FE, #ifH EorEss® 17-1
~F 17-31Z/R LT, 728, 2016 4 4 HBUEDOIRMNSCEE vz,



vz/7

1.7 [FIRE[RZhdh— Bk

®1.7-1 RERDS—E

f5e4 v 7 /) 7 ofE 20 mg TLVZ7%E30mg, TV 7%E60mg, 7 L7 Z OD §E®60 mg
—REIA R EI AT 72XV 7 =V UERE
A KM Tk stk B+ 7 g pEA S
FEEH H — 20004 9 A 22 H (7 L 7 7 §E 60 mg)
2006 410 H 20 H (7 v 7 Z§E 30 mg)
2010412 H 14 H (7 v 7 7 OD & 60 mg)
FAHl4EH H — -
FEAHEHH — 20119 H29H (FVv 27 78230mg, 7 L7 75 60 mg)
I 5y RiE -
{b5A#E
KOG FANVER
B - Gh
74 v 7 J 7 §E 20 mg jirngd 7 L7 7§ 30 mg 7 L 7 7§ 60 mg 7 L 7'Z OD § 60 mg
Ay - &R |18t BT AF 1 20mg BRIRSY HRZz2%Y7x2F AR 7%V 7=2F |AR7=2%Y 7 2V HERE
e RO —, FoT s a— g R YA, WREEK A, A (A gEdn) | 4R 30 mg LR 60 mg 60 mg
FTV U~ SRV A Wiy FEmEa—A, MOTNT 7—ALT T T R )T AXNAAL T Y L— b
PELR AEOMNERECh 5. JRAHNAT—=AF NI UL, RATFT Y| 3R ~v—E, ILEKFY, #
foe 7% A, WREWAKFATE, E7at|Era—R, fEEELre—2R
n—A, RE Ry, BbFZ, ~sud—| (ki) , ATT7TV VB~ 3w
JV 400, = EMEEk, B =gk A, RERY, Z7unARE Ry,
FEE, BAKZEMb AR, T AR
LF—n (-7 ==L T F=1k
“)
@ FE | DTN ED T 4 Vb a— R B0 FEhE
(P N R ST

2hne - B

T VR —MRRK, TS, BUERE QU2 - BER, REE ORE) ICHED R

T LR —MER, SRS, BOWRE (B2 - BOER, BT ORRIE, 7k E—TEEER)

RE - ARICBET S

i EovER

A - s W, RAIZIIE T AF U LTLE20mg % 1 H 1[EZ2j@RciR N 59 5. WE, KA 72X Y 7o U UERE S LT 1 60mg & 1 H 2[R OEET 5.
WE, TR R2@BAREO/NRICIZ 7 2%y 7oV U ERIE L LT 1H30mg % 1 B 2
E, 128U EO/NRICIZ 7 =Y 7= F D gL LT1HE60mg %2 1 B 2 [k O#% 5

T 5.
7ok, JERICK W EEHEET 5.

i - &P %
EH LR

OD BEIZAWENTHRIEET 23, OREORE LRI S D Z L IX2R 02, MEE K T
FIATe Z L.
(Mo Lokg) 0HEBMR]




vz /7

1.7 ﬁ*ﬁﬁ@]m*%%

f5e4 v 7 J 7 ofE 20 mg TLVZ7%E30mg, TV 7%E60mg, 7 L7 Z OD §E®60 mg
"E — -
e (ROBETITER | AR O3 LIBBUEOBEERED & 2 BF AR DR 3T LIBBUE DR D & 5 B3
Lz &)

EH LR

1LRERE (ROBEICIREICRESTSHC L)
AR T EEOBEREREEBRE (AROMETRENS LATIB8EhR3H5].

A LoE (e

)

2EEGEANERE

OAK %= ZEHHEOBE IR T 2581, GRFHEZ2B52T, TOEANLEGZMGL,
IR THFE ThHET 2 Z ENEE L.

Q@AF DM AIC X0 EPRD SRARVEEICE, BREEYICODEZVELELARANE SIS
HEETLI L.

LEEGEANERE

OAK %= ZEHHEOBE RS T 2581, GRFHEZ2B52T, TOEANLEGZMGL,
IFRFEEIME THRFE ThHET 2 Z ENEE L.

QQAF DM AIC X0 EPRD RARVEEICE, BREEYICOEZVELELARANE SIS
HEETLI L.

A LoEE (e

)

3MREEHA
SRR BHHEICERT S )

248E{EA
SRR (BHRICEETSCH)

HAI4 B AEIR - HEE TR W - faRRIK 1 S 5 B RIER - HEE TR W - faRRIK 7

TV 2RuvA vy, | REAOMEFRREZ EH I 2 L |P BEERAOHEFIZLAARAOR|| | HEES kBT | AROEREZBRIE L2208 | KBETVI=0 L - Kb~
CNTFTE A DOEWAENH D RO TS EHEE|| | VI =T b - KEE | HDOT, RIS TR0 320 LRAK & —RFIC %5+
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<tFV VUEEBEOENIC BT 5 R OFHAE >
B5IN
TV VU ORGERFE TOMANEXIG & LU-FRA 1396 41 189 il (135%) (ZRIVE
F UG R 0 B A A 03580 bz, BIVER X 1396 19 140 1] (10.0%) 124 B,
FE22 b DOIXIRA 84 B (6.0%), EEUEK 12 61 (0.9%), M8 9Bl (0.6%), W& 76 (05%)
Thote. T, ERBEFEBREMORFELET AST (GOT) LH 1.4% (17/1182 #), ALT
(GPT) -5 1.5% (18/1181 f4i]) , £ EAEKHY £ 0.8% (9/1114 i), o B U L o L5 0.5% (6/1133
) THoto.
Nt & Uik ik oo fd it A 5759 61 (N 163 Bl 25 de) o 207 B (3.6%) 1
B AR A R 2 S RIER 338 S, ERRWERITIRG 149 ¢ (2.6%), HBERE 9 1
(02%), H¥B 9t (0.2%), FEhtEDdE W84 (0.1%), W 6 1 (0.1%) HFTh-o7. (&
F U DU O TR A T )
/]
TFY UM RS A vm y TOKBEBREE TO/NEBE R E L ERRER 602 40 25 4
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AL AR O G LI 5 L
A LorE (fx) [9.BERE -
HE,ﬁﬁiﬁﬂmﬁwf,ﬁ%&5<mem%wmm>m;@m%,ﬁw,ﬁﬁﬁ%
m‘éﬂfb‘{).
WE R RIEREE (B, EMERESS) TR, RREZRETDS. £, LE
W CTRHERRIERAT 5. 7838, ARANFMIRETIZ &> TRETE 220,
FEHEOEE (i) [10.BALOZERE 7THEAEDERE
(1)& 10 mg (1)ZEFIZZAHEF :

%Hﬁﬁﬁ:MP@%@%HiM?/~b#meﬁLT%%¢6;7%§¢7
[PTP > — F DRAKIC & AN RIEREA~RIA L, FIIXEILE R Lfﬁ
@ﬁ%%@i%&éﬁf%ﬁ%?7’tm#*én1w7]

PTP B DKL PTP v — b OV L TRAT 2 L 2R+ 52 L. [PTP v — h DR
IZE D, EOSA A EEREAHA L, FIELE R I L THIBIRAS 0 EE RS 0F
SEZBERT D Z EAMEEN TN, ]

QL7447 10mg (2)BR FHEF :
DEEFIZ6FEE : L TOAICHOWTIRET S Z L. DAFNTTE O LIC oW EE 22 S5 LWEHEO L THRET 50T, A2 LTHRATS 2
a7 VAF—v— bW L TIRAT S Z L. [PTP o — FOREIKIC T LRFRETHD. £, KCTRHTHZELELAETHS.
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1.8.2.1 FHEET DRIEE « 2 (2) oo, 8
1.8.2.2 HEET D2NEE « 2R () ORRERI...cooieeees 8
1.8.3 L - HE () KOEOREERML .o, 15
1.8.3.1 HEET D MTE « FIE () o) 15
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v 7 1.8 WA CE (%)

1.8 AHMAXE ()
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v7 /7 1.8 WwfHE (%)
Q@A K (1R (BEFAEEBERHEE S| 87 449 |
B & BERRF [JERS * 5
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T LV X — PR BRIR A X B & 8§ ®
X oy R = @ R B °
R % Bl th ®
E M ® 4| 20109 H
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[ # & - % K ) v-GTP -5
R % 4 ES/ 7§ 20mg = & M7 v7rF=r 5§
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Lo — A, TS s Y a— Lt F O fh O FERE, BN, JEEA,
BMOYLNY DL BERKIAR, ATTYUVE RESM, LU 7V &Y
~ TR TN RS, IE, ffEes
¥ RHAONBRETHS. ISR, BHOTHE, BT
2 £31] it VE 1) WEANEERRER O 2T SN BIE A SE R R & LT
& % SEiEADRE
— R S IR BBRENME T L TWA 2 ENEL, B
s [EE e, g7 6 b S D2 AF TP EEN ERT28FN0H
AES m) (mm) (mg) HOT, FEHBEDHNIHEIITBEO 2 LEEIT) 2 L.
=) =
7.0 26 125 6.0EM, ER, RILBE~ORS
BAa—R TC11 (VIS SUTIIR LTV B AREMED B D0 ANI2iE, 1R oA

[ % 8 - 2 & 1]
T UK R, IS, RS (R - K%, BUR
%9 FEIE) THE D X O

[ A &%-H & 1]
WE, RACIEE T AF L LT1E 20 mg % 1 A 1[E7%0H
RIS N5 5.

[ #FALtDEE ]

1LERERSE (ROBHEICIEECBRETSZ L)

W SOXEE OB HERERE RS [ARA O Mg RER A

ToHBRENRD D (HEpHE OESR)].

2EELGERKIE

OAK %= ZHEOBE I HR ST 2581%, FREFFH S 2T,
TOHEMPOEGEREL, FRFEHHE TRE TRITHZ &
NEE LW,

QAFOHERIZL W ERED LN WGEIIE, BREE
HiZblm L5 LenXHIicEET L L.

3REEHA
BERZEGHRISIER TS E)
ESe ERERAEK - HEEAER B - GRET

T Y X u = A | ARFROMBEPREZ L5 P FEEAOMEFC
UUNTFTNEED L OWREN B D | K DARH ORI R
4 (B OISR . |OWINCER T 5
LitEShD.

ARIEHA

FE NG PR 3BR I 3V T, 675 il 16 51 (2.4%)  (ZRIFE 234
LETz. ERBEWERE, IRK 461 (0.6%), Mi8& OFERA
%26 (03%) Tholz GKFEEE).
WORWERNRHHNDZ ENRNHDHDT, BENRBDO LN
WA, LEIZEUT, RESOMERLELITH) Z L.

- 196K i
AR, ST
H oAb &0, TR, RN

T i
HED, TR, T
HARDOR, R,
ERE, HE
A7 0y s, AR

" B’ %

WM % LD LI SN BB AIC OB TS =
L. KRR ORI BT 5 2 AN L Tuh A, ]
@I O I AR G LRI AT S5 2 . (B
WERR (T v 1) THAPA~BATT 5 2 L S lE SN TN 5. ]
TINREADRE
[EHUERER, #ER, LR,
Je %2 AR ST LTV VR,

SERRERRICRETES

AHNL, T VAT UERARISEMEIT 5720, TLVAS VK

WIS 2 24 5 3~5H AT & 0 ARl 5.2 P ik4 5 =

EMEFE L.

LIEBERE

fe, SEWR - WEAMCTR W TIRER S (220 mgo B a5 X
200 mgD7 H R E) 12XV, »FEV, GHE L O
DBRMEINTND.

il & AFNCHT A MEAITm STV, iR
BT He, BERE2HoIciry, By
MED ST BAITIE, SHERE S O ) 72 L
BTHZ L.

10 BRALEDEE

EEFIZ AT B - PTP ALEEDHANL PTP > — RS HLY H L TR

THEOEEST L L. [PTP U — ROREKICL W, BWEAES

DETERBEA~TIAL, BITITHELEZBZ L CHERRASOEES

RAHEZ O T D Z N mESN TS, ]

[ £ 9% B & ]
L -2

TR R B 20 B AHA] 20 mg % ZE BEREHERE D& 5- L7z &
x, MAEREE R FR L, #55% 1.00 R CiRE I
SR EE 277.86 ng/mL ICHE L 72, THR 08 10.54 I#fH
TIHK L.

AFI DI EEEIL 10 mg, 20 mg K& U 50 mg D A & FDTHIE
MER L., KEHRSGIZE2ERII R T,

2 ARIOARREIL 1[I 20mg, 1B LEITHA.

BRI RIS 2 H 2
(ENTOMEHRERA 2. )



vz /7

A¥| 20 mg BERAKREROE S R F VIERRE
TERRS, THECIRERE (20 4)

AF 20 mg EEZEORESBFOEYRERI/NT A —4

& 5% Cmax tmax AUCﬂrinf t1/2

(mg) (ng/mL) (h) (ng- hr/mL) (h)
2 277.86 1.00 1296.45" 10.54"
(117.40) (05-2.5) (368.26) (5.50)

ZENERES G, M (R 2060 (1) 1961], ty PRI (F/ME-
R

2.0 - 105 - HEitt (—EBAEATF—4) 7Y

faEER A B 9 BT AH] 20 mg & ZENERFEL AR O 4 5 LT- &
&, BH5% 2R E TORFT E T AF o OF BRI
473% Th-T-.

S EBEHER A B 6 Il “C-F X F L 20 mg & BRI O
BhH UL X, BRI G#% 7 B £ TIZRPIZ 33.1%,
12 67.0% 03k SN, BT AFUIRIEEAERFIENT, R
12 28.31%, #HIC 66.53% 703 RZE LA THEME X 417-.

3EAKESEY
B2 AF v Oinvitro b MMIUEE AEE#1%£0.2~1 pg/mL DR
FERFHIZ BT, 84.22~90.04%TdH - 7-.

ABmBETORNEE GFEAF—2) °

FhnE MR O tE (18~357%), sl Bk O &tE (65 Bl
) a7 n—7 (% 84, it 3241 IZAA 20 mg & H[ARE
AE Lz &, HMBELBIRBIETIZIE T AT D Cua
Fe O AUCing IZZE 1T e o T2, Btk & mil et Tl e o &
FrD Cmax ﬂi%%ﬁ‘ﬁiﬁ‘ 1.7 %%—7))0 f:fﬁ, AUCO—infL’—%&:‘ﬂifg
Motz

S.RMEEETHREICS T I246NBE GEATF—%) 7
BN DR BEREAR T 4R (S AH 20 mg 2 RS Qe 5 L7c &
&, BRBEERKTHBREICKITOIET AT O Cra kT
AUCq.int [ZIEFRRE AT AR ZENZN 165 KT 2.3 5o 7.
BHEE THREREICKH 20 mg EEZEORERD
EMRE RIS A4

1.8 WA CE (%)

TR 24 BICAAI 20mg1l H 1 & =Y 2~ 13 2 500
mgl B 3E 7 BRFARKERAIFESG UL S, mifhes =
T2 D Crax S Y AUCo 04 1 X Z L ZIUH 2.9 {55 K O 1.9 512 E
17,
@47 kaFrvy—n
TERERR A 24 BICATA 20mg 1 B 118 & 4 b =25~ — L3 400
mglH 1\ 6 BMPFAKEROES L&, mighe T2
T2 D Crax X OV AUC 20 1T FNE U 2.6 15 K OFY 2 512 B 5
L.

T 3) & NANTENAAGE.
CPNLFFTEL
fatRER A 12 51 (PKfigdT 11 1) IZAHKI 20mg & VLT 7 € A
60mg PFAHBEEREO#E Lz &, P e T XAF D Chux
MOV AUCint lZENE N 15 5 O L3 512 R L=,
@FL—FTIN—YTa—-21
TR 12 BICAAI 20 mg & 7' L —TF 7 V—2 ¥ 2 — R 240
mLTESL-EX, MIEFE T ZF D Cha & O AUCqin 13
FRENF06E LU0 FITIKT L. ot o =
FUBREDKTIE L —F 7N —Y Va—R L HE T RF
> DWLE DD OWINLE SN T D & HER SN2 R
RHHTH 5.

[ B KK R & 1

LERERB R

FRERI E Tl FE e Sz ZE G R EEER 2 & T R Bk

FEOMMIILL T O Th 5.

L7 LLE—tERx™

BEMET LY —MaRBEE 235 & Uz ZEHE R IR
IZHBWT, AAl20mg (LHLED , 7 =¥V 7 o)V Uk

120 mg (1[[160 mg 1 A 2[E) Xix~7 7 &R & 20 ik n b L7z
(BRI RER) .« EEFHMEEE THh D THRE SR
a7 (&, < LoAFME, &M, BRNZESHEK) OBk

SEHZEE R 1, AFI20mg LR LRSI LY TRkt
LCHERBD R LT,

BERETLLX—HEXREFRE L BRI

BERE [JEA | =25 47 | Day10~13 | BILE? | T vRE =S
G %
domgpe | 29| 748154 | 6482212 | L00+183| [065~-005]
g ol : 0023
7%/ 7z -0.34
Jovp | 27| 7318 | 6426107 | 0964167 [066~-004]
TIRARE| 51 | 733149 | 6.73:187 |-060£172

FRATRIG © FAS, T B, [1: 5% XM, KEOMHzERL
*: R=2 74 VIR HE 5 Day 10~130 A a7 OF Lk

*2 B R4ABOEY AT

*3 5, N—AT A VROMEREZRIER L LERIBET L (2720, 20
mgBEDREII CTlL 7 = % Y 7 = F VU ROT — 4 1AL T A2L)
(O3E-3:3 3

ENRRICB N T, BUSRSREZ G L _EERt
B EBRIZ BT, AHI20 mg (1A 1) , A#l10mg (1F1E) ,

%%ﬁg Cmax tmax AUCﬂrinf t1/2 Xﬂi705fm722@ Fﬁﬁ{ﬁjx:u &’i l/f: <E&Jﬁu5{%”/”|+ﬁtt$§ﬁ5ﬁ> .
[GFR(ML/min1.73m)] | (ng/mL) (hr) (ng- hr/mL) (hr) TEFHMEER TH D TRAERA =T GREE, i) O
E# 1440 15 737.4 9.26 RS2 (L ™) 13, A#20 mg 1A LA S LY 7S &R
(GFR>80) (57.8) | (1.0-3.0) (260.8) (2.79) &t LCHERBAZR LT
BT 1721 L5 974 15.08 BHERSERRE LI BB
(50< GFR=80) @50 | (0530 (140.2) (7.66) WHRE Bl | ~—27 1" | Day8~14 | L& |77 e REDE"
PR 1.1 225 1384.2 1047 A
(W=GFR<50) | (04 | (025 | (832 | (23 mgpg | 10| 408 | 1ol% | 300 " o .
BEET 2288 15 17085 18.39 N e
(GFR<30) 618 | (0530 | (699.0) (11.40) T7UREE| %5 | 4491095 | 302132 |-147124| pffi: <0001
£ 6 PIOTHME (BHERE), trdTHRAT (/ME-HK ) FRATRIZ © FAS, TR, [1: 5% @XM, KUEOMzERL
6EBEENREY *: R=2 74 NxT B 5Day 8~ O T AT OELE

TERERR A BE 20 B2 7 o A A — =L TZEEF L ORE (&
NEIAR) 1CAHK] 20 mg % HL[EIRR D5 Uiz & & BRI~
BHEEGFFOD Coa S OV AUCo 13 Z 10 HUH) 60% 12 U 40%1K
TL7.

7EMEEER GEAT—4%) P

BT AF T PHEEAK AR T =4 VAR Y XTF R
OATP1A2 DIEETH 5.

LHTYRAZSL IV

*5: BG4 OFE A2 T

6 B BE, N—ATA R IERE LERET Y

QRWES GBS - KMk, RETSHEE <5258
PR (S5 - BRESE, BT 5 HIE) ICHES X D FERE
&R GUC N L T E R RS SRR (52l 5) ([cRkL
T, AH20mg1RIER G L=/ (1166) , HdpHrar
GRS N— AT A AT L, 5218 & TR
L.
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2EMERERICREIEE GMEAT—4H) 0

e A (120) Z xRz, AFl20mg, B Rr¥o v EQ
TIeRE_EHEM, 7 AL —N"—TENETNHEES L,
B~DOBATHEZ MRS L7258, €9 AF L D R E D
b ARSI UH R RO EIITRRD e o 7.

fERERR A (1861) Z %4z, AFHI20 mg, AFI40 mg*, & B
XU RN TR E EHER, 7R AL——TEh
FTNIALFSAMIXE®RE L, RI7A e 7lBricky HEE
TEREAEIC BT T B A AN L 72 & &, Ao 3B EiEiEREIC
RIFTEBIIT TR EFEREZRDRINST-.

R A (2065) A %8I, AHI20 mg, AFI40 mg, AFI80 mg
) b R P RO TR E CEER, 70 A F—N—
TENZENLALRETAMKEREG L, PRARRICKIET R
Z PR U7z, BBIARTAL Tl AAI20 mg M U0 mgid > 7 & AR
L ORMICEITRD bR d - 7203, ERIFEA TIEA#140 mg
KOBOmMYTIE T 7R &R LT, FENED L.

BDMERARIEFTHE GAEAT—45)

TEHERR A (30() Z XI5, A#I20 mg, AHI100 mg™?, AHl
20mg+ 4 k=2 —/1400 mg, EF 7 1 ¥ 400 mg R
N7 T7vRE _HER, 7o AL—"—TZNETN1ALFRA4HA
MKERSL (EXv7uxY o roR30/) , LEFIH
I RIET LA L7, ZEREIIEE 2 TQTeNI"D~— 2
SAUNEDEED T T EREDHE] L UTHME L 724 5E,
AFHKI20 mgK& TML00 mgTlE, BEGEHEOWTNORETH T Tk
AKX 2 QTCNIDR—RA T A b DZEALED F195%(F
X RO FRRIZ10 mseck L[E & 2o 7=,

*T. BV E LB OBERE T — 4 % IV CHIE L= QTHIG

TE4) AFOARAEIL 1A 20mg, 10 LETHS.

[ & % ¥ B ]

1.ER4S S UHSREERER
ZREFEGRBRICBNT, B hob A I UHIZEFERICHD
EM (Kif& : 64 nmol/L) %7~ L7 (invitro). E/LE v M
FSEA K VREEARIZBWT, B AZ I UERIEEZ Th
271100 nmol/L & 30 nmol/L & V) il L7z (invitro). #&H4% 5
WL 2ERBRICBNTIE, 7y PEABEALEY hOERAK
L UFHRMAE BRI TIE AR L. §IRNEE S X 28
RBRICBNTIE, BEETELE Y POE XX I UFHFREKIBIN
e A4 L7z

27 LILE—ERO

PURIEIE L7 E VT » FOREHEIFBEARICISNT, FURFHR
A2 BT L7z (ICsofi : 95.5 nmol/L)  (in vitro) .

(AR BT SELFIMR]
HE -

—fig4 : 7 xF > (Bilastine)
16224 : 2-[4-(2-{4-[1-(2-Ethoxyethyl)-1H-benzimidazol-2-yl]
piperidin-1-yl}ethyl)phenyl]-2-methylpropanoic acid
SF 1 CosHarN3Os
SF= : 463.61
B M :200.0~2022C
# R BAOREEOMKTHD.
A B )= ZETIZL L, AKRXE=# 7 —/1(99.5)
IZIEE A EBT 20,
[ a % ]
PTP 4% : 100 & (10 §& X 10)

420 B¢ (14 $EX 10X 3)
500 5& (10 $&X 10X 5)

1.8 WA CE (%)

[ FEXBRUXEFERE ]
LEEXK

1) /NEEA : TTAC-202 DRSO BT T 2 B AR F SR
\Z 30T 2 S BN REMRAT, AR EERE, PSR & No.594 (2016)

2) IR HER] - THEEER N Bt & x5 & L7z TAC-202 D EIRES |
FHLE G O 58RI 2 IMBIEORE, N
“RE, BFsEERE E No.593 (2016)

3)Mair S J : A phase | study to investigate the absorption,
metabolism and excretion of [*C]-bilastine following oral
administration to healthy volunteers, *L:PV&HL, HFFEHEE
No 595 (2016)

4) Mumford R : Investigation of the nature and identity of
radiolabelled metabolites present in samples of urine, faeces and
plasma following an oral dose of [*C]-bilastine to human
volunteers, #:PEEE, WFEHE & No.597 (2016)

5) Gonzalo A : Bilastine plasma protein binding, #:PN&#E, #FE
#53# No.580 (2016)

6) McLaverty D : An open-label study to assess the effects of age
and gender on the pharmacokinetic profile and
pharmacodynamics of bilastine in healthy volunteers, P& £},
WF7E#R % # No.598 (2016)

7) Lasseter K C : Evaluation of the single-dose pharmacokinetics of
bilastine in subjects with various degrees of renal insufficiency,
FEPERE, WFJE R & No 599 (2016)

8) Mogyorosi K: In vitro interaction studies of bilastine with human
MDR1 ABC efflux transporter and with human OATP1A2
uptake transporter., #:PNEEL, HFFEH A #E No.592(2016)

9) McLaverty D : A pharmacokinetic and safety study evaluating the
potential interaction of erythromycin and bilastine under
steady-state conditions in healthy volunteers, #:PN&RE, #FFE
#1535 No.602 (2016)

10) McLaverty D : A pharmacokinetic and safety study evaluating

the potential interaction of ketoconazole and bilastine under

steady-state conditions in healthy volunteers, #:PN& kL, #F7E

5 # No.601 (2016)

McLaverty D : A phase 1, open-labelled, randomised, two-way

crossover study to evaluate the effect of diltiazem on the

single-dose pharmacokinetics of bilastine in healthy adult

subjects, F:PEEL, AFSEHE # No.600 (2016)

McLaverty D : A phase 1, open-labelled, randomised, two-way

crossover study to evaluate the effect of grapefruit juice on the

single-dose pharmacokinetics of bilastine in healthy adult

subjects, #:PEEL, BFSEHE #E No.603 (2016)

WEMET VLR —MRREH &5 & Lz TAC-202 D

PREE 1N FEFRER, AR, 78 HE T No.641 (2016)

1B RIS R & G & L7z TAC-202 ORGIREE /11 FRFA

B, AR, BFEHEE 3 No.643 (2016)

YRR K OB R S £ DR Ad R & L

TAC-202 DERIRES N AR B 5-aklR, (&R BRFEa

35 No.644 (2016)

16) Farré M, etal. : BrJ Clin Pharmacol., 78, 970 (2014)

17) Conen S, etal. : J Psychopharmacol., 25, 1517 (2011)

18) Garcia-Gea C, et al. : J Clin Psychopharmacol., 28, 675 (2008)

19) Tyl B, etal. : J Clin Pharmacol.,52, 893 (2012)

20) Corcostegui R, et al. : Drugs R D., 6, 371 (2005)

21) Corcostegui R, et al. : Drugs R D., 7, 219 (2006)
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77 1.8 WA CE (%)

1.82 FhEE - PR () RUZDHRTEIREM
1.8.2.1 T HEE - R ()
| TUAe—tkRgk, FROS, OSSR GWIB - RER, FEBT, ST 5 REE) kS € 9|

* o HEERR, MNZATEOE N ERK G EFES R SIS L 2 A OWMBRIZB W THIBRT 2 Z Lk -
7.
1.8.2.2 BREET S - IR (F) DETERR

7 AF > (LAF, AFD) 1%, A1 @ FAESFARMA LRI L 728l e 2 % 2 0 H %R
KPR TH D, AKHNX, =ANRTF Y, XRYAFURUNVEEE, 7 =%V 7 =)V RS
PERUEANY U BRKICRT AR E A IV TH D,

RAENL, BT VAKX =BT A RTA 2 TSN TV B EABARPTE 2 & 2 D5 E
MER DY, MR T D, BUEH (RX, (FEDROETRE) v, BRGNS TE
B (ZeM), BEEEN1LH 1~2FTary 7747 U ARRW] 29Tz L, HBhHER

SEOEGEED BEREICRTT 2 BRI OB L 22, BE KO EREES OER=—XIZh->
kﬁ%@kﬁéﬁ@ﬂ7/x;ﬁhRMW@ﬁ@ikhk@m#ﬁ PO T X & I v
HTHY, TULFX—MER, ZEHEKOEFEREICHED £ O FERE T o8 ik e L
T%%%:%%ﬂ%ék%z,Kﬁ%%%bk(%zsmﬁ.

1.8.2.2.1 FLUILX—HE

AN, AFN O AARNTOEYBYE K OFES ) FI BT DR B A x5 & U2 REIR S | #8
FRBR (10055010 #ER) Z FEhi L, AFIOIEWEREKR OFEIVFEERICRE R RIEZEIT /RN EB X
ONDAEZ G- 2 &6 (552.7.2.2.5.2 1) , ipgh ekl © Fh S 7o B g & a5k (BILA2306/ACC
RER) 2B, FEMET LA —MRREE (AXIEHIE) 2%, BARATOEE (H
BRSO ZETe) MR DR 1 B (R /e aln) 4 9205 L7- (10055020 3k
BR). 0t %%@6@%§,i@*%ﬁwumﬁ%(x%m%%%ﬁ%)f$ﬁ1@mmg
BRI GREOF R GRENE & Frith) MR TE LT L 22T T, BHEET LV X —MEh
HaRRG L U BRI FEEEGABR (10055030 kBR), ZENME K& ONEEM T LL X —MEadk $%
Xt & LT BRRES I AR R W 5508k (10055040 #lR) 4 Fhi L 7=.

1.8.2.2.1.1 ERPRSEIFEEER (R FIEMIRERER) (10055020 FHER)

EN DO AA FAEPERE ZRRI, AFXEMREEZ AW, “HEMR, 77 2R RO
KR, T oAb, AH1 7 g XA — N—3BRIC D, AH 10 KR 20 mg RS, WONZ T =%
V7 =SV U HREE 60 mg % 2 [RIE G- D SASERINEHER 2 Rt L7e (55 2.7.3.22.1 ).

1T, Day 1 & Of Day 2 12 A FAERRFE N C 4 HERE o0 2 16Ky (8000 fH/m?) MR §E 452 1T 7=
AFNE, Day 1 OFEIRTEBIMATE 1 BRIC L DR, 7 =5 Y 7 = -V U HEBIRIIIER IR EIR 1514
1HFR & 1A A 54% 12 B o 2 OG- L7z,

FEFMMEA TH 5 1[0 H ORISR S 0~3 [ (Day 1) ORAEIERAZ =7 (TNSS) @
ARHE, 7T BAR &l U ORI 20 mg HEER G CTHRICHED Lz, AAl20mg &7 =¥ Y T >
FUERER E O CHEE R AR CSE L-HE L, Dayl ® TNSS, #a& 3ERA=T
(T3NSS) KUK LeAHAaT OEFTH-oT-. TNSS K UNZE DRERERTH D &it, < Lok,
SR PEDONDHDFA AT 2 RBEBIRM L i L2 L 24, Kl 20mg (X7 =%V

8
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T =PV R L LTI R BIR I R o 7e. — 05, AFI1I0Omg i, =%V
7 =V R L U TR EBIRRIX RN b 0D, FEMEOENIOWTE T =F Y T =
FU R & DRFITT Day 2 D H DDA 2T LSMIA B R R LIZHHB X R o T2, KA
20 KT8 10 mg O B ARAEIR OIS R TG4 22~26 FEERGE L, 7 =% Y 7 =F ¥ g 60
mg O 2 a5 L RIFREO RGN H D Z LAV E Tz, BeMETIE, AAI20 LTV 10 mg D
AEFZORBESILT 7R EFRETHY, BRNICHELE 22 HEFERORBBII 2T,

1.8.2.2.1.2 ERPR S 114B L ERERER (10055030 FHER)

ENOBEET LR —VEmRkBE 2RI, “EHER, 77 ERRR, T X Mk, WITEE
FILEGRBRIC L 0. AFIL1[E20mg, 1 A 1[8] 14 AFRKEER 5RO T 7 2RIk 2 @i % 5
RET D Z &2 EHMICERR L. 77 B RITxT 2454 20 mg OEBMES R T E 2GE1IC, K
20 mg X N7 T 2RI R, AHA20mg DFEMEKR NZEME 7 =% Y 7 = F 2 I 1[5
60mg, 1 H 2[5 & RG220 MBEE25%E Lz (55 2.7.3.222 1H).

FEEHMHIE H 0 TNSS O T2 L& [X— AT A > (Day -3~0 DFl 4 HEOYEHE R a7T)
\Zx9 % Day 10 7> & Day 13 DFF 4 HHOFEI R a7 O k&L, 77 'R & g L TAHAI 20 mg
THBEIZRED L, KA 20mg O 7 7 2 RICH D EESRGES . BN CAKI 20 mg O~
TR RITKT DEBNERREE T E 72729, BIRMET & L TAAI 20mg ODFRMEE 7 =% Y 7 = F
YRR L LB LR, AFI20mg & T =X Y T 2 F Y UHEBBEOMICHE B A R
otz AAI20mg DEEEROREHREARITIT T BRE ZIRL, BEMIZI T =%V T 2F Y
VIRRBR L RRBRETH Y, BRUREeMEER L.

1.8.2.2.1.3 ERERENFEREAR 5588 (10055040 5XER)

[E| N OBAENE J OZEEitE T LoL X — VB B 2 5510, FEERMaBRIC X 0, AH 1 8] 20 mg,

1 B 1EORMEE (FIEHFERIIER ] 12 [ TOPRITRER) TOLREMER OE ML K
AT EEHMICEm L (55 27.32.235H).

WAENE R OFREINE T LV — PR B 42 ARH 20 mg DRI 022 A vEIC I 72 <,
AF % 52 i F CTHEGH G L7258, AFEFRORBEE S NGB OMERIZS T THEINT % &
WS BEINEERD 2o 7o, 72, BREEANHOLNIEL RO EESZOBEMNEDN L EE
FHEL ol TUAF—MRKIERERGHFEINOUEL, AOMAEIE GEEME : 52
W, ZEEE 4) 2 U TEOMBUTIITT D Z LR BT 5 2 VR E .

1.8.2.2.2 EWMP, REKRE (B - KER, EP, KRETH>EE) ITH#ES>ZS
PE

HekE > OB, WONCERRE N AHRER (2 X/EMIREERER) TAA 18] 20 mg H[E/#% 50
AHhME GEghiE & Fefeth) DR TE Ll & 2% T, BUEMBRE XI5 L UZERARSE 1/l
FELEEGEER (10055050 #R6R), (@SR L OV ER R (B2 - ER, 5, KEZ 5 FEiE)
WD D FERE XI5 & LI BRARSE AR B 5508 (10055060 #RER) % Sk L 7-.
1.8.2.2.2.1 BUERD ERE LEERENNFELERFRER (10055050 5XER)

EN OB BT XTI, “EER, T ERIB, TUF AL, TR BRI
LV KA1 20mg, 1 A 1[0 14 A MSKER GO 7 T Rk 5 Bk 2 #EE L, A% 10 mg
LA 20 mg O RSUSME A MRFTT D 2 L 2 L HMICEK L7s (5 2.7.3.3.2.1 ).
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FEFHIEE ORSIER A 2T (TSS) [REOKREGA 2T LhwA AT (HHEOEMOF
%) o1 HOEFAaT] OMMEHE L E [ R—2 T A > (Day -3~0 Ot 4 HE O 2 a7)
[Z%f9° % Day 8 /» > Day 14 DEt 7 H DO 2 a7 OB b &1L, 77 &R & ik L CAHAl 20 mg
THBEICEA L, AHI20mg O 7 Z7 RIS 2EEPESRGES L7z, T TAAI 20 mg O~
7 BRI T DB E DS RRGE T & 7272, BIRARHT & L TAA] 20 mg & A 10 mg O JH & SO M
gt L7 R, Al 20 mg & A 10 mg OBICITA B2 EZZ B e h o 7. AH 20 T 10 mg
DHEEEROREBEIEL, 77 8RELRTHLDREEZROT, REERGIZLDRRNEE
FRYL D o7 AFI20mg &K 10 mg OEZEMEXFRRETHY, Bifeiettzmr L.

1.8.2.2.2.2 EBUESHERUVKEERE (BF - KEX, #S5 KET5EE)
[SHSZSEBEERNRE LEBREINRRRRSHER
(10055060 X&)

EN OIEBMEERE K O ERE (2 - KIER, B8, KIEZE 5 FEE) 125 2 O FERE 2%t
B, FERABRICLY, AAIL1EI20mg, 1 H 1EIOEHES (WA GERHZIEEY 12 J# T
O R HfETRER) TOREMER O RET 52 L2 ARICFEM L7z (55 27.33.2.21H).

RARMETIL, KK 20 mg OIEFEMICHBEIT /o 72. BRWETIE, 1Bz ﬁr$%®T$ s
a7 (RLHE, 92, MEAa7T) ROk HrA=aT (A, &W A o R ORI OEL)) |
Dayl~3 O RN L R—A T A NI TkFEL, 52 H ifﬁmbt.ﬁ%-&%%&@%%®
MPpHAT (B, &KHE, BHEROEEOFYE) &, Dayl~3 DRENE =T 1 TH~
TUGEEL, B2 E TR LTz, REBOREA T 4 2 HFENHN—RT A AT THEEL, 52
BETHRRE Lz, HEZOFEREO»DHEZAaT (HH, KR, HHREOKFOFEE) ¢, Dayl~
3ORMINELR—RAT A NI TS#EL, 528 F TR L7-.

FBHRBICBW TR S R SE GEUYGE+ PHEUEE) LiHh L2 BE 0flG 2%
1.8.2222-1 IR LTz, HRAEBMICEZDOUEDOESITETIH D L OO, SWERIIESHIM 28U T
KTT 22 &1372<, RIGHEREICH D 5 ERE TR S HMEKARICSEORIS 1T 516
MZR Lz, 7eds, RN NRBRIKONED A+ AR E(L L, 1RBRETEA UXIA5R
Oy PREERR S 9 & LT L7235 G 2N ELE CIRBR A2 b Ik L7ERNE, 1B MESERRS 1 0.0% (0/56
%O,@%-&E%:4W&W%%&%%%:M%(UM%%/§E%D%E:M%(U%%)T
BV, RIEEBICMED I FERE CTOLP BN b OO, FERBINIIRE @0 T hho
7.

10



v 7 1.8 WfF3E (%)
& 1822221 EBUEMPRUOKBERBICHESI ZTIEICETL22BHEE (HEDES)

(10055060 FXE&)

R B L REl S B 0BG (BEEE)
2w 4w 8w 12w A& R

B IERERRS 81.8% (45/55)* 85.2% (46/54) 78.2% (43/55) 88.7% (47/53) 88.9% (48/54)
FERIREBITED £ D HE 52.6% (72/137) 58.6% (78/133) 69.2% (90/130) 74.6% (94/126) 73.0% (100/137)
195 - BG4 46.4% (39/84) 54.9% (45/82) 62.5% (50/80) 70.5% (55/78) 69.9% (58/83)
Feis 56.5% (13/23) 52.2% (12/23) 77.3% (17/22) 70.0% (14/20) 70.8% (17/24)
B RGO FEE 66.7% (20/30) 75.0% (21/28) 82.1% (23/28) 89.3% (25/28) 83.3% (25/30)

*oE (FAPEE) R SE R

% 53523 (J59%1) TH 10055060 CSR # 11.4.1.1.4-1, 3 11.4.1.2.2-1, 3 11.41.3.3-1, # 11.4.1.43-1 K 1'% 11.4.1.5.2-1 % P B

ROEE
LLEDZ b, BIEZRE K OBERE (2 - BUER, 95, BUEZ DHEE) BEITES
T O PERAL ﬁ?éﬁﬁZMm®F%ﬁ®ﬁéf’%%iﬁ< 1etE=ps K O R (2 -

PF§R, FEB, B§Z OFEIE) ([THE ) £ DGR MM OUEL, 52
TEEET 0 Z L RS RS 2 Z LR E .

A 288 U CZ DR R

1.8.2.2.3 EX?)

HEEZ BIE L7727 LA —MERk, FMZBOKBIGEIZBW T, KANTT 78R & ik LCE
Nr=BWEE R Uz, £/, WEET LAY —M&EE T, AFI1E20mg, 1 H 10614 BFKE
BeHA\ZBIT S TNSS ORI S ZB b &I1X, 72XV 72 F YU ERE 117 60mg, 1 H 2H 14 H

MIER G BB EERDT, FRETH .

MR C L, FEIMET LA —MERR T, AAI1R 20mg, 1 H 1[0 14 HREIXERG DT Z
B ARICK T DEBEDNREND & &b, BERREOT 207 % v (ENAER) 1 [E5mg,
1 H 1[F14 AMREES (BILAL003/RAE ilR) I NCEF Y PR 1R 10 mg, 1 H 1[5
14 AE B (BILALTO4/RAE #klk) & [RIRREOFIMEEZ /RT 2 LRI Nz, £, B
HZTH, AFI1E20mg, 1 H 1028 HEKER SO 7R 2BBMENREND &
EHIZ, LREFU D UERE 1R Smg, 1 H 1A 28 HFERS (BILA2006/UCI #&ER) & [H
&f@ﬁ@%%r# EDHER SN TN,

i, ENOEGERER L R 5RO R, AJOREFLORBEGILT 7R E
7l if£< , BT, A& 52 & Tlikc i 5- L7z & SO Z2MEICiEIT e <, Ao L2 7T m 7 7
ANVIRIFTHD Z LN RINT.

L7=23->TC, AFI1E20mg, 1 H1EH5IE7LLF—
WORERIERNTHD LEZ DI, SEITET D36
Wz ZHEE LT,

—%, KRS (2 - RIE%, 92, KEZ O FIE)
®%ﬁﬁ%ﬁiﬁbfwﬁwﬁ,7%5~é&@*,%"@ﬁ@%,%%,&g%iﬁﬁ%®
Z O FEVERERBOEFRIIZIDETH Y, SIS LRBRICEFEDE E LT AZ I U —HE 5
LTWBZEb@tran®, e 2% I Hi ARSI I ORBOZ S RIS L THHER &
ERTND 2O IBPEZERRS &l B & LTZBRIRSE W ARLLEGRBR T iz a7 (A kN
WD) | 1%, AFN1E120 XX 10mg, 1 H 1[E 28MESICEY, TR E KL TS

PESAR S OB 2R R
R ELT T L LF—

Bk L CAESD
P& RO T35

WZBED F HFEIZHOWTIE S T AR %R
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77 1.8 WA CE (%)

B (Day1~3) »H&5 2B E THAERBDZ TR LTV 81T (3£1.8223-1), Zh bk
HBOZIEICHLTHOANITHLZ LA RBRLTWS EEZT-.

#18.2231 HMIWHRIT7 (BHHRRUVKEDFY) OHRMTFHZEIL=E (10055050 HER)

e el . - . B 2 b &
BHTE PRI & S (Vg Day 137 W W
778 R
(N=95) Mean#S D. 2.44+0.60 -0.42+0.62 -0.51+0.55 -0.76+0.68
SO HEE _ -0.44 053 0.78
(95%(EHE X [#) (-0.58 - -0.29) (-0.67 - -0.39) (-0.92 - -0.63)
v 2520 mg
_ Mean#S D. 2.4740.59 -1.43£0.95 -1.51+0.93 -1.64+0.99
(N=100)
SO HEE _ -1.43 -150 -1.63
(95%(EHE X [#) (-1.57 - -1.29) (-1.63 - -1.36) (-1.77 - -1 50)
SR D 22 O A Y -0.99 0097 -0.86
(95%(EHE X [#) — (-1.20 - -0.79) (-1.17 - -0.78) (-1.06 - -0.66)
p fiE p<0.001 p<0.001 p<0.001
2 25 10 mg
(N=99) Mean#S D. 2.4740.62 -1.63+0.90 -1.67+0.92 -1.80+0.85
SO HEE M _ -1.62 -1.66 -1.79
(95%(EHE X [#) (-1.77 - -1.48) (-1.79 - -1.52) (-1.93 - -1.65)
SR D 22 O A Y -1.18 113 -1.01
(95%(EHE X [#) — (-1.39 - -0.98) (-1.32 - -0.94) (-1.21 - -0.81)
p fiE p<0.001 p<0.001 p<0.001

fRHT RGBT FAS

1) T ERICHT 2 EOHEM

2) ~—2F A (Day-3~0 il 4 HH) 12k 2% Day1~3 D 3 HH D2 a7 0L &
3) N—XF A (Day-3~0 D34 B) IZ%4 % Day1~7 DFF 7 ABOFEH 2 =7 OE{L i
4) R—2F A (Day-3~0 D7t 4 HfE) 2kt % Day8~14 OFF 7 HEI OV 2 27 0%&b &
MIEET NV (BEDR : BERE, DPHRAIAT D=2 F A ) 1T X DIFHTRER

%3 5.3.5.1.11 18 10055050 CSR % 11.4.1.2.3.1-1 &%

F7z, BRI AR 558k (10055060 #ER) TORMEZRE & BFREICHE D £ 5 R
FHTORHK 20 mg HEREDE S FED R a7, SRYGERE, QOL A 2 T IZHRBFETEZLDOEWITH
HZHDD, R=ZAT7 AL TOTNOERBTHSEL QW £, 52 ROk
Ta T 7 ACHRBEE CRERENI R -7, FEERRARR L U CEE SR G5 i
b 2& X ¥ O—REERFRBRICE T 5 IR T, BEE RS IEFOENDRH H 720
— TR T X WA, 2 B EREO )N DI A 3T OLALERCIGERIE Y E A CGEIH
+ PR UGE) LR L7 R EGEE L, RIEFRBRETH DL 2 LD (KA & 1.8.2.2.3-2, K .
#1.8223-3), AHNIT [RERE (BB - JER, B2, BEL OEE) (M5 E O] ITHL
ThHAREEZ LN, SlEghe- 2R E L THELE.
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77 1.8 WA CE (%)

#1.82232 XFDREEEBIZHES ZSFEICHT HAMEETE (2 BFFR)

(10055060 X ER)
, FALG fifhTRiSe .
sty BB . e S ST e b
KGR k- A& - - AR B R
i) -0.55:0.
1il20mg 238 DI A 2T OIRT AT R D 0558054
. » 1B 1M (ZEfb3 : -255%)
w5 - B4k 84 4,
Atk ? 46.4% (39/84)

-0.51+0.69

MPHA AT DR E Y
DB A 3T DIMITI I B (i - 25.6%) ¥

FEIZ 234
el 56.5% (13/23)
-1.34+1.05
MHA 2T O IR N 5
o (ZA3% : 56.1%)
B O FEIE 30 4

ERtii e i) 66.7% (20/30)

1) 2 A EAHUEKBERT 7 B O A R ORI OTFEINPHA T OR—RF A (RBGET3 A EARBEA DG4 AHOFE)
o OELE

2) RBREATLEA SUTTRBR M ER DS, BE OHERILRES, BH AR LUK OBEN HRAMHWI L, 1: EPUH, 2:
T, 3 ERFIEE, 40 REE, 5: Bk, 6 HEREED 6 B TR L, PEERELD LA EEL L THEAEERLE

3) R—ATA v DOAPRORMDOVEE D H AT (2161£054) LV Z{LFE (%) #HH

4) R—=2AF A OAPRORBOVEE»DH AT (1.99£0.50) LY Z{LFE (%) #HH

5) R—=2F A DO AP RORBOVEEDH AT (2.39£0.73) LV Z(LFE (%) #HH

%3 5.3.5.2.3(J5¢ ) 1 10055060 CSR % 11.4.1.3.1-1, £ 11.4.1.3.3-1, % 11.4.1.4.1-1, % 11.4.1.4.3-1, % 11.4.1.5.1-1 %, *% 11.4.15.2-1

PR OVE R
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77 1.8 WA CE (%)

% 182233 HEE (FE-HARAMERZIIVE) OEREERBIZHESZIEIIXHT S
—HRES RS ER AR

P s | ke R ﬁ;‘ ﬁjg ;Jf A SR 5 i;

TV TV | 5 - SR 1[m60mg 2 3 74 % PPIA T ED 8

iz 1H2A -1.89

(95% Cl: -2.26 — -1.52)
CxhPBA T I b : 394%) 2
B EEEIE 38 4 NPpHA AT IR 9
-2.85
(95% Cl: -3.50 — -2.20)
G PHATT IV« BAT%) ?
T AT W - ARG 1[A120mg 2 3 114 4, At (28%) Y 10
1A1ME 73.7% (84/114)
I 51 4 66.7% (34/51)
SR RFRIE 50 4 80.0% (40/50)
TARF W - K RE% 1[A110mg 2 3 112 4 At (%) Y 11
1A1M@ 72 3% (81/112)
FEZ 71 4 67.6% (48/71)
SR RFRIE 59 4 78.0% (46/59)
eSZ 82 W% - K% 1[a110mg 1 A H 173 4 WESE (FHL) ¥ 12
1A1ME 60.7% (105/173)
SR RFRAE 91 4 61.5% (56/91)
BFY AR BI5 - g% 1[710mg 2 # [ 105 4 SeflticE Y 13
1A1M@ 67.6% (71/105)
FEZ 41 4 65.9% (27/41)
SR RFRAE 36 4 78.3% (36/46)
FoRE O R mI5 - g% 1[75mg 2 # [ 122 4 TRk At g © 14
1A2Mm 74.6% (91/122)
FEZ 61 4 50.8% (31/61)
SR RERAE 67 4 49.3% (33/67)
=T 53 4 52.8% (28/53)
SRS R 18 4 83.3% (15/18)
NREZF V| W - BE R 1[710mg 2 # [ 103 4 s s 15
H 1H2Mm 63 1% (65/103)
FEZ 41 4 73.2% (30/41)
B RFRAE 40 4 60.0 % (24/40)

1) BHEOEKEOD»DHOEFH AT (5ERE) OFRERTANOGOEREKT Bl 3 BFOYY R 27 02 i

2) BERIHOPOHRADT O (4.810.8) HEE (%) ZHH GHsTIZELED A LHE)

3) BEHRIAOIPHRAT O (5.21) MOHEE (%) 2R GRSUIIZE(LED HL#k)

4) WIZ - KSR, FEBIIRFEL OB OFLE ORKIHER 2 BAHE L7 2%, BCREOREZER L, KNREEEIIRBEDOR
FEORIEHHERE LD, 1: FHKE, 2 FHERE, 3: BEWRE, 4: A, 5: B0 5 BT L, PEEREME
DFE (%) ERL. O ZHEEUELL EOFIH RTS8 Btk

5) RMBIZHICEBEOREORIFIMEB LB EZL LT, 8RR E 1: 2%, 2: Bz, 3: 0F%), 4 #%), 5: Ffbo5
BB TR L, ALl EOEIE (%) ZaR U O XA OB AT sk S ik

6) TRBRIRIL S 2% TP IERNC, BEOSRKEELRAMHITL, 1 FW%E, 2 &3F, 3: 00%#E, 4 FF, 5
AL, 6 HIERGED 6 BEFETHIE L7z, Bl Lo#E (%) 2o Uiz, O 1RSeELL LB Mt ek GE B

7) RBRBAAARE L i U7k, FRICREOHR 2 TR L C, SREE (1: FU%E, 2 PEEKE, 3 BERE, 4

75, 5:{k) 05 BRETRME Lz, 25 2% T PIERF OB AT 1 % O UERE & LK SRGEE L Lz, h%E
WHEL LOEIE (%) 2Lz, O 135S EdeE Ll Lo BE /i SUE Fil %k
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77 1.8 WA CE (%)

1.83 HAiE-HAE () RUZOHRTEEMN
1.8.3.1 T HHE - AE ()

WE, RAZIZE T AF & LC1E20mg 2 1 B 1 [RIZZMERFICR D &5 5. 2B, JERIC
X #EEHEST D, *

* o R, JSTATEOE NE S G R AR O I L D A ORIV T TR Z AR 5 =
Lot

1.8.3.2 REET HHZE - HE () DOETERM

1.8.3.2.1 RIED TR

(1) #&5EK

B BRI O ERIUZDONTIE, LUF O ENERRRBR A & 212, WMNRRRBR gL 55 &
L C oY M2 54 L 7=,

1) EWNERRRERAGRE GHIE R

BRR S | FEER (10055010 3ER) T, RN BMEZ 51T, 454110, 20 X TM50 mg % H
[ml#E, WONZ 1[m120 XE50mg % 1 H 1514 HEIREREG LI-Ex0fie 22 2 UiEE (b
AL ITN) 7T AR &AW K ORIBEOIMHIER) ORI 2 et Lz, A#I 20 &
V50 mg B[R DU E# 1L, 77 2R & g LT 5% 1.5 RED HAZIZS K ONLEE & A =0
HlL, b1k 24 W A B R MBIER 2 B L7, Fric, #&54% 1.5~12 [ £ T 95%~100%
EEnflEE R L, RERGICE 2RO EZRD 20 o7 (55 27.23115H). F£7=, HH
P B D BHEAR O] (tyo) 13 11.95~13.86 BRI TH VY (45 2.7.2.22.1.1 1), 1 H 1 5D
IR tiyy & RE RMEIX A2 o 72 0 BAANOREMEY IR 2 6 & 12, BARANTOARAD
W45 « FTBEC 6 D IHEIEIC K42 PKIPD B VAR5 L, 95 K ORIBERMHEIEMICBE+ 5 <
T A= EHEE LIRS, PKIPD 7 VT D HEE LTZIZ D ICsE (1.03 ng/mL) & OHLEED
ICsofE (0.348 ng/mL) & Eb#zL, A#HI20mg » 1 B 1EIKEHRGHDO kT 7 g (%45
% 24 [ : 3.32~5.29 ng/mL) (I Z ESEERR SN (5 2.7.22421H) .

BEPREFS 1 FHERER (10055020 #kER) TiX, AXIEMIERSE ZXF40UT, AK) 10 J O 20 mg Hifa]#
B, WONZ 7 =F Y 7 =V R 60 mg & 2 [A1$5-00 SAERINHIVER 2 Wit L7z, R8T
i H T 2D Day 1 @ TNSS D EFHTIRBWT, A& 20 mg, AFI10mg KON 7 =F V7 = F VUi
et 60 mg IV b 7 IR LT, AEICHEL. £z, Day2 ® TNSS OEFHE, W
THNORERESL 7 7R L UBEREZARIZEEL, AF 20 KN10mg L7 =% Y 7 =)
VHERYE 60 mg O 2 [HIFk 5 & [RIFREE OV RFFeeE A A L7 (55 2.7.3.2.21 ).

BE RS 111 FHFRBR (10055030 35R) T, AENET LL 3 —ME 8 J¢ BB 2 55212, A1 1171 20 mg,
IRIEIRO 7 =Y 7 27D g 1R 60 mg, 1 H 2[00 14 B BRER GO SRR E
TER Z ket Uiz, FEEHEEE o TNSS OB EHZE &IV, A 1[E20mg, 1 H 18
14 AMRER GO 77 BRI T 2EBEM RS REES L, TOWEFENIT T =% Y 7 =F v ik
1l 60mg, 1 H2EEELFRBRECTHo7 (852732225H). £/, Kl 20mg O EFEFG
DFBEIRITT TR EETRL, BEMII 72XV 72T P UEBELRBETHY, BIFR
ZetE R L (3 2742131.11H).

BEERZE 1/ AHER (10055050 5BR) TIX, 1BMEZERIE B 2 %812, A4 18] 20 1% 10 mg,

1 A 1814 AMBEEG ORER GEBER O AH) deEEM 2 fE Lz, EZEFIEE O TSS @
15




77 1.8 WA CE (%)

BRI EBICHB N T, AAILRI20mg, 1 B 1814 AFRERE O 7 7 wRICx4 58k
DRGES I, F7z, AAFI1BI10mg, 1H 1EIGL 7 78R L THEEREZZ R~ LTZ. £/, B
(BB ER G %N OB E TOM) L&KM RENDEIKETORM) ONPHAaT 2L
TR, B R ORI O DI A a7 OMIFEPEAIZE L RIE, A4 20 TN 10 mg 137" 7 BRI~
TREL, 77 R EEHBTHEREZEZRDZ. AR ERBONPHRA T ORAE T T &
R EDOEOHEEMIL, W OFHMESIE & LB TH P CEMEAIZIER & o 72728, 95%
FBEEMEEIWTNLERS>TEY, RERBEBWITRDRNo7 (5 27.33.2.15H).

ERAREE AR 5B C, WEE R OFHIET LV X —ME R B (10055040 #ER) KON
MBPEZERRS, ERBICEE D £ 9 e (10055060 7ER) (264 54K 1[H 20 mg, 1 H 1[4] 12
T 52 M REKRE LTz & O BRIEIR, FRIBIEIR, XL O FEERIHIE R 2 a7z,
AFI LA 20mg, 1 B 1 [FEIEEGREOZ I MEIL 2 <, SREBOIERE 5% R0 5 Ao
L, AMERHMmEIE GREMET L —MERR, 2, BUERBICME S £ 95 52 1, itk
TUAX—PERRK 4) 2B CCEORITHET 22 L fLe (55273223 HKUHE
2.7.3.3221H).

2) WpAMEIRERBRAGRE (BB &R

ERRES | AHEER  (BILA459-04 35R) T, MEFER A BMEZ XIBRIZ, AH) 2.5~50 mg KO F Y
VUG 10 mg ZHERE O G L7z & & OHie 24 2 UIEMZ R L7z, AHI 20 K& 0850 mg if
WIZEF YU 10mg TiX, it AF I AEMEITHR G4 24 KEfH £ CTRife L, A% 20mg 1x&F Y
Y 10mg L RRETH o7 (5 2.7.23.1.21 ). £72, SMNEAOREHBEDERERT 2 6 & 12,
AFNDORZE « LB DHEIVER IS5 PKIPD £ 5 /L 25 LT-fER, AFI20mg» 1 H 1
[E] AR #¢ 5-4% O @ FIRBE O M h IR VL, ALBEER @ ICsofE (1.25ng/mL) £ 0 & &4 5-1% 24 Iy
Mizbi=>TE<, BBIEAD ICE (5.15ng/mL) XV & 5#54% 20 B2 b- > TaEWnwz &
DR ST (5527.2241.11H).

WESMEEIRZE 1 FHERER  (BILAV2306/ACC #klR) ©, FHitET L ¥ —MERRBE 2 X510, K
Fl20mg, BF U PUBEMIE10mg KON T =% Y T =V R 120 mg R O L2 & &
D ERIEPRINHIER 2 BGET Lz, WO FEIERES 77 B8 Lk LT, /58RI 5.1% 4 F5fH] (Day
1) M OVEERIRE, H.1% 22~26 BifE] (Day2) @ TNSS O&FA2AREICKE L. V=XV 7)Y
VYRR 120 mg & Ebil: L C, AFA 20 mg X Day 1 @ TNSS D& i TldzE a2 Bd - 7273, Day 2
?D TNSS DAFTIFAREICKFE L. £72, ©F VU DU HEERE 10mg & el U<, A%l 20 mg 1%
Day 1 2 O'Day 2 ® TNSS O EFHDOWTHIUCK L THEEZRBORMN -T2 ED, AKI20 mg 13,
T VUM 10 mg & RIRRE O RERGEA R 2 L3RR S v (55 2.7.3.2.2.4 TH).

HIMET LA X — MR RIEE 6t G & U7 AMSR RS 1N AH ELiaiER  (BILAL003/RAE R,
BILA1704/RAE &%) <, A& 1[20mg, 1 H 18] 14 ARKE®RS O T Z RICxd D EM
DRFES I, AAI 20 mg D EBFIEROLFEHIL, T AT XY 1 5mg, 1A 1A (ENR
AR NiFtETF VU UUERBE 1R 10mg, 1 H 1[EEIZIERBEE TH o7 (5F2.7.3.2.2.4 ).

PR R MRS B At R & LTSN IR S 111 AR EEiER  (BILA2006/UCH #BR) T, AH
1/ 20mg, 1 H 1528 HENE®RE DT T 2RIk HEEMENBGES T, AK| 20 mg D2EFR
B OIERSGEERIL, LARETF U DU ERIE1R5mg, 1 H 1R S XX FREE TH -7 (52.7.3.3.2.3
IH) .
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77 1.8 WA CE (%)

D EOSAEL Y, AFNLLH LETT LLS—PEak, FS, KERE (055 - RE%, #F
B, RIEZ D PERE) LD DRI T A AR RSN LoD, REIOMEE 1A 18]
e L.

(2) BFOPE

ENRER & LT, A 20 mg OBLERE A GRED A AT A TV T4 (BA) ICKIETR
HOREETL LIZRER, AATXEENEORBBREGICLY, ZERICHARERE G OFKE 0
81703 © e A EE AR HHIRE (] (t RETHT) S C oD i v i - P b B T T A (AUCo.) 13 1283.53 ng* hr/mL
725 770.59 ng-hr/mL ~#J 40%, fcmMmAETIRE (Cna) 13 277.86 ng/mL 725 120.18 ng/mL ~ &
#IB0%ME T L, oo MLAE PR BE B (tha) OO FHMEIT 1.03 HFH] 22 5 3.03 WFfHJICIEELE L 7.
BHEOPBOTM /T A —4 T D AUCo 2 O Crax DI 55 & 22 5- O i EEIED e D

0% HEX ML, EWFHIRSEMEOF AR TH 5 0.80~1.25 L VKW HFIZH L, Z OHPHICE
ENholc (5 27.125H). ZORERIE, WSO 2 ROFER (BILA459-02 75k, BILA459-12
AR LRk TH T,

U EOBFELY, AANTAFORELZZ T BABNKT T 20D, AOMEICEETHZ LN
HBEIND72D, FEORTLEFEDOTHNE LS ED S 2, EERFICRAKREST L] L L. 72
¥, EMSNCE LA T, ARMERHE A B UICAT O 72018, IREERFEZ Tl 1k
LA ERISOE 2 BEILA B# ) EHLE LT 7a2s, B AT, RIS, AFI O T
B 54K LIRFRCRELT 5 2 & (lzhtE) 2B LT, FROIRERE GH, sHERI%E) OREIX
VBN % T,

(3) i E IR

% < OFEIOIRM SCEIEEIEBUCRE T 258083 H 203, RFIOLE, HiE»LOhEE2%5
Bz, ENRBRTIE, AH 20 mg BLETORNM R OV M2 i3 2 EEK ‘ﬁ%ﬁ%?@ﬁﬁ LT
WZ b, AAILEI10mg, 1 H 1 REEOFMEEZEMEIMRTE TWD 2 &, W OERRY
TIHERICE Y TET HHEFHETH S 1H 20 mg 2> SfEE (LFE10mg) S e L H D &
WL, DERICEY, EERBET D) &Lz 2ok, mlUARAIEEE (15 10 mg) ([CXRT
x5k91g, -ﬁﬁﬁu LT3, *

* o HEER, MSIATEOE ANEE G EFE SRR AT IS L 2R A OWMFRIZIBW T, HEE L2 HE -
FRO TERICL Y, EEMET 2] 2 [&%ém_, mmasns, [
| DR
1.8.3.2.2 FAEDREERL

BB EDORIUZ SV TIE, BLFoENEBRRBRERE S 212, R RBEE2 25 L LT
S A R L7
1) EWNERRRBRARE GHE R

TR R N B 2 %P 52, AR 10, 20 LTN50 mg & Hialfe G L7z & X OENERRS | FHFER

(10055010 #BR) 75, FWEIEE K O A Z X AGMEO HERIERERE R Lz, RAIOFHEY
E)AEIX 10~50 mg O FHEFPHN TRIEMEZ R Lz (55 2.7.22.2.1.11H). ik A ¥ I UEMEIZSOW

T, AAI20 V50 mg Tl, 77 &R &k LT 5% 1.5 KED B IE K OLBE 2 A B2
HlL, Behith 24 R £ CHBEICHGIER /R L7722, AAI10mg TIX7 7R LT, #
5.4% 24 WeRCIIA B 74D, A4 20 mg 1ZAFK] 10 mg & Helg LT, #54% 1.5 KR ol
B OHLBE 2 A B2 U=, E7-, A% 50 mg 134/ 20 mg & Hele LT, 5% 24 R <l F&
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77 1.8 WA CE (%)

OB 2 AEICIEI L2 (5527.23.1.1H). L72->7C, AAFNE, 10~50 mg o H E4HHN T
YENBIIFIEE R T b DD, Hik A Z I ARMEOESME (F51% 1.5 FfE]) 122\ TiL 10 mg <
20 mg=50 mg, FEeitE (5% 24 BEE) 22\ CTiX 10 mg <20 mg <50 mg ORERICH 7=, —
U7, BAEMIZOWTIE, B RHEEEE &0 TR GHEMICR X 2@V T h o 72,

A X ACRIREEAE 2 RIS, A 10 X U820 mg HL[EHR G-, W NS 7 = F VY 7 = F ¥ 1R 60 mg
% 2 [l 5 U7 EINERR S 1 AHEER (10055020 #kR) C, SZCAERBNHITER 2> 5 H &SR %
Rt L. X CORHETHBIEE T, A% 20 mg & AHKI 10 mg OEIZA B EWEFBD 2>
. —F, 7%V 72 F VMR 60 mg & O TIE, Day 1 TNSS, T3NSS KL L7
DEFHITBNT, AFI20mg ik 7 =%V 7= F VU EietE 60mg & il L THERWEEL R LT
2, AREI10mg TIEABERZEZBOMRN-oT-. £, TNSS, &, < Lok, LSO P
FHA AT EFRIRIC R BUR ] 2 et Lo fE R, AH 20 mg 127 =%V 7 = F 2 IR 60 mg
LHA, T ARTORER TR RN R, AHI20mg @ TNSS, < LoA kOB a7 123817
DR RFEBIRFMN, AKI10mg &b Fhore (B52732213H). L7znd> T, AHKI20 mg i34
Fl10mg &t L CERIEZ R L, 7 =% Y 7 = F VU R 60 mg & D EER A B AK] 10 mg X
DARKI20mg DFNEHTHD LB 2T

WEEMET LY —MERBE LRI, AF1E20mg, 1B 1EERT 2%V 7 27V
fetE 117160 mg, 1 H 2[E0D 14 HRIKER S L2 EWNEERS 11 AR (10055030 585k) Tl
FEHIER TH D TNSS OHAM T E(LEIZBWT, AAI1E20mg, 1 H 1[EEEDF TR
(X AEE A RRES N D L BT, AFI20mgl B 1EFRGE 7 =% Y 7 =F ¥ R 60
mgl H 2 &5 L RIREOHIMEEZ R LZ. 72, AFI1E 20mg 1, #E5HH O 1 EER» 55K
2 (BEROUGE) 2R, 72XV 7 o U UERBE L g L TG 9]H (Day 1) @ TNSS @
SCEERNTIRW Z LR ST (85 2.7.3.2.2.21H) . AHI 20 mg DA EFROFEBEISITT 7R
TR, BRI 7 =X Y 7 oV UVERE L RIBRE T, Bl etti R Lin (6
2.7421.3.117H).

AR B PESERR IS B & x50, ARAIL[R120 % 10mg, 1 H 1[0 14 HEKE#E L7 KRR
251/ AEER (10055050 #ER) TIE, ZERRBIER (BEER O dA) SGEER S H &SR
PRz RFT L7, AHI 20 KUY 10 mg O=FRBAER (TSS, FHEZX =7, A A7, QOL, ik
WEE) OUGEERIZT 7R L L CTHERZEEZ R L, AHFI20mg & AFH] 10 mg ORI 5
MR FEIX e o Tz, TSS, FEEOKA A 2 7AW ONT B o & O O i Fr A a7 % i B
LT, AEIOMERGHEE, 778K, KA 10 mg, AHI 20 mg 125k L CHIER %2 3 %tttk
% (1, 0, -1), TPHERMAIEZRITRIARE (2, -1, -1) RO &2 &35 etk (1,
1, -2) ZRAWVTERG LIZAER, AFI ORISR RAERFAIGEN ERgSh (G
2.7.3.3.2.1 K OVE 2.7.6.33 1) .

ERIRZE N AR I 53 C, @R OFHitE T LV X — &K BT (10055040 #4057k I OF
(RMEZERRS, FERRICHE D £ o FERE (10055060 #ABR) (2% 54K 1A 20mg, 1 H 1
12 X3 52 M ARG LTz & & O BRIk, FRSIEIR, U2 5 SR asE R 2 Mat Lz,
AF 20 mg 1 FA IR DOIER 2 5250 B D UcE U, ARMEREAME I CREEMET v —MER K,
ZERRIS, EIRIBICEE S O FE 1 52, FEMET LV X Mg 4#) A U T OREITR
8595 Z e Rkt L7 (55 2.7.3.2.23 HEX UV 2.7.3.3.2.2 1H).

EINERR S 1N AH LGB o0 2 3Bk (10055030 745k & OF 10055050 #5R) % GRS RHT L 7=t 5,
HEHGLEWERORBREIAE, AF20mg L7 7R LI L TOTNGERE TH 7208,
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AN 10 mg (XAA] 20 mg & R L CWTIuh md o7z, ARKI 20 X% 10 mg T 2%LL I EL L7
HERGIIANGES, 8, IR, DFEEERCTHY, Wb AHK 20 mg IZH~AFE] 10 mg T
FWEEIENED o720, WINPT ORBITHY, HIZ, KK 10mg TRILZAFFLO
LB LLTRELEZSLDOTH Y, AHI20mg & AK| 10 mg THRH L - A EHERICKE EN
T EEZ T (5527.4.21.3411H).

2) WpHMIEIRERBRAGRE (BB &R

fEFE R N B & %512, ARH 2.5~50mg M O F U 2 U R 10 mg 2 B O G Lz & &
DERRE | FHRER (BILA459-04 3RR) 205, SEMENE R O 2 & X LAEMED A 8RS BIR % 14
P L7z, AHl 2.5~50 mg O Y ENRE T EARIFHIZEEIN L7223, AKI25, 5 K ON10mg CTlX& 5
% 24 BEE ORI 6T 2 IETERIZEF U P 10mg & 0 b0 > 7228, AH) 20 mg i F
Uy 10mg ERFEECH 7=, F7=, AH| 50 mg OIZE K OLBEIZ ) 2 I6IEA L, &F Y
vo10mg ERIFEELL ETh otz (5527.23121HH). Lan-7T, WARBRTYH, HEE G
DL A Z I AEMED 53 72530 R FFgrE & A 20 mg LU ETRDTZ.

WM IR RER & U CARRIO B REMEZ Wat~ 2 BRI ARRRBRIE 4 3R e S 7z, 6
PET LR —PEBREBE LRI, AAI 15, 10 % 0*20mg, 1 B 1614 B EE#RE LZR
B (BILAO4OL/RAE #&HR), Al 110125, 10, 20 X1*40mg, 1 H 1 (8] 14 HEIER G L= 5
(BILAO701/RAE #lR), 1B@ENET L — PSR BE 25512, AAI1E 10, 20 X130mg, 1
H 1] 28 HRIXIERS L7=iBk (BILAOSOL/RAP i), 1BMERr IS BE & k51T, AAIL
A1 10, 20 % U*30mg, 1 H 1[r]28 HRIREHRG L7-#Bk (BILA060L/UCI ilR) Th o7z, Wi
ORGP HBRIEMEE RT 2 LT TE eho7ond, xIGUEH (RFERI - BRoM LT, W)
B 5 B O S R BRI L T 2 it 7 LA X — Bk 2 x5 & Lz 2 3Bk
(BILAO401/RAE i, BILAO701/RAE i) TIBEL TWAHAAI1[E 10 & *20mg, 1 H 1[A]
14 A I EG OOV TOFARIT L72/E R, AFI 20 mg 17 7 BRIk L CHERZES
DICTENT R AR LT, REAI10mg 3G ERAZ RS Rpolc. ZOZ XY, 14 HHKE
B G Re DFEHINET LAAX —MERRITH T 2 ARKF O R/ AV EIZ 20mgl H 1A ETHHZ &
DRENTe (B553535MH). BFEMNET LAX—MRaREEZGG L LB (BILAOS0L/RAP 3
B TlE, REFHMEEE OX—2F A NIk 28528 B B 02L& T 7 BRIk L TAH (10,
20 X330 mg) THEREZRDT, ZILRIZOVWTAA 10mg TORFERAEZRLE (56
535151H). ZORBRCIIEHEARLZINET D Z LN TERDSTN, FEIE L BEME TR
BRI L TV A Z e s, EHIMET LMK A 32T LT 2 R0 FH i35
DUFEMRITORERAEZRB L TT7 LA —HEBRIZBT dR/NMHEIX L H 1120 mg &5 &)
Wr s iz, BMERPRIEEERIS A 2 x5 & L2k (BILA0OB0L/UCI §Bk) Cif, EZEMEE O
0 HEDKPE (R—RAT A ) IZxt7 5 28 H BHOBEFAMO TSS O&(LEIX, &K (10, 20 &
0'30mg) DI3IMHETXTTT IR L THERZZ/RL (5535112 1), AA|IOSH &
M CHFHANIRENERET 5 2 L IXTE o 7208, BILA459-04 RBER OB E A % I UiEMER Y
PK/PD ET /VOFfERN D, AKI20mg @ 1 H 1 RIKEHR 5% OEFRED AT HREL, FLBE/E
FHD ICs (1.25ng/mL) L 0 & &# 5% 24 Frfiic 7= > TE <L, B EA® ICs, (5.15ng/mL) X
Db EEGH 20 FEIC Ol o TRERWZ EDMER SN2 &nh (5 272241 1H), FHZOIE
WCB T HENRIGRMAREE LTL A 1[E 20 mg LG8 BIR S, 7ok, TG ERRRBTA
F1H1E20mg L EOHET, 20 mg & bbik U CHIEIZ K A2 B8R R S 5 ki35 &
A G AYAIAN
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AFKI1E20mg, 1 B 1 [RISERGREOF M & a2 MREET 5 B A kER (777
TR R OFIGR) NEHIET LA —tEaRkE x5 LT 3Bk (BILA0B02/RAE 7R,
BILA1003/RAE iz, BILAL704/RAE #lR), HHEMET L X —MERE 3G L LT 1R

(BILA1503/RAP 555%) , 1EMERrFEMEZERIE 2 %f 5 & LT 13kl (BILA2006/UCI #fR) 73 FE i S
AU7-. BILAO802/RAE 7l & BILALS03/RAP R CTix, Bt AZ D TARAIE 7T R ED
MICABRZEZRET 2 Z LN TE RN o720, ZOMO 3RBROBERR T 7 v RITxT 5
BEEPESREE S N7 Z &5, 2009 45 2 HIZERINIZHIFE, 2010 4= 9 HIZ 12 5L E O FRHEitE ik OY
BEMET LV —PESS =M EmsE L, 1 H 1\ 20mg 2 k- HE & LK SN,
2015 4% 3 HBIE, FRIN 29 }fl%:.z.zﬁ 90 # [ETHEBENTND.

AN ERBR OBRAREE 11 FH & 25 1 FHERBR A 17120 XX 10 mg, 1 H 115114 X% 28 HRINIE
B G- N7 T UL ER K OBMERF LR BB ORI O W TR AT L2 FER, &
20 XN 10 mg DA EFEGOFRBLEIGIL, £ E L 35.6% (483/1358 44) J O 36.1% (95/263 44) ,
BITEH ORBEIGIL, T2 12.7% (173/1358 4) K11 10.7% (28/263 4) CTHRGHEMICAHE
AT o T b2 B LT A F G L OMEIR T, AHAl 20 & Y 10 mg DR D7 H
EIE1X, TNZEI 15.6% (212/1358 44) K TN 12.9% (34/263 4), HIRDIHLEIAIL, TNTN 4.1%

(55/1358 44) K Tr2.3% (6/263 4) T, #GHEMICK E EWT e o7z (5527421342 1H).

TE B 22 VE T e (Periodic Safety Update Report) %5 7 filt (2015 465 H 12 HER%) (45 5.3.6.2
H) ¥ T*é:i%?rr’ﬁ‘].ﬁ)\@%%‘ﬁl%ﬁ ENTEY, WMV TR LT — 2 X—2A
2HTD.

PlEDZ Enb, AFI1E 10 mg & 20 mg O H&KSRERIZAM T2 o0, IO A%

R LUAA O RS, LR, RAZIIETZAF 2L T1R20mg) & L7-.

- KH 20 mg B GRF O E A X 2 IEMEITARK 10 mg K0 SRR ENEL, R H D
EINERARSS 1 AHRER (10055020 3A5R) FEH7226, AHI 20 mg 1EA#] 10 mg & Hodk U CiEgh:
ZRL, 72X Y 7 o)V ERRIE 60 mg & O el H 5K 10 mg L W AHK 20 mg D5 H3E H
ThdreEZHND
EINA O RERE S 1N AR EGEABR CAAI 1B 20 mg, 1 H 1 [EREDOT LAX—EEdk, |
BT DAL ONZ 2R R I TV D

BPEICAA] 20 mg & AH 10 mg OFIZIE & A EZEM 72 <, AHAl 10 mg Z i8R 2 ARPEIE R
WEEBZHND
AAILEI20mg, 1 A 1A ORI GRBR TR &k O IMENHE TE T\ D
WM R T, AAI20mg DN E A& X v Hlxﬁﬁxéﬁ@, FX RS R ~FEE, QT/QTC
DFE, YR AEREC OV TR &N, ZRERHEEIN TN D

HEIMNEARFER T, AFI1 H 1E120mg PL EDOHET, AKl20mg &bk L T &I X 2B 20ME
(2B 2 B IR RE S D RIS S T e
WA C ORI EITAF LE 20 mg Th 5. MMV TREME R Z 2T — 4 X—2 &2 F L,
wﬂ%m/ﬁﬁfﬁfﬂiﬁl 20 mg DEEVERHER I TND
TUNAF—MERLERB TR CHBEZHRET S 2L T, EEBGORILZ KRR Z N
TE5%

DERICEY, MEEECED| HEERETH I LT, AAI1E10mg, 1 A 1EICH 3G
TE52 06, BEOIERIZIS LML AETHLH*

Gl
4t

PEZER
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i

D HEETR, MSZATEOE NS R SRR B P IC L 2 B EDOBRR ISR W T, HEE L7k -

O DERICED, WHBET S BHlRShT.

21



77 1.8 WA CE (%)
1.84 {FAHALDIFE () RUZOHXRTEIEMN

fEH EOEE () MOZORERMA LI FIR L.

A EARAL

R EoEE ()
(22 (ROBHEIZIIBELEWNIE) ]
1. ARENO RS % Ui EUE OBEERE O & 5 B3

1. EESLO— KM EEFHEE LT
FhE L7z,

[EH L]

1 HERS ROBEIIIEEIIREGTDHZL)

A BE ST O B HERE R B AR 0 M i S 579
LRENBDHL ( HRyEE OESR) | ]

R REAR T HRBR A o4 D AH D 3
WEhRe & it L 7z s R R BR O
RabLIcRELE.

2. EERIARNWER

(O)AEN 2 FHirED BE IR G 25801, HRFRE2E 2,
ZOEANOLEGZA L, HRBEKE TRFE ThtlT 5 2 &2
PE L.

QQAFIOME I L0 R NRD SN2 WIEAITIE, BRE B
WO EE LW ) ICEET S &

) T&T LLX—BHA FTA -
TR &I & B E-2013 Rl (ERT
BT | 2558 L L CREL.

Q) ED R ESR S NMThbND Z L
N7 NWEHRRE LT,

3. FHEIEH
PEEE (DFHICEET 22 &)
RHEE ERPRAEY - $EE #F - BRET

T U A w A L ARHOMmGEPREZ LA PHEEAOHEEIC &L 2AHO
Y, UVFTELSED L OREDN b D|WINEOHMICERKT L &
( EpEe OHZM). |#HEShD.

T AaA Ty, UILFTELE
AFN % G U 7o s R B O i 5
ZH EIRE L.

4. BITEH
FEI N AR RER 123U C, 675 Bl 16 B (2.4%) (ZREIVEH A3 H
mane, EREWERE, IR 461 (0.6%) , [ K OEER M

%26 (0.3%) ThHolz (KRR .

EWNEGRRRERD 5 B, &5 111 FHER
? 4 5Bk (10055030 -8Bk~ 10055060
RER) TAAI20mg G LT HBE
675 4 TREILZREWEMICESE, 5
BEIEN 24 L EORIWER Z7# L
7.

ROEWEHR D HOND T ENHDHDT, BRENRD LN

AL, BEIE T, REFEOBEYIRAEEZTTH Z L.
g 196K i SEEFRE
BAAERIRK, WH HFEV, TR, FR
MO |/, TR, I HRTUE, N, R,

Bk, Hb

B’ & FWZ a7, JRERER,
DM QT R, LEMEE, M
IR, BhiE

I [&|AST(GOT) L5,  |ALT(GPT) L&

y-GTP -5

g % mf7 7= _Fr5

FE R SR o WPOR R BE, D AR PR

T O fh T OPRIE, HWS, JEE, (REHN,

FUZYRD FESR, EIE,
HEA~ VAR, SBROTHE, S

1 1) SRR ERER D 5 TR E S - REIEANIZBER & LT,

EWNERRRERD 5 B, & 111 FHER
? 4 B (10055030 A B ~10055060
ARER) TAAI 20 mg &G LI-HBE
675 4 IZHEBL L 7= FIVER K OMES O
SPC (ZREH SN TV D EITEA IS
Rk L7,

5. mliH ~D¥5
— A A CTIIAEBEREME T L T D Z &% <, Bl

— RIS E S I A FRENME T L
TWDH I ENEL, REICERE LA
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2B b SN D AR TIZMPREN LR T 28203 H 5
DT, DRSO DN GEIITEY 2L E LT Z L.

DOBRESTHZENRELEEZ LN
DT OBGE LT

6. ithm, PEfw, WHImEFE~OKSG

(1) Wl SAFEENR LTV S Al aEMED & 50 NITIE, 16 EOf
mEDMfEtE A BlE D L HIBI S DG EICOREETH L.
iR O 52T 2 22 MM L TV, ]
@FBEAF O NITIIAFE G IRz 52 L. [#)
W (Z v ) THITR~BATT L Z el Tng. ]

(1) gz O AKRF G5BT 5 LA
PERFENL SN TN RN &b
AE LTz,

() 7 v MR- ER T, it
PAOBITREESIN TS Z L
MBRRGE LTz,

7. NRFE~DFE
A RE IR, FrAlR, FLR, SISO/ NS 5 F 2 &
OV L TRy, (BN TO/ARBRA 0. )

[l PN Bl PR B 13/ 2 2 o fif R BR S
TRNZ EMMBERE LT,

8. AR ARG RN RIT T 5

AANL, 7 VNG RIS E IR D720, T VL s RN
[ E T 5 3~5 BETL W AFI O E2FR 452 &
DEFE LV

AFNLT VLA v B NS 2 33
HIEMND, HRRBRAEMSRICEEY
FAF T alREME A2 B E L% E LT-.

9. WEKL

e, ek MR W TR ER S (220 mg O HAE G
200mg ® 7 BEEE) 12X, HFEV, FE L OELNHE S
naTns.

WL ARFNZ KT D RFEANIE TR, BEERG2TH
NIZGEITIE, Bl A +0ITqTV, BENES b HAITIE,
SHEFIEE DY) AL E A7) 2 L.

AFN OB 526t T SRR
LRTWRY., 20z, mERS
T O HA IR U6t
SERVEZE O U] 72 AV E 21T D HEEN
HDHZENLERELT.

10. #H EoEE

AN AT« PTP AlZE DAL PTP o — B HLY H L THRA
THEIRETHZ L. [PTP > — hOREAKIC LY, BV
BRI L, FII3 AL AR 2 L CHERmIRAR S0 &
ERAMHEZIRT 2 Z LB ESh TV 5. ]

AL PTP aldESTH D728, HBHN
[PTP DRAFCHIRIZ OV T (FRk 8
3 H 27 BAY B EKHITEE 240 &) 12
HOEZFHEL.
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1.85 SEXE

1.

10.

11.

12.

13.

14.

15.

16.

Simons FE. Advances in H;-antihistamines. N Engl J Med. 2004;351:2203-2217. (% 5.4.19 1)

BT VLAX—BIRETA RTA MERERSR. BT VLX—BENA RT7 A —@FEEER L

TEBE — 2013 4R (RTEE TH) . Bl A 7 « A =2 2 ; 2013. p.34-63. (% 5.4.31H)

Stander S, Raap U, Weisshaar E, Schmelz M, Mettang T, Handwerker H, et al. Pathogenesis of

pruritus. J Dtsch Dermatol Ges. 2011;9:456-463. (3 5.4.57 1)

Weisshaar E, Kucenic MJ, Fleischer AB Jr. Pruritus: a review. Acta Derm Venereol Suppl.

2003;213:5-32. (% 5.4.58 1H)

AAREER ST NE—VERFRBIET A R4 MERERES. 7 MR GRBIETA
R4 . HEZEE 2009 ; 119 : 1515-1534. (% 5.4.5 1H)

VeigEs, BREATME, AiL—B, |WIEZ, PR, fbido, . [BYEEZEEZET A T

A . Elﬁmb 2012 ; 122 : 1-16. (%5 5.4.6 1H)

VeigEs, BREATEME, Ail—B1, |MIEZ, PR, Abkdd, fh. PURYEREREEIE SR
HA RTA . BESEE 2012 ; 122 : 267-280. (%5 5.4.7 1H)

JNSE, TNHE, FEHEBKES. 82« ERFICT DR Y =% Y 7 =7 O

BLOZ2MEORGT ERESK. 2002 ; 18 : 297-317. (55 5.4.66 1H)

JNEE, FFHE, FEPBKE. RERFEEICTOER Y XY 7 2P OF MR X

O etEoRat. BARESK. 2002 ; 18 : 319-334. (5 5.4.67 1H)

DA HE, JRE RS, KR, @fEak, m BB, )13 —, ff. WAL8O1CL (epinastine)

FEDWIZ - FEIEREE, FEEEER X OV REIEIC R 2 B sk, ERRZE3E. 1992 ; 8 : 73-86.
(%5 5.4.68 1H)

DIORKHEE, JREFBARRS, & HZKES, AMEHIE, FHEA, ARSI, M. LAS-90 O

BBt (9% - BTG RRE, FEERER X OVUEREE) (234 2 BBk, FRRESE. 1994 ;

10 : 73-88. (5 5.4.69 1)

DRHE, JFUHBERRS, KR, @ffa, BB, AEEIE, . Btk s s Bt

3% Loratadine D ERARAA FAMEORGS. EARZESK. 1990 ; 6 : 2443-2456. (% 5.4.70 )

HHEZKRES, KWEE, ARBEE, JFEBKR, S EFR, (AR, . 25FY orol

2 - BEREE, FEERER L O REEIE ISR 5 B AR RRER. JLr & ERIR. 1994 ; 28 : 2147-2162.
(%5 5.4.71 1H)

PEILTRSS, [ARM Z, AfEHE, 78)I 2, P, KW-4679 (R4 o <2 o) SEOfK

FEME B JE PR BT 6 2 BRRRUBR.  ERIRIESE. 1996 ; 12 : 1615-1640. (5 5.4.72 IH)

FRGRELE, JRHEBERRE, HAEAN, JIEE, ARSI, EHZKRES. TAU-284 (NI LfE~
& AT ) OIS - BIERIE, FEIBHERS OV ERREEE 23 2 B REHE. ERIRE3E. 1997 ;

13 : 1383-1400. (¥ 5.4.73 1)

FRESAM. Hie A X I VIO BYREDRFEZ AN LT X ATRED 2 HHIER

. Pl AZ I UHE~FEADNTZE Rx~. Hil 1 AT 4 HL L B a—tt ; 2013, p. 114-115.
(% 5.4.74 1H)
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ES/ 78 20 mg

E1H (FPa1—)L1) : BEESSTEIHER
RUBAXEIZEET 2158

1.9 —EMATICRLINE

KEESTEKKSH



v7 7 1.9 —fRMIAFRTIRD CE

1.9 —BHEFIZEZRIXE
1.9.1 JAN

1.9.1.1 ESRFY
Rk 27 410 A 5 BATHEASRASE 1005 55 1 SIS L D @ S,
AAR% : BT AF
& 4 : Bilastine
b4« 2-[4-(2-{4-[1-(2-Ethoxyethyl)-1H-benzimidazol-2-yl]piperidin-1-yl}ethyl)phenyl]-2-
methylpropanoic acid
L SEEvE

1.9.2 INN
1.9.2.1 Bilastine

bilastine
p-[2-[4-[1-(2-ethoxyethyl)-2-benzimidazolyl]piperidino]ethyl]-a-methylhydratropic acid
[WHO Drug Information, Vol.14, No.3, 2000, r-INN:List 44, P187]



ES/ 7& 20 mg

E1H (FPa1—)L1) : BEESSTEIHER
RUBAXEIZEET 2158

1.10 B - BIEFOEEEETEEHOELD

KEESTEKKSH



vz/7

1.10 38 - BRSO EFREEHOE LD

1.10 BF - BIREFOEETEEHDFLD

=2 lIEA 2-[4-(2-{4-[1-(2-= F F L =F L) 1H-R U R A 2 H T —)L-2-A LR D
A ANYTTIN)T == N]2-AF VT Nl Gl ©TATF ) KBED
B

g

BhHe - Zhik T UAR—MERR, RS, RERE (85 - RIER, B, KEE O FEIE)
IZPES S5

Mk - & W, RANCIFEE T AF L T1E20mg % 1 B 1 [EIZEERFCRE 0 &5
5. B, ERICE Y EERETS.

BB DR E

MR K OER) | K 7 AF

ROy - Gy RF T TEE20mg LEETFICET AT 20mg &FH)

M HEEE (&0 - §#RN)

Bt | BR5RE LDs, (mg/kg/day) W D 0 FE £
~UA | B0 e (2 5000 & HE 2 5 —
Ty k| RO MRS 2000 ZHE % % -
M : 32.09 1 - 30 mg/kg
~UA | ERN = NA RN = I : 40 mg/kg
e A 272 LDsp : 33.22
I - 75 mg/kg
Zv | ERIRN WERES 372 LDsg : 45~75
I - 60 mg/kg
RAERS (REE - #& 1)
wnf | g | B &%ﬁi EAR
~7A |14 B[ |0, 500, 1000, | 2000 JiF 2 B0, R A
2000 N
<~ x| 13 M 0, 500, 1000, | 2000 JIFEE SN, R e
2000 N
Zv h |14 B 0, 200, 1000, | 2000 FFARAE S, FER RS
2000 JeL AR T ik
7> b~ |28 HFH 0, 75, 150, | 300 W, 2LV AT 11—
300, 1000 L U UHRE - JRED
I
7w~ | 133M |0, 75, 275 |75 e, ~~> b7 Uy

2




vz/7

1.10 3L - B3RS

DIFEFREERDOE LD

1000

NE - SRR L ER A
F AN DIRED
B, SRR IMERA~E
7 e PR« SRR
ME~E /b &
OYEIN, FARME - B EH
ORI

26 1 [H]

0, 75, 275,
1000

275 JLhE, Mmpie ) re
> O, PR IREERE
mm O HEL,  FARRE &
OYEIN, FHMRAER,
FE R 0 e it P2 e

A X 4 3

300, 600,
900, 1600

HHEd JRiE, BEFE - KEO
P, g, JRIPE A,
ALT « AST + [REEH

D& fiE

A X 28 H[H

0, 60, 300,
1500

60 THE, fHERE - (REY
INEOREA, WEH:, §k
H, T, SKRERMRN L
G RE N

A X 13 H

0, 40, 200,
1000

40 PiiE, RETE - REO
B, mek, K, T
il

A X 52 i H

0, 20, 125,
800

125 TLRE, WEr, S EE)
BORA, HEE K
HEHINEORA, I
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FA4E (EDa—IL4) : EERIKRABRBRES

42 HBRHEE
421 ZEHER
4211 hHhZEFRFITHHEER
CTD No.- 2 s = = e 153 FT 1BRES - &~
; H .
gpgs | * 8 | SudyNo = 4 = (EW. HE) zot | sE05
Affinity of the compound F-96221-BM . Drugs R D.
4.2.1.1.1 | Luis Labeaga F96221BM. for Hy histamine receptors in the guinea Report: FAE.S FARMA 2005;6(6):371-3 FEATh
B08 - Anexo: (Spain)
pig cerebellum. 84
42112 6517 In vitro pharmacology: Human H, = B (France) %8356?6?371-3 ST
e receptor - Study of F-96221-BM1 -. s .
F-96221-BM: H histamine receptor Druas R D
42113 Reyes F96221BMC. | antagonistic activity in the guinea pig Report: FAES FARMA 2003'6(6)"371-3 =4
e Corcostegui A01 ileum. Comparative study with Anexo: (Spain) 84 A .
cetirizine.
F-96221-BM: Effect on the contractions Druas R D
42114 Reyes F96221BMC. | induced by histamine in the isolated Report: FAES FARMA 2003'6(6)"371-3 =4
e Corcostegui A07 guinea pig trachea. Comparative study | Anexo: (Spain) 84 A .
with cetirizine.
F-96221-BM: Schultz-Dale reaction in Drugs R D
Reyes F96221BMC. | the isolated guinea pig ileum. . FAES FARMA ARV =7
42115 Corcostegui Al6 Comparison with cetirizine and Report: [ (Spain) 5205’6(6)‘371 3 ATl
fexofenadine.
Activity of the compound F-96221-BM | Report: || Il Drugs R D
. F96221BM. on the increment in cutaneous capillary | Anexol: FAES FARMA (AN 10 =7
4.21.1.6 | Luis Labeaga A50 permeability induced by histamine in (Spain) 5206’7(4)‘219 2 ATl
the rat. Anexo2:
Activity of the compound F-96221-BM Drugs R D
. F96221BM. on the increment in cutaneous capillary ) FAES FARMA (AN 10 =7
4.21.1.7 | Luis Labeaga A57 permeability induced by histamine in Report: [ (Spain) 5206’7(4)‘219 2 ATl
the rat. Time-response relationship.
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CTD No.- 2 s = = e 153 FT 1BRES - &~
; H .
Zugs | = & | SwudyNo. ® & s (B ) zot | sE05
Activity of the compound F-96221-BM Drugs R D
. F96221BM. intravenously administered on the . FAES FARMA ) 510. =7
4.21.1.8 | Luis Labeaga A30 histamine-induced bronchospasm in the Report: N (Spain) 5206’7(4)‘219 2 ATl
anaesthetised guinea pig.
F-96221-BM: Effect on microvascular Drugs R D
Reyes F96221BMC. | extravasation induced by histamine in . FAES FARMA A1 0. =7
42119 Corcostegui A34 the guinea pig trachea. Comparison Report: [ (Spain) 5206’7(4)‘219 2 ATl
with cetirizine and fexofenadine.
F-96221-BM: Protection against the Druas R D
421110 Reyes F96221BMC. | lethality induced by histamine in the Report: FAES FARMA 2002_7(4)_'219_2 =4
e Corcostegui A66 guinea pig. A comparative study with Anexo : (Spain) 31 A .
cetirizine.
so1111 | Reves F96221BMC. | Arthus reaction: Effect of F-06221-BM. | . mumy | FAES FARMA %5‘2?7?4)9'219_2 -
B Corcostegui AT73 (Type I hypersensitivity). port. (Spain) 31 ’ ' :
F-96221-BM: Effect on the contact
dermatitis induced by oxazolone in the Drugs R D.
421112 |Reves FI6221BMC. | 1 ouse ear. Comparative study with Report: [ GIN FAES FARMA 2006;7(4):219-2 | A
Corcostegui A61 o . (Spain)
cetirizine and fexofenadine. (Type IV 31
hypersensitivity).
421113 Reyes F96221BMC. | Active cutaneous anaphylaxis 1g-G Report: [ FAES FARMA 558257?4? '219_2 =541
e Corcostegui A7l dependent in the mouse ear. port: (Spain) 31 A .
421114 Reyes F96221BMC. | Active cutaneous anaphylaxis Ig-E Report: [N FAES FARMA ZDOrggfc'?F({Af)D_'Zlg_z =54
e Corcostegui AT2 dependent in the mouse ear. port: (Spain) 31 A .
Activity of the compound F-96221-BM
on the increment in cutaneous capillary Drugs R D
. F96221BM. permeability induced by passive ) FAES FARMA (AN 10 =7
4.21.115 | Luis Labeaga | oo cutaneous anaphylactic reaction Report: | GIN (Spain) 2006;7(4):219-2 i
4 " . 31
(IgE-dependent) in rat sensitized with
anti-ovalbumin homologous serum.
F-96221-BM: Passive cutaneous DrugsR D.
Reyes F96221BMC. . _ FAES FARMA . =
4.2.1.1.16 Corcostegui A74 anaphylaxis induced by a monoclonal | Report: || |l (Spain) 2006;7(4):219-2 i

Ig-E anti-DNP antibody in the rat.

31




v7 7 112 iR
CTD No.- = . = ez T 1aEEs - 1.~
gpgs | * 8 | SudyNo = 4 = (EM. HE) zot | sE05
F-96221-BM: Protection against lethal Druas R D
421117 Reyes F96221BMC. | shock induced by the compound 48/80 | Report: FAES FARMA 2002_7(4)_'219_2 =4
e Corcostegui A58 in the rat. Comparative study with Anexo: (Spain) 31 A .
cetirizine.
Activity of the compound F-96221-BM Drugs R D
. F96221BM. on the increment in cutaneous capillary | Report: FAES FARMA (AN 10 =7
4.21.1.18 | Luis Labeaga AB69 permeability induced by compound Anexo: (Spain) 5206’7(4)‘219 2 ATl
48/80 in the rat.
4.2.1.2 EIRHIZEEHER
CTD No.- = . = ez T 1aEES - 1~
gpgs | 2® 8 | SudyNo = 4 R (EW. HE5) zoth | $E05
Drugs R D.
421.2.1 — 132041 Profiling Screen Data Report. Report: [ GIN 2005;6(6):371-3 | =%
. 84
(Taiwan)
F—Qing—BM: Stgd_y of thﬁ Ha ) _ Drugs R D.
42129 Reyeg . F96221BMC. a.ntl |stgm|ne gctlwty in t_ e guinea pig Report: FAE_S FARMA 2005:6(6):371-3 =54
e Corcostegui V00 right atrium stimulated with dimaprit. Anexo: (Spain) 84 A
Comparative study with cetirizine.
F-96221-BM: Study of "in vitro" Hs ) Drugs R D.
42123 | Reyes ) FI6221BMC. | |istamine receptor affinity. Comparison Report: FAES FARMA 2005;6(6):371-3 FEATh
Corcostegui N05 : S Anexo: (Spain)
with cetirizine. 84
In vitro pharmacology: Human H, -
42124 | | 11279 receptor binding assay. - Study of . B (France) — i
F-96221-BM1 -.
F Pharmacological activity of bilastine at ) N
42125 | I 01 cholinergic muscarinic receptors. Report: [ (USA) o %
F-96221-BM: Effect on the contractions Druas R D
42126 Reyes F96221BMC. | induced by serotonin in the caudal Report: FAES FARMA 2003'6(6)'371-3 =4
e Corcostegui V12 artery of the rat. Comparative study Anexo: (Spain) A .

with cetirizine and ketanserine.

84
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; H .
gpgs | 2® 8 | SudyNo = 4 R (EM. HE) zot | $E05
F-96221-BM: Effect on the contractions Drugs R D
Reyes F96221BMC. | induced by noradrenaline in the rabbit . FAES FARMA RIRYRTT. -
42127 Corcostegui V03 thoracic aorta. Comparative study with Report: [ (Spain) 5205’6(6)‘371 3 At il
cetirizine.
F-96221-BM: Inhibition of the Druas R D
42128 Reyes F96221BMC. | contractions induced by acetylcholine in | Report: FAES FARMA 2003'6(6)"371-3 =4
e Corcostegui A03 the isolated guinea pig ileum. M3 Anexo: (Spain) 84 A .
anticholinergic activity.
F-96221-BM: Inhibition of the Druas R D
42129 Reyes F96221BMC. | contractions induced by calcium inthe | Report: FAES FARMA 2003'6(6)"371-3 =4
e Corcostegui A04 guinea pig ileum. Comparison with Anexo: (Spain) 84 A .
cetirizine.
F-96221-BM: Inhibition of the ) Drugs R D.
421210 | Reves ) FI6221BMC. | ¢ ontractions induced by bradykinin in Report: FAES FARMA 2005;6(6):371-3 FEATh
Corcostegui A05 X . o Anexo: (Spain)
the isolated guinea pig ileum. 84
F-96221-BM: Antagonism of B,
receptors in the isolated guinea pig Drugs R D.
421211 |Reves FI6221BMC. | 4rachea. Comparative study with Report: [ GTGEGIN FAES FARMA 2005;6(6):371-3 |  #Ff
Corcostegui All S : (Spain)
cetirizine, fexofenadine and 84
propranolol.
F-96221-BM: Effect on the contractions
induced by leukotriene D, in the Drugs R D
Reyes F96221BMC. | isolated guinea pig trachea. . FAES FARMA ARV -
421212 Corcostegui Al4 Comparative study with cetirizine, Report: [ (Spain) 5205’6(6)‘371 3 At il
fexofenadine and the compound
LY171883.
Activity of the compound F-96221-BM Drugs R D
. F96221BM. on the increase in cutaneous capillary Report: FAES FARMA (AN 10 =7
4.21.2.13 | Luis Labeaga A51 permeability induced by serotonin in the | Anexo: (Spain) 5206’7(4)‘219 2 At il
rat.
Activity of the compound F-96221-BM Drugs R D
. F96221BM. on the increase of cutaneous capillary Report: FAES FARMA (A0 =7
4.21.2.14 | Luis Labeaga A53 permeability induced by bradykinin in Anexo: (Spain) 5206’7(4)‘219 2 Al il
the rat.
F-96221-BM: Effect on the gastric
F96221BMC. | hypersecretion induced by histamine in . FAES FARMA =
4.212.15 h D30 the anaesthetised rat. Comparative study Report: [N (Spain) - el

with cetirizine and ranitidine.
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CTD No.- = . = ez T 1aEES - 1.~
; H .
Zugs | = 8 | SwudyNo. ® & R (B %) ZoM | SEOR
F-96221-BM: Effect on the gastric
F96221BMC. | hypersecretion induced by carbacol in . FAES FARMA =
4.21.2.16 h D31 the anaesthetized rat. Comparative Report: [N (Spain) - el
study with cetirizine and pirenzepine.
4213 REMHEEREHR
42131 LOER
CTD No.- 2 o = = e 153 FT 1BRES - &~
; H .
gpgs | * 8 | SudyNo = 4 R (EM. ) zot | sE08
F-96221-BM: Effect on inotropism in
421311 F96221BMC. | e electrically stimulated left atrium of | Report: || ||l FAES FARMA — 2%
V01 . . (Spain)
the guinea pig.
F-96221-BM: Effect on chronotropism )
421312 F96221BMC. of spontaneous beating of the right Report: FAE.S FARMA — 2%
V11 ; . A Anexo: (Spain)
guinea pig atrium.
Direct effects of F-96221-BM on human
421313 | N F96221BM cloned potassium channels involved in | Report: || N |Gz — 5%
cardiac repolarization.
(Spain)
Bilastine: Effect on hERG tail currents N
421314 ‘ A0781 recoreded from stably transfected % . — FEATh
HEK293 cells. (Switzerland)
F-96221-BM1, cetirizine, fexofenadine
and desloratadine: In vitro effect on
: F — Z
421315 - I HERG current (1kr) expressed in human Report: [N (USA) 55
embryonic kidney (HEK) cells.
Activity of the compound F-96221-BM
F96221BM. intravenously administered on the Report: FAES FARMA N
421316 | N V39 electrocardiogram of anaesthetised (Spain) - 5%
guinea pig.
Cardiovascular effects of the
421317 | N | 5121 antihistamine compound F-96221-BM, % B (ronce) . i

after oral administration in conscious
dogs using telemetry.

10
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; H .
Zugs| = ® Study No. ® & s (B, %) zok | SEO5
Cardiovascular safety pharmacology N
421318 - V5822 study with F-96221-BM1 in m — FEATh
telemetrised Beagle dogs. (Netherlands)
4.2.1.3.2 HiR#EHER
CTD No.- 2 2 = S e 453 FT 1BRES - &~
; H .
gpgs | = B | SuyNo = 4 R (EM. HE) zot | $E05
Evaluation of the effect of N
421321 | | 667071 F-96221-BM1 on the modified Irwin m (UK) — A
screen test in the rat.
F-96221-BM: Pharmacological safety.
421.3.22 FR6221BM. | Etfect on the exploratory activity (Hole | Report: || |l FAES FARMA — BE
C37 . (Spain)
Board Test) in the mouse.
F-96221-BM: Effect on motor
421323 - E%ZZZlBM' co-ordination (Rota-Rod Assay) inthe | Report: || NG (FéApI;Sn;:ARMA — 5%
mouse.
F-96221-BM: Pharmacological safety.
421324 FR6221BM. | Etfect on the spontaneous motor activity | Report: || FAES FARMA — 2E
C52 - (Spain)
in the mouse.
F-96221-BM: Pharmacological safety.
421.3.25 FR6221BM. | Etfect on the spontaneous motor activity | Report: || NGz FAES FARMA — 2E
C50 - (Spain)
in the rat.
F-96221-BM. Effect against the
42.1.3.26 FR6221BM. | convulsions induced by Report: [ IEGzG FAES FARMA — 2E
C77 . (Spain)
pentamethylentetrazole in the mouse.
F-96221-BM: Effect against the
421.3.27 FR6221BM. | convulsions induced by maximal Report: | IEGzG FAES FARMA — 2E
C80 - . (Spain)
electric shock in the mouse.
F96221BM. F-96221-BM: Effect on narcosis FAES FARMA
: — &
421328 - C93 induced by diazepam in the mouse. Report: N (Spain) 55
F96221BM. F-96221-BM: Effect on narcosis FAES FARMA
: — &
421329 - C56 induced by ethanol in the mouse. Report: [N (Spain) 5

11
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; H .
Zugs | = A | StudyNo. ® & s (B %) Zot | SEOH
F96221BM. F96221-BM: Effect on narcosis induced FAES FARMA
: — %
4.21.32.10 - C57 by pentobarbital in the mouse. Report: (Spain) 55
F-96221-BM: Pharmacological safety: .
4213211 - ('::9822218'\/" Effect on the rectal temperature of the Rep&t. (FéAiiSn;:ARMA — 2%
normothermic rat. P
42.1.3.3 MIRBR
CTD No.- 2 s = = e 153 FT 1BRES - &~
; H .
Zugs | = ® | SudyNo. ® & R (B %) zot | szomn
Respiratory parameters monitoring N
421331 | | 666125 following a single dose administration -_ (UK) — FA
of F-96221-BML1 in rats.
42134 HIEHER
CTD No.- - . = ez T 1B - 1~
; H .
Zugs | = # Study No. ® & ks (B ) zot | szomn
F-96221-BM: Effect on the gastric
F96221BMC. | secretion in the rat. Comparative study . FAES FARMA N
421341 h D57 with cetirizine, fexofenadine and Report: [N (Spain) - 5%
famotidine.
Activity of the compound F-96221-BM
421342 | G FR6221BM. | 51 the intestinal motility. Propulsion of | Report: | Gz FAES FARMA — 2E
D62 . . (Spain)
activated carbon in the mouse.
42135 ZOHOHBER
CTD No.- = s = £z T 1aEEs - 1~
; H .
Zugs | = # | StudyNo ® & il (B, 5 zot | sz0m
Membrane stabilising activity of the
421351 | N F-96221BM. | compound F-96221-BM. Rat Report: FAES FARMA . B
""" Al3 erythrocytes submitted to hypotonic Anexo: (Spain) =
haemolysis.

12
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4.2.1.4 REHNFHEYHREERHER
CTD No.- 2 s = St 453 FT 1BRES - &~
; H .
gpgs | * 8 | SudyNo = 4 R (BN ) zot | sE05
F-96221-BM: Effect on the
42141 F-96221BMC | ;) oxan-induced hyperglycemia inthe | Report: | |Gz FAES FARMA — FEATh
. M51 . S (Spain)
mouse. Interaction study with insulin.
F-96221-BM: Effect on rat blood
42142 h F'S%ZZZlBMC coagulation parameters. Interaction Report: | G (F?pi?n;: ARMA — A
' study with warfarin.
422 EYEREHER
4221 DIERVNIT—L3a VREE
CTD No.- - o = =t 453 FT 1BRES - &~
; H .
Zugs | = " | SudyNo ® & s (B, ) Zol | SEOR
o . Report:
Validation of analytical method !
42211 | |WEEEos | MPKAOL v.2. in male Wistar rat Anexo” (Fs’fpifn)FARMA — BE
plasma. Anex03;
Retrospective validation of analytical FAES FARMA L =
42212 | I IO method MPPR1. Male wistar rats. (Spain) 55
Validation of analytical method FAES FARMA N
42213 | | O/ MPKAO2_v.1. Male Wistar rats. (Spain) - 2%
Validation of analytical method FAES FARMA N
42214 | NN | S MPPP2. Beagle dogs. (Spain) - ]
Validation of analytical method
42215 | 0203 | MPKAO1 for F-96221-BM1 analysis in % (FSA';Sn)F ARMA — BE
dog plasma. P
Validation of analytical method
42216 | B0-03 | MPKAO1 for analysis of F-96221-BM1 L . (FSA';Sn)F ARMA — BE
in rabbit plasma. P
Analytical method validation for
compound F-96221-BM inrat facces | [ GzG~ . 5
42211 - Mllos samples by means of matrix solid-phase ] (Spain) 55
dispersion and HPLC. P

13
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4.2.2.2 1R
CTD No.- = 8 = £z T 1aEES - 1~
; H .
Zugs | = F | SwudyNo. ® & R (Bl ) zot | szom
Pharmacokinetic linearity after oral EAES FARMA
42221 | | .o administration in male Wister rats. Part | Report: | N |GGGz (Spain) — B
Il.
Pharmacokinetic linearity after oral ) FAES FARMA =
42222 | I | S administration. Beagle dogs. Report: I (Spain) o Al il
Intravenous pharmacokinetics in dogs. ) FAES FARMA =
42223 | s 0o Report: I | i) — i
Compared pharmacokinetics, oral
administration. D=10mg/kg. Batch ) FAES FARMA =
42224 | ¢ I (Polymorph ). Male Wistar Report: [ (Spain) T el
rat.
4223 9
CTD No.- = 8 = £z T e - 1.~
; H .
Zugs | = F | SwudyNo. ® & R (B, 5 zot | szom
The tissue distribution of total Drud Chem
radioactivity in the rat following oral - Toxigcol
42231 186121 administration of [**C]-bilastine. s FTA
] (UK) | 2012;35(Suppl
(Quantitative whole body l)'l-’7
autoradiography) '
42232 | B Bilastine. Plasma protein binding. -i (FéApI;Sn;:ARMA — Bl
B MATRRIA 2 A2 F > MBI N KRB i TR
42233 Woa10 | % bilastine i Ui~ s | ISy | 2551 S0 - S
DIRES. JEAT
42934 - B040-106 Placental and embryo fetal transfer -N- _ . S

study of **C-bilastine in pregnant rats.
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4224 R#
CTD No.- 2 s = =t 453 FT 1BRES - &~
; H .
Zugs | = F | SwudyNo. ® & R (Bl ) zot | szom
Study of the metabolism of item ~ _
42241 ‘ Il 7030 | F-96221-BM1 in microsomes of murine -_ (Spain) — FA
and rabbit origin. P
Study of the metabolism of item ~ _
42242 ‘ Bl 7075 | F-96221-BM1 in microsomes of canine -_ (Spain) — FA
origin. P
Bilastine:Species variation in the in N
42243 | R 779911 vitro hepatic metabolism of -_ (UK) — FA
[*C]-bilastine.
Drug Chem
Presystemic Metabolism in male Wistar FAES FARMA Toxicol. =
22244 | DN | Report: I | o i) 2012:35(suppl | 1
1):18-24
Determination of the amount of N
42245 - -0 glucuronide conjugate of F-96221-BM . — FA
compound in rat faeces samples. pain
di f I (Spain)
Investigation of the nature and identity
of radiolabelled metabolites present in Drug Chem
excreta, bile and plasma collected from ~ Toxicol. =
42246 | I | 211990 rats and excreta and plasma collected % (UK) | 2012;35(Suppl el
from dogs following oral administration 1):18-24
of [*C]-bilastine.
4225 Hett
CTD No.- = 8 = EYiR T 1aEES - 1~
; H .
Zugs | = ® | StudyNo ® & ks (B %) zot | szom
42251 | 0 Urinary excretion of male Wistar rats. | Report: | N |l (FéApI;Sn;:ARMA — A
Determination of the compound
F-96221-BM in samples of rat faeces by ~ =
4.225.2 - I 0 means of matrix solid-phase dispersion -_ m - aF il
and HPLC, P
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Zugs | = ® | StudyNo ® & R (B %) zot | szom
The disposition of [**C]-bilastine in the ~ .
42253 | I 184700 rat following oral administration. (UK) o Al il
The disposition of [**C]-bilastine in the ~ .
42254 | I 184716 dog following oral administration. (UK) o el
42255 040105 Lhe milk excretion of radioactivity of ~ I . =54
C-bilastine.
4226 EYBEZHEVMMEEER (EEEK)
CTD No.- = 5 = £z T 1aEEs - Rl
; i1 .
Zugs | = ® | StudyNo ® & ks (B %) zot | szom
Influence of P-glycoprotein on the
4.2.26.1 l-0001-FA | pharmacokinetics of F-96221-BM1in | Report: | | |}l | I (Spain) — FEATh
the rat.
423 HMHHR
4231 HE®RSEMHHER
CTD No.- = . = £z T 1aEES - 1~
; i1 .
Zugs | = ® | StudyNo ® & ks (B %) zot | szom
Acute oral toxicity of F-96221-BM in ~ FAES FARMA =
Acute oral toxicity of F-96221-BM ~ FAES FARMA N
42312 . B | (ot D i ice _— - 5
Acute intravenous toxicity of [ B FAES FARMA -
4.23.13 . I s F-96221-BM in mice. B | (Spain) T el
Acute oral toxicity of F-96221-BM in ~ FAES FARMA =
4.2.3.1.4 . [ o s, (Spain) — il
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aags | ¢ 7 | Suilo il RIHE (Er. #51) zolt | %03
Acute intravenous toxicity of [ B FAES FARMA -
42315 - I F-96221-BM in rats. B | (Spain) T ¥
4232 RERSEMEHER
CTD No.- = 5 = £z T 1BEES - 1~
; i/ .
Zugs | = ® | SudyNo ® & sl (B %) Zot | SEOR
F-96221-BM1: 14-day oral dose -
42321 | 546843 range-finding toxicity (feeding) study in : — Bl
the CD-1 Mouse I | (Switzerland)
F-96221-BM1: 13-week repeated dose N .?;:?Cg’lhem
4.2.3.2.2 | E.W. Sommer | 848057 oral toxicity (feeding) study in the CD-1 _- (Switzerland) 2012'35;(Suppl FEATh
mouse. 1):25-33
F-96221-BML1: 14-day oral dose N
42323 | 546842 range-finding toxicity (feeding) study in _- (Switzerland) — Bl
the Wistar rat.
28-day subacute oral toxicity of I - FAES FARMA -
4.23.24 . IO F-96221-BM in rats. B | (Spain) T APl
F-96221-BM1: 13-week repeated dose - .?;:?Cg’lhem
4.2.3.25 | E.W.Sommer | 848056 oral toxicity (feeding) study in the B | (Switzerland) 2012'35;(Su | FEATh
Wistar rat. l)'25’—33 PP
42326 | N B 7067 13-week oral toxicity study in rats with a ~ B (soain) . =54
e 6-week recovery period. P .
42327 0517 26-week oral toxicity study in rats with a Report: [N | NN (Spain) . =54
e 6-week recovery period. port: P .
F-96221-BML1: 28-day intravenous N I
42328 |  A21846 (bolus) toxicity study in the Wistar rat % (Switzerland) — Bl
with a 2-week recovery period.
42329 ‘ B o1 T E}o;r(;;ggl;g;l dose-range-finding study % B (i) . S
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Toxicity in Beagle dogs with repeated ~ . . -

4.23.2.10 ‘ I 63467 oral administration for 28 days. I (Spin) APl
13-week toxicity study in Beagle dogs N

423211 ‘ I 73217 | with repeated oral administration and a % B Spqin) — AA
4-week recovery period.
Toxicity in Beagle dogs with repeated Drug Chem

Agustin administration for 52 weeks and an [ B Toxicol. =

4.23.212 | casadesds 717 8-week recovery period: oral B | (Spain) 2012;35(Suppl Al il
administration. 1):25-33
F-96221-BM1: Maximum tolerated dose

423.2.13 ' 303587 study in Beagle dogs by intravenous Report: | G (Spain) 5
(bolus) administration.
F-96221-BM1: 28-day intravenous )

4.2.3.2.14 ' 303598 (bolus) toxicity study in the Beagle dog | Report: [ Il (Spain) — AT
with a 2-week recovery period.

4233 EEHEHER

4.2.3.3.1 invitro X8

CTD No.- = o = £z T 1aEEs - 1~

; H .

Zugs | = ® | SudyNo ® & sl (B %) Zot | SEOR
Bacterial reverse mutation test in ~ . -

123311 NN | oot | SO |y | NN i) | — |
Study of reverse mutation in S. ~ =

423312 ‘ 7175 typhimurium (Ames test) for Bilastine. _- (Spain) - APl
In vitro chromosome aberration assay in | || EGz&N~ : -

423313 | | IR 50T human lymphocytes. I B Spqin) — (i
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CTD No.- = 5 = £z T 1aEEs - E D
#
gpgs | = 8 | SuyNo = 4 R (EM. HE5) ot | 5EO5
423321 | SN | W50 | Micronucleus test _’— B 5oein) _ SE{T
4234 HARMERER
42341 REVARMERER
CTD No.- = 5 = £z T 1aEES - E D
#
gpgs | = 8 | SudyNo = 4 R (BN ) zoth | $E05
Drug Chem
F-96221-BM1: 104-week oncogenicity ~ Toxicol. =
423411 E. W.Sommer | 849398 (feeding) study in the CD-1 mouse. -_ (Switzerland) 2012;35(Suppl el
1):25-33
Drug Chem
F-96221-BM1: 104-week oncogenicity | [ IGz&G~ Toxicol. =
4.234.1.2 | E.W.Sommer | 843397 (feeding) study in the Wistar rat. I | (Switzerland) 2012;35(Suppl At i
1):25-33
4235 HEFEASMEHER
42351 ZRHERUVERKRFE TCOMBMKIEACET SR
CTD No.- = o = ez T 1aEEs - E i
#
gpgs | = 8 | SudyNo = 4 R (EM. HE) zot | sE08
Study of fertility and early embryonic N
423511 | Bs7857 | development in rats by oral % B (Spain) — FEATh

administration.
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423521 | NN | W7 7507 | Teratogeneny study in rats. -h —"IHn _ S
Preliminary study of effects on N
423522 |  lls414T | embryofetal toxicity in rabbits: Dose _- (Spain) — Bl
range finding. P
Drug Chem
Study for effects on embryofetal toxicity ~ Toxicol. =
423523 | NN | 03557 in rabbits by oral administration. % (Spain) 2012;35(Suppl At i
1):25-33
42353 HARRUVHERORERALGVICBAEDOHEEICET 558
CTD No.- = o = £z T 1aEEs - Rl
; :| .
Zugs | = ¥ | SudyNo ® & s (B %) zot | szom
Study for effects on pre- and postnatal N I .?;:?Cg’lhem
423531 | | | Bl 00017 | development, including maternal : o Bl
A N (Spain) 2012;35(Suppl
function in rats by oral administration. 1):25-33
4237 ZDHOEEHER
42376 FHEYOHFEHAER
CTD No.- = 5 = EYiR T 1aEES - 1.~
; :| .
Zugs | = F | StudyNo. ® & sl (B %) zot | szom
Study of reverse mutation in S.
i typhimurium (Ames test) for the test ~ . =7
423.76.1 ‘ 0092 tams of “c B (Spain) R il
*D and *A .
Study of reverse mutation in S.
typhimurium (Ames test) for seven test (Spain)
items: Bilastine, *E , ~ =77
4.2.3.7.6.2 ‘ 7168 o G , % — il
*K , *H and

*1
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gpgs | = 8 | SudyNo = 4 R (EM. HE) zoth | 2E05
Evaluation of reverse mutation in S. N
4.23.76.3 - 7046 | typhimurium (Ames test) for the test item ; — FEATh
<] (Spain)
4.3 ZEM
CTD No.- . . <
e ) 3 3 ] i -
sa1 | Corcostequi R Labeaga L, tmnerarty A, | coCE, BT L tectvity and in vito aninstaminie | D195 RD:
e Berisa A, Orjales A. activity. ' 2005;6:371-384.
432 Corcéstegui R, Labeaga L, Innerérity A, | In vivo pharmacological characterization of bilastine, a potent and | Drugs R D.
" Berisa A, Orjales A. selective histamine H; receptor antagonist. 2006;7:219-231.
‘- . J Investig Allergol Clin
4.3.3 %i\:gauil’l Sﬁ/féﬁ;r’o?agtrzlj’ del Cuvillo A, Effect of H, antihistamines upon the cardiovascular system. Immunol.
gurl, , et al. 2006:16 Suppl 1:13-23.
BN, IR, RATEAT, AR . S S S A HH 5.
434 | G DD ey 7 A fik A I RO, 2009:112:99-103.
. - S Drug Saf.
4.35 Baena-Cagnani CE. Safety and tolerability of treatments for allergic rhinitis in children. 2004: 27 (12): 883-898.
Eur Rev Med Pharmacol
4.3.6 Scaglione F. Safety profile of bilastine: 2nd generation h1-antihistamines. Sci.
2012;16:1999-2005.
4.3.7 Simons FE. Advance in Hy-antihistamines. N Engl J Med.

2004,351:2203-2217.
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5.3 FRRGEBRImES
53.1 A£YERANFHBRHES
5311 NAATRALSEY T+ (BA) HEBRHREE
CTD No.- - 5 = e HBEGE - Sl
; :| .
Zugs | = ¥ | SudyNo. ® & RN | (@w,men Z Dt EZD
TAC-202 DEHED BB T 2 BRKHE | 2015.1.14~ o -
5.3.1.1.1 — 10055070 FRSLER 2015.2.7 EH G (i
[TAC-202 O £ D F 8\ B % Ik m _ =y
: MDA | ematan 107 % AT BRI I Fri
Determination of bilastine in human
‘ B | o'asma in “pharmacokinetic properties of | Report: [ N 24 — Gl
TAC-202 in the fed and fasted conditions”
A pharmacokinetic study to assess the Clin
L i single dose bioavailability of ~ - Pharmacokinet. =
53112 BILA4S9-02 | £ 96201-BM under fed and fasted 15 2009:48(8):543-55 | 2
conditions 4
Determination of F-96221-BM in human | Report: e N
l — plasma samples with LC-MS/MS ] i - il
A phase 1, open-label, randomized, 3-way
crossover study to assess the effect of
53113 L BILA459-12 | food with high and low-fat content on the ~ sk _ Bt

single-dose pharmacokinetics and
pharmacodynamics of bilastine in healty
adult subjects
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CTD No.- = 5 = ez T 1aEEs - E il
; H .
Zugs | = ® | SudyNo. ® & RN | (@w,men Z Dt EZD
Determination of F-96221-BM1 in human
plasma samples (heparin) derived from “a
phase 1, open-label, randomised,
three-way crossover study to assess the
[ F effect of food with high and low fat Report: | G 24 — 2%
content on the single-dose
pharmacokinetics and pharmacodynamics
of bilastine in healthy adult subjects” by
LC-MS/MS
. I Clin Drug Investig.
L BILA2909/BA | Study on the oral bioavailabitity of 2010.5.26~ e ) g =
53114 (CUNFI-0908) | bilastine 2010.8.20 7 2013;330:375-38 | 2 =
Sample determination of bilastine
(F96221BM1) in human sodium Report:
‘ ' heparinized plasma samples from study: Rlge AN — 5%
“Estudio de biodisponibilidad oral de
bilastina”
Sample determination of bilastine
(F96221BM1) in human urine samples Report: - . =
‘ ' from study: “Estudio de biodisponibilidad 17 55
oral de bilastina”
53.1.2 HEBAHBRRUEYFHRFNE (BE) HARBREE
CTDNo.- | = . = = e 453 FT 1BRES - &~
; H .
Zugs | = & | StudyNo ® & AN | (@, Z Dt EZDF
FE D3 2 732 2 BRI R 00 A= 51 [R) S N
5.3.1.2.1 — (B VA, 565 N/ AR, 26 111 AE SR m =N — A
Fill % OV 1 FHERER 5L 741))
BN B 7 2 BRI oD A M B [R) S N
5.3.1.2.2 — (B VAR, 265 N/ AR, 26 101 AE SR m =N — A
Rl K OV g 0D S 228 T A1)
N —REA 1) o = AL ~ B
53123 : . oy N B 70 2 B [ o AR ) [R) m P . SEAf

(55 1 FRRRER A1)
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gpgs | F F | SudyNo = 4 AR | @ ms zot | sE05
: & BN T2 2 BUAI O ZE R R N
5.3.1.2.4 — (55 LR, 365 N/HLRR, 585 11 ARRRER B m Sl — A
#il)
Classification of Bilastine within the Report:
5.3.1.2.5 . B | Biopharmaceutical Classification System _ 24N — 2%
(BCS).
Bl 7s B 7 2 BRI oD A M R[] S N
5.3.1.2.6 — (B VAR, 265 N/ILAR, 28 111 AE SR Y EN — AT
Fi Mo O M A1)
BN B 7 2 BRI oD A M R [R) S N
53127 _ ol e S L, T _ 4
#il)
5.3.1.4 AYFHRUVEEZHSTERTRES
CTDNo- | 4 o [HEAES = a0 SFfi
ié*i%% = % Study No ﬁ LE [EKE&%F] %Bﬁ;ﬁﬂﬁiﬁ (@W/fﬁﬂ‘) #%ﬁﬁl:g " %0)1‘]‘{_1 %%0)%“
Set-up and validation of an LC-MS/MS Report:
5.3.1.4.1 ‘ ] method for the determination of _ 24N — 2%
F-96221-BM in human plasma
Partial validation of an existing method Report:
5.3.1.4.2 . ] for the determination of F-96221-BM in _ 24N — 2%
human plasma by LC/MS/MS
Validation of a LC-MS/MS method for the N
53.1.43 | GG F determination of F-96221-BM1 in human 24N — 2%
urine
Validation of a high performance liquid
chromatographic method using tandem
mass spectrometry detection and ~ -
53144 . I automated extraction for the determination m 7 - 25
of bilastine in human sodium heparinized
plasma
Validation of a high performance liquid
chromatographic method using tandem N
5.3.1.4.5 . B | ess spectrometry detection and % 24N — 2%

automated extraction for the determination
of bilastine in human urine
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:é*i%% = % Study No ﬁ LE [nﬁ%ﬁ%?] %Bﬁ BFEﬂ (EW/;E%) #%ﬁ % %0)1‘]‘{_1 %%0)%“
Partial validation of an analytical method
for the determination of bilastine ~ e N
heparinized plasma by LC/MS/MS
Second part of partial validation of an
analytical method for the determination of -
5.3.1.4.7 ‘ F bilastine (F-96221-BM1) in human o AN — 5%
sodium heparinized plasma by
LC/MS/MS
532 EFEHFEMZAVE-EDETREEDCHKBRRESE
5321 MEEAHFSHBBREE
CTD NO' et a8 =t = (== %ﬁﬁ%ﬁﬁ > = EqZ{ﬁ/
; Al | : o
:é*i%% = % Study No ﬁ LE [nﬁ%ﬁ%?] %ﬁﬁ BFEﬁ (@W/7§71‘) #%ﬁ % %0)1‘]‘{_1 %%0)%“
In vitro determination of bilastine Report:
5.3.2.1.1 - ] unbound fraction in patients with different | paams 24N — FA
degrees of renal impairment
5322 HFRBAXRVEVHEERARBHRESE
CTD NO' et a =t = =/ %ﬁﬁ%ﬁﬁ > = EqZ{ﬁ/
:é*i%% = % Study No ﬁ LE [nﬁ%ﬁ%?] %Bﬁ BFEﬁ (EW/;E%) #%ﬁ % %0)1‘]‘{_1 %%0)%“
Drug Chem
In vitro assessment of human liver Report: e Toxicol. N
53221 L I CYP450 inhibition potential of bilastine. 7 2012;35(Suppl ]
1):18-24
In vitro assessment of cytochrome P450 Report:
5.3.2.2.2 L F induction potential of bilastine in primary oL AN — 5%
human hepatocytes
Study for the identification of CYP450 N
5.3.2.2.3 - B | isozymes that can be related to the = 24N — i

metabolism of item F-96221-BM1
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: AnlE H ; i
Study of the metabolism of item
5.3.2.2.4 ‘ ] F—QQZZl—BMl in microsomes of human m HEsh — STA
origin
Study of the metabolism of item N
5.3.2.2.5 ‘ B | F96221-BM1 in hepatocytes of human m 24N — A
origin. Phase II.
Investigation of the nature and identity of
radiolabelled metabolites present in N
5.3.2.2.6 h e samples of urine, faeces and plasma = 24N — A
following an oral dose of [**C]-Bilastine
to human volunteers
53.23 Dkt FEFEHEZAVERBES
CTD No.- s g = ESix T E il
:é*i%% = % Study No ﬁ LE [nﬁ%ﬁ%?] %Bﬁ BFEﬁ (EW/;E%) #%ﬁ = %0)1‘]‘{_1 %%0)%“
In vitro evaluation of candidate drugs as Drua Chem
Itziar substrates of P-glycoprotein and Report: Toxigcol
5.3.2.3.1 | Soengas ] classification of brain uptake using IO_ 24N 2012'35;(Su | FA
Ribote MDR1-MDCK permeability assays: 1)'8-’17 PP
Evaluation of F-96221-BM1 '
In vitro interaction studies of one selected Drua Chem
test article with MRP2 (ABCC2) and N Toxigcol
5.3.2.3.2 | Szilvia Gedey BSEP (ABCB11/sPgp) ABC (efflux) m AN 2012_35(Su | A
transporters, and with OATP2B1 1)'8-’17 PP
(OATP-B) and OCT1 uptake transporters '
Assessment of bilastine as an inhibitor of Drug Chem
Dallas human NTCP, BCRP, OAT1, OATS3, ~ e Toxicol. =
53233 Bednarczyk I OCT2, OATP1B1 and OATP1B3 m 7 2012;35(Suppl At i
mediated transport 1):8-17
Drug Chem
Dallas Assessment of bilastine as a substrate of ~ - Toxicol. =
53234 Bednarczyk I human BCRP, OAT1,0AT3, or OCT2 = 7 2012;35(Suppl At i
1):8-17
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In vitro Interaction Studies of Bilastine
with human OATP1B1, OATP1B3,
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5.3.2.3.6

F
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In vitro Interaction Studies of Bilastine
with human MDR1 ABC Efflux
Transporter and with human OATP1A2
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10055010
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=
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Determination of bilastine in human
plasma and urine for a single
administration phase (phase | study of
single and multiple dosage of
TAC-202 in healthy male volunteers)
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Determination of bilastine in human
plasma and urine for a multiple
administration phase (phase | study of
single and multiple dosage of TAC-202 in
healthy male volunteers)

Report:

G
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A two-part, phase 1, double-blind,
randomised, placebo-controlled,
sequential group study to evaluate the N
5.3.3.1.2 — BILA459-08 | safety, tolerability, and pharmacokinetics = AN — 5%
of single ascending doses of bilastine and
of multiple doses of bilastine in healthy
adult subjects
Determination of F-96221-BM in human Report:
. e plasma samples from study 459-08 with Hllgs sk — 2E
LC-MS/MS
A phase | study to investigate the Drua Chem Toxicol
absorption,metabolism and excretion of 2007.11.7~ e g. '
53313 - BILAA459-13 [*“C]-bilastine following oral 2007.12.21 7 io.ll%,\%za(Suppl 2%
administration to healthy volunteers ):18-
Determination of F-96221-BM1 in human
plasma (heparin) and urine samples
derived from “a phase | study to Report:
] F investigate the absorption, metabolism and IO_ 24N — 2%
excretion of [**C]-bilastine following oral
administration to healthy volunteers” by
LC-MS/MS
A randomised, single-dose rising study to N
5.3.3.1.4 — BILA459-01 | evaluate the safety and tolerability and m AN — 5%
pharmacokinetics of F-96221-BM
Determination of F-96221-BM in human ) e
l — plasma samples with LC-MS/MS Report: I A — 5
A randomised, multiple-dose study to
evaluate the safety and tolerability and ~ -
5.33.15 o BILAA459-03 pharmacokinetics of F-96221-BM at 7 o 2%
escalating doses
l . Determination of F-96221-BM in human Report: [ I - -

plasma samples with LC-MS/MS
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An open -label study to assess the effects
. i of age and gender on the pharmacokinetic ~ - L =
53331 BILA459-05 profile and pharmacodynamics of bilastine 1 7 55
in healty volunteers
Determination of F-96221-BM in human
' [ plasma samples from study AA01256-1 | Report: | N |G 24 — 2%
and 2 with LC-MS/MS
Evaluation of the single-dose N Clin Drua Investi
5.3.3.3.2 — BILA2808/RI | pharmacokinetics of bilastine in subjects 24N gt g 5%
X : . o 2013;33(9):665-673
with various degrees of renal insufficiency
Bioanalysis of Bilastine in human sodium
heparinized plasma and human urine ) e L =
. . samples in support of clinical protocol Report: [N 7 55
BILA 2808/RI
5334 SEMERZRET L= PKEHBRREE
CTD NO' et a =t = (== %ﬁﬁ%ﬁﬁ > = EqZ{ﬁ/
; B B . o
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A pharmacokinetic and safety study
evaluating the potential interaction of N
5.3.3.4.1 — BILA459-06 | erythromycin and bilastine under m AN — 5%
steady-state conditions in healthy
volunteers
Determination of F-96221-BM in human
' B | p'asma samples from 459-06 with Report: | EGzN 24 — 2%
LC-MS/MS
A high performance liquid
r F chromatographic mass spectorometric Report: [N o . s

erythromycin in human plasma (heparin)
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A pharmacokinetic and safety study
evaluating the potential interaction of N
5.3.3.4.2 — BILA459-07 | ketoconazole and bilastine under m st — 2%
steady-state conditions in healthy
volunteers
Determination of F-96221-BM in human
‘ e plasma samples from 459-07 with Report: | EGzG 24 — 2#E
LC-MS/MS
A high performance turbulent flow on-line
automated mass spectrometric method for | Report: -
P I the determination of ketoconazole in 17 o 25
human plasma (heparin)
A phase 1, open-label, randomized,
two-way crossover study to evaluate the N
5.3.3.4.3 — BILA459-11 | effect of diltiazem on single-dose m AN — 5%
pharmacokinetics of bilastine in healthy
adult subjects
Determination of F-96221-BM1 in human
plasma (heparin) samples from study "A
phase 1, open-label, randomized, two-way
- I | crossover study to evaluate the effect of | Report: | IZa — 2#E
Diltiazem on the single-dose
pharmacokinetics of bilastine in healthy
adult subjects" by LC-MS/MS
A phase 1, open-label, randomized,
two-way crossover study to evaluate the N
5.3.3.4.4 — BILA459-10 | effect of grapefruit juice on single-dose m AN — 5%
pharmacokinetics of bilastine in healthy
adult subjects
Determination of F-96221-BM1 in human
plasma (heparin) samples from study "A
phase 1, open-label, randomized, two-way
- B | crossover study to evaluate the effect of | Report: | NEGzG 24 — 2%

grapefruit juice on single-dose
pharmacokinetics of bilastine in healthy
adult subjects" by LC-MS/MS
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Report on PK and PK/PD modeling for
bilastine in the Japanese population with Report: - L =
5335.1 - l two PD endpoints including covariate e 7 el
analysis
Population
pharmacokinetic-pharmacodynamic model . - L =
pharmacokinetic data.
Bilastine renal insufficiency population Report: - L =
53353 - — modelling for dose/label recommendation A ¥
Population Report:
5.3.3.5.4 — B | oharmacokinetic-pharmacodynamic tllgs 24N — FAG
modelling of bilastine.
534 BRERENZ (PD) HBRHEE
5341 REWMBRE(CHTSH PDEBRRY PK/PD HBRBES
CTD NO' et a8 =t = =/ %ﬁﬁ%ﬁﬁ > = EqZ{ﬁ/
; B B ; o
:é*i%% = % Study No ﬁ LE [nﬁ%ﬁ%?] %ﬁﬁ BFEﬁ (@W/7§71‘) #%ﬁ % %0)1‘]‘{_1 %%0)%“
Double-blind, randomized, four-way
BILA2707/U | crossover study to assess the effect of two N J Psychopharmacol.
5.3.4.1.1 — MA doses of bilastine 20 and 40 mg compared % AN 2011;25(11):1517-1 2%
with hydroxyzine 50 mg and placebo on 523
actual driving performance
Occupation of brain histamine H-1
receptors after administration of single
doses of bilastine and hydroxyzine, N .
53.4.1.2 — EIIE%FASMU evaluated by positron emission m AN ;gi%%?g;rg%oggo 5E
tomography (PET) with [*'C]-doxepin. A ’ '
randomised, doubleblind, cross-over
clinical trial in healthy volunteers
Determination of bilastine in human -
‘ r sodium heparinized plasma samples from o AN — 5%

study
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A phase I, randomized, multiple-dose, J Clin Pharmacol.
double-blind, 5-way crossover study of the | 2006.9.20~ s 2012;52(6):893-903
5.34.13 BILAA459-09 electrocardiographic effects of bilastine in 2006.12.13 17 Clin Drug Investig. &%
healthy adult subjects 2012;32(5):339-351
Determination of F-96221-BM1 and
moxifloxacin in human plasma (heparin)
samples from study “a phase 1, Report:
e randomized, multiple dose, double blind, IO_ 24N — 2%
5-way crossover study of the
electrocardiographic effects of bilastine in
healthy adult subjects” by LC-MS/MS
A randomised, double-blinded,
single-dose, placebo-controlled, 4-period Inflamm Res
53414 BILA459-04 crossover study to evaluate the safety and ~ YAk 2011'60(12)'i107—1 B
I tolerability, pharmacokinetics, and 112 ’ ' -
anti-histaminic activity of bilastine at 5
dose levels compared with cetirizine
Determination of F-96221-BM in human
I plasma samples from study BILA 459-04 | Report: | NN 24 — 2
with LC-MS/MS
Crossover, randomized, double-blind,
placebo and positive standard-controlled,
unicenter clinical trial for evaluation of J Clin
5.3.4.1.5 (l:IM/OZIlOO/O central nervous system effects of % 24N Psychopharmacol. 2%
F-96221-BM at different doses after single 2008;28(6):675-685
and repeat oral administration during 7
days in healthy subjects
Determination of F-96221-BM in human ReporTt:
e plasma samples from study IO_ sk — 2E
CIM/02/100/01 with LC-MS/MS
Crossover, randomized, double-blind,
double-dummy, placebo and positive
standard-controlled, unicenter clinical trial Hum
53416 CIM/04/100/0 | to assess the possible interaction on CNS ~ Ak Psychopharmacol. B

7

effects between Bilastine (20mg and
80mg) and alcohol (0.8g/kg) after single
simultaneous administration in healthy
subjects.

2014;29(2):120-132
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:é*q‘%% = % Study No ﬁ LE [nﬁ%ﬁ%?] %ﬁﬁ BFEﬂ (EW/;E%) #%ﬁ % %0)1‘]‘{_1 §%®%|]
A crossover, randomized, double-blind,
placebo-controlled, single-centre clinical
trial on possible interactions on the central N
5.3.4.1.7 — (l:IM/OG/lOO/O nervous system of bilastine 20mg and = AN — BE
lorazepam 3mg after simultaneous
administration of single and repeated
doses (Day 1 and 8) in healthy subjects
53.4.2 HBHEIZHTS PDHABRKRY PK/PD HEBRHRES
CTD NO' et a =t = (== %ﬁﬁ%ﬁﬁ > = EqZ{ﬁ/
; SRE B . o
:é*i%% = % Study No ﬁ LE [nﬁ%ﬁ%?] %Bﬁ BFEﬁ (EW/;E%) #%ﬁ % %0)1‘]‘{_1 §%®%|]
5.3.4.2.1 A FACRRTE 2 A F\V - TAC-202 ORI | 2013.8.22~ .
(535.1.1) - 10055020 HER AR ES 11 AR 2014.1.25 [ B ¥
A randomized, double-blind, four way
cross-over, placebo controlled trial to
evaluate the clinical efficacy, onset of
action and drug activity at 22-26 hours
following the drug intake of Bilastine
5.3.4.2.2 BILA2306/ . . 2006.10.16~ - Inflamm Res. S
(535.16) - ACC 20mg vs. placebo and in competition to 2006.12.21 7 2010:59(5):391-308 | 27
Cetirizine 10mg, Fexofenadine 120mg in
reducing symptoms of seasonal allergic
rhinitis in grass pollen sensitized
volunteers exposed on 2 consecutive days
in the Vienna Challenge Chamber.
535 AMMERUREMARBEE
5.3.5.1 HET HEMEICEAT 5 LEMBHEBREE
CTD NO' et a8 =t = =/ %ﬁﬁ%ﬁﬁ > = EqZ{ﬁ/
; Al | : o
:é*i%% = % Study No ﬁ LE [nﬁ%ﬁ%?] %ﬁﬁ BFEﬁ (Em/;ﬁ_%) #%ﬁ % %0)1‘]‘{_1 §%®%|]
A FACRIGRTE 2 A F\V - TAC-202 Ol | 2013.8.22~ .
53511 - 10055020 HBRIR A 11 AH R 2014.1.25 [ — ¥l
WEMET LLF—MRREBE XL L | 2014.7.19~ -
53512 - 10055030 L 72 TAC-202 D ERIRH 111 HH R 2015.1.26 =X - ¥
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5.3.5.13

BILA0401/
RAE

A double-blind, randomized, dose-ranging
study in four parallel groups of 5, 10 and
20 mg bilastine versus placebo for the
treatment of seasonal allergic rhinitis.

5.35.14

BILA0701/
RAE

A dose-ranging placebo controlled parallel
study of 2.5, 10, 20 and 40 mg bilastine
for the treatment of seasonal allergic
rhinitis

5.3.5.15

BILA0501/
RAP

Double-blind, randomized, dose-ranging
trial in four parallel groups of 10, 20 and
30 mg bilastine versus placebo for the
treatment of perennial allergic rhinitis

(e

5.3.5.1.6

BILA2306/
ACC

A randomized, double-blind, four way
cross-over, placebo controlled trial to
evaluate the clinical efficacy, onset of
action and drug activity at 22-26 hours
following the drug intake of Bilastine
20mg vs. placebo and in competition to
Cetirizine 10mg, Fexofenadine 120mg in
reducing symptoms of seasonal allergic
rhinitis in grass pollen sensitized
volunteers exposed on 2 consecutive days
in the Vienna Challenge Chamber.

2006.10.16~

2006.12.21

HEZAS

Inflamm Res.
2010;59(5):391-398

5.3.5.1.7

BILA0802/
RAE

Double-blind, randomised,
placebo-controlled, phase 111 study
comparing the efficacy and safety of
bilastine (20 mg and 40 mg once daily)
and cetirizine 10 mg for the treatment of
seasonal allergic rhinitis

i

5.3.5.1.8

BILA1003/
RAE

Double-blind, randomised,
placebo-controlled, phase 111 study
comparing the efficacy and safety of
bilastine 20 mg once daily and
Desloratadine 5 mg for the treatment of
seasonal allergic rhinitis

2003.4.22~

2003.8.12

HEZAS

Allergy.
2009;64(1):158-165
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Double-blind, randomised,
placebo-controlled, phase 111 study .
. X Clin Exp Allergy.
. BILAL1704/ comparing the efficacy and safety of 2005.4.14~ s ) . | 2
5.35.1.9 RAE bilastine 20 mg once daily and cetirizine 2005.8.19 17 2(7)09’39(9)'1338 13 ]
10 mg for the treatment of seasonal
allergic rhinitis.
A phase Ill, comparative study for the
efficacy and safety of bilastine 20 mg
L BILA1503/ versus Cetirizine 10 mg and placebo in the | 2004.5.17~ s Curr Med Res Opin. 2
5.35.1.10 RAP treatment of perennial allergic rhinitis 2005.5.17 7 2012;28(1):121-130 ]
during 4 weeks, followed by a long-term
safety estension with bilastine 20 mg.
B IE=ERE B E 2 x5 L LT TAC-202 | 2014.7.1~ -
5.3.5.1.11 — 10055050 DERFEE W1 208 2014.11.6 Esl) — Rl At
A double-blind, randomized, dose-ranging
. BILA0601/ trial in four parallel groups of 10, 20 and ~ - L =
5.35.1.12 UcCl 30 mg bilastine versus placebo for the 7 ]
treatment of chronic idiopatic urticaria
Double-blind, randomised,
placebo-controlled, phase 111 study
L BILA2006/ comparing the efficacy and safety of 2006.10.3~ s Allergy. =
5.35.1.13 ucl bilastine 20 mg once daily and 2007.8.7 7 2010:65(4)516-528 | 27
Levocetirizine 5 mg for the treatment of
chronic idiopathic urticaria.
5.35.2 EXBHRBRESE
CTDNo.- | 5 [SBRES = ESiE i - il
ié*q‘%% = % Study No ﬁ LE [EKE&%F] %Bﬁ;ﬁ:ﬂ Fﬂﬁ (@W/?ﬁ%) #%ﬁﬁrc\ %0)1‘]‘{_1 %%0)%“
SBAETE N O TE 7 L L% — T e IR N
o — #EAR 2 Lz TAC202 ok 11 | 2OMBII — A
e MR GA8R (TR 12 EfH) -
10055040 WAL OB iPET LoLF —E Ak
5.3.5.2.1 . FAxkg & Lz TAC-202 DGR 111 | 2014.8.17~ A . i
(4=11FH) FRER WP 53R (Tassed] 12 3] & UK 2015.10.16 :
Rela P
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A phase Ill, comparative study for the
efficacy and safety of bilastine 20 mg
5.3.5.2.2 . BILA1503/ versus Cetirizine 10 mg and placebo in the | 2004.6.10~ sk Curr Med Res Opin. B
(5.3.5.1.10) RAP treatment of perennial allergic rhinitis 2006.3.13 2012;28(1):121-130 =
during 4 weeks, followed by a long-term
safety estension with Bilastine 20 mg
53523 MBAEREIRS N OV IR IR 2% ¥ | 5014515~ )
(o ) — BAE LR & L7c TAC-202 DERIKH NI 5014.10.29 =N — R (il
e MM SR (R 12 #TH) o
10055060 1B IEZERRZ M ORI E S £ O 5
5.3.5.2.3 . B ExI5 & LT TAC-202 DRI 111 | 2014.5.15~ A . i
(4=11FH) FRR WP G3A0R (TR ] 12 38 ] & Ok 2015.8.4 8
Rela )
5353 #HHOHRBEEZHE THRITLE-BES
CTDNo- | . = e T - il
ié*i%% =5 % StUdy No i LE %ﬁﬁﬁﬂﬁiﬁ (Ell*l/?ﬁ%) #’Eﬁmﬁ\ %O)ﬁi:', %%0)%“
TAC-202 CTD fi##fT ([N 4 3BR) 55
MRS (TR IR EE) Report: .
5353.1-1 | I o (10055030 #Bk, 10055040 5k, I Sle o A
10055050 #Xf#%, 10055060 i)
TAC-202 CTD fi##fT ([N 4 7ABR) 55
HERHARBT A58 (AT R R Report:
5353.1-2 | [N — (10055030 L5, 10055040 3%k, IC’_ Bl — AT
10055050 %, 10055060 k)
(52 W FEHTES)
53532 | IIEGEGIN — Bilastine cardiac safety report — iz — 5%
Summary of safety results for those Report: -
53533 | I — subjects receiving bilastine 10 and 20 mg | | N A — 5
Summary of results by age groups (<18 Report: -
L — years & > 18 years ) e A — 5
Pooled analysis on individual data: A
dose-ranging, placebo controlled parallel | Report: -
53535 - - study of 10 and 20 mg bilastine for the ] 17 - 25

treatment of seasonal allergic rhinitis
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L Pooled analysis: Summary of results for Report - =
53536 | the European population I 7 e
5.3.5.3.7 — ';/IAo%i |E§.F;I.\2A(E£Er£}%§ #+:CTD Updated: Tz %5
5354 ZOMOMBRHEE
CTD No.- 2 = St 453 FT &~
: H . i
An open, randomised, phase IlI,
.| comparative study on the efficacy and N
5.354.1 i(é%g/lll/Bll safety of bilastine 20 mg versus m AN BE
desloratadine 5 mg in the treatment of
allergic rhino-conjunctivitis
A multicenter, randomized, double-blind,
placebo/active-controlled, phase 3 trial to
investigate the safety/tolerability and 2011.6.30~ - =
5.354.2 YCD 159 efficacy of bilastine 20 mg after 14 day 2013.6.17 7 55
oral administration in patients with
seasonal allergic rhinitis
536 WERTHROERERIET HREE
CTD No.- o = E ST R
: H . i
Post-authorization study to assess the N
5.3.6.1 gﬁ)li—BlL—ZOl safety profile of bilastine 20 mg in = AN BE
patients >65 years old
FAES F